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Abstract
Background This study explored the protective effects of melatonin on the hypertensive model in myocardial 
microvascular endothelial cells.

Methods Mouse myocardial microvascular endothelial cells were intervened with angiotensin II to establish 
hypertensive cell model and divided into control, hypertension (HP), hypertension + adenovirus negative control 
(HP + Ad-NC), hypertension + adenovirus carrying Mst1 (HP + Ad-Mst1), hypertension + melatonin (HP + MT), 
hypertension + adenovirus negative control + melatonin (HP + Ad-NC + MT), and hypertension + adenovirus carrying 
Mst1 + melatonin (HP + Ad-Mst1 + MT) groups. Autophagosomes were observed by transmission electron microscope. 
Mitochondrial membrane potential was detected by JC-1 staining. Apoptosis was detected by flow cytometry. 
Oxidative stress markers of MDA, SOD and GSH-PX were measured. The expression of LC3 and p62 was detected by 
immunofluorescence. Expression levels of Mst1, p-Mst1, Beclin1, LC3, and P62 were detected with Western blot.

Results Compared with the control group, the autophagosomes in HP, HP + Ad-Mst1, and HP + Ad-NC groups were 
significantly reduced. Compared with HP group, the autophagosomes in HP + Ad-Mst1 group were significantly 
reduced. The apoptosis of HP + MT group was significantly lower than HP group. Compared with HP + Ad-Mst1 group, 
the apoptosis of HP + Ad-Mst1 + MT group was significantly reduced. The ratio of JC-1 monomer in HP + MT group 
was significantly lower than HP group. Compared with HP + Ad-Mst1 group, the mitochondrial membrane potential 
of HP + Ad-Mst1 + MT group was also significantly reduced. MDA content in HP + MT group was significantly reduced, 
but SOD and GSH-PX activities were significantly increased. Compared with HP + Ad-Mst1 group, MDA content in 
HP + Ad-Mst1 + MT group was significantly reduced, whereas SOD and GSH-PX activities were increased significantly. 
Mst1 and p-Mst1 proteins in HP + MT group were significantly reduced. Compared with HP + Ad-Mst1 group, Mst1 and 
p-Mst1 in HP + Ad-Mst1 + MT group were reduced. P62 level was significantly decreased, while Beclin1 and LC3II levels 
were significantly increased. P62 in HP + MT group was significantly reduced, while Beclin1 and LC3II were significantly 
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Background
Hypertension is a critical risk factor for cardiovascu-
lar disease [1]. The prevalence of hypertension has been 
increasing worldwide year by year. In China, the hyper-
tension prevalence among adults aged ≥ 18 years is 23.2%, 
with the case number of 245  million [2]. Hypertension 
can cause damages to many organs, including the heart, 
kidney, brain, eyes, etc. [3, 4]. Among them, hyperten-
sive cardiomyopathy is the common pathological basis 
and independent risk factor for cardiovascular adverse 
events (such as heart failure and malignant arrhythmia). 
Recent studies have shown that the increase of micro-
vascular endothelial cell apoptosis is also an important 
cause of hypertension [5, 6]. The apoptosis of microvas-
cular endothelial cells leads to the scarcity of microves-
sels and the reduction of blood parallel pathways, which 
directly increases the peripheral resistance and increases 
the blood pressure. Therefore, how to prevent and delay 
myocardial injury in hypertensive patients is the core 
issue in hypertension management.

Melatonin is mainly secreted by the mammalian pineal 
gland. Its secretion is controlled by the sympathetic ner-
vous system, showing a circadian rhythm. Melatonin is 
highly lipophilic, which can enter almost every cell in the 
body through the circulatory system [7, 8]. Melatonin 
exerts its biological effects through receptor- and non-
receptor-mediated forms [9–11]. Studies have shown 
that melatonin has anti-inflammatory, anti-oxidative 
stress, anti-hypertension, anti-aging and anti-thrombotic 
effects, and can be used to prevent and treat cardiovas-
cular diseases [12–19]. Evidence has accumulated for 
the protective actions of physiological concentrations 
of melatonin on microcirculation via maintaining the 
endothelial barrier function [20], preserving endothelial 
permeability [21] reducing cellular excessive oxidative 
stress [22], and alleviating endothelial-dependent NO 
overproduction [23]. In a mouse model of microvascular 
ischemia/reperfusion injury after percutaneous coronary 
intervention [24], melatonin has been shown to markedly 
reduce infarcted area, improve cardiac function, restore 
blood flow, and lower microcirculation perfusion defects. 
However, the biological role and mechanism of melato-
nin in hypertensive cardiomyopathy are still unclear.

As a key component in the Hippo pathway, mamma-
lian STE20-like kinase 1 (Mst1) regulates apoptosis and 
cell proliferation. Mst1 is present in cardiac tissue, which 
determines cardiomyocyte fate by regulating autophagy. 
In a diabetic cardiomyopathy mouse model, Mst1 knock-
out restored autophagy and protected against apoptosis 
in cardiomyocytes, protecting against diabetic cardiomy-
opathy [25]. Recent studies have shown that Mst1 signal-
ing regulates many cardiovascular diseases, including the 
aortic dissection, aortic aneurysm, atherosclerosis and 
myocardial infarction ischemic injury [26, 27]. Apop-
tosis and autophagy are important processes that regu-
late the occurrence and development of cardiovascular 
diseases. In addition to promoting apoptosis, Mst1 also 
inhibits autophagy. It has been reported that Mst1 can 
promote cardiac dysfunction in myocardial infarction 
mice by inhibiting autophagy. Mst1 plays a major role 
in the development of cardiac dysfunction by inhibit-
ing autophagy and promoting the accumulation of pro-
tein aggregates [28]. In a diabetic cardiomyopathy mouse 
model [29], endogenous activation of melatonin may 
hamper the progression of diabetic cardiomyopathy by 
up-regulating cardiomyocyte autophagy through Mst1 
inhibition.

In this study, melatonin was used to intervene the 
hypertensive model in myocardial microvascular endo-
thelial cells. The action mechanisms of melatonin was 
also studied herein.

Methods
Cell lines and cell culture
Mouse myocardial microvascular endothelial cells were 
purchased from Procell Life Science & Technology 
(Wuhan, China). They were cultured with endothelial 
cell culture medium (CM-M129; Procell) containing 10% 
fetal bovine serum (FND500; Excell Bio), 100 U/ml peni-
cillin (15070-063; Gibco) and 100 ug/ml streptomycin 
(Gibco).

Cell model establishment and grouping
According to a previous study [10], the in vitro hyper-
tensive cell model was established in mouse myocar-
dial microvascular endothelial cells using angiotensin II 
(Ang II) (100 µM; AS-20,633; Anaspec Inc). According 

increased. Compared with HP + Ad-Mst1 group, P62 in HP + Ad-Mst1 + MT group was significantly reduced, but Beclin1 
and LC3II were significantly increased.

Conclusion Melatonin may inhibit apoptosis, increase mitochondrial membrane potential, and increase autophagy 
of myocardial microvascular endothelial cells under hypertensive state via inhibiting Mst1 expression, thereby 
exerting myocardial protective effect.

Keywords Melatonin, Mammalian STE20-like kinase 1 (Mst1), Hypertension, Myocardial injury, Myocardial 
microvascular endothelial cells



Page 3 of 11Wang et al. BMC Cardiovascular Disorders          (2023) 23:179 

to different treatments, the cells were divided into the 
following seven groups: (1) the control group, in which 
the cells were cultured conventionally without any treat-
ment for 48 h; (2) the HP group (hypertension group), in 
which the cells were cultured with conventional culture 
for 24 h, followed by the treatment with 100 µM Ang II 
for 24 h; (3) the HP + Ad-NC (hypertension + adenovirus 
negative control) group, in which the cells were treated 
with 100 µM Ang II for 24  h, and meanwhile infected 
with the negative control CON267 adenovirus (infec-
tion MOI = 200; Genechem Co., Ltd, Shanghai, China) 
for 48  h; (4) the HP + Ad-Mst1 (hypertension + adenovi-
rus carrying Mst1) group, in which the cells were treated 
with 100 µM Ang II for 24 h, and simultaneously infected 
with adenovirus carrying the CDS region of the Stk4 
gene (i.e., Mst1) (AD-Stk4; MOI = 200; Genechem) for 
24 h; (5) the HP + MT (hypertension + melatonin) group, 
in which, after the routine culture for 24  h, cells were 
treated with 1 mM melatonin (M5250; Sigma) for 24 h at 
1 h before Ang II intervention; (6) the HP + Ad-NC + MT 
(hypertension + adenovirus negative control + melatonin) 
group, which was treated with 1 mM melatonin for 24 h 
at 1  h before intervention with Ang II, and simultane-
ously infected with the negative control CON267 ade-
novirus (MOI = 200; infected for 48  h; Genechem); and 
(7) the HP + Ad-Mst1 + MT (hypertension + adenovirus 
carrying Mst1 + melatonin) group, which was treated 1 
mM melatonin for 24 h at 1 h before Ang II intervention, 
and simultaneously infected with AD-Stk4 adenovirus 
(MOI = 200; infected for 48 h; Genechem).

Autophagosome observation
Auophagosomes were observed with transmission elec-
tron microscope. Briefly, after intervention, the cells 
were collected and 1 mL 2.5% glutaraldehyde was added. 
After rinsing, the cells were dehydrated with acetone, 
treated with 1% osmic acid at room temperature for 2 h, 
and embedded in epoxy resin. The embedded samples 
were dried, ultrathin sectioned, and stained with uranyl 
acetate and lead citrate for 15  min and 5  min, respec-
tively. The sections were observed under a transmission 
electron microscope. Totally, 10 fields were randomly 
selected from each group to conduct semi quantitative 
analysis on the number of autophagosomes.

Flow cytometry analysis of apoptosis
Apoptosis was detected with flow cytometry. Briefly, cells 
were collected after intervention. After washing, cells 
were re-suspended with 500 µL 1×Binding Buffer. Then, 
5 µL Annexin V-PE and 10 µL 7-AAD were added and 
incubated at 4  °C in dark for 10  min. The fluorescence 
was detected with flow cytometer (LSRFortessa; BD) 
within 30  min. A negative control (untreated cells) was 
used to adjust the voltage of FSC, SSC and fluorescence 

channels, and a single staining tube was used to adjust 
the compensation of fluorescence channel under this 
voltage condition.

Mitochondrial membrane potential detection
After the intervention, the cells were collected. After 
washing, cells were incubated 500 µL 1×JC-1 staining 
solution (Beyotime, Haimen, Jiangsu, China) at 37  °C 
for 30 min. After washing again, 500 µL PBS was added 
to re-suspend the cells. The fluorescence intensity of 
JC-1 aggregates (red fluorescence) and monomer (green 
fluorescence) was detected on a flow cytometer within 
30 min. The ratio of green to red intensity (i.e., the ratio 
of JC-monomer) was calculated.

Detection of malondialdehyde (MDA), superoxide 
dismutase (SOD) and glutathione peroxidase (GSH-Px)
Intracellular levels of MDA, SOD and GSH-Px were 
detected. Briefly, after intervention, cells were collected. 
The contents of MDA, SOD, and GSH-P was detected 
with corresponding kits (Jiancheng Bioengineering insti-
tute, Nanjing, China).

Western blot analysis
After intervention, the cells were collected and sub-
jected to protein extraction. After electrophoresis and 
membrane transfer, incubation with primary antibodies 
against Mst1 (3682  S; CST), phospho-Mst1 (Thr183)/
MST2 (Thr180) (49,332  S; CST), Beclin-1 (3738  S; 
CST), p62 antibody (23,214  S; Cell Signalling), LC3-I 
and LC3-II antibody (2775  S; Cell Signalling) was per-
formed. Primary antibodies were obtained from Cell 
Signalling Technology (Danvers, MA, USA). After that, 
the membrane was incubated with corresponding HRP-
conjugated secondary antibodies (goat against rabbit, 
ab205718; and goat against mouse, ab205719; Abcam). 
Color development was performed and detected with 
the ChemiScope mini chemiluminescence instrument. 
β-actin was used as internal control.

Immunofluorescence
After intervention, the cells were collected and seeded 
onto coverslips. After culturing for 24  h, the coverslips 
were taken out and washed. After blocking with 1% BSA 
at room temperature for 30 min, the coverslips were incu-
bated with anti-p62 antibody (232,145; Cell Signalling) 
and anti-LC3B antibody (2775 S; Cell Signalling) at 37 °C 
for 2 h. After washing, goat anti-rabbit IgG H&L second-
ary antibody (Alexa Fluor® 488) was used to incubate the 
cells at 37 °C in dark for 1 h. After washing, staining with 
DAPI was performed at room temperature in dark for 
3 min. Finally, the cells were observed and photographed 
under laser confocal microscope.
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Statistical analysis
Experiments were performed in triplicates. Data were 
expressed as mean ± SEM. SPSS 19.0 software was used 
for statistical analysis. One-way ANOVA was used 
for group comparison. GraphPad Prism 5.0 software 
was used for graphing. P < 0.05 indicated significant 
difference.

Results
Melatonin promotes autophagy in myocardial 
microvascular endothelial cells
The numbers of autophagosomes in myocardial micro-
vascular endothelial cells were observed by transmis-
sion electron microscope. As shown in Fig. 1, compared 
with the control group, the numbers of autophagosomes 
in the HP, HP + Ad-Mst1 and HP + Ad-NC groups were 
significantly reduced. Compared with the HP group, the 
number of autophagosomes in the HP + Ad-Mst1 group 
was significantly reduced. After the melatonin interven-
tion, the number of autophagosomes was significantly 

increased, indicating that autophagy was enhanced. This 
data suggests that melatonin can promote autophagy.

Melatonin alleviates apoptosis of myocardial microvascular 
endothelial cells caused by Mst1 over-expression
Apoptosis of the myocardial microvascular endothelial 
cells was detected by flow cytometry. As shown in Fig. 2, 
the apoptosis rate of the HP group was significantly 
increased than control group (P < 0.01). Compared with 
the HP group, after Mst1 over-expression, the apoptosis 
rate in HP + Ad-Mst-1 group was significantly increased 
(P < 0.01). After 1 mM melatonin was administered on 
the basis of Ang II intervention, the apoptosis rate of 
the HP + MT group was significantly lower than the 
HP group (P < 0.01). Compared with the HP + Ad-Mst1 
group, the apoptosis of the HP + Ad-Mst1 + MT group 
was significantly decreased (P < 0.01). Thus, melatonin 
can alleviate the apoptosis of myocardial microvascular 
endothelial cells caused by Mst1 over-expression.

Fig. 1 Transmission electron microscopy analyzing autophagosomes in mouse myocardial microvascular endothelial cells. Representative im-
ages of each group were shown on the left panel. Scale bar, 2 μm in upper panel, and 500 nm in lower panel. The number of autophagosomes per cell 
was shown on the right panel. Compared with control group, aP<0.05; compared with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; 
compared with HP + Ad-Mst1 group, dP<0.05; compared with HP + MT group, eP<0.05; and compared with HP + Ad-NC + MT group, fP<0.05
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Melatonin recovers decreased mitochondrial membrane 
potential induced by hypertension and Mst1 over-
expression
The mitochondrial membrane potential of myocardial 
microvascular endothelial cells was detected with the 
JC-1 staining. In cells with normal mitochondrial mem-
brane potential, JC-1 spontaneously form aggregates that 
produce red fluorescence, whereas, in cells with reduced 
mitochondrial membrane potential, JC-1 cannot form 
aggregates and presents in monomer, which produces 
green fluorescence [30]. Thus, the elevated ratio of green 
to red fluorescence intensity, i.e. the elevated ratio of 
JC-1 monomer, represents the decrease of the mitochon-
drial membrane potential, and verse versa. As shown in 

Fig.  3, the ratio of JC-1 monomer in the HP group was 
significantly increased (P < 0.05), indicating significantly 
reduced mitochondrial membrane potential. Compared 
with the HP group, the ratio of JC-1 monomers was 
significantly increased after the Mst1 over-expression 
in HP + Ad-Mst-1 group (P < 0.05), indicating that the 
Mst1 over-expression could significantly reduce mito-
chondrial membrane potential. The ratio of JC-1 mono-
mer in HP + MT group and HP + Ad-Mst1 + MT group 
was significantly lower than that in the HP group and 
HP + Ad-Mst1 group, respectively (P < 0.05), suggesting 
significantly increased mitochondrial membrane poten-
tial in HP + MT and HP + Ad-Mst1 + MT groups. There-
fore, melatonin can recover the decreased mitochondrial 

Fig. 3 Analysis of mitochondrial membrane potential in myocardial microvascular endothelial cells. Flow cytometry was performed to analyze 
JC-staining of each group. Representative and quantitative results were shown. JC-monomer positive and JC-1 aggregate negative cells were gated (Q4). 
Compared with control group, aP<0.05; compared with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; compared with HP + Ad-Mst1 
group, dP<0.05; compared with HP + MT group, eP<0.05; and compared with HP + Ad-NC + MT group, fP<0.05. n = 3

 

Fig. 2 Analysis of apoptosis rate of myocardial microvascular endothelial cells. Flow cytometry was performed to analyze apoptosis of each group. 
Representative and quantitative results were shown. Early apoptotic cells (Annexin V-PE–positive and 7-AAD–negative cells) and late apoptotic cells (An-
nexin V-PE–positive and 7-AAD–positive cells) were gated. Q1, necrotic cells; Q2, late apoptotic cells; Q3, early stage apoptotic cells; and Q4, living cells. 
Compared with control group, aP<0.05; compared with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; compared with HP + Ad-Mst1 
group, dP<0.05; compared with HP + MT group, eP<0.05; and compared with HP + Ad-NC + MT group, fP<0.05. n = 3
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membrane potential induced by hypertension and Mst1 
over-expression.

Melatonin inhibits increase of MDA and decrease of SOD 
and GSH-PX activity induced by hypertension and Mst1 
over-expression
The levels of MDA, SOD and GSH-PX in myocardial 
microvascular endothelial cells were detected. As shown 
in Fig.  4, compared with the control group, the MDA 
content in the HP group was significantly increased 
(P < 0.05), while the activities of SOD and GSH-PX were 
significantly decreased (P < 0.05). Compared with the HP 
group, the content of MDA in the HP + Ad-Mst1 group 
was significantly increased (P < 0.05), whereas the activi-
ties of SOD and GSH-PX were significantly decreased 
(P < 0.05). These results suggest that Mst1 over-expression 
significantly induces the production of MDA, but inhibits 
the activity of SOD and GSH-PX. After melatonin inter-
vention on the basis of Ang II intervention, the HP + MT 
group had significantly decreased MDA (P < 0.05), but 
significantly increased activities of SOD and GSH-PX 
(P < 0.05). Compared with the HP + Ad-Mst1 group, there 
were significantly decreased MDA contents (P < 0.05), but 
significantly increased activities of SOD and GSH-PX 
(P < 0.05) in the HP + Ad-Mst1 + MT group. Hence, mela-
tonin can significantly inhibit the increase of MDA and 
the decrease of SOD and GSH-PX activity induced by 
hypertension and Mst1 over-expression.

Melatonin inhibits expression level of Mst1 and increases 
autophagy
The protein expression levels of the Mst1, p-Mst1, 
Beclin1, LC3, and P62 were analyzed by the Western blot 
analysis. As shown in Fig. 5, compared with the control 
group, the expression levels of Mst1 and p-Mst1 in the HP 
group were significantly increased (P < 0.05), suggesting 
that Ang II intervention could significantly up-regulate 
the expression of Mst1. Meanwhile, the expression levels 

of P62 in the HP group were significantly increased, and 
the protein levels of Beclin1 and LC3II were significantly 
decreased (P < 0.05), indicating that Ang II interven-
tion significantly inhibits the level of autophagy. Com-
pared with the HP group, the expression levels of Mst1, 
p-Mst1 and P62 in the HP + Ad-Mst1 group were sig-
nificantly increased (P < 0.05), but the protein expression 
levels of Beclin1 and LC3II were significantly decreased 
(P < 0.05), indicating that the up-regulation of Mst1 could 
significantly inhibit the occurrence of autophagy. More-
over, after melatonin intervention on the basis of Ang II 
intervention, Mst1 and p-Mst1 protein expression levels 
in the HP + MT group were significantly decreased than 
HP group (P < 0.05). However, the autophagy-related pro-
tein P62 expression was significantly decreased, while 
the protein levels of Beclin1 and LC3II were significantly 
increased (P < 0.05). These results suggest that melato-
nin can inhibit the expression of Mst1 and promote the 
occurrence of autophagy. Compared with the HP + Ad-
Mst1 group, the expression levels of Mst1 and p-Mst1 in 
the HP + Ad-Mst1 + MT group were decreased (P < 0.05). 
The expression level of P62 was significantly decreased, 
and the expression levels of Beclin1 and LC3II protein 
levels were significantly increased (P < 0.05). Thus, mela-
tonin can inhibit the expression level of Mst1 and induce 
the increase of autophagy.

Melatonin induces autophagy in myocardial microvascular 
endothelial cells
Expression levels of LC3 and P62 in myocardial micro-
vascular endothelial cells were further detected with 
immunofluorescence. As shown in Fig. 6, compared with 
the control group, the expression level of P62 in the HP 
group was significantly increased (P < 0.05). The protein 
expression levels of LC3B were significantly decreased 
(P < 0.05), indicating that Ang II intervention signifi-
cantly inhibits the autophagy. HP + Ad-Mst1 group had 
significantly increased P62 but decreased LC3B protein 

Fig. 4 Analysis of MDA, SOD, and GSH-PX contents in myocardial microvascular endothelial cells. Compared with control group, aP<0.05; com-
pared with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; compared with HP + Ad-Mst1 group, dP<0.05; compared with HP + MT group, 
eP<0.05; and compared with HP + Ad-NC + MT group, fP<0.05. n = 3
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expression levels than HP group (P < 0.05), indicating 
that the up-regulation of Mst1 can significantly inhibit 
the occurrence of autophagy. Meanwhile, after melato-
nin intervention on the basis of Ang II intervention, the 
autophagy-related protein P62 in the HP + MT group 
was significantly decreased, and LC3B was significantly 
increased than HP group (P < 0.05). Compared with the 
HP + Ad-Mst1 group, the HP + Ad-Mst1 + MT group 
had a significant decreased P62 expression, and a sig-
nificant increase in the protein expression levels of LC3B 
(P < 0.05). Therefore, melatonin can induce the increase 
of autophagy.

Discussion
Studies have reported that melatonin can alleviate myo-
cardial ischemia/reperfusion injury [31, 32], inhibit the 
production of ROS, improve cardiac contractility, and 
reduce cardiomyocyte apoptosis [15, 33, 34]. However, 
there is no report on the mechanism of melatonin in 
myocardial injury in hypertensive patients. Mst1, which 
is present in cardiac tissue and determines cardiomyo-
cyte fate by regulating autophagy, plays a critical role in 
cardiac and vascular homeostasis in the cardiovascu-
lar system [35, 36] Autophagy is particularly important 

in maintaining cardiomyocyte homeostasis. However, 
defective or excessive autophagy could lead to cardio-
vascular diseases, including the heart failure and ath-
erosclerosis [37, 38]. In a study using the mouse model 
of diabetic cardiomyopathy [25], the results showed that 
melatonin inhibited the expression of p-Mst1 and Mst1, 
and up-regulated the autophagy in myocardial tissue of 
diabetic mice, suggesting that melatonin may exert its 
cardio protective effect by inhibiting Mst1. However, 
whether melatonin is involved in hypertensive myo-
cardial microvascular endothelial cell damage remains 
unclear. In this study, Ang II (100 µM) was used to inter-
vene mouse myocardial microvascular endothelial cells 
for 24  h to establish the hypertensive cell model. The 
concentration of 1 mM was used for the melatonin inter-
vention. We found that Mst1 over-expression increased 
apoptosis and weakened autophagy of the hypertensive 
cell model, while melatonin significantly inhibited apop-
tosis and promoted autophagy. These results suggest that 
melatonin may inhibit Mst1 expression, induce autoph-
agy, and inhibit apoptosis of myocardial microvascular 
endothelial cells under hypertensive state, thereby fur-
ther reducing injury to myocardial microvascular endo-
thelial cells.

Fig. 5 Analysis of protein expression levels of Mst1, p-Mst1, Beclin1, P62, and LC3II in myocardial microvascular endothelial cells. Protein ex-
pression levels of Mst1, p-Mst1, Beclin1, P62, and LC3II in myocardial microvascular endothelial cells were detected with Western blot analysis. Representa-
tive and quantitative results were shown. Uncropped protein blots are provided in the additional file1. Compared with control group, aP<0.05; compared 
with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; compared with HP + Ad-Mst1 group, dP<0.05; compared with HP + MT group, eP<0.05; 
and compared with HP + Ad-NC + MT group, fP<0.05. n = 3
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Mitochondria constitute approximately 45% of the 
myocardial volume [39, 40]. More than 90% of ATP 
generated by mitochondrial respiration is utilized by 
cardiomyocytes [41]. It has been hypothesized that mito-
chondria are the original sites of melatonin biosynthesis 
[42]. The decrease in mitochondrial membrane poten-
tial is a hallmark event in the early stages of apoptosis. 
JC-1 is an ideal fluorescent probe widely used to detect 
mitochondrial membrane potential. Herein, we found 
that the proportion of JC-1 monomers in the HP + MT 
group was significantly lower than the HP group. Com-
pared with the HP + Ad-Mst1 group, the mitochondrial 
membrane potential of the HP + Ad-Mst1 + MT group 
was also significantly decreased. These results suggest 
that melatonin can alleviate the decreased mitochondrial 
membrane potential induced by hypertension and Mst1 
over-expression. The P62 level is negatively correlated 
with the autophagy level, and decreased autophagy could 
cause the accumulation of P62 [43]. LC3 is a key protein 
in autophagy, representing the autophagy strength [43]. 
The expression level of P62 is often combined with LC3 

as an indicator to evaluate the level of autophagy [43]. 
Beclin1 is a Bcl-2 homology 3 domain protein that plays 
an important role in the initiation of autophagy [41, 44]. 
In a mouse model of diabetic cardiomyopathy [43], mela-
tonin has been shown to inhibit Mst1 expression and 
Mst1 phosphorylation, up-regulate LC3-II expression, 
and reduce p62 accumulation, suggesting that melatonin 
may up-regulate cardiomyocyte autophagy by inhibit-
ing Mst1, thereby inhibiting the progression of diabetic 
cardiomyopathy. An increasing number of studies [45, 
46] have confirmed the anti-apoptotic effect of mela-
tonin in preventing cardiomyocyte injury. In this study, 
we detected the protein expressions of Mst1, p-Mst1, 
Beclin1, LC3 and P62 in mouse myocardial microvascu-
lar endothelial cells. The results showed that after melato-
nin intervention on the basis of Ang II intervention, Mst1 
and p-Mst1 protein expression levels were significantly 
reduced. However, the expression levels of P62 were sig-
nificantly decreased, and those of Beclin1 and LC3II were 
significantly increased. Compared with the HP + Ad-
Mst1 group, the expressions of Mst1 and p-Mst1 in the 

Fig. 6 Analysis of p62 and LC3B expression levels in mouse myocardial microvascular endothelial cells. The expressions of p62 and LC3B in 
mouse myocardial microvascular endothelial cells were detected with immunofluorescence (200×). Representative and quantitative results were shown. 
Compared with control group, aP<0.05; compared with HP group, bP<0.05; compared with HP + Ad-NC group, cP<0.05; compared with HP + Ad-Mst1 
group, dP<0.05; compared with HP + MT group, eP<0.05; and compared with HP + Ad-NC + MT group, fP<0.05. n = 3
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HP + Ad-Mst1 + MT group were decreased. Similarly, P62 
was significantly decreased, and Beclin1 and LC3II pro-
tein levels were significantly increased. These results con-
firm that melatonin can inhibit the expression of Mst1 
and induce the increase of autophagy.

Oxidative stress mainly refers to the imbalance of oxi-
dation and anti-oxidation under stimuli and plays an 
important role in hypertension [47]. MDA is one of the 
products of lipid peroxidation and is one of the biomark-
ers of oxidative stress [48]. SOD can inhibit damage to 
cells by •O2-, thus protecting cellular structural integ-
rity [49]. In this study, compared with the HP group, the 
MDA content in the HP + Ad-Mst1 group was up-regu-
lated significantly, while the SOD and GSH-PX activi-
ties were down-regulated significantly. Therefore, Mst1 
over-expression significantly induces the production of 
MDA, and inhibits the activity of SOD and GSH-PX, thus 
aggravating cell damages. After melatonin intervention 
on the basis of Ang II treatment, the content of MDA in 
HP + MT group decreased significantly, and the activities 
of SOD and GSH-PX increased significantly. Compared 
with the HP + Ad-Mst1 group, the MDA content in the 
HP + Ad-Mst1 + MT group reduced significantly, and the 

SOD and GSH-PX activities elevated significantly. These 
results suggest that melatonin can inhibit the increase 
of MDA and reverse the decrease of SOD and GSH-PX 
activity induced by Ang II and Mst1 over-expression.

Conclusion
In conclusion, our results showed that melatonin inhib-
ited Mst1 expression, promoted autophagy, and reduced 
the apoptosis rate of myocardial microvascular endo-
thelial cells (Fig. 7). Meanwhile, melatonin increased the 
mitochondrial membrane potential and promoted the 
generation of autophagosomes in myocardial microvas-
cular endothelial cells. Therefore, our results may provide 
new insights into the role of melatonin in autophagy and 
apoptosis in myocardial microvascular endothelial cells, 
and may provide new ideas and targets for the diagnosis 
and treatment of hypertensive cardiomyopathy. However, 
the specific mechanisms underlying these effects of mela-
tonin are unclear and should be further studied.

List of Abbreviations
Mst1  mammalian STE20-like kinase 1
MDA  malondialdehyde
SOD  superoxide dismutase

Fig. 7 The schematic figure showing the mechanism underlying the protective role of melatonin in hypertensive cell model. Melatonin could 
inhibit Mst1 expression in myocardial microvascular endothelial cells under hypertensive state, which then may inhibit apoptosis, and increase autophagy 
of myocardial microvascular endothelial cells, thereby exerting myocardial protective effect
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GSH-P  glutathione peroxidase
HP group  hypertension group
HP + Ad-NC group  hypertension + adenovirus negative control 

group
HP + Ad-Mst1 group  hypertension + adenovirus carrying Mst1 group
HP + MT group  hypertension + melatonin group
HP + Ad-NC + MT group  hypertension + adenovirus negative 

control + melatonin group
HP + Ad-Mst1 + MT group  hypertension + adenovirus carrying 

Mst1 + melatonin group

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s12872-023-03159-1.

Additional File: Uncropped protein blots

Acknowledgements
Not applicable.

Author Contribution
Conceptualization: Jian Luo, Bin Wu; Data curation: Jian Luo, Ruimei Han, 
Lingpeng Wang, Bin Wu; Formal analysis: Yang Liu, Wei Wang; Funding 
acquisition: Jian Luo; Investigation: Yang Liu, Wei Wang; Methodology: Jian 
Luo, Bin Wu; Project administration: Jian Luo, Lingpeng Wang; Resources: Jian 
Luo; Software: Lingpeng Wang; Writing - original draft: Jian Luo, Wei Wang; 
Writing - review & editing: Jian Luo, Wei Wang. All authors have read and 
approved the manuscript.

Funding
This work was supported by the grants from the National Natural Science 
Foundation of China (No. 81860048); the Tianshan Youth Program from 
Department of Science and Technology of Xinjiang Uygur Autonomous 
Region (No. 2020Q038).

Data Availability
The datasets generated and/or analysed during the current study are not 
publicly available but are available from the corresponding author on 
reasonable request.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1Department of Cardiology, the First Affiliated Hospital, Xinjiang Medical 
University, Urumqi 830000, China
2Department of Internal Medicine, The First Affiliated Hospital, Xinjiang 
Medical University, No. 137, Liyushan South Road, Urumqi,  
Xinjiang 830000, China
3Department of Cardiology, Shanghai Xuhui Central Hospital,  
Shanghai 200031, China
4Department of Geriatrics, Xinjiang Military General Hospital, 359 Youhao 
North Street, Urumqi, Xinjiang 830000, China

Received: 13 July 2022 / Accepted: 1 March 2023

References
1. Ferdinand KC, Reddy TK, Vo TN. Global interventions in hypertension: new 

and emerging concepts. Curr Opin Cardiol. 2021;36(4):436–43. https://doi.
org/10.1097/HCO.0000000000000866.

2. Annual Report on Cardiovascular Health and Diseases in China. 2019. Journal 
of Cardiovascular and Pulmonary Diseases 2020, 39(10):1157-62. doi: https://
doi.org/10.3969/j.issn.1007-5062.2020.10.001.

3. McCormack T, Krause T, O’Flynn N. Management of hypertension in adults in 
primary care: NICE guideline. Br J Gen Pract. 2012;62(596):163–4. https://doi.
org/10.3399/bjgp12X630232.

4. Susic D, Frohlich ED. Hypertensive Cardiovascular and Renal Disease and 
Target Organ damage: Lessons from Animal Models. Cardiorenal Med. 
2011;1(3):139–46. https://doi.org/10.1159/000329334.

5. Dong Q, Xing W, Su F, et al. Tetrahydroxystilbene Glycoside improves 
microvascular endothelial dysfunction and ameliorates Obesity-Associated 
Hypertension in obese ZDF rats Via Inhibition of endothelial autophagy. Cell 
Physiol Biochem. 2017;43(1):293–307. https://doi.org/10.1159/000480410.

6. Savoia C, Battistoni A, Calvez V, et al. Microvascular alterations in hypertension 
and vascular aging. Curr Hypertens Rev. 2017;13(1):16–23. https://doi.org/10.
2174/1573402113666170505115010.

7. Amin AH, El-Missiry MA, Othman AI. Melatonin ameliorates metabolic risk 
factors, modulates apoptotic proteins, and protects the rat heart against 
diabetes-induced apoptosis. Eur J Pharmacol. 2015;747:166–73. https://doi.
org/10.1016/j.ejphar.2014.12.002.

8. Agil A, El-Hammadi M, Jimenez-Aranda A, et al. Melatonin reduces hepatic 
mitochondrial dysfunction in diabetic obese rats. J Pineal Res. 2015;59(1):70–
9. https://doi.org/10.1111/jpi.12241.

9. Singh M, Jadhav HR. Melatonin: functions and ligands. Drug Discov Today. 
2014;19(9):1410–8. https://doi.org/10.1016/j.drudis.2014.04.014.

10. Johansson LC, Stauch B, McCorvy JD, et al. XFEL structures of the human 
MT2 melatonin receptor reveal the basis of subtype selectivity. Nature. 
2019;569(7755):289–92. https://doi.org/10.1038/s41586-019-1144-0.

11. Stauch B, Johansson LC, McCorvy JD, et al. Structural basis of ligand recogni-
tion at the human MT(1) melatonin receptor. Nature. 2019;569(7755):284–8. 
https://doi.org/10.1038/s41586-019-1141-3.

12. An R, Zhao L, Xi C, et al. Melatonin attenuates sepsis-induced cardiac dysfunc-
tion via a PI3K/Akt-dependent mechanism. Basic Res Cardiol. 2016;111(1):8. 
https://doi.org/10.1007/s00395-015-0526-1.

13. Baltatu OC, Amaral FG, Campos LA, Cipolla-Neto J. Melatonin, mitochon-
dria and hypertension. Cell Mol Life Sci. 2017;74(21):3955–64. https://doi.
org/10.1007/s00018-017-2613-y.

14. Dwaich KH, Al-Amran FG, Al-Sheibani BI, Al-Aubaidy HA. Melatonin effects 
on myocardial ischemia-reperfusion injury: impact on the outcome in 
patients undergoing coronary artery bypass grafting surgery. Int J Cardiol. 
2016;221:977–86. https://doi.org/10.1016/j.ijcard.2016.07.108.

15. Favero G, Franceschetti L, Buffoli B, et al. Melatonin: Protection against 
age-related cardiac pathology. Ageing Res Rev. 2017;35:336–49. https://doi.
org/10.1016/j.arr.2016.11.007.

16. Ma Z, Xin Z, Di W, et al. Melatonin and mitochondrial function during isch-
emia/reperfusion injury. Cell Mol Life Sci. 2017;74(21):3989–98. https://doi.
org/10.1007/s00018-017-2618-6.

17. Opie LH, Lecour S. Melatonin has multiorgan effects. Eur Heart J Cardiovasc 
Pharmacother. 2016;2(4):258–65. https://doi.org/10.1093/ehjcvp/pvv037.

18. Pandi-Perumal SR, BaHammam AS, Ojike NI, et al. Melatonin and Human Car-
diovascular Disease. J Cardiovasc Pharmacol Ther. 2017;22(2):122–32. https://
doi.org/10.1177/1074248416660622.

19. Zhou H, Ma Q, Zhu P, et al. Protective role of melatonin in cardiac ischemia-
reperfusion injury: from pathogenesis to targeted therapy. J Pineal Res. 
2018;64(3). https://doi.org/10.1111/jpi.12471.

20. Vollmer C, Weber APM, Wallenfang M, et al. Melatonin pretreatment improves 
gastric mucosal blood flow and maintains intestinal barrier function dur-
ing hemorrhagic shock in dogs. Microcirculation. 2017;24(4). https://doi.
org/10.1111/micc.12345.

21. Alluri H, Wilson RL, Anasooya Shaji C, et al. Melatonin preserves blood-brain 
Barrier Integrity and Permeability via Matrix Metalloproteinase-9 inhibi-
tion. PLoS ONE. 2016;11(5):e0154427. https://doi.org/10.1371/journal.
pone.0154427.

22. Wiggins-Dohlvik K, Han MS, Stagg HW, et al. Melatonin inhibits thermal 
injury-induced hyperpermeability in microvascular endothelial cells. J 
Trauma Acute Care Surg. 2014;77(6):899–905. discussion doi: 10.1097/
TA.0000000000000346.

http://dx.doi.org/10.1186/s12872-023-03159-1
http://dx.doi.org/10.1186/s12872-023-03159-1
http://dx.doi.org/10.1097/HCO.0000000000000866
http://dx.doi.org/10.1097/HCO.0000000000000866
http://dx.doi.org/10.3969/j.issn.1007-5062.2020.10.001
http://dx.doi.org/10.3969/j.issn.1007-5062.2020.10.001
http://dx.doi.org/10.3399/bjgp12X630232
http://dx.doi.org/10.3399/bjgp12X630232
http://dx.doi.org/10.1159/000329334
http://dx.doi.org/10.1159/000480410
http://dx.doi.org/10.2174/1573402113666170505115010
http://dx.doi.org/10.2174/1573402113666170505115010
http://dx.doi.org/10.1016/j.ejphar.2014.12.002
http://dx.doi.org/10.1016/j.ejphar.2014.12.002
http://dx.doi.org/10.1111/jpi.12241
http://dx.doi.org/10.1016/j.drudis.2014.04.014
http://dx.doi.org/10.1038/s41586-019-1144-0
http://dx.doi.org/10.1038/s41586-019-1141-3
http://dx.doi.org/10.1007/s00395-015-0526-1
http://dx.doi.org/10.1007/s00018-017-2613-y
http://dx.doi.org/10.1007/s00018-017-2613-y
http://dx.doi.org/10.1016/j.ijcard.2016.07.108
http://dx.doi.org/10.1016/j.arr.2016.11.007
http://dx.doi.org/10.1016/j.arr.2016.11.007
http://dx.doi.org/10.1007/s00018-017-2618-6
http://dx.doi.org/10.1007/s00018-017-2618-6
http://dx.doi.org/10.1093/ehjcvp/pvv037
http://dx.doi.org/10.1177/1074248416660622
http://dx.doi.org/10.1177/1074248416660622
http://dx.doi.org/10.1111/jpi.12471
http://dx.doi.org/10.1111/micc.12345
http://dx.doi.org/10.1111/micc.12345
http://dx.doi.org/10.1371/journal.pone.0154427
http://dx.doi.org/10.1371/journal.pone.0154427


Page 11 of 11Wang et al. BMC Cardiovascular Disorders          (2023) 23:179 

23. Tamura EK, Silva CL, Markus RP. Melatonin inhibits endothelial nitric 
oxide production in vitro. J Pineal Res. 2006;41(3):267–74. https://doi.
org/10.1111/j.1600-079X.2006.00366.x.

24. Zhou H, Zhang Y, Hu S, et al. Melatonin protects cardiac microvasculature 
against ischemia/reperfusion injury via suppression of mitochondrial 
fission-VDAC1-HK2-mPTP-mitophagy axis. J Pineal Res. 2017;63(1). https://doi.
org/10.1111/jpi.12413.

25. Zhang M, Zhang L, Hu J, et al. MST1 coordinately regulates autophagy 
and apoptosis in diabetic cardiomyopathy in mice. Diabetologia. 
2016;59(11):2435–47. https://doi.org/10.1007/s00125-016-4070-9.

26. Liu M, Yan M, He J, et al. Macrophage MST1/2 disruption impairs Post-
Infarction Cardiac Repair via LTB4. Circ Res. 2021;129(10):909–26. https://doi.
org/10.1161/CIRCRESAHA.121.319687.

27. Liu Y, Chu G, Shen W, et al. XMU-MP-1 protects heart from ischemia/reperfu-
sion injury in mice through modulating Mst1/AMPK pathway. Eur J Pharma-
col. 2022;919:174801. https://doi.org/10.1016/j.ejphar.2022.174801.

28. Maejima Y, Kyoi S, Zhai P, et al. Mst1 inhibits autophagy by promoting the 
interaction between Beclin1 and Bcl-2. Nat Med. 2013;19(11):1478–88. 
https://doi.org/10.1038/nm.3322.

29. Zhang M, Lin J, Wang S, et al. Melatonin protects against diabetic cardiomy-
opathy through Mst1/Sirt3 signaling. J Pineal Res. 2017;63(2). https://doi.
org/10.1111/jpi.12418.

30. De Biasi S, Gibellini L, Cossarizza A. Uncompensated polychromatic analysis 
of mitochondrial membrane potential using JC-1 and Multilaser Excitation. 
Curr Protoc Cytom. 2015;72(1–7 11):7. https://doi.org/10.1002/0471142956.
cy0732s72.

31. Gul-Kahraman K, Yilmaz-Bozoglan M, Sahna E. Physiological and pharmaco-
logical effects of melatonin on remote ischemic perconditioning after myo-
cardial ischemia-reperfusion injury in rats: role of Cybb, Fas, NfkappaB, Irisin 
signaling pathway. J Pineal Res. 2019;67(2):e12589. https://doi.org/10.1111/
jpi.12589.

32. Yang J, Fei L, Zhong Y, Yu L, Gou X. Protective effects and mechanism of 
melatonin against H9c2 cardiomyocyte injury induced by hypoxia/reoxy-
genation. J Shanxi Med Univ. 2020;51(08):761–5. https://doi.org/10.13753/j.
issn.1007-6611.2020.08.005.

33. Feldman AM, Weinberg EO, Ray PE, Lorell BH. Selective changes in cardiac 
gene expression during compensated hypertrophy and the transition 
to cardiac decompensation in rats with chronic aortic banding. Circ Res. 
1993;73(1):184–92. https://doi.org/10.1161/01.res.73.1.184.

34. Ghosh G, De K, Maity S, et al. Melatonin protects against oxidative damage 
and restores expression of GLUT4 gene in the hyperthyroid rat heart. J Pineal 
Res. 2007;42(1):71–82. https://doi.org/10.1111/j.1600-079X.2006.00386.x.

35. Feng X, Wang S, Yang X, et al. Mst1 knockout alleviates mitochondrial fission 
and mitigates left ventricular remodeling in the Development of Diabetic 
Cardiomyopathy. Front Cell Dev Biol. 2020;8:628842. https://doi.org/10.3389/
fcell.2020.628842.

36. Xiong Z, Li Y, Zhao Z, et al. Mst1 knockdown alleviates cardiac lipotoxic-
ity and inhibits the development of diabetic cardiomyopathy in db/db 

mice. Biochim Biophys Acta Mol Basis Dis. 2020;1866(8):165806. https://doi.
org/10.1016/j.bbadis.2020.165806.

37. Bravo-San Pedro JM, Kroemer G, Galluzzi L. Autophagy and Mitophagy in Car-
diovascular Disease. Circ Res. 2017;120(11):1812–24. https://doi.org/10.1161/
CIRCRESAHA.117.311082.

38. Ren J, Zhang Y. Targeting Autophagy in Aging and Aging-Related Cardio-
vascular Diseases. Trends Pharmacol Sci. 2018;39(12):1064–76. https://doi.
org/10.1016/j.tips.2018.10.005.

39. Marin-Garcia J, Goldenthal MJ, Moe GW. Mitochondrial pathology in 
cardiac failure. Cardiovasc Res. 2001;49(1):17–26. https://doi.org/10.1016/
s0008-6363(00)00241-8.

40. Gottlieb RA, Gustafsson AB. Mitochondrial turnover in the heart. Bio-
chim Biophys Acta. 2011;1813(7):1295–301. https://doi.org/10.1016/j.
bbamcr.2010.11.017.

41. Chu CW, Yang MC, Chou CH, et al. GSK3β–mediated Ser156 phosphorylation 
modulates a BH3–like domain in BCL2L12 during TMZ–induced apoptosis 
and autophagy in glioma cells. Int J Mol Med. 2018;42(2):905–18. https://doi.
org/10.3892/ijmm.2018.3672.

42. Tan DX, Manchester LC, Liu X, et al. Mitochondria and chloroplasts as the 
original sites of melatonin synthesis: a hypothesis related to melatonin’s 
primary function and evolution in eukaryotes. J Pineal Res. 2013;54(2):127–38. 
https://doi.org/10.1111/jpi.12026.

43. Zhang M. The role and mechanism of melatonin regulating Mst1 in diabetic 
cardiomyopathy injury. 2018.

44. Liang XH, Kleeman LK, Jiang HH, et al. Protection against fatal Sindbis 
virus encephalitis by beclin, a novel bcl-2-interacting protein. J Virol. 
1998;72(11):8586–96. https://doi.org/10.1128/JVI.72.11.8586-8596.1998.

45. Slominski AT, Zmijewski MA, Semak I, et al. Melatonin, mitochondria, and 
the skin. Cell Mol Life Sci. 2017;74(21):3913–25. https://doi.org/10.1007/
s00018-017-2617-7.

46. Lin T, Lee JE, Kang JW, et al. Melatonin supplementation during prolonged 
in vitro maturation improves the quality and development of poor-quality 
porcine oocytes via anti-oxidative and anti-apoptotic effects. Mol Reprod 
Dev. 2018;85(8–9):665–81. https://doi.org/10.1002/mrd.23052.

47. Harrison DG. The mosaic theory revisited: common molecular mechanisms 
coordinating diverse organ and cellular events in hypertension. J Am Soc 
Hypertens. 2013;7(1):68–74. https://doi.org/10.1016/j.jash.2012.11.007.

48. Tangvarasittichai S. Oxidative stress, insulin resistance, dyslipidemia and 
type 2 diabetes mellitus. World J Diabetes. 2015;6(3):456–80. https://doi.
org/10.4239/wjd.v6.i3.456.

49. Li H, Zhai B, Sun J, et al. Anti-aging and Organ Protective Effects of total sapo-
nins from Aralia taibaiensis. Drug Des Devel Ther. 2021;15:4025–42. https://
doi.org/10.2147/DDDT.S330222. Antioxidant.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 

http://dx.doi.org/10.1111/j.1600-079X.2006.00366.x
http://dx.doi.org/10.1111/j.1600-079X.2006.00366.x
http://dx.doi.org/10.1111/jpi.12413
http://dx.doi.org/10.1111/jpi.12413
http://dx.doi.org/10.1007/s00125-016-4070-9
http://dx.doi.org/10.1161/CIRCRESAHA.121.319687
http://dx.doi.org/10.1161/CIRCRESAHA.121.319687
http://dx.doi.org/10.1016/j.ejphar.2022.174801
http://dx.doi.org/10.1038/nm.3322
http://dx.doi.org/10.1111/jpi.12418
http://dx.doi.org/10.1111/jpi.12418
http://dx.doi.org/10.1002/0471142956.cy0732s72
http://dx.doi.org/10.1002/0471142956.cy0732s72
http://dx.doi.org/10.1111/jpi.12589
http://dx.doi.org/10.1111/jpi.12589
http://dx.doi.org/10.13753/j.issn.1007-6611.2020.08.005
http://dx.doi.org/10.13753/j.issn.1007-6611.2020.08.005
http://dx.doi.org/10.1161/01.res.73.1.184
http://dx.doi.org/10.1111/j.1600-079X.2006.00386.x
http://dx.doi.org/10.3389/fcell.2020.628842
http://dx.doi.org/10.3389/fcell.2020.628842
http://dx.doi.org/10.1016/j.bbadis.2020.165806
http://dx.doi.org/10.1016/j.bbadis.2020.165806
http://dx.doi.org/10.1161/CIRCRESAHA.117.311082
http://dx.doi.org/10.1161/CIRCRESAHA.117.311082
http://dx.doi.org/10.1016/j.tips.2018.10.005
http://dx.doi.org/10.1016/j.tips.2018.10.005
http://dx.doi.org/10.1016/s0008-6363(00)00241-8
http://dx.doi.org/10.1016/s0008-6363(00)00241-8
http://dx.doi.org/10.1016/j.bbamcr.2010.11.017
http://dx.doi.org/10.1016/j.bbamcr.2010.11.017
http://dx.doi.org/10.3892/ijmm.2018.3672
http://dx.doi.org/10.3892/ijmm.2018.3672
http://dx.doi.org/10.1111/jpi.12026
http://dx.doi.org/10.1128/JVI.72.11.8586-8596.1998
http://dx.doi.org/10.1007/s00018-017-2617-7
http://dx.doi.org/10.1007/s00018-017-2617-7
http://dx.doi.org/10.1002/mrd.23052
http://dx.doi.org/10.1016/j.jash.2012.11.007
http://dx.doi.org/10.4239/wjd.v6.i3.456
http://dx.doi.org/10.4239/wjd.v6.i3.456
http://dx.doi.org/10.2147/DDDT.S330222
http://dx.doi.org/10.2147/DDDT.S330222

	Protective effects of melatonin on myocardial microvascular endothelial cell injury under hypertensive state by regulating Mst1
	Abstract
	Background
	Methods
	Cell lines and cell culture
	Cell model establishment and grouping
	Autophagosome observation
	Flow cytometry analysis of apoptosis
	Mitochondrial membrane potential detection
	Detection of malondialdehyde (MDA), superoxide dismutase (SOD) and glutathione peroxidase (GSH-Px)
	Western blot analysis
	Immunofluorescence
	Statistical analysis

	Results
	Melatonin promotes autophagy in myocardial microvascular endothelial cells
	Melatonin alleviates apoptosis of myocardial microvascular endothelial cells caused by Mst1 over-expression
	Melatonin recovers decreased mitochondrial membrane potential induced by hypertension and Mst1 over-expression
	Melatonin inhibits increase of MDA and decrease of SOD and GSH-PX activity induced by hypertension and Mst1 over-expression
	Melatonin inhibits expression level of Mst1 and increases autophagy
	Melatonin induces autophagy in myocardial microvascular endothelial cells

	Discussion
	Conclusion
	References


