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MicroRNA-488 serves as a diagnostic marker for atherosclerosis and regulates 
the biological behavior of vascular smooth muscle cells
Zhen Li, Congjian Xu, and Di Sun

Department of Cardiology, Shengli Oilfield Central Hospital, Shandong, China

ABSTRACT
Atherosclerosis (AS) is one of the main causes of cerebral infarction. Researches on AS mainly 
focus on the gene level, among which microRNA is the research hotspot nowadays. This study 
investigated the diagnostic value of aberrant serum miR-488 in AS patients, and further explored 
the effect of abnormally expressed miR-488 on the biological behavior of vascular smooth muscle 
(VSMCs) cells by cell transfection. The qRT-PCR was used to investigate the expression level of 
miR-488 in 125 AS patients and 60 healthy controls. The diagnostic value of miR-488 was analyzed 
by the receiver operator characteristic (ROC) curve. CCK-8 and Transwell assays were used to 
detect the ability of miR-488 on the proliferation and migration ability of VSMCs cells. Serum 
expression of miR-488 in AS patients was higher than that in healthy controls. The expression level 
of miR-488 was significantly positively correlated with the Carotid Intima-Media Thickness (CIMT) 
value. The AUC of the ROC curve was 0.892, specificity was 99.3%, and sensitivity was 77.6%. In 
VSMCs cells, overexpression of miR-488 significantly promoted the proliferation and migration 
ability. The high expression of miR-488 is a good diagnostic marker for AS. The upregulation of 
miR-488 promotes VSMCs cell proliferation, and migration, which may provide a new theory for 
the treatment of AS.
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Introduction

Atherosclerosis (AS) is a major risk factor for 
cardiovascular disease, it is also one of the leading 
fatal diseases worldwide [1,2]. AS is considered as 
an immune-mediated chronic inflammation of the 
arterial wall and its detailed pathogenesis is very 
complex [3,4]. The accumulation of lipids in the 
arterial wall is the first step in the formation of AS. 
Changes in lipid metabolism increase the risk of 
metabolic disorders in the brain [5,6]. Moreover, 
some patients with AS do not have any symptoms 
in the early stage. When AS occurs, it may cause 
myocardial infarction, stroke, peripheral artery 
disease, and other common complications. 
Although AS management is a benefit of statins, 
statins have inevitable side effects and do not meet 
clinical needs [7]. Therefore, a new therapeutic 
approach is needed to accurately diagnose and 
evaluate the prognosis of AS [8,9].

MicroRNAs (miRNAs) are a class of small, evo
lutionally conserved endogenous, non-coding, sin
gle-stranded RNA molecules about 22 nucleotides 
long [10,11]. Current studies demonstrated that 
miRNAs are closely related to the occurrence and 
progression of cardiovascular diseases, leukemia, 
diabetes, tumors, and other diseases [12,13]. In 
the study of miRNA and AS, it was found that 
miRNA is mainly involved in the regulation of the 
occurrence and development of carotid intima- 
media thickness, hemodynamics, oxidative stress, 
cholesterol metabolism, vascular smooth muscle 
cells (VSMCs), angiogenesis, inflammatory 
response, foam cells, and stable fibrous cap 
[14,15].

A recent study identified that miR-488 has an 
abnormally high expression in acute ischemic 
stroke and can predict the poor prognosis of 
acute ischemic stroke patients [16]. It is well 
known that the two main complications of AS 
are acute myocardial infarction and acute ischemic 
stroke. Since miR-488 performs an important role 
in an emergency stroke, we speculated that miR- 
488 could influence the occurrence and progres
sion of AS. In this study, we explored the role of 
serum miR-488 and its diagnostic value in AS.

This study aimed to investigate whether miR- 
488 has diagnostic value in distinguishing AS 
patients from healthy individuals and whether 

the miR-488 expression is involved in the progres
sion of AS. In the present study, we detected the 
expression of miR-488 in the serum of 60 healthy 
controls and 125 AS patients and evaluated the 
diagnostic value of miR-488 in AS patients by 
analyzing the clinical data of the subjects, and the 
regulation of vascular smooth muscle cell prolif
eration and migration was also investigated.

Materials and methods

Study population and clinical data collection

125 asymptomatic AS patients and 60 healthy con
trols were recruited in Shengli Oilfield Central 
Hospital from January 2018 to October 2019. 
Patients diagnosed with hemangioma, acute myocar
dial infarction, heart failure, hypertension, angina 
pectoris, stroke, and other serious cardiovascular 
diseases were excluded from the study population. 
This study was conducted with the approval of the 
Medical Ethics Committee of Shengli Oilfield 
Central Hospital and all participants signed 
informed consent forms. Physical examination was 
performed on all participants, and common carotid 
artery intima-media thickness (CIMT) was mea
sured using an ATL HDI 3000 ultrasound system 
(Advanced Technology Laboratories, Bothell, WA, 
USA). The inclusion criteria for AS patients were 
0.9 mm ≤ CIMT≤ 1.2 mm. Blood was collected and 
centrifuged to preserve the serum, then stored at 
−80°C for further experiment.

Cell culture and transfection

Human VSMCs were purchased from the 
American Type Culture Collection (ATCC) and 
cultured in the Dulbecco’s modified Eagle’s med
ium (DMEM; Gibco, CA, USA) supplemented 
with 10% fetal bovine serum (FBS; PAN, 
Aidenbach, Germany). The miR-488 mimic (5ʹ- 
UUGAAAGGCUAUUUCUUGGUC-3ʹ), mimic 
negative control (mimic NC; 5ʹ- 
UUCUCCGAACGUGUCACGUTT-3ʹ), miR-488 
inhibitor (5ʹ-GACCAAGAAAUAGCCUUUCAA 
-3ʹ), or inhibitor NC (5ʹ-CAGUACUUUUGU 
GUAGUACAA-3ʹ) were synthesized by RiboBio 
(Guangzhou, China) and transfected into cells 
using Lipofectamine 3000 (Invitrogen, Carlsbad, 
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CA, USA) according to the manufacturer’s 
manual.

RNA extraction and quantitative real-time PCR

TRIzol (Invitrogen, Carlsbad, CA, USA) was used 
to extract total RNA from cells and the serum 
according to the instructions. The extracted RNA 
was reversed-transcribed into cDNA using a One- 
Step PrimeScript miRNA cDNA Synthesis Kit 
(Takara, Tokyo, Japan). Then, qRT-PCR assay 
[17] was conducted to detect the miRNA expres
sion on an ABI 7300 QRT-PCR (Applied 
Biosystems, Foster City, CA) instrument using 
the SYBR Green I Master Mix kit (Invitrogen, 
USA). The PCR condition was an initial denatura
tion of 95°C for 5 min, followed by 30 cycles of 
94°C for 30 s, 60°C for 20 s, 72°C for 20 s, and 
a final extension at 72°C for 10 min. U6 was used 
as an internal control for miRNA quantification, 
and the relative expression quantity in the 2−ΔΔCt 

method to calculate. The primer sequences for 
PCR were as follows: miR-488, 5ʹ- 
TGCGGCTTGAAAGGCTATT-3ʹ (forward) and 
5�-ATGGAGCCTGGGACGAGAC-3ʹ (reverse); 
U6, 5ʹ-CTCGCTTCGGCAGCACA-3ʹ (forward) 
and 5ʹ-AACGCTTCACGAATTTGCGT-3ʹ 
(reverse).

Cell proliferation and migration assays

After 48 h of transfection, the transfected cells 
(2 × 103 cells/well) were collected and inoculated 
into 96-well plates, then 10 μL CCK-8 reagent 
(Dojindo, Kumamoto, Japan) was added to each 
well [18]. The absorbance at 450 nm was measured 
using a microplate reader (ELx800, Bio-Tek 
Instruments, Winooski, VT, USA) every 
24 hours, and the cell activity was observed.

Cell migration ability was determined by the 
Transwell assay (8 µm pore size, Corning, USA) 
[19]. The transfected cells (5 × 104 cells/well) were 
inoculated into the upper chamber of the inserts in 
serum-free DMEM, while the lower chamber was 
filled with DMEM added with 10% FBS as the attrac
tant. After incubation at 37°C for 24 h, the cells were 
immobilized at room temperature for 20 min. Five 

fields were randomly selected under an inverted 
microscope (Olympus Corporation, Tokyo, Japan), 
and counted the number of cells. The average number 
of migrated cells was taken as the experimental 
results.

Statistical analysis

All statistical analyses of data in this study were 
using SPSS 21.0 software and GraphPad Prism 7, 
the comparison between two groups using unpaired 
Student’s t-test, while one-way ANOVA analysis 
followed by Tukey’s post hoc test was used to com
pare the means among three groups. ROC curve was 
used to evaluate the diagnostic value, and Pearson 
correlation coefficient analysis was used to detect 
the link between the two variables degree and direc
tion. P < 0.05 was considered statistically significant.

Results

In this study, serum miR-488 expression levels in AS 
patients and healthy controls were detected using 
qRT-PCR and compared the correlation with 
CIMT. The diagnostic value of serum miR-488 was 
evaluated using the ROC curve. Then, we conducted 
miR-488 mimics and inhibitor models in VSMCs 
cells and performed CCK-8 and Transwell assays to 
explore the functional role of miR-488 on VSMCs 
cell proliferation and migration.

Clinicopathological characteristics in AS patients 
and healthy controls

Table 1 analyzed the demographic characteris
tics and clinical data in AS patients and healthy 
controls, it was found that the AS patients were 
significantly correlated with the C-reactive pro
tein (CRP) compared with the healthy controls 
(P < 0.001). However, there was no obvious 
difference in age, gender, body mass index 
(BMI), total cholesterol, high-density lipopro
tein cholesterol (HDL-C), low-density lipopro
tein cholesterol (LDL-C), triglyceride, heart 
rate, systolic blood pressure (SBP), and diastolic 
blood pressure (DBP) (P > 0.05).
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The expression level of serum miR-488 in AS 
patients and the correlation study between 
miR-488 expression and CIMT

The expression levels of miR-488 in AS patients 
and healthy controls were investigated using 
qRT-PCR. The results showed that the expres
sion of miR-488 in AS patients was significantly 
higher than in healthy controls (P < 0.001, 
Figure 1(a)). CIMT was a subclinical indicator 
of AS patients independent of age, gender, and 
cardiovascular risk factors, and was widely used 
in the early detection of AS. Figure 1(b) showed 
the correlation of miR-488 with CIMT in AS 
patients, the results showed that serum miR- 
488 level showed a positive correlation with 
CIMT (r = 0.706, P < 0.001) in AS patients.

Diagnostic value of miR-488 for AS

ROC curve is often used to evaluate the diagnostic 
ability of biomarkers, providing sensitivity and 

specificity of biomarkers. In this study, the diag
nostic value of miR-488 in AS patients was evalu
ated by the ROC curve. As shown in Figure 2, the 
cutoff value of ROC was 1.30, the AUC under the 
curve was 0.892, the sensitivity was 77.6%, and the 

Figure 1. The expression level of serum miR-488 in AS patients and the correlation study between miR-488 expression and CIMT. (a) 
The expression level of serum miR-488 was upregulated in AS patients compared with healthy controls. ***P < 0.001. (b) Serum miR- 
488 level was positively correlated with CIMT in patients in AS patients (r = 0.706, ***P < 0.001).

Table 1. Clinical data of the study population.

Features
Healthy controls 

(n = 60)
AS patients 
(n = 125) P value

Age (years) 49.62 ± 4.73 50.71 ± 6.06 0.182
Gender (male/female) 34/36 64/61 0.488
BMI (kg/m2) 22.87 ± 3.71 23.24 ± 2.68 0.490
Total cholesterol (mg/dl) 167.78 ± 33.99 171.97 ± 23.08 0.390
HDL-C (mg/dl) 51.49 ± 10.01 52.95 ± 8.07 0.326
LDL-C (mg/dl) 118.46 ± 20.41 120.90 ± 16.27 0.419
Triglyceride (mg/dl) 169.93 ± 31.54 177.85 ± 20.97 0.081
Heart rate (beats/min) 78.36 ± 18.68 81.91 ± 15.37 0.173
SBP (mm Hg) 131.62 ± 14.99 129.54 ± 10.66 0.339
DBP (mm Hg) 78.68 ± 5.26 78.23 ± 8.96 0.669
CRP (mg/l) 6.21 ± 1.60 17.16 ± 2.47 0.000

Figure 2. A ROC curve was established to assess the specificity 
and sensitivity of miR-488 to differentiate between AS and 
healthy controls, the miR-488 has quite well performance with 
an AUC score of 0.892.
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specificity was 99.3%. The evaluation results indi
cated that miR-488 had a high diagnostic value in 
AS patients.

Upregulation of miR-488 promotes cell 
proliferation and migration of VSMCs

VSMCs were the only cell type in the middle layer 
of the blood vessel wall. AS is closely related to the 
proliferation and migration of VSMCs. Figure 3 
investigated the effect of miR-488 on cell prolifera
tion and migration in VSMCs. VSMCs cells were 
transfected with miR-488 mimic, mimic NC, miR- 
488 inhibitor, or inhibitor NC. The qRT-PCR 
results show that miR-488 mimic could signifi
cantly increase the expression of miR-488, while 
miR-488 inhibitor decreased the expression of 
miR-488 (P < 0.001, Figure 3(a)). The CCK-8 
assay showed that overexpression of miR-488 sig
nificantly increased the proliferation ability of 
VSMCs cells, while the low expression of miR- 
488 inhibited VSMCs cell proliferation compared 
with the blank control group and NC group 
(P < 0.05, Figure 3(b)). Transwell assay was used 
to detect the effect of miR-488 on the migration 
ability of VAMCs cells. As shown in Figure 3(c), 
overexpression of miR-488 significantly increased 
the number of migrated VSMCs cells, and down
regulation of miR-488 decreased the number of 
migrated VSMCs cells (P < 0.001).

Discussion

AS is a chronic systemic inflammatory disease, and it 
is also the most common death disease in the world. 
The death toll is more than that of all cancers 

combined [20,21]. It is the main pathological basis 
of ischemic cardiovascular and cerebrovascular dis
eases such as coronary heart disease, cerebrovascular 
disease, and thromboembolic disease [22]. Up to now, 
the pathogenesis of AS has not been fully understood, 
and there are many theories involving many risk 
factors, leading to a lack of effective prevention and 
treatment drugs in clinical practice [23,24]. Therefore, 
it is crucial to predict the AS and take effective inter
vention measures at the appropriate time.

miRNAs are involved in multiple processes that 
lead to the development of human diseases [25,26]. 
miRNAs can upregulate or downregulate the 
expression of atherosclerosis-related genes, regulate 
the transduction of multiple signaling pathways in 
cells, and participate in the regulation of carotid 
intima-media thickness, hemodynamics, oxidative 
stress, cholesterol metabolism, vascular smooth 
muscle, angiogenesis, inflammatory response, foam 
cells, and stable fibrous cap [27,28]. In AS, the 
dysregulation of miRNAs has been widely reported, 
such as miR-155 was induced to transfer from 
smooth muscle cells to endothelial cells, which 
destroys the tight junction of endothelial cells and 
the integrity of endothelial barrier, resulting in 
increased endothelial permeability and progression 
of AS [29]. Macrophages play a crucial role in the 
pathogenesis of AS. Yanyong Xu and coworkers 
outline a central role of miR-34a in regulating 
macrophage cholesterol efflux, inflammation, and 
AS, suggesting that miR-34a is a promising target 
for the treatment of cardiometabolic diseases [30]. 
Interestingly, we found that miR-488 was signifi
cantly increased in patients with AS compared 
with healthy control, which was consistent with 
the expression level of acute ischemic stroke with 

Figure 3. Effects of miR-488 expression levels on cell proliferation and migration abilities in VSMCs cells. (a) qRT-PCR was used to 
analyze the expression level of miR-488 after transient transfection with miR-488 mimic/inhibitor (or mimic/inhibitor NC). (b) The 
CCK-8 assay was performed to study cell proliferation. (c) Cell migration abilities were assessed with Transwell assay. ***P < 0.001, 
*P < 0.05.
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AS complications. In acute ischemic stroke [16], the 
expression of miR-488 in the peripheral blood of the 
case group was significantly higher than that of the 
control group. This supports our guess that miR-488 
may play an important role in AS and promote the 
progression of AS.

AS is considered to be a multi-factor disease 
caused by an inflammatory response, and the 
inflammatory process contributes to the occur
rence of acute AS thrombosis events. CRP is an 
acute protein whose concentration in serum 
reflects the inflammation of patients and is 
related to cardiovascular diseases, such as AS, 
hypertension, myocardial infarction. In our 
study, CRP levels were significantly increased in 
patients with AS compared to healthy controls. 
CIMT is a tool for early detection and tracking of 
AS, it is increasingly favored by doctors due to its 
advantages of real-time, convenience, rapid, safe, 
and noninvasive. The increase of CIMT is con
sidered an important indicator of subclinical AS, 
and our study shows that CIMT is significantly 
positively correlated with the expression of miR- 
488. It was confirmed again that AS was closely 
related to the high expression of miR-488. The 
ROC curve results showed that miR-488 was 
a good diagnostic marker of AS with high sensi
tivity and specificity. Therefore, in this study, the 
abnormally high expression of miR-488 was con
sidered as a new potential marker for the diagno
sis of AS.

The migration and proliferation of VSMCs into 
arterial intima are involved in the progress of 
atherosclerosis [31]. There were studies have 
shown that miRNAs involved in regulating the 
migration, differentiation, and proliferation of 
VSMCs may become new targets for the preven
tion and treatment of atherosclerosis [32]. 
A recent study indicated that miR-146b-3p wea
kened the proliferation, migration, and phenotype 
switch of VSMCs by targeting phosphoinositide-3 
kinase catalytic subunit gamma (PIK3CG) [33]. 
These studies revealed the crucial role of 
miRNAs in AS and the regulation function of 
VSMCs. Therefore, it is very necessary to investi
gate the effect of abnormally expressed miR-488 
on the biological behavior of VSMCs cells by cell 
transfection. CCK-8 and Transwell assays proved 
that overexpression of miR-488 could promote cell 

proliferation and migration; however, the low 
expression of miR-488 led to the opposite results. 
It seems reasonable to speculate that miR-488 may 
be an AS promoter and the overexpression of miR- 
488 may promote AS progression.

A recent study indicated that blood miR-488 
expression was high in acute ischemic stroke 
patients and predicted poor prognosis of the 
patients with transient receptor potential cation 
channel subfamily C member 6 (TRPC6) as the 
target gene [16]. Combined with the present results, 
we speculate that miR-488 may promote the AS 
progression by targeting TRPC6. Although a series 
of experiments have proved that miR-488 may be 
a potential diagnostic marker of AS, the mechanism 
of miR-488 in the occurrence and development of 
AS is still unclear, and further research is needed.

Conclusion

In summary, a series of experiments have proved 
in this study that miR-488 is highly expressed in 
patients with AS, which may be a new potential 
biomarker for the diagnosis of AS. Meanwhile, 
downregulation of miR-488 can inhibit VSMCs 
cells proliferation and migration, which may be 
a new theoretical basis and direction for more 
effective treatment of AS.

Highlights

● The serum expression of miR-488 is upregu
lated in atherosclerosis patients.

● Serum miR-488 expression has diagnostic 
value for AS patients.

● miR-488 promotes VSMCs cell proliferation 
and migration.

● miR-488 may be a novel therapeutic strategy 
for AS patients.

Disclosure statement

No potential conflict of interest was reported by the 
author(s).

Data availability statement

Corresponding authors may provide data and materials.

BIOENGINEERED 4097



ORCID

Di Sun http://orcid.org/0000-0001-6129-6026

References

[1] Frostegård J. Immunity, atherosclerosis and cardiovas
cular disease. BMC Med. 2013 May 1;11:117.

[2] Zhu Y, Xian X, Wang Z, et al. Research progress on the 
relationship between atherosclerosis and inflammation. 
Biomolecules. 2018 Aug 23;8(3):80.

[3] Xu H, Jiang J, Chen W, et al. Vascular macrophages in 
atherosclerosis. J Immunol Res. 2019;2019:4354786.

[4] Balogh E, Pusztai A, Hamar A, et al. Autoimmune and 
angiogenic biomarkers in autoimmune atherosclerosis. 
Clin Immunol. 2019 Feb;199:47–51.

[5] Li B, Li W, Li X, et al. Inflammation: a novel thera
peutic target/direction in atherosclerosis. Curr Pharm 
Des. 2017;23(8):1216–1227.

[6] Tedgui A, Mallat Z. Cytokines in atherosclerosis: 
pathogenic and regulatory pathways. Physiol Rev. 
2006 Apr;86(2):515–581.

[7] Luo Y, Lu S, Gao Y, et al. Araloside C attenuates 
atherosclerosis by modulating macrophage polarization 
via Sirt1-mediated autophagy. Aging (Albany NY). 
2020 Jan 27;12(2):1704–1724.

[8] Foks AC, Bot I. Preface: pathology and pharmacology 
of atherosclerosis. Eur J Pharmacol. 2017 Dec 
5;816:1–2.

[9] Tibaut M, Caprnda M, Kubatka P, et al. Markers of 
atherosclerosis: part 2 - genetic and imaging markers. 
Heart Lung Circ. 2019 May;28(5):678–689.

[10] Correia de Sousa M, Gjorgjieva M, Dolicka D, et al. 
Deciphering miRNAs’ action through miRNA editing. 
Int J Mol Sci. 2019 Dec 11;20(24):6249.

[11] Tiwari A, Mukherjee B, Dixit M. MicroRNA key to 
angiogenesis regulation: miRNA biology and therapy. 
Curr Cancer Drug Targets. 2018;18(3):266–277.

[12] Bernardo BC, Ooi JY, Lin RC, et al. miRNA therapeu
tics: a new class of drugs with potential therapeutic 
applications in the heart. Future Med Chem. 2015;7 
(13):1771–1792.

[13] Ferdin J, Kunej T, Calin GA. Non-coding RNAs: iden
tification of cancer-associated microRNAs by gene 
profiling. Technol Cancer Res Treat. 2010 Apr;9 
(2):123–138.

[14] Feinberg MW, Moore KJ. MicroRNA regulation of 
atherosclerosis. Circ Res. 2016 Feb 19;118(4):703–720.

[15] Lu Y, Thavarajah T, Gu W, et al. Impact of miRNA in 
Atherosclerosis. Arterioscler Thromb Vasc Biol. 2018 
Sep;38(9):e159–e170.

[16] Liang J, Zhang Z. Higher peripheral blood MiR-488 
level predicts poor prognosis of acute ischemic stroke. 

Clin Lab. 2020 Jul 1;66(7). DOI:10.7754/Clin. 
Lab.2020.191230.

[17] Lv H, Hou H, Lei H, et al. MicroRNA-6884-5p regu
lates the proliferation, invasion, and EMT of gastric 
cancer cells by directly targeting S100A16. Oncol Res. 
2020 May 29;28(3):225–236.

[18] Chen L, Zhu Q, Lu L, et al. MiR-132 inhibits migration 
and invasion and increases chemosensitivity of cispla
tin-resistant oral squamous cell carcinoma cells via 
targeting TGF-β1. Bioengineered. 2020 Dec;11 
(1):91–102.

[19] Wang S, Li P, Jiang G, et al. Long non-coding RNA 
LOC285194 inhibits proliferation and migration but 
promoted apoptosis in vascular smooth muscle cells 
via targeting miR-211/PUMA and TGF-β1/S100A4 sig
nal. Bioengineered. 2020 Dec;11(1):718–728.

[20] Mozos I, Borzak G, Caraba A, et al. Arterial stiffness in 
hematologic malignancies. Onco Targets Ther. 
2017;10:1381–1388.

[21] Papanagnou P, Stivarou T, Papageorgiou I, et al. 
Marketed drugs used for the management of hyperch
olesterolemia as anticancer armament. Onco Targets 
Ther. 2017;10:4393–4411.

[22] Tímár J, Döme B, Fazekas K, et al. Angiogenesis- 
dependent diseases and angiogenesis therapy. Pathol 
Oncol Res. 2001;7(2):85–94.

[23] Libby P, Bornfeldt KE, Tall AR. Atherosclerosis: suc
cesses, surprises, and future challenges. Circ Res. 2016 
Feb 19;118(4):531–534.

[24] Nezu T, Hosomi N, Aoki S, et al. Carotid intima-media 
thickness for atherosclerosis. J Atheroscler Thromb. 
2016;23(1):18–31.

[25] Yan W, Yang W, Liu Z, et al. Characterization of 
microRNA expression in primary human colon adeno
carcinoma cells (SW480) and their lymph node meta
static derivatives (SW620). Onco Targets Ther. 
2018;11:4701–4709.

[26] Laffont B, Rayner KJ. MicroRNAs in the pathobiology 
and therapy of atherosclerosis. Can J Cardiol. 2017 
Mar;33(3):313–324.

[27] Ding S, Huang H, Xu Y, et al. MiR-222 in cardiovas
cular diseases: physiology and pathology. Biomed Res 
Int. 2017;2017:4962426.

[28] Zhang X, Dong S, Jia Q, et al. The microRNA in 
ventricular remodeling: the miR-30 family. Biosci 
Rep. 2019 Aug 30;39(8):BSR20190788.

[29] Zheng B, Yin WN, Suzuki T, et al. Exosome- 
mediated miR-155 transfer from smooth muscle 
cells to endothelial cells induces endothelial injury 
and promotes atherosclerosis. Mol Ther. 2017 Jun 
7;25(6):1279–1294.

[30] Xu Y, Xu Y, Zhu Y, et al. Macrophage miR-34a is a key 
regulator of cholesterol efflux and atherosclerosis. Mol 
Ther. 2020 Jan 8;28(1):202–216.

4098 Z. LI ET AL.

https://doi.org/10.7754/Clin.Lab.2020.191230
https://doi.org/10.7754/Clin.Lab.2020.191230


[31] Han D, Zhang X, Zhang J, et al. Oleanolic acid sup
presses vascular smooth muscle cell proliferation by 
increasing lincRNA-p21 expression. Oncol Lett. 2016 
Nov;12(5):3519–3522.

[32] Li FP, Lin DQ, Gao LY. LncRNA TUG1 promotes 
proliferation of vascular smooth muscle cell and ather
osclerosis through regulating miRNA-21/PTEN axis. 

Eur Rev Med Pharmacol Sci. 2018 Nov;22 
(21):7439–7447.

[33] Zhuang X, Gao F, Shi L, et al. MicroRNA-146b-3p 
regulates the dysfunction of vascular smooth muscle 
cells via repressing phosphoinositide-3 kinase catalytic 
subunit gamma. Bioengineered. 2021 Dec;12 
(1):2627–2638.

BIOENGINEERED 4099


	Abstract
	Introduction
	Materials and methods
	Study population and clinical data collection
	Cell culture and transfection
	RNA extraction and quantitative real-time PCR
	Cell proliferation and migration assays
	Statistical analysis

	Results
	Clinicopathological characteristics in AS patients and healthy controls
	The expression level of serum miR-488 in AS patients and the correlation study between miR-488 expression and CIMT
	Diagnostic value of miR-488 for AS
	Upregulation of miR-488 promotes cell proliferation and migration of VSMCs

	Discussion
	Conclusion
	Highlights
	Disclosure statement
	Data availability statement
	References



