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Gastric cancer (GC) is a malignancy originating from gastric epithelial tissue. Chemoresistance to cisplatin (DDP) often leads to
chemotherapy failure in GC. Previously, miR-522 was found to be associated with chemoresistance in GC cells. Thus, we
attempted to clarify miR-522-3p’s role underlying chemoresistance of GC cells. RT-qPCR measured the miR-522-3p levels in
untreated and DDP-treated AGS cells. RT-qPCR and Western blotting detected transcription factor 4 (TCF4) mRNA and protein
levels in GC cells. AGS and AGS/DDP cell proliferation were detected by the colony formation assay. Flow cytometry analysis
detected AGS and AGS/DDP cell apoptosis. Bioinformatics and dual luciferase reporter assays predicted and verified the re-
lationship between miR-522-3p and TCF4. Rescue experiments further clarified the regulatory patterns of miR-522-3p/TGF4 in
GC cells. miR-522-3p presented a downregulation in GC cells and was positively affected by DDP. TCF4 presented elevation in
GC cells and was negatively affected by DDP. Mechanistically, miR-522-3p targeted TCF4 to suppress TCF4 gene expression. miR-
522-3p overexpression suppressed GC cell proliferation and resistance to DDP and GC cell apoptosis was facilitated. TCF4
overexpression facilitated GC cell proliferation and resistance to DDP while repressing GC cell apoptosis. TCF4 elevation rescued
changes in GC cell proliferation, apoptosis, and chemoresistance due to miR-522-3p overexpression. To sum up, miR-522-3p
suppresses GC cell malignancy and resistance to DDP via targeting TCF4. Our research may provide a new biomarker for GC

diagnosis and a novel direction for GC chemotherapy.

1. Introduction

Gastric cancer (GC) is a malignancy that occurs in gastric
epithelial tissue [1], and its incidence accounts for 40%-50%
of gastrointestinal cancers, ranking first in gastrointestinal
tumors [2]. Additionally, its morbidity and mortality rank
second among malignant tumors worldwide, and its mor-
bidity and mortality rank first among all cancers in China
[2, 3]. At present, surgery is effective for most GC patients
[4]. Nevertheless, most of the surgical treatments are carried
out in the advanced stages of GC, and the efficacy of surgery
alone is very unfavorable [5-7]. Chemotherapy, an im-
portant part of comprehensive treatment, has become a vital
means of treating GC today. The most effective drugs are 5-
fluorouracil, cisplatin (DDP), doxorubicin, etc. [8-10].
Among the chemotherapeutic drugs, DDP is still one of the

most commonly used classical drugs for neoadjuvant che-
motherapy, postoperative adjuvant chemotherapy, and
in vitro drug susceptibility tests for GC patients [11, 12].
However, GC cell resistance to DDP is the main reason for
the reduced efficacy of DDP, which has become a major
bottleneck for therapy of GC. The existence of resistance to
DDP in GC cells reduces the actual efficacy of chemotherapy
[13]. Furthermore, the occurrence of drug resistance often
leads to chemotherapy failure, thus limiting the clinical
application of platinum drugs [14]. Thus, it is urgent to
clarify the molecular mechanisms underlying DDP re-
sistance in GC cells.

MicroRNAs (miRNAs) are small noncoding RNAs
composed of approximately 19-24 nucleotides in length
[15-17], which can modulate target gene expression by
degrading target messenger RNA (mRNA) or suppressing
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mRNA translation [18]. There are gene abnormalities or
abnormal expression of miRNAs in a variety of human
tumors [19]. miRNAs participate in the regulation of cell
proliferation, apoptosis, differentiation, and chemo-
resistance with the functions of oncogenes and tumor
suppressor genes and exert important biological functions in
the occurrence and development of tumors [20-22], in-
cluding GC. For instance, miR-199a-3p facilitates GC cell
invasion and migration via downregulating ETNK1 and has
an association with poor prognosis [23]. miR-216b sup-
presses GC proliferation and migration through modulating
PARK? [24]. Previously, microarrays revealed that miR-522-
3p was presented as a differential expression in GC [25].
Cancer-associated fibroblasts secrete miR-522, which re-
presses ferroptosis and facilitates chemoresistance in GC
cells [26]. Thus, we hypothesized that miR-522-3p may be
involved in GC progression.

Herein, we attempted to clarify the role of miR-522-3p
and investigated whether miR-522-3p had an association
with the chemoresistance of GC cells to DDP. We carried out
a series of functional assays in AGS and AGS/DDP cells and
also tried to figure out the downstream mechanism of miR-
522-3p in GC cells. Our research may provide a new bio-
marker for GC diagnosis and a novel direction for GC
chemotherapy.

2. Materials and Methods

2.1. Cell Lines, Reagents, and Antibodies. Human gastric
mucosal cell line GES-1 (M-C1054) was from Mcellbank
(Shanghai, China), GC cell lines (AGS, HGC27 and MKN-
45) from ATCC (USA), and DDP-resistant human GC strain
AGS/DDP from (JY190) SSRCC (Shanghai, China). Lip-
ofectamine 2000 was from Invitrogen (USA); miR-522-3p
mimics and NC mimics from GenePharma (Shanghai,
China), transcription factor 4 (TCF4) overexpression vector
and empty vector from OriGenl (USA); and TCF4 antibody
(ab185736; 1:500), GAPDH (ab9485; 1:2500), and anti-
mouse and anti-rabbit horseradish peroxidaselabeled sec-
ondary antibodies from Abcam (Shanghai, China).
RPMI1640 culture medium, fetal bovine serum (FBS), and
0.25% trypsin were from Gibco (USA); penicillin and
streptomycin from Thermo Fisher Scientific (USA); total
RNA extraction reagent Trizol from Thermo Fisher Scientific
(USA); and reverse transcriptase kit were from Mingyang
Kehua (Beijing, China). SYBR PCR Master Mix kit was from
Shanghai Lianmai (Shanghai, China); Annexin V-FITC/PI
detection kit was from KeyGEN BioTECH (Jiangsu, China);
DDP from Sigma (USA).

2.2. Cell Culture. GES-1, AGS, HGC27, MKN-45, and AGS/
DDP cells were cultured in RPMI1640 medium containing
10% FBS, 100 U/ml penicillin, and 100 U/ml streptomycin at
37°C, with 5% CO,, and cells at the logarithmic growth phase
were taken for following assays. DDP was dissolved in
normal saline at 4 mg/mL. AGS cells were treated with DDP
at different concentrations (0, 5, 10, 15, 20, and 25 uM) for
24h [13].

Journal of Oncology

2.3. RNA Extraction and RT-qPCR. Total RNA was extracted
from cells using TRIzol reagent. RNA concentration and
purity were determined, followed by stem-loop reverse
transcription. The reverse transcriptase kit was used for
synthesizing ¢cDNA, followed by PCR amplification. The
SYBR PCR Master Mix kit was used for measuring miR-522-
3p and TCF4 levels. The primer sequences were as listed:
miR-522-3p forward, 5'-GGGCTCTAGAGGGAAGCGC-
3', and miR-522-3p reverse, 5'-CAGTGCGTGTCGTGG
AGT-3% U6 forward, 5'-CTTCGGCAGCACATATACT-3/,
and U6 reverse, 5-AAAATATGGAACGCTTCACG-3’
TCF4 forward, 5'-GGCTATGCAGGAATG TTGGG-3', and
TCF4 reverse, 5'-GTTCATGTGGATGCAGGCTAC-3%
GAPDH forward, 5'-CTGGGCTACACTGAGCACC-3/,
and GAPDH reverse, 5'-AAGTGGTCGTTGAGGGCA
ATG-3. The relative expression of miR-522-3p and TCF4
were analyzed using the 27T method while U6 and
GAPDH functioned as the internal controls.

24. Cell Transfection. AGS and AGS/DDP cells were
transfected after 24 h of culture. The cells were cultured to
approximately 80% confluence in plates, and then trans-
fected with the indicated miRNA or mRNA plasmids (NC
mimics, miR-522-3p mimics, Over-NC, Over-TCF4) using
Lipofectamine 2000 according to the manufacturer’s in-
structions. After 48 h of transfection, the cells were harvested
for the next experiments.

2.5. Colony Formation. AGS and AGS/DDP cells (1 x 10’
cells per well) were seeded in a 6-well plate and incubated for
1 week at 37°C. Then, cells were washed twice in PBS, fixed
with 4% formaldehyde for 15 min, and stained with crystal
violet for 30 min. The colonies (a diameter > 100 ym) were
counted in triplicate assays.

2.6. Flow Cytometry. The apoptosis was detected by the
combined Annexin V-FITC/PI double staining method.
AGS and AGS/DDP cells were seeded into cell plates at
a density of 5x 10" cells/well for culture, and then collected
within 48 h of transfection. After washing with PBS 3 times,
5ul of Annexin V-FITC and 10ul of PI were added, re-
spectively, mixed well and reacted for 10min at room
temperature in the dark. The apoptosis rate was measured on
a flow cytometer.

2.7. Western Blot. The logarithmic phase AGS cells were
taken; the medium in the culture dish was aspirated, and the
cells were stored in a sterile centrifuge tube. After centri-
fugation at 1200 r/min for 10 min, the lysate was added to
resuspend the cells. The protein concentration was de-
termined by the BCA method. The 5xSDS gel electropho-
resis buffer was added and denatured at 100°C for 10 min.
After being completely separated by electrophoresis, the
protein was transferred to the PVDF membrane by the
semidry method. After blocking with 5% skimmed milk
powder at room temperature for 2h, the specific primary
antibodies including GAPDH and TCF4 were added, and
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incubated overnight at 4°C. The secondary antibodies (1:
1000) were added, incubated for another 2h, and washed
with TBS. Absorbance analysis was performed after color
development to calculate the relative expression of each
protein. The chemiluminescence reagent was added to band
development, with GADPH as an internal reference.
Quantity One®4.62 software (BioRad, USA) was used to
analyze band intensity.

2.8. Bioinformatics. A downstream molecule of miR-522-3p
was predicted by starBase 2.0 (https://starbase.sysu.edu.cn/
agoClipRNA.php?source=mRNA) with conditions (CLIP
Data: strict stringency; Degradome Data: high stringency;
Pan-Cancer: 6 cancer types). The binding sequence of miR-
522-3p on TCF4 3'untranslated region (UTR) was also
predicted by starBase 2.0 website.

2.9. Luciferase Reporter Assay. The 3'UTR sequence and the
mutant sequence containing the complementary site of the
target gene and miRNA were amplified. The 5’ end of the
upstream and downstream primers each contained different
restriction sites. The target band was detected by electro-
phoresis; the size of the band was observed; the PCR product
was purified using the kit for later use; and the ligation
reaction mixture was prepared. After inoculation/trans-
fection, 1 x Passive Lysis Buffer, 20 ul/well, was added to the
96-well plate. The lysed AGS cells were pipetted repeatedly to
aspirate 15ul, added to the luciferase assay substrate and
mixed well. The data were detected and recorded at 500 nm
by a microplate, and the ratio of the two measured data
represented the relative fluorescence intensity of samples in
each well.

2.10. Statistical Analysis. The SPSS 20.0 software was used to
process the data. The data were expressed as the mean-
+standard deviation. The mean of samples between two
groups was compared using a t-test, and that of multiple
groups using one-way analysis of variance followed by
Tukey’s post hoc test. The difference was statistically sig-
nificant at p <0.05.

3. Results

3.1. miR-522-3p Presents Downregulation and Is Positively
Regulated by DDP in GC Cells. Previously, miR-522-3p
showed aberrant expression in GC cells [25]. Nevertheless,
its biological role in GC cells remains elusive. Thus, we first
determined miR-522-3p expression status in GC cell lines.
RT-qPCR demonstrated that miR-522-3p presented de-
pletion in GC cell lines (AGS, HGC27 and MKN-45) relative
to normal control cell line GES-1 (p <0.05). Additionally,
miR-522-3p showed the most downregulation in AGS cells
(Figure 1(a)). Thus, AGC cells were chosen for the following
assays. Then, we clarified whether miR-522-3p expression
had an association with DDP in GC cells. Thus, we stim-
ulated AGS cells with DDP at different concentrations (0, 5,
10, 15, 20, and 25 yM). RT-qPCR illustrated that miR-522-3p

level presented a dose-dependent elevation along with DDP
concentration increasing from 0 yM to 15 uM (p < 0.05) and
then showed no significant changes from 15 yM to 25 yM in
AGS cells (p>0.05). miR-522-3p presented a peak level
under 15 yM of DDP stimulation in AGS cells (Figure 1(b)).
Collectively, miR-522-3p presents depletion and is positively
affected by DDP in GC cells.

3.2. miR-522-3p Inhibited GC Cell Resistance to DDP in Vitro.
To determine whether miR-522-3p conferred chemo-
resistance in GC cells, AGS cells and human DDP-resistant
strain AGS/DDP cells, both received transfection with NC
mimics plasmid or miR-522-3p mimics plasmid for 48 h.
Then, we conducted a series of gain-of-function assays
in vitro. As a result, the number of colonies showed a marked
decrease in AGS cells under miR-522-3p overexpression
(p <0.05), indicating that miR-522-3p suppressed GC cell
proliferation. AGS/DDP cell proliferation showed a similar
trend under miR-522-3p overexpression (p<0.05,
Figures 2(a) and 2(c)), indicating that DDP-resistant GC
cells with miR-522-3p overexpression were more sensitive to
DDP. Furthermore, miR-522-3p upregulation accelerated
AGS cell apoptosis (p <0.05), and similar results were ob-
served in AGS/DDP cells under miR-522-3p upregulation
(P <0.05, Figures 2(b) and 2(d)). Collectively, miR-522-3p
suppresses GC cell malignancy and GC cell resistance to
DDP in vitro.

3.3. miR-522-3p Targets TCF4 in GC Cells. MiRNAs exert
regulation of target gene expression via degradation of target
mRNA or suppressing mRNA translation [18]. We
attempted to clarify whether miR-522-3p exerts its role in
GC cells in such a manner. Through bioinformatics using
starBase, TCF4 was predicted as a putative target of miR-
522-3p. RT-qPCR results revealed that miR-522-3p over-
expression led to TCF4 depletion in AGS cells (p <0.05,
Figure 3(a)). Western blotting results showed a similar trend
at the protein level (p<0.05, Figure 3(b)). The binding
sequence of miR-522-3p on TCF4 3'UTR was obtained from
starBase (p<0.05, Figure 3(c)). After mutation of the
binding sequence, we conducted a luciferase reporter assay
to determine the relationship between miR-522-3p and
TCF4. The results depicted that miR-522-3p elevation
suppressed luciferase activity of TCF4 3'UTR-Wt whereas
had no influence on luciferase activity of TCF4 3'UTR-Mut
in GC cells (p<0.05, Figure 3(d)). Moreover, RT-qPCR
demonstrated that TCF4 presented upregulation in GC
cell lines relative to normal control cell line GES-1 and AGS
expressed the most TCF4 among GC cell lines (p <0.05,
Figure 3(e)), which suggested that TCF4 may exert an on-
cogene in GC cells. Additionally, TCF4 level showed a dose-
dependent decline along with DDP concentration increasing
from 0uM to 20 uM (<0.05) and then presented no sig-
nificant changes from 20uM to 25uM in AGS cells
(p>0.05). TCF4 expressed at the lowest level under 20 uM of
DDP stimulation in AGS cells (Figure 3(f)). Collectively,
miR-522-3p or DDP negatively modulates TCF4 level and
TCF4 level presents elevation in GC cells.
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FIGURE 1: miR-522-3p presented downregulation in GC cells. (a) RT-qPCR measured miR-522-3p level in control cells and GC cell lines. (b)
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FIGURE 2: miR-522-3p facilitated GC cell resistance to DDP. (a) Colony formation assessed AGS and AGS/DDP cell proliferation under
indicated transfection. (b) Flow cytometry evaluated AGS and AGS/DDP cell apoptosis under indicated transfection. (c) Quantification of
number of colonies in AGS and AGS/DDP cells under indicated transfection. (d) Quantification of proportion of apoptotic AGS and AGS/
DDP cells under indicated transfection. * p < 0.05, ** p < 0.01, *** p < 0.001, miR-522-3p vs. NC mimics group; Wp <0.01, miR-522-3p vs. NC

mimics group.

3.4. TCF4 Enhances GC Cell Resistance to DDP in Vitro.
To clarify whether TCF4 exerted chemoresistance in GC cells,
AGS cells, and AGS/DDP cells, both received transfection
with an empty vector or TCF4 overexpression vector for 48 h.
Then, we conducted a series of gain-of-function assays
in vitro. As a result, an amount of colonies showed a marked
elevation in AGS cells under TCF4 overexpression (p < 0.05),
indicating that TCF4 facilitated GC cell proliferation. AGS/
DDP cell proliferation showed a similar trend under TCF4
overexpression (p <0.05, Figures 4(a), and 4(c)), indicating
that DDP-resistant GC cells with TCF4 upregulation were
more resistant to DDP. Furthermore, TCF4 upregulation
suppressed AGS cell apoptosis (p < 0.05), and similar results
were observed in AGS/DDP cells under TCF4 upregulation
(p <0.05, Figures 4(b) and 4(d)). Collectively, TCF4 facilitates
GC cell malignancy and GC cell resistance to DDP in vitro.

3.5. miR-522-3p Overcomes GC Cell Resistance to DDP via
Targeting TCF4. Finally, to further validate our hypothesis of
a regulatory pattern between miR-522-3p and TCF4 in GC
cells, we carried out rescue experiments by cotransfection of
NC/miR-522-3p mimics and TCF4 overexpression vector in
AGS or AGS/DDP cells. After 48 h, TCF4 upregulation neu-
tralized the influence of miR-522-3p on proliferation and
apoptosis of AGS cells and AGS/DDP cells (p<0.05,
Figure 5(a) and 5(b)). Collectively, miR-522-3p hinders GC cell
malignancy and GC cell resistance to DDP via targeting TCF4.

4. Discussion

In recent years, the roles of miRNAs in the occurrence and
development of malignancies have received extensive at-
tention. miRNAs may act as oncogenes or tumor suppressor
genes in tumors [27-29]. Herein, miR-522-3p showed great
downregulation in GC cell lines, suggesting that miR-522-3p
may exert a tumor suppressor in GC cell behaviors.
Tumors are the leading causes of death globally, killing
nearly 10 million people [30, 31]. In addition to controlling
the main key parameters of cancer therapy management,
such as diagnosis, resistance to both classic and new che-
motherapeutic agents remains a significant problem [32]. In
many cases, intrinsic or acquired chemoresistance leads to
cancer recurrence, ultimately resulting in failure of suc-
cessful treatment and death in cancer patients [32]. Various
determinants, including tumor heterogeneity and the tumor
microenvironment, can induce chemoresistance through
multiple mechanisms [33]. Platinum drugs, especially cis-
diaminedichloroplatinum (II) (the best known DDP), are
applied to treat a variety of solid malignancies, including
testicular, ovarian, head and neck, colorectal, and bladder
cancers, and lung cancer, etc. [34]. DDP exerts an anti-
tumor role through multiple mechanisms. Despite consis-
tent initial response rates, DDP therapy often leads to
chemoresistance development, causing treatment failure
[34]. The miRNAs can exert regulation of GC cell chemo-
resistance to DDP. For instance, exosome-derivedmiR-21
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confers DDP resistance in GC cells [14]. miR-873-5p exerts
function on modulation cellular processes and regulating
chemoresistance in GC [35]. Targeting oncogenic miR-181a-
2-3p suppresses GC cell malignant behaviors and represses
resistance to DDP [36]. Moreover, cancer-associated fi-
broblasts secrete miR-522, which represses ferroptosis and
facilitates chemoresistance in GC cells [26]. Herein, miR-
522-3p suppressed GC cell proliferation and elevated GC cell
apoptosis. Additionally, miR-522-3p overexpression re-
versed GC cell resistance to DDP, which is consistent with
previous reports.

Gene expression alternation is a major molecular
mechanism responsible for the pathological process of
human diseases such as tumors [37]. MiRNAs actually get
involved at the post-transcriptional level and bind to the
target mRNA 3'UTR to inhibit expression [37]. Herein,
through bioinformatics, TCF4 was predicted as a putative
downstream molecule of miR-522-3p. Mechanistically, miR-
522-3p targeted TCF4 3'UTR and repressed its translation,

thereby leading to TCF4 downregulation at both mRNA and
protein levels. Previously, TCF4 presented elevation in the
GC cells, higher levels of TCF4 indicated poorer prognosis of
GC, and miR-133a-5p functioned as a GC tumor suppressor
through targeting TCF4 [38]. Herein, TCF4 presents
upregulation in the GC cell line AGS cells. Moreover, TCF4
served as an oncogene via promoting GC cell malignancy. It
has been revealed that H19 suppresses chemosensitivity of
GC cells to adriamycin via binding to miR-152 and targeting
TCF4, leading to suppression of EMT [39]. The IPA network
analysis has revealed coordinate elevations of DKKI1 tran-
scriptional regulators, including TCF4 in the DDP-surviving
clones [40]. Herein, TCF4 overexpression promoted GC cell
resistance to DDP. Furthermore, through rescue assays, we
further validated that TCF4 elevation rescued the changes in
proliferation, apoptosis, and chemoresistance of DDP under
miR-522-3p overexpression in GC cells.

In conclusion, miR-522-3p suppresses GC cell malig-
nancy and GC cell resistance to DDP via targeting TCF4,
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FIGURE 5: MiR-522-3p facilitated GC cell resistance to DDP via targeting TCF4. (a) Colony formation assessed AGS and AGS/DDP cell
proliferation after indicated treatment. (b) Flow cytometry evaluated AGS and AGS/DDP cell apoptosis after indicated treatment.
**p<0.01, *** p<0.001, miR-522-3p vs. NC mimics group; **p < 0.01, ***p < 0.001, miR-522-3+TCF4 vs. miR-522-3p group.
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providing a new biomarker for GC diagnosis and a novel
direction for GC chemotherapy.

Data Availability

The data analyzed in the present study can be obtained from
the corresponding author upon reasonable request.

Conflicts of Interest

The authors declare that there are no conflicts of interest.

Acknowledgments

This study was funded by grants from the social development
foundation of Nantong city (NO. MSZ19204) and Nantong
social and Livelihood Science and technology key project
(NO. MS22020016).

References

[1] H.J. Jung, S.J. Hong, and S. H. Kim, “Immunohistochemical
expression of epithelial-mesenchymal transition markers in
early gastric cancer: cancer tissue versus noncancer tissue,”
Clin Endosc, vol. 52, no. 5, pp. 464-471, 2019.

[2] J. Zhu, S. M. Wang, R. Chen, X. Q. Li, and W. W. Wei,
“[Progress on screening for gastric cancer],” Zhonghua
Zhongliu Zazhi, vol. 42, no. 7, pp. 603-608, 2020.

[3] I. Petrovchich and J. M. Ford, “Genetic predisposition to
gastric cancer,” Seminars in Oncology, vol. 43, no. 5,
pp. 554-559, 2016.

[4] Z. Song, Y. Wu, J. Yang, D. Yang, and X. Fang, “Progress in
the treatment of advanced gastric cancer,” Tumour Biol,
vol. 39, no. 7, Article ID 101042831771462, 2017.

[5] Z. Tan, “Recent advances in the surgical treatment of ad-
vanced gastric cancer: a review,” Medical Science Monitor,
vol. 25, pp. 3537-3541, 2019.

[6] P.Fugazzola, L. Ansaloni, M. Sartelli et al., “Advanced gastric
cancer: the value of surgery,” Acta BioMedica, vol. 89, no. 8-s,
pp. 110-116, 2018.

[7] J. J. Tegels, “Improving the outcomes in gastric cancer sur-
gery,” World Journal of Gastroenterology, vol. 20, no. 38,
Article ID 13692, 2014.

[8] S. Cascinu, E. Galizia, R. Labianca et al., “Pegylated liposomal
doxorubicin, 5-fluorouracil and cisplatin versus mitomycin-
C, 5-fluorouracil and cisplatin for advanced gastric cancer:
a randomized phase II trial,” Cancer Chemotherapy and
Pharmacology, vol. 68, no. 1, pp. 37-43, 2011.

[9] N.K.Kim,Y.S. Park, D.S. Heo et al., “A phase III randomized
study of 5-fluorouracil and cisplatin versus 5-fluorouracil,
doxorubicin, and mitomycin C versus 5-fluorouracil alone in
the treatment of advanced gastric cancer,” Cancer, vol. 71,
no. 12, pp. 3813-3818, 1993.

[10] J. N. Patel, C. Jiang, K. Owzar et al., “Pharmacogenetic study
in gastric cancer patients treated with adjuvant fluorouracil/
leucovorin or epirubicin/cisplatin/fluorouracil before and
after chemoradiation on CALGB 80101 (Alliance),” Phar-
macogenetics and Genomics, vol. 31, no. 9, pp. 215-220, 2021.

[11] K. Hosoda, C. Katada, K. Ishido et al., “Neoadjuvant che-
motherapy plus surgery for high-risk advanced gastric cancer:
long-term results of KDOG1001 trial,” Langenbeck’s Archives
of Surgery, vol. 405, no. 6, pp. 777-785, 2020.

[12] K. Sasaki, S. Onodera, K. Otsuka et al., “Validity of neo-
adjuvant chemotherapy with docetaxel, cisplatin, and S-1 for
resectable locally advanced gastric cancer,” Medical Oncology,
vol. 34, no. 8, p. 139, 2017.

[13] L. Peng, H. Sang, S. Wei et al.,, “circCUL2 regulates gastric
cancer malignant transformation and cisplatin resistance by
modulating autophagy activation via miR-142-3p/ROCK2,”
Molecular Cancer, vol. 19, no. 1, p. 156, 2020.

[14] P. Zheng, L. Chen, X. Yuan et al, “Exosomal transfer of
tumor-associatedmacrophage-derivedmiR-21  confers cis-
platin resistance in gastric cancer cells,” Journal of Experi-
mental & Clinical Cancer Research, vol. 36, no. 1, p. 53, 2017.

[15] E. G. Nikitina, L. N. Urazova, and V. N. Stegny, “MicroRNAs
and human cancer,” Experimental Oncology, vol. 34, no. 1,
pp. 2-8, 2012.

[16] Z. N. Liu, Y. Jiang, X. Q. Liu et al., “MiRNAs in gestational
diabetes mellitus: potential mechanisms and clinical appli-
cations,” Journal of Diabetes Research, vol. 2021, Article ID
4632745, 14 pages, 2021.

[17] Y.J. Lee, S. Ramakrishna, H. Chauhan, W. S. Park, S. H. Hong,
and K. S. Kim, “Dissecting microRNA-mediated regulation of
stemness, reprogramming, and pluripotency,” Cell Re-
generation, vol. 5, no. 1, 2016.

[18] M. D. S. Correia, M. Gjorgjieva, D. Dolicka, C. Sobolewski,
and M. Foti, “Deciphering miRNAs’ action through miRNA
editing,” International Journal of Molecular Sciences, vol. 20,
no. 24, p. 6249, 2019.

[19] C. Moutinho and M. Esteller, “MicroRNAs and epigenetics,”
Advances in Cancer Research, vol. 135, pp. 189-220, 2017.

[20] T. Kolenda, K. Guglas, M. Kopczynska et al., “Good or not
good: role of miR-18a in cancer biology,” Reports of Practical
Oncology and Radiotherapy, vol. 25, no. 5, pp. 808-819, 2020.

[21] B. Zhang, X. Pan, G. P. Cobb, and T. A. Anderson,
“microRNAs as oncogenes and tumor suppressors,” De-
velopmental Biology, vol. 302, no. 1, pp. 1-12, 2007.

[22] S. Anfossi, X. Fu, R. Nagvekar, and G. A. Calin, “MicroRNAs,
regulatory messengers inside and outside cancer cells,” Ad-
vances in Experimental Medicine & Biology, vol. 1056,
pp. 87-108, 2018.

[23] L. Li, Y. P. Mou, Y. Y. Wang, H. J. Wang, and X. Z. Mou,
“miR-199a-3p targets ETNKI1 to promote invasion and mi-
gration in gastric cancer cells and is associated with poor
prognosis,” Pathology, Research & Practice, vol. 215, no. 9,
Article ID 152511, 2019.

[24] G. M. Zhu, S. Q. Chen, Q. G. Jiang, Y. Cao, Y. Guo, and
L. Q. Ye, “MiR-216b inhibits gastric cancer proliferation and
migration by targeting PARK?7,” Indian Journal of Pathology
& Microbiology, vol. 64, no. 1, pp. 52-57, 2021.

[25] M. Mohammadi, A. Salehzadeh, S. Talesh Sasani, and
A. Tarang, “rs6426881 in the 3’-UTR of PBX1 is involved in
breast and gastric cancers via altering the binding potential of
miR-522-3p,” Molecular Biology Reports, vol. 48, no. 11,
pp. 7405-7414, 2021.

[26] H. Zhang, T. Deng, R. Liu et al, “CAF secreted miR-522
suppresses ferroptosis and promotes acquired chemo-
resistance in gastric cancer,” Molecular Cancer, vol. 19,
no. 1, p. 43, 2020.

[27] A.A.Svoronos, D. M. Engelman, and F. J. Slack, “OncomiR or
tumor suppressor? The duplicity of MicroRNAs in cancer,”
Cancer Research, vol. 76, no. 13, pp. 3666-3670, 2016.

[28] S. K. Shenouda and S. K. Alahari, “MicroRNA function in
cancer: oncogene or a tumor suppressor?” Cancer & Me-
tastasis Reviews, vol. 28, no. 3-4, pp. 369-378, 2009.



10

[29] M. L. Slattery, J. S. Herrick, L. E. Mullany et al.,, “The co-
regulatory networks of tumor suppressor genes, oncogenes,
and miRNAs in colorectal cancer,” Genes Chromosomes ¢
Cancer, vol. 56, no. 11, pp. 769-787, 2017.

[30] V. S. Hughes, J. M. Wiggins, and D. W. Siemann, “Tumor
oxygenation and cancer therapy-then and now,” British
Journal of Radiology, vol. 92, no. 1093, Article ID 20170955,
2019.

[31] S. A. Brown, R. P. Daly, N. Duma et al., “Leveraging social
media for cardio-oncology,” Current Treatment Options in
Oncology, vol. 21, no. 10, p. 83, 2020.

[32] A. Ramos, S. Sadeghi, and H. Tabatabaeian, “Battling che-
moresistance in cancer: root causes and strategies to uproot
them,” International Journal of Molecular Sciences, vol. 22,
no. 17, p. 9451, 2021.

[33] X. Mao, J. Xu, W. Wang et al., “Crosstalk between cancer-
associated fibroblasts and immune cells in the tumor mi-
croenvironment: new findings and future perspectives,”
Molecular Cancer, vol. 20, no. 1, p. 131, 2021.

[34] L. Galluzzi, L. Senovilla, 1. Vitale et al., “Molecular mecha-
nisms of cisplatin resistance,” Oncogene, vol. 31, no. 15,
pp. 1869-1883, 2012.

[35] Q. Chen, L. Lin, B. Xiong et al, “MiR-873-5p targets
THUMPDI to inhibit gastric cancer cell behavior and che-
moresistance,” Journal of Gastrointestinal Oncology, vol. 12,
no. 5, pp. 2061-2072, 2021.

[36] L.Jin, X. Ma, N. Zhang et al., “Targeting oncogenic miR-181a-
2-3p inhibits growth and suppresses cisplatin resistance of
gastric cancer,” Cancer Management and Research, vol. 13,
pp. 8599-8609, 2021.

[37] Z. A. Syeda, S. S. S. Langden, C. Munkhzul, M. Lee, and
S. J. Song, “Regulatory mechanism of MicroRNA expression
in cancer,” International Journal of Molecular Sciences, vol. 21,
no. 5, p. 1723, 2020.

[38] M. Q. He, J. F. Wan, H. F. Zeng, Y. Y. Tang, and M. Q. He,
“miR-133a-5p suppresses gastric cancer through TCF4 down-
regulation,” Journal of Gastrointestinal Oncology, vol. 12,
no. 3, pp. 1007-1019, 2021.

[39] X. Jiang, W. Ding, W. Shen, and J. Jin, “H19/miR-152-3p/
TCF4 axis increases chemosensitivity of gastric cancer cells
through suppression of epithelial-mesenchymal transition,”
Translational Cancer Research, vol. 9, no. 6, pp. 3915-3925,
2020.

[40] H. Salim, D. Zong, P. Haag et al., “DKKI is a potential novel
mediator of cisplatin-refractoriness in non-small cell lung
cancer cell lines,” BMC Cancer, vol. 15, no. 1, p. 628, 2015.

Journal of Oncology



