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Abstract

Recent studies have shown that miR-802 is abnormally expressed in many tumors.
miR-802 is expressed at low levels in tissues and cells of gastric cancer, colorectal
cancer, breast cancer, cervical cancer, epithelial ovarian cancer, tongue squamous cell
carcinoma, oral squamous cell carcinoma, esophageal squamous cell carcinoma, laryn-
geal squamous cell carcinoma, and melanoma. In contrast, miR-802 is overexpressed
in hepatocellular carcinoma, bladder urothelial cancer, osteosarcoma, and cholestea-
toma tissue cells. It should be noted that the results of studies on the expression
of miR-802 in pancreatic cancer, prostate cancer, and lung cancer are inconsistent.
Current studies have found that miR-802 can target and regulate genes in different
tumors, and affect the regulation of the Wnt signaling pathway, EMT signaling path-
way, PISK/AKT signaling pathway, ERK signaling pathway, and Hedgehog signaling
pathway. At the same time, miR-802 is regulated by the endogenous competition of
four ceRNAs, including circDONSON, IGFL2-AS1, MIR155HG, and MIR4435-2HG.
This article reviews the abnormal expression of miR-802 in a variety of tumors, ex-
pounds the mechanism by which miR-802 affects tumor progression by regulating dif-
ferent target genes, and elaborates the network of miR-802-related ceRNAs. We also
summarized the limitations of miR-802 research and looked forward to the potential

application of miR-802 in the diagnosis and prognosis of tumors.
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1 | INTRODUCTION

MicroRNAs (miRNAs) are a class of small ribonucleic acids (19-24
nucleotides).! miRNAs play an important role in post-transcriptional
gene silencing (PTGS).! Thousands of miRNAs have been discovered,
and they can regulate more than 30% of gene expression.2 The miR-
NAs can be detected in about 50% of the mutated regions in tumor
tissues, suggesting that miRNAs may be closely related to the occur-
rence and development of tumors.?

MicroRNA-802 (miR-802) gene is located on chromosome 21,
and its precursor can be processed into two functional mature
miRNAs (miR-802-3p and miR-802-5p). Among them, miR-802-3p
is much richer than miR-802-5p.% Current studies have found that
miR-802 is abnormally expressed in a variety of tumor tissues and
cells, suggesting that the expression of miR-802 may be related to
tumors. This review reports the abnormal expression of miR-802 in
various tumors including tongue squamous cell carcinoma (TSCC),
oral squamous cell carcinoma (OSCC), esophageal squamous cell

Tong Gao and Mengsha Zou contributed equally to this work.

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium,

provided the original work is properly cited.

© 2021 The Authors. Journal of Clinical Laboratory Analysis published by Wiley Periodicals LLC.

J Clin Lab Anal. 2021;35:23989.
https://doi.org/10.1002/jcla.23989

wileyonlinelibrary.com/journal/jcla 1of 12


www.wileyonlinelibrary.com/journal/jcla
mailto:﻿
https://orcid.org/0000-0001-7682-2877
http://creativecommons.org/licenses/by/4.0/
mailto:duanshiwei@nbu.edu.cn

20f12
22 | \WILEY

GAO ET AL.

carcinoma (ESCC), laryngeal squamous cell carcinoma (LSCC), gas-
tric cancer (GC), colorectal cancer (CRC), pancreatic cancer (PC),
hepatocellular carcinoma (HCC), prostate cancer (PCa), bladder
urothelial cancer, breast cancer (BC), cervical cancer (CC), epithelial
ovarian cancer (EOC), lung cancer, osteosarcoma, cholesteatoma,
and melanoma. We also summarized the diagnostic and prognos-
tic value of miR-802 in tumors. We proposed the mechanism by
which miR-802 affects the occurrence and development of these
tumors. In addition, we summarized the role of circDONSON, In-
cRNA IGFL2-AS1, MIR155HG, and MIR4435-2HG in the regulation
of miR-802, and prospected the application value of miR-802 in
tumors.

2 | ABERRANT EXPRESSION OF MIR-802
IN TUMORS

As shown in Table 1, miR-802 is abnormally expressed in most tu-
mors. As a tumor suppressor gene, miR-802 can inhibit the occur-
rence and development of tumors. Some studies have also confirmed
the tumor suppressor effect of miR-802 in mouse models. Existing
studies have found that the expression of miR-802 is decreased in at
least 10 cancers, including TSCC,* OSCC,>¢ ESCC,” LSCC,® G¢,7 !
CRC,1214 BC 1516 ¢, EOC,?° and melanoma.?! It is worth not-
ing that the direction of abnormal expression of miR-802 in the
other 4 tumors is inconsistent. In HCC,?%%> bladder urothelial car-

2 2728 and cholesteatoma,? the expression

cinoma,?® osteosarcoma,
level of miR-802 is elevated. This indicates that miR-802 can also
promote the occurrence and development of tumors.

In addition, in PC,%°732 PCa,?? and lung cancer,®*3¢ the results
of the association between miR-802 expression levels and cancer risk
are contradictory. In PC, two studies have reported low expression
of miR-802%%3 in tumor tissues and cells. However, the expression
level of miR-802 in highly aggressive (HG-I) PC cyst fluid was found
to be 131 times that of low-grade benign (LG-B) PC cyst fluid.>? In
PCa, miR-802 expression in PCa tissue samples and prostate cells
was significantly reduced, and the tumor suppressor effect of miR-
802 was further verified by both in vivo and in vitro experiments.*®
However, miR-802 expression in PCa tissue was found to be higher
than that in adjacent non-tumor tissues.? In lung cancer, two studies
have found that miR-802 is expressed at low levels in cancer tissues
and cells. Both in vivo and in vitro experiments have further veri-
fied the tumor suppressor effect of miR-802.34%¢ However, miR-802
expression in lung cancer tissues was significantly up-regulated. In
vitro experiments also further showed that miR-802 promoted the
proliferation of lung cancer cells.®®

The abnormal expression of miR-802 has been confirmed in
the tumor tissues or tumor cells of 15 cancers, including TSCC,*
0SCC,>¢ LSCC,® GC,7 M CRC, 2 PC,3032 HCC,22725 PCa,>® blad-
der urothelial cancer,?® BC,*>% cc,'"¥ EoC,?° lung cancer,®*7%6 os-

teosarcoma,”’28

and melanoma.?! To note, the abnormal expression
of miR-802 in ESCC’ and cholesteatoma?®’ has only been confirmed

in tumor cells.

Subsequent experiments further revealed that miR-802 expres-
sion can regulate a series of cell behaviors, including cell proliferatio

2,7-9,11,13-15,18,20-22,24-26,28,29,31,33-35 4,6,11-14,17,19-21,33,34,36
’

n invasion,

2,6,7,11-14,17,20,21,25,26,33,34,36 8-10,13,18,20,31,33,34

metastasis, apoptosis,

6,8,9,18,24,34 4,6,10,12,17,22,24

colony formation, viability, cell cycle ar-
rest,?>3! and cisplatin resistance.*°

In addition, some studies have confirmed the inhibitory effect of
miR-802 on tumor growth, including OSCC,° GC,”** CRC, >4 PCa,*®
BC,15 CC,19 and lung cancer.®* However, other studies have con-

firmed the promotion of miR-802 on the tumor growth of HCC.?42°

3 | PROGNOSTIC VALUE OF ABNORMAL
EXPRESSION OF MIR-802

As shown in Table 2, our study found that the expression level of
miR-802 is related to the prognosis of patients with tumors. miR-802
expression is found to be reduced in ESCC, CRC, and EOC (Table 2).
In ESCC, high expression of miR-802 is significantly associated with
the increase in overall survival (OS) and progression-free survival
(PFS).” In EOC, highly expressed miR-802 can be used as an inde-
pendent prognostic factor and is significantly related to the increase
in PFS and time to progression (TTP).¥” In CRC, low expression of
miR-802 is an independent prognostic factor affecting OS in pa-
tients, and decreased expression of miR-802 is associated with the
progression of CRC and poor prognosis of patients.14 In contrast,
high expression of miR-802 was significantly associated with poor
0S and cancer-specific survival (CSS) of CRC.%8

However, miR-802 expression is elevated in HCC and PCa. The
OS and disease-free survival (DFS) of HCC patients with high ex-
pression of miR-802 are shorter.?* Jiang et al. further found that the
median survival time of patients with high blood miR-802 levels was
much shorter than that of patients with low blood miR-802 levels.??
Low blood miR-802 expression is significantly related to the good
prognosis of HCC patients, but the expression level of miR-802 in
tissues is not significantly correlated with the prognosis of HCC
patients.?? In PCa, the 3-year survival rate and OS of the miR-802-
negative group were significantly higher than those of the miR-802-

positive group.2

4 | MIR-802 AFFECTS TUMOR
PROGRESSION BY REGULATING THE
EXPRESSION OF TARGET GENES

As shown in Figures 1 and 2, miR-802 regulates the expression and
protein activity of a series of downstream genes through the miR-
802/mRNA axis, thereby affecting tumor progression. In 17 types of
tumors, miR-802 targets at least 22 genes, including NKD1, TCF7L2,
TCF4, Menin, Flot2, CYLD, BTF3, RAN, UBN2, ZNF521, FGFR1, HSPAé,
RAB23, MAP2K4, MET, ARPP19, REDDI, FoxM1, YWHAZ, SRSF9, Rnd3,
and MYLIP. miR-802 affects the activation of the Wnt signaling
pathway, EMT signaling pathway, PI3SK/AKT signaling pathway, ERK
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TABLE 2 Diagnostic or prognostic value of miR-802 expression
Expression
Cancer type Sample size pattern Diagnostic/prognostic value References
ESCC 120 paired tissues Down-regulated Prognostic factor of OS and PFS 36
EOC 197 tumor samples Down-regulated Independent predictors of PFS and TTP 37
CRC 147 tumor samples Down-regulated Prognostic factor of OS and CSS 38
75 paired tissues Down-regulated Independent predictors of OS 13
HCC 172 tumor blood samples and 60 normal Up-regulated Prognostic factor of OS 21
blood samples; 48 paired samples
Normal tissue and HCC carcinoma Up-regulated Prognostic factor of OS and DFS 23
PCa 60 paired tissues Up-regulated Prognostic factor of OS 2

Abbreviations: CRC, colorectal cancer; CSS, cancer-specific survival; DFS, disease-free survival; EOC, epithelial ovarian cancer; ESCC, esophageal
squamous cell carcinoma; HCC, hepatocellular carcinoma; OS, overall survival; PCa, prostate cancer; PFS, progression-free survival; TTP, time to

progress.

signaling pathway, and Hedgehog signaling pathway. Thus, miR-802
plays an important role in cell behaviors, including tumor cell prolif-
eration, invasion, metastasis, and apoptosis.

4.1 | miR-802 and the Wnt signaling pathway

As one of the most classic signaling pathways, the Wnt signaling path-
way plays a key role in the occurrence and development of many can-
cers.3? NKD1 was found to be an evolutionary conservative feedback
inhibitor of the Wnt signaling pathway.*® TCF7L2 is an important part
of the Wnt/p-catenin signaling pathway.41 TCF4 encodes a transcrip-
tion factor in the Wnt signaling pathway.30 As shown in Figures 1A and
2, overexpressed miR-802 can up-regulate the expression of its target
gene NKD1, thereby inhibiting the proliferation, migration, invasion of
CRC cells, and promoting apoptosis of CRC cells.*? Meanwhile, overex-
pressed miR-802 exerts a tumor suppressor effect by down-regulating
the expression of the target gene TCF7L2.%% In PC, the up-regulated
miR-802 inhibits the expression of the target gene TCF4, thereby in-
hibiting the proliferation of tumor cells.*0In lung cancer, overexpressed
miR-802 promotes the proliferation of lung cancer cells by targeting
the expression of the tumor suppressor gene Menin.®® The increased
expression of p-catenin during this process suggests that miR-802 may

activate the Wnt/p-catenin signaling pathway.35
4.2 | miR-802 and the PISK/AKT and ERK
signaling pathways

The PI3K/AKT signaling pathway is important to regulate the ini-
tial stage of cancer metastasis and is considered a promising target

for the treatment of malignant tumors.*® As shown in Figures 1B
and 2, miR-802 regulates the expression of ZNF521 in HCC tissues,
thus inhibiting the proliferation and colony formation and promot-
ing apoptosis of HCC cells.?* The PI3K/AKT signaling pathway can
eliminate the inhibitory effect of ZNF521 on HCC cells, which indi-
cates that the tumor-promoting effect of miR-802 is mediated by the
PI3K/AKT signaling pathway in HCC.?* In NSCLC, highly expressed
miR-802 was found to be able to target to inhibit the expression
of FGFR1, p-PI3K, p-AKT, and p-mTOR, thereby inhibiting the pro-
liferation, invasion, metastasis, and colony formation of HCC cells,
and inducing apoptosis of HCC cells.3* This indicates that miR-802
can inhibit the phosphorylation of PISK and AKT, thereby inhibiting
the activation of the PI3K/AKT signaling pathway.** In addition, in
cholesteatoma, the miR-802/PTEN axis can inhibit the activation of
the PI3K/AKT signaling pathway, thereby inducing the proliferation
of cholesteatoma cells.?’

ERK is an extracellular signal-regulated kinase in the mitogen-
activated protein kinase (MAPK) pathway, which can regulate a va-
riety of cellular behaviors.** In CRC, RAN is a potential target gene
of miR-802. Highly expressed miR-802 can significantly inhibit the
expression of RAN and promote the activation of the ERK signal-
ing pathway and PIBK/AKT signaling pathway, thereby inhibiting the
growth, proliferation, invasion, and metastasis of CRC cells, and pro-

moting cell apoptosis.u13

4.3 | miR-802 and the Hedgehog signaling pathway
Hedgehog (Hh) signaling pathway is a key regulator of development,
cell proliferation, and stem cell maintenance.*” RAB23 is an impor-

tant member of the RAB family, which is involved in the regulation

FIGURE 1 Potential downstream regulatory mechanisms of miR-802. MiR-802 influences downstream targets as well as (A) the
Whnt/B-catenin pathway, (B) the PISK/AKT signaling pathway, (C) Hedgehog (Hh) pathway, (D) the EMT signaling pathways, and (E) other
mechanisms, thereby affecting proliferation, invasion, metastasis, and apoptosis of tumor cells. T, promotion; |, inhibition; BC, breast
cancer; CC, cervical cancer; CRC, colorectal cancer; CRC, colorectal cancer; EMT, epithelial-mesenchymal transition; EOC, epithelial ovarian
cancer; ESCC, esophageal squamous cell carcinoma; HCC, hepatocellular carcinoma; LSCC, Laryngeal squamous cell carcinoma; MMP-2,
Matrix metalloproteinase 2; MMP-9, Matrix metalloproteinase 9; OSCC, oral squamous cell carcinoma; PC, pancreatic cancer; PCa, prostate
cancer; PI3K/ AKT, phosphatidylinositol-3-kinase/protein kinase B; TSCC, tongue squamous cell carcinoma; Wnt: Wingless/ Integrated
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FIGURE 2 miR-802 regulates the biological processes of cells by affecting signaling pathways. miR-802 regulates the signal molecules in
the Wnt/B-catenin signaling pathway, the PI3K/AKT signaling pathway, Hedgehog (Hh) signaling pathway

of the material transport of cell membranes and vesicles, thereby
affecting cell proliferation and migration.46 RAB23 in the cytoplasm
can negatively regulate the Hh signaling pathway.*” As shown in
Figures 1C and 2, in PCa, the expression of miR-802 and RAB23 is
elevated, which promotes the proliferation and migration of PCa

cells.?

4.4 | miR-802 and the EMT signaling pathway

As an evolutionarily conserved biological process, EMT is related
to tumorigenesis and can significantly enhance the ability of cancer
cells to invade and metastasize.*® As shown in Figure 1D, highly
expressed miR-802 in PCa can inhibit the expression of the target

gene Flot2, up-regulate the expression of E-cadherin, and decrease
the expression of N-cadherin and Vimentin.®® This indicates that
the miR-802/Flot2 axis may inhibit the proliferation, invasion, and
metastasis of PCa cells by suppressing EMT and enhancing cell
apoptosis.®® In CC, the high expression of miR-802 up-regulates
the expression of E-cadherin and decreases the expression of N-
cadherin, Vimentin, MMP2, and MMP9." Therefore, the miR-802/
BTF3 axis can inhibit the metastasis, invasion, and cell viability of
CC cells by inhibiting EMT.Y However, in bladder urothelial car-
cinoma, the overexpression of miR-802 inhibits the expression
of E-cadherin and promotes the expression of N-cadherin and
Vimentin.?® This indicates that the miR-802/CYLD axis can pro-
mote EMT, thereby promoting the proliferation and metastasis of

cancer cells.?®
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4.5 | The other mechanisms of miR-802

The biological effects of miR-802 on tumor cell proliferation, inva-
sion, metastasis, and apoptosis have been confirmed in a number of
studies. As shown in Figure 1E, miR-802 is involved in several can-
cers including TSCC, OSCC, ESCC, LSCC, GC, CRC, HCC, BC, EOC,
CC, and lung cancer.

InTSCC, miR-802 can target to inhibit the expression of MAP2K4,
promote the expression of E-cadherin, and inhibit the expression of
N-cadherin, Snail, and Vimentin, thereby inhibiting the invasion and
viability of cancer cells.* In OSCC, miR-802 inhibits the expression
of the target gene MET, thereby inhibiting the metastasis, invasion,
viability, and colony formation of cancer cells.® In ESCC, miR-802
targets to inhibit the expression of RAB23, thereby inhibiting the
proliferation and metastasis of cancer cells.” In LSCC, miR-802 inhib-
its the proliferation, colony formation, and apoptosis of LSCC cells
by targeting the expression of ARPP19.8 In GC, miR-802 can inhibit
the expression of RAB23, MMP-2, and MMP-9, thereby inhibiting
the proliferation, invasion, metastasis, and colony formation of GC
cells, and inducing the apoptosis of GC cells.” In CRC, overexpression
of miR-802 can activate the expression of HSPA6, thereby inhibit-
ing the invasion, metastasis, and colony formation of CRC cells. 42
miR-802 inhibits the proliferation, migration, and invasion of CRC
cells in vitro and in vivo by inhibiting the expression of the oncogene
UBN2, and at the same time enhances the apoptosis of CRC cells.**
In HCC, miR-802 inhibits T-cell activity by targeting REDDI.?? miR-
802 induces the proliferation, metastasis, and cell cycle progression
of HCC cells by inhibiting the expression of RUNX3.%? In BC, miR-
802 can promote the expression of cyclins A and B by inhibiting the
expression of FoxM1 and p27, thereby inhibiting the proliferation
of BC cells.!> In EOC, miR-802 inhibits the expression of YWHAZ,
thereby inhibiting the proliferation, metastasis, and invasion of can-
cer cells, and promoting cancer cell apoptosis‘m In CC, miR-802 in-
hibits the proliferation and colony formation of CC cells by inhibiting
the expression of SRSF9.1® miR-802 inhibits the growth and metas-
tasis of CC cells by silencing the expression of MYLIP.Y In lung can-
cer, miR-802 inhibits the metastasis and invasion of lung cancer cells

by silencing the expression of Rnd3.¢

5 | CERNAS RELATED TO MIR-802
EXPRESSION

The competing endogenous (ceRNA) can competitively combine with
miRNAs to play a transcriptional regulatory role of protein-coding
genes.>® As shown in Figure 3, four ceRNAs, including circDONSON,
IGFL2-AS1, MIR155HG, and MIR4435-2HG, can endogenously
compete with miR-802, thereby affecting tumor progression.

In cisplatin-resistant GC tissues and cell lines, the expression of
circDONSON was significantly increased, and circDONSON could
indirectly down-regulate the expression of BMI1 by competitively
binding miR-802."° Knockout of circDONSON can inhibit the cell vi-
ability and promote the production of cisplatin-resistant cells, and
the effect of cell recovery on cisplatin.’®

In addition, Xu et al.!! found that in GC tissues and cell lines,
high expression of LncRNA IGFL2-AS1 inhibits the expression of
miR-802. ARPP19 is a direct target of miR-802 and can reverse the
inhibitory function of miR-802. It indicates that the IGFL2-AS1/miR-
802/ARPP19 axis plays a key role in the proliferation, migration, and
invasion of GC cells.!!

Qin et al.®! found that the expression of INcRNA MIR155HG in
PC tumor tissues and cells is significantly increased. MIR155HG pro-
motes the proliferation of PC cells by sponging miR-802 and inhibits
the apoptosis of PC cells.

The expression of INncRNA MIR4435-2HG was up-regulated in
melanoma, and IncRNA MIR4435-2HG could promote proliferation,
migration, and invasion of melanoma cells by inhibiting miR-802 and
up-regulating FLOT2.2

6 | CONCLUSIONS

miR-802 has biological effects on tumor cell proliferation, metastasis,
invasion, and apoptosis. miR-802 inhibits the expression of numer-
ous target genes, thereby affecting the different mechanisms and
signaling pathways of tumorigenesis and development. In addition,
this review summarizes the four ceRNAs, circDONSON, LncRNA
IGFL2-AS1, IncRNA MIR155HG, and IncRNA MIR4435-2HG, which

melanoma GC GC PC
[ MiR4azs2mG | [ cireponson | [ meRNATGFL2ASE | | mcRNA MIRISSHG |
miR-802 miR-802 miR-802 miR-802
Proliferation DDP resistance Proliferation Proliferation
Invasion and migration Apoptosis Invasion and migration Cell cycle arrest
Cell viability Apoptosis

FIGURE 3 The competing endogenous RNA (ceRNA) mechanisms and potential downstream regulatory mechanisms of miR-802. In
melanoma, GC, and PC, circDONSON, LncRNA IGFL2-AS1, IncRNA MIR155HG, and IncRNA MIR4435-2HG can regulate gene expression by
competitive binding with miR-802, forming a ceRNA regulatory network with miR-802, thereby affecting proliferation, invasion, metastasis,
apoptosis, and DDP resistance of tumor cells. T, promotion; |, inhibition; DDP, cisplatin; GC, gastric cancer; PC, pancreatic cancer
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can endogenously compete with miR-802, thereby affecting tumor
progression.

MicroRNA can be used as a high-quality diagnostic marker of dis-
ease. MicroRNA exists in large amounts in serum and plasma, and it
can be encapsulated in exosomes, vesicles, and apoptotic bodies to
avoid degradation.®® This review summarizes significant differences
in the expression levels of miR-802 in several diseases, and these
differences can provide a potential theoretical basis for miR-802 as a
diagnostic biomarker of diseases. MicroRNA is a potential therapeu-
tic target, but its off-target, half-life, and other issues have always
been obstacles to the entry of microRNA into clinical applications.>?
It is currently known that circDONSON,° IncRNA MIR4435-2HG,??
and IncRNA IGFL2-AS1* can sponge miR-802, which can precisely
regulate the biological functions of miR-802. These molecular mech-
anisms also provide some hints for the future development of miR-
802 in the treatment of related diseases.

There are inconsistent results for the expression of miR-802
in some tumors. This may be due to the following reasons. Firstly,
there are differences in the sample types of different experiments.
In the study of pancreatic cancer, miR-802 was down-regulated in

pancreatic cancer tissues, %!

while it was up-regulated in the cyst
fluid of high-grade invasive pancreatic cystic lesions.®? In addition,
miR-802 was significantly down-regulated in NSCLC and A549,
H522, H1299, H460, and SK-MES-1.3% Another study found that the
expression was up-regulated in lung cancer tissues, but this study
did not specify the subtype of lung cancer.®® Secondly, there are
differences in the experimental methods for detecting miR-802 in
different studies. The up-regulation of miR-802 expression in the
cyst fluid of high-grade invasive pancreatic cystic lesions is based on
the RNA-sequencing results of 4 samples. This finding lacked subse-
quent RT-gPCR verification.? Thirdly, miR-802 can promote and in-
hibit the same signaling pathway at the same time (Figure 2). In CRC,
miR-802 reduces the activation of the PI3K/AKT/mTOR pathway by
down-regulating RAN, thereby inhibiting tumor cell proliferation,
metastasis, and invasion.® In NSCLC, miR-802 can down-regulate
the expression of FGFR1, thereby inactivating the PISK/AKT/mTOR
pathway and inhibiting the malignant development of NSCLC.3*
Similarly, in HCC, miR-802 can promote the PISK/AKT pathway by
inhibiting the expression of ZNF521, and promote cell proliferation
and colony formation.?* In cholesteatoma, miR-802 reduces the in-
hibitory effect of PTEN on the PISK/AKT pathway by inhibiting the
expression of PTEN, thereby promoting the proliferation of tumor
cells.?? In summary, we believe that the above speculations may ex-
plain, at least in part, the inconsistent expressions of miR-802 in the
above-mentioned tumors.

The current research on miR-802 still has some limitations. Many
studies have initially explored the relevance of miR-802 and its tar-
get genes in cancers, but the specific mechanism is still elusive. For
example, in the study of GC, the IGFL2-AS1/miR-802/ARPP19 axis
needs to be verified in other tumors.** The YWHAZ signaling path-
way mediated by miR-802 may play a role in EOC,?° but the spe-
cific regulatory mechanism needs to be further studied. MIR155HG
promotes tumorigenesis and development through the negative

regulation of miR-802 in PC cells, but whether other mechanisms or
targets are involved in the regulation of MIR155HG still needs to be
explored.31 The mechanism by which miR-802 regulates pancreatic
p-cell apoptosis still needs to be further studied.>® In addition, the
experimental samples or models in some studies are very limited.
In the study of CC, multiple CC cell lines were not used, and no in
vivo experiments were performed.’” Research on miR-802 and HBV
lacks tissues and reliable animal samples that are susceptible to HBV
infection and lacks in vivo experiments.23 In the study of CRC, only
the HCT-116 cell line'? was used. In the study of HCC, the overex-
pression of miR-802 was only based on SMMU-7721 cancer cells.*
In oral lichen planus (OLP), the effect of miR-802 on apoptosis has
not been validated in OLP animal models.’ In order to make the re-
sults more convincing, it is necessary to conduct further research on
miR-802 in more comprehensive and diverse samples and models.
This article reviews the aberrant expression of miR-802 in dif-
ferent tumors can regulate the expression of target genes and the
activation or inhibition of different signaling pathways. At the same
time, miR-802 can also serve as a potential molecular indicator for
the prognosis of human tumors, providing new ideas for the diagno-

sis and treatment of tumors in the future.
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