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Knockdown of Ubiquitin-Specific Protease 14 (USP14) Inhibits the Proliferation 
and Tumorigenesis in Esophageal Squamous Cell Carcinoma Cells
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Ubiquitin-specific protease 14 (USP14), one of three proteasome-associated deubiquitinating enzymes (DUBs), 
plays an essential role in the development of human carcinoma. However, to the best of our knowledge, the role 
of USP14 in esophageal squamous cell carcinoma (ESCC) is unknown. In the current study, we investigated the 
expression and role of USP14 in ESCC. Our results showed that the level of USP14 was significantly increased 
in ESCC tissues and cell lines. Downregulation of USP14 significantly inhibited ESCC cell proliferation and 
ESCC tumor growth in nude mice. Downregulation of USP14 also suppressed the migration/invasion in ESCC 
cells. Mechanically, downregulation of USP14 decreased the protein expression levels of b-catenin, cyclin D1, 
and c-Myc in ESCC cells. In conclusion, our study shows that USP14 plays an important role in the progres-
sion and metastasis of ESCC. Therefore, these data suggest that USP14 may be a potentially useful therapeutic 
strategy for the treatment of ESCC.
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INTRODUCTION

Esophageal cancer (EC) is one of the most common 
malignancies worldwide. Esophageal squamous cell car-
cinoma (ESCC) is the predominant subtype of cancer of 
the esophagus. In China, the incidence of EC has tended 
to increase in the last 5 years1. Few significant improve-
ments in the overall survival of ESCC patients have been 
achieved; the 5-year survival rate of EC patients is less 
than 30%2–5. Furthermore, metastasis is the main cause 
of mortality in patients with ESCC6. Therefore, there 
is an urgent need to explore the molecular mechanisms 
underlying EC tumorigenesis and find new potential 
treatment targets.

Deubiquitinating enzymes (DUBs) are key compo-
nents of the ubiquitin-dependent protein degradation 
pathway and regulate a number of metabolic processes 
including cell growth, differentiation, and apoptosis7. 
Ubiquitin-specific protease 14 (USP14) is a major reg-
ulator of the proteasome and one of three proteasome-
associated DUBs8. Previous studies reported that USP14 
can inhibit the proteasome and protein turnover in 
cells9,10. In addition, dysregulation of USP14 has been 
reported in the development and progression of several 

tumors11–14. For example, Zhu et al. reported that expres-
sion of USP14 was increased in breast cancer tissues, and 
downregulation of USP14 significantly inhibited breast 
cancer cell proliferation and metastasis15. However, to 
the best of our knowledge, the role of USP14 in ESCC is 
unknown. In the current study, we detected the expres-
sion of USP14 in ESCC. In addition, we investigated 
the roles of USP14 in ESCC. Our findings indicate that 
USP14 plays a pivotal role during ESCC development 
and progression and may be a novel diagnosis and ther-
apy target for ESCC.

MATERIALS AND METHODS

Patients and Tissue Specimens

Ten paired ESCC tissues and their matching adjacent 
noncancerous tissues were obtained from The Second 
Affiliated Hospital of Xi’an Jiaotong University School 
of Medicine (P.R. China). All samples were snap frozen 
in liquid nitrogen and then stored at −70°C. This study 
was approved by the ethics committee of The Second 
Affiliated Hospital of Xi’an Jiaotong University School 
of Medicine (P.R. China), and all patients involved in the 
study gave their written informed consent.
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Cell Culture

Human ESCC cell lines (EC109, TE10, and KYSE70) 
and a human esophageal epithelial cell line (Het-1a) were 
purchased from the American Type Culture Collection 
(ATCC; Manassas, VA, USA). The cells were cultured 
in Dulbecco’s modified Eagle’s medium (DMEM) 
(Gibco, New York, NY, USA) supplemented with 10% 
fetal bovine serum (FBS; Gibco), 2 mM L-glutamine,  
and 100 µg/ml penicillin/streptomycin at 37°C in a 5% 
CO2 humidified incubator.

Quantitative RT-PCR (qRT-PCR)

Total RNA was extracted with TRIzol reagent 
(Invitrogen, Carlsbad, CA, USA) according to the manu-
facturer’s instructions. Complementary DNA was syn-
thesized from 2 µg of total RNA with AMV Reverse 
Transcriptase Kit (Promega, Madison, WI, USA). qPCR 
was performed in triplicate using the SYBR Green PCR 
Master Mix and the Applied Biosystems 7300 RT-PCR 
System (Applied Biosystems, Foster City, CA, USA). The 
sequences of the primer pairs were as follows: USP14,  
5¢-GAGT-TGGACCTTT-CCAGA-3¢ (forward) and 5¢-T 
GCTTGCACAG-ATGTGA-3¢ (reverse); b-actin, 5¢-ATA
GCACAGCCTGGATAGCAACGTAC-3¢ (forward) and 
5¢-CACCTTCTACAATGAGCTGCGTGTG-3¢ (reverse). 
b-Actin was used as an internal control. The expression 
levels of the relative genes were calculated using the 
2−DDCt method.

Western Blot Analysis

Total protein was extracted from ESCC tissues or 
cells using radioimmunoprecipitation assay (RIPA) 
lysis buffer containing a mixture of protease inhibi-
tor. The protein concentration was quantified by the 
Bradford assay. A total of 50 µg of proteins was 
separated by 10% SDS–polyacrylamide gel electro-
phoresis and transferred to nitrocellulose membranes 
(Amersham, Little Chalfont, UK). After blocking with 
5% fat-free milk in TBS [20 mmol/L Tris, 0.15 mol/L 
NaCl (pH 7.0), 0.1% Tween 20], the membranes 
were incubated with primary antibodies (anti-USP14, 
anti-E-cadherin, anti-N-cadherin, anti-b-catenin, anti- 
cyclin D1, anti-c-Myc, and anti-GAPDH) (Santa Cruz 
Biotechnology, Santa Cruz, CA, USA) at 4°C overnight. 
The membranes were then incubated with horseradish 
peroxidase-conjugated secondary antibody (Santa Cruz 
Biotechnology) for 1 h at room temperature. Finally, 
the blots were visualized by enhanced chemilumines-
cence (ECL) detection system (Amersham). The gray 
intensity analysis was performed using the Image-Pro 
Plus 6.0 software (Media Cybernetics Inc., Rockville, 
MD, USA).

Short Hairpin RNA and Cell Transfection

The short hairpin RNA (shRNA) expression vec-
tor targeting USP14 (sh-USP14) and its negative con-
trol (sh-NC) were generated by Shengong Company 
(Shanghai, P.R. China). The sh-USP14 or sh-NC was 
transfected into SW480 cells using the Lipofectamine 
2000 reagent (Invitrogen) according to the manufactur-
er’s protocol. Results were checked by Western blot at 
24 h after transfection.

Cell Proliferation Assay

Cell proliferation was evaluated using the MTT assay. 
Briefly, infected cells at a density of 1 × 105 cells/well 
were seeded in 96-well plates and incubated overnight at 
37°C. Cell growth was monitored every day for a period 
of 4 days. Next, 20 µl of MTT (5 mg/ml; Sigma-Aldrich, 
St. Louis, MO, USA) was added to each well. After incu-
bation at 37°C for 4 h, the culture medium was removed, 
and 150 µl of DMSO (Sigma-Aldrich) was then added. 
Absorbance was measured at 490 nm using a microplate 
spectrophotometer (Bio-Rad, Hercules, CA, USA).

Cell Migration and Invasion Assays

Cell migration and invasion assays were performed 
as previously described16. For the cell invasion assay, 
infected cells at a density of 1 × 105 cells/well were plated 
onto the top surface of the Transwell insert chambers 
(Corning, Corning, NY, USA); 600 µl of DMEM con-
taining 10% FBS was added to the lower chamber. After 
incubation for 24 h, nonmigrated cells were removed, 
and the membranes containing the migrated cells were 
fixed in absolute methanol for 10 min, stained with 0.1% 
crystal violet for 30 min, and counted under a microscope 
(Olympus, Tokyo, Japan). For the cell invasion assay, the 
process was analogous to the cell migration assay, except 
that the membranes were smeared with Matrigel to form 
a matrix barrier.

In Vivo Xenograft Tumor Assay

Five-week-old BALB/c female nude mice were pur-
chased from the Experimental Animal Centre of The 
Second Affiliated Hospital of Xi’an Jiaotong University 
(P.R. China), and all animal procedures were approved by 
the Institutional Animal Care and Use Committee at The 
Second Affiliated Hospital of Xi’an Jiaotong University. 
For the in vivo study, sh-USP14 EC109 cells (5 × 106) 

were injected subcutaneously into the dorsal flanks of 
nude mice. Tumor formation was monitored every 5 days 
by measuring the tumor size with a caliper. The tumor 
volume was then calculated using the following formula: 
V = (L × W2)/2. Twenty-five days later, the animals were 
sacrificed by cervical dislocation, and the tumors were 
excised and weighed.
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Figure 1. USP14 is highly expressed in ESCC tissues and cell lines. (A) The mRNA expression levels of USP14 were analyzed by 
qRT-PCR in human ESCC tissues. (B) The mRNA expression levels of USP14 were detected in four ESCC cell lines by qRT-PCR. 
(C) The protein levels of USP14 were detected in four ESCC cell lines by Western blot. All experiments were repeated at least three 
times. Data are presented as mean ± SD. *p < 0.05 compared to the mock group.
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Statistical Analysis

All the statistical analyses were performed with SPSS 
16.0 (SPSS, Chicago, IL, USA). Data are presented as 
the mean ± SD from at least three independent experi-
ments. The significance of differences was analyzed 
using Student’s t-test or by one-way ANOVA. A value of 
p < 0.05 was considered statistically significant.

RESULTS

USP14 Is Highly Expressed in ESCC Tissues  
and Cell Lines

In order to evaluate the expression of USP14 in ESCC, 
we examined 10 ESCC tissues via qRT-PCR. We found 
that the USP14 mRNA levels in ESCC tissues were 

higher compared to the corresponding normal control 
tissue (Fig. 1A). Next, we examined the expression of 
USP14 in ESCC cell lines. We found that the USP14 
expression levels at both mRNA and protein were signifi-
cantly higher in human ESCC cell lines (EC109, TE10, 
and KYSE70) than in human esophageal epithelial cell 
line (Het-1a) (Fig. 1B and C).

Downregulation of USP14 Suppresses the 
Proliferation of ESCC Cells

To determine the effect of USP14 on cell proliferation, 
we depleted endogenous USP14 via a lentivirus vector-
based shRNA approach in EC109 and TE10 cells, respec-
tively. After transfection of sh-USP14, both the protein and 
mRNA levels of USP14 were dramatically decreased in 

Figure 2. Downregulation of USP14 suppresses the proliferation of ESCC cells. Western blot and qRT-PCR analyses were used 
to detect the knockdown efficiency of USP14 in EC109 (A) and TE10 (B) cells. Cell proliferation was evaluated at indicated time 
points using CCK-8 assay in EC109 (C) and TE10 (D) cells. All experiments were repeated at least three times. Data are presented as 
mean ± SD. *p < 0.05 compared to the sh-NC group.
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EC109 (Fig. 2A) and TE10 cells (Fig. 2B), in comparison 
with control cells. We then examined the effect of USP14 
on cell proliferation. The results demonstra ted that down-
regulation of USP14 significantly inhibited the prolifera-
tion in EC109 (Fig. 2C) and TE10 cells (Fig. 2D).

Downregulation of USP14 Suppresses the Migration 
and Invasion of ESCC Cells

We next evaluated the effect of USP14 on ESCC 
cell motility. The Transwell assay demonstrated that 

downregulation of USP14 significantly inhibited the 
migration of EC109 (Fig. 3A) and TE10 cells (Fig. 3B). 
Similarly, the number of EC109 (Fig. 3C) and TE10 cells 
(Fig. 3D) that invaded the Matrigel membrane was also 
greatly reduced in sh-USP14-treated groups compared 
with that in the control groups. In addition, we exam-
ined the effect of USP14 on EMT phenotype in ESCC 
cells. The results of the Western blot indicated that 
downregulation of USP14 increased the expression of 
epithelial marker E-cadherin, while it decreased levels 

Figure 3. Downregulation of USP14 suppresses the migration and invasion of ESCC cells. EC109 and TE10 cells were transfected 
with sh-NC or sh-USP14 for 24 h. Transwell assays were performed to evaluate the migration of EC109 (A) and TE10 (B) cells. 
Matrigel invasion assay was used to detect the invasion of EC109 (C) and TE10 (D) cells. Western blot was used to detect the expres-
sion of E-cadherin and N-cadherin in EC109 (E) and TE10 (F) cells. GAPDH was used as a loading control. All experiments were 
repeated at least three times. Data are presented as mean ± SD. *p < 0.05 compared to the sh-NC group.
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of mesenchymal markers vimentin and N-cadherin in 
EC109 (Fig. 3E) and TE10 cells (Fig. 3F), respectively.

Downregulation of USP14 Attenuates Tumorigenicity 
In Vivo

To further investigate the effect of USP14 on tumor 
growth, 1 ́  106 of USP14-depleted cells were subcuta-
neously inoculated into the left dorsal flanks of female 
BALB/c-nu mice. The tumor (Fig. 4A) and volume 
(Fig. 4B) of the tumors were dramatically reduced in the 
USP14-knockdown group mice compared with the con-
trol group (p < 0.05).

Downregulation of USP14 Suppresses the Activation 
of Wnt/β-Catenin Signaling Pathway in ESCC Cells

To investigate the molecular mechanism by which 
USP14 promoted proliferation and invasion in ESCC 
cells, we examined the effects of USP14 on the acti-
vation of the Wnt/b-catenin signaling pathway. The 
results of the Western blot analysis demonstrated that 

the protein expression levels of b-catenin, cyclin D1, 
and c-Myc were dramatically decreased in EC109 cells 
transfected with sh-USP14, compared with the sh-NC 
group (Fig. 5).

DISCUSSION

To the best of our knowledge, this study is the first 
to demonstrate the role of USP14 in ESCC. We found 
that the level of USP14 was significantly increased in 
ESCC tissues and cell lines. Downregulation of USP14 
significantly inhibited ESCC cell proliferation and ESCC 
tumor growth in nude mice. Downregulation of USP14 
also suppressed the migration/invasion in ESCC cells. 
Mechanically, downregulation of USP14 decreased the 
protein expression levels of b-catenin, cyclin D1, and 
c-Myc in ESCC cells.

USP14 has been thought to play an important role in the 
tumor progression of various cancers. It has been reported 
that USP14 expression was specifically upregulated in 

Figure 4. Downregulation of USP14 attenuates tumorigenicity in vivo. USP14-depleted cells (1 × 106) were subcutaneously inocu-
lated into the left dorsal flanks of female BALB/c-nu mice. (A) Tumor weights of the two groups. (B) Growth curves of tumor size. All 
experiments were repeated at least three times. Data are presented as mean ± SD. *p < 0.05 compared to the sh-NC group.
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both lung adenocarcinoma cell lines and tumor tissues, 
and knockdown of USP14 expression significantly inhib-
ited cell growth and cell cycle arrest in NSCLC cells12. 
Huang et al. found that USP14 is highly expressed in 
colorectal cancer and human primary hepatocellular car-
cinoma (HCC) tissues, and knockdown of USP14 with 
the lentiviral vector delivery of shRNA in human HCC 
cells suppressed cell proliferation, altered the cell cycle, 
and induced cell apoptosis17. Consistent with these find-
ings, the data obtained in the present study showed that 
the level of USP14 was significantly increased in ESCC 
tissues and cell lines. We also found that downregulation 
of USP14 significantly inhibited ESCC cell proliferation 
and ESCC tumor growth in nude mice. These findings 
suggest that USP14 acts as a tumor-promoting gene in the 
development and progression of ESCC.

EMT is a developmental program associated with can-
cer progression and metastasis. It initiates the metastatic 

cascade and endows cancer cells with invasive and 
migratory capacities18. It has been shown that the repres-
sion of E-cadherin acts as one important step driving 
EMT in various cancers, including ESCC19,20. A recent 
study showed that the positive expression of E-cadherin 
is significantly increased and N-cadherin+ and vimen-
tin+ staining was decreased in the metastatic lymph 
nodes compared to their paired primary ESCC21. In this 
study, we observed that downregulation of USP14 led to 
increased expression of the epithelial marker E-cadherin 
and decreased expression of the mesenchymal markers 
N-cadherin and vimentin in ESCC cells, as well as sup-
pressed the migration/invasion of ESCC cells. These 
results suggest that EMT was involved in the process of 
USP14-inducing ESCC development.

The Wnt/b-catenin signaling pathway plays an impor-
tant role in the development and progression of several 
human malignancies, including ESCC22–24. b-Catenin is 

Figure 5. Downregulation of USP14 suppresses the activation of the Wnt/b-catenin signaling pathway in ESCC cells. (A) EC109 cells 
were transfected with sh-NC or sh-USP14 for 24 h. Western blot was used to detect the expression of b-catenin, cyclin D1, and c-Myc. 
GAPDH was used as a loading control. (B) The relative protein expression levels of b-catenin, cyclin D1, and c-Myc were quantified 
using the Image-Pro Plus 6.0 software. All experiments were repeated at least three times. Data are presented as mean ± SD. *p < 0.05 
compared to the sh-NC group.
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a multifunctional protein that mediates cell–extracellular  
matrix adhesion and promotes tumor proliferation and 
metastasis25. It was reported that aberrant b-catenin 
expression was found in 54.3% (144 of 265) of ESCCs, 
and aberrant b-catenin expression was closely associated 
with tumor size, tumor location, degree of differentia-
tion, and lymph node status in GSK3b− ESCC26. He et 
al. found that inhibition of sal-like protein 4 (SALL4) 
reduces tumorigenicity via the Wnt/b-catenin signaling 
pathway in ESCC27. Thus, targeting the Wnt/b-catenin 
pathway potentially represents a promising therapeutic 
approach for the treatment of ESCC. Our study showed 
that downregulation of USP14 decreased the protein 
expression levels of b-catenin, cyclin D1, and c-Myc in 
ESCC cells. These data suggest that knockdown of USP14 
inhibits the proliferation and tumorigenesis in ESCC cells 
by suppressing and inhibiting the Wnt/b-catenin signal-
ing pathway.

In conclusion, our study shows that USP14 plays 
an important role in the progression and metastasis of 
ESCC. Therefore, these data suggest that USP14 may be 
a potential useful therapeutic strategy for the treatment 
of ESCC.

ACKNOWLEDGMENT: The authors declare no conflicts of 
interest.

REFERENCES
Siegel RL, Miller KD, Jemal A. Cancer statistics, 2015. CA  1. 
Cancer J Clin. 2015;65:5–29.
Nakajima M, Kato H. Treatment options for esopha- 2. 
geal squamous cell carcinoma. Expert Opin Pharmacol. 
2013;14:1345–54.
Napier KJ, Scheerer M, Misra S. Esophageal cancer: A  3. 
review of epidemiology, pathogenesis, staging workup 
and treatment modalities. World J Gastrointest Oncol. 
2014;6:112–20.
Baba Y, Watanabe M, Yoshida N, Baba H. Neoadjuvant  4. 
treatment for esophageal squamous cell carcinoma. World 
J Gastrointest Oncol. 2014;6:121–8.
Yamamoto Y, Yamai H, Seike J, Yoshida T, Takechi H,  5. 
Furukita Y, Kajiura K, Minato T, Bando Y, Tangoku A. 
Prognosis of esophageal squamous cell carcinoma in 
patients positive for human epidermal growth factor recep-
tor family can be improved by initial chemotherapy with 
docetaxel, fluorouracil, and cisplatin. Ann Surg Oncol. 
2013;19:757–65.
Yamashina T, Ishihara R, Nagai K, Matsuura N, Matsui F,  6. 
Ito T, Fujii M, Yamamoto S, Hanaoka N, Takeuchi Y. Long-
term outcome and metastatic risk after endoscopic resec-
tion of superficial esophageal squamous cell carcinoma. 
Am J Gastroenterol. 2013;108:544–51.
Amerik AY, Hochstrasser M. Mechanism and function  7. 
of deubiquitinating enzymes. Biochim Biophys Acta 
2004;1695:189–207.
Hu M, Li P, Song L, Jeffrey PD, Chernova TA, Wilkinson  8. 
KD, Cohen RE, Shi Y. Structure and mechanisms of the 
proteasome-associated deubiquitinating enzyme USP14. 
EMBO J. 2005;24:3747–56.

Lee B-H, Lee MJ, Park S, Oh D-C, Elsasser S, Chen P-C,  9. 
Gartner C, Dimova N, Hanna J, Gygi SP. Enhancement 
of proteasome activity by a small-molecule inhibitor of 
USP14. Nature 2010;467:179–84.
Lee B-H, Lu Y, Prado MA, Shi Y, Tian G, Sun S, Elsasser S, 10. 
Gygi SP, King RW, Finley D. USP14 deubiquitinates 
proteasome-bound substrates that are ubiquitinated at mul-
tiple sites. Nature 2016;532:398–401.
Tian Z, D’Arcy P, Wang X, Ray A, Tai Y-T, Hu Y, Carrasco 11. 
RD, Richardson P, Linder S, Chauhan D. A novel small 
molecule inhibitor of deubiquitylating enzyme USP14 and 
UCHL5 induces apoptosis in multiple myeloma and over-
comes bortezomib resistance. Blood 2014;123:706–16.
Wu N, Liu C, Bai C, Han Y-P, Cho W, Li Q. Over-expression 12. 
of deubiquitinating enzyme USP14 in lung adenocarci-
noma promotes proliferation through the accumulation of 
b-catenin. Int J Mol Sci. 2013;14:10749–60.
Vogel RI, Pulver T, Heilmann W, Mooneyham A, Mullany 13. 
S, Zhao X, Shahi M, Richter J, Klein M, Chen L. USP14 is a 
predictor of recurrence in endometrial cancer and a molec-
ular target for endometrial cancer treatment. Oncotarget 
2016;7:30962–76.
Wang Y, Wang J, Zhong J, Deng Y, Xi Q, He S, Yang S, 14. 
Jiang L, Huang M, Tang C. Ubiquitin-specific protease 14 
(USP14) regulates cellular proliferation and apoptosis in 
epithelial ovarian cancer. Med Oncol. 2015;32:1–10.
Zhu L, Yang S, He S, Qiang F, Cai J, Liu R, Gu C, Guo Z, 15. 
Wang C, Zhang W. Downregulation of ubiquitin-specific 
protease 14 (USP14) inhibits breast cancer cell prolifera-
tion and metastasis, but promotes apoptosis. J Mol Histol. 
2016;47:69–80.
Shi X, Chen Z, Hu X, Luo M, Sun Z, Li J, Shi S, Feng 16. 
X, Zhou C, Li Z. AJUBA promotes the migration and 
invasion of esophageal squamous cell carcinoma cells 
through upregulation of MMP10 and MMP13 expression. 
Oncotarget 2016;7:36407–18.
Huang G, Li L, Zhou W. USP14 activation promotes 17. 
tumor progression in hepatocellular carcinoma. Oncol Rep. 
2015;34:2917–24.
Huber MA, Kraut N, Beug H. Molecular requirements for 18. 
epithelial–mesenchymal transition during tumor progres-
sion. Curr Opin Cell Biol. 2005;17:548–58.
Wong VCL, Chen H, Ko JMY, Chan KW, Chan YP, Law S, 19. 
Chua D, Kwong DLW, Lung HL, Srivastava G. Tumor sup-
pressor dual-specificity phosphatase 6 (DUSP6) impairs cell 
invasion and epithelial–mesenchymal transition (EMT)-
associated phenotype. Int J Cancer 2012;130:83–95.
Cano A, Pérez-Moreno MA, Rodrigo I, Locascio A, Blanco 20. 
MJ, del Barrio MG, Portillo F, Nieto MA. The transcrip-
tion factor snail controls epithelial–mesenchymal transi-
tions by repressing E-cadherin expression. Nat Cell Biol. 
2000;2:76–83.
Wen J, Luo K, Liu Q, Wang G, Zhang M, Xie X, Yang H, 21. 
Fu J, Hu Y. The epithelial-mesenchymal transition pheno-
type of metastatic lymph nodes impacts the prognosis of 
esophageal squamous cell carcinoma patients. Oncotarget 
2016; 7:37581–8.
Wang X, Gao Z, Liao J, Shang M, Li X, Yin L, Pu Y, Liu 22. 
R. lncRNA UCA1 inhibits esophageal squamous-cell car-
cinoma growth by regulating the Wnt signaling pathway. 
J Toxicol Environ Health A 2016;79:407–18.
Zhu J, Wu G, Li Q, Gong H, Song J, Cao L, Wu S, Song L, 23. 
Jiang L. Overexpression of suprabasin is associated with pro-



THE ROLE OF USP14 IN ESCC 257

liferation and tumorigenicity of esophageal squamous cell 
carcinoma. Sci Rep. 2016;6:21549–60.
Moghbeli M, Abbaszadegan MR, Golmakani E, Forghanifard 24. 
MM. Correlation of Wnt and NOTCH pathways in esopha-
geal squamous cell carcinoma. J Cell Commun Signal. 2016; 
10:129–35.
Beavon I. The E-cadherin–catenin complex in tumour 25. 
metastasis: Structure, function and regulation. Eur J Cancer 
2000;36:1607–20.

Deng F, Zhou K, Cui W, Liu D, Ma Y. Clinicopathological 26. 
significance of wnt/beta-catenin signaling pathway in esopha-
geal squamous cell carcinoma. Int J Clin Exp Pathol. 2015;8: 
3045–53.
He J, Zhou M, Chen X, Yue D, Yang L, Qin G, Zhang Z, 27. 
Gao Q, Wang D, Zhang C. Inhibition of SALL4 reduces 
tumorigenicity involving epithelial-mesenchymal transi-
tion via Wnt/b-catenin pathway in esophageal squamous 
cell carcinoma. J Exp Clin Cancer Res. 2016;35:98–110.




