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Abstract. Oral squamous cell carcinoma (OSCC) is a cancer 
associated with high mortality (accounting for 3.1/100,000 
deaths per year in Brazil in 2013) and a high frequency of 
amplification in the expression of the epidermal growth factor 
receptor (EGFR). Treatment with the EGFR inhibitor cetux‑
imab leads to drug resistance in patients with OSCC due to 
unknown mechanisms. Galectin‑3 (Gal‑3) is a β‑galactoside 
binding lectin that regulates multiple signaling pathways 
in cells. The present study aimed to investigate the effect 
of Gal‑3 in cetuximab‑resistant (cet‑R) OSCC. The OSCC 
HSC3 cell line was selected to establish a mouse xenograft 
model, which was treated with cetuximab to induce resistance. 
Subsequently, a Gal‑3 inhibitor was used to treat cet‑R tumors, 
and the tumor volume was monitored. The expression of Gal‑3, 
phosphorylated (p)‑ERK1/2 and p‑Akt was assessed using 
immunohistochemistry. The combined effect of cetuximab 
and the Gal‑3 inhibitor on HSC3 tumor xenografts was also 
investigated. HSC3 cells were cultured in vitro to investigate 
the regulatory effects of Gal‑3 on ERK1/2 and Akt via western 
blotting. In addition, the effects of the Gal‑3 inhibitor on the 
proliferation, colony formation, invasion and apoptosis of 
HSC3 cells were investigated by performing Cell Counting 
Kit‑8, colony formation, Transwell and apoptosis assays, 
respectively. In cet‑R OSCC tumors, increased expression of 
Gal‑3, p‑ERK1/2 and p‑Akt was observed. Further research 
demonstrated that Gal‑3 regulated the expression of both 

ERK1/2 and Akt in HSC3 cells by promoting phosphorylation. 
Moreover, the Gal‑3 inhibitor decreased the proliferation and 
invasion, but increased the apoptosis of cet‑R HSC3 cells. In 
addition, the Gal‑3 inhibitor suppressed the growth of cet‑R 
tumors. Collectively, the results indicated that the Gal‑3 inhib‑
itor and cetuximab displayed a synergistic inhibitory effect on 
OSCC tumors. In summary, the present study demonstrated 
that Gal‑3 may serve an important role in cet‑R OSCC. The 
combination of cetuximab and the Gal‑3 inhibitor may display 
a synergistic antitumor effect, thereby inhibiting the develop‑
ment of cetuximab resistance in OSCC.

Introduction

Oral cancer is a global issue resulting in ~275,000 new cases 
and 128,000 deaths annually. Among cases of oral cancer, 
95% are oral squamous cell carcinoma (OSCC) (1). Certain 
anticancer drugs have been widely used for the treatment 
of OSCC, such as cisplatin, which can benefit patients with 
advanced OSCC who show better overall and progression‑free 
survival, compared with patients without anti‑cancer treat‑
ment (2). Cetuximab, a drug that targets the epidermal growth 
factor receptor (EGFR), is a recombinant human/mouse EGFR 
monoclonal antibody that is used to treat OSCC, which can 
inhibit tumor growth and progression by inducing a cytotoxic 
effect (3). However, drug resistance following the use of cetux‑
imab remains one of the greatest challenges for patients with 
OSCC (4‑6). The 5‑year survival rate is 63% in patients with 
advanced OSCC due to treatment resistance and the limited 
efficacy of second‑line systemic therapies (7). Therefore, new 
therapeutic strategies must be developed to avoid drug resis‑
tance and improve treatment outcomes. A number of studies 
have explored the potential mechanism underlying cetuximab 
resistance in OSCC, and multiple related signaling pathways 
have been identified, including activation of the Akt (8) and 
MEK/ERK1/2 (9) signaling pathways. However, to the best of 
our knowledge, no effective treatment strategy to overcome 
EGFR inhibitor resistance has been identified in OSCC.

Human galectin‑3 (Gal‑3), a member of the β‑galactoside‑ 
binding lectin family, is a 35 kDa protein encoded by the 
Gal‑3 gene on chromosome 14 (10). Studies have demonstrated 
that Gal‑3 serves an important role in cell‑cell adhesion, cell 
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proliferation, cell apoptosis and cancer metastasis due to its 
expression in the cytoplasm and nucleus, as well as its secretion 
into the cellular microenvironment (11‑13). Previous studies 
have reported that Gal‑3 may participate in the pathology 
of cancer cell resistance to anticancer drugs via regulating 
cell apoptosis, proliferation or invasion (14‑16). Moreover, 
Weber et al (17) reported that the expression of Gal‑3 in OSCC 
was related to tumor size and progression. In addition, the 
expression of Gal‑3 can promote the progression of tongue 
squamous cell carcinoma (18,19). Gal‑3 may also regulate 
the activity of both the MEK/ERK1/2 and Akt signaling 
pathways (20). Therefore, based on these data, we speculated 
that Gal‑3 expression may be associated with cetuximab 
resistance in OSCC. In the present study, the potential role of 
endogenous Gal‑3 in the growth of cetuximab‑resistant OSCC 
was investigated by evaluating the effects of a Gal‑3 inhibitor 
both in vivo and in vitro. Using Cell Counting Kit (CCK)‑8, 
colony formation, Transwell and apoptosis assays, the effects 
of Gal‑3 inhibitor on the proliferation, colony formation, inva‑
sion and apoptosis of HSC3 cells were investigated. A mouse 
xenograft model was established by injection of HSC3 cells to 
investigate the effect of Gal‑3 inhibitor on tumor growth.

Materials and methods

Mouse xenograft models and treatment. All animal care 
procedures and experiments were conducted in accordance 
with the Animal Research: Reporting of In Vivo Experiments 
guidelines (21) and were approved by the Hebei University 
of Chinese Medicine Committee on Ethics of Animal 
Experiments (approval no. 20190645). BALB/c NU/NU nude 
mice (age, 8 weeks; weight: 20‑30 g; n=80; male:female, 1:1) 
were purchased from Beijing HFK Bioscience Co., Ltd. Mice 
were housed (n=5 per cage) in an experimental animal facility 
under standard laboratory conditions (18‑23˚C, 40‑60% 
humidity, 12/12‑h light/dark cycle) with free access to food 
and water. Subsequently, a subcutaneous injection (200 µl) of 
1x106 HSC3 cells suspended in 100 µl PBS mixed with 100 µl 
Matrigel (BD Biosciences) was administered in the right flank 
of each mouse.

Tumor volumes were determined using the following 
formula: Tumor volume=1/2 x (length x width2). Each 
tumor was measured using a dial caliper every two days. 
Mice (n=10/group; male to female ratio=1:1) were randomly 
assigned to the following treatment groups: i) mice received 
0.2 mg/kg cetuximab (Erbitux®; diluted with saline solution; 
Merck KGaA) once per week via tail vein injection  (22); 
ii) mice received 10 mg/kg GB1107 (a Gal‑3 inhibitor; diluted 
with PBS; Aobious, Inc.) once per day by oral gavage (23); and 
iii) the control group received PBS (100 µl) or IgG (0.2 mg/kg). 
PBS control was used because GB1107 was dissolved in PBS, 
while IgG control was used because cetuximab is an antibody 
to block EGFR. When the tumor volume reached 80 mm3, 
treatment began. After the experiment (36 days of observa‑
tion or development of cetuximab resistance), the mice were 
euthanized via carbon dioxide inhalation (50% of the chamber 
volume/min). Subsequently, the tumor tissues were collected.

In the present study, cetuximab‑treated tumors displaying 
a volume increase >25% of their initial volume and continued 
growth after a long‑term observation period (>1 week) were 

considered resistant after three consecutive measurements, 
defined as cetuximab‑resistant (cet‑R) and the end of the 
experiment. In addition, the maximum tumor diameter and 
volume observed were 1.2 cm and ~800 mm3, respectively.

To determine the tumor inhibition rate, the tumor growth 
inhibition index (TGI) was applied using the following 
formula: TGI=(1‑mean volume of treated tumors/mean 
volume of control tumors) x100%. The combined effect of 
GB1107 and cetuximab was calculated as the combination 
index (CI), which was determined using the following formula: 
CI=TGIGB1107+cetuximab/[TGIGB1107 + (1-TGIGB1107) TGIcetuximab]. A 
CI <0.9 indicated synergism, CI=0.9‑1.1 suggested an additive 
relationship and CI >1.1 indicated antagonism.

Cell culture. The HSC3 cell line (human tongue squamous 
cell carcinoma) was purchased from The Cell Bank of Type 
Culture Collection of The Chinese Academy of Sciences. 
Cells were maintained in DMEM (HyClone; Cytiva) supple‑
mented with 10% ultracentrifuged FBS (Invitrogen; Thermo 
Fisher Scientific, Inc.), penicillin (Invitrogen; Thermo Fisher 
Scientific, Inc.) and streptomycin (Invitrogen; Thermo Fisher 
Scientific, Inc.) at 37˚C in a humidified atmosphere of 5% CO2.

Cells were treated with 0.2 µM recombinant human Gal‑3 
(PeproTech, Inc.) (24) or 1.0 µM GB1107 (a Gal‑3 inhibitor) 
for 72 h at 37˚C; controls cells were treated with PBS for 72 h 
at 37˚C.

cet‑R HSC3 cell culture. cet‑R HSC3 cells were derived from 
cet‑R HSC3 tumor xenografts. The tumor xenografts were 
generated as aforementioned. A total of 10 mice received 
cetuximab treatment, with 4 displaying resistance after 
~85 days (Figs. 1 and S1). Subsequently, a cet‑R HSC3 tumor 
xenograft was collected, minced into small pieces (1 mm3) and 
incubated in 10 ml DMEM containing 0.06% collagenase A 
(Sigma‑Aldrich; Merck KGaA) for 48 h. Next, 10 ml trypsin 
(0.05%) containing 0.02% EDTA was added and incubated for 
1 h at 37˚C with 5% CO2. Cells were collected by centrifu‑
gation at 500 x g for 10 min at room temperature. The cell 
pellets were collected and cultured in DMEM supplemented 
with 10% FBS and antibiotics (as aforementioned) for further 
experiments.

Small interfering RNA (siRNA) transfection. An siRNA 
targeting Gal‑3 (5'‑CAC​GGT​GAA​GCC​CAA​TGC​AAA‑3', 
Santa Cruz Biotechnology, Inc.) was used to knock down 
the expression of Gal‑3 in HSC3 cells. A scrambled negative 
control siRNA (5'‑UUC​UUC​GAA​CGU​GUC​ACG​UTT​‑3'; 
Santa Cruz Biotechnology, Inc.) was used as the control. In 
brief, HSC3 cells were seeded (1x105 cells/well) into a 12‑well 
plate. Cells were transfected with 40 nm Gal‑3 siRNA or 40 nm 
scrambled negative control siRNA using Lipofectamine® 2000 
(Invitrogen; Thermo Fisher Scientific, Inc.) according to the 
manufacturer's instructions. The cells were cultured at 37˚C 
with 5% CO2 for ≤72 h. At 24 h post‑transfection, cells were 
used for subsequent experiments. The knockdown efficiency 
of the siRNA was assessed via western blotting.

Cell proliferation assay and IC50 determination. To deter‑
mine the IC50 value of the GB1107 and cetuximab, cells 
were seeded (5x103 cells/well) into 96‑well plates and treated 
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with cetuximab or GB1107 in a concentration range of 
0.01‑200.00 µM (with a four‑fold interval) for 72 h. For the 
proliferation assay, cells were treated with 1 µM GB1107 at 
37˚C for 72 h. Subsequently, cell viability was assessed using a 
CCK‑8 assay (Beyotime Institute of Biotechnology) according 
to the manufacturer's instructions. Following incubation with 
CCK‑8 for 1 h, the absorbance was measured at a wavelength 
of 450 nm using a multimode plate reader. The CCK‑8 assay 
results were used to determine the IC50 values and evaluate cell 
proliferation rates. Cell viability (%) was calculated as follows: 

Number of cells in the treatment group/number of cells in the 
PBS group x100%. Cell proliferation (%) was calculated as 
follows: Number of cells at 72 h/number of cells at 0 h x 100%.

Cell apoptosis assay. After treatment, cells (1x105 cells/well) 
were collected and resuspended in 500  µl binding buffer 
containing 5 µl Annexin V‑FITC and 10 µl propidium iodide 
(Bio‑Rad Laboratories, Inc.). After incubation at room 
temperature in the dark for 30 min, cell suspensions were 
loaded into an FACScan flow cytometer (Becton‑Dickinson 
and Company) according to the manufacturer's protocol of the 
Annexin V‑FITC Apoptosis Detection Kit, cat. no. C1062L, 
Beyotime Institute of Biotechnology). The results were 
analyzed by FlowJo software (V10.6; BD  Biosciences) to 
determine the apoptosis rate (early + late apoptosis).

Transwell invasion assay. A 24‑well Transwell chamber plate 
(Invitrogen; Thermo Fisher Scientific, Inc.) was used. Matrigel 
was thawed on ice, then 100 µg was added to well in a 37˚C 
incubator for 30 min to form a thin gel layer. For each treat‑
ment group, 200 µl cell suspension (1x105 cells/ml) was added 
to the upper chamber. The bottom chamber was filled with 
500 µl DMEM containing 10% FBS. After incubation for 24 h 
at 37˚C, invading cells were fixed with 2.5% glutaraldehyde 
for 10 min at room temperature and then stained with 0.1% 
crystal violet for 20 min at room temperature. The invading 
ability was determined as the number of invading cells in 
five randomly selected fields of view via light microscopy 
(Olympus Corporation) at x100 magnification.

Soft agar colony formation assay. A colony formation assay 
was performed to evaluate the effect of GB1107 on cancer cells. 
Cell suspensions (1x104 cells) were mixed with 0.7% soft agar 
in culture medium containing 1 µM GB1107 and then added 
to the surface of 1% solid soft agar containing 1 µM GB1107. 
Cells were cultured for 1 week until colonies developed. After 
washing with PBS, the colonies were fixed with 3.7% formal‑
dehyde for 10 min at room temperature and stained with 0.2% 
crystal violet (Sigma‑Aldrich; Merck KGaA) at room tempera‑
ture for 10 min. The excess stain was removed by washing 
three times with double‑distilled water. Colonies were defined 
as ≥50 cells. Stained colonies were visualized using a light 
microscope (Olympus Corporation) under x100 magnification. 
and quantified using ImageJ software (version 1.8.0; National 
Institutes of Health).

Western blotting. Total protein was extracted from cell pellets 
using RIPA buffer (Sigma‑Aldrich; Merck KGaA) containing 
protease inhibitors. The protein levels were determined by 
BCA method. Equal amounts of protein (20 µg/lane) were 
separated via 8‑10% SDS‑PAGE and then transferred to 
nitrocellulose membranes. Following blocking with 5% 
skimmed milk in TBST (0.1% Tween‑20) at room temperature 
for 2 h, the membranes were incubated at 4˚C overnight with 
primary antibodies targeted against: Gal‑3 (1:3,000; rabbit 
monoclonal; Abcam; cat. no.  ab76245), ERK1/2 (1:3,000; 
rabbit monoclonal; Abcam; cat. no. ab32537), phosphorylated 
(p)‑ERK1/2 (Thr202/Tyr204; 1:3,000; rabbit monoclonal; 
Cell Signaling Technology, Inc.; cat. no. 4370), Akt (1:3,000; 
mouse monoclonal; Santa Cruz Biotechnology, Inc.; cat. 

Figure 1. Effects of cetuximab and GB1107 on growth of regular and cet‑R 
HSC3 tumors in mice xenografts. (A) Tumor growth curve of cet‑R HSC3 
tumors (n=4). BALB/c nude mice were injected with HSC3 cells. When the 
tumor volume reached 80 mm3, mice were treated with 0.2 mg/kg cetuximab 
once per week via tail vein injection, and resistance developed after ~85 days. 
(B) GB1107 significantly inhibited cet‑R tumor xenograft growth compared 
with the PBS treatment group. BALB/c nude mice were injected with cet‑R 
HSC3 cells (n=10/group). When the tumor volume reached 80 mm3, mice 
were treated with 10 mg/kg GB1107 per day via oral gavage for 36 days. 
GB1107 treatment significantly decreased tumor volumes compared with those 
observed in mice treated with PBS. (C) GB1107 and cetuximab combination 
treatment displayed a synergistic antitumor effect in regular HSC3 tumors. 
BALB/c nude mice (n=10/group) were injected with regular HSC3 cells. When 
the tumor volume reached 80 mm3, mice were treated with a placebo (IgG or 
PBS), GB1107, cetuximab or cetuximab + GB1107 for 36 days. Treatment with 
cetuximab resulted in a 59.52% inhibition rate compared with the IgG treat‑
ment group, whereas treatment with GB1107 resulted in a 18.73% inhibition rate 
compared with the PBS treatment group. By contrast, the combination treatment 
of GB1107 and cetuximab resulted in a 73.81% inhibition rate compared with 
the IgG treatment group. Data are presented as the mean ± SEM. Data presented 
in Fig. 1B and C were analyzed using two‑way mixed ANOVA followed by 
Tukey's post hoc test. *P<0.05 and **P<0.01. cet‑R, cetuximab‑resistant.
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no.  sc‑5298), p‑Akt (Ser473; 1:3,000; rabbit monoclonal; 
Cell Signaling Technology, Inc.; cat. no. 4060) and β‑actin 
(1:3,000; mouse monoclonal; Santa Cruz Biotechnology, Inc.; 
cat. no. sc‑47778). Subsequently, the membranes were washed 
with TBST and incubated with HRP‑conjugated anti‑mouse or 
anti‑rabbit secondary antibodies (Abcam; cat. nos. ab205719 
and ab205718) at room temperature for 1 h. Protein bands 
were visualized using ECL detection (Pierce; Thermo Fisher 
Scientific, Inc.). The signals were detected using a chemilu‑
minescence detection system (Bio‑Rad Laboratories, Inc.). 
β‑actin was used as a loading control. The protein expression 
levels were quantified with ImageJ software (version 1.8.0; 
National Institutes of Health).

Immunohistochemistry (IHC). Tumor tissues were fixed with 
10% formalin for 24 h at room temperature, embedded in 
paraffin and cut into 5-µm-thick sections, which were placed 
onto glass slides. The tissue sections were deparaffinized with 
xylene at 55˚C and rehydrated with descending alcohol series 
(ethanol; 100, 95, 75 and 50%; 3 min each), then subjected to 
antigen retrieval (boiled in citrate‑EDTA buffer and allowed 
to cool for 20 min at room temperature). Following blocking 
with 5% goat serum (Thermo Fisher Scientific, Inc.) at room 
temperature for 1 h, the sections were incubated with primary 
antibodies (all 1:150) targeted against Gal‑3 (predominantly 
located in the cytoplasm), p‑ERK1/2 and p‑Akt overnight at 
4˚C. Subsequently, the sections were incubated with horse‑
radish peroxidase-labeled anti-rabbit or anti‑mouse secondary 
antibodies at room temperature for 1 h. The antibodies used for 
IHC were the same as those used for western blotting. Finally, 
the slides were developed with diaminobenzidine and counter‑
stained with hematoxylin at room temperature for 5 min and 
visualized using a light microscope (Olympus Corporation) at 
x400. Protein expression was semi‑quantified using a routine 
IHC grading system (25,26), and IHC optical density scores were 
calculated as follows: IHC optical density score=(percentage of 
high positive x 4+ percentage of positive x3+ percentage of low 
positive x 2+ percentage of negative x1)/100.

Statistical analysis. Data are presented as the mean ± SEM. 
All experiments were performed in triplicate. Statistical 
analyses were performed using R (version  3.6; r‑project.
org/). Comparisons among multiple groups were analyzed 
using one‑way ANOVA followed by Tukey's post hoc test or 
two‑way mixed ANOVA followed by Tukey's post hoc test. 
Comparisons between two groups were analyzed using the 
unpaired Student's t‑test. P<0.05 was considered to indicate a 
statistically significant difference. 

Results

Upregulation of Gal‑3 in cet‑R OSCC. To investigate the 
potential mechanism underlying cetuximab resistance 
in OSCC, a mouse xenograft model was established as 
previously described (22). Briefly, OSCC HSC3 cells were 
subcutaneously injected into mice, followed by treatment with 
cetuximab (0.2 mg/kg) when tumor volume reached 80 mm3. 
Tumor volumes were increased at the beginning of treatment, 
then decreased before increasing at 60 days post‑cetuximab 
treatment. A total of 10 mice were used in the experiment; 

resistance was observed in 4 mice (40%) and developed after 
~85 days of treatment (Figs. 1A and S1). The IHC staining 
results revealed that the expression of Gal‑3 in cet‑R tumors 
was significantly increased compared with that in the regular 
HSC3 group (Fig. 2). Subsequently, cet‑R cells were collected 
from tumors and maintained in vitro. The IC50 of cetuximab 
was 437.60±12.04 µM in cet‑R cells, which was notably higher 
compared with the IC50 of cetuximab in untreated parental 
cells (7.67±1.31 µM; Fig. 3A). Moreover, the results showed 
that cet‑R HSC3 cells were sensitive to the Gal‑3 inhibitor 
(GB1107), displaying an IC50 value of 1.28±1.12 µM, which was 
similar to the IC50 of GB1107 in untreated cells (0.88±1.15 µM; 
Fig. 3B). In addition, Gal‑3 knockdown partially restored the 
sensitivity of cet‑R HSC3 cells to cetuximab, resulting in an 
IC50 value of 26.68±2.35 µM (Fig. 3C). Therefore, the results 
indicated that upregulated Gal‑3 expression might contribute 
to cetuximab resistance in OSCC.

Gal‑3 inhibitor (GB1107) inhibits cancer cell proliferation 
and invasion. The regular and cet‑R HSC3 cells were treated 

Figure 2. GB1107 inhibits the expression of Gal‑3, p‑ERK1/2 and p‑Akt in cet‑R 
tumors of mice xenografts. Tumors were collected from the following three 
groups: i) cet‑R HSC3 tumor xenografts treated with GB1107; ii) cet‑R HSC3 
tumor xenografts treated with PBS; and iii) regular HSC3 tumor xenograft 
treated with PBS (control; non‑resistant tumors). Gal‑3, p‑ERK1/2 and p‑Akt 
expression was examined by IHC and then quantified. Gal‑3, p‑ERK1/2 and 
p‑Akt expression was significantly increased in cet‑R tumors compared with 
regular HSC3 tumors. However, GB1107 significantly inhibited the expres‑
sion of Gal‑3, p‑ERK1/2 and p‑Akt in cet‑R tumors. Data are presented as the 
mean ± SEM (n=10/group). Data were analyzed by one‑way ANOVA followed by 
Tukey's post hoc test. *P<0.05 and **P<0.01. Gal‑3, galectin‑3; p, phosphorylated; 
OD, optical density; IHC, immunohistochemistry; cet‑R, cetuximab‑resistant.
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with 1 µM GB1107 for 72 h. The results demonstrated that 
GB1107 significantly inhibited cell proliferation of both 
regular and cet‑R HSC3 cells compared with cells treated 
with PBS (Fig.  4A). In addition, the results showed that 
Gal‑3‑knockdown cet‑R HSC3 cells exhibited a significantly 
lower proliferation rate compared with that in the negative 
control siRNA group. 

The Transwell and colony formation assays were consis‑
tent with the cell proliferation assay results (Fig. 4B and C). 
Compared with the PBS group, GB1107 significantly 
decreased the soft agar colony formation ability of regular 
and cet‑R HSC3 cells. Moreover, Gal‑3‑knockdown resulted 
in a significant reduction in colony numbers and a notable 
decrease in colony size compared with those observed in the 
control group. The Transwell assay results showed a signifi‑
cant decrease in cell invasion following GB1107 treatment in 
both regular and cet‑R HSC3 cells compared with the PBS 
group. Moreover, Gal‑3 knockdown significantly decreased 
the invasion ability of cet‑R HSC3 cells compared with that of 
the negative control siRNA group.

Gal‑3 inhibitor (GB1107) induces cancer cell apoptosis 
in vitro. Prior to annexin V and PI staining, the regular and 
cet‑R HSC3 cells were treated with GB1107 for 72 h. In both 
regular and cet‑R HSC3 cells, GB1107 significantly increased 
the apoptotic rate compared with that of the PBS group 
(Fig. 4D). Moreover, Gal‑3 knockdown resulted in a signifi‑
cantly higher apoptotic rate in in cet‑R HSC3 cells compared 
with that in the negative control siRNA group. 

Antitumor effect of the Gal‑3 inhibitor (GB1107) in OSCC. 
Mice were injected with cet‑R HSC3 cells to establish a cet‑R 
HSC3 tumor xenograft model. Subsequently, mice were treated 
with GB1107. Compared with the PBS treatment group, treat‑
ment with GB1107 significantly suppressed xenograft growth 
(Figs. 1B and S1).

In addition, mice were injected with regular HSC3 cells 
to establish a xenograft. Subsequently, mice were treated with 
cetuximab, GB1107 or cetuximab + GB1107 (Figs. 1C and S1). 
The results showed that GB1107 and cetuximab signifi‑
cantly inhibited tumor growth compared with the PBS and 
IgG control groups, respectively. Moreover, treatment with 
cetuximab + GB1107 resulted in significantly slower tumor 
growth compared with treatment with cetuximab alone. After 
36 days of treatment, cetuximab + GB1107 treatment resulted 
in 73.81% inhibition of tumor growth, cetuximab resulted in 
59.52% inhibition of tumor growth and GB1107 resulted in 
18.73% inhibition of tumor growth. Further analysis revealed 
a synergistic effect for the combination of cetuximab and 
GB1107 (CI=0.47). 

Gal‑3 inhibitor (GB1107) inhibits OSCC via suppressing the 
activity of the ERK1/2 and Akt signaling pathways. Previous 
studies have demonstrated that Gal‑3 can regulate multiple 
signaling pathways in cells  (27‑29). In the present study, 
p‑ERK1/2 and p‑Akt expression was significantly increased 
in cet‑R HSC3 tumors compared with that in regular HSC3 
tumors, which was significantly inhibited by treatment with 
GB1107 (Fig. 2).

Figure 3. IC50 values of cetuximab and GB1107 in HSC3 cells. HSC3 cells were cultured in vitro and treated with cetuximab (0.01‑200 µM) or GB1107 
(0.01‑200 µM) for 72 h. Cell viability was measured using a Cell Counting Kit‑8 assay. (A) IC50 value of cetuximab in cet‑R HSC3 cells was notably higher 
compared with that in regular HSC3 cells (437.6±12.04 µM vs. 7.67±1.31 µM). (B) IC50 value of GB1107 in cet‑R HSC3 cells was similar to that in regular 
HSC3 cells (1.28±1.12 µM vs. 0.88±1.15 µM). (C) siRNA‑mediated Gal‑3 knockdown in cet‑R HSC3 cells was validated by western blotting. A scramble 
siRNA was used as the control. IC50 value of cetuximab in Gal‑3‑knockdown cet‑R HSC3 cells was notably decreased compared with that in scramble 
probe‑transfected cells (437.6±12.04 µM vs. 26.68±2.35 µM). All results were representative of three independent experiments performed in triplicate. Data 
are presented as the mean ± SEM. cet‑R, cetuximab‑resistant; siRNA, small interfering RNA; Gal‑3, galectin‑3; KD, knockdown.
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Subsequently, regular HSC3 cells were cultured in vitro 
and then treated with Gal‑3 or GB1107. Compared with the 
control group (PBS treatment), Gal‑3 treatment significantly 
increased the phosphorylation levels of ERK1/2 and Akt, 

whereas GB1007 significantly decreased the phosphorylation 
levels of these proteins (Fig. 5). Furthermore, Gal‑3 knock‑
down significantly decreased Gal‑3‑mediated increases in the 
phosphorylation levels of both ERK1/2 and Akt.

Figure 4. Regulatory effect of Gal‑3 inhibitor on the proliferation, invasion and apoptosis of oral squamous cell carcinoma cells. Regular and cet‑R HSC3 
cells were cultured in vitro and treated with GB1107 (Gal‑3 inhibitor) for 72 h. In addition, cet‑R‑HSC3 cells were transfected with Gal‑3 small interfering 
RNA to knock down Gal‑3 expression, followed by culture for 72 h. Subsequently, cell proliferation, invasion, colony formation and apoptosis were examined 
by performing Cell Counting Kit‑8, Transwell, colony formation and flow cytometry assays, respectively. Compared with the PBS group, GB1107 treatment 
significantly decreased the (A) proliferation, (B) invasion (scale bar, 200 µm) and (C) colony formation (scale bar, 400 µm), but increased the (D) apoptotic rate of 
regular and cet‑R HSC3 cells. In addition, the results demonstrated that Gal‑3 knockdown inhibited the proliferation, invasion and colony formation, but induced 
the apoptosis of cet‑R HSC3 cells. All experiments were performed in triplicate. Data are presented as the mean ± SEM. Data were analyzed using one‑way 
ANOVA followed by Tukey's post hoc test (4A) or Student's t‑test (4B‑D). *P<0.05 and **P<0.01. Gal‑3, galectin‑3; cet‑R, cetuximab‑resistant; KD, knockdown.
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Discussion

In the present study, the results demonstrated that treatment 
with the Gal‑3 inhibitor promoted apoptosis, and decreased 
the proliferation and invasion of cet‑R OSCC cancer cells 
by inhibiting both the ERK1/2 and Akt signaling pathways. 
Therefore, a Gal‑3 inhibitor may serve as a potential thera‑
peutic option for cet‑R OSCC. Moreover, the combination of 
a Gal‑3 inhibitor and cetuximab may result in a synergistic 
antitumor effect in OSCC. 

In the last few decades, researchers have identified the 
amplification of EGFR expression in head and neck squa‑
mous cell carcinoma (HNSCC) at the mRNA and protein 
levels (30,31). Moreover, the increased expression of EGFR 
is related with a poor prognosis (32,33). Further studies on 
the role of EGFR in cancer led to the discovery of targeted 
therapies for patients that block EGFR, such as cetuximab, 
which is approved by the Food and Drug Administration as 
a monotherapy or in combination with radiotherapy for recur‑
rent or metastatic HNSCC (34‑36). 

Bonner et al (37) reported that cetuximab combined with 
radiotherapy was superior to radiotherapy monotherapy in 
advanced HNSCC, displaying an improved overall survival. 
Vermorken et al (38) suggested that patients with recurrent and/or 
metastatic HNSCC can benefit from cetuximab monotherapy, 
and there was no significant difference in the overall survival 

time between patients who received cetuximab monotherapy 
and those who received combination therapy of cetuximab and 
platinum. However, an objective response was only observed in 
13% of recurrent or metastatic HNSCC cases. Furthermore, it 
has been reported that resistance to cetuximab could develop in 
the cancer cells during the treatment period (39). 

Certain studies have explored the potential mechanism 
underlying cetuximab resistance, indicating that activation 
of some pathways could overcome the inhibitory effect of 
EGFR inhibitors. Yonesaka  et  al  (40) reported increased 
MEK/ERK1/2 activity in lung and colon cancer cells, which 
resulted in resistance to EGFR inhibitors. Napolitano et al (41) 
concluded that activation of the Akt signaling pathway contrib‑
uted to cetuximab resistance in colon cancer. The present study 
demonstrated increased activity of the MEK/ERK1/2 and 
Akt signaling pathways following treatment with cetuximab, 
which could be attributed to cetuximab resistance in OSCC.

Ercan et al (42) suggested that treatment with EGFR inhibitor 
WZ4002 resulted in amplification of MAPK1, which activated 
the MEK/ERK1/2 signaling pathway, contributing to the survival 
of lung cancer cells. By contrast, Li et al (43) found that an ERK 
inhibitor decreased the proliferation of osimertinib‑resistant 
lung cell lines. Similarly, in glioblastoma, Liu  et  al  (44) 
suggested that blocking the MEK/ERK1/2 signaling pathway 
can overcome the resistance to EGFR resistance. Therefore, the 
increased activity of the MEK/ERK1/2 signaling pathway may 

Figure 5. Gal‑3 regulates the MEK/ERK1/2 and Akt signaling pathways in oral squamous cell carcinoma cells. Regular HSC3 cells were cultured in vitro and 
treated with Gal‑3 or GB1107 (a Gal‑3 inhibitor) for 72 h; control group was treated with PBS. In addition, cells were transfected with Gal‑3 small interfering 
RNA‑alone to knock down Gal‑3 expression, followed by culture for 72 h. Western blotting was performed to determine the protein expression levels of p‑Akt 
and p‑ERK1/2. Compared with the PBS treatment group, Gal‑3 significantly increased the phosphorylation levels of ERK1/2 and Akt, which was significantly 
inhibited by GB1107. In addition, Gal‑3 knockdown significantly decreased the phosphorylation levels of ERK1/2 and Akt compared with those in the Gal‑3 
group. All results were representative of three independent experiments performed in triplicate. Data are presented as the mean ± SEM. Data were analyzed 
using one‑way ANOVA followed by Tukey's post hoc test. *P<0.05 and **P<0.01. Gal‑3, galectin‑3; p, phosphorylated; KD, knockdown.
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serve an important role in cetuximab resistance in OSCC. The 
Akt signaling pathway is another widely investigated pathway 
in the pathology of cetuximab resistance in cancer. Increased 
activity of the Akt signaling pathway has been observed in colon 
cancer  (45,46). Moreover, increased Akt signaling pathway 
activity was also observed in the cet‑R HNSCC CAL33 cell 
line, and blocking Akt activity could inhibit the proliferation 
of cet‑R CAL33 cells (47). Therefore, blocking the activity of 
the MEK/ERK1/2 or Akt signaling pathways could inhibit 
cetuximab resistance in OSCC. Consistently, the present study 
demonstrated that expression of Gal‑3 of cet‑R OSCC cells acti‑
vated the Akt and MEK/ERK1/2 signaling pathways to promote 
tumor progression, whereas Gal‑3 knockdown suppressed the 
proliferation and invasion of cet‑R cells. 

Gal‑3 serves a key role in tumorigenesis and tumor 
progression in most types of cancer, including OSCC (48). 
Gal‑3 can also participate the pathology of drug resistance in 
cancer therapy. Anticancer therapy may induce the activation 
of Gal‑3 via phosphorylation, resulting in translocation into 
the cytoplasm (15). Activated Gal‑3 can promote cancer cell 
survival in multiple ways. Vuong et al  (49) suggested that 
Gal‑3 can induce immunosuppression in tumors, which leads 
to tumor growth. Gal‑3 inhibits apoptosis of cancer cells (50) 
by regulating caspase‑3  (27) and Bcl‑2  (51) expression. In 
addition, Gal‑3 can regulate cell attachment and motility to 
influence cancer metastasis (52). Further research has revealed 
that Gal‑3 can regulate multiple signaling pathways in cancer 
cells. Li et al (28) suggested that Gal‑3 can regulate the Akt and 
MEK/ERK1/2 signaling pathways in nasopharyngeal cancer 
cells, which was consistent with the results of the present study. 
The present study demonstrated that the expression of Gal‑3 
was significantly increased in the cytoplasm of cet‑R OSCC, 
which indicated that treatment with cetuximab may activate 
Gal‑3 in OSCC via translocation into the cytoplasm, leading 
to OSCC progression. Therefore, the results suggested that 
knocking down Gal‑3 may inhibit the growth of cet‑R tumors.

In summary, the present study demonstrated that the 
Gal‑3 inhibitor inhibited the growth of cet‑R OSCC tumors 
by blocking the MEK/ERK1/2 and Akt signaling pathways, 
which supported the hypothesis that the Gal‑3 inhibitor exerted 
antitumor effects in OSCC. Therefore, Gal‑3 inhibitors could 
be considered as a potential strategy to treat cet‑R OSCC.

Acknowledgements

Not applicable.

Funding

No funding was received.

Availability of data and materials

The datasets used and/or analyzed during the current study are 
available from the corresponding author on reasonable request.

Authors' contributions

PY and SC performed the cell experiments. PY, SC and XL 
participated in performing the animal experiments. PY and 

XL analyzed the data. PY and XY drafted the manuscript. XY 
conceived, designed and coordinated the study. All authors 
read and approved the final manuscript. PY and XY confirm 
the authenticity of all the raw data.

Ethics approval and consent to participate 

The present study was approved by the Hebei University 
of Chinese Medicine Committee on Ethics of Animal 
Experiments (approval no. 20190645).

Patient consent for publication

Not applicable.

Competing interests

The authors declare that they have no competing interests.

References

  1.	 Cancer IAfRo: Global Cancer Observatory Available from: 
http://www‑dep.iarc.fr/, 2007.

  2.	Muzaffar J, Bari S, Kirtane K and Chung CH: Recent advances 
and future directions in clinical management of head and neck 
squamous cell carcinoma. Cancers (Basel) 13: 338, 2021.

  3.	Prawira A, Brana‑Garcia I, Spreafico A, Hope A, Waldron J, 
Razak AR, Chen EX, Jang R, O'Sullivan B, Giuliani M, et al: 
Phase I trial of dacomitinib, a pan‑human epidermal growth 
factor receptor (HER) inhibitor, with concurrent radiotherapy 
and cisplatin in patients with locoregionally advanced squamous 
cell carcinoma of the head and neck (XDC‑001). Invest New 
Drugs 34: 575‑583, 2016.

  4.	Yamaoka T, Ohba M and Ohmori T: Molecular‑targeted therapies 
for epidermal growth factor receptor and its resistance mecha‑
nisms. Int J Mol Sci 18: 2420, 2017.

  5.	Saba NF, Chen ZG, Haigentz M, Bossi P, Rinaldo A, Rodrigo JP, 
Mäkitie AA, Takes RP, Strojan P, Vermorken JB and Ferlito A: 
Targeting the EGFR and immune pathways in squamous cell 
carcinoma of the head and neck (SCCHN): Forging a new alli‑
ance. Mol Cancer Ther 18: 1909‑1915, 2019.

  6.	Campbell N P, Hensing  TA, Bhayani  MK, Shaikh A Y and 
Brockstein  BE: Targeting pathways mediating resistance to 
anti‑EGFR therapy in squamous cell carcinoma of the head and 
neck. Expert Rev Anticancer Ther 16: 847‑858, 2016.

  7.	 Vigneswaran N and Williams MD: Epidemiologic trends in head 
and neck cancer and aids in diagnosis. Oral Maxillofac Surg Clin 
North Am 26: 123‑141, 2014.

  8.	 Ohnishi Y, Yasui H, Kakudo K and Nozaki M: Cetuximab‑resistant 
oral squamous cell carcinoma cells become sensitive in 
anchorage‑independent culture conditions through the activation 
of the EGFR/AKT pathway. Int J Oncol 47: 2165‑2172, 2015.

  9.	 Rong C, Muller MF, Xiang F, Jensen A, Weichert W, Major G, 
Plinkert PK, Hess J and Affolter A: Adaptive ERK signalling acti‑
vation in response to therapy and in silico prognostic evaluation of 
EGFR‑MAPK in HNSCC. Br J Cancer 123: 288‑297, 2020.

10.	 Modenutti CP, Capurro JIB, Di Lella S and Marti MA: The struc‑
tural biology of galectin‑ligand recognition: Current advances in 
modeling tools, protein engineering, and inhibitor design. Front 
Chem 7: 823, 2019.

11.	 Sciacchitano S, Lavra L, Morgante A, Ulivieri A, Magi F, De 
Francesco GP, Bellotti C, Salehi LB and Ricci A: Galectin‑3: One 
molecule for an alphabet of diseases, from A to Z. Int J Mol Sci 19: 
379, 2018.

12.	 Nangia‑Makker P, Hogan V and Raz A: Galectin‑3 and cancer 
stemness. Glycobiology 28: 172‑181, 2018.

13.	 Diaz‑Alvarez L and Ortega E: The many roles of galectin‑3, a 
multifaceted molecule, in innate immune responses against patho‑
gens. Mediators Inflamm 2017: 9247574, 2017.

14.	 Mirandola L , Yu  Y, Cannon  MJ, Jenkins  MR, Rahman RL , 
Nguyen DD, Grizzi F, Cobos E, Figueroa JA and Chiriva‑Internati M: 
Galectin‑3 inhibition suppresses drug resistance, motility, invasion 
and angiogenic potential in ovarian cancer. Gynecol Oncol 135: 
573‑579, 2014.

RETRACTED



Molecular Medicine REPORTS  24:  685,  2021 9

15.	 Fukumori T, Kanayama HO and Raz A: The role of galectin‑3 in 
cancer drug resistance. Drug Resist Updat 10: 101‑108, 2007.

16.	 Dondoo TO, Fukumori T, Daizumoto K, Fukawa T, Kohzuki M, 
Kowada M, Kusuhara Y, Mori H, Nakatsuji H, Takahashi M and 
Kanayama HO: Galectin‑3 is implicated in tumor progression and 
resistance to anti‑androgen drug through regulation of androgen 
receptor signaling in prostate cancer. Anticancer Res 37: 125‑134, 
2017.

17.	 Weber M, Buttner‑Herold M, Distel L, Ries J, Moebius P, Preidl R, 
Geppert CI, Neukam FW and Wehrhan F: Galectin 3 expression 
in primary oral squamous cell carcinomas. BMC Cancer 17: 906, 
2017.

18.	 Wang LP, Chen SW, Zhuang SM, Li H and Song M: Galectin‑3 
accelerates the progression of oral tongue squamous cell carci‑
noma via a Wnt/β‑catenin‑dependent pathway. Pathol Oncol 
Res 19: 461‑474, 2013.

19.	 Zhang D, Chen ZG, Liu SH, Dong ZQ, Dalin M, Bao SS, Hu YW 
and Wei FC: Galectin‑3 gene silencing inhibits migration and 
invasion of human tongue cancer cells in vitro via downregulating 
β‑catenin. Acta Pharmacol Sin 34: 176‑184, 2013.

20.	 Ruvolo PP: Galectin 3 as a guardian of the tumor microenviron‑
ment. Biochim Biophys Acta 1863: 427‑437, 2016.

21.	 Kilkenny C, Browne W, Cuthill IC, Emerson M and Altman DG; 
NC3Rs Reporting Guidelines Working Group: Animal research: 
Reporting in vivo experiments: The ARRIVE guidelines. Br J 
Pharmacol 160: 1577‑1579, 2010.

22.	Yin J, Jung JE, Choi SI, Kim SS, Oh YT, Kim TH, Choi E, Lee SJ, 
Kim H, Kim EO, et al: Inhibition of BMP signaling overcomes 
acquired resistance to cetuximab in oral squamous cell carci‑
nomas. Cancer Lett 414: 181‑189, 2018.

23.	 Zhang H, Liu P, Zhang Y, Han L, Hu Z, Cai Z and Cai J: Inhibition 
of galectin‑3 augments the antitumor efficacy of PD‑L1 blockade 
in non‑small‑cell lung cancer. FEBS Open Bio 11: 911‑920, 2021.

24.	Al Kafri N and Hafizi S: Galectin‑3 stimulates tyro3 receptor 
tyrosine kinase and erk signalling, cell survival and migration in 
human cancer cells. Biomolecules 10: 1035, 2020.

25.	 Seyed Jafari SM and Hunger RE: IHC optical density score: A new 
practical method for quantitative immunohistochemistry image 
analysis. Appl Immunohistochem Mol Morphol 25: e12‑e13, 2017.

26.	Barbe AM, Berbets AM, Davydenko IS, Koval HD, Yuzko VO 
and Yuzko OM: Expression and significance of matrix metallopro‑
teinase‑2 and matrix metalloproteinas‑9 in endometriosis. J Med 
Life 13: 314‑320, 2020.

27.	 Yu F, Finley RL Jr, Raz A and Kim HR: Galectin‑3 translocates to 
the perinuclear membranes and inhibits cytochrome c release from 
the mitochondria. A role for synexin in galectin‑3 translocation. 
J Biol Chem 277: 15819‑15827, 2002.

28.	Li M, Chen YB, Liu F, Qu JQ, Ren LC, Chai J and Tang CE: 
Galectin3 facilitates the proliferation and migration of nasopha‑
ryngeal carcinoma cells via activation of the ERK1/2 and Akt 
signaling pathways, and is positively correlated with the inflam‑
matory state of nasopharyngeal carcinoma. Mol Med Rep 23: 370, 
2021.

29.	 Al‑Salam S, Hashmi S, Jagadeesh GS and Tariq S: Galectin‑3: A 
cardiomyocyte antiapoptotic mediator at 24‑hour post myocardial 
infarction. Cell Physiol Biochem 54: 287‑302, 2020.

30.	 Grandis  JR and Tweardy DJ: Elevated levels of transforming 
growth factor alpha and epidermal growth factor receptor 
messenger RNA are early markers of carcinogenesis in head and 
neck cancer. Cancer Res 53: 3579‑3584, 1993.

31.	 Bei R, Budillon A, Masuelli L, Cereda V, Vitolo D, Di Gennaro E, 
Ripavecchia V, Palumbo C, Ionna F, Losito S, et al: Frequent over‑
expression of multiple ErbB receptors by head and neck squamous 
cell carcinoma contrasts with rare antibody immunity in patients. 
J Pathol 204: 317‑325, 2004.

32.	 Normanno N , De Luca A , Bianco C , Strizzi L , Mancino  M, 
Maiello  MR, Carotenuto A , De Feo  G, Caponigro  F and 
Salomon DS: Epidermal growth factor receptor (EGFR) signaling 
in cancer. Gene 366: 2‑16, 2006.

33.	 Ang KK, Berkey BA, Tu X, Zhang HZ, Katz R, Hammond EH, 
Fu KK and Milas L: Impact of epidermal growth factor receptor 
expression on survival and pattern of relapse in patients with 
advanced head and neck carcinoma. Cancer Res 62: 7350‑7356, 
2002.

34.	 Tao  Y, Auperin A , Sun  X, Sire C , Martin L , Coutte A , 
Lafond C , Miroir  J, Liem  X, Rolland  F,  et  al: Avelumab-
cetuximab‑radiotherapy versus standards of care in locally 
advanced squamous‑cell carcinoma of the head and neck: The 
safety phase of a randomised phase III trial GORTEC 2017‑01 
(REACH). Eur J Cancer 141: 21‑29, 2020.

35.	 Merlano MC, Denaro N, Vecchio S, Licitra L, Curcio P, Benasso M, 
Bagicalupo A, Numico G, Russi E, Corvo' R, et al: Phase III 
randomized study of induction chemotherapy followed by definitive 
radiotherapy + cetuximab versus chemoradiotherapy in squamous 
cell carcinoma of head and neck: The INTERCEPTOR‑GONO 
Study (NCT00999700). Oncology 98: 763‑770, 2020.

36.	 Gebre‑Medhin  M, Brun E , Engstrom  P, Haugen Cange  H, 
Hammarstedt‑Nordenvall L, Reizenstein  J, Nyman J, Abel E, 
Friesland S, Sjödin H, et al: ARTSCAN III: A randomized phase 
iii study comparing chemoradiotherapy with cisplatin versus 
cetuximab in patients with locoregionally advanced head and neck 
squamous cell cancer. J Clin Oncol 39: 38‑47, 2021.

37.	 Bonner JA, Harari PM, Giralt J, Azarnia N, Shin DM, Cohen RB, 
Jones CU, Sur R, Raben D, Jassem J, et al: Radiotherapy plus 
cetuximab for squamous‑cell carcinoma of the head and neck. N 
Engl J Med 354: 567‑578, 2006.

38.	 Vermorken  JB, Trigo  J, Hitt R, Koralewski P, Diaz‑Rubio E, 
Rolland  F, Knecht R , Amellal N , Schueler A  and Baselga  J: 
Open‑label, uncontrolled, multicenter phase II study to evaluate the 
efficacy and toxicity of cetuximab as a single agent in patients with 
recurrent and/or metastatic squamous cell carcinoma of the head 
and neck who failed to respond to platinum‑based therapy. J Clin 
Oncol 25: 2171‑2177, 2007.

39.	 Bray SM, Lee J, Kim ST, Hur JY, Ebert PJ, Calley JN, Wulur IH, 
Gopalappa T, Wong SS, Qian HR, et al: Genomic characteriza‑
tion of intrinsic and acquired resistance to cetuximab in colorectal 
cancer patients. Sci Rep 9: 15365, 2019.

40.	Yonesaka K, Zejnullahu K, Okamoto I, Satoh T, Cappuzzo F, 
Souglakos J, Ercan D, Rogers A, Roncalli M, Takeda M, et al: 
Activation of ERBB2 signaling causes resistance to the 
EGFR‑directed therapeutic antibody cetuximab. Sci Transl Med 3: 
99ra86, 2011.

41.	 Napolitano S, Martini G, Rinaldi B, Martinelli E, Donniacuo M, 
Berrino L, Vitagliano D, Morgillo F, Barra G, De Palma R, et al: 
Primary and acquired resistance of colorectal cancer to anti‑EGFR 
monoclonal antibody can be overcome by combined treatment of 
regorafenib with cetuximab. Clin Cancer Res 21: 2975‑2983, 2015.

42.	 Ercan D, Xu C, Yanagita M, Monast CS, Pratilas CA, Montero J, 
Butaney M, Shimamura T, Sholl L, Ivanova EV, et al: Reactivation 
of ERK signaling causes resistance to EGFR kinase inhibitors. 
Cancer Discov 2: 934‑947, 2012.

43.	 Li Y, Zang H, Qian G, Owonikoko TK, Ramalingam SR and 
Sun SY: ERK inhibition effectively overcomes acquired resistance 
of epidermal growth factor receptor‑mutant non‑small cell lung 
cancer cells to osimertinib. Cancer 126: 1339‑1350, 2020.

44.	Liu X, Chen X, Shi L, Shan Q, Cao Q, Yue C, Li H, Li S, Wang J, 
Gao S, et al: The third‑generation EGFR inhibitor AZD9291 over‑
comes primary resistance by continuously blocking ERK signaling 
in glioblastoma. J Exp Clin Cancer Res 38: 219, 2019.

45.	 Gao L, Xu J, He G, Huang J, Xu W, Qin J, Zheng P, Ji M, Chang W, 
Ren L, et al: CCR7 high expression leads to cetuximab resistance 
by cross‑talking with EGFR pathway in PI3K/AKT signals in 
colorectal cancer. Am J Cancer Res 9: 2531‑2543, 2019.

46.	Han Y, Peng Y, Fu Y, Cai C, Guo C, Liu S, Li Y, Chen Y, Shen E, 
Long K, et al: MLH1 deficiency induces cetuximab resistance in 
colon cancer via Her‑2/PI3K/AKT signaling. Adv Sci (Weinh) 7: 
2000112, 2020.

47.	 Rebucci M, Peixoto P, Dewitte A, Wattez N, De Nuncques MA, 
Rezvoy N , Vautravers‑Dewas C , Buisine  MP, Guerin E , 
Peyrat JP, et al: Mechanisms underlying resistance to cetuximab 
in the HNSCC cell line: Role of AKT inhibition in bypassing this 
resistance. Int J Oncol 38: 189‑200, 2011.

48.	 Song L, Tang JW, Owusu L, Sun MZ, Wu J and Zhang J: Galectin‑3 
in cancer. Clin Chim Acta 431: 185‑191, 2014.

49.	 Vuong L, Kouverianou E, Rooney CM, McHugh BJ, Howie SEM, 
Gregory CD , Forbes  SJ, Henderson NC , Zetterberg  FR, 
Nilsson UJ, et al: An orally active galectin‑3 antagonist inhibits 
lung adenocarcinoma growth and augments response to PD‑L1 
Blockade. Cancer Res 79: 1480‑1492, 2019.

50.	 Nakahara S, Oka N and Raz A: On the role of galectin‑3 in cancer 
apoptosis. Apoptosis 10: 267‑275, 2005.

51.	 Yang RY, Hill PN, Hsu DK and Liu FT: Role of the carboxyl‑terminal 
lectin domain in self‑association of galectin‑3. Biochemistry 37: 
4086‑4092, 1998.

52.	 Kim SJ and Chun KH: Non‑classical role of Galectin‑3 in cancer 
progression: Translocation to nucleus by carbohydrate‑recognition 
independent manner. BMB Rep 53: 173‑180, 2020.

This work is licensed under a Creative Commons 
Attribution-NonCommercial-NoDerivatives 4.0 
International (CC BY-NC-ND 4.0) License.

RETRACTED

https://www.spandidos-publications.com/10.3892/mmr.2021.12325

