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Elevation of α-1,3 fucosylation promotes 
the binding ability of TNFR1 to TNF-α 
and contributes to osteoarthritic cartilage 
destruction and apoptosis
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Abstract 

Background: Osteoarthritis (OA) is the most common form of arthritis and is characterized by the degradation of 
articular cartilage and inflammation of the synovial membrane. Fucosylation is an important feature of protein N/O-
glycosylation and is involved in a variety of pathological processes, including inflammation and cancer. However, 
whether fucosylation impacts the OA pathological process is unknown.

Methods: Total proteins were extracted from cartilage samples obtained from patients with OA (n = 11) and OA 
rabbit models at different time points (n = 12). OA-associated abnormal glycopatterns were evaluated by lectin 
microarrays and lectin blots. The expression of fucosyltransferases involved in the synthesis of α-1,3 fucosylation was 
assessed by semi-qPCR. The synthesis of α-1,3 fucosylation mediated by FUT10 was interrupted by the transfection 
of siRNA, and the effect of α-1,3 fucosylation on OA-associated events was assessed. Then, immunoprecipitation and 
lectin blotting were used to investigate the relationship between the α-1,3 fucosylation level of tumor necrosis factor 
receptor superfamily member 1A (TNFR1) and OA. Finally, a TNFR1 antibody microarray was fabricated to evaluate the 
effect of α-1,3 fucosylation on the ability of TNFR1 to bind to tumor necrosis factor-α (TNF-α).

Results: Elevated α-1,3 fucosylation was observed in cartilage from OA patients, rabbit models, and chondrocytes 
induced by TNF-α (fold change> 2, p< 0.01). Our results and the GEO database indicated that the overexpression of 
FUT10 contributed to this alteration. Silencing the expression of FUT10 impaired the ability of TNFR1 to bind to TNF-α, 
impeded activation of the NF-κB and P38/JNK-MAPK pathways, and eventually retarded extracellular matrix (ECM) 
degradation, senescence, and apoptosis in chondrocytes exposed to TNF-α.

Conclusion: The elevation of α-1,3 fucosylation is not only a characteristic of OA but also impacts the OA patho-
logical process. Our work provides a new positive feedback loop of “inflammation conditions/TNF-α/FUT10/α-1,3 
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Background
Osteoarthritis (OA) is the most common form of 
degenerative joint disease, affecting millions of peo-
ple worldwide. The hallmarks of osteoarthritic cartilage 
degeneration are cartilage destruction, subchondral bone 
remodeling, and loss of matrix molecules [1–3]. The eti-
ology of OA is complicated, and several factors, such as 
age, gender, obesity, joint injuries and genetic predispo-
sition are involved in this process; moreover, molecu-
lar alterations of chondrocytes also play pivotal roles 
[4–6]. During the development of OA, proinflamma-
tory cytokines such as interleukin-1ß (IL-1β) and tumor 
necrosis factor-α (TNF-α) are increased in cartilage 
and serve as critical mediators that impair the balance 
between excessive cartilage damage and the cartilage 
repair process in arthritis [7–9]. These cytokines acti-
vate and increase the gene expression of matrix metallo-
proteinases (MMPs) and aggrecanases, which digest the 
components of the cartilage extracellular matrix (ECM), 
including type II collagen and aggrecan, and facilitate 
cartilage destruction [10, 11]. In addition, cytokines block 
the synthesis of the ECM by suppressing the expression 
of structural proteins, such as type-II collagen and aggre-
can [12–14].

Glycosylation is one of the most common and complex 
forms of posttranslational modification. In general, gly-
cosylation is critical for maintaining the conformational 
stability and functionality of proteins and is involved 
in many biological processes, such as the recognition 
of pathogens and inflammation [15–17]. Several stud-
ies have indicated that the aberrant glycosylation of 
chondrocytes is associated with OA. The sialylation 
and fucosylation of N-glycans were altered in the car-
tilage of OA animal models, and these alterations pre-
ceded histological changes in cartilage [18]. The level of 
O-GlcNAcylation is increased in OA cartilage, and the 
proinflammatory milieu induced by IL-1α can promote 
the accumulation of O-GlcNAcylated proteins in OA 
cartilage [19]. Despite the importance described for gly-
cosylation in OA, the role of altered glycosylation in the 
pathophysiology of OA and cartilage degradation is still 
not fully understood.

Tumor necrosis factor receptor superfamily member 
1A (TNFR1) is a member of the TNF receptor family that 
serves as a receptor of the TNF-α trimer and activates the 
canonical TNF-α signaling pathway. The death domain of 
TNFR1 interacts with TNF receptor-associated protein 

with death domain (TRADD) and recruits Fas-associated 
protein with death domain (FADD) and caspase-8, con-
sequently leading to the activation of caspase-3 and trig-
gering apoptosis [20]. In addition, TNFR1 also mediates 
the NF-κB signaling pathway and contributes to inflam-
matory activity in OA cartilage [21]. Glycosylation is vital 
for the function of TNFR1; N-glycosylation is critical for 
the binding capacity of TNFR1 to TNF-α and promotes 
the formation of a TNF-α autocrine loop and inflam-
mation in microglia via NF-κB pathways [22]. However, 
whether the glycosylation of TNFR1 is altered in OA 
chondrocytes and how the altered glycosylation affects 
the OA process remain to be illuminated.

In the present study, knee articular cartilage from 
patients with OA and from OA animal models was 
obtained, and the altered glycosylation associated with 
OA was evaluated by integrated glycomics approaches. 
Our study demonstrates that the synthesis of α-1,3 fuco-
sylation mediated by FUT10 was elevated in OA cartilage 
and chondrocytes. Silencing the expression of FUT10 
evidently reduced the expression of MMP13 and IL-1β 
and inhibited chondrocyte apoptosis and senescence 
induced by TNF-α. Interestingly, our results demon-
strated a high level of α-1,3 fucosylation of TNFR1 in 
OA chondrocytes. Silencing FUT10 expression not only 
depressed the α-1,3 fucosylation level of TNFR1 but also 
impaired the binding ability of TNFR1 to TNF-α, which 
is important for the activation of the TNFR1 and NF-κB 
pathways. Our findings may provide new clues for under-
standing glycosylation in the pathogenesis of OA and a 
new target for therapy.

Materials and methods
Collection of tissue specimens
Osteochondral specimens of the knee joints were 
obtained from operations performed from 2020 to 2021 
in the Department of Bone Microsurgery, Foot and Ankle 
Surgery, and Joint Surgery of Xi’an Honghui Hospital. All 
tissue samples had a final diagnosis provided by clinical 
specialists. The inclusion criteria were as follows: primary 
knee joint OA and Kellgren-Lawrence grading of knee 
X-ray of iii or iv. Patients with rheumatoid arthritis, infec-
tious arthritis, traumatic arthritis, and other immune sys-
tem diseases were excluded. As a result, 12 patients were 
enrolled in the knee OA group, including 5 males and 7 
females with an average age of 66.1 years (range, 57–75 
years). All patients underwent knee replacement surgery. 

fucosylation of TNFR1/NF-κB and P38/JNK-MAPK pathways/proinflammatory processes” that contributes to ECM 
degradation and chondrocyte apoptosis.
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Meanwhile, 11 tibia platform and distal femur commi-
nuted fracture patients were recruited into the control 
group (7 males and 4 females, average age of 41.3 years 
[range, 24-56 years]). As the fixed weight-bearing area 
free bone cartilage block could not be reset in all cases, 
the pain symptoms of the wounded knee before seeking 
medical help were compared with the contralateral knee 
by X-ray and osteoarthritic performance.

Histologic analysis
To evaluate the degree of degradative changes in the car-
tilage, cartilaginous tissue from patients with OA and 
from OA rabbit models was embedded in paraffin and 
sectioned at 6 μm. After deparaffinization and hydration, 
the sections were stained with hematoxylin-eosin (H&E) 
and safranin-O (Solarbio, China) according to the manu-
facturer’s instructions.

Cell culture and treatment
The human chondrocyte cell line C28/I2 (C28) was cul-
tured in DMEM/F12 supplemented with 10% FCS (Gibco 
Thermo Fisher, USA), 100 U/ml penicillin (Solarbio), and 
100 μg/ml streptomycin (Solarbio) in a humidified incu-
bator at 37 °C in the presence of 5%  CO2. Before treat-
ment, chondrocytes were serum-starved for 12 h and 
then stimulated with recombinant human TNF-α (active 
trimer, Acrobiosystems, China) at a concentration of 40 
ng/ml for 48 h, and  unstimulated chondrocytes were 
used as controls synchronously [23]. To investigate the 
effect of fucosylation on the OA process, 2F-peracetyl-
fucose (2FPF, EMD Millipore, Germany) was used to 
depress the biosynthesis of fucosylation in chondro-
cytes [24]. Briefly, after serum starvation for 12 h, 2FPF 
was added to a complete medium at a concentration of 
100 μM and incubated for 72 h. After that, chondrocytes 
were collected and subjected to further analysis.

Construction of rabbit OA model
Hulth’s modeling method was used to establish a rabbit 
model of knee OA [25]. Briefly, twenty-four male New 
Zealand white rabbits (purchased from the Laboratory 
Animal Center of Xi’an Jiaotong University, China) were 
randomly divided into an OA group (n=12) and a sham-
operation group (n=12). At the time of surgery, the rab-
bits were 3 to 4 months old and had body weights of 2.5 
± 0.4 kg and 2.7 ± 0.3 kg, respectively (mean ± SEM). 
Rabbits were anesthetized with 3% sodium pentobar-
bital (1 mL/kg; Sigma). Intravenous cefazolin (22 mg/
kg; Harbin Pharmaceutical Group Pharmaceutical Gen-
eral Factory, China) was administered at the time of the 
surgical procedure and once every 24 h for 3 days post-
operatively. A midline skin incision was made over the 
right knee, and a medial parapatellar incision was made 

through the retinaculum. The medial collateral ligament 
was sharply divided. A medial parapatellar arthrotomy 
was performed, and the patella was dislocated laterally. 
The vascular intraarticular fat pad was retracted and pro-
tected carefully. As the knee was flexed, the anterior cru-
ciate ligament and the posterior cruciate ligament were 
transected. The knee joint was then dislocated to excise 
the medial meniscus. The joint was irrigated with sterile 
saline solution. The capsule and the synovium were then 
closed together with a 4.0 interrupted Vicryl, and the skin 
was closed. A sham procedure was performed on the 
right hind limb to serve as a control. For sham surgical 
controls, the right knees were opened as described. After 
dislocating the patella laterally, the knee was irrigated, 
but the ligaments and menisci were left intact. Postoper-
atively, the animals were permitted cage activity without 
immobilization. The animals were closely monitored for 
health and welfare. At weeks 0, 4, 8, and 12, rabbits from 
the OA (n=3) and sham-operated groups (n=3) were 
sacrificed by an intravenous injection of an overdose of 
pentobarbital to obtain cartilage samples.

Extraction of cell/tissue proteins
The proteins from chondrocytes and cartilage tissue 
were extracted using RIPA Lysis Buffer (Millipore, Bill-
erica, MA, USA) and T-PER Tissue Protein Extraction 
Reagent (Thermo Fisher Scientific Inc., Rockford, IL, 
USA) according to the manufacturers’ instructions, and 
1% (v/v) protease inhibitor cocktail (Sigma-Aldrich) was 
added. The protein concentration was determined using 
a BCA assay (Beyotime Biotechnology, Nantong, China).

Lectin microarray and data analysis
The manufacture of the lectin microarray and data acqui-
sition were performed as described previously [26–28]. 
The proteins isolated from cells or tissue were labeled 
with Cy3 fluorescent dye (GE Healthcare, Biosciences, 
Piscataway, NJ, USA) and purified using a Sephadex-G25 
column (GE Healthcare). Subsequently, 4 μg of labeled 
protein was applied to the lectin microarrays and incu-
bated in the chamber at 37 °C for 3 h. After washing and 
centrifugation, the slides were scanned using a confocal 
scanner (4000B, AXON Instruments, USA). The fluores-
cence intensities were extracted by GenePix 7.0 software 
(Axon). After filtration and normalization, the parallel 
datasets were compared with each other based on fold 
changes according to the following criteria: fold changes 
≥ 1.50 or ≤ 0.67 and p < 0.05 indicated upregulation or 
downregulation, respectively. Significant differences in 
lectin between samples were evaluated using Student’s t 
test.
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Lectin blotting
Lectin blotting was performed as described previously 
[28–30]. Forty micrograms of protein from OA and 
control samples were separated by 10% SDS–PAGE and 
transferred to PVDF membranes (0.22 μm Millipore, 
Bedford, MA, USA). After blocking, the membranes were 
incubated with Cy5-labeled lectins overnight at 4 °C and 
imaged by a STROM FluorImager (Molecular Dynam-
ics, Sunnyvale, CA, USA). Each blot was repeated three 
times, and the gray value of the selected protein bands 
was measured by ImageJ software (NIH).

Immunoblotting
Briefly, 10 μg of protein was separated by 10% SDS–
PAGE, transferred to the PVDF membranes (Millipore, 
Bedford, MA, USA), and blocked with 5% (w/v) skim milk 
(Becton Dickinson, Franklin Lakes, NJ, USA) in TBST 
(TBS buffer with 0.05% Tween-20, pH 7.6) or 3% BSA 
in PBST (for phosphorylated antibodies) for 1 h at room 
temperature. The membranes were probed with primary 
antibodies overnight at 4 °C with shaking. The primary 
antibodies used in this study were as follows: (i) rabbit 
polyclonal anti-FUT10 (Proteintech, Wuhan, China), (ii) 
rabbit polyclonal anti-MMP-13 (Proteintech), (iii) rabbit 
polyclonal anti-COL2A1 (Proteintech), (iv) mouse mono-
clonal anti-IL-1β (Proteintech), (v) mouse monoclonal 
anti-NF-κB p65 (Proteintech), (vi) mouse monoclonal 
anti-phospho-NF-κB p65 (Ser536, CST), (vii) rabbit poly-
clonal anti-IKBA (Proteintech), (viii) rabbit polyclonal 
anti-phospho-IKBA (Ser32, CST), (ix) mouse monoclo-
nal anti-P38 MAPK (Proteintech), (x) rabbit monoclonal 
anti-Phospho-p38 MAPK (Thr180/Tyr182, CST), (xi) 
mouse monoclonal anti-JNK (Proteintech), (xii) mouse 
monoclonal phospho-SAPK/JNK (Thr183/Tyr185, CST), 
(xiii) mouse monoclonal anti-caspase-8 (Proteintech), 
(xiv) rabbit polyclonal anti-caspase-3 (Proteintech), (xv) 
rabbit polyclonal anti-TNFR1 (Proteintech), and (xvi) 
mouse monoclonal anti-β tubulin as internal control 
(Abways Biotechnology, Shanghai, China). After washing 
three times with TBST, the membranes were incubated 
with horseradish peroxidase (HRP)-labeled secondary 
antibody (Immunoway, Jiangsu, China) for 2 h at room 
temperature with shaking. The membranes were visual-
ized with Immobilon Western chemiluminescent HRP 
substrate (Millipore, Billerica, MA, USA).

Isolation of RNA and semiqPCR
The total RNA from chondrocytes and cartilage tissue 
was extracted by TRI Reagent (Sigma) according to the 
manufacturer’s protocol. Then, 1 μg of total RNA was 
reverse-transcribed using PrimeScript™ RT Master Mix 
(TaKaRa, Japan), and qPCR was performed using a ViiA 
7 Real-Time PCR System (Applied Biosystems, USA). 

SYBR Green-based three-step RT–qPCR was performed 
using TB Green® Premix Ex Taq™ II (TaKaRa, Japan). 
The primer sequences were retrieved from the online 
PrimerBank database (https:// pga. mgh. harva rd. edu/ 
prime rbank/ index. html). Information on the primers is 
summarized in Table S1.

Transfection of small interfering RNA
Small interfering RNA (siRNA) specific to FUT10 was 
designed with the coding sequences of humans by the 
online software DSIR (http:// biodev. extra. cea. fr/ DSIR/ 
DSIR. html). The information on the siRNAs is shown in 
Table S2. 2’Ome-modified siRNAs and scramble siRNA 
(negative control) were obtained from GenePharma 
(Shanghai GenePharma, China). Transfection was per-
formed using HiPerFect reagent (Qiagen, Chatsworth, 
CA, USA). The cells were harvested 24 h after transfec-
tion, and knockdown effects were evaluated by semi-
qPCR. For stimulation, TNF-α (at a final concentration of 
40 ng/mL) was added to the medium after transfection 
for 12 h and cultured for another 48 h. After that, the 
cells were collected and subjected to follow-up analysis.

Cell proliferation assay
Cell proliferation was determined by a cell counting kit 
(CCK-8, Yeasen, Shanghai, China). Briefly, C28 cells were 
seeded in 96-well plates at a concentration of 5000 cells 
per well and incubated for 12 h. After treatment, 10 μL 
of CCK8 reagent was added to each well and incubated at 
37 °C for 1 h. The absorbance at 450 nm of each well was 
measured by a microplate reader (Bio-Tek Instruments 
Inc., Winooski, VT, USA). The cell proliferation rates 
were recorded every 12 h.

SA‑β‑gal staining
Senescent cells were stained using a senescence 
β-galactosidase staining kit (Beyotime). Briefly, after 
treatment, the cells were fixed for 15 min using a stain 
fixative. After washing three times, 1 mL of staining 
solution was added to each well, and the plates were 
incubated at 37 °C overnight. The number of SA-β-gal-
positive chondrocytes in five random fields of each well 
was calculated using bright-field microscopy.

Apoptosis assay
An Annexin V Alexa Fluor 647/PI apoptosis detection 
kit (Solarbio) was used to analyze apoptosis. Briefly, the 
chondrocytes were digested with 0.25% trypsin (without 
EDTA, Solarbio). Then, 1 mL of complete medium was 
added to neutralize trypsin, and the cells were collected 
and resuspended in cold PBS. After centrifugation, the 
cells were resuspended in binding buffer, and 5 μL of 
Annexin V/Alexa Fluor 647 was added and incubated at 

https://pga.mgh.harvard.edu/primerbank/index.html
https://pga.mgh.harvard.edu/primerbank/index.html
http://biodev.extra.cea.fr/DSIR/DSIR.html
http://biodev.extra.cea.fr/DSIR/DSIR.html
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room temperature for 5 min in the dark. Then, 10 μL of 
PI was added. The cells were analyzed on a flow cytom-
eter (ACEA Biosciences, San Diego, CA, USA), and the 
percentages of apoptotic cells were obtained using Novo-
Express software.

Immunoprecipitation
Immunoprecipitation was performed using protein A/G 
PLUS-Agarose (Santa Cruz, Santa Cruz Biotechnology, 
Santa Cruz, CA, USA) according to the manufacturer’s 
protocol with modifications. To protect the binding 
activity of TNFR1, low pH elution buffer (100 mM gly-
cine, 50 mM Tris-HCl, and 500 mM NaCl, pH 2.0) was 
used to elute TNFR1, and 10 μL of Tris buffer (1 M, pH 
9.5) was added to neutralize the low pH condition.

Manufacture of the antibody microarray
To investigate the effect of α-1,3 fucosylation on the 
binding capability of TNFR1 to TNF-α, a TNFR1 anti-
body microarray was fabricated. The antibodies were 
diluted with printing buffer (PBST with 0.01% (w/v) BSA) 
to a concentration of 200 ng/μL and spotted using an 
arrayer (SmartArrayer 48, Capitalbio). After blocking, the 
enriched TNFR1 from different sources was diluted to 
0, 5, 10, and 20 ng/μL, applied to microarrays, and incu-
bated at 25 °C overnight. Then, the slides were incubated 
with TNF-α (20 ng/μL) and 10 ng/μL of primary antibody 
against TNF-α (Cy3 labeled, Bioss) for 3 h sequentially. 
The net fluorescence intensities (the raw fluorescence 
intensities—background) of each spot were acquired by 
Genepix 7.0 software (Axon Instruments, Inc., USA). We 
set the binding signals at 0 ng/μL TNFR1 as the base-
line, and the differences in binding signals of TNFR1 Ab 
between TNF-α-treated chondrocytes, siRNA-FUT10-
transfected chondrocytes, and controls were tested by 
one-way ANOVA.

Results
Assessment of abnormal glycopatterns in cartilage 
from OA patients
To investigate the abnormal glycosylation associated with 
OA, the glycan profile of cartilage from OA patients and 

normal controls was evaluated by lectin microarray. As 
shown in Fig. 1a and b, the joint morphology and space 
were altered in OA patients. Moreover, abundant osteo-
phytes, sclerosis of subchondral bone, cystic changes in 
the proximal medial tibia, and varus deformities were 
observed in the knee joints of OA patients. The staining 
results revealed that the OA tissue slices displayed com-
mon OA changes, including discontinuity of the cartilage 
surface and nonuniform distribution of chondrocytes 
(Fig. 1c–f). The binding of several lectins, such as Pisum 
sativum agglutinin (PSA) and Phaseolus vulgaris aggluti-
nin-E (PHA-E), showed distinct differences between OA 
and normal cartilage, suggesting that glycosylation of 
cartilage was altered in OA patients (Fig. 1g, h). The aver-
age normalized fluorescent intensities (NFIs) of all lectins 
from OA and control samples were compared (summa-
rized as the mean values ± SEM in Table S3). As a result, 
the NFIs of 15 lectins were significantly altered between 
OA and normal cartilage (Fig.  1i). Notably, the α-1,3/6 
fucosylation levels identified by PSA, Aleuria aurantia 
lectin (AAL), and Lotus tetragonolobus lectin (LTL) were 
significantly increased in OA cartilage compared with 
normal controls (fold change >2, p <0.01).

As a result of lectin blotting, PSA and LTL showed 
stronger binding to two apparent bands (approximately 
100 and 60 kDa), and AAL showed distinct binding to 
two apparent bands (approximately 60 and 70 kDa), in 
OA compared with control cartilage (Fig.  1j, k). These 
results demonstrated that glycosylation, especially 
α-1,3/6 fucosylation, was significantly altered in the car-
tilage of OA patients.

The level of fucosylation increased in the cartilage 
of the OA model
During the development of OA, the medial joint space 
narrowed, the cartilage was slightly injured, and the car-
tilage surface was not smooth but rather contoured at 4 
weeks. The cartilage was moderately damaged, the distri-
bution of chondrocytes was disordered, and macrocracks 
on the surface of cartilage and high-density shadows were 
observed in joints at 8 weeks. The joint space was signifi-
cantly narrowed, and osteophyte and joint deformities 

Fig. 1 Evaluation of altered glycopatterns in cartilage from OA patients. a, b The morphology of the articular knee joint was assessed by X-ray 
imaging. Compared with the normal control (a), the joint space, and morphology of OA patients (b) were altered. c, d The articular cartilage from 
normal controls (c) and OA patients (d) was evaluated for histopathologic features using H&E staining. e, f Safranine-O staining was used to assess 
the degenerative degree of cartilage sections in normal control (e) and OA patients (f) (original magnification ×100). g, h Scanned images were 
obtained for the analysis of glycopatterns of articular cartilage from OA patients (g) and normal controls (h). i The lectins with increased NFIs in 
OA patients are marked with red boxes, and those with decreased NFIs are marked with white boxes. The NFIs of 15 lectins were significantly 
changed in OA patients (n=12) compared with normal controls (n=11) based on fold change and t test, and the data are presented as the average 
NFI ± SEM (*p < 0.05, **p < 0.01, and ***p < 0.001). j Lectin blotting of PSA, LTL, and AAL was performed to validate the differential expression of 
the glycopatterns in cartilage from OA patients and normal controls. The differential protein bands between OA patients and normal controls are 
marked with red frames. k The gray value of the difference protein bands was measured using ImageJ software and compared by t test (*p < 0.05, 
**p < 0.01, and ***p < 0.001)

(See figure on next page.)
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Fig. 1 (See legend on previous page.)
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and advanced OA lesions, including thin hardened and 
rough cartilage layers, the disappearance of the abnormal 
tide line of subchondral bone, and severe loss of Safra-
nine-O staining and clefts, were observed in OA rabbits 
at 12 weeks postoperatively (Fig. 2a).

The results of the lectin microarrays indicated that 34 
lectins showed significantly altered NFIs during the OA 
process (Table S4). Combined with the results of OA 
patients (Table  1), PSA showed significantly increased 
NFIs in all OA models compared with the control. WGA 
and AAL showed significantly increased NFIs, and the 
high mannose-type N-glycan binder Canavalia ensi-
formis Agglutinin (ConA) showed significantly decreased 
NFIs in OA models 4 weeks postoperation compared 
with the sham-operated controls. However, the relative 

abundance of Fucα1-3Galβ1-4GlcNAc, which is recog-
nized by LTL, did not show a distinct difference between 
OA models and controls at the early stage of OA but 
exhibited a significant increase in the middle and late 
stages of OA models compared with controls (Fig.  2b). 
Our findings indicated that an increased level of α1-3/6 
fucosylation is associated with the OA process.

Decreased fucosylation retarded ECM destruction
Next, we primarily investigated whether fucosylation 
impacts OA-associated events. We used 2FPF to inter-
rupt the synthesis of fucosylation in chondrocytes with 
or without TNF-α treatment. As a result, fucosylation 
was evidently increased in TNF-α-stimulated cells; how-
ever, the fucosylation level was suppressed significantly in 

Fig. 2 The fucosylation level was increased with the development of OA. The OA rabbit model was established to assess the dynamic change in 
glycopatterns in cartilage during the development of OA. a The X-ray image was used to evaluate the morphology of knee joints from OA models 
at 0, 4, 8, and 12 weeks after surgery (upper). Cartilage tissue sections were obtained from the right knee joints of OA models and stained with H&E 
(middle) and safranine-O (lower) for the indicated time periods (original magnification ×100). b The NFIs of 5 lectins were significantly altered in OA 
models (n=3 per time point) compared with sham operation controls (n=3 per time point) based on fold change and t test. (NS not significantly 
different, NS no significant difference, *p < 0.05, **p < 0.01, and ***p < 0.001)

Table 1 The lectins showed significant altered NFIs in OA models and patients compared with their corresponding controls

/ no significant difference, * p < 0.05, ** p < 0.01, and *** p < 0.001

Lectin Specificity OA models / sham‑operated groups OA patients 
/ normal 
controls0 weeks/ control 4 weeks/ controls 8 weeks/ controls 12 weeks/ controls

PSA Fucα-1,6GlcNAc, α-D-Man, α-D-Glc 2.586* 3.272** 2.489** 5.104*** 3.585***

AAL α-Fucose / 2.261* 2.064* 1.976* 2.322**

WGA (GlcNAc)n and multivalent Sia / 1.791* 2.693* 2.155** 2.309***

LTL Fucα1-3Galβ1-4GlcNAc, Fucα1-
anti-H blood group specificity

/ / 2.339** 3.084** 2.196**

ConA High-Mannose type N-glycans / 0.484* 0.408* 0.556* 0.410***
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chondrocytes pretreated with 2FPF (Fig. 3a). The immu-
noblotting results revealed that COL2A1 expression 
was decreased, and MMP-13 expression was increased, 
after treatment with TNF-α, which is a common event 
in OA. However, after treatment with 2FPF, the expres-
sion of COL2A1 and MMP-13 was distinctly increased 
or decreased compared with that in TNF-α-stimulated 
cells, respectively (Fig.  3b, c). Furthermore, the stain-
ing indicated that the number of SA-β-gal-positive cells 
was significantly increased in chondrocytes treated with 
TNF-α, but it was significantly decreased after treat-
ment with 2FPF compared with TNF-α-stimulated cells 
(Fig. 3d, e). However, the results of the cell viability assay 
indicated that 2FPF did not impact chondrocyte prolifer-
ation (Fig. 3f ). These findings indicated that suppression 

of fucosylation relieves ECM degradation and cell senes-
cence caused by TNF-α.

Loss of FUT10 impeded ECM degradation and apoptosis 
induced by TNF‑α
The altered expression of glycosyltransferases contrib-
utes to abnormal glycopatterns. Hence, we primarily 
investigated the alterations in FUTs (fucosyltransferases) 
in chondrocytes stimulated with TNF-α. As a result, the 
mRNA levels of FUT3, FUT9, and FUT10 were upregu-
lated in TNF-α-treated chondrocytes compared with 
control chondrocytes (Fig.  4a). Similar to our findings, 
FUT10 was upregulated in medial and lateral tibia from 
OA patients compared with controls (GEO GSE51588) 
[31] (Fig. 4b). Moreover, the qPCR and immunoblotting 

Fig. 3 Suppression of fucosylation impeded ECM degradation and cell senescence. a The α-1,3/6 fucosylation levels identified by AAL, LTL, and 
PSA were markedly elevated in chondrocytes induced by TNF-α compared with the control and were significantly inhibited by 2FPF. b Effect of 
the fucosylation synthesis inhibitor 2FPF alone or in combination with TNF-α on the inducible expression of COL2A1 and MMP-13. β-Tubulin was 
used as an internal control. c The gray value of each protein band was extracted from three experimental replications. The expression of MMP-13 
and COL2A1 was normalized to that of β-tubulin and compared between groups using one-way ANOVA. d SA-β-Gal staining was used to assess 
the effect of 2FPF on cell senescence induced by TNF-α; scale bar =20 μm. e The number of SA-β-Gal-positive cells in chondrocytes treated 
with or without TNF-α and the presence or absence of 2FPF was counted in 5 random fields. f The effect of 2FPF on the viability of normal and 
TNF-α-treated chondrocytes (n = 4). The data are presented as the mean ± SEM, *p < 0.05, **p < 0.01, and ***p < 0.001



Page 9 of 14Yu et al. Arthritis Research & Therapy           (2022) 24:93  

results indicated that FUT10 expression is characteristic 
of OA cartilage (Fig.  4c–e). After transfection, FUT10 
expression was significantly reduced (Fig. 4f ). The stain-
ing results indicated that the number of SA-β-Gal-
positive cells was significantly reduced in chondrocytes 
pretransfected with siRNA-FUT10 compared with TNF-
α-treated cells (Fig. 4g, h). Apoptosis was also suppressed 
by silencing FUT10 (Fig.  4i). The immunoblotting and 
qPCR results indicated that TNF-α markedly increased 

the expression of molecules associated with cartilage 
degeneration, inflammation, and apoptosis, including 
MMP-13, MMP-9, a disintegrin and metalloproteinase 
with thrombospondin motifs type 4 (ADAMTS-4), IL-1β, 
caspase-3, and caspase-8. However, the expression of 
these OA-associated proteins suppressed the silencing 
of FUT10. Moreover, pretransfection with FUT10 siRNA 
attenuated TNF-α-mediated pIκB-α, p-p65, p-p38, and 
p-JNK expression, suggesting that the downregulation of 

Fig. 4 Suppression of FUT10 expression inhibited TNF-α-induced expression of OA-related proteins, senescence and apoptosis. a Relative 
expression levels of 5 FUTs involved in the synthesis of α-1,3/6 fucosylation were compared between chondrocytes treated with or without TNF-α 
for 48 h (n=3). b Reanalyzed gene expression data from the published database (GES51588). This finding demonstrated that the transcription level 
of FUT10 was significantly upregulated in the medial and lateral tibia of OA patients compared with healthy controls. c The relative expression level 
of FUT10 in OA patients and normal controls was compared using qPCR (n=15). d FUT10 expression in cartilage from OA patients and normal 
controls was analyzed by western blot assay. β-Tubulin was used as an internal control (n=4). e The gray value of the protein band was measured 
and compared using a paired t test. f The mRNA level of FUT10 was significantly decreased in chondrocytes transfected with siRNA against FUT10 
compared with those transfected with scramble siRNA (n=4). g After transfection, senescent cells in chondrocytes treated with or without TNF-α 
were revealed by SA-β-Gal staining; scale bar =20 μm. h The number of SA-β-Gal-positive cells was counted in 5 random fields. The data are 
presented as the mean ± SEM, *p < 0.05, **p < 0.01, and ***p < 0.001. i After transfection, the chondrocytes were stimulated with TNF-α, and the 
number of apoptotic cells was determined via flow cytometry. j Representative immunoblot analysis of MMP-13, IL-1β, caspase-3/8, and total 
and phosphorylated IκB-α, p65, p38, and JNK in chondrocytes; β-tubulin was used as an internal control. k The relative expression levels of these 
proteins were obtained from three experimental replications and compared based on one-way ANOVA. l The relative mRNA level of MMP-9 and 
ADAMTS-4 was determined by qPCR and compared between groups using one-way ANOVA. *p < 0.05, **p < 0.01, and ***p < 0.001
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FUT10 expression suppresses the activation of the NF-κB 
and p38-JNK pathways in OA chondrocytes (Fig. 4j–l).

The fucosylation of TNFR1 affected the binding of TNF‑α
TNFR1 is not only the membrane receptor for TNF-α 
but also recruits the adaptors FADD and caspase-8 upon 
binding of the ligand TNF-α to initiate apoptosis [32]. 
Hence, we explored whether the expression or glycosyla-
tion of TNFR1 is altered in TNF-α-stimulated cells. We 
found that TNFR1 expression was moderately elevated 
in TNF-α-treated cells compared with control cells but 
did not find a significant difference in chondrocytes 
pretransfected with FUT10 siRNA (Fig. 5a, b). The blot-
ting results indicated that α-1,3 fucosylation, but not the 
levels of the protein itself, was significantly increased in 
TNFR1 isolated from TNF-α-treated cells compared 
with controls (Fig.  5c, d). Moreover, the α-1,3 fucosyla-
tion of TNFR1 decreased in chondrocytes transfected 
with siRNA-FUT10, indicating that the downregula-
tion of FUT10 reduces the α-1,3 fucosylation level of 
TNFR1 without impacting protein expression (Fig.  5c, 
d). Furthermore, a high level of α-1,3 fucosylation was 
observed in TNFR1 isolated from OA cartilage compared 
with normal cartilage (Fig.  5e, f ). Taken together, these 
findings indicated that a high level of α-1,3 fucosyla-
tion of TNFR1 was associated with OA. Subsequently, a 
TNFR1 antibody microarray was used to investigate the 
role of α-1,3 fucosylation of TNFR1 in the binding ability 
of TNFR1 to TNF-α (Fig. 5g). This result indicated that 
the elevated α-1,3 fucosylation of TNFR1 significantly 
enhanced the binding ability to TNF-α, and downregula-
tion of FUT10 significantly impaired the binding ability 
(Fig. 5h, i). These findings indicated that the α-1,3 fuco-
sylation of TNFR1 mediated by FUT10 could impact the 
binding ability of TNFR1 to TNF-α.

Discussion
OA is the most common type of arthritis worldwide. 
ECM degradation is a characteristic of OA and corre-
lates with the upregulation of MMPs and elevated lev-
els of proinflammatory cytokines such as TNF-α, IL-1β, 
and COX-2 [9, 33]. One of the most fascinating aspects 

of glycosylation is its heterogeneity. The structural het-
erogeneity of glycans has been observed in various dis-
eases, and it also contributes to the process of OA. In the 
present study, we observed that several types of glyco-
sylation were altered in OA cartilage from patients and 
animal models, including elevated levels of α-1,3/6 fuco-
sylation and galactosylation and decreased levels of high 
mannose-type N-glycans and bisecting GlcNAc. Several 
studies have indicated that the glycosylation of IgG and 
synovial fluid is altered during the OA process [34, 35]. In 
addition, it has been reported that the alteration of gly-
cosylation in a variety of chondrocyte proteins plays an 
important role in degenerative changes in chondrocytes 
and contributes to the initiation and progression of OA 
[36, 37].

Altered fucosylation has been observed in a num-
ber of inflammatory conditions, and inhibition of fuco-
sylation could modulate human nucleus pulposus cell 
protein translation of catabolic enzymes in response 
to inflammation [38, 39]. Our findings revealed that 
α-1,3/6 fucosylation is characteristic of OA chondro-
cytes. Importantly, suppressing the biosynthesis of fuco-
sylation could retard ECM degradation and senescence 
induced by TNF-α. The Lewis antigen is a fucosylated 
carbohydrate moiety located at the terminus of N/O-
glycans and glycosphingolipids. FUT10 is a member of 
the α-1,3 fucosyltransferase family, which responds to the 
synthesis of Lewis X. Sialylated Lewis X is known as an 
inflammation-associated antigen. We found that FUT10 
is overexpressed in OA cartilage and chondrocytes 
induced by TNF-α; moreover, downregulation of FUT10 
could reduce the expression of inflammatory cytokines 
and ECM degradation. Chronic low-grade inflammation 
plays an important role in the development of OA. The 
expression of Lewis X antigen in synovial tissue corre-
lates with histological OARSI grades of OA, which indi-
cates an association of increased inflammatory activity 
with advanced cartilage degeneration [40]. Sialyl Lewis 
X promotes synovial lubricin binding to polymorpho-
nuclear granulocytes in an L-selectin-dependent and 
L-selectin-independent manner and may play a role in 

Fig. 5 The α-1,3 fucosylation of TNFR1 mediated by FUT10 impacted the binding capacity to TNF-α. a Chondrocytes were transfected with siRNA 
and treated with or without TNF-α for 48 h, and the protein level of TNFR1 was determined by Western blotting. β-Tubulin was used as an internal 
control. b The relative expression level of TNFR1 from three experimental replications was normalized to β-tubulin and compared based on one-way 
ANOVA. c Immunoblot and lectin blot reactivity of TNFR1 immunoprecipitated from chondrocytes treated as described above. d The fucosylation 
of TNFR1 was normalized to the expression of TNFR1 and compared using one-way ANOVA. e Immunoblot and lectin blot reactivity of TNFR1 
immunoprecipitated from cartilage of OA patients and normal controls. f The fucosylation of TNFR1 was normalized to the expression of TNFR1 and 
compared based on a paired t test. g A schematic diagram of the fabrication of the TNFR1 antibody microarray. h TNFR1 was immunoprecipitated 
from chondrocytes transfected with siRNA (low level of α-1,3 fucosylation) or induced with TNF-α (high level of α-1,3 fucosylation), and the scanned 
images were obtained for the analysis of the binding ability of TNFR1 with different levels of fucosylation to TNF-α. The spots of the TNFR1 antibody 
are marked with white boxes. i The fluorescence intensities of spots were extracted by Genepix 7, and the binding ability of TNFR1 was compared 
based on fold change and t test. The data are presented as the mean ± SEM, *p < 0.05, **p < 0.01, and ***p < 0.001

(See figure on next page.)
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Fig. 5 (See legend on previous page.)
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polymorphonuclear granulocyte-mediated inflammation 
in rheumatic arthritis [41].

Proinflammatory cytokines play vital roles in catabolic 
reactions of arthritic cartilage [42]. As a key inflammatory 
cytokine, TNF-α is produced by activated synoviocytes, 
mononuclear cells, or articular cartilage itself. TNF-α 
promotes the expression of MMPs such as ADAMTS-4, 
5, and 7, as well as other inflammatory cytokines, and 
contributes to cartilage degeneration in OA develop-
ment [43, 44]. TNFR1 is a cell surface receptor of TNF-α. 
The binding of TNF to TNFR1 triggers a series of intra-
cellular events that ultimately result in the activation of 
the NF-κB and p38/JNK MAPK signaling pathways [45]. 
The N-glycans are pivotal for the TNF–TNFR1 interac-
tion and subsequent NF-κB activation [46]. The α-2,6 
sialylation of TNFR1 mediated by ST6Gal-I was found to 
inhibit TNF-induced TNFR1 internalization and apopto-
sis [47]. Our results demonstrated that depressed expres-
sion of FUT10 not only reduced the α-1,3 fucosylation 
level of TNFR1 but also impaired the binding capac-
ity to TNF-α and restrained the activation of the NF-κB 
and p38/JNK MAPK signaling pathways downstream of 
TNFR1. The activation of the canonical NF-κB pathway 
is mediated by proinflammatory cytokines (such as TNF-
α). As NF-κB heterodimers translocate into the nucleus, 
the expression of a variety of proteins is triggered, such as 
metalloproteinases, NF-κB-mediated catabolic cytokines 
and chemokines, which promote inflammation and 
apoptosis of OA chondrocytes [48]. The p38/JNK-MAPK 
pathway was reported to correlate with chronic inflam-
mation. Once activated, downstream transcription fac-
tors upregulate the expression of genes relevant to OA, 
including proinflammatory cytokines and matrix-degrad-
ing enzymes such as MMPs [49]. Moreover, the predic-
tion results revealed that Elk-1 and MEF-2 are potential 
transcription factors for FUT10, which are downstream 
transcription factors of the P38/JNK-MAPK pathway. 
Collectively, our results suggested that the inflammatory 
condition of OA chondrocytes facilitates the expression 
of TNF-α, which leads to the upregulation of FUT10. 
Then, the α-1,3 fucosylation of TNFR1 mediated by 
FUT10 is elevated and promotes the binding ability to 
TNF-α. Consequently, the NF-κB and P38/JNK-MAPK 
pathways are activated and promote inflammation and 
apoptosis of OA chondrocytes. In addition, the transcrip-
tion factors Elk-1 and MEF-2, which are downstream of 
the P38/JNK-MAPK pathway, may translocate into the 
nucleus and upregulate FUT10.

Conclusions
Our study revealed that the FUT10-mediated increase 
in α-1,3 fucosylation is characteristic of OA cartilage 
and chondrocytes. Moreover, the α-1,3 fucosylation 

level of TNFR1 mediated by FUT10 impacted the bind-
ing ability to TNF-α. Silencing the expression of FUT10 
impedes activation of the NF-κB and P38/JNK-MAPK 
pathways and retards ECM degradation, senescence, 
and apoptosis of chondrocytes induced by TNF-α. Our 
work indicates a new positive feedback loop of inflam-
matory conditions/TNF-α/FUT10/α-1,3 fucosylation of 
TNFR1/NF-κB and P38/JNK-MAPK pathways/proin-
flammatory processes that contribute to ECM degrada-
tion and apoptosis of OA chondrocytes and eventually 
accelerate the OA process.

Supplementary Information
The online version contains supplementary material available at https:// doi. 
org/ 10. 1186/ s13075- 022- 02776-z.

Additional file 1: Table S1. The information of primers for Real-Time PCR.

Additional file 2: Table S2. The sequence information of siRNA against 
FUT10.

Additional file 3: Table S3. The normalized fluorescence intensities from 
normal and OA cartilage by the lectin microarray analysis based on data 
of 37 lectins.

Additional file 4: Table S4. Altered glycopattern of glycoproteins 
between sham-operated and OA model cartilage based on data of 14 
Lectins giving significant differences.

Acknowledgements
We thank Dr. Hao Yang (the director of the experimental center of Honghui 
Hospital) for technical assistance and Tiezeng Zhang (Center for Endemic 
Disease of Xi’an Jiaotong University) for the assistance of histopathology. We 
also thank AJE for language polishing.

Authors’ contributions
All authors were involved in drafting the article or data analysis, and all authors 
approved the final version to be published. HJY, MXL, ZL, and YL: designed 
research, analyzed data, and wrote the paper. XDW, JY, and XJL: collected 
cartilage samples. XL and XJB: performed the majority of the experiments. JS, 
XMR, and WTC: analyzed data. HJY and MXL contributed equally to this study. 
The authors read and approved the final manuscript.

Funding
This study was supported by Shaanxi Science and Technology Research 
and Development Plan Project (Grant No. 2016sf-333), Xi’an Health Bureau 
Scientific Research Project (Grant No. j201802027), China Postdoctoral Science 
Foundation (Grant No. 2020M673628XB), and the National Natural Science 
Foundation of China (Grant No. 32101030).

Availability of data and materials
The data used to support the findings of this study are available from the cor-
responding author upon request.

Declarations

Ethics approval and consent to participate
The collection of human tissues was performed in accordance with approved 
guidelines and approved by the human ethics committee of all participat-
ing units (Xi’an Honghui Hospital, Shannxi). Written informed consent was 
received from the participants. The protocols for the construction of the OA 
rabbit model were approved by the Institutional Animal Care and Use Com-
mittee of Xi’an Honghui Hospital, China. This study was conducted in accord-
ance with the ethical guidelines of the Declaration of Helsinki.

https://doi.org/10.1186/s13075-022-02776-z
https://doi.org/10.1186/s13075-022-02776-z


Page 13 of 14Yu et al. Arthritis Research & Therapy           (2022) 24:93  

Consent for publication
Written informed consent was obtained from all participants.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Laboratory for Functional Glycomics, College of Life Sciences, Northwest 
University, 229 Taibai North Road, Xi’an 710069, Shaanxi Province, China. 2 The 
Second Clinical Medical College of Shaanxi University of Chinese Medicine, 
Xianyang, China. 3 Department of Foot and Ankle Surgery, Honghui Hospital, 
Xi’an Jiaotong University, 76 Nanguo Road, Xi’an 710054, Shaanxi Province, 
China. 

Received: 5 February 2022   Accepted: 9 April 2022

References
 1. Loeser RF, Goldring SR, Scanzello CR, Goldring MB. Osteoarthritis: a 

disease of the joint as an organ. Arthritis Rheum. 2012;64(6):1697–707.
 2. Yang CY, Chanalaris A, Troeberg L. ADAMTS and ADAM metalloprotein-

ases in osteoarthritis - looking beyond the ‘usual suspects’. Osteoarthritis 
Cartilage. 2017;25(7):1000–9.

 3. Fang H, Huang L, Welch I, Norley C, Holdsworth DW, Beier F, et al. Early 
changes of articular cartilage and subchondral bone in the DMM mouse 
model of osteoarthritis. Sci Rep. 2018;8(1):2855.

 4. Palazzo C, Nguyen C, Lefevre-Colau MM, Rannou F, Poiraudeau S. 
Risk factors and burden of osteoarthritis. Ann Phys Rehabil Med. 
2016;59(3):134–8.

 5. Kulkarni K, Karssiens T, Kumar V, Pandit H. Obesity and osteoarthritis. 
Maturitas. 2016;89:22–8.

 6. Glyn-Jones S, Palmer AJ, Agricola R, et al. Osteoarthritis. Lancet. 
2015;386(9991):376–87.

 7. Jenei-Lanzl Z, Meurer A, Zaucke F. Interleukin-1β signaling in osteoarthri-
tis - chondrocytes in focus. Cell Signal. 2019;53:212–23.

 8. Wang X, Hunter DJ, Jin X, Ding C. The importance of synovial inflamma-
tion in osteoarthritis: current evidence from imaging assessments and 
clinical trials. Osteoarthritis Cartilage. 2018;26(2):165–74.

 9. Kapoor M, Martel-Pelletier J, Lajeunesse D, Pelletier JP, Fahmi H. Role of 
proinflammatory cytokines in the pathophysiology of osteoarthritis. Nat 
Rev Rheumatol. 2011;7(1):33–42.

 10. Wilkinson DJ, Desilets A, Lin H, Charlton S, Del Carmen AM, et al. The 
serine proteinase hepsin is an activator of pro-matrix metalloproteinases: 
molecular mechanisms and implications for extracellular matrix turnover. 
Sci Rep. 2017;7(1):16693.

 11. Xue J, Wang J, Liu Q, Luo A. Tumor necrosis factor-α induces ADAMTS-4 
expression in human osteoarthritis chondrocytes. Mol Med Rep. 
2013;8(6):1755–60.

 12. Molnar V, Matišić V, Kodvanj I, Bjelica R, Jeleč Ž, et al. Cytokines and 
chemokines involved in osteoarthritis pathogenesis. Int J Mol Sci. 
2021;22(17):9208.

 13. Chen C, Xie J, Rajappa R, Deng L, Fredberg J, Yang L. Interleukin-1β and 
tumor necrosis factor-α increase stiffness and impair contractile func-
tion of articular chondrocytes. Acta Biochim Biophys Sin (Shanghai). 
2015;47(2):121–9.

 14. Livshits G, Kalinkovich A. Hierarchical, imbalanced pro-inflammatory 
cytokine networks govern the pathogenesis of chronic arthropathies. 
Osteoarthritis Cartilage. 2018;26(1):7–17.

 15. Xiong Y, Karuppanan K, Bernardi A, Li Q, Kommineni V, et al. Effects of 
N-glycosylation on the structure, function, and stability of a plant-made 
Fc-fusion anthrax decoy protein. Front Plant Sci. 2019;10:768.

 16. Xu C, Ng DT. Glycosylation-directed quality control of protein folding. Nat 
Rev Mol Cell Biol. 2015;16(12):742–52.

 17. Jayaprakash NG, Surolia A. Role of glycosylation in nucleating protein 
folding and stability. Biochem J. 2017;474(14):2333–47.

 18. Matsuhashi T, Iwasaki N, Nakagawa H, et al. Alteration of N-glycans 
related to articular cartilage deterioration after anterior cruciate ligament 
transection in rabbits. Osteoarthritis Cartilage. 2008;16(7):772–8.

 19. Tardio L, Andrés-Bergós J, Zachara NE, et al. O-linked N-acetylglu-
cosamine (O-GlcNAc) protein modification is increased in the car-
tilage of patients with knee osteoarthritis. Osteoarthritis Cartilage. 
2014;22(2):259–63.

 20. Micheau O, Tschopp J. Induction of TNF receptor I-mediated apoptosis 
via two sequential signaling complexes. Cell. 2003;114(2):181–90.

 21. Qu R, Chen X, Wang W, et al. Ghrelin protects against osteoarthritis 
through interplay with Akt and NF-kappaB signaling pathways. FASEB J. 
2018;32(2):1044–58.

 22. Han L, Zhang D, Tao T, Sun X, Liu X, Zhu G, et al. The role of N-glycan 
modification of TNFR1 in inflammatory microglia activation. Glycoconj J. 
2015;32(9):685–93.

 23. Zhang X, Prasadam I, Fang W, Crawford R, Xiao Y. Chondromodulin-1 
ameliorates osteoarthritis progression by inhibiting HIF-2α activity. 
Osteoarthritis Cartilage. 2016;24(11):1970–80.

 24. Li J, Guillebon AD, Hsu JW, Barthel SR, Dimitroff CJ, Lee YF, et al. Human 
fucosyltransferase 6 enables prostate cancer metastasis to bone. Br J 
Cancer. 2013;109(12):3014–22.

 25. Hulth A, Lindberg L, Telhag H. Experimental osteoarthritis in rabbits. 
Preliminary report. Acta Orthop Scand. 1970;41(5):522–30.

 26. Yu H, Zhu M, Qin Y, Zhong Y, Yan H, Wang Q, et al. Analysis of glycan-
related genes expression and glycan profiles in mice with liver fibrosis. J 
Proteome Res. 2012;11(11):5277–85.

 27. Shu J, Yu H, Li X, Zhang D, Liu X, Du H, et al. Salivary glycopatterns 
as potential biomarkers for diagnosis of gastric cancer. Oncotarget. 
2017;8(22):35718–27.

 28. Liu X, Yu H, Qiao Y, Yang J, Shu J, Zhang J, et al. Salivary glycopatterns as 
potential biomarkers for screening of early-stage breast cancer. EBioMedi-
cine. 2018;28:70–9.

 29. Qin Y, Zhong Y, Zhu M, Dang L, Yu H, Chen Z, et al. Age- and sex-
associated differences in the glycopatterns of human salivary gly-
coproteins and their roles against influenza A virus. J Proteome Res. 
2013;12(6):2742–54.

 30. Zhong Y, Qin Y, Yu H, Yu J, Wu H, Chen L, et al. Avian influenza virus infec-
tion risk in humans with chronic diseases. Sci Rep. 2015;5:8971.

 31. Chou CH, Wu CC, Song IW, Chuang HP, Lu LS, Chang JH, et al. Genome-
wide expression profiles of subchondral bone in osteoarthritis. Arthritis 
Res Ther. 2013;15(6):R190.

 32. Barnhart BC, Peter ME. The TNF receptor 1: a split personality complex. 
Cell. 2003;114(2):148–50.

 33. Wang P, Guan PP, Guo C, Zhu F, Konstantopoulos K, Wang ZY. Fluid shear 
stress-induced osteoarthritis: roles of cyclooxygenase-2 and its metabolic 
products in inducing the expression of proinflammatory cytokines and 
matrix metalloproteinases. FASEB J. 2013;27(12):4664–77.

 34. Sun D, Hu F, Gao H, Song Z, Xie W, Wang P, et al. Distribution of abnormal 
IgG glycosylation patterns from rheumatoid arthritis and osteoarthritis 
patients by MALDI-TOF-MSn. Analyst. 2019;144(6):2042–51.

 35. Albrecht S, Unwin L, Muniyappa M, Rudd PM. Glycosylation as a marker 
for inflammatory arthritis. Cancer Biomark. 2014;14(1):17–28.

 36. Tardio L, Andrés-Bergós J, Zachara NE, Larrañaga-Vera A, Rodriguez-Villar 
C, Herrero-Beaumont G, et al. O-linked N-acetylglucosamine (O-GlcNAc) 
protein modification is increased in the cartilage of patients with knee 
osteoarthritis. Osteoarthritis Cartilage. 2014;22(2):259–63.

 37. Urita A, Matsuhashi T, Onodera T, Nakagawa H, Hato M, Amano M, et al. 
Alterations of high-mannose type N-glycosylation in human and mouse 
osteoarthritis cartilage. Arthritis Rheum. 2011;63(11):3428–38.

 38. Li J, Hsu HC, Mountz JD, Allen JG. Unmasking fucosylation: from cell 
adhesion to immune system regulation and diseases. Cell Chem Biol. 
2018;25(5):499–512.

 39. Joyce K, Mohd Isa IL, Krouwels A, Creemers L, Devitt A, Pandit A. The role 
of altered glycosylation in human nucleus pulposus cells in inflammation 
and degeneration. Eur Cell Mater. 2021;41:401–20.

 40. Koller U, Waldstein W, Krenn V, Windhager R, Boettner F. Varus knee 
osteoarthritis: Elevated synovial CD15 counts correlate with inferior 
biomechanical properties of lateral-compartment cartilage. J Orthop Res. 
2018;36(3):841–6.

 41. Jin C, Ekwall AK, Bylund J, Björkman L, Estrella RP, Whitelock JM, et al. 
Human synovial lubricin expresses sialyl Lewis x determinant and has 
L-selectin ligand activity. J Biol Chem. 2012;287(43):35922–33.

 42. Guo B, Yang N, Borysiewicz E, Dudek M, Williams JL, Li J, et al. Cata-
bolic cytokines disrupt the circadian clock and the expression of 



Page 14 of 14Yu et al. Arthritis Research & Therapy           (2022) 24:93 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

clock-controlled genes in cartilage via an NFкB-dependent pathway. 
Osteoarthritis Cartilage. 2015;23(11):1981–8.

 43. Qu R, Chen X, Wang W, Qiu C, Ban M, Guo L, et al. Ghrelin protects against 
osteoarthritis through interplay with Akt and NF-κB signaling pathways. 
FASEB J. 2018;32(2):1044–58.

 44. Miller RE, Miller RJ, Malfait AM. Osteoarthritis joint pain: the cytokine con-
nection. Cytokine. 2014;70(2):185–93.

 45. Hosseinzadeh A, Kamrava SK, Joghataei MT, Darabi R, Shakeri-Zadeh A, 
Shahriari M, et al. Apoptosis signaling pathways in osteoarthritis and pos-
sible protective role of melatonin. J Pineal Res. 2016;61(4):411–25.

 46. Moriwaki K, Chan FKM, Miyoshi E. Sweet modification and regulation of 
death receptor signalling pathway. J Biochem. 2021;169(6):643–52.

 47. Holdbrooks AT, Britain CM, Bellis SL. ST6Gal-I sialyltransferase pro-
motes tumor necrosis factor (TNF)-mediated cancer cell survival via 
sialylation of the TNF receptor 1 (TNFR1) death receptor. J Biol Chem. 
2018;293(5):1610–22.

 48. Rigoglou S, Papavassiliou AG. The NF-κB signalling pathway in osteoar-
thritis. Int J Biochem Cell Biol. 2013;45(11):2580–4.

 49. Ge HX, Zou FM, Li Y, Liu AM, Tu M. JNK pathway in osteoarthritis: 
pathological and therapeutic aspects. J Recept Signal Transduct Res. 
2017;37(5):431–6.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Elevation of α-1,3 fucosylation promotes the binding ability of TNFR1 to TNF-α and contributes to osteoarthritic cartilage destruction and apoptosis
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusion: 

	Background
	Materials and methods
	Collection of tissue specimens
	Histologic analysis
	Cell culture and treatment
	Construction of rabbit OA model
	Extraction of celltissue proteins
	Lectin microarray and data analysis
	Lectin blotting
	Immunoblotting
	Isolation of RNA and semiqPCR
	Transfection of small interfering RNA
	Cell proliferation assay
	SA-β-gal staining
	Apoptosis assay
	Immunoprecipitation
	Manufacture of the antibody microarray

	Results
	Assessment of abnormal glycopatterns in cartilage from OA patients
	The level of fucosylation increased in the cartilage of the OA model
	Decreased fucosylation retarded ECM destruction
	Loss of FUT10 impeded ECM degradation and apoptosis induced by TNF-α
	The fucosylation of TNFR1 affected the binding of TNF-α

	Discussion
	Conclusions
	Acknowledgements
	References


