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Abstract Osteoarthritis (OA) is a chronic joint
disease, which occurs in the elderly. The regulatory
mechanisms of circRNAs were involved in the
occurrence and development of various diseases.
However, the potential regulatory network of cir-
cRNA in OA remains further research and clarifica-
tion. The expression of circ_0114876 was increased in
OA tissues and inhibition of circ_0114876 could
induce cell viability and suppress inflammation as well
as inhibit cell apoptosis in IL-1f induced CHON-001
cells. Circ_0114876 regulated TRAF2 expression via
sponging miR-671 in CHON-001 cells. Down-regu-
lated miR-671 expression could reverse the effects of
low circ_0114876 expression on cell progression and
inflammation in IL-1B induced CHON-001 cells.
Overexpression of TRAF2 could weaken the promo-
tion effects of high miR-671 expression on cell
progression and inflammation in IL-1f induced
CHON-001 cells. Circ_0114876 targeted miR-671 to
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regulate cell progression and inflammation via mod-
ulating TRAF2 expression in IL-1f induced CHON-
001 cells, and played an important regulatory mech-
anism in IL-1B-induced chondrocyte injury, providing
a novel diagnostics and therapeutics in OA.
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Introduction

Osteoarthritis (OA) is a common type of joint disease
and one of the chronic diseases that are gradually
developing and the elderly are the main groups of OA
(Brandt 1988; Creamer and Hochberg 1997). At
present, the pathogenesis of bones and joints is not
clear, and the etiology is very complicated. Therefore,
further exploration of the pathogenesis of OA is
beneficial to the diagnosis of patients.

Circular RNAs (circRNAs) are a type of non-
coding RNA that do not have a 3’ and 5 UTR terminal
tailing structure and looped noncoding RNAs, which
directly bind to micro RNA (miRNA) through com-
plementary base pairing, competitively inhibit mRNA
expression, and thus exert their biological function
(Rong et al. 2017; Chen and Yang 2015; Li et al.
2018, 2019a; Panda 2018). Research has shown that
circRNAs could regulate the proliferation,
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differentiation and apoptosis in many diseases (Xie
et al. 2016; Wang and Li 2018; Wei et al. 2019). For
example, inhibition of circ_0004491 contributed to
cell metastasis in oral squamous cell carcinoma (Li
et al. 2019b). Moreover, differentially expressed
circRNAs could be used as potential biomarkers to
identify OA, for example, circ_0020014 and
circ_0332131 (Wang et al. 2019a, b, 2020). The
report of Zhou et al. showed that compared with the
control group, 119 circRNAs were significantly up-
regulated and 136 circRNAs were down-regulated in
IL-1B-treated mouse models of OA (Zhou et al.
2018a), indicating that circRNA played an essential
role in the pathogenesis and clinical treatment of OA.

More than that, miRNAs also are a type of
regulation factors, which are related to the occurrence
and development of diseases, such as OA and cancers
(Li and Kowdley 2012; Kumar et al. 2013; Chen and
Tian 2016; Li et al. 2016). In pancreatic cancer,
abnormal miRNA expression could regulate the cell
development of cancer cells, suggesting that miRNA
could be used as a diagnostic marker and target for
pancreatic cancer (Qadir and Faheem 2017).
Kopariska et al. 2017 reported that miR-138-5p,
miR-146a-5p, miR-335-5p and miR-9-5p were shar-
ply increased in OA patients, implying that these
miRNAs were associated with disease prevention and
treatment (Kopanska et al. 2017). However, the role of
circRNA as miRNA sponges in OA has not been fully
elucidated.

To explore the regulatory mechanism of circRNAs
in OA, we obtained OA tissues and constructed OA
cell model to carry out experiments, and we found that
circ_0114876 was upregulated in OA tissues and OA
cell model. Furthermore, we also verified that
circ_0114876 sponged miR-671-5p (miR-671) to
modulate cell progression and inflammation in IL-13
induced CHON-001 cells.

Materials and methods

Patients and tissues

OA tissues were collected from 30 patients who had
been diagnosed with OA and normal cartilage tissue
was collected from 20 trauma patients at the First

Affiliated Hospital of Jinan University. This experi-
ment was approved by the ethics committee of the
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First Affiliated Hospital of Jinan University. Written
informed consent has been obtained from patients.
After all the samples were taken out and stored in — 80
° C refrigerator for the next experiment.

Cell culture, OA model and cell transfection

Human chondrocyte cell line CHON-001 were
obtained from American Type Culture Collection
(Manassas, VA, USA) and were maintained in Dul-
becco’s modified Eagle’s medium (DMEM; Invitro-
gen, Carlsbad, CA, USA) with 10% fetal bovine serum
(FBS) and streptomycin at 37 °C. Then the IL-1B
(10 ng/mL) was applied to simulate CHON-001 cells
for 24 h to construct the OA model.

Si-circ_0114876 (si-circ), anti-miR-671, miR-671
mimics (miR-671), oe-TRAF2 and their negative
control (si-NC, anti-NC, miR-NC and vector) were
obtained from GenomediTech (Shanghai, China). All
plasmids and oligonucleotides were transfected into
CHON-001 cells wusing Lipofectamine 2000
(Invitrogen).

Quantitative Real-Time PCR (qRT-PCR)
and RNase R treatment

TRIzol Reagen (Invitrogen) was used to separate total
RNA in OA tissues and transfected cells. Total RNA
was treated with RNase R (Epicentre Biotechnologies,
Madison, WI, USA). The TagMan microRNA assay
kits (Applied Biosystems, Foster City, CA, USA) was
applied to detect the synthesis of cDNA and qRT-PCR
of miR-671 expression. The Transcriptor First Strand
cDNA Synthesis Kit (Roche, Basel, Switzerland) was
used to synthesize cDNA of circ_0114876 and TNF
receptor-associated factor 2 (TRAF2). Then qRT-PCR
was performed through using a SYBR Premix ExTaq
kit (TaKaRa, Dalian, China) at ABI Prism 7500
(Applied Biosystems). The expression of miR-671
was normalized to U6 and the expression of
circ_ 0114876 and TRAF2 were normalized to
GAPDH.

Circ_0114876 Forward: 5-ACCACTCCAGAAA
CTTTCCCT-3'; and reverse: 5-AGCATTGTTGG
CACTGACAC-3;

miR-671 Forward: 5-ACACTCCAGCTGGGAG
GAAGCCCTGGAGGGG-3/, and reverse 5'-CTCAA
CTGGTGTCGTGGAGTCGGCAATTCAGTTGAG
CTCCAG-3;
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TRAF2 Forward: 5-CCTACTGCTGAGCTCAT
TCT-3’; and reverse: 5'- CAATCTTGTCCTGGTC
TAGC-3;

GAPDH Forward: 5-CATCATCCCTGCCTCTA
CTGG-3', and reversed: 5'-GTGGGTGTCGCTGTT
GAAGTC-3';

U6 Forward: 5'-GCTTCGGCAGCACATATAC
TAAAAT-3'; and reverse: 5'-CGCTTCACGAATTT
GCGTGTCAT-3;

18S Forward: 5-AACTTAAAGRAATTGACGG
A-3'; and reverse: 5'-TCCGTCAATTYCTTTAAGT
T-3;

Actinomycin D assay and cytoplasmic and nuclear
extracts

Transfected cells were treated with actinomycin D
(2 pg/mL, Sigma Aldrich, St. Louis, MO, USA) at O h,
4 h, 8 h, 12 h and 24 h and RNA was extracted and
qRT-PCR was used to detect the expression
circ_0114876 and GAPDH.

Cytoplasmic and nuclear extracts were applied
using PARIS™ kit (Thermo Fisher Scientific, Wal-
tham, MA, USA) according to the manufacturer’s
instructions. U6 and 18S rRNA were employed as
control of circ_0114876.

Dual-luciferase reporter assay

The sequences of circ_0114876 or TRAF2 (contained
the binding sites of miR-671-5p (miR-671)) and their
mutate sequences were amplified and inserted into a
Firefly luciferase reporter vector pGL3 (Promega,
Madison, WI, USA), named WT-circ_0114876, WT-
TRAF2 3'UTR, MUT-circ_0114876 and MUT-
TRAF2 3’UTR. Then the WT-circ_0114876, WT-
TRAF2 3'UTR, MUT-circ_0114876 and MUT-
TRAF2 3'UTR were cotransfected with miR-671 or
miR-NC into IL-1B induced CHON-001 cells using
Lipofectamine 2000 (Invitrogen). After transfection
for 24 h, the luciferase activity was detected with
Dual-Luciferase Reporter Assay System (Promega).

Cell apoptosis

Annexin V/PI apoptosis-detection kit (KeyGen Bio-
Tech, Shanghai, China) was used to test cell apoptosis.
Briefly, cells were seeded into six-well plates and then
were added with Annexin V-FITC and PI (10 pl) for

30 min in darkness. The apoptosis rate of transfected
cells was detected using flow cytometry (BD Bio-
science, Franklin Lake, NJ, USA).

Enzyme-linked immunosorbent assay (ELISA)

The content of IL-6 and IL-8 in each group was
measured by Human IL-6 ELISA Kit and Human IL-8
ELISA Kit (Abcam, Cambridge, MA, USA) according
to the manufacturer’s instruction. Each experiment
was tested in triplicate.

Western blot

Total proteins from cells and tissues were extracted
using RIPA buffer. Next, the protein quantification
was performed with the BCA Protein Assay Kit
(Beyotime, Shanghai, China). The protein was added
onto the SDS-PAGE and then transferred onto PVDF
membranes (Millipore, Billerica, MA, USA). After
blocked with non-fat milk, the membranes were
incubated with primary antibodies anti-TRAF2, anti-
aggrecan, anti-Matrix Metallopeptidase 13 (MMP13),
anti-collagen II and anti-GAPDH (Abcam, 1:1,000)
overnight at 4 °C. Next, the membranes were incu-
bated with secondary antibodies horseradish peroxi-
dase (HRP)-conjugated goat-anti-rabbit
Immunoglobulin G (IgG) for 1 h. The blot was
measured and analyzed with Imagel] software 1.48
(National Institutes of Health, Bethesda, MD, USA).

Cell Counting Kit-8 (CCK-8) assay

Transfected cells were seeded into the 96-well plates
at a density of 2000 cells per well. CCK-8 reagent
(Beyotime) was used to detect cell proliferation.
Briefly, CCK-8 solution (20 pl) was added each well
and incubated for 4 h and then the absorbance of
samples was detected using a microplate reader
(BioRad, Hercules, CA, USA) at a wavelength of
450 nm.

Statistical analysis

These data were performed and analyzed with
GraphPad Prism software (La Jolla, CA, USA). Data
were repeated in triplicate and were presented as
mean =+ standard deviation (SD). Student’s -test and
one-way analysis of variance were used to calculate
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the statistical significance of groups. Pearson’s corre-
lation analysis was applied to determine the relation-
ship among circ_0114876, miR-671 and TRAF2.
P < 0.05 was represented as statistically significant.

Results

Circ_0114876 expression was upregulated in OA
patients and IL-10 induced CHON-001 cells

We found that circ_0114876 from the PTPRA gene
from the sixth to tenth exon region, the total length of
570nt (Fig. la). Also, we found that circ_0114876
significantly higher in OA tissues than in normal
tissues (Fig. 1b). Meanwhile, after we treated CHON-
001 cells 48 h with IL-1B, the expression of
circ_0114876 increased significantly, indicating that
IL-1B induced circ_0114876 expression in CHON-
001 cells (Fig. 1c). Besides, qRT-PCR detected Acti-
nomycin D treating CHON-001 cells, and the results
showed that the expression of circ_0114876 was

significantly higher than the expression of GAPDH at
4 h, 8 h, 12 h, 24 h, indicating that the stability of the
circ_0114876 was so strong (Fig. 1d). Besides, the
results of RNase R enzymeexperiment showed that
circ_0114876 resistance to RNase R was beneficial to
its stability (Fig. le). Cytoplasmic and nuclear
extracts experiments determined that circ_0114876
was mainly concentrated in cytoplasm, suggesting that
its mechanism of action was carried out in cytoplasm
(Fig. 1f). In summary, circ_0114876 might play an
important role inlL-1f induced CHON-001 cells and
is related to the occurrence of OA.

Circ_0114876 directly interacted with miR-671

Next, we found miR-671 expression was significantly
decreased (Fig. 2a). Interestingly, we also found, by
using Pearson’s association analysis,that miR-671
expression in OA tissues was negatively correlated
with the expression of circ_0114876 (Fig. 2b). Other-
wise, IL-1Binhibited the expression of miR-671 in
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Fig. 1 Circ_0114876 expression was upregulated in OA
patients and IL-1p induced CHON-001 cells. a The genomic
loci of PTPRA gene and circ_0114876. b qRT-PCR analysis
showed that the expression of circ_0114876 was increased in
OA tissues. ¢ qRT-PCR analysis showed that the expression of
circ_0114876 was induced in chondrocyte treated with IL-1.
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d The expression of circ_0114876 was detected in chondrocyte
treated with Actinomycin D at 0, 4, 8, 12, 24 h. e qRT-PCR
analysis of circ_0114876 after treatment with RNase R in
chondrocyte. f Localization of circ_0114876 expression in
chondrocytes. *P < 0.05
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Fig. 2 Circ_0114876 directly interacted with miR-671. a qRT-
PCR analysis determined that miR-671 expression was inhibited
in OA tissues. b Pearson’s correlation analysis determined the
relationship between circ_0114876 and miR-671 in OA tissues.
¢ qRT-PCR analysis showed that the expression of miR-671 was
reduced in chondrocyte treated with IL-1B. d Circular RNA
Interactome predicted that circ_0114876 had a targeted binding
site with miR-671. e Dual-luciferase reporter assay was used to

CHON-001 cells (Fig. 2c). Besides, circular RNA
Interactome predicted that circ_0114876 had binding
sites with miR-671, indicating that miR-671 was a
potential target miRNA of circ_0114876 (Fig. 2d).
Dual-luciferase reporter assay showed the luciferase
activity was significantly decreased when WT-
circ_0114876 combined with the miR-671 mimic
(miR-671). However, luciferase activity of MUT-
circ_0114876 had no effects (Fig. 2e). The results of

detect the luciferase activities in chondrocytes cotransfected
WT-circ_0114876 or MUT-circ_0114876 with miR-NC or
miR-671. f RIP assay was applied to determine that
circ_0114846 directly bound miR-671 in chondrocytes. g,
h qRT-PCR was used to measure the expression of
circ_0114876 and miR-671 in si-NC and si-circ groups of
chondrocytes. *P < 0.05

RIP assay determined that circ_0114876 directly
bound the miR-671 in CHON-001 cells (Fig. 2f).
Moreover, si-circ transfection decreased
circ_0114876 expression and induced miR-671
expression in CHON-001 cells (Fig. 2g, h). Therefore,
these data indicated that circ_0114876 could directly
target miR-671 in CHON-001 cells.
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Knockdown of circ_0114876 inhibited IL-1p-
induced chondrocyte injury via regulating miR-
671

To further study the functions of miR-671 and
circ_0114876 in IL-1B-induced chondrocyte injury,
we transfected anti-NC and anti-miR-671 to IL-1f
induced CHON-001 cells and obtained stablyanti-
miR-673 cell lines with low expression of miR-671
(Fig. 3a). The results of CCK-8 assay showed that IL-

1B inhibited the proliferation of CHON-001 cells, and
inhibition of circ_0114876 increased the cell viability
of IL-1f induced CHON-001 cells while reducing the
expression of miR-671 could reverse the low expres-
sion of circ_0114876 on IL-1f induced CHON-001
cells (Fig. 3b). IL-1B could induce apoptosis of
CHON-001 cells by using flow cytometry. Moreover,
inhibiting circ_0114876 expression reduced the apop-
tosis of IL-1B induced CHON-001 cells, which was
reversed by inhibition of miR-671 (Fig. 3c, d). ELISA
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Fig. 3 Knockdown of circ_0114876 inhibited IL-1p-induced
chondrocyte injury via regulating miR-671. a The expression of
miR-672 was detected in chondrocytes transfected with anti-NC
and anti-miR-671. Cell viability (b), cell apoptosis (c, d), the
level of IL-6 and IL-8 (E and F), and the protein expression of
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MMP13, collagen 1I, and aggrecan (g, h) were detected in
Control, IL-1B, IL-18 + si-NC, IL-1f + si-circ, IL-1B + si-
circ + anti-NC and IL-1B + si-circ + anti-miR-671 groups in
chondrocyte. *P < 0.05
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assay detected the levels of inflammatory factors IL-8
and IL-6, and the results showed that IL-1f increased
levels of IL-8 and IL-6. Decreasing the expression of
miR-671 could reverse the suppression effect of si-circ
transfection on IL-8 and IL-6 levels in IL-1f induced
CHON-001 cells (Fig. 3e, f). Si-circ transfection
induced the protein expression of collagen II and
aggrecan in IL-1B induced CHON-001 cells and
decreased the protein expression of MMP13, which
were impaired through suppression of miR-671 in
western blot (Fig. 3g, h). Therefore, circ_0114876
regulated cell progression and inflammation via reg-
ulating miR-671 in IL-1f induced CHON-001 cells.

TRAF2 was a target mRNA of miR-671

Subsequently, we found that the mRNA and protein of
TRAF2 were notably enhanced in OA tissues (Fig. 4a,
b). Furthermore, TRAF2 expression was significantly
negatively correlated with miR-671 expression in OA
tissues (Fig. 4c). In addition, IL-1fB significantly
induced the mRNA and protein expression of TRAF2
in CHON-001 cells (Fig. 4d, e). We used starBase to
predict the target mRNA of TRAF and found that
TRAF2 has a targeted binding site to miR-671
(Fig. 4f). And dual-luciferase reporter assay deter-
mined that luciferase activity was significantly
decreased in CHON-001 cells cotransfected miR-671
with WT-TRAF2 3°UTR, but luciferase activity was
no changes in CHON-001 cells cotransfected miR-671
with MUT-TRAF2 3’UTR (Fig. 4g). Furthermore, the
mRNA and protein expression of TRAF2 was inhib-
ited by miR-671 transfection but also induced by anti-
miR-671 transfection (Fig. 4h, i). Therefore, these
results indicated that TRAF2 was a target gene of miR-
671 in CHON-001 cells.

The effect of miR-671 and TRAF2 on IL-1§-
induced chondrocyte injury

To verify the mechanism of TRAT2 and miR-671 in
OA, we obtained a cell line that overexpressed
TRAF2. As shown in Fig. 5a, b, compared with vector
group, TART2 mRNA and protein expression in oe-
TRAF?2 group were significantly increased. More than
that, we found that high expression of miR-671
increased cell proliferation, reduced apoptosis and

decreased the levels of IL-8 and IL-6 in IL-1 induced
CHON-001 cells (Fig. 5c, f). Meanwhile, collagen II
and aggrecan protein expression were induced, while
MMP13 protein expression was suppressed via over-
expression of miR-671 in IL-1p induced CHON-001
cells (Fig. 5g, h). Importantly, promotion of TRAF2
could attenuate the effect of overexpressing miR-671
on cell progression of IL-1f induced CHON-001 cells
(Fig. 5c, h). Therefore, miR-671 affected cell pro-
gression and inflammation by regulating TRAF2 in IL-
1B induced CHON-001 cells.

Circ_0114876 targeted miR-671 to regulate
expression of TRAF2

Finally, we found that si-circ transfection reduced the
mRNA and protein expression of TRAF2, which was
impaired by decreasing miR-671 expression (Fig. 6a,
b). Furthermore, the expression of TRAF2 was
significantly positively correlated with the expression
of circ_0114786 in OA (Fig. 6¢). Thus, circ_0114876
could modulate TRAF2 through sponging miR-671 in
OA.

Discussion

Increasing evidence suggested that circRNAs played a
significant role in disease development (Kong et al.
2016; Lei et al. 2019). Besides, circRNAs were closely
related to the physiological and biochemical develop-
ment of OA, including cell proliferation, apoptosis,
invasion, and inflammatory response (Yu and Sun
2018; Zhou et al. 2018a, b, 2019; Shen et al. 2019). For
example, the expression of circ_33186 in OA tissue
was significantly increased, and the knockdown of
circ_33186 promoted the proliferation of IL-1pB-
treated chondrocytes and inhibited their apoptosis,
aggravating OA in mice (Zhou et al. 2019). Moreover,
circRNA could affect the occurrence and development
of OA by regulating cellular processes such as
inflammatory response, basal metabolism, apoptosis
and differentiation of cartilage tissue (Liu et al. 2017).
RNA-seq sequencing results of Liet al (2019c).
showed that circ_0114876 was highly expressed in
OA tissues, but its function has not been clear in OA.
In this study, we demonstrated the function of
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Fig. 4 TRAF2 was a target mRNA of miR-671. a, b qRT-PCR
and western blot analysis showed that the expression of TRAF2
was increased in OA tissues. ¢ Pearson’s correlation analysis
determined the relationship between miR-671 and TRAF2 in
OA tissues. d, e qQRT-PCR and western blot analysis showed that
the expression of TRAF2 was induced in chondrocyte treated
with IL-1f. f StarBase predicted that miR-671 had a targeted

circ_0114876 in OA tissues and OA model. Moreover,
t the expression of circ_0114876 was significantly
increased in OA tissues and IL-1 induced CHON-001
cells. Knockdown of circ_0114876 could enhance cell
viability and reduced cell inflammation and apoptosis
in IL-1f induced CHON-001 cells. Thus,
circ_0114876 was a key factors during the OA
progression and affected the cytological physiological
responses of OA cells.

It is well known that circRNA could be used as a
competitive endogenous RNA in combination with
miRNA to regulate the expression of target mRNA
(Guan et al. 2019; Kristensen et al. 2019). In this
paper, we found and demonstrated that circ_0114876
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regulated TRAF2 expression by binding to miR-671.
A previous study showed that miR-140-3p, miR-33b-
3p and miR-671-3p, acted as biomarkers, were related
to metabolic progression of OA. But, miR-671-5p
(miR-671) has not been reported in OA progression.
Accumulating evidence determined that miR-671
expressed low in gastric cancer, breast cancer,
osteosarcoma and OA, and was involved in cell
proliferation, apoptosis, cell cycle and radiochemore-
sistance in cancers (Qiu et al. 2018; Tan et al. 2019;
Xin et al. 2019). Our investigation showed that miR-
671 was down-regulated in OA tissues and OA cell
model and may be a inhibitor in the occurrence of OA.
And we found that overexpression of miR-671
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Fig. 5 The effect of miR-671 and TRAF2 on IL-1p-induced
chondrocyte injury. a, b The mRNA and protein expression of
TRAF2 was detected in chondrocytes transfected with vector
and oe-TRAF2. Cell viability (c), cell apoptosis (d), the level of
IL-6 and IL-8 (e, f), and the protein expression of MMP13,

promoted cell progression and inhibited inflammation
in IL-1 induced CHON-001 cells. Moreover, inhibi-
tion of miR-671 could reverse the effects of low
circ_0114876 expression on cell progression and
inflammation in IL-1B induced CHON-001 cells.
These data indicated that circ_0114876 affect OA cell
progression and inflammation via sponging miR-671,
and that miR-671 play an important role in the
treatment of OA as a key biomarker.

collagen II, and aggrecan (g, h) were detected in Control, IL-18,
IL-1B 4+ miR-NC, IL-1B + miR-671, IL-1P + miR-
671 + vector and IL-1B + miR-671 + oe-TRAF2 groups in
chondrocyte. *P < 0.05

TRAF2 is a member of the TNF receptor associated
factor protein family and encodes TRAF2 gene at
chromosome 9 (Siemienski et al. 1997; Borghi et al.
2016). Various reports have shown that TRAF2 was
related to the process of tumor formation and devel-
opment, which was highly expressed in prostate
cancer and breast cancer (Wei et al. 2017; Pera-
muhendige et al. 2018). Jiang et al. and Zhang et al.
reported that TRAF2 expression was increased in OA
tissues and IL-1p induced chondrocyte, and affected
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Fig. 6 Circ_0114876 targeted miR-671 to regulate expression
of TRAF2. a, b The mRNA and protein expression of TRAF2
was detected in chondrocytes transfected with si-NC, si-circ, si-

cell apoptosis, cell proliferation and inflammation in
OA (Zhang et al. 2016; Jiang et al. 2018). Interest-
ingly, TRAF2 was highly expressed in OA and IL-1B
induced CHON-001 cells consistent with previous
study (Zhang et al. 2016; Jiang et al. 2018). More than
that, Our research determined that TRAF2 was a target
mRNA of miR-671 and overexpression of TRAF2
could weaken the promotion effects of high miR-671
expression on cell progression in IL-1B induced
CHON-001 cells. Therefore, circ_0114876 affect
TRAF2 to regulate cell progression and inflammation
via sponging miR-671, which implying that this
mechanism was an indispensable pathway in OA
process. However, TARF2 could interact with other
factors, including miRNA, and circRNA in OA.
Additionally, whether circ_0114876 is related to drug
sensitivity of OA is unknown. In this study, we
confirmed the role of circ_0114876 in the OA cell
process and inflammation, and circ_0114876, as an
important biomarker, was related to treatment of OA
still need further explored. These explorations were of
great significance and can provide basic biological
mechanism for the accurate treatment of OA. In
summary, this article mainly demonstrated
circ_0114876 targeted miR-671 to regulate cell pro-
gression and inflammation via modulating TRAF2
expression in IL-1B induced CHON-001 cells, and
circ_0114876 promoted IL-1B-induced chondrocyte
injury via miR-671/TRAF2 axis, improving the
understanding of regulatory mechanism of OA and
providing a new therapeutics for treatment of OA.
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