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Tripartite motif-containing (TRIM) 52 (TRIM52) is a vital regulator of inflammation. However,
the function and mechanisms of TRIM52 in lipopolysaccharide (LPS)-induced inflammatory
injury of human periodontal ligament cells (HPDLCs) in periodontitis remain undefined. In the
present research, gene expression was determined using a quantitative polymerase chain
reaction and Western blot. The effect of TRIM52 on LPS-induced inflammatory injury was
evaluated using 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT) assay,
flow cytometry, and enyzme-linked immunosorbent assay (ELISA). We found that TRIM52
expression was up-regulated in LPS-treated HPDLCs. Knockdown of TRIM52 alleviated
LPS-induced proliferative inhibition and apoptosis promotion in HPDLCs, as evidenced by
a decrease in cleaved caspase-3 expression and caspase-3 activity. Silencing TRIM52 sup-
pressed LPS-induced inflammatory response of HPDLCs, as indicated by the decrease in
interleukin (IL)-6, IL-8, tumor necrosis factor-α (TNF-α) levels, and increase in IL-10 levels.
TRIM52 knockdown inhibited LPS-induced activation of TLR4/nuclear factor-κ B (NF-κB)
signaling pathway. Taken together, knockdown of TRIM52 mitigated LPS-induced inflamma-
tory injury via the TLR4/NF-κB signaling pathway, providing an effective therapeutic target
for periodontitis.

Introduction
Periodontitis is a chronic infective disease of periodontal tissues, with the characteristics of periodontal
destruction, periodontal pockets formation, progressive attachment loss and frontal resorption [1]. Pe-
riodontitis is mainly triggered by bacteria in dental plaque, which is the major reason for tooth loss [2].
Nowadays, periodontitis has become the second most common oral disease, and approximately 50% of the
population suffers from this disease throughout the world [3,4]. However, the pathogenesis of periodon-
titis has not yet been elucidated. As such, clarification of the mechanism of periodontitis is of importance
to develop a novel and effective therapy for periodontitis.

Periodontitis is a chronic inflammatory disease, which is affected by multiple factors [5]. Recently, den-
tal plaque was recognized as the major factor leading to periodontitis. Lipopolysaccharide (LPS), also
called endotoxin, is one of the important components of Gram-negative bacteria cell wall. LPS is also a
potent activator of inflammatory responses, leading to the overproduction of inflammatory factors, such
as interleukin (IL)-6, IL-8 and tumor necrosis factor-α (TNF-α) [6]. Reportedly, the overexpression of
inflammatory factor is a key determinant of alveolar bone resorption and periodontal attachment loss.
Therefore, LPS was widely used to induce the cell model of periodontitis and inhibition of LPS-induced
inflammatory injury is key to the treatment of periodontitis.
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The nuclear factor-κB (NF-κB) can be activated in response to various intracellular or extracellular stimuli, and its
disorder can lead to pathological conditions such as infection, inflammation and immune disorders [7]. Studies have
shown that inhibiting the activation of the NF-κB pathway helps promote periodontal tissue repair in experimen-
tal periodontitis rats [8]. Tripartite motif-containing (TRIM) is an evolutionarily ancient protein family that plays a
principal factor in a wide range of cellular processes, such as tumorigenesis and virus or bacteria immune defense
[9–12]. As a member of the RING-type ubiquitin E3 ligase, the role of TRIM family proteins in regulating the NF-κB
pathway has been extensively studied [13]. As an example, Mycobacterium tuberculosis (Mtb) infection induced
up-regulation of TRIM22, while knockdown of TRIM22 inhibited the autophagy and promoted bacterial survival of
Mtb-infected THP-1 cells by regulating the NF-κB/beclin 1 signaling [14]. Among TRIM family members, TRIM52
has been identified as a novel antiviral gene [15]. Also, TRIM52 was down-regulated in hepatocellular carcinoma
tissues and cell lines (MHCC-97H and MHCC-97L), and its silencing could repress cell proliferation, migration and
invasion, while induce cell cycle arrest in MHCC-97H cells through inhibiting the ubiquitination of protein phos-
phatase Mg/Mn-dependent 1A [16]. However, the role of TRIM52 in regulating LPS-induced NF-κB activation has
not been explored. Moreover, little is known about the role of TRIM52 in the development of periodontitis. The
present study further enriched our knowledge of the mechanism in the pathogenesis of periodontitis.

In the present study, we aimed to investigate the function and mechanism of TRIM52 in LPS-induced inflamma-
tory injury in human periodontal ligament cells (HPDLCs). Our findings suggested that LPS treatment induced the
up-regulation of TRIM52 in HPDLCs. Mechanically, silencing of TRIM52 mitigated LPS-induced proliferative inhi-
bition, apoptosis promotion and inflammatory response in HPDLCs via TLR4/NF-κB pathway. Targeting TRIM52
may become an attractive strategy for the treatment of inflammatory diseases, including periodontitis.

Materials and methods
Cell culture and treatment
HPDLCs were incubated in Dulbecco’s modified Eagle’s medium (DMEM) medium plus 10% fetal bovine serum
(FBS) and penicillin–streptomycin liquid in a carbon dioxide incubator with 5% CO2 at 37◦C. HPDLCs were detached
with trypsin when they reached confluence. HPDLCs were treated with PBS or LPS (0.5 or 1 μg/ml). After time
intervals of 12 or 24 h, HPDLCs were collected for the following experiments.

The small interfering RNA (siRNA) sequences targeting TRIM52 (si-TRIM52-1 and si-TRIM52-2) and
sequence-scrambled siRNA (si-NC) were synthesized by RiboBio (Guangzhou, China). All transfection reactions
were performed using Lipofectamine 2000 (Invitrogen, Carlsbad, CA, U.S.A.), following the manufacturer’s specifi-
cations.

Quantitative real-time polymerase chain reaction analysis
Total RNA was isolated from HPDLCs with help of TRIzol reagent from Invitrogen followed by reverse tran-
scription into cDNA using a High Capacity cDNA Reverse Transcription Kit from Applied Biosystems (Carls-
bad, CA, U.S.A.). qPCR analysis was performed on an ABIPrism 7900HT Real-Time System (Applied Biosys-
tems, Carlsbad, CA, U.S.A.) using the SYBR Green qPCR Master Mix from Applied Biosystems. The expres-
sion of TRIM52, TLR4, NF-κB p65, IL-6, IL-8, TNF-α and IL-10 were analyzed using the 2−��C

t method
with the β-actin as an internal reference. Primer sequences for these genes were listed as follows: TRIM52
forward: 5′-GCCATCTGCTTGGATTACTTC-3′, and reverse: 5′-TTCATCTTCCTCCTCGTTCTG-3′; TLR4 for-
ward: 5′-CACAGACTTGCGGGTTCTACATC-3′, and reverse: 5′-AGTTCATAGGGTTCAGGGACAGG-3′; NF-κB
p65 forward: 5′-AGGCAAGGAATAATGCTGTCCTG-3′, and reverse: 5′-ATCATTCTCTAGTGTCTGGTTGG-3′;
IL-6 forward: 5′-AGGGCTCTTCGGGAAATGT-3′, and reverse: 5′-GAAGAAGGAATGCCCATTAACAAC-3′; IL-8
forward: 5′-ATGACTTCCAAGCTGGCCGTGGCT-3′, and reverse: 5′-TCTCAGCCCTCTTCAAAAACTTCTC-3′;
TNF-α forward: 5′-CTCATCTACTCCCAGGTCCTCTTC-3′, and reverse: 5′-CGATGCGGCTGATGGTGTG-3′;
IL-10 forward: 5′-GACTTTAAGGGTTACCTGGGTTG-3′, and reverse: 5′-TCACATGCGCCTTGATGTCTG-3′;
β-actin forward: 5′-AGCGAGCATCCCCCAAAGTT-3′, and reverse: 5′-GGGCACGAAGGCTCATCATT-3′.

Enyzme-linked immunosorbent assay
HPDLCs transfected with si-TRIM52 or si-Ctrl were exposed to 1 μg/ml LPS for 24 h. Afterward, the supernatants
from HPDLCs were collected to evaluate the secretion of IL-6, IL-8, TNF-α and IL-10 using Human IL-6 ELISA kit,
Human IL-8 ELISA kit, Human TNF-α ELISA kit, and Human IL-10 ELISA kit following the manufacturer’s instruc-
tions. The activity of caspase-3 was also determined by enyzme-linked immunosorbent assay (ELISA) kit (Abcam,
Cambridge, U.K.) as recommended by the manufacturer.
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3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide assay
HPDLCs were collected and cultured in a 96-well plate in the presence of 5% CO2 at 37◦C. After 24 h of cultivation,
HPDLCs were transfected with si-TRIM52 or si-NC followed by treatment with 1 μg/ml LPS for 0, 6, 12 and 24 h.
Subsequently, HPDLCs were incubated with 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT)
solution (Sorlarbio, Beijing, China) for 2 h and then the absorbance was measured using a microplate reader at a
wavelength of 490 nm.

Flow cytometry
The apoptosis of HPDLCs was evaluated by flow cytometry using an Annexin V-FITC Apoptosis Detection Kit from
Beyotime (Shanghai, China). After treatment, HPDLCs were collected, trypsinized and resuspended in Annexin V
binding buffer. Therefore, HPDLCs were dual-stained with Annexin V-FITC and propidium iodide for 15 min in the
dark at 4◦C, and then analyzed by flow cytometry.

Western blot
After treatment, HPDLCs were collected and lysed in RIPA buffer for protein extraction, as per the product’s instruc-
tions. Following sodium dodecyl sulfate/polyacrylamide gel electrophoretic separation, the extracted proteins were
transferred on to polyvinylidene difluoride membranes. The membranes were blocked with 5% skim milk and then
cultured with the primary antibodies against caspase-3 (Abcam), cleaved caspase-3 (Abcam), TLR4 (Abcam), p-TAK1
(Abcam), p-IKK-α/β (Abcam), p-IκBα (Abcam), NF-κB p65 (Abcam) and β-actin (Abcam) at 4◦C overnight. After-
ward, the membranes were immunoblotted with a secondary antibody conjugated to horseradish peroxidase (Abcam)
for 1.5 h at room temperature. The immunoblots were detected by enhanced chemiluminescence from Pierce (Rock-
ford, IL, U.S.A.) and quantified using ImageJ software (National Institutes of Health, Bethesda, MD, U.S.A.).

Statistical analysis
Values were given as mean +− standard deviation. Statistical analysis was done using Student’s t test and one
way-ANOVA from SPSS 22.0 software. Groups were deemed different when P<0.05 was obtained.

Results
Different concentrations of LPS induce the expression of TRIM52 in
HPDLCs
To determine the role of TRIM52 in the LPS-induced inflammatory injury of HPDLCs in periodontitis, HPDLCs were
treated with different doses of LPS, and then assayed for TRIM52 expression using quantitative real-time polymerase
chain reaction (qRT-PCR) and Western blot. The results of qRT-PCR assay showed that the expression of TRIM52
was strikingly increased in HPDLCs treated with different doses of LPS (Figure 1A). In line with this, Western blot
showed that different concentrations of LPS induced the up-regulation of TRIM52 in HPDLCs (Figure 1B).

The silencing effect of siRNA on TRIM52
Since TRIM52 was up-regulated following LPS treatment, we induced the down-regulation of TRIM52 by si-TRIM52
to investigate the role of TRIM52 in the LPS-induced inflammatory injury of HPDLCs. As determined by qRT-PCR,
we found that compared with the si-Ctrl group, the expression of TRIM52 was remarkably reduced following
si-TRIM52 1 and si-TRIM52 2 transfection in HPDLCs (Figure 2A). Similarly, transfection of si-TRIM52 1 and
si-TRIM52 2 reduced the protein levels of TRIM52 in HPDLCs relative to the si-Ctrl group (Figure 2B). We chose
si-TRIM52 1 with higher knockdown efficiency for subsequent experiments.

Effect of TRIM52 knockdown on gene expression and secretion of IL-6,
IL-8, TNF-α and IL-10 in LPS-induced HPDLCs
To evaluate the effect of TRIM52 on the LPS-induced inflammatory response of HPDLCs, HPDLCs transfected with
si-TRIM52 or si-Ctrl were exposed to 1 μg/ml LPS for 24 h, and the mRNA expression levels of inflammatory factors
(IL-6, IL-8 and TNF-α), and anti-inflammatory factors IL-10 were examined using qRT-PCR. The results revealed
that LPS administration increased the mRNA expression levels of IL-6, IL-8 and TNF-α in HPDLCs, which was
attenuated following si-TRIM52 transfection (Figure 3A,C,E). In parallel, LPS stimulation induced the secretion of
IL-6, IL-8 and TNF-α in HPDLCs, and these effects were blocked by silencing of TRIM52 (Figure 3B,D,F). TRIM52
knockdown promoted LPS-induced up-regulation of IL-10 mRNA and secretion of IL-10 in HPDLCs (Figure 3G,H).
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Figure 1. Different concentrations of LPS induce the expression of TRIM52 in HPDLCs

HPDLCs were treated with different doses (0.5 and 1 μg/ml) of LPS. At 12 or 24 h after treatment, HPDLCs were tested for TRIM52

expression using qRT-PCR (A) and Western blot (B). *P<0.05, **P<0.01 and ***P<0.001.

Figure 2. The silencing effect of siRNA on TRIM52

HPDLCs were transfected with si-TRIM52 1, si-TRIM52 2 or si-Ctrl, followed by culture for 24 h. (A) qRT-PCR and (B) Western blot

were performed to detect the expression of TRIM52. *P<0.05, **P<0.01 and ***P<0.001.

Effect of TRIM52 knockdown on LPS-induced proliferative inhibition and
apoptosis in HPDLCs
The impact of TRIM52 knockdown on the proliferation of HDLCs in the presence of LPS was determined using
MTT assay. As shown in Figure 4A, compared with the PBS group, the proliferation of HPDLCs was markedly sup-
pressed following LPS treatment. Moreover, knockdown of TRIM52 abrogated LPS-induced proliferative inhibition
in HPDLCs. Meanwhile, we found that LPS administration induced the apoptosis of HPDLCs, which was blocked
by silencing of TRIM52 (Figure 4B). To further determine the mechanism by which TRIM52 silencing attenuates
LPS-induced apoptosis in HPDLCs, the expression of caspase-3 and cleaved caspase-3 was detected by Western blot.

4 © 2020 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons Attribution
License 4.0 (CC BY).

D
ow

nloaded from
 http://port.silverchair.com

/bioscirep/article-pdf/40/8/BSR
20201223/889983/bsr-2020-1223.pdf by guest on 10 April 2024



Bioscience Reports (2020) 40 BSR20201223
https://doi.org/10.1042/BSR20201223

Figure 3. Effect of TRIM52 on gene expression and secretion of IL-6, IL-8, TNF-α and IL-10 in LPS-induced HPDLCs

HPDLCs were transfected with si-TRIM52 or si-Ctrl, and then exposed to 1 μg/ml LPS for 24 h. The mRNA expression levels of

IL-6 (A), IL-8 (C), TNF-α (E), and IL-10 (G) were determined using qRT-PCR. The secretion of IL-6 (B), IL-8 (D), TNF-α (F), and IL-10

(H) was detected using ELISA. *P<0.05, **P<0.01 and ***P<0.001.
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Figure 4. Effects of TRIM52 knockdown on LPS-induced proliferative inhibition and apoptosis in HPDLCs

HPDLCs were transfected with si-TRIM52 or si-Ctrl, and then exposed to 1 μg/ml LPS for indicated times. (A) HPDLCs were tested

for cell proliferation at 0, 6, 12 and 24 h after treatment using MTT assay. (B) The apoptosis of HPDLCs was assessed using

flow cytometry. (C) The protein levels of caspase-3 and cleaved caspase-3 were evaluated using Western blot. (D) The activity of

caspase-3 was evaluated using ELISA. *P<0.05, **P<0.01 and ***P<0.001.

HPDLCs stimulated with LPS exerted an increased level of cleaved caspase-3 protein. However, the up-regulation
of cleaved caspase-3 triggered by LPS was abrogated after si-TRIM52 transfection. Notably, no change in caspase-3
protein level was discovered after LPS or LPS + si-TRIM52 treatment (Figure 4C). Besides, an obvious elevation of
caspase-3 activity was noted in HPDLCs exposed to LPS, and this action was abolished by TRIM52 silencing (Figure
4D).

Knockdown of TRIM52 represses TLR4/NF-κB pathway in LPS-treated
HPDLCs
In order to further determine the signaling pathway involved in TRIM52-mediated progression of periodontitis, we
transfected HPDLCs with si-TRIM52 or si-NC, and then exposed them to LPS or PBS. HPDLCs were collected and
tested for TLR4 and NF-κB p65 expression using qRT-PCR assay. The results showed that the mRNA expression levels
of TLR4 and NF-κB p65 were markedly increased in HPDLCs stimulated with LPS, and this increase was blocked
when HPLDCs were treated with LPS and si-TRIM52 (Figure 5A,B). Consistently, the protein expression levels of
TLR4, p-TAK1, p-IKK-α/β, p-IκBα and NF-κB p65 were strikingly increased in HPDLCs exposed to LPS, which
was markedly attenuated after si-TRIM52 transfection (Figure 5C).
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Figure 5. Knockdown of TRIM52 represses TLR4/NF-κB pathway in LPS-treated HPDLCs

HPDLCs were transfected with si-TRIM52 or si-NC, and then exposed them to LPS or PBS. (A,B) qRT-PCR analysis showing that

knockdown of TRIM52 attenuated LPS-induced elevation of TLR4 and NF-κB p65 expression in HPDLCs. (C) Western blot analysis

showing that knockdown of TRIM52 attenuated LPS-induced elevation of TLR4, p-TAK1, p-IKK-α/β, p-IκBα and NF-κB p65 protein

levels in HPDLCs. *P<0.05, **P<0.01 and ***P<0.001.
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Discussion
The pathogenetic mechanism of periodontitis is complicated and is far from clear. Periodontopantic bacteria-, es-
pecially LPS-, induced inflammatory injury has been documented to play a vital role in the development of peri-
odontitis [17]. LPS can induce HPDLCs to secrete inflammatory factors, resulting in inflammation and tissue in-
jury [18]. However, the genes involved in LPS-induced inflammatory injury have not been clarified comprehen-
sively. Notably, TRIM52 has been demonstrated to be implicated in the host immune-inflammatory response. For in-
stance, overexpression of TRIM52 promoted hepatitis B virus-induced fibrogenesis of LX-2 cells through phosphatase
magnesium-dependent 1A-mediated Smad2/3 pathway [19]. Additionally, up-regulation of TRIM52 restrained the
replication of Japanese encephalitis virus in BHK-21 and 293T cells by inducing the degradation of viral nonstruc-
tural protein 2A [20]. Although the antiviral activity of TRIM52 has been investigated in several studies, there is
very little information on the impact of TRIM52 on LPS-induced inflammatory injury in HPDLCs. In our study, the
up-regulation of TRIM52 was discovered in HPDLCs stimulated with LPS. Moreover, knockdown of TRIM52 allevi-
ated LPS-induced proliferative inhibition and apoptosis promotion in HPDLCs, as evidenced by a decrease in cleaved
caspase-3 expression and caspase-3 activity. Besides, silencing of TRIM52 suppressed LPS-induced inflammatory re-
sponse of HPDLCs, as indicated by the reduction in IL-6, IL-8 and TNF-α. These findings suggested that TRIM52
acts a pro-inflammatory factor through enhancement of LPS-induced proliferative inhibition, apoptosis promotion
and inflammatory response in HPDLCs.

TLRs are a class of transmembrane receptors, which have been recognized as a pioneer factor for the host immune
response [21]. TLRs can identify and bind the pathogen-associated molecular patterns and then trigger the innate
immune system to clear the invading pathogens [22]. As a member of TLR family, TLR4 has been identified as a LPS
receptor and acts as a major player in LPS-induced inflammatory response. TLR4 is activated by LPS and then acti-
vates a cascade of signal pathways, leading to the production and release of inflammatory cytokines, such as IL-6, IL-8
and TNF-α [23]. For example, LPS-induced up-regulation of TLR4 promoted the expression of pro-inflammatory
cytokines, and then suppressed the osteogenic differentiation and caused the adipogenesis of human periodontal lig-
ament stem cells [24]. Furthermore, LPS stimulation time-dependently causes the generation of IL-6, IL-8 and TNF-α
in stem cells from the apical papilla, which is blocked by TLR4 inhibitor, suggesting that TLR4 plays a vital role in
LPS-induced inflammation [25]. Nevertheless, whether TRIM52 regulates LPS-induced inflammatory injury through
targeting TLR4 has never been studied. Herein, we found that LPS treatment caused the up-regulation of TLR4 in
HPDLCs. Moreover, TRIM52 knockdown could mitigate LPS-induced elevation of TLR4 expression, revealing that
TLR4 is involved in the impact of TRIM52 on LPS-induced inflammatory injury during periodontitis.

TLR4, a transmembrane receptor, is responsible for the activation of a wide range of signal pathways involved in the
bactericidal response [26]. Accumulating evidence has shown that the NF-κB signaling pathway serves as a crucial
role in the progression of periodontitis [27]. Growing evidence indicated that TLR4-mediated NF-κB signaling plays
an important role in the progression of periodontitis [28,29]. Previously, tormentic acid repressed LPS-induced gener-
ation of IL-6 and IL-8 through inhibiting TLR4-mediated NF-κB and P38 mitogen-activated protein kinase signaling
[30]. Additionally, LPS treatment triggered the activation of TLR4-mediated NF-κB signaling, and then inhibited os-
teogenic differentiation of human periodontal ligament stem cells. Notably, blocking TLR4 or NF-κB signaling could
partly overturn the impact of LPS on the osteogenesis potential of human periodontal ligament stem cells [31]. Sim-
ilarly, LPS challenge increased the expression levels of TNF-α, TLR4, myeloid differentiation primary response 88,
and NF-κB, and reduced the expression of IL-4 in HPDLCs, indicating that TLR4-mediated NF-κB signaling was
implicated in LPS-induced inflammatory injury of HPLDCs [32]. Therefore, inhibition of TLR4-mediated NF-κB
signaling is considered as an effective therapeutic approach for treating periodontitis. Remarkably, TRIM52 partic-
ipates in regulating cellular function via the NF-κB pathway. Previously, down-regulation of TRIM52 repressed the
proliferation and metastasis, and induced the apoptosis of SKOV3 and CAOV3 cells through regulating the NF-κB
signaling [33]. However, if NF-κB signaling is involved in the regulation of TRIM52 in LPS-induced inflammatory
injury is uncertain. In the present study, we found that the expression levels of p-TAK1, p-IKK-α/β, p-IκBα and
NF-κB p65 were strikingly increased in HPDLCs exposed to LPS, while TRIM52 silencing restrained LPS-induced
activation of NF-κB signaling, which is consistent with a prior study showing that TRIM52 functioned as a positive
regulator of NF-κB signaling pathway [34].

Taken together, we found that TRIM52 was up-regulated in HPDLCs stimulated with LPS. Mechanically, knock-
down of TRIM52 could mitigate LPS-induced inflammatory injury in periodontitis through TLR4/NF-κB signaling.
These findings contributed to a better understanding of the inflammatory mechanism of periodontitis and indicated
that TRIM52 may be a promising therapeutic target for periodontitis.

8 © 2020 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons
Attribution License 4.0 (CC BY).

D
ow

nloaded from
 http://port.silverchair.com

/bioscirep/article-pdf/40/8/BSR
20201223/889983/bsr-2020-1223.pdf by guest on 10 April 2024



Bioscience Reports (2020) 40 BSR20201223
https://doi.org/10.1042/BSR20201223

Competing Interests
The authors declare that there are no competing interests associated with the manuscript.

Funding
The authors declare that there are no sources of funding to be acknowledged.

Author Contribution
Peng Liu designed the study. Peng Liu and Lijun Cui performed the experiments. Peng Liu and Lifang Shen analyzed the data and
wrote the manuscript. All the authors approved the submitted manuscript.

Abbreviations
ELISA, enyzme-linked immunosorbent assay; HPDLC, human periodontal ligament cell; IL, interleukin; LPS, lipopolysaccharide;
Mtb, Mycobacterium tuberculosis; MTT, 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide; NF-κB, nuclear factor-κ
B; p-IKK-α/β, phosphorylated IκB kinase α/β; p-IκBα, phosphorylated IκBα; p-TAK1, phosphorylated transforming growth
factor-β-activated kinase; qPCR, quantitative real-time polymerase chain reaction; qRT-PCR, quantitative real-time polymerase
chain reaction; siRNA, small interfering RNA; TNF-α, tumor necrosis factor-α; TRIM, tripartite motif-containing.

References
1 Hajishengallis, G. (2015) Periodontitis: from microbial immune subversion to systemic inflammation. Nat. Rev. Immunol. 15, 30–44,

https://doi.org/10.1038/nri3785
2 Kinane, D.F., Stathopoulou, P.G. and Papapanou, P.N. (2017) Periodontal diseases. Nat. Rev. Dis. Primers 3, 17038,

https://doi.org/10.1038/nrdp.2017.38
3 Eke, P.I., Dye, B.A., Wei, L., Slade, G.D., Thornton-Evans, G.O., Borgnakke, W.S. et al. (2015) Update on prevalence of periodontitis in adults in the

United States: NHANES 2009 to 2012. J. Periodontol. 86, 611–622, https://doi.org/10.1902/jop.2015.140520
4 Zhang, Q., Li, Z., Wang, C., Shen, T., Yang, Y., Chotivichien, S. et al. (2014) Prevalence and predictors for periodontitis among adults in China, 2010.

Glob. Health Action 7, 24503, https://doi.org/10.3402/gha.v7.24503
5 Schaefer, A.S. (2018) Genetics of periodontitis: discovery, biology, and clinical impact. Periodontol. 2000 78, 162–173,

https://doi.org/10.1111/prd.12232
6 Kostic, M., Kitic, D., Petrovic, M.B., Jevtovic-Stoimenov, T., Jovic, M., Petrovic, A. et al. (2017) Anti-inflammatory effect of the Salvia sclarea L. ethanolic

extract on lipopolysaccharide-induced periodontitis in rats. J. Ethnopharmacol. 199, 52–59, https://doi.org/10.1016/j.jep.2017.01.020
7 Ahmed, A.S., Berg, S., Alkass, K., Druid, H., Hart, D.A., Svensson, C.I. et al. (2019) NF-κB-associated pain-related neuropeptide expression in patients

with degenerative disc disease. Int. J. Mol. Sci. 20, 658, https://doi.org/10.3390/ijms20030658
8 Li, Q., Liu, F., Dang, R., Feng, C., Xiao, R., Hua, Y. et al. (2020) Epigenetic modifier trichostatin A enhanced osteogenic differentiation of mesenchymal

stem cells by inhibiting NF-κB (p65) DNA binding and promoted periodontal repair in rats. J. Cell. Physiol. 12, https://doi.org/10.1002/jcp.29780
9 Lu, M., Zhu, X., Yang, Z., Zhang, W., Sun, Z., Ji, Q. et al. (2019) E3 ubiquitin ligase tripartite motif 7 positively regulates the TLR4-mediated immune

response via its E3 ligase domain in macrophages. Mol. Immunol. 109, 126–133, https://doi.org/10.1016/j.molimm.2019.01.015
10 van Gent, M., Sparrer, K.M.J. and Gack, M.U. (2018) TRIM proteins and their roles in antiviral host defenses. Annu. Rev. Virol. 5, 385–405,

https://doi.org/10.1146/annurev-virology-092917-043323
11 Watanabe, M. and Hatakeyama, S. (2017) TRIM proteins and diseases. J. Biochem. 161, 135–144
12 Hatakeyama, S. (2017) TRIM family proteins: roles in autophagy, immunity, and carcinogenesis. Trends Biochem. Sci. 42, 297–311,

https://doi.org/10.1016/j.tibs.2017.01.002
13 Tomar, D. and Singh, R. (2014) TRIM13 regulates ubiquitination and turnover of NEMO to suppress TNF induced NF-κB activation. Cell. Signal. 26,

2606–2613, https://doi.org/10.1016/j.cellsig.2014.08.008
14 Lou, J., Wang, Y., Zheng, X. and Qiu, W. (2018) TRIM22 regulates macrophage autophagy and enhances Mycobacterium tuberculosis clearance by

targeting the nuclear factor-multiplicity kappaB/beclin 1 pathway. J. Cell. Biochem. 119, 8971–8980, https://doi.org/10.1002/jcb.27153
15 Malfavon-Borja, R., Sawyer, S.L., Wu, L.I., Emerman, M. and Malik, H.S. (2013) An evolutionary screen highlights canonical and noncanonical candidate

antiviral genes within the primate TRIM gene family. Genome Biol. Evol. 5, 2141–2154, https://doi.org/10.1093/gbe/evt163
16 Zhang, Y., Tao, R., Wu, S.S., Xu, C.C., Wang, J.L., Chen, J. et al. (2018) TRIM52 up-regulation in hepatocellular carcinoma cells promotes proliferation,

migration and invasion through the ubiquitination of PPM1A. J. Exp. Clin. Cancer Res. 37, 116, https://doi.org/10.1186/s13046-018-0780-9
17 Fitzsimmons, T.R., Ge, S. and Bartold, P.M. (2018) Compromised inflammatory cytokine response to P. gingivalis LPS by fibroblasts from inflamed

human gingiva. Clin. Oral Investig. 22, 919–927, https://doi.org/10.1007/s00784-017-2171-6
18 Aidoukovitch, A., Anders, E., Dahl, S., Nebel, D., Svensson, D. and Nilsson, B.-O. (2019) The host defense peptide LL-37 is internalized by human

periodontal ligament cells and prevents LPS-induced MCP-1 production. J. Periodontal Res. 54, 662–670, https://doi.org/10.1111/jre.12667
19 Zhou, J., Lan, Q., Li, W., Yang, L., You, J., Zhang, Y.M. et al. (2019) Tripartite motif protein 52 (TRIM52) promoted fibrosis in LX-2 cells through

PPM1A-mediated Smad2/3 pathway. Cell Biol. Int. , https://doi.org/10.1002/cbin.11206
20 Fan, W., Wu, M., Qian, S., Zhou, Y., Chen, H., Li, X. et al. (2016) TRIM52 inhibits Japanese Encephalitis Virus replication by degrading the viral NS2A.

Sci. Rep. 6, 33698, https://doi.org/10.1038/srep33698

© 2020 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons
Attribution License 4.0 (CC BY).

9

D
ow

nloaded from
 http://port.silverchair.com

/bioscirep/article-pdf/40/8/BSR
20201223/889983/bsr-2020-1223.pdf by guest on 10 April 2024

https://doi.org/10.1038/nri3785
https://doi.org/10.1038/nrdp.2017.38
https://doi.org/10.1902/jop.2015.140520
https://doi.org/10.3402/gha.v7.24503
https://doi.org/10.1111/prd.12232
https://doi.org/10.1016/j.jep.2017.01.020
https://doi.org/10.3390/ijms20030658
https://doi.org/10.1002/jcp.29780
https://doi.org/10.1016/j.molimm.2019.01.015
https://doi.org/10.1146/annurev-virology-092917-043323
https://doi.org/10.1016/j.tibs.2017.01.002
https://doi.org/10.1016/j.cellsig.2014.08.008
https://doi.org/10.1002/jcb.27153
https://doi.org/10.1093/gbe/evt163
https://doi.org/10.1186/s13046-018-0780-9
https://doi.org/10.1007/s00784-017-2171-6
https://doi.org/10.1111/jre.12667
https://doi.org/10.1002/cbin.11206
https://doi.org/10.1038/srep33698


Bioscience Reports (2020) 40 BSR20201223
https://doi.org/10.1042/BSR20201223

21 Dolasia, K., Bisht, M.K., Pradhan, G., Udgata, A. and Mukhopadhyay, S. (2018) TLRs/NLRs: shaping the landscape of host immunity. Int. Rev. Immunol.
37, 3–19, https://doi.org/10.1080/08830185.2017.1397656

22 Mukherjee, S., Huda, S. and Sinha Babu, S.P. (2019) Toll-like receptor polymorphism in host immune response to infectious diseases: a review. Scand.
J. Immunol. 90, e12771, https://doi.org/10.1111/sji.12771

23 Plociennikowska, A., Hromada-Judycka, A., Dembinska, J., Roszczenko, P., Ciesielska, A. and Kwiatkowska, K. (2016) Contribution of CD14 and TLR4
to changes of the PI(4,5)P2 level in LPS-stimulated cells. J. Leukoc. Biol. 100, 1363–1373, https://doi.org/10.1189/jlb.2VMA1215-577R

24 Yu, B., Li, Q. and Zhou, M. (2019) LPS induced upregulation of the TLR4 signaling pathway inhibits osteogenic differentiation of human periodontal
ligament stem cells under inflammatory conditions. Int. J. Mol. Med. 43, 2341–2351

25 Zhang, J., Zhang, Y., Lv, H., Yu, Q., Zhou, Z., Zhu, Q. et al. (2013) Human stem cells from the apical papilla response to bacterial lipopolysaccharide
exposure and anti-inflammatory effects of nuclear factor I C. J. Endod. 39, 1416–1422, https://doi.org/10.1016/j.joen.2013.07.018

26 Huang, C., Yang, X., Huang, J., Liu, X., Yang, X., Jin, H. et al. (2019) Porcine beta-defensin 2 provides protection against bacterial infection by a direct
bactericidal activity and alleviates inflammation via interference with the TLR4/NF-kappaB pathway. Front. Immunol. 10, 1673,
https://doi.org/10.3389/fimmu.2019.01673

27 Lu, W.L., Zhang, L., Song, D.Z., Yi, X.W., Xu, W.Z., Ye, L. et al. (2019) NLRP6 suppresses the inflammatory response of human periodontal ligament cells
by inhibiting NF-kappaB and ERK signal pathways. Int. Endod. J. 52, 999–1009, https://doi.org/10.1111/iej.13091

28 Huang, Y., Guo, W., Zeng, J., Chen, G., Sun, W., Zhang, X. et al. (2016) Prediabetes enhances periodontal inflammation consistent with activation of
toll-like receptor-mediated nuclear factor-kappaB pathway in rats. J. Periodontol. 87, e64–e74, https://doi.org/10.1902/jop.2015.150522

29 Sun, J.Y., Li, D.L., Dong, Y., Zhu, C.H., Liu, J., Li, J.D. et al. (2016) Baicalin inhibits toll-like receptor 2/4 expression and downstream signaling in rat
experimental periodontitis. Int. Immunopharmacol. 36, 86–93, https://doi.org/10.1016/j.intimp.2016.04.012

30 Jian, C.X., Li, M.Z., Zheng, W.Y., He, Y., Ren, Y., Wu, Z.M. et al. (2015) Tormentic acid inhibits LPS-induced inflammatory response in human gingival
fibroblasts via inhibition of TLR4-mediated NF-kappaB and MAPK signalling pathway. Arch. Oral Biol. 60, 1327–1332,
https://doi.org/10.1016/j.archoralbio.2015.05.005

31 Li, C., Li, B., Dong, Z., Gao, L., He, X., Liao, L. et al. (2014) Lipopolysaccharide differentially affects the osteogenic differentiation of periodontal
ligament stem cells and bone marrow mesenchymal stem cells through Toll-like receptor 4 mediated nuclear factor kappaB pathway. Stem Cell Res.
Ther. 5, 67, https://doi.org/10.1186/scrt456

32 Ali, M., Yang, F., Jansen, J.A. and Walboomers, X.F. (2020) Lipoxin suppresses inflammation via the TLR4/MyD88/NF-kappaB pathway in periodontal
ligament cells. Oral Dis. 26, 429–438, https://doi.org/10.1111/odi.13250

33 Yang, W., Liu, L., Li, C., Luo, N., Chen, R., Li, L. et al. (2018) TRIM52 plays an oncogenic role in ovarian cancer associated with NF-kB pathway. Cell
Death Dis. 9, 908, https://doi.org/10.1038/s41419-018-0881-6

34 Fan, W., Liu, T., Li, X., Zhou, Y., Wu, M., Cui, X. et al. (2017) TRIM52: a nuclear TRIM protein that positively regulates the nuclear factor-kappa B
signaling pathway. Mol. Immunol. 82, 114–122, https://doi.org/10.1016/j.molimm.2017.01.003

10 © 2020 The Author(s). This is an open access article published by Portland Press Limited on behalf of the Biochemical Society and distributed under the Creative Commons Attribution
License 4.0 (CC BY).

D
ow

nloaded from
 http://port.silverchair.com

/bioscirep/article-pdf/40/8/BSR
20201223/889983/bsr-2020-1223.pdf by guest on 10 April 2024

https://doi.org/10.1080/08830185.2017.1397656
https://doi.org/10.1111/sji.12771
https://doi.org/10.1189/jlb.2VMA1215-577R
https://doi.org/10.1016/j.joen.2013.07.018
https://doi.org/10.3389/fimmu.2019.01673
https://doi.org/10.1111/iej.13091
https://doi.org/10.1902/jop.2015.150522
https://doi.org/10.1016/j.intimp.2016.04.012
https://doi.org/10.1016/j.archoralbio.2015.05.005
https://doi.org/10.1186/scrt456
https://doi.org/10.1111/odi.13250
https://doi.org/10.1038/s41419-018-0881-6
https://doi.org/10.1016/j.molimm.2017.01.003

