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Abstract: Toll-like receptors (TLRs) are a group of pattern recognition receptors (PRRs) that provide
innate immune sensing of conserved pathogen-associated molecular patterns (PAMPs) to engage
early immune recognition of bacteria, viruses, and protozoa. Furthermore, TLRs provide a conduit
for initiation of non-infectious inflammation following the sensing of danger-associated molecular
patterns (DAMPs) generated as a consequence of cellular injury. Due to their essential role as DAMP
and PAMP sensors, TLR signaling also contributes importantly to several systemic diseases including
cardiovascular disease, diabetes, and others. The overlapping participation of TLRs in the control of
infection, and pathogenesis of systemic diseases, has served as a starting point for research delving
into the poorly defined area of infection leading to increased risk of various systemic diseases.
Although conflicting studies exist, cardiovascular disease, diabetes, cancer, rheumatoid arthritis, and
obesity/metabolic dysfunction have been associated with differing degrees of strength to infectious
diseases. Here we will discuss elements of these connections focusing on the contributions of TLR
signaling as a consequence of bacterial exposure in the context of the oral infections leading to
periodontal disease, and associations with metabolic diseases including atherosclerosis and type
2 diabetes.
Keywords: toll-like receptors; periodontal disease; infection; immunity; systemic disease; adipocytes;
insulin resistance; lipolysis; review

1. Introduction
In the 22 years following the seminal description in the Drosophila that the toll receptor is
critical for controlling Aspergillus infection [1], and subsequent studies that humans possess an
array of toll-like receptors (TLRs) that are integral for innate immunity [2–4], there has been an
explosion of information shedding light on the molecular mechanisms that allow host innate immune
sensing of foreign material [5,6]. It is now clear that an array of receptors function to recognize
the conserved signatures present in these foreign molecules. Collectively, these receptors are
grouped as pattern recognition receptors (PRRs) and include several families such as scavenger
receptors [7,8], nucleotide binding and oligomerization domain leucine-rich repeat (LRR) containing
(NLR) family (also referred to as the nucleotide binding and oligomerization domain (NOD)-like
receptor family) [9,10], RIG-I-like receptors [11,12], AIM2-like receptors [13,14], receptor for advanced
glycation end-products (RAGE) [15], the PYHIN (pyrin and HIN200 domain-containing) family [16],
the C-type lectin receptors (CLRs) [17], the oligoadenylate synthase (OAS) proteins, and the related
protein cyclic GMP-AMP (cGAMP) synthase (cGAS) [18], and toll-like receptors (TLRs) family
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of transmembrane receptors [19]. The innate immune system has evolved these PRRs to sense
foreign molecules (both pathogenic and non-pathogenic) via recognition of what has been termed
pathogenic-associated molecular patterns (PAMPs) [6]. In addition, PRRs also respond to endogenous
materials released from dead and dying cells, which are referred to as danger-associated molecular
patterns (DAMPs) [6]. In the context of PRR sensing, recognition of ligand initiates signaling cascades
that lead to the transcription of innate immune response genes, production of products necessary to
eliminate pathogens and attract immune cells, as well as to induce adaptive immune responses [20].
Thus, because of their ability to sense both PAMPs and DAMPs, PRR engagement has the potential
to contribute mechanistically to inflammation-associated systemic diseases such as cardiovascular
disease, cancer, rheumatoid arthritis, obesity/metabolic dysfunction, and type 2 diabetes (T2D). In this
review, we will focus on the contribution of one class of PPRs, the TLRs, as a mechanistic link between
bacterial infection and increased risk of atherosclerosis, metabolic disease, and T2D. Specifically,
we will focus on the oral disease, periodontal disease, and illustrate its associations with these systemic
inflammatory conditions using information from the bacterium Porphyromonas gingivalis.
2. Toll-Like Receptors and Innate Immune Sensing
TLRs are a collection of 13 identified receptors, 10 of which are functionally expressed in
humans [5]. As a group, TLRs assemble as homo- or hetero-dimeric transmembrane receptors that
recognize conserved PAMPs (and DAMPs) either extracellularly, or when partitioned in endosomal
compartments [21]. Thus, thru these innate immune receptors, and the signatures they recognize,
a diverse array of PAMPs from bacterial, viral, and eukaryotic pathogens that are usually detected
very early during infection in a receptor-specific manner. The DAMPs that activate TLRs and other
pattern-recognition receptors can be categorized into: (1) proteins secreted through a non-classical
secretion mechanism involving secretory lysosomes, for example, high mobility group box (HMGB)1
and galectin-3; (2) molecules released by necrotic cells, for example, S100 proteins, HMGB1, IL-1α,
galectin-3, HSP60, HSP70, HSP72, histones, and nucleic acids; and (3) extracellular matrix molecules,
such as hyaluronan, heparin sulfate, fibronectin, and degraded matrix constituents. Numerous DAMPs
have been identified. Theoretically, every molecule that normally resides inside cells and is extruded
or is part of the extracellular matrix and is disrupted by tissue damage may potentially function as a
DAMP; and hydrophobic surfaces in general have been proposed to act as DAMPs [22,23].
Following the discovery of TLR contribution to innate immune sensing of pathogen, an explosion
of research ensued to identify the breadth of TLRs expressed by humans, to define the structures these
receptors recognize, and to elucidate the molecular events that occur from initial ligand recognition
to the development of the host immune response. Specific examples include TLR2 sensing of
lipoteichoic acid, and lipopeptides [24]; TLR4 (with MD-2, LBP, and CD14) serving as a conduit
of endotoxin/lipopolysaccharide (LPS) recognition [3,25], TLR5 recognition of fimbrilin [26], and
TLR9 sensing of cpgDNA [27]. TLR engagement by ligand initiates a wide spectrum of responses,
through a similar signaling pathway due to the presence of Toll and IL-1 receptor (TIR) domains in
their cytoplasmic tails. There are 5 intracellular adaptor molecules that are recruited to the intracellular
TIR domain of the TLRs to bridge signaling from the extracellular domain to the intracellular
compartment [28]. The adaptor proteins Myeloid differentiation primary response 88 (MyD88) and TIR
domain-contain adaptor-inducing IFN-β (TRIF) activate two independent branches of TLR signaling
(MyD88-dependent and MyD88-independent), respectively. These adaptors initiate the chain of events
which trigger activation and nuclear localization of transcription factors such as NF-κB and AP-1, and
allow transcription of immune responsive gene controlled by these pathways [6,20,28,29].
TLR signaling is regulated at multiple levels including expression of inhibitory proteins
on the cell surface that prevent ligand and/or adaptor molecule from binding to the TLR [30],
or intracellularly where they inhibit or sequester signaling intermediates [31]. Regulation of TLR
signaling can also be controlled by suppressor of cytokine signaling (SOCs) proteins [32], and
the phosphorylation/dephosphorylation of key signaling intermediates. Inactivation of kinase
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activity can occur through dephosphorylation by serine-threonine phosphatases (PP2A and PP2C),
tyrosine phosphatases (PTPN5, PTPN7 and PTPRR) as well as dual specificity (DUSP) phosphatases
(11 exist) [31]. Several of these inhibitory molecules are induced upon TLR stimulation, thus providing
feedback inhibition opportunities to terminate signaling. As such, the dynamics of TLR signaling
is attributable to several factors including the type of TLR ligand(s) encountered, the concentration
of these ligands, the duration of stimulation, and lastly the cell types which are engaged by these
ligands [33].
Much of what has been learned regarding TLR function has centered around professional immune
cells; however, TLRs are expressed and are functionally active on an array of somatic cells types such
as epithelial and endothelial cells. Engagement of TLRs may result in common response between
cells or can result in activation of distinctly different inflammatory pathways. For example, while
both epithelial and endothelial cells express multiple TLR family members [34–38], there are distinct
differences between the inflammatory pathways induced when compared to immune cells such as
monocytes and macrophages [38]. Indeed, our group has demonstrated that while the repertoire of
TLRs expressed by oral epithelial cells is similar to that expressed by macrophages, the relative amounts
and ratios are significantly different, which correlated with a similar yet attenuated cytokine expression
profile [37]. In addition, oral epithelial cells also had a unique response to the TLR agonist P. gingivalis
LPS, defined by the induction of transforming growth factor (TGF)β1 and lack of interleukin (IL)-8
expression [37]. Others have demonstrated similar outcomes in endothelial cells. Specifically, in
response to treatment with TLR agonists such as LPS or Pam3Cys, monocytes and macrophages
robustly expressed tumor necrosis factor (TNF)-α and IL-1β, whereas endothelial cells produced little
or no TNF-α or IL-1β [39–41], while similar levels of IL-6 and IL-8 were induced [39,42–44].
3. Periodontal Diseases and Toll-Like Receptors
Periodontal diseases, are a group of chronic inflammatory oral diseases initiated by subgingival
bacterial loads that result in localized destruction of both soft and hard tissues supporting the teeth.
Estimates from 2009–2012 support that approximately 64.7 million adults in the US possess clinically
measurable periodontal disease, and the incidence of periodontal disease increases with advancing
age [45]. Although an array of factors contributes to the risk of developing periodontal disease
including oral care, environmental triggers, and host genetic make-up, it is well accepted that the a
dysbiotic microbiome within the subgingival plaque initiates and sustains a chronic inflammation that
is ineffective at controlling disease [46–50]. It is this chronic inflammation that is the principle driver of
the soft and hard tissue destruction that characterizes periodontal disease.
Periodontal disease is considered a poly-microbial disease with over 700 different organisms
residing in subgingival plaque [51,52]. In oral health, the subgingival biofilm is characterized by a
predominating Gram-positive bacterial population; while in disease, there is a poorly understood shift
in the subgingival microbiota to a predominating Gram-negative population. No one organism appears
to be causally responsible for periodontal disease; rather, there are several key bacteria including
P. gingivalis that are thought to play a pivotal role in modulating the microbial population within
the subgingival plaque to a dysbiotic state that leads to this chronic inflammatory disease [53]. In
addition, an array of pro-inflammatory, anti-inflammatory, and regulatory cytokines and chemokines
play central roles in the soft and hard tissue destruction that characterizes periodontal disease [54–60].
Furthermore, the accompanying cellular infiltration observed at sites with evidence of periodontal
disease is also complex, consisting of mononuclear cells, dendritic cells, B and T lymphocytes, and
neutrophils. The neutrophil is best understood as an acute inflammatory responder cell with a primary
role to combat infection; however, more recent evidence supports that neutrophils can interact with
a variety of cells such as macrophages, B cells, and T lymphocytes [61–63], to help shape innate and
adaptive immunity. In addition to innate immune sensing thru receptors such as TLRs, neutrophil
activation can occur via several mechanisms including complement cascade components such C5a [64].
Interestingly, complement activation in some instances can be enhanced thru interactions with TLR
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signaling [65]. These cells provide maintenance of periodontal health while in disease, these cells
produce an array of inflammatory mediators including reactive oxygen species and CCL2 and CCL20
chemokines which are necessary for recruitment of Th17 cell [66]. Individuals with leukocyte adhesion
disease (LAD)-1 are particularly susceptible to periodontal disease, and experience severe forms if
disease as they lack neutrophil recruitment [67], and possess dysregulated Th17 immunity that leads
to elevated oral bone loss to bacterial exposure [68].
P. gingivalis stimulates oral bone loss in part through TLR2 [69,70]. Indeed, TLR2 also plays a
role in neutrophil recognition of P. gingivalis [71]. TLR2 signals via the adaptor molecule MyD88.
Interestingly, P. gingivalis possess the capacity to modulate C5a signaling in neutrophils, which leads
to MyD88 degradation thru a TLR2-mediated pathway (C5aR-TLR2 cross-talk) involving the ubiquitin
ligase Smurf1, thus leading to reduced antimicrobial killing. In the absence of MyD88, alternative
TLR2 signaling occurs via Mal and PI3kinase (PI3K) to evoke inflammatory activation characterized
by elevated levels of pro-inflammatory cytokine production, with limited ability to actively take up
foreign material [50]. Indeed, blocking C5aR-TLR2 cross-talk reduced production of inflammatory
markers, and allowed for more effective host clearance of P. gingivalis following oral infection [72].
Despite these characterizations, the precise mechanisms by which disease initiates and progresses
have remained elusive (Figure 1A).

Figure 1. Connections of periodontal disease to systemic diseases and implication of TLRs.
(A) Periodontal disease is an oral disease whereby bacteria such as P. gingivalis (red circles) interact
with oral epithelial cells in part through TLRs (blue rectangles). This initial host interaction participates
in the generation of chronic local inflammation, and promotes immune cell recruitment to affected
gingival tissues. P. gingivalis and other periodontal disease-associated bacteria have been detected in
blood, and thus can transition from the oral cavity via the circulation, or potentially via translocation
within immune cells that could migrate from the oral environment, to localize at distant sites, and
influence; (B) cardiovascular disease, or (C) metabolic disease (hypothetical model). Animal modeling
supports that P. gingivalis can accelerate atherosclerosis, and this is in part mediated by activities of
TLRs, at the vascular endothelium or as part of bacterial interaction with macrophages to promote foam
cell formation. The resultant inflammation may further promote development of increasing vascular
plaque complexity associated with atherosclerosis. As a consequence of bacteremia, P. gingivalis may
gain access to adipose tissue and interact with adipocytes either directly, or indirectly via inflammatory
cells and/or chronic inflammatory cues sensed by adipose tissue. Through these direct or indirect
strategies, adipocytes would elevate lipolysis, that would contribute to increased systemic levels of
free fatty acids (FFA) to promotes insulin resistance and ultimately lead to the development of T2D.
The contribution of TLRs to oral infection-influenced adipocyte dysfunction is unknown.

Vaccines 2018, 6, 21

5 of 27

One area that has received specific attention is the contribution of TLRs to periodontal disease
pathogenesis. In humans, TLR single nucleotide polymorphisms (SNP) associations with periodontal
disease provide a mixed picture both in the context of individual TLR involvement, as well as between
TLRs. In a German cohort, a TLR4 SNP correlated with chronic periodontal disease [73]. In a cohort
of Chinese individuals, a TLR4 polymorphism distinguished moderate from severe periodontal
disease [74]. Contrasting these studies, in a cohort of Turkish individuals it was reported that neither
TLR2, nor TLR4 polymorphisms were able to distinguish periodontal disease [75]. In the context
of detection of periodontal disease-associated bacteria with periodontal disease and TLRs, there is
limited information. In one study, although no association with TLR4 was observed with disease,
a polymorphism in CD14, which is part of the TLR4-LPS recognition complex, was associated with
periodontal disease. Further, carriage of P. gingivalis in individuals with advancing alveolar bone loss
was associated with the TLR4 SNP [76]. In addition to TLR2 and TLR4, other TLR associations to
periodontal disease have been investigated. In a Czech cohort, a TLR9 haplotype associated with
disease [77], and in a recent study it was reported from a Finnish cohort that a TLR9 polymorphism
may provide protection from alveolar bone loss in the absence of P. gingivalis [76].
In addition to clinical approaches, experimental animal modeling including non-human
primates [78,79], and rodents [80–83] support that TLRs are important in the development of
periodontal disease. For instance, oral delivery of P. gingivalis drives oral bone loss in a TLR dependent
manner, whereby mice deficient in TLR2 failed to develop oral bone loss in response to P. gingivalis
challenge [84,85], whereas mice deficient in TLR4 remained susceptible to P. gingivalis induced bone
loss [84]. The contribution of TLR4 in periodontal disease appears to be complex, as it was reported in
a separate study that TLR4 participates in P. gingivalis-elicited oral bone loss [86]. An important study
by Burns et al. [69] extends our understanding of TLR utilization into TLR-signaling in the context
of P. gingivalis infection, revealing that cytokine production in response to infection is dependent on
TLR2, but independent of MyD88, whereas clearance of bacteria occurs independent of TLR2, yet
requires MyD88.
From the microbial perspective, capacity to elicit oral bone loss is attributed to virulence factors
(i.e., PAMPs), expressed by bacteria such as P. gingivalis, which engage these TLRs. For example, gene
mutational approaches have identified that the major fimbriae [87] of P. gingivalis is an important
factor driving TLR-dependent tissue destruction. To this end, TLR2, but not TLR4 was shown to
recognize P. gingivalis major and minor fimbria [88], and the complex structures of P. gingivalis LPS
have been documented to have TLR4 agonist, antagonist, and non-stimulating properties [89,90]. Thus,
although the precise mechanism by which P. gingivalis elicits oral bone loss is not fully understood,
TLRs appear to be centrally positioned as host sensors engaged by bacteria such as P. gingivalis and
driving periodontal disease pathogenesis. To complicate matters, several groups including ours
have demonstrated that cells of the periodontium, including not only canonical immune cells, but
also epithelial and endothelial cells, express innate immune receptors including TLRs, thus produce
immune and anti-microbial factors in response to TLR ligation [34–38,91–93]. Yet, the independent
and cooperative effects of the innate sensing capacity of these cells in the context of disease have not
be fully elucidated.
It is important to emphasize that in this review, we use P. gingivalis as a model organism to
illustrate key facets of oral connections to systemic diseases and potential linkage of these connections
to TLRs and the pathways they evoke. Indeed, periodontal disease is a complex multi-factorial
disease that is influenced by the composition of the subgingival microbiome and nature of the host
inflammatory response, elicited by these organisms [94]. Bacteria such as P. gingivalis have the capacity
to modulate its environment in several ways, with recent information supporting that this organism
has the capacity to drive microbial dysbiosis [46], and modify host inflammatory response (immune
dysregulation) through inactivation of several pro-inflammatory cytokines [95]. Although there is
compelling information that has come to light surrounding P. gingivalis, it is important to note that
P. gingivalis is not the only organism that has shown the capacity to evoke host immune responses
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locally in the oral cavity via TLRs or have the capacity to impact systemic disease progression. Indeed,
organisms such as Fusobacterium nucleatum and others have demonstrated capacity drive inflammation
in a manner that involves TLR signaling [96–98]. In addition to single organisms, others have shown
that polymicrobial challenge evoke strong oral bone loss activities [99], and can negatively influence
systemic diseases such as atherosclerosis [100]. Thus, in our attempt to focus the review, it is important
to note that other oral organisms may display important attributes that lead to similar outcomes as
those that we highlight herein for P. gingivalis.
4. Atherosclerosis and Involvement of TLRs
As introduced above, several systemic diseases possess a complex innate immune involvement in
their pathogenesis. Cardiovascular disease is the most common cause of death in industrial countries.
In 2014 cardiovascular disease accounted for 23.4% of deaths in the US [101]. Initially described as
a lipid storage disease, it is now established that atherosclerotic cardiovascular disease is a complex
chronic inflammatory condition, and that inflammation impacts all phases of disease from endothelial
activation to vascular plaque rupture [102]. Endothelial dysfunction is a very early event associated
with developing vascular disease [103]. As atherosclerosis progresses, infiltrating macrophages
accumulate lipids and take on a characteristic foam cells phenotype in the blood vessel wall [7,104].
These inflammatory cells, along with an array of innate and adaptive immune cells [103,105], coalesce
to form a fatty streak and establish an atherosclerotic plaque. Late stage atherosclerotic plaques
are characterized by a necrotic core, that upon rupture stimulates luminal clot formation leading to
complete vessel occlusion and downstream tissue ischemia [106,107].
Several groups of PRRs play central roles in the development and progression of atherosclerosis
(for recent reviews please see: Sharma et al. 2016 [108] and Chistiakov et al. 2017 [109]). The
early events that occur in the development of atherosclerosis generate a complex inflammatory
milieu of cytokines, chemokines, and inflammatory mediators [110–112]. Scavenger receptors,
the first group of PRRs defined (including scavenger receptor A; SR-A), CD36, and LOX-1, are
used by cells such as macrophages and endothelial cells to accumulate oxidized and acetylated
low-density lipoproteins [113,114]. For example, excessive intracellular accumulation of lipid by
scavenger receptors transitions macrophages to the atherosclerosis-characterizing lipid-laden foam
cell phenotype [115]. Animals modeling has confirmed that both SR-A and CD36 are essential in
reducing atherosclerotic lesion complexity in hyperlipidemic mice [116]. In the absence of sufficient
cellular cycling of intercellular lipids from these cells via ABC-transporters such as ABCA1, and
ABCG1 [117,118], macrophages accumulate lipids and lesion complexity continues to evolve.
In addition to scavenger receptors, TLR involvement has been linked to various stages of
atherosclerotic cardiovascular disease. In a Russian cohort, a TLR1 polymorphism was associated
with increased risk of coronary artery disease [119]. In a multi-ethnic population with systemic lupus
erythematosus, a TLR2 polymorphism was linked to increased risk of arterial thrombosis [120].
Similarly, it was reported that a TLR4 polymorphism associated with lower risk of carotid
atherosclerosis [121]. Contrary to this finding, Zee et al. [122] reported no association between
TLR4 and atherothrombosis based on the same polymorphisms studied above. Thus, as is the case
with many TLR polymorphism studies, including those in the context of infectious diseases such
as periodontal disease [73–77], there is complexity in interpreting TLR associations in the context of
cardiovascular disease. Cell-based, and animal modeling studies, have mechanistically strengthened
the understanding of TLR involvement in the pathogenesis of atherosclerosis. For instance, it was
observed that endothelial cell expression of TLRs is elevated at sites of atherosclerosis [123], and
human coronary endothelial cells cultured in the presence of a disturbed fluid flow (a characteristic
of atherosclerosis), respond more robustly to TLR2 ligands [124]. Macrophage TLR expression is
also modulated in disease [125,126], whereby TLR ligation provides an additional signal to induce
macrophage lipoprotein uptake, promoting foam cell formation [127]. This latter element is important
as this may provide linkage between innate immune activation via TLRs and regulation of scavenger
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receptors—the PRRs involved in lipid uptake by macrophages. TLRs also participate in other facets of
CVD including promoting severity of disease [128], and has been linked to arterial remodeling [129].
Although TLRs are linked to expression of matrix metalloproteinases [130], a group of enzymes
identified in the degradation the fibrous cap of vulnerable atherosclerotic plaques [131], and TLRs
such as TLR4 have been detected in ruptured atheroma [132], there is no information to support
that TLR ligation influences vascular plaque rupture. Thus, TLRs are poised at a variety of levels
in the vasculature tissue to recognize endogenous and exogenous ligands that may facilitate the
development of atherosclerosis [133]. In addition to scavenger receptors and TLRs, other PRRs have
been linked to the pathogenesis of atherosclerosis. RIG-I activation has been linked to endothelial
dysfunction [134]. Activation of NOD1 was shown to accelerate atherosclerosis in ApoE−/− mice [135].
Interestingly, NOD2 is linked to acceleration of atherosclerosis and oral bone loss [136], as well as
vascular inflammation and formation of necrotic lipid-rich atheroma in LDLR−/− mice [137]. Thus, it
is clear that PRRs play key roles in many facets of atherosclerosis and its progression.
Despite the array of factors commonly associated with increased risk of atherosclerosis including
diet, genetics, environmental factors, and others, these alone have been estimated to account for not
more than 50% of total known burden [138]. Thus, additional unknown, or poorly understood factors
must contribute substantively to the total atherosclerotic burden. Within this area of poorly understood
risk, one area that has been explored is infection [139–141]. Among the earliest literature, reports linking
infection to cardiovascular disease exist. Hektoen identified an association of tuberculus meningitis
with cardiovascular disease [142]. More recently, several viral and bacterial infections including
periodontal disease has been associated with increased risk of cardiovascular diseases [143–146].
However, treatment-based studies in humans using antibiotics have collectively failed to provide clear
evidence of treatment for infection providing benefit to cardiovascular disease endpoints [147]. Despite
these negative findings, in several of these studies, regardless of outcome, the authors noted that
confounding factors such as choice of antibiotic [148], cohort, and other factors including resolution of
primary infection [149] may complicate interpretation of these findings.
One area that has received warranted attention and sustained support is the connection between
periodontal diseases and risk of atherosclerotic cardiovascular disease. Poor oral health is anecdotally
associated with the overall poor health prognoses of patients [150]. Indeed, this idea has gained
strength as, in the absence of conclusive findings, there is an epidemiologically-based literature
supporting periodontal disease associations with an array of complex human conditions including
cardiovascular disease [151–154], type 2 diabetes [155,156], metabolic syndrome [157], oral cancer [158],
pre-term birth [159], and rheumatoid arthritis [160]. We will focus on mechanistic associations between
periodontal disease and metabolic diseases including atherosclerosis, and type 2 diabetes.
5. Periodontal Disease and Atherosclerosis
The connection between periodontal disease and atherosclerosis is based on clinical
and experimental findings (Figure 1B). Clinical findings are mixed, with studies both
supportive [144,151,161], and non-supportive of associations [162,163]. A causal association between
periodontal disease and atherosclerosis has not been made, and as such has complicated interpretation
of this association. Regardless, P. gingivalis and other oral bacteria are frequently detected in [164], and
have been cultured from [165], human atherosclerotic plaques. Thus, at this time it is more appropriate
to consider periodontal disease as a risk factor that may contribute to the overall disease burden, rather
than in the context of a causal relationship with cardiovascular disease.
Transient bacteremia with oral bacteria occurs follows activities such as routine dental treatment,
or routine dental hygiene [166,167]. This route of entry to the vasculature may serve as a conduit of
direct bacterial access to endothelial cells. Alternatively, oral bacteria may gain access to the vessel
wall indirectly, as a consequence of host immune cell trafficking intracellular bacteria to developing
atherosclerotic plaque sites (i.e., Trojan horse) [168], or as a consequence of the persistent inflammation
in the oral cavity impacting the vascular compartment [169]. At the cellular level, these associations
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are more clearly understood. P. gingivalis can invade human vascular cells including human umbilical
vein endothelial cells [170], and coronary arterial cells [171], and elicit an array of cytokines and cell
adhesion molecules characteristic of the activated endothelium observed in atherosclerosis [172,173].
In addition, in the presence of a high lipid environment, Qi et al. [174] reported that macrophages
cultured with P. gingivalis readily took on a foam cell phenotype, a phenotype confirmed by others
including by our group [175,176]. How this might occur is poorly understood, but our recent studies
suggest that macrophage foam cell response to P. gingivalis is partially mediated by TLR signaling [177],
and possibly nuclear transcription element liver x receptor (LXR) [178], although this latter connection
has not been made in the context of foam cell formation. This is relevant as LXR activation is implicated
in lipid transport diseases such as Tangier’s disease [179]. Whether this system is impacted by specific
TLRs in the context of P. gingivalis infection remains unknown.
Animal modeling has provided unique insight into the plausibility that infection with periodontal
disease-associated bacteria such as P. gingivalis [180–184], and others [185], either alone or in
combination [186], may serve as a poorly understood risk factor in atherosclerosis. Initial studies by
Li et al. [180] identified that chronic injection of P. gingivalis into the vasculature of hyperlipidemic
heterozygous ApoE+/− mice led to a significant enhancement of atherosclerotic plaque accumulation
as determined by lipid staining of the aortic tree. This finding was extended to include oral infection,
when studies by Lalla et al. [181] and Gibson et al. [182] identified that ApoE−/− mice orally challenged
with P. gingivalis possessed more vascular plaque than those not infected. Importance of pathogen
virulence as a central factor driving the observed accelerated atherosclerotic phenotype has been
established as similar mice orally challenge with a mutant strain of P. gingivalis lacking its major
fimbria (a structure important in bacterial attachment to host cells [170], and oral bone loss [87]) failed
to enhance plaque accumulation [182]. The process of P. gingivalis-elicited acceleration of atherosclerosis
appears to occur rapidly as evidence of enhanced plaque accumulation occurs as early as 3-weeks
following first exposure to P. gingivalis [187]. The observation of P. gingivalis accelerated-atherosclerosis
does not appear to be a caveat of murine modeling as P. gingivalis challenge of rabbit [183], and
porcine [184] models, leads to enhanced vascular plaque. From the perspective of treatment to
prevent these secondary complications, antimicrobial chemotherapy using doxycycline aborted the
capacity of P. gingivalis to evoke atherosclerosis when the bacteria were delivered intravascularly [188].
Furthermore, immunization of ApoE−/− mice with a preparation of killed P. gingivalis prior to
homologous live bacteria oral challenge protected mice from accelerated atherosclerosis [182,187].
Thus, it remains plausible that key bacteria and their virulence factors associated with periodontal
disease contribute to an important and poorly understood risk of cardiovascular disease.
6. TLRs and P. gingivalis-Elicited Atherosclerosis
Studies aimed to understand how oral bacteria might accelerate atherosclerosis are emerging,
and these support interesting roles for TLRs in this capacity. As noted above, in the absence of
infection, TLRs contribute to several important aspects of atherosclerosis, as well as to guide elements
of P. gingivalis infection, and oral bone loss. To this end, TLR involvement in various aspects of cell
activation associated with facets of atherosclerosis development have been reported. For example,
sensitization of vascular endothelium by microbial ligands such as LPS has been observed. In the
context of aortic endothelial cells, it was observed that the MCP-1 response to low level LPS or
Staphylococcus aureus lipoteichoic acid (SaLTA) exposure is enhanced when these cells encounter
invasive P. gingivalis prior to ligand challenge [189]. This is important as the chemokine MCP-1 serves
as a monocyte/macrophage recruitment factor, and the presence of increase macrophages within the
vessel wall is hallmark of early development of atherosclerosis [104]. Thus, as the presence of oral
bacteria in the circulation is common, the findings by Yamoto et al. [189] implicate bacteria such as
P. gingivalis in the generation of a sensitized vascular endothelium that is poised to respond in an
exaggerated manner to an array of molecules and bacteria via sensing by TLRs on the vascular surface.
Indeed, LPS from P. gingivalis was shown to activate vascular endothelium in a TLR2-dependent
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manner, and that upon activation these cells supported enhanced monocyte binding [190]. Employing
vascular endothelial cells, it was also reported that the addition of LPS from P. gingivalis may also
serve to antagonize TLR4 on these cells, while concomitantly inducing the formation of multi-receptor
complex that includes TLR2/1/CD36 in lipid rafts to serve as a trigger to TLR2-induced inflammatory
responses [191]. How P. gingivalis specifically enhances monocyte localization to the vasculature is
not known; however, activation of TLR2, and possibly TLR4, with subsequent enhanced integrin
expression, and lipid raft formation, may be important to the early stages of cell localization to
inflammatory hot-spots in the vasculature [192].
Histologic evaluation of vascular tissue in experimental animals identified enhanced TLR2 and
TLR4 expression in aortic arch tissue of infected mice compared with uninfected supporting a potential
involvement of TLRs in P. gingivalis accelerated atherosclerosis [182]. These observations have led to
studies targeting TLRs in this capacity. Employing hyperlipidemic ApoE−/− mice and ApoE−/− mice
lacking TLR2, it was observed that those lacking TLR2 failed to accelerate atherosclerosis in response
to P. gingivalis [193], supporting that TLR2 is necessary for the infection-accelerated atherosclerosis
phenotype. Interestingly, when similar ApoE−/− mice deficient in TLR4 where orally challenged with
P. gingivalis, these animals presented with exacerbated vascular plaque accumulation as compared
with ApoE−/− mice possessing intact TLR4, suggesting that TLR4 may play a regulatory role in
this capacity [194]. From these data, TLRs possess multi-functioning roles that impact atheroma
development and possibly regulation of atheroma progression. Thus, based on current data, the
multi-factorial roles of TLRs make their independent and cooperative contributions to bacterial
infection-accelerated atherosclerosis difficult to discern. Further research into this area is necessary to
clarify these knowledge gaps.
7. Metabolic Disease and Periodontal Disease
Association between periodontal disease and obesity, atherosclerosis, insulin resistance, and T2D
is well accepted [144,151,154,155,161,195–201]. Chronic inflammation is a common theme among these
metabolic diseases and is shared by periodontal disease [202,203]. In obese individuals, inflammatory
adipose tissue serves as a chronic aggravating factor for metabolic syndrome where adipocytes secrete
adipokines that encourage macrophage infiltration [204–207], and release inflammatory cytokines
such as TNF-α and IL-6. PRRs have been linked to metabolic disease. For example, NOD1 and NOD2
activation by peptidoglycan was shown to stimulate pro-inflammatory signaling and insulin resistance
by adipocytes and muscle cells [208,209]. In addition to PAMPs [4], DAMP-mediated activation of
NLRP inflammasome by self-derived molecules such as thioredoxin-interacting protein in response
to glucose link endogenous oxidative stress to insulin resistance [210,211], while other DAMPs such
as amylin (IAPP) activate NLRP inflammasome and IL-1 production in a ROS-dependent manner
that does not require thioredoxin-interacting protein [212,213]. Thus, infection-associated PAMPs
and host-derived DAMPs serve as inflammatory stimuli that impact metabolic disease associated
inflammation. Elevated inflammation directly impairs triglyceride accumulation in adipocytes by
increasing lipolysis, thus causing increase of circulatory free fatty acids (FFAs) [206]. This is problematic
as the principle consequence of elevated FFAs in circulation leads to the ectopic deposition of lipids
in muscle and liver, which triggers whole body insulin resistance [206,214–216], the hallmark of
T2D. Interestingly, elevated levels of FAAs, and triglycerides have been reported in obese [217] and
non-obese [218,219] individuals with periodontal disease.
An adipose tissue-microorganism connection in the development of metabolic disease has been
established by various studies, thus providing evidence that adipocytes could be targets for infectious
microorganisms, and thus promoting adipose inflammation [220–223]. For example, ob/ob and db/db
murine models of obesity and T2D were more vulnerable to Listeria monocytogenies infection than
controls [224]. In additional studies, it was demonstrated that Mycobacterium ulcerans was capable of
eliciting adipocyte necrosis and apoptosis [225], and Chlamydia pneumoniae was capable of driving
adipocyte TNF-α production [226]. These interactions are likely in part regulated by TLR sensing,
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as TLR ligands such as E. coli LPS were shown to stimulate adipocytes as well as induce their release
of FFA [227]. Indeed, several groups have established that TLRs are expressed by human and mouse
adipocytes [228–231]. Since TLRs recognize P. gingivalis and its antigens, and mediate subsequent
inflammatory responses [88,191,232–235], it is plausible that adipocytes respond robustly to P. gingivalis
or its antigens and represent a major cellular conveyor of inflammation.
To this end, similar to those in cardiovascular disease, there are experimental data to support
mechanistic associations between periodontal disease and risk of metabolic disease. For instance,
Endo et al. [236] reported using a ligature model of periodontal disease in rats stimulated TNF-α,
IL-6, and C-reactive protein gene expression in liver and adipose tissue. In addition, in a diet-induced
obesity (DIO) mouse model, mice orally challenged with P. gingivalis presented with reduced levels
of inflammatory mediators TNF-α, IL-6, and serum amyloid A (SAA) [237]. Interestingly, exercise to
reduce obesity associated risk, coupled with dietary controls was sufficient to control the inflammatory
response of DIO mice to P. gingivalis challenge, and is accompanied by reduction in circulating TNF-α
and FFA [238]. In addition, in animals, reduction of FFA levels in diet-induce obese mice challenged
with the periodontal pathogen, P. gingivalis, restores host immune response [238]. Together, these
studies suggest that P. gingivalis travels to adipose tissue, to elicit its effects on fatty acid metabolism.
Indeed, our recent studies support this position, as we detected P. gingivalis in adipose tissue of orally
challenged mice (Figure 2A). Furthermore, using 3T3-L1 cell line, we found that P. gingivalis directly
derives adipocyte dysfunction by increasing lipolysis (Figure 2B).

Figure 2. Porphyromonas gingivalis DNA is detected in adipose tissue excised from mice following oral
challenge with live bacteria, and this organism can influence adipocyte function by enhancing glycerol
release in vitro. (A) PCR-based detection of P. gingivalis 16S DNA (527 bp) in epididymal fat from
unchallenged (n = 2) C57BL-6 mice, or 24 h following oral challenge with P. ginigvalis strain 381 (n = 2);
lane 1 = bp standards, lane 2–3 = unchallenged mice, lane 4–5 = oral challenge with P. gingivalis 381,
lane 6 = no template control, lane 7 = purified P. gingivlais 381 DNA as PCR control; Primers used
to amplify DNA are listed in [239]. (B) Glycerol release (arbitrary units; AU) from murine 3T3-L1
cells cultured in RPMI-1640 medium (medium = 100%), or with medium containing killed P. gingivalis
(Pg) strains 381 or A7436 at MOI 100 after 24 h; n = 3, mean+/-SEM, ANOVA with Tukey’s post-test,
** = p < 0.01.

The above studies support further detailed investigations to determine if P. gingivalis or other oral
bacteria exacerbate adipose inflammation in obesity via TLRs on adipocytes and increase inflammatory
profile of adipose tissue macrophages that culminates in increased circulatory FFAs and whole-body
insulin resistance (Figure 1C).
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8. Diabetes Mellitus and Periodontal Disease
Diabetes mellitus exists in two forms, and affects over 21 million Americans, including >9% of the
adult population [240], and the classification of diabetes is based upon the pathophysiology of each
form of the disease [241]. Type I diabetes is cellular-mediated auto-immune destruction of the insulin
producing β-cells of the pancreas resulting in life-long dependence on exogenous insulin [241]. T2D
manifests as insulin resistance whereby utilization of endogenously produced insulin is altered at the
target cells [241,242]. Both forms are metabolic diseases that lead to abnormal fat, sugar, and protein
metabolism. The resultant hyperglycemia ultimately induces diverse system pathologies. Secondary
to hyperglycemia are several chronic sequelae including periodontal disease.
Much research has shown the close correlation between periodontal disease and T2D [243–249].
For instance, a meta-analysis using 3500 diabetic adults concluded that the majority of past studies
found more severe periodontal disease in diabetic patients than in adults without diabetes, confirming
a significant association between periodontal disease and diabetes [250]. Also, a 2-year longitudinal
study demonstrated that diabetic subjects had a significantly increased risk of alveolar bone loss
compared to non-diabetic individuals, with an odds ratio of 4.2. Among those patients, poorly
controlled diabetics had an odds ratio of 11.4 compared to 2.2 of well controlled diabetics [249]. The
strength of evidence on the relationship between diabetes and periodontal disease have led some to
suggest that periodontal disease should be listed among the “classic” complications of diabetes [244].
Just as diabetes contributes to increased incidence and severity of periodontal disease, periodontal
disease can have a significant impact on the metabolic state of diabetics [242]. For instance, in a 2-year
longitudinal trial, diabetic subjects with severe periodontitis at baseline had a six-fold increased risk
of worsening glycemic control compared to diabetic subjects without periodontitis [251]. In addition,
82% of diabetic patients with severe periodontitis experienced the onset of one or more diabetic
complications such as major cardiovascular, cerebrovascular or peripheral vascular events compared
to only 21% of diabetic subjects without periodontitis [252]. These and other studies [251–258] support
the notion that the presence of periodontal disease in diabetic patients may increase insulin resistance
and contribute to worsening of the diabetic state and diabetic complications. Importantly, studies
have demonstrated that mechanical periodontal treatment can improve the level of metabolic control
in patients with diabetes [156,259,260]. Therefore, appropriate treatment of periodontitis in diabetic
individuals is imperative to long-term health.
The mechanisms responsible for the two-way relationship between diabetes and periodontal
disease is still unclear; however, infection, such as that observed in periodontal disease may serve as a
metabolic stressor, resulting in an increased demand for insulin, glucose and lipids [261–263], as well
as the systemic challenge of pyrogenic cytokines such as IL-1β, TNF-α and IL-6 [264–267]. TNF-α
and IL-1β promote glycogenolyisis and impaired uptake by cells in the periphery [265,268–272]. In
addition, they induce insulin resistance by inhibiting the insulin receptor tyrosine kinase and other
signaling proteins, further increasing the physiological demand for insulin secretion [266,273–275].
In the context of diabetes, a hyperglycemic environment negatively influences neutrophil activities
including chemotaxis [276], and bacterial killing [277]. Therefore, infectious challenge can induce or
worsen a metabolic diabetic state. Since periodontitis consists of inflammatory components, which
result in the production of a similar cytokine profile, this chronic disease process, could serve as
a stimulus to a systemic-based inflammatory response resulting in a metabolic stressor in diabetic
patients. Thus, periodontitis may enhance insulin resistance and impair insulin secretion leading to
increased morbidity associated with diabetic complications (Figure 1C).
An abnormal host immune response, or non-resolving inflammation can result in exacerbated
tissue destruction. Such an abnormal inflammatory response, known as a monocytic TLR-induced
hyper-inflammatory trait, has been linked to diabetes and some forms of periodontal disease [278,279].
Here, there is an increased susceptibility to infection, which is more inflammatory in nature, associated
with an exaggerated secretion of innate inflammatory mediators and systemic markers of inflammation,
implicating this process in the pathology associated with both chronic disease processes which may
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in part explain their concomitant exacerbation of each disease process. Our group has observed that
oral epithelial cells derived from individuals with T2D are hyper-responsive to TLR ligation, a trait
commonly observed using monocytes derived from individuals with type 1 diabetes [37,280,281]. The
exacerbated TLR-induced inflammatory response from these oral epithelial cells is concomitant with
an absence of TLR-induced regulatory or homeostatic responsiveness. Specifically, significantly higher
concentrations of IL-8 are induced in response to P. gingivalis and E. coli LPS in epithelial cells derived
from individuals with diabetes mellitus. This is relevant as IL-8 stimulates metabolism of reactive
oxygen species (ROS), and promotes chemotaxis and retention of immune cells in the pancreas, all of
which can amplify the inflammatory cascade [282]. Importantly, IL-8 can also induce osteoclastogenesis
and osteoclast activation [283]. Thus, the overexpression of IL-8 as seen has the ability to contribute to
the exacerbation of both soft- and hard-tissue destruction observed in diabetes-associated periodontal
disease as well as the systemic compartments. In summary, both chronic inflammatory diseases not
only share commonalities, but each disease process has a direct effect on the other, promoting a local
and systemic feed-back loop resulting in exacerbation of each disease process.
9. Conclusions
Although the picture is complex, there has emerged an important understanding for the
contribution of TLRs in the context of innate immune, and normal homeostatic function both in
the context of infectious disease and chronic inflammatory diseases. This is further complicated when
multiple complex chronic inflammatory diseases combine in individuals, creating a further level of
complexity where TLRs may serve complementing and competing roles because of spatiotemporal
events. However, as we discussed above in the context of periodontal disease associations with
extra-oral diseases using connections with atherosclerosis to illustrate important overlap, and
mechanistic strategies to intercede, advances in paralleling areas such as periodontal disease or
other infections may provide compelling evidence regarding TLR involvement in underlying the
connections between infection and systemic diseases. As periodontal disease and atherosclerotic
cardiovascular disease, metabolic disease, and T2D are chronic inflammatory diseases, effectively
controlling inflammation will be critical to limiting disease impact. One area that has recently shown
potential benefit in the context of limiting infection-elicited inflammation and systemic disease is thru
lipid mediators (for a recent comprehensive review see [284]). Among these, resolvins, represent an
interesting group of lipid mediators that may provide important therapeutic potential [285–288].
Much remains to be learned and solidified regarding TLR functional involvement in microbial
associated risk of extra-oral disease; however, based on current data, opportunities to intercede in
disease progression by targeting TLRs may provide unique opportunity to improve not only oral
health, but may also serve added benefit by reducing risk of extra-oral human health, simultaneously.
Acknowledgments: The authors declare no conflicts of interest. This manuscript was supported in part by
NIH/NIDCR DE023567 (SMW), NIH/NIDDK DK101711 (VP), and Osteopathic Heritage Foundation’s Vision
2020 to Heritage College of Osteopathic Medicine at Ohio University (VP), as well as NIH/NIDCR DE024275
(FCG).
Author Contributions: The manuscript was conceived, written, and revised by S.M.W., V.P., and F.C.G. Mouse
experiments were conceived and conducted by F.C.G. and V.P., and data were analyzed by F.C.G. and V.P.
Conflicts of Interest: The authors declare no conflict of interest.

References
1.

2.

Lemaitre, B.; Nicolas, E.; Michaut, L.; Reichhart, J.M.; Hoffmann, J.A. The dorsoventral regulatory gene
cassette spatzle/toll/cactus controls the potent antifungal response in drosophila adults. Cell 1996, 86,
973–983. [CrossRef]
Medzhitov, R.; Preston-Hurlburt, P.; Janeway, C.A., Jr. A human homologue of the drosophila toll protein
signals activation of adaptive immunity. Nature 1997, 388, 394–397. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

3.

4.
5.
6.
7.
8.
9.
10.
11.

12.
13.
14.

15.

16.
17.
18.
19.
20.
21.
22.
23.
24.

25.

13 of 27

Poltorak, A.; He, X.; Smirnova, I.; Liu, M.Y.; Van Huffel, C.; Du, X.; Birdwell, D.; Alejos, E.; Silva, M.;
Galanos, C.; et al. Defective LPS Signaling in C3H/HeJ and C57BL/10ScCr Mice: Mutations in Tlr4 Gene.
Science 1998, 282, 2085–2088. [CrossRef] [PubMed]
Kumar, H.; Kawai, T.; Akira, S. Toll-like receptors and innate immunity. Biochem. Biophys. Res. Commun.
2009, 388, 621–625. [CrossRef] [PubMed]
Satoh, T.; Akira, S. Toll-like receptor signaling and its inducible proteins. Microbiol. Spectr. 2016, 4. [CrossRef]
Vajjhala, P.R.; Ve, T.; Bentham, A.; Stacey, K.J.; Kobe, B. The molecular mechanisms of signaling by cooperative
assembly formation in innate immunity pathways. Mol. Immunol. 2017, 86, 23–37. [CrossRef] [PubMed]
Moore, K.J.; Freeman, M.W. Scavenger receptors in atherosclerosis: Beyond lipid uptake. Arterioscler. Thromb.
Vasc. Biol. 2006, 26, 1702–1711. [CrossRef] [PubMed]
Yu, X.; Guo, C.; Fisher, P.B.; Subjeck, J.R.; Wang, X.Y. Scavenger receptors: Emerging roles in cancer biology
and immunology. Adv. Cancer Res. 2015, 128, 309–364. [PubMed]
Clarke, T.B.; Davis, K.M.; Lysenko, E.S.; Zhou, A.Y.; Yu, Y.; Weiser, J.N. Recognition of peptidoglycan from the
microbiota by nod1 enhances systemic innate immunity. Nat. Med. 2010, 16, 228–231. [CrossRef] [PubMed]
Chen, G.; Shaw, M.H.; Kim, Y.G.; Nunez, G. Nod-like receptors: Role in innate immunity and inflammatory
disease. Annu. Rev. Pathol. Mech. Dis. 2009, 4, 365–398. [CrossRef] [PubMed]
Yoneyama, M.; Kikuchi, M.; Natsukawa, T.; Shinobu, N.; Imaizumi, T.; Miyagishi, M.; Taira, K.; Akira, S.;
Fujita, T. The RNA helicase RIG-I has an essential function in double-stranded RNA-induced innate antiviral
responses. Nat. Immunol. 2004, 5, 730–737. [CrossRef] [PubMed]
Bowie, A.G.; Fitzgerald, K.A. Rig-i: Tri-ing to discriminate between self and non-self RNA. Trends Immunol.
2007, 28, 147–150. [CrossRef] [PubMed]
Mathur, A.; Hayward, J.A.; Man, S.M. Molecular mechanisms of inflammasome signaling. J. Leukoc. Biol.
2018, 103, 233–257. [CrossRef] [PubMed]
Hornung, V.; Ablasser, A.; Charrel-Dennis, M.; Bauernfeind, F.; Horvath, G.; Caffrey, D.R.; Latz, E.;
Fitzgerald, K.A. AIM2 recognizes cytosolic dsDNA and forms a caspase-1-activating inflammasome with
ASC. Nature 2009, 458, 514–518. [CrossRef] [PubMed]
Schmidt, A.M.; Hasu, M.; Popov, D.; Zhang, J.H.; Chen, J.; Yan, S.D.; Brett, J.; Cao, R.; Kuwabara, K.;
Costache, G.; et al. Receptor for advanced glycation end products (AGEs) has a central role in vessel wall
interactions and gene activation in response to circulating AGE proteins. Proc. Natl. Acad. Sci. USA 1994, 91,
8807–8811. [CrossRef] [PubMed]
Schattgen, S.A.; Fitzgerald, K.A. The PYHIN protein family as mediators of host defenses. Immunol. Rev.
2011, 243, 109–118. [CrossRef] [PubMed]
Mayer, S.; Raulf, M.K.; Lepenies, B. C-type lectins: Their network and roles in pathogen recognition and
immunity. Histochem. Cell Biol. 2017, 147, 223–237. [CrossRef] [PubMed]
Hornung, V.; Hartmann, R.; Ablasser, A.; Hopfner, K.P. OAS proteins and cGAS: Unifying concepts in sensing
and responding to cytosolic nucleic acids. Nat. Rev. Immunol. 2014, 14, 521–528. [CrossRef] [PubMed]
Cook, D.N.; Pisetsky, D.S.; Schwartz, D.A. Toll-like receptors in the pathogenesis of human disease.
Nat. Immunol. 2004, 5, 975–979. [CrossRef] [PubMed]
Pandey, S.; Kawai, T.; Akira, S. Microbial sensing by Toll-like receptors and intracellular nucleic acid sensors.
Cold Spring Harb. Perspect. Biol. 2014, 7, a016246. [CrossRef] [PubMed]
Chaturvedi, A.; Pierce, S.K. How location governs Toll-like receptor signaling. Traffic 2009, 10, 621–628.
[CrossRef] [PubMed]
Bianchi, M.E. DAMPs, PAMPs and alarmins: All we need to know about danger. J. Leukoc. Biol. 2007, 81, 1–5.
[CrossRef] [PubMed]
D’Arpa, P.; Leung, K.P. Toll-like receptor signaling in burn wound healing and scarring. Adv. Wound Care
2017, 6, 330–343. [CrossRef] [PubMed]
Kang, J.Y.; Nan, X.; Jin, M.S.; Youn, S.J.; Ryu, Y.H.; Mah, S.; Han, S.H.; Lee, H.; Paik, S.G.; Lee, J.O. Recognition
of lipopeptide patterns by Toll-like receptor 2-Toll-like receptor 6 heterodimer. Immunity 2009, 31, 873–884.
[CrossRef] [PubMed]
Park, B.S.; Song, D.H.; Kim, H.M.; Choi, B.S.; Lee, H.; Lee, J.O. The structural basis of lipopolysaccharide
recognition by the TLR4-MD-2 complex. Nature 2009, 458, 1191–1195. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

26.

27.

28.
29.
30.
31.
32.
33.
34.

35.

36.

37.
38.
39.

40.

41.

42.

43.

44.

45.

14 of 27

Hayashi, F.; Smith, K.D.; Ozinsky, A.; Hawn, T.R.; Yi, E.C.; Goodlett, D.R.; Eng, J.K.; Akira, S.; Underhill, D.M.;
Aderem, A. The innate immune response to bacterial flagellin is mediated by Toll-like receptor 5. Nature
2001, 410, 1099–1103. [CrossRef] [PubMed]
Latz, E.; Verma, A.; Visintin, A.; Gong, M.; Sirois, C.M.; Klein, D.C.; Monks, B.G.; McKnight, C.J.;
Lamphier, M.S.; Duprex, W.P.; et al. Ligand-induced conformational changes allosterically activate Toll-like
receptor 9. Nat. Immunol. 2007, 8, 772–779. [CrossRef] [PubMed]
O’Neill, L.A.; Bowie, A.G. The family of five: Tir-domain-containing adaptors in Toll-like receptor signalling.
Nat. Rev. Immunol. 2007, 7, 353–364. [CrossRef] [PubMed]
Kawai, T.; Akira, S. Signaling to NF-kappaB by Toll-like receptors. Trends Mol. Med. 2007, 13, 460–469.
[CrossRef] [PubMed]
Lu, Y.C.; Yeh, W.C.; Ohashi, P.S. LPS/TLR4 signal transduction pathway. Cytokine 2008, 42, 145–151.
[CrossRef] [PubMed]
Lang, R.; Hammer, M.; Mages, J. DUSP meet immunology: Dual specificity MAPK phosphatases in control
of the inflammatory response. J. Immunol. 2006, 177, 7497–7504. [CrossRef] [PubMed]
Duncan, S.A.; Baganizi, D.R.; Sahu, R.; Singh, S.R.; Dennis, V.A. SOCS proteins as regulators of inflammatory
responses induced by bacterial infections: A. review. Front. Microbiol. 2017, 8, 2431. [CrossRef] [PubMed]
Erridge, C. Endogenous ligands of TLR2 and TLR4: Agonists or assistants? J. Leukoc. Biol. 2010, 87, 989–999.
[CrossRef] [PubMed]
Sugawara, Y.; Uehara, A.; Fujimoto, Y.; Kusumoto, S.; Fukase, K.; Shibata, K.; Sugawara, S.; Sasano, T.;
Takada, H. Toll-like receptors, NOD1, and NOD2 in oral epithelial cells. J. Dent. Res. 2006, 85, 524–529.
[CrossRef] [PubMed]
Mahanonda, R.; Sa-Ard-Iam, N.; Montreekachon, P.; Pimkhaokham, A.; Yongvanichit, K.; Fukuda, M.M.;
Pichyangkul, S. IL-8 and IDO expression by human gingival fibroblasts via TLRs. J. Immunol. 2007, 178,
1151–1157. [CrossRef] [PubMed]
Kollisch, G.; Kalali, B.N.; Voelcker, V.; Wallich, R.; Behrendt, H.; Ring, J.; Bauer, S.; Jakob, T.; Mempel, M.;
Ollert, M. Various members of the Toll-like receptor family contribute to the innate immune response of
human epidermal keratinocytes. Immunology 2005, 114, 531–541. [CrossRef] [PubMed]
Neiva, K.G.; Calderon, N.L.; Alonso, T.R.; Panagakos, F.; Wallet, S.M. Type 1 diabetes-associated TLR
responsiveness of oral epithelial cells. J. Dent. Res. 2014, 93, 169–174. [CrossRef] [PubMed]
Khakpour, S.; Wilhelmsen, K.; Hellman, J. Vascular endothelial cell Toll-like receptor pathways in sepsis.
Innate Immun. 2015, 21, 827–846. [CrossRef] [PubMed]
Wilhelmsen, K.; Mesa, K.R.; Prakash, A.; Xu, F.; Hellman, J. Activation of endothelial TLR2 by bacterial
lipoprotein upregulates proteins specific for the neutrophil response. Innate Immun. 2012, 18, 602–616.
[CrossRef] [PubMed]
Imaizumi, T.; Itaya, H.; Fujita, K.; Kudoh, D.; Kudoh, S.; Mori, K.; Fujimoto, K.; Matsumiya, T.; Yoshida, H.;
Satoh, K. Expression of tumor necrosis factor-alpha in cultured human endothelial cells stimulated with
lipopolysaccharide or interleukin-1alpha. Arterioscler. Thromb. Vasc. Biol. 2000, 20, 410–415. [CrossRef] [PubMed]
Ranta, V.; Orpana, A.; Carpen, O.; Turpeinen, U.; Ylikorkala, O.; Viinikka, L. Human vascular endothelial
cells produce tumor necrosis factor-alpha in response to proinflammatory cytokine stimulation. Crit. Care
Med. 1999, 27, 2184–2187. [CrossRef] [PubMed]
Wilhelmsen, K.; Mesa, K.R.; Lucero, J.; Xu, F.; Hellman, J. ERK5 protein promotes, whereas MEK1 protein
differentially regulates, the Toll-like receptor 2 protein-dependent activation of human endothelial cells and
monocytes. J. Biol. Chem. 2012, 287, 26478–26494. [CrossRef] [PubMed]
Ojeda, M.O.; van’t Veer, C.; Fernandez Ortega, C.B.; Arana Rosainz Mde, J.; Buurman, W.A. Dialyzable
leukocyte extract differentially regulates the production of TNFalpha, IL-6, and IL-8 in bacterial
component-activated leukocytes and endothelial cells. Inflamm. Res. 2005, 54, 74–81. [CrossRef] [PubMed]
Liang, M.D.; Bagchi, A.; Warren, H.S.; Tehan, M.M.; Trigilio, J.A.; Beasley-Topliffe, L.K.; Tesini, B.L.;
Lazzaroni, J.C.; Fenton, M.J.; Hellman, J. Bacterial peptidoglycan-associated lipoprotein: A naturally
occurring Toll-like receptor 2 agonist that is shed into serum and has synergy with lipopolysaccharide.
J. Infect. Dis. 2005, 191, 939–948. [CrossRef] [PubMed]
Eke, P.I.; Dye, B.A.; Wei, L.; Thornton-Evans, G.O.; Genco, R.J. CDC Periodontal Disease Surveillance
workgroup: James Beck, Gordon Douglass, Roy Page. Prevalence of periodontitis in adults in the united
states: 2009 and 2010. J. Dent. Res. 2012, 91, 914–920. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

46.
47.

48.
49.
50.

51.
52.
53.
54.

55.
56.
57.

58.
59.
60.

61.
62.

63.

64.

65.
66.

15 of 27

Darveau, R.P.; Hajishengallis, G.; Curtis, M.A. Porphyromonas gingivalis as a potential community activist for
disease. J. Dent. Res. 2012, 91, 816–820. [CrossRef] [PubMed]
Gaffen, S.L.; Hajishengallis, G. A new inflammatory cytokine on the block: Re-thinking periodontal disease
and the Th1/Th2 paradigm in the context of Th17 cells and IL-17. J. Dent. Res. 2008, 87, 817–828. [CrossRef]
[PubMed]
Hajishengallis, G.; Krauss, J.L.; Liang, S.; McIntosh, M.L.; Lambris, J.D. Pathogenic microbes and community
service through manipulation of innate immunity. Adv. Exp. Med. Biol. 2012, 946, 69–85. [PubMed]
Hajishengallis, G. Porphyromonas gingivalis-host interactions: Open war or intelligent guerilla tactics? Microbes
Infect. 2009, 11, 637–645. [CrossRef] [PubMed]
Maekawa, T.; Krauss, J.L.; Abe, T.; Jotwani, R.; Triantafilou, M.; Triantafilou, K.; Hashim, A.; Hoch, S.;
Curtis, M.A.; Nussbaum, G.; et al. Porphyromonas gingivalis manipulates complement and tlr signaling to
uncouple bacterial clearance from inflammation and promote dysbiosis. Cell Host Microbe 2014, 15, 768–778.
[CrossRef] [PubMed]
Aas, J.A.; Paster, B.J.; Stokes, L.N.; Olsen, I.; Dewhirst, F.E. Defining the normal bacterial flora of the oral
cavity. J. Clin. Microbiol. 2005, 43, 5721–5732. [CrossRef] [PubMed]
Paster, B.J.; Boches, S.K.; Galvin, J.L.; Ericson, R.E.; Lau, C.N.; Levanos, V.A.; Sahasrabudhe, A.; Dewhirst, F.E.
Bacterial diversity in human subgingival plaque. J. Bacteriol. 2001, 183, 3770–3783. [CrossRef] [PubMed]
Hajishengallis, G.; Darveau, R.P.; Curtis, M.A. The keystone-pathogen hypothesis. Nat. Rev. Microbiol. 2012,
10, 717–725. [CrossRef] [PubMed]
Cutler, C.W.; Jotwani, R.; Palucka, K.A.; Davoust, J.; Bell, D.; Banchereau, J. Evidence and a novel hypothesis
for the role of dendritic cells and porphyromonas gingivalis in adult periodontitis. J. Periodontal Res. 1999,
34, 406–412. [CrossRef] [PubMed]
Van Dyke, T.E.; Lester, M.A.; Shapira, L. The role of the host response in periodontal disease progression:
Implications for future treatment strategies. J. Periodontol. 1993, 64, 792–806. [CrossRef] [PubMed]
Gemmell, E.; Yamazaki, K.; Seymour, G.J. The role of T cells in periodontal disease: Homeostasis and
autoimmunity. Periodontology 2000 2007, 43, 14–40. [CrossRef] [PubMed]
Garlet, G.P.; Martins, W., Jr.; Ferreira, B.R.; Milanezi, C.M.; Silva, J.S. Patterns of chemokines and chemokine
receptors expression in different forms of human periodontal disease. J. Periodontal Res. 2003, 38, 210–217.
[CrossRef] [PubMed]
Gemmell, E.; Carter, C.L.; Seymour, G.J. Chemokines in human periodontal disease tissues. Clin. Exp.
Immunol. 2001, 125, 134–141. [CrossRef] [PubMed]
Taubman, M.A.; Valverde, P.; Han, X.; Kawai, T. Immune response: The key to bone resorption in periodontal
disease. J. Periodontol. 2005, 76, 2033–2041. [CrossRef] [PubMed]
Shin, H.; Zhang, Y.; Jagannathan, M.; Hasturk, H.; Kantarci, A.; Liu, H.; Van Dyke, T.E.; Ganley-Leal, L.M.;
Nikolajczyk, B.S. B cells from periodontal disease patients express surface Toll-like receptor 4. J. Leukoc. Biol.
2009, 85, 648–655. [CrossRef] [PubMed]
Scapini, P.; Cassatella, M.A. Social networking of human neutrophils within the immune system. Blood 2014,
124, 710–719. [CrossRef] [PubMed]
Pillay, J.; Kamp, V.M.; van Hoffen, E.; Visser, T.; Tak, T.; Lammers, J.W.; Ulfman, L.H.; Leenen, L.P.; Pickkers, P.;
Koenderman, L. A subset of neutrophils in human systemic inflammation inhibits T cell responses through
Mac-1. J. Clin. Investig. 2012, 122, 327–336. [CrossRef] [PubMed]
Puga, I.; Cols, M.; Barra, C.M.; He, B.; Cassis, L.; Gentile, M.; Comerma, L.; Chorny, A.; Shan, M.; Xu, W.; et al.
B cell-helper neutrophils stimulate the diversification and production of immunoglobulin in the marginal
zone of the spleen. Nat. Immunol. 2011, 13, 170–180. [CrossRef] [PubMed]
Camous, L.; Roumenina, L.; Bigot, S.; Brachemi, S.; Fremeaux-Bacchi, V.; Lesavre, P.; Halbwachs-Mecarelli, L.
Complement alternative pathway acts as a positive feedback amplification of neutrophil activation. Blood
2011, 117, 1340–1349. [CrossRef] [PubMed]
Hajishengallis, G.; Lambris, J.D. Crosstalk pathways between Toll-like receptors and the complement system.
Trends Immunol. 2010, 31, 154–163. [CrossRef] [PubMed]
Pelletier, M.; Maggi, L.; Micheletti, A.; Lazzeri, E.; Tamassia, N.; Costantini, C.; Cosmi, L.; Lunardi, C.;
Annunziato, F.; Romagnani, S.; et al. Evidence for a cross-talk between human neutrophils and th17 cells.
Blood 2010, 115, 335–343. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

67.
68.

69.

70.

71.

72.
73.

74.
75.

76.

77.

78.
79.

80.

81.

82.
83.

84.

85.

16 of 27

Dababneh, R.; Al-Wahadneh, A.M.; Hamadneh, S.; Khouri, A.; Bissada, N.F. Periodontal manifestation of
leukocyte adhesion deficiency type I. J. Periodontol. 2008, 79, 764–768. [CrossRef] [PubMed]
Moutsopoulos, N.M.; Konkel, J.; Sarmadi, M.; Eskan, M.A.; Wild, T.; Dutzan, N.; Abusleme, L.; Zenobia, C.;
Hosur, K.B.; Abe, T.; et al. Defective neutrophil recruitment in leukocyte adhesion deficiency type i disease
causes local il-17-driven inflammatory bone loss. Sci. Transl. Med. 2014, 6. [CrossRef] [PubMed]
Burns, E.; Eliyahu, T.; Uematsu, S.; Akira, S.; Nussbaum, G. Tlr2-dependent inflammatory response to
Porphyromonas gingivalis is MyD88 independent, whereas MyD88 is required to clear infection. J. Immunol.
2010, 184, 1455–1462. [CrossRef] [PubMed]
Gibson, F.C., 3rd; Genco, C.A. Porphyromonas gingivalis mediated periodontal disease and atherosclerosis:
Disparate diseases with commonalities in pathogenesis through TLRs. Curr. Pharm. Des. 2007, 13, 3665–3675.
[CrossRef] [PubMed]
Kido, J.; Kido, R.; Suryono; Kataoka, M.; Fagerhol, M.K.; Nagata, T. Induction of calprotectin release by
Porphyromonas gingivalis lipopolysaccharide in human neutrophils. Oral Microbiol. Immunol. 2004, 19, 182–187.
[CrossRef] [PubMed]
Hajishengallis, G.; Chavakis, T.; Hajishengallis, E.; Lambris, J.D. Neutrophil homeostasis and inflammation:
Novel paradigms from studying periodontitis. J. Leukoc. Biol. 2015, 98, 539–548. [CrossRef] [PubMed]
Schroder, N.W.; Meister, D.; Wolff, V.; Christan, C.; Kaner, D.; Haban, V.; Purucker, P.; Hermann, C.; Moter, A.;
Gobel, U.B.; et al. Chronic periodontal disease is associated with single-nucleotide polymorphisms of the
human TLR-4 gene. Genes Immun. 2005, 6, 448–451. [CrossRef] [PubMed]
Ding, Y.S.; Zhao, Y.; Xiao, Y.Y.; Zhao, G. Toll-like receptor 4 gene polymorphism is associated with chronic
periodontitis. Int. J. Clin. Exp. Med. 2015, 8, 6186–6192. [PubMed]
Emingil, G.; Berdeli, A.; Baylas, H.; Saygan, B.H.; Gurkan, A.; Kose, T.; Atilla, G. Toll-like receptor 2 and 4
gene polymorphisms in generalized aggressive periodontitis. J. Periodontol. 2007, 78, 1968–1977. [CrossRef]
[PubMed]
Gursoy, U.K.; He, Q.; Pussinen, P.; Huumonen, S.; Kononen, E. Alveolar bone loss in relation to Toll-like
receptor 4 and 9 genotypes and Porphyromonas gingivalis carriage. Eur. J. Clin. Microbiol. Infect. Dis. 2016, 35,
1871–1876. [CrossRef] [PubMed]
Holla, L.I.; Vokurka, J.; Hrdlickova, B.; Augustin, P.; Fassmann, A. Association of Toll-like receptor 9
haplotypes with chronic periodontitis in Czech population. J. Clin. Periodontol. 2010, 37, 152–159. [CrossRef]
[PubMed]
Holt, S.C.; Ebersole, J.; Felton, J.; Brunsvold, M.; Kornman, K.S. Implantation of Bacteroides gingivalis in
nonhuman primates initiates progression of periodontitis. Science 1988, 239, 55–57. [CrossRef] [PubMed]
Gonzalez, O.A.; Stromberg, A.J.; Huggins, P.M.; Gonzalez-Martinez, J.; Novak, M.J.; Ebersole, J.L. Apoptotic
genes are differentially expressed in aged gingival tissue. J. Dent. Res. 2011, 90, 880–886. [CrossRef]
[PubMed]
Gonzalez, D.; Tzianabos, A.O.; Genco, C.A.; Gibson, F.C., 3rd. Immunization with Porphyromonas gingivalis
capsular polysaccharide prevents P. gingivalis-elicited oral bone loss in a murine model. Infect. Immun. 2003,
71, 2283–2287. [CrossRef] [PubMed]
Baker, P.J.; Evans, R.T.; Roopenian, D.C. Oral infection with Porphyromonas gingivalis and induced alveolar
bone loss in immunocompetent and severe combined immunodeficient mice. Arch. Oral Biol. 1994, 39,
1035–1040. [CrossRef]
Abe, T.; Hajishengallis, G. Optimization of the ligature-induced periodontitis model in mice. J. Immunol.
Methods 2013, 394, 49–54. [CrossRef] [PubMed]
Yu, X.; Hu, Y.; Freire, M.; Yu, P.; Kawai, T.; Han, X. Role of Toll-like receptor 2 in inflammation and alveolar
bone loss in experimental peri-implantitis versus periodontitis. J. Periodontal Res. 2018, 53, 98–106. [CrossRef]
[PubMed]
Gibson, F.C., 3rd; Ukai, T.; Genco, C.A. Engagement of specific innate immune signaling pathways during
Porphyromonas gingivalis induced chronic inflammation and atherosclerosis. Front. Biosci. 2008, 13, 2041–2059.
[CrossRef] [PubMed]
Burns, E.; Bachrach, G.; Shapira, L.; Nussbaum, G. Cutting edge: TLR2 is required for the innate response to
Porphyromonas gingivalis: Activation leads to bacterial persistence and TLR2 deficiency attenuates induced
alveolar bone resorption. J. Immunol. 2006, 177, 8296–8300. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

86.
87.

88.

89.

90.

91.

92.
93.
94.
95.

96.

97.
98.

99.

100.

101.
102.
103.
104.

17 of 27

Costalonga, M.; Batas, L.; Reich, B.J. Effects of Toll-like receptor 4 on Porphyromonas gingivalis-induced bone
loss in mice. J. Periodontal Res. 2009, 44, 537–542. [CrossRef] [PubMed]
Malek, R.; Fisher, J.G.; Caleca, A.; Stinson, M.; van Oss, C.J.; Lee, J.Y.; Cho, M.I.; Genco, R.J.; Evans, R.T.;
Dyer, D.W. Inactivation of the Porphyromonas gingivalis fima gene blocks periodontal damage in gnotobiotic
rats. J. Bacteriol. 1994, 176, 1052–1059. [CrossRef] [PubMed]
Davey, M.; Liu, X.; Ukai, T.; Jain, V.; Gudino, C.; Gibson, F.C., 3rd; Golenbock, D.; Visintin, A.; Genco, C.A.
Bacterial fimbriae stimulate proinflammatory activation in the endothelium through distinct TLRs. J. Immunol.
2008, 180, 2187–2195. [CrossRef] [PubMed]
Coats, S.R.; Pham, T.T.; Bainbridge, B.W.; Reife, R.A.; Darveau, R.P. MD-2 mediates the ability of tetra-acylated
and penta-acylated lipopolysaccharides to antagonize Escherichia coli lipopolysaccharide at the TLR4
signaling complex. J. Immunol. 2005, 175, 4490–4498. [CrossRef] [PubMed]
Reife, R.A.; Coats, S.R.; Al-Qutub, M.; Dixon, D.M.; Braham, P.A.; Billharz, R.J.; Howald, W.N.; Darveau, R.P.
Porphyromonas gingivalis lipopolysaccharide lipid A heterogeneity: Differential activities of tetra- and
penta-acylated lipid A structures on E-selectin expression and TLR4 recognition. Cell. Microbiol. 2006,
8, 857–868. [CrossRef] [PubMed]
Dale, B.A.; Kimball, J.R.; Krisanaprakornkit, S.; Roberts, F.; Robinovitch, M.; O’Neal, R.; Valore, E.V.; Ganz, T.;
Anderson, G.M.; Weinberg, A. Localized antimicrobial peptide expression in human gingiva. J. Periodontal
Res. 2001, 36, 285–294. [CrossRef] [PubMed]
Diamond, D.L.; Kimball, J.R.; Krisanaprakornkit, S.; Ganz, T.; Dale, B.A. Detection of beta-defensins secreted
by human oral epithelial cells. J. Immunol. Methods 2001, 256, 65–76. [CrossRef]
Weinberg, A.; Krisanaprakornkit, S.; Dale, B.A. Epithelial antimicrobial peptides: Review and significance
for oral applications. Crit. Rev. Oral Biol. Med. 1998, 9, 399–414. [CrossRef] [PubMed]
Kinane, D.F.; Stathopoulou, P.G.; Papapanou, P.N. Periodontal diseases. Nat. Rev. Dis. Primers 2017, 77,
17038. [CrossRef] [PubMed]
Abdi, K.; Chen, T.; Klein, B.A.; Tai, A.K.; Coursen, J.; Liu, X.; Skinner, J.; Periasamy, S.; Choi, Y.; Kessler, B.M.;
et al. Mechanisms by which Porphyromonas gingivalis evades innate immunity. PLoS ONE 2009, 12, e0182164.
[CrossRef] [PubMed]
Nussbaum, G.; Ben-Adi, S.; Genzler, T.; Sela, M.; Rosen, G. Involvement of Toll-like receptors 2 and 4 in the
innate immune response to Treponema denticola and its outer sheath components. Infect. Immun. 2009, 77,
3939–3947. [CrossRef] [PubMed]
Toussi, D.N.; Liu, X.; Massari, P. The FomA porin from Fusobacterium nucleatum is a Toll-like receptor 2
agonist with immune adjuvant activity. Clin. Vaccine Immunol. 2012, 19, 1093–1101. [CrossRef] [PubMed]
Park, S.R.; Kim, D.J.; Han, S.H.; Kang, M.J.; Lee, J.Y.; Jeong, Y.J.; Lee, S.J.; Kim, T.H.; Ahn, S.G.; Yoon, J.H.;
et al. Diverse Toll-like receptors mediate cytokine production by Fusobacterium nucleatum and Aggregatibacter
actinomycetemcomitans in macrophages. Infect. Immun. 2014, 82, 1914–1920. [CrossRef] [PubMed]
Kesavalu, L.; Sathishkumar, S.; Bakthavatchalu, V.; Matthews, C.; Dawson, D.; Steffen, M.; Ebersole, J.L. Rat
model of polymicrobial infection, immunity, and alveolar bone resorption in periodontal disease. Infect.
Immun. 2007, 75, 1704–1712. [CrossRef] [PubMed]
Chukkapalli, S.S.; Velsko, I.M.; Rivera-Kweh, M.F.; Larjava, H.; Lucas, A.R.; Kesavalu, L. Global TLR2 and
4 deficiency in mice impacts bone resorption, inflammatory markers and atherosclerosis to polymicrobial
infection. Mol. Oral Microbiol. 2017, 32, 211–225. [CrossRef] [PubMed]
Kochanek, K.D.; Murphy, S.L.; Xu, J.; Tejada-Vera, B. Deaths: Final data for 2014. Natl. Vital Stat. Rep. 2016,
65, 1–122. [PubMed]
Hansson, G.K.; Libby, P. The immune response in atherosclerosis: A double-edged sword. Nat. Rev. Immunol.
2006, 6, 508–519. [CrossRef] [PubMed]
Tabas, I.; Garcia-Cardena, G.; Owens, G.K. Recent insights into the cellular biology of atherosclerosis. J. Cell.
Biol. 2015, 209, 13–22. [CrossRef] [PubMed]
Stary, H.C.; Chandler, A.B.; Glagov, S.; Guyton, J.R.; Insull, W., Jr.; Rosenfeld, M.E.; Schaffer, S.A.;
Schwartz, C.J.; Wagner, W.D.; Wissler, R.W. A definition of initial, fatty streak, and intermediate lesions of
atherosclerosis. A report from the committee on vascular lesions of the council on arteriosclerosis, American
heart association. Circulation 1994, 89, 2462–2478. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

18 of 27

105. Tacke, F.; Alvarez, D.; Kaplan, T.J.; Jakubzick, C.; Spanbroek, R.; Llodra, J.; Garin, A.; Liu, J.; Mack, M.; van
Rooijen, N.; et al. Monocyte subsets differentially employ CCR2, CCR5, and CX3CR1 to accumulate within
atherosclerotic plaques. J. Clin. Investig. 2007, 117, 185–194. [CrossRef] [PubMed]
106. Naghavi, M.; Libby, P.; Falk, E.; Casscells, S.W.; Litovsky, S.; Rumberger, J.; Badimon, J.J.; Stefanadis, C.;
Moreno, P.; Pasterkamp, G.; et al. From vulnerable plaque to vulnerable patient: A call for new definitions
and risk assessment strategies: Part I. Circulation 2003, 108, 1664–1672. [CrossRef] [PubMed]
107. Virmani, R.; Kolodgie, F.D.; Burke, A.P.; Farb, A.; Schwartz, S.M. Lessons from sudden coronary death: A
comprehensive morphological classification scheme for atherosclerotic lesions. Arterioscler. Thromb. Vasc.
Biol. 2000, 20, 1262–1275. [CrossRef] [PubMed]
108. Sharma, S.; Garg, I.; Ashraf, M.Z. TLR signalling and association of TLR polymorphism with cardiovascular
diseases. Vasc. Pharmacol. 2016, 87, 30–37. [CrossRef] [PubMed]
109. Chistiakov, D.A.; Melnichenko, A.A.; Orekhov, A.N.; Bobryshev, Y.V. How do macrophages sense modified
low-density lipoproteins? Int. J. Cardiol. 2017, 230, 232–240. [CrossRef] [PubMed]
110. Libby, P.; Ridker, P.M. Inflammation and atherosclerosis: Role of C-reactive protein in risk assessment. Am. J.
Med. 2004, 116, 9–16. [CrossRef] [PubMed]
111. Van Tassell, B.W.; Toldo, S.; Mezzaroma, E.; Abbate, A. Targeting interleukin-1 in heart disease. Circulation
2013, 128, 1910–1923. [CrossRef] [PubMed]
112. Moss, J.W.; Ramji, D.P. Cytokines: Roles in atherosclerosis disease progression and potential therapeutic
targets. Future Med. Chem. 2016, 8, 1317–1330. [CrossRef] [PubMed]
113. Kunjathoor, V.V.; Febbraio, M.; Podrez, E.A.; Moore, K.J.; Andersson, L.; Koehn, S.; Rhee, J.S.; Silverstein, R.;
Hoff, H.F.; Freeman, M.W. Scavenger receptors class A-I/II and CD36 are the principal receptors responsible
for the uptake of modified low density lipoprotein leading to lipid loading in macrophages. J. Biol. Chem.
2002, 277, 49982–49988. [CrossRef] [PubMed]
114. Mehta, J.L.; Sanada, N.; Hu, C.P.; Chen, J.; Dandapat, A.; Sugawara, F.; Satoh, H.; Inoue, K.; Kawase, Y.;
Jishage, K.; et al. Deletion of LOX-1 reduces atherogenesis in LDLR knockout mice fed high cholesterol diet.
Circ. Res. 2007, 100, 1634–1642. [CrossRef] [PubMed]
115. Vainio, S.; Ikonen, E. Macrophage cholesterol transport: A critical player in foam cell formation. Ann. Med.
2003, 35, 146–155. [CrossRef] [PubMed]
116. Manning-Tobin, J.J.; Moore, K.J.; Seimon, T.A.; Bell, S.A.; Sharuk, M.; Alvarez-Leite, J.I.; de Winther, M.P.;
Tabas, I.; Freeman, M.W. Loss of sr-a and cd36 activity reduces atherosclerotic lesion complexity without
abrogating foam cell formation in hyperlipidemic mice. Arterioscler. Thromb. Vasc. Biol. 2009, 29, 19–26.
[CrossRef] [PubMed]
117. Tall, A.R.; Costet, P.; Wang, N. Regulation and mechanisms of macrophage cholesterol efflux. J. Clin. Investig.
2002, 110, 899–904. [CrossRef] [PubMed]
118. Jessup, W.; Gelissen, I.C.; Gaus, K.; Kritharides, L. Roles of ATP binding cassette transporters A1 and G1,
scavenger receptor BI and membrane lipid domains in cholesterol export from macrophages. Curr. Opin.
Lipidol. 2006, 17, 247–257. [CrossRef] [PubMed]
119. Golovkin, A.S.; Ponasenko, A.V.; Khutornaya, M.V.; Kutikhin, A.G.; Salakhov, R.R.; Yuzhalin, A.E.;
Zhidkova, I.I.; Barbarash, O.L.; Barbarash, L.S. Association of TLR and TREM-1 gene polymorphisms
with risk of coronary artery disease in a Russian population. Gene 2014, 550, 101–109. [CrossRef] [PubMed]
120. Kaiser, R.; Tang, L.F.; Taylor, K.E.; Sterba, K.; Nititham, J.; Brown, E.E.; Edberg, J.C.; McGwin, G., Jr.;
Alarcon, G.S.; Ramsey-Goldman, R.; et al. A polymorphism in TLR2 is associated with arterial thrombosis
in a multiethnic population of patients with systemic lupus erythematosus. Arthritis Rheumatol. 2014, 66,
1882–1887. [CrossRef] [PubMed]
121. Kiechl, S.; Lorenz, E.; Reindl, M.; Wiedermann, C.J.; Oberhollenzer, F.; Bonora, E.; Willeit, J.; Schwartz, D.A.
Toll-like receptor 4 polymorphisms and atherogenesis. N. Engl. J. Med. 2002, 347, 185–192. [CrossRef]
[PubMed]
122. Zee, R.Y.; Hegener, H.H.; Gould, J.; Ridker, P.M. Toll-like receptor 4 Asp299Gly gene polymorphism and risk
of atherothrombosis. Stroke 2005, 36, 154–157. [CrossRef] [PubMed]
123. Edfeldt, K.; Swedenborg, J.; Hansson, G.K.; Yan, Z.Q. Expression of Toll-like receptors in human
atherosclerotic lesions: A possible pathway for plaque activation. Circulation 2002, 105, 1158–1161. [PubMed]
124. Dunzendorfer, S.; Lee, H.K.; Tobias, P.S. Flow-dependent regulation of endothelial Toll-like receptor 2
expression through inhibition of SP1 activity. Circ. Res. 2004, 95, 684–691. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

19 of 27

125. Xu, X.H.; Shah, P.K.; Faure, E.; Equils, O.; Thomas, L.; Fishbein, M.C.; Luthringer, D.; Xu, X.P.;
Rajavashisth, T.B.; Yano, J.; et al. Toll-like receptor-4 is expressed by macrophages in murine and human
lipid-rich atherosclerotic plaques and upregulated by oxidized LDL. Circulation 2001, 104, 3103–3108.
[CrossRef] [PubMed]
126. Den Dekker, W.K.; Cheng, C.; Pasterkamp, G.; Duckers, H.J. Toll like receptor 4 in atherosclerosis and plaque
destabilization. Atherosclerosis 2010, 209, 314–320. [CrossRef] [PubMed]
127. Choi, S.H.; Harkewicz, R.; Lee, J.H.; Boullier, A.; Almazan, F.; Li, A.C.; Witztum, J.L.; Bae, Y.S.; Miller, Y.I.
Lipoprotein accumulation in macrophages via Toll-like receptor-4-dependent fluid phase uptake. Circ. Res.
2009, 104, 1355–1363. [CrossRef] [PubMed]
128. Mizoguchi, E.; Orihara, K.; Hamasaki, S.; Ishida, S.; Kataoka, T.; Ogawa, M.; Saihara, K.; Okui, H.;
Fukudome, T.; Shinsato, T.; et al. Association between Toll-like receptors and the extent and severity
of coronary artery disease in patients with stable angina. Coron. Artery Dis. 2007, 18, 31–38. [CrossRef]
[PubMed]
129. Hollestelle, S.C.; De Vries, M.R.; Van Keulen, J.K.; Schoneveld, A.H.; Vink, A.; Strijder, C.F.; Van
Middelaar, B.J.; Pasterkamp, G.; Quax, P.H.; De Kleijn, D.P. Toll-like receptor 4 is involved in outward
arterial remodeling. Circulation 2004, 109, 393–398. [CrossRef] [PubMed]
130. Monaco, C.; Gregan, S.M.; Navin, T.J.; Foxwell, B.M.; Davies, A.H.; Feldmann, M. Toll-like receptor-2
mediates inflammation and matrix degradation in human atherosclerosis. Circulation 2009, 120, 2462–2469.
[CrossRef] [PubMed]
131. Galis, Z.S.; Sukhova, G.K.; Lark, M.W.; Libby, P. Increased expression of matrix metalloproteinases and
matrix degrading activity in vulnerable regions of human atherosclerotic plaques. J. Clin. Investig. 1994, 94,
2493–2503. [CrossRef] [PubMed]
132. Ishikawa, Y.; Satoh, M.; Itoh, T.; Minami, Y.; Takahashi, Y.; Akamura, M. Local expression of Toll-like receptor
4 at the site of ruptured plaques in patients with acute myocardial infarction. Clin. Sci. 2008, 115, 133–140.
[CrossRef] [PubMed]
133. Lundberg, A.M.; Hansson, G.K. Innate immune signals in atherosclerosis. Clin. Immunol. 2010, 134, 5–24.
[CrossRef] [PubMed]
134. Asdonk, T.; Motz, I.; Werner, N.; Coch, C.; Barchet, W.; Hartmann, G.; Nickenig, G.; Zimmer, S. Endothelial
RIG-i activation impairs endothelial function. Biochem. Biophys. Res. Commun. 2012, 420, 66–71. [CrossRef]
[PubMed]
135. Kanno, S.; Nishio, H.; Tanaka, T.; Motomura, Y.; Murata, K.; Ihara, K.; Onimaru, M.; Yamasaki, S.; Kono, H.;
Sueishi, K.; et al. Activation of an innate immune receptor, Nod1, accelerates atherogenesis in Apoe−/−
mice. J. Immunol. 2015, 194, 773–780. [CrossRef] [PubMed]
136. Yuan, H.; Zelkha, S.; Burkatovskaya, M.; Gupte, R.; Leeman, S.E.; Amar, S. Pivotal role of NOD2 in
inflammatory processes affecting atherosclerosis and periodontal bone loss. Proc. Natl. Acad. Sci. USA 2013,
110, E5059–E5068. [CrossRef] [PubMed]
137. Johansson, M.E.; Zhang, X.Y.; Edfeldt, K.; Lundberg, A.M.; Levin, M.C.; Boren, J.; Li, W.; Yuan, X.M.;
Folkersen, L.; Eriksson, P.; et al. Innate immune receptor NOD2 promotes vascular inflammation and
formation of lipid-rich necrotic cores in hypercholesterolemic mice. Eur. J. Immunol. 2014, 44, 3081–3092.
[CrossRef] [PubMed]
138. Vita, J.A.; Loscalzo, J. Shouldering the risk factor burden: Infection, atherosclerosis, and the vascular
endothelium. Circulation 2002, 106, 164–166. [CrossRef] [PubMed]
139. Epstein, S.E.; Zhou, Y.F.; Zhu, J. Infection and atherosclerosis: Emerging mechanistic paradigms. Circulation
1999, 100, e20–e28. [CrossRef] [PubMed]
140. Epstein, S.E. The multiple mechanisms by which infection may contribute to atherosclerosis development
and course. Circ. Res. 2002, 90, 2–4. [PubMed]
141. Zhu, J.; Nieto, F.J.; Horne, B.D.; Anderson, J.L.; Muhlestein, J.B.; Epstein, S.E. Prospective study of pathogen
burden and risk of myocardial infarction or death. Circulation 2001, 103, 45–51. [CrossRef] [PubMed]
142. Hektoen, L. The vascular changes of tuberculous meningitis, especially the tuberculous endarterities. J. Exp.
Med. 1896, 1, 112–163. [CrossRef] [PubMed]
143. Saikku, P.; Leinonen, M.; Mattila, K.; Ekman, M.R.; Nieminen, M.S.; Makela, P.H.; Huttunen, J.K.; Valtonen, V.
Serological evidence of an association of a novel chlamydia, twar, with chronic coronary heart disease and
acute myocardial infarction. Lancet 1988, 2, 983–986. [CrossRef]

Vaccines 2018, 6, 21

20 of 27

144. Beck, J.; Garcia, R.; Heiss, G.; Vokonas, P.S.; Offenbacher, S. Periodontal disease and cardiovascular disease.
J. Periodontol. 1996, 67, 1123–1137. [CrossRef] [PubMed]
145. Leinonen, M.; Saikku, P. Evidence for infectious agents in cardiovascular disease and atherosclerosis. Lancet
Infect. Dis. 2002, 2, 11–17. [CrossRef]
146. Espinola-Klein, C.; Rupprecht, H.J.; Blankenberg, S.; Bickel, C.; Kopp, H.; Victor, A.; Hafner, G.; Prellwitz, W.;
Schlumberger, W.; Meyer, J. Impact of infectious burden on progression of carotid atherosclerosis. Stroke
2002, 33, 2581–2586. [CrossRef] [PubMed]
147. Andraws, R.; Berger, J.S.; Brown, D.L. Effects of antibiotic therapy on outcomes of patients with coronary
artery disease: A meta-analysis of randomized controlled trials. JAMA 2005, 293, 2641–2647. [CrossRef]
[PubMed]
148. Muhlestein, J.B.; Anderson, J.L. Chronic infection and coronary artery disease. Cardiol. Clin. 2003, 21,
333–362. [CrossRef]
149. Cannon, C.P.; Braunwald, E.; McCabe, C.H.; Grayston, J.T.; Muhlestein, B.; Giugliano, R.P.; Cairns, R.;
Skene, A.M. Pravastatin or Atorvastatin Evaluation and Infection Therapy-Thrombolysis in Myocardial
Infarction 22 Investigators. Antibiotic treatment of Chlamydia pneumoniae after acute coronary syndrome.
N. Engl. J. Med. 2005, 352, 1646–1654. [CrossRef] [PubMed]
150. Gift, H.C.; Redford, M. Oral health and the quality of life. Clin. Geriatr. Med. 1992, 8, 673–683. [PubMed]
151. Beck, J.D.; Elter, J.R.; Heiss, G.; Couper, D.; Mauriello, S.M.; Offenbacher, S. Relationship of periodontal
disease to carotid artery intima-media wall thickness: The atherosclerosis risk in communities (ARIC) study.
Arterioscler. Thromb. Vasc. Biol. 2001, 21, 1816–1822. [CrossRef] [PubMed]
152. Colhoun, H.M.; Slaney, J.M.; Rubens, M.B.; Fuller, J.H.; Sheiham, A.; Curtis, M.A. Antibodies to periodontal
pathogens and coronary artery calcification in type 1 diabetic and nondiabetic subjects. J. Periodontal Res.
2008, 43, 103–110. [CrossRef] [PubMed]
153. Desvarieux, M.; Demmer, R.T.; Rundek, T.; Boden-Albala, B.; Jacobs, D.R., Jr.; Sacco, R.L.; Papapanou, P.N.
Periodontal microbiota and carotid intima-media thickness: The oral infections and vascular disease
epidemiology study (invest). Circulation 2005, 111, 576–582. [CrossRef] [PubMed]
154. Piconi, S.; Trabattoni, D.; Luraghi, C.; Perilli, E.; Borelli, M.; Pacei, M.; Rizzardini, G.; Lattuada, A.; Bray, D.H.;
Catalano, M.; et al. Treatment of periodontal disease results in improvements in endothelial dysfunction and
reduction of the carotid intima-media thickness. FASEB J. 2009, 23, 1196–1204. [CrossRef] [PubMed]
155. Koromantzos, P.A.; Makrilakis, K.; Dereka, X.; Katsilambros, N.; Vrotsos, I.A.; Madianos, P.N. A randomized,
controlled trial on the effect of non-surgical periodontal therapy in patients with type 2 diabetes. Part I: Effect
on periodontal status and glycaemic control. J. Clin. Periodontol. 2011, 38, 142–147. [CrossRef] [PubMed]
156. Kiran, M.; Arpak, N.; Unsal, E.; Erdogan, M.F. The effect of improved periodontal health on metabolic control
in type 2 diabetes mellitus. J. Clin. Periodontol. 2005, 32, 266–272. [CrossRef] [PubMed]
157. Nibali, L.; Tatarakis, N.; Needleman, I.; Tu, Y.K.; D’Aiuto, F.; Rizzo, M.; Donos, N. Clinical review: Association
between metabolic syndrome and periodontitis: A systematic review and meta-analysis. J. Clin. Endocrinol.
Metab. 2013, 98, 913–920. [CrossRef] [PubMed]
158. Ye, L.; Jiang, Y.; Liu, W.; Tao, H. Correlation between periodontal disease and oral cancer risk: A.
meta-analysis. J. Cancer Res. Ther. 2016, 12, C237–C240. [CrossRef] [PubMed]
159. Offenbacher, S.; Katz, V.; Fertik, G.; Collins, J.; Boyd, D.; Maynor, G.; McKaig, R.; Beck, J. Periodontal infection
as a possible risk factor for preterm low birth weight. J. Periodontol. 1996, 67, 1103–1113. [CrossRef] [PubMed]
160. Joseph, R.; Rajappan, S.; Nath, S.G.; Paul, B.J. Association between chronic periodontitis and rheumatoid
arthritis: A hospital-based case-control study. Rheumatol. Int. 2013, 33, 103–109. [CrossRef] [PubMed]
161. Soder, P.O.; Soder, B.; Nowak, J.; Jogestrand, T. Early carotid atherosclerosis in subjects with periodontal
diseases. Stroke 2005, 36, 1195–1200. [CrossRef] [PubMed]
162. Lockhart, P.B.; Bolger, A.F.; Papapanou, P.N.; Osinbowale, O.; Trevisan, M.; Levison, M.E.; Taubert, K.A.;
Newburger, J.W.; Gornik, H.L.; Gewitz, M.H.; et al. Periodontal disease and atherosclerotic vascular disease:
Does the evidence support an independent association? A scientific statement from the american heart
association. Circulation 2012, 125, 2520–2544. [CrossRef] [PubMed]
163. Tuominen, R.; Reunanen, A.; Paunio, M.; Paunio, I.; Aromaa, A. Oral health indicators poorly predict
coronary heart disease deaths. J. Dent. Res. 2003, 82, 713–718. [CrossRef] [PubMed]
164. Haraszthy, V.I.; Zambon, J.J.; Trevisan, M.; Zeid, M.; Genco, R.J. Identification of periodontal pathogens in
atheromatous plaques. J. Periodontol. 2000, 71, 1554–1560. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

21 of 27

165. Kozarov, E.V.; Dorn, B.R.; Shelburne, C.E.; Dunn, W.A., Jr.; Progulske-Fox, A. Human atherosclerotic plaque
contains viable invasive Actinobacillus actinomycetemcomitans and Porphyromonas gingivalis. Arterioscler.
Thromb. Vasc. Biol. 2005, 25, e17–e18. [CrossRef] [PubMed]
166. Carroll, G.C.; Sebor, R.J. Dental flossing and its relationship to transient bacteremia. J. Periodontol. 1980, 51,
691–692. [CrossRef] [PubMed]
167. Forner, L.; Larsen, T.; Kilian, M.; Holmstrup, P. Incidence of bacteremia after chewing, tooth brushing and
scaling in individuals with periodontal inflammation. J. Clin. Periodontol. 2006, 33, 401–407. [CrossRef]
[PubMed]
168. Zeituni, A.E.; Carrion, J.; Cutler, C.W. Porphyromonas gingivalis-dendritic cell interactions: Consequences for
coronary artery disease. J. Oral Microbiol. 2010, 2. [CrossRef] [PubMed]
169. Gibson, F.C., 3rd; Yumoto, H.; Takahashi, Y.; Chou, H.H.; Genco, C.A. Innate immune signaling and
Porphyromonas gingivalis-accelerated atherosclerosis. J. Dent. Res. 2006, 85, 106–121. [CrossRef] [PubMed]
170. Deshpande, R.G.; Khan, M.B.; Genco, C.A. Invasion of aortic and heart endothelial cells by Porphyromonas
gingivalis. Infect. Immun. 1998, 66, 5337–5343. [PubMed]
171. Dorn, B.R.; Dunn, W.A., Jr.; Progulske-Fox, A. Invasion of human coronary artery cells by periodontal
pathogens. Infect. Immun. 1999, 67, 5792–5798. [PubMed]
172. Ross, R. Atherosclerosis is an inflammatory disease. Am. Heart J. 1999, 138, S419–S420. [CrossRef]
173. Keller, T.T.; Mairuhu, A.T.; de Kruif, M.D.; Klein, S.K.; Gerdes, V.E.; ten Cate, H.; Brandjes, D.P.; Levi, M.; van
Gorp, E.C. Infections and endothelial cells. Cardiovasc. Res. 2003, 60, 40–48. [CrossRef]
174. Qi, M.; Miyakawa, H.; Kuramitsu, H.K. Porphyromonas gingivalis induces murine macrophage foam cell
formation. Microb. Pathog. 2003, 35, 259–267. [CrossRef] [PubMed]
175. Giacona, M.B.; Papapanou, P.N.; Lamster, I.B.; Rong, L.L.; D’Agati, V.D.; Schmidt, A.M.; Lalla, E.
Porphyromonas gingivalis induces its uptake by human macrophages and promotes foam cell formation
in vitro. FEMS Microbiol. Lett. 2004, 241, 95–101. [CrossRef] [PubMed]
176. Shaik-Dasthagirisaheb, Y.B.; Mekasha, S.; He, X.; Gibson, F.C., 3rd; Ingalls, R.R. Signaling events in
pathogen-induced macrophage foam cell formation. Pathog. Dis. 2016, 74. [CrossRef] [PubMed]
177. Shaik-Dasthagirisaheb, Y.B.; Huang, N.; Baer, M.T.; Gibson, F.C., 3rd. Role of MyD88-dependent and
MyD88-independent signaling in Porphyromonas gingivalis-elicited macrophage foam cell formation. Mol. Oral
Microbiol. 2013, 28, 28–39. [CrossRef] [PubMed]
178. Huang, N.; Shaik-Dasthagirisaheb, Y.B.; LaValley, M.P.; Gibson, F.C., 3rd. Liver X receptors contribute to
periodontal pathogen-elicited inflammation and oral bone loss. Mol. Oral Microbiol. 2015, 30, 438–450.
[CrossRef] [PubMed]
179. Joseph, S.B.; Tontonoz, P. LXRs: New therapeutic targets in atherosclerosis? Curr. Opin. Pharmacol. 2003, 3,
192–197. [CrossRef]
180. Li, L.; Messas, E.; Batista, E.L., Jr.; Levine, R.A.; Amar, S. Porphyromonas gingivalis infection accelerates the
progression of atherosclerosis in a heterozygous apolipoprotein e-deficient murine model. Circulation 2002,
105, 861–867. [CrossRef] [PubMed]
181. Lalla, E.; Lamster, I.B.; Hofmann, M.A.; Bucciarelli, L.; Jerud, A.P.; Tucker, S.; Lu, Y.; Papapanou, P.N.;
Schmidt, A.M. Oral infection with a periodontal pathogen accelerates early atherosclerosis in apolipoprotein
E-null mice. Arterioscler. Thromb. Vasc. Biol. 2003, 23, 1405–1411. [CrossRef] [PubMed]
182. Gibson, F.C., 3rd; Hong, C.; Chou, H.H.; Yumoto, H.; Chen, J.; Lien, E.; Wong, J.; Genco, C.A. Innate immune
recognition of invasive bacteria accelerates atherosclerosis in apolipoprotein e-deficient mice. Circulation
2004, 109, 2801–2806. [CrossRef] [PubMed]
183. Jain, A.; Batista, E.L., Jr.; Serhan, C.; Stahl, G.L.; Van Dyke, T.E. Role for periodontitis in the progression of
lipid deposition in an animal model. Infect. Immun. 2003, 71, 6012–6018. [CrossRef] [PubMed]
184. Brodala, N.; Merricks, E.P.; Bellinger, D.A.; Damrongsri, D.; Offenbacher, S.; Beck, J.; Madianos, P.; Sotres, D.;
Chang, Y.L.; Koch, G.; et al. Porphyromonas gingivalis bacteremia induces coronary and aortic atherosclerosis
in normocholesterolemic and hypercholesterolemic pigs. Arterioscler. Thromb. Vasc. Biol. 2005, 25, 1446–1451.
[CrossRef] [PubMed]
185. Zhang, T.; Kurita-Ochiai, T.; Hashizume, T.; Du, Y.; Oguchi, S.; Yamamoto, M. Aggregatibacter
actinomycetemcomitans accelerates atherosclerosis with an increase in atherogenic factors in spontaneously
hyperlipidemic mice. FEMS Immunol. Med. Microbiol. 2010, 59, 143–151. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

22 of 27

186. Rivera, M.F.; Lee, J.Y.; Aneja, M.; Goswami, V.; Liu, L.; Velsko, I.M.; Chukkapalli, S.S.; Bhattacharyya, I.;
Chen, H.; Lucas, A.R.; et al. Polymicrobial infection with major periodontal pathogens induced periodontal
disease and aortic atherosclerosis in hyperlipidemic ApoE(null) mice. PLoS ONE 2013, 8, e57178. [CrossRef]
[PubMed]
187. Miyamoto, T.; Yumoto, H.; Takahashi, Y.; Davey, M.; Gibson, F.C., 3rd; Genco, C.A. Pathogen-accelerated
atherosclerosis occurs early after exposure and can be prevented via immunization. Infect. Immun. 2006, 74,
1376–1380. [CrossRef] [PubMed]
188. Madan, M.; Bishayi, B.; Hoge, M.; Messas, E.; Amar, S. Doxycycline affects diet- and bacteria-associated
atherosclerosis in an ApoE heterozygote murine model: Cytokine profiling implications. Atherosclerosis 2007,
190, 62–72. [CrossRef] [PubMed]
189. Yumoto, H.; Chou, H.H.; Takahashi, Y.; Davey, M.; Gibson, F.C., 3rd; Genco, C.A. Sensitization of
human aortic endothelial cells to lipopolysaccharide via regulation of Toll-like receptor 4 by bacterial
fimbria-dependent invasion. Infect. Immun. 2005, 73, 8050–8059. [CrossRef] [PubMed]
190. Nakamura, N.; Yoshida, M.; Umeda, M.; Huang, Y.; Kitajima, S.; Inoue, Y.; Ishikawa, I.; Iwai, T. Extended
exposure of lipopolysaccharide fraction from Porphyromonas gingivalis facilitates mononuclear cell adhesion
to vascular endothelium via Toll-like receptor-2 dependent mechanism. Atherosclerosis 2008, 196, 59–67.
[CrossRef] [PubMed]
191. Triantafilou, M.; Gamper, F.G.; Lepper, P.M.; Mouratis, M.A.; Schumann, C.; Harokopakis, E.; Schifferle, R.E.;
Hajishengallis, G.; Triantafilou, K. Lipopolysaccharides from atherosclerosis-associated bacteria antagonize
TLR4, induce formation of TLR2/1/CD36 complexes in lipid rafts and trigger TLR2-induced inflammatory
responses in human vascular endothelial cells. Cell. Microbiol. 2007, 9, 2030–2039. [CrossRef] [PubMed]
192. Harokopakis, E.; Hajishengallis, G. Integrin activation by bacterial fimbriae through a pathway involving
CD14, Toll-like receptor 2, and phosphatidylinositol-3-kinase. Eur. J. Immunol. 2005, 35, 1201–1210. [CrossRef]
[PubMed]
193. Liu, X.; Ukai, T.; Yumoto, H.; Davey, M.; Goswami, S.; Gibson, F.C., 3rd; Genco, C.A. Toll-like receptor 2
plays a critical role in the progression of atherosclerosis that is independent of dietary lipids. Atherosclerosis
2008, 196, 146–154. [CrossRef] [PubMed]
194. Hayashi, C.; Papadopoulos, G.; Gudino, C.V.; Weinberg, E.O.; Barth, K.R.; Madrigal, A.G.; Chen, Y.; Ning, H.;
LaValley, M.; Gibson, F.C., 3rd; et al. Protective role for TLR4 signaling in atherosclerosis progression as
revealed by infection with a common oral pathogen. J. Immunol. 2012, 189, 3681–3688. [CrossRef] [PubMed]
195. Scannapieco, F.A.; Genco, R.J. Association of periodontal infections with atherosclerotic and pulmonary
diseases. J. Periodontal Res. 1999, 34, 340–345. [CrossRef] [PubMed]
196. Morita, T.; Ogawa, Y.; Takada, K.; Nishinoue, N.; Sasaki, Y.; Motohashi, M.; Maeno, M. Association between
periodontal disease and metabolic syndrome. J. Public Health Dent. 2009, 69, 248–253. [CrossRef] [PubMed]
197. Kushiyama, M.; Shimazaki, Y.; Yamashita, Y. Relationship between metabolic syndrome and periodontal
disease in japanese adults. J. Periodontol. 2009, 80, 1610–1615. [CrossRef] [PubMed]
198. Shimazaki, Y.; Saito, T.; Yonemoto, K.; Kiyohara, Y.; Iida, M.; Yamashita, Y. Relationship of metabolic
syndrome to periodontal disease in japanese women: The hisayama study. J. Dent. Res. 2007, 86, 271–275.
[CrossRef] [PubMed]
199. Hugoson, A.; Thorstensson, H.; Falk, H.; Kuylenstierna, J. Periodontal conditions in insulin-dependent
diabetics. J. Clin. Periodontol. 1989, 16, 215–223. [CrossRef] [PubMed]
200. Kaur, G.; Holtfreter, B.; Rathmann, W.; Schwahn, C.; Wallaschofski, H.; Schipf, S.; Nauck, M.; Kocher, T.
Association between type 1 and type 2 diabetes with periodontal disease and tooth loss. J. Clin. Periodontol.
2009, 36, 765–774. [CrossRef] [PubMed]
201. Saremi, A.; Nelson, R.G.; Tulloch-Reid, M.; Hanson, R.L.; Sievers, M.L.; Taylor, G.W.; Shlossman, M.;
Bennett, P.H.; Genco, R.; Knowler, W.C. Periodontal disease and mortality in type 2 diabetes. Diabetes Care
2005, 28, 27–32. [CrossRef] [PubMed]
202. Hotamisligil, G.S. Inflammation and metabolic disorders. Nature 2006, 444, 860–867. [CrossRef] [PubMed]
203. Genco, R.J. Host responses in periodontal diseases: Current concepts. J. Periodontol. 1992, 63, 338–355.
[CrossRef] [PubMed]
204. Fernandez-Real, J.M.; Pickup, J.C. Innate immunity, insulin resistance and type 2 diabetes. Trends Endocrinol.
Metab. 2008, 19, 10–16. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

23 of 27

205. Strissel, K.J.; Stancheva, Z.; Miyoshi, H.; Perfield, J.W., 2nd; DeFuria, J.; Jick, Z.; Greenberg, A.S.; Obin, M.S.
Adipocyte death, adipose tissue remodeling, and obesity complications. Diabetes 2007, 56, 2910–2918.
[CrossRef] [PubMed]
206. Guilherme, A.; Virbasius, J.V.; Puri, V.; Czech, M.P. Adipocyte dysfunctions linking obesity to insulin
resistance and type 2 diabetes. Nat. Rev. Mol. Cell Biol. 2008, 9, 367–377. [CrossRef] [PubMed]
207. Takahashi, K.; Mizuarai, S.; Araki, H.; Mashiko, S.; Ishihara, A.; Kanatani, A.; Itadani, H.; Kotani, H.
Adiposity elevates plasma MCP-1 levels leading to the increased CD11b-positive monocytes in mice. J. Biol.
Chem. 2003, 278, 46654–46660. [CrossRef] [PubMed]
208. Zhao, L.; Hu, P.; Zhou, Y.; Purohit, J.; Hwang, D. NOD1 activation induces proinflammatory gene expression
and insulin resistance in 3T3-L1 adipocytes. Am. J. Physiol. Endocrinol. Metab. 2011, 301, E587–E598.
[CrossRef] [PubMed]
209. Tamrakar, A.K.; Schertzer, J.D.; Chiu, T.T.; Foley, K.P.; Bilan, P.J.; Philpott, D.J.; Klip, A. NOD2 activation
induces muscle cell-autonomous innate immune responses and insulin resistance. Endocrinology 2010, 151,
5624–5637. [CrossRef] [PubMed]
210. Zhou, R.; Tardivel, A.; Thorens, B.; Choi, I.; Tschopp, J. Thioredoxin-interacting protein links oxidative stress
to inflammasome activation. Nat. Immunol. 2010, 11, 136–140. [CrossRef] [PubMed]
211. Koenen, T.B.; Stienstra, R.; van Tits, L.J.; de Graaf, J.; Stalenhoef, A.F.; Joosten, L.A.; Tack, C.J.; Netea, M.G.
Hyperglycemia activates caspase-1 and TXNIP-mediated IL-1beta transcription in human adipose tissue.
Diabetes 2011, 60, 517–524. [CrossRef] [PubMed]
212. Westwell-Roper, C.; Dai, D.L.; Soukhatcheva, G.; Potter, K.J.; van Rooijen, N.; Ehses, J.A.; Verchere, C.B. IL-1
blockade attenuates islet amyloid polypeptide-induced proinflammatory cytokine release and pancreatic
islet graft dysfunction. J. Immunol. 2011, 187, 2755–2765. [CrossRef] [PubMed]
213. Masters, S.L.; Dunne, A.; Subramanian, S.L.; Hull, R.L.; Tannahill, G.M.; Sharp, F.A.; Becker, C.; Franchi, L.;
Yoshihara, E.; Chen, Z.; et al. Activation of the NLRP3 inflammasome by islet amyloid polypeptide provides
a mechanism for enhanced iL-1beta in type 2 diabetes. Nat. Immunol. 2010, 11, 897–904. [CrossRef] [PubMed]
214. Bays, H.; Mandarino, L.; DeFronzo, R.A. Role of the adipocyte, free fatty acids, and ectopic fat in
pathogenesis of type 2 diabetes mellitus: Peroxisomal proliferator-activated receptor agonists provide
a rational therapeutic approach. J. Clin. Endocrinol. Metab. 2004, 89, 463–478. [CrossRef] [PubMed]
215. Boden, G.; Chen, X.; Ruiz, J.; White, J.V.; Rossetti, L. Mechanisms of fatty acid-induced inhibition of glucose
uptake. J. Clin. Investig. 1994, 93, 2438–2446. [CrossRef] [PubMed]
216. Kim, Y.B.; Shulman, G.I.; Kahn, B.B. Fatty acid infusion selectively impairs insulin action on Akt1 and
protein kinase C lambda/zeta but not on glycogen synthase kinase-3. J. Biol. Chem. 2002, 277, 32915–32922.
[CrossRef] [PubMed]
217. Nakarai, H.; Yamashita, A.; Takagi, M.; Adachi, M.; Sugiyama, M.; Noda, H.; Katano, M.; Yamakawa, R.;
Nakayama, K.; Takumiya, H.; et al. Periodontal disease and hypertriglyceridemia in Japanese subjects:
Potential association with enhanced lipolysis. Metabolism 2011, 60, 823–829. [CrossRef] [PubMed]
218. Ramirez-Tortosa, M.C.; Quiles, J.L.; Battino, M.; Granados, S.; Morillo, J.M.; Bompadre, S.; Newman, H.N.;
Bullon, P. Periodontitis is associated with altered plasma fatty acids and cardiovascular risk markers. Nutr.
Metab. Cardiovasc. Dis. 2010, 20, 133–139. [CrossRef] [PubMed]
219. D’Aiuto, F.; Parkar, M.; Nibali, L.; Suvan, J.; Lessem, J.; Tonetti, M.S. Periodontal infections cause changes
in traditional and novel cardiovascular risk factors: Results from a randomized controlled clinical trial.
Am. Heart J. 2006, 151, 977–984. [CrossRef] [PubMed]
220. Low, K.L.; Shui, G.; Natter, K.; Yeo, W.K.; Kohlwein, S.D.; Dick, T.; Rao, S.P.; Wenk, M.R. Lipid
droplet-associated proteins are involved in the biosynthesis and hydrolysis of triacylglycerol in Mycobacterium
bovis bacillus Calmette-Guerin. J. Biol. Chem. 2010, 285, 21662–21670. [CrossRef] [PubMed]
221. Suzuki, T. Assembly of hepatitis C virus particles. Microbiol. Immunol. 2011, 55, 12–18. [CrossRef] [PubMed]
222. Cheung, W.; Gill, M.; Esposito, A.; Kaminski, C.F.; Courousse, N.; Chwetzoff, S.; Trugnan, G.; Keshavan, N.;
Lever, A.; Desselberger, U. Rotaviruses associate with cellular lipid droplet components to replicate in
viroplasms, and compounds disrupting or blocking lipid droplets inhibit viroplasm formation and viral
replication. J. Virol. 2010, 84, 6782–6798. [CrossRef] [PubMed]
223. Neyrolles, O.; Hernandez-Pando, R.; Pietri-Rouxel, F.; Fornes, P.; Tailleux, L.; Barrios Payan, J.A.; Pivert, E.;
Bordat, Y.; Aguilar, D.; Prevost, M.C.; et al. Is adipose tissue a place for Mycobacterium tuberculosis persistence?
PLoS ONE 2006, 1, e43. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

24 of 27

224. Ikejima, S.; Sasaki, S.; Sashinami, H.; Mori, F.; Ogawa, Y.; Nakamura, T.; Abe, Y.; Wakabayashi, K.; Suda, T.;
Nakane, A. Impairment of host resistance to Listeria monocytogenes infection in liver of db/db and ob/ob
mice. Diabetes 2005, 54, 182–189. [CrossRef] [PubMed]
225. Dobos, K.M.; Small, P.L.; Deslauriers, M.; Quinn, F.D.; King, C.H. Mycobacterium ulcerans cytotoxicity in an
adipose cell model. Infect. Immun. 2001, 69, 7182–7186. [CrossRef] [PubMed]
226. Shi, Y.; Liu, Y.; Murdin, A.; Raudonikiene-Mancevski, A.; Ayach, B.B.; Yu, Z.; Fantus, I.G.; Liu, P.P.
Chlamydophila pneumoniae inhibits differentiation of progenitor adipose cells and impairs insulin signaling.
J. Infect. Dis. 2008, 197, 439–448. [CrossRef] [PubMed]
227. Hikawyj-Yevich, I.; Spitzer, J.A. Endotoxin influence on lipolysis in isolated human and primate adipocytes.
J. Surg. Res. 1977, 23, 106–113. [CrossRef]
228. Shi, H.; Kokoeva, M.V.; Inouye, K.; Tzameli, I.; Yin, H.; Flier, J.S. TLR4 links innate immunity and fatty
acid-induced insulin resistance. J. Clin. Investig. 2006, 116, 3015–3025. [CrossRef] [PubMed]
229. Bes-Houtmann, S.; Roche, R.; Hoareau, L.; Gonthier, M.P.; Festy, F.; Caillens, H.; Gasque, P.; Lefebvre
d’Hellencourt, C.; Cesari, M. Presence of functional TLR2 and TLR4 on human adipocytes. Histochem. Cell
Biol. 2007, 127, 131–137. [CrossRef] [PubMed]
230. Poulain-Godefroy, O.; Le Bacquer, O.; Plancq, P.; Lecoeur, C.; Pattou, F.; Fruhbeck, G.; Froguel, P.
Inflammatory role of Toll-like receptors in human and murine adipose tissue. Mediat. Inflamm. 2010,
2010, 823486. [CrossRef] [PubMed]
231. Schaffler, A.; Scholmerich, J.; Salzberger, B. Adipose tissue as an immunological organ: Toll-like receptors,
C1q/TNFs and CTRPs. Trends Immunol. 2007, 28, 393–399. [CrossRef] [PubMed]
232. Ogawa, T.; Asai, Y.; Hashimoto, M.; Takeuchi, O.; Kurita, T.; Yoshikai, Y.; Miyake, K.; Akira, S. Cell activation
by Porphyromonas gingivalis lipid a molecule through Toll-like receptor 4- and myeloid differentiation factor
88-dependent signaling pathway. Int. Immunol. 2002, 14, 1325–1332. [CrossRef] [PubMed]
233. Hajishengallis, G.; Tapping, R.I.; Harokopakis, E.; Nishiyama, S.; Ratti, P.; Schifferle, R.E.; Lyle, E.A.;
Triantafilou, M.; Triantafilou, K.; Yoshimura, F. Differential interactions of fimbriae and lipopolysaccharide
from Porphyromonas gingivalis with the Toll-like receptor 2-centred pattern recognition apparatus.
Cell. Microbiol. 2006, 8, 1557–1570. [CrossRef] [PubMed]
234. Kinane, D.F.; Galicia, J.C.; Gorr, S.U.; Stathopoulou, P.G.; Benakanakere, M. P. gingivalis interactions with
epithelial cells. Front. Biosci. 2008, 13, 966–984. [CrossRef] [PubMed]
235. Darveau, R.P.; Pham, T.T.; Lemley, K.; Reife, R.A.; Bainbridge, B.W.; Coats, S.R.; Howald, W.N.; Way, S.S.;
Hajjar, A.M. Porphyromonas gingivalis lipopolysaccharide contains multiple lipid a species that functionally
interact with both Toll-like receptors 2 and 4. Infect. Immun. 2004, 72, 5041–5051. [CrossRef] [PubMed]
236. Endo, Y.; Tomofuji, T.; Ekuni, D.; Irie, K.; Azuma, T.; Tamaki, N.; Yamamoto, T.; Morita, M. Experimental
periodontitis induces gene expression of proinflammatory cytokines in liver and white adipose tissues in
obesity. J. Periodontol. 2010, 81, 520–526. [CrossRef] [PubMed]
237. Amar, S.; Zhou, Q.; Shaik-Dasthagirisaheb, Y.; Leeman, S. Diet-induced obesity in mice causes changes in
immune responses and bone loss manifested by bacterial challenge. Proc. Natl. Acad. Sci. USA 2007, 104,
20466–20471. [CrossRef] [PubMed]
238. Zhou, Q.; Leeman, S.E.; Amar, S. Signaling mechanisms in the restoration of impaired immune function due
to diet-induced obesity. Proc. Natl. Acad. Sci. USA 2011, 108, 2867–2872. [CrossRef] [PubMed]
239. Garcia, L.; Tercero, J.C.; Legido, B.; Ramos, J.A.; Alemany, J.; Sanz, M. Rapid detection of Actinobacillus
actinomycetemcomitans, Prevotella intermedia and Porphyromonas gingivalis by multiplex PCR. J. Periodontal Res.
1998, 33, 59–64. [CrossRef] [PubMed]
240. Mokdad, A.H.; Bowman, B.A.; Ford, E.S.; Vinicor, F.; Marks, J.S.; Koplan, J.P. The continuing epidemics of
obesity and diabetes in the United States. JAMA 2001, 286, 1195–1200. [CrossRef] [PubMed]
241. Piwernetz, K.; Piehlmeier, W.; Landgraf, R.; Haslbeck, M. Diabetes mellitus. Classification, early detection
and diagnosis. MMW Fortschr. Med. 2001, 143, 49–54, 56–60; quiz 61–62. [PubMed]
242. Mealey, B.L.; Oates, T.W. Diabetes mellitus and periodontal diseases. J. Periodontol. 2006, 77, 1289–1303.
[CrossRef] [PubMed]
243. Novaes, A.B., Jr.; Pereira, A.L.; de Moraes, N.; Novaes, A.B. Manifestations of insulin-dependent diabetes
mellitus in the periodontium of young brazilian patients. J. Periodontol. 1991, 62, 116–122. [CrossRef]
[PubMed]

Vaccines 2018, 6, 21

25 of 27

244. Loe, H. Periodontal disease: The sixth complication of diabetes mellitus. Diabetes Care 1993, 16, 329–334.
[CrossRef] [PubMed]
245. Emrich, L.J.; Shlossman, M.; Genco, R.J. Periodontal disease in non-insulin-dependent diabetes mellitus.
J. Periodontol. 1991, 62, 123–131. [CrossRef] [PubMed]
246. Rylander, H.; Ramberg, P.; Blohme, G.; Lindhe, J. Prevalence of periodontal disease in young diabetics. J. Clin.
Periodontol. 1987, 14, 38–43. [CrossRef] [PubMed]
247. Seppala, B.; Seppala, M.; Ainamo, J. A longitudinal study on insulin-dependent diabetes mellitus and
periodontal disease. J. Clin. Periodontol. 1993, 20, 161–165. [CrossRef] [PubMed]
248. Shlossman, M.; Knowler, W.C.; Pettitt, D.J.; Genco, R.J. Type 2 diabetes mellitus and periodontal disease.
J. Am. Dent. Assoc. 1990, 121, 532–536. [CrossRef] [PubMed]
249. Taylor, G.W.; Burt, B.A.; Becker, M.P.; Genco, R.J.; Shlossman, M.; Knowler, W.C.; Pettitt, D.J. Non-insulin
dependent diabetes mellitus and alveolar bone loss progression over 2 years. J. Periodontol. 1998, 69, 76–83.
[CrossRef] [PubMed]
250. Papapanou, P.N. Periodontal diseases: Epidemiology. Ann. Periodontol. 1996, 1, 1–36. [CrossRef] [PubMed]
251. Taylor, G.W.; Burt, B.A.; Becker, M.P.; Genco, R.J.; Shlossman, M.; Knowler, W.C.; Pettitt, D.J. Severe
periodontitis and risk for poor glycemic control in patients with non-insulin-dependent diabetes mellitus.
J. Periodontol. 1996, 67, 1085–1093. [CrossRef] [PubMed]
252. Thorstensson, H.; Kuylenstierna, J.; Hugoson, A. Medical status and complications in relation to periodontal
disease experience in insulin-dependent diabetics. J. Clin. Periodontol. 1996, 23, 194–202. [CrossRef] [PubMed]
253. Sammalkorpi, K. Glucose intolerance in acute infections. J. Intern. Med. 1989, 225, 15–19. [CrossRef]
[PubMed]
254. Yki-Jarvinen, H.; Sammalkorpi, K.; Koivisto, V.A.; Nikkila, E.A. Severity, duration, and mechanisms of
insulin resistance during acute infections. J. Clin. Endocrinol. Metab. 1989, 69, 317–323. [CrossRef] [PubMed]
255. Miller, L.S.; Manwell, M.A.; Newbold, D.; Reding, M.E.; Rasheed, A.; Blodgett, J.; Kornman, K.S. The
relationship between reduction in periodontal inflammation and diabetes control: A report of 9 cases.
J. Periodontol. 1992, 63, 843–848. [CrossRef] [PubMed]
256. Williams, R.C., Jr.; Mahan, C.J. Periodontal disease and diabetes in young adults. J. Am. Med. Assoc. 1960,
172, 776–778. [CrossRef] [PubMed]
257. Grossi, S.G.; Skrepcinski, F.B.; DeCaro, T.; Robertson, D.C.; Ho, A.W.; Dunford, R.G.; Genco, R.J. Treatment
of periodontal disease in diabetics reduces glycated hemoglobin. J. Periodontol. 1997, 68, 713–719. [CrossRef]
[PubMed]
258. Grossi, S.G.; Skrepcinski, F.B.; DeCaro, T.; Zambon, J.J.; Cummins, D.; Genco, R.J. Response to periodontal
therapy in diabetics and smokers. J. Periodontol. 1996, 67, 1094–1102. [CrossRef] [PubMed]
259. Stewart, J.E.; Wager, K.A.; Friedlander, A.H.; Zadeh, H.H. The effect of periodontal treatment on glycemic
control in patients with type 2 diabetes mellitus. J. Clin. Periodontol. 2001, 28, 306–310. [CrossRef] [PubMed]
260. Faria-Almeida, R.; Navarro, A.; Bascones, A. Clinical and metabolic changes after conventional treatment of
type 2 diabetic patients with chronic periodontitis. J. Periodontol. 2006, 77, 591–598. [CrossRef] [PubMed]
261. Dinarello, C.A.; Mier, J.W. Interleukins. Annu. Rev. Med. 1986, 37, 173–178. [CrossRef] [PubMed]
262. Kishimoto, T.; Akira, S.; Taga, T. Interleukin-6 and its receptor: A paradigm for cytokines. Science 1992, 258,
593–597. [CrossRef] [PubMed]
263. Fibbe, W.E.; Falkenburg, J.H.; Schaafsma, M.R.; Willemze, R. The hematopoietic activities of interleukin-1.
Biotherapy 1989, 1, 263–271. [CrossRef] [PubMed]
264. Hardardottir, I.; Doerrler, W.; Feingold, K.R.; Grunfeld, C. Cytokines stimulate lipolysis and decrease
lipoprotein lipase activity in cultured fat cells by a prostaglandin independent mechanism. Biochem. Biophys.
Res. Commun. 1992, 186, 237–243. [CrossRef]
265. Grunfeld, C.; Soued, M.; Adi, S.; Moser, A.H.; Dinarello, C.A.; Feingold, K.R. Evidence for two classes of
cytokines that stimulate hepatic lipogenesis: Relationships among tumor necrosis factor, interleukin-1 and
interferon-alpha. Endocrinology 1990, 127, 46–54. [CrossRef] [PubMed]
266. Broussard, S.R.; McCusker, R.H.; Novakofski, J.E.; Strle, K.; Shen, W.H.; Johnson, R.W.; Dantzer, R.;
Kelley, K.W. IL-1beta impairs insulin-like growth factor i-induced differentiation and downstream activation
signals of the insulin-like growth factor i receptor in myoblasts. J. Immunol. 2004, 172, 7713–7720. [CrossRef]
[PubMed]

Vaccines 2018, 6, 21

26 of 27

267. Semb, H.; Peterson, J.; Tavernier, J.; Olivecrona, T. Multiple effects of tumor necrosis factor on lipoprotein
lipase in vivo. J. Biol. Chem. 1987, 262, 8390–8394. [PubMed]
268. De Alvaro, C.; Teruel, T.; Hernandez, R.; Lorenzo, M. Tumor necrosis factor alpha produces insulin resistance
in skeletal muscle by activation of inhibitor kappab kinase in a p38 MAPK-dependent manner. J. Biol. Chem.
2004, 279, 17070–17078. [CrossRef] [PubMed]
269. Feingold, K.R.; Soued, M.; Serio, M.K.; Moser, A.H.; Dinarello, C.A.; Grunfeld, C. Multiple cytokines
stimulate hepatic lipid synthesis in vivo. Endocrinology 1989, 125, 267–274. [CrossRef] [PubMed]
270. Garcia-Welsh, A.; Schneiderman, J.S.; Baly, D.L. Interleukin-1 stimulates glucose transport in rat adipose
cells. Evidence for receptor discrimination between iL-1 beta and iL-1 alpha. FEBS Lett. 1990, 269, 421–424.
[CrossRef]
271. Ruan, H.; Hacohen, N.; Golub, T.R.; Van Parijs, L.; Lodish, H.F. Tumor necrosis factor-alpha suppresses
adipocyte-specific genes and activates expression of preadipocyte genes in 3T3-L1 adipocytes: Nuclear
factor-kappab activation by tnf-alpha is obligatory. Diabetes 2002, 51, 1319–1336. [CrossRef] [PubMed]
272. Storz, P.; Doppler, H.; Wernig, A.; Pfizenmaier, K.; Muller, G. Cross-talk mechanisms in the development
of insulin resistance of skeletal muscle cells palmitate rather than tumour necrosis factor inhibits
insulin-dependent protein kinase b (pkb)/akt stimulation and glucose uptake. Eur. J. Biochem. 1999,
266, 17–25. [CrossRef] [PubMed]
273. Molvig, J.; Baek, L.; Christensen, P.; Manogue, K.R.; Vlassara, H.; Platz, P.; Nielsen, L.S.; Svejgaard, A.;
Nerup, J. Endotoxin-stimulated human monocyte secretion of interleukin 1, tumour necrosis factor alpha,
and prostaglandin E2 shows stable interindividual differences. Scand. J. Immunol. 1988, 27, 705–716.
[CrossRef] [PubMed]
274. Pirola, L.; Johnston, A.M.; Van Obberghen, E. Modulation of insulin action. Diabetologia 2004, 47, 170–184.
[CrossRef] [PubMed]
275. Wogensen, L.D.; Mandrup-Poulsen, T.; Markholst, H.; Molvig, J.; Lernmark, A.; Holst, J.J.; Dinarello, C.A.;
Nerup, J. Interleukin-1 potentiates glucose stimulated insulin release in the isolated perfused pancreas.
Acta Endocrinol. 1988, 117, 302–306. [CrossRef] [PubMed]
276. Bagdade, J.D.; Root, R.K.; Bulger, R.J. Impaired leukocyte function in patients with poorly controlled diabetes.
Diabetes 1974, 23, 9–15. [CrossRef] [PubMed]
277. Tan, J.S.; Anderson, J.L.; Watanakunakorn, C.; Phair, J.P. Neutrophil dysfunction in diabetes mellitus. J. Lab.
Clin. Med. 1975, 85, 26–33. [PubMed]
278. Page, R.C.; Offenbacher, S.; Schroeder, H.E.; Seymour, G.J.; Kornman, K.S. Advances in the pathogenesis of
periodontitis: Summary of developments, clinical implications and future directions. Periodontology 2000
1997, 14, 216–248. [CrossRef] [PubMed]
279. Shaddox, L.; Wiedey, J.; Bimstein, E.; Magnuson, I.; Clare-Salzler, M.; Aukhil, I.; Wallet, S.M.
Hyper-responsive phenotype in localized aggressive periodontitis. J. Dent. Res. 2010, 89, 143–148. [CrossRef]
[PubMed]
280. Poligone, B.; Weaver, D.J., Jr.; Sen, P.; Baldwin, A.S., Jr.; Tisch, R. Elevated NF-kappab activation in nonobese
diabetic mouse dendritic cells results in enhanced APC function. J. Immunol. 2002, 168, 188–196. [CrossRef]
[PubMed]
281. Sen, P.; Bhattacharyya, S.; Wallet, M.; Wong, C.P.; Poligone, B.; Sen, M.; Baldwin, A.S., Jr.; Tisch, R. NF-kappa
b hyperactivation has differential effects on the APC function of nonobese diabetic mouse macrophages.
J. Immunol. 2003, 170, 1770–1780. [CrossRef] [PubMed]
282. Rosenkilde, M.M.; Schwartz, T.W. The chemokine system—A major regulator of angiogenesis in health and
disease. APMIS 2004, 112, 481–495. [CrossRef] [PubMed]
283. Bendre, M.S.; Montague, D.C.; Peery, T.; Akel, N.S.; Gaddy, D.; Suva, L.J. Interleukin-8 stimulation of
osteoclastogenesis and bone resorption is a mechanism for the increased osteolysis of metastatic bone
disease. Bone 2003, 33, 28–37. [CrossRef]
284. Serhan, C.N. Treating inflammation and infection in the 21st century: New hints from decoding resolution
mediators and mechanisms. FASEB J. 2017, 31, 1273–1288. [CrossRef] [PubMed]
285. Hasturk, H.; Abdallah, R.; Kantarci, A.; Nguyen, D.; Giordano, N.; Hamilton, J.; Van Dyke, T.E. Resolvin
E1 (rve1) attenuates atherosclerotic plaque formation in diet and inflammation-induced atherogenesis.
Arterioscler. Thromb. Vasc. Biol. 2015, 35, 1123–1133. [CrossRef] [PubMed]

Vaccines 2018, 6, 21

27 of 27

286. Palmer, C.D.; Mancuso, C.J.; Weiss, J.P.; Serhan, C.N.; Guinan, E.C.; Levy, O. 17(R)-Resolvin D1 differentially
regulates TLR4-mediated responses of primary human macrophages to purified LPS and live E. coli. J. Leukoc.
Biol. 2011, 90, 459–470. [CrossRef] [PubMed]
287. Croasdell, A.; Sime, P.J.; Phipps, R.P. Resolvin D2 decreases TLR4 expression to mediate resolution in human
monocytes. FASEB J. 2016, 30, 3181–3193. [CrossRef] [PubMed]
288. Hasturk, H.; Kantarci, A.; Ohira, T.; Arita, M.; Ebrahimi, N.; Chiang, N.; Petasis, N.A.; Levy, B.D.; Serhan, C.N.;
Van Dyke, T.E. RvE1 protects from local inflammation and osteoclast- mediated bone destruction in
periodontitis. FASEB J. 2006, 20, 401–403. [CrossRef] [PubMed]
© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

