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ABSTRACT
Cardiovascular disease (CVD) contributes to a large number
of morbidities and mortalities globally. The main cause is due
to development of atherosclerosis. Many risk factors have been
identified and are treated to improve the disease outcome.
Besides traditional risk factors (such as hyperlipidemia,
diabetes mellitus and smoking), systemic inflammatory
process was found to increase risk of cardiovascular events,
as inflammation promotes atherosclerosis. Periodontal
disease is a chronic disease of tooth-supporting structure,
reported to have a high prevalence worldwide. The earliest
step of the disease is bacterial biofilm formation on tooth
surface which subsequently triggers host inflammation, both
locally and systemically. With chronic inflammatory response,
periodontitis can enhance atherosclerosis, and is considered
a potential contributive factor for development of CVD. The
purpose of this review is to provide information on periodontitis,
CVD, an association between these two conditions and current
knowledge on the effect of periodontal treatment on improving
cardiovascular outcome.
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INTRODUCTION
Cardiovascular disease (CVD) is a major public health
concern as it contributes to a majority of morbidity and
mortality worldwide. Various studies in the past 5 decades
were conducted for better understanding of the pathogenesis
of the diseases in order to improve the treatment outcome.
In 1989, correlation between dental diseases and acute
myocardial infarction was reported.1
Furthermore, periodontal disease (PD) was reported
to increase the risk for development of many other
systemic diseases, for example, hypertension, diabetes
mellitus, osteoporosis, rheumatoid arthritis and chronic
kidney diseases.2-6
Periodontal Diseases
The PD is a noncommunicable infectious and inflammatory
disease of the gum and teeth-supporting tissues, including
soft tissue structures and alveolar bone. From a survey
done by the World Health Organization (WHO), the

110

periodontal health status was assessed with the community
periodontal index (CPI); it reported a high prevalence of
PD worldwide. In middle-aged population, the prevalence
of mild PD (CPI: 1-2) was around 30 to 50%, 20 to 25%
for the moderate form (CPI: 3), and approximately 10 to
15% for severe PD (CPI: 4).7 Moreover, in elder population
and in developing countries with limited access to health
education and dental care, the prevalence was higher and
patients generally have more serious PD.
Pathophysiology
The disease generally progresses slowly. With inadequate
oral hygiene, there is a formation of bacterial plaque (biofilm)
on teeth. Various bacteria, Porphyromonas gingivalis,
Treponema denticola, Prevotella intermedia, Tannerella
forsythia and Aggregatibacter actinomycetemcomitans, were
identified as potential causative organisms with P. gingivalis
being the most studied and is implicated as a major causative
organism. Over time, this bacterial plaque can spread and
continue to grow below the gum line, producing local
inflammatory response which leads to progressive
surrounding tissue destruction. This enables the bacteria to
enter the blood circulation and activate the systemic
inflammatory response.
Multiple factors can accelerate the inflammatory
process of periodontitis. The most important local risk
factor is poor oral hygiene. For nonoral risk factors,
smoking, diabetes mellitus, obesity, physical inactivity and
depression are reported to potentiate risk of periodontitis
and its severity.
DIAGNOSIS
Most patients are asymptomatic, similarly if symptoms are
presented, they are usually nonspecific. Clinically, PD is
categorized into gingivitis and periodontitis. Gingivitis
involves only the gum and is manifested by redness, swelling
with bleeding that may occur with tooth brushing. It is
superficial and relatively harmless, unless in some cases
which can advance to periodontitis if left untreated. For
periodontitis, which is more severe, gums retract and
separate from the teeth creating periodontal pockets (spaces
between teeth and gums). It results in loosening and increase
tooth mobility, abscess formation, alveolar bone loss and
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eventually spontaneous tooth loss. Patients generally have
no systemic signs of infection such as fever or leukocytosis.
The diagnosis of PDs is mainly based on physical
examination by experienced dentists. Although studies on
patient self-reported symptoms showed that the majority
of patients could evaluate their periodontal status correctly,
but clinical examination is required for better information
and treatment planning. Physical findings include evidences
of gum inflammation and loss of connective tissue
surrounding the teeth. For the assessment, the most greatly
used clinical parameter is periodontal pocket probing depth.
In addition, other parameters include bleeding on probing,
calculus index, clinical attachment level, and number of
present teeth; these should be reported to provide a more
detail clinical information. Plain radiograph imaging can offer
information on alveolar bone loss, reflecting the duration
and severity of periodontitis.
TREATMENT
Principle of periodontal therapy focuses on resolution of
inflammation and healing of the destructed tissues. Gingivitis
can be treated with adequate dental hygiene and supragingival
bacterial plaque removal. Patients are encouraged to maintain
their oral hygiene to reduce bacterial regrowth. Treatment
of chronic periodontitis depends upon the disease severity.
Apart from bacterial biofilm removal, antibiotics may be
used as an adjunct to control bacterial overgrowth.8 Topical
antibiotic administration such as chlorhexidine mouthwash
is recommended for usage in moderate to severe
periodontitis. However, patients with other considerable risk
factors such as diabetes mellitus, systemic antibiotics may
have an advantage over local means.
Another adjunctive treatment includes the administration
of host-modulating drugs. Low-dose doxycycline inhibits
the matrix metalloproteinase (MMP) enzyme, hence reducing
patient's symptoms and progression of the inflammation.
The drug is already approved by the US Food and Drug
Administration for treatment of periodontitis.8
In more advanced periodontitis, patient may necessitate
a surgical procedure to gain adequate access for bacterial
plaque removal. Tooth extraction is also performed in some
cases with a nonviable tooth, either for treatment purpose
or prevention against further complication.
Cardiovascular Diseases
CVD is a disorder of the heart or blood vessels. The term
usually encompasses coronary heart disease (CHD),
congestive heart failure (CHF), cerebrovascular disease
(stroke) and peripheral arterial disease (PAD). Atherosclerosis,
a formation of atheromatous plaque within the vessel wall,
is the major etiology of CVD.

As stated by WHO, CVD is the most common cause of
death globally, representing about 30% of mortality.
Additionally, it accounts for approximately 10% of global
disease burden, measured in a disability-adjusted life year.
CVD that has major health impact are CHD and
cerebrovascular disease.9 In the future, with increasing life
expectancy, the prevalence of CVD will be higher.
Pathophysiology of Atherosclerosis
Atherosclerosis is an insidious process, beginning with
deposition of lipoprotein molecules (mainly low-density
lipoprotein: LDL) in the intimal layer of arteries. In the
extracellular matrix, these lipoproteins undergo oxidation,
releasing bioactive phospholipids that can activate endothelial
cells.10 On their luminal surfaces, activated endothelial cells
express adhesion molecules, including intercellular adhesion
molecule 1 (ICAM-1), endothelial leukocyte adhesion
molecule 1 (ELAM-1), and vascular cell adhesion molecule
1 (VCAM-1). Circulating monocytes and lymphocytes
adhere to these surface molecules and in response to
chemoattractive stimuli migrate into the intima.11 This is
known as the recruitment process.
Under the influence of macrophage colony stimulating
factor (M-CSF) produced in the intimal layer of the arteries,
monocytes differentiate to become macrophages. Activation
of macrophage is stimulated by binding of surface receptors
with oxidized LDL particles, apoptotic cell fragments, stress
proteins or bacterial endotoxins. Activated macrophage
releases vasoactive agents, reactive oxygen radicals,
proteolytic enzymes. It then acts like an antigen-presenting
cell (APC), presenting local peptide antigens [e.g. oxidized
LDL, heat shock protein 60 (HSP60) and microbial antigen]
to T cell, resulting in T-cell activation. 11 Activated
macrophage also uptakes modified LDL molecules,
leading to accumulation of cholesterol in the cytoplasm
and formation of lipid droplets. Thus, the macrophage
transforms into a lipid-laden 'foam cell,' characteristic
of atherosclerosis.12
Foam cells eventually die, leaving a lipid-rich element in
the intima. With on-going inflammation, accumulation of
lipid occurs, forming a lipid core of atheromatous plaque.
Simultaneously, as cytokines and chemokines continue to
be released, smooth muscle cells are stimulated and migrate
into the intimal layer. They can proliferate and secrete
collagen to form a fibrous cap of the atheromatous plaque.
The cap acts as a barrier between blood compartment,
composing platelet and coagulation factors, and the lipid
core, which is abundant in proinflammatory and
thrombogenic substances.13
Lymphocytes, mainly T cells, migrate through
endothelium into the intimal layer with the same mechanism
as monocytes. T cells respond to antigen bound to major
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histocompatibility complex (MHC) molecules on the surface
of APCs and become activated. T-cell activation leads to
further inflammation by releasing various cytokines, such
as interferon gamma (IFN-γ), tumor necrosis factor-alpha
(TNF-α), and interleukin-1 (IL-1). IFN-γ is considered a
major proatherogenic cytokine11 as it promotes macrophage
and endothelial activation with production of adhesion
molecules, cytokines, chemokines, free radicals, proteases
and coagulation factors. IFN-γ inhibits cell proliferation,
cholesterol efflux from macrophage cytoplasm. In addition,
it inhibits the ability of smooth muscle cells to secrete
collagen required to maintain the integrity of a fibrous cap.
Apart from IFN-γ, MMP released from macrophage also
attacks on collagen, hence weakens the fibrous cap.13
When a fibrous cap ruptures, blood comes into contact
with thrombogenic materials in the lipid core, especially
tissue factors, and triggers platelet aggregation and thrombin
generation. Thrombosis occurs and leads to subsequent
arterial occlusion, resulting ischemic signs and symptoms.
Evaluation of Subclinical Atherosclerosis
The established risk factors (traditional risk factors) of
atherosclerosis are hyperlipidemia, hypertension, diabetes
mellitus, obesity, advanced age and smoking. With
approximately 10% of patients have none of the above risk
factors; atherosclerosis may develop as a result of chronic
systemic inflammation. This inflammation-induced
atherosclerosis hypothesis is supported by the increased
incidence of atherosclerosis in patients with chronic
inflammatory diseases such as rheumatoid arthritis, systemic
lupus erythematosus and chronic infections.8
Over the last decade, plenty of studies reported a strong
correlation between high level of C-reactive protein (CRP)
and development of cardiovascular events. CRP is an acute
phase reactant protein produced mainly by the liver in
response to IL-6 and TNF-α. In chronic conditions, CRP
especially in low level can be detected by the high-sensitivity
assay called high-sensitivity CRP (hs-CRP). It facilitates
macrophage transformation to foam cell in the presence of
oxidized LDL, thereby promoting atherosclerotic plaque
formation. The US Centers for Disease Control and
Prevention and the American Heart Association have
stratified risk for CVD based on hs-CRP level: low risk,
<1.0 mg/L; average risk, 1.0 to 3.0 mg/L; high risk, >3.0
mg/L.14 A recent study stated that rosuvastatin, a LDL
lowering agent, significantly reduced the incidence of
cardiovascular events in subjects with lower LDL cholesterol
level, particularly those who had hs-CRP level more than
2 mg/dl,15 emphasizing the association between elevated
hs-CRP and CVD. Due to its lack of specific correlation
with atherosclerosis, there is insufficient evidence to
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recommend a treatment aimed at reducing hs-CRP as CVD
prophylaxis.
Recent studies suggested that endothelial dysfunction
precedes obvious atherosclerosis by many years, and is
considered as one of the earliest manifestations. Thereby,
markers for endothelial dysfunction have been developed
to detect individuals with preclinical atherosclerosis that
warrant prompt intervention. Novel endothelial biomarkers
that are being studied include asymmetric dimethylarginine
(ADMA), circulating progenitor cells (CPCs), endothelial
progenitor cells (EPCs), circulating endothelial cells (CECs)
and endothelial microparticles (MPs). These markers are
used to evaluate not only endothelium-dependent vasodilation
capacity, but also endothelial cell healing capacity and their
role in systemic inflammatory response.16 However, more
information is necessitated before clinical implementation
can be recommended.
Flow-mediated dilatation (FMD) is a recently-introduced
noninvasive technique for endothelial function evaluation,
which is now regarded as the gold-standard method in
vascular epidemiology. 16 Studies reported that FMD
decreases in subjects with cardiovascular risk factors
(diabetes mellitus, hypertension, obesity or smoking) and
atherosclerosis,17 while incremental FMD is observed after
lifestyle modification and administration of some drugs (for
example, oral hypoglycemic drugs, statins or angiotensinconverting enzyme inhibitors). It is now widely used in
clinical trials to assess improvement in brachial artery blood
flow after intervention, suggesting better CVD outcome.
Another parameter often used in evaluation of subclinical
atherosclerosis is intima media thickness (IMT). It is an
arterial intimal layer thickness measurement, which is
normally performed at the carotid artery. The carotid IMT,
as supported by many studies, correlates well with degree
of atherosclerosis of coronary arteries.
Periodontitis and CVDs
In 1989, Mattila et al found that dental health was
significantly worse in patients with acute myocardial
infarction than controls in the Finnish population.1 Since
then, a growing number of studies have been conducted to
assess the association between PD and CVD. The results
varied greatly, thus a statistically significant association
between the two conditions cannot be supported. 18-23
Possible reasons for the discrepancy among these studies
may be due to:
1. Differences in study design, study population, sample
sizes and duration of follow-up.
2. Adjustment for confounding factors which are already
known to be independent risk factors for CVD.
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3. Differences in the definition of PD (in which some
studies include gingivitis whilst some do not) and
difference in methods used to assess disease severity.
4. Differences in CVD case identification, with most studies
focusing on CHD, some on nonhemorrhagic stroke,
while only a few included PADs.
However, recent meta-analysis showed significant
association between PD and CVD after adjusting for other
risk factors such as sex, age, ethnicity, socioeconomic status,
obesity, smoking, hypertension, diabetes mellitus and lipid
levels. Estimated relative risk varies from 1.14 to 1.7524-26
and all suggested a significant correlation between these
two conditions.
Association between Periodontitis and
Atherosclerotic Diseases
An indirect relationship between PD and CVD is that they
share common risk factors.27 Prevalence of PD is higher
with cigarette smoking, diabetes mellitus, hypertension,
obesity, hyperlipidemia and advancing age. This is the same
as the risk for CVD and they are classified as traditional
risk factors of atherosclerosis. However, PD still has positive
correlation with CVD with a statistical significance after an
adjustment for these factors. Thus, recent studies have been
focusing on finding the mechanism of this relationship. Many
studies demonstrated the relationship between periodontitis
and increment of the inflammatory markers (hs-CRP, IL1, IL-6 and TNF-α)28,29 and some reported the association
between periodontitis and clinical signs and symptoms of
CVD as clinical outcomes.28,30,31
The concept about infectious induced atherosclerosis is
projected. Recently, not only one single organism but multiple
organisms together are potential causative agents for
development of atherosclerotic diseases. This is called the
'infectious burden concept' but it is not yet established
proven.32
Multiple mechanisms have been proposed in order to
link periodontitis to atherosclerosis. Studies have found that
patients with PD (with or without tooth loss) tend to consume
more carbohydrates and less fiber, which may lead to
hyperlipidemia.25,33,34 Moreover, with chronic infection and
inflammation, lipid metabolism is disturbed and results in
increase triglyceride level. Subsequently, these patients are
at increased risk for developing CVD.
To date, there are four major biological mechanisms
explaining the relationship between PD and CVD. It is
believed that these mechanisms act in unison to increase
inflammation and together exacerbate atherosclerosis.35
1. Local tissue inflammation: With inadequate oral
hygiene, biofilm starts to form and accumulates on the teeth
overtime. Pathogenic bacteria continue to grow within the

biofilm and trigger gingival tissue inflammatory response.
The gingival endothelium becomes activated and releases
proinflammatory cytokines. 36 These cytokines
[prostaglandin E2 (PGE2), TNF-α, IL-1, IL-6, adhesion
molecules and MMPs] promote local tissue inflammation,
resulting in progressive endothelial dysfunction, recruitment
and activation of inflammatory cells (mainly macrophages
and lymphocytes), which lead to surrounding periodontal
tissue inflammation and destruction. These cytokines also
enter the bloodstream, thereby raising the level of circulating
inflammatory substances 29 and trigger systemic
inflammation. With continuous growth of bacteria, repetitive
activation of inflammation occurs, and the host body
inevitably encounters high level of inflammatory cytokines
and remains in a chronic inflammatory state.
2. Bacteremia and systemic inflammatory response:
Normally, transient bacteremia state occurs with toothbrushing and solid food chewing, which causes minor injury
to the gingival endothelium. But with noncontinuous
endothelial injury and nonvirulent oral flora, host immune
response is able to eliminate these bacteria and the bacteremia
is resolved spontaneously. With PD, continuous
inflammation leads to gingival endothelial dysfunction and
results in bacterial invasion into the underlying soft tissue
structures, with some manage to enter the blood circulation.
These pathogenic bacteria occupy virulence factors [such
as fimbriae and lipopolysaccharide (LPS)] which assist them
in surviving from the host immunity and able them to trigger
more intense inflammatory response at the same time.
Fimbriae promote binding of bacteria to the endothelial cells
and activate secretion of proinflammatory substances. LPS
or endotoxin binds to receptors on the macrophage cell
membrane, triggering macrophage activation.33
This oral-hematogenous spread of bacteria is thought
to be a main cause of periodontitis-related systemic
diseases.37 It is estimated that the exchange surface between
biofilms and blood circulation is about 8 cm2 in moderate
PD, and about 15 to 20 cm2 in severe cases. With advanced
disease, it is easier for bacteria to enter the bloodstream.
Once bacteremia occurs, these bacteria can attach onto the
vessel wall at any sites. They trigger systemic inflammatory
response and stimulate atheroma formation through different
pathways, directly by their presentation or by their products
(e.g. degraded surface material and LPS), which can activate
macrophage by binding on cell surface receptors.
Numerous studies have found an association between
PD and increased plasma level of inflammatory cytokines
and supported this theory. Also, several studies were able
to isolate periodontal bacteria from atheroma specimens
obtained from endarterectomy or surgical removal of the
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plaques; either by positive bacterial culture or by detecting
their DNAs.
3. Immune-mediated mechanism: Some specific
pathogenic bacterial peptides (antigen) may have only minimal
differences in molecular structure from the host’s proteins,
thus the host immune system may not recognize these
differences. This phenomenon is known as ‘crossreactivity’. Because of the molecular mimicry between
bacterial antigens and the mammalian proteins, the antibody
targeted against the bacterial antigen may bind with the host's
protein instead, stimulating an inflammatory response.
Antibodies against bacterial HSPs (e.g. HSP60-related GroEL)
may react with the host's HSP60 on endothelial cells,36,38
thereby provoking an infection-induced autoimmune
contribution to atherosclerosis.
As seen in other chronic inflammatory diseases, hyperreactive immune response was reported in patients with
periodontitis. Some host immunity may response to stimuli
by releasing abnormally large amount of proinflammatory
mediators. This phenotype is called ‘monocytic
hyperinflammatory phenotype.’ This group of patients tends
to have more aggressive PD and is at a higher risk for
developing CVD due to exposure to high level of
inflammatory cytokines.36 This hyper-reactive immune also
occurs with polymorphonuclear cell type, resulting in
excessive release of oxygen radicals and protease enzymes,
increase in inflammatory marker levels, and compromise
of the antioxidant defenses.37
4. Platelet activation: Another virulence factor of some
periodontal bacteria is gingipain, a cysteine proteinase.
Gingipain is a potent agonist for protease-activated receptor
(PAR) on platelet cell membrane. Once they bind with the
receptor, they trigger platelet activation and aggregation,39
thereby, initiating the coagulation cascade.
Normally, platelet aggregation results from the binding
of plasma factors [such as von Willebrand factor (vWF),
fibrinogen and fibronectin] to glycoprotein IIb/IIIa. In vitro
study showed that P. gingivalis can activate platelet
aggregation without the requirement of vWF, fibrinogen or
fibronectin as a plasma factor, suggesting that P. gingivalisactivated platelets may be able to secrete these substances.40
Recent study reported that in vitro aggregation of
platelets in the plasma induced by P. gingivalis took place
within several minutes, suggesting that the aggregation
probably occurs rapidly after the onset of bacteremia.40
Effects of Periodontal Therapy on CVDs
Over the last decade, most studies have been focusing on
the impact of periodontal treatment on cardiovascular
outcome. However, results vary greatly between each study
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which could be due to different study protocols and different
outcomes being assessed. Subjects recruited in each study
may suffer from different stages of the disease. Treatment
of periodontitis consists of patient self-care and interventions
given by dentists, the treatment protocols also vary in each
trial. Most of the published studies use laboratory results or
biomarkers as their outcomes. Currently, there is no strong
evidence to confirm that periodontal treatment can decrease
future cardiovascular events.
Hyperlipidemia is widely accepted as a modifiable risk
factor for CVD. One meta-analysis41 reported that reduction
in total cholesterol level was associated with a significant
lower mortality rate from ischemic heart disease. Another
meta-analysis42 reported that with 1.0 mmol/L reduction in
LDL cholesterol, CVD events decrease by approximately
22%. Multiple clinical trials reported reduction in cholesterol
and triglyceride level after periodontal treatment. 43,44
However, a recent meta-analysis 49 concluded that
nonsurgical treatment of PD results in no statistical
significant reduction in any lipid markers (total cholesterol,
HDL, LDL and triglyceride).
Various proinflammatory substances have also been
studied, including TNF-α, IL-1, IL-6, MMP, adhesion
molecules and hemostatic factors (such as fibrinogen or
D-dimer). These substances are measured either from local
sites (gingival crevicular fluid) or from blood circulation.
Studies showed inconsistent results,35,44-48 with some even
reported an increase in level of these substances after
receiving treatment. Therefore, it is difficult to conclude
that periodontal treatment leads to a reduction in these
inflammatory mediators.49,50
On the other hand, hs-CRP level, the most studied
inflammatory marker, is 1.56 mg/L higher in patients with
periodontitis, comparing with the general population.51 With
periodontal treatment, most studies reported a significant
reduction in hs-CRP level,44,46,52 even in patients with other
comorbidities such as diabetes mellitus, or chronic kidney
disease.6,53 Systematic reviews and meta-analyses reported
that hs-CRP decreased by 0.231 to 0.5 mg/L after receiving
nonsurgical periodontal therapy.49-51,54
Endothelial function, as measured by FMD, is reported
to be lower in patients with periodontitis than in otherwise
healthy subjects,55,56 indicating a higher risk for future CVD.
Studies were conducted to evaluate the effect of periodontal
treatment on endothelial function. Mostly, they
demonstrated a significant improvement in FMD after
receiving nonsurgical intervention 56,57 and systematic
reviews supported a consistent effect of periodontal therapy
on improving endothelial dysfunction.48,49 Measuring IMT
is another mean to detect subclinical atherosclerosis. Crosssectional study reported that periodontitis was associated
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with increased carotid IMT.58 To date, there is only one
published study on periodontal treatment effect on IMT,
which showed a significant reduction of IMT after
periodontal therapy.59
CONCLUSION
Considering data from multiple studies, periodontitis seems
to be another independent risk factor for CVD by
precipitating or enhancing atherosclerosis. The majority of
interventional trials demonstrated positive effect of
periodontal treatment on markers of CVD, including
inflammatory mediators, hs-CRP, FMD and IMT. Periodontal
bacteria are known to invade the systemic circulation. Oral
pathogens and inflammatory mediators (IL-1β) (TNF-α)
from periodontal lesions intermittently reach the bloodstream
inducing chronic low-level bacteremia and systemic
inflammatory reactants. 60 However, no large-scale
randomized study observed for cardiovascular event has
been conducted. Therefore, there is inadequate information
to establish a strong recommendation for periodontal
treatment as another measure for reducing CVD outcome.
REFERENCES
1. Mattila KJ, Nieminen MS, Valtonen VV, Rasi VP, Kesäniemi
YA, Syrjälä SL, Jungell PS, Isoluoma M, Hietaniemi K, Jokinen
MJ. Association between dental health and acute myocardial
infarction. BMJ 1989 Mar 25;298(6676):779-781.
2. Tsioufis C, Kasiakogias A, Thomopoulos C, Stefanadis C.
Periodontitis and blood pressure: the concept of dental
hypertension. Atherosclerosis 2011 Nov;219(1):1-9.
3. Gurav AN. Advanced glycation end products: a link between
periodontitis and diabetes mellitus? Curr Diabetes Rev 2013
Sep;9(5):355-361.
4. Esfahanian V, Shamami MS, Shamami MS. Relationship between
osteoporosis and periodontal disease: review of the literature. J
Dent (Tehran) 2012 Fall;9(4):256-264.
5. Rajkarnikar J, Thomas BS, Rao SK. Inter-relationship between
rheumatoid arthritis and periodontitis. Kathmandu Univ Med J
(KUMJ) 2013 Jan-Mar;11(41):22-26.
6. Siribamrungwong M, Puangpanngam K. Treatment of periodontal
diseases reduces chronic systemic inflammation in maintenance
hemodialysis patients. Ren Fail 2012;34(2):171-175.
7. Peterson PE, Ogawa H. Strengthening the prevention of
periodontal disease: the WHO approach. J Periodontol
2005;76:2187-2193.
8. Friedewald VE, Kornman KS, Beck JD, Genco R, Goldfine A,
Libby P, Offenbacher S, Ridker PM, Van Dyke TE, Roberts
WC, et al. The American Journal of Cardiology and Journal of
Periodontology editors' consensus: periodontitis and
atherosclerotic cardiovascular disease. Am J Cardiol 2009 Jul
1;104(1):59-68.
9. World Health Organization, World Heart Federation, World
Stroke Organization. Global atlas on cardiovascular disease
prevention and control. France: World Health Organization; 2011.
Available from: http://whqlibdoc.who.int/publications/2011/
9789241564373_eng.pdf.

10. Libby P, Ridker PM, Maseri A. Inflammation and atherosclerosis.
Circulation 2002 Mar 5;105(9):1135-1143.
11. Hansson GK, Robertson AK, Söderberg-Nauclér C.
Inflammation and atherosclerosis. Annu Rev Pathol 2006;1:
297-329.
12. Dhadse P, Gattani D, Mishra R. The link between periodontal
disease and cardiovascular disease: how far we have come in last
two decades? J Indian Soc Periodontol. 2010 Jul;14(3):148-154.
13. Libby P. Mechanisms of acute coronary syndromes and their
implications for therapy. N Engl J Med 2013 May 23;368(21):
2004-2013.
14. Pearson TA, Mensah GA, Alexander RW, Anderson JL, Cannon
RO, Criqui M, Fadl YY, Fortmann SP, Hong Y, Myers GL,
et al. Markers of inflammation and cardiovascular disease:
application to clinical and public health practice: a statement for
healthcare professionals from the Centers for Disease Control
and Prevention and the American Heart Association. Circulation
2003 Jan 28;107(3):499-511.
15. Ridker PM, Danielson E, Fonseca FA, Genest J, Gotto AM Jr,
Kastelein JJ, Koenig W, Libby P, Lorenzatti AJ, MacFadyen
JG, et al. Rosuvastatin to prevent vascular events in men and
women with elevated C-reactive protein. N Engl J Med 2008
Nov 20;359(21):2195-2207.
16. Li X, Tse HF, Jin LJ. Novel endothelial biomarkers: implications
for periodontal disease and CVD. J Dent Res 2011 Sep;90(9):
1062-1069.
17. Ramírez JH, Arce RM, Contreras A. Periodontal treatment
effects on endothelial function and cardiovascular disease
biomarkers in subjects with chronic periodontitis: protocol for a
randomized clinical trial. Trials 2011 Feb;12:46.
18. Rech RL, Nurkin N, da Cruz I, Sostizzo F, Baião C, Perrone JA,
Wainstein R, Pretto D, Manenti ER, Bodanese LC. Association
between periodontal disease and acute coronary syndrome. Arq
Bras Cardiol 2007 Feb;88(2):185-190.
19. DeStefano F, Anda RF, Kahn HS, Williamson DF, Russell CM.
Dental disease and risk of coronary heart disease and mortality.
BMJ 1993 Mar 13;306(6879):688-691.
20. Fisher MA, Borgnakke WS, Taylor GW. Periodontal disease as
a risk marker in coronary heart disease and chronic kidney disease.
Curr Opin Nephrol Hypertens 2010 Nov;19(6):519-526.
21. Latronico M, Segantini A, Cavallini F, Mascolo A, Garbarino F,
Bondanza S, Debbia EA, Blasi G. Periodontal disease and
coronary heart disease: an epidemiological and microbiological
study. New Microbiol 2007 Jul;30(3):221-228.
22. Beck JD, Eke P, Heiss G, Madianos P, Couper D, Lin D, Moss
K, Elter J, Offenbacher S. Periodontal disease and coronary
heart disease: a reappraisal of the exposure. Circulation 2005 Jul
5;112(1):19-24.
23. Spahr A, Klein E, Khuseyinova N, Boeckh C, Muche R, Kunze
M, Rothenbacher D, Pezeshki G, Hoffmeister A, Koenig W.
Periodontal infections and coronary heart disease: role of
periodontal bacteria and importance of total pathogen burden in
the Coronary Event and Periodontal Disease (CORODONT)
study. Arch Intern Med 2006 Mar 13;166(5):554-559.
24. Humphrey LL, Fu R, Buckley DI, Freeman M, Helfand M.
Periodontal disease and coronary heart disease incidence: a
systematic review and meta-analysis. J Gen Intern Med 2008
Dec;23(12):2079-2086.
25. Bahekar AA, Singh S, Saha S, Molnar J, Arora R. The prevalence
and incidence of coronary heart disease is significantly increased
in periodontitis: a meta-analysis. Am Heart J 2007 Nov;154(5):
830-837.

International Journal of Experimental Dental Science, July-December 2013;2(2):110-117

115

Pimpimol Yooprasert, Monchai Siribamrungwong
26. Mustapha IZ, Debrey S, Oladubu M, Ugarte R. Markers of
systemic bacterial exposure in periodontal disease and
cardiovascular disease risk: a systematic review and metaanalysis. J Periodontol 2007 Dec;78(12):2289-2302.
27. Otomo-Corgel J, Pucher JJ, Rethman MP, Reynolds MA. State
of the science: chronic periodontitis and systemic health. J Evid
Based Dent Pract 2012 Sep;12(3 Suppl):20-28.
28. Pussinen PJ, Tuomisto K, Jousilahti P, Havulinna AS, Sundvall
J, Salomaa V. Endotoxemia, immune response to periodontal
pathogens, and systemic inflammation associate with incident
cardiovascular disease events. Arterioscler Thromb Vasc Biol
2007 Jun;27(6):1433-1439.
29. Sllamniku-Dalipi Z, Mehmeti H, Dragidella F, Koçani F, Disha
M, Meqa K, Begolli L, Begolli G. Elevated levels of inflammatory
cytokines and high-sensitivity C-reactive protein in periodontitis
patients in Kosovo: a pilot study. Open J Stomatol 2013;3:
32-38.
30. Ueno M, Izumi Y, Kawaguchi Y, et al. Prediagnostic plasma
antibody levels to periodontopathic bacteria and risk of coronary
heart disease. Int Heart J 2012;53(4):209-214.
31. Tabeta K, Tanabe N, Yonezawa D, Miyashita H, Maekawa T,
Takahashi N, Okui T, Nakajima T, Yamazaki K. Elevated
antibody titers to Porphyromonas gingivalis as a possible
predictor of ischemic vascular disease: results from the
Tokamachi-Nakasato cohort study. J Atheroscler Thromb
2011;18(9):808-817.
32. Rosenfeld ME, Campbell LA. Pathogens and atherosclerosis:
update on the potential contribution of multiple infectious
organisms to the pathogenesis of atherosclerosis. Thromb
Haemost 2011 Nov;106(5):858-867.
33. Belstrøm D, Damgaard C, Nielsen CH, Holmstrup P. Does a
causal relation between cardiovascular disease and periodontitis
exist? Microbes Infect 2012 May;14(5):411-418.
34. Yao Z, Yang J, Pan L, Chen Z. Periodontal treatment: potential
to reduce cardiovascular morbidity and/or mortality. Med
Hypotheses 2009 Jul;73(1):33-35.
35. Schenkein HA, Loos BG. Inflammatory mechanisms linking
periodontal diseases to cardiovascular diseases. J Periodontol
2013 Apr;84(4 Suppl):S51-S69.
36. Huck O, Saadi-Thiers K, Tenenbaum H, Davideau JL, Romagna
C, Laurent Y, Cottin Y, Roul JG. Evaluating periodontal risk for
patients at risk of or suffering from atherosclerosis: recent
biological hypotheses and therapeutic consequences. Arch
Cardiovasc Dis 2011 May;104(5):352-358.
37. Inaba H, Amano A. Roles of oral bacteria in cardiovascular
diseases--from molecular mechanisms to clinical cases: implication
of periodontal diseases in development of systemic diseases. J
Pharmacol Sci 2010;113(2):103-109.
38. Epstein SE, Zhu J, Najafi AH, Burnett MS. Insights into the
role of infection in atherogenesis and in plaque rupture. Circulation
2009 Jun 23;119(24):3133-3141.
39. Lourbakos A, Yuan YP, Jenkins AL, Travis J, Andrade-Gordon
P, Santulli R, Potempa J, Pike RN. Activation of proteaseactivated receptors by gingipains from Porphyromonas gingivalis
leads to platelet aggregation: a new trait in microbial pathogenicity.
Blood 2001 Jun 15;97(12):3790-3797.
40. Naito M, Sakai E, Shi Y, Ideguchi H, Shoji M, Ohara N,
Yamamoto K, Nakayama K. Porphyromonas gingivalisinduced platelet aggregation in plasma depends on Hgp44
adhesion but not Rgp proteinase. Mol Microbiol 2006 Jan;
59(1):152-167.

116

41. Lewington S, Whitlock G, Clarke R, Sherliker P, Emberson J,
Halsey J, Qizilbash N, Peto R, Collins R. Blood cholesterol
and vascular mortality by age, sex and blood pressure: a
meta-analysis of individual data from 61 prospective studies
with 55,000 vascular deaths. Lancet 2007 Dec;370(9602):
1829-1839.
42. Baigent C, Blackwell L, Emberson J, Holland LE, Reith C, Bhala
N, Peto R, Barnes EH, Keech A, Simes J, et al. Efficacy and
safety of more intensive lowering of LDL cholesterol: a metaanalysis of data from 170,000 participants in 26 randomised
trials. Lancet 2010 Nov;376(9753):1670-1681.
43. Buhlin K, Hultin M, Norderyd O, Persson L, Pockley AG,
Pussinen PJ, Rabe P, Klinge B, Gustafsson A. Periodontal
treatment influences risk markers for atherosclerosis in patients
with severe periodontitis. Atherosclerosis 2009 Oct;206(2):
518-522.
44. Payne JB, Golub LM, Stoner JA, Lee HM, Reinhardt RA, Sorsa
T, Slepian MJ. The effect of subantimicrobial-dose-doxycycline
periodontal therapy on serum biomarkers of systemic
inflammation: a randomized, double-masked, placebo-controlled
clinical trial. J Am Dent Assoc 2011 Mar;142(3):262-273.
45. Behle JH, Sedaghatfar MH, Demmer RT, Wolf DL, Celenti R,
Kebschull M, Belusko PB, Herrera-Abreu M, Lalla E, Papapanou
PN. Heterogeneity of systemic inflammatory responses to
periodontal therapy. J Clin Periodontol 2009 Apr;36(4):
287-294.
46. Montebugnoli L, Servidio D, Miaton RA, Prati C, Tricoci P,
Melloni C, Melandri G. Periodontal health improves systemic
inflammatory and haemostatic status in subjects with coronary
heart disease. J Clin Periodontol 2005 Feb;32(2):188-192.
47. Wehmeyer MM, Kshirsagar AV, Barros SP, Beck JD, Moss
KL, Preisser JS, Offenbacher S. A randomized controlled trial of
intensive periodontal therapy on metabolic and inflammatory
markers in patients with ESRD: results of an exploratory study.
Am J Kidney Dis 2013 Mar;61(3):450-458.
48. Radafshar G, Shad B, Ariamajd E, Geranmayeh S. Effect of
intensive nonsurgical treatment on the level of serum
inflammatory markers in advanced periodontitis. J Dent (Tehran)
2010 Winter;7(1):24-30.
49. D'Aiuto F, Orlandi M, Gunsolley JC. Evidence that periodontal
treatment improves biomarkers and CVD outcomes. J
Periodontol 2013 Apr;84(4 Suppl):S85-S105.
50. Ying Ouyang X, Mei Xiao W, Chu Y, Ying Zhou S. Influence of
periodontal intervention therapy on risk of cardiovascular disease.
Periodontol 2000 2011 Jun;56(1):227-257.
51. Paraskevas S, Huizinga JD, Loos BG. A systematic review and
meta-analyses on C-reactive protein in relation to periodontitis.
J Clin Periodontol 2008 Apr;35(4):277-290.
52. Offenbacher S, Beck JD, Moss K, Mendoza L, Paquette DW,
Barrow DA, Couper DJ, Stewart DD, Falkner KL, Graham SP,
et al. Results from the Periodontitis and Vascular Events (PAVE)
Study: a pilot multicentered, randomized, controlled trial to study
effects of periodontal therapy in a secondary prevention model
of cardiovascular disease. J Periodontol 2009 Feb;80(2):
190-201.
53. Chen L, Luo G, Xuan D, Wei B, Liu F, Li J, Zhang J. Effects of
nonsurgical periodontal treatment on clinical response, serum
inflammatory parameters, and metabolic control in patients with
type 2 diabetes: a randomized study. J Periodontol 2012
Apr;83(4):435-443.

IJEDS
Interrelationship between Periodontitis and Cardiovascular Diseases
54. Freitas CO, Gomes-Filho IS, Naves RC, Nogueira Filho Gda R,
Cruz SS, Santos CA, Dunningham L, Miranda LF, Barbosa MD.
Influence of periodontal therapy on C-reactive protein level: a
systematic review and meta-analysis. J Appl Oral Sci 2012
Feb;20(1):1-8.
55. Amar S, Gokce N, Morgan S, Loukideli M, Van Dyke TE, Vita
JA. Periodontal disease is associated with brachial artery
endothelial dysfunction and systemic inflammation. Arterioscler
Thromb Vasc Biol 2003 Jul 1;23(7):1245-1249.
56. Seinost G, Wimmer G, Skerget M, Thaller E, Brodmann M,
Gasser R, Bratschko RO, Pilger E. Periodontal treatment
improves endothelial dysfunction in patients with severe
periodontitis. Am Heart J 2005 Jun;149(6):1050-1054.
57. Tonetti MS, D'Aiuto F, Nibali L, Donald A, Storry C, Parkar
M, Suvan J, Hingorani AD, Vallance P, Deanfield J. Treatment
of periodontitis and endothelial function. N Engl J Med 2007
Mar;356(9):911-920.
58. Beck JD, Elter JR, Heiss G, Couper D, Mauriello SM,
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
Nov;21(11):1816-1822.
59. Piconi S, Trabattoni D, Luraghi C, Perilli E, Borelli M, Pacei M,
Rizzardini G, Lattuada A, Bray DH, 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 Apr;23(4):1196-1204.
60. Saini R, Saini S, Saini SR. Periodontal diseases: a risk factor to
cardiovascular disease. Ann Card Anaesth 2010;13:159-61.

ABOUT THE AUTHORS
Pimpimol Yooprasert
Internist, Department of Medicine, Lerdsin General Hospital, College
of Medicine, Rangsit University, Bangkok, Thailand

Monchai Siribamrungwong (Corresponding Author)
Nephrologist, Department of Medicine, Lerdsin General Hospital
College of Medicine, Rangsit University, Bangkok, Thailand, e-mail:
monsiri_dr@hotmail.com

International Journal of Experimental Dental Science, July-December 2013;2(2):110-117

117

