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ABSTRACT
Periodontitis is a multifactorial, irreversible and cumulative condition, initiated and propagated by bacteria
and host factors. The multifactorial nature of periodontitis is related with the complex interactions between
microorganisms in the microbial dental plaque and host response mechanisms, as well as environmental
factors. Progression of periodontal disease is very much dependent on host response. Diabetes mellitus
(DM), a complex metabolic disorder characterised by prolonged hyperglycaemia, has long been recognised
as one of the leading causes of morbidity and mortality globally. DM is a complex metabolic syndrome that
affects both the quality and length of life with major complications. Periodontal disease and diabetes are
highly prevalent chronic diseases and inflammation may play a critical role in their relationship. Prospective
clinical studies with larger scale and greater statistical power are required to better clarify the mechanisms
of possible effects of chronic periodontitis on diabetes.
Keywords: Diabetes mellitus, periodontal disease, saliva, inflammation, serum.

INTRODUCTION
Periodontal tissues consist of four components:
gingiva, periodontal ligament, cementum, and
alveolar bone (Figure 1). Periodontal diseases are
among the most common chronic infectious and
inflammatory diseases in the world. Pathogenesis
of periodontal diseases has two major aspects:
microorganisms and host response. Interactions
between microbial plaque and host immune
system play a critical role in the initiation and
progression of periodontal diseases. Diabetes
mellitus (DM) has long been recognised as one
of the leading causes of morbidity and mortality
globally.1 This brief review highlights the evidence
for a bidirectional relationship between DM and
periodontal disease.

SEARCH STRATEGY
A literature search of the last thirty years was
performed using the ISI and PubMed database
from 1980 to 30 April 2013, with the following
search strategy: (“periodontitis” OR “periodontal
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disease”)
AND
(“diabetes
mellitus”)
AND
(“treatment” OR “interaction” OR “metabolic
control”) AND (“saliva” OR “gingival crevicular
fluid” OR “serum”). The search was limited to
the English language. In vitro studies on cell
cultures, experimental studies on animal models,
polymorphism
studies,
studies
particularly
investigating possible role of various therapeutic
agents such as subantimicrobial-dose doxycycline,
anti-inflammatory agents, and studies focused
only on smoking were excluded from the present
review. Titles and abstracts were screened and
the full text of publications was obtained for
the selected articles. In addition, the reference
lists of review papers were hand searched.

DEFINITIONS OF PERIODONTITIS AND
DIABETES MELLITUS
Healthy gingiva has a pink colour and firm
consistency with no sign of inflammation
(Figure 2). Periodontitis is characterised by
gingival inflammation and alveolar bone resorption.
Gingival inflammation is visualised by gingival
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Figure 1. Diagram of healthy periodontal tissues
namely; gingiva, periodontal ligament, cementum,
and alveolar bone.
The cementoenamel junction (CEJ) is at the base
of the sulcus, the periodontal ligament fibres are all
intact lying between cementum on the root surface
and the alveolar bone. Thus, there is no attachment
loss and no pocket when probed with a periodontal
probe. Pocket depth (PD) is the distance between
the free gingival margin and the base of the sulcus/
pocket in millimetres. Clinical attachment level
(CAL) on the other hand shows the distance from
the CEJ to the base of the sulcus/pocket.

reddening, oedema, and bleeding on probing
(BOP) with a periodontal probe (Figure 3).
Alveolar bone resorption can be detected
radiographically and also clinically by measuring
the probing depth and clinical attachment level
(CAL) in millimetres by a periodontal probe. The
World Health Organization reported that severe
chronic periodontitis leading to tooth loss was
found in 5-15% of most populations worldwide.
Periodontitis is a chronic local oral infection
regarded as triggering not only a local but also
a systemic immuno-inflammatory response.2
More than 500 different bacterial species are
able to colonise the oral biofilm and up to 150
different species of bacteria are possible in
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of healthy teeth and
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Figure 3. Clinical picture of a case of severe chronic
periodontitis with type 2 diabetes mellitus.
Note the pronounced gingival inflammation,
bleeding, and swelling, but also gingival recession.
There is visible plaque accumulation at the necks
of the teeth and calculus deposits are also easily
detectable. The upper anterior teeth had migrated
due to severe periodontal destruction and lost their
contacts with each other.

any individual’s subgingival plaque. Systemic
diseases and conditions may affect the onset
and course of periodontal disease or vice versa.
DM is a complex metabolic syndrome that
affects both the quality and length of life with
major complications, which is caused by either
a deficiency in insulin production or an impaired
utilisation of insulin. Type 1 DM is caused by
progressive autoimmune destruction of pancreatic
insulin-producing ß cells. Type 2 DM describes a
metabolic
disorder
of
multiple
aetiology,
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characterised by chronic hyperglycaemia with
disturbances of carbohydrate, fat, and protein
metabolism resulting from defects in insulin
secretion, insulin action or both.1

EPIDEMIOLOGY
Clinical
and
epidemiological
studies
have
reported higher prevalence and increased severity
of periodontitis in diabetic patients.3-5 It was
reported that type 2 DM patients are 2.8 times
more likely to have periodontitis,6 and 4.2 times
more likely to have significant alveolar bone loss7
than systemically healthy individuals. Indeed,
periodontal disease has been proposed to be
the sixth complication of DM8 with evidence
showing a correlation between poorer glycaemic
control and worsening periodontal health.9,10
Higher gingivitis index and gingival recession in
diabetic patients compared to the systemically
healthy controls were reported.11 Higher gingival
index and attachment loss were also associated
with HbA1c levels in diabetic patients.12 HbA1c
correlated positively with percentage of sites that
bleed on probing and sites exhibiting probing
depths ≥5 mm.13 The best predictor for severe
periodontal disease in subjects with type 2 DM
has been reported to be smoking followed by
HbA1c level.14 Diabetic patients commonly present
with xerostomia15 and lower salivary flow rates
compared to the systemically healthy controls.
Thus, there is substantial information supporting
a close association between DM and periodontitis.16

INTERSECTIONS IN PATHOGENIC
MECHANISMS
Diabetes-associated
susceptibility
traits
for
periodontitis include neutrophil dysfunction,
abnormal cross-linking and glycosylation of
collagen, defective secretion of growth factors,
cytokines and subsequent impaired healing.
Reactive oxygen species have a role in
periodontal diseases as well as diabetes.
Prolonged inflammation, such as periodontitis,
is a source of reactive oxygen species and can
compromise the antioxidant capacity of serum
and
tissues.17
Significantly
higher
salivary
glutathione peroxidase and reductase activities
with lower mean glutathione level was reported
in DM patients.18 Oxidative stress burden was
increased in serum and saliva resulting in
different redox state of DM patients from that of
normoglycaemic control subjects.19 Reduced
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salivary glutathione concentrations were noted in
type 1 DM patients as a sign for careful follow-up
of these patients in regards to periodontal
disease.20
Moreover,
gene
expression
of
antioxidant enzymes in gingival tissue was
up-regulated in the poorly-controlled diabetic
group with periodontitis.21
DM-induced changes in immune cell function
also up-regulate proinflammatory cytokines from
monocytes/polymorphonuclear leukocytes and
down-regulate growth factors. This creates a
predisposition to chronic inflammation, progressive
tissue breakdown, and diminished tissue repair
capacity. DM patients have elevated levels of
advanced glycation end-products (AGEs) in their
gingival tissues that may be associated with a
state of enhanced oxidant stress, a potential
mechanism for accelerated tissue injury.22 AGEs
can interact with specific receptors on cells,
such as macrophages, impairing chemotactic
and phagocytic function of polymorphonuclear
leukocytes and stimulating the production of
matrix metalloproteinases and IL-1ß.23 Monocytes
from DM patients produce significantly greater
amounts of IL-1ß, and prostaglandin E2 (PGE2)
than
non-diabetic
controls.24,25
These
proinflammatory
cytokines
may
partially
explain the increased severity of periodontitis in
diabetic patients.
The level of metabolic control has a central role
in the intersection of periodontitis and DM.
Decreased metabolic control in type 2 DM resulted
in increased serum triglycerides, and all clinical
periodontal measurements and gingival crevicular
fluid (GCF) levels of IL-1ß showed a trend to
increase as diabetic control diminished.26 Type 1
DM
patients
with
periodontitis
exhibited
significantly higher GCF levels of IL-1ß and PGE2.25
Elevated GCF IL-1ß was associated with poor
glycaemic control in type 2 diabetic patients with
untreated periodontitis.27,28
On the other hand, adipokines, like leptin, resistin
and adiponectin, highly activate cells releasing
TNF-α and IL-6.29 This, in turn, stimulates greater
hepatic C-reactive protein (CRP) synthesis
which may also increase insulin resistance.30,31
Inflammatory and infectious stimuli such as
lipopolysaccharides and cytokines increase leptin
levels in the acute phase.32 Adiponectin plays a
significant role in regulating glycaemia, lipidemia,
endothelial dysfunction, and proinflammatory
mechanisms.33 Low serum concentrations of
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adiponectin have been reported to be linked
with decreased insulin sensitivity.34 A low plasma
adiponectin concentration is associated with
a decrease in whole body insulin sensitivity
in humans.35
Function and activation of endothelial cells are
also impaired in DM.36 Adhesion molecules such as
intercellular adhesion molecule-1 (ICAM-1), vascular
cell adhesion molecule-1 (VCAM-1) and E-selectin,
play key roles in leukocyte adhesion to arterial
endothelial cells.37 Serum concentrations of soluble
ICAM-1 (sICAM-1) and other adhesion molecules
were increased in DM patients.38,39 Periodontitis
patients have higher serum sICAM-1 levels than
periodontally-healthy individuals.40 Elevated serum
levels of TNF-α, IL-6, CRP, leptin, sICAM-1, and
decreased adiponectin levels in diabetic patients
with periodontitis may eventually act to aggravate
insulin resistance and deteriorate glycaemic control.

PERIODONTAL TREATMENT AND
DIABETES
Effects of periodontal treatment on clinical
periodontal parameters, systemic mediators,
and glycaemic control were evaluated in well
or poorly-controlled type 2 diabetic as well as
systemically healthy periodontitis patients.35
The poorly-controlled diabetic group exhibited
significantly decreased HbA1c levels 3 months
after completion of non-surgical periodontal
treatment. Increased adiponectin levels may at
least partially explain the significant improvement
in glycaemic control by non-surgical periodontal
treatment in the DM group.35 These findings
corroborate the previous studies demonstrating
significant improvements in HbA1c levels and
clinical periodontal parameters following nonsurgical periodontal treatment.41-46 Almost no
change in the HbA1c percentage in the wellcontrolled diabetics with non-surgical periodontal
treatment in contrast to the significant
improvement in the poorly-controlled diabetics
have been reported.47 This may be regarded
as further proof of the beneficial effects of
periodontal treatment in the glycaemic control
of type 2 DM. While their current medical
therapies are efficient in the well-controlled
diabetics, the 1.5% improvement in glycaemic
control of the poorly-controlled diabetics with
periodontal treatment may correspond to
significant improvement in general health.47 It
may be suggested that the deeper the baseline
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peritoneal dialysis (PD) is, the longer follow-up
period is required for proper periodontal healing
as well as significant decrease in HbA1c level. The
risk of diabetic complications were strongly
associated with previous hyperglycaemia in type
2 diabetics and any reduction in HbA1c is likely
to reduce the risk of complications.48 Therefore,
periodontal treatment may be regarded as a
means of reducing HbA1c levels, eventually helping
the overall management of diabetic patients.49
In a study reporting better HbA1c levels in
people with better tooth brushing self-efficacy,
it was suggested that motivation and instruction
on better oral hygiene is important in diabetic
patients especially those with poor metabolic
control.50 The importance of prevention of
oral diseases for a better systemic health was
also emphasised recently.51 Poorly-controlled
diabetics have been reported to exhibit
significant reductions in PD, peritonitis incidence
(PI), and BOP following mechanical periodontal
treatment.41,42,52-55 Higher PI and BOP levels have
been reported in poorly-controlled diabetics, 1
and 3 months after periodontal treatment
compared to baseline.53,54 Poor glycaemic control
was suggested to have contributed to higher
BOP scores in the poorly controlled group.
It is likely that microvascular changes due to
prolonged hyperglycaemia create a tendency
for bleeding in these patients despite the similar
plaque scores with the well-controlled group.
Increased serum levels of proinflammatory
cytokines like TNF-α, IL-6, CRP, and sICAM-1
may play a role in insulin resistance and
deteriorate glycaemic control in diabetic patients.
Such an increase in serum levels of inflammatory
cytokines may be one of the mechanisms by
which infection by Gram-negative bacteria
promotes atherosclerosis in diabetic patients.56
Intervention trials suggest that periodontal
therapy, which decreases the intraoral bacterial
bioburden and reduces periodontal inflammation,
can have a significant impact on systemic
inflammatory status. Reports suggest that
periodontal therapy is associated with improved
glycaemic control in many patients with both
diabetes and periodontal diseases.57 TNF-α,
IL-6, CRP, and sICAM-l concentrations tended
to decrease in the poorly-controlled diabetics
following periodontal treatment.35 These decreases
may at least partially explain the significant
improvement in HbA1c level. Recently, the
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possibility of a direct relationship between the
severity of periodontitis and diabetic complications
has been discussed in a workshop and it
was
concluded
that
moderate-to-severe
periodontitis is associated with increased risk for
macroalbuminuria,
end-stage
renal
disease,
calcification of atherosclerotic plaques, carotid
intima-media thickness and cardio-renal mortality.58
Moreover, the participants with the most severe
periodontitis at baseline exhibited approximately
5-fold greater increase in HbA1c levels over
5 years, and the authors suggested that severe
periodontitis predicts the progression of DM.59
Non-diabetic
patients
had
more
healthy
sextants and diabetic patients showed a higher
variability in salivary-IgA levels as compared
with non-diabetic patients.60 Serum levels of
high-sensitivity CRP, TNF-α, IL-6, fasting plasma
glucose, HbA1c, fasting insulin decreased and
adiponectin increased 3 months after periodontal
treatment in type 2 DM patients and periodontal
treatment may improve glycaemic control, lipid
profile, reduce serum inflammatory cytokine
levels, and increase serum adiponectin levels in
poorly controlled type 2 DM patients.61 Levels
of high-sensitivity CRP and stem cell factor in
serum and GCF were reported to be increased in
patients with periodontitis and DM.62

SPECIFIC MOLECULES IN THE
INTERACTION
The strongest relationship was found between
the
intensity
of
periodontal
pathology
markers and the activity of β-glucuronidase of
neutrophilic leukocytes in patients with type 1
DM and periodontitis.63 It was speculated that if
periodontal impairment is severe, DM possibly
causes a faster destruction of periodontal tissues,
increasing the risk of periodontitis.
Diabetic patients exhibited significantly higher
mean
salivary
levels
of
alkaline
and
acid phosphatase, osteopontin, and osteocalcin
than healthy controls.64 Substance P, a potent
proinflammatory neuropeptide present in sensory
neurons, is important in initiating and sustaining
inflammation. Serum substance P levels were
higher in the poorly-controlled diabetic group
than in well-controlled patients; within the
poorly-controlled group, patients with severe
attachment levels had the highest circulating
substance P levels.65
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Lipid
peroxidation
(LPO)
evaluated
by
malondialdehyde in plasma and GCF is
increased in diabetes and may be related to
modulation of inflammatory response. Significant
correlations between LPO markers and periodontal
parameters suggest a direct relationship between
these two entities.66
Plasma adrenomedullin level is elevated in
pathophysiological conditions such as arterial
hypertension, acute coronary syndrome, renal
diseases, DM and periodontal diseases. Type 2
DM patients with/without periodontitis had
significantly higher periodontal clinical indices
than the non-diabetic control groups. Chronic
periodontitis and type 2 DM group had significantly
higher total adrenomedullin level.67
Human β-defensins (hBD-1 and hBD-3) have
strong antibacterial action against various
microorganisms, especially periodontal pathogens.
Patients with type 2 DM and chronic periodontitis
had worse clinical periodontal parameters, they
also had significantly higher GCF levels of total
hBD-1 and hBD-3 than systemically healthy patients
with periodontal disease.68
Toll-like receptor (TLR) 2, 3, 4, and 9 levels in
gingival tissue were higher in individuals with
diabetes, possibly due to an exacerbated
inflammatory
reaction.69
Levels
of
osteoclastogenesis-related
factors
(soluble
receptor activator of nuclear factor-kappa B
ligand [sRANKL] and osteoprotegerin [OPG])
have been evaluated in GCF from poorly or
well-controlled type 2 diabetes and chronic
periodontitis before and after periodontal therapy.
Levels of sRANKL and RANKL/OPG ratios were
higher in poorly-controlled group at baseline and
after therapy.70
Visfatin, a human pre-B cell colony-enhancing
factor is secreted by the adipocytes of the body
that induces the production of IL-1β, TNF-α, and
IL-6 during infection and inflammation. The
mean visfatin concentration was increased in
both serum and GCF in type 2 DM patients with
chronic periodontitis.71

CONCLUSION
In conclusion, it is uncertain which of the
hypothesised
mechanisms
or
combinations
of mechanisms is directly responsible for the
detrimental effects of diabetes on periodontal
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health or vice versa. Prospective clinical studies
with a larger scale are required to better clarify
the mechanisms of possible interactions between
these two entities. It is quite clear that especially
poorly-controlled DM increases the risk for
periodontitis, whereas there is ever-increasing
evidence which shows adverse effects of
periodontal disease on DM onset and progression.

Existing evidence suggests that improvement
of patients’ awareness on oral health should be
an integral part of the routine prevention and
treatment protocol of DM. This can be best
achieved by a closer collaboration between
dentists and physicians and referral to a dentist is
highly suggested after diagnosis of DM.

REFERENCES
1. American Diabetes Association.
Diagnosis and classification of diabetes
mellitus. Diabetes Care. 2007;30(suppl
1):S42-7.
2. Mattson JS, Cerutis DR. Diabetes
mellitus: a review of the literature and
dental implications. Compend Contin
Educ Den. 2001;22:757-60.
3. Cianciola LJ et al. Prevalence of
periodontal disease in insulin-dependent
diabetes mellitus (juvenile diabetes).
JADA. 1982;104:653-60.
4. Collin HL et al. Periodontal findings
in elderly patients with non-insulin
dependent
diabetes
mellitus.
J
Periodontol. 1998;69:962-6.
5. Safkan-Seppala B, Ainamo J. Periodontal
conditions in insulin-dependent diabetes
mellitus. J Clin Periodontol. 1992;19:24-9.
6. Emrich LJ et al. Periodontal disease in
non-insulin dependent diabetes mellitus.
J Periodontol. 1991;62:123-31.
7. Taylor G et al. Non-insulin dependent
diabetes mellitus and alveolar bone loss
progression over 2 years. J Periodontol.
1998;69:76-83.
8. Löe H. Periodontal Disease: The
sixth complication of diabetes mellitus.
American
Diabetes
Association.
1993;16:329-34.
9. Ainamo J et al. Rapid periodontal
destruction in adult humans with poorly
controlled diabetes. A report of 2 cases. J
Clin Periodontol. 1990;17:22-8.
10. Ünal T et al. Fructosamine as a
possible monitoring parameter in noninsulin dependent diabetes mellitus
patients with periodontal disease. J Clin
Periodontol. 1993;64:191-4.
11. Arrieta-Blanco JJ et al. Dental problems
in patients with diabetes mellitus (II):
gingival index and periodontal disease.
Medicina Oral. 2003;8:233-47.
12. Lu HK, Yang PC. Cross-sectional
analysis of different variables of patients
with non-insulin dependent diabetes and
their periodontal status. Int J Periodontics
Rest Dent. 2004;24:71-9.
13. Lim LP et al. Relationship between
markers of metabolic control and
inflammation on severity of periodontal

DIABETES • November 2013

disease in patients with diabetes mellitus.
J Clin Periodontol. 2007;34:118-23.
14. Syrjala AM et al. Role of smoking
and HbA1c level in periodontitis among
insulin-dependent diabetic patients. J
Clin Periodontol. 2003;30:871-5.
15. Moore S et al. Antioxidant activity of
saliva and periodontal diseases. Free
Radic Res. 1994;21:417-25.
16. Taylor JJ et al. A review of the evidence
for pathogenic mechanisms that may
link periodontitis and diabetes. J Clin
Periodontol. 2013;40(Suppl.14):S113-34.
17. Wei PF et al. The investigation of
glutathione
peroxidase,
lactoferrin,
myeloperoxidase and interleukin-1beta
in gingival crevicular fluid: Implications
for oxidative stress in human periodontal
diseases. J Periodontal Res. 2004;39:28793.
18. Arana C et al. Parameters of oxidative
stress in saliva from diabetic and
parenteral drug addict patients. J Oral
Pathol Med. 2006;35:554-9.
19. Ben-Zvi I et al. Effects of diabetes
mellitus, chronic renal failure and
hemodialysis on serum and salivary
antioxidant status. Nephron Clin Pract.
2007;105:c114-20.
20. Gümüş P et al. Salivary antioxidants
in patients with type 1 or 2 diabetes
and inflammatory periodontal disease:
A case-control study. J Periodontol.
2009;80:1440-6.
21. Duarte PM et al. The expression of
antioxidant enzymes in the gingivae of
type 2 diabetics with chronic periodontitis.
Arch Oral Biol. 2012;57:161-8.
22. Ryan ME et al. The influence of
diabetes on the periodontal tissues.
JADA. 2003;134:34S-40S.
23. Vlassara H. Receptor-mediated
interactions of advanced glycosylation
end products with cellular components
within diabetic tissues. Diabetes. 1992;
41(Suppl 2):52-6.

response as a potential risk marker for
periodontal diseases in insulin-dependent
diabetes mellitus patients. J Periodontol.
1997;68:127-35.
26. Cutler CW et al. Heightened gingival
inflammation and attachment loss in
type 2 diabetics with hyperlipidemia. J
Periodontol. 1999;70:1313-21.
27. Engebretson SP et al. Gingival
crevicular fluid levels of interleukin-1beta
and glycemic control in patients with
chronic periodontitis and type 2 diabetes.
J Clin Periodontol. 2004;75:1203-8.
28. Zhong Y et al. Gingival crevicular
fluid interleukin-1beta, prostaglandin
E2 and periodontal status in a
community
population.
J
Clin
Periodontol. 2007;34:285-93.
29. Mohamed-Ali V et al. Subcutaneous
adipose tissue releases interleukin-6, but
not tumor necrosis factor-alpha, in vivo. J
Clin Endocrinol Metab. 1997;82:4196-200.
30. Festa A et al. Chronic subclinical
inflammation as part of the insulin
resistance
syndrome:
The
Insulin
Resistance Atherosclerosis Study (IRAS).
Circulation. 2000;102:42-7.
31. Natali A et al. Clustering of insulin
resistance with vascular dysfunction
and low-grade inflammation in type 2
diabetes. Diabetes. 2006;55:1133-40.
32. Grunfeld C et al. Endotoxin and
cytokines induce expression of leptin,
the ob gene product, in hamsters. J Clin
Invest. 1996;97:2152-7.
33. Mantzoros C et al. Circulating
adiponectin levels are associated with
better glycemic control, more favorable
lipid profile and reduced inflammation
in women with type 2 diabetes. J Clin
Endocrinol Metab. 2005;90:4542-8.
34. Tschritter O et al. Plasma adiponectin
concentration predict insulin sensitivity
of both glucose and lipid metabolism.
Diabetes. 2003;52:239-43.

24. Salvi GE et al. Monocytic TNF alpha
secretion patterns in IDDM patients with
periodontal diseases. J Clin Periodontol.
1997;24:8-16.

35. Kardeşler L et al. Adipokines and
inflammatory mediators after initial
periodontal treatment in patients with
type 2 diabetes and chronic periodontitis.
J Periodontol. 2010;81:24-33.

25. Salvi GE et al. Inflammatory mediator

36. De Vriese AS et al. Endothelial

EMJ EUROPEAN MEDICAL JOURNAL

35

dysfunction in diabetes. Br J Pharmacol.
2000;130:963-74.
37. Carter AM, Grant PJ. Vascular
homeostasis, adhesion molecules, and
macrovascular disease in non-insulindependent diabetes mellitus. Diabet Med.
1997;14:423-32.
38. Ceriello A et al. Increased circulating
intercellular adhesion molecule-1 levels in
type II diabetic patients: the possible role
of metabolic control and oxidative stress.
Metabolism. 1996;45:498-501.
39. Fasching P et al. Elevated circulating
adhesion molecules in NIDDM. Potential
mediators in diabetic macroangiopathy.
Diabetologia. 1996;39:1242-44.
40. Lappin DF et al. The systemic
immune response is more prominent
than the mucosal immune response in the
pathogenesis of periodontal disease. J
Clin Periodontol. 2003;30:778-86.
41. Rodrigues DC et al. Effect of nonsurgical periodontal therapy on glycemic
control in patients with type 2 diabetes
mellitus. J Periodontol. 2003;74:1361-7.
42. O’Connell PA et al. Effects of
periodontal therapy on glycemic control
and inflammatory markers. J Periodontol.
2008;79:774-83.
43. Kıran M et al. The effect of improved
periodontal health on metabolic control
in type 2 diabetes mellitus. J Clin
Periodontol. 2005;32:266-72.
44. Iwamoto Y et al. The effect of
antimicrobial periodontal treatment on
circulating tumor necrosis factor-alpha
and glycated hemoglobin level in patients
with type 2 diabetes. J Periodontol.
2001;72:774-8.
45. Stewart JE et al. The effect of
periodontal treatment on glycemic
control in patients with type 2 diabetes
mellitus. J Clin Periodontol. 2001;28:30610.
46. Navarro-Sanchez AB et al. Effect
of non-surgical periodontal therapy on
clinical and immunological response
and glycaemic control in type 2 diabetic
patients with moderate periodontitis. J
Clin Periodontol. 2007;34:835-43.
47. Edelman SV. Importance of glucose
control. Med Clin North Am. 1998;82:66587.
48. Stratton IM et al. Association of
glycaemia with macrovascular and
microvascular complications of type
2 diabetes (UKPDS 35): prospective
observational study. Bri Med J.
2000;321:405-12.

36

DIABETES • November 2013

49. Engebretson S, Kocher T. Evidence
that periodontal treatment improves
diabetes outcomes: a systematic review
and meta-analysis. J Clin Periodontol
2013;40(Suppl.14):S153-63.

adiponectin, insulin resistance and
metabolic control after periodontal
intervention in patients with Type 2
Diabetes and chronic periodontitis. Intern
Med. 2011;50:569-74.

50. Syrjälä AM et al. Dental self-efficacy as
a determinant to oral health behavior, oral
hygiene and HbA1c level among diabetic
patients. J Clin Periodontol. 1999;26:61621.

62. Kalra N et al. Association of stem cell
factor and high-sensitivity C reactive
protein concentrations in crevicular
fluid and serum in patients with chronic
periodontitis with and without type 2
diabetes. J Oral Sci. 2013;55:57-62.

51. Oral health: prevention is key. Lancet.
2009;373:1.
52. Christgau M et al. Healing response
to non-surgical periodontal therapy in
patients with diabetes mellitus: Clinical,
microbiological,
and
immunological
results. J Clin Periodontol. 1998;25:112-24.
53. Gonçalves D et al. The effect of
non-surgical periodontal therapy on
peroxidase activity in diabetic patients:
a case-control pilot study. J Clin
Periodontol. 2008;79:2143-50.
54. Correa FOB et al. The short-term
effectiveness of non-surgical treatment
in reducing levels of interleukin 1β and
proteases in gingival crevicular fluid
from type 2 diabetes patients with
chronic periodontitis. J Periodontol.
2008;79:2143-50.
55. Da Cruz GA et al. Clinical and
laboratory evaluations of non-surgical
periodontal treatment in subjects
with diabetes mellitus. J Periodontol.
2008;79:1150-7.
56. Iwata H et al. High glucose upregulates lipopolysaccharide-stimulated
inflammatory cytokine production via
c-jun N-terminal kinase in monocytic cell
line THP-1. J Endotoxin Res. 2007;13:22734.
57. Nishimura F et al. The periodontal
host response with diabetes. Periodontol
2000. 2007;43:245-53.
58. Chapple ILC, Genco R, and on behalf
of working group 2 of the joint EFP/AAP
workshop. Diabetes and periodontal
diseases: consensus report of the Joint
EFP/AAP workshop on periodontitis and
systemic diseases. J Clin Periodontol.
2013;40(Suppl.14):S106-12.

63. Surna A et al. Activity of neutrophil
β-Glucuronidase in diabetic and
nondiabetic patients with chronic
generalized periodontitis and healthy
subjects. Medicina (Kaunas). 2011;47:91-7.
64. Cutando A, López-Valverde A et al.
Effect of gingival application of melatonin
on alkaline and acid phosphatase,
osteopontin
and
osteocalcin
in
patients with diabetes and periodontal
disease. Med Oral Patol Oral Cir Bucal.
2013;18:e657-63.
65. Ozturk A et al. The relationship of
periodontal disease severity to serum
and GCF substance P levels in diabetics.
Quintessence Int. 2012;43:587-96.
66. Bastos AS et al. Lipid peroxidation is
associated with the severity of periodontal
disease and local inflammatory markers
in patients with Type 2 Diabetes. J Clin
Endocrinol Metab. 2012;97:E1353-62.
67. Ertugrul AS et al. Gingival crevicular
fluid adrenomedullin level in individuals
with and without diabetes mellitus type 2.
J Periodontal Res. 2012;48:342-9.
68. Ertugrul AS et al. Gingival crevicular
fluid levels of human beta-defensins 1 and
3 in subjects with periodontitis and/or
type 2 diabetes mellitus: a cross-sectional
study. J Periodontal Res. 2013;48:475-82.
69. Rojo-Botello NR et al. Expression of
toll-like receptors 2, 4 and 9 is increased
in gingival tissue from patients with type
2 diabetes and chronic periodontitis. J
Periodontal Res. 2012;47:62-73.

59. Demmer RT et al. Periodontal status
and A1C change: longitudinal results from
the study of health in Pomerania (SHIP).
Diabetes Care. 2010;33:1037-43.

70. Santos VR et al. Receptor Activator
of Nuclear Factor Kappa B Ligand/
Osteoprotegerin Ratio in sites of chronic
periodontitis of subjects with poorly
and well-controlled Type 2 Diabetes. J
Periodontol. 2010;81:1455-65.

60. Branco-de-Almeida LS et al. Salivary
IgA and periodontal treatment needs
in diabetic patients. Braz Oral Res.
2011;25:550-5.

71. Pradeep AR et al. Association of serum
and crevicular visfatin levels in periodontal
health and disease with Type 2 Diabetes
Mellitus. J Periodontol. 2012;83:629-34.

61. Sun WL et al. Inflammatory cytokines,

EMJ EUROPEAN MEDICAL JOURNAL

