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Cochrane Database Syst Rev. 2010 May 12;(5):CD004714.

Treatment of periodontal diseasefor glycaemic control in peoplewith diabetes.

Simpson TC1, Needleman I, Wild SH, Moles DR, Mills EJ.

BACKGROUND: Glycaemic control is a key issue in the care of people with diabetes mellitus (DM).
Some studies have suggested a bidirectional relationship between glycaemic control and periodontal

disease.

OBJECTIVES: To investigate the relationship between periodontal therapy and glycaemic control in
people with diabetes and to identify the appropriate future strategy for this question.

SEARCH STRATEGY: A comprehensive approach was adopted employing handsearching; searching
of electronic databases including the Cochrane Oral Health Group's Trials Register, CENTRAL,
MEDLINE, EMBASE, CINAHL, ZETOC, ISI Web of Knowledge and LILACS; contact with
appropriate non-English language healthcare professionals; authors and organisations. The final date for

searching for studies was 24th March 2010.

SELECTION CRITERIA: This review studied randomised controlled trials of people with Type 1 or 2
diabetes mellitus (DM) with a diagnosis of periodontitis. Suitable interventions included mechanical

periodontal therapy with or without adjunctives and oral hygiene education.

DATA COLLECTIONAND ANALY S S: The titles and abstracts of 690 papers were examined by two
review authors independently. Ultimately, seven studies were included and 19 excluded after full text

scrutiny. All trials were assessed for risk of bias.

MAIN RESULTS:

Three studies had results pooled into a meta-analysis. The effect for the mean percentage difference in
HbA 1c¢ for scaling/root planing and oral hygiene (+/- antibiotic therapy) versus no treatment/usual
treatment after 3/4 months was -0.40% (95% confidence interval (CI) fixed effect -0.78% to -0.01%),
representing a statistically significant reduction in HbAlc (P = 0.04) for scaling/root planing. One study
was assessed as being at low risk of bias with the other two at moderate to high risk of bias. A subgroup

11



analysis examined studies without adjunctive antibiotics -0.80% (one study: 95% CI -1.73% to 0.13%; P
= 0.09), with adjunctive antibiotics in the test group -0.36% (one study: 95% CI -0.83% to 0.11%; P =
0.14), and with antibiotics in both test and control groups after 3/4 months -0.15% (one study: 95% CI
-1.04% to 0.74%; P = 0.74).

AUTHORS CONCLUSONS: There is some evidence of improvement in metabolic control in people
with diabetes, after treating periodontal disease. There are few studies available and individually these
lacked the power to detect a significant effect. Most of the participants in the study had poorly controlled
Type 2 DM with little data from randomised trials on the effects on people with Type 1 DM.Improving
periodontal health is an important objective in itself. However, in order to understand the potential of this
treatment to improve glycaemic control among people with diabetes, larger, carefully conducted and

reported studies are needed.
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J Clin Periodontol. 2013 Feb;40(2):155-62.

Full-mouth disinfection as a therapeutic protocol for type-2 diabetic subjects with chronic

periodontitis: twelve-month clinical outcomes. a randomized controlled clinical trial.

Santos VR1, Lima JA, Miranda TS, Gongalves TE, Figueiredo LC, Faveri M, Duarte PM.

AIM: The aim of this randomized controlled clinical trial was to evaluate the clinical effects of
chlorhexidine (CHX) application in a full-mouth disinfection (FMD) protocol in poorly controlled type-2

diabetic subjects with generalized chronic periodontitis.

MATERIAL AND METHODS: Thirty-eight subjects were randomly assigned into FMD group (n=19):
full-mouth scaling and root planing (FMSRP) within 24 h + local application of CHX gel + CHX rinses
for 60 days or Control group (n = 19): FMSRP within 24 h + local application of placebo gel + placebo
rinses for 60 days. Clinical parameters, glycated haemoglobin and fasting plasma glucose were assessed

at baseline, 3, 6 and 12 months post-therapies.

RESULTS: All clinical parameters improved significantly at 3, 6 and 12 months post-therapies for both
groups (p < 0.05). There were no significant differences between groups for any clinical parameters, and

glycemic condition at any time-point (p > 0.05).
CONCLUSIONS: The treatments did not differ with respect to clinical parameters, including the

primary outcome variable (i.e. changes in clinical attachment level in deep pockets), for up to 12 months

post-treatments.
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Lasers Med Sci. 2013 Mar 10. [Epub ahead of print]

Additional effects of aPDT on nonsurgical periodontal treatment with doxycycline in type Il
diabetes. arandomized, controlled clinical trial.

Macedo GDI1, Novaes AB Jr, Souza SL, Taba M Jr, Palioto DB, Grisi MF.

The association of doxycycline and periodontal treatment in non-controlled diabetes mellitus (DM) has
shown positive results on clinical and metabolic parameters. Antimicrobial photodynamic therapy
(aPDT) is a local and painless antimicrobial treatment that can be applied in periodontal treatment
without systemic risks. The aim of this study was to evaluate the potential improvement of aPDT on
clinical and metabolic effects in patients with type 2 diabetes mellitus in conjunction with nonsurgical
periodontal treatment plus doxycycline. Thirty patients with type 2 diabetes and diagnosis of chronic
periodontitis were treated with scaling and root planning (SRP; N=15) or SRP plus phenothiazine
chloride photosensitizer-induced aPDT (SRP + aPDT, N = 15). Patients of both groups took doxycycline
(100 mg/day) for 2 weeks and plaque index, bleeding on probe (BOP), probing pocket depth (PPD),
suppuration, clinical attachment level (CAL), and glycated hemoglobin levels (HbAlc) were measured at
baseline and 3 months after therapy. An improvement in clinical parameters such as PPD, CAL, S, and
BOP between groups was observed but without statistical significance (p>0.05). Intragroup analysis
showed a significant reduction of HbAlc (8.5+0.9 to 7.5+ 0.1, p<0.01) in the SRP + aPDT group. The
differences of HbAlc between baseline and 3 months were greater for the SRP + aPDT (11.4 %) than
SRP (10 %) (0.87+0.9 and 0.4+ 0.84 respectively; p<0.05). A single application of the aPDT as an
adjunct to periodontal treatment did not show additional benefits in the clinical parameters but resulted in

a slight greater decrease in HbAlc.
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Oral Dis. 2012 Nov;18(8):763-70. doi: 10.1111/5.1601-0825.2012.01943.x. Epub 2012 May 23.
Efficacy of short-term adjunctive subantimicrobial dose doxycycline in diabetic
patients--randomized study.

Gilowski L1, Kondzielnik P, Wiench R, Ptocica I, Strojek K, Krzeminski TF.

OBJECTIVE: To investigate the effectiveness of short-term adjunctive subantimicrobial dose

doxycycline (SDD) treatment in patients with diabetes mellitus type 2 and chronic periodontitis (CP).

METHODS:. Thirty-four patients with CP and type 2 diabetes mellitus were included in the
placebo-controlled, double-blind study. After scaling and root planing (SRP), patients were randomly
assigned to two groups, receiving either SDD or placebo bid for 3 months. The probing depth (PD),
clinical attachment level (CAL), bleeding on probing (BOP), approximal plaque index, glycated
hemoglobin (HbAlc) level were recorded and gingival crevicular fluid (GCF) samples were collected at

baseline and after 3-month therapy for the estimation of matrix metalloproteinase-8 levels.

RESULTS: Clinical attachment level, PD, and BOP improved significantly in both groups after therapy
(P < 0.05). The statistically significant difference between the two groups after the therapy was
observed only in PD in tooth sites with initial PD > 4 mm (SRP + placebo:3.41 + 0.6 mm
vs SRP + SDD: 292 + 0.5 mm, P < 0.05). GCF matrix metalloproteinase-8 levels were
significantly reduced only in SRP + SDD group (P < 0.01). There were no changes in HbAlc

levels after therapy.

CONCLUSION: The short-term administration of SDD gives significant benefit at tooth sites with

moderate disease (PD > 4 mm) when compared to SRP alone in patients with diabetes and CP.
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Aust Dent J. 2012 Mar;57(1):31-7..

Non-surgical periodontal therapy affects metabolic control in diabetics: a randomized controlled
clinical trial.

Moeintaghavi A1, Arab HR, Bozorgnia Y, Kianoush K, Alizadeh M.

BACKGROUND: Periodontal diseases and diabetes are two common diseases with high prevalence.
Many clinicians have accepted the relationship between these two diseases. Some investigators have
reported that periodontal treatment may enhance the metabolic control of diabetes. The effects of
non-surgical periodontal treatment on metabolic control in people with type 2 diabetes mellitus (DM?2)

were examined.

METHODS: Forty patients with DM2 and chronic periodontitis [mean age = 50.29 years; mean glycated
haemoglobin (HbAlc) = 8.72] were randomly assigned to two groups. The treatment group (n = 22)
received full-mouth scaling and root planing, whereas the control group (n = 18) received no periodontal
treatment. Gingival index (GI), plaque index (PI), probing pocket depth (PPD), clinical attachment level
(CAL), fasting plasma glucose (FPG), HbAlc, total cholesterol (TC), triglyceride (TG) and cholesterol

levels were recorded at baseline and compared to data collected three months later.

RESULTS: The groups did not differ in gender ratio, age or clinical parameters [PPD (p = 0.107), CAL
(p = 0.888), PI (p = 0.180)] and biochemical markers at baseline [FPG (p = 0.429), HbAlc (p = 0.304),
TG (p = 0.486), TC (p = 0.942), LDL (p = 0.856) and HDL (p = 0.881)]. FPG, HbAlc and clinical
parameters differed between the treatment and control groups (p = 0.006, 0.003 and 0, respectively).
From baseline to follow-up (after three months), HbAlc levels decreased in the treated group (p = 0.003).
In the same time period, FPG, GI, PPD and CAL increased in the control group (p = 0.016, 0.0, 0.0 and
0.004, respectively) but HbAlc did not change significantly.

CONCLUSONS: Non-surgical periodontal therapy could improve metabolic control in diabetic

patients.
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J Periodontol. 2012 Apr;83(4):435-43.

Effects of non-surgical periodontal treatment on clinical response, serum inflammatory parameters,

and metabolic control in patientswith type 2 diabetes. a randomized study.

Chen L1, Luo G, Xuan D, Wei B, Liu F, Li J, Zhang J.

BACKGROUND: Scientific evidence on the effects of chronic periodontitis on diabetes mellitus
remains inadequate and inconclusive. This intervention study is designed to evaluate the effects of
periodontal treatment on clinical response, systemic inflammatory parameters, and metabolic control in

patients with Type 2 diabetes.

METHODS: A total of 134 patients were randomly allocated into two treatment groups and one control
group. Treatment group 1 underwent non-surgical periodontal treatment at baseline and additional
subgingival debridement at the 3-month follow-up. Patients in treatment group 2 received non-surgical
periodontal treatment and supragingival prophylaxis at the 3-month follow-up, and those in the control
group received no intervention throughout the study. All participants were reexamined at 1.5, 3, and 6
months after initial treatment. At each visit, clinical periodontal examinations were conducted and blood
samples were taken to evaluate high-sensitivity C-reactive protein (hsCRP), tumor necrosis factor-a

(TNF-a), glycated hemoglobin (HbAlc), fasting plasma glucose (FPG), and lipid profiles.

RESULTS: Both treatment groups had a significantly lower hsCRP level after periodontal therapy (P
<0.05). Although HbA1c declined significantly in treatment group 2 (P <0.05), the intergroup difference
for HbAlc, FPG, TNF-a, and lipid profiles was not statistically significant after therapy (P >0.05).

CONCLUSIONS: Non-surgical periodontal treatment can effectively improve periodontal and

circulating inflammatory status. Despite a lack of strong evidence, trends in some results support

improved glycemic control after periodontal treatment in patients with diabetes.
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Intern Med. 2011;50(15):1569-74.

Inflammatory cytokines, adiponectin, insulin resistance and metabolic control after periodontal

intervention in patients with type 2 diabetes and chronic periodontitis.

Sun WL1, Chen LL, Zhang SZ, Wu YM, Ren YZ, Qin GM.

OBJECTIVE: To evaluate the effects of periodontal intervention on inflammatory cytokines,
adiponectin, insulin resistance (IR), and metabolic control and to investigate the relationship between

type 2 diabetes mellitus (T2DM) and moderately poor glycemic control and chronic periodontitis.

METHODS AND PATIENTS: A total of 190 moderately poorly controlled (HbAlc between 7.5% and
9.5%) T2DM patients with periodontitis were randomly divided into two groups according to whether
they underwent periodontal intervention: T2DM-NT and T2DM-T group. The levels of serum
adiponectin, C-reactive protein (CRP), tumor necrosis factor o (TNF-a), interleukin-6 (IL-6), lipid profile,
glucose, insulin, homeostasis model of assessment-insulin resistance (HOMA-IR) and homeostasis

model assessment of B-cell function (HOMA-f) were measured at baseline and after 3 months.

RESULTS: The levels of clinical periodontal variables, the probing depth, attachment loss, bleeding
index, and plaque index were improved significantly in T2DM-T group after 3 months compared to
T2DM-NT group (all p<0.01). After 3 months, the serum levels of hsCRP, TNF-a, IL-6, fasting plasma
glucose (FPG), glycosylated hemoglobin (HbAlc), fasting insulin (FINS) and HOMA-IR index
decreased, and adiponectin was significantly increased in T2DM-T group compared to those in the

T2DM-NT group (p<0.05 or p<0.01).
CONCLUS ON: Periodontal intervention can improve glycemic control, lipid profile and IR, reduce

serum inflammatory cytokine levels and increase serum adiponectin levels in moderately poorly

controlled T2DM patients.
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J Periodontol. 2012 Jan;83(1):3-10.

Effect of non-surgical periodontal therapy on C-reactive protein, oxidative stress, and matrix
metalloproteinase (MMP)-9 and MMP-2 levels in patients with type 2 diabetes. a randomized
controlled study.

Koromantzos PA1, Makrilakis K, Dereka X, Offenbacher S, Katsilambros N, Vrotsos IA, Madianos PN.

BACKGROUND: It is well accepted that glycemic control in patients with diabetes mellitus (DM) is
affected by systemic inflammation and oxidative stress. The effect of periodontal therapy on these
systemic factors may be related to improvement on glycemic status. The aim of the present study is to
assess over a period of 6 months the effect of non-surgical periodontal therapy on serum levels of
high-sensitivity C-reactive protein (hsCRP), d-8-iso prostaglandin F2a (d-8-iso) as a marker of oxidative
stress, and matrix metalloproteinase (MMP)-2 and MMP-9 on patients with type 2 DM.

METHODS: Sixty participants with type 2 DM and moderate to severe periodontal disease were
randomized into intervention (IG) and control (CG) groups. IG received scaling and root planing,
whereas CG received supragingival cleaning at baseline and scaling and root planing at 6 months.
Participants of both groups were evaluated at baseline and 1, 3, and 6 months. Periodontal data recorded
at each visit included probing depth, clinical attachment loss, bleeding on probing, and gingival index.
Blood was collected at each visit for the assay of serum glycated hemoglobin Alc (Alc), hsCRP, d-8-iso,
MMP-2, and MMP-9.

RESULTS: Although there was a trend to a reduction in hsCRP, d-8-iso and MMP-9 it did not reach

statistical significance. MMP-2 levels remained unchanged after periodontal treatment.
CONCLUSON: Effective non-surgical periodontal treatment of participants with type 2 DM and

moderate to severe periodontal disease improved significantly Alc levels but did not result in a

statistically significant improvement in hsCRP, d-8-iso, MMP-2, and MMP-9 levels.
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Clin Oral Investig. 2012 Apr;16(2):599-609.

Non-surgical periodontal therapy with and without subgingival minocycline administration in
patientswith poorly controlled typell diabetes. arandomized controlled clinical trial.

Lin SJ1, Tu YK, Tsai SC, Lai SM, Lu HK.

The aim of this study was to evaluate changes in clinical parameters and levels of inflammatory
biomarkers in plasma in periodontal patients with poorly controlled type 2 diabetes mellitus (T2DM)
after non-surgical periodontal therapy. Twenty-eight poorly controlled T2DM patients were randomly
assigned to treatment with scaling and root planning (SRP) and SRP + subgingival minocycline
administration. Clinical parameters, including the probing depth (PD), bleeding on probing (BOP),
plaque score (PS), clinical attachment level (CAL), and plasma interleukin (IL)-6, soluble receptor of
advanced glycation end products (SRAGE), chronic reactive protein (CRP), and hemoglobin Alc
(HbA1c) were measured before and after a 6-month treatment period. Significant changes in PD, BOP,
PS, and CAL were found in both groups. The latent growth curve model showed an overall reduction in
the log HbAlc level in the SRP group (-0.082, p=0.033). Small changes in the log SRAGE level and log
CRP level in plasma were found in both groups. IL-6 in the plasma increased in the SRP group, but
slightly decreased in the SRP+minocycline group (0.469 pg/ml, p =0.172). Non-surgical periodontal
therapy with or without subgingival minocycline application may achieve significant periodontal
improvement and moderate improvement in HbA lc, but had no significant effect on plasma levels of
IL-6, CRP, or sRAGE in patients with poorly controlled T2DM. For patients with both periodontal

diseases and diabetes, non-surgical periodontal treatments may be helpful in their diabetic control.
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J Clin Periodontol. 2011 Feb;38(2):142-7. doi: 10.1111/5.1600-051X.2010.01652.x. Epub 2010 Nov 29.

A randomized, controlled trial on the effect of non-surgical periodontal therapy in patients with
type 2 diabetes. Part |: effect on periodontal status and glycaemic control.

Koromantzos PA1, Makrilakis K, Dereka X, Katsilambros N, Vrotsos IA, Madianos PN.

AIM: the purpose of the present study was to assess the effect of non-surgical periodontal therapy on

glycaemic control of type 2 diabetes patients with moderate-to-severe periodontitis.

MATERIALS AND METHODS: this was a randomized, controlled clinical trial of patients with type 2
diabetes. A total of 60 patients with moderate-to-severe periodontal disease were assigned to either a
periodontal treatment arm, consisting of scaling and root planing (intervention group [IG]), or a delayed
treatment arm that received periodontal care after 6 months (control group [CG]). Periodontal parameters

and glycosylated haemoglobin (A1C) were evaluated at 1, 3 and 6 months.

RESULTS: all periodontal parameters improved significantly in the IG. AIC levels decreased
statistically significantly more in the IG versus the CG (0.72%versus 0.13%; p<0.01) independently of

other confounders.
CONCLUSONS: this study provides evidence that periodontal treatment contributes to improved

glycaemic control in type 2 diabetes mellitus patients. Larger controlled trials are needed to confirm if

this finding is generalizable to other populations of patients with type 2 diabetes.
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J Periodontal Res. 2010 Dec;45(6):741-7..

The effect of full-mouth tooth extraction on glycemic control among patients with type 2 diabetes

requiring extraction of all remaining teeth: arandomized clinical trial.

Khader YS1, Al Habashneh R, Al Malalheh M, Bataineh A.

BACKGROUND AND OBJECTIVE: Several studies have shown that periodontitis can complicate the
severity of diabetes by worsening the degree of glycemic control. The purpose of this study was to

determine the effect of full-mouth tooth extraction on glycemic control among type 2 diabetic patients.

MATERIAL AND METHODS. A total of 58 patients with type 2 diabetes mellitus and advanced
periodontitis who were requiring extraction of all remaining teeth were randomized consecutively into
treatment (full-mouth tooth extraction) and control groups (no treatment). Eight patients were lost to
follow-up or reported use of antibiotics, leaving 50 patients to be included in the analysis. All patients
had all their remaining teeth in a hopeless condition. Relevant data were collected, and glycosylated
hemoglobin (HbA(1c) ) and fasting blood glucose levels were measured at baseline and at follow-up

times of 3 and 6 mo.

RESULTS: At baseline, the mean (SD) HbA(1c) level was 8.6% (1.24) in the treatment group and 7.7%
(0.87) in the control group. In the treatment group, the mean HbA(1c) level decreased significantly from
8.6% at baseline to 7.4% after 3 mo of denture treatment, and continued to decrease to 7.3% after 6 mo.
In the control group, the mean HbA(lc) decreased from 7.7% at baseline to 7.5% after 3 mo, and
remained almost the same after 6 mo. After adjusting for the baseline HbA(1c) , the mean reduction in
HbA(lc) after 3 mo in the treatment group [1.23% (0.79)] was significantly higher than the mean
reduction in the control group [0.28% (0.87)].

CONCLUSON: Full-mouth tooth extraction resulted in an improvement in glycemic control among

diabetic patients. Large-scale multicentre clinical trials are needed to confirm the current evidence.
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J Periodontol. 2009 Oct;80(10):1568-73.

Short-term effects of photodynamic therapy on periodontal status and glycemic control of patients
with diabetes.

Al-Zahrani MS1, Bamshmous SO, Alhassani AA, Al-Sherbini MM.

BACKGROUND: Periodontitis is a major cause of tooth loss among adults. Several studies have shown
a possible systemic impact of periodontal infection, including poor glycemic control in patients with
diabetes. Recently, photodynamic therapy (PDT) was used to successfully treat periodontal infection.
PDT provides a broad spectrum antimicrobial efficacy with no local or systemic side effects. The
objective of this study was to examine the effect of the adjunctive use of PDT on periodontal status and

glycemic control of patients with diabetes and periodontitis.

METHODS: Forty-five patients with type 2 diabetes and moderate to severe chronic periodontitis were
selected and randomly assigned to one of the following three treatment modalities (15 subjects each):
scaling and root planing (SRP) only, SRP plus systemic doxycycline, and SRP plus PDT. The plaque and
bleeding scores, probing depth, clinical attachment level, and glycosylated hemoglobin (HbAlc) level
were recorded at baseline and 3 months after periodontal treatment. Descriptive statistics, the paired t test,

and analysis of variance (ANOVA) were used for data analysis.

RESULTS: Statistically significant differences in the mean probing depth, clinical attachment level,
plaque deposit, and bleeding on probing were found between baseline and 12 weeks post-treatment for
all groups. No significant differences in periodontal parameters and glucose levels were detected among
the three groups. Reduction in the mean HbAlc level after treatment was observed in all groups but was

only significant for the SRP plus doxycycline group.
CONCLUSON: The results of the present study indicate that PDT does not benefit conventional

non-surgical periodontal therapy in patients with diabetes.

Diabetes Res Clin Pract. 2009 Mar;83(3):308-15.
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Multi-center intervention study on glycohemoglobin (HbA1c) and serum, high-sensitivity CRP
(hs-CRP) after local anti-infectious periodontal treatment in type 2 diabetic patients with
periodontal disease.

Katagiri S1, Nitta H, Nagasawa T, Uchimura I, Izumiyama H, Inagaki K, Kikuchi T,
Noguchi T, Kanazawa M, Matsuo A, Chiba H, Nakamura N, Kanamura N, Inoue S, Ishikawa I, [zumi Y.

The purpose of this study was to examine whether periodontal treatment incorporating topical antibiotic
therapy affects on levels of glycohemoglobin (HbAlc) and serum high-sensitivity C-reactive protein
(hs-CRP) in type 2 diabetic patients with periodontal disease, and to explore the relationship between
CRP and glycemic control. The whole intervention group (n=32), which underwent anti-infectious
periodontal treatment, showed only transient reduction in HbAlc levels without any change in hs-CRP,
while the control group (n=17) did not show any changes in HbAlc or hs-CRP. Multiple regression
analysis of all subjects revealed that BMI and change in hs-CRP correlated significantly with the
reduction of HbAlc at 6 months after the periodontal treatment. Based on the results of multiple
regression analysis, the intervention group was subdivided into two groups: those in which hs-CRP levels
decreased (CRP-D group), and those in which hs-CRP levels unchanged or increased (CRP-N group)
(n=16, respectively), and re-analysis was conducted based upon these subgroups. In the CRP-D subgroup,
HbA1c was significantly reduced at the end of the study, but it did not decrease in the CRP-N subgroup.
The decrease of HbAlc in the CRP-D subgroup following periodontal treatment was significantly greater
than that in the CRP-N subgroup. BMI of each group remained unchanged in this study at the end of the
study. Thus, the results suggested that periodontal treatment with topical antibiotics improves HbAlc
through reduction of CRP, which may relate to amelioration of insulin resistance, in type 2 diabetic

patients with periodontal disease.
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