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Abstract

Introduction: Periodontitis (PD) and rheumatoid arthritis (RA) are chronic inflammatory diseases that share complex multi-
factorial pathologic processes, including genetics, environmental and inflammatory factors. This study aims to evaluate the
periodontal status and its association with sociodemographic and clinical factors in patients with RA.

Methods: This study included 51 patients with RA; the mean age was 49.75+9.79 years old and 10.59+6.37 years of disease
duration. Sociodemographic data and the rheumatologic assessment included detailed profiling of the disease and serol-
ogy were noted. A full mouth periodontal examination, including the Gingival index, Plaque index, Pocket probing depth
and clinical attachment level, was carried out by a periodontist. The periodontal status was classified according to the Cen-
ters for Disease Control-American Academy of Periodontology clinical case definitions.

Results: Forty-five patients (88.2%) were female. 37.3% of patients had DAS28>3.2. All patients had PD, in mild (54.9%) to
moderate (45.1%) severity. Aging, impaired oral hygiene, smoking, secondary Sjégren’s syndrome and high disease activity
were associated with moderate PD.

Discussion and Conclusion: This study results identified a serious need to pay particular attention to oral health in patients
with RA and refer these patients for periodontal evaluation and treatment. Future studies are needed to better investigate
whether if efforts to prevent periodontal disease may also help prevent RA.
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heumatoid arthritis (RA) is a progressive, systemic au-

toimmune disease characterized by synovitis and leads
to joint destruction, progressive disability and diminished
patient's quality of lifel']. RA is a public health worldwide
problem resulting in high economic costs and social im-
pact!?l. Temporomandibular joint disorders, secondary
Sjogren’s syndrome (sSS), periodontal and dental disease
are the most common orofacial manifestations in patients
with RABI. Patients with RA had been reported significantly
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more periodontal disease compared with healthy individu-
als in previous studies. Over the past years, the association
between periodontitis (PD) and RA has received consider-
able increasing attention(-8l,

PD is a chronic infectious inflammatory disease leading to
the destruction of the attachment of the periodontal liga-
ment and the loss of supporting alveolar bone. Eventually,
the loss of periodontal support tissues may cause the loss
of teeth affected[® 51, Periodontal diseases were reported
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with the prevalence of mild PD being 35% and moderate
to severe PD as 11% in 2010, affecting 3.9 billion people!®.
As the world's population is aging, PD has become an im-
portant public health problem that causes a burden on
the healthcare system!'%, The potential influence of peri-
odontal pathogens and PD on initiation and/or progres-
sion of several systemic diseases, such as malignancy, type
2 diabetes mellitus (DM), cardiovascular and respiratory
diseases, adverse pregnancy outcomes and neurodegen-
erative disease, has been postulated!'’='3], The possible
mechanisms involving the modulations of an inflamma-
tory pathway and systemic immunity are associated with a
bacterial challenge and represent a portal of entry for pe-
riodontal pathogens, bacterial endotoxins, and pro-inflam-
matory cytokines('],

In a systematic review, PD has been confounded as a fac-
tor in the initiation and maintenance of the autoimmune
inflammatory responses that occur in RA and also re-
ported as an important factor for increased disease activ-
ity and refractoriness'¥. RA and PD share similar genetic
and environmental risk factors, such as expression of the
MHC class 1l HLA-DRB1 allele and smoking. Besides, the
destructive mechanisms that drive chronic bone erosion
in RA and chronic gum destruction in PD are similar in
both diseases!* °.. The recent evidence has showed that
PD and RA are closely linked and share elements regard-
ing pathogenic mechanisms!®-8l. Colonization of bacte-
rial complex in dental plaque induces chronic periodon-
tal inflammationl® 71, Gram-negative anaerobic bacteria,
such as Porphyromonas gingivalis and Aggregatibacter
actinomycetemcomitans in the dental plaque biofilm, are
commonly known perimodontal pathogens involved in RA
pathogenesis by creating a pro-inflammatory environment
and inducing citrullinated autoantigens targeted by anti-
citrullinated protein antibodies (ACPA)/]. The association
between the concentration of circulating antibodies to
Porphyromonas gingivalis and expression ACPA has been
demonstrated(®!,

The results from population-based studies on the potential
association between PD and RA are inconsistent['>-17], This
discrepancy may depend on variables in different ethnic
groups, small numbers of subjects with RA and/or the lack
of uniformity in the definition of PD. In Turkey, the preva-
lence of RA adjusted for the general population aged 16 or
over was estimated at 0.56%!'8], Currently, we lack detailed
examination data about the oral health of patients with RA.
Ay et al,!" in a study of 78 participants with 33 healthy
participants and 45 patients with RA, reported significant
higher clinical periodontal parameters in the RA group

than the control group. The present study aims to evaluate
the periodontal status and its association with sociodemo-
graphic and clinical factors in patients with RA.

Materials and Methods

Study Population

A total of 51 patients with RA (6 males, 45 females; mean
age 49.75+9.79 years; range 25 to 69 years) at the outpa-
tient clinic was involved in this study between September
and October 2019. Patients who were diagnosed as hav-
ing RA using the 1987 American College of Rheumatology
(ACR) classification criterial2%! were enrolled in this study if
they had at least 20 teeth present, excluding the third mo-
lars. The exclusion criteria were as follows: (i) pregnancy or
lactating, (ii) any systemic conditions that could affect the
progression of periodontal disease, such as uncontrolled
DM, severe hypertension, severe renal insufficiency or ma-
lignancies, (iii) a history of taking antibiotics during the pre-
vious three months, (iv) receiving periodontal treatment
recently (<1 year).

The study protocol was approved by the Faculty Ethics
Committee (decision number-date: 10840098-60.4.01.01-
E.59442-2019). Written informed consent was obtained
from each patient. This study was conducted in accordance
with the principles of the Declaration of Helsinki.

Clinical Measurements

Sociodemographic characteristics, such as age, sex, weight,
height, education, marital and working status, smoking and
alcohol habits, were provided by the patient. Body mass
index (kg/m?) was calculated using a patient's height and
weight. Disease duration and current use of anti-rheumatic
medications were recorded. Blood samples were analyzed
for Erythrocyte sedimentation rate (ESR), serum C- reactive
protein (CRP), serum rheumatoid factor (RF) and anti-cyclic
citrullinated peptide antibody (anti-CCP). Disease activity
score 28 (DAS28) was calculated based on the number of
joints tender to touch, the number of swollen joints, CRP
and the patient’s general health[2], Physical examinations
and DAS28 score calculations were performed by a well-
trained, experienced researcher (AR).

Periodontal Examination

Full-mouth examinations were performed by one experi-
enced periodontist (TD). Four periodontal variables, includ-
ing Gingival index (Gl), Plaque index (PI), Pocket probing
depth (PPD) and Clinical attachment level (CAL), were eval-
uated.The Pl and Gl were used to evaluate oral hygiene and
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gingival health status, respectivelyl'? 221, The periodontist
examined gingival recession, PPD, and CAL of each tooth
present, in millimetre (mm), at six sites per tooth, using a
manual periodontal probe and the readings were recorded
to the nearest 1 mm. Gingival recession was defined as the
displacement of the gingival margin apical to the cemen-
toenamel junction (CEJ). PPD was defined as the distance
from the free gingival margin to the bottom of the sulcus
or periodontal pocket. CAL expressed as the distance in
millimeters from the CEJ to the bottom of the sulcus or
periodontal pocket and was calculated as the sum of PPD
and gingival recession measurements. All teeth present in
the mouth were examined for reducing a chance of under-
estimating PD cases compared to partial mouth records in
both prevalence and severity of PD.

The periodontal status was classified according to the Cen-
ters for Disease Control (CDC)-American Academy of Pe-
riodontology (AAP) clinical case definitions. The patients
who had =2 interproximal sites with CAL =3 mm, and =2
interproximal sites with PPD =4 mm (not on the same
tooth) or one site with PPD =5 mm was categorized as
mild periodontitis. Moderate periodontitis was accepted as
>2 interproximal sites with CAL =4 mm (not on the same
tooth), or =2 interproximal sites with PPD =5 mm (not on
the same tooth) and severe periodontitis was admitted as
>2 interproximal sites with CAL =6 mm (not on the same
tooth) and >1 interproximal site with PPD =5 mm[23], The
number of teeth present was also recorded.

Statistical Analysis

Data were analyzed using the IBM-SPSS for Windows ver-
sion 23.0 software package (IBM Corp. Released 2015. IBM
SPSS Statistics for Windows, Version 23.0. Armonk, NY: IBM
Corp.). The Shapiro-Wilk test was used to evaluate the nor-
mality of data. Frequency, percentage, mean and standard
deviation, median, minimum and maximum were used for
descriptive statistics. For two-group comparisons (mild vs.
moderate), we used the Chi-square test, Fisher’s exact test
for categorical variables, the Independent Sample t-test
for continuous data if the normal distribution of variables
existed, and the Mann-Whitney U test in other cases. A p-
value of <0.05 was considered statistically significant.

Results

This study included 51 patients (45 females and six males)
with a mean age of 49.751+9.79 years. Sociodemographic,
periodontal and clinical characteristics of patients with RA
are described in Table 1. Forty-five patients (88.2%) were
female. Thirty-three patients (64.7%) had a primary school
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Table 1. Sociodemographic, periodontal and clinical
characteristics of patients with rheumatoid arthritis

Variables n=51
Gender, female, n (%) 45 (88.2)
Age, years (mean+SD) 49.75+9.79
BMI, kg/m?2 (mean=SD) 29.31+4.61
Educational level, n (%)
Primary school 33 (64.7)
Secondary school 9(17.6)
High school 9(17.6)
Marital status, n (%)
Married 47 (92.2)
Single 4(7.8)
Occupation, n (%)
Housekeeping 36 (70.6)
Employee 10(19.6)
Others 5(9.8)
Smoking, n (%)
Non-smoker 24 (47.1)
Current or ex-smoker 27 (52.9)
Alcohol consumption, n (%) -
Periodontal status, median [min-max]
Remaining teeth 24 [20-28]
Pocket probing depth, mm 1.96 [1.10-4]
Clinical attachment level, mm 2.22[1.10-4.61]
Plaque Index, mm 1.50 [0-3]
Gingival index, mm 0.40 [0.03-1]
Rheumatoid arthritis status
Duration, years (mean=SD) 10.59+6.37
RF positive, n (%) 32(62.7)
Anti-CCP positive, n (%) 27 (52.9)
ESR, mm/h (mean=SD) 22.32+15.71
CRP, mg/L (mean+SD) 1.12+2.84
DAS28 (mean+SD) 2.95+0.94
Remission (<2.6) 18 (35.3)
Lox disease activity (>2.6 y<3.2) 14 (27.5)
Moderate disease activity (>3.2 y<5.1) 19(37.3)
High disease activity (>5.1) -
Current treatment, n (%)
Prednisolone 8(15.7)
Methotrexate 36 (70.6)
Leflunomide 5(9.8)
Hydroxychloroquine 17 (33.3)
Sulfasalazine 7(13.7)
Biologic or Jak inhibitors -
Folic acid 46 (90.19)
Mono-DMARDs 36 (70.6)
Combined DMARDs 15 (29.4)
Comorbidities, n (%)
Secondary Sjogren’s syndrome 19(37.3)
Diabetes mellitus 4(7.8)
Hypertension 12 (23.5)
Thyroid disease 5(9.8)
Coronary artery disease 2(3.9)
Osteoporosis 5(9.8)

n: number of subjects; Anti-CCP: anti-cyclic citrullinated peptide; CRP:
C-reactive protein; DAS28: Disease Activity Score28; DMARD: disease-
modifying anti- rheumatic drugs; ESR: erythrocyte sedimentation rate; RF:
rheumatoid factor; SD: standard deviation; mm: millimeter.
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education level. Forty-seven percent had never smoked.
Among common co-morbidities, there was sSS in 19
(37.3%) cases, hypertension in twelve (23.5%), DM in four
(7.8%), thyroid disease in five (9.8%), coronary artery dis-
ease in two (3.9%) and osteoporosis in five (9.8%) (Table 1).

In periodontal examination, median [min-max] CAL was
2.22[1.10-4.611 mm. The level of gingival inflammation was
low (median [min-max] GI=0.40 [0.03-1]) and oral hygiene
was fair (median [min-max] PI=1.50 [0-3]) (Table 1). No pa-
tients underwent periodontal treatment during the study
period.

The duration range of RAwas 1-27 years (mean 10.59+6.37).
RF was positive in 62.7% of the cases, and anti-CCP was
positive in 52.9% of the patients. The mean DAS28 score
was 2.95+0.94, in which their disease activity was classi-
fied as remission, low and moderate according to DAS28
calculation of 35.3%, 27.5%, and 37.3%, respectively. There
were no patients with high disease activity (DAS28>5.1).
All patients with RA were treated with one or more an-
tirheumatic medications, 70.6% used methotrexate, 15.7%
used prednisolone, and 70.6% used mono-disease-modify-
ing antirheumatic drugs (Table 1).
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All patients with RA were detected marked PD. The peri-
odontal status of patients is classified as mild and moder-
ate PD, according to the CDC-AAP clinical case definitions.
Sociodemographic characteristics, disease characteristics,
and periodontal parameters according to the periodontal
status of patients are shown in Table 2.

Patients with moderate PD significantly had higher age and
DAS 28 score, PI, PPD and CAL levels (p=0.007, p<0.001,
p=0.012, p=0.025, p=0.001, respectively). Patients with
mild PD had significantly never smoked and had less di-
agnosis of sSS (p=0.009, p=0.010). The higher number of
teeth was significantly detected in patients with mild PD
mouth (p=0.04) (Table 2).

Discussion

This study evaluated the periodontal status in patients with
RA and revealed its relationship with sociodemographic
and clinical factors. We found that periodontal health was
affected in all patients with RA. This finding was in line with
those of a systematic review in which a high prevalence of
periodontitis (15.5-100%) was reported in patients with RA,
compared with controls (10-82.1%)'4l, Although some fea-

Table 2. Sociodemographic characteristics, disease parameters and periodontal parameters according to periodontal status

Variables
(n=33, 54.9%)

Mild periodontitis

Moderate periodontitis P
(n=18, 45.1%)

Gender, n (%)

Female 31(93.9)
Male 2(6.1)
Age, years** 47.09+9.21
BMI, kg/m?2** 29.30+4.79

Educational level, n (%)

Primary school 22 (66.7)

Secondary school 6(18.2)

High school 5(15.2)
Smoking habits, n (%)

Non-smoker 25 (75.8)

Current or ex-smoker 8(24.2)
Disease duration, years** 9.43+6.59
RF positive, n (%) 18 (64.3)
Anti-CCP positive, n (%) 16 (57.1)
DAS28** 2.53+0.72
Secondary Sjogren’s syndrome, n (%) 6(21.4)
Remaining teeth* 25[21-27]

Pocket probing depth, mm*
Clinical attachment level, mm*
Plaque Index, mm*

Gingival index, mm*

1.88[1.10-3.68]

1.96 [1.10-3.80]
1.16 [0.30-3]

0.40 [0.06-0.96]

0.168t

14 (77.8)

4(22.2)
54.61+£9.13 0.007
29.31+4.48 0.994
0.818

11(61.1)

3(16.7)

4(22.2)
0.009

7 (38.9)

11(61.1)
11.61£5.68 0.403
14 (60.9) 0.802
11 (47.8) 0.507
3.47+£0.94 <0.001
13 (56.5) 0.010
21 [20-28] 0.004
2.3[1.27-4] 0.025
2.84[1.50-4.61] 0.001
2[0-3] 0.012
0.47[0.03-1] 0.293

p-values are based on the Independent t-test or Mann-Whitney U test for continuous data or X2 test for frequency data; tFisher test; *median [min-max];

**(meanzSD).
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tures of the inflammatory response appear to be similar in
both diseases, the causality in the pathogenesis between
them is still unclear.

In this study, the severity of PD was classified according
to the CDC-AAP case definitions[23]. We found mild and
moderate PD in 54.9% and 45.1% of patients with RA, re-
spectively. The same criteria, which use CAL and PPD to
detect PD, have also been used in previous studies!'4-17:
191 Several factors, such as smoking, poor oral hygiene, the
presence of sSS, anti-rheumatic medications, aging, hered-
ity, disease activity of RA and impaired hand functions re-
quired for oral hygiene practices, have been supposed to
development of PDI3 14-17.19, 24] These risk factors, mod-
ifiable and non-modifiable, contribute toward the clinical
significance of PD.

In the present study, sociodemographic characteristics,
clinical and periodontal parameters were compared be-
tween groups of patients with mild and moderate PD. The
results showed that only age, smoking habit, DAS28 score,
sSS, Pi, PPD and CAL measurements showed a statistically
significant difference between the two groups.

RA displays a striking imbalance between the genders, with
females representing the majority of cases!!" 2> 261, Females
also slightly have worse levels of disease activity and function
compared with menl26l, Similarly, previous studies reported
a significantly increased risk and severity of PD in patients
with RA, especially females!'# 241, In this study, 88.2% of the
patients with RA were female. However, no difference was
found between genders concerning PD severity because of
the relatively small sample size of males.

The risk of PD increases with age and is highest in adults
aged more than 65 years!23], Age is also an important con-
founding factor in the relationship between RA and PD or
tooth loss!?7), Several factors, including older age, smok-
ing, low socioeconomic status, and comorbidities, such as
DM, were already found to be associated with tooth loss.
However, RA was also reported as an independent factor
associated with tooth loss in younger adults!27- 28], There-
fore, it was no surprise that the study population in mod-
erate PD group had a significantly higher mean age with a
higher number of tooth loss. The present study sug—gests
that increased PD severity in older patients with RA might
progress easily to tooth loss.

Smoking is a well-known risk factor for RA and PDI['4 24
29,301 Smoking increases the risk of developing seroposi-
tive, but not seronegative RABY, It also increases the risk
of developing ACPA in patients with RA who carry shared
epitope alleles and is a risk factor for RA severity!3'. In this

study, nearly half of the patients with RA were non-smok-
ers. However, study results showed that former and current
smokers had a higher severity of PD than non-smokers sim-
ilar to previous study results27,29-31],

The association between PD and seropositive RA has
been already reported3% 31l Periodontitis-associated
pathogens, such as Porphyromonas Gingivalis and Aggre-
gatibacter Actinomycetemcomitans, induce citrullination
as explaining in RA pathogenesis. It was found a positive
correlation between the serum concentration of ACPA and
anti- Porphyromonas gingivalis immunoglobulin G level
in patients with RAB32], These results suggest that Porphy-
romonas gingivalis play a role in the citrullination of pep-
tides involved in the mechanism of autoimmunity. On the
other hand, it was found that the risk of RA development
does not change after the antibiotherapy for PDI'®l, In this
study, we did not find any association between PD severity
and seropositivity of RA, but it may be possible to demon-
strate this association with a larger patient population.

Although no relationship was found between the disease
duration of RA and the development of PD, long-standing
active RA has been accepted as a causative factor of PD[33],
Furthermore, disease activity was reported to be positively
correlated with PD severity['4 291, Smit et al.3* reported
that RA patients with severe PD had higher DAS28 scores
than those with no or moderate PD. Also, Al-Katma et al.3°]
showed that treatment of PD can decrease the severity
of RA activity and can cause a reduction in serum tumor
necrosis factor-alpha level. Similarly, we found that pa-
tients with moderate PD had higher disease activity than
the patients with mild PD. Even if our patient group had
a low mean DAS28 score, the long mean disease duration
(10.59+6.37 years) might explain the reason for such a high
prevalence of PD.

Oral hygiene is a strong risk indicator for PD in not only
patients with RA but also in the general population. Func-
tional upper limb disabilities in patients with RA might con-
tribute to poor manual dexterity with the toothbrush and
a lower oral hygiene statusB6l. Pischon et al.[37! declared
that poor oral hygiene might be partially accounted for
the association between RA and PD. In this study, although
the average oral hygiene level of the patients was fair, it
seemed to play an important role in developing PD in our
patient group.

The absence of normal saliva production impedes to keep
the mouth lubricated. The relationship between PD and
primary Sjogren’s syndrome (pSS) has been evaluated in
many studies and it has been noted that the prevalence of
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PD in pSS patients increases due to decreased saliva flow
and consequent higher dental plaque index38 391, This ev-
idence may suggest that sSS may play an additional aggra-
vating role in the deteriorating oral health of patients with
RA. In our study group, moderate severity of PD was found
in the subgroup of patients with sSS.

The present study has some limitations. First, the small
number of subjects presenting to a university hospital who
were analyzed in a cross-sectional study in design is one
of the limitations of of our study. Second, we have no con-
trol group for comparing potential risk factors of PD. Third,
we enrolled only cases that had at least 20 teeth, serious
PD cases with less number of teeth might have been over-
looked. Four, data concerned daily oral hygiene habits and
dental visits that affect the development of PD were not
asked. Five, the effects of functional ability of the hand with
upper limb function and quality of life in patients with RA
on the severity of PD were not evaluated. Lastly, we did not
analyze the causal mechanism between RA and PD and ob-
served the treatment effects of PD on RA disease activity.

Conclusion

In the present study, we found such a high prevalence of
PD in patients with RA. Aging, impaired oral hygiene, pre-
vious and current smoking, sSS and high disease activity
were the contributing factors for increasing the severity of
PD in our study population. We identified a serious need
to pay particular attention to oral health in patients with
RA and refer people for dental and periodontal evaluation
and treatment. By this means, the clinical course of RA may
be affected and the functional status of the patients may
be positively changed. Future studies are needed to deter-
mine better whether if efforts to prevent periodontal dis-
ease might also help prevent RA.
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