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Background

Materials & methods

Rheumatoid arthritis (RA) is a chronic, inflammatory disease that
leads to joint destruction, functional impairment, and disability.
Patients with RA have an increased risk of cardiovascular diseases.

Periodontitis is also an inflammatory disease, and is considered to
not only worsen but also possibly initiate inflammation in RA.

A few clinical studies have shown that periodontal therapy — by
reducing periodontal inflammation and the associated microbial load
— also reduces systemic inflammation in patients with RA.

However, there are no data available from randomised clinical
trials (RCTs) on whether periodontal treatment would constitute an
appropriate non-pharmacological therapy for RA patients — which
could be added to existing disease-modifying anti-rheumatic drug

(DMARD) therapy — or whether it improves overall RA disease activity.

Aim

To evaluate the feasibility of conducting a randomised trial assessing
the impact of intensive periodontal therapy in reducing RA disease
activity in patients with RA and periodontitis, patients’ willingness

to participate, and compliance with follow-up visits. Furthermore, a
preliminary evaluation was made of the effect of periodontal therapy
on RA activity.

+ This study consisted of two randomised groups that received
different forms of periodontal therapy: immediate intensive
treatment (intervention group) and delayed treatment (control
group).

+ Patients were adults with RA who had been taking DMARDs steadily
for at least three months and with a disease activity score (DAS28)
>3.2 — or >5.1, if they had not wanted to take biologics — and who
met the criteria for generalised periodontitis, stages II-IV.

+ The exclusion criteria were: other inflammatory rheumatic diseases,
having received periodontal treatment within the 12 months before
baseline or any surgical procedure within three months before
baseline, having taken glucocorticoids within four weeks before
baseline, or having any other significant concomitant disease.

+ Study participants were randomised to either the intervention group,
consisting of immediate non-surgical periodontal therapy, or the
control group, in which periodontal therapy was performed after the
completion of the study.

+ Clinical markers of disease activity in RA, including ultrasound grey
scale (USGS) and power Doppler scores, were collected at baseline
and at three and six months of follow-up. In addition, non-fasting
blood samples were measured at every study visit, along with
the levels of inflammation biomarkers erythrocyte sedimentation
rate (ESR) and C-reactive protein (CRP). Oral samples were also
collected.

+ The periodontal-inflammation surface area was calculated using
clinical attachment level (CAL), pocket depth, bleeding on probing,
and cumulative probing depth.

+ The primary aim was the assessment of the feasibility of the
protocol as described, while the secondary objective was to collect
data on the efficacy and safety of periodontal therapy to reduce
periodontal parameters and disease activity.



Figure 1: Cumulative probing-depth differences between groups
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Figure 2: Comparison of DAS28-CRP between groups
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+ Of the 649 patients with RA initially approached, 31% attended
the screening visit and 9.2% met the eligibility criteria.

« Erratic compliance with the timeline of the follow-up visits was
observed. The final drop-out rate was 18% and there were more
losses in the intervention group (23%) than in the control group
(13%) at the six-month visit.

« Study participants frequently cancelled or rebooked appointments
throughout the trial, making it difficult to adhere to a strict timeline
for follow-up visits.

Limitations

+ Inclusion criteria for both periodontal and RA status need
to be more concise and more representative of disease
activity.

+ Lack of statistical analysis of the significance of differences
between the two groups (control, intervention) at baseline.

Blinding of the examiners in the intervention group was not
possible.

+ A minimum level of intervention for the control group could
have been considered.

+ Immunological and microbiological parameters could have
been considered.

+ The design of a prospective randomised trial with
substantial duration (between six and 12 months) is very
difficult, mainly because of a significant drop-out rate
during the follow-up (18%).

+ Greater losses during follow-up visits with the intervention
group.

There were no major differences in the baseline periodontal status
and RA disease activity between the groups.

A trend for greater improvement in periodontal clinical
parameters — other than CAL — and in RA disease activity
measures was noticed in the intervention group compared to the
delayed-treatment group, although no statistical evaluation was
performed.

Conclusions & impact

Patient compliance in people suffering from RA and
periodontitis is difficult to achieve within the context of
a clinical trial.

Future studies should focus on finding solutions to
maintain patient motivation.

A common facility for both periodontal and RA
monitoring could potentially reduce the number of
medical appointments and, as a result, the drop-out rates.

Elimination of inflammation is demanding in patients
who suffer from both diseases.

Periodontal treatment endpoints are, in some cases,
difficult to achieve.

The improvement in RA outcomes underlines the value
of carrying out such a trial soon.

Periodontal treatment may improve RA disease activity
measures.
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