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ABSTRACT
Introduction: Pericardial effusion is common in the setting of rheumatoid arthritis (RA); however, it is rarely its first
manifestation.
Case description: An 82-year-old male presented with abdominal pain, vomiting and fever. Blood analysis revealed
elevated systemic inflammatory markers, and an abdominal computed tomography scan revealed non-specific alveolar
condensation of the right pulmonary base and pericardial effusion subsequently quantified as medium size by transthoracic
echocardiography. A large aetiological panel was requested, with the autoimmunity study revealing high levels of
rheumatoid factor (RF) and anti-citrullinated cyclic peptide (anti-CCP) antibodies. Since the patient did not present articular
involvement, the initial hypothesis was pericardial effusion due to pneumonia and no specific treatment for RA was started.
At follow-up, the pericardial effusion recurred and a pericardiocentesis was performed. The pericardial fluid analysis was
sterile, and no malignant cells were identified. A new serological study confirmed high levels of RF and anti-CCP antibodies,
and immunomodulatory treatment was initiated. After one year, the pericardial effusion recurred due to non-compliance
with immunomodulatory therapy. A surgical pleuro-pericardial window was performed, and the cytological study of the
pericardial patch revealed submesothelial thickening and foci of perivascular lymphocytic infiltrate. The patient remained
asymptomatic.
Discussion: After exclusion of a large spectrum of infectious and non-infectious causes and the relapse after suspension of
immunomodulatory treatment, the most probable aetiology for the pericardial effusion remains RA.
Conclusion: Pericardial syndromes can be the first manifestation of AR even in the absence of articular symptoms and this
disease must be considered in the aetiological investigation.
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LEARNING POINTS
The occurrence of pericardial effusion in the setting of rheumatoid arthritis (RA) is a usual finding but this form of extra-
articular manifestation is possibly the first and only presentation of the disease.
In the case of recurrent pericardial effusion, the diagnosis of RA must be considered in the aetiological investigation even
in the absence of more common manifestations of the disease.
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INTRODUCTION

Rheumatoid arthritis (RA) is a chronic, systemic, autoimmune
inflammatory disorder of unknown aetiology, that most
typically presents as inflammatory polyarthritis!®. It can
be accompanied by systemic symptoms such as myalgia,
fatigue, low-grade fever and weight loss!Y. Some patients
may present several non-articular symptoms, which may pre-
date the onset of polyarthritis by many months!?. The cardiac
involvement by RA is relatively frequent and can occur in the
form of pericarditis, pericardial effusion (mostly without
tamponade) and conduction abnormalities®. Patients may
rarely present extra-articular disease in the absence of
clinical arthritis; however, this is rarely the presenting sign
of undiagnosed RA“. We report a case of 82-year-old male
with recurrent pericardial effusion as the sole presentation
of RA.

CASE DESCRIPTION

An 82-year-old Caucasian male with a past medical history of
arterial hypertension and atrial fibrillation presented to the
emergency department due to abdominal pain and vomiting.
At physical evaluation he presented blood pressure of
136/95 mmHg, heart rate of 105 beats per minute, peripheral
saturation of 96% withinspired oxygenconcentrationof 21%,
tympanic temperature of 37.8°C, pulmonary auscultation
with reduced breathing sounds at the pulmonary bases,
normal cardiac auscultation and tympanised abdomen with
pain at deep palpation of the lower abdominal quadrants.
Blood analysis presented haemoglobin of 13.8 g/dl, elevated
white blood cells at 21.68 x 10%/ul (82.8% neutrophils),
platelets of 221 x 10°%/ul, C-reactive protein of 118.9 mg/I,
creatinine of 1 mg/dl, potassium of 4 mEq/l and normal
aspartate aminotransferase and alanine transaminase. An
electrocardiogram presented atrial fibrillation, right bundle
branch block (previously present) and normal ST-T and PR
segments. An abdominal and pelvic computer tomography
scan was performed and revealed non-specific alveolar
condensation of the right pulmonary base and a large
volume circumferential pericardial effusion in the upper
cuts, with no further abnormal findings. Due to the finding of
pericardial effusion, a transthoracic echocardiogram (TTE)
was performed, showing preserved biventricular systolic
function with a left ventricular ejection fraction of 56% and
a medium-sized circumferential pericardial effusion (with a
maximum size of 20 mm in the posterior and lateral region
of the left ventricle) with no signs of cardiac tamponade.
The patient was admitted to the ward for surveillance of
the pericardial effusion and aetiological study, prescribed
with anti-inflammatory therapy (ibuprofen 600 mg three
times a day and colchicine 0.5 mg daily) and started
on ceftriaxone due to presumed community acquired
pneumonia. TTE was repeated and the pericardial effusion
maintained its previous dimensions. A vast aetiological
study was performed presenting sterile blood cultures,
negative urinary antigen test for legionella bacterium and
streptococcus pneumoniae, negative serologic testing

for Borrelia, leptospirosis, hepatitis B, hepatitis C, human
immunodeficiency virus 1& 2, Epstein-Barr virus, Leishmania
and syphilis. Thyroid hormone levels were normal; a high
erythrocyte sedimentation rate was found, as well as high
levels of RF to 177 1U/ml (negative <14 Ul/ml) and strongly
positive anti-CCP to 381 IU/ml (positive >10 Ul/ml). Finally,
a thoracic computed tomography scan revealed no relevant
findings. Since the patient did not present any articular
symptoms or signs suggestive of arthritis and because the
pericardial effusion was of presumed infectious aetiology,
no specific therapy for RA was started. A strategy of clinical
and echocardiographic surveillance was adopted. At follow-
up, a new serologic study was performed, showing high
levels of RF (57 Ul/ml; negative <14 Ul/ml) and anti-CCP
antibodies (283.0 Ul/ml; positive >10 Ul/ml). At the one-
year follow-up, the patient presented exertional dyspnoea
and a new TTE was performed, revealing worsening of the
pericardial effusion with 33 mm at the posterior and lateral
region of the left ventricle. The patient denied constitutional
symptoms or symptoms suggestive of active infection.
Blood analysis presented normal inflammatory markers. A
pericardiocentesis was performed with the removal of 850
ml of serous pericardial fluid. The pericardial fluid showed no
growth of bacterial or fungal cultures, the interferon-gamma
release assay was negative, and no malignant cells were
identified. Since the patient maintained high levels of RF and
anti-CCP antibodies, RA was the only identified cause for
the pericardial effusion. Treatment with methotrexate and
prednisolone was started with good clinical response. The
patient was discharged asymptomatic under corticosteroid
therapy. At the 9-month scheduled follow-up TTE, the
pericardial effusion had recurred. There was again a large
volume effusion with 34 mm at the posterior and lateral
regions of the left ventricle. The patient admitted he had
abandoned corticosteroid therapy the previous month. Since
it was the second relapse and taking into consideration the
age and comorbidities of the patient that limited the start
of biological therapies for AR, a surgical pleuropericardial
window was performed by a left lateral approach. The
cytological study of the pericardial patch revealed a serous
layer with submesothelial thickening and foci of perivascular
lymphocyticinfiltrate, findings in correlation with the clinical
context of RA; there was a negative adenosine deaminase
test result. At follow-up, the patient remained asymptomatic
without new relapse of pericardial effusion.

DISCUSSION

RA s a chronicinflammatory arthritis of autoimmune nature
that mainly affects people in the third and fourth decades
of lifel¥, presenting an estimated annual incidence of 0.3%-
1.0% and prevalence of up to 1%, The major clinical feature
of RA is inflammation and erosion of synovial joints in a
typically symmetrical form, which, if uncontrolled, can lead
to erosion of cartilage and bone, causing joint deformities
and irreversible disability!®”. The disease may also cause
the presence of fever, weight loss and fatigue!®. Since RA
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is a systemic disease, other organs can be affected, such as
skin, eyes, lungs and heart?. Extra-articular involvement
may pre-date the onset of polyarthritis by many months!®),
and occurs in about 40% of patients. However, extra-
articular manifestations are rarely the presenting signs
of undiagnosed RAZ. Asymptomatic cardiac involvement
occurs in up to 50% of patients, with pericarditis, pericardial
effusions, myocarditis, coronary vasculitis, diastolic
dysfunction and valvular heart disease the most frequent
cardiac manifestations in RAF. During the course of
the disease around 40% of patients present pericardial
involvement from the disease with one-third of patients
presenting pericardial effusion, mostly asymptomatic!®.
On rare occasions, pericardial effusion may be the first
manifestation of the disease. The diagnosis of RA is highly
individualised, being based on clinical manifestations.
Although no diagnostic criteria exist, classification criteria
that include clinical manifestations and serological assays
guide clinical diagnosis®?. The systemic inflammation
and autoimmune nature of this disease is reflected by
the presence of various useful biologic markers such
autoantibodies, and evidence of an acute phase response.
Autoantibodies are found in about 75% to 80% of patients
(seropositive RA)" and canbe detected upto 10yearsbefore
the onset of clinical arthritis*Y. The main clinically useful
autoantibodies are RF and anti-CCP; anti-CCP positivity
occurs less frequently than for RF but anti-CCP antibodies
testing is more specific than RF. On the other hand, both the
sensitivity and specificity for diagnosis markedly increases
in case of both positive RF and anti-CCP antibodies, and
appears to be associated with a more aggressive clinical
course!™, As such, the presence of such autoantibodies has
diagnostic, therapeutic and prognostic implications. Positive
antibodies can also be found in other diseases including
other autoimmune rheumatic diseases, active tuberculosis
and chronic obstructive pulmonary disease!'?. In this report
we present a rare first manifestation of an RA (pericardial
effusion) in a seropositive patient without non-articular
manifestation of the disease. After study of a large spectrum
of infectious and non-infectious causes, the patient was
found to have RA without identification of any other likely
causes for the pericardial effusion. This is supported by
the recurrence of pericardial effusion after the patient had
suspended treatment with prednisolone.

CONCLUSION

This case highlights that pericardial syndromes can be the
first manifestation of AR even in the absence of articular
involvement and this disease must always be considered in
the aetiological investigation.
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