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SUMMARY

Introduction Rheumatoid arthritis is a systemic autoimmune disease with inflammation of the joints as
its hallmark. Extra-articular manifestations affect nearly half of the patients either at the onset of disease
or later during the disease course.

Case outline A 43-year-old man complained of chest pain, dry cough, and fatigue. Diagnosis of peri-
carditis was made based on echocardiography findings. Due to worsening of respiratory symptoms, he
was admitted to the hospital. Initial diagnostic workup revealed elevated concentrations of acute phase
reactants, pericardial effusion, and bilateral pulmonary nodules. Pathohistological analysis of lung nod-
ules ruled out malignancy and tuberculosis. He was treated with colchicine, which led to a regression
of a pericardial effusion. Afterwards, due to arthritis of the right wrist, high erythrocyte sedimentation
rate, and C-reactive protein, positive immunoserology and bone erosion at the distal ulna diagnosis of
seropositive rheumatoid arthritis was established. He was treated with antimalarial, methotrexate, and
glucocorticoids until he suffered from COVID-19 pneumonia, which triggered arthritis flare. Owing to the
loss of efficiency of combination therapy with methotrexate and glucocorticoid, baricitinib was added
to the treatment. Low disease activity was achieved after three months of administering baricitinib and
methotrexate, and no adverse events occurred during 20-month-long therapy.

Conclusion Every patient with pericarditis of unknown etiology should be diagnostically evaluated in
term of connective tissue disease including rheumatoid arthritis, because the initial clinical presentation

in some group of patients could lack characteristic synovitis.
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INTRODUCTION

Rheumatoid arthritis (RA) is a systemic auto-
immune disease with articular inflammation
as the main feature. Inflammatory processes
can also affect other tissues and these extra-
articular manifestations are associated with a
higher risk of morbidity and mortality in pa-
tients with RA [1].

The objective of this article was to present
a case of atypical clinical manifestation of RA.

CASE REPORT

In December 2014, a 43-year-old man com-
plained of chest pain that worsened with deep
inspiration and in supine position, dry cough,
and fatigue. These symptoms were present for
one month prior to the medical appointment.
Electrocardiogram was normal, laboratory test
results were within the reference range except
low levels of red blood cells (RBC) indices.
Echocardiography (ECHO) revealed circular
separation of pericardium layers up to 3.1 mm
with adhesions along the lateral wall and apex
of the heart. The pericarditis was treated with
nonsteroidal anti-inflammatory drug in com-
bination with a proton pump inhibitor, which
the patient stopped on his own initiative due to

the onset of black stool after two days of taking
these medications. In January 2015, owing to
symptoms progression, the patient was admit-
ted to the hospital with dyspnea, dry cough,
and malaise. Physical examination was unre-
markable. Laboratory findings showed a slight
increase in acute phase reactants concentration
(C-reactive protein (CRP) 13.9 mg/L, erythro-
cyte sedimentation rate (ESR) 24 mm/h) and
iron deficiency (5 pmol/L). On the other hand,
the results of the complete blood count and
the biochemical panel were within the normal
range. Remaining laboratory results are pre-
sented in Table 1. ECHO assessment demon-
strated pericardial effusion up to 16.6 mm with
the right atrium collapse (Figure 1). During the
hospitalization, a computed tomography (CT)
scan of the thorax detected bilateral soft tissue
density nodules with 5 mm in diameter local-
ized in the lower lobes and in the middle lobe
of the lung along with mediastinal lymphad-
enomegaly. Pathohistological analysis of pul-
monary nodules (PNs) ruled out malignancy,
furthermore all performed tests indicative of
Mpycobacterium tuberculosis infection were
negative. Characteristic pathohistological fea-
tures regarding rheumatoid lung nodule were
not present in taken samples. The patient was
treated with colchicine and administration of
this therapy led to a resolution of pericardial
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Table 1. Laboratory findings during hospitalization

Parameter Value Reference range
CMV IgG 1/160 Positive titer
EBV IgG 1/160 Positive titer
C3(g/L) 1.717 0.9-1.7
C4 (g/L) 0.491 0.12-0.36
ANA/AMA/ASMA/APA IgG negative _

EMA IgA

CA-125 (U/mL) 42 0-21
CA19-9 (U/mL) 2.9 0-34
CA72-4 (U/mL) 34 0-6
CEA (ng/mL) 0.1 0-5.5
NSE (ng/mL) 2.7 0-17
PSA (ng/mL) 0.8 0-4.1
AFP (ng/mL) 1.5 0-7.08

CMV - cytomegalovirus; EBV - Epstein-Barr virus; IgG - immunoglobulin G;
C3 - complement component 3; C4 - complement component 4;

ANA - antinuclear antibodies; AMA — anti-mitochondrial antibody;

ASMA - anti-smooth muscle antibody; APA - antiphospholipid antibody;
EMA - anti-endomysial antibody; IgA - immunoglobulin A; CA-125 - cancer
antigen 125; CA 19-9 - cancer antigen 19-9; CA 72-4 - cancer antigen 72-4;
CEA - carcinoembryonic antigen; NSE — neuron-specific enolase;

PSA - prostate-specific antigen; AFP - alpha fetoprotein

effusion. A follow-up CT scan two months after discharge
from the hospital revealed the regression of pulmonary
changes. Several subpleural and parenchymal micronod-
ules were present, of which the larger ones were up to 4
mm and 3 mm. No signs of enlarged lymph nodes in the
mediastinum were observed. (Figure 2). Due to the reduc-
tion in the size of the lung nodules, bronchoscopy was not
performed. Simultaneously, in March 2015, he was ex-
amined by a rheumatologist for the first time due to pain
and swelling of the right wrist. These symptoms were not
accompanied by morning stiffness. Upon medical exami-
nation, there was evidence of active arthritis of the right
wrist. Results of a laboratory analysis indicated on the high
ESR, CRP, slightly low levels of hemoglobin, and RBC in-
dices as well as thrombocytosis. Immunoserological tests
for systemic connective tissue diseases were positive for
anti-cyclic citrullinated peptide (anti-CCP) antibody and
anti-citrullinated protein antibody (ACPA) with a titer of
59.8 U/mL and 146.3 U/mL, respectively, while rheuma-
toid factor (RF), p antineutrophil cytoplasmic antibody
(p ANCA) and ¢ ANCA were within normal range. Plain
radiography of both hands, wrists, and feet did not reveal
any of the radiographic hallmarks of RA. Ultrasound of
the soft tissues of the right wrist showed moderate synovial
proliferation with a positive Doppler signal suggestive of
acute arthritis accompanied with bone erosion at the distal
ulna. Considering synovitis lasting more than six weeks,
abnormal CRP and ESR, positive immunoserology, patient
had a score of six points which met the American College
of Rheumatology / European Alliance of Associations
for Rheumatology 2010 diagnostic criteria for RA [2].
Treatment was initially started with hydroxychloroquine
with a daily dose of 400 mg. Three months later, concomi-
tant Methotrexate was added at a weekly dose of 15 mg
and then increased to 20 mg (Disease Activity Score-28
(DAS28) - 3.86). Also, low doses of glucocorticoids were
prescribed depending on disease activity. In a period from
2015 to 2020 disease activity estimated with DAS28 index
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Figure 1. Echocardiogram showing pericardial effusion up to 16.6 mm,
with right atrium collapse

Figure 2. Computed tomography scan of the lung showing paren-
chymal nodule

was within the range of low disease activity. In July 2020,
the patient had COVID-19 pneumonia presented with mild
symptoms. Three months after this viral infection, he suf-
fered from arthritis flare up (DAS28 - 5.74). Regarding the
loss of efficiency of combination therapy with Methotrexate
and glucocorticosteroid, an inhibitor of Janus kinase (JAK)
- baricitinib was added in a daily dose of 4 mg in August
2021. Low disease activity was achieved after three months
(DAS28 - 2.18). During the most recent visit, the patient
did not have any signs of active synovitis and inflamma-
tory markers were in the reference range (DAS28 - 2.52).
Additionally, no adverse events were reported during a
20-month period of baricitinib administration.

The paper was approved by the Ethics Board of the
Special hospital for rheumatic diseases Novi Sad and the
patient gave written consent to publish all shown materials.

DISCUSSION

RA is a systemic autoimmune disease that usually presents
in the form of a symmetric polyarthritis. However, about
half of patients with RA also have extra-articular manifesta-
tions that may occur at the very beginning or later in the
course of the disease, but are rarely the presenting symptom
of the disease [3]. In the group of cardiac involvement, peri-
carditis was observed to be the most common. Depending

Srp Arh Celok Lek. 2023 Sep-Oct;151(9-10):583-586



Atypical clinical presentation of rheumatoid arthritis

on the method used for diagnostic assessment (ECHO or
autopsy), pericarditis was found in about 30-50% of pa-
tients [4]. On the other hand, less than 10% of patients
experience any symptoms during a lifetime. Symptomatic
pericarditis is more frequent in male patients, in patients
with high concentrations of RE, and rheumatoid nodules
[5]. Bearing in mind the results of the previously mentioned
study, it can be concluded that this manifestation of RA is
not rare. On the other hand, after reviewing the literature,
there were not many reports of pericarditis as the initial
sign of RA as in the case of our patient.

The prevalence of PNs varies between 1% to 30% in
patients with RA depending on the sophistication of the
diagnostic method used. Therefore, the prevalence of PN
detected by radiogram is less than 1%, CT scan between
10% and 22% and pathohistological analysis about 30% [6].
Risk factors for nodule development as well as its progres-
sion are older age, male sex, seropositivity, smoking, longer
duration of the disease, certain drugs for the treatment of
RA, and comorbidities [7]. PNs can be radiographically
presented as single or multiple, with solid or cavitary struc-
ture, they are most often localized in the periphery in the
subpleural region and they vary in diameter, which can
range from a few millimeters to several centimeters [6].
Patients with PN are generally without symptoms and do
not require treatment, however, due to the localization of
these changes there is a risk of sustaining a pneumothorax,
hydropneumothorax and bronchopleural fistula which are
conditions seeking medical intervention [7]. In our patient
presence of PN which preceded the articular symptoms was
revealed incidentally on CT scan performed because of per-
sistent pericarditis and it is a rare presenting feature of RA.

RA is characterized by a symmetrical polyarthritis, but
in a small percentage of patients it is initially presented as
monoarthritis, usually affecting the large joints such as hip
and knee. Although monoarticular RA is uncommon, it
usually progresses to a polyarticular form in a period of
time, which was shown to be between three and five years
[8]. In a cross-sectional study with a total of 400 patients
included, only one patient had a monoarticular manifesta-
tion of disease [9]. Anti-CCP are a type of autoantibody
with high diagnostic specificity for RA. Anti-CCP antibod-
ies can be present in the blood years before the manifesta-
tion of disease [3]. The main difference between anti-CCP
and ACPA is that anti-CCP is more specific to RA, while
ACPA is a bit more sensitive and can be used to detect
RA earlier. Anti-CCP is typically associated with more ac-
tive cases of the disease, while ACPA could sometimes be
found in milder cases. Our patient was tested positive for
this type of antibodies which subsequently directed the
diagnostic evaluation towards RA.
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Infections are a risk factor for disease exacerbation in
patients with inflammatory arthritis [10]. The panel of
proinflammatory cytokines that lead to severe forms of
lung damage is comparable to cytokine profile responsible
for the pathogenesis of the inflammation of the synovium
in RA. Therefore, it could be presumed that COVID-19
infection could provoke a disease flare in RA patients [11].
In our patient, the disease presented mainly in the form of
oligoarthritis until the patient had pneumonia caused by
severe acute respiratory syndrome coronavirus 2. After the
infection recovery, he suffered from exacerbation of joint
ailments which manifested as polyarthritis. Baricitinib
modulates signaling pathway of various cytokines in-
volved in inflammatory processes throughout inhibition
of JAK type 1 and type 2. Yang et al. [12] showed that in
a group of patients treated with baricitinib, at week 12, a
statistically significant improvement in American College
of Rheumatology 20% (ACR20) response was achieved
compared to patients randomized to a placebo group.
Furthermore, they reported that treatment benefit was no-
ticed even after one week of treatment and was kept during
the 52 weeks. Study assessing a short-term effectiveness
and safety of baricitinib in patients with RA, demonstrated
that the effectiveness of baricitinib was significantly su-
perior in targeted disease-modifying antirheumatic drug
(DMARD) naive patients compared to patients who were
previously treated with targeted DMARD. Although the
period of 24 weeks is short for evaluation of long-term
adverse events, in this study six patients out of 113 involved
in the trial discontinued baricitinib because of adverse
events [13]. Treatment of RA patients usually considers
prolonged use of DMARDs, thus it is very important to
have an insight on the long-term safety profile of the pre-
scribed drug. Group of authors conducted the largest inte-
grated safety analysis of baricitinib with mean duration of
the treatment lasting 4.6 years and up to 9.3 years. Results
showed that the safety profile of baricitinib was comparable
with other JAK inhibitors and biological DMARDs [14].
Furthermore, this JAK inhibitor can be used for a long
period of time without concern of an increased risk of
side effects in patients with RA. Our patient achieved low
disease activity after three months of administering bar-
icitinib. During 20 months of using combination therapy
no side effects occurred.

In conclusion, every patient with pericarditis of un-
known etiology should be diagnostically evaluated in term
of connective tissue disease including RA, because initial
clinical presentation in some group of patients could lack
characteristic joint inflammation.
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ATUNUYHA KAMHWUYKA CIUKA peymatounaHor apTpuTuca

Kcenwja bowkosuh'? AnekcaHgpa CaBuh'? bumbaHa Epperbat?, Copmja CybuH-TeopocnjeBnh?, Anekcangpa Mmasunh'>
'YHusep3utet y HoBom Cagy, MeguuunHcku dakyntet, Hosu Cag, Cpbuja;

’CneuwmjanHa 6onHuLa 3a peymatcke 6onectu, Hosu Cag, Cpbuja;
*Onwra 6onHuua, Hhophe JoaHosuh’, 3perbariH, Cpbuja

CAMETAK

YBop PeymaTonaHy apTpUTKC je cucTeMcka ayTonmyHa 6onect
ca 3anasbetbeM 3r11060Ba Kao rnaBHUM obenexjem. EKcTpaap-
TUKynapHe MaHudecTaluje ce jaBibajy Kog CKOPO NONOBUHE
60necHKa 11 TO NN Ha MOYETKY UK Y KacHUjeM TOKY 6onecTu.
Mpukas 6onecHnka MyLikapal, cTap 43 roariHe anuo ce Ha
601y rpyavMa, CyB Kaluasb 1 ymop. Ha ocHoBy exokapamorpad-
CKOT HaJla3a NocTaB/beHa je AnjarHosa nepukapguTmca. 36or
noropLuatba PecnpaTopHUX CMNTOMa NPYIMIbEH je y 6onHuLY.
VH1UmjanHOM fnjarHoCcTYKOM 06pasomM BepripriKoBaHe Cy
NOoBULLEHE KOHLIEHTPaLMje peakTaHaTa akyTHe dase, nepukapa-
HY 13nuB 1 bunatepanHu Hogycu myha. MaToxmcTonowKom
aQHaNN30M NYSIMOHAPHMX HOLYCa UCK/bYYEHW CY MANIUTHUTET U
TybepKyno3a. bonecHuk je neueH KONXULMHOM, YAME je MOCTUr-
HyTa perpecuja neprkapaHor n3nvsa. [lotom my je 36or apTpu-
TICa BECHOT PYYHOT 3111063, BUCOKE CEAVMEHTALMje epUTPO-
umTa 1 Li-peakTmBHOr NpoTenHa, No3nTUBHE UMyHOCEpONOormje
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1 KOLUTaHe epo3uje Ha ANCTalIHOM OKPajKy YJIHe NoCTaB/beHa
[MjarHo3a cepono3nTNBHOI peyMaToMAHOr apTpuTmca. JleyeH

je aHTMMaNnapukom, METOTPEKCATOM U FNYKOKOPTUKOUANMa CBE

[OK Huije 0601e0 off MHeyMOHMje KoBuaa 19, HaKoH yera fonasu
[0 Moropllara apTpuTnca. 360r CeKyHAApHOT rybutka epuka-
CHOCTU KOMGVHOBaHe Tepanuje METOTPEKCATOM 1 FyKOKOPTH-
Koupom, foaaT je 6apuuntnHmG. Hricka akTuBHOCT 6onecTy je
NOCTUrHyTa Noc/e Tpu MeceLa, a Tokom 20-meceyHe npumeHe
OBOT JieKa HUCY Ce jaBW/a HexerbeHa AejcTaa.

3akmbyyvak CBakm 601eCcHUK ca NepUKapaUTMCOM HeMmo3HaTe
eTuonoruje Tpeba aa 6yae AnjarHoCTUYKY eBanympaH y npasLy
6051ecTn Be3VBHOT TKMBA YKIbyuyjyhin peymatouaHy apTpuTmc,
3aTO WITO MHWLWjanHa KNMHMYKa CNKa Kof oapeheHe rpyne
6onecHrKa Moxe Aa byze 6e3 KapaKTepUCTUYHOT CHOBUTMICA.

KmbyuHe peun: neprikapantvc; niyhHy Hoyc; peymaTovaHu
apTPUTKC; MHeyMOHWja KoBuaa 19; akyTu3auuja; 6apuuntuHnG
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