Letters to Editor Rheumatologz

Table I. Summary of SLE patients with elevated CRP and pericardial involvement.

High C-reactive protein in
afebrile systemic lupus
erythematosus patients
without palpable synovitis:
pericardial involvement
should be considered

Sirs,

Systemic lupus erythematosus (SLE) is a
heterogeneous multisystem autoimmune
disease. It is widely believed that C-re-
active protein (CRP) remains normal or
only modestly elevated in uninfected SLE
patients despite intense disease activ-
ity (1-2). However, it is often difficult to
differentiate between a disease flare and
infection when SLE patients have high
CRP, especially when it presents with
concomitant fever. Cardiac involvement
in SLE is not uncommon, and most com-
monly manifests as pericardial effusion
and/or pericarditis, which may progress
into more life-threatening large effusions
and tamponade (3-4).

We describe three afebrile female SLE
patients without palpable synovitis who
developed pericardial effusion and/or
pericarditis and elevated CRP. They con-
secutively presented between April and
June 2020 at the University Hospital of
Kerry, Ireland (Table I). All patients ful-
filled the new European League against
Rheumatism (EULAR)/American Col-
lege of Rheumatology (ACR) classifica-
tion criteria for SLE (5). CRP levels were
measured by immunoturbidimetric as-
say on a Beckman Coulter AU analyser
(Beckman Coulter, CA, USA).

The first patient was a 67-year-old female
on maintenance hydroxychloroquine 400
mg daily and mycophenolate mofetil
500 mg twice daily, who presented to
the emergency department (ED) with a
3-week history of non-specific symptoms,
mainly fatigue. She denied any shortness
of breath or chest pain. She was afebrile
with normal vital signs and, apart from
looking pale, physical examination was
unremarkable, including normal heart
sounds without murmur and no palpable
synovitis. Blood analysis demonstrated
CRP of 255mg/L, haemoglobin (Hb) of
7.8g/dL, platelet count of 631x10%/L, lym-
phocytes of 0.39x10%L, mildly elevated
transaminases (AST 64 U/L; ALT 63U/L)
and normal renal function. Urine dipstick
was negative for protein or blood.

Initial cardiac screening (including ECG
and serial troponins) was unremarkable.
Septic screen was negative, including
negative nasopharyngeal SARS-CoV-2
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Patient 1 Patient 2 Patient 3

ANA +

Anti-dsDNA +

Antiphospholipid antibodies - +

Low C3/C4 Both Both

Leukopenia + +

Lymphopenia + + +
Thrombocytopenia +

Oral ulcers +

Renal disease

ECHO findings

Pericardial involvement Large posterolateral effusion

Valvular status Thickened AV

Small effusion

Thickened AV/MV
Moderate AR/MR

Small posterior effusion

Normal

Concomitant pleural effusion Small left effusion

RT-PCR swab. Chest radiograph evi-
denced newly developed cardiomegaly
without pleural effusion or infiltrate
that prompted an urgent transthoracic
echocardiogram (TTE). This revealed
large posterolateral pericardial effusion,
mildly impaired left ventricular function
without tamponade or constrictive fea-
tures. Computed tomography pulmonary
angiogram (CTPA) revealed small left
sided pleural effusion, but no evidence of
pulmonary embolus (PE). She remained
haemodynamically stable and was trans-
ferred to the coronary care unit for close
observation. Her symptoms and CRP lev-
els responded promptly with high-dose
oral prednisolone taper and low dose col-
chicine, while her Hb slowly improved
and serial echocardiogram demonstrated
full resolution of pericardial fluid and
ventricular function.

The second patient was a 47-year-old
female presenting with substernal pleu-
ritic chest pain associated with posi-
tional variation and dyspnoea. She had
non-specific arthralgia and no evidence
of clinical synovitis. She had been previ-
ously diagnosed with SLE fulfilling the
diagnostic criteria at a different rheuma-
tology centre; however, her hydroxychlo-
roquine was eventually stopped after she
remained in remission for several years.
There was no history of thromboembolic
events or rheumatic fever. Blood analysis
demonstrated mild but persistently el-
evated CRP (between 9-21mg/L within
12 months), low platelet of 101x10°/L
with normal liver and renal profiles. Ini-
tial cardiac screening and septic screen
were negative. TTE demonstrated a small
pericardial effusion and moderate aor-
tic regurgitation. She was given a rapid
tapering dose of oral steroid therapy, re-
commenced taking hydroxychloroquine

and started on azathioprine with resolu-
tion of all symptoms, blood indices and
pericardial effusion (on repeated TTE).
The third patient was a 64-year-old female
previously diagnosed with seronegative
inflammatory arthritis after initially pre-
senting with symmetrical polyarthritis;
however, failed multiple disease-modify-
ing anti-rheumatic drugs (DMARD:s) in-
cluding conventional DMARDs, several
anti-tumour necrosis factors (anti-TNFs)
and a janus kinase (JAK) inhibitor. She
then developed recurrent dyspnoea asso-
ciated with pleuritic-type chest pain and
presented on several different occasions
to the ED with normal initial cardiac
screening and CTPA. TTE demonstrat-
ed small but stable pericardial effusion
(compared to previous TTE).

These findings combined with 1) persis-
tent but mildly elevated CRP (between
6—42 mg/L) within a period of 18 months;
2) development of significant lower limb
rashes; 3) ultrasound demonstrating syn-
ovial thickening of multiple joints but
without evidence of acute synovitis; this
prompted a reassessment of her diagno-
sis. Antibodies were positive for ANA,
anti-dsDNA, and crithidia anti-dsDNA
with negative anti-histone antibody. She
was started on an oral steroid taper but
was never really able to be weaned off
steroids completely or reduced to lower
acceptable doses; she was subsequently
put on rituximab with a resolution of
symptoms, CRP and TTE finding.
Despite no current established predic-
tive factors to assess patients who are
at greatest risk to develop pericarditis in
SLE patients, our small case series high-
lights: 1) presence of markedly elevated
CRP (>50mg/L) especially without de-
velopment of fever or palpable synovitis
in SLE patients should warrant prompt
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cardiac investigation (including urgent
echocardiogram) to avoid delay in the
diagnosis of a possible life-threatening
pericardial disease and subsequent life-
saving intervention; and 2) persistently
mild/modest elevation of CRP may re-
flect chronic serositis in SLE patients.

K. MOHD IDRIS, MD, MRCPI

D. REFFAT, MD, MSc

A. O’RIORDAN, BSc, Hdip

F. ADEEB, MMedSc, MRCPI, PhD, CSCST

Department of Rheumatology,
University Hospital Kerry, Ireland.

Please address correspondence to:
Fahd Adeeb,

Department of Rheumatology,
University Hospital Kerry,

Kerry, Ireland.

E-mail: fahd_adeeb@yahoo.com

S-24

Competing interests: none declared.
Clin Exp Rheumatol 2021; 39 (Suppl. 128):
§23-524.

© Copyright CLINICAL AND
EXPERIMENTAL RHEUMATOLOGY 2021 .

References

1.

FIROOZ N, ALBERT DA, WALLACE DJ, ISHI-
MORI M, BEREL D, WEISMAN MH: High-sen-
sitivity C-reactive protein and erythrocyte sedimen-
tation rate in systemic lupus erythematosus. Lupus
2011; 20: 588-97.

O’NEILL SG, GILES I, LAMBRIANIDES A et
al.: Antibodies to apolipoprotein A-I, high-density
lipoprotein, and C-reactive protein are associated
with disease activity in patients with systemic lupus
erythematosus. Arthritis Rheum 2010; 62: 845-54.
ROSENBAUM E, KREBS E, COHEN M, TILIA-
KOS A, DERK CT: The spectrum of clinical mani-
festations, outcome and treatment of pericardial
tamponade in patients with systemic lupus erythe-
matosus: A retrospective study and literature review.

Lupus 2009; 18: 608.

GOSWAMI RP, SIRCAR G, GHOSH A, GHOSH
P: Cardiac tamponade in systemic lupus erythema-
tosus. QJM 2018; 111: 83.

ARINGER M, COSTENBADER K, DAIKH D er
al:: 2019 European League against Rheumatism/
American College of Rheumatology classifica-
tion criteria for systemic lupus erythematosus. Ann
Rheum Dis 2019; 78: 1151-9.

Clinical and Experimental Rheumatology 2021



