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Abstract

Introduction. Systemic lupus erythematosus (SLE) is a chronic autoimmune disease of
unknown origin, characterized by multisystemic involvement and a potentially severe
evolution. Pulmonary arterial hypertension (PAH) is a rare complication of SLE, with low 5-year
survival.

Case presentation. We are presenting the case of a female patient, aged 56 years old,
diagnosed in 1992 with SLE with cutaneous manifestations (butterfly-shaped erythematous
rash), joint manifestations (polyarthritis), serositis manifestations (massive
pleuropericarditis), and immunological manifestations (positive anti-dsDNA antibodies,
decreased C3), ignored therapeutically for along time. In 2010 she complained of dyspnea on
medium exertion and leg edemas, with marked increase of PAPs by echocardiography. She
was diagnosed with severe PAH (confirmed by right heart catheterization) and in the “Marius
Nasta” National Institute of Pneumology she started a treatment with an endothelin receptor
antagonist (Bosentan) in combination with a prostacyclin receptor agonist (Selexipag). Since
2013 the patientis on oral anticoagulant treatment for permanent atrial fibrillation.

In 2015 she was referred back to out clinic as she complained of recurrent episodes of massive
ascites with evacuatory paracenteses in amounts of about 6-9L per paracentesis. After
excluding other causes, ascites was considered to be secondary to the SLE, and a treatment
was initiated with Hydroxychloroquine (HCQ) and pulse therapy with Methylprednisolone, on
which the remission of the ascites was achieved during the following months. Currently, the
SLE is well controlled without recurrence of ascites on treatment with HCQ and gradual
decrease until stopping of cortisone doses, and the PAH is stable.
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Conclusion. PAH is a rare complication of the SLE, with a complex pathophysiological immune
mechanism, for which - together with the specific vasodilator treatment - the increase of
immune suppression is recommended.

Key words: systemic lupus erythematosus, pulmonary arterial hypertension, ascites, atrial
fibrillation, serositis.

Rezumat

Introducere. Lupusul eritematos sistemic (LES) este o boala autoimuna cronica de etiologie
necunoscuta, caracterizata prin afectare multisistemica si evolutie potential severa.
Hipertensiunea arteriala pulmonara (HTAP) este o complicatie rara a LES, cu supravietuire la 5
ani scazuta.

Prezentarea cazului.

Se prezinta cazul unei paciente in varsta de 56 ani, diagnosticata in 1992 cu LES cu manifestari
cutanate (eritem in vespertilio), articulare (poliartrita), serozitice (pleuro-pericardita masiva)
si imunologice (Ac anti-ADNdc pozitivi, C3 scazut), ignorata terapeutic o perioada
indelungata.

In 2010 acuza dispnee la eforturi medii si edeme gambiere, cu cresterea marcata a PAPs la
ecocord. Este diagnosticata cu HTAP severa (confirmata prin cateterism cardiac drept) si se
incepe la Institutul Nasta tratament cu un blocant de receptor de endotelina (Bosentan) in
combinatie cu un agonist de prostaciclina (Selexipag). Din 2013, pacienta urmeaza tratament
anticoagulant oral pentru fibrilatie atriald permanenta. In 2015 este reindrumata catre clinica
noastra, acuzand episoade recurente de ascita masiva cu punctii evacuatorii in cantitati de
cca. 6-9 | per punctie. Dupa excluderea altor cauze de ascita, s-a considerat ca fiind secundara
LES si s-a initiat tratament cu Hidroxicloroquina (HHQ) si pulsterapie cu Metilprednisolon, sub
care s-a obtinut in urmdtoarele luni remiterea ascitei. In prezent, control bun al LES fara
recurenta ascitei sub tratament cu HHQ si scaderea treptata pana la oprire a dozelor de
cortizon, iar HTAP este stationara.

Concluzie.

HTAP este o complicatie rara a LES, la care se considera ca exista un mecanism patofiziologic
imun, pentru care se recomanda intarirea imunosupresiei, pe Idnga tratamentul vasodilatator
specific.

Cuvinte cheie: |upus eritematos sistemic, hipertensiune arteriala pulmonara, ascita,
fibrilatie atriala, serozita.
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Introduction

Systemic lupus erythematosus (SLE) is a
chronic autoimmune disease, with
multisystemic involvement and a potentially
severe evolution. Pulmonary arterial
hypertension (PAH) is a rare complication of
SLE, with a prevalence between 0.5% and
17.5%, and with low 5-year survival.

We are presenting the case of a female
patient known to the clinic with SLE since
1992, with cutaneous, joint, serositis, and
immune manifestations, clinically and
therapeutically ignored for a long time, but
with auto-administration of prednisone in
medium dose permanently between 1992-
2007. The patient gave her consent for
publishing the data.

Reasons for hospital admission

In April 2015 the patient was admitted to our
clinic referred from the “Marius Nasta”
National Institute of Pneumology for the
reassessment of the SLE, complaining of
important increase in volume of the
abdomen and leg edemas with onset in the
last months prior to the hospital admission.

History of the disease

The onset of the SLE was in 1992, at the age of
30 years, and in the same year she was
diagnosed in our Clinic with SLE with cutaneous
manifestations (butterfly-shaped
erythematous rash) and joint manifestations
(polyarthritis), A treatment was initiated with
Hydroxychloroquine 400mg/day (stopped of
her own will after a year), in association with
Prednisone with gradual decrease of the doses
from 50 mg/day to 10 mg/day in 2005. We are
mentioning the fact that the patient did not
come any more to the medical visits until 2004.
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In 2004 she had an episode of hemoptysis,
cough, a stabbing pain in the chest on the
right, and dyspnea, that raised the suspicion
of a pulmonary thromboembolism (PTE), not
investigated. During the same
hospitalization a right pleurisy was
objectified, which worsened progressively,
and in 2007 she developed a massive
pleuropericarditis. A mini-pulse therapy with
Methylprednisolone 250mg/day for 2 days
was applied, without any improvement of the
symptomatology, and we initiated a
treatment with Azathioprine for 6 months,
stopped by the patient due to the
gastrointestinal adverse reactions
(vomiting).

Subsequently she received Methotrexate,
but it was also discontinued after a year from
the patient's own initiative. As the serositis
persisted, a mini-thoracotomy on the left
with pleuropericardial window and
pericardial biopsy was performed, and it
identified an inflammatory infiltrate. 2 month
after performing the pleuropericardial
window, the serositis reoccurred and after a
short while the patient developed a cardiac
tamponade with draining of 1.6 L of
pleuropericardial fluid.

In 2010 she was admitted to the “Marius
Nasta” National Institute of Pneumology with
dyspnea on medium exertion and leg
edemas (Figure 1, Figure 2), with increased
PAPs at echocardiography, that raised the
suspicion of pulmonary arterial hypertension
(PAH). It was decided to perform a right heart
catheterization, and it identified a pulmonary
artery pressure (PAP) of 69 mmHg,
confirming the suspicion of PAH. The patient
was included in the PAH National Program; a
treatment with Bosentan 250mg/day was
initiated, and the treatment with
Hydroxychloroquine 400mg/day was
restarted.



78

One year later, in April 2011, she was
included in a study with a prostacyclin
receptor agonist (Selexipag), most probably
receiving placebo until July 2014, when she
entered in the open-label extension of the
study, and shereceived active medication.

In October 2013 she was diagnosed with
permanent atrial fibrillation for which she
received treatment with Digoxin and oral
anticoagulant.

In March 2014, following an episode of
melena with mild anemia she was
investigated with upper digestive endoscopy
and colonoscopy, without evidence of
pathologic items; therefore, so a digestive
hemorrhage on the small intestine due to
Acenocoumarol overdose was suspected
(INR=11).

Since April 2014 she started having ascites in
high amount, accompanied by leg edemas,
for which she was referred to our clinic.

Clinical examination

At the time of admission to our Clinic, the
patient had no fever, she had skin changes
specific to the SLE (butterfly-shaped
erythematous rash), the abdomen was
markedly increased in volume due to fluid
overload, and she had central cyanosis. She
was in atrial fibrillation and the respiratory
system was well balanced.

Investigations

The laboratory tests showed decreased
serum complement (0.75g/L), positive
antinuclear antibodies with anti-dsDNA
antibodies in high titers, and positive
anticardiolipin antibodies, otherwise within
normal limits. Abdominal echography and CT
of the chest and abdomen confirmed the
presence of ascites fluid in high amount;
additionally a globally enlarged liver
(RL=145mm) was described, without other
pathological items (Figure 3). At the first
paracentesis 5 liters ascites fluid were
evacuated, having the characteristics of an
exudate (proteins in the fluid >3g/dL),
without cell atypias. The echocardiography
showed right cavities markedly dilated,
severe tricuspid regurgitation, PAPs=110
mmHg, no fluid in the pleural or pericardial
cavity. NT-proBNP had a value of 1500 pg/mL.

Differential diagnoses discussed at this
time point include: severe right heart failure
secondary to PAH, complicated with cardiac
cirrhosis, acute episode of SLE, infections
(e.g. tuberculosis), neoplasms, liver
cirrhosis.

The hypothesis of a lupus nephritis was
infirmed by the nephrology assessment by a
nonsignificant 24 h proteinuria. The
gastroenterology assessment eliminated a
liver cirrhosis from the possible etiologies of
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Figure 1. Chest radiograph:
cardiomegaly

Figure 2. Computed tomography
showing the dilation of the
pulmonary artery trunk

Figure 3. Computed tomography
showing ascites in high amount

Figure 4. Butterfly-shaped
erythematous rash (2018)
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the ascites, and a TB cause was infirmed in
the “Marius Nasta” National Institute of
Pneumology.

Although the right heart failure could not be
excluded as an etiology of the ascites,
hypothesis also supported by the serum-
ascites albumin gradient >1.1, it was
considered that there are also undoubtable
evidence of SLE activity, such as decreased
serum complement or high titer of anti-
dsDNA antibodies. Additionally, even PAH is
considered to have an immune mechanism
of occurrencein SLE.

Treatment

Treatment with Methylprednisolone in pulse
therapy was initiated (dose 250mg/pulse, 6
months), with oral corticosteroid therapy in
medium dose between the pulses,
associated to Hydroxychloroquine
400mg/day, on which she had a slowly
favorable evolution. Additionally the chronic
treatment was continued with Selexipag
(4tbs/day), Macitentan (10mg, 1ltb/day),
Digoxin (0.25mg 1ltb/day ), Diurex (50mg,
2tbs/day).

The episodes of massive ascites with
evacuatory paracenteses in high amounts
(6-9L per paracentesis) decreased gradually
until they disappeared in the next year. The
serum complement level returned to normal,
and NT-proBNP decreased with over 30% vs

the time of therapy initiation. The increase of
immune suppression was discussed (e.g.
treatment with Cyclophosphamide) but due
to the favorable clinical and paraclinical
evolution it was not considered necessary.

Long-term evolution

At the last assessment in our Clinic in March
2018 the patient was without ascites since
over 2 years, and the PAH was stable (Figure
4). The chest CT performed in January 2018
showed cardiomegaly, without pericardial or
pleural effusion and without images of
thrombosis in the main pulmonary arteries or
intheirlobarbranches.

The corticosteroid therapy was progressively
decreased until stopping in April 2016. She
had repeated episodes of anemia or melena
secondary to Acenocoumarol overdose,
therefore Acenocoumarol was replaced with
Apixaban as the latter had a lower bleeding
risk.

Discussion

SLE is a rare chronic autoimmune disease,
with multisystemic manifestations. PAH is a
potentially fatal complication of SLE, having
various prevalences - between 0.5% and
17.5% - depending on the methods used for
the diagnosis (echocardiography - with low
accuracy or right heart catheterization - the
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golden standard for the diagnosis). The
mechanism of the occurrence of PAH in SLE is
considered to be immune, subsequently
leading to the imbalances of vasoactive
mediators®™.

Some manifestations and immunological
changes were identified as predictors of PAH
in observational studies. In an analysis on a
Chinese cohort, pleurisy was an independent
predictive factor of PAH in lupus®”. The
antibodies specific to the antiphospholipid
syndrome, especially anticardiolipin
antibodies and lupus anticoagulant, were
associated with a high risk of PAH. In our case
both risk factors were present.

An unexpected item for this case was the
occurrence of the acute episode pf SLE
manifested by PAH and serositis at more than
20 years after the onset of the SLE, as in most
cases the disease is more active in
premenopausal women.

The therapeutic options cited in literature are
represented on one hand by the increase of
immune suppression (Cyclophosphamide
and corticosteroid therapy), and on the other
hand by the vasoactive treatment specific for
PAH®. The treatment should be promptly
initiated in order to increase survival. In our
patient, the evolution on cortisone treatment
in pulse therapy and Hydroxychloroquine
was spectacular, with the disappearance of
the massive ascites and the decrease with
over 30% of the NT-proBNP, a prognostic
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marker in PAH". The
Cyclophosphamide was discussed, but due
to the favorable evolution it was not

introduction of

considered necessary; additionally the risk of
adverse reactions was high due to the age of
the patient and the co-morbidities.

Conclusions

A case of SLE with multiple complications,
with an acute episode of the disease with
massive ascites and severe secondary
pulmonary arterial hypertension at more
than 20 years after the diagnosis, which
required the increase of the immuno-
suppressive therapy.
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