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ABSTRACT

The coexistence of sarcoidosis and systemic lupus ery-
thematosus (SLE) in the same patient has uncommonly
been reported. Information on the epidemiology, clin-
ical presentation, and management of this rare associ-
ation is scarce. We report a 46-year-old Hispanic man
who was recently diagnosed with concomitant SLE and
sarcoidosis at our institution. A diagnosis of sarcoido-
sis was established due to the presence of dyspnea,
chest pain, fever, and malaise along with bilateral hilar
lymphadenopathy and histological evidence of non-
caseating granuloma. In addition, he fulfilled the Ame-
rican Rheumatism Association (ACR) criteria for SLE
due to a history of photosensitivity, polyarthritis, lym-
phocytopenia, and positivity of antinuclear antibodies
(ANA) and anti-double-stranded DNA (anti-dsDNA)
antibodies. He was successfully treated with a combi-
nation of oral glucocorticoids, hydroxychloroquine,
and methotrexate. In a further step, we conducted an
extensive literature review to further investigate into
the association of sarcoidosis and SLE. We identified
25 additional published cases. The concurrence of
these two conditions may be more common than pre-
viously reported, mainly affecting young female adults
in the fourth decade of life. The most common mani-
festation of sarcoidosis was mild pulmonary symptoms
whereas SLE presentation was highly variable. Most pa-
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tients were positive for anti-dsDNA antibodies. Differ-
ent therapeutic strategies included oral glucocorticoids,
hydroxychloroquine, conventional immunosuppres-
sive drugs and, cyclophosphamide in severe cases. Our
study reinforces the need of considering the potential
concurrence of sarcoidosis and SLE. Clinicians should
be aware of the potential presence of SLE in patients
with a diagnosis of sarcoidosis presenting with cuta-
neous manifestations, cytopenia, renal involvement,
and/or positivity for ANA and anti-dsDNA antibodies.

Keywords: Coexistance; Systemic lupus erythemato-
sus; Sarcoidosis.

INTRODUCTION

Sarcoidosis is a multisystemic inflammatory condition
of unknown origin, characterized by the presence of
non-caseating granulomas. It mainly affects young
adults presenting with bilateral hilar lymphadenopa-
thy and lung involvement'~’. However, the clinical pre-
sentation of sarcoidosis is highly variable among pa-
tients and every organ can be affected. Sarcoidosis is a
more complex disease than previously thought and it
can even coexist in the same patient with other au-
toimmune diseases including SLE*.

The incidence and prevalence of sarcoidosis vary
across different ethnicities and geographical areas, be-
ing more frequent in Scandinavian countries and
among African Americans’. In Spain, the cumulative
annual incidence rate of sarcoidosis is 1.36 per 100,000
inhabitants®. Interestingly, Brito-Zeron et al.* found in
a Spanish cohort of 218 patients that sarcoidosis was as-
sociated with other systemic inflammatory diseases in
6.4% of patients. The annual incidence rate of SLE in
Northern Spain is 3.6 per 100,000 population’. How-
ever, the coexistence in the same patient of sarcoidosis
and SLE has been infrequently reported®.

We describe a case of a patient with the simultaneous
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FIGURE 1. Lymph node in subcarinal location, obtained by endobronchial ultrasound (EBUS). Histological sections showed scarce
lymphoid tissue and abundant well-shaped granulomas (A). A higher magnification showed granulomas of sarcoid type. In this
regard, granulomas were found to be composed of epithelioid cells and lymphocytes but necrosis was not present (B).

occurrence of sarcoidosis and SLE which highlights
the relevance of considering the co-existence of these
multisystemic autoimmune diseases.

CASE REPORT

A 46-year-old Hispanic man was admitted to a tertiary
care hospital in March 2020 due to a 3-day history of
fever, dyspnea, chest pain, malaise, and diffuse arthral-
gia with early morning stiffness. His past medical,
family, and social history was unremarkable, apart
from an episode of unilateral peripheral facial palsy
successfully treated with glucocorticoids ten years be-
fore. Prior to the admission, the patient also reported
repetitive episodes of polyarthritis in his wrists and
hands, as well as, rash on his face and sun-exposed ar-
eas. He also complained of dryness of eyes and mouth
for the last two years.

Physical examination showed body temperature of
38.3 °C on admission. Lung and heart auscultation
were normal. Neurological, abdominal, and skin ex-
aminations were unremarkable. No peripheral lym-
phadenopathy or hepatosplenomegaly was found.

Laboratory tests yielded the following results:
marked lymphocytopenia (400/uL; normal 1,000-
4,800/uL) and elevated C-reactive protein (maximum
9.6 mg/dL; normal < 1mg/dL) with normal procalci-
tonin (0.1 ng/ml). The serum protein electrophoresis
showed hypergammaglobulinemia and elevated IgG
(2417.13 mg/dl; normal 700-1,600 mg/dl). Urinalysis

was normal. Serum was positive for ANA (titer 1:1280
with a speckled pattern). Anti-dsDNA antibodies were
detected by enzyme-linked immunosorbent assays
(ELISA) (167 Ul/ml; normal < 40) and Crithidia lucil-
iae immunofluorescence test (titer 1:20). Anti-SSa and
anti-SSb antibodies were also positive. In contrast,
rheumatoid factor (RF), anti-cyclic citrullinated pep-
tides, ANCA, anti-RNP, anti-Sm, and anti-phospho-
lipid antibodies were negative. Complement levels
were normal. Serum angiotensin-converting enzyme
(ACE), serum calcium, phosphate, and 1,25-dihy-
droxyvitamin D levels were normal.

As the patient complained of chest pain, ischemic
heart disease, musculoskeletal conditions, infections,
and other causes of chest pain were excluded first. The
chest radiograph followed by a chest computed to-
mography showed bilateral hilar lymphadenopathy
raising the suspicion of sarcoidosis. Transbronchial
lymph node biopsy specimens revealed non-caseating
granuloma (Figure 1). The tuberculin skin reaction
was negative, as well as the interferon-gamma release
assays (IGRA). An extensive microbial screening was
performed in order to rule out infection. Serological
tests, nasopharyngeal swabs, cultures of blood, and
lymph node were all negative, including SARS-CoV-2
infection. Peripheral blood smear and flow cytometric
immunophenotyping excluded a hematologic condi-
tion.

A clinical diagnosis of sarcoidosis was made based
on the clinical, radiological, and histopathological fea-
tures mentioned above, after excluding other infec-
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tious or neoplastic conditions. In addition, the patient
fulfilled the ACR criteria for SLE due to a history of
photosensitivity, polyarthritis, lymphocytopenia, and
positivity of ANA and anti-dsDNA antibody. Conse-
quently, the patient was diagnosed with concomitant
SLE and sarcoidosis.

The patient was started on prednisone 30 mg day,
which was gradually tapered. Within the first week of
treatment, fever, chest pain, and arthralgias complete-
ly disappeared. Hydroxychloroquine (400 mg/day) and
methotrexate (15 mg/weekly) were added for the
management of SLE and as glucocorticoid sparing
agents.

DISCUSSION

The occurrence of sarcoidosis and SLE together in the
same patient has been previously reported. However,
the clinical picture resulting from the coexistence of
these two inflammatory conditions is not well defined.
Data regarding plausible common immunopathologi-
cal pathways, incidence, clinical presentation, and
management of this rare association are scarce.

We conducted an extensive literature search of the
Medline databases for articles published up to June
2020, in order to thoroughly describe the association
of sarcoidosis and SLE. We identified 25 published ca-
ses. Table I summarizes the demographic and clinical
features of these 26 patients, including our case. The
mean age of the patients was 46.4 + 16.0 years (rang-
ing from 10 to 82 years). Most patients were female
(80.8%).

Sarcoidosis and SLE share some common immuno-
logical features. Both conditions show evidence of
cellular and humoral immune abnormalities including
hyperreactivity of the immune system, hypergamma-
globulinemia, defective cell-mediated immune func-
tion, and loss of tolerance to self-antigens’. The exag-
gerated immune response in sarcoidosis may lead to
the production of various antibodies such as ANA or RE
Positivity for ANA can be found in up to 30% of pa-
tients with sarcoidosis without clinical manifestations
of SLE'. However, anti-dsDNA antibodies, which are
more specific for SLE, are rarely found in patients with
sarcoidosis'!.

The incidence of sarcoidosis and SLE occurring to-
gether may be underestimated. In this regard, Begum
et al."? found three cases (1%) of coexisting sarcoidosis
and SLE in a series of 300 patients with SLE. This sug-

gests that the incidence of sarcoidosis in patients with
SLE could be higher than reported, supporting the
claim that some common immune processes can be
shared by these conditions.

Sarcoidosis and SLE can present with similar clini-
cal manifestations such as polyarthritis, fever, or pe-
ripheral lymphadenopathy. In the absence of high sus-
picion, some symptoms can be attributed to a single
condition. However, there are distinctive features that
should raise the suspicion of the coexistence of sar-
coidosis and SLE. In patients with SLE, pulmonary in-
volvement presenting with interstitial lung disease
(ILD), as acute lupus pneumonitis or chronic ILD, is
rare’. Thus, the coexistence of sarcoidosis should be
considered in patients with SLE presenting with ILD
and bilateral hilar lymphadenopathy**. In addition, the
presence of granuloma in histopathologic specimens is
very uncommon in patients with SLE. Although the
possibility of granulomatous lymphadenopathy should
be considered in the context of SLE, a secondary diag-
nosis, including sarcoidosis, should be ruled out®.

Conversely, renal involvement is not frequently
found in patients with sarcoidosis, ranging from 1% to
30-50% depending on different series. Calcium-in-
duced nephropathy and granulomatous interstitial
nephritis are the most common renal manifestations of
sarcoidosis'®. However, glomerulonephritis has been
rarely described. The concurrence of SLE in patients
with sarcoidosis should be considered when glomeru-
lonephritis is present, particularly in the presence of
other features such as cutaneous malar rash or positiv-
ity for ANA and anti-dsDNA.

In our literature review of patients with concomi-
tant diagnosis of sarcoidosis and SLE, pulmonary
symptoms were the main manifestation of sarcoidosis,
being present in 23 of 26 patients (88.5%). Most of
them, 17 of 23 patients, were classified as stage I of sar-
coidosis according to the radiological lung involve-
ment. Among them, sarcoid extra-pulmonary involve-
ment was also present in 16 (69.2%) patients including
skin (n=10), eyes (n=6), liver (n=3), hypercalcemia
(n=3), bone marrow (n=2), muscle (n=1), renal (n=1)
and hypothalamus (n=1). Interestingly, 3 (11.5%) pa-
tients had only extra-pulmonary manifestations of sar-
coidosis, involving central nervous system (n=1), skin
(n=1), and liver (n=1). Elevated levels of ACE were
found in 11 patients (42.3%).

The clinical presentation of SLE in patients with con-
comitant diagnosis of sarcoidosis was highly variable,
ranging from mild cutaneous manifestations to severe
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ACE: Angiotensin Converting Enzyme. ANA: Antinuclear antibodies. AZA: Azathioprine. dsDNA: double-stranded DNA. GC: Glucocorticoids. HQC: Hydroxychloroquine.

renal involvement. The presence of cytopenia was the
most common laboratory abnormality. Noteworthy,
most patients (61.5%) were positive for anti-dsDNA
antibodies.

According to the data retrieved from the literature re-
view, the disease presentation occurrence of sarcoido-
sis and SLE was quite variable. In 7 patients both con-
ditions were simultaneously diagnosed. In 12 patients
SLE features preceded the diagnosis of sarcoidosis,
whereas sarcoidosis was diagnosed before SLE in 6 pa-
tients. This information was not available in 1 patient.
Some authors suggest that the withdrawal of glucocor-
ticoid therapy may precipitate the development of the
second inflammatory condition. In this regard, Fiven-
son et al.'"” and Papaioannides et al.'® reported two pa-
tients with sarcoidosis who developed SLE features af-
ter stopping glucocorticoids. Likewise, Umeki et al."
and Soto-Aguilar et al.*®, described another two patients
with SLE who developed sarcoidosis after oral gluco-
corticoid therapy withdrawal.

Most patients with SLE and sarcoidosis previously
reported were successfully treated with a combination
of glucocorticoids and hydroxychloroquine. Conven-
tional immunosuppressive drugs were added in some
patients, including azathioprine (n=3), methotrexate
(n=2) and, cyclosporine (n=1). Three patients received
cyclophosphamide due to severe manifestations.

In conclusion, our case reinforces the relevance of
considering the potential concurrence of sarcoidosis
and SLE. According to our review, this association may
be more common among female young adults in the
fourth decade of life. Pulmonary manifestations were
the most common presentation of sarcoidosis, usually
with a favorable prognosis. SLE presentation was high-
ly variable, being anti-dsDNA positivity a distinctive
feature in most cases. Therefore, the possibility of the
coexistence of SLE in patients with a diagnosis of sar-
coidosis should be carefully considered in patients pre-
senting with cutaneous manifestations, cytopenia, re-
nal involvement, and positivity for ANA and
anti-dsDNA antibodies.
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