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Summary

Sarcoidosis is a multisystem disease of unknown
etiology characterized by clusters of non-necrotiz-
ing granulomas and distortion of surrounding tis-
sue. Although some patients are asymptomatic,
sarcoidosis can cause a wide range of signs and
symptoms often mimicking autoimmune rheuma-
tologic disorders. Combined sarcoidosis and au-
toimmune disorders is uncommon as a result of
either an University Hospital database analysis
and literature review. However, given the high
prevalence of autoimmunity in the general popula-
tion, clinicians should be alerted to correctly diag-
nose and manage patients suspected to have both
sarcoidosis and autoimmune disorders.
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Introduction

Sarcoidosis is a systemic inflammatory disorder that
involves multiple tissues and is characterized by a
non-caseating granulomatous reaction (1). Despite
the etiology is not well understood, there are cellular
immune system activation and nonspecific inflamma-
tory response similar to some rheumatologic disease
which are considered to play an important role in the
pathogenesis (2). Sarcoidosis has been reported in all
races and ethnic groups with a marked variations.
People from different ages can be affected, but it is
particularly sighted among the young adults whose
ages range from 20 to 40, with possibly a second peak
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in women in the seventh
decade (1). Sarcoidosis
may mimic several sys-
temic diseases displaying
different clinical findings,
and sometimes has been
reported in combination with

autoimmune disease (3). Less commonly case of con-
nective tissue diseases (CTDs) have been reported to
complicate long-standing sarcoidosis (3, 4).

In this mini-review, we briefly present the case of a pa-
tient with sarcoidosis and concomitant rheumatoid
arthritis. Furthermore, we review the literature on this
topic. We searched by Google Scholar and PubMed
database the terms <sarcoidosis> and <connective
tissue disease> or <autoimmune disorder> .

We also looked for any patient with concomitant diag-
nosis of sarcoidosis and CTD at the University Hospi-
tal of Gazi analyzing its discharge abstracts database.
We retrospectively selected patients with the ICD 10
code of D86 admitted to University Hospital of Gazi
from 1st Jaunuary 2010 to 31 december 2014. A total
of 450 patients with sarcoidosis were identified. Any
hospital discharge abstract was evaluated, but only
one patient hospital record was identified with con-
comitant sarcoidosis and rheumatoid arthritis (RA).

Sarcoidosis is a mul-
tisystem granuloma-

tous disease that
can mimic autoim-
mune disorders.

Case report

A 5-year retrospective discharge abstracts review at
our University Hospital showed only a single case of
concomitant sarcoidosis and autoimmune disease.

A 55-year-old woman was diagnosed having sarcoido-
sis by axillary lymph node biopsy when she was 40-
year-old. At the time of diagnosis the patient reported
tiredness and she showed only lymph nodes enlarge-
ment without any lung parenchymal involvement by
sarcoidosis at CT scan. After seven years from the di-
agnosis of sarcoidosis, the patient presented with
painful, warm, swollen joints of the both hands and
wrists and morning stiffness. At physical examination,
several distal and proximal joints were painful and ten-
der. Clinical signs, X-rays and lab tests suggested the
diagnosis of active rheumatoid arthritis (RA). In fact,
C-reactive protein (CRP) level and erythrocyte sedi-
mentation rate (ESR) were significantly higher than
normal. A cyclic citrullinated peptite (CCP) antibody
test along with a rheumatoid factor (RF) test con-
firmed the diagnosis of RA. The patient started a treat-
ment with methotrexate and sulfasalazine with good
clinical response. After seven years from the diagno-
sis of RA, she began to complain pain and redness at
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both legs together with the appearance of multiple
skin papules. A skin biopsy revealed noncaseating ep-
ithelioid genulomas, consistent with the diagnosis of
sarcoid granulomatosis dermatitis. Then, the patient
started a treatment with oral prednisolone tablets (ini-
tially 0.75mg/kg body weight then tapering) showing a
complete recovery of both skin lesions and leg sign
and symptoms. Recognition of cutaneous sarcoid le-
sions was important in our patient because they pro-
vided a visible clue to the contribution of sarcoidosis
for patient symptoms. Nevertheless, the diagnosis of
cutaneous lesions in a patient with RA and sarcoido-
sis may be misleading because lesions can exhibit
many different morphologies common to both dis-
eases.

Literature review

Sarcoidosis is a T helper 1 (Th1) mediated granuloma-
tous disease, with unknown etiology, involving more
than one organ. Sarcoidosis may mimic a number of
rheumatic diseases or may coexist side by side. It can
commonly present with clinical findings that are in-
dicative of vasculitis and spondyloarthritis or connec-
tive tissue diseases, including both primary Sjogren’s

Syndrome, Systemic Lupus

A . .\ Erythematosus, rheumatoid
Exclut:-llng L?fgren,s arthritis, and sarcoidosis
andd &I tcr)‘rddt' S | (1). Some constellations of
syndromes, the ¢ia- | .inical signs or symptoms
gnosis of sarcoidosis .
- - are almost pathognomonic
requires atissue for sarcoidosis, includin
biopsy confirming bilateral _hil ’ dal 9
granulomatous in- | °'atéral hiiar noaal en-
flammation and ex- | !argement as an isolated
clinical finding, erythema

clusion of known - ) .
causes of other gra- nodosum with bilateral hilar

\_nulomatous disease. / adenopathy (Lofgren Syn-

drome), and uveitis com-
bined with fever plus parotiditis (Heerfordt Syndrome).
Excluding Lofgren’s and Heerfordt’s Syndromes, the
diagnosis of sarcoidosis requires a tissue biopsy con-
firming granulomatous inflammation and exclusion of
known causes of other granulomatous disease (5, 6).
Sarcoidosis like CTDs is a multisystem disease that
may involve almost any organ system; therefore, it re-
sults in various clinical manifestations, sometimes
similar to those observed in various CTDs. Neverthe-
less, the data supporting an association of connective
tissue disorders and sarcoidosis are weak in the liter-
ature and case reports are few as in our University
Hospital database. Judson et al. presented 15 such
cases and reviewed 53 cases from the literature. Sys-
temic sclerosis seemed to be the most common type
reported as coexisted with sarcoidosis (6). Further-
more, it was determined that the isolated organ in-
volvement of sarcoidosis (37% of the total cases)
could be meaningfully more frequent in the patients
who previously diagnosed with connective tissue dis-
ease (5). Chopra et al. suggested that the long term
connective tissue disease could lead to the granulo-
matous lesion that could be falsely diagnosed as sar-
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coidosis but rather a “sarcoid like” granulomatosis in-
flammation secondary to their long standing connec-
tive tissue disorders (6). Therefore, all the alternative
diagnosis should be excluded before making the cer-
tain diagnosis of sarcoidosis. This is particularly true
in patients with a history of connective tissue disor-
ders and previous isolated granulomatosis.

Sarcoidosis and systemic lupus erythematosus

In 1979 Sharma et al. reported one sarcoidosis patient
with systemic lupus erythe-

matosus (7). Later on Be-
gum et al. presented three
cases with sarcoidosis and
systemic lupus erythemato-
sus (8). Also, one study de-
scribed 34 patients with
sarcoidosis, 10 of them
having positive antinuclear
antibody (ANA) as meas-
ured by Hep2 cell staining,
while 2 of them had positive anti-double stranded DNA
(anti-dsDNA) antibodies (9). Kobak et al. suggested
that the prevalence of positive ANA was significantly
higher in patients with sarcoidosis than healthy con-
trols (10). Weinberg et al. (9) concluded that anti-dsD-
NA may occur in patients with sarcoidosis, but their
presence do not predict the subsequent development
of systemic lupus erythematosus (SLE).

A positive ANA test
may occur in pa-
tients with sarcoido-
sis, but their presen-

ce do not predict the
subsequent develop-
ment of systemic lu-
pus erythematosus.

Sarcoidosis and rheumatoid arthritis

Sarcoidosis is considered a possible mimic of CTDs,
included RA, the most diffuse CTD. Particularly, sar-
coidosis and RA may show very similar pulmonary and
skin manifestations (Figures 1 and 2), requiring biop-
sy in case of uncertainty. However the association be-
tween sarcoidosis and RA is quite rare in literature re-
ports. Kobak et al. reported 1 patient with sarcoidosis
and rheumatoid arthritis. Corticosteroid and metho-
trexate were started in that case and after sixth month
of follow-up, her clinical and laboratory findings and
lymphadenopathies on computerized tomography
(CT) scan had regressed (11). In 1984 Fallahi et al.
and in 1989 Kucera et al. presented 4 patients with
sarcoidosis and rheumatoid arthritis (12, 13).

Sarcoidosis and systemic sclerosis

In 1995 Cox et al. reported 7 sarcoidosis patients that
have concurrent systemic sclerosis (14). In another
report, a patient that have cardiac sarcoidosis with
Sjogren’s Syndrome, polymyositis and systemic scle-
rosis have been reported (15). De Bandt et al. report-
ed 5 patients coexistence of sarcoidosis with systemic
sclerosis (16). Senda et al. (17) collected 30 consec-
utive cases of concurrent systemic sclerosis and sar-
coidosis (Table 1).
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Figure 1 - CT scan features of various lung involvement in sarcoidosis (left column, yellow letters) and rheumatoid arthritis
(right column, light blue letters). A) Conglomerate alveolar masses of sarcoid tissue; B) bilateral peripheral consolidations
(organizing pneumonia pattern) in rheumatoid arthritis; C) fibrosing sarcoidosis; D) UIP-like pattern in rheumatoid arthritis.
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Figure 2 - Some dermatological manifestations in sarcoidosis (left) and rheumatoid arthritis (right). A) Papules of sarcoidosis

on the leg; B) rheumatoid nodules under the skin.

Kato et al. (18) and Kobak et al. (19) both presented
one case with cutaneous sarcoidosis with concurrent
sclerotic fingers of systemic sclerosis. Sakomoto et al.
reported a sarcoidosis patient with systemic sclerosis
and primary biliary cirrhosis (20).

Sarcoidosis and Sjogren’s Syndrome

In 1979 Sharma et al. reported 3 sarcoidosis patients
with Sjogren’s Syndrome (7). In a series of 200 patients
with sarcoidosis, 4 cases had Sjogren Syndrome (21).
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In another series, 5 patients with sarcoidosis were de-
scribed with concurrent Sjo-
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Table 1 - The characteristics of 30 patients with combined
systemic sclerosis and sarcoidosis (17).

Patients # 30

Female: Male ratio 21:9

Antecedent disease

SSc 16
Sarcoidosis 6
Concurrent 8

Autoantibody
Scl70+

ACA+ 8
Scl70/ACA

ND/unclear

D N o ©

SSc classification
Diffuse 12
Limited 18

Legend: ACA, anticentromere antibody; ND, not defined;
SSc, systemic sclerosis

Sarcoidosis and endocrine autoimmunity

/A high incidence of\ In a case series of 145 sar-

thyroid autoantibo- coidosis patients, Mayock
dies may occur in et al. reported that 2% of
sarcoidosis patients | the patients had clinical ev-
with middle or ad- | idence of thyroiditis. Karlish
vanced age, with a | and MacGregor showed
higher prevalence of | that 1.3% of the patients
Hashimoto’s thyroi- | with  sarcoidosis  had
\ ditis. / Hashimoto thyroiditis (26,
27). Papadopoulos et al.
(28) described 2 patients who
had Addison’s disease. Among 85 Swedish sarcoido-
sis patients, thyroid autoimmunity was found in 13 pa-
tients including 8 with clinical autoimmune thyroid dis-
ease (2 with Graves’ disease and 6 with autoimmune
thyroiditis). Additionally 2 patients had insulin-depend-
ent diabetes mellitus and 1 had premature ovarian
failure (28, 29). According to a Japanese study, a
higher incidence of thyroid autoantibodies may be
found in sarcoidosis patients with middle or advanced
age and a high prevalence of Hashimoto’s thyroiditis
(30).

Sarcoidosis and vasculitis

The coexistence of sarcoidosis and vasculitis has
been described elsewhere (31-33). Previously, we
have presented a young lady with Lofgren’s Syndrome
who developed Takayasu arteritis in the follow up pe-
riod (383). The pathogenetic relationship between sar-
coidosis and Takayasu arteritis has not been identified
and it is not known if there is a causal relation be-
tween the two disorders.
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Conclusion

Because of the pre-
valence of autoim-
munity is common in
community, the exi-

There are several case re-
ports and few retrospective
studies on the association
between sarcoidosis and
autoimmune disorders.
Sarcoidosis is a well known
mimic of several autoim-
mune diseases, but almost
uncommonly we can find a com-

bination of sarcoidosis and autoimmune disease in the
same patient.

Some reports suggested a significant relationship
between sarcoidosis and Sjogren’s Syndrome, sys-
temic sclerosis and autoimmune thyroid disease.
Judson et al., proposed that the association could
develop based on some genetic, environmental
and/or immunologic associations (5, 6). However
there is no epidemiological analysis concerning
those associations. Because of the high prevalence
of autoimmunity in the community, the co-existence
of sarcoidosis and autoimmune diseases may be co-
incidental. Moreover, the diagnosis of the sarcoido-
sis might be inappropriate in some CTD cases with
granulomatosis. Further studies are needed to put
forward this clinical relationship.

stence of sarcoido-
sis and autoimmune
diseases may be co-
incidental.
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