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Abstract
Sjogren’s syndrome is a chronic autoimmune disorder characterized by dry eyes, dry mouth and musculoskeletal
involvement. Familial Mediterranean fever (FMF) is an autosomal recessive disease characterized by recurrent
episodes of fever, peritonitis, synovitis, pleuritis, and erysipelas-like skin lesions. An increased prevalence of
systemic autoimmune diseases has been reported in FMF. There are a lot of cases about coexistence of FMF-
ankylosing spondylitis, vasculitis, Behcet’s disease and others. In this article we present a rare combination of
FMF and Sjogren’s syndrome.
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Sjogren’s syndrome (SS) is a chronic autoimmune characterized by dry eyes, dry mouth, and
disorder of exocrine glands with associated musculoskeletal involvement.*
lymphocytic infiltrates of the affected glands Familial Mediterranean fever (FMF) is an

autoinflammatory disorder which is caused by
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mutations in Mediterranean fever (MEFV) gene which
is located on the short (p) arm of chromosome 16. It’s
an autosomal recessive disease characterized by
recurrent episodes of fever, peritonitis, synovitis,
pleuritis, and erysipelas-like skin lesions. It is
common in Turkish, Armenian, Arabic, and Sephardic
Jewish populations.®
Diseases that have been proposed to be

associated with FMF include Behcet’s disease,
inflammatory bowel disease, vasculitis, ankylosing
spondylitis.>®

In this article we report an unusual case of
coexistence of FMF and Sjogren’s disease.

A 58-year-old female with 35 years history of
periodic severe attacks of abdominal and chest pain,
accompanying by high fever 39-40°C with duration of
2 days admitted to our outpatient clinic. These attacks
were repeated 1-2 times per month. In her medical
history molecular-genetic examination of MEFV gene
revealed 2 mutations in compound-heterozygote form
— M694V/V726A and she was diagnosed with FMF.
She had been on colchicine treatment for 30 years. In
2022 year, she noticed dryness of eyes and mouth and
enlargement of salivary glands. High ESR and C-
reactive protein levels, elevated levels of circulating
immune complexes, rheumatoid factor, antinuclear,
anti-SSA/Ro and anti-SSB/La antibodies were
revealed in laboratory analysis. Other examinations
such as complete blood count and biochemistry test
results were unremarkable. Schirmer’s test was < 5
mm. The lip biopsy of minor salivary glands was
carried out. Histopathological findings were typical
for Sjogren’s syndrome. Taking into account clinical
findings (dry mouth, dry eyes, enlargement of salivary
glands), laboratory data (specific for SS anti-SSA/Ro
and anti-SSB/La antibodies, also positive rheumatoid
factor and elevated markers of inflammation), results
of Schirmer’s test (confirm dry eyes symptom) and
histopathological findings the diagnosis of Sjogren’s
syndrome was established. She was prescribed
prednisone-15 mg/day with tapering dosage to 5
mg/day, hydroxychloroquine 400 mg/day, colchicine
1.5 mg/day and lubricant eye drops.

Autoinflammatory ~ diseases, the  typical
representative of which is FMF, and autoimmune
diseases such as Sjogren’s syndrome have common
features but different mechanisms of development.

While autoimmunity involves adaptive immune
activation, autoinflammation involves innate immune
activation. Both diseases share some characteristics:
they start with the prefix "auto" to define a
pathological process directed against self, they are
systemic  diseases, frequently involving the
musculoskeletal — system, gastrointestinal  tract,
kidneys, skin, both include monogenic and polygenic
diseases.’ An increased prevalence of systemic
autoimmune diseases has been reported in FMF. There
is some evidence about the coexistence of FMF-
ankylosing spondylitis, vasculitis, Behcet’s disease
and others.*®

To our knowledge, three cases of the coexistence
of FMF and SS have been reported in the literature.
Tanaka et al. reported a 42-year-old female Japanese
patient with FMF who complained of dry mouth and
dry eye. She had a homozygous M6491 mutation and
experienced recurrent attacks of chest pain, fever, and
knee arthritis. Specific antibodies for SS (anti-Ro and
anti-La) weren’t detected, but the antinuclear antibody
was positive at high titers. Schirmer’s test was
positive. Findings of sialography were consistent with
SS.

Similarly, Kobak et al. reported a 42-year-old male
Turkish patient with a 20-year history of FMF, who
presented with complaints of dry eyes and mouth.** In
this case anti-Ro and anti-La antibodies were negative,
but the antinuclear antibody was positive at 1:160.
Minor salivary gland biopsy showed grade IV
sialoadenitis according to Chisholm grading criteria.
His  genetic  analysis revealed compound
heterozygosity for M694V mutation.

Dortbas et al. reported an unusual case of
coexistence of FMF, SS and ankylosing spondylitis.*
A 34-year-old female patient with a 14-year history of
FMF with M694V and R202Q mutations of the MEFV
gene complained of severe pain in the lower back and
hips. The patient presented with a two-year history of
inflammatory low back pain and morning stiffness
lasting more than one hour. The patient reported that
she was diagnosed with SS five years ago when she

Ginosyan K, Ghazinyan I, Nazaretyan E, et al. Coexistence Of Sjogren’s Syndrome And Familial Mediterranean Fever:
A Rare Combination. Bulletin of Stomatology and Maxillofacial Surgery. 2023;19(4):31-35. doi: 10.58240/1829006X-

2023.19.4-31

32



complained of dry mouth and eyes. At the time, the
antinuclear antibody was positive at 1:320 granular
pattern. Anti-Ro/SSA, anti-La/SSB and anti-Ro52
antibodies were also positive. Salivary scintigraphy
showed reduced concentration, which was consistent
with the findings of SS. Physical examination revealed
limitations in the lumbar spine. Flexion and external
rotation of the left hip were limited in the mid-range
of motion. Modified Schober test was 3 cm.
Lumbosacral X-ray of the spine showed bilateral
sacroiliitis: grade 111 on the right side and 11-on the left.
Haznedaroglu et al. reported increased IL-18
levels in patients with FMF.* They suggested that IL-
18 might contribute to the cytokine network in the
inflammatory cascade of FMF. Also, Tanaka et al.
detected higher IL-18 levels in their patient with
concomitant SS and FMF, and reported that FMF-
related dysregulated IL-18 production and chronic
inflammation might be linked with the occurrence of
ss.to

A remarkable overlap was highlighted between
autoinflammatory (FMF) and systemic autoimmune
diseases of connective tissue: both diseases have such
common features as arthralgia, myalgia, arthritis,
fever, skin involvement, serositis, hepato-
splenomegaly and renal involvement. MEFV

mutations appear to modify systemic connective tissue
diseases phenotype. Further observations are needed
to explain the role of MEFV mutations in developing
systemic autoimmune disease.
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Pesrome

Cungpowm lllerpena - XpoHUYeCKOe ayTOMMYHHOE 3a00JI€BaHME, XapaKTEePU3YIOIIeecs CYyXOCThIO IIa3 M MOJIOCTH
pTa, a Takxke NOPaKEHHWEM OIOpPHO-IBUTaTesibHOro ammnapata. llepmonmueckas Gone3np (IIB) - ayrocomuo-
pELieCCUBHOE ayTOBOCHAJIMTENbHOE 3a00JIeBaHHE, XapaKTepU3ylolleecs MNEPHOAMYECKH IOBTOPSIOMIUMHUCS
MPUCTYNIAMHU JIMXOPAJKH U CEPO3UTOB: MEPUTOHUTOM, IJIEBPUTOM, CHHOBUTOM U JPU3HIIEIIONI-T10JIOOHOHN CHIMEIO.
[Ipu IIb HaOmronmaercss yBeNMUEHHE YACTOTHI PA3BUTUSI CHUCTEMHBIX ayTOMMMYHHBIX 3a0ojeBaHuil. OmmcaHo
JIOCTaTOYHO MHOTO coderanuil I1b ¢ aHKUIO3UPYIOMKMM CIIOHIMIOAPTPUTOM, BaCKyJIUTOM, Ooie3Hbio bexuera u
pAAOM IIPYTHX ayTOMMMYHHBIX 3aboneBaHunid. B JaHHO#M cTaThe HaMH OMHCaH KIMHUYECKHH CIydail peaKoro
couetanusa I1b u cunapoma lllerpena.
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