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Abstract

Familial Mediterranean Fever (FMF) is the most common Periodic Fever syndrome
characterized by attacks like serositis and fever. FMF is an autosomal recessive disease
caused by MEFV gene mutations which located on 16p13.3. Spondyloarthropathy
(SpA) is a chronic rheumatic disease characterized by inflammation in axial and
peripheral joints with enthesitis and extraartricular involvements. One of the major
criteria of SpA is sacroiliitis that can be described rarely in FMF patients. M694V
mutation has been frequently seen mutation in FMF patients; also it has been
associated with SpA. In this article, we present a case of a patient with heterozygous
M694V mutation FMF and SpA combination.

0z

Ailesel Akdeniz Atesi (FMF) serozit ve ates ataklari ile karakterize en sik
goriilen Periyodik Ates sendromudur. FMF 16p13.3 (izerinde lokalize olan
MEFV gen mutasyonundan kaynaklanan otozomal resesif gecen bir hastaliktir.
Spondiloartropati (SpA) aksiyel eklemlerde enflamasyon, periferik oligoartrit,
entezit ve ekstraartikiiler bulgularla seyreden kronik romatolojik bir hastahktir.
SpA'nin tani koydurucu 6zelligi olan sakroiliit, ve FMF hastalarinda da nadir de olsa
gorilmektedir. FMF hastalarinda sik gorilen bir mutasyon olan M694V mutasyonu
ile spondiloartrit birlikteligi goriilmektedir. Bu calismada, heterozigot M694V
mutasyonu olan hastada FMF ile SpA birlikteligini sunduk.

Introduction

Familial Mediterranean Fever (FMF) is an autoinflammatory
inherited disorder characterized by recurrent attacks of abdominal and
chest pain, joint swelling and pain, erysipela-like skin disease associated

Meandros Med Dent J 2019;20:254-8


https://orcid.org/0000-0001-7380-6097
https://orcid.org/0000-0001-7380-6097

Cerrahoglu and Alptiirker FMF Associated Spondyloarthropathy 255

with fever. The typical symptoms approximately last
one to three days and resolves spontaneously (1).

The disease has been primarily identified in several
ethnic groups like Sephardic Jews, Armenians, Turks
and Arabs communities and autosomal, recessively
inherited autoinflammatory disease caused by MEFV
gene missense variations which is located on the short
arm of chromosome 16. M694V is the most common
mutation in the MEFV gene (2,3).

Spondyloarthropathy (SpA) is a chronic rheumatic
disease that characterized by musculoskeletal
involment and also extra-articular involvements
that closely related with Human Leukocyte Antigen
(HLA)-B 27 (4).

Inflammatory back pain with spinal involvement,
sacroiliitis and enthesitis have been rarely seen in FMF
(5). Recent data has indicated potential association
between SpA and FMF. HLA-B27 negativity may be
seen as the main feature of FMF related SpA. It has
been showned inthe literature M694V mutation might
be associated with the development of enthesopathy
(6).

We report a case with heterozygous mutation of
M694V in FMF related with SpA.

Case Report

Fifty-three-year-old male was admitted to the
clinic with a history of low back pain which worsened
with inactivity and improved with exercise. Morning
stiffness has been often longer than 45 minute for
nearly ten years and bilateral heel pain for one-years.
The complaint of back pain and morning stiffness has
increased recently. He has not described any episodes
of acute abdominal pain and fever for two years.

In his past medical history, at age 25, although he
underwent an appendectomy because of persistent
abdominal pain, his intermittent attacks of acute
abdominal pain and fever still in progressed. After
that operation because of the persistent complaints
he had been diagnosed as FMF and had been begun
colchicine 1.5 mg/day and a non-steroidal anti-
inflammatory drug. But he has been used these drugs
irregularly since then.

His family history was evaluated and his wife had
a disease carrier with M694V heterozygous mutation,
but she had no semptoms so far and there was no
relationship between them. He had five children and
all of them had some similar complaints like their

father, however their typical serositis complainments
were more dominant, they had no low back pain and
X-ray findings were not meaningful for sacroiliitis.
Their inflammatory markers were negative.

At his physical examination, his general appearance
was good. Vital examination was normal. His lumbar
movements have been restricted (Schober test 2.5
cm) and chest expansion was normal according to
the age. Tragus to wall and occiput to wall distance
increased slightly. Straight leg raising test and
femoral stretch test was negative. Sacral compression
test was bilaterally positive. He had tender on the
enthesopathic areas of the bilateral plantar fascia
with palpation. Other pathological findings weren’t
detected during his systemic examinations.

Laboratory investigations revealed a normal
complete blood cell count, and electrolyte values.
He was using non-steroid drugs for pain medication,
we identified normal sedimentation and C-reactive
protein values with non-steroid drugs used.
Agglutination test for Brucellosis were negative.
Twenty-four hours of total protein in the urine
increased slightly, 109 mg/24 h (normal value: 50-100
mg/24 h). The genetic analysis revealed heterozygous
M694V mutation, despite HLA-B27 was negative.

A radiological examination of sacroiliac joint
was showed bilateral sacroiliac joint narrowing,
with erosions and sclerosis (Figure 1). T2-weighted
magnetic resonance imaging (MRI) of sacroiliac joints
and left heel supported bilateral chronic sacroiliitis
and also revealed plantar fasciitis (Figure 2). MRI of
lumbar vertebra revealed increased signal and bone
marrow edema at lower spine (Figure 3).

Figure 1. X-ray of sacroiliac joint was showed bilateral sacroiliac
joint narrowing, with erosions and sclerosis
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Figure 2. T2-weighted magnetic resonance imaging of sacroiliac
joints supported bilateral chronic sacroiliitis

Figure 3. Magnetic resonance imaging of lumbar vertebra
revealed increased signal and bone marrow edema at lower
spine

Discussion

FMF is autosomal, recessively inherited
autoinflammatory disease, characterized by recurrent
crises of peritonitis, pleuritis and arthritis usually with
fever (1). The prevalence of the disease in Turkey is
1/1075 while the prevalence in Central Anatolia is
1/395 (7).

FMF is an autosomal recessive disease caused by
mutation(s) in a specific gene had defined that FMF
associated with missense mutation in MEFV gene
which is located on the short arm of chromosome
16p13.3, exon 10 (the most affected exon) in 1992 (8).

MEFV gene product a protein known as pyrin
or marenostrin. Pyrin regulates the inflammation
reaction in the granulocytes. Defective pyrin causes
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excessive migration of leukocytes to the serosal
organs, improper and longstanding response to
inflammatory stimuli (9).

Articular involvement is observed in nearly 75% of
patients which is more like transient and non-erosive
arthritis of the large joints of the lower extremities
involvement. Chronic arthritis can be seen in 5%
of patients (10,11). Rarely, it is known to have a
association with spondyloarthritis, some FMF patients
have sacroiliitis, enthesitis, inflammatory back pain
who are mostly HLA-B27 negative (12).

In a study conducted in Israel, Langevitz et al. (5)
reported that sacroiliitis was seen only 11 patients
(0.4%) in 3000 FMF patients with chronic arthritis.
However, sacroiliitis had not been evaluated by MRI.
In our case, we assessed the sacroiliac joints with X-ray
and MRI. FMF patients with sacroiliitis were reported
to be common in Turkey than the other populations
(5,12).

The M694V mutation at the patients with FMF is
the most frequent mutation in the some ethnic groups
like Armenians and Turks. In our country the most
common mutations are M694V, M680I, E148Q and
V726A. In 43.5% of patients with FMF was detected
M694V mutation in Turkey (13). Dewalle et al. (14)
has shown that M694V homozygous genotype caused
starting disease at an earlier age, higher prevalence
of pleuritis, the increasing incidence of arthritis
and amyloidosis whom taking colchicine therapy
irregularly. This genotype was associated with more
severe disease forms (14,15).

In a study conducted in Turkey related with FMF
patients, arthritis was detected 71.4% of patients with
homozygous M694V mutation while it was 29.4% of
patients with heterozygous M694V mutation (13).

MEFV gene can be seen in other rheumatic
diseases as Behcet’s disease and inflammatory bowel
disease (16). Yigit et al. (17) showed that MEFV gene
mutations are closely related to improve AS. In recent
years, patient with heterozygous M694V mutation
was found to be associated with SpA in FMF patients.

Also the presence of the HLA-B27 may be
associated with poor prognostic factor for FMF
patients related with SpA. HLA-B27 positivity in FMF
patients with spinal involvement has indicated that
occurring incidentially with AS or a severe form of
FMF associated with SpA (18).
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Enthesitis is an inflammation which occurs at the
site of the attachment a tendon or ligament to a bone
and is the pathologic feature of SpA. Most frequently
symptom is the heel pain (19).

HLA-B27 is also closely associated with enthesitis,
in the same way some recent studies has shown the
M694V mutation is thought to be related with the
enthesitis in the FMF population (6,20).

In our case, although the patient had inflammatory
low back pain, limitations in lumbar motion and
enthesitis, he was HLA-B27 negative and does
not have characteristic radiographic features like
syndesmophytosis, bamboo spine and square
vertebra as AS in his lumbar radiography. Due to his
present symptomps and family history we could not
defined that case as primer AS. His sacroiliac joint
MRI and clinical findings satisfied The Assessment of
SpondiloArtritis international Society classification
criteria. So we described this case as FMF associated
with spondyloarthritis.

Borman et al. (10) reported two cases of FMF-
related SpA whom were M694V homozygous mutation
carrier and had sacroiliitis. One of the patients had
heel pain (10). Our case is separated from this case
due to M694V heterozygous mutation carrier and
presence of sacroiliitis. Distinct from this case, his five
children had similar symptoms like their father in our
case. In this respect our case is similar to Erten et al.’s
(21) case. We have reported a second case of FMF with
heterozygous M694V mutation association with SpA.

Conclusion

FMF is an important common rheumatic disease in
our country. Apart from the typical serositis symptoms
of disease, sacroiliitis and enthesitis are rarely seen
in FMF. The presence of these findings should be
kept in mind FMF and SpA combination. Our study
can support the hypothesis of heterozygous M694V
mutation can be connect between the two disease.
Further investigations are required to demonstrate
common etiopathogenesis of these diseases.
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