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Abstract 

Some seronegative spondyloarthritis cases with familial Mediterranean fever disease, 

ankylosing spondylitis may show clinical course. There are a limited number of 

publications in the literature regarding the association of sacroiliitis with Familial 

Mediterranean fever. In this study, four patients with clinical and radiological findings of 

ankylosing spondylitis were presented from 60 patients followed by familial 

Mediterranean fever between February 2015 and October 2016. It was aimed to emphasize 

the suspicion of ankylosing spondylitis in patients with familial Mediterranean fever with 

this case series, in case of clinical signs of gluteal pain and low back pain which can be 

evaluated in favor of sacroiliitis.  
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Öz 

Ailesel Akdeniz ateşi hastalığı ile birlikte olan bazı seronegatif spondiloartrit vakaları, 

ankilozan spondilit klinik seyri gösterebilir. Literatürde sakroileit ile ailesel Akdeniz ateşi 

birlikteliği ile ilgili sınırlı sayıda yayına rastlanmaktadır.  Bu çalışmada Şubat 2015 ile 

Ekim 2016 dönemi arasında ailesel Akdeniz ateşi hastalığı tanısı ile takip edilen 60 

hastadan, daha sonra ankilozan spondilit klinik ve radyolojik bulgularını gösteren dört olgu 

sunuldu. Bu olgu serisi ile ailesel Akdeniz ateşi tanılı hastalarda sakroileit lehine 

değerlendirilebilecek bel ağrısı ve gluteal ağrı klinik bulgularının olması halinde, 

ankilozan spondilit birlikteliğinden şüphelenilmesine vurgu yapılması amaçlandı. 

Anahtar kelimeler: Ankilozan spondilit, Ailesel Akdeniz ateşi 

Introduction 

Familial Mediterranean fever is an autosomal recessive inherited disease which is 

usually characterized by recurrent and self-limiting acute fever, usually sterile peritonitis, 

pleuritis, monoarticular or oligoarticular arthritis with increased acute phase markers seen 

in Mediterranean people, especially in Turkish, Arabic and Spanish Sephardic Jews and 

Armenians [1]. It is caused by mutations in the MEFV gene located in the short arm of 

chromosome 16.In 85% of the carrier chromosomes, four mutations related to the disease 

have been identified as M694V, M680I, M694I and V726A [2]. According to the latest 

research, the actual cause of the disease is not known even if the mutation of the Pyrin 

gene leads to FMF [3].  

Arthritis is the second most common type of acute attack [4]. This is usually an 

acute spontaneous restraint monoarthritis affecting the broad joints of the lower 

extremities and approximately 5% of FMF patients develop mostly arthritis of the hip or 

knees [5]. These features of the disease are similar to spondyloarthritis. However, 

available data on the role of human leukocyte antigen (HLA) B27 in the development of 

sacroiliitis in FMF patients should be discussed [6].  

Ankylosing spondylitis (AS) is a chronic rheumatic disease of unknown etiology, 

and it is characterized by acute anterior uveitis, skin lesions and intestinal inflammation, as 

well as peripheral arthritis, peripheral oligoarthritis and enthesitis [7].Genetic factors play 

an important role in the pathogenesis of AS. This disease is strongly associated with HLA-

B27 antigen and the major histocompatibility complex region containing the HLA-B locus 

is the most commonly involved in genetic predisposition [8]. In addition to the association 

with the major histocompatibility complex region, the association of the interleukin-1 gene 

complex with AS has been demonstrated by several research groups. 

In this study, it was aimed to emphasize the suspicion of AS in the cases with 

clinical symptoms such as low back pain and gluteal pain in the patients with Familial 

Mediterranean fever. 
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Case Series 

Patients and Methods 

Between February 2015 and October 2016, patients 

with FMF from Malatya Education and Research Hospital 

Department of Physical Medicine and Rehabilitation were 

included in the study. The study was performed in accordance 

with the ethical standards of the 1964 Declaration of Helsinki 

and its later amendments. According to the Tel-Hashomer 

Criteria [9], 60 cases with a preliminary diagnosis of FMF were 

evaluated using hospital information system. We have identified 

a relationship between AS and FMF who admitted to our clinic 

in four of 60 patients with an incidence of 6.7%. Verbal and 

written consent of our cases were taken from each patient. 

 
Table 1: Clinical features of the patients.  
 

No Sex FMF 

diagnosi

s 

FMF 

mutation 

Sacroiliitis HLA 

B27 

Duration of 

inflammatory 

back pain 

1 male 25 years M694V 

heterozygote 

+ + 5 years 

2 female 15 years R202Q 

heterozygote 

+ - 10 years 

3 male 2 years E148Q + - 10 years 

4 male 20 years M694V + + 10 years 
 

First case: 51-year-old male patient with peripheral 

arthritis, recurrent fever and abdominal pain episodes during his 

adolescence has been followed up with the diagnosis of FMF for 

the last 25 years. The patient described migratory gluteal pain 

and inflammatory back pain for the last five years. Sacroiliitis 

was detected with magnetic resonance imaging (Figure 1). The 

patient was followed up radiologically and clinically with a 

diagnosis of AS. The patient was HLA B 27 positive.M694V 

heterozygote mutation was detected in the gene analysis for 

FMF. 

 
Figure 1: T1-A MRI of the sacroiliac joints showing significant narrowing of the 

joint spaces in both sides and hypointense changes on the iliac side of the joints. 
 

Second Case: A 39-year-old female patient has been 

acquainted with FMF 15 years ago. She had (febrile fever), pain 

and swelling in her knee joint since her childhood. The patient 

has had back pain and hip pain for the last ten years. She was 

diagnosed as AS five years ago clinically and radiologically. The 

patient was HLA B 27 negative.R202Q heterozygote mutation 

was detected in all gene analysis of FMF. 

Third Case: A 39-year-old male patient with a diagnosis 

of AS for the last ten years has   described an abdominal pain 

associated with concurrent fever for the last two years. The 

patient was diagnosed as amyloidosis in the tests performed. 

FMF was considered in the patient due to positive results of the 

gene analysis for E148Q. 

Fourth Case: A 35-year-old male patient with a 

diagnosis of FMF from his adulthood years was diagnosed as 

sacroiliitis after magnetic resonance imaging (Figure 2). He has 

had inflammatory back pain for the last ten years. He was HLA 

B27positive. 
 

 

 
Figure 2: T1-1 MRI showing narrowing of the joint space in the left sacroiliac 

joint. 

Discussion 

The articular involvement of FMF presents as an abrupt 

onset of acute arthritis, accompanied by high fever, redness, 

warmth, tenderness, and swelling [10]. Another possible form of 

the joint involvement in FMF is sacroiliitis, which is the 

characteristic feature of seronegative spondyloarthropathy [10]. 

In patients with FMF, there is subclinical inflammation 

even in non-attack periods and ongoing inflammation due to an 

inflammatory cuff that can make FMF patients susceptible to 

other inflammatory diseases [10]. Some of seronegative 

spondyloarthritis cases, which present with FMF, can display a 

clinical scenario as in AS like our cases. 

The exact relationship between FMF and AS is a 

challenging issue. Occurrence of FMF and AS in the same 

patients has been described by several authors. Majeed and 

Rawashdeh [12] reported only one case developed AS in a study 

group including 95 patients with chronic arthritis of FMF [12]. 

Four of our cases developed AS in a group including 60 patients 

with FMF. 

Sacroiliitis and spondyloarthritis can be seen in patients 

with FMF [13].  However, the nature of this association and 

whether it is just a coincidence or an unexplained common 

etiology remains to be explored. In our four cases, sacroiliitis 

associated with FMF was detected. 

The association of FMF and AS is frequently seen with 

negative HLA-B27 antigen. Langevitz et al. [14] proposed that 

the association of FMF and AS were seen in 11 patients in a 

series of 3000 patients with FMF.  Further, there were nine 

patients who had negative HLA-B27 antigen in 11 patients with 

FMF and AS [14].Two of our cases HLA B 27 were positive. 

Kaşifoğlu et al. [15] studied the role of HLA-B27 and MEFV 

mutations in the development of sacroiliitis and sacroiliitis in 

patients with FMF. The incidence of sacroiliitis in all FMF 

patients was found to be 7%. HLA-B27 was found to be 4.7% 
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and 6.3% in patients with FMF and sacroiliitis [15]. In our 

patients, the incidence of sacroiliitis in 60 FMF patients was 

found to be 6.7%.   

The back pain and hip pain in our cases appeared within 

the several years following the diagnosis of FMF. This situation 

led us not to think of FMF joint involvement but also to suggest 

the presence of AS. Amyloidosis was detected in addition to AS 

in one of the cases who were positive for gene analysis. 

Retrospective nature and inclusion of small number of 

the patients as a case series were the major limitations of the 

study. 

In conclusion AS is a rare situation in patients with 

FMF. Patients usually have recurrent enthesitis and inflammatory 

problems with unilateral or bilateral sacroiliac joints. MEFV 

gene variation may be associated in the pathogenesis of FMF and 

AS coexistence. 
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