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Successful Treatment with Etanercept of Rheumatoid 
Arthritis Occurring in a Patient with Familial 
Mediterranean Fever
Ailesel Akdeniz Ateşi Olan Bir Hastada Ortaya Çıkan Romatoid Artritin Etanersept 
İle Başarılı Tedavisi
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Özet

Ailesel Akdeniz ateşi (AAA), hayat boyu tekrarlayan ve kendini sınırlayan 
ateş ve sistemik inflamasyon atakları ile karakterize kalıtsal bir hastalıktır. 
Romatoid artrit ise, çoğunlukla el bileklerini ve eklemlerini etkileyen 
eroziv, kronik, inflamatuvar bir hastalıktır. Ailesel Akdeniz Ateşi olan bir 
hastada romatoid artritin gelişmesi oldukça nadirdir. Bildiğimiz kadarıyla, 
bu durum daha önce sadece bir kez bildirilmiştir. Burada, AAA seyri 
sırasında romatoid artrit gelişen 31 yaşında bir kadın hastayı sunuyoruz. 
Hastada, AAA düzenli kolşisin kullanımı ile kontrol altında iken, romatoid 
artrit ise klasik tedavilere dirençli idi. Etanersept tedavisi hastamızda tam 
remisyon sağladı. 
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Abstract

Familial Mediterranean fever (FMF) is an inherited disorder characterized 
by lifelong recurrent, self-limiting attacks of fever and systemic 
inflammation. Rheumatoid arthritis is an erosive, chronic, inflammatory 
disease that affects mainly the wrists and joints of the hands. Development 
of rheumatoid arthritis in a patient with FMF is extremely rare. To our 
knowledge, this condition has been reported only once previously. Here, 
we present a 31-year-old female patient who developed rheumatoid 
arthritis during the course of FMF. In the patient, while the FMF was 
under control with regular use of colchicine, the rheumatoid arthritis 
was resistant to conventional therapies. Etanercept treatment provided 
complete remission in our patient. 
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Introduction

Familial Mediterranean fever (FMF) is an autosomal reces-
sive autoinflammatory disorder characterized by lifelong recur-
rent, self-limiting attacks of fever and systemic inflammation. 
The disease is caused by mutations in the MEFV gene, which 
encodes a protein called pyrin. Pyrin is involved in inflammatory 
pathways (1). The diagnosis of FMF is based on clinical criteria, 
and arthritis is one of the minor criteria associated with FMF (2). 
Articular attacks usually present as monoarthritis, affecting most 

frequently the large joints of the lower extremities, such as the 
hip or knee. On the other hand, polyarthritis involving small 
joints is seen very rarely in the course of FMF (3).

Rheumatoid arthritis (RA) is a chronic, inflammatory, and 
destructive disease that begins frequently with the involvement 
of the wrists and small joints of the hands symmetrically. Ap-
proximately 1% of the world’s population is afflicted by the dis-
ease. This illness frequently affects females between the ages of 
30 and 50 (3). The 2010 American College of Rheumatology 



(ACR)/European League Against Rheumatism (EULAR) classifica-
tion criteria, which are score-based classification criteria, have 
been developed to facilitate early identification of patients with 
RA. According to these criteria, a score of ≥6/10 is needed for 
classification of a patient as having definite RA (4).

To our knowledge, development of RA in a patient with FMF 
has been reported only once previously (3). Here, we present a 
31-year-old female patient who developed RA during the course 
of FMF. In the patient, while the FMF was under control with 
regular use of colchicine, the RA only responded to etanercept 
(a TNF-α inhibitor) treatment.

Case Report

A 31-year-old female patient who had been followed up with 
the diagnosis of FMF was admitted to our clinic with complaints 
of pain and swelling in her metacarpophalangeal joints, wrists, 
and ankles symmetrically. These symptoms were accompanied 
by morning stiffness, which continued for two hours. Her symp-
toms had begun about three weeks previously and had become 
more severe over time. She had been treated with 1.5 mg/day 
colchicine for approximately five years. The patient was afebrile 
and did not have abdominal pain; however, she had typical FMF 
attacks before colchicine use. Also, her three daughters were di-
agnosed with FMF, too, and they were using colchicine.

Laboratory tests showed hemoglobin 10.4 g/dL, platelets 
467,000/mm3, white blood cells (WBC) 9,000/mm3, fibrinogen 
320, C-reactive protein (CRP) 41.9 mg/L, and erythrocyte sedi-
mentation rate (ESR) 30 mm/h. Chlamydia antigen, HLA-B27, 
antinuclear antibody (ANA), and rheumatoid factor (RF) were 
negative, while anti-cyclic citrullinated peptide (anti-CCP) was 
positive. Routine biochemical blood and urine tests were nor-
mal. Gene analysis revealed an M694V homozygous mutation 
in her MEFV gene. In hand-wrist x-ray images, periarticular os-
teopenia and soft tissue swelling were detected in the involved 
regions (Figure 1). Sacroiliac magnetic resonance imaging was 
normal, and the colon biopsy did not have amyloid deposition.

In light of the present findings, the patient was diagnosed 
with early-onset RA, and treatment with oral methotrexate 15 
mg/week, prednisolone 10 mg/day, and sulfasalazine 2 g/day 
was initiated for RA and treatment with 1.5 mg/day colchicine 
was continued for FMF. However, for three months, the RA find-
ings did not respond to this treatment (CRP 128, ESR 60). Al-
though leflunomide 20 mg/day and indomethacin 75 mg/day 
were added to the treatment, the RA did not improve for four 
months (CRP 115, ESR 76). Thus, all drugs (except colchicine) 
were stopped and new treatment with etanercept 50 mg/week 
was started. Following this treatment, at the end of two months, 
her CRP and ESR levels were normal (4 and 16, respectively) and 
the RA symptoms were resolved completely. At the end of one 
year, when the patient discontinued etanercept, her joint pain 
started again, and RF was low-positive (RF 33.7). Thereupon  
etanercept treatment was restarted. Informed consent was ob-
tained from the patient for publication of this case report and 
the accompanying image.

Discussion

Development of RA in a patient with FMF is very rare, and 
this condition may lead to confusion in making a differential 
diagnosis in the presence of polyarthritis. Nevertheless, taking 
into account the features of both diseases, it can be diagnosed 
correctly. In addition to the involvement of multiple small joints, 
as our patient fulfilled regarding the new 2010 ACR/EULAR clas-
sification criteria in terms of the presence of anti-CCP positiv-
ity and abnormal acute-phase reactants, she was diagnosed as 
early-onset RA. Moreover, at the clinical follow-up, the duration 
of symptoms exceeded 30 weeks.

Polyarticular (similar to rheumatoid arthritis) involvement 
may be seen very rarely in FMF patients (approximately 4% of 
the patients). In contrast to RA, attacks of arthritis generally re-
gress in a week without any structural damage (3). But, in about 
5% of FMF patients, protracted attacks of arthritis, particularly 
involving the hip and knee, can ocur (1). There was no hip or 
knee arthritis in our patient. Also, because of the presence of 
anti-CCP positivity and the absence of classical FMF symptoms, 
such as fever and abdominal pain, we moved away from the 
diagnosis of FMF arthritis.

There are few studies and contradictory research results in 
the literature on the relationship between FMF and anti-CCP. 
While a study (5) has found that anti-CCP antibodies are not 
associated with FMF, two other studies (6,7) have found that 
anti-CCP prevalence is higher in FMF patients with arthritis than 
without arthritis. However, it is still unknown whether there is 
a relationship between types of arthritis (mono-, poly-, or sys-
temic arthritis) and anti-CCP antibody. On the other hand, sev-
eral studies have reported the sensitivity of anti-CCP in RA as 
41-67% and its specificity as 90-98% (7).

In a patient with FMF, if high CRP and ESR levels are found for 
a long time, it may be a warning for amyloidosis. Our patient’s 
colon biopsy was negative for amyloid deposition. Also, renal 
function and 24-hour urine protein measures were normal.

Although the coexistence of FMF with rheumatic disorders, 
such as Behcet’s disease, ankylosing spondylitis, juvenile id-
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Figure 1. X-ray image of the patient’s hands
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iopathic arthritis, and RA, has been published before (3), the 
underlying mechanisms of these overlaps have not been en-
lightened in full yet. As in our case, these patients had M694V 
homozygous mutations in their MEFV gene, which encodes the 
pyrin protein. Mutations of the MEFV gene lead to increased 
synthesis of pyrin. Pyrin is associated with the interleukin-1-re-
lated inflammation cascade and is involved in the regulation of 
inflammation and innate immunity in patients with FMF (1). 
Therefore, expressed MEFV mutations in these rheumatic dis-
orders may increase or trigger the inflammatory damage by 
interleukin-1, which is a key mediator of autoimmune or auto-
inflammatory diseases (1).

Studies (8,9) have demonstrated that MEFV mutations are 
accompanied by a more severe course of disease in both FMF 
and RA. While renal amyloidosis had appeared in the first re-
ported case with these two diseases, our patient was resistant to 
conventional treatment for RA. We achieved total remission with 
etanercept treatment in our patient.

As it is known, anti-TNF treatment is effective for both FMF 
and RA (1). Nevertheless, we continued colchicine treatment 
with etanercept, because the coexistence of these two auto-
inflammatory disorders may increase the risk of amyloidosis. 
Although new evidence reveals a promising role for anti-TNF 
agents in the treatment of FMF-associated amyloidosis, this pro-
tective effect has not yet been proven (1).

Conclusion

In conclusion, RA may occur rarely during the course of FMF, 
and this condition may cause confusion in making a differen-
tial diagnosis. Coexistence of these diseases can lead to causes 
of morbidity and mortality, such as amyloidosis and treatment 
resistance. Etanercept may be an effective treatment option in 
FMF and/or RA patients with treatment-resistant arthritis.
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