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Aseptic Arthritis of the Temporomandibular Joint in an FMF Patient: A Case Report

FMF Hastasında Aseptik Temporomandibular Eklem Sinoviti ile birlikte Seyreden Yaygın Enflamasyon: Olgu 
Sunumu

     Kıvanç Berke Ak1,       Muazzez Süzen1,       Sina Uçkan1İD İD İD

1Bagcılar Medipol Mega University Hospital, Oral and Maxillofacial Surgery, Istanbul, Turkey

ÖZ

Ailevi Akdeniz ateşi (FMF), kendini sınırlayan, provoke edilmemiş ateşli ve poliserozit ataklarıyla karakterize sistemik otoinflamatuar hastalıktır. 
Temporomandibular eklem (TME) tutulumu nadir olsada, yaşam kalitesini önemli ölçüde düşer ve bazı hastalıklar ile benzer semptomlar ne-
deniyle yanlış teşhis edilebilir. Birkaç vakada farklı cerrahi yaklaşımlar bildirilmesine ragmen, kabul edilmiş tedavi yöntemi yoktur.
Olgu Sunumu: Şiddetli unilateral TME bölgesi ağrısı ve ağız açıklığında kısıtlılık nedeni ile 11 yaşında kadın hasta merkezime baş vurmuştur. 
Alınan anemnezde kolşisin tedavisi altında olmasına rağmen ayda bir FMF atakları geçirdiği bildirilmiştir. Radyoloji departmanı konsültasyonu 
sonrası kontrastlı manyetik rezonans görüntüleme (MRI) gerçekleştirildi. MRG raporunun septik artrit ve osteomiyelit gibi enfektif hastalıklara 
yönlendirmesine rağmen, FMF ataklarının sıklığı nedeniyle diğer enflamatuar süreçler yeniden değerlendirildi. Lokal anestezi altında bakte-
riyolojik inceleme amaçlı sinovyal sıvı alındı. Artrosentez sonrası semptomlarda hızlı bir rahatlatama gözlemlendi. Sinovyal sıvı incelemesinde 
bakteri üremesi tespit edilmedi. Kolşisin doz ayarlaması ile altı aylık takipte FMF atağı gözlenmedi ve ilave operasyona ihtiyaç duyulmadı.
Sonuç: FMF’e bağlı TME artriti çok nadir görülür ve diğer hastalıklarla örtüşen semptomlar yanlış tanıya yol açabilir. Bu durumun tedavisi 
ile ilgili bir görüş birliği yoktur. Akut ve subakut semptomlar, kolşisin dozunun artırılması ve artrosentez gibi non-invaziv yöntemlerle hızlı bir 
şekilde giderilebilir.
Anahtar Kelimeler: temporomandibuler eklem, artrit, ailesel akdeniz ateşi

ABSTRACT

Familial Mediterranean fever (FMF) is a systemic autoinflammatory disorder characterized by self-limited unprovoked inflammatory attacks 
of fever and polyserositis. Although temporomandibular joint (TMJ) involvement is uncommon, it significantly reduces the quality of life and 
could be easily misdiagnosed due to overlapping symptoms. Only a few cases have been reported with different surgical approaches, but 
there are no specific treatment guidelines.
Case Report: The case of an 11-year-old female FMF patient with severe unilateral TMJ region pain and limited maximum mouth opening 
is presented. Although the patient was under colchicine treatment, the frequency of FMF attacks was once a month. After consultation with 
the radiology department, contrast-enhanced magnetic resonance imaging (MRI) was performed. The differential diagnosis of the MRI report 
was infectious processes (septic arthritis and osteomyelitis). Nevertheless, other inflammatory processes were evaluated due to the frequency 
of FMF attacks. Under local anesthesia, synovial fluid was taken for bacteriological examination, and arthrocentesis was performed. Symp-
toms were relieved immediately after the operation. Bacterial growth was not detected on synovial fluid examination. No new FMF attacks 
were reported, and no new operations were needed in the six-month follow-up with colchicine dosage adjustment.
Conclusion: TMJ arthritis due to FMF is seen very rarely, and overlapping symptoms could lead to misdiagnosis. Although there is no con-
sensus regarding the treatment of TMJ arthritis, acute and subacute symptoms could be relieved very quickly with less invasive methods, 
such as increasing the dose of colchicine and arthrocentesis.
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INTRODUCTION
Familial Mediterranean fever (FMF) is an autosomal-re-
cessive autoinflammatory disorder characterized by ap-
parently unprovoked inflammation without infection, 
recurrent episodes of self-limiting fever, and serositis. In 
most patients, symptoms begin to appear before the age 
of 10, and the female-to-male incidence ratio is 1: .(1-3). 
The most prominent feature of FMF is paroxysmal fever 
that lasts for 2-3 days. Fever attacks are accompanied by 
symptoms of peritonitis, pleuritis, and arthritis (1). Like all 
autoinflammatory diseases, it is essential to make the cor-
rect diagnosis because of the overlapping symptoms (4). 
In FMF, acute phase reactants (erythrocyte sedimentation 
rate, C-reactive protein, serum amyloid A) and leukocyte 
count increase. These data help distinguish FMF from oth-
er conditions, such as viral disease, fibromyalgia, function-
al abdominal pain, and irritable bowel syndrome (4,5). The 
gene associated with FMF is located on the short arm of 
chromosome 16 and encodes a 781 amino acid protein 
called pyrin, which plays a vital role in apoptosis and in-
flammation. As a result of its mutation, extensive inflam-
mation develops as a result of excessive IL-1β secretion (4).

The most important complication of FMF is amyloidosis, 
which generally affects the kidneys. Intestinal obstruction; 
female infertility; and amyloidosis of the liver, spleen, and 
gastrointestinal system can also be seen. Some studies 
have reported that Met694Val gene mutation increases 
the risk of secondary amyloidosis and the severity of in-
flammation (4,6).

After peritonitis, articular involvement is the second most 
prevalent FMF manifestation. Often, articular involvement 
affects the middle and large joints in the lower extremities 
(4). The most common type of arthritis in FMF is mon-
oarticular, recurrent, self-limited, and short-lived acute 
inflammation. However, protracted joint effusion attacks 
have been reported that can last for months or even years 
(7). Although joints other than the hip joint usually heal 
without invasive treatment, the course of hip joint in-
volvement is generally chronic and destructive (8). A few 
cases of temporomandibular joint (TMJ) involvement are 
reported in the literature. TMJ involvement causes acute 
synovitis, trismus, and chronic pain (1,3). It is usually short-
lived but in some cases causes bone destruction and can 
cause juxta-articular osteoporosis by its chronic course. 
Although different treatments have been tried and found 
successful in the reported cases, a common consensus on 
its treatment has not been established, as is the case with 
large joints (1).

The main goal of FMF treatment is to ensure complete 
prevention of unprovoked attacks and minimize subclin-
ical inflammation between attacks (9). The first-line med-
ication used in the prophylactic treatment of FMF since 
1972 has been colchicine, and colchicine is the only drug 
that can prevent secondary amyloidosis, which is the most 
devastating complication of this disease (2,10). The de-
velopment of molecular and genetic science has yielded 
new target drugs to be used in addition to colchicine in 
some situations. These new medications are used in per-
sistent attacks despite the maximum prescribed tolerable 
dose of colchicine (10). The maximum dose in pediatric 
patients is 2 mg/d. Colchicine acts by changing the actin 
cytoskeleton by binding to tubulin monomers and inhibit-
ing polymer formation (10,11).

In this report, the case of a patient who had FMF with 
TMJ and surrounding tissue inflammation and the man-
agement of this condition are presented.

CASE REPORT
An 11-year-old female patient was referred from an exter-
nal center to the Oral and Maxillofacial Surgery Depart-
ment, with severe pain in the right TMJ region and limited 
mouth opening. In anamnesis, FMF was diagnosed three 
years previously, and medical treatment was 2x1 0.5 mg 
colchicine (Colchicum Dispert®, Recordati, Italy) per day. 
Although the patient had used medications regularly, at-
tacks had started to occur once a month for the last six 
months, and the patient had applied to our clinic during 
the last attack. Three months earlier, for the first time, in 
addition to the signs of the known symptoms of FMF, the 
patient experienced limited mouth opening and intense 
pain in the preauricular region, and these TMJ problems 
did not resolve.

In the clinical examination, the maximum mouth opening 
between the right upper and lower incisor teeth was 16 
mm, which did not increase with passive stretching. In 
addition, 1 mm right deflection; bilateral chronic, mobile 
submandibular lymphadenopathy; and severe pain in the 
palpation of the right masseter and temporal muscle were 
detected. A contrast-enhanced MRI and the examination 
were performed on the same day (Figure 1).
In the contrast-enhanced MRI scans, a dense collection 
was observed in the right temporomandibular joint cap-
sule. The axial plane’s widest part was 23x23 mm, reaching 
a height of 13 mm in the anterior and posterior leveling. 
There was high contrast in the synovium in the postcon-
trast series. Right mandibular condylar roundness disap-
peared, the superior contour was irregular, and the joint 
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disc-to-condylar relationship was disrupted. Increased 
signal in the right mandibular condyle compatible with 
bone marrow and contrast enhancement in the postcon-
trast series were noted. Edema and enhancement were 
compatible with inflammation in the pterygoid and mas-
seter muscles adjacent to the right TMJ. Bilateral articular 
eminence morphology and signal intensity were normal. 
The morphology and signal intensity of the bilateral tem-
poromandibular joint disc were preserved. TMJ relations 
on the left and the joint disc’s position to the mandibular 
condyle in the open and closed mouth positions were nor-
mal.

When these findings (changes in the mandibular con-
dyle, bone marrow edema, and inflammation in the mas-
ticatory muscles) were evaluated together, the radiology 
department informed us that infectious processes (septic 
arthritis and osteomyelitis) should be evaluated first in the 
differential diagnosis. However, considering the patient’s 
intense attacks, the TMJ was also evaluated for other in-
flammatory processes.

The patient’s symptoms, especially severe pain with lim-
ited mouth opening and radiological examination, were 
evaluated together; TMJ arthrocentesis was performed 
under local anesthesia on the same day without an extra 
intraarticular injection. The fluid taken from the TMJ under 
sterile conditions during arthrocentesis was sent to the 
microbiology laboratory for bacteriological examination 
to eliminate the diagnosis of septic arthritis and osteo-
myelitis. A consultation was requested with the patient’s 
rheumatologist, who followed the patient regarding the 
frequency of FMF attacks and the relationship with TMJ 
arthritis. The acute symptoms were relieved immediate-
ly following arthrocentesis. All complaints disappeared, 
and the maximum mouth opening was 40 mm with no 
deflection at the follow-up appointment in the first month. 
The patient’s rheumatologist altered the drug regimen 
from 2x1 colchicine 0.5 mg to 3x1 because of the at-
tack frequency. In the patients' blood analysis taken by 
her rheumatologist, erythrocyte sedimentation rate, CRP, 
and fibrinogen were 51 mm/h, 14 mg/L, 401 mg/dL, re-
spectively. At the microbiological examination, bacterial 
growth was not detected.

No new attack developed within six months after the pa-
tient’s medication regimen was rearranged. In the third 
month follow-up MRI (Figure 2), it is noteworthy that the 
collection defined in the right TMJ capsule at the previous 
examination was lost entirely. There was no finding indi-
cating synovitis in unenhanced images. Contour irregular-

ity and flattening on the anterior-superior surface of the 
right mandibular condyle continues. Although the signal 
increase in the right mandibular condyle, which is compat-
ible with bone marrow edema, has partially regressed, it 
continues. In the previous examination, signs of inflamma-
tion in the masticatory muscles adjacent to the right TMJ 
had completely regressed. Bilateral articular eminence 
morphology and signal intensity are normal. The bilateral 
TMJ disc configuration is typical, and the signal intensity 
is preserved. The left mandibular disc and condyle per-
form their normal synchronized movement in the images 
obtained with the mouth in the open and closed position.

DISCUSSION
FMF is a common disease in Middle East and western 
Mediterranean countries and has phenotypic variations 
among races (6). Studies report that some races also have 
a relatively higher incidence of amyloidosis than other 
ethnic groups and a more severe disease course.(12,13) 
Colchicine, which is an immunomodulator, is considered 
the first-line treatment of FMF. It has been proven that 
colchicine has an essential role in preventing FMF attacks 
in adults and children. Additionally, colchicine prevents 
the development of amyloidosis and increases patients’ 
quality of life. Even if amyloidosis can be suppressed with 
a lower dose in adults, colchicine’s minimum daily dose is 
recommended to be 1 mg and should not exceed 3 mg. 
In pediatric patients, the maximum dose has been report-
ed as 2 mg/d (2).

Although there is no accepted standard method for the 
treatment of medium- and large-joint synovitis due to FMF, 
sulfasalazine, repetitive aspiration from the joint, corticos-
teroid injection following arthrocentesis and synovectomy 
are among the recommended treatments (1,4,7). FMF 
causing TMJ arthritis is usually short-lived. However, it can 
continue for months and cause chronic pain, trismus, and 
bone damage, such as juxta-articular osteoporosis. Ac-
cording to our literature research, TMJ involvement due 
to FMF was reported only in 5 case reports in 4 patients. 
Anesthetic spray, physiotherapy, IM local anesthesia injec-
tion, arthrocentesis, ivy loop-intermaxillary elastics, ther-
apeutic exercises, IM and intraarticular dexamethasone 
injection, arthroscopy, intraarticular injection of celestone 
chronodose, and indomethacin are among the treatment 
methods reported. In all cases reported, the patients’ 
symptoms have decreased, but there is no determined 
treatment consensus in TMJ arthritis due to FMF as in oth-
er joints (1,14–17).

In the case report by Frenkel et al.(1), a 14-year-old female 
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patient was not under colchicine treatment, although FMF 
has been diagnosed previously. The patient visited the 
emergency department with limited mouth opening and 
unilateral painful swelling in the TMJ region, and none of 
these symptoms had occurred before. Although hemo-
gram values were normal, an increased CRP level was de-
termined. Intracapsular steroid injection was applied af-
ter arthroscopy under general anesthesia to relieve acute 
symptoms, and then physiotherapy was started. The daily 
dose of colchicine was increased to 1.5 mg. In our case, 
monoarticular joint involvement occurred. In contrast to 
typical arthritis in FMF, the (right) TMJ was affected instead 
of the lower extremities. The intervention for acute joint 
synovitis was performed under local anesthesia instead of 
general anesthesia and was sufficient to relieve the pa-
tient’s complaints, such as excessive pain and decreased 
maximum interincisal distance. Similarly, in our case, at-
tacks were suppressed by increasing the colchicine dose 
from 1 mg per day to 1.5 mg. As in the report of Frenkel 
et al., contrast-enhanced MRI was performed on the same 
day in our case, and radiological examination detected in-
tracapsular intense effusion, synovitis, condylar flattening, 
and irregularity in the right TMJ accompanied by inflam-
mation in the unilateral pterygoid and masseter muscles. 
Through close collaboration with the radiology depart-
ment, MRI, MRI evaluation, and arthrocentesis were per-
formed on the same day.

Usluer et al.(18) reported unilateral knee joint arthritis 
in his case report, which was evaluated as septic arthri-
tis due to MRI. As a result, repeated invasive procedures 
were performed on the patient in the orthopedic clinic, 
and long-term antibiotics were used. Despite the invasive 
procedures, because of the persistent recurrence of ar-
thritis, a sample was obtained from the patient for bacte-
rial culture. Since no agent had grown in the culture, the 
diagnosis of septic arthritis was re-evaluated. As a result 
of the patient’s genetic examination, FMF was diagnosed. 
Arthritis could be prevented permanently with the initia-
tion of colchicine. In our case, MRI suggested a diagnosis 
of septic arthritis, but FMF in the anamnesis was critical 
in reversing the diagnosis. Although the consultation of 
the patient’s rheumatologist was requested, a negative 
response was received, and it was reported that FMF and 
TMJ synovitis were irrelevant. The second important point 
is that contrast-enhanced MRI evaluation was performed 
immediately due to close collaboration with the radiolo-
gy department because of the patient’s acute pain. The 
patient underwent arthrocentesis on the same day imme-
diately following the imaging procedures. Arthrocentesis 
was performed after the intracapsular fluid was removed 

for bacteriological examination to suppress the patient’s 
acute symptoms and eliminate the possibility of septic 
arthritis. Arthrocentesis was performed without any addi-
tional injection, and then physical therapy was initiated. 
The patient delivered the consultation to her rheumatol-
ogist after the interventional procedure. The rheumatolo-
gist has increased the colchicine dose from 1 mg/d to 1.5 
mg/d due to the frequency of attacks. The patient did not 
develop a new attack, and the joint pain was permanently 
resolved.

Tovi et al.(16,17), Cooksey et al.(15), and Simon et al.(19) 
suggest intraarticular steroid injection in their case re-
ports. It has been highlighted that intraarticular steroid in-
jection rapidly suppresses acute synovitis symptoms, but 
the adverse effects of steroid injections on the bone and 
joint were not considered (20). In our case, the patient’s 
acute symptoms were suppressed with arthrocentesis by 
saline solution without a steroid injection, and there was 
no need for any extra drug injection. Only in Simon et al.’s 
(19) report was the colchicine dose adjusted to suppress 
attacks. However, no comment was made that suppress-
ing the attacks may prevent synovitis.
Edema and decreased blood flow could increase intraos-
seous extravascular pressure, which causes aseptic necro-
sis, also known as avascular necrosis. The physiopathol-
ogy of avascular necrosis can be briefly summarized as 
a circulatory disturbance. As a result, avascular necrosis 
may cause degenerative changes and pain in the condylar 
region (21). It is thought that the unilateral irregularities in 
the condyle along with bone marrow edema seen in our 
case may be a sign of avascular necrosis due to prolonged 
inflammation.

CONCLUSION
TMJ arthritis due to FMF is seen very rarely, and there 
is no consensus regarding its treatment. Acute and sub-
acute symptoms could be relieved very quickly with less 
invasive methods, such as increasing the dose of colchi-
cine and arthrocentesis, instead of advanced intervention-
al procedures or steroid injection. A detailed analysis will 
be possible with more case reports.
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