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Letters to the Editors
Recurrent pleural effusion is 
an important diagnostic clue 
to distinguish familial 
Mediterranean fever from 
Behçet’s disease

Sirs,
In April 2012, a 39-year-old Japanese male 
presented with a three-day long history 
of fever and right-sided chest pain. Dur-
ing the previous four years he had recur-
ring episodes of uveitis and epididymitis. 
Chest x-ray demonstrated right pleural ef-
fusion, which was exudative. An oral anti-
biotic was initiated based on the suggestion 
of acute bronchial and pleural infection. 
However, within a few days of the first 
visit, his fever reoccurred and he also had 
a pain in the scrotum. He was diagnosed 
with epididymitis. For the next four months 
he did not experience fever or epididymal 
pain; however, he developed failing vi-
sion during this period and was diagnosed 
with recurrence of uveitis. Another fever 
attack occurred one month later, this time 
with left side chest pain and pleural effu-
sion. He was followed closely without any 
therapy, and his symptoms spontaneously 
improved. He had no family history of pe-
riodic fevers or consanguineous marriage. 
However, the symptomatic occurrence of 
periodic fevers with spontaneous improve-
ment suggested auto-inflammatory disor-
ders including familial Mediterranean fever 
(FMF). His blood lymphocytes harboured 
the E148Q heterozygote in MEFV (Fig. 1), 
and colchicine was started. His fever at-
tack, chest pain, pleural effusion, uveitis, 
and epididymitis promptly subsided. His 
response to adequate colchicine therapy 
confirmed FMF.
In January 2016, he presented with arthral-
gia in addition to periodic pain with erup-
tions in both ankles, consistent with erythe-
ma nodosum. Additionally, uveitis recurred 
although there was no recurrence of any 
other symptoms on colchicine treatment. 
Oral corticosteroid therapy was started 
with colchicine and the symptoms gradu-
ally disappeared. He had no episode of oral 
or genital ulceration but met the standard 
criteria proposed by the Japan Behçet’s 
Disease Research Committee. Blood lym-
phocyte analysis showed the presence of 
human leukocyte antigen (HLA)-B51 and 
-A26. Eventually he was diagnosed with an 
incomplete form of Behçet’s disease (BD) 
in combination with FMF. At the last fol-
low up in July 2017, he was symptom free. 
This is the first report of two independent 
HLA alleles associated with BD in an FMF 
patient.
FMF, a hereditary auto-inflammatory dis-
ease characterised by recurrent attacks of 
fever and serositis, is caused by mutations in 
MEFV on chromosome 16, which encodes 
pyrin, a protein associated with inflammas-

omes (1). Recent study suggests that pyrin 
itself is a specific pattern recognition recep-
tor (2). In contrast, the aetiology of BD, a 
multisystem disorder characterised by re-
current oral and genital ulcerations, cuta-
neous inflammation, and uveitis, remains 
unclear. Although FMF and BD share a 
common regionality, treatment, and clinical 
findings, there are also different symptoms 
in each disorder. In the current case, a male 
was diagnosed with FMF by the recurring 
episodes of fever attack, epididymitis, and 
chest pain resulting from pleuritis. BD 
diagnosis was initially eliminated by the 
absence of mucosal lesions, which are the 
most common manifestation (3). However, 
a diagnosis of BD in addition to FMF was 
determined by the recurrence of uveitis, on-
set of arthritis, and erythema nodosum. Re-
lapsing uveitis is a major criterion of BD, 
whereas ophthalmological manifestations 
of FMF are rare. Pleural effusion is an un-
common manifestation of BD and it usually 
occurs secondary to pulmonary infarction, 
vasculitis, or an infectious condition (4). In 
contrast, FMF is characterised by a shorter 
duration of febrile attack accompanied by 
sterile peritonitis and pleuritis. Therefore, 
recurrent pleural effusion can be present 
in FMF but not in BD patients. The find-
ings of the current study paradoxically sug-
gest that FMF and BD can be distinguished 
from each other by the presence of different 
symptoms. Of note, self-limited pleuritis 
should be an important diagnostic factor 
for FMF.
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Fig. 1. Sequencing of MEFV exon 2 demonstrates a G to S base-pair change (arrows) at amino acid 148.


