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ABSTRACT
Objective. We aimed to compare
whether carriers for the MEFV muta-
tions display an increase or decrease in
certain features. We compared the fre-
quency of a number of inflammatory
symptoms and diseases in carriers and
a control population.
Methods. A questionnaire was design-
ed to be applied to parents of children
with FMF and a control group of par-
ents. Clinical features and some dis-
eases including the frequency of febrile
episodes, abdominal pain, arthralgia,
prophylaxis with penicillin, acute rheu-
matic fever, rheumatoid arthritis, vas-
culitis, spondyloarthropathy, urinary
tract infection, asthma, allergy, irrita-
ble bowel disease, appendectomy and
tonsillectomy were inquired. 676 pa-
rents of 440 children with FMF were
surveyed in this study. Controls (n:
774) were selected as parents of
healthy children. 
Results. The presence of febrile epi-
sodes more than four per year, arthral-
gia, past diagnosis for acute rheumatic
fever, rheumatoid arthritis and prophy-
laxis of penicillin, acute rheumatic
fever, and rheumatoid arthritis were
significantly higher in asymptomatic
parents for the MEFV mutations com-
pared to controls. The frequency of
allergy was found to be significantly
lower in the asymptomatic parents as
compared to controls. There was no
significant difference at the frequency
of urinary tract infection and tonsillec-
tomy between the parents of the patents
and controls.
Conclusions. We suggest that one
MEFV mutation may indeed be confer-
ring a heightened inflammation as sug-
gested by the increased frequency in
inflammatory symptoms. The carrier
status for MEFV mutations seem to be
unique, in that they cause an alteration
in the state of “health”.

Introduction
Familial Mediterranean fever (FMF) is
an autosomal recessive disease charac-
terized by recurrent inflammatory
attacks of the serosal membranes (1).
The Mediterranean fever (MEFV)
gene, encodes a protein called pyrin
and more than 30 mutations in this
gene cause the disease (2). Carrier rate
of this disease is very high, ranges
varies from 1/6 to 1/3 (2-5). 
FMF carriers have relatively high acute
phase response although there are con-
tradictory results in the literature (6-8).
It has been hypothesized that these car-
riers may have susceptibility to certain
symptoms or even diseases. Kogan et
al. (9) reported that the prevalence of
frequent febrile episodes was higher in
heterozygotes for FMF than in healthy
controls (9). 
In the present study, we examined
whether carriers for the MEFV muta-
tions display a certain phenotype and
whether they had an increase or de-
crease in certain features when com-
pared to the population. We compared
the frequency of numerous diseases
and symptoms some related to FMF
and some not, in carriers and in a con-
trol population.

Material and methods
We accepted that the parents of patients
with definite FMF were obligate carri-
ers for a MEFV mutation. Inclusion cri-
teria for the study group were to be a
parent of a definite FMF patient. Par-
ents who had typical FMF symptoms
or a diagnosis of FMF were excluded
for the study. 676 parents of 440 chil-
dren with FMF aged between 25 and 78
years (mean ± SD: 40.6 ± 8.3 years)
were surveyed. Of the parents 346
(51%) were female. A genetic analysis
was possible in 53 % of these patients.
The parents could not be studied genet-
ically because of financial reasons.
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