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ABSTRACT

Familial Mediterranean fever (FMF) is an autosomal recessive polysystemic disease characterized by attacks of
relapsing and self-limiting fever, peritonitis, pleuritis and arthritis. Café-au lait macules, neurofibromas, axillary and
inguinal freckling, Lisch nodules, bone lesions such as sphenoid dysplasia, and optic glioma are the characteristic
features of neurofibromatosis type 1 (NF1) disease. In this case report, a 7 year-old girl with NF1 and FMF is presented.
She had intermittent fever, abdominal and joint pain attacks lasting 2-3 days every two-three months since 1 year. We
detected many cafe-au lait spots and axillary freckles on her body and diagnosed FMF and NF1.
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OZET

Ailevi Akdeniz Atesi (FMF) niukseden ve kendini sinirlayan ates, peritonit, plorit ve artrit ataklari ile karakterize otozomal
resesif gecisli polisistemik bir hastaliktir. Norofibromatozis tip 1 (NF1) hastaliginin karakteristik 6zellikleri arasinda café-
au lait lekeler, norofibromlar, aksiller ve inguinal ¢illenme, Lisch nodiilleri, sfenoid displazi gibi kemik lezyonlari ve optik
gliom yer alir. Bu makalede, FMF ve NF1’li 7 yasindaki bir kiz sunulmustur. Hastanin bir yildir, 2-3 ayda bir 2-3 giin
sliren ates, karin ve eklem agrilarina sahipti. Bunun diginda viicudunda café-au lait lekesi ve aksiller gillenme saptadik
ve hastaya FMF ve NF1 tanisini koyduk.

Anahtar kelimeler: Ailevi Akdeniz Atesi, nérofibromatozis tip 1, bir arada olma

INTRODUCTION i . .
Neurofibromatosis type 1 (NF1) is an autosomal

Familial Mediterranean fever (FMF) is the  gominant disorder characterized by café-au lait
most common auto-inflammatory disorder seen in  gno15 skin fold freckles, Lisch nodules, cutaneous,
Middle East and Mediterranean region. FMF is g pcutaneous, and plexiform neurofibromas, optic
inherited autosomal recessively and characterized gliomas, and bony lesions2. It is well known that
by recurrent attacks of fever with peritonitis,  EpmE may coexist with vasculitic disorders®®. But,
pleuritis, arthritis, or erysipela-like skin lesions™. coexistence of NF1 and other disorders are
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extremely rare. To date, there are only a few
reliable reports of concomitant diagnosis of NF1
and other diseases such as Wilson disease, Alport
syndrome, Mayer-Rokitansky-Kuster-Hauser
syndrome, and Marfan’s syndrome®®. It is known
that patients with NF type 1 also have
predisposition to malignant diseases. We
represent a rare case of a child with FMF and NF1.
To our knowledge, this is the first report of
coexistence of these rare genetic diseases in the
literature.

CASE

A 7-year-old girl was admitted to the hospital
with intermittent fever, abdominal and joint pain
attacks lasting 2-3 days every two-three months
since 1 year. Her mother and father were first-
degree cousins, and her older sister was
diagnosed with FMF. She has no family history of
NF 1 disease.

On her examination, the vital signs, including
the blood pressure were normal. Her height and
weight were normal for her age. Many cafe-au-lait
spots and axillary freckles were found on her body.
There were no subcutaneous neurofibromas.
Ophthalmic examination was normal. The
remaining of the physical and neurological
examination was unremarkable.

Laboratory studies including, liver and kidney
function tests were normal.  Erythrocyte
sedimentation rate and fibrinogen were 42 mm/h
(0-20 mm/h), and 320 mg/dl (200-400 mg/dl),
respectively. Abdominal ultrasonography was
normal. The patient's symptoms, signs, clinical and
laboratory findings were consistent with FMF. DNA
analysis revealed a heterozygous mutation on
exon 2 of the MEFV gene (E148Q G>C),
confirming the diagnosis.

Colchicine 1.5 g/day was started. NF1 was
also diagnosed by clinical findings. But, genetic
study could not perform.
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DISCUSSION

The FMF is an inherited multi-system disease
with recurrent painful attacks affecting the
abdomen, chest or joints, and is often

accompanied by fever and sometimes skin rash®. It
is an autosomal recessive disease and the gene
responsible for FMF, MEFV, is located on the short
arm of chromosome 16 and encodes a protein,
pyrin or marenostrin>*°. The most common four
mutations, M694V, V726A, M680l, M694l are
found in the 10" exon of the gene. A non-founder
mutation, E148Q is found in populations in which
FMF is rare. E148Q mutation located in exon 2 is
also common™.

The prevalence of NF1 is 1/3000 live births.
NF1 is an autosomal dominant disease, with
approximately 50% of cases exhibiting new
mutations. The gene involved in NF1 is located in
the 17g11.2 chromosome and codes the protein
neurofibromin®.

Coexistence of NF1 with Wilson disease,
Alport syndrome, Mayer-Rokitansky-Kuster-Hauser
syndrome, Marfan’'s syndrome, and Vvitiligo
universalis were reported in the literature®®. In the
literature no relationship was shown these
diseases and NF 1. The authors suggested it was
a coexistence. To our knowledge, this is the first
report regarding its coexistence with FMF.

This patient presented with cafe-au-lait spots
and axillary freckling. According to clinical criteria,
she fulfilled the criteria of NF1, but had no positive
family history. Diagnosis of NF1 is based on
clinical criteria, although genetic study can be used
for finding the mutations®. Considering the clinical
symptoms, increased frequency of FMF in our
area, and the existence of FMF in her sister, our
patient was evaluated for FMF. After determination
of mutation in FMF gene, she was diagnosed for
FMF.

Although coexistence of FMF with NF1 has
not been published before, it was shown with HSP,
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Behcet' disease, and juvenile idiopathic arthritis>®.
The overall incidence of vasculitis in FMF patients
is 1% of PAN and 5% of HSP, and it is significantly
higher in FMF patients than in normal population.
Although exact pathogenesis of FMFassociated
vasculitis remains unknown, increased serum
levels of proinflammatory cytokines, including IL-
1b, IL-6, IL-18, IL-33 and INF-c, and the resultant
ECD seem to be important in
development in FMF patients"*?>. Among those
cytokines, IL-1b is the most prominent one, and
extremely high IL-1b activity may favor vasculitis
development in FMF patients. FMF-related MEFV
gene  mutations contribute to  vasculitis
development at least in some FMF patients,
possibly by means of causing higher levels of
proinflammatory cytokines>. The contributing
effects of environmental factors, especially the
streptococcal infections, also seem to be
importantle'. We believe that our current knowledge
regarding FMF-vasculitis pathogenesis is just the
tip of the iceberg, and we need more data to
uncover the facts underlying this association.

The pathogenetic relationship of NF1 and
FMF is not clear. We could not establish a certain
genetic relation between these two diseases but
we suggest that the underlying genetic events may
cause the pathology.

In conclusion, NF1 and FMF, which are two
separate morbidities may also coexist in the same
patient and our patient is the first example of FMF
and NF1 coexistence in the literature. No genetic
similarities between NF1 and FMF syndrome have
been observed. As the two gene loci are not
related, it is most likely that two independent
mutation events have occurred. More extensive
reports and investigations this
combination certainly provide a better
understanding of this linkage in the near future.

vasculitis
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