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ABSTRACT:

Is it a two variable equations?: a rare association of familial mediterranean
fever and celiac disease

Objective: We present a 15-year-old male patient with a diagnosis of Familial Mediterranean Fever
followed up for 6 years, then diagnosed with also Celiac disease.

Case: The patient with Familial Mediterranean Fever (FMF) was admitted to the pediatric emergency
unit many times in the last month with the complaint of recurrent widespread and epigastric pain.
Acute phase reactants were in normal range in nearly half of his admissions. Since he had a family
history of Celiac disease, at the age of 10, he was referred for Celiac disease serology exmination, but
the result was normal. Due to the presence of severe epigastric tenderness and pain at the last visit,
gastroduodenoscopy was performed and multiple biopsies were obtained. After gastroduodenoscopy
procedure, tissue transglutaminase (tTG) antibody IgA level was reanalysed and the result was >300
U/ml. The pathology result was also consistent with Celiac disease.

Conclusion: The diagnosis of Celiac disease is difficult in patients with FMF because both of them
have similar clinical symptoms. Even if previous screening is negative for Celiac disease as in this
case, Celiac disease should be considered as it may cause delay in diagnosis, particularly in patients
with Familial Mediterranean Fever who have similar symptoms and a positive family history for celiac
disease.
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OZET:

iki bilinmeyenli denklem mi? ailevi akdeniz atesi ve ¢élyak hastaligi nadir
birlikteligi

Amacg: Ailesel Akdeniz Atesi (AAA) tanisiile 6 yildir takip edilen ve sonrasinda Colyak hastaligi tanisi
da alan 15 yasinda erkek bir olguyu sunmak istedik.

Olgu: AAA tanisi olan hasta son 1 aydir tekrarlayan yaygin ve epigastrik karin agrisi yakinmalariyla
defalarca kez ¢ocuk acile basvurmustu. Basvurularin yaklasik olarak yarisinda akut faz belirtecleri
normal saptanmisti. Ailesinde Célyak hastaligi 6ykusi oldudu igin, 10 yasinda iken hastaya ¢olyak has-
taligi serolojisi bakilmis, ancak sonucu normal tespit edilmisti. Son basvurusunda siddetli epigastrik
agri ve hassasiyetin olmasi lizerine hastaya gastroduodenoskopi yapilarak ¢ok sayida biyopsi alindi.
Gastroduodenoskopi sonrasi tekrar bakilan doku transglutaminaz antikoru IgA diizeyi > 300 U/ml sap-
tandi. Patolojisi ise C6lyak hastaligi ile uyumlu idi.

Sonugc: Benzer klinik bulgulara sahip oldugu igin AAA tanili hastalarda Colyak hastaldi tanisi konulmasi
glclesmektedir. Bu olgu nedeniyle bu tip semptomlari olan AAA hastalarinda daha 6nceden Cdlyak
hastalidi yéniinden tetkik edilse bile 6zellikle aile 6yklsl de varsa hastamizda da oldugu gibi tani
gecikmesine neden olabilecedi icin Colyak hastaligi disinilmelidir.

Anahtar kelimeler: Karin agrisi, ¢olyak hastaldi, cocuk, ailesel akdeniz atesi
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INTRODUCTION

FMF (Familial Mediterranean Fever) is an
autosomal recessive, autoimmune, inflammatory and
persistent disease characterized by recurrent fever,
severe abdominal pain, polyserositis and arthritis
attacks. It affects ethnic groups in the Eastern
Mediterranean region, mainly Turks, Jews, Armenians
and Arabs (1).

Celiac disease is an immunologically mediated
systemic disease characterized by intestinal villus
damage, which is triggered by gluten uptake in
genetically susceptible individuals, where different
clinical manifestations coexist (2).

Some findings such as diarrhea, abdominal pain,
arthralgia, and arthritis seen during the course of
Celiac disease can also be seen in FMF cases (3). This
similarity in clinical findings makes it difficult to
detect Celiac disease in FMF patients.

We present a 15-year-old male patient who was
being followed up with FMF diagnosis for a long
period of time, and a history of widespread epigastric
pain for the last T month, and diagnosed with Celiac
disease.

As seen in our case, even if it has been examined
beforehand in FMF patients with this type of
complaints, Celiac disease should be considered
especially if a family story is present.

CASE

A 15-year-old male patient who was diagnosed
with FMF and followed for the last 6 years admitted
for many times to the pediatric emergency unit in the
last 1T month with epigastric and widespread
abdominal pain. Acute phase reactants which were
examined due to the presence of FMF, were detected
as normal in approximately half of the applications.
The patient who was using 2 mg/day of colchicine for
FMF diagnosis did not have any abnormal findings
except for epigastric tenderness. The patient with no
developmental delay had a height of 172 cm (60"
percentile) and abody weightof 56 kg (50" percentile).
FMF gene analysis revealed heterozygous V726A
mutation. In laboratory analysis tha values were as
follows: Whc: 4900/mm?3, Hb: 12.9 gr/dL, MCV: 83,

PIt: 184000/mm?3. The acute phase reactants were
negative (CRP: 0.3 mg/dL, erythrocyte sedimentation
rate: 10 mm/h). Since our patient had a brother with
Celiac disease, we were informed that at age 10, his
tissue transglutaminase (tTG) antibody level was
examined and the result was normal. The patient
underwent upper gastrointestinal endoscopy due to
epigastric tenderness and recurrent severe abdominal
pain. Recognizing that the duodenal mucosa was in
a cracked soil appearance, a large number of biopsy
specimens were taken. After endoscopy, the anti-tTG
IgA level was again requested and was found above
300 U/ml (reference range: 0-20 U/ml).
Histopathological findings were consistent with
Marsh type 3b findings. A gluten-free diet was
initiated in the patient with HLA-DQ2 positivity
consistent with Celiac disease at the tissue typing. At
the first-month outpatient clinic control, it was
learned that the abdominal pain of the patient abated
and during this period there was no emergency
service application. At the follow-up examination
following four months, it was found that the tTG
antibody level of the patient, with no abdominal pain
attack and full compliance to gluten-free diet,
decreased to 49 U/ml.

DISCUSSION

Celiac disease can manifest itself with
gastrointestinal complaints such as diarrhea, steatore,
weight loss, abdominal pain, as well as non-
gastrointestinal findings including iron deficiency
anemia, liver disease, bone disease and skin disorders
(4). FMF is a persistent, inherited inflammatory
disease characterized by recurrent fever, abdominal
pain and arthritis attacks.

FMF and Celiac disease have some common
clinical findings such as diarrhea, abdominal pain,
arthralgia and arthritis (3). Since the clinical findings
are similar, the patients with FMF diagnosis are
thought to have these findings belonging to the
primary disease, as in our patient, which leads to
delayed diagnosis.

In the literature, some cases with the coexistence
of FMF and Celiac disease have been reported (5-7).
In a study conducted in our country, EMA positivity
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was detected to be 2.7% in children with chronic
abdominal pain and this value was higher from the
normal population (8). For this reason, it has been
suggested that children with chronic abdominal pain
should be screened for Celiac disease. Also, since
both diseases are common in our society, this
association can also be a coincidence.

In another study conducted in children and
adolescents, it was reported that classical Celiac
disease symptoms were seen in less than 75% of
patients, 60% of the cases applied to 3 or more
physicians before the correct diagnosis, and the first
most common diagnosis was gastroenteritis and food
allergy (9).

Consistent with the literature, there was a history
of admission to the pediatric emergency unit with
abdominal pain complaints for about 15 times before
the case was diagnosed with Celiac disease. The
delayed diagnosis of Celiac disease accompanying
our case was connected to the diagnosis of FMF,
because the complaints in the emergency room were
evaluated as an attack of FMF and also to the detection
of tTG antibodies to be at normal levels in family
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