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Unusual manifestations of familial mediterranean fever

Ailevi akdeniz atesinin genel olmayan belirtileri
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OzET: Ailevi Akdeniz Atesi (FMF), kendi kendine iyile-
sen, etyolojisi bilinmeyen paroksimal ve inflamatuar bir
hastaliktir. FMF, peritonal, ploral ve sinovial zarlarin
serozal inflamasyonuyla birlikte ategin bulunmasiyla
belirgindir.

Haziran 1987 Ocak 1996 yillar: arasinda 157 FMFl§
hasta Hacettepe Hastanesi'nde teghis ve takip edilmis-
tir. Bunlardan begi daha énce rapor edilmemis veya na-
diren rapor edilmig klinik belirtileriyle kendilerini gos-
termiglerdir. Hastalarin yag ortalamast teghis aninda
27.2+1.3 yil idi (aralik 5-51). Hacettepe Hastanesine
gelmeden dénce hastalar en az 2 ve 27 yil éncesinden
FMF belirtilerini gésteriyorlardi. %20 olguda kan bagi
vard:. Iki hastada ise belirtiler 40 yagindan sonra ¢ik-
migtt.

Bu beg olguda, FMFin klasik belirtileriyle uygunluk
gostermeyen septomlari ve belirtileri tartisilmustir.

Anahtar Kelimeler: Ailevi akdeniz atesi, kolsisin

FAMILIAL Mediterrenean Fever (FMF) is a re-
current, inflammatory disease of unclear etiology
thought to have a genetic basis and is inherited as
an autosomal recessive disease (1). FMF occurs at
increased rates in people of Mediterranian stock,
particularly Turkish, Armenian, Arabic or Jewish
descent (2-3).

The usual clinical manifestations of FMF are an
acute, self limited episode of fever with inflamma-
tion of one or another serosal surfaces (3). The ca-
se histories of 5 individuals with exceptional
and/or rare presentations of FMF and the occur-
rence of FMF in patients with Behget’s disease
and B Thalassemia trait within a family are repor-
ted.

MATERIAL AND METHODS

A total 157 patients with FMF have been seen by
the Gastroenterology Division of Internal Medici-
ne at Hacettepe University Hospital. As a group
they have been followed from June 1987 though
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SUMMARY: Familial Mediterrenean Fever (FMF) is a
paroxsymal self-limited inflammatory disease of
unknown etiology which is characterized by recurring
attacks of serosal inflammation of peritoneal, pleural
and synovial membranes associated with fever.

From June 1987 through January 1996, 157 patients
with FMF have been seen at Hacettepe University
Hospital, Ankara, Turkey. Five had an atypical or
exceptional clinical presentation which either had been
reported rarely or have not been reported previously. All
but 3 of the 157 patients with FMP fulfilled the classical
criteria for a diagnosis of FMF. Their mean age at pre-
sentation was 27.2+1.3 years (range 5-51). Each had
had symptoms of FMF for at least 2 years ranging up to
27 years prior to their presentation to Hacettepe
University. A history of consanguinity was present in
20%. Two had signs and symptoms of FMF with an
onset of their disease after age 40 years.

The clinical details of the five cases with either a rare
and/or exceptional findings consisting of febrile
episodes without signs or symptoms of serositis, recur-
rent febrile peritoneal inflammation leading to intrab-
dominal mass formation, and periodic shoulder pain
with disabling fibromyalgia.
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January 1996. Their mean age, when first seen at
Hacettepe University, was 27.2+1.3 years (range
5-51) and the male to female ratio was 1.21
(86M/71F). All were examined during an acute at-
tack and measures of acute inflammation consis-
ting of acute phase reactants (sedimentation rate,
C-reactive protein and fibrinogen) were elevated
in all 157. Other possible explanations for their
painful serositis and/or intermittent fevers were
investigated thoroughly with upper and lower
gastrointestinal endoscopy, barium studies of the
small bowel, abdominal ultrasonography, compu-
terized tomography of the abdomen and chest, int-
ravenous pyelography and a Watson-Schwartz
test which was accomplished in most. A history of
consanguinity was present in 20% of the cases.
154 of the 157 cases fulfilled the requirements for
a diagnosis of FMF a shown in Table 1. Five aty-



Unusual manifestations of famillial mediterraneian fever

Table 1. Diagnostic Criteria for a Diagnosis of FMF

Major Criteria Minor Criteria

Recurrent arthralgia
Childhood onset
Remission in pregnancy
Response to colchicine
Mediterrenaen ancestry
Leucocytosis

Recurrent fever
Recurrent abdominal pain
Recurrent pleuritis
Recurrent arthritis
Positive family history
Recurrent skin lesion

The diagnostic requirements are recurrent fever plus 2 of the
major or 3 of the minor criteria

pical cases, 3 of whom did not fulfill all of the cri-
teria listed in Table 1 are the subjects of this re-
port. All 5 had had some symptoms of FMF for at
least 2 years up to as long as 27 years. Two of the
5 patients developed signs and symptoms of FMF
after achieving 40 years of age.

The treatment protocol utilized at Hacettepe Uni-
versity of FMF consists of prophylactic colchicine
0.5 mg orally two or three times a day with bre-
akthrough attacks being treated with additional
colchicine consisting of 0.5 mg every hour for four
hours, followed by 1 every 2 hours for 4 hours, and
finally on every 12 hours for 3 days.

Case Reports

The following 5 cases had unusual presentations
of FMF that bear reporting:

PATIENT 1

In November 1988, a 37 year old male was seen
with a five month history of recurrent high fever
and malaise. His febrile episodes characteristi-
cally lasted for 10 days, starting with chills and
were accompanied by a diaphoresis. His physical
examination was normal except for fever and the
presence of two subcutaneous nodules on the volar
aspect of the forearm that were excised and shown
to be angiolipoma by histopathologic examination.
Twenty six years previously, he had had a severe
case of hepatitis A which was confirmed by sero-
logy. There was no history of FMF, Behcet’s dise-
ase of tuberculosis in his family.

Hematological and biochemical tests were normal,
apart from an elevated sedimentation rate (ESR)
of 46 mm/hour a leucocyte count of 12500/mm3
with a fibrinogen value of 650 mg/dl and the pres-
sure of C-reactive protein. When first seen, he tes-
ted negative for all HBV antigens and antibodies.
Cultures of blood, bone marrow, and cerebrospinal
fluid for common bacteria, viral and parasitic in-
fections were negative. Moreover, a bone marrow
aspiration and biopsy as well as various radiologi-
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cal investigations including plain Xrays of thorax
and abdomen, abdomino-pelvic ultrasound studi-
es and cranial-thoracic and abdominal CT scan-
ning, radionucleotide scintigraphy and upper and
lower gastrointestinal endoscopic procedures as
well as barium studies of the upper and lower
gastrointestinal tracts were negative. A rectal bi-
opsy for amyloidosis was negative. As part of a
normal laparoscopic examination, a liver biopsy
was obtained and revealed fatty changes but no
granulomas, no evidence of a viral infection and
was negative for amyloid. In February 1989, he
was started on prophylactic colchicine 1.5mg/day.
His physical examination has remained normal.
He has experienced a markedly reduced number
of febrile attacks with only low grade fever (less
than 38° C) since intiating colchicine therapy. At
one point, he went 1.5 years without an attack. He
has been on colchicine treatment with a normal
ESR and C-reactive protein as well as fibrinogen
levels since 1989.

PATIENT 2

In November 1983, a 5 year old female presented
with a febrile episode of 6 hours duration. Her
physical examination was completely normal ex-
cept for pyrexia with a temperature of 39°C occu-
ring once or twice a month since 1 year of age with
no signs or symptoms of abdominal, chest, joint or
skin disease. The attacks of fever were preceded
by chills and peaked within 12-24 hours. Blood,
bone marrow, urine, sputum and CSF were cultu-
red for bacterial, viral and parasitic agents witho-
ut identifying a cause for the fevers. A serologic
panel for collagen vascular disease was negative.
Chest and abdominal plain X rays, abdominal ult-
rasound and abdominal-thoracic and cranial CT
scans were all normal. The only positive findings
were a leucocytosis (11000-13000/mm3) and he-
moglobin value at 7.5 gm/dl with hypochromic
and microcytic erythrocytic indices. Her serum
iron level was normal. Hemoglobin electrophore-
sis was consistent with B Thalassemia trait.

She was completely normal between attacks but
continued to have regular attacks consisting of
high feve lasting 10-12 hours without any other
signs or symptoms of serositis. She has a family
history of FMF in her 3 year old sister and her 36
year old mother. An uncle was diagnosed as ha-
ving Behcet’s disease. Moreover, her mother and
sister had classic signs and symptoms of recur-
rent peritonitis together with high fevers which
respond to colchicine consistent with a diagnosis
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Table 2. Unusual findings suggestive of a diagnosis of FMF
in the 5 cases reported

Case Number  Characteristics

Case 1 a) older age at onset and diagnosis
b) negative family history
¢) monosymptomatic fever
d) dramatic response to colchicine

Case 2 a) confounding unusual disease
(BThalasemia trait)
b) positive family history of FMF and
Behget'’s disease
c) response to colchicine

Case 3 a) left lower quadrant abdominal mass
b) confounding rheumatic fever
c) response to colchicine

Case 4 a) older age
b) unilateral shoulder pain
¢) dramatic response to colchicine

Case 5 a) -splenomegaly
b) confounding rheumatic fever
¢) response to colchicine

of FMF and a monosymptomatic variant (purely
febrile) of FMF without evidence of serositis. She
was started on colchicine treatment (1.5 mg/day)
and has remained in remission for several years.

PATIENT 3

In September 1991, this 28 year old male was ad-
mitted to the Hacettepe University hospital beca-
use of recurrent abdominal pain and a left lower
abdominal mass. Physical examination revealed a
hard but non-tender mass with a regular surface,
fixed to the skin extending from the umbilicus me-
dially to the anterior axillary line laterally. His vi-
tal signs were normal as was the rest of his physi-
cal examination. Since the age of 1 year, he has
~ had recurrent attacks of abdominal pain and peri-
tonitis separated by periods of complete normalcy.
He had had no abdominal surgical procedures. He
had no prior medical history except for a history of
acute rheumatic fever (ARF) at 13 years of age.
He had been on penicillin prophylaxis for 5 years

when he was first seen at Hacettepe University. A

left lower quadrant abdominal mass was identifi-
ed, 4 months prior to presentation at Hacettepe.

His family history was positive for non-insulin de-
pendent diabetes mellitus in his father but was
negative for illnesses such as FMF, Behget’s dise-
ase, tuberculosis or inflammatory bowel disease.
All hematological and biochemical tests were nor-
mal except for a high ESR of 64 mm/hour, positi-
ve C-reactive protein, fibrinogen level of 420 mg/dl
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and a mild leucocytosis with a normal peripheral
blood smear. An abdominal ultrasound revealed a
paraumbilical hypoechoic lesion measuring 6 by
10cm, containing loculated fluid between the ab-
dominal wall and large intestine. Abdominal to-
mography confirmed the ultrasonographic fin-
dings and revealed peritoneal thickening of the
anterior abdominal wall most probably represen-
ting an inflammatory reaction. He had a negative
tuberculin skin test and a normal chest Xray. An
ultrasound guided aspirate of the loculated fluid
revealed normal appearing lymphomononuclear
cells. Cytology for atypical or malignant cells and
microscopy as well as a culture for tuberculosis
were negative. Because of his history of recurring
episodes of serositis, he was started on colchicine
treatment. He has subsequently been free of abdo-
minal pain. The mass in his left lower abdomen
resolved gradually and disappeared completely 3
months after the initiation of colchicine treat-
ment.

PATIENT 4

In April 1991, a 52 year old nonsmoking male pre-
sented with a chief complaint of recurrent unila-
teral shoulder pain that had persisted for many
years. Physical examination revealed tender fib-
rotic nodules on his back and a painful right sho-
ulder with movement but no other signs of an
arthritis. His vital signs and all other examinati-
ons were normal. He described a 30 year long
complaint of recurrent shoulder pain lasting two
or three days occurring as often as every week or
month which were always on the same side and
associated with pain in his back lasting several
days and a low grade fever. The pain did not re-
solve with physical therapy or analgesic medicati-
on. He was investigated for a possible diagnosis of
angina pectoris referred to the shoulder with a
normal stress electrocardiogram. Disorders inclu-
ding calcific tendinitis, bicipital tendinitis, a rota-
tor cuff tear, and adhesive capsulitis were all exc-
luded with orthopedic consultation. Amyloid arth-
ropathy was ruled out with a negative rectal bi-
opsy. A panel of serologic tests for collagen vascu-
lar disorders and tests for a diagnosis of polym-
yalgia rheumatica were all negative. Moreover,
his family history was negative for tuberculosis.

Hematological and biochemical tests revealed po-
sitive C-reactive protein, an elevated ESR of 67
mm/hour and a fibrinogen level of 492 mg/dl and
a leucecyte count of 13,800 mm3. Serologic mar-
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kers for viral infections and routine bacteriologic
cultures were all negative. Repeated aspirations
of the shoulder joint revealed normal comptement
levels, no crystals (monosodium urate, cholesterol,
calcium pyrophosphate dihydrate), and a white
blood cell count of 6000/mm3, 50% PMNS. The jo-
int fluid cultured negative for tuberculosis and ot-
her infectious agents. Roentgenologic studies of
the shoulder were normal. He was started on cole-
hicine treatment for a diagnosis of periodic syno-
vitis involving the right shoulder joint and since
has remained well, free of symptoms of synovitis
and fibromyalgia on colchicine.

PATIENT 5

In January 1992, a 26 year old male was admitted
to the emergency clinic because of upper gastroin-
testinal bleeding, cough, chills and fever. His tem-
perature was 39.5°C. Examination revealed epi-
gastric tenderness with normal bowel sounds; a
spleen that was palpable 6 cm below the left cos-
tal margin, and decreased breath sounds with ra-
les at the base of the right lung. Chest Xray con-
firmed a diagnosis of right lower lobe pneumonia
and documented a right sided pleural effusion. An
abdominal ultrasound examination revealed sple-
nomegaly and a normal echo appearance of the li-
ver, pancreas and kidneys as well as the major
vascular structures of the abdomen. His past his-
tory revealed frequent febrile episodes with diffu-
se abdominal pain occurring once or twice a
month since 1979. He had no identifiable disease
except acute rheumatic fever at age 5 years.

He was started on procaine penicillin with a diag-
nosis of lobar pheumonia with an associated pa-
rapneumonic effusion. Upper gastrointestinal en-
doscopy revealed a non-bleeding duodenal ulcer
which was treated with an H2 receptor blocker.
His pneumonic symptoms resolved within 3 days
of the initiation of antibiotic treatment. His ad-
mission laboratory studies revealed a leucocytosis
(12,100/mm3) and elevated sedimentation rate
(ESR: 76 mm/hour) with a normal peripheral blo-
od smear and a normal urine analysis without

proteinuria. A rectal biopsy for amyloidosis was .

negative. The pneumonic process resolved comple-
tely within 4 weeks. He was further investigated
for a cause of his splenomegaly with serologic stu-
dies for collagen vascular disease and serologic
studies for hepatitis B,C, Ebstein Barr virus, and
CMV as well as posibble parasitic and bacterial
infectious agents including tuberculosis, brucella,
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malaria and leishmania with bone marrow aspira-
tion, biopsy, and routine cultures. All tests were
non diagnostic. A normal splenoportography exc-
luded a diagnosis of portal hypertension. He was
discharged on colchicine with a clinical diagnosis
of FMF with splenomegaly. On colchicine treat-
ment, he had no further recurrences of his peri-
odic febrile episodes. His splenomegaly clinically
decreased but persisted on follow up ultrasound
examinations.

DISCUSSION

FMF is a genetic disorder virtually restricted to
individuals originating from the Middle East. Mo-
reover, it is often familial (4). A diagnosis of FMF
is always based on clinical evidence as no specific
diagnostic test for it exists. It is characterized by
self-limited recurrent attacks of fever accompani-
ed by serositis mainly involving the peritoneum,
pleura and joints (5,6). Thus, recurrent fever and
abdominal pain are the major clinical signs of
FMF. Peritoneal inflammation is the most com-
mon presenting problem (4). Typically, extensive
studies are performed to resolve the cause of fever
and serosal inflammation and no specific disease
process is identified. Recently, the disease has be-
en conceptualized as a process where in the regu-
lation of inflamatory cytokine activation is distur- .
bed occurring in association with an inhibition of
monocyte bactericidal and phagocytic function (7).
A reduction in the normal inhibitor of complement
derived anaphylotoxin C5a in the synovial memb-
ranes and peritonium of the patients with FMF
has been reported as potentially having some eti-
ologic importance as Cba inhibitor activity in
synovial and peritoneal fluid of patients with
FMF is reported to be less than 10% of that found
in normal subjects (9).

The cardinal manifestation of FMF is fever. It is
almost always accompanied by a serositis, mainly
peritonitis but pleuritis or a synovitis can occur
also. The inflammatory reaction may be due to an
increased lysosomal release of proteases and other
inflammatory reactants by neutrophils within se-
rosal membranes in response to an increased body
temperature (10-12). The trigger for the fever is
not known; infectious agent (s) emotional and en-
vironmental/functional changes do not appear to
be important pathogenetically.

Isolated febrile attacks remain a major diagnostic
problem relative to a diagnosis of FMF. Febrile
episodes without an associated serositis require a
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thorough evaluation to determine their origin. In
the present series, two patients with fever witho-
ut signs of serositis were reported. Fourteen of
470 (3%) patients in the series reported by Sohar
et al (3) and two of 175 (1.1%) patients in the se-
ries of Barakat et al(4) presented with fever alo-
ne. This monosymptomatic variant of FMF has
been reported in a 2 year old female child also
(13).

In the present series, patient 1 is unusual in that
he presented at an older age, had no family his-
tory of FMF and experienced only periodic fever.
A diagnosis of FMF was made based upon similar
reports in the literature (3,4,13) coupled with the
exclusion of other diseases and a dramatic reduc-
tion in the number of attacks with colchicine tre-
atment.

Patient 2 was diagnosed as having FMF after exc-
lusion of all other potential medical or surgical ca-
uses of fever, the finding .of a positive family his-
tory of the disease, and an excellent clinical res-
ponse to colchicine.

Interestingly, this girl had a second genetic dise-
ase which is found at high rates in individuals of
Mediterrenean origin specifically  Thalassemia
trait occurring in the same individual. The gene
causing FMF has been located on chromosome 16
(14) while that for B Thalassema is located on
chromosome II. This finding is probably a coinci-
dence and represents a rare occurrence of two re-
latively commeon genetic diseases found in Tur-
kish populations occurring in a given individual.
Her family history was interesting in that her 22
year old uncle has Betcet’s disease and since 1986
has attended the Behget’s disease clinic at Hacet-
tepe University Hospital.

Both FMF and Behget’s disease are recurrent inf-
lammatory diseases of unknown etiology. As far
as could be determined, the occurrence of these
two unusual diseases within the same family has
not been reported previously. In both diseases, ab-
normalities controlling inflammatory cytokine
synthesis and secretion regarding monocyte TNF
a, IL 6 and IL 8 overproduction and enhanced ne-
utrophil superoxide generation are reported in
the literature(15). Again, the occurrence of these
2 diseases within the same family may reflect
only a rare coincidence; conversely it may point
out a common genetic mechanism for the two di-
seases. Further investigations of patients with
FMF and Behget'’s disease and their families may
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identify a common genetic factor responsible for
the two diseases.

Recurrent attacks of abdominal pain occur in al-
most all individuals with FMF. Acute peritoneal
inflammation characterized by a fibrinous exuda-
te is routinely identified at the time of laparoscopy
in cases with active disease. Recurrent attacks of
peritonitis can lead to the development of perito-
neal adhesions that may cause small bowel obst-
ruction (16). The records of 335 pediatric patients
with FMF have been reported in the literature; in
thig series 3%, without a history of a prior laparo-
tomy, had an episode of small bowel obstruction
(16). In the present series, another unusual comp-
lication of recurrent serosal inflammation was de-
monstrated in patient 3, who developed an infla-
matory abdominal mass. He was initially thought
to have an intra-abdominal malignancy and then
tuberculosis before the diagnosis of FMF was con-
sidered. His dramatic response to colchicine treat-
ment is more consistent with a diagnosis of FMF
than any other disease process. Thererare no si-
milar case reports in the literature. In case 3, the
clues that the disease responsible for the patients
complaints was FMF were the fact that his recur-
rent shoulder pain responded to colchicine and
was associated with elevated plasma fibrinogen
and C-reactive protein levels as well as an incre-
ased ESR. In addition, a thorough examination of
the affected jeint and synovial fluid analysis exc-
luded all other forms of arthritis. Moreover, the
additional disabling complaint of this patient; feb-
rile fibromyalgia, has been reported in the litera-
ture in association with FMF, Finally the patient
improved with colchicine treatment.

Splenomegaly is occasionally seen in individuals
with FMF (2) but when it does, it often leads to a
consideration of alternative erroneous diagnoses
which contribute to a prolongation of hospitalized
as was the case in patient 5. This particular pati-
ent was hospitalised for months in an effort to exc-
lude other possible causes of splenomegaly. The
mechanisms responsible for the splenomegaly as-
sociated with FMF is unknown. The absence of
amyloid in his rectal biopsy material and the ab-
gence of proteinuria suggest that amyloid is not
the cause of his splenomegaly. In summary 5 unu-
sual cases of FMF are described. They highlight
the problems in diagnosis of this disease process
and the need for careful follow up and colchicine
treatment of suspected cases.
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