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Retroperitoneal lymphadenopathy in familial Mediterranean
fever
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Summary: Peripheral lymphadenopathy is rarely observed, whereas mesenteric lymphadenopathy is
found occasionally on laparotomies in patients with familial Mediterranean fever (FMF). Retroperitoneal
lymphadenopathy was reported only once in an autopsy of a patient with FMF. Our case is the second one,
and the first one to be diagnosed during life, by means of abdominal ultrasonography and computerized
tomography. In patients with FMF, where lymph node biopsy was done, the pathological finding was
non-specific lymphoid hyperplasia.

Introduction

Familial Mediterranean fever (FMF) is a disease
characterized by recurrent attacks of peritonitis,
pleuritis or arthritis accompanied by fever. Involve-
ment of the reticuloendothelial system in FMF is
hardly mentioned in the standard textbooks of
medicine.'2 However, splenomegaly has been reported
in as many as 57% of the cases in various series,3 and
lymphadenopathy, both peripheral and abdominal,
has been reported in 1 to 6%.4-9 The abdominal
lymphadenopathy was always found in the mesentery
during laparotomies for acute abdominal attacks of
FMF.4-6 There has been a single case of retro-
peritoneal lymphadenopathy, found at autopsy,
reported.6 We add here a second case of FMF with
retroperitoneal lymphadenopthy, revealed by
abdominal ultrasonography (US) and computerized
tomography (CT). Biopsy of the glands, at explor-
atory laparotomy, showed non-specific hyperplasia.
After an attack-free period of one year the enlarged
lymph glands disappeared.

Case report

A 25 year old male patient was admitted to our

department in 1986 for investigation of retro-
peritoneal space occupying lesions, revealed by
abdominal ultrasound performed for recurrent loin
pain. The urine sediment and intravenous urography
(IVU) were normal. FMF was diagnosed at the age of
15 years. He had recurrent typical abdominal attacks,
arthritis and pleuritis with fever. He took colchicine

intermittently, and continued to have attacks ofFMF.
His parents immigrated from Kurdistan and his sister
also had FMF. Physical examination was completely
normal. Erythrocyte sedimentation rate was 40 mm/
hour. His liver, kidney and thyroid function tests were
normal, as well as blood count, serum amylase, uric
acid, calcium, proteins and immunoglobulins. Alpha-
fetoprotein and beta-human chorionic gonadotropin
in serum were negative. Recurrent serology was

negative for the following pathogens: cytomega-
lovirus, Epstein-Barr virus, human immunodeficiency
virus, Chlamydia trachomatis, salmonella, brucella,
Treponema pallidum and Toxoplasma gondii. Tests for
antinuclear antibodies and rheumatoid factor were

negative. Tuberculin skin test (5 units) was negative.
Chest X-ray was normal. X-ray series of upper
gastrointestinal tract, small bowel and large bowel
with barium were negative. Rectal biopsy was negative
for amyloidosis. Bone marrow biopsy was normal.
Abdominal ultrasound done one month following the
first examination, revealed paraaortic hypoechoic
masses, 4 cm in diameter (Figure 1), at mid-abdominal
levels without change from the previous examination.
The liver, spleen, kidneys and pancreas were normal.
Abdominal CT confirmed a retroperitoneal mass of
low density consistent with enlarged paraaortic lymph
nodes. The patient underwent an exploratory
laparotomy, which revealed only enlarged paraaortic
lymph glands. Other abdominal organs were normal.
The liver and lymph glands were biopsied. Histo-
logical examination of the lymph glands showed
reactive hyperplasia with sinus histiocytosis. Cultures
for tuberculosis and fungi were negative. Liver biopsy
was normal. Congo-red staining of all preparations
was negative. The patient was discharged with an
advice for permanent treatment with colchicine and
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Figure 1 (a and b) Transverse ultrasound scan in
umbilical level shows enlarged retroperitoneal masses (N)
in vicinity of a vertebra (V), consistent with enlarged
lymph nodes. An arrow indicates the aorta.

for the last two years he has had no attacks of FMF.
Ultrasound examination six months after the
laparotomy still showed enlarged paraaortic lymph
glands but the last examination done after one year
showed a normal retroperitoneal space.

Discussion

Enlarged retroperitoneal, paraaortic lymph nodes are
not usually inflammatory in origin, but are frequently

due to neoplastic diseases. The neoplastic glands are
either lymphoreticular neoplasms (non-Hodgkin lym-
phoma most commonly) or a lymphatic spread from
primary tumours in the gastrointestinal tract, panc-
reas, genitalia, kidney, breast, lung, and malignant
melanoma or sarcoma ofthe lower extremities.10°' The
inflammatory retroperitoneal, paraaortic lymph
glands are secondary to either acute infections, such as
enteric fever, abdominal abscess, infection secondary
to viscus ulceration and/or perforation, or to chronic
infections, such as tuberculosis and fungus infection.'°
Other rarely encountered causes for enlarged paraaor-
tic, retroperitoneal lymph glands are syphilis,'2 cat-
scratch disease,13 infectious mononucleosis,'4 lym-
phogranuloma venereum,15 AIDS-related complex,16
Whipple's disease,'7 ankylosing spondylitis,'5 systemic
lupus erythematosus (SLE),'5 rheumatoid arthritis,'8
adult onset Still's disease,'9 polyarteritis nodosa,'5
sarcoidosis,14'5 pancreatitis20 and amyloidosis.21
Lymphadenopathy in patients with FMF has not

been paid much attention.2225 On the other hand
Eliakim et al.3 state that enlarged lymph nodes are
often seen on laparotomy in patients with FMF.
Searching the medical literature we found the follow-
ing information: Reimann et al.4 report one patient
with mesenteric lymphadenopathy out of 58 FMF
patients (1.7%). This patient was also one of a
subgroup of 7 patients who underwent abdominal
surgery and their pathological changes were
documented (14%). Siegal6 reports 3 patients with
lymphadenopathy out of 50 FMF patients (6%). The
first patient had mesenteric lymphadenopathy and he
was one of a subgroup of 11 patients who underwent
exploratory laparotomy (9%). The second patient had
transient hilar lymphadenopathy, revealed by chest
roentgenogram. The third patient had diffuse lympha-
denopathy on palpation, mesenteric nodes at
cholecystectomy, and preaortic nodes at autopsy.
Schwabe and Peters8 report a patient with prolonged
transient diffuse lymphadenopathy, with spleno-
megaly, arthritis and fever out of a series of 100 FMF
patients (1%). Armenian and Khachadurian7 report 7
patients with lymphadenitis out of 120 patients with
FMF (6%).
From the aforementioned data, it appears that: (1)

lymphadenopathy occurs in 1-6% of FMF patients;
(2) mesenteric lymphadenopathy can be found in
9-14% of FMF patients undergoing laparatomy
during an abdominal attack of FMF; (3) peripheral
and retroperitoneal lymphadenopathy rarely occurs in
FMF. We have found only one case report ofa patient
with FMF, in whom retroperitoneal lymph-
adenopathy was found at autopsy.6 Our patient is
therefore the first one to be diagnosed during life, by
means of abdominal ultrasound and CT.
The histological diagnosis in every case reported

was non-specific lymphoid hyperplasia.4'6'8 All biopsy
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and autopsy material was negative for amyloidosis.
Splenomegaly was found in some of the FMF patients
with lymphadenopathy.6'8 When lymphadenopathy is
marked, or associated with splenomegaly, malignant

lymphoma may have to be excluded by lymph node
biopsy. Such cases are described by us and by Schwabe
and Peters.8
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