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INTRODUCTION

Familial Mediterranean Fever (FMF) is an
autoinflammatory autosomal recessive disease which
is spread from the Mediterranean basin to some parts
of the South and Far East Asia.'"*l An association of
FMF with systemic vasculitides, particularly Henoch-
Schonlein purpura (HSP), polyarteritis nodosa (PAN),
and Behget disease has been reported worldwide.
Coexistence of leukocytoklastic vasculitis (LV) along
with ankylosing spondylitis (AS) is sporadic, while
most comorbidities are linked to IgA nephropathy or
HSP.[5] We report a FMF patient with long-standing
undiagnosed AS presented with LV on the lower limbs.

CASE REPORT

A 35-year-old Caucasian male diagnosed with FMF
in childhood was admitted to the hospital in 2010
with widespread cutaneous eruptions on the lower
limbs, which gradually intensified within the 5 days
prior to the admission. The patient also had swelling
and pain over his right wrist and left knee. He was
on regular colchicine treatment with 1.5 mg/day for
the last 17 years. No recent exposure to other drugs
was recorded. There were no symptoms of infectious
diseases such as fever, abdominal pain, and diarrhea
prior to the cutaneous disease. The main complaints
for the past 10 years were low back pain and morning
stiffness.

On physical examination there were macular, brown
cutaneous eruptions with confluence on both legs.
In addition to right wrist and left knee arthritis, the
patient had restricted painful spinal movements in all
directions, suggestive of AS with modified Schober
test of 3 cm.[! The rest of the physical examination was
unremarkable.

On laboratory examination, level of hemoglobin
was 9.3 g/dL (normal (N) -12-14 g/dL), consistent with
anemia of chronic disease. Erythrocyte sedimentation rate
(ESR) and C- reactive protein (CRP) were 59 mm/h (N -0-
20 mm/h) and 7.27 mg/dL (N —-0-0.8 mg/dL), respectively.
Sacroiliac joints radiography was compatible with
bilateral grade IV sacroiliitis [Figure 1a]. A skin biopsy
from the frontal aspect of tibia showed fibrin deposits,
nuclear debris, endothelial swelling and neutrophils
infiltrating capillary wall, suggestive of small-vessel
vasculitis [Figure 2]. Immune fluorescence staining
did not detect immune deposits. Serum IgA level was
elevated at 617 mg/dL (N —82-453 mg/dL). HLA-B27
antigen was positive. Antinuclear antibodies (ANA),
antineutrophil cytoplasmic antibody (ANCA), and
cryoglobulins were undetectable. Levels of complement
fractions and urine examination were within normal
limits. Biochemical profile, hepatitis B and C serology,
chest X-ray, and abdominal ultrasonography were also
unremarkable. Mutational genetic analysis of the MEFV
gene was consistent with compound heterozygote state
(R202Q/R726A).
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Figure 1: (a) Stage IV sacroiliitis. (b) Apophyseal joints involvement without
vertebral squaring and bamboo spine

Treatment with oral prednizolone (15 mg/day), sulfasalazine
(2 g/day), acemetacin (120 mg/day), and colchicine (1.5 mg/
day) was commenced. After 10 days of the treatment the
skin eruptions completely disappeared, arthritis and low
back pain substantially subsided.

Subsequently, dose of prednizolone was tapered and then
stopped. Other drugs were continued at lower doses.

DISCUSSION

FMF is a common autoinflammatory disease which is
presented with self-limited attacks of fever, peritonitis,
pleuritis, and arthritis.!! Most patients with FMF carry
the MEFV gene mutations, which are implicated in the
overexpression of interleukin (IL)-1.I Prolonged and
intensive systemic inflammation is believed to lead to
Henoch-Schonlein Purpura (HSP), polyarteritis nodosa
(PAN), and other vasculitides in FMF patients.! Coexistence
of FMF and AS is also frequently reported.”! Sacroiliitis with
apophyseal joint involvement without vertebral squaring and
bamboo-like spine characterize FMF-related seronegative
spondyloarthropathy (SNSA), while anterior radiologic
involvement of the spine tend to show concomitant presence
of AS with FMFE.®I Positivity for HLA-27 antigen contributes
to the severity of SNSA in FMFE.”! Apophyseal joints affection
without anterior vertebral column involvement in the current
case supports the primacy of FMF-related pathogenic
mechanisms opposed to that of AS [Figure 1b].

Combination of LV with AS and FMF in the current case
is quite unusual. A few previous cases linked AS with
IgA nephropathy or HSP.I'! Skin biopsy with fluorescent
staining show no immune deposits and urinalyses negative
for hematuria and proteinuria along with the absence of GI
symptoms rule out both IgA nephropathy and HSP in the
current case.
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Figure 2: Microscopy of skin lesions suggestive of leukocytoklastic vasculitis:
Fibrin deposits, nuclear debris, and neutrophils infiltrating capillary wall
(hematoxylin and eosin (H and E), 200)

Some drugs may induce drug-related LV.' In the current
case; however, there was no history of relevant drug exposure.
Nonpuriritic persistent rash without eosinophilia in blood
and pathology specimens also rule out drug-related LV.

There is a single report on combination of AS with LV
without systemic manifestations.'? Pathogenesis of LV in
AS has been linked to mucosal inflammation and increased
IgA in blood, which is common in active AS, and resultant
immune deposits in cutaneous vessels and kidneys.™* The
absence of IgA nephropathy, HSP, and immune deposits on
skin biopsy make FMF the most probable trigger of LV in
the current case.

The current patient was found to be compound heterozygote
for the MEFV gene mutations (R202Q/R726A) and positive
for HLA-B27, which could predispose to the development
of cutaneous vasculitis and severe SNSA, respectively. There
is a single report on cutaneous vasculitis with immune
complex nephritis in FMF.' Our case is the first to report on
cutaneous LV without immune deposits, most likely linked
to severe long-standing SNSA and the MEFV mutations.
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