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ABSTRACT

Familial Mediterranean fever (FMF) is a hereditary disorder that presents with recurrent fever, rash, and polyserosal inflammation.
The nonspecific symptoms of FMF allow it to mimic a large variety of diseases including metastatic Crohn’s disease (MCD). MCD is
a rare extraintestinal manifestation of Crohn’s disease characterized by the presence of cutaneous noncaseating granulomas that
are noncontiguous within the gastrointestinal tract. We describe a patient who had a delay in diagnosis of FMF as her clinical
presentation mimicked MCD.
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INTRODUCTION

Familial Mediterranean fever (FMF) is an inherited disease due to an autosomal recessive mutation in the Mediterranean Fever
(MEFV) gene found most commonly in patients of Mediterranean descent.' This mutation leads to dysregulation of the innate
immune response causing periodic fever, rash, abdominal pain, peritonitis, pleuritis, and monoarthritis.>* The nonspecific nature of
these symptoms allows FMF to imitate metastatic Crohn’s disease (MCD) as both diseases can have integumentary and gastroin-
testinal system involvement. However, the cutaneous lesions seen in MCD histologically reveal noncaseating granulomas while FMF
has erysipelas-like erythema with histology revealing lymphocytic and neutrophilic infiltration.**> We report a case of FMF with
clinical symptoms and histologic findings that closely resemble MCD.

CASE REPORT

A 28-year-old White woman presented to the dermatology clinic 13 years ago with symptoms of recurrent episodes of facial
erythema, labial edema, oral ulcers, abdominal pain, and fevers. She was evaluated by gynecology for labial erythema/edema and
associated fevers and symptoms were originally attributed to recurrent soft-tissue skin infections. Oral mucosa biopsy revealed
noncaseating granulomatous infiltrates within the dermis composed of lymphocytes, histiocytes, giant cells, plasma cells, and
neutrophils. Colonoscopy showed no evidence of gastrointestinal involvement; however, the patient was started on adalimumab for
presumed MCD solely based on skin biopsies, elevated C-reactive protein (11.7 mg/L), and her clinical symptoms of oral ulcers and
abdominal pain. Following the initiation of adalimumab, she reported mild improvement in her symptoms with initial reduction of
vulvar erythema and edema, but continued oral ulcers.

However, after being on adalimumab for 5 years, she was referred to a gastroenterology clinic for worsening flare-ups of her
symptoms. Detailed history revealed episodic abdominal pain lasting 1-3 days accompanied by fever up to 104 °F, nausea, vomiting,
non-bloody diarrhea, intermittent abdominal distension, labial swelling, facial rash, and oral ulcers. Skin examination showed
erythematous nodules in the buccal mucosa and an erythematous indurated plaque along the left cheek (Figure 1). Given she had 5
unremarkable colonoscopies and 2 esophagogastroduodenoscopies, a normal computed tomography enterography, and a negative
inflammatory bowel disease gene panel, her diagnosis of MCD was questioned.
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Figure 1. Erythematous indurated plaque along the left cheek.

Retrospective review of symptomatology raised suspicion of
FMEF. The patient revealed her ancestors originated from the
Mediterranean region but denied any family history of FMF.
Extensive genetic testing revealed a mutation in the MEFV
gene. She was empirically treated with colchicine 1.2 mg daily,
which dramatically improved her symptoms after 1 month of
therapy. She was ultimately diagnosed with FMF as she satisfied
Tel-Hashomer criteria (recurrent febrile episodes, erysipelas-
like erythema, and response to colchicine).

Her quality of life improved as she continued to be symptom-free
on a maintenance dose of colchicine. She follows with rheuma-
tology, gastroenterology, and dermatology on a regular basis.

DISCUSSION

Diagnosis of FMF is based on symptomatology, a positive re-
sponse to colchicine treatment, and genetic testing. Diagnostic
criteria such as Tel-Hashomer can also aid in making the di-
agnosis.® Despite having these criteria, the diagnosis of FMF is
sometimes difficult in patients with atypical symptoms. Our
patient had episodic fever associated with abdominal pain and
skin rash that was originally diagnosed with MCD. However,
she was minimally responsive to adalimumab and had nu-
merous negative endoscopic evaluations, causing the diagnosis
of MCD to be questioned despite the skin biopsy results being
consistent with MCD.

Comprehensive knowledge about FMF and MCD can allow
one to differentiate the 2 diseases when one imitates the other.
FMF has the highest prevalence among people of Turkish,
Armenian, North African, Jewish, and Arabic descent, and 90%
of patients typically experience their first attack before age 20.”*
FMF flares are characterized by episodic fever, abdominal pain,
skin involvement, and joint pain and are generally self-limited,
lasting 1-3 days, and vary in severity and symptomatology.®
The most common symptoms are fever, abdominal pain (90%),
arthralgias (75%), and skin involvement (45%).””"" MCD is
defined as cutaneous lesion in areas noncontinuous with the
gastrointestinal tract that can present during, after, and rarely
proceeding the Crohn’s disease (CD).> Since MCD is a mani-
festation of CD, it can still present with abdominal pain (seen
in approximately 33% of patients) and arthritis, which are
symptoms that are seen in primary CD.>"?

FMF may be easily mistaken for CD, especially in non-
Mediterranean individuals who have a low risk of FMF since
both have skin and gastrointestinal involvement."”” For in-
stance, Asakura et al reported a case of FMF with gastroin-
testinal lesions mimicking CD."* They found multiple linear
erosions in the stomach and longitudinal ulcers in the terminal
ileum; however, the patient had no cutaneous manifestations.
Arasawa et al also reported a FMF case with similar gastro-
intestinal biopsy findings.'® In contrast to these patients, our
patient represents the only case reported where a cutaneous
manifestation of FMF mimics MCD.

The typical skin eruptions usually differ between the 2 dis-
eases. FMF can have various cutaneous features which include
an erysipelas-like skin eruption that occurs in 12%-40% of
patients as well as urticaria, diffuse erythema, maculopapular
eruption, and subcutaneous nodules.*'* Skin biopsy of these
lesions may show heavy neutrophil infiltrates.'® By contrast,
skin involvement in MCD typically appears as cutaneous
ulcerations and plaques, and these skin lesions usually occurs
on skin folds and legs.” Biopsy typically shows inflammatory
infiltrate consisting of noncaseating sarcoid-type granulo-
mas.” In our patient presenting with an erythematous plaque,
MCD was suspected initially due to an atypical FMF rash that
closely resembled MCD both histologically and clinically.
Our patient’s skin biopsy revealed noncaseating granulomas
consistent with MCD and represents a novel presentation
of FMF.

MCD may be considered in the differential diagnosis of
ayoung patient presenting with abdominal pain and skin rash
showing noncaseating granulomas. However, FMF should be
included on the differential, and therefore, it is important to
obtain a detailed history when evaluating such patients. An
alternative diagnosis should be considered in patients who are
being treated for MCD and are found to be refractory to
biological therapy particularly when there is a lack of gas-
trointestinal pathology typically seen in Crohn’s disease on
endoscopies and biopsies.
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