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Abstract Previous studies have suggested that inflam-

matory bowel disease is particulary frequent and severe in

familial Mediterranean fever (FMF) families. An 8-month-

old boy was admitted to our hospital with chronic bloody

diarrhea, failure to thrive and high-grade fever. He was

diagnosed as Crohn’s disease (CD) based on clinical, lab-

oratory and histological findings and, corticosteroid ther-

apy was started. The patient did not respond to intensive

medical therapy including intravenous corticosteroid,

mesalazine, azathioprine, intravenous cyclosporine and

enteral feeding. MEFV gene mutation analysis revealed

homozygous M694V mutation. In addition to azathioprine

and cyclosporine therapy, with the diagnosis of FMF,

colchicine therapy was started and partial remission was

observed within 2 weeks. To the best of our knowledge,

this is the first report of association of CD and FMF in an

infant. In cases of CD resistant to medical therapy, possi-

bility of underlying FMF should be considered, especially

in countries where FMF is prevalent.
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Introduction

Inflammatory bowel disease (IBD) is rarely encountered in

infancy, and little is known about the presentation and

natural history of the disease during this period [1]. On the

other hand, previous studies have suggested that IBD is

particulary frequent and severe in familial Mediterranean

fever (FMF) families [2–5]. In this report, we present an

infantile Crohn’s disease (CD), refractory to medical

therapy with concomitant FMF, in which disease activity

was controlled after colchicine. To the best of our knowl-

edge, association of CD and FMF in an infant has never

been previously reported.

Case report

A 8-month-old boy was admitted with a 4-month history of

chronic bloody diarrhea, failure to thrive and high-grade

fever. Parental consanguinity was present. His weight and

height were less than 3%. Physical examination revealed

paleness, weakness and high-grade fever (39�C). Labora-

tory investigations displayed hypoalbuminemia [2.8 g/dl,

normal range (NR) 3.4–4.8 g/l], anemia (hemoglobulin

7.6 g/dl), leukocytosis (25,000/mm3), thrombocytosis

(830,000% mm3), elevated erythrocyte sedimentation rate

(87 mm/h, NR\20 mm/h) and C-reactive protein (21 mg/dl,

NR 0–0.5 mg/dl). Stool examination showed abundant

fecal leukocytes and 10–15 red blood cells. Immunological

tests including absolute lymphocyte count, immuno-

globulins (immunoglobulin G, A, M, E and G subtype),
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lymphocyte subsets, lymphocyte proliferation response,

isohemagglutinins and antibody testing to vaccines were

normal. Infections (bacteria, virus, parasites) and allergic

colitis were excluded by the clinical characteristics and

laboratory investigations. Colonoscopy demonstrated

severe pancolitis and ileitis (Fig. 1). Colonic biopsy spec-

imen showed focally ulcerated mucosa showing diffuse

active colitis with no crypt distortion and/or crypt absces-

ses (Fig. 2). These findings, though not specific, supported

a diagnosis of CD rather than ulcerative colitis under rel-

evant clinical presentation. Staining for amyloid was neg-

ative in biopsy specimens. Upper gastrointestinal

endoscopic examination and small-bowel barium follow

through were normal. Corticosteroid (2 mg/kg/day) ther-

apy was initiated. The patient did not respond to medical

therapy and other alternative drugs including intravenous

corticosteroid, mesalazine, azathioprine, intravenous

cyclosporine and enteral feeding were given sequentially.

The patient’s response was poor to all these agents. Based

on reports of possible modifying effect of MEFV gene

mutations in infantile IBD, mutation of MEFV gene was

screened, and homozygous M694V mutation was detected.

Colchicine was added to the therapy regimen while he was

receiving azathioprine for 9 weeks and cyclosporine for

3 months. After 2 weeks, partial remission was observed in

clinical and laboratory findings and, cyclosporine was

stopped during the last 18 months, he put on weight, had

no fever and, inflammatory markers and albumin levels

returned to normal levels with azathioprine and colchicine

therapy.

Discussion

Although the pathogenesis of CD is still unclear, environ-

mental, immune and genetic factors play important role.

Recently mutations of the NOD2/CARD15 gene were

identified as genetic markers for CD [6]. NOD2/CARD15

gene products participate in the innate immune system,

which regulate the immediate response to microbial

pathogens [7]. It is suggested that the defect in innate

immunity may secondarily trigger an aberrant T cell

inflammatory response, leading to abnormal cytokine pro-

duction, deregulated nuclear factor jb (NF-jb) activation,

and tissue damage [8].

FMF is an autosomal recessively inherited disease,

clinically characterized by recurrent bouts of fever and

polyserositis. The gene responsible for FMF, MEFV

encodes pyrin, which is implicated in the homeostatic

control of inflammation through leukocyte apoptosis,

interleukin-1b, and NF-jb) pathway activation [9].

A mutated pyrin is associated with loss of the control of

inflammatory pathways, probably via apoptosis resulting a

prolonged or augmented inflammation that predisposes the

patients and carriers of MEFV mutation to have a proin-

flammatory state [9].

Interestingly, FMF gene (MEFV) and CD susceptibility

gene NOD2/CARD15 are both located on chromosome 16.

Moreover, functional similarities between CD susceptibil-

ity gene NOD2/CARD15 and FMF gene (MEFV) have

been described, both belong to the same super family of

death domain proteins, which play a key role in regulation

of apoptosis, cytokine processing and inflammation [10].
Fig. 1 Colonoscopy revealed diffuse mucosal edema, erythema,

friability of the mucosa and aphthous ulcers

Fig. 2 Ulcerated colonic mucosa (H&E 9100)
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Mutations in pyrin was reported to predispose the patients

for developing other inflammatory conditions like vascu-

litis, acute rheumatic fever and IBD [2, 5, 11–13]. CD and

FMF share common clinical and biological features, such

as periodicity and relapse of clinical features, abdominal

inflammation, arthritis and abnormal regulation of apop-

tosis. Although, role of MEFV mutations as major modi-

fiers in CD is controversial [14], several investigators

reported that CD is more prevalent in FMF than in general

population [2–5]. Moreover, it was shown that FMF

patients with CD have more frequent attacks and are more

often complicated by amyloidosis [3.]. It was also reported

that carriage of MEFV mutations may have an impact on

the clinical manifestations of CD [4]. Extraintestinal and

stricturing disease pattern of CD was found to be more

prevalent among the carriers of MEFV mutations [4].

Recently, Sari et al. [15] reported three severe infantile

ulcerative colitis patients who were found to have MEFV

mutations and who were unresponsive to classical medical

therapy. They could control the disease activity after col-

chicine treatment and suggested that MEFV mutations

might influence the response of the patients with ulcerative

colitis. The association of FMF and refractory CD in

children has not described previously. CD was severe and

intractable in our patient. His clinical and laboratory find-

ings persisted despite intensive medical therapy. In a few

days after initiation of colchicine, his clinical and labora-

tory findings resolved. Delayed onset of action of azathi-

oprine may have a role, but to our observation, disease

activity was dramatically controlled following initiation of

colchicine therapy. We suggest that mutations of the genes

associated with inflammatory disorders might have modi-

fying effect on each other. Therefore, we speculate that

association of CD and FMF in our patient might result with

an intensified and prolonged inflammatory response, and

colchicine helped to control the inflammatory activity. So,

this case suggests a possible beneficial role of colchicine in

combined FMF and IBD. Prospective, larger studies are

required to evaluate this effect.

In conclusion, we emphasize that clinician should be

aware of the possibility of FMF in patients with refractory

CD especially in countries where FMF is prevalent.
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