JOURNAL OF CASE REPORTS 2015;5(1):263-268

Role of Infliximah in Pediatric Fistulizing Crohn’s Disease
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Abstract:

Background: Crohn'’s disease, a chronic inflammatory bowel disease (IBD) that was once considered rare in
the pediatric population, is currently recognized as one of the most important chronic diseases that affects
children and adolescents. Extra-intestinal manifestations rarely can precede IBD leading to a late diagnosis.
Case Report: This is a case report of a 13 year old boy admitted for draining abdominal fistulae. The
patient refers a six year history of musculoskeletal manifestations with low back pain, recurrent fever and
limping. Six months ago he underwent surgery for pelvic abscesses. After surgery he was referred to our
service for draining an abdominal fistula. We performed a colonoscopy which shows images and histology
compatible with Crohn’s disease. We decided to treat the patient with infliximab, 5 mg per kilogram of
body weight administered intravenously at weeks O, 2, and 6. After the second dose of infliximab we
noticed the complete closure of the fistula. Conclusion: Infliximab is a good treatment alternative in patients
with Crohn’s disease preceded by musculoskeletal manifestations and complicated by abdominal fistula.
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Introduction

Joint involvement is the most common extra-intestinal
manifestation in children with inflammatory bowel
disease (IBD) and may involve 16%-33% of
patients at diagnosis or during follow-up [1]. In a
large cohort of pediatric IBD patients 6% had at
least one extra-intestinal manifestations before
diagnosis of IBD [2]. Crohn’s disease is characterized
by chronic transmural inflammation of the bowel
and is associated with serious complications, such
as bowel strictures, abscesses, fistula formation,
and perforation. The primary goals of the clinician
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in the treatment of fistulizing CD include defining
the anatomy of the fistula, draining any associated
infectious material, attempting to eradicate the
fistulous tract through medical or surgical therapies,
and preventing recurrence of fistulas. Medical
therapies include aminosalicylates, corticosteroids,
immunosuppressants, and biologic agents [3]. As a
biologic agent, infliximab, a monoclonal antibody
to tumor necrosis factor (TNF), is confirmed for its
effectiveness in extra-intestinal manifestations of
CD [4]. IFX is also indicated for refractory luminal
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and fistulizing Crohn’s disease that does not respond
to other medical therapies or surgery [5,6].

Case Report

A 13-year-old boy was admitted at service of
Pediatric Gastroenterology for draining abdominal
fistulae. The history of the disease started at the
age of 5 years with low back pain and limping,
which improved after one month of conservative
treatment. A year later the child was hospitalized
with fever and pain in the left thigh. Suspecting
osteomyelitis he was treated for more than 10 days
with antibiotics. The child presented with recurrent
episodes of fever and arthropathy, at least three
episodes during the year. A year ago he was
consulted by our rheumatologist because of his
sacro-iliitis diagnosed on MRI. At the rheumatologic
department he tested negative for HLA B27 and
rheumatoid factor. Subsequently, he was treated
with a short course of cortisone but without any
improvement. He had been diagnosed 6 months
before coming to our department with pelvic

Fig.1: Abscess of left psoas muscle visualized by
ultrasonography.
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abscesses [Fig.1,2]. He was referred to surgery
for abscess removal in the context of osteomyelitis.
After intervention, surgeons set a catheter to drain
in left lower quadrant of abdomen. After the
removal of catheter this percutaneous fistula has
leaked continuously. Magnetic resonance imaging
of pelvis showed multiple abscesses involving ilio-
psoas muscle draining with a fistulous tract in cutis,
in inguinal sinister region. Abscesses penetrated
into left iliac crest associated with inflammation of
gluteus minimus muscle.

At physical examination, he looked pale but
in good humor. He was chronically malnourished
with weight of 39 kg (<2 SD) and height of 152
cm (<1.5 SD). Cardiac auscultation showed no
alterations, lung auscultation was also uneventful.
He presented an abdominal tenderness in the left
lower quadrant where a percutaneous fistula was
visualized [Fig.3].

Laboratory tests showed elevation of
inflammatory markers. We found PCR= 38mg/L
and a high level of calprotectine. Stool culture and
parasitological examination were both negative.
The rest of analyzes was normal. However,
upper and lower digestive endoscopy showed
images compatible with Crohn disease [Fig.4].
Histopathological images from stomach, terminal
ileum and colon showed topics of Crohn disease

[Fig.5]. First image with biopsy from gastric mucosa

Fig.2: MRI which show multiple pelvic abscesses.
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Fig.3: Closure of fistulae after the second dose
of infliximab.

Fig.5: First image shows biopsy taken in stomach
and in the second image you may see biopsy
taken in colon.

was suggestive of focally enhanced gastritis showing
active and chronic inflammation with associated
granulomas. Second image with biopsy from colon
mucosa, revealed that each of the fragments has a
different degrees of chronic inflammation.

The approach to the patient was discussed
in a multidisciplinary meeting and it was decided
to start biological therapy. Screening tests were
performed before starting infliximab. We decided
to start the treatment with infliximab (induction
with 5 mg/kg at weeks 0, 2 , 6 and maintenance
every 8 weeks). Surprisingly after the second dose
of infliximab, complete closure of fistulae was
observed. PCR was normalized and the boy has
gained weight within a month. Actually we are in
treatment with infliximab 5 mg/kg body weight
every 8 weeks.
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Fig.4: Longitudinal ulcers of colon consistent with
Crohn’s disease.

Discussion

Extra-intestinal manifestations in pediatric patients
with inflammatory bowel disease (IBD) are very
common and are often underestimated, despite
provoking a significant impairment in quality of life
of patients. Patients with IBD may present with extra-
intestinal manifestations (EIMs) of disease before
or after diagnosis of IBD. In a cohort study from a
large multicenter pediatric IBD registry, EIMs were
reported in 6% before diagnosis of IBD, accounting
for 25% of the total first EIMs reported by the end
of the study follow-up period. EIMs before diagnosis
of IBD were found more frequently in children who
were older than 5 years at diagnosis.

Joint involvement is the most common
extraintestinal manifestation in  children with
inflammatory bowel disease (IBD). Evidence
indicates that a dysregulation of mucosal immunity
in the gut of IBD causes an overproduction of
inflammatory cytokines into the bowel, thus leading
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to an uncontrolled intestinal inflammation with
joint involvement. Seronegative sacroiliitis and
spondyloarthropathy (SpA) are the most frequent
forms of arthropathy in children with IBD. In
pediatric patients, a correct therapeutic approach
relies on the use of nonsteroidal antiinflammatory
drugs, local steroid injections, physiotherapy and
anti-tumor necrosis factor therapy (infliximab).
Early diagnosis of these manifestations reduces the
risk of progression and complications, and as well
as increasing the efficacy of the therapy. In patients
with IBD, the diagnosis of arthritis is essentially
clinical and radiological, since magnetic resonance
imaging (MRI) has become commonly used in clinical
practice, it is possible to recognize early forms of
articular manifestations [7].

Stawarsky et al. [8] carried out an
epidemiological study on pediatric IBD patients
that confirmed IBD-associated arthropathy in 7%-
25% of patients. Subclinical intestinal inflammation
in patients with SpA is frequent in pediatric
populations, and a long-term follow-up may be
needed to determine if indeterminate colitis and
intestinal nodular lymphatic hyperplasia can be
considered as early forms of IBD. Moreover,
we can use certain leukocyte proteins, such as
lactoferrin and calprotectin, as markers of the
presence of leukocytes in stools, to assess intestinal
inflammation. Other non-invasive methods of
screening  patients  presenting  arthropathies
where intestinal involvement is suspected, include
abdominal ultrasound to visualize bowel wall
thickness and capsule endoscopy of the small
intestine to detect intestinal inflammation before
performing endoscopic evaluation [10]. HLA-B27
confers an additional risk for inflammatory low
back pain in patients with IBD [11]. An association
between genetic background and human leukocyte
antigen-B27 status is less common in pediatric than
adult populations. This fact showed why our patient
resulted negative for this antigen although he has an
extraintestinal manifestation of Crohn disease such
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as sacroiliitis. But the frequency of HLA B27 in the
IBD population is generally not higher compared
with the general population. IFX has been effective
in inducing and maintaining endoscopic and clinical
remission in pediatric CD [12]. Brandt et al. [13]
reported beneficial effects of IFX on axial and
peripheral symptoms in patients with CD and
Kaufman et al. confirmed the efficacy of IFX in EIMs
of CD. Ellman et al. [14] described four patients
with CD arthritis where IFX has induced clinical
improvement with reduced need for corticosteroids.
Generini et al. [15] have proposed a therapeutic
flowchart in SpA associated with CD, with the use of
IFX at a dose of 5 mg/kg. A maintenance schedule
provided infusions every 5-8 weeks, and results
showed clinical remission in both intestinal and
articular diseases for 12-18 mo. IFX appears to be
the drug of choice for treating both pathologies.
Braun et al. [16], in a multicenter randomized trial,
demonstrated the persistent clinical efficacy and
safety of anti-TNF therapy with IFX (5 mg/kg) in
patients with AS over 5 years of almost continuous
treatment, with low rates of drug-related adverse
events.

Fistulas are a frequent and serious
complication of Crohn’s disease [17]. Fistulizing
Crohn’s disease is a heterogeneous disease,
ranging from simple perianal fistulas to complex
enterovaginal and enterocolic fistulas. The effect
of this drug in fistulizing Crohn’s disease has also
been evaluated [18]. In a placebo-controlled
trial to evaluate the healing of fistulas in Crohn’s
disease [ACCENT Il (A Crohn’s disease Clinical trial
Evaluating infliximab in a New long-term Treatment
regimen)] [19], infliximab was shown to be highly
effective. There was a high response rate, with 68%
of patients receiving infliximab 5 mg/kg at weeks
0, 2 and 6 showing a reduction of the fistula by
more than 50%, and 55% of patients presenting
with the closure of all fistulas. All of the patients
included in this study had external fistulas, almost
all perianal.

Journal of Case Reports



Our patient was treated with infliximab
for the confirmed effectiveness of this treatment in
randomized studies in patients with extra-intestinal
manifestations of CD and to avoid a second surgery
in this very young patient.

Conclusion

IBD disease in children may be preceded by
extraintestinal manifestations, therefore is very
important to draw the attention of pediatricians to
suspect IBD in cases of children with a long history
of articular manifestations that do not respond
to standard therapy, moreover when they see
complications such as abscesses and fistula formation.
Infliximab is a good treatment alternative in patients
with Crohn’s disease preceded by musculoskeletal
manifestations and complicated by abdominal
draining fistula because it gives them chance for
long remission and improvement of quality of life.
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