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Acute Infusion Reaction to Infliximab in a Case
of Crohn's Disease with Recto-Scrotal Fistula
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Crohn disease is an inflammatory bowel disease that involves any region of the alimentary tract from the mouth to the anus and it is transmu-
ral. Children with early onset are more likely to have colonic involvement. Infliximab constitutes today one of major therapeutic approaches in

severe and fistulising cases of Crohn disease.

We present the case of a 16 year-old boy who was admitted to our department presenting recto-scrotal fistula, fever, tenesmus, red-bloody
stools, pain during and after defecation. In order to induce remission of the disease, we administrated Infliximab. The initial response to therapy
was good, but he developed an acute infusion reaction during the administration of the 3 dose, which forced us to quit this therapy.
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Introduction

Inflammatory bowel disease includes two distinctive dis-
orders (Crohn’s disease and ulcerative colitis) of idiopathic
chronic intestinal inflammation, characterized by unpre-
dictable exacerbations and remissions. Crohn's disease in-
volves any region of the alimentary tract from the mouth
to the anus and it is transmural. Children with early onset
are more likely to have colonic involvement [1]. Its evolu-
tion may be local or with systemic, sometimes severe com-
plications. The occurence of fistulas represents one of the
more dangerous local complications, because of therapeu-
tic difficulties [2].

Infliximab represents today one of the major therapeu-
tic approaches in severe and fistulising cases of Crohn's
disease [3,4]. It is a chimerical monoclonal antibody (75%
human and 25% mouse) directed against tumoral necro-
sis factor alpha (TNF-a), a cytokine with important role
in the inflammatory activity of the disease [3]. The use of
Infliximab is associated with a significant reduction of in-
testinal inflammation and a favorable clinical response [2].

Case presentation

We present the case of a 16 year-old boy, from urban envi-
ronment, with a particular onset and evolution of Crohn’s
disease.

In 2006 the patient discovered the presence of a small
perianal formation, following an acute episode of enter-
ocolitis with bloody stools. During the next 10 months
several other similar formations appeared and the patient
lossed 3 kg, with no diarrhea or bloody stools. Surgical
and dermatological examination led to the diagnosis of
perianal condylomatosis and surgical excision was per-
formed. Three weeks later the patient had diarrhea, red
bloody stools, severe abdominal pain and fever (39°C).
Local examination showed perianal lesions after electro-
caute-risation, and a bleeding ulcer at 3 o’clock, without
local inflammation. Histological examination of the re-
sected fragment revealed anal mucosa with extensive ul-
ceration (the base of ulceration consisted of granulation

tissue with a rich vessel network, lympho-plasmocytic in-
filtrate); chronic inflammatory infiltrate with gigantic cells
and lymphocytic aggregates were also present, findings that
were suggestive for Crohn's disease. He was advised to refer
to the Pediatric Gastroenterology department of the Cluj
Napoca Children's Hospital. There the investigations es-
tablished the diagnosis of Crohn’s disease with duodenal
and ileo-colic involvement. He was prescribed a specific
treatment with Prednisone (2 mg/kg/day), Mesalazine [Sa-
lofalk] 2 g/day, as well as antibiotic and antifungal therapy.
With this therapy the evolution was favorable with weight
gain, normalized acute phase reactants and macroscopic as-
pect of colic mucosa, and improved endoscopic appearance
of eso-gastro-duodenal lesions. The treatment was conti-
nued with Mesalazine, the Prednisone dose was reduced
(to 0.5 mg/kg/day). In July 2007 Azathioprine [Imuran]
(75 mg/day) was associated. No digestive symptoms were
present, but cortisone's side effects started to appear (full
moon face, acne, hypertrichosis). Until December 2007
the amount of Prednisone was reduced to 10 mg/day. It
was then when the symptoms rebounded with pain during
defecation, anal ulceration. Diarrhea and red bloody stools
with blood drops after defecation also reappeared. Fever
(over 39°C), painful scrotum, tumefaction were present
too. The diagnosis of scrotal abscess was established and
surgical drainage was performed. Culture from scrotum
exudate showed Proteus mirabilis. The patient received an-
tibiotic therapy according to the antibiogram, but an other
surgical drainage was necessary.

The patient was admitted at the end of January 2009
to First Pediatric Clinic Timisoara, for fever, tenesmus,
bloody stools, pain during and after defecation, and ongo-
ing fistula.

Physical examination revealed a poor general condi-
tion, short stature (1.55 m — 5 percentile), height velocity
less than 3" percentile (3 cm/year) and small weight (39
kg) with a BMI less than the 5* percentile (16.23 kg/m?).
Data were pertained to 2007 WHO growth standards.

Auscultation detected a systolic heart murmur. Exa-mi-
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Fig. 1.

Aspect of fistula

nation of the anal region found a 2 cm large fistula, located
in the lateral right position of the anus (at 11 o’clock) with
thickened clear-cut edges, painful at palpation (Figure 1.)
Anoscopy allowed visualization of a linear anal ulceration
with ano-scrotal fistula and inflamed mucosa around the
ulceration.

Blood sample analysis revealed a discrete increase in the
number of leukocytes (12.240 WBC/mm?), neutrophilia
(72.4%), inflammation (erythrocytes sedimentation rates
[ESR] 60 mm/h, C-reactive protein [CRP] 75.75 mg/l
and normal fibrinogen). All other analyses were normal.
Abdominal ultrasound showed thickening of the intestinal
wall. Immunological markers such as anti-neutrophil cy-
toplasmic antibodies (ANCA), anti-saccharomyces cerevi-
siae antibody (ASCA), antibodies to tissue transglutami-
nase (ATA or anti-tTG) and anti-streptolysin O antibody
(ASLO) were all negative. Gastroscopy revealed a normal
esophagus and stomach, but some small (1-2 mm) super-
ficial ulceration around the ampulla of Vater was observed.

Colonoscopy showed linear anal ulcers with ano-scrotal
fistula and inflamed mucosa around the ulcerations; the
sigmoid mucosa was pale. The rest of colon was normal.

Computer tomography (CT) scan of the abdomen
(performed in January 2009) was normal — no intra-ab-
dominal collection, abscess or inflammatory lymph nodes.

Cardiological ultrasound for the systolic murmur
showed a ventricular septal defect.

Radiography of the pelvis showed grade 1 sacroiliitis.
(based on New York grading criteria).

We established the diagnoses of: Crohn’s disease with
recto-scrotal fistula, ventricular septal defect and severe
growth failure.

The Pediatric Crohn Disease Activity Index (PCDAI)
calculated in January 2009 counted 60 points (normal
value <15) (Figure 2.)

We intended to induce remission and decided to ad-
minister Infliximab, which has been approved for the
initial treatment and subsequent maintenance therapy in
adults with Crohn’s disease, but it is also commonly used
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in children. Uncontrolled studies suggest marked symptom
improvement in 50-70% of patients. It is initially admin-
istered in three infusions over a six-week period (at 0, 2,
and 6 weeks) [1]. Maintenance therapy is usually necessary
and it is administered as 5 to 10 mg/kg/dose every 8 weeks.

We managed to administer only two doses. Two mi-
nutes after the 3" infusion was started, the patient pre-
sented generalized cutaneous rush, dyspnea and vertigo.
The infusion was immediately.

Four weeks after we started Infliximab therapy PCDAI
was significantly reduced (27.5 points) and after 8 weeks it
was still decreased (22.5 points), although the third dose of
Infliximab wasn't administered (Figure 3).

After quitting Infliximab, we continued the treatment
with Azathioprine [Imuran] (75 mg/day). Antibiotic the-
rapy was also continued, as well as gastric acid proton
pump inhibitor.

Results

Due to an acute infusion reaction we had to stop the ad-
ministration of Infliximab. More infusions would have
been necessary to close the fistula. With two Infliximab
infusions PCDAI decreased based on the general function,
there was no abdominal pain or fistula drainage, the pa-
tient presented normal stools, reduced ESR and a slight
weight gain.
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Fig. 3. PCDAI score after Infliximab infusions

Soon after quitting Infliximab the first relapse occurred
and we were forced to reintroduce Prednisone in May
2009. Other relapses occurred in July and August 2009.
For blood sample analysis and PCDAI in evolution see
Figures 3—6.

Discussions

Among children with Crohn’s disease, the initial presen-
tation most commonly involves the ileum and the colon
(ileo-colitis) [1], the disease having a predilection for the
distal small bowel and proximal colon. Perianal disease is
another common presentation for 20-80% of cases, de-
pending on the inclusion criteria, the quality of the exa-
mination and the degree of specialization of the clinic [4].
Children may present with growth failure as the only man-
ifestation of Crohn’s disease and that may precede other
symptoms by 1-2 years. Our patient was diagnosed with
Crohn’s disease after perianal lesions appeared and he also
had growth failure at that moment.

Acute infectious enteropathies are the most common
diagnoses to be distinguished from Crohn’s disease. The
patient had two such events (diarrhea, bloody stools and
abdominal pain) which might have been the first mani-
festation of his Crohn’s disease, but at that moment it was
considered acute colitis.
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Typically, therapy for pediatric Crohn’s disease is ad-
ministered in a step-up approach [5]. More recently, adult
data have supported the use of biological therapy earlier
in the course of the disease (a "step-down" approach) as
a more effective treatment method [6]. It is essential to
consider the adverse consequences of therapy, particularly
with regard to any durable consequences of short-term
treatment and adverse effects of maintenance therapy [4].

In a prospective, open-label trial, Kugathasan S et al.
intended to determine whether Infliximab treatment
would be of benefit for pediatric patients with medically
refractory Crohn's disease. 94% of the patients improved
after Infliximab infusion, with a significant decrease of
both PCDAI and daily steroid use by 4 weeks, and 67%
achieved complete remission by 10 weeks. The authors
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also assessed the duration of response: 50% of the children
with early disease maintained clinical response through the
12-month trial period without late disease.

There are several acute reactions described in literature:
anaphylactic and anaphylactoid reactions, serum sickness-like
reactions or antibody to Infliximab (ATT). In most patients
these antibodies develop soon after the initiation of treat-
ment [7]. ATT are especially associated with mild to moderate
infusion reactions, not with the severe reactions [8]. ATT have
been demonstrated in 7-61% of patients [9,10].

Typical symptoms of serum sickness are rash, fever, and
polyarthralgias or polyarthritis. These symptoms begin 1-2
weeks after the first exposure to the responsible agent and
resolve within a few weeks after discontinuation. A delayed
infusion reaction to Infliximab clinically imitates serum
sickness [11,12].

An anaphylactic reaction is defined as an acute systemic
reaction caused by the massive release of histamine and
other cytokines from mast cells, mediated by IgE [13].
Bronchospasms and urticaria are typical symptoms of an
IgE-mediated anaphylactic reaction, or type I hypersen-
sitivity reaction [14]. Similarly to anaphylactic reactions,
anaphylactoid reactions are serious and potentially life
threatening [13].

The most difficult question is whether treatment with
Infliximab can be continued. We decided to stop further
infusions. Possibilities for prevention of infusion reactions
are premedication, desensitization, immunosuppressants,
adjustment of schedule and dosage or switching to an other
biologic therapy [15].

Premedication is often routinely given before infusions,
consisting of Paracetamol, antihistamines and/or corticos-
teroids, to prevent the occurrence of infusion reactions
[15]. We administrated Levocetirizinum [Xyzal] and Par-
acetamolum before each Infliximab infusion. Should have
we given corticosteroids too? However, solid evidence that
prophylactic medication can prevent infusion reactions is
lacking [15]. For betamethasone there was no significant
difference compared to placebo. And for intravenous hy-
drocortisone there was a lower percentage of infusion reac-
tions (24% vs. 15% for placebo), but these results were
also not significant [16].

In a retrospective cohort study with 28 children with
Crohn disease Candon et al. [17] showed that with a loa-
ding schedule (weeks 0, 2 and 6) ATT were formed in 16%
vs. 78% when only one initial infusion was administrated.
Similar conclusions were reached by Farelll [16] and Ku-
gathasan [12].

Switching from Infliximab to Adalimumab without
complication has been described after the occurrence of
an infusion reaction [10,18]. Adalimumab could be a solu-
tion for our patient.

Conclusions
The case we presented is particular by the appearance of
skin lesions and fistula in the early stages of the disease.

Perianal condylomatosis can be the initial appearance of
Crohn's disease.

Conventional therapy could not fully control the di-
sease. We had a good response to biologic agents (Inflixi-
mab), but the appearance of side effects limited its use and
relapse occurred soon after the discontinuation of treat-
ment. We also had a poor compliance to treatment proto-
cols. Surgical therapy for fistula closing was refused several
times by surgeons because of the high risk of recurrence.

Adalimumab would be necessary for this patient to
close the fistula with biological therapy. Several studies in
Europe and USA prove Adalimumab’s efficacity in chil-
dren, but in Romania this biologic agent is not approved
for pediatric use, narrowing future therapeutic possibilities
for this patient.
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