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Management of unclassified inflammatory bowel disease
in children requires an individualized approach
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Abstract Inflammatory bowel disease-unclassified
(IBDU) is characterized by chronic colitis without specific
features of ulcerative colitis or Crohn’s disease, and is
challenging to diagnose. As consensus guidelines are
lacking and published data are limited, treatment recom-
mendations for IBDU in paediatric patients are derived
from clinical experience or adopted from strategies used to
induce and maintain remission in ulcerative colitis and
isolated chronic colitis.

Chronic disorder of the gastrointestinal tract

Inflammatory bowel disease (IBD) is a group of chronic,
relapsing conditions of the gastrointestinal tract [1]. It is
typically divided into three subtypes: Crohn’s disease
(CD), ulcerative colitis (UC) and inflammatory bowel
disease-unclassified (IBDU) [1].

Inflammatory bowel disease-unclassified refers to
patients with clinical and endoscopic evidence of chronic
isolated colitis without specific features of either CD or
UC, as defined by the Montreal Working Party in 2005 [2].
Due to previous doubts regarding the exact definition of
IBDU and its relative scarcity, patients with IBDU are
often excluded from clinical trials [1]. As a result, most
studies in patients with IBDU are small and retrospective,
and cannot provide definitive treatment conclusions [1].
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This article summarizes the epidemiology, diagnosis
and management of IBDU in children, as reviewed by
D’ Arcangelo and Aloi [1].

More common in children than in adults

Although IBDU is the least common IBD subtype in both
children and adults, it is twice as common in the paediatric
population [1]. In children with IBD, the prevalence of
IBDU at diagnosis is 8-30%, although approximately one-
third are subsequently reclassified as UC or CD at follow-
up. There is a direct correlation between age and frequency
of IBDU, which occurs more often in younger age groups.
The high frequency of IBDU in children may be explained
in part by the atypical phenotype of paediatric IBD and the
high rate of isolated colitis in early-onset disease [1].

Diagnosis requires a comprehensive workup

Diagnosis of paediatric IBD can be challenging due to the
high frequency of atypical phenotypes (e.g. rectal sparing,
caecal patch, backwash ileitis, gastric erosions, etc.) [3].
Distinguishing between UC and CD can be difficult, and
the risk of misclassification is high [4]. Clinical signs and
symptoms are not useful for the diagnosis of IBDU [1];
instead, a comprehensive diagnostic work-up is required
[4].

The work-up for the diagnosis of IBDU should begin
with a physical examination, followed by laboratory,
nutritional, serological and faecal calprotectin tests, and
stool cultures [1]. After excluding other diagnoses, endo-
scopy and small bowel imaging should be performed [1]. A
diagnosis of IBDU is based on the absence of specific
findings suggestive of either UC or CD, and should be
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Table 1 Medical management of inflammatory bowel disease-unclassified (IBDU) in children, as reviewed by D’Arcangelo and Aloi [ ]

Treatment Comments
5-aminosalicylic acid Most common first-line treatment in patients with active IBDU; first-line use can be recommended
(mesalamine)

Most patients respond well to treatment, with remission being maintained at follow-up [6]

Corticosteroids Should be considered as first-line treatment option for children with extensive IBDU and an inadequate
response to 5-aminosalicylic acid

Superior efficacy of beclometasone dipropionate vs 5-aminosalicylic acid in patients with mild to moderate
ulcerative colitis suggests possible use in patients with IBDU [7]

Immunomodulators Sparse data available on the efficacy of immunomodulator therapy in IBDU

Introduction of azathioprine/6-mercaptopurine is advised in the case of 5-aminosalicylic acid failure (at
maximal dose), corticosteroid dependency or resistance

No convincing evidence for the regular use of methotrexate in patients with IBDU [8]
Biologicals Limited data available on the efficacy and safety of infliximab in IBDU [9-12]

No comparable data available for adalimumab
Exclusive enteral nutrition Controversial results in patients with isolated chronic colitis [13]

No evidence supporting use of exclusive enteral nutrition in children with IBDU

Surgical treatment Caution is advised before surgical treatment (e.g. abdominal colectomy and ileal pouch-anal anastomosis) is
performed in children with IBDU

Ileal pouch-anal anastomosis provides functional outcomes, pouch survival rates and quality of life in patients
with IBDU that are equivalent to those in patients with ulcerative colitis [14, 15]

Patient care guidelines

Child presents with inflammatory bowel disease-unclassified (IBDU)

v v

Mild to moderate IBDU Severe IBDU
v -
Oral 5-aminosalicylic acid (mesalamine) Oral corticosteroid
> [prednisone 1-2 mg/kg/day (max 40 mg/day)]
topical 5-aminosalicylic acid 2
oral 5-aminosalicylic acid

¢ No response

¢ No response

Oral 5-aminosalicylic acid - -
+ Intravenous corticosteroid
oral corticosteroid [methylprednisolone 1-2 mg/kg/day (max 40 mg/day)]
[prednisone 1-2 mg/kg/day (max 40 mg/day) or |
beclometasone dipropionate 5 mg/day] Response No response
No response A A
. Treat based on disease Colectomy
Azathioprine (1-2.5 mg/kg/day) course and severity
or
6-mercaptopurine (0.75-1.5 mg/kg/day) !
A 4
y NNoresponse Azathioprine (1.5-2 mg/kg/day)
infliximab (5 mg/kg/dose) [« or
6-mercaptopurine (0.75-1.5 mg/kg/day)

Fig. 1 Pharmacological management of paediatric inflammatory bowel disease-unclassified, as suggested by D’Arcangelo and Aloi [1]
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made when > 1 of the following features (which are not
usually seen in UC) are present [4]:

e Macroscopic and microscopic rectal sparing or trans-
mural inflammation in the absence of severe colitis,
with all other features consistent with UC.

e Significant growth delay (height velocity < 2 standard
deviation scores), not explained by other causes.

e Duodenal or oesophageal ulcers or multiple aphthous
ulcerations in the stomach, not explained by other
causes (e.g. Helicobacter pylori infection, use of
NSAIDs, presence of coeliac disease).

e Positive anti-Saccharomyces cerevisiae antibody
(ASCA) in the presence of negative perinuclear anti-
neutrophil cytoplasmic antibody (pANCA).

e Reverse gradient of mucosal inflammation (proxi-
mal > distal, except rectal sparing).

Endoscopy and small bowel imaging should be repeated
at follow-up, at which time the initial diagnosis of IBDU
may be changed to UC or CD in some patients [5].

Treatment can be challenging

Unlike UC and CD, there are currently no consensus
guidelines for the medical management of paediatric IBDU
[1]. As a result, the treatment of IBDU can be difficult,
with treatment recommendations derived from -clinical
experience, as well as the strategies used to induce and
maintain remission in patients with UC and isolated
chronic colitis. Pharmacological treatments for IBDU
include 5-aminosalicylic acid (mesalamine), corticos-
teroids, immunomodulators, biologicals and surgery
(Table 1) [1]. Suggested treatment options differ slightly
according to disease severity and clinical response (Fig 1),
and an individualized approach to treatment is advocated
[1].

Inflammatory bowel disease-unclassified has a generally
milder disease course, a lower medication burden and
lower rates of surgery than UC or CD [1, 6]. In a retro-
spective, longitudinal study in 797 children and adoles-
cents, paediatric patients with IBDU received fewer
corticosteroids and more exclusive enteral nutrition than
those with UC, and a lower use of exclusive enteral
nutrition and immunomodulators, and higher use of
aminosalicylates than those with CD [6].

Take home messages
e IBDU is relatively common in children due to the

atypical phenotype of paediatric IBD and the high rate
of isolated colitis in early-onset disease.

e The diagnosis of IBDU is based on a comprehensive
work-up, including physical examination, laboratory
testing, serological testing, stool testing and cultures,
endoscopy and small bowel imaging.

e Although IBDU has a generally milder disease course
and a lower medication burden than UC or CD, the
medical management of IBDU can be difficult, requir-
ing an individualized approach to treatment.

e Due to the high risk of misclassification, a diagnostic
work-up should be repeated at follow-up in order to
ascertain the final diagnosis.
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