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Introduction Asia-Pacific region differs from that seen in Caucasian children.”
In Asia, ileocolonic disease and inflammatory phenotype is the

The incidence of inflammatory bowel disease (IBD) is rapidly ris- most common phenotype observed in children with Crohn’s dis-

ing in many newly industrialized countries in the Asia-Pacific ease (CD).” In addition, a high incidence of stricturing disease

region.l Disease phenotype of pediatric IBD (PIBD) from the has also been reported in Asia. Stricture at diagnosis was reported
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in 46% and 34% of children with CD in Shanghai, China, and
Taiwan, respectively,” as compared with 14% in Caucasian chil-
dren in the EUROKIDS registry.” Tuberculosis (TB) is highly en-
demic in many regions in Asia.’ Differentiating intestinal
tuberculosis (ITB) from pediatric CD in areas endemic for TB is
a challenge to clinicians in the developing world where the disease
burden of IBD is also on the rise.®

The Asia Pan-Pacific Society for Pediatric Gastroenterology,
Hepatology, and Nutrition (APPSPGHAN) Working Group on
PIBD was established with a goal of establishing best manage-
ment practices of PIBD in the Asia-Pacific region. The current
position paper addresses disease complications, surgical manage-
ment, and monitoring of PIBD in the region. A section focusing
on differentiating pediatric CD from ITB as well as management
of latent TB infection (LTBI) in PIBD is also included. It com-
plements the position paper by APPSPGHAN PIBD Working
Group on the medical management of PIBD in the
Asia-Pacific region.

Pediatric inflammatory bowel disease in Asia

Methods

A group of pediatric gastroenterologists with special interest in
PIBD performed literature search on epidemiology, disease char-
acteristics, natural history, management, and disease monitoring
on PIBD, including published data from the Asia-Pacific region
with special consideration in resource-limited setting. A list of
statements were formulated, discussed, revised, and agreed by
members of the group. Statements which at initial voting did not
reach consensus agreement were discussed and modified until a
consensus was reached. All statements mentioned in this position
paper are in 100% agreement.

Scope. This position paper deals with surgical management,
disease monitoring, and other aspects of management of PIBD,
such as nutrition, immunization, bone health, and transition to
adult care. There is also a section on managing of PIBD in areas
endemic for TB.

Table 1  Surgical management, monitoring, and special consideration in managing pediatric inflammatory bowel disease (PIBD) in Asia—a summary
of recommendations by PIBD Working Group of Asian Pan Pacific Society for Pediatric Gastroenterology, Hepatology, and Nutrition (APPSPGHAN)

1. Surgical management
1.1 In pediatric CD, surgical management should be considered in chronic active disease limited to a short segment despite optimal medical therapy and in

prepubertal or pubertal children with reduced growth velocity lasting more than 6—12 months
1.2 Surgery for perianal disease in CD such as placement of seton and fistulectomy should be performed in combination with a biologic. All decisions should

be made by a multidisciplinary team
1.3 Temporary diversion surgery can be considered in refractory perianal disease, but bowel restoration is only successful in a limited number of patients
1.4 In pediatric UC, colectomy should be considered in children with active or steroid-dependent disease despite maximal medical therapy, or in the presence of

colonic dysplasia, toxic megacolon, life-threatening bleeding, perforation, or in ASC refractory to adequate medical therapy
2. Disease monitoring—clinical assessment
2.1 In resource-limited setting, regular clinical assessment in addition to serial assessment of PCDAI/WPCDALI can help prioritize patients needing further

endoscopic assessment
2.2 Both PCDAI and wPCDALI scores are useful in predicting clinical remission in pediatric CD but are poor predictors of mucosal healing
2.3 PUCAI correlates well with endoscopic severity in pediatric UC and predicts mucosal healing
3 Disease monitoring—biologic markers
3.1 In pediatric CD, FC level <250 pg/g correlates with mucosal healing and level < 100 pg/g identifies deep healing
3.2 In pediatric UC, FC levels >250 ng/g indicates a need for further endoscopic evaluation or possible treatment intensification while level between 100 and

250 ng/g indicates a need for closer monitoring
4 Imaging studies and endoscopy
4.1 Using SBFT to exclude internal fistula, narrowing or stenosis of small or large intestine should only be considered if other imaging options are not available
4.2 MRE is the imaging of choice for monitoring children with CD
4.3 In resource-limited settings, CTE is a useful alternative to MRE
4.4 The usefulness of TUS in pediatric IBD needs further research
4.5 After initial diagnosis, endoscopy is recommended before any major changes in treatment strategy, for cancer surveillance, and to exclude other

gastrointestinal complications such as stricture or infections like CMV colitis
5 Nutrition, growth, bone health, immunization, and transition to adult care
5.1 Nutrition status should be monitored regularly using standard anthropometric measurements. Dietary intake should also be assessed regularly in children

and adolescents with IBD, and more frequently if there is growth faltering
5.2 DXA is recommended in children with newly diagnosed PIBD as part of initial assessment
5.3 Inresource-limited settings, DXA may be prioritized in newly diagnosed PIBD with risk factors such as low BMI and growth faltering at diagnosis, history

of repeated use of steroids, history of bone fractures, or chronically active disease
5.4 All children with IBD should receive age-appropriate vaccination according to the national recommendations. Live-attenuated vaccines should be

administered before the start of immunosuppressive medication in non-immune children, wherever possible
5.5 A properly planned transitional care is recommended for older children and adolescents before being transferred to adult care
6 Differentiating Crohn’s disease from intestinal tuberculosis
6.1 All efforts should be made to differentiate ITB from CD at presentation and to make a correct diagnosis
6.2 Screening for latent or active TB should be performed before commencing steroids, IM, or biologic therapy for pediatric IBD
7 Initiating treatment for Crohn’s disease with immunomodulators or antitumor necrosis factor (TNF)
7.1 1In children with newly diagnosed CD with a concomitant LTBI, a 3-week course of chemoprophylaxis for TB is recommended before starting anti-TNF.

However, the simultaneous initiation of both anti-TNF and treatment for LTBI may be considered in urgent cases
7.2 Screening for active TB using suggestive clinical symptom and or chest radiograph for household contacts are recommended
7.3 Necessity of regular TB infection tests for children with IBD receiving anti-TNF has not been universally recommended, but patient and caregiver

education regarding symptoms suggestive of TB is recommended

ASC, acute severe colitis; BMI, body mass index; CD, Crohn’s disease; CMV, cytomegalovirus; CTE, computer tomographic enterography; DXA,
dual-energy X-ray absorptiometry; FC, fecal calprotectin; IBD, inflammatory bowel disease; ITB, intestinal tuberculosis; IUS, intestinal ultrasound; LTBI,
latent tuberculosis infection; MRE, magnetic resonance enterography; PCDAI, pediatric Crohn's disease activity index; PUCAI, pediatric ulcerative co-
litis activity index; SBFT, small bowel follow-through; TB, tuberculosis; TNF, tumor necrosis factor; UC, ulcerative colitis; wPCDAI, weighted pediatric
Crohn's disease activity index.
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Pediatric inflammatory bowel disease in Asia

A summary on the recommendations on the management of
PIBD in Asia by the Working Group is shown in Table 1.

Surgical management

Surgery in CD. Indications for surgery in pediatric CD in-
clude surgical resection in patients with active disease limited to
a short segment(s) despite optimal medical therapy,” stricture with
pre-stenotic dilatation and/or obstructive symptoms as well as pen-
etrating disease such as intra-abdominal or perianal fistulas.® Sur-
gery should also be considered in children going through puberty
if growth velocity for bone age is reduced over a period of
6—12 months despite optimal medical and nutritional therapy.*

Perianal fistula is present in a significant proportion of children
with CD. The management of perianal disease in pediatric CD is
highly variable. Despite a lack of evidence on their use in pediatric
perianal CD, the use of antibiotics has been promoted as a first-line
treatment. However, management of complex perianal CD usually
includes medical, surgical, or a combination of both.” A study in
children with perianal fistula showed a healing rate of 28.6% after
seton placement for 1 year'® and 28.5% in children undergoing fe-
cal diversion.'" A systematic review involving four studies in chil-
dren with perianal CD treated with IFX showed a complete
resolution of perianal disease in 55% of children, with another
17% showing partial response.” A combination of surgery and bi-
ologics showed a combined healing rate of 68.5%.°

Some children who have adequate healing of the perianal fistula
after temporary fecal diversion surgery by means of an ileostomy
or colostomy may have the stoma reversed.'' However, the risk
of the ostomy becoming permanent is significant. In a systematic
review, temporary fecal diversion improved symptoms in approx-
imately two-thirds of adult patients with refractory perianal CD,
but bowel restoration was only successful in only 17% of
patients.'?

Currently, examination under anesthesia, drainage, fistulectomy,
and placement of seton is recommended as first-line surgical treat-
ment for perianal disease in children with CD in conjunction with
antibiotics and biologics.” Because the presence of perianal dis-
ease can be devastating in children, and placement of seton alone
showed a low healing rate, combination of seton with a biologic
(infliximab [IFX] or adalimumab [ADA]) should be considered
even in resource-limited setting.

Early elective surgery for CD in resource-limited
setting. Stenosis is a common complication in Asian children
with CD.? Stricturing disease at diagnosis has been reported in
34%-45% of children with CD in some parts of Asia®>* as com-
pared with the 14% reported in the EUROKIDS registry.” Initial
biologics therapy is recommended in children who present with
stenosis without pre-stenotic dilatation at diagnosis.® However,
in resource-limited setting where biologics are not easily available,
endoscopic dilatation or surgical management should be
considered."* Endoscopic dilatation is most suitable for endoscop-
ically accessible short segment stenosis without sharp angulation
or penetrating disease.® Stricture connected to the fistula or ab-
scess, however, is a contraindication for endoscopic dilatation.'
Bowel resection should be performed in stenosis with phlegmon.'*
Stricturoplasty, which preserves bowel length, is preferred over
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intestinal resection in fibrostenotic strictures with no active
inflammation.

Surgery in ulcerative colitis. In children with active or
steroid-dependent ulcerative colitis (UC) despite maximal treat-
ment with 5-ASA, thiopurine, and biologics therapy, or the finding
of colonic dysplasia, elective total colectomy may be indicated.'
Presence of toxic megacolon, refractory or life-threatening bleed-
ing, and perforation (iatrogenic or spontaneous) are also indica-
tions for urgent surgery.'” Subtotal colectomy and ileostomy are
usually performed initially with proctectomy and ileal pouch anal
anastomosis (IPAA) at a later stage.'® Decision of IPAA should be
individualized in adolescent/young females and patients of UC
with primary sclerosing cholangitis (PSC).'* Colectomy should
also be considered in any child with acute severe colitis (ASC) re-
fractory to adequate medical therapy (including intravenous corti-
costeroids and other second-line therapy such as IFX, tacrolimus,
or cyclosporin).'> However, cytomegalovirus colitis needs to be
excluded before surgery.

Disease monitoring

Clinical assessment. Mucosal healing in IBD has been as-
sociated with reduced risks of surgery, hospitalizations, treatment
escalation, and complicated disease behavior, particularly in the
adult setting.'”'® However, prospective studies to confirm the
long-term advantages of achieving mucosal healing as a treat-to-
target strategy in childhood IBD is still lacking.'™'® In active dis-
ease, clinical assessment every 4—6 weeks is recommended,
whereas assessment every 3—6 months is recommended during
clinical remission."”

Disease activity score. Clinical disease activity scores are
commonly used to predict clinical remission (Table 2). However,
when escalation of therapy is being considered, clinical disease as-
sessment alone is inadequate because clinical activity scores do
not always correlate accurately with intestinal inflammation or
mucosal healing, especially in CD.?* Both the pediatric CD activ-
ity index (PCDAI) and the weighted PCDAI (WPCDAI) were
found to be accurate in predicting clinical remission in children
with CD.?' " However, neither index can give a valid assessment
of mucosal healing.**> Endoscopic assessment may be necessary if
escalation of therapy is considered. In resource-limited settings,
serial assessment of PUCAI in UC or wPCDALI in CD, in combi-
nation with regular clinical assessments and biomarkers such as fe-
cal calprotectin (FC), could help to prioritize patients needing
further endoscopic evaluation.”

Unlike PCDAI, which has a poor correlation with mucosal
healing, pediatric UC activity index (PUCAI) has been shown to
correlate well with the Mayo score for UC and predicts mucosal
healing.”® A PUCAI <10 correlates well with endoscopy in de-
tecting mucosal healing.***° In addition, PUCALI is also superior
to both C-reactive protein (CRP) and erythrocytic sedimentation
rate (ESR) in predicting long-term outcomes such as 1-year
steroid-free sustained remission and colectomy by 2 years.*'*?
In a systematic review on adult-onset UC, there was a moderate-
to-strong correlation between clinical activity, particularly the
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Pediatric inflammatory bowel disease in Asia

Table 2 Pediatric Crohn's disease and ulcerative colitis disease activity indices commonly used in children

Strength

Potential disadvantages

PCDAI Score >30 indicates moderate/severe disease activity in children with cp*

Accurately reflect disease activity as assessed by physician

global assessment in pediatric cp*

Accurate in predicting clinical remission in pediatric CD
wPCDAI  Accurate in predicting clinical remission in children'”"®

17,18

Compared with PCDAI, wPCDAI had better discrimination between the
disease activity categories. It is also more feasible, reliable, valid, and

responsive index as compared to PCDAI?®

PUCAI Correlates well with the Mayo score for UC and predicts
mucosal healing28
PUCAI <10 correlates well with endoscopy
in detecting mucosal healingzg'30
Superior to both C-reactive protein (CRP) and erythrocytic
sedimentation rate (ESR) in predicting long-term outcomes

such as 1-year steroid-free sustained remission and colectomy by 2 years

Not valid for assessing/predicting mucosal healing23
Poor correlation with fecal calprotec‘(inzw’27

Not valid for assessing/predicting for mucosal healing23
Correlates poorly with endoscopic ac‘fivity22
Poor correlation with fecal calprotectin21

Underperform in the setting of UC with psc?®

30,31

CD, Crohn's disease; PCDAI, pediatric Crohn's disease activity index; PSC, primary sclerosing cholangitis; PUCAI, pediatric ulcerative colitis activity in-
dex; UC, ulcerative colitis; wPCDAI, weighted pediatric Crohn's disease activity index.

combination of rectal bleeding and stool frequency, and endo-
scopic activity in patients with UC.** But it underperforms in the
setting of UC with PSC.*

Biologic markers. In childhood IBD, repeated endoscopy in
monitoring disease activity may not be practical, including in
resource-limited settings in Asia. Biologic markers (biomarkers)
such as FC and CRP have been used widely as biomarkers of
inflammation.

CRP and erythrocyte sedimentation rate. In children with
CD, elevation of CRP (>0.8 mg/dL) has been associated with ac-
tive mucosal inflammation on colonoscopy, active transmural in-
flammation, and moderate-to-severe clinical activity.3 2 In
pediatric UC, CRP has a fair correlation with colonoscopic
inflammation.*® Changes in the values of CRP when monitored
over time has been found to be useful in reflecting disease activity
at the more severe end of the spectrum. However, up to one-third
of children may have normal CRP and ESR even in the presence
of active intestinal inflammation, more so if the initial levels were
normal, which could be due to individual genetic trait.**

FC. When used in conjunction with clinical symptoms, serial
monitoring of FC is useful in assessing therapeutic response in
PIBD. In a prospective study of newly diagnosed PIBD, CD pa-
tients who reached the target FC of <250 pg/g quickly within
12 weeks after induction therapy had a more favorable disease
course in the first year.>> This was however not applicable in chil-
dren with newly diagnosed UC.*

Monitoring of FC has also been used as a surrogate marker for
mucosal healing. In pediatric CD, FC level of <250 pg/g corre-
lates well with mucosal healing but a lower level at <100 pg/g
was needed to identify deep healing.>® Conversely, persistently
high FC levels corresponded well with persistent intestinal
inflammation.>>-*7 3%

Journal of Gastroenterology and Hepatology 38 (2023) 510-522

For pediatric UC, FC > 250 pg/g has been found to be an indi-
cator for further endoscopic evaluation and possible treatment
intensification.*® On the other hand, FC levels between 100 and
250 pg/g indicate the need for closer monitoring.*® A small pedi-
atric study on UC found that a FC > 298.5 pg/g predicted endo-
scopic activity by a Mayo Endoscopic Score with a 92.3%
sensitivity and 95.2% specificity.*'

It should be emphasized that when monitoring disease course of
a child with IBD, serial monitoring of FC in conjunction with re-
peated assessment and PCDAI/PUCAI score is preferred over
one isolated score of PCDAI or PUCAL

Although the utility of FC in the monitoring of childhood IBD is
well described, more robust evidence is needed. In Asia, the use of
FC is impacted by regional differences including cost as well as
the availability of quantitative versus qualitative testing, variation
in the method of assay used, and different cutoffs. Interpretation
should be correlated with clinical and other biologic markers such
as CRP, if relevant.

False elevation of FC can be seen in patients taking nonsteroidal
anti-inflammatory drugs (NSAIDs) and proton pump inhibitors. In
addition, FC values in infants younger than 6 months varies
widely.*> Thereafter, in young children aged between 6 and
48 months, FC levels show a steady downward trend with
age but are still higher than the normal levels observed in
healthy adults and children.*> A Korean study showed an average
FC level of ~50 pg/g around the age of 2 years.*’ The FC
values should be interpreted as per the appropriate
age-dependent cutoff values and serial measurements may be more
valid to see the trend.

Imaging studies

Plain radiographs. Plain abdominal radiograph is useful for de-
tecting urgent complications of IBD such as intestinal obstruction,
free intraperitoneal air in bowel perforation, and marked colon di-
latation in toxic megacolon®**® (Table 3).
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Pediatric inflammatory bowel disease in Asia

Imaging modalities in inflammatory bowel disease in children

Table 3

514

Disadvantages

Advantages

Exposure

Sedation requirements
to

Mode of imaging

radiation

Many bowel features are not specific

Readily available; cheap; useful in detecting

urgent complications

Yes

No sedation

Plain abdominal

44,46

radiograph

Relatively long examination time; interpretation is operator dependent; unable

Yes Readily available; cheap; well tolerated

No sedation

Small bowel

to detect extramural/extra-intestinal involvement; large volume of oral contrast

involved

45

follow through

More expensive than conventional x-ray or barium studies; younger children

Yes Bowel wall can be clearly visualized,

No sedation

Computerized
tomographic

may have difficulty in drinking enough oral contrast for small bowel distension

extraintestinal involvement like lymph nodes,

collection etc., quick, easily available

47,48

enterography

Magnetic

Good assessment of bowel wall; differentiates Expensive, not readily available in many resource-limited settings; prone to

No

General anesthesia may

between inflammatory and fibrotic stricture motion artifact, radiological expertise needed for interpretation, younger

be required

resonance

children may have difficulty in drinking enough oral contrast for small bowel

distension

47-50

enterography

Operator dependent, less reproducible; no consensus on definition “what is

abnormal,” pediatric data lacking

Useful in evaluating small bowel involvement in Expensive, not readily available in many resource-limited settings,

Cheap; free of radiation; well tolerated

No

No sedation

Intestinal

51,62

ultrasound
Capsule

No

Sedation may be required in

contraindicated in children with a known stenosis of the gastrointestinal tract,

may lead to retained capsule; image in some cases may not be very clear

suspected CD

young children who are unable

to swallow the capsule

—55

endoscopy53
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Barium studies. Small bowel follow through (SBFT) can
demonstrate internal fistula, narrowing, and stenosis of small and
large intestine. Its limitations include exposure to ionizing radia-
tion, inability to detect extramural and extra-intestinal disease,
and difficulties for young children to ingest large volume of oral
contrast.*> SBFT is contraindicated if obstruction or perforation
are suspected. Radiation exposure is a major concern; repeated
fluoroscopic exposure and abdominal radiographs can result in ra-
diation dose equivalent to that of an abdominal CT scan.’® SBFT
should only be used if other imaging options are not available.

Computer tomographic enterography. Computer tomo-
graphic enterography (CTE) is indicated as initial cross-sectional
enterographic ~ examination = when  magnetic  resonance
enterography (MRE) is not available or there is a history of allergy
to gadolinium-based contrast media.’® It is also useful when
intra-abdominal complications such as abdominal sepsis, abscess,
or complex intra-abdominal disease such as fistulas, sinus tracts,
and phlegmons are suspected.*’” Compared with SBFT, CTE and
MRE are less operator-= dependent and allow better visualization
of extraintestinal manifestations and complications of IBD stated
above and a better delineation of bowel loops.*® Advantages of
CTE over MRE include better spatial resolution, fewer motion ar-
tifacts, wider availability of CT scanners, and shorter examination
times.** However, exposure to ionizing radiation makes it less than
ideal for disease monitoring if repeated imaging is necessary.

MRE. MRE and CTE are similar imaging tests although
follow-up MRE has now been accepted as a marker of treatment
response.” The advantages of MRE are no radiation exposure,
high-contrast resolution, multiplanar ability, and cine imaging.*’
Diffusion-weighted imaging (DWI) is a useful MRI sequence for
assessment of disease activity in CD.>” In addition, MRE can help
define disease activity that is important in the management of CD.
For instance, MRE allows differentiation between a fibrotic and in-
flammatory stricture and guides the subsequent therapeutic deci-
sion (surgery vs. biologics). MRE also helps in distinguishing
between inflammatory, stricturing, and penetrating disease’; how-
ever, the high cost of MRI scan, its limited availability in many
resource-limited settings, and the requirement of general anesthe-
sia in young children limit the use of serial MRE to monitor dis-
ease activity. Dedicated pelvic magnetic resonance (perianal
fistula magnetic resonance imaging protocol) is recommended
for evaluation of perianal CD and its complications.

Intestinal ultrasound. Intestinal ultrasound (IUS) has been used
as a diagnostic and monitoring tool in IBD.>" A recent study iden-
tified bowel wall thickness and mesenteric inflammatory fat as two
important sonographic parameters for predicting disease activity.>
The main disadvantage, however, is that it remains an indirect
measure of transmural inflammation, its diagnostic accuracy in de-
tecting intestinal inflammation in PIBD is inconclusive, and cur-
rently, there is no consensus on defining what is abnormal.’’
Thus, although more research is needed before IUS can be recom-
mended for routine use in the monitoring of disease activity in
PIBD, this would be an area of expertise that could be developed
particularly in resource limited settings.
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Endoscopy. Endoscopy plays an important role in assessing
treatment response and achievement of treatment target and should
be performed 6—12 months after the initial diagnosis of IBD or be-
fore a major therapeutic change (escalation or de-escalation).” En-
doscopy should also be considered in the following scenarios: to
diagnose complications such as dysplasia and to exclude infec-
tions such as cytomegalovirus colitis.”

In CD, endoscopic healing is associated with improved
long-term outcomes.'’*® In children with CD, persistent mucosal
inflammation is associated with more common long-term
disease-related complications, disease flares, and surgeries.“ The
International Organization for the Study of Inflammatory Bowel
Discases'’ defined complete mucosal healing as the ideal treat-
ment target and endoscopic remission as a more practical target.
A Simple Endoscopic Score for Crohn’s disease (SES-CD) < 3
or absence of ulcerations (e.g., SES-CD ulceration subscore = 0)
or Crohn’s Disease Endoscopic Index of Severity (CDEIS) < 3
(no ulcers) indicates endoscopic remission.'” Endoscopic response
is improvement of >50% from baseline SES-CD or >50% from
baseline CDEIS score.'”

For pediatric UC, endoscopic healing should be measured by
Mayo endoscopic subscore of 0 points, or Ulcerative Colitis Endo-
scopic Index of Severity (UCEIS) < 1.

Endoscopy is also important in cancer surveillance in children
with UC. Annual ileocolonoscopic surveillance for adenocarci-
noma is recommended in children with a disease duration of
>10 years or with a duration of disease of >8 years in adolescents
older than >16 years, or in those with risk factors such as exten-
sive colitis, high burden (severe and chronic) of the colitis over
time, and a family history of colorectal cancer in a first-degree
relative.?>® When PSC coexists with IBD, cancer surveillance is
recommended every 1-2 years from the time of the diagnosis of
PSC for children >12 years.” In children <12 years of age, cancer
surveillance may be delayed if the risk factors described above are
absent.>® Surveillance colonoscopy should preferably be done in
the quiescent phase of disease.

Video capsule endoscopy. Video capsule endoscopy (VCE)
can detect mucosal lesions in the small bowel and is useful in eval-
uating small bowel involvement in suspected CD.** > Its use has
also resulted in a change in diagnosis from previously diagnosed
UC to CD*® or reclassification of the phenotype in confirmed
CD cases.®® However, the role of VCE in monitoring disease activ-
ity in small bowel CD has not been fully established.®'

Limitations of VCE include its high cost, inability to take bi-
opsy, and the risk of retention in small bowel in the presence of
narrowing. Sometimes the images may not be very clear. In pa-
tients with symptoms of GI obstruction, a small bowel imaging
or testing with patency capsule should be done before VCE to
avoid retention. Currently, there is no prospective study to define
the role of using VCE to monitor small bowel CD in children.

The advantages and disadvantages of various imaging modali-
ties used in children with IBD are shown in Table 3.

Nutrition and growth. Nutritional status at every follow-up
should be monitored using standard anthropometric measurements
(weight, height, and BMI z-scores), which should be plotted in
growth charts and tracked longitudinally.®® Dietary intake should
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be monitored in all children regularly, more frequently if there is
evidence of growth faltering. The vitamin and mineral status
should be closely and regularly monitored.®*>*** Monitoring should
be done more frequently if there is growth faltering, in which case
nutritional intervention is required. In addition, children older than
10 years should have pubertal stage assessed annually until pu-
berty is completed.®

Bone health. In human beings, maximum bone mass is usu-
ally achieved in the first two decades of life. PIBD poses a signif-
icant threat to bone health in children and adolescents, especially
in children with prolonged exposure to CS or those who are
undernourished.®® Both decreased bone mineral density (BMD)
and osteoporosis are recognized extraintestinal complications of
PIBD.®® Children with IBD may have an increased risk for frac-
tures, especially vertebral fractures.®’

Currently, there is no systematic review on the prevalence of
osteopenia and osteoporosis in children with IBD.®®*~"> However,
various studies in children have shown that low BMD is common
in children and adolescents with IBD (Table 4).%° Risk factors for
low BMD in PIBD includes growth impairment or low body
weight-for-age at initial presentation,”” whereas a higher cumula-
tive dose of CS is a risk factor at follow-up after diagnosis.®’

Monitoring of markers of bone health in PIBD have been
recommended.”” Dual-energy X-ray absorptiometry (DXA)
should be considered if available.”>"* It should be considered in
newly diagnosed PIBD, especially in adolescents and children
with growth impairment.®*"°

Measurement of vitamin D levels is also recommended in chil-
dren with newly diagnosed IBD. If serum vitamin D level is defi-
cient or the intake of calcium is inadequate, supplemental vitamin
D and calcium are recommended.®® Subjects with osteopenia
should preferably be given biologics to control bowel inflamma-
tion, along with nutritional rehabilitation, in addition to avoiding
steroids.

Immunization. As soon as a diagnosis of PIBD is made, a re-
view of the vaccination history of the child is important.”*”> All
children with IBD should receive age-appropriate vaccination ac-
cording to the national recommendations. Live-attenuated vac-
cines such as measles, mumps, rubella and varicella should be
administered before the start of immunosuppressive medication
in non-immune children, wherever possible. It is important to es-
tablish the hepatitis B immune status and administer primary im-
munization or booster dose as indicated. Oher non-live or
inactivated vaccines such as influenza and severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) vaccines can be given
even during therapy.”®’”” However, in sick children requiring ur-
gent immunosuppressive medications, delaying treatment in favor
of completing vaccination is not recommended.

Transition to adult care. Diagnosis of IBD has major im-
plications in education, physical growth, and psychological well-
being, especially in older children and adolescents.”® It is esti-
mated that approximately 25% of all IBD are diagnosed before
16 years of age.””
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Transition in care is generally defined as a set of purposeful,
planned movements of adolescents and young adults with chronic
physical and medical conditions from child-centered to
adult-oriented healthcare systems.® The main aims are to promote
continuity of care, improve treatment adherence and disease
knowledge, encourage independent disease management, and
build confidence in the new adult healthcare team among the pa-
tients and their families.®' A well-planned, successfully imple-
mented transitional process results in better disease control in
terms of higher remission rate and lower rates of active disease,
acute flare, emergency admission, and emergency surgery."”

Currently, few formal studies on the policy or implementation of
transitional care for PIBD in Asian patients have been
conducted.®*** Generally, a properly planned transitional care is
recommended for older children and adolescents with IBD before
being transferred to adult care.

Management of pediatric IBD in areas with high en-
demicity of TB. TB is highly endemic in the Asia-Pacific
region.®® With the emergence of multidrug-resistant TB, TB has
become a major threat worldwide over the past two decades.

Pediatric inflammatory bowel disease in Asia

Almost one-third of the global population has LTBI. In Asia, coun-
tries with an estimated population prevalence of LTBI of >40% are
Bhutan, Cambodia, Indonesia, Laos, Myanmar, the Philippines,
and South Korea.* It was estimated that both China and India
each have 350 million people with LTBL®*® TB can involve any
part of the intestine, from the esophagus to the rectum. The clinical
features of intestinal TB (ITB) in children are nonspecific, often
resulting in diagnostic delays. Abdominal pain, fever, and weight
loss are the most frequent findings of ITB in children at
presentation.®” ITB can mimic any of the diseases affecting the
gastrointestinal tract, especially CD.*®

Initiating immunosuppressants or biologics after a presumptive
diagnosis of IBD in a child with LTBI can lead to reactivation of
LTBI with severe and sometimes fatal complications, such as the
systemic dissemination of the infection.*> The misdiagnosis of a
case of CD as ITB with subsequent unnecessary anti-TB treatment
can also lead to potential drug toxicity, drug resistance, and a delay
in the treatment of IBD. Therefore, all efforts should be made to
differentiate ITB from IBD, especially CD, and to make a correct
diagnosis. Screening for latent or active TB should always be per-
formed before commencing IM or anti-TNF treatment to avoid
disease flare.

Table 5 Differentiating Crohn’s disease from intestinal tuberculosis in children

Suggestive of Crohn's disease

Suggestive of intestinal tuberculosis

87,89 .
Chronic diarrhea

. 85,89
Hematochezia
Perianal disease
. . . . 85
Extraintestinal manifestations

Clinical features

ASCA”!
Diagnosis accuracy: 57%
Pooled sensitivity and specificity of

Serology and
microbiology

ASCA for diagnosis of CD was 33% and 83%

. . . 91
respectively in a meta-analysis

. 9394
Imaging

Long segment involvement

Comb sign

Skip lesions

Higher visceral-to-subcutaneous fat ratio
Longitudinallaphthous ulcers

Skip lesions

Cobblestone ap]oearanceEH

Left colon involvement (rectosigmoid)
Small and sparse granuloma
Architectural crypt distortion

Focal enhanced colitis

Endoscopic findings85

Histology of intestinal
biopsy %

History of TB exposure

Fever

Weight loss

Abdominal pain or symptoms of intestinal obstruction
Ascites™

Extraintestinal involvement; e.g., lung

Intestinal biopsy or fecal specimen’s polymerase chain reaction for
acid-fast bacilli®?

Sensitivity: 44%

Specificity: 95%

Diagnostic yield:

Acid-fast staining

Sensitivity: 2.7-37.5%

Mycobacterial culture 19-70%

GeneXpert MTB/RIF assay 8.1%

Demonstration of AFB is uncommon as ITB is a paucibacillary
disease’

Shorter (<5 cm) strictures

Enlarged (>1 cm) and necrotic lymph nodes

Isolated ileocecal involvement

Ascites

Transverse ulcers

Gaping ileocecal valve

Isolated involvement of ileocecal area

35,89

Large granuloma (>200 pm), confluent granulomas in submucosa
caseous necrosis in granuloma

'Most data are derived from adult studies except those marked in italics, which are from comparative study in children.®”
‘Except for necrotic lymph nodes and demonstration of AFB (on smear/culture/GeneXpert) that are typical of TB, the remaining findings are relative and

cannot be considered in isolation for making a diagnosis.

AFB, acid-fast bacilli; ASCA, anti-Saccharomyces cerevisiae antibody; CD, Crohn's disease; ITB, intestinal tuberculosis; TB, Mycobacterium tuberculo-

sis; TB, tuberculosis.
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In areas endemic for TB, it is imperative that a complete
work-up is done to exclude ITB before making a definite diagnosis
of CD and starting immunosuppressive therapy. The diagnostic
work-up should include (i) a detailed history such as previous di-
agnosis of TB or contact with someone with TB, (ii) chest X-ray
or chest CT scan, (iii) LTBI screening with tuberculin skin test
(TST) or with interferon-y release assay (IGRA), (iv) upper GI en-
doscopy and colonoscopy with biopsies for histology, nucleic acid
amplification test (GeneXpert) and mycobacterial culture and (v)
cross-sectional imaging (CTE) of the abdomen looking for fea-
tures suggestive of TB.**?° It is imperative to be aware that in
places where Bacillus Calmette-Guerin (BCG) vaccine is given,
TST could have false results.** All attempts should be made to
take tissue biopsy from multiple sites such as enlarged lymph
nodes, intestinal ulcers, ascitic fluid, and sputum for appropriate
microbiological testing which include Ziehl-Neelsen stain,
GeneXpert and culture for Mycobacterium tuberculosis. Presence
of caseating granuloma on histology, and/or positive sputum smear
of acid-fast bacillus (AFB) on Ziehl Nielsen stain, positive culture
for M. tuberculosis, or GeneXpert positive for M. tuberculosis con-
firms ITB (Table 5).”

Differentiating CD from ITB. Pediatric CD differs from adult
CD in several aspects (Table 6).”8>8789792:95:96 Mot of the cur-
rent guidelines differentiating CD from ITB are based on adult
data.*>°! There is a dearth of pediatric data differentiating ITB
from CD.5"7

History of exposure to TB. In areas where incidence of TB is
low, LTBI should be suspected if there is a history of TB exposure.
However, a history of exposure to TB is of little values in areas en-
demic for TB. Lal et al. from India, where TB is highly endemic,
observed that only 32.5% of the 218 children with ITB had a pos-
itive history of TB contact.®’

TST and laboratory tests. TST, IGRA test, and chest radio-
graph and abdominal CT scan have all been used to diagnose
ITB.*® Lal ef al. found that of the 218 cases with ITB, 25% also

WS Lee et al.

had evidence of pulmonary disease whereas TST was positive in
only 38% of the patients.®’

Endoscopy. Endoscopically, the presence of longitudinal or
aphthous ulcers, skip lesions, and cobblestone appearance are
commonly seen in CD, whereas transverse ulcers, gaping ileocecal
valve, and isolated involvement of ileocecal area suggests TB. On
cross-sectional imaging, the presence of necrotic lymph nodes, as-
cites, and shorter (<5 cm) strictures favor TB, whereas long seg-
ment involvement, comb sign (engorgement of mesenteric
vessels with vascular dilatation and tortuosity, and prominence of
surrounding mesenteric fat resembling as comb),”* skip lesions
and higher visceral-to-subcutaneous fat ratio are common in CD.
In a systematic review, necrotic lymph nodes and comb sign had
the best diagnostic accuracy in differentiating CD and ITB on ab-
dominal CT.**

In pediatric CD, Singh ef al. evaluated 20 children with ITB and
23 children with CD and noted that chronic diarrhea and bloody
stools favored CD whereas symptoms of subacute intestinal ob-
struction and presence of ascites favored ITB.”” Endoscopically,
isolated ileocecal involvement was a feature in ITB, whereas lon-
gitudinal ulcers involving multiple colonic segments, left-sided in-
volvement, and extraintestinal manifestations favored CD.”’

Initiating treatment for CD with immunomodulators (IM) or
anti-TNF. 1In children with luminal CD without high-risk behav-
ior, EEN is the ideal choice of therapy in the initial few weeks in
the event of any uncertainty about the diagnosis of CD. Once a di-
agnosis is confirmed, definitive therapy needs to be instituted.
Children with CD requiring high-dose steroids, IM, or biologics
are at risk of reactivation of LTBI or developing disseminated
TB.”® Most cases of active TB occurred within 3—4 months after
initiating anti-TNF therapy, mainly caused by reactivation of
LTBL'"

In children with CD presenting with severe luminal disease or
active perianal disease when anti-TNF is considered, the initial ap-
proach depends the endemicity of TB where the patient resides. A
proposed approach to the treatment of PIBD in areas with different
population prevalence of LTBI is shown in Table 6.

Table 6 Proposed treatment scheme of Crohn's disease in areas with different endemicity for latent tuberculosis infection

Low endemic area

High endemic area

Negative TST/

IGRAE587 indicated™

Positive TST/IGRA Treat LTBI according to local TB preventive guidelines

Delay immunosuppressant/anti-TNF for 3 weeks”®
In urgent cases

Initiation of both anti-TNF and treatment for LTBI may be

considered together%'98

Proceed with immunosuppressant/anti-TNF as clinically

Detailed work-up to exclude LTBI is recommended. In cases
with diagnostic dilemma between CD and ITB a therapeutic
trial with anti-TB drugs for 2-3 months and follow-up to assess
response to therapy is recommended. Further course of
therapy depends on the response to anti-TB therapy85'89'9o
Treat as TB and subsequent therapy is guided by the clinical
response and endoscopic reassessment after anti-TB therapy98
Regular screening for TB infection, TST or chest x-ray should
be considered®®

Anti-TNF, antitumor necrosis factor; IGRA, interferon gamma release assay; ITB, intestinal tuberculosis; LTBI, latent tuberculosis infection; TB, tuber-

culosis; TST, tuberculin skin test.

Houben et al.: In the Asia-Pacific region, the following countries have the population prevalence of LTBI of >40%: Bhutan, Cambodia, Indonesia, Laos,

Myanmar, the Philippines, and South Korea.
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Areas of low endemicity. In areas of low endemicity of TB,
children with a negative screening result for LTBI using TST and
or IGRA can proceed the IM or anti-TNF therapy. On the other
hand, children tested positive with TST and/or IGRA should be
treated for TB according to local or national guidelines.'®® Treat-
ment options recommended for LTBI include 6—9 months of daily
isoniazid, 3 months of weekly rifapentine plus isoniazid,
3—4 months of daily isoniazid plus rifapentine, or 3—4 months of
daily rifapentine alone.'®® The recommended treatment regimens
for LTBI may vary among different countries. In this situation, a
delay of 3 weeks before starting IM or biologics is recommended.
Asian guidelines on TB infection in adult patients recommended
that in adults with IBD who are planned for anti-TNF therapy
but are found to have LTBI, anti-TNF treatment should be post-
poned for at least 3 weeks after initiating LTBI
chemoprophylaxis.'” However, the simultaneous initiation of
both anti-TNF and treatment for LTBI may be considered together
in urgent cases.>> 10!

Areas endemic for TB. In areas with high TB prevalence such
as the Indian subcontinent, a therapeutic trial of anti-TB therapy
for 2—3 months before initiating treatment for CD is suggested if
the differentiation between CD and ITB is not possible after appro-
priate work-up.®>%%° Subsequent therapy is guided by the clinical
response and endoscopic reassessment after anti-TB therapy.”

Follow-up during anti-TNF therapy. In areas of high endemic-
ity of TB, there is always a risk of contact with infectious TB pa-
tients. Reactivation of LTBI occurs more commonly and occurred
early during biologic therapy in area with high TB burden.'®
Therefore, regular screening for TB infection such as TST or chest
X-ray should be considered in patients on anti-TNF therapy in
such areas'®® However, currently, there is no universal recommen-
dation on the necessity of regular screening for TB infection.'®
Education of the caregiver about the symptoms suggestive of TB
infection in children taking anti-TNF agents is important.

Future research. The main hurdle in formulating PIBD man-
agement recommendations in resource-limited countries in Asia is
the lack of large-scale population-based epidemiological
studies.'® The limited data available were mostly hospital-based
studies, and majority were from developed countries such as
Korea,'? Japan,w(’ or Singapore.m7 Children from the
Asia-Pacific region have different environmental exposure, genetic
background, and gut microbiome compared with children from
North America and Europe. Multicenter, prospective studies is ur-
gently needed to provide high-quality data to allow
evidence-based management guidelines for PIBD in the
Asia-Pacific region.
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