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1. EPIDEMIOLOGY



Paed-IBD: Epidemiology

* Increasing incidence of P-IBD In industrialized
countries (better diagnosis, environment):.
— Three-fold increase in Scotland: 1968-1983
— Two-fold increase in Wales: 1983-1993

* North-south, west-east gradient

TABLE 1. Incidence of IBD in children and adolescents per
100,000 children per vear
Data
CD uc IC IBD Total collection|
Scotland® 0.7-23* 1.5-1.9% - R
Norway® 2.5 43 0 6.8 P
France’ 2.1 05 0.6 - P
Sweden'" 2.6 1.9 0.7 53 P
Wales'! 2.2 0.7 . R
Denmark'? 0.2 20 0 2.2 R
Sweden' 1.2 1.4-32F 2.2 4.6-7.07 P
Wales'? 1.4 0.8 ).5 2.6 P
UK and Ireland'” 3.0 1.5 ).6 52 P
Scotland® 2.5 1.3 - R
Denmark™* 23 1.8 0.2 4.3 R
Norway ' 2.1 2.0 - P
Australia® 0.1-2.0% - R
uUsa®? 4.6 2.1 0.3 7.0 P
Czech Republic’ 4.8 2.7 1.8 0.3 R
The Netherlands™' 2.1 16 3.6 5.2 P
Sweden’ 1.7-84§ 33-18§ 0.2 5.2-10.5§ P
IBD, inflammatory bowel disease; CD, Crohn disease: UC, ulcera-
tive colitis; IC, indeterminate colitis: R, retrospective data collection; P,
prospective data collection.
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2. DIAGNOSIS



Diagnosis of Paed-IBD

Importance of early diagnosis

Impact of the disease on growth and maturation
due to chronic uncontrolled inflammation

To establish a right diagnosis implies active
survelllance

Only 25% of paediatric CD patients present with
the “classic triad” (diarrhoea, abdominal

pain, weight loss)

Time from symptoms onset to dx: 20w in UC (5’5
If severe), 47w in CD (66 vs 28 If not diarrhoea)



Sawczenko A, Sandhu B. Presenting features of
inflammatory bowel disease in Great Britain and
Ireland. Arch Dis Child 2003;88:995-1000




Strategies to an early diagnosis

 What could we do (as specialists, as
scientific Societies) to improve diagnosis?
— Public statements (health authorities, mass
media...)
— Information (society, schools...)

— Strategies to active surveillance (primary
care, general paediatricians...)



La importancia del cuidado pediatrico

e Estudio multicentrico del manejo de nuevos casos
de Ell pediatrica en Reino Unido.

e /39 casos en 13 meses.

* Un tercio de los pacientes, atencion exclusiva por
servicios de adultos:
— Dx: > sigmoidoscopia y enema de bario, < FCC
— Menor control evolutivo de evolucion de peso y talla
— Tto: - EC: >GCS sistemicos, < NE
- CU: > GCS rectales

Sawczenko A, et al. Arch Dis Child 2003:88:990-4






Porto Criteria fulfiiment

Application of the Porto Criteria for diagnosis of

Pediatric IBD In a referral

pediatric centre
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Application of the Porto Criteria for diagnosis
of Pediatric IBD In a referral pediatric centre
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New approaches to SB evaluation




Global assesment of the newly
diagnosed IBD patient
Nutritional status (anthropometry, diet,
macro-, micronutrients...)

Immunity (serologies?) and vaccination
history

Bone mineral density

Psychological support (for the patient and
for the family)

Social and community services



3. THERAPEUTIC STRATEGIES



3.1. EXCLUSIVE ENTERAL
NUTRITION IN CD






EEN efficacy Iin paed CD

Day AS, et al. Systematic review: nutritional therapy in paediatric
Crohn’s disease. Aliment Pharmacol Ther 2008;27:293-307




Navas VM, et al. An Pediatr (Barc) 2008;69:506-14



- European Crohn’s and Colitis Organization , 2006

- Actualization presented in the 4th ECCO congress (Hamburg 2009)



EEN controversies(1). ?Site-especific
efficacy

— lleal (91.7%)> ileo-colonic (82.1%)> colonic (50%)




EEN controversies (2).

 \When to use it? Different efficacy:

— At diagnosis: 80% remission
— In relapses (3.22 1.9 years since Dx) : 58%

Day AS et al. J Gastroenterol Hepatol 2006;21:1609-14.

 \When to evaluate efficacy?
— ?Second week re-evaluation
— Faster anti-inflammatory than nutritional effect

Bannerje K, et al. Anti-inflammatory and growth stimulating effects
precede nutritional restitution during enteral feeding in Crohn’s disease.
JPGN 2004, 38:270-5




EEN controversies (3).

e Early recurrence:
— Up to 70% in adults after 1 year

Rigaud et al. Gut 1991,;32:1492-7

— 0% In children (1.3 years of follow-up)

Ruuska T et al. J Pediatr Gastroenterol Nutr 1994:19:875-80

* Acceptance and adherence by patients

 Physician’s attitude



EEN in paed CD; patient’s attitude

Knight C, et al. Clin Nutr 2005;24:775-9




EEN in paed CD; physician’s
attitude

Levine A, et al. J Pediatr Gastroenterol Nutr 2003:36:464-9




3.2. IMMUNOSUPRESSORS



AZA/6-MP metabolism
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Maintenance of remission with 6-MP

A multicenter trial of 6-mercaptorpurine and prednisone in children with
newly diagnosed Crohn’s disease

100 -
90 A

80 1 ‘ —6MP
70 |

— Controls
60 - |,|

50 A
40 A
30 A
20 A
10 -

0 . . . . . !
0 100 200 300 400 500 600

Days from start of remission

% in remission

Markowitz J, et alGastroenterology000;119:895-902



Changes in AZA/6-MP use (TPMT and metabolites
measurement):

—Higher initial doses

—Faster increase of doses up to therapeutic ones
—Faster responses

—Less steroids use

—But no changes in surgery and/or IFX use




AZA/6-MP. Controversies

IS since diagnosis in CD?

TPMT measurement and doses to use
Dose-escalation

How to improve digestive intolerance (6-MP)
Surveillance of toxicity

Management of pancreatic enzymes elevation
without clinic/US signs of pancreatitis

Could we stop maintenance treatment in our
patients?



AND... WHAT IF OUR
"STANDARD TREATMENT”
(EEN AND AZA) DOESN'T
WORK??

3.3-?STEROIDS (CONVENTIONAL)

3.4-?BIOLOGICS (ACCELERATED
STEP-UP)



Steroids in P-IBD

Still one of the most used therapies at diagnosis
or in relapses (UC>>CD)

Important side-effects (surveillance)

Poor correlation with histology (amelioration of
clinical scores, probably little effect on MH)

It Is mandatory to develop effective strategies to
avoid prolonged corticoteraphy

“Malin objetive in paed CD, to obtain and
maintain steroid-free remission until the end of

growth” Heushkel R, et al. Guidelines for the management of

growth failure in childhood inflammatory bowel disease. Inflamm
Bowel Dis 2008



How to optimize steroid use In P-
IBD?

Effective steroid-sparing treatments since
diagnosis

? Differences between doses (1mg/kg/d vs
2 mg/kg/d)

? Differences between higher doses (40
mg vs 60 mQ)

Fast and effective steroid tappering



When to say “goodbye to

steroids”?

1. When to consider sistemic steroids are
not effective any more?

— ? Strategies in steroid-resistant UC (CyA, IFX)
— ? Strategies In steroid-resistant CD



When to say “goodbye to
steroids”?

e 2. Important to balance between steroid-
maintained remission and the future of our
patients

— When to look for other strategies? (drugs,
colectomy)



Biologics and P-IBD

IS THERE A PLACE FOR A TOP-
DOWN (ACCELERATED STEP-UP)
STRATEGY IN PAEDIATRIC IBD?



Kugathasan S, Cohen S. Gastroenterology 2008;135:1038-41







Earlier and wider use of anti-TNF. Pros
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Earlier use of anti-TNF (top-down).
cons

« Patients probably “over-treated”

 Still not consistent data on future
Implications (“changing the natural history
of the disease”)

o Safety concerns



AntlI-TNF In Paed-IBD. Controversies




AntlI-TNF In Paed-IBD. Controversies

» Better strategies for prevention of HSTCL.
— When and for how long combined therapy?
— Change to monotherapy?

— Which one to choose? (When to use anti-TNF
as bridging therapy?)



AntlI-TNF In Paed-IBD. Controversies

 Infliximab-dependency
— Should we try to stop anti-TNF therapy?
— Reintroduction of IS after IFX monotherapy?

o Secondary anti-TNF loss of response

— Best strategy? (increase doses, decrease
interval). Possibilities of coming back to initial
strategy

— Change to other anti-TNF?
— Inversion of the “pyramid”?



Apart from treating their disease, what
can we do for our patients?

e Information
e Security

« Reliablility, proximity,

accesibility

e Multidisciplinar
approach

e Social support

e Continuity(transition)







