Supplementary Table 1. Annual risk for loss of response and dose intensification according to study design and duration of follow-up.

	Endpoints

	Study design
	Study follow-up

	
	Prospective
	Retrospective
	≥ 52 weeks
	< 52 weeks

	Loss of response
(% per patient-year)
	20.5
	20.2
	17.2
	24.5

	Dose intensification among primary responders 

(% per patient-year)
	26.4
	14.5
	24.5
	30.4

	Dose intensification among overall treated population

(% per patient-year)
	26.7
	19.8
	20
	32.4


Supplementary Table 2. Studies and patients characteristics in pediatric Crohn’s disease.
	Study (authors, year, reference)
	Study design
	Number of patients (N)
	Age
	Patients previously treated with infliximab (%)
	Fistulizing Crohn’s disease (%)
	Adalimumab induction regimen (mg (%))
	Adalimumab maintenance regimen before escalation (mg (%))
	Follow-up (weeks)
	Concomitant therapies (%)

	Wyneski et al. 2008(38)
	Single center, retrospective
	15
	17.9 (median. range 10.3-21.8)

16.6 (mean ; SD 3.1)
	100
	33
	40/20 (6.7)

80/40 (73.3)

160/80 (6.7)

80/80 (6.7)

40/40 (6.7)
	40 eow(80)

80 eow(13.3)

20 eow(6.7)
	26 (median)
	S (19) ; T (53) ; MTX (33) ; 5-ASA: (67) ; ATB (47) ; tacrolimus (7)

	Viola et al. 2009(23)
	Single center, prospective
	23
	16 (median, range 9-20)
	61
	13
	80/40 (34.8)

160/80 (56.5)

120/80 (8.7)
	80 eow and 40eow at week 12 (61)

40eow (35)
	48
	S (78) ; T (48) ; MTX (9)

	Rosh et al. 2009(46)
	Multicenter, retrospective
	115
	15.8 (mean, SD 3)
	95
	ND
	80/40 (44)  160/80 (19)  40/40 (15)

others (8)
	80(5)

40(88)

30(2)

20(4)

eow (85), ew (12), others (3)
	40 (mean)
	S (38) ; T (41) ; MTX (23)

	Rosenbach et al. 2010(39)
	Single center, retrospective
	14
	13.9 (median, range 1.9-19.1)
	71
	7¶
	160/1.73m3 followed by 80/1.73m3
	40eow/1.73m3
	69.2 (median)
	S (43); MTX (21)


Note : eow: every other week ; ew: every week ;  S: steroids ; T: thiopurine ; MTX : methotrexate ; 5-ASA: 5-aminosalicylates ; ATB: antibiotics.

¶ Classified as B3 (penetrating) in the Montreal classification.

Supplementary Table 3. Loss of response and dose escalation in pediatric Crohn’s disease.
	Study (author, year, reference)
	Definition of loss of response
	Loss of response (%)
	Dose escalation (%)
	Dose escalation modality (mg (%))
	Time until dose escalation (mean)
	Response rate after dose escalation (%)
	Remission rate after dose escalation (%)

	Wyneski et al. 2008(38)
	NA
	NA
	2/15 (13.3)
	40 eow (6.7)

80 eow (6.7)
	NA
	1/2 (50)
	1/2 (50)

	Viola et al. 2009(23)
	NA
	NA
	11/23 (47.8)
	80eow (47.8)
	NA
	NA
	NA

	Rosh et al. 2009(46)
	Discontinuation for loss of response
	2/64 (3.1)
	29/115 (25.2)
	40 ew (23.5)

80 ew (1.7)
	NA
	NA
	NA

	Rosenbach et al. 2010(39)
	Return of previous symptoms or new complaints after a period of partial or complete response
	2/14 (14.3)
	8/14 (57.1)
	Dose escalation or weekly injections
	NA
	NA
	NA


Note: eow: every other week; ew: every week.
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