Perinatal factors influencing mortality and morbidity two years after esophageal atresia primary repair
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Supplementary Methods. Definitions of minor, moderate and major sequalae at 2 years for digestive and respiratory outcome.

	Subgroups of severity
	Digestive outcome
	Respiratory outcome

	Absence
	No feeding difficulties
	Absence of respiratory complication


	Minor 
	Selective eating
Slow eating
	Cough not requiring long term control medications
Maximum of 1 respiratory hospitalization in the past year


	Moderate
	Swallowing difficulties without significant food impaction
Coughing during meals
Occasional aspirations not requiring an endoscopic procedure

	Asthma requiring long-term control medication
2 or 3 hospitalizations for respiratory exacerbations/year

	Major
	Need for nutritional support
Inability to eat solid food
Frequent or severe food impactions requiring hospitalizations and/or endoscopy(s)
	Non-invasive ventilation at home
Oxygen-dependence
Daily physiotherapy
Bronchodilatator nebulizations’ at home
Recurrent antibiotic therapies for recurrent pulmonary infection
>3 hospitalizations per year for respiratory grounds


1. children were stratified into a severity subgroup based on their worst severity criteria; it was sufficient to meet one major severity item to be classified in the major morbidity subgroup
2. children with major respiratory and/or digestive morbidity criteria were classified as having an unfavorable outcome at 2 years
3. due to the limited data, we did not define subgroups of severity for the neurological outcome

Supplementary Table 1. Characteristics of children who died before 2 years of age.
	Variables; median (IQR) or n (%)
	N = 13

	Sex (male)
	12 (92%)

	Prenatal diagnosis
	4 (31%)

	Inborn
	9 (69%)

	Gestational age at birth (WG)
	37.1 (32.3 - 38.1)

	<27 WG
	0 (0%)

	28-31 WG
	1 (7.7%)

	32-36 WG
	5 (38%)

	>37 WG
	7 (54%)

	Birth weight (g)
	2 240 (1 735 - 2 471)

	Birth weight < 2500 g
	9 (69%)

	Type of EA
	

	3
	12 (92%)

	4
	0 (0%)

	5
	1 (7.7%)

	Any associated malformation
	12 (92%)

	Heart defect
	10 (77%)

	VACTERL association
	5 (38%)

	Anastomotic tension
	3 (23%)

	Gastrostomy
	4 (31%)

	Nissen fundoplication
	2 (15%)

	Post-operative complication
	6 (46%)

	Nosocomial sepsis
	4 (31%)

	Age at death (days)
	32 (20, 67)

	Death after discharge
	2 (15.4%)




Supplementary Table 2: Death and unfavorable outcome through the years (n=161)

	Variable: year
	N available
	Death n (%)
	Unfavorable outcome n (%)

	2002
	10
	1 (10%)
	4 (40%)

	2003
	7
	0 
	2 (29%)

	2004
	6
	0
	3 (50%)

	2005
	3
	0
	0

	2006
	3
	2 (67%)
	2 (67%)

	2007
	4
	0
	1 (25%)

	2008
	8
	0
	2 (25%)

	2009
	8
	1 (12%)
	4 (50%)

	2010
	10
	1 (10%)
	1 (10%)

	2011
	13
	1 (8%)
	3 (23%)

	2012
	6
	1 (17%)
	1 (17%)

	2013
	16
	3 (19%)
	6 (37,5%)

	2014
	13
	1 (8%)
	4 (31%)

	2015
	13
	1 (8%)
	4 (31%)

	2016
	11
	1 (9%)
	6 (54%)

	2017
	13
	0
	6 (46%)

	2018
	17
	0
	9 (53%)




Supplementary Table 3. Characteristics of lost to follow-up infants compared to those included.
	
	2-year follow-up
	

	Variables; median (IQR) or n (%)
	No, n = 11
	Yes, n = 150
	p1

	Sex (male)
	0 (0%)
	0 (0%)
	0.22

	Prenatal diagnosis
	2 (18%)
	30 (20%)
	>0.99

	Gestational age (WG)
	38.0 (36.1 - 39.0)
	38.0 (35.2 - 39.7)
	0.68

	Preterm birth
	4 (36%)
	54 (36%)
	>0.99

	Birth weight (g)
	2 400 (2 065 - 2 760)
	2 640 (2 070 - 3 000)
	0.38

	Birth weight < 2500 g
	6 (55%)
	65 (43%)
	0.54

	Any associated malformation
	5 (45%)
	92 (61%)
	0.35

	Heart defect
	3 (27%)
	48 (32%)
	>0.99

	Post-operative complication
	3 (27%)
	55 (37%)
	0.75

	Duration of invasive ventilation (days)
	8 (4, 11)
	6 (4, 15)
	0.97

	Duration of ventilatory support (invasive + non-invasive, days)
	10 (4, 12)
	7 (4, 20)
	0.60

	Duration of ventilatory support > 8 days
	6 (55%)
	74 (50%)
	0.75

	Need for hemodynamic support
	1 (9.1%)
	44 (30%)
	0.18

	More than one nosocomial sepsis
	1 (9.1%)
	15 (10%)
	>0.99

	Full oral feeding before day 30
	7 (70%)
	73 (50%)
	0.21

	Full oral feeding before discharge
	9 (82%)
	117 (84%)
	>0.99

	Length of first hospital stay (days)
	26 (21 - 34)
	36 (20 - 68)
	0.35

	Length of first hospital stay < 40 days
	9 (82%)
	70 (50%)
	0.058


1Fisher's exact test; Wilcoxon rank sum test; Pearson's Chi-squared test


Supplementary Table 4. Factors associated with outcome in the whole cohort by univariate analysis (n=150).
	
	Outcome
	 

	Variables; median (IQR) or n (%)
	N available
	Favorable, N = 92
	Unfavorable, N = 58
	Univariate analysis, p1

	Sex (male)
	150
	45 (49%)
	41 (71%)
	0.009

	Prenatal diagnosis
	150
	13 (14%)
	17 (29%)
	0.024

	Gestational age (WG)
	150
	38.7 (35.4 - 40.0)
	37.3 (35.0 - 39.1)
	0.083

	Preterm birth
	150
	28 (30%)
	26 (45%)
	0.074

	Birth weight (g)
	149
	2682 (2122 - 3008)
	2470 (1965 - 2950)
	0.38

	Birth weight < 2500 g
	150
	35 (38%)
	30 (52%)
	0.10

	Resuscitation at birth
	147
	28 (31%)
	27 (47%)
	0.065

	Any associated malformation
	150
	52 (57%)
	40 (69%)
	0.13

	Heart defect
	150
	23 (25%)
	25 (43%)
	0.021

	Anastomotic tension
	149
	18 (20%)
	20 (34%)
	0.045

	Any post-operative complication
	149
	27 (29%)
	28 (49%)
	0.015

	Need for hemodynamic support
	149
	21 (23%)
	23 (40%)
	0.031

	More than one nosocomial sepsis
	149
	4 (4.4%)
	11 (19%)
	0.004

	Duration of invasive ventilation > 6 days
	150
	40 (43%)
	43 (74%)
	<0.001

	Total duration of ventilatory support > 8 days
	149
	31 (34%)
	43 (75%)
	<0.001

	Initiation of enteral feeding before post-operative day 4
	144
	45 (50%)
	18 (33%)
	0.051

	First oral feeding before day 15
	130
	52 (61%)
	15 (33%)
	0.003

	Full oral feeding before day 30
	147
	56 (61%)
	17 (31%)
	<0.001

	1 Pearson's Chi-squared test; Wilcoxon rank sum test
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