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Appendix 1. 
Supplementary Methods: 
Study design
This observational, prospective, multicenter study was conducted in eight French Pediatric and Neonatal ICUs during six separate time periods between June, 2020, and May, 2021. After an inclusion period testing the feasibility of data collection in the coordinator center (Toulouse) from June to August 2020, we then chose a priori five weeks each two month apart for multicenter inclusion over the course of one year.
Data collection
So long as patient received antibiotics in hospital for the first suspected or proven bacterial infection episode (ICU or general pediatric ward if antibiotic therapy was not completed in the ICU), the following data were prospectively daily collected and reported in a standardized Case Report Form (CRF): 
1. Patient characteristics:
· date of birth,
· birth status (born full term or born prematurely),
· postmenstrual age (if born prematurely),
· weight,
· sex,
· ICU admission data: date of admission in ICU, reason for ICU admission, PIM-2 score at ICU admission,
· surgical history within 30 days before the onset of the first suspected or proven bacterial infection episode,
· comorbidities according to the Pediatric complex chronic conditions (CCC) classification system version 2 based on ICD-10 diagnostic coding,
· vaccination status,
· allergy to antibiotics,
· multidrug-resistant (MDR) status: colonization or previous infection, risk factor,
· patient’s context on the onset of the first suspected or proven bacterial infection episode.
2. Characteristics of the first suspected or proven bacterial infection episode:
· bacterial infection site(s) initially suspected,
· final diagnosis −no bacterial infection, presumed [i.e., not documented] bacterial infection, or documented bacterial infection−,
· community or nosocomial origin of the infection,
· infection severity according to the 2005 International Pediatric Sepsis Consensus conference (IPSC),
· acute organ dysfunctions related to the infection as defined by 2005 IPSC,
· bacterial infection site(s) ultimately identified,
· causative bacteria.
3. Organ dysfunction scores for the first suspected or proven bacterial infection episode: Pediatric Logistic Organ Dysfunction-2 (PELOD-2) and Pediatric Sequential Organ Failure Assessment (pSOFA) scores (value on Day 0 and maximal value during the first episode).
4. Antibiotic therapy for the first suspected or proven bacterial infection episode: 
· Starting date, starting time, route of administration, dose per 24 hours, and number of antibiotic doses in 24 hours, by molecule.
· Audit with an antimicrobial stewardship team.
· Service protocol.
· Situation where duration of antibiotic therapy was longer than that recommended by infectious guidelines in the event of a favorable evolution: slow clinical-biological and/or radiological course, complication.
5. Concomitant therapeutics other than antibiotics used within 48 hours before the onset of the first suspected or proven bacterial infection episode, and during the first suspected or proven bacterial infection episode:
· mechanical ventilation,
· vasoactive drugs (Dobutamine, Dopamine, Epinephrine, Norepinephrine, Milrinone),
· extracorporeal membrane oxygenation (ECMO),
· renal replacement therapy,
· infection treated by surgery, percutaneous drainage or endoscopic drainage,
· catheter removed and apyrexia during the first 72 hours of antibiotic treatment.

Definitions
· Neonate was defined as patients with chronological age at Day 0 (day of antibiotic therapy initiation) >72 hours and (i) ≤28 days if born full term (gestational age ≥37 weeks), or (ii) with postmenstrual age at Day 0 ≥37 weeks + 0 day and ≤44 weeks + 6 days if born prematurely (gestational age <37 weeks).
· [bookmark: _GoBack]Final diagnosis of the first suspected or proven bacterial infection episode was decided by the clinical team in charge of the child. Based on clinical signs, and biological, radiological and microbiological results used in daily practice, each episode was classified into one of three following categories: no bacterial infection, presumed [i.e., not documented] bacterial infection, or documented bacterial infection.
· The duration of antibiotic therapy for the first suspected or proven bacterial infection episode was the time interval, expressed in days, between the starting time of systemic (intravenous, intramuscular or oral) antibiotics (Day 0) and the stopping time of the antibiotic therapy. If the patient was discharged from hospital before the end of antibiotic treatment, data related to ambulatory antibiotic therapy given for the first bacterial infection episode were collected along with the discharge medical prescription.
· The duration of antibiotic therapy for a bacterial infection recurrence was the time interval, expressed in days, between the starting time of a new antimicrobial therapy (intravenous, intramuscular or oral) covering the initial causative bacteria (within 28 days following Day 0) and the stopping time of this antibiotic therapy (even if it occurs after 28 days following Day 0). Detailed information about antibiotic therapy for bacterial infection recurrence was based on patient’s medical file for the antibiotics used in hospital, and on discharge medical prescription for the antibiotics continued in ambulatory care.
· To identify broad-spectrum antibiotics, we used separately two definitions. Based on the historical definition, broad-spectrum antibiotics were all antibiotics except those with a useful activity against only Gram-positive bacteria (penicillin G, oxacillin, vancomycin, teicoplanin, linezolid, macrolides, clindamycin) and those whose main activity is against Gram-positive bacteria (amoxicillin, 1st generation cephalosporin [cefazolin, cephalexin], 2nd generation cephalosporin [cefuroxim, cefaclor, cefamandol], rifampicin). According to the 2019 AWaRe (Access, Watch, Reserve) classification, based on the recommendation of a WHO Expert Committee, we considered as broad-spectrum antibiotics those from Watch and Reserve groups.

Appendix 2.
Supplementary Table 1. Patient characteristics, characteristics of the first suspected (or proven) bacterial infection episode, antibiotic therapy for the first suspected (or proven) bacterial infection episode, outcome: univariate analysis of factors associated with non-compliance with antibiotic recommendations for all parameters.
	Characteristics
	All episodes
(n=139)
	Episodes in children with compliance with recommendations for all parameters
(n=65)a
	Episodes in children with non-compliance with recommendations for all parameters
(n=68)a
	p value

	Number of children
	134
	64
	68
	⸺

	Patient characteristics

	Age at Day 0 (years), median (IQR)
	0.8 (0.1-6.3)
	0.6 (0.1-5.3)
	0.8 (0.1-5.8)
	0.5978

	   Neonates, n (%)
	28 (20.1)
	14 (21.5)
	14 (20.6)
	0.8931

	Weight at Day 0 (kg), median (IQR)
	8.0 (3.7-20.0)
	7.4 (3.4-18.0)
	8.4 (3.8-19.0)
	0.3497

	Male sex, n (%)
	70 (50.4)
	29 (44.6)
	36 (52.9)
	0.3370

	Centres, n (%)
	
	
	
	

	   Centre 1
	63 (45.3)
	33 (50.8)
	28 (41.2)
	0.2671

	   Centre 2
	7 (5.0)
	6 (9.2)
	1 (1.5)
	0.0585

	   Centre 3
	16 (11.5)
	9 (13.8)
	7 (10.3)
	0.5291

	   Centre 4
	16 (11.5)
	10 (15.4)
	5 (7.4)
	0.1433

	   Centre 5
	8 (5.8)
	1 (1.5)
	7 (10.3)
	0.0627

	   Centre 6
	4 (2.9)
	0 (0.0)
	4 (5.9)
	0.1197

	   Centre 7
	10 (7.2)
	4 (6.2)
	5 (7.4)
	1.0000

	   Centre 8
	15 (10.8)
	2 (3.1)
	11 (16.2)
	0.0110

	Reason for admission to ICU, n (%)
	
	
	
	

	   Trauma
	14 (10.1)
	7 (10.8)
	5 (7.4)
	0.4918

	   Postoperative recovery
	15 (10.8)
	6 (9.2)
	9 (13.2)
	0.4655

	   Burns
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   Infection
	22 (15.8)
	6 (9.2)
	14 (20.6)
	0.0670

	   Respiratory failure
	35 (25.2)
	25 (38.5)
	10 (14.7)
	0.0019

	   Cardiovascular compromise
	24 (17.3)
	9 (13.8)
	14 (20.6)
	0.3041

	   Neurologic compromise
	17 (12.2)
	6 (9.2)
	11 (16.2)
	0.2304

	   Acute kidney injury
	2 (1.4)
	2 (3.1)
	0 (0.0)
	0.2370

	   Gastrointestinal disease
	5 (3.6)
	2 (3.1)
	2 (2.9)
	1.0000

	   Liver disease
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   Metabolic derangement/drug poisoning
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   Hematologic derangement
	1 (0.7)
	1 (1.5)
	0 (0.0)
	0.4887

	   Other
	1 (0.7)
	1 (1.5)
	0 (0.0)
	0.4887

	PIM-2 score at ICU admission, median (IQR)
	3.2 (1.1-8.7)
	2.8 (1.1-7.3)
	3.7 (1.1-8.3)
	0.8275

	Category at Day 0, n (%)
	
	
	
	

	   Medical
	87 (62.6)
	43 (66.2)
	40 (58.8)
	⸺

	   Surgical
	52 (37.4)
	22 (33.8)
	28 (41.2)
	0.3830

	Treatment within 48 h prior to onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	
	

	   Mechanical ventilation
	58 (42.0)b
	24 (37.5)b
	29 (42.6)
	0.5466

	   Non-invasive mechanical ventilation
	8 (5.8)b
	3 (4.7)b
	3 (4.4)
	1.0000

	   Invasive mechanical ventilation
	50 (36.2)b
	21 (32.8)b
	26 (38.2)
	0.5155

	   Inotropic or vasopressor support
	32 (23.2)b
	13 (20.3)b
	16 (23.5)
	0.6555

	   ECMO
	3 (2.2)
	1 (1.5)
	2 (2.9)
	1.0000

	   Renal replacement therapy
	1 (0.7)
	1 (1.5)
	0 (0.0)
	0.4887

	Comorbiditiesc, n (%)
	
	
	
	

	   Neurologic or neuromuscular
	28 (20.1)
	13 (20.0)
	14 (20.6)
	0.9328

	   Cardiovascular
	40 (28.8)
	22 (33.8)
	18 (26.5)
	0.3538

	[bookmark: _Toc16836451][bookmark: _Toc16954036][bookmark: _Toc35012075]   Respiratory
	27 (19.4)
	12 (18.5)
	12 (17.6)
	0.9028

	[bookmark: _Toc16836452][bookmark: _Toc16954037][bookmark: _Toc35012076]   Renal or urologic
	7 (5.0)
	4 (6.2)
	3 (4.4)
	0.7140

	[bookmark: _Toc35012077]   Gastrointestinal or hepatic
	9 (6.5)
	4 (6.2)
	5 (7.4)
	1.0000

	[bookmark: _Toc16836454][bookmark: _Toc16954039][bookmark: _Toc35012078]   Hematologic or immunologic
	9 (6.5)
	3 (4.6)
	5 (7.4)
	0.7186

	   Metabolic
	15 (10.8)
	5 (7.7)
	9 (13.2)
	0.2978

	[bookmark: _Toc16836456][bookmark: _Toc16954041][bookmark: _Toc35012080]   Other congenital malformation or genetic abnormality
	22 (15.8)
	9 (13.8)
	12 (17.6)
	0.5479

	   Malignancy
	10 (7.2)
	3 (4.6)
	6 (8.8)
	0.4934

	[bookmark: _Toc16836458][bookmark: _Toc16954043][bookmark: _Toc35012082]   Premature or neonatal
	23 (16.5)
	13 (20.0)
	10 (14.7)
	0.4197

	[bookmark: _Toc16836459][bookmark: _Toc16954044][bookmark: _Toc35012083]   Technology dependence or transplantation, not elsewhere classified
	0 (0.0)
	0 (0.0)
	0 (0.0)
	⸺

	Number of comorbidities, n (%)
	
	
	
	0.8845

	   None
	46 (33.1)
	23 (35.4)
	21 (30.9)
	⸺

	   1
	43 (30.9)
	19 (29.2)
	23 (33.8)
	⸺

	   2
	26 (18.7)
	12 (18.5)
	12 (17.6)
	⸺

	   3
	11 (7.9)
	4 (6.2)
	6 (8.8)
	⸺

	   4
	6 (4.3)
	3 (4.6)
	3 (4.4)
	⸺

	   5
	5 (3.6)
	3 (4.6)
	2 (2.9)
	⸺

	   6
	1 (0.7)
	1 (1.5)
	0 (0.0)
	⸺

	   7
	1 (0.7)
	0 (0.0)
	1 (1.5)
	⸺

	   ≥1
	93 (66.9)
	42 (64.6)
	47 (69.1)
	0.5812

	   ≥2
	50 (36.0)
	23 (35.4)
	24 (35.3)
	0.9913

	   ≥3
	24 (17.3)
	11 (16.9)
	12 (17.6)
	0.9121

	   ≥4
	13 (9.4)
	7 (10.8)
	6 (8.8)
	0.7057

	   ≥5
	7 (5.0)
	4 (6.2)
	3 (4.4)
	0.7140

	Up-to-date vaccination status, n (%)
	
	
	
	

	   Haemophilus influenza B
	125 (89.9)
	61 (93.8)
	58 (85.3)
	0.1082

	   Pneumococcal
	124 (89.2)
	61 (93.8)
	57 (83.8)
	0.0678

	Allergy to β-lactam antibiotics, n (%)
	3 (2.2)
	1 (1.5)
	1 (1.5)
	1.0000

	MDR status, n (%)
	
	
	
	

	   MDR bacteria colonization or previous infection
	7 (5.0)
	2 (3.1)
	5 (7.4)
	0.4413

	   ESBL Enterobacteriaceae colonization or previous infection
	4 (2.9)
	1 (1.5)
	3 (4.4)
	0.6196

	   MRSA colonization or previous infection
	3 (2.2)
	1 (1.5)
	2 (2.9)
	1.0000

	   ≥1 risk factor for ESBL Enterobacteriaceaed
	41 (29.5)
	16 (24.6)
	22 (32.4)
	0.3235

	   ≥1 risk factor for MRSAe
	5 (3.6)
	2 (3.1)
	3 (4.4)
	1.0000

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	
	

	   Trauma
	14 (10.1)
	7 (10.8)
	5 (7.4)
	0.4918

	   Postoperative recovery
	43 (30.9)
	18 (27.7)
	24 (35.3)
	0.3458

	   Burns
	2 (1.4)
	1 (1.5)
	1 (1.5)
	1.0000

	   Respiratory failure
	28 (20.1)
	21 (32.3)
	7 (10.3)
	0.0019

	   Cardiovascular compromise
	16 (11.5)
	7 (10.8)
	8 (11.8)
	0.8560

	   ECMO
	3 (2.2)
	1 (1.5)
	2 (2.9)
	1.0000

	   Neurologic compromise
	15 (10.8)
	6 (9.2)
	9 (13.2)
	0.4655

	   Renal replacement therapy
	2 (1.4)
	2 (3.1)
	0 (0.0)
	0.2370

	   Hepatic failure
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   Metabolic derangement/drug poisoning
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   Hematologic derangement
	3 (2.2)
	1 (1.5)
	1 (1.5)
	1.0000

	   Malaria
	1 (0.7)
	0 (0.0)
	1 (1.5)
	1.0000

	   None
	16 (11.5)
	4 (6.2)
	11 (16.2)
	0.0678

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	
	

	   Primary bacteremia
	8 (5.8)
	4 (6.2)
	4 (5.9)
	1.0000

	   Catheter-related bacteremia
	28 (20.1)
	8 (12.3)
	19 (27.9)
	0.0251

	   Ear-Nose-Throat
	3 (2.2)
	0 (0.0)
	3 (4.4)
	0.2447

	   Respiratory
	78 (56.1)
	40 (61.5)
	34 (50.0)
	0.1806

	     Community-acquired pneumonia
	21 (15.1)f
	13 (20.0)g
	8 (11.8)
	0.1929

	     Atypical community-acquired pneumonia
	4 (2.9)f
	4 (6.2)g
	0 (0.0)
	0.0543

	     Aspiration pneumonia
	30 (21.6)f
	16 (24.6)g
	10 (14.7)
	0.1497

	     Pneumonia with parapneumonic pleural effusion
	2 (1.4)f
	1 (1.5)g
	1 (1.5)
	1.0000

	     Pneumonia with empyema
	1 (0.7)f
	1 (1.5)g
	0 (0.0)
	0.4887

	     Nosocomial pneumonia without mechanical ventilation
	8 (5.8)f
	2 (3.1)g
	6 (8.8)
	0.2749

	     Early-onset VAP
	5 (3.6)f
	2 (3.1)g
	3 (4.4)
	1.0000

	     Late-onset VAP
	9 (6.5)f
	2 (3.1)g
	6 (8.8)
	0.2749

	   Intra-abdominal
	13 (9.4)
	4 (6.2)
	7 (10.3)
	0.3862

	   Urinary tract
	7 (5.0)
	3 (4.6)
	4 (5.9)
	1.0000

	   Central nervous system
	12 (8.6)
	4 (6.2)
	8 (11.8)
	0.2589

	   Skin and soft tissue
	7 (5.0)
	2 (3.1)
	5 (7.4)
	0.4413

	   Bones and joints
	1 (0.7)
	1 (1.5)
	0 (0.0)
	0.4887

	   Cardiovascular
	3 (2.2)
	2 (3.1)
	1 (1.5)
	0.6137

	   Other
	25 (18.0)
	10 (15.4)
	15 (22.1)
	0.3247

	     PIMS
	3 (2.2)h
	2 (3.1)
	1 (1.5)i
	0.6137

	     Deep surgical site infection, not elsewhere classified
	2 (1.4)h
	2 (3.1)
	0 (0.0)i
	0.2370

	     Open fracture
	4 (2.9)h
	0 (0.0)
	4 (5.9)i
	0.1197

	     Late-onset neonatal bacterial infection
	11 (7.9)h
	5 (7.7)
	6 (8.8)i
	0.8128

	Final diagnosis, n (%)
	
	
	
	

	   No bacterial infection
	37 (26.6)
	24 (36.9)
	13 (19.1)
	0.0220

	   Presumed bacterial infection
	56 (40.3)j
	23 (35.4)
	31 (45.6)k
	0.2310

	   Documented bacterial infection
	49 (35.3)j
	18 (27.7)
	26 (38.2)k
	0.1964

	Organ dysfunction scores
	(n=136)
	(n=64)
	(n=66)
	

	   PELOD-2 at Day 0, median (IQR)
	3.0 (0.5-6.0)
	3.0 (0.5-5.0)
	3.0 (0.0-6.0)
	0.5969

	   PELOD-2 at Day 0 ≥6, n (%)
	35 (25.7)
	12 (18.8)
	19 (28.8)
	0.1794

	   pSOFA at Day 0, median (IQR)
	3.0 (1.0-5.0)
	2.0 (1.0-5.0)
	3.0 (1.0-5.0)
	0.6863

	   pSOFA at Day 0 ≥4, n (%)
	59 (43.4)
	24 (37.5)
	30 (45.5)
	0.3575

	   Maximum PELOD-2, median (IQR)
	3.0 (1.0-6.0)
	3.0 (1.0-5.0)
	3.0 (1.0-6.0)
	0.2445

	   Maximum PELOD-2 ≥6, n (%)
	40 (29.4)
	13 (20.3)
	22 (33.3)
	0.0943

	   Maximum pSOFA, median (IQR)
	3.0 (1.0-6.0)
	3.0 (1.0-5.0)
	4.0 (1.0-6.0)
	0.2619

	   Maximum pSOFA ≥4, n (%)
	66 (48.5)
	25 (39.1)
	35 (53.0)
	0.1102

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Number of antimicrobials used per episode ≥2, n (%)
	97 (69.8)
	35 (53.8)
	57 (83.8)
	0.0002

	Duration
	
	
	
	

	   Duration of antibiotic therapy (days), median (IQR)
	7.1 (4.0-10.5)
	6.2 (2.5-9.9)
	7.9 (5.4-11.1)
	0.0246

	   Duration of antibiotic therapy ≥8 days, n (%)
	55 (39.6)
	23 (35.4)
	32 (47.1)
	0.1786

	   Duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	4.9 (2.0-8.2)
	3.0 (1.5-7.7)
	6.5 (3.0-10.0)
	0.0117

	   Duration of broad-spectrum antibiotic therapy, based on the historical definition ≥4 days, n (%)
	80 (57.6)
	30 (46.2)
	48 (70.6)
	0.0042

	   Duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	3.3 (0.0-7.9)
	1.8 (0.0-7.7)
	4.5 (0.7-8.1)
	0.0812

	   Duration of broad-spectrum antibiotic therapy, according to the AWaRe classification (Watch and Reserve antibiotics) ≥3 days, n (%)
	73 (52.5)
	25 (38.5)
	46 (67.6)
	0.0007

	Audit with an antimicrobial stewardship team, n (%)
	
	
	
	

	   for antibiotic duration
	60 (43.2)
	28 (43.1)
	30 (44.1)
	0.9037

	   for the choice of antimicrobial molecule
	58 (41.7)
	26 (40.0)
	30 (44.1)
	0.6307

	Service protocol, n (%)
	
	
	
	

	   for antibiotic duration
	55 (39.6)
	35 (53.8)
	19 (27.9)
	0.0024

	   for the choice of antimicrobials
	58 (41.7)
	36 (55.4)
	21 (30.9)
	0.0043

	Weekend, n (%)
	116 (83.5)
	54 (83.1)
	58 (85.3)
	0.7529

	Outcome

	Recurrence of bacterial infection, n (%)
	2 (1.4)
	0 (0.0)
	2 (2.9)
	0.4965

	Antibiotic therapy for the first episode and recurrences
	
	
	
	

	   Total duration of antibiotic therapy (days), median (IQR)
	7.1 (4.0-10.8)
	6.2 (2.5-9.9)
	8.0 (5.4-12.0) 
	0.0155

	   Total duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	4.9 (2.0-8.3)
	3.0 (1.5-7.7)
	6.5 (3.0-10.5)
	0.0084

	   Total duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	3.3 (0.0-7.9)
	1.8 (0.0-7.7)
	4.6 (0.7-8.6)
	0.0648

	Length of ICU stay from Day 0 (days), median (IQR)
	5 (2-8)
	5 (3-8)
	5 (2-9)
	0.7572

	Length of hospital stay from Day 0 (days), median (IQR)
	10 (6-22)
	10 (6-22)
	11.5 (6-25)
	0.5205

	Death, n (%)
	15 (10.8)
	5 (7.7)
	4 (5.9)
	0.7406

	Death related to sepsis, n (%)
	3 (2.2)
	0 (0.0)
	0 (0.0)
	⸺


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
AWaRe, Access, Watch, Reserve; ECMO, extracorporeal membrane oxygenation; ESBL, extended-spectrum β-lactamase producing; ICU, intensive care unit; MDR, multidrug-resistant; MRSA, methicillin-resistant Staphylococcus aureus; PELOD-2, Pediatric Logistic Organ Dysfunction-2; PIM-2, Pediatric Index of Mortality-2; PIMS, Pediatric inflammatory multisystem syndrome temporally associated with SARS-CoV-2 infection; pSOFA, Pediatric Sequential Organ Failure Assessment; VAP, Ventilator-associated pneumonia.
aSix suspected or proven bacterial infection episodes were not assessable because of death. bData not available for one episode. cAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. dRisk factors for ESBL Enterobacteriaceae: antibiotic therapy with amoxicillin-clavulanic acid, 2nd or 3rd generation cephalosporin, fluoroquinolone (including single dose) or piperacillin-tazobactam in the past 3 months, travel in endemic ESBL Enterobacteriaceae areas within the previous 3 months, living in a long-term facility and having an indwelling catheter and/or gastrostomy. eRisk factors for MRSA: MRSA colonization or previous infection, chronic skin lesions, chronic renal replacement therapy. f80 respiratory infection sites were initially suspected or proven in 78 episodes. g41 respiratory infection sites were initially suspected or proven in 40 episodes. h28 other infection sites were initially suspected or proven in 25 episodes. i18 other infection sites were initially suspected or proven in 15 episodes. jThree episodes combined presumed bacterial infection and documented bacterial infection. kTwo episodes combined presumed bacterial infection and documented bacterial infection.


Appendix 3. 
Local microbiological data 
Enterobacterales resistance rate for at least one third-generation cephalosporin ranged from 7% to 45% depending on centers and year of isolation, with 4% to 18% extended-spectrum β-lactamase producing (ESBL) isolates in four centers and 35% ESBL-producing isolates only for one center for one year (La Réunion). Among Enterobacterales isolates, E. coli was the most isolated species and presented third-generation cephalosporins resistance rate ranging from 0% to 31%, with 0% to 25% ESBL-producing isolates in four centers and 27% ESBL-producing isolates for one center for one year (Amiens). Enterobacterales resistance rate for carbapenems (excluding imipenem for Proteae) ranged from 0% to 14%.
Pseudomonas aeruginosa resistance rates ranged from 0% to 86% for piperacillin-tazobactam, 0% to 40% for ceftazidim, and 0% to 16% for meropenem or imipenem, depending on centers and years; only one center (La Réunion) presented resistance rate above 26% for piperacillin-tazobactam and 16% for ceftazidim for one year. Among the few Acinetobacter strains isolated, only one was resistant to carbapenems.
Finally, among Gram-positive pathogens, methicillin-resistant Staphylococcus aureus rate ranged from 0% to 17%. Although few E. faecium isolates were isolated, no vancomycin resistance one was reported.


Appendix 4. 
Supplementary Tables: univariate analyses
Supplementary Table 2. Significant factors associated with non-compliance with recommendations for the duration of antibiotic therapy for the first suspected (or proven) bacterial infection episode (n=133): results of the univariate analysis.
	
	Episodes in children with compliance with recommendations for duration of antibiotic therapy (n=109)a
	Episodes in children with non-compliance with recommendations for duration of antibiotic therapy (n=24)a
	p value

	Patient characteristics

	Centres, n (%)
	
	
	

	   Centre 6
	2 (1.8)
	2 (8.3)
	0.1490

	Reason for admission to ICU, n (%)
	
	
	

	   Neurologic compromise
	11 (10.1)
	6 (25.0)
	0.0834

	Comorbiditiesb, n (%)
	
	
	

	[bookmark: _Toc16836455][bookmark: _Toc16954040][bookmark: _Toc35012079]   Metabolic
	9 (8.3)
	5 (20.8)
	0.1322

	Number of comorbidities, n (%)
	
	
	

	   ≥1
	70 (64.2)
	19 (79.2)
	0.1589

	Up-to-date vaccination status, n (%)
	
	
	

	   Haemophilus influenza B
	100 (91.7)
	19 (72.2)
	0.1322

	   Pneumococcal
	99 (90.8)
	19 (79.2)
	0.1465

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Neurologic compromise
	10 (9.2)
	5 (20.8)
	0.1465

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Catheter-related bacteremia
	18 (16.5)
	9 (37.5)
	0.0458

	   Other
	18 (16.5)
	7 (29.2)
	0.1584

	     Open fracture
	2 (1.8)
	2 (8.3)c
	0.1490

	Organ dysfunction scores
	(n=106)
	(n=24)
	

	   PELOD-2 at Day 0, median (IQR)
	2.5 (0.0-5.0)
	3.0 (2.0-6.0)
	0.1246

	   pSOFA at Day 0 ≥4, n (%)
	40 (37.7)
	14 (58.3)
	0.0645

	   Maximum PELOD-2, median (IQR)
	3.0 (1.0-5.0)
	5.0 (2.0-6.5)
	0.1439

	   Maximum PELOD-2 ≥6, n (%)
	26 (24.5)
	9 (37.5)
	0.1956

	   Maximum pSOFA ≥4, n (%)
	46 (43.4)
	14 (58.3)
	0.1850

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Duration
	
	
	

	   Duration of antibiotic therapy (days), median (IQR)
	7.1 (3.7-10.3)
	9.9 (4.7-12.5)
	0.0571

	   Duration of antibiotic therapy ≥8 days, n (%)
	41 (37.6)
	14 (58.3)
	0.0621

	   Duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	5.3 (2.0-7.9)
	6.5 (3.7-12.5)
	0.0527

	   Duration of broad-spectrum antibiotic therapy, based on the historical definition ≥4 days, n (%)
	60 (55.0)
	18 (75.0)
	0.0723

	   Duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.5 (0.0-7.5)
	4.4 (1.9-9.2)
	0.1992

	   Duration of broad-spectrum antibiotic therapy, according to the AWaRe classification (Watch and Reserve antibiotics) ≥3 days, n (%)
	53 (48.6)
	18 (75.0)
	0.0190

	Service protocol, n (%)
	
	
	

	   for antibiotic duration
	48 (44.0)
	6 (25.0)
	0.0856

	   for the choice of antimicrobials
	51 (46.8)
	6 (25.0)
	0.0509

	Outcome

	Antibiotic therapy for the first episode and recurrences
	
	
	

	   Total duration of antibiotic therapy (days), median (IQR)
	7.1 (3.7-10.5)
	9.9 (4.7-12.5)
	0.0720

	   Total duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median IQR)
	5.3 (2.0-7.9)
	6.5 (3.7-12.5)
	0.0617


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
AWaRe, Access, Watch, Reserve; ICU, intensive care unit; PELOD-2, Pediatric Logistic Organ Dysfunction-2; pSOFA, Pediatric Sequential Organ Failure Assessment.
aSix suspected or proven bacterial infection episodes were not assessable because of death. bAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. c10 other infection sites were initially suspected or proven in 7 episodes.


Supplementary Table 3. Significant factors associated with non-compliance with recommendations for the duration of each antimicrobial for the first suspected (or proven) bacterial infection episode (n=133): results of the univariate analysis.
	
	Episodes in children with compliance with recommendations for duration of each antibiomicrobial (n=98)a
	Episodes in children with non-compliance with recommendations for duration of each antibiomicrobial (n=35)a
	p value

	Patient characteristics

	Centres, n (%)
	
	
	

	   Centre 2
	7 (7.1)
	0 (0.0)
	0.1890

	Reason for admission to ICU, n (%)
	
	
	

	   Respiratory failure
	29 (29.6)
	6 (17.1)
	0.1511

	   Neurologic compromise
	10 (10.2)
	7 (20.0)
	0.1486

	Treatment within 48 h prior to onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Invasive mechanical ventilation
	31 (32.0)b
	16 (45.7)
	0.1451

	Number of comorbiditiesc, n (%)
	
	
	

	   ≥1
	60 (61.2)
	29 (82.3)
	0.0196

	Up-to-date vaccination status, n (%)
	
	
	

	   Haemophilus influenza B
	90 (91.8)
	29 (82.9)
	0.1959

	   Pneumococcal
	90 (91.8)
	28 (80.0)
	0.0682

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Postoperative recovery
	27 (27.6)
	15 (42.9)
	0.0945

	   None
	8 (8.2)
	7 (20.0)
	0.0682

	   Respiratory failure
	25 (25.5)
	3 (8.6)
	0.0349

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Catheter-related bacteremia
	14 (14.3)
	13 (37.1)
	0.0039

	   Other
	15 (15.3)
	10 (28.6)
	0.0847

	     Late-onset neonatal bacterial infection
	6 (6.1)
	5 (14.3)d
	0.1570

	Timing of initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Other bacterial infection site(s) suspected in a second step
	5 (5.1)
	7 (20.0)
	0.0144

	Final diagnosis, n (%)
	
	
	

	   No bacterial infection
	32 (32.7)
	5 (14.3)
	0.0374

	   Documented bacterial infection
	28 (28.6)
	16 (45.7)e
	0.0643

	Organ dysfunction scores
	(n=97)
	(n=33)
	

	   PELOD-2 at Day 0, median (IQR)
	2.0 (0.0-5.0)
	3.0 (2.0-6.0)
	0.0664

	   PELOD-2 at Day 0 ≥6, n (%)
	12 (19.6)
	12 (36.4)
	0.0508

	   pSOFA at Day 0 ≥4, n (%)
	35 (36.1)
	19 (57.6)
	0.0304

	   Maximum PELOD-2, median (IQR)
	3.0 (1.0-5.0)
	5.0 (2.0-7.0)
	0.0157

	   Maximum PELOD-2 ≥6, n (%)
	21 (21.6)
	14 (42.4)
	0.0201

	   Maximum pSOFA, median (IQR)
	3.0 (1.0-5.0)
	4.0 (1.0-5.0)
	0.1816

	   Maximum pSOFA ≥4, n (%)
	40 (41.2)
	20 (60.6)
	0.0539

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Number of antimicrobials used per episode, n (%)
	
	
	

	   ≥2
	63 (64.3)
	29 (82.9)
	0.0411

	Duration
	
	
	

	   Duration of antibiotic therapy (days), median (IQR)
	6.9 (3.0-9.8)
	10.0 (5.6-13.1)
	0.0019

	   Duration of antibiotic therapy ≥8 days, n (%)
	33 (33.7)
	22 (62.9)
	0.0026

	   Duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	4.1 (2.0-7.8)
	7.7 (4.1-12.9)
	0.0025

	   Duration of broad-spectrum antibiotic therapy, based on the historical definition ≥4 days, n (%)
	50 (51.0)
	28 (80.0)
	0.0028

	   Duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.1 (0.0-7.1)
	5.7 (3.3-10.7)
	0.0055

	   Duration of broad-spectrum antibiotic therapy, according to the AWaRe classification (Watch and Reserve antibiotics) ≥3 days, n (%)
	43 (43.9)
	28 (80.0)
	0.0002

	Service protocol, n (%)
	
	
	

	   for antibiotic duration
	44 (44.9)
	10 (28.6)
	0.0913

	   for the choice of antimicrobials
	46 (46.9)
	11 (31.4)
	0.1115

	Outcome

	Antibiotic therapy for the first episode and recurrences
	
	
	

	   Total duration of antibiotic therapy (days), median (IQR)
	6.9 (3.0-9.9)
	10.3 (5.6-13.1)
	0.0013

	   Total duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	4.1 (2.0-7.8)
	7.7 (4.1-12.9)
	0.0019

	   Total duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.1 (0.0-7.3)
	5.7 (3.3-10.7)
	0.0058


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
AWaRe, Access, Watch, Reserve; ICU, intensive care unit; PELOD-2, Pediatric Logistic Organ Dysfunction-2; pSOFA, Pediatric Sequential Organ Failure Assessment.
aSix suspected or proven bacterial infection episodes were not assessable because of death. bData not available for one episode. cAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. d13 other infection sites were initially suspected or proven in 10 episodes. eTwo episodes combined presumed bacterial infection and documented bacterial infection.


Supplementary Table 4. Significant factors associated with non-compliance with recommendations for the choice of antimicrobials for the first suspected (or proven) bacterial infection episode (n=139): results of the univariate analysis.
	
	Episodes in children with compliance with recommendations for choice of antimicrobials (n=101)
	Episodes in children with non-compliance with recommendations for choice of antimicrobials (n=38)
	p value

	Patient characteristics

	Age at Day 0 (years), median (IQR)
	0.7 (0.1-5.3)
	1.9 (0.3-8.1)
	0.1109

	Weight at Day 0 (kg), median (IQR)
	7.4 (3.5-18.0)
	12.9 (4.7-26.0)
	0.0668

	Centres, n (%)
	
	
	

	   Centre 1
	53 (52.5)
	10 (26.3)
	0.0058

	   Centre 8
	8 (7.9)
	7 (18.4)
	0.1206

	Reason for admission to ICU, n (%)
	
	
	

	   Infection
	12 (11.9)
	10 (26.3)
	0.0377

	   Respiratory failure
	30 (29.7)
	5 (13.2)
	0.0452

	   Gastrointestinal disease
	2 (2.0)
	3 (7.9)
	0.1257

	PIM-2 score at ICU admission, median (IQR)
	3.5 (1.3-9.2)
	1.8 (0.9-6.3)
	0.1926

	Category at Day 0, n (%)
	
	
	

	   Surgical
	33 (32.7)
	19 (50.0)
	0.0599

	Comorbiditiesa, n (%)
	
	
	

	   Malignancy
	5 (5.0)
	5 (13.2)
	0.1363

	Number of comorbidities, n (%)
	
	
	

	   ≥1
	63 (62.4)
	30 (78.9)
	0.0642

	Up-to-date vaccination status, n (%)
	
	
	

	   Haemophilus influenza B
	94 (93.1)
	31 (81.6)
	0.0590

	   Pneumococcal
	94 (93.1)
	30 (78.9)
	0.0284

	MDR status, n (%)
	
	
	

	   MDR bacteria colonization or previous infection
	3 (3.0)
	4 (10.5)
	0.0887

	   ESBL Enterobacteriaceae colonization or previous infection
	1 (1.0)
	3 (7.9)
	0.0622

	   ≥1 risk factor for ESBL Enterobacteriaceaeb
	23 (22.8)
	18 (47.4)
	0.0066

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Postoperative recovery
	27 (26.7)
	16 (42.1)
	0.0805

	   None
	9 (8.9)
	7 (18.4)
	0.1392

	   Respiratory failure
	26 (25.7)
	2 (5.3)
	0.0073

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Respiratory
	
	
	

	     Aspiration pneumonia
	25 (24.8)c
	5 (13.2)
	0.1386

	     Late-onset VAP
	4 (4.0)c
	5 (13.2)
	0.0629

	   Skin and soft tissue
	
	
	

	     Non-necrotizing bacterial dermohypodermitis
	0 (0.0)
	2 (5.3)
	0.0733

	   Other
	21 (20.8)
	4 (10.5)
	0.1602

	Final diagnosis, n (%)
	
	
	

	   No bacterial infection
	31 (30.7)
	6 (15.8)
	0.0764

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Number of antimicrobials used per episode, n (%)
	
	
	

	   ≥2
	65 (64.4)
	32 (84.2)
	0.0231

	   ≥3
	30 (29.7)
	21 (55.3)
	0.0053

	Duration
	
	
	

	   Duration of antibiotic therapy (days), median (IQR)
	7.0 (3.2-10.5)
	7.4 (5.5-10.5)
	0.1959

	   Duration of broad-spectrum antibiotic therapy, based on the historical definition ≥4 days, n (%)
	54 (53.5)
	26 (68.4)
	0.1118

	   Duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.1 (0.0-7.7)
	4.7 (1.7-7.9)
	0.1159

	   Duration of broad-spectrum antibiotic therapy, according to the AWaRe classification (Watch and Reserve antibiotics) ≥3 days, n (%)
	45 (44.6)
	28 (73.7)
	0.0022

	Service protocol, n (%)
	
	
	

	   for antibiotic duration
	47 (46.5)
	8 (21.1)
	0.0062

	   for the choice of antimicrobials
	50 (49.5)
	8 (21.1)
	0.0024

	Outcome

	Recurrence of bacterial infection, n (%)
	0 (0.0)
	2 (5.3)
	0.0733

	Antibiotic therapy for the first episode and recurrences
	
	
	

	   Total duration of antibiotic therapy (days), median (IQR)
	7.0 (3.2-10.5)
	7.6 (5.5-10.8)
	0.1135

	   Total duration of broad-spectrum antibiotic therapy (days), based on the historical definition, median (IQR)
	4.5 (2.0-7.9)
	6.5 (2.5-9.5)
	0.1625

	   Total duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.1 (0.0-7.7)
	5.2 (1.7-8.9)
	0.0783


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
AWaRe, Access, Watch, Reserve; ESBL, extended-spectrum β-lactamase producing; ICU, intensive care unit; MDR, multidrug-resistant; PIM-2, Pediatric Index of Mortality-2; VAP, Ventilator-associated pneumonia.
aAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. bRisk factors for ESBL Enterobacteriaceae: antibiotic therapy with amoxicillin-clavulanic acid, 2nd or 3rd generation cephalosporin, fluoroquinolone (including single dose) or piperacillin-tazobactam in the past 3 months, travel in endemic ESBL Enterobacteriaceae areas within the previous 3 months, living in a long-term facility and having an indwelling catheter and/or gastrostomy. c60 respiratory infection sites were initially suspected or proven in 58 episodes.


Supplementary Table 5. Significant factors associated with non-compliance with recommendations for the daily dose of antibiotic therapy for the first suspected (or proven) bacterial infection episode (n=139): results of the univariate analysis.
	
	Episodes in children with compliance with recommendations for daily dose (n=118)
	Episodes in children with non-compliance with recommendations for daily dose (n=21)
	p value

	Patient characteristics

	Centres, n (%)
	
	
	

	   Centre 5
	5 (4.2)
	3 (14.3)
	0.1010

	   Centre 6
	1 (0.8)
	3 (14.3)
	0.0109

	   Centre 8
	10 (8.5)
	5 (23.8)
	0.0525

	Reason for admission to ICU, n (%)
	
	
	

	   Respiratory failure
	33 (28.0)
	2 (9.5)
	0.0728

	   Neurologic compromise
	12 (10.2)
	5 (23.8)
	0.1383

	   Gastrointestinal disease
	3 (2.5)
	2 (9.5)
	0.1640

	   Liver disease
	0 (0.0)
	1 (4.8)
	0.1511

	   Metabolic derangement/drug poisoning
	0 (0.0)
	1 (4.8)
	0.1511

	Treatment within 48 h prior to onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Non-invasive mechanical ventilation
	5 (4.3)a
	3 (14.3)
	0.1029

	Comorbiditiesb, n (%)
	
	
	

	   Cardiovascular
	37 (31.4)
	3 (14.3)
	0.1114

	   Gastrointestinal or hepatic
	6 (5.1)
	3 (14.3)
	0.1367

	Number of comorbidities, n (%)
	
	
	

	   ≥1
	83 (70.3)
	10 (47.6)
	0.0415

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Neurologic compromise
	10 (8.5)
	5 (23.8)
	0.0525

	   Liver disease
	0 (0.0)
	1 (4.8)
	0.1511

	   Metabolic derangement/drug poisoning
	0 (0.0)
	1 (4.8)
	0.1511

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Respiratory
	70 (59.3)
	8 (38.1)
	0.0709

	   Skin and soft tissue
	
	
	

	     Sacrococcygeal pilonidal sinus infection
	0 (0.0)
	1 (4.8)
	0.1511

	     Acute staphylococcus epidermolysis
	0 (0.0)
	1 (4.8)
	0.1511

	   Other
	
	
	

	     Open fracture
	2 (1.7)c
	2 (9.5)
	0.1083

	Final diagnosis, n (%)
	
	
	

	   No bacterial infection
	34 (28.8)
	3 (14.3)
	0.1652

	Organ dysfunction scores
	(n=115)
	(n=21)
	

	   PELOD-2 at Day 0, median (IQR)
	3.0 (1.0-6.0)
	2.0 (0.0-3.0)
	0.0861

	   PELOD-2 at Day 0 ≥6, n (%)
	33 (28.7)
	2 (9.5)
	0.0646

	   pSOFA at Day 0, median (IQR)
	3.0 (1.0-5.0)
	2.0 (0.0-4.0)
	0.1599

	   pSOFA at Day 0 ≥4, n (%)
	53 (46.1)
	6 (28.6)
	0.1364

	   Maximum PELOD-2, median (IQR)
	4.0 (1.0-6.0)
	2.0 (1.0-4.0)
	0.1063

	   Maximum PELOD-2 ≥6, n (%)
	37 (32.2)
	3 (14.3)
	0.0981

	   Maximum pSOFA, median (IQR)
	4.0 (1.0-6.0)
	2.0 (1.0-4.0)
	0.1699

	   Maximum pSOFA ≥4, n (%)
	59 (51.3)
	7 (33.3)
	0.1297

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Number of antimicrobials used per episode, n (%)
	
	
	

	   ≥2
	79 (66.9)
	18 (85.7)
	0.0844

	Service protocol, n (%)
	
	
	

	   for antibiotic duration
	50 (42.4)
	5 (23.8)
	0.1090

	   for the choice of antimicrobials
	52 (44.1)
	6 (28.6)
	0.1845


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
ICU, intensive care unit; PELOD-2, Pediatric Logistic Organ Dysfunction-2; pSOFA, Pediatric Sequential Organ Failure Assessment.
aData not available for one episode. bAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. c23 other infection sites were initially suspected or proven in 20 episodes. 

Supplementary Table 6. Significant factors associated with non-compliance with recommendations for the reassessment at 72 hours of antibiotic therapy for the first suspected (or proven) bacterial infection episode (n=137): results of the univariate analysis.
	
	Episodes in children with compliance with recommendations for reassessment of antibiotic therapy at 72 hours (n=115)a
	Episodes in children with non-compliance with recommendations for reassessment of antibiotic therapy at 72 hours (n=22)a
	p value

	Patient characteristics

	Male sex, n (%)
	54 (47.0)
	15 (68.2)
	0.0681

	Centres, n (%)
	
	
	

	   Centre 1
	48 (41.7)
	14 (63.6)
	0.0587

	   Centre 6
	2 (1.7)
	2 (9.1)
	0.1210

	Reason for admission to ICU, n (%)
	
	
	

	   Trauma
	13 (11.3)
	0 (0.0)
	0.1277

	   Postoperative recovery
	9 (7.8)
	6 (27.3)
	0.0165

	   Respiratory failure
	33 (28.7)
	2 (9.1)
	0.0534

	   Neurologic compromise
	12 (10.4)
	5 (22.7)
	0.1509

	   Metabolic derangement/drug poisoning
	0 (0.0)
	1 (4.5)
	0.1606

	Category at Day 0, n (%)
	
	
	

	   Surgical
	39 (33.9)
	12 (54.5)
	0.0666

	Treatment within 48 h prior to onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Mechanical ventilation
	43 (37.7)b
	13 (59.1)
	0.0622

	   Invasive mechanical ventilation
	37 (32.5)b
	12 (54.5)
	0.0482

	   Inotropic or vasopressor support
	22 (19.3)b
	9 (40.9)
	0.0270

	Comorbiditiesc, n (%)
	
	
	

	[bookmark: _Toc16836450][bookmark: _Toc16954035][bookmark: _Toc35012074]   Cardiovascular
	29 (25.2)
	11 (50.0)
	0.0192

	Number of comorbidities, n (%)
	
	
	

	   ≥1
	74 (64.3)
	18 (81.8)
	0.1099

	   ≥2
	38 (33.0)
	11 (50.0)
	0.1284

	Up-to-date vaccination status, n (%)
	
	
	

	   Pneumococcal
	105 (91.3)
	17 (77.3)
	0.0671

	Patient’s context on the onset of the first suspected (or proven) bacterial infection episode, n (%)
	
	
	

	   Trauma
	13 (11.3)
	0 (0.0)
	0.1277

	   Postoperative recovery
	31 (27.0)
	12 (54.5)
	0.0106

	   Respiratory failure
	27 (23.5)
	1 (4.5)
	0.0459

	   Metabolic derangement/drug poisoning
	0 (0.0)
	1 (4.5)
	0.1606

	Characteristics of the first suspected (or proven) bacterial infection episode

	Initially suspected (or proven) bacterial infection site(s), n (%)
	
	
	

	   Catheter-related bacteremia
	19 (16.5)
	9 (40.9)
	0.0179

	   Respiratory
	
	
	

	     Nosocomial pneumonia without mechanical ventilation
	4 (3.5)d
	4 (18.2)
	0.0230

	     Early-onset VAP
	3 (2.6)d
	2 (9.1)
	0.1820

	   Skin and soft tissue
	
	
	

	     Sacrococcygeal pilonidal sinus infection
	0 (0.0)
	1 (4.5)
	0.1606

	Organ dysfunction scores
	(n=113)
	(n=21)
	

	   PELOD-2 at Day 0, median (IQR)
	3.0 (0.0-5.0)
	3.0 (2.0-7.0)
	0.1907

	   Maximum PELOD-2, median (IQR)
	3.0 (1.0-6.0)
	5.0 (2.0-8.0)
	0.1388

	Antibiotic therapy for the first suspected (or proven) bacterial infection episode

	Number of antimicrobials used per episode, n (%)
	
	
	

	   ≥2
	76 (66.1)
	19 (86.4)
	0.0588

	Duration
	
	
	

	   Duration of broad-spectrum antibiotic therapy, based on the historical definition ≥4 days, n (%)
	62 (53.9)
	18 (81.8)
	0.0150

	   Duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.5 (0.0-7.7)
	4.8 (4.1-8.3)
	0.0926

	   Duration of broad-spectrum antibiotic therapy, according to the AWaRe classification (Watch and Reserve antibiotics) ≥3 days, n (%)
	55 (47.8)
	18 (81.8)
	0.0034

	Service protocol, n (%)
	
	
	

	   for antibiotic duration
	49 (42.6)
	5 (22.7)
	0.0804

	   for the choice of antimicrobials
	51 (44.3)
	6 (27.3)
	0.1366

	Outcome
	
	
	

	Antibiotic therapy for the first episode and recurrences
	
	
	

	   Total duration of broad-spectrum antibiotic therapy (days), according to the AWaRe classification (Watch and Reserve antibiotics), median (IQR)
	2.5 (0.0-7.9)
	4.8 (4.1-9.5)
	0.0915


Data are number of episodes (%) or median (IQR). Day 0 is the day of antibiotic therapy initiation.
AWaRe, Access, Watch, Reserve; ICU, intensive care unit; PELOD-2, Pediatric Logistic Organ Dysfunction-2; VAP, Ventilator-associated pneumonia.
aTwo suspected or proven bacterial infection episodes were not assessable because of death. bData not available for one episode. cAccording to the Pediatric complex chronic conditions classification system version 2 (CCC v2), based on ICD-10 diagnostic coding. Multiple comorbidities may be present in one child; therefore, numbers and percentages do not add up. d65 respiratory infection sites were initially suspected or proven in 63 episodes.


Supplementary Table 8. Significant factors associated with non-compliance with recommendations for the duration of antibiotic therapy for the first episode of confirmed (documented or not) bacterial infection (n=96): results of the univariate analysis.
	Characteristics of the first (presumed or documented) bacterial infection episode
	Bacterial infection episodes in children with compliance with recommendations for duration of antibiotic therapy (n=77)a
	Bacterial infection episodes in children with non-compliance with recommendations for duration of antibiotic therapy (n=19)a
	p value

	Number of acute organ dysfunctions related to the first bacterial infection episodeb (only for sepsis, severe sepsis and septic shock), n (%)
	(n=58)
	(n=12)
	

	   ≥1
	44 (75.9)
	6 (50.0)
	0.0878

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   Catheter-related bacteremia
	11 (14.3)
	7 (36.8)
	0.0439

	   Other
	4 (5.2)
	4 (21.1)
	0.0466

	     Open fracture
	2 (2.6)
	2 (10.5)c
	0.1742

	Number of bacterial infection sites ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   ≥2
	10 (13.0)
	7 (36.8)
	0.0381

	   ≥3
	0 (0.0)
	2 (10.5)
	0.0375

	Treatment used during the first bacterial infection episode and related to bacterial infection, n (%)
	
	
	

	   Catheter removed and apyrexia during the first 72 hours of antibiotic treatment
	6 (7.9)
	5 (26.3)
	0.0382


Data are number of episodes (%).
aSix bacterial infection episodes were not assessable because of death. bAccording to the 2005 International Pediatric Sepsis Consensus conference. c7 other infection sites were ultimately retained in 4 episodes.


Supplemental Table 9. Significant factors associated with non-compliance with recommendations for the duration of each antimicrobial for the first episode of confirmed (documented or not) bacterial infection (n=96): results of the univariate analysis.
	Characteristics of the first (presumed or documented) bacterial infection episode
	Bacterial infection episodes in children with compliance with recommendations for duration of each antibiomicrobial (n=66)a
	Bacterial infection episodes in children with non-compliance with recommendations for duration of each antibiomicrobial (n=30)a
	p value

	Origin of the first bacterial infection episode, n (%)
	
	
	

	   Community
	40 (60.6)b
	13 (43.3)c
	0.1147

	   Nosocomial
	28 (42.4)b
	18 (60.0)c
	0.1101

	Acute organ dysfunctions related to the first bacterial infection episoded (only for sepsis, severe sepsis and septic shock), n (%)
	(n=49)
	(n=21)
	

	   Renal
	5 (10.2)
	5 (23.8)
	0.1536

	Number of acute organ dysfunctions related to the first bacterial infection episoded (only for sepsis, severe sepsis and septic shock), n (%)
	(n=49)
	(n=21)
	

	   ≥2
	6 (12.2)
	7 (33.3)
	0.0494

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   Catheter-related bacteremia
	9 (13.6)
	9 (30.0)
	0.0569

	   Respiratory
	
	
	

	     Community-acquired pneumonia
	13 (19.7)
	1 (3.3)
	0.0575

	   Other
	3 (4.5)
	5 (16.7)
	0.1032

	Number of bacterial infection sites ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   ≥2
	7 (10.6)
	10 (33.3)
	0.0069

	   ≥3
	0 (0.0)
	2 (6.7)
	0.0954

	Bacterial infection context for the first bacterial infection episode, n (%)
	
	
	

	   On a device (including intravascular catheter, endotracheal tube, tracheostomy, and urinary catheter)
	16 (24.2)
	12 (40.0)
	0.1154


Data are number of episodes (%).
aSix bacterial infection episodes were not assessable because of death. bTwo bacterial infection episodes were community and nosocomial. cOne bacterial infection episode was community and nosocomial. dAccording to the 2005 International Pediatric Sepsis Consensus conference.


Supplemental Table 10. Significant factors associated with non-compliance with recommendations for the choice of antimicrobials for the first episode of confirmed (documented or not) bacterial infection (n=102): results of the univariate analysis.
	Characteristics of the first (presumed or documented) bacterial infection episode
	Bacterial infection episodes in children with compliance with recommendations for choice of antimicrobials (n=70)
	Bacterial infection episodes in children with non-compliance with recommendations for choice of antimicrobials (n=32)
	p value

	Origin of the first bacterial infection episode, n (%)
	
	
	

	   Community
	42 (60.0)a
	14 (43.8)b
	0.1259

	   Nosocomial
	31 (44.3)a
	19 (59.4)b
	0.1572

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   Respiratory
	
	
	

	     Aspiration pneumonia
	20 (28.6)
	4 (12.5)
	0.0758

	     Late-onset VAP
	2 (2.9)
	5 (15.6)
	0.0300

	   Skin and soft tissue
	
	
	

	     Non-necrotizing bacterial dermohypodermitis
	0 (0.0)
	2 (6.3)
	0.0963

	Treatment used during the first bacterial infection episode and related to bacterial infection, n (%)
	
	
	

	   Non-invasive mechanical ventilation
	17 (24.3)
	3 (9.4)
	0.0784


Data are number of episodes (%).
VAP, Ventilator-associated pneumonia.
aThree bacterial infection episodes were community and nosocomial. bOne bacterial infection episode was community and nosocomial.


Supplemental Table 11. Significant factors associated with non-compliance with recommendations for the daily dose of antibiotic therapy for the first episode of confirmed (documented or not) bacterial infection (n=102): results of the univariate analysis.
	Characteristics of the first (presumed or documented) bacterial infection episode
	Bacterial infection episodes in children with compliance with recommendations for daily dose (n=84)
	Bacterial infection episodes in children with non-compliance with recommendations for daily dose (n=18)
	p value

	Severity of the first bacterial infection episodea, n (%)
	
	
	0.0365

	   Infection without sepsis
	17 (20.2)
	9 (50.0)
	⸺

	   Sepsis
	45 (53.6)
	8 (44.4)
	⸺

	   Severe sepsis 
	12 (14.3)
	0 (0.0)
	⸺

	   Septic shock
	10 (11.9)
	1 (5.6)
	⸺

	   Severe sepsis or septic shock
	22 (26.2)
	1 (5.6)
	0.0667

	   Sepsis, severe sepsis, or septic shock
	67 (79.8)
	9 (50.0)
	0.0152

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   Skin and soft tissue
	2 (2.4)
	2 (11.1)
	0.1424

	     Sacrococcygeal pilonidal sinus infection
	0 (0.0)
	1 (5.6)
	0.1765

	     Acute staphylococcus epidermolysis
	0 (0.0)
	1 (5.6)
	0.1765

	   Other
	5 (6.0)
	3 (16.7)
	0.1458

	     Open fracture
	2 (2.4)b
	2 (11.1)
	0.1424

	Treatment used during the first bacterial infection episode and related to bacterial infection, n (%)
	
	
	

	   Invasive mechanical ventilation
	33 (39.3)
	4 (22.2)
	0.1718


Data are number of episodes (%).
aAccording to the 2005 International Pediatric Sepsis Consensus conference. b8 other infection sites were ultimately retained in 5 episodes.


Supplemental Table 12. Significant factors associated with non-compliance with recommendations for the reassessment at 72 hours of antibiotic therapy for the first episode of confirmed (documented or not) bacterial infection (n=100): results of the univariate analysis.
	Characteristics of the first (presumed or documented) bacterial infection episode
	Bacterial infection episodes in children with compliance with recommendations for reassessment of antibiotic therapy at 72 hours (n=83)a
	Bacterial infection episodes in children with non-compliance with recommendations for reassessment of antibiotic therapy at 72 hours (n=17)a
	p value

	Origin of the first bacterial infection episode, n (%)
	
	
	

	   Community
	50 (60.2)b
	5 (29.4)
	0.0199

	   Nosocomial
	37 (44.6)b
	12 (70.6)
	0.0507

	Acute organ dysfunctions related to the first bacterial infection episodec (only for sepsis, severe sepsis and septic shock), n (%)
	(n=61)
	(n=13)
	

	   Hematologic
	4 (6.6)
	3 (23.1)
	0.0986

	   Renal
	7 (11.5)
	4 (30.8)
	0.0944

	Number of acute organ dysfunctions related to the first bacterial infection episodec (only for sepsis, severe sepsis and septic shock), n (%)
	(n=61)
	(n=13)
	

	   ≥2
	10 (16.4)
	5 (38.5)
	0.1217

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	

	   Respiratory
	
	
	

	     Community-acquired pneumonia
	14 (16.9)
	0 (0.0)
	0.1190

	     Aspiration pneumonia
	22 (26.5)
	1 (5.9)
	0.1100

	     Pneumonia with parapneumonic pleural effusion
	0 (0.0)
	1 (5.9)
	0.1700

	     Nosocomial pneumonia without mechanical ventilation
	4 (4.8)
	4 (23.5)
	0.0268

	   Skin and soft tissue
	
	
	

	     Sacrococcygeal pilonidal sinus infection
	0 (0.0)
	1 (5.9)
	0.1700


Data are number of episodes (%).
aTwo bacterial infection episodes were not assessable because of death. bFour bacterial infection episodes were community and nosocomial. cAccording to the 2005 International Pediatric Sepsis Consensus conference.


Appendix 5.
Supplementary Table 7. Characteristics of the first episode of confirmed (documented or not) bacterial infection: univariate analysis of factors associated with non-compliance with antibiotic recommendations for all parameters.
	Characteristics of the first (presumed or documented) bacterial infection episode
	All bacterial infection episodes
(n=102)
	Bacterial infection episodes in children with compliance with recommendations for all parameters
(n=41)a
	Bacterial infection episodes in children with non-compliance with recommendations for all parameters
(n=55)a
	p value

	Origin of the first bacterial infection episode, n (%)
	
	
	
	

	   Community
	56 (54.9)b
	26 (63.4)c
	27 (49.1)d
	0.1627

	   Nosocomial
	50 (49.0)b
	16 (39.0)c
	30 (54.5)d
	0.1321

	Toxinic signs, n (%)
	1 (1.0)
	0 (0.0)
	1 (1.8)
	1.0000

	Severity of the first bacterial infection episodee, n (%)
	
	
	
	0.4283

	   Infection without sepsis
	26 (25.5)
	9 (22.0)
	17 (30.9)
	⸺

	   Sepsis
	53 (52.0)
	25 (61.0)
	26 (47.3)
	⸺

	   Severe sepsis 
	12 (11.8)
	3 (7.3)
	8 (14.5)
	⸺

	   Septic shock
	11 (10.8)
	4 (9.8)
	4 (7.3)
	⸺

	Acute organ dysfunctions related to the first bacterial infection episodee (only for sepsis, severe sepsis and septic shock), n (%)
	(n=76)
	(n=32)
	(n=38)
	

	   Cardiovascular
	11 (14.5)
	4 (12.5)
	4 (10.5)
	1.0000

	   Respiratory
	46 (60.5)
	20 (62.5)
	22 (57.9)
	0.6952

	   ARDS
	5 (6.6)
	2 (6.3)
	2 (5.3)
	1.0000

	   Neurologic
	4 (5.3)
	2 (6.3)
	2 (5.3)
	1.0000

	   Hematologic
	8 (10.5)
	2 (6.3)
	4 (10.5)
	0.6809

	   Renal
	12 (15.8)
	2 (6.3)
	8 (21.1)
	0.0970

	   Hepatic
	7 (9.2)
	1 (3.1)
	4 (10.5)
	0.3662

	Number of acute organ dysfunctions related to the first bacterial infection episodee (only for sepsis, severe sepsis and septic shock), n (%)
	(n=76)
	(n=32)
	(n=38)
	

	   ≥1
	54 (71.1)
	24 (75.0)
	26 (68.4)
	0.5439

	   ≥2
	17 (22.4)
	3 (9.4)
	10 (26.3)
	0.0694

	   ≥3
	9 (11.8)
	2 (6.3)
	5 (13.2)
	0.4415

	   ≥4
	6 (7.9)
	2 (6.3)
	2 (5.3)
	1.0000

	   ≥5
	2 (2.6)
	0 (0.0)
	1 (2.6)
	1.0000

	Bacterial infection site(s) ultimately identified for the first bacterial infection episode, n (%)
	
	
	
	

	   Primary bacteremia
	4 (3.9)
	1 (2.4)
	3 (5.5)
	0.6334

	   Catheter-related bacteremia
	19 (18.6)
	6 (14.6)
	12 (21.8)
	0.3724

	   Ear-Nose-Throat
	2 (2.0)
	0 (0.0)
	2 (3.6)
	0.5055

	   Respiratory
	59 (57.8)
	27 (65.9)
	29 (52.7)
	0.1969

	     Community-acquired pneumonia
	14 (13.7)f
	8 (19.5)
	6 (10.9)
	0.2374

	     Atypical community-acquired pneumonia
	1 (1.0)f
	1 (2.4)
	0 (0.0)
	0.4271

	     Aspiration pneumonia
	24 (23.5)f
	13 (31.7)
	8 (14.5)
	0.0442

	     Pneumonia with parapneumonic pleural effusion
	1 (1.0)f
	0 (0.0)
	1 (1.8)
	1.0000

	     Pneumonia with empyema
	1 (1.0)f
	1 (2.4)
	0 (0.0)
	0.4271

	     Nosocomial pneumonia without mechanical ventilation
	8 (7.8)f
	2 (4.9)
	6 (10.9)
	0.4599

	     Early-onset VAP
	3 (2.9)f
	1 (2.4)
	2 (3.6)
	1.0000

	     Late-onset VAP
	8 (7.8)f
	1 (2.4)
	6 (10.9)
	0.2327

	   Intra-abdominal
	11 (10.8)
	4 (9.8)
	5 (9.1)
	1.0000

	   Urinary tract
	7 (6.9)
	3 (7.3)
	4 (7.3)
	1.0000

	   Central nervous system
	3 (2.9)
	1 (2.4)
	2 (3.6)
	1.0000

	   Skin and soft tissue
	4 (3.9)
	0 (0.0)
	4 (7.3)
	0.1332

	   Bones and joints
	1 (1.0)
	1 (2.4)
	0 (0.0)
	0.4271

	   Cardiovascular
	3 (2.9)
	2 (4.9)
	1 (1.8)
	0.5739

	   Other
	8 (7.8)
	0 (0.0)
	8 (14.5)
	0.0099

	     Open fracture
	4 (3.9)g
	0 (0.0)
	4 (7.3)g
	0.1332

	     Late-onset neonatal bacterial infection
	1 (1.0)g
	0 (0.0)
	1 (1.8)g
	1.0000

	Number of bacterial infection sites ultimately identified for the first bacterial infection episode, n (%)
	
	
	
	

	   ≥2
	17 (16.7)
	4 (9.8)
	13 (23.6)
	0.0780

	   ≥3
	2 (2.0)
	0 (0.0)
	2 (3.6)
	0.5055

	Bacterial infection context for the first bacterial infection episode, n (%)
	
	
	
	

	   Primary
	59 (57.8)
	25 (61.0)
	31 (56.4)
	0.6503

	   Post-traumatic
	13 (12.7)
	5 (12.2)
	6 (10.9)
	1.0000

	   Postoperative (surgical site)
	3 (2.9)
	1 (2.4)
	2 (3.6)
	1.0000

	   Burns
	2 (2.0)
	1 (2.4)
	1 (1.8)
	1.0000

	   On a device (including intravascular catheter, endotracheal tube, tracheostomy, and urinary catheter)
	30 (29.4)
	10 (24.4)
	18 (32.7)
	0.3740

	   On a device (excluding intravascular catheter, endotracheal tube, tracheostomy, and urinary catheter)
	2 (2.0)
	1 (2.4)
	1 (1.8)
	1.0000

	Treatment used during the first bacterial infection episode and related to bacterial infection, n (%)
	
	
	
	

	   Mechanical ventilation
	57 (55.9)
	25 (61.0)
	28 (50.9)
	0.3265

	   Non-invasive mechanical ventilation
	20 (19.6)
	11 (26.8)
	8 (14.5)
	0.1351

	   Invasive mechanical ventilation
	37 (36.3)
	14 (34.1)
	20 (36.4)
	0.8222

	   Inotropic or vasopressor support
	17 (16.7)
	6 (14.6)
	8 (14.5)
	0.9903

	   ECMO
	1 (1.0)
	0 (0.0)
	0 (0.0)
	⸺

	   Renal replacement therapy
	1 (1.0)
	0 (0.0)
	0 (0.0)
	⸺

	   Infection treated by surgery, percutaneous drainage or endoscopic drainage
	13 (12.7)
	5 (12.2)
	7 (12.7)
	0.9378

	   Catheter removed and apyrexia during the first 72 hours of antibiotic treatment
	12 (11.8)
	4 (9.8)
	7 (12.7)
	0.7537


Data are number of episodes (%).
ARDS, Acute respiratory distress syndrome; ECMO, extracorporeal membrane oxygenation; VAP, Ventilator-associated pneumonia.
aSix bacterial infection episodes were not assessable because of death. bFour bacterial infection episodes were community and nosocomial. cOne bacterial infection episode was community and nosocomial. dTwo bacterial infection episodes were community and nosocomial. eAccording to the 2005 International Pediatric Sepsis Consensus conference. f60 respiratory infection sites were ultimately retained in 59 episodes. g11 other infection sites were ultimately retained in 8 episodes.


Appendix 6.
Supplemental Table 13. Characteristics of the first episode of documented bacterial infection, and univariate analysis of factors associated with non-compliance with antibiotic recommendations for all parameters.
	Characteristics of the first documented bacterial infection episode
	All documented bacterial infection episodes
(n=49)
	Documented bacterial infection episodes in children with compliance with recommendations for all parameters (n=18)a
	Documented bacterial infection episodes in children with non-compliance with recommendations for all parameters (n=26)a
	p value

	Sample site for the first bacterial infection episode, n (%)
	
	
	
	

	   Bacteremia
	19 (38.8)
	6 (33.3)
	10 (38.5)
	0.7281

	   Intravascular catheter
	3 (6.1)
	2 (11.1)
	1 (3.8)
	0.5583

	   Ear-Nose-Throat
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Respiratory
	18 (36.7)
	6 (33.3)
	10 (38.5)
	0.7281

	   Pleural fluid
	2 (4.1)
	1 (5.6)
	1 (3.8)
	1.0000

	   Stools
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	   Peritoneum
	5 (10.2)
	2 (11.1)
	2 (7.7)
	1.0000

	   Ascites fluid
	1 (2.0)
	0 (0.0)
	0 (0.0)
	⸺

	   Urine
	7 (14.3)
	3 (16.7)
	4 (15.4)
	1.0000

	   Cerebrospinal fluid
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Skin and soft tissue
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Bone
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	   Mediastinum
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	   Other
	2 (4.1)
	1 (5.6)
	1 (3.8)
	1.0000

	Number of causative bacteria for the first bacterial infection episode, n (%)
	
	
	
	

	   One
	32 (65.3)
	11 (61.1)
	19 (73.1)
	0.4021

	   Several
	17 (34.7)
	7 (38.9)
	7 (26.9)
	⸺

	Causative bacteria for the first bacterial infection episode, n (%)
	
	
	
	

	Gram-positive bacteria
	
	
	
	

	   Staphylococcus spp
	17 (34.7)
	7 (38.9)
	8 (30.8)
	0.5764

	     Staphylococcus aureus
	7 (14.3)
	3 (16.7)
	3 (11.5)
	0.6760

	     MSSA
	6 (12.2)
	2 (11.1)
	3 (11.5)
	1.0000

	     MRSA
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	     Coagulase-negative Staphylococci
	11 (22.4)
	5 (27.8)
	5 (19.2)
	0.7161

	     Methicillin-resistant coagulase-negative Staphylococci
	10 (20.4)
	5 (27.8)
	4 (15.4)
	0.4511

	   Streptococcus spp
	6 (12.2)
	1 (5.6)
	4 (15.4)
	0.6337

	     Streptococcus pneumoniae
	4 (8.2)
	1 (5.6)
	2 (7.7)
	1.0000

	     Streptococcus agalactiae (groupe B)
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	     Streptococcus mitis/oralis
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Enterococcus spp
	8 (16.3)
	4 (22.2)
	3 (11.5)
	0.4190

	   Turicella otitidis
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Rothia mucilaginosa
	2 (4.1)
	0 (0.0)
	1 (3.8)
	1.0000

	   Corynebacterium spp
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Listeria monocytogenes
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	Gram-negative bacteria
	
	
	
	

	   Enterobacteriaceae
	
	
	
	

	     Escherichia coli
	5 (10.2)
	1 (5.6)
	4 (15.4)
	0.6337

	     Klebsiella spp
	8 (16.3)
	6 (33.3)
	2 (7.7)
	0.0478

	     Enterobacter spp
	7 (14.3)
	4 (22.2)
	2 (7.7)
	0.2077

	     Serratia marcescens
	2 (4.1)
	1 (5.6)
	1 (3.8)
	1.0000

	     Morganella morganii
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	     ESBL Enterobacteriaceae
	1 (2.0)
	0 (0.0)
	0 (0.0)
	⸺

	   Non-fermenting Gram-negative bacilli
	
	
	
	

	     Pseudomonas aeruginosa
	5 (10.2)
	1 (5.6)
	3 (11.5)
	0.6337

	   Haemophilus influenzae
	4 (8.2)
	2 (11.1)
	2 (7.7)
	1.0000

	   Haemophilus parinfluenzae
	1 (2.0)
	0 (0.0)
	0 (0.0)
	⸺

	   Branhamella catarrhalis
	1 (2.0)
	0 (0.0)
	1 (3.8)
	1.0000

	   Campylobacter jejuni
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	   Chryseobacterium
	2 (4.1)
	1 (5.6)
	1 (3.8)
	1.0000

	   Leptospira
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091

	Anaerobic bacteria
	1 (2.0)
	1 (5.6)
	0 (0.0)
	0.4091


Data are number of episodes (%).
ESBL, extended-spectrum β-lactamase producing; MSSA, Methicillin-sensitive Staphylococcus aureus; MRSA, methicillin-resistant Staphylococcus aureus.
aFive documented bacterial infection episodes were not assessable because of death.
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