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	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Acetaminophen and Ibuprofen
	Ibuprofen
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Successful PDA closure: non-randomized studies

	4
	observational studies
	seriousa
	seriousb
	not serious
	seriousc
	none
	33/68 (48.5%) 
	75/173 (43.4%) 
	RR 1.23
(0.89 to 1.70)
	100 more per 1,000
(from 48 fewer to 303 more)
	⨁◯◯◯
Very low
	

	
Successful PDA closure: randomized studies

	2
	randomized trials
	not serious
	seriousb
	not serious
	seriousc
	none
	21/31 (67.7%) 
	55/80 (68.8%) 
	RR 1.18
(0.66 to 2.10)
	124 more per 1,000
(from 234 fewer to 756 more)
	⨁⨁◯◯
Low
	

	PDA surgical ligation: non-randomized studies

	4
	observational studies
	not serious
	not serious
	not serious
	seriousc
	none
	8/68 (11.8%) 
	42/173 (24.3%) 
	RR 0.78
(0.38 to 1.62)
	53 fewer per 1,000
(from 151 fewer to 151 more)
	⨁⨁⨁◯
Moderate
	

	
PDA surgical ligation: randomized studies

	2
	randomized trials
	seriousd
	seriousd
	not serious
	seriousc
	strong association
	2/12 (16.7%) 
	6/12 (50.0%) 
	RR 0.33
(0.08 to 1.33)
	335 fewer per 1,000
(from 460 fewer to 165 more)
	⨁⨁◯◯
Low
	

	

Necrotizing enterocolitis: non-randomized studies

	4
	observational studies
	seriouse
	not serious
	not serious
	seriousc
	publication bias strongly suspectede
	9/71 (12.7%) 
	12/173 (6.9%) 
	RR 1.62
(0.72 to 3.61)
	43 more per 1,000
(from 19 fewer to 181 more)
	⨁◯◯◯
Very low
	

	
Necrotizing enterocolitis: randomized studies

	2
	randomized trials
	seriousf
	not serious
	not serious
	seriousc
	publication bias strongly suspected
strong associationd
	0/31 (0.0%) 
	1/80 (1.3%) 
	RR 0.33
(0.01 to 7.45)
	8 fewer per 1,000
(from 12 fewer to 81 more)
	⨁⨁◯◯
Low
	

	
Intraventricular hemorrhage: non-randomized studies

	4
	observational studies
	not serious
	seriousd
	not serious
	seriousc
	none
	18/71 (25.4%) 
	31/173 (17.9%) 
	RR 1.01
(0.62 to 1.65)
	2 more per 1,000
(from 68 fewer to 116 more)
	⨁⨁◯◯
Low
	

	
Intraventricular hemorrhage: randomized studies

	2
	randomized trials
	seriousd
	not serious
	not serious
	seriousc
	publication bias strongly suspectedd
	3/12 (25.0%) 
	2/12 (16.7%) 
	RR 1.50
(0.30 to 7.43)
	83 more per 1,000
(from 117 fewer to 1,000 more)
	⨁◯◯◯
Very low
	

	
Bronchopulmonary dysplasia - non-randomized studies

	4
	observational studies
	not serious
	seriousd
	not serious
	not serious
	none
	35/67 (52.2%) 
	46/164 (28.0%) 
	RR 0.97
(0.76 to 1.24)
	8 fewer per 1,000
(from 67 fewer to 67 more)
	⨁⨁⨁◯
Moderate
	

	
Bronchopulmonary dysplasia: randomized studies

	2
	randomized trials
	not serious
	not serious
	not serious
	seriousc
	none
	4/31 (12.9%) 
	5/80 (6.3%) 
	RR 0.80
(0.28 to 2.27)
	12 fewer per 1,000
(from 45 fewer to 79 more)
	⨁⨁⨁◯
Moderate
	

	

Late Onset Sepsis: non-randomized studies

	4
	observational studies
	not serious
	not serious
	not serious
	seriousc
	none
	11/53 (20.8%) 
	29/70 (41.4%) 
	RR 0.58
(0.32 to 1.08)
	174 fewer per 1,000
(from 282 fewer to 33 more)
	⨁⨁⨁◯
Moderate
	

	
Late Onset Sepsis: randomized studies

	2
	randomized trials
	seriousd
	seriousd
	not serious
	seriousc
	none
	3/12 (25.0%) 
	4/12 (33.3%) 
	RR 0.75
(0.21 to 2.66)
	83 fewer per 1,000
(from 263 fewer to 553 more)
	⨁◯◯◯
Very low
	

	All-cause mortality: non-randomized studies

	4
	observational studies
	not serious
	not serious
	not serious
	seriousc
	none
	5/71 (7.0%) 
	21/173 (12.1%) 
	RR 0.66
(0.29 to 1.50)
	41 fewer per 1,000
(from 86 fewer to 61 more)
	⨁⨁⨁◯
Moderate
	

	
All-cause mortality: randomized studies

	2
	randomized trials
	seriousd
	seriousd
	not serious
	seriousc
	publication bias strongly suspectedd
	0/12 (0.0%) 
	1/12 (8.3%) 
	RR 0.33
(0.01 to 7.45)
	56 fewer per 1,000
(from 82 fewer to 538 more)
	⨁◯◯◯
Very low
	



CI: confidence interval; RR: risk ratio
Explanations
a. inconsistent PDA closure definition among all 4
b. Dose, duration and route of medication administrations were different among all studies 
c. Wide CI 
d. Only one RCT reported this outcome
e. 2/4 studies had unclear NEC definition 
f. Not clear data on NEC diagnosis 
