	eTable 5. Summary of findings: probiotics for VLBW infants (Observational studies)

	Probiotics compared to placebo for NEC, late onset sepsis and mortality in VLBW infants

	Patient or population: VLBW infants                    Setting: High- and middle-income countries                 Intervention: Probiotics                      Comparison: Placebo 

	Outcomes
	Anticipated absolute effects* (95% CI) 
	Relative effect
(95% CI) 
	№ of participants 
(studies) 
	Quality of the evidence
(GRADE) 
	Comments

	
	Risk with placebo
	Risk with probiotics
	
	
	
	

	NEC 
	54 per 1.000 
	27 per 1.000
(20 to 38) 
	RR 0.51
(0.37 to 0.70) 
	13779
(14 observational studies) 
	⨁⨁⨁◯
MODERATE 1
	

	Late onset sepsis 
	175 per 1.000 
	142 per 1.000
(121 to 168) 
	RR 0.81
(0.69 to 0.96) 
	8648
(8 observational studies) 
	⨁◯◯◯
VERY LOW 1,2
	

	Mortality 
	88 per 1.000 
	63 per 1.000
(55 to 72) 
	RR 0.71
(0.62 to 0.81) 
	11118
(11 observational studies) 
	⨁◯◯◯
VERY LOW 1
	

	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 

Abbreviations: CI, Confidence interval; RR,  Risk ratio; NEC, necrotizing enterocolitis

	GRADE Working Group grades of evidence
High quality: We are very confident that the true effect lies close to that of the estimate of the effect
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 


1. Large variability (heterogeneity) in magnitude of effect

2. Because of publication bias
