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	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	dipyrone
	no dipyrone
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Congenital anomaly

	3
	non-randomised studies
	not seriousa
	not serious
	seriousb
	seriousc
	none
	58/23771 (0.2%) 
	167/43079 (0.4%) 
	OR 1.18
(0.80 to 1.63)
	1 more per 1 000
(from 1 fewer to 2 more)
	⨁◯◯◯
Very low
	IMPORTANT

	Major congenital anomaly

	2
	non-randomised studies
	not seriousa
	not serious
	seriousb
	seriousc
	none
	10/477 (2.1%) 
	17/879 (1.9%) 
	OR 1.06
(0.47 to 2.37)
	1 more per 1 000
(from 10 fewer to 25 more)
	⨁◯◯◯
Very low
	CRITICAL

	Infant leukemia

	3
	non-randomised studies
	seriousd
	not serious
	seriousb
	seriousc
	none
	569 cases 1117 controls
	OR 1.25
(0.86 to 2.22)
	-
	⨁◯◯◯
Very low
	CRITICAL

	Patent ductus arteriosus

	1
	non-randomised studies
	not seriouse
	not serious
	seriousb
	not serious
	none
	3/72 (4.2%) 
	10/1133 (0.9%) 
	not estimable
	
	⨁◯◯◯
Very low
	IMPORTANT

	Oligohydramnios

	1
	non-randomised studies
	not seriouse
	not serious
	seriousb
	not serious
	none
	2/72 (2.8%) 
	29/1154 (2.5%) 
	not estimable
	
	⨁◯◯◯
Very low
	IMPORTANT

	Fetal death

	3
	non-randomised studies
	not seriouse
	not serious
	seriousb
	seriousc
	none
	48/1109 (4.3%) 
	175/5271 (3.3%) 
	OR 0.81
(0.57 to 1.14)
	6 fewer per 1 000
(from 14 fewer to 4 more)
	⨁◯◯◯
Very low
	CRITICAL

	Prematurity

	3
	non-randomised studies
	not seriouse
	not serious
	seriousb
	seriousc
	none
	128/1025 (12.5%) 
	758/5169 (14.7%) 
	OR 0.99
(0.80 to 1.21)
	1 fewer per 1 000
(from 26 fewer to 25 more)
	⨁◯◯◯
Very low
	IMPORTANT

	Low birth weight

	1
	non-randomised studies
	not seriouse
	not serious
	seriousb
	seriousc
	none
	83/556 (14.9%) 
	678/4293 (15.8%) 
	OR 0.77
(0.51 to 1.17)
	32 fewer per 1 000
(from 71 fewer to 22 more)
	⨁◯◯◯
Very low
	IMPORTANT


CI: confidence interval; OR: odds ratio
Explanations
a. Most evidence comes from studies not at serious risk of bias. Two studies had a high quality NOS score (above 6) and one study had a score of six.
b. Differences in interventions across participants cannot be assessed, once it relies on reported information. Lack of data on dose and length of therapy in most studies.
c. 95% CI suggests both benefit and harm
d. Evidence comes from studies at serious risk of bias. Only one study had a NOS score above six.
e. All studies had a high NOS score (above 6) 
