In adults in cardiac arrest in any setting (in-hospital or out-of-hospital) with an indication for vascular access, does Initial attempt(s) at vascular access in cardiac arrest made via the intraosseous (IO) route compared with Initial attempt(s) at vascular access in cardiac arrest made via the intravenous (IV) route improve clinical outcomes? 

	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	Intraosseous v Intravenous
	placebo
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	30-day survival

	2
	randomised trials
	not serious
	not serious
	not serious
	seriousa
	none
	222/3759 (5.9%) 
	230/3781 (6.1%) 
	OR 0.97
(0.80 to 1.18)
	2 fewer per 1,000
(from 12 fewer to 10 more)
	⨁⨁⨁◯
Moderatea
	CRITICAL

	Return of spontaneous circulation (any)

	2
	randomised trials
	not serious
	seriousb
	not serious
	seriousc
	none
	1369/3762 (36.4%) 
	1459/3783 (38.6%) 
	OR 0.91
(0.83 to 1.00)
	22 fewer per 1,000
(from 43 fewer to 0 fewer)
	⨁⨁◯◯
Lowb,c
	IMPORTANT

	Return of spontaneous circulation (sustained)

	2
	randomised trials
	not serious
	seriousb
	not serious
	not serious
	none
	860/3747 (23.0%) 
	947/3771 (25.1%) 
	OR 0.89
(0.80 to 0.99)
	21 fewer per 1,000
(from 40 fewer to 2 fewer)
	⨁⨁⨁◯
Moderateb
	IMPORTANT

	Survival (30-day/ discharge) with favourable neurological outcome

	2
	randomised trials
	seriousd
	not serious
	not serious
	seriouse
	none
	147/3722 (3.9%) 
	144/3732 (3.9%) 
	OR 1.03
(0.81 to 1.31)
	1 more per 1,000
(from 7 fewer to 11 more)
	⨁⨁◯◯
Lowd,e
	CRITICAL

	Survival at hospital discharge

	2
	randomised trials
	not serious
	not serious
	not serious
	seriouse
	none
	199/3742 (5.3%) 
	194/3760 (5.2%) 
	OR 1.04
(0.85 to 1.27)
	2 more per 1,000
(from 7 fewer to 13 more)
	⨁⨁⨁◯
Moderatee
	CRITICAL

	Survival at 3-months

	1
	randomised trials
	not serious
	not serious
	not serious
	very seriousf
	none
	82/729 (11.2%) 
	71/747 (9.5%) 
	OR 1.21
(0.86 to 1.69)
	18 more per 1,000
(from 12 fewer to 56 more)
	⨁⨁◯◯
Lowf
	CRITICAL

	Survival at 6-months

	0
	
	
	
	
	
	
	0/0
	0/0
	not pooled
	see comment
	-
	CRITICAL

	Survival with favourable neurological outcome at 3-months

	1
	randomised trials
	not serious
	not serious
	not serious
	very seriousf
	none
	75/727 (10.3%) 
	67/746 (9.0%) 
	OR 1.17
(0.82 to 1.65)
	14 more per 1,000
(from 15 fewer to 50 more)
	⨁⨁◯◯
Lowf
	CRITICAL

	Survival with favourable neurological outcome at 6-months

	0
	
	
	
	
	
	
	0/0
	0/0
	not pooled
	see comment
	-
	CRITICAL

	Health-related quality of life at 3-months

	1
	randomised trials
	not serious
	not serious
	not serious
	very seriousf
	none
	78
	69
	-
	MD 4 higher
(2.33 lower to 10.33 higher)
	⨁⨁◯◯
Lowf
	CRITICAL

	Health-related quality of life at 6-months

	0
	
	
	
	
	
	
	0
	0
	-
	see comment
	-
	CRITICAL


CI: confidence interval; MD: mean difference; OR: odds ratio
Explanations
a. Confidence interval includes both potential benefit and harm. Whilst the I2 value was 51%, this was not deemed sufficiently inconsistent to require downgrading, given that it was noted that evidence certainty had already been downgraded for imprecision 
b. Evidence of heterogeneity (I2 value>50%)
c. Confidence interval includes both no effect and potential harm
d. Largest trial assessed as some concern
e. Confidence interval includes both potential benefit and harm
f. Very wide confidence that includes both potential benefit and harm


