[bookmark: _GoBack]9Supplementary file (3) shows risk of bias assessment results for included studies.
	Table (A) shows risk of bias assessment results for included prospective studies.

	Zaidi 2011
	Switzer 2009
	Sairanen 2011
	Quereshi 2012
	Pedragosa 2009
	Nardetto 2016
	Fong 2015
	Audebert 2006
		Study ID	

	Selection (max. 4 *)

	*
	*
	*
	*
	*
	*
	*
	*
	Representativeness of the exposed cohort.

	*
	*
	*
	*
	*
	*
	*
	*
	Selection of the non-exposed cohort.

	*
	*
	*
	*
	*
	*
	*
	*
	Ascertainment of exposure.

	*
	*
	*
	*
	*
	*
	*
	*
	Demonstration that outcome of interest was not present at start of study.

	Comparability (max. 2*)

	**
	
	**
	
	**
	**
	**
	**
	Comparability of cohorts on the basis of the design or analysis.

	Outcome (max. 5 *)

	*
	*
	*
	*
	*
	*
	*
	*
	Assessment of outcome.

	*
	*
	*
	*
	
	
	*
	*
	Was follow-up long enough for outcomes to occur?

	*
	
	*
	*
	
	
	*
	*
	Adequacy of follow up of cohorts.

	9
	6
	9
	7
	7
	7
	9
	9
	Total
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Supplementary Figure 1: Risk of bias summary in included prospective studies.
	Table (B) shows risk of bias assessment results for included retrospective studies.

	Frey 2005
	Dutta 2015
	Chowdhury 2012
	Amorim 2013
	Allibert 2012
		Study ID	

	Selection (max. 4 *)

	*
	*
	*
	*
	*
	Representativeness of the exposed cohort.

	*
	*
	*
	*
	*
	Selection of the non-exposed cohort.

	*
	*
	*
	*
	*
	Ascertainment of exposure.

	*
	*
	*
	*
	*
	Demonstration that outcome of interest was not present at start of study.

	Comparability (max. 2*)

	
	**
	**
	
	**
	Comparability of cohorts on the basis of the design or analysis.

	Outcome (max. 5 *)

	*
	*
	*
	*
	*
	Assessment of outcome.

	
	*
	*
	*
	
	Was follow-up long enough for outcomes to occur?

	
	*
	*
	*
	
	Adequacy of follow up of cohorts.

	5
	9
	9
	7
	7
	Total




	Table (B) Continued…

	Pervez 2009
	Martinschild 2011
	Martinez-Sanchez 2014
	Mansoor 2013
	Johansson 2011
	Ionita 2009
		Study ID	

	Selection (max. 4 *)

	*
	*


	*
	*
	*
	*
	Representativeness of the exposed cohort.

	*
	*
	*
	*
	*
	*
	Selection of the non-exposed cohort.

	*
	*
	*
	*
	*
	*
	Ascertainment of exposure.

	*
	*
	*
	*
	*
	*
	Demonstration that outcome of interest was not present at start of study.

	Comparability (max. 2*)

	**
	
	**
	**
	**
	**
	Comparability of cohorts on the basis of the design or analysis.


	Outcome (max. 5 *)

	*
	*
	*
	*
	*
	*
	Assessment of outcome.

	*
	*
	*
	
	*
	
	Was follow-up long enough for outcomes to occur?

	*
	*
	*
	
	*
	
	Adequacy of follow up of cohorts.

	9
	7
	9
	7
	9
	7
	Total



	Table (B) Continued…

	Yaghi 2013
	Uchino 2010
	Sorensen 2016
	Rudd 2012
	Raulot 2015
		Study ID	

	Selection (max. 4 *)

	*
	*
	*
	*
	*
	Representativeness of the exposed cohort.

	*
	*
	*
	*
	*
	Selection of the non-exposed cohort.

	*
	*
	*
	*
	*
	Ascertainment of exposure.

	*
	*
	*
	*
	*
	Demonstration that outcome of interest was not present at start of study.

	Comparability (max. 2*)

	**
	
	
	**
	
	Comparability of cohorts on the basis of the design or analysis.

	Outcome (max. 5 *)

	*
	*
	*
	*
	*
	Assessment of outcome.

	*
	*
	*
	*
	*
	Was follow-up long enough for outcomes to occur?

	*
	*
	*
	*
	*
	Adequacy of follow up of cohorts.

	9
	7
	7
	9
	7
	Total
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Supplementary Figure 2: Risk of bias in included retrospective studies.
	Table (C) shows risk of bias assessment results for included randomized controlled trials.

	Ebinger 2014
	Risk of bias
	Authors' judgment

	Random sequence generation (selection bias)
	Low risk
	“PHANTOM-S is a randomized-week, open-label clinical trial.”

	Allocation concealment (selection bias)
	Unclear
	Not mentioned

	Blinding of participants and personnel (performance bias)
	High risk
	PHANTOM-S is a randomized-week, open-label clinical trial.

	Blinding of outcome assessment (detection bias)
	High risk
	PHANTOM-S is a randomized-week, open-label clinical trial.

	Incomplete outcome data (attrition bias)
	Low risk
	There was no loss of enrolled participants > 10%.

	Selective reporting (reporting bias)
	Low risk
	 “The study was conducted in accordance with the published protocol and approved by the Charité Ethics Committee”.

	Other bias
	Unclear
	

	Mazighi 2015
	Risk of bias
	Authors' judgment

	Random sequence generation (selection bias)
	Low risk
	“Randomized, open-label clinical trial”

	Allocation concealment (selection bias)
	Low risk
	“NIHSS score was also recorded at 24 hours after randomization by an examiner blinded to the allocated group, other than the stroke neurologist who randomized the patient.” 

	Blinding of participants and researchers (performance bias)
	High risk
	“Randomized, open-label clinical trial”

	Blinding of outcome assessment (detection bias)
	Low risk
	“Blinded outcome evaluation”

	Incomplete outcome data (attrition bias)
	Low risk
	"All patients completed the follow-up period"

	Selective reporting (reporting bias)
	low risk
	All expected outcomes were reported

	Other bias
	Unclear
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Supplementary Figure 3: Risk of bias in included randomized controlled trials.
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