	
	Trial (ref #)
	First Author
	Study Type
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	Main findings

	Endovascular
	IMS-3 (35)
	Broderick et al. (2013)
	RCT open-label, blinded end-point
	· n = 434 tPA + endovascular
· n = 222 tPA
	· Investigated the efficacy of tPA (administered within 3 hours of ischaemic stroke) with or without endovascular interventions (mechanical thrombectomy or IA-tPA). 
· At 90 days, there were no significant differences in functional outcome and mortality, as well as no significant differences in rate of symptomatic ICH within 30 hours of intervention.

	
	SYNTHESIS (36)
	Ciccone et al. (2013)
	RCT open-label, blinded end-point
	· n = 181 endovascular
· n = 181 tPA
	· Investigated the efficacy of tPA versus endovascular interventions (mechanical thrombectomy, IA-tPA) delivered within 4.5 hours of ischaemic stroke. 
· Median onset-to-treatment time was significantly lower (p < 0.001) for tPA (2.75 hours) versus endovascular intervention (3.75 hours). At 90 days, there were no differences in favourable mRS outcome (0-1) between tPA (n = 63/181, 34.8%) versus 30.4% endovascular (n = 55/181, OR 0.71, 95% CI 0.44-1.14, p = 0.16). 
· There was no significant difference in rate of fatal ICH.

	
	MR-RESCUE (37)
	Kidwell et al. (2013)
	RCT open-label, blinded end-point
	· n = 64 endovascular
· n = 54 usual care 
	· Investigated the efficacy of endovascular interventions (mechanical thrombectomy, IA-tPA) versus usual care alone when delivered within 8 hours of large vessel, anterior circulation ischaemic strokes. Randomisation was further stratified according to penumbral pattern. 
· At 90 days, there were no differences mortality, symptomatic ICH or favourable mRS outcomes, even when stratified according to favourable and non-penumbral patterns.

	
	MR-CLEAN (39)
	Berkhemer et al. (2015)
	RCT open-label, blinded end-point
	· n = 233 endovascular 
· n = 267 usual care
	· Investigated the efficacy of endovascular interventions (mechanical thrombectomy, IA-tPA) versus usual care alone, when delivered within 6 hours of ischaemic stroke to patients with proximal intracranial occlusion of anterior circulation.
· At 90-days, 32.6% of the endovascular group (n = 76/233) had favourable mRS outcomes (0-2) versus 19.1% receiving usual care alone (n = 51/267, OR 2.16, 95% CI 1.39-3.38). Shift analysis was favourable towards endovascular intervention (OR 1.67, 95% CI 1.21-2.30). 
· There were no differences in rate of symptomatic ICH or 90-day mortality.

	
	EXTEND-IA (40)
	Campbell et al. (2015)
	RCT open-label, blinded end-point
	· n = 35 thrombectomy + tPA
· n = 35 tPA. 
	· Terminated early due to results of interim analysis. Investigated the efficacy of mechanical thrombectomy with tPA versus tPA alone when administered within 4.5 hours of ischaemic stroke, in patients with occluded ICA/CA and favourable penumbral pattern. 
· At 24 hours, 100% of ischaemic territory was reperfused in the thrombectomy group versus 37% in tPA alone (p < 0.001). The 3-day NIHSS improvement (80% vs 37%, p = 0.002) and favourable 30-day mRS (0-2) outcomes (71% vs 40%, p = 0.01) were increased with thrombectomy.  
· There were no differences in rate of mortality or symptomatic ICH.

	
	ESCAPE (41)
	Goyal et al. (2015)
	RCT open-label, blinded end-point
	· n = 165 endovascular
· n = 150 control
	· Terminated early due to results of interim analysis. Investigated the efficacy of endovascular interventions compared to usual care alone when delivered within 12 hours of ischaemic stroke, in patients with anterior circulation, proximal intracranial occlusion. 
· At 90 days, endovascular intervention was significantly associated with favourable mRS (0-2) (53% vs 29.3%, p < 0.001) and reduced mortality (10.5% vs 19.0%, p = 0.04) versus usual care, as well as and lower mRS as per shift analysis (OR 2.6, 95% CI 1.7-3.8, p < 0.001. 
· There was no difference in rate of symptomatic ICH.

	
	SWIFT-PRIME (42)
	Saver et al. (2015)
	RCT open-label
	· n = 98 tPA
· n = 98 tPA + thrombectomy
	· Terminated early due to results of interim analysis. Investigated the efficacy of mechanical thrombectomy (stent-retriever) with tPA versus tPA alone when delivered within 6 hours of ischaemic stroke, in patients with proximal anterior circulation occlusions and small infarct core. 
· At 90 days, shift analysis revealed tPA with thrombectomy significantly reduced mRS score (p < 0.001). Rate of functional independence (mRS 0-2) was significantly higher with thrombectomy (60% vs 35%, p < 0.001). 
· There were no significant differences in 90-day mortality or symptomatic ICH.

	
	REVASCAT (43)
	Jovin et al. (2015)
	RCT open-label, blinded end-point
	· n = 103 thrombectomy + usual care
· n = 103 usual care
	· Terminated early due to positive results from earlier trials. Investigated the efficacy of mechanical thrombectomy (stent-retriever) versus usual care alone, when delivered within 8 hours of ischaemic stroke, if proximal anterior circulation occlusion and absence of large infarct on neuroimaging. 
· At 90 days, higher rates of favourable mRS (0-2) seen with thrombectomy (43.7% vs 28.2% OR 2.1, 95% CI 1.1-4.0). Shift analysis yielded significant association with thrombectomy and reduced mRS score (OR for 1-point improvement: 1.7, 95% CI 1.05-2.8). 
· No difference in mortality or symptomatic ICH 

	
	CRISP (51)
	Lansberg et al. (2017)
	Prospective Cohort
	· n = 190
	· Investigated the utility of CT perfusion imaging for selecting endovascular candidates based on penumbral mismatch (small ischaemic core and large penumbra) up to 18 hours within ischaemic stroke. 
· Reperfusion was significantly more associated with favourable NIHSS improvement in patients with mismatch (83%), versus those without mismatch (44%, p = 0.002). This trend was maintained regardless of whether patients were treated < 6 hours or > 6 hours within ischaemic stroke.

	
	[bookmark: _GoBack]DEFUSE 2 (78)
	Lansberg et al. (2012)
	Prospective Cohort
	· n = 99
	· Investigated the utility of MRI for selecting endovascular candidates based on penumbral mismatch up to 12 hours within ischaemic stroke. 
· Reperfusion was significantly more associated with favourable 30-day NIHSS improvement in patients with mismatch (n = 46/78, 59%, OR 8.8, 95% CI 2.7-29.0), versus those without mismatch (n = 12/21, 57%, OR 8.8, 95% CI 0.0-1.6, p = 0.003).

	
	DEFUSE 3 (78)
	Albers et al. (2018)
	RCT open-label, blinded end-point
	· n = 92 endovascular
· n = 90 usual care
	· Terminated early due to results of interim analysis. Investigated the efficacy of mechanical thrombectomy versus usual care alone, when delivered within 6 - 16 hours of ischaemic stroke, in patients with proximal MCA/ICA occlusion and favourable penumbra. 
· At 90-days, shift analysis revealed thrombectomy was significantly associated with favourable mRS (OR 2.77, p < 0.001) and the thrombectomy group (45%) was significantly more likely to have a favourable mRS (0-2) versus usual care (17%, p < 0.001). 
· No significant differences in 90-day mortality or symptomatic ICH were seen.

	
	DAWN (80)
	Noguiera et al. (2018)
	RCT open-label, blinded end-point
	· n = 107 thrombectomy
· n = 99 control
	· Terminated early due to results of interim analysis. Investigated the efficacy of mechanical thrombectomy versus usual care alone, when delivered within 6 - 24 hours of ischaemic stroke, in patients with ICA/proximal MCA occlusion and clinical deficit-infarct volume mismatch. 
· At 90 days, mean utility-weighted mRS favoured thrombectomy (5.5) versus control (3.4), on a 0-10 scale (10 is the best outcome). Rate of favourable 90-day mRS (0-2) was significantly higher for thrombectomy (49%) versus 13% (95% CI 21-44; PPoS >0.999). 
· No difference in symptomatic ICH or 90-day mortality.

	
	SWIFT-DIRECT (48)
	Fischer et al.
	RCT open-label, blinded end-point
	· In progress
	· Specific to patients with AIS secondary to large vessel occlusion in the anterior circulation
· Comparison between direct mechanical thrombectomy and bridging thrombolysis prior to endovascular procedures
· Primary outcome: 90-day functional outcome; Secondary outcome: causes of mortality, the dependency and quality of life in AIS patients

	
	TESLA (49)
	Yoo et al.
	RCT open-label, blinded end-point
	· In progress
	· Specific to patients with moderate-large infarcts
· Comparison of best medical management alone against endovascular treatment plus best medical treatment
· Outcome measures yet to be clearly stated 

	
	ENDOLOW (50)
	Nogueira et al.
	RCT open-label, blinded end-point
	· In progress
	· Specific to patients presenting within 8 hours of ischemic onset with large vessel occlusions and low baseline NIHSS scores (0-5)
· Group comparisons: immediate mechanical thrombectomy versus initial medical management
· 90-day clinical outcomes (mRS distribution) 
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