	
	Trial (ref #)
	First Author
	Study Type
	Sample Size
	Main findings

	Thrombolysis
	NINDS (Part 1) (14)
	NINDS (1995)
	RCT double-blinded
	· n = 144 tPA,
· n =147 placebo
	· Investigated the efficacy of tPA for ischaemic stroke when administered within 3 hours of onset. 
· No significant differences in clinical activity (defined as  NIHSS improvement by 4 points or resolution of neurological deficit) between tPA and placebo at 24 hour.

	
	NINDS (Part 2) (9)
	NINDS (1995)
	RCT double-blinded
	· n = 168 
tPA
· n = 165 placebo
	· Investigated the long-term efficacy of tPA for ischaemic stroke when administered within 3 hours of onset. 
· At 3 months: significantly more favourable outcomes (Barthel Index, mRS, Glasgow Outcome Scales, NIHSS) for patients receiving tPA (Wald Test: OR 1.7, 95% CI 1.0 -1.7, p = 0.026). 
· In terms of safety, symptomatic ICH within 36 hours was more common in the tPA group (p < 0.001), but no significant differences in mortality at 3 months.

	
	SITS-MOST (10)
	Wahlgren et al. (2007)
	Prospective, Observational
	· n = 6483 (50% from centres with little experience)
	· Confirmed the safety and efficacy of IV Alteplase administered within 3 hours of ischaemic stroke when compared to Cochrane and pooled RCT results. 
· At 24 hours, symptomatic ICH noted in 1.7% (n = 107/6444, 95% CI 1.4-2.0), versus Cochrane 7.3% (n = 468/6438, 95% CI 6.7-7.9) and pooled RCT 8.6% (n = 40/465, 95% CI 6.3-11.6). 
· Mortality was 11.3% (n = 701/6218, 95% CI 10.5-12.1) versus pooled RCT 17.3% (n = 83/479, 95% CI 14.1-21.1).

	
	ECASS I (14)
	Hacke et al. (1995)
	RCT double-blinded
	· n = 620
	· Investigated the efficacy and safety of higher-dose tPA (1.1 mg/kg) when administered within 6 hours of ischaemic stroke. 
· At 90 days, excellent mRS (p = 0.035) and combined Barthel Index + mRS (p < 0.001) outcomes favoured towards tPA when compared to placebo. 
· No difference in mortality or ICH at 30 days noted between tPA and placebo, but significantly more large parenchymal haemorrhages were noted in patients receiving tPA.

	
	ECASS II (14)
	Hacke et al. (1998)
	RCT double-blinded
	· n = 391 placebo 
· n = 409 
tPA
	· Investigated the efficacy of tPA when administered within 6 hours of ischaemic stroke. 
· Initial analysis revealed the tPA group had favourable mRS (0-1) outcomes at 90 days versus placebo, but this difference was not significant.  
· Post-hoc analysis revealed the tPA group (n = 222/409, 54.3%) had significantly favourable mRS outcomes (0-2) at 90 days versus placebo (n = 180/391, 46.0%, p = 0.024). Differences with placebo remained the same, whether tPA administered < 3 hours or 3-6 hours. 
· Symptomatic ICH seen in 8.8% of tPA and 3.4% of placebo, but no difference in mortality at 90 days. 

	
	ECASS III (11)
	Hacke et al. (2008)
	RCT double-blinded
	· n = 418 
tPa
· n = 403 placebo
	· Investigated the efficacy and safety of tPA when administered between 3 - 4.5 hours of ischaemic stroke. 
· At 90 days, significantly more tPA patients attained favourable mRS (0-1) versus placebo (p = 0.04). Benefits of tPA maintained when analysing 90-day NIHSS, GOS, mRS, Barthel's together (OR 1.28, 95% CI 1.00-1.65, P < 0.05). 
· Symptomatic ICH was more frequent with tPA (2.4% vs 0.2% placebo, p = 0.001), but no difference in mortality was noted.

	
	IST-3 (13)
	IST-3 (2012)
	RCT open-label
	· n = 1515 tPA 
· n = 1520 control 
	· Investigated the efficacy of tPA when administered within 4.5 - 6 hours of ischaemic stroke. 
· No significant differences in favourable Oxford Handicap Score (0-2) or mortality at 6 months. 
· 7-day mortality in the tPA group was higher (11%) versus placebo (7%, OR 1.60, 95% CI 1.22- 2.08, p = 0.001) but subsequently lower mortality in the tPA group from 7 days to 6 months. Shift analysis towards favourable OHS was significantly associated with the tPA group (common OR 1.27, 95% CI 1.10-1.47, p = 0.001).

	
	ATLANTIS (A) (14)
	Clark et al. (1999)
	RCT double-blinded
	· n = 272 
tPA
· n = 275 placebo
	· Investigated the efficacy of tPA when administered within 3 - 5 hours of ischaemic stroke. 
· At 30 and 90 days, no differences between tPA and placebo for any outcome measures (NIHSS, Barthel Index, mRS, GOS). 
· The tPA group experienced an increased rate of symptomatic ICH (1.1% vs 7.0%, p = 0.001) and fatal ICH (0.3% vs 3.0%, p < 0.001) versus placebo, but there was no significant difference in 90-day mortality.

	
	ATLANTIS (B) (14)
	Albers et al. (2002)
	RCT double-blinded
	· n = 38 
tPA
· n = 23 placebo
	· Investigated the efficacy of tPA when administered within 3 hours of ischaemic stroke (as part of the ATLANTIS trial). 
· At 90 days, a favourable NIHSS outcome was seen in the tPA group (60.9%) versus placebo (26.3%, p = 0.01). 
· Symptomatic and fatal ICH were more frequent in the tPA group (n = 3, 13%) versus placebo (n = 0, p = 0.05) but there was no difference in mortality at 90 days.

	
	EPITHET (14,15)
	Davis et al. (2008)
	RCT double-blinded
	· n = 52 
tPA
· n= 49 placebo
	· Investigated the impact of tPA (when administered within 3-6 hours of ischaemic stroke) on reperfusion and infarct attenuation in patients with penumbral mismatch (n = 85/101). 
· There were no significant differences in infarct growth (between baseline DWI and Day-90 T2 lesion) between patients receiving tPA versus placebo. However, reperfusion was significantly associated with tPA, less infarct growth (p = 0.001), better neurological outcomes (p < 0.001) and better functional outcomes (p = 0.010).

	
	EXTEND (15)
	Ma et al. (2019)
	RCT open-label
	· n = 113 
tPA
· n = 112 placebo
	· Terminated early due to positive results from previous trial (WAKE-UP). Investigated the efficacy of tPA when administered within 4.5 - 9 hours of ischaemic stroke to patients with radiologically hypoperfused but salvageable lesions. 
· At 90 days, excellent mRS outcomes (0-1) were significantly more frequent with tPA (n = 40/113, 35.4%) versus placebo (n = 33/112, 29.5%, RR 1.44, 95% CI 1.01-2.06, p = 0.04). 
· Symptomatic ICH was increased with tPA (n = 7/113, 6.2%) versus placebo (n= = 1/112, 0.9%, RR 7.22, 95% CI 0.9 -53.5, P = 0.05) but there was no difference in 90-day mortality.

	
	ECASS4-EXTEND (15)
	Amiri et al. (2016)
	RCT double-blinded
	· In progress
	· Ongoing trial investigating the efficacy of tPA when administered within 4.5 - 9 hours of ischaemic stroke to patients with significant penumbral mismatch on MRI.

	
	TNK-S2B (27)
	Haley et al.  (2010)
	RCT double-blinded
	· n = 112
	· Trial was prematurely terminated for slow enrollment
· Demonstrated potential efficiency of a novel design in selecting a propitious dose for future study
· No significant difference between in 3-month efficacy outcome between TNK and tPA group
· Symptomatic intracranial haemorrhage highest in the discarded 0.4mg/kg TNK group


	
	Australian TNK (28)
	Parson et al.
(2012)
	RCT open-label
	· n = 25 
tPA
· n = 50 
TNK
	· TNK associated with significantly better reperfusion and clinical outcomes than alteplase in patients with stroke
· 0.1mg/kg TNK had greater clinical improvement at 24 hours than the alteplase group with no difference in other efficacy outcomes
· 0.25mg/kg TNK associated with improvement on all imaging efficacy outcomes, as compared to alteplase

	
	ATTEST (29)
	Huang et al.
(2015)
	RCT open-label
	· n = 49
tPA
· n = 47
TNK
	· Neither radiological or clinical outcomes differed significantly with TNK 0.25mg/kg and alteplase 0.9mg/k
· Safety outcomes also did not differ between the two groups

	
	NOR-TEST (30)
	Logallo et al.
(2017)
	RCT open-label
	· n = 551
tPA
· n = 549
TNK
	· Primary outcome (excellent functional outcome at 3 months), TNK vs tPA – OR: 1.08, 95% CI: 0.84-1.38; p = 0.52
· Safety outcome (serious adverse events), TNK vs tPA – 145 (26%) vs 141 (26%); p = 0.74
· TNK was not superior to tPA and showed a similar safety profile

	
	EXTEND-IA TNK (31)
	Campbell et al.
(2018)
	RCT open-label
	· n = 101
tPA
· n = 101
TNK
	· The primary outcome was reperfusion of greater than 50% of the involved ischemic territory or an absence of retrievable thrombus at the time of the initial angiographic assessment.
· The primary outcome occurred in 22% of the patients treated with tenecteplase versus 10% of those treated with alteplase (incidence difference, 12 percentage points; 95% confidence interval [CI], 2 to 21; incidence ratio, 2.2; 95% CI, 1.1 to 4.4; P=0.002 for noninferiority; P=0.03 for superiority)
· Tenecteplase resulted in a better 90-day functional outcome than alteplase (median modified Rankin scale score, 2 vs. 3; common odds ratio, 1.7; 95% CI, 1.0 to 2.8; P=0.04).
· No significant difference in symptomatic intracerebral hemorrhage between the two groups

	
	EXTEND-IA TNK Part II  (34)
	Campbell et al.
(2020)
	RCT open-label
	· In progress
	· [bookmark: _GoBack]Ongoing trial comparing the efficacy of 0.4mg/kg versus 025mg/kg TNK in patients with large vessel occlusions when administered within 4.5 hours.
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