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

	Anti-Hypertensive
	ENCHANTED (12)
	Anderson et al. (2019)
	Open-label RCT, blinded end-point
	· n = 1081 intensive BP
· n = 1115 routine BP
	· In tPA-eligible patients, investigated the outcomes of intensive BP (sBP 130-140 mmHg within 1 hour) versus routine BP (sBP < 180 mmHg) control over 72-hours, starting within 6 hours of ischaemic stroke. 
· At 90-days, no significant differences in mRS or occurrence of serious adverse events noted between the two groups.

	Anti-Platelets
	CAPRIE (91)
	CAPRIE (1996)
	RCT, blinded
	· n = 19,185
	· Investigated the efficacy of Clopidogrel 75 mg OD versus Aspirin 325 mg OD in patients with recent ischaemic stroke, MI, or symptomatic PVD. Patients were followed-up for a mean of 1.91 years. 
· Clopidogrel therapy had a 5.32% annual risk of ischaemic stroke, MI, vascular death; this was significantly lower versus aspirin (5.83% annual risk) with a relative risk reduction of 8.7% (95% CI 0.3-16.5, p = 0.043).

	Anti-Coagulation
	ENGAGE AF-TIMI 48 (112)
	Giugliano et al. (2013)
	RCT, double-blinded, double-dummy
	· n = 7036 Warfarin
· n = 7035 high-dose Edoxaban
· n = 7034 low-dose Edoxaban
	· Investigated the efficacy and safety of Edoxaban BD versus Warfarin for preventing stroke/systemic embolism, in patients with moderate-high risk AF. 
· Annual rate of stroke/systemic embolism was significantly higher for Warfarin at 1.50%, versus 1.18% for high-dose Edoxaban (HR 0.79, 97.5% CI 0.63 - 0.99, p < 0.001) and 1.61% for low-dose edoxaban (HR 1.07, 97.5% CI 0.87-1.31, p = 0.005). 
· Annual rate of major bleed was higher for Warfarin at 3.43% versus 2.75% high-dose edoxaban (HR 0.8, 95% CI 0.71-0.91, p <0.001). There was no difference in annual risk of cardiovascular events.

	
	RE-LY (112)
	Connolly et al. (2009)
	RCT, Dabigatran participant blinded, Warfarin open-label, blinded end-point
	· n = 6015 Dabigatran 110 mg BD
· n = 6076 Dabigatran 150 mg BD
· n = 6022 Warfarin
	· Investigated the efficacy and safety of Dabigatran BD versus Warfarin for preventing stroke/systemic embolism in patients with AF. 
· Annual rate of stroke /systemic embolism was significantly higher for Warfarin at 1.69%, versus 1.53% for Dabigatran 110 mg (RR 0.91, 95% CI 0.74 - 1.11, p < 0.001) and 1.11% for Dabigatran 150 mg (RR 0.66, 95% CI 0.53-0.82, p < 0.001). 
· Annual rate of bleed was higher only for 3.36% Warfarin versus 2.71% Dabigatran 110 mg (p = 0.003), similarly for haemorrhagic stroke at 0.38% for Warfarin, 0.12% Dabigatran 110 mg (p < 0.001), 0.10% Dabigatran 150 mg (p < 0.001).

	
	ROCKET AF (112)
	Patel et al. (2011)
	RCT double-blinded
	· n = 7131 Rivaroxaban
· n = 7133 Warfarin
	· Investigated the efficacy of Rivaroxaban 20 mg OD versus Warfarin for preventing stroke/systemic embolism in patients with non-valvular AF. 
· Annual rate stroke/systemic embolism was significantly lower for Rivaroxaban (1.7%) versus 2.2% for Warfarin (HR 0.79, 95% CI 0.66-0.96, p <0.001), this was preserved with ITT analysis (p <0.001). 
· There was no difference in clinically-relevant bleeding, but significant reductions in ICH were seen with Rivaroxaban (0.5% versus 0.7% Warfarin, p = 0.02) and fatal bleed (0.2% versus 0.5% Warfarin, p = 0.003).

	
	ARISTOTLE (112)
	Granger et al. (2011)
	RCT double-blinded
	· n = 9120 Apixaban
· n = 9081 Warfarin
	· Investigated the efficacy of Apixaban 5 mg BD versus Warfarin for preventing stroke/systemic embolism in patients with AF + min. 1 risk factor for stroke. 
· Apixaban when compared to Warfarin significantly reduced the annual rate of stroke/systemic embolism (1.27% versus 1.60%, HR 0.79, 95% CI 0.66-0.95, p < 0.001 non-inferiority, p = 0.01 superiority), annual rate of bleed (2.13% versus 3.09%, HR 0.69 95% CI 0.6-0.8, p <0.001) and annual rate of haemorrhagic stroke (0.24% versus 0.47%, HR 0.51, 95% CI 0.35-0.75, p <0.001).

	
	ARISTOPHANES (114)
	Lip et al. (2018)
	Retrospective Observational
	· n = 434, 046 (6 matched cohorts)
	· Investigated the efficacy and safety of NOAC and Warfarin usage in non-valvular AF patients. 
· Lower rates of stroke/systemic embolism were observed with Apixaban (HR 0.64, 95% CI 0.58-0.70), Dabigatran (HR 0.82, 95% CI 0.71-0.95) and Rivaroxaban (HR 0.79, 95% CI 0.73-0.85)when compared with Warfarin. 
· Apixaban (HR 0.60, 95% CI 0.56 - 0.63) and Dabigatran (HR 0.71, 95% CI 0.65 - 0.78) were associated with lower rates of major bleed versus Warfarin. Rivaroxaban (HR 1.06, 95% CI 1.02-1.10) had higher rates of major bleed versus Warfarin.

	
	NAXOS (115)
	Van Ganse et al. (2020)
	Observational
	· n = 321, 501 patients between 2014-2016.
	· Investigated the efficacy and safety of NOAC and Warfarin usage in non-valvular AF patients. Anticoagulation choice: 35% VKA, 27.2% Apixaban, 31.1% Rivaroxaban, 6.9% Dabigatran. 
· Apixaban displayed a lower propensity-score matched risk of major bleed versus Warfarin (HR 0.43, 95% CI 0.40 - 0.46) and Rivaroxaban (HR 0.67, 95% CI 0.63-.0.72) but not Dabigatran (HR 0.93, 95% CI 0.81-1.08). 
· Apixaban had a reduced risk of stroke/systemic embolism versus Warfarin (HR 0.60, 95% CI 0.56-0.65) but not Rivaroxaban (HR 1.05, 95% CI 0.97-1.15) or Dabigatran (HR 0.93, 95% CI 0.78-1.11).

	
	RAF (122)
	Paciaroni et al. (2015)
	Prospective cohort
	· n = 1029
	· Investigated the efficacy and safety associated with anticoagulation therapy and timing of commencement after ischaemic stroke. 
· Commencement of anticoagulation 4-14 days after stroke is associated with a significant reduction in stroke/systemic embolism/major ICH (HR 0.53, 95% CI 0.30-0.93, p = 0.025) versus starting anticoagulation before 4 days or after 14 days. 
· Only 7% of patients receiving oral anticoagulation experienced stroke/systemic embolism/major ICH, a significant reduction (p = 0.003) versus LMWH alone (16.8%) or LMWH followed by oral anticoagulants (12.3%).

	
	START (124)
	King et al. (2019)
	RCT open-label, blinded end-point
	· In progress
	· Ongoing trial investigating the optimal time for initiating NOACs in patients with recent ischaemic stroke, to balance risk of AF-related stroke versus haemorrhagic transformation. 
· Mild-moderate strokes are randomised to Day 3/6/10/14 NOAC commencement, whereas severe strokes are randomised to Day 6/10/14/21.

	
	TIMING (125)
	Asberg et al. (2017)
	RCT open-label
	· In progress
	· Ongoing trial investigating the optimal time for initiating NOACs in patients with recent ischaemic stroke, to balance risk of AF-related stroke versus haemorrhagic transformation. 
· Patients are randomised to early (< 4 days) or delayed (> 5 - 10 days) NOAC commencement to study the efficacy and safety of both arms.

	
	OPTIMAS (126)
	Chief investigator: Professor David Werring
	RCT, partial-blinded
	· In progress
	· Ongoing trial investigating the optimal time for initiating NOACs in patients with recent ischaemic stroke, to balance risk of AF-related stroke versus haemorrhagic transformation. 
· Patients are randomised to early (< 4 days) or standard (7 - 14 days) NOAC commencement.

	
	ELAN (127)
	Chief investigator: Professor Urs Fischer
	RCT, assessor-blinded
	· In progress
	· Ongoing trial investigating the optimal time for initiating NOACs in patients with recent ischaemic stroke, to balance risk of AF-related stroke versus haemorrhagic transformation. 
· Patients are randomised to early (<48 hours for mild/moderate and day 6 for major infarcts) and standard (day 3 for minor, day 6 for moderate, day 12 for major infarcts) NOAC commencement
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