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TNK for stroke thrombolysis –
TNK vs tPA within the Treatment Window
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• Introduction 

• Current evidence for TNK in stroke 

• The proposed trial 

• Discussion











Evolution of the tissue-type plasminogen activator trials and ongoing efforts to extend the time 

window beyond 4.5 hours. 
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Modified Rankin Scale (mRS) score distribution in all patients randomised in 
RCTs comparing tenecteplase 0.25mg/kg and alteplase.





Major neurological improvement at 24 hours

0.2 0.5 1 2 5 10

TNK 0.4 1.31 (0.34, 5.00)

TNK 0.25 3.34 (1.54, 7.24)

TNK 0.1 1.46 (0.64, 3.39)

sICH
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TNK 0.4 6.22 (0.69, 56.26)

TNK 0.25 0.65 (0.17, 2.46)

TNK 0.1 0.19 (0.02, 1.95)



Extending the time for Thrombolysis in Emergency Neurological Deficits – Intra-Arterial using Tenecteplase 

A randomized controlled trial of 
0.25mg/kg tenecteplase versus 0.9mg/kg alteplase 

prior to endovascular thrombectomy
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Substantial reperfusion at initial angiogram 
(TICI 2b/3 or no retrievable thrombus)

Adjusted odds ratio: 2.6 (95%ci 1.1-5.9)

Non-inferiority  p=0.002

Superiority  p=0.02
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Modified Rankin scale  
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Ordinal cOR 1.7

95%CI 1.0-2.8

p=0.037 
(adjusted age, NIHSS)

Day 90 mRS

mRS 0-2 or no change from BL

65% vs 52%, p=0.06

mRS 0-1 or no change from BL

52% vs 43%, p=0.06









582 patients received thrombolysis last year. 

Data courtesy of Dr Noreen Kamal







Tenecteplase Alteplase Pragmatic 

QuiCR Registry-based 

Randomized Controlled Trial





Pragmatic vs Explanatory Trials 

Porzsolt et al. Journal of Public Health 21(3):307-313



Inclusion / Exclusions Criteria 

Is this stroke patient 
eligible for tPA in my 

practice?
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Note-worthy Points 

• Advanced imaging (CTA/ CTP)

• NOT A PREREQUISITE  

• Underlying occlusion 

• NOT A PREREQUISITE 

• Anterior AND posterior circulation 

• Patient is EVT eligible 

• YOU CAN STILL RANDOMIZE 



Mention-worthy 
Exclusions Criteria 

• Stroke patients beyond 4.5 hours from onset (LSW)

• Minor stroke (that you would NOT usually 

thrombolyse) 

• Resolving stroke symptoms (that you would NOT 

usually thrombolyse) 



Randomization & Flow



Planned Trial Interventions

Intravenous tenecteplase at a dose of 0.25 mg/kg 

Vs.

Standard dose intravenous alteplase (0.9 mg/kg body 
weight, 10% bolus and 90% infusion over 60 
minutes).



Outcomes 
Primary Outcome: 

• modified Rankin Scale 0-1 at 90 days

Secondary Outcomes

• Discharge destination (home, early supported discharge, rehabilitation facility, long term care, death)

• Ambulatory status at discharge

• Home time

• Actual 90-day mRS score

• Door to needle time

• Door-in-door-out (DIDO) times at the Primary Stroke Centre

• Recanalization status at first angiographic acquisition in patients taken to the angio-suite for the 
purpose of administering EVT

• Proportion of patients administered EVT

Safety Outcomes

• Death 

• Symptomatic ICH defined as per NINDS trials criteria as any haemorrhage post treatment associated 
temporally with neurological worsening



Sample Size 

• A total of 1076 subjects (~ 400 recruits annually)

• 1:1 ratio

• Assuming a 90-days primary outcome is 40% and 

35%, respectively.



Sites 

• QuiCR registry sites:

• 15 Primary Stroke Centers 

• 2 Comprehensive Stroke Centers 

• The trial will likely recruit more centers as the 

registry expands into other provinces and health 

systems.



Potential Advantages of TNK

• Better recanalization 

• ? Fewer EVT cases

• ? Better outcomes of distal occlusions

• Safety 

• Workflow benefit 

• DTN shorter: triage, image, bolus, transfer




