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Introduction and Goal of “First Tuesdays”

• Didactic lecture series as part of the Kansas Initiative for 
Stroke Survival (KISS)

• Updates in Practice and FAQ’s on Acute Stroke Care

• 20 minute didactic, 10 minutes for questions/discussion 



Current guidelines

• IV alteplase (tPA) for all patients who have 
disabling symptoms of acute stroke

– Earlier was within 3 hours of last well

– Within 4.5 hours of last well now established in 
clinical practice1

Powers et al, Stroke 2018; 1. Hacke et al, NEJM 2008 



WAKE-UP Trial

• RCT of patients with unknown time of stroke 
onset

• Excluded patients with NIHSS>25 and patients 
planning to undergo EVT

• MRI criteria showing ischemia on DWI but no 
hyperintensity on FLAIR

• Randomized to alteplase vs placebo if 
mismatch on MRI

Thomalla et al, NEJM 2019



Thomalla et al, Int J Stroke 2014
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Conclusions from WAKE-UP

• Functional outcome more favorable with 
alteplase than placebo based on MRI criteria

• More deaths and ICH in tPA group, but not 
significant

• Trial stopped early due to lack of funding and 
fewer patients enrolled. 

Thomalla et al, NEJM 2019



EXTEND trial

• Acute stroke with last well between 4.5-9 
hours OR wake-up stroke symptoms if 
midpoint of sleep was <9 hrs

• NIHSS 4-26

• Excluded patient who were planned for EVT

• Imaging criteria was CTP or MRP with RAPID 
software: core volume 10-70 mL, mismatch 
ratio between core and penumbra >1.2

• Randomized to alteplase vs placebo

Ma et al, NEJM 2019
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Conclusions from EXTEND

• Trend toward better outcome with alteplase 
than placebo based on CTP/MRP criteria, but 
only statistically significant in adjusted analysis 
with odds ratio of 1.44 (1.01-2.06)

• Trend towards higher ICH with tPA but no 
increase in mortality

• Terminated early due to publication of WAKE-
UP trial

Ma et al, NEJM 2019



Conclusions from trials

• Recent studies (DAWN/DEFUSE-3) shows that  
EVT based on imaging criteria up to 24 hours 
from last well has much better odds of improving 
function.

• May be a potential area of intervention in 
patients who are NOT eligible for EVT (no LVO).

• WAKE UP has better evidence than EXTEND, 
showing that treating with tPA may be better if 
unknown time of onset vs known onset >4.5 hrs.

• Will need to have at your center: stat MRI 
capabilities to select patients 



Questions?

• Call for help anytime!

• http://www.kissnetwork.us/

• email at sslavin2@kumc.edu


