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Additional Inclusion and Exclusion Criteria for IV 

tPA Within 3 - 4.5 Hours From Symptom Onset 

Inclusion criteria

• Diagnosis of ischemic stroke cousin measurable 

neurologic deficit

• Onset of symptoms within 3 to 4.5 hours before beginning 

treatment

Exclusion criteria

• Age > 80 years

• Severe stroke (NIHSS > 25)

• Taking an oral anticoagulant regardless of INR

• History of both diabetes and prior ischemic stroke
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Stroke. 2013;44:870-947 

Intravenous rtPA (0.9 mg/kg, maximum dose 90 mg) is recommended 

for selected patients who may be treated within 3 hours of onset of 

ischemic stroke (Class I; Level of Evidence A). 

Intravenous rtPA (0.9 mg/kg, maximum dose 90 mg) is recommended for 

administration to eligible patients who can be treated in the time period of 

3 to 4.5 hours after stroke onset (Class I; Level of Evidence B). 



Lancet 2012;379:2352– 2363. 



Stroke. 2016;47:581-641.

Comparison of Favorable Outcomes at 90 Days Between tPA 

and Control Among Participants <80 and >80 Years of Age in 

the NINDS and IST-3 Trials 



Survey of US stroke clinicians on their 

willingness to treat with recombinant 

tissue-type plasminogen activator 

(rtPA) in the setting of each individual 

rtPA exclusion criteria.

J Stroke Cerebrovasc Dis. 2014;23:2130–2138. 
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tissue-type plasminogen activator 
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Removed from contraindications:

• Previous stroke

• Seizure at onset

• Hypertension parameters of 185/110 removed; replaced with 

Severe Uncontrolled Hypertension

• Bleeding diathesis parameters removed; INR 1.7, PT > 15 

sec, > PTT, PLT count < 100,000, Heparin within 48 hours

• History of ICH; Recent ICH added to warning and 

precautions

Removed from Warning and Precautions:

• Blood Glucose values; Less than 40 or greater than 400

• NIHSS > 22

• Major early infarct signs on CT scan

• Minor neurological deficits or rapidly improving symptoms

FEB 2015
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EudraCT Number: 2012-003609-80

within 4.5 and 9 h of stroke onset

NIHSS 4 – 26 

Imaging criteria

infarct core volume <100 ml

perfusion:infarct core mismatch ratio >1.2 

minimum perfusion lesion volume of 20 ml 

> 18 years old

Phase 3, Randomized, Multi-center, 

Double-blind, Placebo- controlled study 



Emergent Large Vessel 

Occlusion
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67-year-old woman presented on 3rd March 2008 
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MR CLEAN ESCAPE EXTEND-IA SWIFT PRIME

TICI 2b/3 58.7% 72.4% 86% 88%

mRS 0-2 32.6% 53% 71% 60%

NNT 8 4 3.2 4

Death
30 day:18.9%

(vs.18.4%)

10.4% 

(vs.19%)

9% 

(vs. 20%)

ICH
sICH: 7.7% 

(vs.6.4%)

3.6%

(vs. 2.7%) No 

difference in serious 

ICH

sICH: 0

(vs. 6%)

IPH: 11% (vs. 

9%)

sICH: 1%

(vs. 3.1%)

Embolization 5.6% 6%

Perforation 0.9% 0.6% 2.9%

Dissection 1.7%

Any serious 

event

Large/Malignant 

MCA stroke: 4.8% 

(vs. 10%)

35.7% 

(vs. 30.9%)
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CLASS I: (STRONG) Benefit >>> Risk
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Location

M2 MCA

Posterior circulation

Technique

Balloon guide

Direct aspiration

Aspiration plus stent-retriever

Low NIHSS

Pre-treatment with IV tPA

Core infarct size

Time from symptom onset
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Text

MR CLEAN  < 8%

REVASCAT  n=10

ESCAPE  n=6

EXTEND-IA  n=4

SWIFT-PRIME excluded M2s



Sarraj A et al. JAMA Neurol. 2016;73(11):1291-1296. 

Multicenter retrospective study, cohort of isolated M2 occlusion within 

8hrs of onset (2012-4/2015).

288 patients received endovascular therapy

234 were treated with medical therapy 
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HERMES collaboration to pool patient-level data from five trials 

(MR CLEAN, ESCAPE, REVASCAT, SWIFT PRIME, and EXTEND 

IA) between Dec 2010, and Dec 2014.

Goyal M et al.Lancet. 2016 Apr 23;387(10029):1723-31.
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Single centre retrospective case series of 38 consecutive patients 

treated at CSC in Netherlands 2006-2015

van Houwelingen RC et al. JAMA Neurol. 2016;73(10):1225-1230.
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Schonzwille WJ et al. Lancet Neurol. 2009 Aug;8(8):724-30.

592 patients

Radiologically confirmed acute Basilar 

Artery Occlusion

3 groups

Antithrombotics (n=183)

Primary IV r-tPA, including subsequent IA 

thrombolysis (n=121)

IA therapy; thrombolysis, mechanical 

thrombectomy, stenting or combination 

(n=288)

68% (n=402) poor 

outcome (mRS 4-5)

No statistical superiority 

of any specific therapy







CLASS IIb: (Weak) Benefit > Risk

Powers WJ et al. Stroke. 2015;46:3020–3035


