Summary by Tess Loch and Jonathan Wong
Research Question Does treatment with Tenecteplase at 4.5-24h after stroke onset result in less disability and
similar survival when compared to standard medical treatment in patients with ischemic, large
vessel occlusion strokes who did not undergo endovascular thrombectomy?

Randomized controlled trial
Phase 3, multi-center, open-label, blinded outcome assessment at 58
centers in China
Population: Inclusion 1) Age > 18 years old
2) Acute ischemic stroke symptom onset between 4.5 to 24
hours prior to enrollment; including wake-up stroke and
unwitnessed stroke, onset time refers to “last-seen normal
time”
3) Pre-stroke modified Rankin scale (mRS) score <1
4) National Institutes of Health Stroke Scale (NIHSS range 0-42)
score 6-25
5) Evidence of occlusion of intracranial Internal carotid artery,
middle cerebral artery M1 or M2 occlusion confirmed by
CTA/MRA
6) Evidence of salvageable brain tissue—target mismatch
profile on CTP or MRI+MR perfusion (ischemic core volume <
70ml, mismatch ratio > 1.8, and mismatch volume > 15ml)
7) Written informed consent from patients or their legally
authorized representatives.
Population: Exclusion 1) Endovascular thrombectomy planned at the time of
randomization
2) Guideline based contraindications to thrombolysis (sustained
HTN >180/100, BGL <2.8 or >22.2, active or high risk of
internal bleeding, GI/GU hemorrhage within 21 days, known
coagulopathy or anticoagulant use unless reversible,
platelets <100, ischemic stroke or Ml within the past 3
months, previous ICH/TBI/brain or spine surgery within the
past 3 months, intracranial neoplasm or AVM, terminal
illness, acute or past ICH identified on imaging)
3) Rapidly improving symptoms at the discretion of the
investigator
4) NIHSS consciousness score 1a >2, or epileptic seizure,
hemiplegia after seizures (Todd's palsy) or other
neurological/mental illness such that the patient is not able
to cooperate or unwilling to cooperate
5) Unable to perform CTP or PWI
6) Hypodensity in >1/3 MCA territory on non-contrast CT

Study Summary Design



7) Multiple arterial occlusion (bilateral MCA occlusion, MCA
occlusion accompanied with basilar occlusion).

8) Pregnant, nursing women or reluctance to use contraception
during trial

9) Unlikely adhere to trial follow up

10) Participation in other interventional clinical trials in the past
3 months

11) Any condition that, in the judgment of the investigator could
impose hazards to the patient if study therapy is initiated or
affect the participation of the patient in the study

Intervention or Intravenous Tenecteplase (0.25 mg/kg, maximum 25 mg)
Exposure

Comparison Standard medical treatment (anti-platelet therapy)

Primary Outcomes Absence of disability (defined as a score of 0-1 on the modified

Rankin scale) at 90 days

Secondary Outcomes e Ordinal distribution of scores on the modified Rankin scale at
90 days
e Functional independence (modified Rankin score of <2) at 90
days

e Major neurologic improvement at 72h after treatment
(reduction from baseline of 28 on the NIHSS or an NIHSS of
<1)
e Reperfusion at 24h after treatment (using Arterial Occlusive
Lesion scale)
e Change from baseline NIHSS score at 7 days
Safety outcomes e Symptomatic intracranial hemorrhage which was defined as
any intracranial hemorrhage that:
o was associated with an increase of 24 points on the
NIHSS
o lead to death and was identified as the predominant
cause of the neurologic deterioration within 36h of
treatment
e All cause mortality at 90 days
e Moderate or severe systemic bleeding within 90 days
® Any adverse events within 90 days
® Pragmatic—most patients present after the 4.5h window and access to immediate
thrombectomy is limited in many settings
e Uses perfusion imaging, rather than a one-size-fits all time window , to potentially help
more patients who do not present in the <4.5h time window
Limitations, Biases, or e Open-label
Threats to Validity e The effect size was similar to Tenecteplase in a 3h time window, but was smaller than
thrombectomy
e Approach would require perfusion-imaging capability (only at FMC and UAH in Alberta,
which also would have EVT)
e Patients severity of stroke was milder in this study
Are the results e May not apply to our patients in Canada—Trial was performed in China, where
generalizable to our intracranial atherosclerosis is more common and atrial fibrillation is less common
patients?




e The sites in Alberta that currently have perfusion imaging also have EVT, so patients
who don’t have access to EVT who would potentially benefit from this study would not
have the imaging to determine if they have salvageable tissue
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