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• Extended time window for tenecteplase in ischaemic stroke

• IV tenecteplase:
• ≤ 4.5h: TASTE and ORIGINAL trials

• Minor stroke and TIA ≤12h: TEMPO-2 trial

• Anterior circulation LVO 4.5 to 24h: TRACE III and TIMELESS trials

• IA tenecteplase
• Posterior LVO: ATTENTION-IA trial

• BP control before IV thrombolysis: TRUTH study

• Large Hemispheric Infarction: CHARM trial

• Intensive early blood pressure reduction: INTERACT4 trial

• Decompressive craniectomy for deep intracerebral haemorrhage: SWITCH trial 

• Secondary prevention after ischaemic stroke: CONVINCE trial
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Plan
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ORIGINAL non-inferiority trial: Tenecteplase vs. alteplase 
in acute ischaemic stroke

• Ischaemic stroke ≤4.5 hours 

• Tenecteplase 0.25 mg/kg vs. Alteplase 0.9 mg/kg

• Non inferiority margin= 0.937
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Tenecteplase 

(n=732)

Alteplase 

(n=723)

Primary outcome:

mRS 0-1 at 90 days
72.7% 70.3% aRR=1.0278 (0.9678 -1.0915)

Symptomatic ICH 2.6% 3.0% 0.868 (0.460-1.622)

Death at 90 days 4.6% 5.8% 0.795 (0.513-1.232)

TNK noninferior

Unpublished data

1,489 pts, 30% female

Mean age=65y, mean NIHSS score=7 

8% underwent thrombectomy



• Ischaemic stroke ≤4.5 hours 

• CT perfusion mismatch:

• Ischemic core <70 mL 

• Penumbra ratio >1.8 or 15ml

• Not considered for mechanical thrombectomy

• Tenecteplase 0.25 mg/kg vs. alteplase 0.9mg/kg

• Non inferiority margin of 0.03
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Primary outcome Tenecteplase Alteplase

mRS 0-1 at 90 days 57% 55% 

Standardized risk difference 
(intention to treat analysis)

0.03 (-0.031 - 0.10)

Standardized risk difference 
(per-protocol analysis)

0.05 (-0.02 - 0.12)

non inferiority (not) met !

Parsons MW et al. Lancet Neurol 2024

Early stopped : 680 pts /800 planned

Median age=74y, 38% female

Median NIHSS score=7, ASPECTS=10

1/3 large-vessel occlusion



• Minor stroke (NIHSS 0-5) or TIA ≤12 hours 

• Visible intracranial occlusion or perfusion deficit

• Tenecteplase 0.25mg/kg vs. non-thrombolytic ttt (aspirin or dual antiplatelet or DOAC)

• Stopped early for futility: 886 pts/1500 planned (42% female)
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At 90 days
Tenecteplase 

(n=432)
Control 
(=454)

Primary outcome: 

Return to baseline neurological 

functioning

75% 72% RR=0.96 (0.88-1.04)

Death 5% 1% aHR=3.8 (1.4-10.2)

Symptomatic intracranial 

haemorrhages 
2% <1% RR=4.2 (0.9-19.7)

Coutts SB et al. Lancet Neurol 2024
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Xiong Y et al. NEJM 2024

516 pts, 32% female 
median age=67y, median NIHSS=11

• Ischaemic stroke ≤4.5-24 hours 

• M1 or M2 occlusion without mechanical thrombectomy

• CT/MRI perfusion mismatch:
• Ischaemic core volume <70 mL 

• Mismatch ratio ≥1.8 and mismatch volume ≥15 mL

• Tenecteplase 0.25 mg/kg vs. antiplatelet therapy (aspirin + clopidogrel, aspirin alone or clopidogrel alone)
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Albers GW et al. NEJM 2024

• Ischaemic stroke ≤4.5-24 hours 

• Anterior circulation LVO

• CT/MRI perfusion mismatch:

• Ischaemic core volume <70 mL 

• Mismatch ratio ≥1.8 and mismatch volume ≥15 mL

• Tenecteplase 0.25mg/kg vs. placebo

458 pts, 53% female, 

median age=72y, median NIHSS=12

77% underwent thrombectomy
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Li S et al. NEJM 2024

• Non-inferiority trial 

• Ischaemic stroke ≤4.5 hours 

• Reteplase 18mg X2 vs. Alteplase 0.9 mg/kg

• Exclusion: intention for mechanical thrombectomy

• Non-inferiority margin: lower limit of 95%CI of the RR >0.93

• Superiority: lower limit of 95%CI of the RR >1

1412 pts, 29.5% female 
Median age=63y, median NIHSS=6



ATTENTION IA trial: Intra-arterial Tenecteplase After 
Endovascular Thrombectomy in Acute
Posterior Circulation Arterial Occlusion

• Ischaemic stroke + occlusion of V4, basilar, or P1 ≤24 hours 

• NIHSS ≥6 + PC ASPECTS ≥6

• Successful recanalization (eTICI≥2b/3) after thrombectomy

• Intra-arterial tenecteplase vs. standard of care 
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Thrombectomy 

+ IA tenecteplase

Thrombectomy 

alone
Difference

Primary outcome: 

mRS 0-1 at 90 days
34% 26% NS

mRS 0-2 at 90 days - - NS

mRS 0-3 at 90 days - - NS

Symptomatic intracranial 

haemorrhage 
8% 3% NS

Death at 90 days - - NS

Unpublished data



• Observational study

• Ischaemic stroke + BP >185/110mmHg 

• Otherwise eligible for IV thrombolysis (alteplase)

• Centres with active BP-lowering strategy vs. centres with non-lowering strategy
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Active BP 

lowering 

(n=853)

No BP 

lowering 

(n=199)

aOR (95%CI)

Received IVT 94% 52%

Received EVT 8% 4%

mRS 2-6 

at 90 days
66% 59% 1.34 (0.91-1.97)

Symptomatic 

intracranial 

haemorrhage

5% 3% 1.28 (0.62-2.62)

Primary outcome: 

Ordinal mRS: aOR=1.27 (0.96-1.68)

Zonneveld TP et al. Lancet Neurol. 2024



CHARM superiority trial: Intravenous BIIB093 
(Glibenclamide) for Severe Cerebral Oedema Following

Large Hemispheric Infarction

• Large hemispheric infarction (vol: 80-300cm3 on DWI, CTP or ASPECTS 1-5)

• Early (<10 hours) IV Glibenclamide vs. placebo

• Early stopped (sponsor decision)

• 535 pts (39% IVT, 17% EVT)

• No difference in the primary outcome: ordinal analysis of the mRS at 90 days 

• No difference in rates of death, mRS 0-4 at 90 days 

• Glibenclamide: transient hypoglycaemia, no major other adverse side effects

• Post hoc analyses: in vol <125ml, Glibenclamide: better outcomes
• mRS 0-3: 36% vs 19%

• Mortality: 14% vs 22% 
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Unpublished data



• Suspected stroke assessed in the ambulance ≤2 hours

• Systolic BP≥ 150mmHg

• Hyper-early intensive BP reduction (IV urapidil, target: 130-140) 

vs. usual BP management (standard in-hospital care)

• 2404 pts (53.5% IS and 46.5% ICH)

• Median time from symptoms onset:

• -to randomisation= 61min !

• -to hospital arrival=78min !
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Li G et al. NEJM 2024

cOR=1.00 (0.87-1.15)

cOR=1.30 (1.06-1.60)

cOR=0.75 (0.60-0.92)



• Severe deep supratentorial ICH

• Exclusion: cerebellar or brainstem expansion

• Decompressive craniectomy without hematoma evacuation + BMT vs. BMT 

• Early stopped (insufficient funding)

• 190 pts /300 planned, 32% female, median age: 61y

20  juin 2024 L'AVC en Normandie - 9ème journée régionale médicale 14

Beck J et al. Lancet 2024

Decompressive 

craniectomy + 

BMT (n=96)

BMT alone 

(n=101)

aRR

Primary outcome: 

mRS 5-6 at 180 days
44% 58% 0.77 (0.59-1.01)

Median mRS at 

180days
4 5 cOR=0.57 (0.34-0.97)

Death at 180 days 16% 27% 0.61 (0.36-1.01)

mRS 4-6 at 180 days 86% 86% 0.99 (0.89-1.11)

mRS 5-6 at 365 days 43% 51% 0.81 (0.60-1.08)

Death at 365 days 21% 30% 0.70 (0.45-1.08)



• Non-cardioembolic ischaemic stroke or high-risk TIA ≤72 hours - 28days

• Colchicine 0.5mg/d + usual care (antiplatelet, lipid-lowering, antihypertensive ttt, and appropriate lifestyle advice) vs. usual care alone

• Early stopped 92% of planned outcomes (insufficient funding)

• 3154 pts, 30% female, mean age=66y

• Median follow-up: 34months
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Colchicine 

(n=1569)

Placebo (n=1575) aHR

Primary outcome:

recurrent IS, MI, 

vascular death

(244 IS, 94 MI)

9.8% (3.32/100 

person-years)

11.8% (3.92/100 

person-years)
0.84 (0.68-1.05) 8% fewer outcomes > probably underpowered

Similar % of serious side effects 

Colchicine:

-Non adherence =20%

-Diarrhea (12.1%), nausea (3.4%), resolved quickly

-1/5 permanently discontinued colchicine

Kelly PJ et al. Lancet 2024

Subgroup analysis:

Prior CAD: Greater risk reduction 



Conclusion

• IV thrombolysis in ischaemic stroke ≤4.5 hours: 
• Tenecteplase: effective and safe 

• Reteplase: efficacy and safety of to be confirmed in other trials

• No clear benefit of early active blood-pressure-lowering strategy

• Ischaemic stroke and intracranial occlusion ≤4.5-24 hours : 
• Tenecteplase may be effective with a trend towards higher sICH

• Minor stroke and intracranial occlusion ≤12 hours:
• Do NOT routinely use IV thrombolysis 

• Suspected stroke before brain imaging:
• Do NOT early reduce blood-pressure

• Deep severe supratentorial intracerebral haemorrhage
• No benefit of decompressive craniectomy

• Secondary prevention of non-cardioembolic ischaemic stroke:
• No clear benefit of colchicine 

• Colchicine might be useful in subgroup atherosclerosis stroke or prior CAD

• Do include in the ongoing RIISC THETIS trial
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