
Duplice terapia antiaggregante vs Alteplase 
nei pazienti con ictus ischemico
Minore: risultati del trial randomizzato 
ARAMIS 



Background

• Current guidelines recommend intravenous alteplase for patients with acute 
ischemic stroke (AIS) presenting within 4.5 hours of symptom onset. 

• Minor stroke, defined as a National Institutes of Health Stroke Scale (NIHSS) 
score less than or equal to 5, accounted for approximately half of patients with 
AIS in 2016 (50.0%) and in 2019 (46.9%), but the evidence in support of 
intravenous thrombolysis for these patients has remained inconclusive.



PRISMS trial



CHANCE 
trial

• 5170 patients within 24h 
after the onset of minor 
stroke or high-risk TIA

• clopidogrel at an initial 
dose of 300 mg, followed 
by 75 mg per day for 90 
days, plus aspirin at a 
dose of 75 mg per day for 
the first 21 days) or to 
placebo plus aspirin (75 
mg per day for 90 days

N Engl J Med 2013; 369:11-19



POINT trial

• 4881 patients with minor 
ischemic stroke or high-
risk TIA

• Clopidogrel at a loading 
dose of 600 mg on day 1, 
followed by 75 mg per day 
from day 2 to day 90, plus 
aspirin (at a dose of 50 to 
325 mg per day) vs. the 
same range of doses of 
aspirin alone.

N Engl J Med 2018; 379:215-225





Methods

• Is dual antiplatelet 
therapy noninferior to 
intravenous thrombolysis in 
patients with minor 
nondisabling acute ischemic 
stroke?



Baseline characteristics



Distribution 
of Modified 
Rankin Scale 
Scores at 90 
Days in the 
Full Analysis 
Set

• The raw distribution of scores is shown. Modified Rankin Scale scores 
ranged from 0 to 6, with 0 indicating no symptoms; 1, symptoms without 
clinically significant disability; 2, slight disability; 3, moderate disability; 4, 
moderately severe disability; 5, severe disability; and 6, death. 
DAPT indicates dual antiplatelet therapy.



Trial Outcomes 
in the Full 
Analysis Set 
and Safety 
Population
• Early neurological 

improvement: decrease in 
NIHSS score  2.

• Early neurological 
deterioration: increase in 
NIHSS score of  2, but not 
as a result of ICH



Primary 
Outcome by 
Prespecified 
Subgroups in 
the Full 
Analysis Set



Limitations

• The noninferiority design of the trial may be a main limitation due to DAPT as a standard treatment in 
this target population according to the current guidelines. 

• High crossover rate (20.4%)

• The lack of vessel imaging data in some patients makes the subgroup analysis of etiology and large 
artery occlusion less powerful, because previous studies showed the possible benefit of alteplase or 
tenecteplase in patients with mild stroke with large artery atherosclerosis or large artery occlusion

• Open-label design; blinded end point evaluations were used to reduce bias in the assessment of the 
primary end point. For secondary end points, the neurologist who was unblinded to the treatment 
assessment conducted the early neurological assessment, which may have led to assessment bias for 
the early neurological outcomes. 

• Patients with possible cardioembolism were excluded and a lower percentage of women  were 
enrolled.

• High rates of the primary end point in the DAPT and alteplase groups may have created a ceiling effect.



Conclusions

• Among patients 
presenting with minor 
nondisabling acute 
ischemic stroke within 4.5 
hours of symptom onset, 
dual antiplatelet 
treatment was noninferior 
to intravenous alteplase 
with regard to excellent 
functional outcome at 90 
days.
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