
Efficacia degli inibitori del 
fattore Xa nella prevenzione 

dell’ictus ischemico in assenza 
di  storia di fibrillazione atriale



Background

• Oral factor Xa (fXa) inhibitors are direct-acting anticoagulants that reduce the risk of 
ischemic stroke for patients with atrial fibrillation, but their effect on ischemic stroke in 
patients without a history of AF is less clear. 

• Results from RCTs appear to be conflicting: rivaroxaban given in a low dose reduced
ischemic stroke compared with placebo when given in addition to aspirin in the 
COMPASS trial, but a higher rivaroxaban dosage did not reduce ischemic stroke 
compared with aspirin in the New Approach Rivaroxaban Inhibition of Factor Xa in a 
Global Trial versus ASA to Prevent Embolism in Embolic Stroke of Undetermined Source 
(NAVIGATE ESUS) trial. 

• Contributing to the uncertainties are testing of different specific oral fXa inhibitors in 
dosages with varying levels of anti-Xa activity involving different patient populations and 
testing in addition to different background antiplatelet therapies.
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Methods

• The authors reviewed RCTs that tested oral fXa inhibitors that reported ischemic
stroke as an outcome with the primary goal of evaluating whether oral fXa
inhibitors can potentially prevent ischemic stroke in patients without a history of 
AF. 

• A secondary objective was to assess major bleeding, and particularly intracranial
bleeding, associated with oral fXa inhibitors in these trials that would offset any
benefits for reduction in ischemic stroke. 

• Because different oral fXa inhibitors were tested in different dosages and in 
different patient populations, a meta-analysis leading to point estimates of 
aggregate treatment effects was considered to be potentially misleading and was
not undertaken.
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Literature search

Total of 1195 ischemic
strokes among 97,578 

patients

• Eight trials did not specifically
exclude participants with AF, 
but a requirement for 
anticoagulation was an 
exclusion criterion; the number
of participants with AF was
usually not reported

• A single trial (NAVIGATE ESUS) 
had ischemic stroke as the 
major component of the 
primary outcome.
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RCT that tested oral fXa inhibitors and 
reported ischemic stroke
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RCT that tested
oral fXa inhibitors
and reported
ischemic stroke
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Results-ischemic stroke

• In 7 trials with placebo comparisons, numerically fewer ischemic strokes occurred among
those assigned factor Xa inhibitors in 7 of 8 randomized comparisons (range of hazard 
ratios [HRs], 0.89-0.51).

• Statistically significant reductions in 2 trials that compared rivaroxaban 2.5 mg twice daily
vs placebo on a background of aspirin in patients with cardiovascular disease: 
• COMPASS (HR, 0.51; 95% confidence interval [CI], 0.38-0.68) 

• COMMANDER-HF (HR, 0.64; 95% CI, 0.43-0.95)

• Compared with aspirin in 4 trials, oral factor Xa inhibitors were associated with fewer
ischemic strokes in 2, with statistically significant reduction in 1 (rivaroxaban 5 mg twice
daily in COMPASS; HR, 0.69; 95% CI, 0.53-0.90). 
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Results- major bleeding

• Major bleeding was increased by oral factor Xa inhibitors in all 7 placebo-controlled trials 
(HR range, 1.42-4.08), with statistically significant increases reported in 5 trials, and in all
4 aspirin-controlled trials (all statistically significant increases; HR range, 1.52-2.72).

• Symptomatic intracranial hemorrhages were reported in 228 participants in 9 trials, 
comprising 16% of major bleeds, and were 20% as frequent as ischemic strokes.

• Intracranial hemorrhages were numerically increased in those assigned fXa inhibitors in 4 
of 6 placebo-controlled comparisons and in 2 of 4 aspirin-controlled comparisons.

• Considering absolute rates of ischemic stroke and intracranial hemorrhage, absolute
increases in intracranial hemorrhage offset absolute reductions in ischemic stroke in the 
2 placebo-controlled RCTs that enrolled patients with acute coronary syndromes and 
substantially offset the reduction in ischemic stroke in 1 aspirin-controlled trial.
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Randomized comparisons of the effects of fXa inhibitors
on ischemic stroke and intracranial hemorrhage
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Randomized comparisons of the effects of fXa inhibitors
on ischemic stroke and intracranial hemorrhage
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Effects of oral 
fXa inhibitors on 
major bleeding
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Number of ischemic strokes and 
intracranial hemorrhages

PLACEBO-
CONTROLLED TRIALS
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Number of ischemic strokes and 
intracranial hemorrhages

ASPIRIN-
CONTROLLED TRIALS
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Limitations

• Most RCTs that tested oral fXa inhibitors in patients without AF did not report 
ischemic stroke or reported ≤ 10 ischemic strokes, precluding meaningful
interpretation of effects in individual trials

• No trial had ischemic stroke as the primary study outcome (although several trials 
included all strokes in the primary outcome composite).

• With the exception of NAVIGATE ESUS, trials mainly involved participants without
previous stroke (ie, they assessed primary stroke prevention). 

• The effect of oral fXa inhibitors on ischemic stroke in patient cohorts with very
low rates of stroke (and consequently few ischemic strokes observed) that were
under-represented in these analyses could not be characterized.
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Conclusions

• Oral fXa inhibitors potentially reduce ischemic stroke for patients with no history of AF. 

• Heterogeneity of treatment effects precludes a single meaningful estimate of efficacy applicable
to unselected patients.

• The strongest evidence was for rivaroxaban 2.5 mg twice daily when given with aspirin in patients
with atherosclerotic cardiovascular disease. 

• Too few data exist to allow comparison of specific drugs and dosages, effects in different patient
populations, and on ischemic stroke subtypes. 

• Major bleeding, including intracranial hemorrhage, was consistently increased among patients
assigned oral fXa inhibitors.

• In patient populations with low absolute rates of ischemic stroke, increases in major bleeding are 
likely to negate any benefits of reduction of ischemic stroke. 

• Clinical use of oral fXa inhibitors specifically for ischemic stroke prevention in patients without a 
history of AF must await results of additional RCTs that show efficacy and safety in specific, well
defined patient cohorts and that have stroke as the primary outcome.
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