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What is already known:
• Renal dysfunction is common among patients 
with atrial fibrillation

• Renal dysfunction increases the risk of stroke 
and of haemorrhage

• Apixaban reduced the risk of stroke and major
bleeding in ARISTOTLE

What is unknown in renal dysfunction:
• Are the findings consistent with the study overall?
• Impact on stroke and haemorrhage?
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What was found:
Ischemic stroke rate X2 and mortality X3 in patients 
with eGFR ≤50 ml/min vs eGFR >80 ml/min
Major bleeding approx X3
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Treatment effect  according to renal function?
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What was found:
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Major Bleeding according to renal function

Patients with impaired renal function appear to have greater 
reduction in major bleeding with apixaban.  Why?
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%/yr (n)

Warfarin 
%/yr (n)

Hazard Ratio 
95% CI

P value
for interaction

0.5          1.0          2.0

NEJM 2011:365: 981-92



ARISTOTLE: apixaban vs warfarin and renal function

The influence of the reduced dose of
apixaban (2.5mg bd) is unclear
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Definitions of bleeding differ among trials:
ARISTOTLE: Hb drop >2gm within 24hrs
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CONCLUSIONS:
• Renal dysfunction is highly prevalent in patients with ACS,
and associated with both stroke and bleeding risk

• In ARISTOTLE the overall findings of the trial are consistent 
with those seen in patients with moderate renal dysfunction

• Benefits over warfarin, reduced bleeding, appear to be more 
marked in those with moderate renal dysfunction 

• The trial was not designed to test for superiority of one of the 
three methods of measuring renal function

• Role of the reduced dose of apixaban?

• ARISTOTLE provides a treatment option, and advantages over 
warfarin in patients with moderate renal dysfunction – a group
with sub-optimal current management
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