
Efficacia e sicurezza di diversi 
regimi antitrombotici del trial 
AUGUSTS in base ai punteggi di 
rischio HAS-BLED e CHA2DS2- VASc 



Background 

• Approximately 20%-30% of patients with atrial fibrillation (AF) have 
concomitant coronary artery disease 

• Patients with AF who have an acute coronary syndrome (ACS) and/or 
undergo percutaneous coronary intervention (PCI) have an indication for 
both anticoagulation and dual antiplatelet therapy (DAPT) with aspirin and a 
P2Y12 inhibitor, but the risk of bleeding complications with triple antithrombotic 
ttherapy can be unacceptably high. 

• Recent clinical trials have demonstrated that double antithrombotic therapy with a 
P2Y12 inhibitor plus a direct oral anticoagulant (DOAC) provides an optimal balance in 
protecting against ischemic events while avoiding major bleeding in many patients; 
however, there may be subgroups of patients with higher or lower bleeding 
or thromboembolic risk that benefit from more potent antithrombotic therapy. 
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Objective 

• The authors assessed the safety and efficacy of antithrombotic 
regimens according to HAS-BLED and CHA2DS2-VASc scores in 
AUGUSTUS (The Open-Label, 2 x 2 Factorial, Randomized, 
Controlled Clinical Trial to Evaluate the Safety of Apixaban vs. 
Vitamin K Antagonist and Aspirin vs. Placebo in Patients with Atrial 
Fibrillation and Acute Coronary Syndrome and/or Percutaneous 
Coronary Intervention).  
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Methods 

• In AUGUSTUS, 4614 patients were randomized in a 2-by-2 factorial 
design to open-label apixaban or VKA and blinded aspirin or 
placebo. 

• The primary endpoint was major or clinically relevant nonmajor 
bleeding over 6 months of follow-up.  

• Cox proportional hazard models were used to assess treatment 
effects by baseline HAS-BLED (≤2 vs ≥3) and CHA2DS2-VASc (≤2 
vs ≥3) scores. 

• Nonprespecified, post hoc analysis 
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Patient Characteristics Stratified by Stroke and 
Bleeding Risk 
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Patient Management Stratified by Stroke and 
Bleeding Risk 
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Treatment Effect of Antithrombotic Regimens on 
Bleeding Events 

• The treatment effect of (A) 
apixaban vs VKA and (B) aspirin vs 
placebo on ISTH major and major or 
CRNM bleeding by HAS-BLED 
category.  

 

• There was no treatment effect 
interaction by baseline bleeding risk 
for the comparison of apixaban vs 
VKA or placebo vs aspirin; patients 
randomized to apixaban and placebo 
had a lower risk of major and CRNM 
bleeding regardless of baseline 
bleeding risk.  
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Treatment Effect 
of  Antithrombotic Regimens 
on Bleeding or Ischemic 
Events 

• The treatment effect of apixaban vs 
VKA on bleeding and death or 
ischemic events by HAS-BLED and 
CHA2DS2-VASc scores.  

• There was no treatment effect 
interaction by baseline bleeding or 
stroke risk for the comparison of 
apixaban vs VKA (P for 
trend = 0.14) 
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Treatment Effect Of 
Antithrombotic Regimens 
on Bleeding or Ischemic 
Events 

• The treatment effect 
of aspirin vs placebo on 
bleeding and death or 
ischemic events by HAS-BLED 
and CHA2DS2-VASc scores.  

• There was no treatment 
effect interaction by baseline 
bleeding or stroke risk for the 
comparison of placebo vs 
aspirin (P for trend = 0.47). 
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Treatment Effect of Antithrombotic Regimens on 
Death or Ischemic Events 

• The treatment effect of (A) 
apixaban vs VKA and (B) aspirin vs 
placebo on stroke, death or ischemic 
events, and death or hospitalization 
by CHA2DS2-VASc category.  

 
• There was no treatment effect 

interaction by baseline stroke risk for 
the comparison of apixaban vs VKA 
(p for trend = 0.84) or placebo vs 
aspirin (P for trend = 0.80).  
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Summary of the main findings 



Limitations 

• AUGUSTUS trial was not powered to detect interactions between study medications and 
outcomes according to HAS-BLED or CHA2DS2-VASc subgroups.  
• This should be particularly emphasized for ischemic events, including stroke. 

• AUGUSTUS trial had a numerically lower TTR for patients who received VKA compared with 
other RCT of stroke prevention.  

• P2Y12 inhibitor choice was open-label and at investigator discretion, and clinicians could 
theoretically have used higher-potency P2Y12 inhibitors in patients at lower risk of bleeding, 
introducing confounding by indication.  
• Clopidogrel was used in >90% of patients irrespective of bleeding risk.  

• AUGUSTUS randomized patients a median of 6 days (maximum of 14 days) after the 
qualifying ACS or PCI event, and these findings may not apply to patients very shortly after an 
ACS or PCI event.  
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Conclusions 

• An antithrombotic regimen including apixaban is associated with 
less bleeding and hospitalization compared with a regimen with 
VKA or aspirin, independent of HAS-BLED and CHA2DS2-VASc 
scores.  

• These findings support the use of apixaban (and possibly other 
DOACs) and a P2Y12 inhibitor without aspirin for most patients with 
AF and ACS and/or undergoing PCI, regardless of baseline bleeding 
and stroke risk.  
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