
Terapia anticoagulante per la prevenzione di eventi 
cardiovascolari nei pazienti con arteriopatia periferica 

Risultati di una metanalisi 



Background 
 Peripheral arterial disease (PAD) remains a major cause of morbidity, mortality, and 

disability across the world despite the recent advancement in medical, endovascular, 

and surgical therapies.  

 Current medical and surgical societal guidelines have advocated single or dual 

antiplatelet therapy (SAPT and DAPT)  

 Recent RCTs have found superior outcomes with the addition of oral anticoagulation 

(AC) to antiplatelet (additional anti-ischemic benefit albeit at the cost of higher bleeding 

risk).  

 More recent RCTs have shown a similar reduction of ischemic events with the addition 

of low-dose rivaroxaban to antiplatelet therapy  
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 Platelet activation and coagulation are stimulated by the interaction of flowing blood with injured vessel wall.  

 3 major pathways amplifying platelet activation  

 COX-1 pathway;  

 ADP-P2Y12 pathway 

 thrombin pathway. inhibited by direct inhibition of thrombin, of thrombin generation by targeting FXa, and of PAR-1, the 

thrombin receptor.  
Circulation. 2019;139:2170–2185.  
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Aim of the study 
 Study level meta-analysis, comparing AC combination therapy to the current standard of 

care (SOC) antiplatelet therapy.  

 To evaluate full-dose (FD) versus low-dose (LD) AC on safety and efficacy outcomes.  

 

Am J Cardiol 2021;148:165−171  



Methods 
 PUBMED, Medline, and Cochrane Library were searched through 2020 for randomized 

clinical trials comparing major adverse cardiovascular events (MACE) and risk of major 

bleeding (MB), between AC and standard of care (SOC) therapy, among patients with 

PAD.  

 Meta-analysis was performed using weighted pooled absolute risk difference (RD) with 

95% confidence interval (CI) and fixed effects model for overall and sub-groups of full 

dose (FD) and low dose (LD) AC therapies.  
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Study selection 

process 

 Result: 17,684 patients from 7 

different studies  
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Summary of trial design 
and outcomes for the 
multicenter studies 

All studies in the SOC arm used either single 

antiplatelet or dual antiplatelet (ePAD only), 

whereas the AC arm included AC with 

antiplatelet or without antiplatelet (Dutch BOA 

trial only). 
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Primary efficacy outcomes: MACE 

between anticoagulation and SOC therapy  
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Primary safety outcomes: risk of major bleeding 

between anticoagulation and SOC therapy 
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Net clinical 

benefit and 

harm 

A) Overall,  

B) Low dose,  

C) Full dose anticoagulation 

therapy. 
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Limitations 
 Variations in the type and dose of AC between the studies.  

 Bleeding definition were highly variable  attempted to standardize by using either ISTH or the individual trial 

definition.  

 Some trials designed to assess safety or major adverse limb events (MALE) and not MACE. 

 Variability in the duration and follow-up,  the long-term efficacy and safety of AC remains uncertain.  

 The majority of the FD AC trials were of relatively small sample size, and only one trial was powered to detect 

statistically significant differences in cardiovascular and ischemic endpoints.  

 Age distribution 64 - 74  10years results cannot be directly extrapolated to patients < 55 or > 85 

 FD AC with warfarin is considered SOC for patients who underwent bypass surgery utilizing vein grafts, based 

on subgroup analyses of the Dutch BOA study. No sufficiently powered studies have been performed to 

investigate graft patency with LD AC  results cannot be extrapolated for this particular subset of patients 
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Conclusions 

 The addition of AC to SOC antiplatelet therapy in patients with 

PAD is associated with a lower risk for ischemic cardiovascular 

events but at the cost of higher bleeding risk. 

 LD, compared to FD AC, has a favorable safety/efficacy ratio 

and should be applied in patients if bleeding risk is low.  
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