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Evidence-Based Clinical Practice Guidelines 
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ACCP 2012 Guidelines: Highlights 

Kearon C et al. Chest 2012;141(2)(Suppl):e419S-e494S] 

• Surgery-associated DVT/PE: recommend 3 months. (1B) 

• Non-surgical transient risk factor: recommend 3 months over 6 or more 

months. (1B)  

 

• Unprovoked DVT/PE and low/intermediate risk for bleeding: suggest 

extended anticoagulation (2B). High bleeding risk: 3 months (1B). 

• Cancer patient with DVT/PE: recommend/suggest extended therapy. 

LMWH rather than VKA (2C). 

Treatment beyond Acute Period 

Antithrombotic Therapy and Prevention of Thrombosis, 
9th ed: American College of Chest Physicians 
Evidence-Based Clinical Practice Guidelines 
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Definitions for ‘VTE provoked by a transient risk factor’, 
‘VTE provoked by a persistent risk factor’ and ‘unprovoked VTE’ 

Guidance from SSC of ISTH 

Kearon C et al JTH 2016; 14:1480-83 

VTE PROVOKED BY A TRANSIENT RISK FACTOR 



WARFASA Trial Design 

First unprovoked  

proximal DVT or PE 

Aspirin (100 mg daily) 

      Placebo (once daily) 

Follow up at 1 and 3 months and  

3 monthly intervals thereafter 

Double-blind treatment for at least 2 years (max 

4 years) 
Rand 

2 weeks after 

VKAs 

withdrawn 
6-18 months 

Anticoagulant  

Therapy  

Recurrent  
Symptomatic  

Confirmed 
VTE  

Becattini C et al; NEJM 2012; 366:1959-1967 
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Characteristic Placebo Aspirin 

n=197 n=295 

Age in years - mean (SD) 62.1±15.1 61.9±15.3 

Body-mass index (kg/m2)  27.5±3.8 27.1±4.0 

Index event  

 Deep-vein thrombosis only 130 122 

 Pulmonary embolism only 67 83 

Months of initial AC before rand. (%) 

   6 62 76 

    12 112 111 

 18 23 18 

WARFASA 
Baseline Characteristics 

Becattini C et al; NEJM 2012; 366:1959-1967 
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placebo 

aspirin 

HR 0.58 
95% CI 0.36 to 0.93 

p= 0.02  

Becattini C et al; NEJM 2012; 366:1959-1967 

WARFASA 

Primary Outcome - Recurrent VTE 
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WARFASA 
Secondary outcomes and Bleeding 

Indicazioni all’ASA dopo la TAO 



ASPIRE Trial Design 

First unprovoked  

proximal DVT or PE 

Aspirin (enteric coated ,100 mg daily) 

      Placebo (once daily) 

Follow up at 1 and 3 months and  

3 monthly intervals thereafter 

Double-blind treatment for at least 2 years (max 

4 years) 
Rand 

Anticoagulant  

Therapy  

Recurrent  
Symptomatic  

Confirmed 
VTE  

Brighton TA, et al. N Engl J Med. 2012;367:1979-87 
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ASPIRE 
Baseline Characteristics 

Characteristic Placebo Aspirin 

n=411 n=411 

Age in years - mean (SD) 54 (15.8) 55 (16.0) 

Male (%) 54 55 

Body-mass index (kg/m2)  (%) 

 <30 66 61 

 ≥30 34 39 

Index event (%)* 

 Deep-vein thrombosis only 56 57 

 Pulmonary embolism only 29 27 

 Both 14 14 

Months of initial AC before rand. (%) 

 <3 1 1 

 3–6 24 28 

 6–12 65 63 

 >12 10 8 
*  6 patients (1%) in each group did not meet eligibility criteria but were included in an intention-to-treat analysis. 
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ASPIRE 

Primary Outcome - Recurrent VTE 

No. at risk  

411 

411 

341 

369 

282 

299 

205 

217 

135 

151 

Years since randomization 
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Placebo 

Aspirin 

0 1 2 3 4 
0 

0.1 

0.2 

0.3 

Aspirin 

Placebo 

HR = 0.74 (95% CI: 0.52-1.05), p=0.09 

Brighton TA, et al. N Engl J Med. 2012;367:1979-87 
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ASPIRE Secondary Outcomes  

Outcome 

Placebo  

(n=411) 

Aspirin 

(N=411) Hazard Ratio 

 (95% CI) 

P  

value 
N 

% 
p.a. 

N 
% 

p.a. 

 Myocardial infarction 6 2 

 Stroke 5 4 

 Cardiovascular death 8 4 

Major Vascular event 88 8.0 62 5.2 0.66 (0.48–0.92) 0.01 

 Major bleeding 6 8 

 Other clinically relevant 
bleeding 

2 6 

Clinically relevant bleeding 8 0.6 14 1.1 1.73 (0.72–4.11) 0.22 

Death from any cause 18 16 

Net Clinical Benefit  99 9.0 71 6.0 0.67 (0.49–0.91) 0.01 
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INSPIRE: meta-analysis ASPIRE & WARFASA  

Simes J, et al.Circulation 2014;130:1062-71 



EINSTEIN Ext      Rivaroxaban     Placebo     Superiority       6–12 months        1196       1.3      7.1      0.7     0 

Major-bleeding 
% 

Active           Control    Design          Tx Duration      Patients 
 Recurrent VTE 

(%) 

A            C A            C 

AMPLIFY Ext      Apixaban           Placebo     Superiority            12 months       2486       1.7     8.8      0.1    0.5 

RESONATE         Dabigatran        Placebo     Superiority            6 months         1343       0.4     5.6      0.3      0 

ASPIRE                Aspirin              Placebo     Superiority            48 months       822         4.8     6.5      0.1    0.5 

WARFASA          Aspirin              Placebo     Superiority           ≥ 24 months     402         6.6    11.2     1.0     1.1 
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Sobieraj N et al Thromb Res 2015 
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Comparative efficacy and safety of anticoagulants and aspirin for 
extended treatment of venous thromboembolism: 

A network meta-analysis 
 



Indicazioni all’ASA dopo la TAO 

«…If a patient has decided to stop anticoagulants, prevention of 
recurrent VTE is one of the benefits of aspirin that needs to be 
balanced against aspirin’s risk of bleeding and inconvenience. 
Use of aspirin should also be reevaluated when patients stop 
anticoagulant therapy because aspirin may have been stopped 
when anticoagulants were started. " 

Kearon C et al CHEST 2016; 149:315-352 



INSPIRE: meta-analysis ASPIRE & WARFASA  

Simes J, et al.Circulation 2014;130:1062-71 

Effects of treatment on VTE in each year of follow-up 
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CONCLUSIONI 

I risultati degli studi WARFASA e ASPIRE confermano 
il ruolo dell’aspirina anche nel versante venoso 

Nella prevenzione secondaria  prolungata del TEV 
ASA è meno efficace dei DOACs ma - forse -  più 
sicuro sul versante emorragico 

Il basso costo e l’ampia disponibilità (anche in realtà 
meno evolute) fanno dell’ASA una risorsa 
interessante per questo tipo di prevenzione 
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