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The Cardiovascular Outcomes for People Using Anticoagulation Strategies 

(COMPASS) trial showed that aspirin in combination with low dose rivaroxaban 

significantly reduced cardiovascular events when compared to aspirin alone for the 

subgroup of patients with symptomatic lower extremity arterial disease (LEAD).1 

Some of this benefit was mitigated by increased major bleeding events in the aspirin 

with rivaroxaban arm.1 Twenty one years before COMPASS, the Clopidogrel versus 

Aspirin in Patients at Risk of Ischaemic Events (CAPRIE) randomised trial showed 

that clopidogrel also significantly reduced cardiovascular events over aspirin without 

increasing major bleeding in a similar cohort.2 No other antithrombotic regimen has 

ever been shown to have a significant net clinical benefit over aspirin for patients 

with symptomatic LEAD.3  

The lack of a clopidogrel arm in COMPASS makes direct comparison of these 

trial results challenging. The aim of this report is to use network meta-analysis to 

compare the primary composite efficacy outcome of CAPRIE with the most 

comparable outcome from COMPASS for patients with symptomatic LEAD. 

Events per patient years were calculated from the data presented in the LEAD 

subgroups of the two trials. This was reported in the main trial results report of 

CAPRIE2 and a separately published subgroup analysis of COMPASS.1 Bayesian 

Network meta-analysis was performed using the gemtc package (version 0.8-8) in R 

(R Foundation for Statistical Computing, Vienna, Austria) version 4.0.2, which uses 

the Just Another Gibbs Sampler (JAGS) package to generate simulations, to quantify 

any potential benefit that aspirin with rivaroxaban may have over clopidogrel.4 

Markov chain Monte Carlo methods were used with a burn-in of 100,000 iterations 

and a further 100,000 samples, thinning to keep every 10th sample.  
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The inclusion criteria of the LEAD cohorts of both trials were broadly similar. 

In CAPRIE the ankle brachial index cut-off was <0.85 whereas for COMPASS it was 

<0.9 or peripheral artery stenosis >50%. The exclusion criteria were different with a 

simpler bleeding risk exclusion used for COMPASS. Aspirin 325mg/day was used in 

CAPRIE whereas 100mg/day was used in COMPASS. The outcome compared was 

the composite of vascular death, myocardial infarction and stroke (Table 1). This was 

the primary cardiovascular efficacy outcome in both CAPRIE and COMPASS. Other 

outcome definitions were different between trials or not reported, meaning that only 

this composite could be compared in network meta-analysis. 

CAPRIE compared the efficacy of aspirin (325mg/day) to clopidogrel 

(75mg/day) for 19,185 patients with arterial disease. A subgroup of these patients 

(6452) had symptomatic LEAD.2 The average event rate for the composite outcome 

in the LEAD subgroup was 4.86% per year in the aspirin arm and 3.71% per year in 

the clopidogrel arm. This equates to a 23.7% reduction in events by clopidogrel and 

was statistically significant. It is difficult to accurately quantify bleeding events in the 

LEAD subgroup as these were not reported separately. However, in the overall trial 

cohort there were more ‘severe’ bleeding events recorded in the aspirin arm than in 

the clopidogrel arm (1.55% vs. 1.38%).  

COMPASS compared the efficacy of aspirin alone (100mg/day) to aspirin in 

combination with rivaroxaban (2.5mg twice a day) and rivaroxaban alone for 27,402 

patients with arterial disease.5  A subgroup of these patients (4129) had symptomatic 

LEAD; 2768 were taking aspirin or aspirin with rivaroxaban and are considered for 

this analysis.1 The composite outcome occurred in 98/1359 (7.21%) of patients in the 

aspirin arm and 73/1409 (5.18%) of patients in the aspirin and rivaroxaban arm over 

a mean of 23 months of follow-up. This equates to a 28.2% reduction in events by 
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aspirin with rivaroxaban and was statistically significant. Rates of major bleeding 

were reported for the LEAD subgroup in COMPASS, with significantly more events in 

the aspirin with rivaroxaban arm (3.26%) than the aspirin arm (1.91%). Rates cannot 

be directly compared with CAPRIE due to the different definitions used by the trials. 

Network meta-analysis using a Bayesian fixed-effects model confirmed that 

clopidogrel was superior to aspirin in preventing the primary efficacy outcome in 

CAPRIE (RR 1.29, 95% CI 1.09-1.54) and that aspirin with rivaroxaban was superior 

to aspirin in COMPASS (Relative Risk (RR) 1.41, 95% confidence interval (CI) 1.05-

1.90). There was no evidence that aspirin with rivaroxaban was superior to 

clopidogrel (RR 1.09, 95% CI 0.772-1.54). Markov chain Monte Carlo diagnostics 

revealed no evidence of lack of convergence. The I2 statistic was 25%, showing no 

evidence of significant heterogeneity between groups. 

 There is no evidence of superiority between aspirin with rivaroxaban and 

clopidogrel for the primary composite endpoint used in the major trials for patients 

with symptomatic LEAD. Trials recruited almost 20 years apart, meaning that 

concomitant medical and interventional management will have been different, in 

addition to the differences in trial inclusion and exclusion criteria. Any resulting 

differences in whole trial event rates will be minimised as network meta-analysis 

adjusts for this through the aspirin arms. Differences in event rates between arms 

within a trial, such as any resulting from different doses of aspirin, would not be 

minimised and remain a limitation. A sufficiently powered randomised comparison 

would be required to allow definitive recommendations. Any actual difference 

between the two treatment regimens appears so small that this may not be feasible. 
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Table 1. Definition and demographic comparison of CAPRIE and COMPASS lower 

extremity arterial disease subgroups 

Characteristics CAPRIE LEAD subgroup2 COMPASS LEAD subgroup1  
Efficacy outcome 
compared 

Ischaemic stroke, 
myocardial infarction or 
vascular death 

Ischaemic stroke, myocardial 
infarction or cardiovascular 
death 

 

Analysis Intention to treat Intention to treat  
Enrolled patients Clopidogrel* 

n=3223 
Aspirin 
n=3229 

Aspirin plus 
rivaroxaban 
n=1409 

Aspirin n=1359 p 

Mean age (SD) 64.2 (9.6) 64.4 (9.7) 67.1 (8.7) 66.7 (8.8) <.001 
Male % (n) 73 (2353) 72 (2325) 70.6 (995) 70.6 (960) .069 
Cerebrovascular 
disease % (n)  

14 (451) 14 (452) 4.9 (69) 4.8 (65) <.001 

Diabetes % (n) 21 (677) 21 (678) 47.1 (664) 47.4 (644) <.001 
Heart failure % (n) 6 (193) 6 (194) 16.5 (232) 16.6 (226) <.001 
Current smoker % (n) 38 (1225) 38 (1227) 29.9 (421) 32.5 (442) <.001 
Percentage patients 
discontinuing trial drug 

21 21 17 16 <.001 

Events per 10,000 
patient years 

371 
(prevents 
115 events 
over 
aspirin) 

486 270 
(prevents 
106 events 
over aspirin) 

376 .014 

 

*Absolute demographic numbers for CAPRIE were calculated as they were only listed as percentages 

in the manuscript. 

Only demographics available from both trials are listed in the table.  

P-values compare overall baseline or event rates using Fisher's exact test, apart from the comparison 

of cohort patient ages, which uses Student's t-test. 

SD – Standard Deviation. 

 


