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Background: In patients with coronary or peripheral artery disease, in-
tensified antithrombotic therapy with aspirin plus low dose rivaroxaban re-
duced cardiovascular outcomes compared with aspirin alone. Polyphar-
macy and multimorbidity are frequent in patients with vascular disease and
are often perceived as barriers to more intensive pharmacotherapy by both
patients and physicians.
Purpose: To report cardiovascular outcomes and the efficacy, safety, and
net benefit of low dose rivaroxaban plus aspirin in patients with stable vas-
cular disease by the number of concomitant cardiovascular drugs and by
the number of comorbidities.
Methods: We reported ischemic events (cardiovascular death, stroke, or
MI), major bleeding (ISTH modified criteria), and a prespecified net clini-
cal outcome in participants from the randomised, double-blind COMPASS
study by number of cardiovascular medications (0–2, 3, 4, 5–7) and by
number of concomitant medical conditions. We compared rates and hazard
ratios of patients treated with rivaroxaban plus aspirin vs aspirin alone by

category of number of medications and concomitant conditions and tested
for interaction between polypharmacy and multimorbidity and antithrom-
botic regimen.
Results: Although patients with polypharmacy and multimorbidity have a
higher risk of cardiovascular events (Figure) those who required many car-
diovascular drugs derived the largest absolute reduction in the net clinical
outcome when adding rivaroxaban on top of aspirin. The relative efficacy,
safety, and net clinical benefit of adding low-dose rivaroxaban to aspirin in
patients with stable vascular diseases were not affected by the number of
cardiovascular drugs or by the number of comorbidities. Multimorbidity, but
not polypharmacy, was related with a higher risk of major bleeding.
Conclusion: Addition of low-dose rivaroxaban conveyed a benefit irre-
spective of the number of concomitant drugs or comorbid conditions. Mul-
tiple comorbidities and/or polypharmacy should not dissuade the addition
of low-dose rivaroxaban to aspirin in otherwise eligible patients.
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