The Medical Letter

®

on Drugs and Therapeutics

Volume 60

ISSUE
ISSUE
No.

1433
1561

December 3, 2018

IN THIS ISSUE

Rivaroxaban (Xarelto) plus Aspirin for Secondary Prevention of Cardiovascular Events ...p 196

Volume 56

Important Copyright Message
FORWARDING OR COPYING IS A VIOLATION OF U.S. AND INTERNATIONAL COPYRIGHT LAWS

The Medical Letter, Inc. publications are protected by U.S. and international copyright laws.
Forwarding, copying or any distribution of this material is prohibited.
Sharing a password with a non-subscriber or otherwise making the contents of this site
available to third parties is strictly prohibited.
By accessing and reading the attached content I agree to comply with U.S. and international
copyright laws and these terms and conditions of The Medical Letter, Inc.

For further information click: Subscriptions, Site Licenses, Reprints
or call customer service at: 800-211-2769

Published by The Medical Letter, Inc. • A Nonprofit Organization • medicalletter.org

The Medical Letter publications are protected by US and international copyright laws.
Forwarding, copying or any other distribution of this material is strictly prohibited.
For further information call: 800-211-2769

The Medical Letter

®

on Drugs and Therapeutics

Volume 60 (Issue 1561)

December 3, 2018
Take CME Exams

▶

Rivaroxaban (Xarelto) plus Aspirin
for Secondary Prevention of
Cardiovascular Events

The FDA has approved a new 2.5-mg formulation of
the direct factor Xa inhibitor rivaroxaban (Xarelto –
Janssen) for use in combination with low-dose aspirin
to reduce the risk of major cardiovascular events in
patients with chronic coronary artery disease (CAD)
or peripheral artery disease (PAD). Rivaroxaban is
the first direct oral anticoagulant to be approved for
this indication. It was approved earlier for prevention
and treatment of deep vein thrombosis (DVT) or
pulmonary embolism (PE) and for prevention of stroke
and systemic embolism in patients with nonvalvular
atrial fibrillation.1,2
Pronunciation Key
Rivaroxaban: riv” a rox' a ban

Xarelto: zah rel' toe

SECONDARY PREVENTION — Most expert clinicians
recommend aspirin 81-162 mg/day indefinitely for
patients with atherosclerotic vascular disease (excluding
those with aspirin hypersensitivity or a high risk of
gastrointestinal bleeding).3 In a meta-analysis of 16
secondary prevention trials, low-dose aspirin, compared
to placebo, was found to reduce the annual incidence
of serious vascular events (6.7% vs 8.2%), stroke (2.1%
vs 2.5%), and coronary events (4.3% vs 5.3%); these
differences were all statistically significant.4
CLINICAL STUDIES — In a double-blind trial
(COMPASS), 27,395 patients with stable CAD and/or
PAD were randomized to receive aspirin 100 mg once
daily, rivaroxaban 5 mg twice daily, or dual therapy with
rivaroxaban 2.5 mg twice daily plus aspirin 100 mg
once daily. Patients with a recent stroke or previous
hemorrhagic or lacunar stroke, severe heart failure, or
an estimated glomerular filtration rate (eGFR) <15 mL/
min, and those at increased risk for bleeding (including
those taking dual antiplatelet therapy, anticoagulants,
or other antithrombotics) were excluded from the trial.5
A composite of cardiovascular death, stroke, or
myocardial infarction, the primary endpoint, occurred

Table 1. Rivaroxaban Indications and Dosage
FDA-Approved Indications

Usual Adult Dosage

Reduction in risk of stroke and
systemic embolism in nonvalvular
atrial fibrillation

20 mg PO once/day
CrCl ≤50 mL/min: 15 mg PO
once/day

Treatment of DVT or PE

15 mg PO bid for 21 days,
then 20 mg once/day
CrCl <30 mL/min: avoid use

Reduction in risk of DVT or PE
recurrence after ≥6 months of
standard anticoagulant therapy

10 mg PO once/day
CrCl <30 mL/min: avoid use

Prophylaxis of DVT after hip
or knee replacement surgery

10 mg PO once/day for 35 days
after hip or 12 days after knee
replacement surgery
CrCl <30 mL/min: avoid use

Reduction in risk of major
cardiovascular events in chronic
CAD or PAD

2.5 mg PO bid1
No dosage adjustment
required for renal impairment

CAD = coronary artery disease; CrCl = creatinine clearance; DVT = deep vein
thrombosis; PAD = peripheral artery disease; PE = pulmonary embolism
1. Plus aspirin 75-100 mg PO once/day.

in significantly fewer patients taking rivaroxaban
plus aspirin than in those taking aspirin alone
(4.1% vs 5.4%). The difference between those
taking rivaroxaban alone and aspirin alone was
not statistically significant (4.9% vs 5.4%). There
were 313 deaths with rivaroxaban plus aspirin
compared to 378 with aspirin alone (3.4% vs 4.1%),
a statistically significant difference. The trial was
stopped after a mean follow-up of 23 months when
an interim analysis showed that dual therapy with
rivaroxaban plus aspirin was superior to aspirin or
rivaroxaban alone in reducing the rate of the primary
endpoint. Trials that are stopped early for efficacy
may overestimate the treatment effect.
Among the 7470 patients in the trial who had PAD,
the incidence of major limb events, including major
amputations, was reduced from 60 (2%) with aspirin
alone to 32 (1%) with rivaroxaban plus aspirin.6
ADVERSE EVENTS — In the COMPASS trial, major
bleeding (mostly gastrointestinal) occurred in
significantly more patients taking dual therapy than in
those taking aspirin alone (3.1% vs 1.9%). There was
no significant increase in intracranial or fatal bleeding
with dual therapy. Patients who took rivaroxaban
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alone had significantly more hemorrhagic strokes
than those who took aspirin alone (27 [0.3%] vs 10
[0.1%]).
DRUG INTERACTIONS — Rivaroxaban is a substrate of
CYP3A4 and P-glycoprotein (P-gp). Concurrent use
of drugs that are inhibitors of both P-gp and CYP3A4
could increase rivaroxaban serum concentrations
and the risk of bleeding, and is contraindicated.
Concomitant administration of drugs that are
combined P-gp and strong CYP3A4 inducers could
decrease rivaroxaban serum concentrations and its
efficacy, and is also contraindicated.7,8
DOSAGE AND COST — The recommended dosage
of rivaroxaban to reduce the risk of major cardiovascular events in patients with chronic CAD or PAD is
2.5 mg twice daily taken with aspirin (75-100 mg) once
daily. The retail cost (without insurance) for 60 2.5-mg
tablets of rivaroxaban is about $500. Over-the-counter
aspirin 81 mg (30 tablets) costs about $2.50.
CONCLUSION — In one large randomized controlled
trial, a low dose of the direct oral anticoagulant
rivaroxaban (Xarelto) taken twice daily in addition to
low-dose aspirin once daily was more effective than
aspirin alone in preventing major cardiovascular
events in patients with stable atherosclerotic
vascular disease, but the combination caused

significantly more major bleeding, mostly in the GI
tract. Whether the benefits outweigh the drawbacks
of taking two daily doses of an expensive second
drug that is more likely to cause bleeding and to
interact with other drugs is debatable. ■
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