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VI.2 Elements for a Public Summary

VI.2.1 Overview of diseases epidemiology
The indications described in this Risk Management Plan (RMP) comprise the following approved 
indications: 

• Co-administered with acetylsalicylic acid (ASA) alone or with ASA plus clopidogrel or ticlopidine, is
indicated for the prevention of atherothrombotic events in adult patients after an acute coronary
syndrome (ACS) with elevated cardiac biomarkers.

• Prevention of venous thromboembolic events (VTE) in adult patients undergoing elective hip or
knee replacement knee replacement surgery.
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• Prevention of stroke and systemic embolism in adult patients with non-valvular atrial fibrillation 
(NVAF), with one or more risk factors, such as prior stroke or transient ischemic attack (TIA); age 
≥ 75 years; congestive heart failure diabetes mellitus; hypertension. 
Treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE), and prevention of 
recurrent DVT and PE in adults. 
 

The 2010 prevalence of total hip and total knee replacement in the total U.S. population was 0.83% and 
1.52%, respectively. Prevalence was higher among women than among men and increased with age, 
reaching 5.26% for total hip replacement (THR) and 10.38% for total knee replacement (TKR) at eighty 
years. These estimates corresponded to 2.5 million individuals (1.4 million women and 1.1 million men) 
with THR and 4.7 million individuals (3.0 million women and 1.7 million men) with TKR in 2010.1 
The rate of THR and THK has increased over the past ten years in many European countries, due in part 
to population ageing but also the growing use of these interventions to improve functioning among elderly 
people. In Denmark, the THR rate increased by 40% between 2000 and 2010, while the TKR rate more 
than tripled. Similarly, in Spain, the THR rate increased by 25% and the TKR replacement rate more than 
doubled during the past decade. The growth rate for both interventions was somewhat slower in France, 
but still THR rate increased by nearly 10% while TKR rate rose by 60% between 2000 and 2010.2 
After surgery with preventative treatment, VTE develops in about 10 of 1000 people after total or partial 
knee replacement, and in about 5 of 1000 after total or partial hip replacement.3 About 300,000–600,000 
Americans develop VTE each year, with about 60,000–100,000 deaths attributable to PE.4  
The prevalence of atrial fibrillation (AF) varies with age and sex. AF is present in 0.12%–0.16% of those 
younger than 49 years, in 3.7%–4.2% of those aged 60–70 years, and in 10%–17% of those aged 80 
years or older. In addition, it occurs more frequently in males. AF is frequently associated with cardiac 
disease and comorbidities. The most common concomitant diseases are coronary artery disease, valvular 
heart disease, and cardiomyopathy. The most common comorbidities are hypertension, diabetes, heart 
failure, chronic obstructive pulmonary disease, renal failure, stroke, and cognitive disturbance. It is 
estimated that the number of patients with AF in 2030 in Europe will be 14–17 million and the number of 
new cases of AF per year at 120,000–215,000.5 
Venous thrombosis, including deep vein thrombosis and pulmonary embolism, occurs at an annual 
incidence of about 1 per 1000 adults. Rates increase sharply after around age 45 years, and are slightly 
higher in men than women in older age. Major risk factors for thrombosis, other than age, include 
exogenous factors such as surgery, hospitalization, immobility, trauma, pregnancy and the puerperium 
and hormone use, and endogenous factors such as cancer, obesity, and inherited and acquired disorders 
of hypercoagulation. This review focuses on epidemiology of venous thrombosis and the general 
implications of this in patient management.6 
Blood clots in the vessels supplying the heart muscle can cause unstable angina pectoris or a heart attack 
(myocardial infarction [MI]); both are types of acute coronary syndrome (ACS). Accumulated fatty deposits 
(plaques) in the walls of the arteries may rupture and lead to thrombosis (known as atherothrombosis), 
which can cause ACS. In the USA, 3.1% of adults aged over 20 years have a history of MI Mortality in the 
first year after MI in patients aged over 45 years is 19% in men and 26% in women.7 
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VI.2.2 Summary of treatment benefits 

VI.2.2.1 Prevention of VTE in patients undergoing elective hip or knee replacement 
surgery 
The four phase Ill RECORD studies compared rivaroxaban (10 mg once daily) with enoxaparin (the 
standard therapy at the time of the studies) in patients undergoing total hip or knee replacement. A pooled 
analysis of the four studies, including 12,729 patients, showed that rivaroxaban reduced the occurrence of 
VTE, compared with enoxaparin. 
 

VI.2.2.2 Treatment of DVT and PE and prevention of recurrent DVT and PE 
The phase Ill EINSTEIN-DVT and EINSTEIN-PE studies compared the use of rivaroxaban the reference 
product, (15 mg twice daily for 3 weeks followed by 20 mg once daily) with the use of standard therapy 
(enoxaparin in combination with vitamin K antagonists [VKA]) in 8281 patients with venous 
thromboembolism (VTE) over 3, 6 or 12 months. Rivaroxaban was at least as effective as enoxaparinNKA 
in treatment of VTE and preventing the recurrence of VTE. 
In the phase Ill EINSTEIN Extension study, 1197 patients who had completed 6 - 12 months of treatment 
for VTE were administered rivaroxaban (20 mg once daily) or placebo for an additional 6 or 12 months; 
rivaroxaban reduced VTE recurrence compared with placebo. 
 

VI.2.2.3 Prevention of stroke and embolism elsewhere in the body in patients with AF 
The phase Ill ROCKET-AF study compared rivaroxaban (20 or 15 mg once daily) with standard therapy 
(warfarin) in 14,264 patients with non-valvular AF (treatment duration: up to 41 months). Rivaroxaban was 
at least as effective as warfarin at preventing stroke and embolism elsewhere in the body. 
 

VI.2.2.4  Prevention of blood clots after ACS 
The ATLAS ACS 2-TIMI 51 study compared rivaroxaban, the reference product, (2.5 or 5 mg twice daily) 
with placebo in 15,526 patients with a recent ACS (treatment duration: up to 31 months). All patients also 
received standard antiplatelet therapy (ASA alone or ASA plus Thienopyridine). Compared with placebo, 
rivaroxaban reduced the occurrence of cardiovascular-related deaths, stroke and MI. 
 

VI.2.3  Unknowns relating to treatment benefits 
The efficacy and safety in children aged 0 to 18 years have not been established. 
The efficacy and safety in pregnant and breast feeding women have not been established.  
The efficacy and safety have not been studied in patients with prosthetic heart valves.  
The efficacy and safety have not been established in haemodynamically unstable PE patients or patients 
who require thrombolysis or pulmonary embolectomy. 
There are no clinical data in patients with severe hepatic impairment and only limited clinical data in 
patients with severe renal impairment. 
 










