
RIVAROXABAN NEI PAZIENTI CON FIBRILLAZIONE 

ATRIALE E VALVULOPATIA REUMATICA
RISULTATI DEL TRIAL INVICTUS



BACKGROUND

 In low- and middle-income countries, rheumatic heart disease remains an important cause of atrial

enlargement and atrial fibrillation (AF).

 Patients with AF due to rheumatic heart disease differ substantially from other patients with AF; they

are usually much younger, are more often female, and often have advanced valvular disease.

 RCTs have shown that non–vitamin K antagonist oral anticoagulants (NOAC) are as effective as

vitamin K antagonist (VKA) therapy for stroke prevention and have a lower risk of intracranial

hemorrhage. However, they excluded patients who had AF due to rheumatic heart disease.

 Guidelines do not recommend the use of NOAC for stroke prevention in patients with rheumatic

heart disease–associated AF.

 However, an anticoagulant that does not require monitoring would be very useful in low- and middle-

income countries, where most patients with rheumatic heart disease live and where regular INR

monitoring and dose adjustment of VKA is often a challenge, owing to difficulties in travel and to

limitations in health care resources.
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AIM

Randomized, noninferiority trial to evaluate the efficacy and safety of the 

factor Xa inhibitor rivaroxaban, as compared with vitamin K antagonist 

therapy, in patients with rheumatic heart disease–associated atrial 

fibrillation in Africa, Asia, and Latin America. 
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METHODS

 Patients with AF and echocardiographically documented rheumatic heart disease who 

had any of the following: 

 a CHA2DS2VASc score ≥ 2

 a mitral-valve area ≤2 cm2, 

 left atrial spontaneous echo contrast or left atrial thrombus. 

 Patients were randomly assigned to receive standard doses of rivaroxaban or dose-

adjusted VKA. 

 Primary efficacy outcome was a composite of stroke, systemic embolism, myocardial 

infarction, or death from vascular (cardiac or noncardiac) or unknown causes. 

 Primary safety outcome was major bleeding according to the International Society of 

Thrombosis and Hemostasis. 
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BASELINE 

CHARACTERISTICS

 Mean age: 50.5 years, 72.3% 

women. 

 Mean follow-up 3.1±1.2 yrs. 

 Moderate-to-severe mitral 

stenosis in 81.9%

 ∼50% CHA2DS2VASc <2. 

 VKA before enrollment in 

52.8%. 

 INR in range: baseline in 33.2% 

6mo in 56.1%, 1yr in 59.0%, 2 

yrs in 65.3%, 3 yrs in 65.1%, 4 

yrs in 64.1%
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STUDY DRUG 

DISCONTINUATION

 The % of pts with permanent 

discontinuation was higher in 

the rivaroxaban group.

 Most common reasons were 

hospitalization for valve surgery 

and decision by the patient. 

 Many pts who discontinued 

rivaroxaban subsequently 

received a VKA, whereas those 

who discontinued VKA did not 

usually receive an oral 

anticoagulant thereafter. 
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INTENTION-TO-TREAT ANALYSIS OF EFFICACY OUTCOMES 
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CUMULATIVE INCIDENCE 

OF THE PRIMARY 

OUTCOME.

 The restricted mean 

survival time was 1599 

days in the rivaroxaban 

group and 1675 days in the 

VKA group (difference, −76 

days; 95% CI, −121 to −31 

days; P<0.001 for 

superiority). 
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CUMULATIVE 

INCIDENCES OF 

STROKE OR SYSTEMIC 

EMBOLISM AND OF 

DEATH 

 More patients in the rivaroxaban 

group had a stroke (90 vs. 65 pts), 

almost entirely due to a higher rate 

of ischemic stroke.

 A total of 552 pts in the rivaroxaban 

group and in 442 in the VKA group 

died (difference in restricted mean 

survival time, −72 days; 95% CI, −117 

to −28). 

 The difference in mortality was 

almost entirely due to lower rates of 

sudden cardiac death and of death 

due to mechanical or pump failure in 

the VKA group 
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ON-TREATMENT ANALYSIS OF SAFETY OUTCOMES AND SELECTED 

EFFICACY OUTCOMES 
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CONCLUSIONS

Among patients with rheumatic heart disease–associated atrial 

fibrillation, vitamin K antagonist therapy led to a lower rate of a 

composite of cardiovascular events or death than rivaroxaban 

therapy, without a higher rate of bleeding. 
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