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The need for this trial

Special characteristics of 
patients with rheumatic 
heart disease associated AF

 Younger age

 Underdeveloped 
countries (hard INR 
monitoring)

 Lack of evidence  Younger age

 Mostly women

 Valvular disease

Lack of evidence 
(exclusion of rheumatic 
patients from other 
trials)



Study method

(n = 2,275)

Rivaroxaban

(n = 2,256)

Vitamin K antagonist (international normalized 

International, multi-center, Randomization, 
Parallel, Open-label

Total number of enrollees: 4,531

Rivaroxaban 20 mg daily (15 mg daily if creatinine 
clearance <50 ml/min)

Vitamin K antagonist (international normalized 
ratio [INR] range 2.0-3.0)

Monthly INR

• 1st Follow up in 1 month

• Then every 6 months

• Duration of follow-up: 3.1 years

• Mean patient age: 50 years

• Percentage female: 72%

• Percentage with diabetes: 6.4%



INCLUCION CRITERIA

• At least 18 years of age with rheumatic heart 
disease

• Atrial fibrillation or atrial flutter

• At least one of the following: • At least one of the following: 
• CHA2DS2-VASc score >1, 

• mitral valve area <2 cm2, 

• echocardiographic evidence of either left atrial spontaneous 
echo contrast or left atrial thrombus



EXCLUSION CRITERIA

• Presence of a mechanical heart valve or the 
likelihood of receiving one within the next 6 months

• Dual antiplatelet therapy

• Treatment with dual strong inhibitors of CYP3A4 • Treatment with dual strong inhibitors of CYP3A4 
and P-glycoprotein

• eGFR <15 ml/min/1.73 m2

• Pregnancy



Patient characteristics





Results ITT



Results ITT

More patients in the rivaroxaban group 
than in the vitamin K antagonist group 
had a stroke, a finding that was almost 
entirely due to a higher rate of ischemic 
stroke in the rivaroxaban group



Results ITT

A total of 552 patients in the rivaroxaban group and 

More patients in the rivaroxaban group 
than in the vitamin K antagonist group 
had a stroke, a finding that was almost 
entirely due to a higher rate of ischemic 
stroke in the rivaroxaban group

A total of 552 patients in the rivaroxaban group and 
in 442 in the vitamin K antagonist group died. 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 vitamin K 
antagonist group than in the rivaroxaban group



Primary Endpoint
Composite of Stroke, Systemic Embolism, Myocardial Infarction, or 

Death from Vascular or Unknown Causes 



Secondary Endpoint



The between-group differences in the rates of stroke and death were similar in 
the on-treatment analyses and the intention-to-treat analyses

Safety and OTA 



The between-group differences in the rates of stroke and death were similar in 
the on-treatment analyses and the intention-to-treat analyses

Safety and OTA 

Rates of major bleeding did not differ significantly 
between the treatment groups (Table 3). However, 
the rate of fatal bleeding was lower with 
rivaroxaban than with vitamin K antagonists



Limitations

 Overall rates of stroke were lower than 
expected; therefore, the trial had reduced 
power for the outcome of stroke.

 Although outcome assessments were blinded,  Although outcome assessments were blinded, 
patients were aware of the treatment 
assignments.

 Patients in the vitamin K antagonist group had 
more physician interactions owing to the need 
for anticoagulation monitoring, and their time in 
the anticoagulation range improved during the 
trial.



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 

events or death than 
rivaroxaban therapy, without 

a higher rate of bleeding.
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