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The Agency for Healthcare Research and Quality (AHRQ) has developed an evidence 

based report on the treatment of atrial fibrillation (AF).1 The report summarizes data from meta 
analyses and decision analyses that will better guide clinical management of patients who have 
AF, especially those with new onset of the disorder. The Clinical and Scientific Affairs Council 
(CSAC) has reviewed the AHRQ report and presents a brief synopsis of the findings.  

Atrial fibrillation is a common disorder, accounting for approximately one third of 
hospitalizations for arrhythmia. The prevalence of AF is 0.5% in persons 50 to 59 years of age and 
increases to 8.8% in persons 80 to 89 years of age. The most common chronic cardiac conditions 
associated with the onset of AF are rheumatic mitral valve disease, coronary artery disease, 
congestive heart failure, and hypertension. Non cardiac conditions, some of which are reversible, 
include hyperthyroidism, hypoxic pulmonary conditions, alcohol intoxication, and surgery. Ten 
percent of new-onset AF patients have no predisposing condition. This summary report focuses 
on adult ambulatory patients who have acute AF for the first time that is either paroxysmal (has 
terminated spontaneously on at least one occasion) or persistent (duration greater than 48 hours 
and has not terminated spontaneously) and is not associated with postoperative onset. 

Technical experts in cardiology and family medicine identified the following key questions 
in the management of new-onset AF: 

• Who should receive cardioversion and who should receive conservative treatment with 
rate control and thromboembolism prophylaxis? 

• With regard to efficacy, how does cardioversion alone compare with antiarrhythmic 
therapy alone, and how does each compare with a combination of the two therapies? 

• What are the risks and benefits of each antiarrhythmic agent used for conversion and 
successful maintenance of cardioversion? 

• What therapies can safely be given in an outpatient setting? 
• What is the value of diagnostic tests such as Trans esophageal echocardiography and 

transthoracic echocardiography? 
• How do various pharmacologic agents differ in controlling ventricular rate? 
• How does anticoagulation compare with aspirin in preventing thromboembolism? 
The Cochrane Collaboration's CENTRAL database served as the primary literature source 

for the review. The Collaboration is an international organization that prepares, maintains, and 
promotes the accessibility of systematic reviews of the effects of health care interventions. 
MEDLINE was also used to identify recent publications. The literature search identified 521 
articles, 179 of which met the inclusion criteria and were eligible for review. Appropriate studies 
were assessed for study quality including representativeness of the study population, bias and 
confounding, description of therapy, outcomes and follow-up, and statistical quality and 
interpretation. Meta-analysis and decision analysis were performed on relevant data. Odds ratios 
and confidence intervals were calculated for data pooled from eligible studies. The strength of 



the evidence was determined based on the size of the effect (odds ratio) and the narrowness of 
the confidence interval. 

Forty-six randomized clinical trials on acute pharmacologic cardioversion of AF using 18 
different antiarrhythmic agents were identified. The control treatment was placebo, verapamil, 
diltiazem, or digoxin. The antiarrhythmic agents with the strongest evidence of efficacy and 
largest treatment effect sizes for conversion of AF, compared to control treatment, were ibutilide 
and dofetilide in combination, and flecainide. Strong evidence of efficacy also existed for 
propafenone. There was moderate evidence of efficacy for quinidine. Disopyramide and 
amiodarone only suggested evidence of efficacy, while sotalol suggested evidence of negative 
efficacy in cardioversion of AF (see Table 1). 
 

Table 1. Strength of evidence for specific agents in the pharmacologic management of atrial 
fibrillation* 
Conversion of AF 
     Strongest Flecainide, combination of ibutilide and dofetilide 
     Strong Propafenone 
     Moderate Quinidine 
     Suggestive Amiodarone, disopyramide 
     Suggests negative efficacy Sotalol 
     Minimal evidence β-Blockers, verapamil, diltiazem, digoxin 
Maintenance of sinus rhythm 
     Strong Quinidine, disopyramide, flecainide, propafenone, sotalol 
     Potentially strong Amiodarone 
     Minimal Verapamil, diltiazem, N-acetylprocainamide 
*Efficacy compared to control treatments. 

 
Review of the literature identified 29 randomized clinical trials on maintenance of sinus 

rhythm that included 10 antiarrhythmic agents. Strong evidence of efficacy was demonstrated 
by quinidine, disopyramide, flecainide, propafenone, and sotalol. There was potentially strong 
evidence for the use of amiodarone based on interim trial results versus disopyramide, but there 
are no completed trials of amiodarone compared with control treatment. Minimal evidence 
exists for the use of N-acetyl procainamide and other antiarrhythmic agents. 

Agents that reduced heart rate and achieved ventricular control included diltiazem, 
verapamil, and β-blockers. There was no convincing evidence for the use of digoxin. There was 
strong evidence for the use of warfarin to prevent stroke in the high risk population; for every 30 
strokes prevented, however, there was a risk of six major bleeding events. There was moderately 
strong evidence for the use of aspirin. In every 1,000 AF patients treated with aspirin, 12.5 strokes 
are prevented.  

No randomized controlled trials were identified that addressed directly either the 
question of what therapies for AF can safely be given in an outpatient setting or the clinical utility 
of echocardiography in the management of AF. 

The findings of this AHRQ evidence report can have a significant impact on the 
management of patients who have new-onset AF. Appropriate management of AF can not only 
improve the effectiveness of cardioversion of the arrhythmia and maintenance of sinus rhythm, 
but it can also reduce the risk of stroke, an important goal outlined in Healthy People 2010 and 



for all PAs. CSAC urges all PAs to read the summary, available online at 
www.ahcpr.gov/clinic/atrialsum.htm, or the full report available from the AHRQ Publications 
Clearinghouse at (800) 358-9295. 
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