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Randomization, follow-up and endpoints
The patients were randomized to treatment with amiodarone (400 mg daily) or with the 
combination (amiodarone + irbesartan 150 mg daily or 300 mg daily in hypertensive 
patients) 3 weeks before the ECV. For those who were not on anticoagulant therapy, 
anticoagulant treatment was started 3 weeks before initiating therapy with amiodarone. 
The maintenance dose of amiodarone (200 mg daily) was set in the visit at 2 months, no 
special adjustments were provided for irbesartan, but for any increase in dosage in case 
of occurrence of hypertension. The primary study end-point was the time to onset of first 
relapse of AF /AFl lasting> 10 min documented with ECG Results There were norelapse of AF /AFl lasting> 10 min documented with ECG.Results There were no 
statistically significant differences in the two treatment groups of clinical features of the 
patient at baseline, except for the highest percentage of patients with bundle branch 
block in the group of those in combination (9% amio vs 30% amio+Irbe; p = 0.001). The 
concomitant therapy did not differ between the two treatment groups, although we 
observed a higher percentage of patients with beta-blockers in the combination group 
(15% vs 7%, p = 0.086) and a higher percentage of patients in ACE-inhibitors in the amio 
group (22% vs 16%, p = 0.191). A 39% of patients in the amio group and a 42% of the g p ( , p ) p g p
group in amio + Irbe were in SR in the visit planned for conducting the ECV. The patients 
that were not in SR had a history of AF of longer duration (median 10 months vs 5 
months). The ECV was therefore performed in 92 patients with a success of 90% (82 
patients): The ECV failed in 6 patients treated with amio and in 3 with the association. No 
significant differences were observed with systolic blood pressure and diastolic blood 
pressure at the end of follow-up in the two treatment groups.
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Efficacy and tolerabilityﾊRecurrence of AF and maintenance of sinus rhythmﾊThe
recurrence rate of AF is significantly lower compared with the association of AMIOrecurrence rate of AF is significantly lower compared with the association of AMIO
alone or after 2 months of the end of follow-up. The Kaplan-Meier analysis shows a
probability of maintaining SR at 2 months of 85% in the amio + Irbe compared with 63%
of the group with amio. Multivariate analysis showed that the use of IRBE was the only
variable significantly correlated with the maintenance of SR after ECV. The hazard ratio
(similar to Odds Ratio) for the recurrence of AF in patients treated with the combination
was 0.35, reflecting a reduction in the risk of recurrence by 65% (RR 0.35; 95% CI
0.12-0.46, P = 0.018). The use of the mathematical model of Cox, adjusting for other
variables that may influence the outcome (diabetes, bundle branch block, duration of
AF), suggests a risk reduction of 81% (RR 0.19; 95% CI 0.04-0.86 P = 0.031).ﾊAt the
end of the follow-up, Kaplan-Meier analysis shows a probability of remaining in SR by
56% in the amio arm compared to 79% of the amio + Irbe arm. The most important
factor that is able to predict the recurrence of AF was the length of AF prior to
randomization.ﾊThere was a trend of superiority of the association amio + Irbe
observed in patients with hypertension (RR 0:49; 95% CI 0.11-2.06, ns), with structural
heart disease (RR 0:37; 95% CI 0 09-1 5 NS) and AF lasting> 12 months (RR 0 20;heart disease (RR 0:37; 95% CI 0.09-1.5, NS) and AF lasting> 12 months (RR 0.20;
95% CI 0.024-1.76; ns).ﾊTolerabilityﾊOne patient in the combination group died of
sudden death 21 days after favorable ECV. There were 11 adverse events that
required treatment (6 amio and amio + Irbe).
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