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P : atrial fibrillation
E: catheter ablation (CA)
C : antiarrhythmic drug therapy

O :first— and second-line therapy for the maintenance of sinus rhythm
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There was recurrence of atrial tachyarrhythmia in 222 of 785 (28%) patients who underwent CA
and in 451 of 696 (65%) patients who were on antiarrhythmic drug therapy (relative risk, 0.40; 95%
confidence interval, 0.31-0.52; P=0.00001). Subgroup analysis revealed a beneficial effect of CA
both as a first-line (relative risk, 0.52; 95% confidence interval, 0.30-0.91; P=0.02) and as a
second-line (relative risk, 0.37; 95% confidence interval, 0.29-0.48; P<0.00001) therapeutic
modality. There was a significantly higher incidence of major adverse events in the CA group when
compared with those in the antiarrhythmic drug therapy group (relative risk, 2.04; 95% confidence
interval, 1.10-3.77; P=0.02, 1(2)=0%).
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Catheter Ablation  Anti-arrhythmic Drugs Risk Ratio Risk Ratio
_ Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
2.1.1 Anti-arrhythmic Medication Naive
Wazni 2005 4 33 22 ar 4.8% 0.20 [0.08, 0.53] 2005 -
Nielsen 2012 22 138 42 148  97% 0.56 [0.35, 0.89] 2012 e
Morillo 2014 36 66 44 61 122% 0.76 [0.58, 0.99] 2014 i
Subtotal (95% CI) 237 246 26.6% 0.52 [0.30, 0.91] e
Total events 62 108

Heterogeneity: Tau® = 0.16; Chi* = 7.24, df = 2 (P = 0.03); P = 72%
Test for overall effect: Z = 2.32 (P = 0.02)

2.1.2 Previ Use of Anti-arrhy ic Medicati

Kriltayaphong 2003 3 15 ] 15 4.0% 0.33[0.11,099) 2003 —————
Stabile 2006 30 68 B3 63 121% 0.48 [0.37, 0.64] 2006 =k
Pappone 2006 14 99 75 99 9.2% 0.19[0.11, 0.31] 2006 - %

Oral 2006 25 77 53 69 11.2% 0.42 (0.30, 0.60] 2006 —r
Jais 2008 7 53 42 59 6.8% 0.19[0.09, 0.38] 2008 — =
Forleo 2009 T 35 20 35 6.6% 0.35[0.17, 0.72] 2009 S TR
Wilber 2010 35 103 47 56 11.9% 0.40[0.30, 0.54] 2010 e o
Mant 2014 39 a8 34 48 11.7% 0.56 [0.41, 0.76] 2014 ==
Subtotal (95% CI) 548 450  73.4% 0.37 [0.29, 0.48] &>
Total events 160 343

Heterogeneity: Tau® = 0.08; Chi* = 20.22, df = 7 (P = 0.005); I* = 65%
Test for overall effect: Z = 7.48 (P < 0.00001)

Total (95% CI) 785 696 100.0% 0.40 [0.31, 0.52] <
Total events 222 451
Heterogeneity: Tau® = 0.12; Chi* = 38.98, df = 10 (P < 0.0001); I* = 74%
Test for overall effect: Z = 6.93 (P < 0.00001)

Test for subgroup differences: Chi* = 1.26, df = 1 (P = 0.26), I’ = 20.8%
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Figure 2. Forest plot comparing the efficacy of catheter ablation to antiarrhythmic drug therapy. Stratified on the basis of exposure to
antiarrhythmic medications. Cl indicates confidence interval; and IV, inverse variance.
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A separate analysis was performed for major adverse events, defined as sudden death, embolic
events (stroke or transient ischemic attack), major bleeding, pulmonary vein stenosis,
atrioesophageal fistula, pericardial complications (effusion, hemorrhage, tamponade, and

perforation), and life—threatening arrhythmias.
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P:patients with paroxysmal AF as a first-line therapy. (treatment—naive patients with paroxysmal
AF)

E :radiofrequency ablation

C: antiarrhythmic drugs (standard therapy)
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O: The time to the first documented atrial tachyarrhythmia of more than 30 seconds (symptomatic
or asymptomatic AF, atrial flutter, or atrial tachycardia), detected by either scheduled or
unscheduled electrocardiogram, Holter, transtelephonic monitor, or rhythm strip, was the primary
outcome. Secondary outcomes included symptomatic recurrences of atrial tachyarrhythmias and

quality of life measures assessed by the EQ-5D tool.
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Forty—four patients (72.1%) in the antiarrhythmic group and in 36 patients (54.5%) in the ablation
group experienced the primary efficacy outcome (hazard ratio [HR], 0.56 [95% CI, 0.35-0.90];
P=.02). For the secondary outcomes, 59% in the drug group and 47% in the ablation group
experienced the first recurrence of symptomatic AF, atrial flutter, atrial tachycardia (HR, 0.56 [95%
Cl, 0.33-0.95]; P=.03). No deaths or strokes were reported in either group; 4 cases of cardiac
tamponade were reported in the ablation group. In the standard treatment group, 26 patients (43%)
underwent ablation after 1-year. Quality of life was moderately impaired at baseline in both groups
and improved at the 1 year follow—up. However, improvement was not significantly different among

groups.
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—n_ Primary efficacy outcome B | Time to first recurrence of symptomatic atrial tachyarrhythmias
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HR, 0.56, 95% Cl, 0.35-0.90, P=.02 | HR, 0.56, 95% CI, 0.33-0.95, P=.03
0.0 ) e = - 0 . . < 0.0 +— . = T ? 3 . 2
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Follow-up Since Randomization, d Follow-up Since Randomization, d
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