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MANTRA-PAF: First-line catheter ablation superior to drug therapy for reducing
atrial fibrillation
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First-line treatment with catheter ablation is superior to drug therapy for reducing atrial fibrillation, according to five
year results from the MANTRA-PAF trial presented for the first time at ESC Congress 2015.

Atrial fibrillation (AF) is the most common heart rhythm problem that requires medical treatment. Atrial fibrillation
reduces quality of life and is associated with increased risk of stroke and disability. Atrial fibrillation is more common
with higher age, and is observed in 2% of people aged 60 years and at least 5% of the population older than 70
years.

"In clinical practice most doctors choose antiarrhythmic drug therapy for initial treatment of symptomatic atrial
fibrillation and catheter ablation is used for patients who fail drug therapy," said principal investigator Professor Jens
Cosedis Nielsen, consultant cardiologist at Aarhus University Hospital in Denmark. "We asked the question: is
catheter ablation superior to antiarrhythmic drug therapy as first-line treatment?"

MANTRA-PAF (Medical ANtiarrhythmic Treatment or Radiofrequency Ablation in Paroxysmal Atrial Fibrillation) was
an international multicenter trial conducted by heart rhythm specialists. A total of 294 patients with highly
symptomatic paroxysmal atrial fibrillation were randomized to receive either catheter ablation or antiarrhythmic drug
therapy as first-line treatment. The two-year results of the trial showed that both treatments reduced atrial fibrillation
effectively, but none of the two treatment strategies were superior.

The five-year outcomes were presented at ESC 2015. The primary endpoint was the burden of atrial fibrillation
assessed by seven day Holter recording. Secondary endpoints were burden of symptomatic atrial fibrillation, quality
of life (using physical and mental component scores of the SF-36 questionnaire), and need for additional catheter
ablation procedures since the two-year follow up. Analysis was by intention-to-treat and imputation was used to
compensate for missing Holter data.

Five year follow up was achieved in 245 out of 294 patients (83%), of which 125 had been randomized to catheter
ablation and 120 to antiarrhythmic drug therapy as first-line treatment. Holter recording was available for 227
patients. More patients in the catheter ablation group were free from any atrial fibrillation (126/146 versus 105/148,
p=0.001) and symptomatic atrial fibrillation (137/146 versus 126/148, p=0.015) than those in the antiarrhythmic drug
therapy group.3 Atrial fibrillation burden was significantly lower in the catheter ablation group (any AF: p=0.003,
symptomatic AF: p=0.02) compared to the antiarrhythmic drug therapy group. The results were similar when not
compensating for missing Holter recordings.

"At five-year follow-up less atrial fibrillation was observed with catheter ablation as first line treatment,” said
Professor Nielsen. "The findings indicate that first-line treatment with catheter ablation is superior to drug therapy for
reducing atrial fibrillation. The different outcomes observed at two and five years may be because the two treatments
have different modes of action.”

There was no difference between the two groups in the number of additional catheter ablation procedures since the
two-year follow up. Quality of life scores at five years did not differ between groups (physical component score
p=0.88, mental component score p=0.94) but remained improved from baseline (both components p<0.001) and did
not differ from the two year scores.

"Quiality of life scores remained improved from before treatment initiation with either of the two treatments," said
Professor Nielsen. "This indicates that quality of life can be improved long-term by treatment aiming to withhold
normal heart rhythm, either by antiarrhythmic drug therapy or catheter ablation."

He concluded: "The results indicate that first-line catheter ablation is superior to drug therapy for suppressing atrial
fibrillation in patients with paroxysmal AF. The choice of first-line treatment strategy still needs to be discussed with
individual patients taking into account their disease burden and risks associated with the different treatment
strategies."

The study was funded by the Danish Heart Foundation and Biosense Webster. Biosense-Webster supported the
MANTRA-PAF trial with an unrestricted grant. Jens Cosedis Nielsen has received speaker's fees from
Biosense-Webster and Biotronik and consultant's fees from Boston Scientific.
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