
Gianluca Botto, FEHRA, FESC 
UO Cardiologia - Elettrofisiologia

Sessione: ARITMOLOGIA CLINICA 

Relazione: Terapia personalizzata della FA



Presenter Disclosure Information
■ Research support:  

Biotronik, Medtronic 
■ Advisory Board:  

Biotronik, Boston Scientific,  
Bayer Healthcare, Daiichi/Sankyo 

■ Speaker Fees:  
Abbott, Biotronik, Boston Scientific, Medtronic, 
Microport  
Bayer Healthcare, Boehringer, BMS/Pfizer, 
Daiichi/Sankyo

2024-gen



AF Ablation in Europe 2024 
Data From 27 European Countries
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Svennberg E.  10th AFNET/EHRA Consensus Conference. Europace 2025



Antiarrhythmic Drugs for AF  
in Swedish  
Population 

4

Friberg L. J Am Coll Cardiol. 2014;  
63: 2376-84.

Unadjusted mortality in relation 
to AAD treatment @ baseline



Does early rhythm control therapy improve outcomes compared to usual care 
in pts with early, recently diagnosed AF at risk of stroke ?



Flow Chart of the EAST trial

Kirchhof P. Am Heart J 2013; 166: 442-8



EAST Trial 
Efficacy and Safety Outcome

■ Primary efficacy outcome 
1. composite of  
	 - death from CV causes 
	 - stroke 
	 - hospitalization with worsening HF or ACS 
2. the number of nights spent in the hospital per year 

■ Primary safety outcome  
composite of  
	 - death 
	 - stroke 
	 - serious adverse events related to rhythm-control therapy

Kirchhof P.  

New Engl J Med 2020;  

383: 1305-16 



EAST Trial 
Demographics 

and Clinical 
Characteristics

Kirchhof P.  

New Engl J Med 2020; 383: 1305-16 

Early Rhythm Control 
	 2.13 visits / patient 

Usual Care 
	 1.94 visits / patient



	 n=2789 patients 
	 mean FU 5.1 years/pt 

EAST Trial: Efficacy Outcome

Kirchhof P. New Engl J Med 2020; 383: 1305-16 

21% RR for the primary EP

Terminated for  
Efficacy



EAST Trial 
Safety Outcome

Kirchhof P.  

New Engl J Med 2020;  

383: 1305-16 



Anticoagulation And Treatment of Concomitant Cardiac Conditions

Andreas Metzner (on behalf of the EAST-AFNET 4 investigators) EHRA 2021 Late Breaking Clinical Trial 



Rate Control Therapy

Andreas Metzner (on behalf of the EAST-AFNET 4 investigators) EHRA 2021 Late Breaking Clinical Trial 



EAST Trial 
Rhythm Control Chosen by Site

Kirchhof P.  
New Engl J Med 2020; 

383: 1305-16 



Rhythm Control Rx Use in The EAST-AFNET 4 
Sankey Plot of Rhythm Control Treatment Over Time

Metzner A. Europace 2022: 24; 552–564



PVI With vs W/out continued AADs in Pts with Recurrent AF 
Results from a Multicentre RCT: The POWDER AF

Duytschaever M. Eur Heart J 2018; 39: 1429–1437



Rhythm Control Rx Use in The EAST-AFNET 4 
Choice Of Initial Rhythm Control Therapy Displayed By Centre

Metzner A.  
Europace 2022:  
24; 552–564

Early rhythm control 
treatment patterns 
varied by site and 
country within GL 
recommendations 
(97% of the pts) 

outlining a range of 
ways to provide 

early rhythm control 
therapy to patients 

with AF



Choice of Initial Rhythm Control Therapy

Andreas Metzner (on behalf of the EAST-AFNET 4 investigators) EHRA 2021 Late Breaking Clinical Trial 

At two ys,  

- 45% of the pts randomised to early rhythm  

control Rx were still on AADs, and  

- ca 20% of those still in FU in that study  

arm had undergone AF ablation 

- AF ablation was typically performed in pts  

who were on AADs, likely reflecting  

recurrent  AF on drugs. 



CABANA Trial (ITT Analysis) 
No Benefit on Death, Disabling Stroke, Serious Bleeding, 
Cardiac Arrest

Packer DL.  
JAMA 2019; 
321: 1261-1274



Cost-effectiveness of Early Rhythm Control 
An Analysis Based On Data From The EAST-AFNET 4 Trial

■ Data from the German subsample of the 
EAST-AFNET 4 trial (N =1664/2789 pts) 

■ Over a 6-y time horizon and from a 
healthcare payer’s perspective 

■ ERC was compared to usual care 
regarding costs (hospitalization and 
medication) and effects (time to primary 
outcome; years survived).  

■ ERC was associated with higher costs [+
€1924, 95% CI (−€399, €4246)], resulting 
in ICERs of €10.638 per additional year 
without a primary outcome and €22.536 
per life year gained. 

Gottshalk S. Europace 2023 on-line 
https://doi.org/10.1093/europace/euad051



Real‑World Applicability And Impact Of Early Rhythm 
Control For European Pts With AF 

A Report From The ESC‑EHRA EORP‑AF Long‑term General Registry

▪ The primary outcome 
included CV death, stroke, 
ACS, and worsening HF 

▪ Quality of life and health-care 
resource usage were also 
assessed as outcomes 

▪ 10,707 pts evaluated for 
eligibility to EAST-AFNET 4 

▪ The primary outcome 
occurred less often in “early” 
pts than in those with no 
rhythm control (13.6% vs. 
18.5%, p < 0.001)

Proietti M. Clinical Research in Cardiology 2022; 111:70–84



Safety and Efficacy of Long-term 1C AADs 
For Early Rhythm Control  
The EAST-AFNET 4 Trial 

Rillig A, Europace 2024; 26: euae121 

The protocol  
discouraged FLC / PFN in pts with reduced LVEF and 
suggested stopping Rx upon QRS prolongation >25% 
on therapy.

Pts with 1C intake 

■ age 69 (8) years 

■ CHA2DS2-VASc 3.2 

■ 224 (32.5%) with 
SHD 
- 177 with HF 
- 41 with prior MI, 
CAD or CABG, PCI 
- 26 with LVH >15 
mm 



Safety and Efficacy of Long-term Amiodarone and Dronedarone For Early Rhythm 
Control  
The EAST-AFNET 4 Trial 

Rottner R. Clin Res Cardiol 2025

Upon multivariate Cox regression: 
Drone (HR 0.5), age (HR 1.05), CAD (HR 1.84) and stable 
HF (HR 1.66) associated with efficacy outcome. Age (HR 
1.07) and LVH (HR 1.94) associated with safety outcome.

Pts receiving Amio/Drone 
were older with  
more comorbidities 
less PRX AF (29% vs 43%) 

Pts treated with Amio vs Drone 
had more often  
HF (42% vs 16%) and  
PRS AF (40% vs 15%) 

SAEs related to drug Rx similar 
for amio (1.4% pt-ys), drone 
(1.2%) and other (0.8%)



Dronedarone Provides Effective Early Rhythm Control  
Post-hoc Analysis Of The ATHENA Trial Using EAST-AFNET 4 Criteria  

Kirchof P. Europace 
2025; 27, euaf080 

https://doi.org/101093/
europace/euaf080 



Amiodarone And Pulmonary Toxicity In AF 
Contemporary Data from a Nationwide Israeli Registry

Tsaban G. Moti A. Eur Heart J 2024;  45; 379–388 

Mean follow-up of 4.2 ys  

ILD occurred in 242 (2.0%) pts. 
Higher RR of ILD among amio-
exposed pts b/ween Ys 2 ÷ 8 of 
follow-up [maximal HR: 1.019]. 

PLC occurred in 97 (0.8%) pts. 

All-cause death occurred in 2185 
(18.1%) pts 

Amiodarone was associated with 
reduced mortality risk (HR: 0.65, 
95% CI: 0.60, 0.72, P < 0.001).



Amiodarone And Pulmonary Toxicity In AF 
Contemporary Data from a Nationwide Israeli Registry

Tsaban G. Moti A. Eur Heart J 2024;  45; 379–388 

Interstitial Lung Disease All-Cause Death

Amiodarone is associated with minimal risk of interstitial lung disease and  
no increase in mortality, potentially supporting its broader use in rhythm control for AF



 Short-term Benefit of Early Rhythm Control For AF 
The EAST-AFNET 4 Trial 

Obergassel J. Eur Heart J 2025; 46: 3663–6.

The beneficial effects of rhythm control on clinical outcomes can be observed within the first few weeks 
after therapy initiation and justifies a small risk of severe side effects, changing the balance between 
safety and efficacy requirements for AAD



Kim D. Ann Int Med 2022; 175: 1356-1365

Early Rhythm Control Therapy for 
AF in Low-Risk Pts 

54.216 Pts with AF from the Nationwide Claims Database of 
the Korean National Health Insurance Service



Early Rhythm Control Therapy in Pts With AF and HF 
A Prespecified Sub-Analysis of the EAST-AFNET4 Trial

Rillig A. Circulation 2021; 144: 845–858

785 pts, female 37,6%, median age 71.0 [64.0, 76.0] ys.  

132 (17%) HFrEF;  LVEF 31±5.5%  
211 (27%) HFmEF; LVEF 44 ± 2.9% 
442 (56%) HFpEF; LVEF 61±6.3%



Early Rhythm Control in Pts With AF & HF

Rillig A, 

Circulation. 2021; 

144:845–858

composite of CV 
death, stroke, or 
WHFH or ACS



Cellular Targets Of AADs

Targets Of  
Existing And 
Emerging AADs



Turakhia MP. Circ Arrhythm Electrophysiol. 2015; 8: 1040-1047

Europace 2019: 21, 404–413

J Am Coll Cardiol EP 2021; 7: 594–603

 Eur Heart J 2023; 44: 765–776 

Int J Cardiol 2023; 377: 73–78

 eClinicalMedicine 2025;88: 103457 

Association of Higher 
AF Burden and …



PFA of Persistent AF With Continuous 
ECG-Monitoring F-U 

ADVANTAGE AF Phase 2

► Pts with PerAF underwent PVI + posterior wall CA with pentaspline 
PFA cath and CV-isthmus with a novel focal-linear PFA cath 

► Pts F-U for 1y with continuous rhythm monitoring with ICM 
► Examination of atrial arrhythmia burden and episode duration

Reddy V. Circulation. 2025;152:27–40



Estimated AF Burden on Early Rhythm-Control and 
Cardiovascular Events in the EAST-AFNET 4 trial 

Zeemering S. eClinicalMedicine 2025; 88: 103457 



The Current Use Of AAD 
Conclusion

► AADs are often the appropriate and, in many cases, the sole RX required for 
managing cardiac arrhythmias 

► AADs are used as a backup Rx when other interventional treatments (ablation 
or CIEDs) are unavailable, poorly tolerated, particularly risky, contraindicated, 
or ineffective 

► AADs serve as a valuable complement to other therapies (catheter ablation or 
CIEDs) by providing support during waiting periods, preparatory/post- 
operative phases, or by enhancing their overall efficacy 

► The contemporary side effects of AADs are lower in comparison to hystoric 
data 

► Early treatment seems mandatory in almost all clinical circumstancies 
following GDMT 


