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-newly diagnosed AF (< 1 year)

-Primary composite endpoint: cardiovascular mortality, stroke or hospitalization for HF or ACS

- Follow-up 5 years

l Rhythm Control Chosen by Site l
Initial 2Yr Initial 2Yr
100~ 100+
807 807 None
- - Other antiarrhythmic
E e 60+ 60 1191 (85.4%) drug
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28 (2.8%) .
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Early Rhythm Control Usual Care
(N=1395) (N=1394)
Type of atrial fibrillation — no./total no. (%)
First episode 528/1391 (38.0) 520/1394 (37.3)
Paroxysmal 501/1391 (36.0) 493/1394 (35.4)

Persistent 362/1391 (26.0) 381/1394 (27.3)



@ESC  nteromiqomas ooz FASTTRACK CLINICAL RESEARCH

European Society https:/doi.org/10.1093/eurheartj/ehab593 Arrhythmias
of Cardiology

Systematic, early rhythm control strategy for
atrial fibrillation in patients with or without
symptoms: the EAST-AFNET 4 trial

Stephan Willems""ﬂ, Katrin Bornf', Axel Brandes © 5"', Giinter Breithardt © 3’1,

A. John Camm?®, Harry J.G.M. Crijns’, Lars Eckardt®’, Nele Gessler @ ',

Andreas Goette®'%"! Laurent M. Haegeliu'”, Hein Heidbuchel'?, Josef Kautzner'®,
G. Andrée Ng © ”, Renate B. Schnabel © 2’4, Anna Suling", Lukasz Szumnwskim,
Sakis Themistoclakis © ”, Panos Vardasz", Isabelle C. van Gelder“,

Karl Wegscheider @ **1° and Paulus Kirchhof ©® %3422%



Graphical Abstract

EAST — AFNET 4 trial population
2789 patients with atrial fibrillation diagnosed within a year prior to randomization
and cardiovascular conditions approximating a CHA,D5,VASc score of = 2
2633 with known AF-related symptoms (EHRA score) at baseline
randomized to Early Rhythm Control or Usual Care

Early Rhythm Control in all patients Usual Care, including symptom-directed
(n=1305/2633) rhythm control therapy (n=1328/2633)

Asymptomatic Symptomatic Asymptomatic at Symptomatic at
at baseline (n=395) at baseline (n=910) baseline (n=406) baseline (n=922)

No difference in treatment pattern between asymptomatic and symptomatic patients.
Excellent symptom control in both randomized groups at two years.

Ca. 1/4 treated with AF ablation and Ca. 8% treated with AF ablation and
3/4 treated with antiarrhythmic drugs 9% treated with antiarrhythmic drugs
at 2 years at 2 years

Similar reduction of cardiovascular death, stroke, or hospitalisation for heart failure or
acute coronary syndrome in symptomatic and asymptomatic patients
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Our findings support the systematic, early initiation of rhythm control therapy
in asymptomatic patients with atrial fibrillation and concomitant
cardiovascular conditions.



Questions

* Are asymptomatic patients really
asymptomatic?

*What is the risk to develop Heart Failure in
asymptomatic AF patients?



Improvement of
« symptoms » in
asymptomatic
patients?
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“Asymptomatic” persistent or permanent atrial fibrillation: A misnomer @mmm
in selected patients
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After cardioversion, the average duration of sinus rhythm was
11.4 days (4-22 days). During this period, 7 patients ( 54%) experienced
an improvement in respiration, and 10 patients (77%) had an improve-
ment in energy. Three patients (23%) had no improvement in either
condition.

However the global importance of the improvement is low



Catheter Ablation of Asymptomatic Longstanding Persistent
Atrial Fibrillation: Impact on Quality of Life, Exercise
Performance, Arrhythmia Perception, and Arrhythmia-Free Survival
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61 Patients with asymptomatic LSP AF were enrolled
(61+13 years, 71% male)

v

Baseline Quality of Life (QolL) assessment (n=61)

38 patients consented to
undergo exercise tolerance
test

'

Pre-ablation exercise test
performed in n=38 patients

!

Post-ablation exercise test performed
in 38 patients at 5 months

Y Y

12-month post-ablation Qol assessment (n=61)

At 20+5 month follow-up, 36/61 (57%) were AF-free
21/25 (84%) had symptomatic recurrence

Tigure 1. Flow chart of the study design and outcome.
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Figure 3. Exercise paramelers in suc-
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Methods

We performed a post-hoc analysis of 537 risk-matched pairs of AF patients receiving first-
time catheter ablation or conservative management. The primary outcome measure was a
composite of cardiovascular death, heart failure (HF) hospitalization, ischemic stroke, or
major bleeding. The study patients were divided into asymptomatic and symptomatic
patients, and were further divided according to the presence or absence of previous AF-
related complications (ischemic stroke or HF hospitalization).

AF Symptom

-EHRA classification-

Grade 4

N=14
(1.3%) Grade 3

N=104
(9.7%)

Grade 1:
Asymptomatic
N=414 (38.5%)

Previous

Previous
AF-related complications AF-related complications

N=97 (23.4%) Im 2B 3 4 N;?e(n.soo}

No pravious

Mo previous
AF-related complications
N=317 (76.6%)

AF-related complications
N=584 (88.5%)

—— Asymptomatic AF — Symptomatic AF —

Fig 1. EHRA symptom grades and the prevalence of previous AF-related complications. AF = atrial fibrillation; EHRA = European Hear Rhythm
Association.




Asymptomatic AF
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N of events

N of patients at risk
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Interval [years]
Interval 0-day 6-month 1-year 3-year 5-year 8-year
Conservative group
N of events 3 7 25 40 52
N of patients at risk 330 318 302 247 148 39
Cumulative incidence 0.9% 22% 8.4% 15.5% 25.8%
Ablation group
N of events 3 3 9 11 16
N of patients at risk 330 326 326 303 210 59
Event free rate 09% 09% 28% 36% 7.7%

Fig 2. The Kaplan-Meier curves for the cumulative incidence of the primary outcome measure defined as a composite of cardiovascular death, heart
failure hospitalization, ischemic stroke, or major bleeding in asymptomatic and symptomatic AF patients. AF = atrial fibrillation; HR = hazard ratio.
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Fig 3. The 8-year cumulative incidence of a composite of cardiovascular death, heart failure hospitalization, ischemic stroke, or major bleeding
according to the symptom status and previous AF-related complications. HR = hazard ratio; LVEF = left ventricular ejection fraction.

lower risk for the primary outcome measure even in the asymptomatic AF patients. However,
the advantage of catheter ablatiog ' presence of the previous AF-
related complications€grjor ischemic stroke or HF hospitalizatiop)lPhe attenuated effect of




European Journal of Heart Failure (2013) 15, 843849
EUROPEAN doi:10.1093/eurjhf/hft041

SQCIETY OF
CARDIOLOGY®

Risk assessment for incident heart failure in
individuals with atrial fibrillation

Renate B. Schnabel’?*i, Michiel Rienstra®37, Lisa M. Sullivan?, Jenny X. Sun?,
Carlee B. Moser?, Daniel Levy®, Michael J. Pencina®4, Joao D. Fontes',

Jared W. Magnani'¢, David D. McManus'’, Steven A. Lubitz® Thomas M. Tadros/,
Thomas J. Wang'?, Patrick T. Ellinor®?, Ramachandran S. Vasan'%1%11 and
Emelia ). Benjamin161011,12

'NHLBI's and Boston University's Framingham Heart Study, Framingham, MA, USA; 2Departrment of General and Interventional Cardiology, University Heart Center Hamburg
Eppendorf, Hamburg, Germany; 3Depzm'tment of Cardiology, University Medical Center Groningen, University of Groningen, Groningen, The Netherlands; “Department of
Biostatistics, Boston University School of Public Health, Boston, MA, USA; *Center for Population Studies, Division of Intramural Research, National Heart, Lung, and Blood Institute,
National Institutes of Health, Bethesda, MD, USA; Section of Cardiovascular Medicine, Boston University School of Medicine, Boston, MA, USA; “Cardiology Division, Department
of Medicine, University of Massachusetts Medical School, Worcester, MA, USA; ®Cardiovascular Research Center and Cardiac Arrhythmia Service, Massachusetts General Hospital,
Boston, MA, USA; 9Cardiology Division, Massachusetts General Hospital, Boston, MA, USA; "%Boston University School of Medicine’s Whitaker Cardiovascular Institute, Evans
Memorial Medicine Department, Boston, MA, USA; "'Section of Preventive Medicine, Boston University School of Medicine, Boston, MA, USA; and *?Departmeny of Epidemiology,
Boston University School of Public Health, Boston, MA, USA

Received 4 November 2012; revised 22 December 2012; accepted 8 February 2013; online publish-ahead-of-print 17 Apnl 2013



Cumulative Incidence of
Heart Failure, %

No. al Risk
< 70 years
> 70 years

Figure | Cumulative incidence of heart failure
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Table 3 Multivariable-adjusted Cox proportional

hazards regression coefficients for 10-year risk of heart
failure

Variable B SE P-value
Age 0.063 0.011 <0.001

Body mass index 0062 0016 <0.001

Left ventricular hypertrophy 0.708 0.227 0.002

Diabetes 0632 0.186 0.001

Significant murmur 0607 0.224 0.007

Prevalent myocardial infarction 3.589 1430 0.01

Age x prevalent myocardial infarction —0.039 0.019 0.048

So(10) = 0.705 (10-year baseline survival).
Beta values are given for 1 unit increase for continuous variables (see Table 1
pooled sex) and for the condition present in dichotomous variables.
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Figure 2 Kaplan—Meier 10-year survival curves for tertiles of the risk algorithm in both sexes.
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COMPLICATION RISK: CAN THE
PROCEDURE BE JUSTIFIED IN
ASYMPTOMATIC PATIENTS?

Table 7. Major Complications in the Overall Population
Type of Complication No. of Pafients Rate, %

Amponade 71 13
Preumothoras 0.0
Hemathora 4 0.02
Sepsis, abscesses, or endocarndiis 7 001
Permanent dizphragmatic paralysia i 017
Total Femoral pseudaaneurysm 52 093
Total arters-venous fistulae 8 054
Valve damagaraquiing surgery 17 007

Afrium-esopheageal fistulas B 0.04
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A worldwide survey on incidence,
management, and prognosis of oesophageal

fistula formation following atrial fibrillation
catheter ablation: the POTTER-AF study

PrOgnosis following oesophageal fisTula formaTion in patients undergoing cathetER ablation for AF

The POTTER-AF Study
553 7219 procedures in

: 138 oesophageal fistulae
214 centers from }? =
35 countries r«,-:-;:" _
g ¥

iy Total incidence: 0.025%
4 ,"  Radiofrequency: 0.038% ]p{i}.m1
R L sl‘ Cryoballoon: 0.0015%

L Lo

- POTTER-AF

" Ouccome YW Factors asociaed vithsurviva

Reparied complcations, % of patients Use of an oesophageal temperature probe
s OR: 0231 (95% CL 0,074, 0.724),

o p=0012

mn

&0 Treatment by oesophageal surgery

50 OR: 0329 (95% C1: 0.123, 0.881),

0 p=0.027

:E Type of anesthesia: conscious sedation

a OR: 0229 (95% C1 0.060, 0LBAS)

& Death # Major sequalae p=0.030
@ Minor sequake ® Mo sequakie

Role of the PFA
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Catheter and surgical ablation of atrial fibrillation 19

Paroxysmal AF Persistent AF
{
v ¥ v
Symptomatic Asymptomatic Symptomatic
Resistance or First-line Resistance or First-line
intolerance to AAD(S) treatment intolerance to AAD(S) treatment
Catheter ablation Catheter ablation Ca:)hee:ee;:(l))rl]aat:)c:g il:ay Catheter ablation Catt)hee:;:grlg:gg :r?a y
is beneficial is beneficial selected patients is beneficial selected patients
Stand-alone surgical
or hybrid ablation
is reasonable*

*In patients who prefer a surgical/hybrid approach after careful consideration of relative safety and efficacy of treatment options

Figure 7 Suggested advice for catheter ablation in patients with paroxysmal or persistent AF in relation to the presence of AF-related symptoms.
AAD, antiarrhythmic drug; AF, atrial fibrillation.
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Developed by the task force for the management of atrial fibrillation of the
European Society of Cardiology (ESC), with the special contribution of the
European Heart Rhythm Association (EHRA) of the ESC.

Endorsed by the European Stroke Organisation (ESO)



Disparition du caractere symptomatique de la FA
pour l'indication de traitement

Patient with parcxysmal AF

l

Follow AF-CARE for [C] comorbidity and risk factor management & [A] avoid stroke and thromboembolism

Rate control target = resting heart rate <110 b.p.m. {lenien

with stricter control with continuing symptoms
(Class lla)

!
(O e @ the treatment effect.” Therefore, anly highly selectad asymptomatic pa-

Beta-blocker ‘Combination Beta-blocker; digoxin, Combination

- A~ S T R+ tients could be candidates for catheter ablation, and only after detailed

5mmmmﬁ discussion of associated risks and potential benefit of delaying AF pro-

RS gression. "% Randomized trials have shown that AF catheter ablation

Stable HFmrEF

HFrEF (LVEF 41-49%),
(LVEF =40%) coronary heart disease,
valvular heart disease

| ! I

Amiodarone Amiodarone or Dronedarone, flecaini de Catheter ablation®
Class | dronedarone or propafenone Class |
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Sotalol Sotalol
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T
ecurt 5 -——

it control),

~ . Shared decision-making .
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drug therapy ablation
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RF ABLATION OF ASYMPTOMATIC ATRIAL FIBRILLATION

In favour of ablation in

asymptomatic patients

Many patients not truly asymplomatic Large DCR and ablation studies suggest

* anxiety, depression asymptomatic patients

* improvement after cardioversion

Small studies suggest improvement in Ablation placebo effect

large % of patients after ablation Significant incidence of late atrial flutter
making asymptomatic patients more
symptomatic

Permanent AF involves a lifetime risk of No randomized trials demonstrating mortality ‘ I I O I < | ++

death, stroke, dementia, heart failure or stroke reduction from ablation

Registries suggest that AF ablation is Evidence suffers from selection bias

assoclated with reduction in mortality

and stroke

Need for life-long anticoagulation in at Evidence for safety of OACs cessation

risk pts comes from small studies with short-term (/up

Ablation outcomes improving with still Long term ablation outcomes in persistent

rapidly evolving technologies AF remain disappointing

Low major complication rate in experienced Ongoing 2-4% risk of major complications

centers and using latest technologles. still widely reported
In US, 81% of AF ablations performed by
operators doing <25/year.

Intervene prior to progression of atrial Risk factor management equally important in

remodeling - “window of opportunity” preventing progressive remodeling

Patient may become symptomatic later and Incidence of asymptomatic patients

also miss the ideal ablation “window of developing later symptoms not well

opportunty” characterised

Figure. Radiofrequency ablation of asymptomatic atrial
fibrillation (AF).

DCR indicates cardioversion; OAC, oral anticoagulant; and
RF, radiofrequency.



CONCLUSION |

-AF ablation possible in some asymptomatic patients: young
patients++, beginning of the disease, PVI alone if possible to
reduce procedure complications ?

-Assess if the patient is a real asymptomatic with direct
current cardioversion

-Evaluation of the risk of developing Heart Failure: age, long
standing persistent AF, comorbidities



CONCLUSION I

-Evaluation of the risk of the procedure (often
similar to the risk of developing HF++): age, long
standing persistent AF, comorbidities
-Discussion with the patient +++

-Patient choice+++

-Need for RCT++



THANK YOU FOR YOUR ATTENTION!!!



