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Pre-gxcitation

prasent In
sinus rhythm

Yea

Ablation
candidats, willing
io undergo
ablation

Ablation
candidate, pt prefers

ablation
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Yes Yas

Drug options

x

Flecalnide or
propafenona
{in the absence of SHD)
(Class lla)

ACC Guidelines JACC 2014
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Ablation Procedures in Greece during 2008-2015
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SNRT AFLUT
m2008 1 a8 28 182 376 14 | 12
'm2009 5 138 &5 233 476 51 129 | 220 1317
m2010 5 154 70 219 419 55 152 | 246 1320
w2011 3 97 53 185 417 65 144 | 382 1316
®2012 0 126 53 180 426 51 154 | 420 1410
=2013 1 115 50 174 409 44 183 | 403 1379
‘m2014 1 161 59 156 399 56 211 | 492 1535
w2015 0 154 75 191 499 a2 252 | 6s1 1364

Vassilikos et al, EuroPace 2015
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% suCCess

% Success rates per procedure

120
100
a0
60
AD -
20
n = T i 41 i LR = B
SHRT AFLUT AT AVRT AVNET CHE [ VT AFIB Total
-y e - - s ' x .
m2008 100 91,8 82,1 92,3 98,4 100 g1 88,9 93,1
|2009) 80 91,3 70,8 91,4 99,2 100 82,9 8i5,8 91,9
m2010 B0 94,1 75,7 91,7 99 100 82,1 86,2 91,5
m2011 100 45,9 92,5 94,1 98,8 100 87,5 96,6 95,9
w012 94,4 83 9218 988 100 89,6 971 95,6
=013 100 94,8 84 83,1 99,3 arr 90,7 98,5 95,6
w2014 104 08,8 BE1 93 99,5 46,4 88,2 99,2 96,5
2015 99,4 93,3 93,7 99 100 a4 97,8 97,2
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W00
@010
miC11
mi012
mitiz
=214
015

Vassilikos et al, EuroPace 2015
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“Prediction is very difficult,
especially about the future”

Niels Bohr, physicist







Arrhythmic death

Years

Years

MNumber at risk
TCD: 934 715 467 273 169
Amio: 832 664 427 248 128 82

Figure 1 Cumulative risk of fatal events or the amiodarone (,...) and 1CD (—)

104 934 715 467 273 159 104
932 664 427 248 128 82

treatment arms.

Euar Heart J. Vol. 21, issue 24, December 2000

Connoly et al., Eur Heart J ZO(B
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Mo F PATENTS
Defibrillator

1__.! Defibrillator

Conventional

therapy
1 | 1 1 1 | 1 1 1 | 1 1 1 | 1 1 1 |
0 1 2 =
Year
25 20 A3 =1 17 3
67 42 23 17 0

Cormertional 101

therapy
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101
Defibrilator Group
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e . T
E Conventional Group
B 0
8
2
0o
0.8
0.5 2 T T 1 |
g 1 2 3 4
Mo, of palisnts Years
Defibrillator: 742 A03 (0.91) 274 (D.84) 110 {0.78) 9
Conuentlonal: 490 329 (0.80) 170 (0.78) 65 (0.89] 3




AHEPA experience

EVEDYOTIOINGT) EVEQYOTTOINGT)

Vassilikos et al, HJC 2011 Y
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AF mechanisms

Paroxysmal AF Persistent AF

No Structural Heart Disease Structural Heart Disease

PV triggers Multiple Wavelets, Nests, Rotors
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AFFIRM Trial:

Cumulative Mortality (%)

Rhythm vs Rate Control

Mo, OF DEATHS
Rhythm contral ]
Rate control 0

Cumulative mortality from any cause in the rhythm-control group and

the rate-control group

80 (4)
78 (4)

Years

number (percent)

175 (9) 257 (13} 314 (18) 352 (24)
148 (7) 210 (11} 275 (16} 306 (21}

Wyse et al. NEIJM 2002;347:1825-33
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survival

AFFIRM: Independent predictors of

Covariate HR; 99% CI P Value
Time dependent

Sinus Rhythm —-— < .0001
Warfarin use - < .0001
Digoxin use ki 0007
AAD use - : .0005

T I |

Q 1 2 3

* The risks of AADs counterbalance the benefits of sinus rhythm

Corley et al. Circulation 2004,;109:1509-13
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Amiodarone: the most effective AA

agent

100

Amiodarone (n=201)

§ 80
0
é E 60- Propafenone (n=101)
Sc
L
C = 2
s3 4 Sotalol (n=101) T T —
S¢
20+
0 | | | | | |
0 100 200 300 400 500 600

Days of Follow-up

Roy et al. NEJM 2000;342:913-20
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Amiodarone je LT Disopyramide
New and old 1 1A Quinidine+
Sotalol  |e ot : : (Verapamil)
otalol e n anti-arrhythmic agents
Propafenone,
Dofetilide :Eli':lcss Propafenone SR
. Flecainide,
l Flecainide XL
w L 4
New Upstream or Adenosine
Novel d - :
Class lll agents fﬁ;gtp"fgg oM. CEuE agonists
T T Te—
1 ¥ + antagonists Ranolazine
Azimilide® Dronedarone Tedisamil blnf-kers
Celi ) R Na*/H* Connexin
elivarone Nifekalant ACEI inhibitors modulators
ot ARB
amiodarone :
derivatives: Statins Na*/Ca** | | SAC
PM101 PUFAs inhibitors  [* *| blockers
AlFa0es Pirfenidone
Amio-Aqueous RyR2 | Jd Kkaen
modifiers [ | blockers
D Category D Currently used drugs ARDAs
. N Vernakalant
Gaional sgens [ Awents dose to spproval XEN D0101
[ stanconed agents [T Sentsutsunknowr potental AVE0118
AZD7009
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@ buropace (2014) 16, 9/3-9/9 CLINICAL RESEARCH

awarean i ILIDY e Uropacereut40/ Atrial fibrillation
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Ranolazine enhances the efficacy of amiodarone
for conversion of recent-onset atrial fibrillation

Konstantinos C. Koskinas!*!, Nikolaos Fragakis'?, Demosthenes Katritsis2,
Vassileios Skeberis!, and Vassileios Vassilikos'

121 patients were randomized in a 1 : 1 ratio to either intravenous
amiodarone (60 min loading dose of 5 mg/kg followed by maintenance
infusion of 50 mg/h until conversion to SR, for a maximum of 24 h) or
intravenous amiodarone at the same dosage and duration plus oral
ranolazine 1500 mg given once at the time of randomization.
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Proportion of patients
with conversion of AF to SR
S

B i

B Amio & Han
B Amio

F=0.77

FP=0.02

LA <46 mm LA =46 mm

1 — Amio & Ran, LA =45 mm
1 — Amio, LA <48 mm

-=- Amio & Ran, LA=48 mm / ___ 7T ===
== Amio, LA =48 mm

"2 4 € 8 10 12 14 16 18 20 22 24
Time (hours)

Koskinas K C et al

. Europace 2014;16:973-979

/ Conversion rate of AF to SR at 24 h in patients stratified according to LA diameter by \
TTE <46 mm (left) vs. 246 mm (right) and according to treatment with amiodarone plus
ranolazine (Amio and Ran) vs. amiodarone alone (Amio).

/




6.2.2. Upstream Therapy: Recommendations
CLASS Ila

1. An ACE inhibitor or angiotensin-receptor blocker (ARB) is
reasonable for primary prevention of new-onset AF in

patients with HF with reduced LVEF (130,379,380). (Level of
Evidence: B)

CLASS I

1. Therapy with an ACE inhibitor or ARB may be considered

for primary prevention of new-onset AF in the setting of
hypertension (381). (Level of Evidence: B)

2. Statin therapy may be reasonable for primary prevention of
new-onset AF after coronary artery surgery (136,382). (Level
of Evidence: A)

CLASS |ll: NO BENEFIT

1. Therapy with an ACE inhibitor, ARB, or statin is not benefical
for primary prevention of AF in patients without cardiovas-
cular disease (383). (Level of Evidence: B)

ACC Guidelines JACC 2014
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EURODbservational Research Programme

Atrial Fibrillation Ablation Pilot Registry

1-year follow-up results

Elena Arbelo!, Josep Brugada !, Gerhard Hindricks?, Aldo Maggioni®, Luigi Tavazzi4, Panos
Vardas®, Fréderic Anselme®, Giuseppe Inama’, Pierre Jais®, Zbigniew Kalarus?, Josef Kautzner'?,
Thorsten Lewalter!!, Georges Mairesse!2, Julian Perez-Villacastin'?, Sam Riahi'4, Milos Taborsky!?,
George Theodorakis!®, Serge Trines'?, on the behalf of the Atrial Fibrillation Ablation Filot Study
Investigaftors™
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Indications for ablation (%)

Symptoms 89.7
Quality of life 73.4
Desire for drug-free lifestyle 34.9
Desire for sinus rhythm 39.6

Arbello et al, EuroPace 2012
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1300 patients at 12 months follow-up
g | ] [ ] 19 Unknown status at
= follow up
=
5 192 patients with recurrence during 2 deaths during blanking 1027 patients with NO recurrence
S blanking periad (15.1%) period during blanking period (84.9%)
69 patients with at 123 patients with Pt bt 8 264 patients with BEl_patients
least one NO recurrence at least one with NO
-y . and 12 months
T | recurrence between between Jand 12 afiaF the hrdoedise recurrence recurrence
# 3 and 12 months months after the : P between 3and 12  at 12-month
— (1 with at lzast cne
= | adfterthe procedure procedure et months after the follow-up
% (37%) (63%) procedure (24.3%) (75.7%)
= | i
i I NN, ZE—
—
ﬁ{i tawith at least one 4 deaths at 12-month 944 patientawith NO
recurrence at 12-month follow-up follow-up recurrence at 12-month
after the blanking period (26.1%) (1 included in recurrences) follow-up (73.7%)
] s ] ' h
Without AADs: 56.6%
12-MONTH One-year FAILURE in One-year SUCCESS in
RESULTS 337 patients (26.3%) ?3.?'3-‘{:}
| With AADs: 43.4%"

% CONGRESS

2012 Hesc2012 www.escardio.org
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Europace (2012) 14, 28606 HRS/EHRAJ/ECAS EXPERT
cumorean  doi10.1093/europac/eus0 CONSENSUS STATEMENT

SOCIETY OF
LARLML LY ™

2012 HRS/EHRA/ECAS Expert Consensus
Statement on Catheter and Surgical Ablation

of Atrial Fibrillation: Recommendations
for Patient Selection, Procedural Techniques,

Patient Management and Follow-up, Definitions,
Endpoints, and Research Trial Design

TABLE 2: CONSENSUS INDICATIONS FOR CATHETER AND SURGICAL ABLATION of AF

L

INDICATIONS FOR CATHETER ABLATION of AF

L Ii"\g-:-_u

Paroxysmal Catheter ablation & recommended® I A

Persistent: Catheter ablation is reasonable I B

Longstanding Persistent: Catheter ablation may be considered I B
Symptomatic AF prior to initiation of antiarrhythmic drug therapy with a Class 1 or 3 antarrhythmic agent

Paroxysmal Catheter ablation is reasonable ll B

Persistent; Catheter ablation may be considered Ik C

Longstanding Persistent: Catheter ablhtion may be considered \ b c- )
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Kpitnpla eéatopikevong Recommendations
) Rate :umm’r should be the ini!:ial
OTPATNYIKNG T T o (O KA
score |},

Rate control should be continued
’ ’ throughout a rhythm control

© [lapouvacia CUUTITWUATWV approach to ensure adequate
control of the ventricular rate
during recurrences of AR

© TOTIOC KOATUKAC MOPUOPLYNC m?ﬁ“ﬂ'ﬁiﬁﬁ;ﬂﬂ"

score >2) AF despite adequate rate

’ control,

© HAKIO ===
Rhythm control in patients with AF

and AF-related heart failure should
be considered for improvement of

© ZuvuTiapxouvaeg TTaBNOEIG symptoms.

Rhythm control as an initial
approach should be considered

© AI0OTACEIG APIOTEPOU KOATIOU | nyoune symptomade patients in

whom catheter ablation treatment
has not been ruled out.

{ ! Rhythm control should be
© npOTl”nGn GGGEVOUC considered In patients with AF
secondary to a trigger or substrate
that has been corrected (e.g.

K ischaemia, hyperthyroidism).
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[epitttwon acBevouc (1)
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ITPOELOOVC, dIATOON aPLoTEPOL KOATIOUL (LA:47mm)

N

)




ACULUTITWHATIKI — ayvwoTou evapéng AF
KaAd eEAEYXOUEVN KOIAIOKN OVTOTIOKPION
Auénuévn nAikia — dtadtaon LA

Ynéptoon — peTpla MR

Recommendations for rate and rhythm control of AF

Recommendations Class® Level® Ref"

Rate control should be the initial
approach in elderly patients with
AF and minor symptoms (EHRA

score [).

Mpoooxn!! Avaykn ANPnc avTIMNKTIKWV
CHA2DS2VASc score: 4

J




s Mepintwon aoBevolg (2)

> AvdPOC 53 €TWV, EAEVBEPO ATOUIKO AVAUVNOTIKO
> [PpWTO EMEI00OI0 CUUTITWHOTIKINC KOATIKNC pappapuync (160 bpm)

» TFTs OK — ®uoloAoyIKO uTiEpnXoypa@nua

.
‘ CHADSVASc =0

= 'EAgyxo¢ ouxvotntog (B-avooToAENC)

= EAgyxo¢ pubuol (Movipa AAD + B-avaoToAED)
= EAegyxoc puBuou (ablation)




Mepintwon aoBevolg (3)

> AvdpOC 46 ETWV, EAEVBEPO ATOUIKO AVAUVNOTIKO
> 2.€ TUXOI0 EAEYX0: KOATIIKI) papuapuyn (mepimov 110 bpm)
» ACUUTITWHOTIKOC - TFTs OK

> TTE: pikpn dataon LA-42mm, AOITa K@

.
- CHADSVASc =0

= 'EAegyxo¢ ouxvotntog (B-avaoToAEac)

= Avataén kat pill in the pocket




Mepintwon acbevoug (4)

> [Tuvaika 62 €Twv, 1I0TOPIKO LTIEPTAONC LTIO aywyr (aMEA)
» 2UXVOi Tap0o&LOPOI KOATIIKHC MOPUOPULYNC aTIO TPIETIOC
> 'EVTOVO CUUTITWHATIKI ETIH TOPOEVO WV

» DUOIOAOYIKO UTIEPNXOYPA@ENUO — ATIOLCIO dIATACNC OP. KOATIOU

““qu Rhythm control
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COMMON SENSE

Just because you can, doesn't mean you should.




Action Potential in the Atria and the Ventricles:
Some K* lon Currents Are Present Only in the Atria’2

Atrial AP

IHZul

Kr
hee :
w b i iil:.ll.TF'

K-Ach

Ventricular AP

IH#ATF'El

. i
Ventricle
b, = transient owlward current; |, = ukrarapid deiayed-recifier polassium curent; |, = rapid defayed-reclifier polassium curent;

k., = slow defayed reclifier polassium curent, L, = inward reclifier pobssium carrent; |, = acelylcholine-regulaled potassium cumrent;
1. Ravens U et al. Furgnace 2008 10:1133-1137. bygarm = ATP-sensitive poassium cument.




Ranolazine

The late/sustained/persistent sodium channel current (late
INa)

The rapidly activating delayed rectifier potassium current
(IKr)

The early or peak sodium channel current (peak INa )
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Ranolazine as a Promising Treatment Option for Atrial
Fibrillation: Electrophysiologic Mechanisms,
Experimental Evidence, and Clinical Implications

NIKDLAOS FRAGAKIS, M.D., Pi.D,, KONSTANTINOS C. KOSKINAS, M.D., M.5c.,
and VASSILIOS VASSILIKOS, M.D., Pr.D).

From the Third Depanment of Cardiclogy, Hippokrateion Hospital, Arstotle University Medical Schoal,
Thassaloniki. Greece
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Pacing Clin Electrophysiol. 2014 Oct;37(10):1412-20 J




