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Neue Antworten auf alte Fragen??t S L L
 Wen muB ich antikoagulieren ?
* Frequenz — oder Rhythmuskontrolle ?
 Rhythmuskontrolle wie ?
- Ablation fur wen ?

* ,Upstream“-Therapie?
( ACE Hemmer, AT-ll Blocker... )
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Classification of Atrial Fibrillation

First diagnosed episode of atrial fibrillation

Paroxysma
(usually <48 hj)

L Y
Persistent

(>7 days or requires CV)

-
Y
Permanent
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Antikoagulation ¢ «biees
CHADS 2 Score

C. Congestive heart failure 1 Punkt
H: Hypertonus 1 Punkt
A: Age > 75 Jahre 1 Punkt
D: Diabetes 1 Punkt
S: Stroke, TIA 2 Punkte

Score 22 — Marcumar (ESC-Guidelines 2006)
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CHA,DS,-VASc

Congestive heart failure/LV dysfunction I

Hypertension I
Age >75 2

Diabetes mellitus I

Stroke/TIA/thrombo-embolism 2

Vascular disease? I

Age 65-74 I

Sex category (i.e. female sex) I

Maximum score el

GY et. Al Chest 2010;137:2
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Table 8 CHA,;DS,VASc score and stroke rate

Previous stroke, TIA,
or systemic embolism
Age 275 years

Heart failure or moderate to
severe LV systolic dysfunction
(eg. LV EF <40%)
Hypertension - Diabetes mellitus
Female sex - Age 65-74 years

Vascular disease?
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~Real-World" Antikoagulation
bei VHF

Preliminary Results - Sub-analysis on-going

@RoalisoAr
7 Management of AF in a real life setting deviates from
guidelines™

TADCENAEST gokislres



Antikoagulation bei wem? g ‘bl

T Congestive heart failure,
Hypertension. Age > 75 years
Diabetes.
Stroke/TIA/thrombo-embolism
(doubled)

| cHOs w22
e

Consider other risk factors®

*Other clinically relevant
non-major risk factors:
age 65-74, female sex,

vascular disease
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Marcumar und Stenting ; ST

Table |1 Antithrombotic strategies following coronary artery stenting in patients with AF at moderate to high
thrombo-embolic risk (in whom oral anticoagulation therapy is required)

Haemorrhagic risk | Clinical setting Stent implanted Anticoagulation regimen

Lowor Elactive Bare-metal 1 month; triple therapy of VKA (INR 2.0-2.5) + aspirin <100 mg/day +
intermediate clopidogrel 75 mg/day

(e.g. HAS-BLED score Lifalong: VKA (INR 2.0-3.0) zlone

) Fleccve Drug-shing 2 ol groug) t & Gackpel) s ripethrapy of VA (N

10-2.5) + aspirin <100 mg/day + clopidogrel 75 mg/day

Up to [2th month: combination of VKA (INR 2.0-2.5) + clopidogrel
75 mg/day®

(or aspirin |00 mg/day)

Lifalong: VKA (INR 2.0-3.0) alone

ACS Bare-metal/ 6 monthe: triple therapy of VKA (INR 2.0-2.5) + aspirin <100 mg/day +
drug-eluting clopidogrel 75 mg/day
Up to 12th month: combination of VKA (INR 2.0-2.5) + clopidogrel
75 mg/day®

(or aspirin 100 mg/day)
Lifelong: VKA (INR 2.0-3.0) zlone

Lip. et al. Thromb Haemost 2010; 103:13-28, ESC Working group of thrombosis
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High
(e.g, HAS-BLED score 23)

Elective

Bare-metal

14 weeks: triple therapy of VKA (INR 2.0-2.5) + aspirin <100 mgfay +
clopidogrel 75 mg/day
Lifelong: VKA (INR 2.0-3.0) alone

ACS

Bare-metal

4 weeks: triple therapy of VKA (INR 20-15) + aspirin <100 mg/day +
clopidogrel 75 mg/day

Up to |2th month: combination of VKA (INR 20-25) + clopidogrel
75 mg/day?

(or aspirin |00 mg/day)

Lifelong: VKA (INR 2.0-3.0) alone

ACS = acute coronary syndrome; AF = atral fibrllaton; INR = intermationl nommalized ratio; VKA = vitamin K antagonst.
(Gastric protecton with 2 proton pump inhibitor (FP1) shoud be consdered where necessuy,




Blutungsrisiko £ i

Bleeding Risk — HAS-BLED Score

Letter| Clinical characteristic® Points awarded
H | Hypertension I
A Abnqrmal ren.al and liver Cors
function (| point each)
S Stroke I
B Bleeding I
L | Labile INRs l
= Elderly (e.g. age >65 years) I
D | Drugs or alcohol (1 point each) | or2
Maximum 9 points

Pisters R. et al. Chest 2010



 Dabigatran: RELY Studie 2009
(Dabigatran vs. Marcumar)

« Apixaban: AVERROES-Studie



AVERROES Studie & “niumbieiereid

Randomisierte Doppel-Blind-Studie
Vergleich ASS vs. Apixaban bei Vorhofflimmern
und

- mindestens 1 Risikofaktor fur Insult
- Unvertraglichkeit von Warfarin

Apixaban: Fakor Xa Inhibitor

Weltweite Studie, Einschlufd von 5600 Patienten
bis Dezember 2009
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AVERROES Design

36 countnes, 522 centres

AF and =1 nsk factor, and Apixaban o mg BID

demonstrated or expected 2.5 mg BID in selected patients
unsuitable for VKA /

R 5,600 patients
A
Double-Blind \

ASA (81-324 mg/d)

Primary Outcome: Stroke or
Systemic Embolic Event (SEE)
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Stroke or
Systemic Embolic Event

RR= 0.46
95%ClI= 0.33-0.64
p<0.001
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Apixaban

9 12

No. at Risk Months
ASA 2791 2720 2541 2124 1541
Apix 2809 2761 2567 2127 1523

preliminary Results

Connolly S, et al., ESC 2010
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Komplikationen: ;
Blutungen

Major Bleeding

|

95%CI= 0.74-1.75
P= 0.56

RR=1.14 Apixaban -
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0 9 12
No. at Risk Months

ASA 2791 2572 2152 1570
Apix 2809 2567 2123 1521

preliminary Results
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Medikamentose ;
Rhythmuskontrolle (II)

Minimal or no heart disease Significant underlying heart disease
? Prevention of remodeliing Treatment of u ond!non and ? prevention/reversal
ACEI/ARB/statin
BBodas o . of remodelling - AC smmelodadeMmappmpnane

| | 1
17 O CAD l— CHF —1
" NYHA IV

No LVH LVH Sable | Lot
NYHAUIL “\yHAT

| [ TA
Dronedarone / Flecainide / 1A A
Propafenone / Sotalol Dronedarone Sotalol Dronedarone

.

%’? umce
Camm et al. ESC AF guidelines 2010 Eur Heart J 2010




Ablation von
Vorhofflimmern

Indication for
LA Catheter Ablation

Catheter ablation for paroxysmal
AF should be considered in
symptomatic patients who la
have previously failed a trial of
antiarrhythmic medication.

Ablation of persistent symptomatic
AF that is refractory to

antiarrhythmic therapy should be -
considered a treatment option.

Catheter ablation of AF may be

considered prior to antiarrhythmic

drug therapy in symptomatic patients b

despite adequate rate control with
paroxysmal symptomatic AF and no
significant underlying heart disease.

; klinikumbielefeld
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No or minimal heart disease
(including HT without LVH)

|
Y Y

Paroxysmal AF Persistent AF

EUROPEAN
SOCIETY OF



Catheter Ablation for A Fib: Success Without AAD

Author Source Falienis Success (%) Major Complications (&)
. Jais Circ; 2008 83 (Parox) 89 3.0

. DiBiase (Natale) CircArr; 2009 103 ( Parox) 75-PV1+CFAE NONE
12-CFAE

. Cha (Packer) Circ;2008 623 (Parox-58%) 72 6.0
. Zado (Marchlinski) JCE;2008 1,165 (Parox-647%) 64 1.7

. Porter (Wilber) JCE;2008 87 (Parox-83%)  S0-Parox 16
G8-Persis

. Pappone JACC:2006 99 (Parox) 93

. Chun (Kuck) EHJ; 2009 27 (Parox) 70
. Plorkowskl PACE;2008 83 (Parox-80%) 77

. Furlanello JCE;2008 20 (Parox-70%) 90
10.Pak (Y H Kim) JCE;2008 77 (Parox) 88

11. OQakes (Marrouche) Circ;2009 81 (Parox-51%) 69
12.Wieczarek (Morady) JCE; 2010 88 (Parox) B0

13.Chilukuri(Calkins)  JCE;2010 109 (Parox-68%) 32




ACC/AHA/ESC Guidelines 2006
for the Management of Pts With Atrial

Fibrillation

¢

Maintenance of Sinus Rhythm
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No (or m.mlmal) Hypertension C oron‘ary artery Heart failure
heart disease disease
Flecainide Substantial LVH Dofetilide Amiodarone
Propafenone Sotalol Dofetilide
Sotalol * ‘
No Yes
I I ‘ ' | |
Amiodarone Catheter Flecainide Amiodarone Amiodarone Catheter Catheter
Dofetilide ablation Propafenone ablation ablation
Sotalol
|
Y Y
Amiodarone Catheter Catheter
Dofetilide ablation ablation

Figure 9 Antiarrhythmic drug therapy to maintain sinus rhythm in patients with recurrent paroxysmal or persistent atrial fibrillation. Within each box, drugs are
listed alphabetically and not in order of suggested use. The vertical flow indicates order of preference under each condition. The seriousness of heart disease
proceeds from left to right, and selection of therapy in patients with multiple conditions depends on the most serious condition present. See Section 8.3.3.3 in
the full-text guidelines for details. LVH indicates left ventricular hypertrophy.
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Ablation bei struktureller ;
Herzerkrankung ?

[r—————

Catheter ablation of AF in patients
with heart failure may be considered
when antiarrhythmic medication, 1
including amiodarone, fails to control 1
Symptoms. 1

Catheter ablation of AF may
be considered in patients with
symptomatic long-standing
persistent AF refractory to
antiarrhythmic drugs.

Ablation when
SHD is Present
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Medikamentose ;
Rhythmuskontrolle

No or minimal structural heart disease

: |
Adrenergically Undetermined Vagally
mediated mediated
Dronedarone
\ | A Flecainide
B-Blockers Propafenone - Disopyramide
otalol
Sotalol
Y . on
Dronedarone ~ Amiodarone
g" umce

Camm et al. ESC AF guidelines 2010 Eur Heart J 2010




Rolle von Amiodaron i Klinikumbielefeld

Antiarrhythmic Medication for Rhythm Control

Amiodarone is more effective in
maintaining sinus rhythm than
sotalol, propafenone, flecainide (by
analogy), or dronedarone (LoE A),
but because of its toxicity profile
should generally be used when
other agents have failed or are
contraindicated (LoE C).

In patients with severe heart failure,
NYHA class Il and IV or recently
unstable (decompensation within
the prior month) NYHA class Il,
amiodarone should be the drug of
choice.




. Atrial Fibrillation

Angiotensin ll-Antagonist In
Paroxysmal Atrial Fibrillation

ANTIPAF-Irial

(ClinicalTrials.gov: ldentifier: NCT 00098137)

This work was supported by German Ministry of Research and Education (BMBF) through AFNET
(German Competence Network on Atrial Fibrillation; Grant 01GI10204).
Daiichi Sankyo supported the study by an unrestricted research grant given tothe German AFNET.
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Prospektive, randomisierte, Multicenter Studie

Pat. mit paroxysmalem Vorhofflimmern, ohne
relevante strukturelle Herzerkrankung

Olmesartan vs. Placebo

Primarer Endpunkt: AF burden wahrend des 12
Monats Follow - up

Goette et al.,, ESC 2010
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(37 Study Centers in Germany) Inclusion
Documented PAF and
SR (=6 months)

(Age = 18 years)

Stratification
concomitant

B-blocker
. therapy g
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i s StratumB
— -
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N e Randomization
11

yes

StratumA
Randomization
=1

Group 2
40 mg Olmesartan
12 months follow-up n=211

Group 1
Placebo
n=211

* Fetersl Menastry
ol of Educaton
and Renearch
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 ARB (Angiotensin-Rezeptor-Blocker ) Therapie
reduziert nicht das Auftreten von Vorhofflimmern-
Episoden, bei herzgesunden Pat. mit
paroxysmalem Vorhofflimmern



Zusammenfassung & Hinkumbicieteld

Antikoagulation bei VHF:

— groBzugigere Indikation, bes. bei dlteren Patienten
— Tripeltherapie nach Stenting (moglichst kurz)

Neue orale Antithrombotika (Dabigatran, Apixaban) am
Horizont zur Antikoagulation bei VHF

Dronedaron als neue Therapie-Option zur
Rhythmuskontrolle
— besser vertraglich als Amiodaron, aber weniger effektiv

Vorhofflimmer-Ablation in den Leitlinien fest etabliert

<Upstream”-Therapie nach LL moglich, Daten zur
Sekundarpravention aber negativ (ANTIPAF)



