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Vorhofflimmern

Clinical Outcome

Ischemic stroke or systemic embolism*
Ischemic stroke
Systemic embolism

Myocardial infarction

Death from vascular causes

Stroke, myocardial infarction, or death
from vascular causes

Hospitalization for heart failure

Clinical atrial fibrillation or flutter on
surface electrocardiogram

Subclinical Atrial
between Enrollment and 3 Months

Present
(N=261)
no. of
events  %/yr
169
154
1 015
7 1.07
19 292
29 445
20 307
41 629
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ORIGINAL ARTICLE

Subclinical Atrial Fibrillation
and the Risk of Stroke

Carsten W. Israel, M.D., Isabelle C. Van Gelder, M.D

M.D., Stuart J. Connolly, M.D., Michael R. Gold, M.D.

Alessandro Capucci, M.D., C.P. Lau, M.D., Eric Fain, M.D., Sean Yang, M.Sc

Christophe Bailleul, M.D., Carlos A. Morillo, M.D.

Ellison Themeles, M.Sc., Elizabeth S. Kaufman, M.D.,

and Stefan H. Hohnloser, M.D., for the ASSERT Investigators*

Hazard Ratio with Subclinical
Atrial T i

Mark Carlson, M.D.

1.0+
(95% CI) P Value 0.08 4'2% VS. 1,7%
Absent 05
(N=2319) 0.06; Subclinical atrial tachyarrhythmias present
no. of E
events  %/yr § 0.6-{ 0.04
0.69 2.49 (1.28-4.85) 0007 %
36 062 252 (1.25-5.08) oot | 5 | 002 J——
4 007 2.24 (0.25-20.10) 047 § » Subelinical atral
39 067 1,52 (0.68-3.42) 031 0.00-} . ; . tachyarrhythmias absent
153 262 111 (0.69-1.79) 0.67 027 0 05 10 15 20 25
206 353 1.25 (0.85-1.84) 0.27
T T 7 7 7
131 224 136 (0.85-2.19) 0.20 05 10 15 20 25
no12 5.56 (3.78-8.17) <0.001 Years of Follow-up

Healey et al, N Engl J Med 2012; 366: 120-6
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Orale Antikoagulation

RELY Studie
Dabigatran, 110 mg | Dabigatran, 150 mg | Warfarin Dabigatran, 110 mg, Dabigatran, 150 mg, Dabigatran,
Event (N=6015) (N=6076) (N=6022) vs. Warfarin vs. Warfarin 150 mg vs. 110 mg
Relative Risk Relative Risk Relative Risk
(95% C1) P Value (95% C1) P Value (95% Cl) P Value
no. of no. of no. of
patients  %/yr || patients  %/yr | patients  %/yr
Stroke or systemic 153 RS 169 091 (0.74-111) <0.001for 0.6 (0.53-0.82) <0.001for  0.73 (0.58-091)  0.005
embolism* noninfe- noninfe-
riority, riority,
0.34 <0.001
Stroke 71 144 122 100 | 185 157 (092(074-113) 041 064 (0.51-081) <0.001  0.70 (056-0.89)  0.003
Hemorrhagic 14 o012 12 ol 45 038 [031(017-056) <0.001 026 (0.14-049) <0.001  0.85(039-183)  0.67
Ischemic or 159 134 m 092 | 142 120 [111(089-140) 035  076(0.60-0.98) 003 069 (0.54-038) 0002
unspecified
Nondisabling 60 050 “ 037 69 058 |0.86(061-122) 040  062(0.43-091) 001  072(049-107)  0.10
stroke
Disablingorfatal |~ 112 0.94 80 066 | 118 100 |094(073-122) 065  066(050-088) 0005 070 (0.53-0.94)  0.02
stroke
Myocardial infarction 86 07 89 074 63 053 |135(098-187) 007  138(100-191) 0048  102(076-138) 0.8
Pulmonary embolism 1 o1 1B 01 11 009 |126(057-278) 056  161(076-342) 021 127 (0.63-256) 0.0
Hospitalization 2311 194 2430 202 2458 208 [092(0.87-0.97) 0003 097 (092-103) 034 1.06 (1.00-112)  0.04
Death from vascular 289 243 274 228 | 317 269 |090(0.77-106) 021  085(0.72-099) 004 094 (079-L11) 044
causes
Death from any cause w6 375 | a3 364 | 487 413 [091(080-103) 013  088(077-100) 0051 097 (085-L1l) 066
Major bleeding 271 311 336 | 080(069-093) 0003 093 (0.81-107) 031  116(100-134) 0052
Life threatening 145 122 175 145 180 | 068(055-0.83) <0.001 081 (0.66-099) 004 119 (096-149) 0.1
Non-life threatening | 198 166 26 188 176 | 094(0.78-115) 056  107(0.89-129) 047  114(095-139) 017
Gastrointestinal{ 133 112 182 151 120 102 | 110(08€ 140 A41 1EAniaeen  anm 136000 1M Ann7
Minor bleeding 1566 1316 | 1787 1484 | 1931 1637 | 07907 Conolly etal., N Engl J Med 2009, 361: 1139-51
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SEPTEMBER 8, 2011 VOL.365 NO. 10

Rivaroxaban versus Warfarin in Nonvalvular Atrial Fibrillation

Study Population

Per-protocol, as-treated
populationi

Safety, as-treated population
Intention-to-treat population§
During treatment

After discontinuation

Rocket AF

Rivaroxaban

No.of No.of Event
Patients  Events Rate

10./100

patient-yr
6958 17
7061 189 17
7081 269 21
188 17
81 47

Warfarin
No.of  No.of
Patients Events
7004
7082 243
7090 306
240
66

Hazard Ratio

(95% CI)f P Value
Event
Rate Noninferiority Superiority
no./100
patient-yr

22 0.79 (0.66-0.96)  <0.001

22 0.79 (0.65-0.95)
24 088 (0.75-1.03)  <0.001
22 0.79 (0.66-0.96)
43 1.10 (0.79-1.52)

Patel et al., N Engl J Med 2011, 365: 883-91

Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with
Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation

0.02
0.12
0.02
0.58

The NEW ENGLAND
JOURNAL of MEDICINE
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Apixaban versus Warfarin in Patients
with Atrial Fibrillation

SEPTEMBER 15, 2011 VoL 365 NO.11

Outcome

Primary outcome: stroke or systemic embolism
Stroke
Ischemic or uncertain type of stroke
Hemorrhagic stroke
Systemic embolism

Key secondary efficacy outcome: death from any

Other secondary outcomes

Stroke, systemic embolism, or death from any

Myocardial infarction

Stroke, systemic embolism, myocardial infarc-
tion, or death from any cause

Pulmonary embolism or deep-vein thrombosis|

Primary safety outcome: ISTH major bleeding
Intracranial
Other location

Gastrointestinal

Granger et al., N Engl J Med 2011, 365: 981-92

Apixaban Group Warfarin Group Hazard Ratio
(N=9120) (N=9081) (95% C1) P Value
Patients with Event Patients with Event
Rate Event Rate
%/yr %/yr
127 160 | 079(066-095 0.1
119 151 | 079(065-095  0.01
0.97 1.05 0.92 (0.74-1.13) 0.42
0.24 0.47 0.51 (0.35-0.75) <0.001
0.09 0.10 0.87 (0.44-1.75) 0.70
352 394 | 089(0.80-0.998) 0047
752 4.49 837 5.04 0.89 (0.81-0.98) 0.02
90 053 102 061 | 088(066-117) 037
810 4.85 906 5.49 0.88 (0.80-0.97) 0.01
7 0.04 9 0.05 0.78 (0.29-2.10) 0.63
213 3.09 0.69 (0.60-0.80) <0.001
52 033 122 0.80 0.42 (0.30-0.58) <0.001
275 179 340 227 0.79 (0.68-0.93) 0.004
105 0.76 119 0386 0.89 (0.70-1.15) 037
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Warfarin Dabigatran Rivaroxaban Apixaban
Administration Once a day Twice a day Once a day Twice a day
Target Vitamin K-dependent Factor Il Factor Xa Factor Xa
factors
Time to peak 3-5d 1h 2.5-4h 3h
effect
Dose Variable 150 mg twice a day and 20 mg every day (15 mg 5 mg twice a day (2.5
110 mg twice a day every day for renal mg twice a day for
impairment) high risk)
’ Half-life 40h 12-14h 7-11h 12h ‘
Interactions Multiple Inhibitors of Inhibitors of CYP 3A4 Inhibitors of CYP 3A4
P-glycoprotein and P-glycoprotein and P-glycoprotein
transporter* transportert transportert
Renal 0 80 35 25
%
Anticoagulation Required Not required Not required Not required
monitoring
Antidote Vitamin K None None None
Granger et Armaganijan, Circulation 2012, 125: 159-164
Risikoeinschéatzung bei Vorhofflimmern
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CHADS, Scome CHADS, Score

C Herzinsuffizienz (Congestive heart failure)
H Hypertonus

A Alter uber 75 Jahre

D Diabetes mellitus

S, Schlaganfall

Oldgren J et al., Ann Intern Med 2011;155: 660-667|
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RIGINAL ARTICLE

Dronedarone in High-Risk Permanent
Atrial Fibrillation

Studienpopulation Zwei primére Endpunkte:

Patienten mit chronischem Vorhofflimmern | « Erster Schlaganfall, systemisch arterielle

65 Jahre und alter Embolie, Myokardinfarkt oder
kardiovaskulare Sterblichkeit

Mindestens 1 Risikofaktor:

1) Koronare Herzerkrankung * Erste kardiovaskulare Hospitalisierung

2) Schlaganfall oder Gesamtsterblichkeit

3) Symptomatische Herzinsuffizienz

4) Linksventrikulare Ejektionsfraktion <40%

5) Peripher arterielle Verschlusskrankheit

6) Alter>75 Jahre mit Hypertonus und

Diabetes mellitus

Kalkulierte Studienteilnehmer: 10.800 Patienten
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Dronedarone  Placebo
Characteristic (N=1619)  (N=1617)
Age
Mean —yr 75.045.9 75.015.9
65 to <75 yr— no. (%) 783 (48.4) 779 (482)
75 yr—no. (%) 836(516) 833 (518) Hazard Ratio
Male sex— no. (%) 1051 (64.9) 1040 (64.3) Outcome Dronedarone Placebo 95%Cl)i P Value
Heart rate — bpm 77416 78:16 No.of Rate/100  No.of Rate/100
Systolic blood pressure — mm Hg 133417 133217 Events  Patient-Yr  Events  Patient-Yr
tnclusion isk criteia — . 6] First coprimary outcome 82 36 229(134-394) 0002
ree——r— GG CBER s=co:d coprimary outcome 253 129 195(145-262)  <0.001
Symptomatic heart failuref B3044) 240 143) Dea:mm any cause 47 24 194(099-3.79) 0049
Left ventricular ejection fraction 40% 345(213)  335(207) From cardiovascular causes 40 19 211(100-449) 0046
Previous stroke or transient ischemic attack 436 (26.9) 458 (28.3) From arthythmia 25 08 326(L06-100) 003
Peripheral arterial disease 187(116) 213 (132)
Age 275 yr plus hypertension and diabetes 294 (18.2) 276 (17.1)

CHADS, score}:
Mean 2812 29:12
22— no. (%) 1427 (88.1) 1444 (89.3)
Duration of permanent atrial fibrillation >2yr 1119 (69.1) 1124 (69.5)

Heart failure — no. (%)

No history 512(31.6) 535 (33.1)
New York Heart Association class | 234 (145) 209 (12.9)
New York Heart Association class Il 732(452) 749 (46.3)
New York Heart Association class Ill 141 (8.7) 124 (7.7)
Other risk factors

Previous myocardial infarction 392(242) 420 (26.0)
Prior coronary-artery bypass grafting 236 (14.6) 206 (12.7)
Permanent pacemaker 29(141) 218 (135)
Hypertension 1352 (83.5) 1385 (85.7)
Diabetes mellitus 573 (35.4) 598 (37.0)

Klinische Elektrophysiologie

Rhythmologische Fallbeispiele




48-jahrige Frau,
-seit 3 Wochen Herzrasen
-zuvor ,Herzgesund®

-Aktuelle Dyspnoe NYHA I
-LVEF 44%

Herzfrequenz ca. 185/min
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HRA = Hohes rechtes Atrium
RVA = rechtsventrikuldrer Apex
CS = Koronarsinus
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HRA = Hohes rechtes Atrium
RVA = rechtsventrikuldrer Apex
CS = Koronarsinus
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58 jahriger Patient
Herzinsuffizienz (DCM) NYHA 1lI, latente Hyperthyreose

- Seit einigen Wochen Minderung der Leistungsfahigkeit, Palpitationen

Aktuelle Medikation Klinische Untersuchung
Bisoprolol 10 mg 3. Herzton

HCT 25 mg Keine peripheren Odeme
Ramipril 5 mg Blutdruck 100/60 mmHg
Torasemid 10 mg Puls 45/Minute

Aldactone 25 mg

58 jahriger Patient
Herzinsuffizienz (DCM) NYHA 1lI, latente Hyperthyreose

- Seit einigen Wochen Minderung der Leistungsfahigkeit, Palpitationen

Beta-Blocker pausieren? Reduzieren? Erhéhen?

Diuretika erhohen? ! [,
] ) )

|

Amiodaron dazu?

Schrittmacherimplantation? |

10



52 jahriger Patient, verheiratet, 3 Kinder
stellt sich in der rhythmologischen Ambulanz vor

Anamnese:
Leistenbruch-Operation vor einigen Jahren

Kardiovaskulare Risikofaktoren:
Keine

Aktuelle Beschwerden:
Keine

14.01.2012

11



52 jahriger Patient, verheiratet, 3 Kinder
stellt sich in der rhythmologischen Ambulanz vor

—>Vater mit 55 Jahren plétzlich verstorben
—>Bruder mit 43 Jahren plétzlich verstorben
—>Bruder mit 48 Jahren plétzlich verstorben
->Schwester mit 50 Jahren plétzlich verstorben

-Werde ich auch bald sterben?”

14.01.2012
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Journal of the American College of
© 2011 by the American College of Foundation and the American Heart Association, Inc.
by Elsevier Inc

PRACTICE GUIDELINE

2011 ACCF/AHA/SCAI Guideline for
Percutaneous Coronary Intervention

A Report of the American College of Cardiology Foundation/American Heart Association

© 2011 by the Ameri llege of Cardiology Foundation and the American Heart
Published by Elsevier

PRACTICE GUIDELINE

2011 ACCF/AHA Guideline for
Coronary Artery Bypass Graft Surgery

A Report of the American College of Cardiology Foundation/
American Heart Association Task Force on Practice Guidelines

D in Collaboration With the American Association for Thoracic Surgery,
Society of Cardiovascular Anesthesiologists, and Society of Thoracic Surgeons

Herzkonferenz Uniklinik K6In

14.01.2012

14



Rhythmologisches Team
Uniklinik KoIn

Priv.-Doz. Dr. H. Reuter
Priv.-Doz. Dr. N. Gassanov
Priv.-Doz. Dr. E. Caglayan
Dr. K. Seuthe

Dr. L. Kimmig

Dr. I. Késkeroglu

Dr. A. Nia

Rhythmologische Ambulanz 478_32353

\ Rhythmologische Hotline

- Neue orale Antikoagulatien vielversprechend
-> Dronedarone enttauschend
-> Anteil an unbemerktem Vorhofflimmern haufiger als gedacht

- Team-Entscheidungen in der Rhythmologie

14.01.2012
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Vielen Dank fur Ihre Aufmerksamkeit!

Fikret Er
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