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Projected number of
persons with AF (millions) in the US
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Most frequent cardiac arrhythmia
= 4.5 million patients in the EU, 2,2 million in the US.
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Miyasaka et al. Circulation 2006
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AF-related stroke:
Mortality ~50% per year

ZuvoAika >60 sTwv >80

Go AS, et al. JAMA 2001;285:2370-2375.
Marini C, et al. Stroke 2005;368:1115-1119
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Left Atrial Appendage (LAA)




Cardiac Embolism to a Cerebral Artery




ACTIVE W sub-analysis, 526 centers, 15 countries, 6706 patients

Paroxysmal

[
14
L
=
N
-
..
1
43
-
2
=
)

0.0
No, at Risk
p 1186
S 5439

Connolly SJ et al. Circulation 118: 2029-2037 (2008)
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m The American Heart Association estimates that the direct
s and indirect cost of stroke in the US is $65.5 billion!

A German Registry has shown that the overall

first-year cost of stroke is €18,517>

A 15% reduction in hospital admissions due to
AF-related strokes in the UK would save an estimated

£30 million/year?

1. Rosamond, W et al. Circulation 2008;117:e25-146. 2. Kolominsky-Rabas PL, et al. Stroke 2006;37:1179-1183. 3. Stewart S, et al. Hearr2004;90:286-292.
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CHADS, score
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CHA,DS,-VASc ==
Risk factor S eora

Congestive heart failure/LY dysfunctdon I

Hypertension I

Age =735

Diabetes mellitus

Stroke/TIA/thrombo-embolism

Vascular disease?
Age 65-74

Sex category (i.e. female sex)

Maximum score
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Bleeding Risk — HAS-BLED Score

Letter Clinical characteristic® Points awarded

H Hypertension I

Abnormal renal and liver
function (| point each)

Stroke |

Bleeding I
Labile INRs I

Elderly (e.g. age >65 years) I

Drugs or alcohol (| point each) | or2

Maximum 9 points

Risk of Major Bleed: Score 0 = 1%/yr, Score 5 = 12.5%/yr

@

2 EUROPEAN
www escardio.org SOCIETY OF

CARDIOLOGY »




Avuimtnutind p.os.

Adjusted-dose Warfarin
Compared with Placebo/Control

Relative Risk Reduction
95% CI
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All Trials (n=6) @

RRR = 64% illllfi!llrrlll

100% 50% 0 -50% -100%

Hart RG et al. Ann Int Med. 1999:131:492-501. Warfarin Better Warfarin Worse
RRR=relative risk reduction
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Odds Ratio

Avummurtine p.os. vs placebo

15.0 : ; .
Ischemic Intracranial bleeding
stroke
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INR

Target INR: 2.0-3.0 regardless of the patient’s age

Kohorte (73 Ptn): EM Hylek. N Engl J Med 1996;335:540-546
Meta-Analyse (21 Studien, 6248 Ptn): MW Reynolds. Chest
2004;126:1938-1945
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The risk of stroke
in AF increases
dramatically with age.

However, the use of
anticoagulation decreases.

i

69-79 80 - 89
Age, Year

Wolf PA, et al. Arch Intern Med. 1987;147:1561-1564.
White R, et al. Am J Med. 1999;106:165-171.




Time-in-therapeutic-range with warfarin use
in clinical practice

100

80

Time in therapeutic range (%)

Il

Samsa  Samsa McCormick Matchar Matchar Matchar Go Shen  Nichol Averagelf
20002 20002 2001° 2003% 2003% 2003% 2003° 2007¢ 2008™
N=61 N=125 N=174 N=363 N=317 N=317 N=7445 N=11,016 N=756

* Linear interpolation method not used.

T Overall effect = 0.55.

1. Baker WL, et al. ] Manag Care Pharm 2009;15:244-252. 2. Samsa GP, et al. Arch Intern Med 2000;160:967-973.

3. McCormick D, et al. Arch Intern Med 2001;161:2458-2463. 4. Matchar DB. Card Electrophysiol Rev 2003;7:379-381.

5. Go AS, et al. JAMA 2003;290:2685-2692. 6. Shen AY, et al. J Am Coll Cardiol 2007;50:309-315. 7. Nichol MB, et al. Ann Pharmacother 2008;42:62-70.
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INIMOKPATEIA 2004, 8, 1. 35-39

NPQTOTYIIH EPT'AXIA

Maxoyovia maparolovOnon aolevwy eEattiog AYnNe AVILITNRTIRGV
aTto To OTOpL

LA. Boywtlrg, E. Kapniton, ©. Kapapitoog, *M. Kayowpavidov, LM. Boyiatiis
Kapdiohoyiné Turjpe, *Awpatohoyiné Epyaonjolo, I'N. Noooxopeio Bépolag
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U .n.. ‘1r st

Validation of the international normalized ratio (INR) in a
new point-of-care system designed for home momtorlng
of oral anticoagulation therapy

W. PLESCH*, A. M. H. P. van pen BESSELAAR'
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RCTs Warfarin vs ASA

Study, Year (Reference) Relative Risk Reduction
(95% Cl)

AFASAK |, 1989 (3); 1990 (4)
AFASAK 11, 1998 (5)

BAFTA Study, 2007 (1)
Chinese ATAFS, 2006 (6)
EAFT, 1993 (7)

PATAF, 1999 (8)

SPAF 1l, 1994 (9)

Ages75y
Age >75y

Aspirin trials (n = 9*)

RRR=39% 5:::% 0 su %

Warfarin Better Warfarin Worse

Hart RG et al. Ann Int Med. 2007;147:590-592. ASA=aspinn; RCT=randomized clinical tnal




AvtiotponetoMone

Aspirin Compared with Placebo

Relative Risk Reduction
(95% CI)

AFASAK 1 (1)

SPAF | (3)

EAFT (9)

ESPS Il (14)
LASAF (13)

UK-TIA (16) ] .

All Trials (n=6) @
RRR - 190/0 T W IR ey

100% 50% 0 -50% -100%
Aspirin Better Aspirin Worse

Hart RG et al. Ann Int Med. 1999;131:492-501.
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ACTIVE W study terminated prematurely due to inferiority of
the ASA+Clopidogrel combination vs. VKA

Primary EP (ITT) Stroke
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ACTIVE Investigators. Lancet 2006;367:1803-1912
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@ .  RR0.89 (0.81-0.98)

ACTIVE A: patients in whom
VKA therapy was
“unsuitable”

=  Physician’s judgement: 50%
= Patient’s preference: 26%
CHADS,: 1-2

Rx: ASA alone vs. ASA +
clopidogrel

Median FU: 3.6 yrs

Primary EP: stroke, M|,
arterial embolism, CV death

The ACTIVE Investigators. N Engl J Med 2000;360:2088-2078
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Fable 2. Rolative Risks of Primary and Secondary Outcomaes, According to Treatment Group,*
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| Outcome Clopidogrel plus Aspirin (N=3772) Aspirin [N=3732) Redative Risk (957 CI) P Value
no. Oof evenss 9%/ no. of everies o /W
Primary owtce 32 6.8 924 6 0.89(0.3]1-0.98 0.0]
Stroke
Arvy 0.2 (0.62-0.283) <0004
Ischemic 23 143 2. 0.68 (0.57-0.20)
Hemorrhagic . )2 Y 07 L 37 (0.79-231N
Of uncertain type 41 ( ' 0.81(0.54-1.22)

Fatal 7 0,3 Q.7 0.75 {0.55-1.03)

l'able 1. Relative Risks of Homorrhage, According to Treatment Group.

Bleading Clopidogred plus Aspitin Aspirin Relative Risk (95% C1) P Value

Major bleeding 1.57(1.29-1.92 <0.001
Sewvare
Fatal D3 : 02 | 56 (0.96-251)

Minor bleeding 3 3 '5 2.42 (1.03-2.29)

Any Meeding

The ACTIVE Investigators. N Engl J Med 2008;360:2066-2078



Sites of action of new oral

Contact
activation

anticoagulants

Vascular
injliry
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Hankey GJ, et al. Lancet Neurol 2010; 9: 273-84

Factor Xa inhibitors

‘ Fibrinogen |

Thrombininhibitors

Fibrin

Rivaroxaban
Apixaban
Betrixaban
Edoxaban

Dabigatran exetilate
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Meietn RE-LY

Meta-analysis of ischaemic stroke
or systemic embolism

Warfatin vs. placebo H=H

Warfarin vs. low dose warfarin HE

Warfarin vs. ASA

Warfarin vs. ASA + clopidogrel

Warfarin vs. ximelagatran

0 03 06 09 12 15 18 2.0

Favours warfarin Favours other treatment

Camm J. Oral presentation at ESC on Aug 30" 2009 Dabigatran etexilate is in clinical development and not licensed for clinical use
http:/ /www.escardio.org/ congresses/esc-2009 /webcasts/ pages/sunday.aspx in stroke prevention for patients with atrial fibtillation.



Cumulative hazard rates

0.05

0.04

0.03

0.02

0.01

0.0

Time to first stroke or SSE

Dabigatran etexilate 150 mg

Dabigatran etexilate 110 mg

Warfarin

RRR

RR 0.91 J.
RR (
% | 0.8
n<0.00 0 Jule
n<<0.0( perio
0.5 1.0 1.5 2.0 2.5

Years

RR = relative risk; RRR = relative risk reduction; CI = confidence interval.
Connolly SJ, et al. N Eng/ | Med 2009;361:1139-1151.

Dabigatran etexilate is in clinical development and not licensed for clinical use
in stroke prevention for patients with atrial fibrillation.



Major bleeding rates

RR 0.93 (95% CI: 0.81-1.07)

p=0.31 (superiority)

RR 0.80 (95% CI: 0.69-0.93)

3.5

p=0.003 (superiority)

Rate per year (%)

D150 mg BID
375 / 6,076

RR = relative risk; RRR = relative risk reduction; CI = confidence interval.
Connolly SJ, et al. N Eng/ | Med 2009;361:1139-1151.

D110 mg BID Warfarin
322 / 6,015 397 / 6,022

Dabigatran etexilate is in clinical development and not licensed for clinical use
in stroke prevention for patients with atrial fibrillation.



MeAeétn ARISTOTLE.

Apixaban versus Warfarin in Patients with
Atrial Fibrillation

MeAétn ARISTOTLE.

Christopher B. Granger, M.D., John H. Alexander, M.D., M.H.S., John J.V.
McMurray, M.D., Renato D. Lopes, M.D., Ph.D., Elaine M. Hylek, M.D., M.P.H.,
Michael Hanna, M.D., Hussein R. Al-Khalidi, Ph.D., Jack Ansell, M.D., Dan Atar, M.D.,
Alvaro Avezum, M.D., Ph.D., M. Cecilia Bahit, M.D., Rafael Diaz, M.D., J. Donald
Easton, M.D., Justin A. Ezekowitz, M.B., B.Ch., Greg Flaker, M.D., David Garcia, M.D.,
Margarida Geraldes, Ph.D., Bernard J. Gersh, M.D., Sergey Golitsyn, M.D., Ph.D.,
Shinya Goto, M.D., Antonio G. Hermosillo, M.D., Stefan H. Hohnloser, M.D., John
Horowitz, M.D., Puneet Mohan, M.D., Ph.D., Petr Jansky, M.D., Basil S. Lewis, M.D.,
Jose Luis Lopez-Sendon, M.D., Prem Pais, M.D., Alexander Parkhomenko, M.D.,
Freek W.A. Verheugt, M.D., Ph.D., Jun Zhu, M.D., Lars Wallentin, M.D., Ph.D., for the
ARISTOTLE Committees and Investigators

N Engl J Med
Volume 365(11):981-992
September 15, 2011

The NEW ENGLAND
JOURNALof MEDICINE
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MeAeétn ARISTOTLE.

A Primary Outcome: Stroke or Systemic Embolism

Patients with Event (%)

No. at Risk
Apixaban
Warfarin

100 ~

80-

60

40—

9120
90381

4 —
Warfarin

Apixaban

21%

o T 1
(o) 12 30
Hazard ratio, O.79 (9524 CI, 0.66—-0.95)

P-0.01

B Major Bleeding

Patients with Event (%)

No. at Risk
Apixaban
Warfarin

100 —

80—

60 —

Apixaban

O - ¥ T

O (=3 12
Hazard ratio, 0.69 (9526 CI, 0.60-0.80)
P<=0.001

Months

7564 5365
7335 5196

Granger CB et al. N Engl J Med 2011;365:981-992




Apixaban in Patients with Atrial Fibrillation

MeAétn AVERROES

Stuart J. Connolly, M.D., John Eikelboom, M.B., B.S., Campbell Joyner, M.D., Hans-
Christoph Diener, M.D., Ph.D., Robert Hart, M.D., Sergey Golitsyn, M.D., Ph.D., Greg
Flaker, M.D., Alvaro Avezum, M.D., Ph.D., Stefan H. Hohnloser, M.D., Rafael
Diaz, M.D., Mario Talajic, M.D., Jun Zhu, M.D., Prem Pais, M.B., B.S., M.D., Andrzej
Budaj, M.D., Ph.D., Alexander Parkhomenko, M.D., Ph.D., Petr Jansky, M.D., Patrick
Commerford, M.B., Ch.B., Ru San Tan, M.B., B.S., Kui-Hian Sim, M.B., B.S., Basil S.
Lewis, M.D., Walter Van Mieghem, M.D., Gregory Y.H. Lip, M.D., Jae Hyung
Kim, M.D., Ph.D., Fernando Lanas-Zanetti, M.D., Antonio Gonzalez-Hermosillo, M.D.,
Antonio L. Dans, M.D., Muhammad Munawar, M.D., Ph.D., Martin O'Donnell, M.B.,
Ph.D., John Lawrence, M.D., Gayle Lewis, Rizwan Afzal, M.Sc., Salim Yusuf, M.B.,
B.S., D.Phil., for the AVERROES Steering Committee and Investigators

N Engl J Med
Volume 364(9):806-817
March 3, 2011

The NEW ENGLAND

B
&25) JOURNAL of MEDICINE




MeAétn AVERROES

A Stroke or Systemic Embolism
y Hazard ratio with apixaban, 0.45

1.0+ 0.05 (9524 CI1, 0.32—-0.62)

= Aspirin
0.8 0.04

0.03
0.02

Apixaban
0.01 —

Cumulative Hazard

0.00

o

No. at Risk
Aspirin 2791
Apixaban 2808

B Major Bleeding
1.0 —

Hazard ratio with apixaban, 1.13
(9526 CI1, 0O.74—-1.75)

0.8 — Apixaban

Aspirin

Cumulative Hazard

1

b=
Months

No. at Risk
Aspirin 2791 2140
Apixaban 2808 2120

Connolly SJ et al. N Engl J Med 2011;364:806-817




Rivaroxaban versus Warfarin in Nonvalvular
Atrial Fibrillation

MeAétn ROCKET - AF

Manesh R. Patel, M.D., Kenneth W. Mahaffey, M.D., Jyotsna Garg, M.S., Guohua
Pan, Ph.D., Daniel E. Singer, M.D., Werner Hacke, M.D., Ph.D., Gunter
Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme J. Hankey, M.D., Jonathan P.
Piccini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D., John F.
Paolini, M.D., Ph.D., Scott D. Berkowitz, M.D., Keith A.A. Fox, M.B., Ch.B., Robert M.
Califf, M.D., and the ROCKET AF Steering Committee, for the ROCKET AF
Investigators

N Engl J Med
Volume 365(10):883-891
September 8, 2011

The NEW ENGLAND
JOURNALof MEDICINE
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MeAétn ROCKET - AF

A Events in Per-Protocol Population
100

20

S0
> — Warfarin

60 —
50 — > - 3 Rivaroxaban
40 —
30—

Cumlative Event Rete (¥)

20—
1O —

O — T T T LI
o 240 360 480 (Slele)]

Days since Randomization
No. at Risk
Rivaroxaban 6958 &2
Warfarin 7004 a3

1L S7826 Sa46% 4406 3407
27 5911 55a2 4461 1475

B Events in Intention-to-Treat Population
100 —

Warfarin

Rivaroxalbanm

Cumulative Event Rate )

¥ T ¥ T
24940 260 480 GO0
Days since Randomization

No. at Risk
Rivaroxalban 6683 6470 5264 4105
Warfarin 6656 6440 5225 4087

Patel MR et al. N Engl J Med 2011;365:883-891
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Table 3. Rates of Bleeding Events.*

Rivaroxaban Warfarin Hazard Ratio
Variable (N=7111) (N=7125) (95% Cl)j P Valuej

Events Event Rate Events Event Rate

no./100 no./100
no. (%) patient-yr no. (%) patient-yr

Principal safety end point: major and nonmajor 1475 (20.7) 14.9 1449 (20.3) 14.5 1.03 (0.96-1.11)
clinically relevant bleeding|

Major bleeding
Any 395 (5.6 36 386 (5.4) 3.4 1.04 (0.90-1.20)
Transfusion 183 (2.6 1.6 149 (2.1) 13 1.25 (1.01-1.55)
Critical bleeding] 91 (1.3 0. sEm 12 0.69 (0.53-0.91)
Fatal bleeding 27 (0.4) 0.2 55 (0.8) 0.5 0.50 (0.31-0.79)
Intracranial hemorrhage 55 (0.8) 0.5 34 (1.2) 0.7 0.67 (0.47-0.93)
Nonmajor clinically relevant bleeding 1185 (16.7) 11.8 TI51 (10.2) 114 1.04 (0.96-1.13)

)

Decrease in hemoglobin =2 g/d| 305 (4.3) 2.8 254 (3.6) 2.3 1.22 (1.03-1.44)
)
)

* All analyses of rates of bleeding are based on the first event in the safety population during treatment.

T Hazard ratios are for the rivaroxaban group as compared with the warfarin group and were calculated with the use of Cox proportional-hazards
models with the study group as a covariate.

i Two-sided P values are for superiority in the rivaroxaban group as compared with the warfarin group.

f Minimal bleeding events were not included in the principal safety end point.

§ Bleeding events were considered to be critical if they occurred in intracranial, intraspinal, intraocular, pericardial, intraarticular, intramuscular
(with compartment syndrome), or retroperitoneal sites.

Patel MR et al. N Engl J Med 2011;365:883-891
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Coa Half Feel
Drug Target | Dosing Jag : cleared Interacts
monitoring | life (h) .
(%)
Rivaroxa- Fixed, Potent
Factor Xa once No 9 615) CYP3A4
ban ) el
daily inhibitors*
Fixed, Potent
Apixaban Factor Xa twice No 9-14 25 CYP3A4
daily inhibitors*
Factor lla SIS Proton pum
Dabigatran : twice No 14-17 100 USRI
(thrombin) bl inhibitors
aily
Variable, '\glrjlljt'%le
Warfarin Vitamin K once Yes 40 0 rugs,
: dietary
daily N
vitamin K

*Includes ketoconazole, macrolides (eg, clarithromycin), and protease inhibitors (eg, atazanavir)

Eikelboom JW, Weitz JI. Circulation 2007; 116: 131-133
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Overview of Thromboembolic Management
(ESC)

No antithrombotic




Antithrombotic Strategies for Cardioversion of AF/AFL
v v

Hemodynamically
stable

Hemodynamically
unstable

Pharmacological
or electrical
cardioversion

Urgent electrical
cardioversion

Hemodynamically
Stable

Hemodynamically
unstable

v

Urgent electrical
cardioversion

Pharm or DC
cardioversion

TEE-guided
cardioversion

I_J/_,

Antithrombotic therapy
-In general, no prior or subsequent anticoagulation is
required
-1f AF/AFL persists or recurs or if AF/AFL has been
recurrent, antithrombotic therapy (aspirin or OAC) should
be initiated and continued indefinitely; if NSR, ongoing

antithrombotic therapy according to CHADS2
-Early follow-up to review antithrombotic strategy, expert
consultation may be required)

! oo

Antithrombotic therapy
-0AC generally precardioversion
Urgent electrical - if possible before, otherwise
immediately after
Pharm or DC, OAC for 3 wk precardioversion and
at least 4 wk after
TEE-guided: OAC initiated with heparin bridging
- Guidelines for ongoing antithrombotic therapy and
review/consultation as for duration < 48 hr

'patients at particularly high risk of stroke (e.g. mechanical valve INR<2.5, rheumatic heart disease, recent stroke/TIA)
*Heparin must be initiated and continued until a therapeutic level of oral anticoagulation has been established




Echocardiography in AF:
information for clinical decisions

EAE recommendations, EJE ‘10

« Thrombi

Atrio auricular

» Spontaneous echocontras :
function

LA appendage velocities

» LV function and thrombi
Only with TOE

_+ Patent foramen ovale /
« Complex aortic plaques

Flachskampf FA et al. Eur J Echocardiogr. 2010;11:557-576. t / ‘
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KoAminn Mapuogoyy »ou
2 tabepn Xrepaviaioe Nooco



ITooyvwaon

37.724 aocBeveig pe ortepaviaia vooo: 12.5% sixav KOATUKN poappapuyn

Patients (%)

8 -

P <0.0001
6!9

% AF nNo AF

Death / Mi / stroke CV death Bleeding

Goto S et al, on behalf of the REACH Registry Investigators. Am Hearf J 2008; 156:855-863.



KM — Xtegaviaioc Nooog

m > aobevelc pe aptnotoorinowaon / XN xot @x
oLOLO, cpMEl YEVINA 7] ALOTILRIVY] XUt LOVO.
Kovpaptvino oev evoetnvuvtot

B Aocbeveig pe KM nat tovkarytotov eva moupayovio
MLYOLVOL TEETEL VO AXLBAVOLY XOVUOLQIVIHL,
avegaptnTa oy €yovy 2N. H mpoctnun aomtpivng
OEV EVOEINVLTOLL

M Hurlen. N Engl J Med 2002;347-969

MA Brower. Circulation 2003;106:659

RF Van Es. Lancet 2002;360:109

Warfann Antiplatelet Vascular Evaluation Tnal. N Engl J Med 2007;357:217
PP Kanalainen. Eur Heart J 2007,28:72s



PCI — Stents
KoAmivn Magpogoyn

T »orvovpe;



Antithrombotic Management of AF/AFL
in CAD




Mzeiloveg aL0QQAYIEG G TOLTIAY
aviiipouBwTinn aywyn

Triple therapy of warfarin, aspirin, and clopidogrel

Orford JL et al. (5)

Mattichak 5J et al. (7)
Khurram Z et al. (8)
Porter A et al. (9)

Lip GYH & Karpha M (10)
Karjalainen PP et al. (11)
DeEugenio D et al. (12)
Rubboli A et al. (13)
Nguyen MC et al. (14)
Wang TY et al. (15)

At 30 days
2/66 (3.1%)
NR
MR
2/180 (1.1%)
0/6 (0%)
NR
NR
3/20 (15%)
NR (34/580; 5.9%)
MR

At 6 months
NR
5/40 (12.5%)
NR
NR
NR
NR
14/97 (14%)
NR
NR
NR

At > 12months
NR
8/40 (21%)
7/107 (6.6%)
NR
NR
7/106 (6.6%)
NR
NR
NR
NR

Ruiz-Nodar JM et al. (16)

NR

NR

36/242 (14.9%)

Rogacka R et al. (17)

NR

NR

6/127 (4.7%)

Total

7/272 (2.6%)
(39/852; 4.6%,
including ref 14)

19/137 (13.9%)

28/380 (7.4%)
(64/622; 10.3%,
including ref. 16)

et al. Ann Intern Med. 2008;40(6)-428-36.




KM - 2N - PCI

2€ LN TUXOLLOTIOLNLEVEC HEAETEC, N TPUTAN Bepameia
(ASA+Clopidogrel+VKA) peta amno PCl kat stent cuvodeuotav
Qo aUnon TOU aLpoppaykou Kvduvou kata 3,5 Popec ot
guykpLan Me Tn SmMAN avilalonetaAlakn aywyn, aAla ot
atpoppayiec AEN ntav yevika amelAnTkeC yia tn Lwn.

Av dtakomouv ot VKA, o kivduvoc eykepaAikou emelgodiou

auavel 3 Qopec.

Av bev 600el TO Eva A0 TA AVTLALUOTIETAALAKA, O KIVOUVOC
Opoupwonc tou otevt auavel LexpL kat 7 popec!!

Holmes JR. J Am Coll Cardiol 2009;95:109 (review)
Ruiz-Nodar J. J Am Coll Cardiol 2008;51:818 (n=426)
Kanalainen PP. Eur Heart J 2007:28:726 (n=239)

Nguyen MC. Eur Heart J 28:1717 (n=580)

Buresly K. Arch Intem Med 2005;165:784 (n=51 out of 21,443,



Combination treatment after PCl and stent in patients with chronic
AF who necessitate oral anticoagulants

Type of Type of

PCl Stent Recommended treatment

Bleeding risk

1st month: triple therapy + PP

Hedive | Barene®al | o | dafinitely: VKA (INR'2.0.30

3 (-olimus) or 6 (paclitaxel) months: triple
Low or Eloctive Dru.g- therapy + PPI |
intermediate eluting Up to 12 months: VKA + clopidogrel
(score 0-2) Indefinitely: VKA (INR 2.0-3.0)

Bare-metal 6 months: triple therapy + PP
/drug- Up to 12 months: VKA + clopidogrel
eluting Indefinitely: VKA (INR 2.0-3.0)

AAAMBSSS TN — ESC Guidalines on Managemen of Atral Fibrilaton 2018



Combination treatment after PCl and stent in patients with chronic
AF who necessitate oral anticoagulants

Type of Type of

PCl tart Recommended treatment

Bleeding risk

2-4 weeks: triple therapy + PP
Indefinitely: VKA (INR 2.0-3.0)

Elective | Bare-metal

High (score 3
or higher) 2-4 weeks: triple therapy + PPI
ACS Bare-metal * Up to 12 months: VKA + Clopidogrel
* Indefinitely: VKA (INR 2.0-3.0)

ARSI ESC Guidelines on Management of Atal Fibrilation 2010




Alyop!Opog

Atnal Fibrifation
Plus

Coronary Artery Stent
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Circulation 2010:121:2067-2070



AF Patient (on Antithrombotic Therapy) to Undergo
Surgical or Diagnostic Procedure With Major Bleeding Risk

; ' ]

Continue Stop antithrombotic Continue OAC or
antithrombotic pre-procedure Stop OAC and bridge
(INR< 3 if warfarin) Re-institute when risk with UFH or LMWH
of bleeding reduced perioperatively

Stop OAC and bridge
with UFH or LMWH
perioperatively T

* CHADS, <2
** Mechanical valve, recent stroke or TIA, rheumatic valve disease, CHADS, 23

T Stop 12-24 hr pre-procedure, restart when hemostasis secure and bridge to therapeutic OAC

LMWH=low-molecular-weight hepann; UFH=unfractionated heparin




Epwtrpota mpoc anavinon oto pEAAoV

Mropel n dumAn avtiaiponetaAlakn aywyn vo cuvOuaoTel e
TOL VEQ QUTIO TOU OTOMaTOC avtimnkTika dabigatran, rivaroxaban
N apixaban ;

MTopoUV Ta QVTUTNKTLKA VA GUVOUAGTOUV JE TOL VEQ
avtlalonetadiaka prasugrel n ticagrelor;

Mota Ba elval n amoTEAECUATIKOTNTA KAl A0PAAELL TWV
QVTAYWVLOTWV Tou urtodoyea BpopPivne oTa alUoTETaALD ;

Kata mogov Ba dleukoAuvouy TI¢ amodAoEeLC Lac Ta
BloamopodnaouLa GTEVT ;




Apixaban with Antiplatelet Therapy after
Acute Coronary Syndrome

MeAétn APPRAISE

John H. Alexander, M.D., M.H.S., Renato D. Lopes, M.D., Ph.D., Stefan James, M.D.,
Ph.D., Rakhi Kilaru, M.S., Yaohua He, M.D., Ph.D., Puneet Mohan, M.D., Ph.D.,
Deepak L. Bhatt, M.D., M.P.H., Shaun Goodman, M.D., Freek W. Verheugt, M.D.,
Ph.D., Marcus Flather, M.D., Kurt Huber, M.D., Danny Liaw, M.D., Ph.D., Steen E.

Husted, M.D., Jose Lopez-Sendon, M.D., Raffaele De Caterina, M.D., Petr
Jansky, M.D., Harald Darius, M.D., Dragos Vinereanu, M.D., Jan H. Cornel, M.D.,
Frank Cools, M.D., Dan Atar, M.D., Jose Luis Leiva-Pons, M.D., Matyas Keltai, M.D.,
Hisao Ogawa, M.D., Ph.D., Prem Pais, M.D., Alexander Parkhomenko, M.D., Witold
Ruzyllo, M.D., Rafael Diaz, M.D., Harvey White, M.D., Mikhail Ruda, M.D., Margarida
Geraldes, Ph.D., Jack Lawrence, M.D., Robert A. Harrington, M.D., Lars
Wallentin, M.D., Ph.D., for the APPRAISE-2 Investigators

N Engl J Med
Volume 365(8):699-708
August 25, 2011
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MeAéTn APPRAISE

Hazard ratio with apixaban, 0.95 (95% Cl, 0.80-1.11); P=0.50

|
3 acet-)?‘_ Apixaban

or Ischemic Stroke

'3
8
O
.~
&
=
=
©
-~
(v}
%]
[}
>
=
£
-
()
o
(o)
—
..
S
O
w
[
>
.0
S
—
o
(v
—
5]
>
<5
=
v
5
(=]
S
a

1 I

10 11 12

Months since Randomization

No. at Risk
Apixaban 3705 3356 3048 2799 2552 2312 2025 1739 1525 1277 1021 797 561 390 254
Placebo 3687 3316 3014 2751 2537 2272 2030 1728 1495 1248 987 803 571 412 267

Alexander JH et al. N Engl J Med 2011;365:699-708




AIMOPPATIIEX

Hazard ratio, 2.59 (95% Cl, 1.50-4.46); P=0.001

Apixaban
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Months since Randomization
No. at Risk

Apixaban 3672 3187 2815 2558 2264 2063 1794 1517 1326 1104 834 698 506 344
Placebo 3643 3178 2881 2600 2339 2133 1884 1573 1369 1137 905 734 532 380

Alexander JH et al. N Engl J Med 2011;365:699-708




Meietn ATLAS ACS 2
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Placebo

Rivaroxaban
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Hazard ratio, 0.84 (95% Cl, 0.74—-0.96)
P=0.008

o
|

No. at Risk

—

I T I I
0 90 180 270 360 450

Days

Rivaroxaban 10,229 8817 7797 6324 5137 3967
Placebo 5,113 4437 3974 3253 2664 2059

Mega JL et al. N Engl J] Med 2011. DOI: 10.1056/NE]JMoal112277
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Meietny ATLAS ACS 2

End point

CV death/Ml/stroke*

Major non-CABG bleeding

ICH

Fatal bleeding

Rivaroxaban combined doses (%)

8.9

2.1

0.6

Placebo (%)

10.7

0.6

0.2




2YMIIEPAXMA

B H avtiBpopBwtinn aywyn oty KM Bploreto
LTLO avVaewEY oM — AVTIUATAOTAON]
YOLULOOLVINWY

B BeAtiwor Cong aobevwy — tatpwy

B BeAtiworn Oepamevtinnc acbevwy pe vdnio

Ooopoepoino nivovvo
B AZLOAOYTON GTNY HALVILY] TOAEN



Thank you

for your attention !




