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Meta-analysis shows that only 56% of measured INRs are within
the ideal rangel?®!
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In patients with AF and CHADS, >2, only patients who maintained
TTR >70% experienced significant improvement in time to stroke
compared with the no-warfarin treatment group*

1.0 Warfarin group
I 71-100%
- 61-70%
1 51460%
'";}ﬂ P Value vs No
- <30% i
0.9+ L i TTR Warfarin
71% to 100% .03
g 61% to 70% .10
é l 51% to 60% 40
3 41% to 50% 73
S 31% to 40% 41
<30% A7
No warfarin Ref
0.6+
0 500 1000 1500 2000

Survival to stroke (days)
*Retrospective cohort study conducted using data collected between April 1995 and March 2000 in the United
Kingdom from 5513 patients.
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Anticoagulated patients
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GLORIA: Antithrombotic Therapy
by CHA,DS,-VASc Score

Moderate (CHA,DS,-VASc score = 1), n = 2093)
0.6%

Overall (N = 15,092)

0.9%

W NOAC

W VKA

W Aspirin

High (CHA,DS,-VASc score 2> 2), n = 12,999)
1.0%

W None

W Other

Huisman MV, et al. J Am Coll Cardiol. 2017;69:777-785.
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- Prevalence AF je uvadéna na urovni 1-2 % z celkové populace,
tj. 100 — 200 tisic pacientt (Cihak et al., 2011).

« Celkem je |é¢eno 324 tisic pacientl ro¢né.

- Absolutni pocet pacientu s AF narusta, procento Ié€enych*
pacientu je relativné stabilni.

Poletpacientisdg. AF

413396 461652 497745 521922
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Index lyear 2years 3years 4years

PyAF 855 751 68% 630 10
PermAF 1126 510 T4 638 29
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Stroke prevention in AFl DVT/PE treatment!®!

A

Recurrent
Symptomatic
VTE

51%

Hemorrhagic
Stroke

19%

Stroke/SE

10%

All-Cause
Mortality

52%

Intracranial
Bleeding

40%

Major
Bleeding
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ESC/EHRA Recommendation
for Dose Reduction

Cockcroft-Gault formula

(140-Age) x Mass (in kilograms) x (0.85 if female)

eCcr=

72 x Serum Creatinine (in mg/dL)

Rivaroxaban Edoxaban
Dabigatran (RE-LY) (ROCKET-AF) Apixaban (ARISTOTLE) (ENGAGE AF-TIMI 48)
30 mg (or 15 mg) once
2.5 mg twice daily if 2 daily if any of the
of the following: following: CrCl <50
Dose S . . . ;
e fione 15 mg once daily if serum creatinine 2 1.5  mL/min, weight <60
) CrCL <30-49 mL/min mg/dL (133 umol/L), kg, concomitant use
with CKD )
age =80 years or of verapamil or
weight <60 kg quinidine or
dronedarone

Cockcroft DW, et al. Nephron. 1976;6:31-41.
Kirchhof P, et al. Eur Heart J. 2016;37:2893-2962.
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Prevalence of CKD in
patients with known AF:

* 28% have eGFR <60 16 -
* 10% have eGFR <45 £14 -
%12
Q.
o 10 -
3
2 8-
< 6 -
c
8 4
E 2 - I I
0

29 60 89 30- 59 15- 29

eGFR




Risk-Benefit Profile of NOACs vs Warfarin
in the Elderly

Stroke/Systemic Thromboembolism, %/y

Age<75y Age>75y
RE-LY
Dabigatran 150 mg 0.9 1.4
Warfarin 1.4 2.1
ROCKET-AF
Rivaroxaban 2 2.3
Warfarin 2.3 2.9
ARISTOTLE
Apixaban 1.2 1.6
Warfarin 1.7 2.2
ENGAGE-TIMI 48
Edoxaban -- higher dose 1.7 19
Warfarin 1.8 2.3

Turagam MK, et al. Clin Interv Aging. 2015;10:1431-1444,



NOAC Administration: With or Without Food

Apixaban Can be taken with or without food

Dabigatran Yes -- may lessen risk of dyspepsia
Edoxaban Can be taken with or without food

HVE ) &ls-1 ) Yes -- should be taken with a meal

* Requirement to take with food might have a negative influence
on adherence
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Plaque rupture

v

STEMI/primary PCI
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Tissve factor+F7a -«-eeceeeev- Prothrombin

Granule —» ADP
ATII secretion

W—I

Thrombin Glycoprotein lib/llla
activation

Fibrinogen y P Fibrin+platelet aggregation
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Platelet-fibrin Ischaemic
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Platelet - All Trials

RE-LY ROCKET-AF ARISTOTLE ENGAGE AF-TIMI 48 Combined

Dabigatran Dabigatran Warfarin Edoxaban Edoxaban Warfarin
150mg(n= 110mg(n (n= Rovaroxaban Warfarin (n  Apixaban Warfarin(n 60mg(n= 30mg(n= Warfarin NOAC(n= (n=
6076) =6015) 6022) (n=7131) =7133) (n=9120) =9081) 7035) 7034) (n=7036) 42,411) 29,272)

Aspirin at

. 39 40 41 36 37 31 31 29 29 30 34 34
baseline, %

Ruff CT, et al. Lancet. 2014;383:955-962.
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Incidence and severity of coronary artery disease
in patients with atrial fibrillation undergoing first-time coronary angiography

S. Kralev!, K. Schneider!, S. Lang', T. Suselbeck!, M. Borggrefe'

(1) University Medical centre Mannheim, Mannheim, Germany

Introduction:

In standard reference sources the incidence of
coronary artery disease (CAD) in patients with
atrial fibrillation (AF) ranged between 24 and

46.5%. Since then the Incdence of
cardiovascular risk factors and CAD has
dramatically increased and this trend is

projected to continue. Newer studies report
different incidences of CAD in patients with AF
but also focus on different patient groups, so
data is lacking on the overall incidence of CAD
in AF patients in the modem era of cardiology.
Modern treatment strategies (single oral bolus
dose of flecainide and propafencone — “pill in the
pocket”) are only applicable to patients without
structural heart disease. It was the purpose of
this study to investigate the overall incidence
and severity of CAD in patients with AF.

Methods:

From January 2005 until December 2009 we
included 261 consecutive patients admitted to
hospital with paroxysmal, persistent or
permanent AF in this prospective study.
Independent of the rhythm on admission,
patients with previously known AF as well as
patients with diagnosed AF on admission were
included. Fatients with previously diagnosed or
previously excluded CAD, acute coronary
syndromes and dilated or hypertrophic
cardiomyopathy were excluded All patients
underwent coronary angiography and the
Framingham risc score (FRS) was calculated.

PCI/ CABG
I stable CAD
W no CAD

Percent of Patients.

4° J° &°
\ o '15;" 4/).,_;?'"

oF

Patients classified by FRS (%)

Significant linear trend among the FRS categories in
% and the prevalence of CAD and PCICABG
(p<0.0001). Legend: CABG = Coronary Artery
Bypass Graft, CAD = Coronary Artery Disease, FRS
= Framingham risk score, PClI = Percutaneous
Coronary Intervention
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Overview of reported incidences of coronary artery
disease in patients presenting with atrial fibrillation.
Legend: AF = Afrial Fibrillation, CAD = Coronary
Artery Disease, PClI = Percutaneous Coronary
Intervention.
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Patients classified by Age

oPCl
O stable CAD
B no CAD

Percent of Patients
1
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Incidence and severity of coronary artery disease in
patients presenting with atrial fibrillation according to
age. Legend: CAD = Coronary Artery Disease, PCI =
Percutaneous Coronary Intervention

The overall incidence of CAD in patients
presenting with AF was 34%, in patients >70
years, the incidence of CAD was 41%, the
incidence of patients undergoing PCI was 21%.
Patients with CAD were older (7318 years vs
68+10 years, p=0.001), had significantly more
frequent hypercholesterolemia (60% vs 30%,
p<0.001), were more frequent smokers (26% vs
13%, p=0.017) and suffered from angina more
often (37% vs 2%, p<0.001). Patients with
stable CAD presented more often with one-
vessel disease (79% vs 34%, p<0.0001). There
was a significant linear frend among the FRS
categories in % and the prevalence of CAD and
PCI/CABG (p<0.0001) with more cases of PCI
and CAD at elevated FRS levels. A therapy with
a class Ic antiarthythmic drug was initiated in
39 of 171 patients (23%).

Conclusions:

The overall incidence of CAD in patients
presenting with AF was 34%, the incidence of
patients undergoing PCI was 21%.

Based upon increasing CRF in the westemn
world, we recommend a careful investigation
respecting the FRS to either definitely exclude,
or establish an early diagnosis of CAD - which
could be contributing to an early and safe
therapeutic strategy considering type Ic
antiarrhythmic drugs and oral anticoagulation.

” Lékarska fakulta o
Univerzity Palackého | INTERNI KLINIKA
KOMPLEXNI v Olomouci KARDIOLOGICKA

KARDIOVASKULARNI CENTRUM

FAKULTMI NEMOCNICE GLOMOUC

FAKULTNT NEMOCNICE OLOMOUC



And, JnIme Wolstafek dakazh & novinlyS. |

|I ORIGINAL ARTICLE Il

The NEW ENGLAND
JOURNAL o MEDICINE

DECEMBER 22, 2016

Dual Antithrombotic Therapy with
Dabigatran after PCI in Atrial Fibrillation

Christopher P. Cannon, M.D., Deepak L. Bhatt, M.D., M.P.H_,

Jonas Oldgren, M.D., Ph.D., Gregory Y.H. Lip, M.D., Stephen G. Ellis, M.D.,
Takeshi Kimura, M.D., Michael Maeng, M.D., Ph.D., Bela Merkely, M.D.,
Uwe Zeymer, M.D., Savion Gropper, M.D., Ph.D., Matias Nordaby, M.D.,

Eva Kleine, M.Sc., Ruth Harper, Ph.D., Jenny Manassie, B.Med.Sc.,
James L. Januzzi, M.D., Jurrien M. ten Berg, M.D., Ph.D., P. Gabriel Steg, M.D., and
Stefan H. Hohnloser, M.D., for the RE-DUAL PCI Steering Committee and Investigators*
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Prevention of Bleeding in Patients with Atrial Fibrillation
Undergoing PCI

C. Michael Gibson, M.D., Roxana Mehran, M.D., Christoph Bode, M.D., Jonathan Halperin, M.D.,

Freek W. Verheugt, M.D., Peter Wildgoose, Ph.D., Mary Birmingham, Pharm.D., Juliana lanus, Ph.D.,
Paul Burton, M.D., Ph.D., Martin van Eickels, M.D., Serge Korjian, M.D., Yazan Daaboul, M.D., Gregory Y.H. Lip, M.D
Marc Cohen, M.D., Steen Husted, M.D., Eric D. Peterson, M.D., M.P.H., and Keith A. Fox, M.B., Ch.B.

ABSTRACT

BACKGROUND
Triple antithrombotic therapy with warfarin plus two antiplatelet agents is the
standard of care after percutaneous coronary intervention (PCI) for patients with
atrial fibrillation, burt this therapy is associated with a high risk of bleeding.
METHODS

In this mulrticenter trial, we randomly assigned 2725 partients with arrial fibrillation who
had undergone PCI to triple therapy with warfarin plus a P2Y,, inhibitor (clopidogrel or
ricagrelor) and aspirin (for 1 to 3 months) (riple-therapy group) or dual therapy with
dabigatran (110 mg or 150 mg twice daily) plus a P2Y,, inhibitor (clopidogrel or ticagre-
lor) and no aspirin (110-mg and 150-mg dual-therapy groups). Ourtside the Unired
States, elderly patients (280 years of age; 270 years of age in Japan) were randomly as-
signed to the 110-mg dual-therapy group or the triple-therapy group. The primary end
point was a major or clinically relevant nonmajor bleeding event during follow-up (mean
follow-up, 14 months). The trial also rested for the noninferiority of dual therapy with
dabigartran (both doses combined) to triple therapy with warfarin with respect to the
incidence of a composite efficacy end point of thromboembolic events (myocardial
infarction, stroke, or systemic embolism), death, or unplanned revascularization.
RESULTS

The incidence of the primary end point was 15.4% in the 110-mg dual-therapy
group as compared with 26.9% in the triple-therapy group (hazard ratio, 0.52; 95%
confidence interval [CI], 0.42 ro 0.63; P<0.001 for noninferiority; P<0.001 for su-
periority) and 20.2% in the 150-mg dual-therapy group as compared with 25.7%
in the corresponding triple-therapy group, which did nor include elderly parients
outside the United States (hazard rartio, 0.72; 95% CI, 0.58 ro 0.88; P<0.001 for
noninferiority). The incidence of the composite efficacy end point was 13.7% in
the two dual-therapy groups combined as compared with 13.4% in the triple-therapy
group (hazard ratio, 1.04; 95% CI, 0.84 to 1.29; P=0.005 for noninferiority). The rate
of serious adverse events did not differ significantly among the groups.
CONCLUSIONS

Among patients with atrial fibrillation who had undergone PCI, the risk of bleed-
ing was lower among rhose who received dual therapy with dabigatran and a P2Y,,
Um for 1, 6, or 12 momm The three - groups had similar efficacy rates, although the  Corright © 2016 Massochuncts M Secety. inhibitor than among those who received triple therapy with warfarin, a P2Y ,
d broad intervals di h the surety of any conclusions regarding ef inhibitor, and aspirin. Dual therapy was noninferior to triple therapy with respect
ticacy. (Funded by Janssen Scientific Affairs and Bayer Pharmaceuticals; PIONEER AF-PCI to the risk of thromboembolic events. (Funded by Boehringer Ingelheim; RE-DUAL
ClinicalTrials.gov number, NCT01830543.) PCI ClinicalTrials.gov number, NCT02164864.)

ABSTRACT

BACKGROUND
In patients with atrial fibrillation undergoi coronary i ion (PCI)  From the Cardiovascular Division, Depar

with pl of stents, dard anti lati with a vitamin K antagonist plus dual ment of Medicine, Beth Israel Duzorm..
antiplatelet therapy (DAPT) with a P2Y,, inhibitor and aspirin reduces the risk of thrOM:- posies (c M. ox ¥ te Cords
bosis and stroke but i the risk of bleeding. The effectit and safety of antico-  vascular Institute, Mount Sinai Medica

2 tion with rivaroxabas eit] or two antiplatelet agents neertain. Center, Icahn School of Medicine at Moun!
‘g“h b . plus e coe e o ph dreu n Sinai, New York (R.M., ) H.); Heart Center

Department for Cardiology and Angiology |

ly assigned 2124 partici with Ivular atrial ﬁbnllanon who had un-  University of Freiburg, Freiburg (C.B.)
. N and Bayer Pharmaceuticals, Leverkusen

M.E) — both in Germany; Onze Lieve
daily) plus a P2Y,, inhibitor for 12 months (group 1), very-low-dose rivaroxaban (2.5 mg \‘hwvle Gumu‘: (o'["v‘c')'.y Amu‘ud‘:v

rwice daily) plus DAPT for 1, 6, or 12 months (group 2), or standard therapy with a dose- (FW.V.); Janssen Pharmaceuticals, Titus
adjusted vitamin K antagonist (once daily) plus DAPT for 1, 6, or 12 months (group 3). Yie (V. M & o;"::,’l o
tl:ht primary safety outcome was dmmlly sxgmﬁam bkedmg (a composme of mm:dn;r Mc:,ul Centwl.J Newark (»:_Rc_) S :on»
leeding or minor bleedi I i in New Jersey; University of Birmingharr
. nmir blce:h :8 medical zm-nnon). L Institute of Cardiovascular Sciences, Cits
ng requiring Hospital, Birmingham, United Kingdorn
RESULTS (GY.H.L); Aarhus University Hospita
The rates of clinically significant bleeding were lower in the two groups receiving rivar- x“"“' D;"""‘:"s “:’P“I;"‘ :"‘gl"’“’
oxaban than in the group receiving standard therapy (16.8% in group 1, 18.0% in group 2, pevearcs ,M;',:"',: é.}m'.)}n, Nc'(E‘;',';j
and 26.7% in group 3; hazard ratio for group 1 vs. group 3, 0.59; 95% confidence interval and the Centre for Cardiovascular Sc:
(CIJ, 047 t0 0.76; P<0.001; hazard raio for group 2vs. group 3, 0.63; 95% CI, 050 10 0.80;  #nce: Universty of Edinburgh and Roya
1'<0.001). The rates of death from cardi lar causes, ion, or stroke :':;z:’,:’;::: mfm D,‘{;,‘.‘,‘;‘,f,‘,
\\m similar in the three groups (Kaplan-Meier csnmzns. 6. 5% il in group 1, 5.6% in group Harvard Medical School, Beth Israc
2, and 6.0% in group 3; P values for all Deaconess Medical Center, 330 Brook
line Ave., Overland 540, Boston, MA 02215
CONCLUSIONS o’r‘:l :pMnoMs:nO;.Nmrd.m
In participants with atrial fibrillation undergoing PCI with placement of stents, the admin- . = N i
istration of either low-dose rivaroxaban plus a P2Y,, inhibitor for 12 months or very-low- ms" at NET:N& - ‘
dose rivaroxaban plus DAPT for 1, 6, or 12 months was associated with a lower rate of N Engl) Med 2016375242334,
clinically significant bleeding than was standard therapy with a vitamin K antagonist plus oot 10.1056/NEMoa1611594
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Rivaroxaban 15 mg OD*# plus P2Y12 inhibitorY

>
Populace pacientis .
LI NP Eé a Yt {BUESNS Rivaroxaban 2.5 mg BIDZ  Rivaroxaban 15 mg OD*
LISNB A &G Sy LINE R¥ plus DAPTA plusn2 zk od 8Bk ov §
- A= DAPTL, 6 . ”
LISNXY I y Syl I -
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VKA (INR2.013.0)5F 1 VKAplusnz2zkod§vikov§
plus DAPTA : ASA :
> >
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I I
1 I
: !
D®| RA®PT (1, 6 nebo Konec | ®|
12mis2 9T (12mNDs3c T

*CrCl 3@49 ml/min: 10 mg ODfirst dose 7296 hours after sheath removdiglopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 13884 (7§100 mg daily) plus clopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15¥s)t;, dose 1296 hours after sheath removal
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RE-DUAL PCI: Dual antithrombotic
therapy with dabigatran after
percutaneous coronary intervention in
patients with atrial fibrillation
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7 §




DAPTTggiddihae §€20120 ICHS(HI S, AED a |




