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Kontrola INR neni zdaleka idealni

Meta-analysis shows that only 56% of measured INRs are within
the ideal rangel?®!
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Terapeuticky efekt warfarinu je vyrazné zavisly
na TTR

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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GARFIELD : Jsme daleko od optima...
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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.



Lé¢ba fibrilace sini v CR

- 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




% lé¢enych pacientu s FS v PP a SP
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Mortalita prvni ischemické CMP - etiologie FS
ano/ne
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Mytus: Riziko CMP :
Paroxyzmalni x perzistujici FS

1.00- 1.00-
0.95- 0.95-
Paroxysmal
Permanent
0.90- 0.90-
0.85- 0.854
HR 1.10 @5% C10.78-1.56)
F=0.54 =
0.80- 0.80- R0:58
I I ] L] T L 1 ] T T
0 1 2 3 4 (years) 0 1 2 3 4 (years)
Atrisk

Index lyear 2years 3years 4years

PyAF 855 751 68% 630 10
PermAF 1126 510 T4 638 29




Nova klasifikace: Kryptogenni x ESUS CMP

I Kryptogenni

[
Cévné mladsi Starsi cévné
—do 50 r? nad 50-60 r?

Paradoxni [FES e /A Paroxysmalni Ateromatoza
FS aorty
ESUS: Embolic Stroke od UndetM/




EHRA CONSENSUS DOCUMENT
Soucasné moznosti screeningu FS
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NOACs demonstrovaly napfi¢ vSsemi molekulami
bezpecnost a efektivitu

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

a. Ruff C, et al. Lancet. 2014,383:955-962. Lékaiska fakulta )
b. Hirschl M, et al. Vasa. 2014;43:353-364. Univerzity Palackého [. INTERNI KLINTKA
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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.



Vyskyt fibrilace sini u pacientu s chronickou
renalni insuficienci

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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Instabilni plat u pacientu s akutnim koronarnim
syndromem podstupujicim PCl

Plaque iUPtUN ~ ™

STEMI/primary PCI

B

Granule —» ADP
ATHI secretion

W—l

Thrombin Glycoprotein lib/llla
activation

4 » Fibrin+platelet aggregation
\__W_J

Platelet-fibrin
clot ¥ events

Fibrinogen
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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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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.
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Ano, mame dostatek dukazu a novinky...

|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*

VOL. 375 NO, 25

ESTABLISHED IN 1812

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




Studie WOEST:
Je nezbytna triple terapie s ASA?

Studie malého méritka, oteviena (N=573) srovnavajici bezpecnostni vysledky triple terapie
(VKA plus clopidogrel plus ASA) vs dudlni terapie (VKA plus clopidogrel): 69 % pacienti ve

studii WOEST mélo AF.
Vysledky bezpecnosti Vysledky ucinnosti
50 1 507 B VKA plus clopidogrel (dual
g < therapy) (n=279)
o 407 o 407 B VKA plus clopidogrel plus ASA
% = (triple therapy) (n=284)
S 30 - 5 30 -
(&) (&)
= <
2 20 1 2 20 - Sila studie pro prukaz Gcinnosti
-lc—UJ -
E = 23% 14% 31%
£ 10 -1 c 10 -
> S *
©) @) . -
0 - 0 -
Any bleeding  TIMI major  TIMI major + Death Mi Stroke

minor

Dualni terapie byla spojena se signifikantné nizSim vyskytem krvaceni a celkovou mortalitou ve
srovnani s triple terapii pri podobném vyskytu trombotickych prihod.
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Design studie PIONEER AF PClI

Design: Oteviend, randomizovanad, kontrolovana bezpecnostni studie faze Illb

Rivaroxaban 15 mg OD*# plus P2Y12 inhibitor*
.

Populace: pacienti s

paroxysmalni, Rozhodnuti Rivaroxaban 2.5 mg BIDT  Rivaroxaban 15 mg OD*

i FS DAPT: 1, 6 > >,
permanentni nebo 12 ; .
podstupujici PCl s mésici i :
implantaci stentu : :

VKA (INR 2.0-3.0)" 1 VKA plus nizkodavkova 1
plus DAPTS : ASA :
> >
1 [
1 I
1 1
1 I
Délka DAPT (1, 6 nebo Konec lécby
12 mésicu) (12 mésicu)

*CrCl 30-49 ml/min: 10 mg OD; *first dose 72—96 hours after sheath removal; *clopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15%); $ASA (75-100 mg daily) plus clopidogrel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15%); Tfirst dose 12—96 hours after sheath removal
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Obé strategie prokazaly vyznamné zlepseni
v parametru bezpecénosti lécby

Rivaroxaban 15 mg OD plus P2Y12 inhibitor (prevazné clopidogrel) vs VKA plus DAPT: HR=0.59; (95% Cl 0.47-0.76);
p<0.001
Rivaroxaban 2.5 mg BID plus DAPT vs VKA plus DAPT: HR=0.63 (95% Cl 0.50-0.80); p<0.001

20 - RRR
e 41 %
g 26.7%
\m p—
S 2
= s ARR
S 5 9.9%
2 un o=/
() (0
€ 18.0%
o <
£ E 16.8%  nNNT=12 NNT=11
€ X
= ©
s 3
': 5 B Group 3 (VKA plus DAPT)
S B
© >N Group 2 (Rivaroxaban
£ 9 2.5 mg BID plus DAPT)
E Group 1 (Rivaroxaban
- 15 mg OD plus P2Y12 inhibitor

0 T 1 I I | — pFevazné clopidogrel)
0O 30 60 90 180 270 360

Dny




REDUAL-PCI Study

RE-DUAL PCI: Dual antithrombotic
therapy with dabigatran after
percutaneous coronary intervention in
patients with atrial fibrillation




Primary Endpoint: Time to first ISTH major
or clinically relevant non-major bleeding event

40 - 40 -
HR: 0.52 (95% Cl: 0.42-0.63) Warfarin HR: 0.72 (95% Cl: 0.58-0.88) )
35 4 Non-inferiority P<0.0001 triple therapy 35 4 Non-inferiority P<0.0001 ":V.a'l'fat’l""
P<0.0001 P=0.002 riple therapy
30 - 30
8 251 25 A
g 20 20 | Dabigatran 150 mg
% dual therapy
>
Z 15 | Dabigatran 110 mg 15 |
.‘g“ dual therapy
& 10 A 10 A
5 5 -
0 T T T T T T T T 0 T T T T T T T T
0 90 180 270 360 450 540 630 720 0 90 180 270 360 450 540 630 720
Time to first event (days) Time to first event (days)

Full analysis set presented. HRs and Wald Cls from Cox proportional-hazard model. For the dabigatran 110 mg vs warfarin comparison, the
model is stratified by age, non-elderly vs elderly (<70 or 270 in Japan and <80 or 280 years old elsewhere). For the dabigatran 150 mg vs
warfarin comparison, an unstratified model is used, elderly patients outside the USA are excluded. Non-inferiority P value is one sided
(alpha=0.025). Wald two-sided P value from (stratified) Cox proportional-hazard model (alpha=0.05)

7 §




Primary endpoint: ISTH major or
clinically relevant non-major bleeding event

351 HR: 0.52 (95% Cl: 0.42-0.63) .
_30 4 P<0.0001 HR: 0.72 (95% CI: 0.58-0.88)
S P=0.002
825 - $
[\}] .
§ 20 - ARR: 5.5%
= ARR: 11.5%
8 15 A
210 A
0 a T T T
Dabigatran 110 mg Warfarin triple Dabigatran 150 mg Warfarin triple
dual therapy therapy dual therapy therapy
(n=981) (n=981) (n=763) (n=764)

Wald two-sided P value from (stratified) Cox proportional-hazard model (alpha=0.05). ARR, absolute risk reduction
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DAPT guidelines ESC 2017: ICHS, FS a PCI

Algorithm for dual

antiplatelet therapy

(DAPT) in patients

with an indication for

oral anticoagulation
undergoing
percutaneous
coronary
intervention (PCl)

www.escardio.org/fguidelines

Time from
treatment
initiation
1mo. «feees
O OR 0
3 MO; wsikeind n

6 MO. tedeeses

12M0. b

Beyond

12mo. ¢

Triple Therapy
up to 6 mo.

Dual Therapy

up to 12 mo.

Dual Therapy up to 12 mo.

Dual Therapy

up to 12 mo.
Closs o A
= Aspirin
= Clopidogral

a s >

8] - Cral articoagulation

2017 E3C Focused Update on DAPT in Coronary Artery Disease, devalopad in collaboration with EACTS 40

{European Heart Journal 2017 - ¢0i:10.1093 feurheartj/fahx419)
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Design studie Compass

Stable CAD or PAD
2200 with a primary outcome event

Rivaroxaban 2.5 mg twice daily
602 sites, plus aspirin 100 mg

33 countries

| Rivaroxaban 5 mg twice daily

Screening Run-in
Period Period

Aspirin 100 mg

Expected follow-up
3 to 4 years

Bosch J, et al. Can J Cardiol. 2017;33:1027-1035;
Clinicaltrials.gov NCT01776424 ;; W V
KOMPLEXNI
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Dual Pathway Inhibition with Rivaroxaban Vascular Dose
2.5 mg bid + Aspirin Reduced CV Death, Stroke and Ml

10
Aspirin 100mg od
Rivaroxaban 5mg bid -
8 Rivaroxaban 2.5mg bid + Aspirin 100mg od -
g
3
& 67
©
3]
£
)
=
g 47
=}
£
3
MACE* HR (95% Cl) p-value
2] Aspirin 100mg OD 5.4
Rivaroxaban 5mg BID 4.9 0.90(0.79-1.03) 0.12
Rivaroxaban 2.5mg BID +
04 &# Aspirin 100 mg OD 4.1 0.76 (0.66-0.86) <0.001
T T T 1
1 2 3
Number at risk Year
Aspirin 100mgod 9126 7808 3860 669
Riva 5mg bid 9117 7824 3862 670
Riva 2.5mg bid +
Aspirin 100mg od 9152 7904 3912 658




31% RRR in MACE or MALE Including Major
Amputation with Rivaroxaban 2.5 mg bid +
Aspirin Versus Aspirin in Patients with PAD

wn
s
= == Aspirin
['r [ Rivaroxaban
D -
E o o " Rivaroxaban + Aspirin
T S
vl
N
©
T
@
=
a
='e)
£ 2
3 O
8]
Rivaroxaban 2.5 mg bid + aspirin 100 mg vs aspirin 100 mg: HR 0.69 (0.56-0.85),
p=0.0003
o Rivaroxaban 5 mg bid vs aspirin 100 mg: HR 0.84 (0.69-1.02), p=0.08
d_
I T T 1
0 1 Year 2 3
Number at risk
Rivaroxaban 2474 2023 864 147

COMPASS %
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Kardioverze FS

Need for cardioversion
(electrical or medical)

- Inquire patient about adherence to NOAC intake.
- Make note about patient answer in the chart.

v

v

Deemed well-adherent

Doubt about adherence or
deemed high-risk for left
atrial thrombus:

- Perform TOE

Insufficient data on
safe substitution of
LMWH/UFH by NOAC

v

Stick to existing
institutional practice,
i.e.

- LMWH and/or UFH
- With/without TOE

Goal = early CV

- Start NOAC 24h
before CV
- Perform TOE
before CV
(until more data from

Goal = late CV

- Treat with NOAC for
23w and ensure
adherence

ongoing trials)

{

l

If TOE detects atrial thrombus: postpone CV after longer period of anticoagulation, with repeat TOE
(No data on best strategy: converting to (heparin + ) VKA OR continuation of NOAC (trials ongoing) )

v

Cardiovert

v

Continue NOAC for at least 4 weeks (longer based on CHA,DS,-VASc)

)




X-VERT Study

Efficacy, n (%)*

Primary end-point
Stroke
Haemorrhagic stroke
Ischaemic stroke
TIA
SE
Ml
Cardiovascular death

All-cause death

0.50 (0.15-1.73)

n= 567
4(0.71)
2 (0.35)
2(0.35)
0

0

0

1(0.18)
3(0.53)
3(0.53)

n=277
3(1.08)
1(0.36)
0

1(0.36)
0

1(0.36)
0

2(0.72)
3 (1.08)

n=411

n=215
2 (0.93)
1(0.47)
0
1(0.47)
0
0
1(0.47)

Safety, n (%)°
Major bleeding
Fatal
Critical site
ICH
Hb decrease >2 g/dL

Transfusion >2 units RBCs or
whole blood

Total by treatment
Rivaroxaban = VKA
n=978 n =492
5(0.51) 5(1.02)
2(0.20) 2(041)
2(0.20) 0

0 2(041)
0 0

0 1(0.20)
1(0.10) 1(0.20)
4(0.41) 2(041)
5(0.51) 3(0.61)
n= 988 n= 499
6(0.61) 4(0.80)
1(0.10) 2(040)
2(0.20) 3 (0.60)
2(0.20) 1(0.20)
4 (0.40) 1(0.20)
3(0.30) 1(0.20)

0.76 (0.21-2.67)

n=575
3(052)
1(0.17)
2 (035)
2 (0.35)
1(0.17)
1(0.17)

n = 284
3 (1.06)
(0.70)
(0.70)

(0.35)

2
2
0
1
1(0.35)

n=413
3(0.73)
0
0
0
3(0.73)
2(0.48)

n=215
1(0.47)




ENSURE-AF Study

20 - @EEdoxaban
O Enoxaparin + Warfarin (mean TTR = 70.8%)

OR (95% Cl):
OR (95% Cl): 0.50 (0.08-2.36)

0.46 (0.12-1.43) I |
| | OR (95% Cl): 1.2%

0.40 (0.04-2.47
1.0% ( )

|
0.8%

1.5 A

1.0 A |

0.5 -

Composite of Stroke, SEE,
MlI, and CV Death, %

0.0 -

Total by Treatment TEE Stratum Non-TEE Stratum
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ENAMATE Study
Stroke/Systemic Embolic Outcomes

Apixaban (events: 0/753)
0.020 Heparin/VKA (events: 6/747)

*  5Sischemic, 1 hemorrhagic stroke with 0 systemic embolic events

0.015 -

0.010 -

0.005 - I.I P=0.0164

0.000 -

Proportion of patients
with stroke/SE

0 30 60
Time to stroke/SE (days)

90

Number at risk
Apixaban 752 6145 199 55

Heparin/VKA 747 65 231 88

One patient’s adjudicated stroke date was one day prior to randomization; thus at Day 0, only 1499 were at risk for stroke. No patients had SE.
ITT population. SE = systemic embolism

apixaban 753 pts — 0 CMP, 3 zavazna krvaceni, 2 umrti
heparin/warfarin 747 pts — 6 CMP, 6 zdvaz"n)?ch krvaceni, 1 umrti

http://www.clinicaltrialresults.org/Slides/ESC2017/EMANATE_ Lékaiska fakulta )
Ezekowitz.pdf Univerzity Palackého |. INTERNI KLINIKA
v Olomouci KARDIOLOGICKA
FAKULTNI NEMOCNICE OLOMOUC
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Vil:Jake NOAC pro jaker

v

- 4

EJOp

Lékarska
fakulta

Univerzita Palackého
v Olomouci

aclenta

Once a day?

Edoxaban or
Rivaroxaban

v

Reduction in
ischemic stroke

Dabigatran

v,

KOMPLEXNI

KARDIOVASKULARNI CENTRUM

(441

Safety (lower
bleeding risk)

Apixaban or
edoxaban

Dose reduction
protocol

Edoxaban




Prukaz efektu NOACs u jednolivych indikaci

Fibrilace . Snizeni .
+ +

Dabigatran + - +

<+ —

Rivaroxaban + + - + + + +

Apixaban + + - - + - +

Edoxaban + + - - + — -

Betrixaban studie - - - + - =




Individudini skupiny pacientu a charakteristiky

Asijsti Stari Renalni Pfedchozi HASBLED Rekurentni Preference Mensi
pacienti Pacienti selhani GE krvaceni skore > 3 CMP pro 1x denné || pravdépodobn
(navzdory ost benefitu
|écbé VKA) VKA
\ V \l/ \ Vv \l/ y
Zvazit léky s Zvaiit Zvazit léky s Zvazit léky s Zvazit léky s Zvazit léky s Zvaizit1ék s Misto VKA zvazit
nizsim pfidruzena nizsim nizsim rizikem nizsim rizikem vyssi ucinnosti v moznosti rovnou podavani
rizikem onemocnén rizikem GE krvaceni extra- prevenci podavani 1x NOAC
krvaceni ialékys krvaceniu kranidlniho embolické CMP denné
nizsim pacientl s krvaceni a nizsim rizikem
rizikem rendlnim extra-kranialniho
extra- postizenim krvaceni
kranialniho
krvaceni

7 §
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Studie RACE 3

Risk factor driven upstream therapy is superior to
conventional therapy for maintenance of sinus rhythm
in patients with early persistent AF and heart failure

PE: Presence of sinus rhythm, defined as sinus rhythm
during at least 6/7th of assessable time, at the 7-day
Holter at 1-year

http://www.clinicaltrialresults.org/Slides/ESC2017/RACE%203_Van%20Gelder.pdf : @ v
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MRAs, ACE-Is and ARBs were dosed aiming to the
highest tolerated dose

Blood pressure target was < 120/80 mmHg

Statins were prescribed at the recommended dosages
Physical activity and exercise maintenance

Dietary restrictions and drug adherence

http://www.clinicaltrialresults.org/Slides/ESC2017/RACE%203_Van%20Gelder.pdf c ’ @ V
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Vysledky RACE 3

: umece . -
¥ Primary endpoint >
@ et Sinus rhythm at 1-year
5 o - 75% 63%
©
Q 60 -
=
X 40 A
20 A
O - 5
Upstream Conventional
Odds ratio 1.765
3 Lower 95% confidence limit 1.115
> " Nethertands e D
o Sleartinstite — gyperiority hypothesis is proven p=0.021 é Hartstichting




Study the effectiveness of catheter ablation of atrial
fibrillation in patients with heart failure in improving
hard primary endpoints of mortality and heart failure
progression when compared to conventional standard
treatment

Primary Endpoints:

All-cause mortality
Worsening heart failure Admissions

http://www.acc.org/latest-in-cardiology/articles/2017/08/16/13/24/sun11am-castle-af-catheter-ablation-conventional-therapy-patients-afib-lv-dysfunction-esc-2017
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Study Design— CASTLE-AF

Investigator initiated, Prospective, Multicenter ( 31 sites, 9 countries),
Randomized, Controlled

CASTLE-AF

3013 pts 179 pts
Eligibility
Assessment

153 pts (26 cross-overs)

21 pts excluded Ablation

ICD/CRT-D check
200 pts Adverse event documentation
Echocardiography

Enrolled/ Run-in § weeks . 6-minute walk test
£ollow:up: 3.6, 12, 24, £6,45, 60 months Optimization of medication for HF

-Home Monitoring programming
197 pts NYHA, weight, BP, QoL
Patients’ diary

13 pts excluded

165 pts (18 cross-overs)

http.//www.acc.org/latest-in-cardiology/articles/2017/08/16/13/24/sun11am-castle-af-catheter-ablation-conventional-therapy-patients-afib-Iv-dysfunction-esc-2017
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All-Cause Mortality Cardiovascular Mortality

—

;‘q_bx\_\\ Ablation
g

HR, 0.49 (95% ClI, 0.29- 0.84); P=0.009
HR, 0.53 (95% Cl, 0.32-0.86); Conventional

Log-rank test: P=0.008

12/3 H°Fifa'ik/‘F275I@-°‘f?24/1q 2/5/190 2/17/19 12/31/1 1/12/19 1/24{3Oru5 08 R/4794 9
899 00 00 Risk Rgductionyt7% 899 00 00 0 00

12:00:0 12:00:0 12:00:0 12:00:0 12:00:0 12:00:0 12:00:0 12:00:0 12:00:0 12:00:0
oAM OAM OAM OAM O0AM OAM OAM OAM O0OAM O0AM

Follow-Up Time (Months) Follow-Up Time (Months)

>
5=
0
©
0
(=]
1™
a
©
2
>
1
=
n

Survival Probability

179 154 130 94 71 i 179 154 130 94 71
Conventional 184 168 138 97 63 Conventional 184 168 138 97 63

http.//www.acc.org/latest-in-cardiology/articles/2017/08/16/13/24/sun11am-castle-af-catheter-ablation-conventional-therapy-patients-afib-Iv-dysfunction-esc-2017
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I: Volba konkrétniho primého peroralniho
antikoagulancia ma byt prisné individualni — posouzeni
rady kritérii:

1. Co je primarnim medicinskym cilem

. Jak rizikovy — fragilni je pacient

. Jaké ma komorbidity

. Jaké ma renalni funkce

o B~ W N

. Posouzeni otazky compliance a dlouhodobé
perzistence k lécbé

@)

. Jaké je zivotni perspektiva pacienta
7. Otazka davkovani — nesniiovat neindikované davky
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V.

U pacientu s FS podstupujicim PCl je evidentni
nutnost zmény od trojité terapie k dualni terapii
(NOAC + P2Y12 inhibitor) = snizeni rizika krvaceni,
identicka bezpecnost

Pravdépodobna je i indikace NOAC + ASA u pacientu
se stabilni ICHS, PAD

Kardioverze na NOAC je bezpecna a ma byt
provadéena

Prichod dalsich indikaci Ize jisté ocekavat...

Lékarska fakulta 5
Univerzity Palackého I. INTERNI KLINI [<A
v Olomouci KARDIOLOGICKA
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Srovnani podminek ihrady NOACs v CR x SR

Pripravek je hrazen v prevenci cévni mozkové prihody a systémové embolie u dospélych
pacientl s nevalvularni fibrilaci sini indikovanych k antikoagulaéni |é¢bé pfi
kontraindikaci warfarinu, tj.:

I e

a) chronicka liecba warfarinom nie je
dostatocne kontrolovana v terapeutickom
rozmedzi INR 2-3, t.j. dve merania zo

) ) Siestich nie su v takto uvedenom
PRIMARNI PREVENCE terapeutickom rozmedzi,

b) za prvé tri mesiace od zacatia liecby
warfarinom sa nedosiahne terapeutické
rozmedzie INR 2-3 alebo

c) lie¢ba warfarinom je kontraindikovana.

a) nemoznost pravidelnych kontrol INR

b) nezadouci Ucinky pti [écbé warfarinem

c) nemoznost udrZet INR v terapeutickém
rozmezi 2,0 - 3,0; tzn. 2 ze 6 méreni
nejsou v uvedeném terapeutickém
rozmezi

d) rezistence na warfarin, tj. nutnost podavat
denni davku vice nez 10 mg

a) nemoznost pravidelnych kontrol INR

b) nezadouci ucinky pri lé¢bé warfarinem

¢) nemoznost udrZet INR v terapeutickém
rozmezi 2,0 - 3,0; tzn. 2 ze 6 méreni
nejsou v uvedeném terapeutickém
rozmezi

d) rezistence na warfarin, tj. nutnost podavat
denni ddvku vice nez 10 mg

SEKUNDARNI PREVENCE PRVNI LINIE




1. NOAC v prvni linii v sekundarni prevenci TIA/iCMP

2. Odbourani stavajicich limitaci platc zdravotni péce =
respektovani guidelines

3. NOAC po prislusné detailni edukaci v rukou PL
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