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Opodstatneni pro
antikoagulacni lecbu FS
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Embolicke mozkove prihody
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rmbus v ousku levé sine



Riziko mozkovych prihod
podle veku

Podle Stroke 1991:22:983-5 L s S L n Iﬁ



CMP v dusledku FS je zavaznéjsSi nez CMP jiné
etiologie bez ohledu na vek
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‘Major’ risk factors
risk factors

Heart failure or moderate to
severe LV systolic dysfunction
(e.g. LV EF <40%)
Hypertension - Diabetes mellitus
Female sex - Age 65—74 years
Vascular disease®

Previous stroke, TIA,
or systemic embolism

Age >75 years

‘Clinically relevant non-major’

CHA2DS2VASc skore a
vyskyt mozkovych
prihod

CHA DS,-VASc
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Patients (n=7329) Adjusted stroke
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4 | 718 4.0%
Congestive heart failure/LV dysfunction I 5 | 159 6.7%
Hypertension I 6 579 9.8%
Age =75 2 7 294 9.6%
Diabetes mellitus I 8 82 6.7%
Stroke/TIA/thrombo-embolism 2 9 14 15.2%
Vascular disease? I ) .

ESC Guidelines, Eur Heart J 2012
Age 65-74 I
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Rada rizikovych pacientu ma nemé mozkové
infarkty a ty jsou ¢astéjsi u pacientu s FS
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Uginnost warfarinu v primarni prevenci
mozkovych prihod pri FS

— 8 O Controls

ﬁ - 01 B Warfarin

8 6

S | P03 Fx.002 P<.001

2 P<.001

%5 4 P>.20

= -

L o4

s |

w N

AFASAK SPAF BAATAF CAFA SPINAF Total

Risk reduction (%) 58 67 86 42 79 68
95% CI (%) 7T-81 2186 5196 64-80 5290 50-79

Ezekowitz MD, Falk RD. Mayo Clin Proc. 2004;79(7):904-913 KLINIKA KARDIOLOGIE n IRE




Uzké

terapeutické rozmezi warfarinu
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Ansell, J, et al. J Thromb Thrombolysis (2007) 23:83-91
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Kdyz warfarin, tak | NOAK...




Metaanalyza 4 studii 3. faze s NOAK

* RE-LY (Randomized Evaluation of Long Term Anticoagulation Therapy)
+ Dabigatran 150 mg BID; Dabigatran 110 mg BID

Dabigatran?

* ROCKET-AF (Rivaroxaban Once-Daily Oral Direct Factor Xa Inhibition

. 2 Compared with Vitamin K Antagonism for Prevention of Stroke and Embolism
Rivaroxaban Trial in Atrial Fibrillation)

* Rivaroxaban 20 mg QD

_ * ARISTOTLE (Apixaban for Reduction in Stroke and Other Thromboembolic
Apixaban3 Events in Atrial Fibrillation)
» Apixaban 5 mg BID

+ ENGAGE AF-TIMI 48 (Effective Anticoagulation with Factor Xa Next
Edoxaban? Generation in Atrial Fibrillation-Thrombolysis In Myocardial Infarction)

+ Edoxaban 60 mg QD regimen; Edoxaban 30 mg QD regimen

1. Connolly SJ et al. N Engl J Med 2009;361:1139-1151;
2. Patel MR et al. N Engl J Med 2011;365:883-891; ; KLINICKE A £ : IKF
3. Granger CB et al. N Engl J Med 2011;365:981-992; KLINIKA KARDIOLOGII M

4. Giugliano RP et al. N Engl J Med 2013;369:2093-2104.



Zakladni charakteristiky

RE-LY ROCKET-AF ARISTOTLE ENGAGE AF
(Dabigatran) (Rivaroxaban) (Apixaban) (Edoxaban)

Randomized, n 18,113 14,264 18,201 21,105
Age, years 72+9 73 [65-78] 70 [63-76] 72 [64-78]
Female, % 37 40 36 39

@ CHADS, score 2.1 3.5 2.1 2.8
Paroxysmal AF, % 32 18 15 25

Prior stroke/TIA, % 20 55 19 28

VKA naive, % 50 38 43 41
Aspirin use, % 40 36 31 29

Median follow-up, years 2.0 1.9 1.8 2.8

Median TTR, % 66 58 66 68

N ™ A

1. Connolly SJ et al. N Engl J Med 2009;361:1139-1151; 2. Patel MR et al. N Engl J Med 2011;365:883-891;
3. Granger CB et al. N Engl J Med 2011;365:981-992; 4. Giugliano RP et al. N Engl J Med 2013;369:2093-2104.




Porovnani ucinnosti NOAK proti warfarinu:
mozkove prihody a systemove embolizace

Study Relative risk (95% CI) Relative risk (95% ClI) NOAC events Warfarin events
RE-LY* | . | O'Gg:(%'.ggbofz) 134/6076 199/6022
ROCKET AFt I 0'8852'07.51_21'03) 269/7081 306/7090
ARISTOTLE#* } o.sop(:c>d§()71-g.95) 212/9120 265/9081
ENGAGE AF-TIMI 485 088;2& A 296/7035 337/7036
Combined SO SORelY) 911/29,312 1107/29,229

-19% redukce

I—T—l

p<0.0001

05 <

> 1.5

Fa\;ours NOAC

*Dabigatran 150 mg BID; rivaroxaban 20 mg QD;
tapixaban 5 mg BID; §edoxaban 60 mg QD regimen

Ruff CT et al. Lancet 2014; 383: 955-62

Favours warfarin
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Porovnani bezpecnosti NOAK proti warfarinu:

vetsi

krvaceni

Study Relative risk (95% CI) Relative risk (95% CI) NOAC events Warfarin events
RE-LY* H—C 0'943253;1'07) 375/6076 397/6022
ROCKET AFt | LI (9'90'1'18) 395/7111 386/7125
p=0.72
ARISTOTLE? —e— S (AR 327/9088 462/9052
p<0.0001
ENGAGE AF-TIMI 488 GG Al 444/7012 557/7012

Combined

-149% redukcé T

p=0.0002

0.86 (0.73-1.00)

p=0.06 1541/29,287

0.%
Favours NOAC

*Dabigatran 150 mg BID; rivaroxaban 20 mg QD;
tapixaban 5 mg BID; $edoxaban 60 mg QD regimen

Ruff CT et al. Lancet 2014; 383: 955-62
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Favours warfarin
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VétsSina pacientti s FS by
meéla byt optimalné
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‘ s Il'-\h
Bez ﬁy Indik.uuina ;Il'tl'iiﬂi
osudve konraindika
P aindikace
Zvaite OAC Korig ult: rI:IE'H‘EI'IIbI"'II
(1aB) ;| rizikové faktory pro
y krvaceni i
/ N
v ‘ l\.
Cihak R, et al. U oacients ) \
e v
Cor et Vasa 58 (2016) e636—e683 s fasnymi
kontraindikacemi R “« v

OAC lze zvazit TALNI MEDICINY 1K
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Okluze ouska leve siné k prevenci tromboembolismu u
rizikovych nemocnych s kontraindikaci antikoagulacni leCby
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KLINIKA KARDIOLOGIE n llﬁ/‘



Perkutanni okluze ouska LS: indikace

« Rekurentni CMP navzdory ucCinné antikoagulacni
|écbé

 Predchozi intrakranialni krvaceni

 Rekurentni krvaceni do traviciho traktu

* Pridruzena onemocnéni (mikrokrvaceni do mozku,
nekontrolovana hypertenze)

« Koagulopatie (trombocytopenie, myelodysplasticky sy)
* Intolerance k novym antikogulanciim

Lewalter T, et al. Europace (2013) 15, 652656 I L n II&F



Zvlastni situace
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Pacient s fibrilad sini a akutni TIA nebo ischemickou CMP
Vylouéeni nitrolebniho krviceni pomod CT nebo MR
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Zvaite dalii klinické faktory podporujid tasné/oddélené zahdjeni OAC:

Faktory podporujici Casné zahajeni OAC:

Nizkd hodnota NIHSS (< 8):
Maly/zédny mozkovy infarkt podle zobrazovacho
eni

Vysoké riziko rekurence, napf. intrakardidini
trombus podie iografie

Neni tfeba zavadét perkutdnni endoskopickou
gastrostomii

Neni tfeba operovat karotidu

Neni pfitomna hemoragicka transformace infarktu

Klinicky stabilni

Miady padient

Uspokojivd korekce krevniho tiaky

Faktory podporujici oddalené zahajeni OAC:

Vysokd hodnota NIHSS (2 8)

Velkyistiedné velky mozkovy infarkt podie
zobrazovaciho vyletfeni

Potfeba gastrostomie nebo vétsi chirurgické
intervence

Potfeba operovat karotidu

Hemoragické transformace

Neurologicky nestabilni

Stardi pacient

Nekorigovand hypertenze

Jeden den po akutni

(po hemougo: Mrejte po hemotag-cu
ké trans transformad pomod CT
(TneboMRs uptm nebo MR s odstupem
A 6dnd 4 124dn
- o
' v '
4 A 4 >
THi dny po akutni Sest dnl po akutni Dvanéct dnli po
piihodé pfihodé akutni piihodé
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Zahajeni nebo
pokracovani
antikoagulacni
lécby u
pacientu s FS
PO mozkove
prihode nebo
TIA

Cihak R, et al.
Cor et Vasa 58 (2016) e636—e683
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( Pacient s FS vyZadujicd OAC po AKS )
|

Riziko krvaceni nizké
oproti riziku AKS nebo trombdzy
stentu
Casovy odstup od AKS l
00 ( A -
1 mésic — Trojita terapie* (IlaB) NI
3 mésice -
6 mésice -
12 mésicll -

Celozivotné Momtnr:n OAC:(IB) Ilonowa;e OAC:(IB)

v

B oac M Kyselina acetylsalicylova [l Clopidogrel 75 mg denné
75-100 mg denné




Algorithm for dual Patients with an indication for oral anticoagulation undergoing PCI @
antiplatelet therapy ESC

European Society

(DAPT) in patients b Ly
wit:\ ant .lndlcatluzp for 1. from
oral anticoagulation treatment
( treatm - -
undergoing nitiation - WA C KU I CR
percutaneous 1mo. <o = Sy
coronary / h 4 « Aspirin
intervention (PCl) 3MO. wefere | -k = Clopidogrel
\ = Oral anticoagulation
Clopidogrel is 6 MO. weforeee
the only
option to
establish a 12mo. .|
DAPT
regimen
& / Beyond [ oAcakone [Gamie 3]
12mo. ¢ .
www.escardio.org/guidelines 2017 ESC Focused Update on DAPT in Coronary Artery Disease, developed in collaboration with EACTS 14

(European Heart Journal 2017 - doi:10.1093 /eurheartj/ehx419)



Antikoagulacni lecba okolo
invazivnich vykonu
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Cetnost perioperaénich tromboembolickych
a krvacivych komlikaci

A 1 11.83% B 4%
B Thromboembolism 3.32%
10% B Thromboembolism ; .
- B Major Bleeding
N Major Bleeding

8%
E B Any Bleeding
E 6%
£
a . 352%

2.80%
& 1.18% 0.94%

0.52%
0%

Mot Bridged Bridged Afib VTE Mechanical Valves

Spojena data z publikaci Clark et al,
Steinberg et al, Cavalcanti et al, K
Wysokinski et al, studie RE-LY a BRIDGE e e n 1§




Rozhodnuti o preruseni OAK lécby

Pacient na chronické OAK |éCbé periproceduralné

|

Emergentni vykon s vysokym rizikem krvaceni

|

Riziko krvaceni na neprerusené OAK
Nizke Intermediarni vysoke

Tromboembolické

riziko nizké
\ ) ‘1' ‘1' + \ \ 4
Neprerusena OAK  PreruSena OAK PreruSsena OAK, PCC,
reverze
Podle Rechenmacher, S.J. et al. PTITUY SLICKS A ERPERINTALAY o IKE
JACC 2015, 66(12)1392—403 KLINIKA KARDIOLOGIE n M



Rozhodnuti o “bridgingu”

Periproceduralné prerusena OAK

|

Riziko tromboembolismu
Nizke Intermediarni Vysoké

!
Je indikaci k OAK fibrilace sini?
+ -
PrevysSuje jasné riziko tromboembolismu
riziko krvaceni z “bridgingu”

Lol l

Ponechat bez “bridgingu” Zvarzit “bridging”
Podle Rechenmacher, S.J. et al. R ——— IKE
JACC 2015, 66(12)1392—403 KLINIKA KARDIOLOGIE n M



COMPARE-Study

Uninterrupted vs. Interrupted Warfarin in patients undergoing Catheter Ablation

B Mo = Miajesr

a)
Bleoding Bl i

1584 eligible patients were enrolled

I I = %
Underwent randomization and were assigned to: §
A0
v v :
Group 1: warfarin Group 2: Continuous e
discontinuation warfarin i —
(n=790) (n=794)
=100
Underwent catheter ablation, assessed for symptomatic Group 1 Group 2 P
periprocedural TE events at 48 hours post-procedure (Off Warfarin; (On Warfarin; value
v v n=790), n (%) n=794), n (%)
39 Periprocedural TE Total 2 (0.25%) TE events : i 0
vents: (both stroke. no TIA) Major bleeding . 8 3 (0.38%) 0.31
Stroke- 29 (3.7%), (0.76%)
- > . .
TIA- 10 (1.3%) Minor bleeding 174 (22%) 33 (4.1%) <0.001
Figure 1. Study design showing the enrollment and follow-up of 0 0
study patients. TE indicates thromboembolic; and TIA, transient Pseudoaneurys 25 (3.2%) 4(0.5%) et
ischemic attack. m

Di Biase L, et al. Periprocedural Stroke and Bleeding Complications in L AN G Ao S o et 1K
Patients Undergoing Catheter Ablation of Atrial Fibrillation With KLINIKA KARDIOLOGIE n %,F‘
Different Anticoagulation Management: COMPARE Randomized Trial.

Circulation 2014;129:2638-2644.



y

Prospetivni studie s NOAK jako nepreruseneé léeCby
okolo katetriza€ni ablace

NOAC
NOAC dose
NOAC uninterrupted

Comparator
Target INR

Design

Randomization

1%endpoint

Patients (N)
CHADS,VA,Sc

Rivaroxaban
20 mg OD

yes

VKA
2.0-3.0

Rand, open label

1:1
MBE

248
1.6/1.7

Dabigatran
150 mg BID

yes

Warfarin
2.0-3.0

Rand, open label

1:1
MBE

704
2.0/2.2

Apixaban
5 mg BID

yes

VKA
2.0-3.0

Rand, open label

1:1

Death, stroke, MBE

= 650

n.a.

Edoxaban
60 mg OD

yes

VKA
2.0-3.0

Rand, open label

2:1
Death, stroke, MBE

= 450

n.a.
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Co si odnést domu?

Antikoagulacni leCba patfi mezi hlavni pilife klinickeho pristupu k
pacientim s fibrilaci sini

Nova antikoagulancia maji minimalne stejnou ucCinnost jako antagonisté
vitaminu K pfi lepSim bezpecnostnim profilu

V pripadé kontraindikace antikoagulacni IéCby je indikovan katetrizaCni
uzaver ouska leveé siné

Bridging s nizkomolekularnim heparinem okolo invazivnich vykonu
zvysuje riziko krvaceni a dalsich udalosti

Neprerusena antikoagulacni IéCba warfarinem i NOAK (dabigatran,
rivaroxaban, apixaban) snizuje vyskyt krvacivych komplikaci

INSTIT Kl ICK | I M I iF
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