CMP bez prukazu fibrilace sini - muze
byt lécba NOAK vhodnym postupem?

Jifi Vesely
Kardiologicka ambulance Edumed



Kazuistika |

Muz narozen 1947

Vrozena stenoza paterniho kanalu
Artréza nosnych kloubu

Benigni hyperplazie prostaty



Kazuistika |

2.9.2016 — CMP v zadni cirkulaci manifestni
centralnim vestibularnim syndromem a
levostrannym neocerebellarnim syndromem

nestenozujici ateroskleroza karotické bifurkace
oboustranné

bez zachytu fibrilace sini
zahajena |éCba ASA



Kazuistika |

10/2016 TEE
trombus v ousku levé siné 14 x 9 mm
LS 47 mm

normalni systolicka funkce LK, pritomny
znamky diastolické dysfunkce

platy v aorté do 3 mm
zahajena antikoagulacni lécba warfarinem



Kazuistika |

e 3/2017 kontrolni TEE
* trombus v ousku levé siné neprokazan
* nadale antikoagulac¢ni |écba warfarinem



Kazuistika |

e 2017 ca prostaty pT2cPNOMx, GS7 (4+3) +
minoritni komponenta 5, ISUP grade 3,

e 25.9.2017 - roboticky asistovana radikalni
prostatektomie s panevni lymfadenektomii
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* 2 ze 6 INR mimo terapeutické rozmezi

e LDL cholesterol 3 -4 mmol/I



Kazuistika Il

* Muz narozen 1969



Kazuistika Ii

* XI1/2018 — stredné tézka dysartrie, stfredné
tézka pravostranna hemiparéza, diplopie

* MR: |éze thalamu charakteru embolizacni
prihody

* trombolyza, uprava



Kazuistika Il

e 19.12. dimise
e Lécba: ASA 100 mg denneée



Kazuistika Il: TEE
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Kazuistika Il: TEE
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Ischemické CMP - klasifikace TOAST

Ischemicka CMP
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Adams et al. Stroke 1993; Hart et al. Lancet Neurol 2014
TOAST - Trial of ORG 10172 in Acute Stroke Treatment



Jak vypada okludujici embolus
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Koncept ESUS

Kryptogenni CMP
» Nekompletni diagnostika
= Nezjisténa pricina
» Vice moznych pricin

ESUS:
* NE kardioembolicka

« NE atheroskleroza
extra/intrakranialné,
(stenoza = 50% tepny)

* NE lakunamni infarkt

Hart et al. Lancet Neurol 2014



Koncept ESUS (Embolic Stroke of
Undetermined Source)

Causes of Embollc Stroke of Undetermined Source (ESUS)

— Thxombus tmpped ina j Thrombus overlying an ulceration
patent foramen ovale on a carotid artery plaque

Myxomatous mitral valve with small thrombi L hrombus removed from aortic arch during
attached toa roughened surface surgery from a patient with leg embolus



ESUS - vysoké riziko recidivy

Athens Stroke Registry data
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Béhem 5-tiletého sledovani byla rekurence CMP u pacientu s ESUS 29.0%,
podobné jako u pacientu s kardioembolickou CMP (26.8%), ale vyznamné vyssi nez u pacientu
s nekardioembolickou CMP

N=2731; 10% ischemicke CMP bylo klasifikovano jako ESUS; u =40% pacientu s ESUS byla identifikovan jako
patofyziologicky mechanismus skryta FS. ESUS — embolicka CMP neznamého puvodu
Ntaios et al. Stroke 2015a; Ntaios et al. Stroke 2015b



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rivaroxaban for Stroke Prevention
after Embolic Stroke of Undetermined Source

R.G. Hart, M. Sharma, H. Mund|, S.E. Kasner, S.I. Bangdiwala, S.D. Berkowitz,
B. Swaminathan, P. Lavados, Y. Wang, Y. Wang, A. Davalos, N. Shamalov,
R. Mikulik, L. Cunha, A. Lindgren, A. Arauz, W. Lang, A. Czlonkowska, J. Eckstein,
R.). Gagliardi, P. Amarenco, S.F. Ameriso, T. Tatlisumak, R. Veltkamp,
G.). Hankey, D. Toni, D. Bereczki, S. Uchiyama, G. Ntaios, B.-W. Yoon, R. Brouns,
M. Endres, KXW. Muir, N. Bornstein, S. Ozturk, M_]J. O’Donnell,
M.M. De Vries Basson, G. Pare, C. Pater, B. Kirsch, P. Sheridan, G. Peters,
J.1. Weitz, W.F. Peacock, A. Shoamanesh, O.R. Benavente, C. Joyner,
E. Themeles, and S.). Connolly, for the NAVIGATE ESUS Investigators*



NAVIGATE ESUS -
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ucinnost

Figure 1a. Kaplan-Meier curves for time to first primary efficacy outcome
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Hart RG, Sharma M, Mundl H et al. Rivaroxaban for Stroke Prevention after Embolic Stroke of Undetermined Source. N Engl J
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NAVIGATE ESUS - bezpecnost

Figure 1b. Kaplan-Meier curves for time to first major bleed
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NAVIGATE ESUS - souhrnné vysledky

. u‘ l AboutESO 3 Membership 3 Meetings 3 Projects 3 Resouw

EUROPEAN STROKE
ORGANISATION

MAVIGATE ESUS

Rivaroxaban Group (M=3560%), Aspirin Group (M=3604), n

Qutcome Hazard Ratio (25% Cl)
n (% year) (26/year)
Any recurrent stroke 171(5.1) 158 (4.7) 108 (0.87-1.34)
Ischemic stroke 158 (4.7) 156 (4.7) 1.01(031-1.28)
I5TH major bleeding &2 (1.58) 23(0.7) 272(1.68-439)
Intracerebral hemarrhage 12 (0.3) 3(0.1) 401(1.13-14.2)

Life-threateningor fatal
35(1.0) 15 (0.4) 2.34(1.25-4.29)
bleeding

All-cause mortality &5(1.9) 32(1.5) 1.26(087-1.31)

https://eso-stroke.org
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NAVIGATE ESUS — podskupina s PFO

NAVIGATE: Rivaroxaban vs. Aspirin with PFO
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PFO present: HR 0.54 (0.22-1.36)

Kasner SE , Swaminathan B, Lavados P et al. Rivaroxaban or aspirin for patent foramen ovale and embolic stroke
of undetermined source: a prespecified subgroup analysis from the NAVIGATE ESUS trial.
Lancet Neurol. 2018; (published online Sept 28.)



Antiagragace nebo antikoagulace u PFO
metaanalyza zahrnujici NAVIGATE ESUS

Anticoagulation Antiplatelet Odds Ratio Odds Ratio
Studly or Subgroup Evants Total Ewvemnts Total Weight M-H. Random, 95% Cl Year M-H, Random, 95% CI
PICSS 2002 2 42 B 56 19.2% 0.30 [0.06, 1.49] 2002 =
CLOSE 2017 3 147 7 174  26.4% 039 010, 1.53] 2017 bl
MAVIGATE 2016 7 182 12 197 S4.3% 0.62 [0.24, 1.60] 2018 L
Total (95% CI) 411 4FF 100.0% 048 [D.24, D.96] et
Toalal evenls 12 ir
Heterageneity: Tau®= 000, Chif= 063 df=2 (P=071);, F= 0% I:Ill:lﬁ EI'LE . .5 EIEI
Testfor ovarall effect Z= 2.07 (P = 0.04) Favours anticoagulation Fawvours antiplateled

OR 0.48 (0.24-0.96); p=0.04

No evidence of heterogeneity

Meier B. Optimal stroke prevention in patients with patent foramen ovale. Lancet Neurol.2018 Dec;17(12):1027-1028



JAMA Neurology | Original Investigation
Recurrent Stroke With Rivaroxaban Compared With Aspirin
According to Predictors of Atrial Fibrillation

Secondary Analysis of the NAVIGATE ESUS Randomized Clinical Trial

Jeff 5. Healey, MD; David J. Gladstone, MD; Balakumar Swaminathan, M5c; Jens Eckstein, MD; Hardi Mundl, MD;
Andrew E. Epstein, MD; Karl Georg Haeusler, MD; Robert Mikulik, MD; Scott E. Kasner, MD; Danilo Toni, MD;
Antonio Arauz, MD; George Ntaios, MD; Graeme J. Hankey, MD; Kanjana Perera, MD; Jorge Pagola, MD;

Ashfaq Shuaib, MD; Helmi Lutsep, MD; Xiaomeng Yang, MD; Shinichiro Uchiyama, MD; Matthias Endres, MD;
Shelagh B. Coutts, MD; Michal Karliriski, MD; Anna Czlonkowska, MD; Carlos A. Molina, MD; Gustavo Santo, MD;
Scott D. Berkowitz, MD; Robert G. Hart, MD; Stuart J. Connolly, MD

Figure 2. Kaplan-Meier Curves for Time to First Ischemic Stroke
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JAMA Neurology | Original Investigation

Recurrent Stroke With Rivaroxaban Compared With Aspirin
According to Predictors of Atrial Fibrillation

Secondary Analysis of the NAVIGATE ESUS Randomized Clinical Trial

Jeff 5. Healey, MD:; David J. Gladstone, MD; Balakumar Swaminathan, M5c; Jens Eckstein, MD; Hardi Mundl, MD:
Andrew E. Epstein, MD; Karl Georg Haeusler, MD; Robert Mikulik, MD; Scott E. Kasner, MD; Danilo Toni, MD;
Antonio Arauz, MD: George Ntaios, MD; Graeme J. Hankey, MD: Kanjana Perera, MD; Jorge Pagola, MD:

Ashfag Shuaib, MD; Helmi Lutsep, MD; Xiaomeng Yang, MD; Shinichiro Uchivama, MD; Matthias Endres, MD;
Shelagh B. Coutts, MD; Michal Karliriski, MD; Anna Czlonkowska, MD; Carlos A. Molina, MD; Gustavo Santo, MD;
Scott D. Berkowitz, MD; Robert G. Hart, MD: Stuart J. Connolly, MD

Table 2. Rate of Ischemic Stroke and Association of Rivaroxaban vs Aspirin by Tertiles of HAVOC Score, Frequency of Premature Atrial Contractions,
and Left Atrial Diameter

Rivaroxaban Group Aspirin Group
(n=3563) (n=3549) Rivaroxaban vs Aspirin
AF No. of Events No. of Events
Reported, Randomized, (Events Randomized, (Events Hazard Ratio PValuefor  PValue
Subgroup No.(%)  No. Rate?) No. Rate?) (95%Cl)° Interaction® for Trend
LA diameter, cm
Tertile 1: 0-3.4 24(1.8) 683 43(7.0) 680 22(3.5) 1.97(1.18-3.29)
Tertile 2: 3.5-4 50(3.4) 725 26(3.9) 758 38(5.2) 0.74(0.45-1.21) .02 03
Tertile 3: >4 58(4.9 587 25(4.5) 5890 28(5.0) 0.90(0.52-1.54)
LA diameter, cm
<46 109(3.0) 1808 91(5.5) 1853 17(4.4) 1.23(0.91-1.67) . "
>4.6 23(6.4) 187 3(1.7) 174 11(6.5) 0.26(0.07-0.94)
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Recurrent Stroke With Rivaroxaban Compared With Aspirin
According to Predictors of Atrial Fibrillation

Secondary Analysis of the NAVIGATE ESUS Randomized Clinical Trial

Jeff 5. Healey, MD:; David J. Gladstone, MD; Balakumar Swaminathan, M5c; Jens Eckstein, MD; Hardi Mundl, MD:
Andrew E. Epstein, MD; Karl Georg Haeusler, MD; Robert Mikulik, MD; Scott E. Kasner, MD; Danilo Toni, MD;
Antonio Arauz, MD: George Ntaios, MD; Graeme J. Hankey, MD: Kanjana Perera, MD; Jorge Pagola, MD:

Ashfag Shuaib, MD; Helmi Lutsep, MD; Xiaomeng Yang, MD; Shinichiro Uchivama, MD; Matthias Endres, MD;
Shelagh B. Coutts, MD; Michal Karliriski, MD; Anna Czlonkowska, MD; Carlos A. Molina, MD; Gustavo Santo, MD;
Scott D. Berkowitz, MD; Robert G. Hart, MD: Stuart J. Connolly, MD

Table 2. Rate of Ischemic Stroke and Association of Rivaroxaban vs Aspirin by Tertiles of HAVOC Score, Frequency of Premature Atrial Contractions,
and Left Atrial Diameter

Rivaroxaban Group Aspirin Group

(n=3563) (n=3549) Rivaroxaban vs Aspirin
AF No. of Events No. of Events
Reported, Randomized, (Events Randomized, (Events Hazard Ratio PValue for P Value
L Lo Rate?) No. Rate?) (95%Cl)° Interaction® for Trend

LA diameter, cm

Tertile 1: 0-3.4 24(L8) 300 680 1.97(1.18-3.29)
Tertile 2: 3.5-4 50 (3.4) %6039 758 0.74 (0.45-1.21)
Tertile 3: >4 58 (4.9) 545 589 0.90 (0.52-1.54)

LA diameter, cm
<46 109(3.0) 1808 01(55) 1853 7744  123(091-167)

02 NA

546 2(64) 187 3(L7) 174 1165  0.26(0.07-0.94)



RE-SPECT ESUS - design studie

Primarni cil: jakakoliv cevni mozkova prihoda

Dabigatran (150 nebo 110 mg 2x denné)f
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Index ischemickeé 4 Placebo (matching ASA)

cévni mozkové
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I Ukonceni lécby ! sledovani

Dabigatran neni schvalen pro pacienty s ESUS. "mRS =3, vék 260 nebo 18-59 let s dalSimi rizikowvymi faktory;
TWsichni pacienti dostavali dabigatran 150 mg 2x denné, vyjma vék =75 let nebo clearance kratininu 30-50 ml/imin. Tito
pacienti dostavali dabigatran 110 mg 2x denné. $0 dni—6 mésica u pacienta =80 let s dalSimi rizikowvymi faktory. ESUS —
embolicka cévni mozkova piihoda neznameého puvodu; mRS - modifikované Rankin skdre; R - randomizace;
Boehringer Ingelheim Clinical Trial Protocol, Trial Mo. 1160.189; Diener et al. Int J Stroke 2015
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H.CH. Diener, prezentovano na WSC Modrava 2018



RESPECT ESUS - bezpecnost
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Viner, prezentovano na WSC Modrava 2018



RE-SPECT ESUS - souhrnné vysledky

eSU

EURDPEAN STROKE
CORGANISATION

RE-SPECT ESUS
Outcome

Any recurrent stroke

Ischemic stroke

Dabigatran Group N=24%95, n
(3a/vear)

177 (4.1)

172 (4.0)

AboutESO 3 Membership 3

Aspirin Group, N=26%3, n
(3 year)

207 (4.8)

203 (4.7)

Meetings 3 Projects 3

Hazard Ratio

0.85 (0.69-1.03)

0.54 (0.63-1.03)

(95% CI)

ISTH major bleeding

Intracerebral hemorrhage

Life-threateningor fatal

bleeding

All-cause mortality

77 ({17

32 (0.7)

32 (0.8)

56(1.2)

https://eso-stroke.org

5401.4)

32 (0.7)

45(1.1)

58(1.3)

1.19(0.83-1.66)

0.98 (0.60-1.60)

0.53(0.54-1.28)

0.96 (0.66-1.38)

Resou
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Kazuistika |

Va4 4

Zdivodnéni zadosti:

Pacient prodélal drobnou ischemickou CMP v 9/2016 s trombem v ousku levé siné
dle TEE v 10/2016, indikovana dlouhodoba antikoagulacni Ié¢ba Warfarinem. Navic
ma pacient dalsi rizikové faktory - obezita, hyperlipidémie.

Jedna se o pacienta, kde se pres cetné monitorace INR nedari docilit jeho uspokojivé
setrvavani v terapeutickém rozmezi. Dalsi pokracovani v |IéCbé Warfarinem
povazujeme za léCbu nedostate¢nou (kontraindikaci k warfarinu je nemoznost udrzet
INR v terapeutickém rozmezi 2,0 - 3,0).

Vzhledem k vysledkiim v letosnim roce dokoncené studie Respect - Esus
povazujeme za optimalni metodu antikoagulcni lIécby terapii dabigatranem v davce
2x 150 mg.

Dg. souhrn:

St.po drobné ischemické CMP v zadni cirkulaci manifestni centralnim vestibularnim
syndromem a levostrannym neocerebellarnim syndromem 9/2016 - - v.s.
emboligenni etiologie Trombus v ousku levé siné dle TEE v 10/2016



Kazuistika |

Pacientovi byla dne 11.12.2018 schvalena
|écba Pradaxou po dobu 6 mésicu.

12.12.2018 zahajena lécba
Pradaxa 150 mg 1-0-1

Do dnesniho dne bez krvacivych komplikaci a
oez CMP Ci SE




Kazuistika Ii

* 19.12.2018 vysazena ASA, zahajena lécba
Pradaxou 150 mg 1-0-1

* Odbéry na trombofilni stav
* EKG holter — 6 dnu



Kazuistika Ii

Leden 2019
Zvysena hladina F VIII (195%)

EKG H: béhy komplexu supraventrikularniho
puvodu

Kontrolni TEE — obdobny nalez



Kazuistika Ii

Unor 2019 — implantovan REVEAL

Dosud nezachycena fibrilace sini, pacient bez
krvacivych prihod, bez recidivy CMP ¢i SE




~Je mnohem snazsi popsat
onemocneni nez jeho lecbu.

Onemocneni je v rukou prirody a
bedlivy pozorovatel s primerenym
usudkem nemiize selhat v jeho
popisu.

Lécbha bude vzdy podléhat
vrtochiim, nepresnostem a lidskym

omyliam. "

William
Withering
(1741-1799)




