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Pacienti s FS ve studil ROCKET AF meli vyssi riziko
CMP nez pacienti v jinych studiich Ill. faze

Distribuce pacientt podle CHADS, skore

ROCKET AF? RE-LY? ARISTOTLE? ENGAGE AF#4

rivaroxaban dabigatran apixaban edoxaban

CHADS, skore m o<1 2 H 3-6

1. Patel MR et al. N Engl J Med. 2011;365(10):883-891; 2. Connolly SJ et al. N Engl J Med. 2009;361(12):1139-1151;
3. Granger CB et al. N Engl J Med. 2011;365(11):981-992; 4. Giugliano RP et al. N Engl J Med. 2013;369(22):2093-2104



Srovnani studii Ill. faze: rozdily v charakteristice
pacientu....

ROCKET AFt  ARISTOTLE? ENGAGE AF3 RE-LY#>

(n=14,264) (n=18,201)  (n=21,105)  (n=18,113)

Pramér CHADS,-Skore 3.5 2.1 2.8 2.1

C Srdecni selhani* 62% 35% 57% 32%
H Hypertenze 91% 87% 94% 79%
A Veék 275 let 43% 31% 40% 40%
D Diabetes mellitus 40% 25% 36% 23%
S, EZ%?)C;‘IOAZJ CMP 55% 19% 28% 20%
_Stfeqné zavazna renalni 2104 15% 19% 19%

insuficience

Prospektivné testovana v % % %

Jenalni“ davka

* LVEF <40%; #Data zahrnuji pacienty se systémovou embolif

Pacienti s FS ve studii ROCKET AF méli vyssi riziko CMP neZz pacienti v jinych studiich
lll. faze s NOAC

1. Patel MR et al. N Engl J Med. 2011;365(10):883-891; 2. Granger CB et al. N Engl J Med. 2011;365(11):981-992; 3. Giugliano RP et al. N Engl J Med.
2013;369(22):2093-2104; 4. Connolly SJ et al. N Engl J Med. 2009;361(12):1139-1151; 5. Eikelboom JW et al. Circulation 2011;123(21):2363-2372
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Tri typy dat z realné klinické praxe
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Co je tfeba vzit v potaz pri posuzovani dat z RLE ?

Adherence

+

Persistence

Pfedepisovana sila musi byt rutinné uvadéna v observacnich studiich, které hodnoti bezpecnost. Nasledna
Uprava dat podle sily umozni validni srovnani odhadovanych rizik!

1. Roughead et al., Drug Safety 2015; doi 10.1007/s40264-015-0347-z
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Nadměrné používání redukované dávky vede v reálné praxi ke snížení rizika krvácení. Je potřeba prezentovat data na účinnost ,  pokud jsou pacienti poddávkováváni může to vést ke zvýšenému riziku CMP/SE. Je potřeba prezentovat data o adherenci a perzistenci ( pokud pacienti  neužívají léky jak mají, vede to ke sníženému riziku krvácení a možnému vyššímu riziku CMP/SE).
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XANTUS: a real-world, prospective,
observational study of patients treated with

rivaroxaban for stroke prevention in atrial 6784
fibrillation neselektovanych

pacientd v 311
A, Jahn Camm', Pierre Amaranco?, Sylvia Haas), Susanne Hessd, Paulus Kirchhaf58, centrech lé¢enych
Silvia Kuhls, Martin van Eickels®, and Alexander G.G. Turpie®, on behalf of the rivaroxabanem
XANTUS Investigators

"Cardiviiinde avd Coll Sckenom Rmawrch bidute, § Geaje's Universty of Losdos, Craneer Tertace, TR TIRE Londan, LK "Drparimest of Meurology and Stroks Cenler,
Fuita D deran Sarteostng Lisweenlry, Parl, Drasci. Wassuler Casaee, Marich, Gamany "abial Miallcal AT, Ruper HeathTare Pharmasaitical, Reis, Germang "Conine fas
Carthoviadalar Scwnces, Univrudty of lmmingham and bundval & Yaed Bmminghum Hogpaaly MG Tnad, Bleminghus, UK ‘0 it of Cardloviacular M i, Unk sty of
Piinuter, Monter, Garmany: "Dlokal Intagrated Anstysl, Buyer MealteDirs Pramacaniess, Weppertsl, Demiey; s *Departmant of Medidna, Mcimber Univarlly, Hamiion,
o8 Cannla

Rwiny! 27 by JOUY; meviend 0 Augraon 20T5; gooepond 20 Auguar J073

http://eurheartj.oxfordjournals.org/content/ehj/early/2015/08/29/eurheartj.ehv466.full. pdf
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XANTUS: Cil a design studie

¢ Ziskani dat: AE u pacientu s NVAF IéCenych rivaroxabanem a urcit
bezpecnosti profil u rlznych rizikovych skupin pacientl v prostfedi realné

klinické praxe

¢ Primarni cile: zavazna krvaceni (major bleeding
vSech pficin, kterékoliv jiné nezadouci ucCinky

ISTH definice), amrti

yAS

¢ Sekundarni cile: tromboembolické prihody, nezavazna krvaceni, perzistence
na lécbe, spokojenost s terapii

-

Populace:

pacienti 218 let s NVAF
|éCeni rivaroxabanem v
prevenci CMP/SE

\_

~

)

N=6,784

Rivaroxaban;
délka lécby a
davka dle

-

rozhodnuti Iekare

Sbér dat pfi inicialni
navstéve, pfi propusténi z
nemocnice ( pokud existuje)

a Ctvrtletné*
1 rok

)

Prospektivni,single-arm, observaéni , ne-intervenéni

studie V. faze

Presné datum pro follow-up navstévy nebylo uréeno, doporuceni kazdé 3 mésice; * pri pieruseni IéCby rrvaroxabanem <7 rok,

observacni perioda kon¢i 30 dni po posledni davce.

1. Camm AJ et al, Vasc Health Risk Manag 2014;10:425-434; 2. Camm AJ et al, Eur Heart J 2015; doi:

10.1093/eurheartj/ehv466

Finalni
navstéva:
1 rok*
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References
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XANTUS: Ugastnici se zemé
CR 197 pacientl v 11 centrech

¢ Pacienti byli zafazeni od Cervna 2012 do prosince 2013 v 311 centrech v Evropé a Kanadé

¢ Belgie, Kanada, Ceska republika, Dansko, Francie, Némecko, Madarsko, Irsko, Izrael, Moldavie,
Nizozemi, Norsko, Polsko, Portugalsko, Rusko, Slovensko, Slovinsko, Svédsko, Ukrajina, Velka
Britanie

1. Camm AJ et al, Vasc Health Risk Manag 2014;10:425-434; 2Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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XANTUS: Zakladni demografické charakteristiky

pacientu

Rivaroxaban Rivaroxaban
(N=6784) (N=6784)

Vék (roky)
Primér = SD
Vék <65, n (%)
Vék 265—<75, n (%)
Vék >75, n (%)
Pohlavi (muzi): n (%)

Hmotnost (kg): pramér + SD

BMI (kg/m?): primér + SD
BMI >30 kg/m?, n (%)
AF, n (%)
Nové dignostikovana
Paroxysmalni
Persistujici
Permanentni
Udaj chybi

71.5+10.0
1478 (21.8)
2782 (41.0)
2524 (37.2)
4016 (59.2)
83.0+17.3
28.3+5.0
1701 (25.1)

1253 (18.5)
2757 (40.6)
923 (13.6)
1835 (27.0)
16 (0.2)

Creatinine clearance, n (%)
<15 mil/min
=215-<30 ml/min
=230-<50 ml/min
250—<80 ml/min
>80 mil/min
Chybéjici udaj

Existujici komorbidity, n (%)
Hypertenze
Diabetes mellitus

Predchozi CMP/SE/TIA

Srdecéni selhani
Predchozi IM

Vychozi hospitalizace, n (%)

20 (0.3)

75 (1.1)

545 (8.0)
2354 (34.7)
1458 (21.5)
2332 (34.4)

5065 (74.7)
1333 (19.6)

1291 (19.0)

1265 (18.6)
688 (10.1)
1226 (18.1)

. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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Reference
Camm AJ et al. Eur Heart J 2015 (in press)


XANTUS: Zakladni demografické charakteristiky
pacientu — Rozdéleni dle rizikovych faktoru

Primérné skorexSD = 2.0+1.3

35,0 -
30,4 30,0

w
o
o

N
o
o

r
o
o

16,4

—_
o
o

10,4

9,1

Proportion of patients (%)
o
[=]

o
o
1

o
[e]
1

CHADS, score

*3 patients had missing CHA,DS,-VASc scores
1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466

Primérné skorexSD =3.4+1.7

35,0 -

Proportion of patients (%)
- —_ N N w
o o o o o o
o o o o o o

o
o

23,3

20,7
19,4

123 116
10,1

CHA,DS,-VASc score*
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Srovnani primarnich cilu:
XANTUS versus ROCKET AF

ROCKET AF? 3.5 55%
XANTUS? 2.0 19%
XANTUS
0 Xarelt 4,0 4
| (o] ,

is h ROCKETAF 36
% L 351 m Xarelto
“:{ 3,0 §3!0 |
2 25 R
; 2.1 ;297
» ’ )
520 1.9 £
; ) ; 2,0 1
0 | Q
51 $15
.-E 0.9 E
2101 o8 0.7 %10

] 04
1B o
0,0 - T T T . .
Stroke/SE Al Death Major ICH  Glbleeding 0,0 -
strokes bleeding Stroke/SE All strokes  Death Major ICH Glbleeding

hleeding

Stroke/SE-CMP/SE; all stroke — vSechny CMP; death — imrti; major bleeding — zavazné krvacenti;

#Includes prior stroke, SE or TIA; *Events per 100 patient-years
1. Patel MR et al, N Engl J Med 2011;365:883-891; 2. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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Abbreviations
CHADS2, Congestive heart failure, Hypertension, Age ≥75, Diabetes, Stroke (doubled); GI, gastrointestinal; ICH, intracranial haemorrhage; ROCKET AF, Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation; SE, systemic embolism; SE, systemic embolism; TIA, transient ischaemic attack; XANTUS, Xarelto for Prevention of Stroke in Patients with Atrial Fibrillation

References
Patel MR et al, N Engl J Med 2011;365:883–891
Camm AJ et al, Eur Heart J 2015 (in press)


Incidence rate, %l/year*

Main Efficacy Outcomes:
XANTUS versus ROCKET AF

CHADS, Prior stroke”

XANTUS! 2.0 19%

ROCKET AF? 3.5 55%

N
|

—
|

o
|

2 _
1.7 1.7
1 _
0 _
Stroke/SE All stroke Death Stroke/SE All stroke Death

#Includes prior stroke, SE or TIA; *Events per 100 patient-years
1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466; 2. Patel MR et al, N Engl J Med 2011;365:883-891



Incidence rate, %l/year*

B

w

N

—

o

Main Safety Outcomes:
XANTUS versus ROCKET AF

CHADS, Prior stroke”

XANTUS! 2.0 19%

ROCKET AF? 3.5 55%

Major bleeding ICH Gl bleeding Major bleeding

#Includes prior stroke, SE or TIA; *Events per 100 patient-years

1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466; 2. Patel MR et al, N Engl J Med 2011;365:883-891

ICH

Gl bleeding



Real-World Data Reaffirming Findings from ROCKET AF

Clinical Trial Retrospective Database Prospective Study
ROCKET AF? US DoD PMSS? XANTUS3
mean CHADS,-Score 3.5 mean CHADS,-Score 2.2 mean CHADS,-Score 2.0
~~ 4 7 - ~ 4 ] —_ ~~ 4 . —_
= n=7,111 - n=27,467 = n=6,784
(] Qo (O]
e 2 >
g3 23 - g3 -
Q Q Q
[ © @
-E 2 7 -E 2 7 -E 2 7
(] Qo (O]
> > >
it L i

1 1 - 1

0 - 0 A 0

Major bleeding* Major bleeding™* Major bleeding*®

Consistent results for major bleeding across clinical trial, prospective Registry, and retrospective
database in patients with NVAF treated with rivaroxaban

Results are not intended for direct comparison

US DoD PMSS = US Department of Defense Post-Marketing Surveillance Study; *Major bleeding definitions according to ISTH; **Major bleeding
was defined by the Cunningham algorithm?; 1. Patel MR et al. N Engl J Med 2011; 365(10):883-891; 2. Tamayo S et al. Clin Cardiol. 2015;38(2):63-
68; 3. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466; 4. Cunningham A et al. Pharmacoepidemiol Drug Saf. 2011;20(6):560-566



XANTUS: Podil pacientu bez vyskytu primarniho
cile vyzadujiciho IéCbu ( Kaplan—Meier)

¢ U 96.1% pacienta (n=6522) se nevyskytl zadny cilovy ukazatel
( umrti ze vSech pficCin, zavazné krvaceni, CMP/SE)

1.000
1.000 1
0.750 — 0.990
®» =
= £ (980
= poct
2 >
£ 05004 S 0970
4L =
o=
£ 0.960
(¥
0250_ 0950 T T T T T T T T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420
Time to event (days)
O | | | I I I I | | | | | |

0 30 60 90

Patients at risk: 6784 6515 6332 6181

120

6016

150 180 210 240 270 300 330 360 390 42
Time to event (days)

5896 5812 5713 5633 5549 5458 5237 4258 1139 510

| | !
20 mg dose of rivaroxaban 15 mg dose of rivaroxaban Other dose
(n = 5336) in = 1410) [n = 35)

1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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XANTUS: Incidence |éCbu vyzadujicich CMP/SE, zavaznych
kKrvaceni a umrti ze vSech pricin dle CHADS, Score

14.0 - A
m Stroke/SE

12.0 - m Major bleeding
m All-cause death

—

o

o
L

0o
o
L

4,0 -

Incidence rate, %/year*
8)]
o
1

2,0

0,0 L'L

la

0 1 2 3 4 Overall
CHADS, score
Patients (n) 703 2061 2035 1111 618 222 34 6784

Events were centrically adjudicated *Events per 100 patient-years
1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466;
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XANTUS: Perzistence na lécbe

10,697 pacienti s NVAF — antidiabeticka a
antihypertenzni terapie (US: 2004-2009)

Perzistence na rivaroxabanu ve studii Adherence over time
v s m >
XANTUS byla 80% ve 12 mésici Proportion of days covered =20.8
80 -
90 - 75 -
70 - B OD
80 B 65 | BID
70 - 60 -
55 4
60 - 50 -
50 - 45 -
40 -
40 - Tz

Mésice od zacatku terapie

*Mean exposure: 447 days OD, 406 days BID;
Tp<0.05.

AF: atrial fibrillation; BID: twice daily; OD: once
daily.

Laliberté F, et al Adv Ther. 2012;29:675-690.

Mésice od zaCatku terapie

1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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XANTUS: Management zavaznych krvaceni

[ XANTUS:! major bleeding 1.9% (128/6784)

(fatal bleeding: 0.2% [n=12])

Conservative
measures

0.8%

Transfusions of 22
units of packed
RBCs or whole
blood (n=53)

\_

J

v

-

\_

~

In the majority of
cases, neither
transfusions/whole
blood nor
pharmacological
measures were used
to manage
bleeding events

J

Non-specific agents

0.05%

4 A
¢ PCC: n=2

¢ Tranexamic acid:
n=3
¢ Etamsylate: n=1

- J

[ Findings consistent with ROCKET AF 2 and the Dresden NOAC Registry3 ]

1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466; 2. Patel MR et al, N Engl J Med 2011;365:883—-891; 3. Beyer-Westendorf J et

al, Blood 2014;124:955-962



Pouziti PCC koncentratu ve studii ROCKET AF —
subanalyza zavaznych krvacivych prihod

Table 5 Pharmacologic management post-major

p— Komentar:
Chaemne 0 GIWRT &% Poutiti PCC koncentratu ve studii ROCKET AF

Within 1 day post-bleed

Vitarnin 5 o0 ssaszo  V prabeéhu prvnich 24 hod

Protamine 0 (0L0%) 0 (0.0%5)
Desmopressin 0 (0.0%) 0 (0.0%) ( n= 14 143* )
Epsilon-aminccaproic acid 2 (0.5%) 3 (0.7%)
Tranexamic acid 2 (0.5%) 11 (2.73)
Prothrombin complex 4 (0.9%) 9 (2.2%)
concentrates
Recombinant factor Vila O (0.0%) 1 (0.23)
Factor Wil concentrate 1 (0.23) 1 (0.23%)

Factor DX concentrate 0 (0.0 3 (0.73%)
Within 2 days post-bleed
Witannin K 34 (T.9%) &0 (14.73%)

Promecins 0 ©.0% 0 ©o%) Rivaroxaban Warfarin
Desmopressin 0 (0L0%) 0 (0L0%)
Epsilon-aminccaproic acid 2 (0.5%) 3 (0.7%) . . . o
Tranexamic acid 3 (0.7%) 14 (3.4%) 4 pacienti 9 pacientu
Prothrombin complex 4 (0.9%) 9 (2.2%)
concentrates *
Recombinant factor Vila 0 (0.0%) 1 (0.29%) safety populace
Factor Wil concentrate 1 (0.23) 1 (0.23%8)
Factor X concentrate 0 (0.0%) 3 (0.7
Aspirin discontinued 31 (7.2%) I8 (9.3%)
Within 3—5 days post-bleed
Witarnin K & (1.4%) 18 (4.4%2)
Protamine O (0L0%) 0 (0.0%8)
Desmopressin 0 (0L0%) 1 (0L238)
Epsilon-aminocaproic acid 0 (0.0%8) 0 (0.0%)
Tranexamic acid 3 (0.73%) 8 (2.0%)
Prothrombin complex 0 (0.03%) 0 (0.03:)
conCcentrates
Recombinant factor Vlla 0 (0.03%) 0 (0.03%)
Factor VWil concentrate 0 {(0.0%) 0 (0.0%8)
Factor X concentrate 0 (0L0%) 0 (0L0%)
Aspirin discontinued 38 (B.8%) 41 (10.0%)

Piccini JP et al Management of major bleeding events in patients treated with rivaroxaban vs. warfarin: results from the ROCKET AF trial.
Eur Heart J. 2014 Jul 21;35(28):1873-80.



Uginek PCC po podani rivaroxabanu na
prothrombinovy Cas — ucCinek jiz za 15 min.
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Rivaroxaban 20mg BID PCC or placebo -@ placebo

for two and a half davs

infusion

Eerenberg E.S et al., Vascular Medicine, 2011.

£ PCC



XANTUS: Souhrn

¢ XANTUS je prvni velka, mezinarodni, prospektivni studie s
rivaroxabanem u Siroké populace pacientu s NVAF

e Pacienti byli v nizSim celkovém riziku nez pacienti zarazeni do studie Ill.
faze ROCKET AF (CHADS, 2,0 vs 3,5)

¢ U vice nez 96% pacientu IéCenych rivaroxabanem se nevyskytl zadny cilovy
ukazatel tzn. CMP/SE, zavazné krvaceni vyzaduijici |éCbu (MB ) ¢i umrti ( ze
vSech pricin)

¢ Ve studii XANTUS rivaroxaban prokazal nizky vyskyt CMP/SE (0,8%) ,
zavaznych krvaceni (2,1%) v€etné intrakranialniho a Gl krvaceni (0,9%)
o \yskyt téchto ukazatell je se vSeobecné vysSi u pacientld s vySSim rizikem
e Zavazne krvaceni bylo vétSinou lé€eno konzervativné, ,reversal agents” byly

pouzity vzacné ( PCC ve 2 pripadech)

¢ Perzistence k |é€bé a spokojenost pacientu byly vysoké

e 80% pacientl zustavalo na |éEbé rivaroxabanem

1. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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Cil, designh a metodologie studie

Cil : Zhodnoceni ucinnosti a bezpecCnosti warfarinu, rivaroxabanu a apixabanu v
realné klinické praxi. Zhodnoceni benefit — risk profilu jednotlivych OAC.

Retrospektivni analyza provedena za pouZiti udaju z databaze US MarketScan
(komercni databaze pojistoven a databaze Medicare) z obdobi 1/1/2012-
31/10/2014

¢ Vstupni kritéria:

e Dospely pacient s nové nasazenou OAC v indikaci prevence CMP/SE u
pacientu s NVAF (rivaroxaban, apixaban, dabigatran nebo warfarin)

e Vstupni CHA2DS2-VASC score=2

e 22 ICD-9 kod pro diagndozu NVAF

e 2180 dni kontinualni pokryti Iékarskou peci a lekarskym predpisem
¢ VylucCujici kritéria:

e Patient s predchozi historii CMP/SE nebo ICH
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REVISIT-US design studie

e Kombinovany endpoint ischemické CMP a
intrakranialniho krvaceni (ICH)

— Vysoce pravdépodobné kddovan presn€ji s mensi variabilitou ve
zdrojovych datech a ma stejny vyznam pro hodnoceni pomeru
benefit /riziko u pacientl s nevalvularni FS

— Pouzito kodovani dle validovaného ICD-9 algorytmu a pouziti
kodu pro primarni diagnézu

— Vylouceni pacientu s predchozi pfihodou
e Pouziti analyzy pomoci propensity skore
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REVISIT-US Zakladni charakteristiky
Rivaroxaban vs Warfarin

4 )

Nove zahajena |éCba rivaroxabanem
nebo warfarinem

Charakteristika pacientt

N=38 831 Parametr Rivaroxaban Warfarin
\ ) (n=11,411) (n=11,411)
7,715 PYs 6,271 PYs
4 Primérny vék (SD) 70.70 (10.99) | 70.72 (11.35)
4 N\
Rivaroxaban Warfarin Muzi, % 53.6 53.9
n=12,748 n=26,083 _
‘[ \’ grgﬁzrsfssg;’re’ 180.den; | 4 92(1.08) | 1.94(1.08)
CHA,DS,-VASc skore,
Nasledna analyza pomoci propensity 180. zden? orimér (SD) 3.46 (1.37) 3.48 (1.35)
skore srovnavala data od 11,411 -
’ HASBLED skore, 180.
pacientt s warfarinem a 11,411 den: pramér (SD) 1.62 (0.69) 1.62 (0.71)
pacientl s rivaroxabanem ’

Redukovana davka, % 17.3 NA
\_ J ’

PYs, paciento/roky

SD, smérodatna odchylka
Coleman Cl et al. Real-world EVidence on Stroke prevention In FE‘IIIEHE- with EI.TI'IEI| Fibrillation in the United States
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REVISIT-US Zakladni charakteristiky

Apixaban vs Warfarin

4 )
Nové zahajena Ié&ba apixabanem nebo Charakteristika pacientu
warfarinem : :
N=18,591 Parametr Apixaban Warfarin
\ ) (n=4,083) (n=4,083)
2,125 PYs 1,951 PYs
! Pramérmy vék (SD) 71.15 (11.32) | 71.00 (11.25)
4 N\
Apixaban Warfarin MUZi, % 532 53.6
n=4,332 n=14,259
. J |CHADS, skoére, 180. den;
- ~ |pramer ESD) 1.93 (1.07) 1.92 (1.07)
CHA,DS,-VASc skore,
Nasledna analyza pomoci propensity 180. den: pramér (SD) 3.47(1.38) | 3.47(1.35)
skore srovnavala data od 4,083 .
’ HASBLED skore, 180.
pacientt s warfarinem a 4,083 den: primér (SD) 1.65 (0.69) 1.66 (0.72)
pacientl s apixabanem :
\ / Redukovana davka, % 15.5 NA

PYs, paciento/roky
SD, smérodatna odchylka
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REVISIT US - Signifikantni redukce v kombinovaném
primarnim cili pro rivaroxaban vs warfarin

¢ Rivaroxaban v porovnani s warfarinem prokazal
o Signifikantni 47% redukci ve vyskytu intrakranialnich krvaceni (ICH)
e Ne-signifikantni 29% snizeni vyskytu ischemické cévni mozkoveée

pfihody (iCMP)
e Signifikantni 39% snizeni ve vyskytu kombinovaneho endpointu ICH
a ICMP
Rivaroxaban| Warfarin HR (95% CI) HR (95% CI)
Vyskyt Vyskyt rlvarox?bqn VS. rivaroxaban vs. warfarin
(%/rok) (%/rok) wartarin
ICH 0.49 0.96 0.53 (0.35-0.79)* e g B
iICMP 0.54 0.83 0.71 (0.47-1.07) —O—>
Kombinovany cil 0.95 1.6 0.61 (0.45-0.82)* —— i
*p<0.05 0,125 0,25 05 1 2 4
Favors Favor_s
Coleman Cl et sl Reshworld EVidance on Stroke prevention In patients with Tris! Fibriliation in the United States rivaroxaban warfarin

(REVISIT-US) [Presentation at ECAS 2018] Available at hito:/dinicalinialresulis.orgShides/REVISIT US Slides pobx ReVISIT- Us
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REVISIT US — Nesignifikantni redukce v kombinovanem

primarnim cili pro Apixaban vs warfarin
¢ Apixaban vs warfarin prokazal
e Signifikantni 62% redukci intrakranialnich krvaceni (ICH)
e Nesignifikantni 13% zvySeni ischemické cévni mozkové pfihody

(ICMP)
e Nesignifikantni 37% snizeni ve vyskytu kombinovaného endpointu
ICH a ICMP
Apixaban Warfarin HR (95% ClI) HR (95% ClI)
Vyskyt Vyskyt apixaban vs. warfarin apixaban vs. warfarin
(%/rok) (%/rok) .
ICH 0.38 0.97 0.38 (0.17-0.88)* : ¢
iICMP 0.56 0.51 1.13 (0.49-2.63) 0
Kombinovany cil 0.89 1.44 0.63 (0.35-1.12) O
*p<0.05 0,125 0,25 05 1 2 4
Favors Favors
apixaban warfarin
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REVISIT US komentovany poster — data

Real-world evidence of stroke prevention in patients with

non-valvular atrial fibrillation in the United States: the REVISIT-US study
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REVISIT US komentovany poster — data dabigatran

Table 3. Characteristics of patients in the matched dabigatran versus
warfarin cohorts at baseline

Parameter Dabigatran Warfarin
(n=15,679) (n=15,679)
Patient-years 12,057 9764
Age, years, mean (5D) 69.96 (10.96) 69.90 (11.30)
Male, % (n) 55.3 (8674) 55.2 (8658)
CHADS, score, mean (SD) 1.85 (1.05) 1.85 (1.05)
CHA,DS,-VASc score, mean (5D) 3.34(1.33) 3.35 (1.30)
HAS-BLED score, mean (SD) 1.55 (0.70) 1.55 (0.69)

&D, standard deviation.
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REVISIT US

Table 4. Propensity score-adjusted treatment effects (HRs)

N Ischaemic stroke ICH Combined*

Rivaroxaban,n 11,411 42 38 73
Warfarin, n 11,411 52 60 103

HR (95% CI} - 0.71 {0.47-1.07) 053 (0.35-0.79) 0.61 (0.45-0.82)
Apixaban, n 4083 12 8 19
Warfarin, n 4083 10 19 28

HR [95% CI} - 1.13 {0.49-263) 038(0.17-0.88) 0.63(0.35-1.12)
Dabigatran, n 15,679 72 56 119
Warfarin, n 15,679 o8 bd 123

HR (95% CI} - 087 {0.63-1.22) 0.71(0.49-1.02) 0.79 (0.62-1.02)

*Patlarts could have maore than o event.
0, confidence Interval; HR, hazard ratio; ICH, Imtracranial haemorrhaga.

Presented at ESC by prof. C.Coleman, P 2576



REVISIT US

HR (95% CI)
Favours NOAC Favours warfarin
|
Ischaemic Rivaroxaban vs warfarin 4
stroke !
Apixaban vs warfarin I :0 i
|
|
Dabigatran vs warfarin I—Qi—l
|
ICH Rivaroxaban vs warfarin 9 |
|
|
|
Apixaban vs warfarin } & !
|
|
Dabigatran vs warfarin I—H
[ I| |
0.1 1 10

Figure 2. Results of matched cohort analyses.

Cl, confidence interval; HR, hazard ratio; ICH, intracranial haemorrhage; NOAC, non-vitamin K
antagonist oral anticoagulant.
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REVISIT US souhrn posteru

¢ Priméarni cilovy ukazatel

Rivaroxaban v porovnani s warfarinem prokéazal statisticky signifikantni 39% redukci v
kombinovaném endpointu ischemické CMP a ICH (Table 4)

Apixaban a dabigatran v porovnani s warfarinem prokazal nesignifikantni redukci v
kombinovaném endpointu ischemické CMP a ICH (Table 4)

¢ Ischemicka CMP

Rivaroxaban a dabigatran v porovnani s warfarinem prokazal nesignifikantni redukci
ischemické CMP 29% a 13%,pfislusné (Table 4 and Figure 2)

Apixaban v porovnani s warfarinem prokazal nesignifikantni zvySeni ischemické CMP
13% (Table 4 and Figure 2)

¢ Intrakranialni krvaceni

V porovnani s warfarinem rivaroxaban a apixaban prokazal signifikantni redukci ICH
47% a 62%,prislusne (Table 4 and Figure 2)

Redukce rizika ICH u dabigatranu versus warfarin byla 29%,nicméné nesignifikantné
(Table 4 and Figure 2)
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4 )
¢ Retrospektivni analyza databaze némeckych ambulantnich
pacientll dle IMS® Disease Analyzer (dlouhodoba EMR database)

¢ Propensity score-matched survival analysis

o /

Rivaroxaban

n=1046

Coleman et al., Int J Card Med 2015; 203 (2016); 882—834



Cile a usporadani studie

Porovnani ucinnosti rivaroxabanu s VKA v kompozitnim kardiovaskularnim
cili (podobny jako v X-VeRT):

Ischemicka CMP

TIA

Infarkt myokardu

Intracerebralni krvaceni a ostatni netraumaticka intrakranialni krvaceni
véetné subduralniho krvaceni

Popsat vyskyt udalosti u kazdého vySe popsaného individualniho cile

~

retrospektivni analyza databaze Némeckych ambulatnich pacientt nebo
data z Némecké databaze primarni péce za pouziti dlouhodobych zaznam
0 pacientech (German outpatients or in German primary care using IMS®
Disease Analyzer (a longitudinal EMR database)

Propensity score-matched survival analyza )

EMR, Electronic Medical Record

Coleman et al., Int J Card Med 2016; 203; 882—884


Presenter
Presentation Notes
Abbreviations
EMR, electronic medical records; VKA, vitamin K antagonist


Selekéni kritéria

Vstupni kritéria

Vylucuijici

kritéria

U patientu nové zahajena lécba rivaroxabanem nebo VKA

Vék =18 let v den prvni preskripce studijniho Iéku
(= index date)

Diagnéza NVAF v den zahgjeni studie nebo v jakémkoli Case
béhem 365 dni pfed timto dnem

follow-up 2360 dni po index date
Evidence aktivit pacienta béhem 90 dni pfed index date

N\

Patienti valvularni AF
Prescripce AC (rivaroxaban, VKA) pfed index date
Davka méné nez 15 mg rivaroxabanu OD

Preskripce vice nez jednoho OAC (rivaroxaban, VKA) v index
date nebo béhem follow-up

J

Coleman et al., Int J Card Med 2016; 203; 882—884


Presenter
Presentation Notes
Abbreviations
AF, atrial fibrillation; NVAF, non-valvular atrial fibrillation; OAC, oral anticoagulant; VKA, vitamin K antagonist


Studie RELIEF prokazala pfiznivy profil rivaroxabanu u
pacientu s NVAF v realné klinické praxi

Endpoint Rivaroxaban VKA
n=1039 n=1039
(Y%lyear) (%lyear)

Compozitni endpoint 20 (1.97) 37 (3.68)
Ischemickda CMP 7 (0.69) 16 (1.58)
Transitorni ischemické ataka 6 (0.59) 11 (1.08)
Intracerebralni krvaceni 1 (0.10) 3 (0.29)
Jiné netraumaticke intracranalni krvaceni 0 (0) 1 (0.10)
Infarkt myokardu 6 (0.59) 7 (0.69)

Coleman et al., Int J Card Med 2016; 203; 882—884
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RELIEF SOUHRN

¢ Ve studii RELIEF rivaroxaban potvrzuje priznivy ucinnostni profil s
nizsSim vyskytem relevantnich CV pfihod (ischemicka CMP, TIA, ICH,
IM) ve srovhani s VKA (1.97 vs. 3.68 %l/yr, HR 0.54, p = 0.0245)1

¢ 'Xarelto' prokazalo méné ischemickych CMP (0.69 vs. 1.58 %l/yr)
rovnéz i intrakranialniho krvaceni (0.1 vs. 0.29 %l/yr) v porovnani
s VKA!?

¢ Primérné CHADS,-score 1.7

¢ Data z ROCKET AF, XANTUS, and RELIEF potvrzuji ucinnost a
bezpecnost Xarelta v prevenci CMP/SE u pacientu z raznymi
riziky dle CHADS, —skore2 123

& Rivaroxaban is only approved for stroke prevention in NVAF patients with one or more risk factors;
mean CHADS, for rivaroxaban users—scores: RELIEF 1.7, XANTUS 2.0, ROCKET AF 3.5

1. Coleman et al., Int J Card Med 2015; 203 (2016); 882—-884
2. Patel et al, N Engl J Med 2011;365:883—-891;
3. Camm AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466
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Self-Reported Adherence in Canadian Study

Therapy adherence Drug Mean number of
missed doses
B Rivaroxaban 0.1
Dabigatran 0.4
100 7 o o I Apixaban 1.2
B Warfarin 0.2
80 1 71 71
[}
% 60 A p=0.022 for rivaroxaban vs apixaban
c p=0.001 for rivaroxaban vs dabigatran
8 p=0.060 for warfarin vs apixaban
E 40 p=0.007 for warfarin vs dabigatran
21
20 -+ 15
2l
>2

Number of missed doses in the past week

Andrade JG et al, Can J Cardiol 2015; doi:0.1016/j.cjca.2015.09.023



One-Third of Twice-Dalily Prescribed Medications

Were Being Taken Once Dally

Therapy adherence

%% Taking OAC twice daily
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Rivaroxaban poskytuje konzistentni a unikatni data
u ruzné rizikovych skupin pacientu

Randomizovana klinicka studie

ROCKETAFE~

PO Retrospektivni

Prospektivni, registrt L

US PMSS
NOAC RELIEF
Registry REVISIT-US

neintervencni studie? Dresden

1. Beyer-Westendorf J et al, Blood 2014;124;955-962; 2. Tamayo S et al, Clin Cardiol 2015;38:63—68;
3. Coleman C et al, Int J Card Med 2015;203:882—-884; 4. Camm AJ et al, Eur Heart J 2015;d0i:10.1093/eurheartj/ehv466

Coleman Cl et al. Realworkd EVidence on Stroke prevention In patients with aTrial Fibrillation in the United States
{REVISIT-US) [Presentation at ECAS 2018] Avsilable at hitp-dlinicalinalresulis.org/Shdes/REVISIT US Slides ppks
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