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Dabigatran 150 mg 2x denné vyznamneé snizuje riziko CMP/SE,
Ischemické CMP a soucasné mozkového krvaceni vs warfarin

STUDIE RE-LY 2010
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NI = non-inferiorita;RR = relativni riziko; RRR = snizeni relativniho rizika; SE = systémova embolie; Sup = superiorita
Connolly SJ et al. N Engl J Med 2010;363:1875-6
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Presentation Notes
Dabigatran v dávce 150 mg významně snížil riziko mozkového krvácení. Data jsou pro Intention to treat analýzu
(hodnoceni všichni randomizovaní bez ohledu zda užívali medikaci či dodržovali studijní protokol ) Rovněž dávka 110 
mg 2x denně významně snížila riziko mozkového krvácení. Vše proti dobře kontrolovanému warfarinu průměr TTR 
64,4%
Data on treatment analýza (Kansal at al. Dabigatran vs. rivaroxaban in stroke prevention. Thrombosis and
Haemoatasis: 108.4/2012 http://dx.doi.org/10.1160/TH12-06-0388 ) - 150 mg 2xd snížení  rizika hemoragické CMP o 82%, intrakraniálního
krvácení o 68% , 110 mg 2xd snížení rizika hemoragické CMP o 79%, intrakraniálního krvácení o 76%).



Pradaxa 150mg ma vynikajici data

mmm) Potrebujeme Pradaxu 110mg?
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Skorovani tromboembolického a krvaciveho rizika

Riziko CMP/SE

Riziko krvaceni

CHA,DS,-VASc kritéria

Skore

Congestive heart failure/
left ventricular dysfunction

Hypertension
Age >/5 years
Diabetes mellitus

Stroke/transient ischaemic
attack/TE

Vascular disease (prior myocardial
infarction, peripheral artery disease,

or aortic plaque)

Age 65—/4 years

Sex category (i.e. female gender)

Rizikové faktory HAS-BLED Skore

Hypertension 1
(SBP >160 mmHg)
Abnormal renal or liver

: : lor2
function (1 point each)
Stroke 1
Bleeding 1
(history or predisposition)
Labile INRs 1
Elderly 1

(e.g. age >65 years)

Drugs' or alcohol
lor2
(1 point each)

Lip GY et al. Chest 2010;137(2):263-72

Pisters R et al. Chest 2010; 138(5):1093-1100 -
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Presentation Notes
aHypertension’ is defined as systolic blood pressure .160 mmHg. ‘Abnormal kidney function’ is defined as the presence of chronic dialysis or renal transplantation or serum creatinine ≥200 mmol/L. ‘Abnormal liver function’ is defined as chronic hepatic disease (e.g. cirrhosis) or biochemical evidence of significant hepatic derangement (e.g. bilirubin .2 x upper limit of normal, in association with aspartate aminotransferase/alanine aminotransferase/alkaline phosphatase .3 x upper limit normal, etc.). ‘Bleeding’ refers to previous bleeding; history and/or predisposition to bleeding, e.g. bleeding diathesis, anaemia, etc. ‘Labile INRs’ refers to unstable/high INRs or poor time in therapeutic range (e.g. ,60%). Drugs/alcohol use refers to concomitant use of drugs, such as antiplatelet agents, non-steroidal anti-inflammatory drugs, or alcohol abuse, etc. INR Ľ international normalized ratio. Adapted from Pisters et al.60 
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ATRIA Hemorrhage
A New Risk Scheme to Predict Risk Score
Warfarin-Associated Hemorrhage Component __Points
The ATRIA (Anticoagulation and Anemia S
Risk Factors in Atrial Fibrillation) Study Renal disease 3
Margaret C. Fang, MD, MPH,* Alan S. Go, MD,"# Yuchiao Chang, /9 Z 79 Z
Leila H. Borowsky, MPH,§ Niela K. Pomernacki, RD,+ Natalia Udalts Prior bleeding 1
Daniel E. Singer, MD§ :
. Hypertension 1

San Francisco and Oakland, California; and Boston, Massachusetts

LATRIA® BLEEDING RISK

Low (0-3) Intermediate (4) High (5-10)
0.76% 2.62% 5.76%

ANNUALIZED HEMORRHAGE RATE



European Heart Journal Advance Access published September 29, 2015

European Heart Journal CLINICAL RESEARCH

surorean  doir10.1093/eurheartj/ehv476 Atrial fibrillation
CARDAOLOGY #

The ORBIT bleeding score: a simple bedside
score to assess bleeding risk in atrial fibrillation

Emily C. O’Brien'*, DaJuanicia N. Simon1, Laine E. Thomas', Elaine M. Hylek?,
Bernard J. Gersh3, Jack E. Ansell?, Peter R. Kowey®, Kenneth W. Mahaffey®,
Paul Chang’, Gregg C. Fonarow?, Michael ). Pencinal, Jonathan P. Piccini’,

and Eric D. Peterson'

ORBIT bleeding

Variable Points score* category
Older age 1 Low (0-2)
Reduced haemoglobin/Hct/anaemia 2

Bleeding history 2

Insufficient kidney function 1 Medium (3)
Treatment with antiplatelets 1
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Presentation Notes
aOutcomes registry for better informed treatment bleeding risk score components (point value) Ľ older than 74 (1), reduced haemoglobin/anaemia (2), bleeding history (2), insufficient kidney function (,60 mL/min/1.73 m2) (1), treatment with antiplatelet (1). Abnormal haemoglobin (,13 mg/dL for males and ,12 mg/dL for females) or hae matocrit (,40% for males and ,36% for females)
High bleeding score > 4 =  6,8  bleeding per 100 PY


HAS-BLED

HEMORRHAGES

ATRIA

ORBIT

ABC



DOPORUCENIPRO ...

Guidelines CKS

prosinec 2011

Doporucené postupy vychazeji
lege artis. Jde v3ak o doporudel
nemocnému. Odetfujici lékaf m
pro€ se od doporuéeného postu

Doporuéeni pro... | Guidelines

Souhrn Aktualizace doporucen' I |St0 p ad 2012

ESC pro lécbu fibrilace sini z rohu o ..
Pfipraven Ceskou k Doporuceni pro... | Guidelines

(Summary of the 2012 focused Prakticka doporuEeni Europeal p r O S I n e C 2 O 1 3

for the management of atrial f T o . . I
Prepared by the Czech Society ¢ Association pouziti novych peroralnich ENRORERN

Fibrilace sini

Doporudeny diagnosticky a lécebny postup
a trvalé kardiostimulace

Autorsky kolektiv: Robert Cihak’, P

' Klinika kardiologie, IKEM, Prata; * I, interni §
* Kardiocentrum, Nemocnice Na Homalce, P

Robert Cihdk?, Ludék Ha

1 s
st i e poporuceni pro...16 ,, NOAC"  unor 2016
Klfa’lové, Hr_aq'ec Kré.rov_é, Ce’ska“ l’epL’.' . , . , - ,
L ntern ik - arclologcs Lok Aktualizovana Prakticka doporuéeni \_/,
European Heart Rhythm Association sunorEax

CARDIOLOGY =

pro pouziti novych peroralnich antikoagulancii
u pacienta s nevalvularni fibrilaci sini.

Autofi originalniho text
jménem pracovni skupi

. , CESKA KARDIOLOGICKA SPOLECNOST
ple¢nosti THE CZECH SOCIETY OF CARDIOLOGY

L . 14 .
Doporucenl pro... | n FI S I I Sto p ad 2016 ion Practical Guide on the use of non-vitamin K antagonist

DoporUEené pOStUPy ESC 2016 pro Iéébu SRl r atrial fibrillation: Summary of the document prepared by
fibrilace sini formulované ve spolupraci s EACTS. @

lo$ Taborsky«

Souhrn dokumentu pripraveny cecks .
- i ) . ) ESKA KARDIOLOGICKA SPOLECNOST
Ceskou kardlologlckou spolecnostl THE CZECH SOCIETY OF CARDIOLOGY

(2016 ESC Guidelines for the management of atrial fibrillation developed
in collaboration with EACTS. Summary of the document prepared by the Czech Society of Cardiology)

Robert Cihak?, Lud&k Haman®, Milo3 Taborsky-

2 Klinika kardiologie, Institut klinické a experimentaini mediciny, Praha, Ceskd republika

b | internf kardioangiologicka klinika, Lékafska fakulta Univerzity Karlovy v Hradci Krdlové a Fakultni nemocnice
Hradec Krélové, Hradec Kralové, Ceska republika

©I. interni klinika — kardiologicka, LékaFska fakulta Univerzity Palackého a Fakultnl nemocnice Olomouc, Olomouc,
Ceskd republika



2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS

The Task Force for the management of atrial fibrillation of the
European Society of Cardiology (ESC)

Developed with the special contribution of the European Heart
Rhythm Association (EHRA) of the ESC

Endorsed by the European Stroke Organisation (ESO)
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ESC Guidelines 2016

Modifikovatelné rizikové faktory pro krvaceni

Hypertenze (zejména pfi systolickém krevnim tlaku > 160 mm Hg)

Labilni INR nebo doba v terapeutickém rozmezi <
60 %° u pacientu |éCenych antagonisty vitaminu K

Medikace predisponuijici ke krvaceni, napf. antiagregancia
a nesteroidni antirevmatika®d

Nadmérna konzumace alkoholu (> 8 drinkU/tyden)®

Potencidlné modifikovatelné rizikové faktory pro krvaceni

Anemieb<d

Porucha funkce ledvinat.<d

Porucha funkce jatera®

Pokles poctu trombocytl nebo zhor3eni jejich funkce®




ESC Guidelines 2016

Nemodifikovatelné rizikové faktory pro krvaceni**<
Véke (> 65 let)? (> 75 let)bed

Anamnéza zavazného krvacenijb<d

Predchozi ischemicka CMPab

Onemocnéni ledvin vyzZadujici dialyzu nebo stav po transplantaci
ledvinya¢

Cirhoza jater?

Malignita®

Genetické faktory®

Rizikové faktory pro krvaceni hodnocené na zakladé biomarkeru

Troponin stanoveny vysoce senzitivni metodou®

Rustovy diferencia¢ni faktor-15¢

Koncentrace kreatininu v séru/odhadovana CrCle

612



. ESC Guidelines 2016*

Doporuceni pro lécbu krvaceni

Doporuceni

Uroven®

U antikoagulovanych pacientu s hypertenzi
je treba usilovat o peclivou kontrolu krev- lla
niho tlaku s cilem snizit riziko krvaceni.

Pfi podavani dabigatranu lze u pacientu
ve véku nad 75 let zvazit podavani

snizené davky (110 mg dvakrat denné)
s cilem snizit riziko krvaceni.

lIb




ESC Guidelines 2016

U pacientu s vysokym rizikem
gastrointestinalniho krvaceni bychom méli
uprednostnit VKA nebo jiné NOAC pred

dabigatranem v davce 150 mg dvakrat
denné, rivaroxabanem 20 mg jednou denné
nebo edoxabanem 60 mqg jednou denné.

VSechny pacienty s FS, u nichz zvazujeme
zahajeni OAC, bychom méli poucit

0 hevhodnosti nadmérné konzumace
alkoholu, pfipadné bychom u nich méli
zahajit |éCbu zavislosti na alkoholu.

lla
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unor 2016

Doporuceni pro... | Guidelines

Aktualizovana Prakticka doporuceni @
European Heart Rhythm Association EUROPEAN
pro pouziti novych peroralnich antikoagulancii

u pacientl s nevalvularni fibrilaci sini.

CARDIOLOGY =

Souhrn dokumentu pfipraveny
; ) ) . , CESKA KARDIOLOGICKA SPOLECNOST
Ceskou kardlolog|ckou SpOlECﬁOStI THE CZECH SOCIETY OF CARDIOLOGY

(Updated European Heart Rhythm Association Practical Guide on the use of non-vitamin K antagonist
anticoagulants in patients with non-valvular atrial fibrillation: Summary of the document prepared by
the Czech Society of Cardiology)

Robert Cihak?, Ludék Haman®, Milo$ Taborsky«
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, EHRA practical guide 2016*

Amiodaron

Verapamil

Vék = 80 let

Vék =75 let
Hmotnost < 60kg

Renalni insuficience

Jiné faktory™

*Farmakodynamické interakce (antiagregancia; NSAID; systémova lé&ba steroidy;
jind antikoagulancia); krvaceni do GIT v anamnéze; nedavna operace Zzivotné
dulezitého organu (mozku, oka); trombocytopenie (chemoterapie); HAS-BLED = 3

Zluté: pfi pfitomnosti 2 nebo vice ,Zlutych" faktorl zvazit snizeni davky
Oranzova: snizit davku

Cor et Vasa 58 (2016) e153—-el174



, EHRA practical guide 2016*

Amiodaron
Verapamil
Vék = 80 let

Oranzova: snizit davku i o
Davkovani Pradaxy dle SPC !
Individualizace davkovani dle

klinickych potreb !

e

"Patient outcomes using the European label for dabigatran."
Lip, Gregory YH, et al. Thrombosis and haemostasis 2014, 111.5: 933-942.
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Presentation Notes
Lip, Gregory YH, et al. "Patient outcomes using the European label for dabigatran." Thrombosis and haemostasis 111.5 (2014): 933-942.
LIP, Gregory YH, et al. Patient outcomes using the European label for dabigatran. Thrombosis and haemostasis, 2014, 111.5: 933-942.

Summary
In the RE-LY trial dabigatran 150 mg twice daily (D150) showed significantly fewer strokes, and 110 mg (D110) significantly fewer major bleeding events (MBE) compared to well-controlled warfarin in patients with atrial fibrillation (AF). The European (EU) label currently recommends the use of D150 in AF patients who are aged < 80 years without an increased risk for bleeding (e.g. HAS-BLED score <3) and not on concomitant verapamil. In other patients, D110 is  recommended.
In this post-hoc analysis of the RE-LY dataset, we simulated how dabigatran (n=6,004) would compare to well-controlled warfarin (n=6,022) used according to the EU label. “EU label simulated dabigatran treatment” was associated with significant reductions in stroke  and systemic embolism (hazard ratio [HR] 0.74; 95% confidence interval [CI] 0.60–0.91), haemorrhagic stroke (HR 0.22; 95%CI 0.11–0.44), death (HR 0.86; 95%CI 0.75–0.98), and vascular death (HR 0.80; 95%CI 0.68–0.95) compared to warfarin. Dabigatran was also associated with less major bleeding (HR 0.85; 95%CI 0.73–0.98), lifethreatening bleeding (HR 0.72; 95%CI 0.58–0.91), intracranial haemorrhage (HR 0.28; 95%CI 0.17– 0.45), and “any bleeds” (HR 0.86; 95%CI 0.81–0.92), but not gastrointestinal major bleeding (HR 1.23; 95%CI 0.96–1.59). The net clinical benefit was significantly better for dabigatran compared to warfarin. In conclusion, this post-hoc  dimulation of dabigatran usage based on RE-LY trial dataset indicates that “EU label simulated dabigatran treatment” may be associated with superior efficacy and safety compared to warfarin, and are in support of the EU label and the 2012 European Society of Cardiology AF guideline recommendations. Thus, adherence to European label/guideline use results in a clinically relevant benefit for dabigatran over warfarin, for both efficacy and safety.


,EHRA practical guide 2016*

SN DABIGATRAN 150mg 1-0-1
CHA,DS,VASC ‘ NiZKE # RIVAROXABAN 20mg 1-0-0

> 2 (muzi) APIXABAN 5mg 1-0-1
> 3 (zeny)

warlarin g Rizko kivceni g pUaclyABAN 15mg 100
INR 2-3 ZVYSENE g

0

APIXABAN 2,5mg 1-0-1
DS |
0

- NOAC preferovany pred Warfarinem
- VSechny NOAC dle ESC guidelines Kl u renalni insuficience s CrCl < 30 ml/min
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Nová perorální antikoagulancia jsou preferována před Warfarinem. Protidestičková léčba je v podstatě volbou jen tehdy, pokud nemocný antikoagulační léčbu odmítá, nebo ji netoleruje... 
U CHADS-VASc skóre 1 je preferována plná antikoagulační léčba  
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Probéhly studie faze lll s peclivé vybranymi davkami
NOAC, a to s jasnymi pravidly pro redukci davek, ktera je
treba respektovat i v klinické praxi




Redukovaneé davky NOAC ve studiich faze Il

10000 - o 008 1
8000 A 110 mg 7133
Il
3 6000 - 6022 5619
g
S 4000 - IE £ £
£ £ £ .
E 2000 - $ g g
428
0 .
Dabigatran 110 mg 2xD Rivaroxaban 15 mg 1xD Apixaban 2,5mg 2xD
RE-LY®1 ROCKET-AF?2 ARISTOTLE?
Pacienti nahodné CrCl 15-49 ml/min Alespon dva faktory:
randomizovani vék = 80 let
NESELEKTOVANA hmotnost < 60 kg
POPULACE kreatinin = 133 umol/I

1. Connolly SJ et al. N Engl J Med 2009; 2. Patel et al. N Engl J Med 2011; 3. Granger CB et al. N Engl J Med 2011;
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Dabigatran 110 mg 2x denně: pacienti náhodně randomizováni bez ohledu na rizikovost

Rivaroxaban 15 mg 1x denně: pacienti s CrCl 15-49ml/min 

Apixaban 2,5 mg 2x denně: pacienti s 2 a více faktory věk ≥ 80 let, těl. hmotnost ≤ 60 kg,  
                                               nebo sérový kreatinin ≥ 1,5 mg/dl (133 µmol /l)

Availability of two independently-studied dabigatran doses provides robust data for individualised dosing
Connolly SJ et al. N Engl J Med 2009;361:1139–51
Patel MR et al. N Engl J Med 2011;365:883–91
Granger CB et al. N Engl J Med 2011;365:981–92
Giugliano RP et al. N Engl J Med 2013;369:2093–104
Pradaxa®: EU SPC, Feb 2015
Pradaxa®: US PI, Sep 2014


=)
Pradaxa

Individualizace davky dle potreb pacienta

Dabigatran 110 mg 2xdenné, bezpecnejsi volba pro pacienty
s vysokym rizikem krvaceni, protoze vs warfarin:

PEUBLNE

ZIVOT

= C s INTRA i
VSECHNA VANV VAN S N OHROZUJICI -
KRANIALNI KRVACENI SMRTELNE

KRVACENI KRVACENI KRVACENI KRVACENI

Dabigatran 110mg 1-0-1 vs Warfarin, % snizeni relativniho rizika vs warfarin

VYSS| BEZPECNOST PRI SROVNATELNE UCINNOSTI!

Connolly S.J. et al. N Engl J Med 2010;363:1875—6; Connolly S.J. et al. N Engl J Med 2014;371:1464-5;
Eikelboom J.W. et al. Circulation 2011;123:2363-72, SPC Pradaxa 2016
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Ve studii RE-LY dávka 110 mg statisticky významně snížila riziko všech i všech obávaných krvácení, intrakraniálního dokonce o 70% vs warfarin, výskyt gastrointestinálního krvácení byl srovnatelný





Monitorovani antikoagulacniho ucCinku Pradaxy

3.6
3.2 .
2.8 L }--//‘/"
2 L
Z 2.4 ’ -
=
a 2.0
©
1.6 - Multiple dose
y =0.86 + 0.06873x"?
1.2 - r’ =0.8514
0-9 1 ¥ T 4 T X 1
0 200 400 600 800 1000

Dabigatran plasma concentration [ng/mL]

APTT pri minimalni koncentraci:
>2x ULN / >80s = riziko krvaceni
~1,5 x ULN = ucinna AK
NORMA = neucinna AK!

Hemoclot TT [sec]

80 -
70 1
60 -
50 A
40
30 -

20 -

dTT - Hemoclot

Linear fit (31.44 +0,1437x)

95% Prediction interval

T T T T T 1
0 50 100 150 200 250 300

Dabigatran plasma concentration [ng/mL]

dTT pfi minimalni koncentraci:
>200 ng/ml nebo >65 s
=zvysene riziko krvaceni



Preskripce Pradaxy v arytmologické ambulanci (148)
> individualizace davky dle klinickych potreb <

Preskripce Pradaxy 150mg/110mg

M Pradaxa 150mg

M Pradaxa 110mg




Charakteristika pacientu uzivajicich Pradaxu 110mg BID
v arytmologické ambulanci
> individualizace davky dle klinickych potreb <

Pradaxa 110mg BID byla zvolena
u 42% pacientu:

- starsich 80-ti let (8%)
- ve véku 75-80 let (15%)
- po krvacivé prihodé (15%)
- Cerstvé po PCI (<2%)
- s renalni insuficienci  (<2%)
- uzivajicich verapamil (<2%)
- kfehkych pacientu

M Pradaxa 150mg
-s CHADS-VASc 1

M Pradaxa 110mg
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Zaver — Pradaxa v arytmologické ambulanci:

Pradaxa ma vynikajici data ze studie RE-LY, prokazujici
vysokou ucinnost a bezpecnost dvou davek (150mg a 110mg)
na rozsahle neselektované populaci.

Data z rozsahlych narodnich registrt potvrzuji uéinnost a
bezpeclnost Pradaxy (MEDICARE, Dansky registr)

Davkovani Pradaxy lze upravovat podle klinickych potreb
pacienta.

Bezpecnost Pradaxy umocnuje dostupnost specifického

antidota, které okamzité eliminuje uc€inek dabigatranu
(Praxbind - idarucizumab).
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Dekuji Vam za pozornost...

A my tam stali, warfarin
Zivi, skuteni, 2
tenkrate navecer,
kdy nad Vrchem
dve matna podzimni
zapadala slunce.

(Zbynek Hejda, : :
Blizkosti smrti, 1992) Jan.simek@vftn.cz




Dabigatran 150 mg vs. Warfarin

» snizeni vyskytu CMP a systémové tromboembolie (| 35%)

» snizeni vyskytu hemorhagickych ({,74%) i ischemickych ({,25%) iktu
» redukce vaskularni mortality (|, 15%)

» srovnatelny vyskyt zavaznych krvaceni

» redukce Zivot ohroZujicich ({,20%) a intrakranialnich krvaceni ({, 59%)

Dabigatran 110 mg vs. Warfarin

» srovnatelny vyskyt CMP a systemoveé tromboembolie

» snizeni vyskytu hemorhagickych ikt ({,69%)

» vyznamné snizeni zavaznych krvaceni ({.20%)

» redukce zivot ohrozujicich (| 33%) a intrakranialnich krvaceni ({, 70%)
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RE-LY® – Summary of results
In summary, RE-LY® compared the efficacy and safety of two doses of dabigatran etexilate with warfarin in the largest ever study of stroke prevention in patients with AF.1
The higher dosage of dabigatran etexilate (150 mg BID) combined superior protection from stroke or systemic embolism compared with warfarin with significant reductions in haemorrhagic stroke, vascular mortality and total, life-threatening and intracranial bleeds.1
The lower dosage of dabigatran etexilate (110 mg BID) combined comparable efficacy to warfarin for prevention of stroke or systemic embolism with significant reductions in haemorrhagic stroke and total, major, life-threatening and intracranial bleeds.1

Both doses of dabigatran etexilate significantly reduced the risk of life-threatening bleeding compared with warfarin:1
dabigatran etexilate 150 mg BID = 20% reduction (relative risk = 0.80 [95% CI: 0.66–0.98], P=0.03)
dabigatran etexilate 110 mg BID = 33% reduction (relative risk = 0.67 [95% CI: 0.54–0.82], P<0.001).
Life-threatening bleeding was a subcategory of major bleeding that comprised any of:2
fatal bleeding
symptomatic intracranial bleeding
bleeding with a 50 g/L decrease in haemoglobin level
bleeding requiring transfusion of 4 units of blood or inotropic agents or necessitating surgery.
Major bleeding was defined as any of the following:2
reduction in haemoglobin of 20 g/L
transfusion of 2 units of blood
symptomatic bleeding in a critical area or organ.

Intracranial bleeding
Intracranial bleeding consisted of haemorrhagic stroke, and subdural or subarachnoid haemorrhage.2

Reference
Connolly SJ, Ezekowitz MD, Yusuf S, et al. Dabigatran versus warfarin in patients with atrial fibrillation. N Engl J Med 2009;361:1139–1151.
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