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Temporal trends in ischaemic stroke and anticoagulation

therapy among Medicare patients with atrial fibrillation:

a 15-year perspective (1992-2007)
Shroff et al. Arch Intern Med 2013,173:159—60
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Observed ischaemic stroke rate in was 48 per 1000 patient-years
in 1992 and progressively declined during the study period ...
a plateau of 17 per 1000 patient-years in 2006-2007
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[An3anH Ha npoy4BaHUATa cpaBHABaLM HoBuTe OAC
npu NauneHTu ¢ NpeacbpaAHO MbXKAeHe

LLInpokomalabHo KnmMHnYyHo npoyysaHe (14000 - 18000)
(1,4%/roanwHo ACTIVE W)

Mpocnepasauo hard endpoint — 450 cbbutmAa
Panpomusunpanm cpewy Warfarin

[1BOMHO CNAANO UM NPOCMEKTUBHO, PaHAO0MU3UPAHO,
OTBOPEHO NPOYy4YBaHE CbC 3aC/IENEHOCT NO OTHOLWEHME Ha
KpanHuTe Toukn (PROBE)

EKBMBaNIEHTHOCT (MM NPEeBBH3XOACTBO)
Ha Tepanua ¢ OAC nnm 6e3 Takasa
CHADS2 21 uaun 22

Bpeme B TepaneBtnyeH nHtepsan TTR (INR 2-3) npu
naumeHTuTe Ha Warfarin = 65%

I'Ipocne,u,ﬂBaHe Ha BCUYKU NaUNEHTU



European Heart Journal (2012) 33, 2719-2747 nPEnop-bKM HA ESC

EURCPEAN doi:10.1093/eurheartj/ehs253
SOCIETY OF
CARDIOLOGY®

OcbBpemeHeHN npenopbKkN Ha EBponenckoro
ApyXecTBo no Kapauonorusa (ESC) sa nosegeHne
npu npeacbpaHo MbXxXaeHe — 2012 .

MpenopbKn Knac®
MpenoptKK 3a npeseHYNA Ha TpombBoembonnatm npu Heknanxo MM - oGwym

AHTMTpOMOO3HATA TEPANKA 3a NpegnaeaHe oT TpoMBoeMOoNMabM CE NPeNopBUYEE 23 BCMUKK NaumeHTi C MM
HMIKMIOUeHWE HA Te3u, (Mbe W MeHW), KOWMTO €3 C HWCBK PUCK (BB3PacT <65 roguHi W camoTHo MM),
WK C NPOTUBONOKA3aHWAL

W200pbT Ha aHTUTpOoMB03Ha TepanuA ce Gaznpa Bbpxy aDCoONITHUA PUCK OT MHCYNT/Tpomboembonnabm
W KbpPBEHE M YWCTATA KNWHWYHE NON33a 33 A34eH NaUMeHT.

CHA,D5,-WASC 5COr-bT Ce NPpenopbyBa 3a OLeHKa Ha PUCKa OT MHCYNT NP HeknanHo M.

Mpw naumeHTy € CHA;DS;-VASC score = 0 (Bb3pacT <65 rogwHin U camoTHo NMM) € HNCBK pyUCK, 683 HUK3KDE PUCKOB
$aKTOp, He Ce NpenopbuBa aHTMTPOMDOTHYHA TepanuA.

Mpw naumeHTr ¢ CHA;D55-VASC score =2, TTAK TepanMa cbC:

« No3vpaH BKA (INR 2-3); unn

« NupekTeH TpombuHoB MHxnBuTop (dabigatran); unn

« Mepopanex Xa uHxuOuTop (Hanp. pveapokcabaH, anwkcabaH )d
...CE MpenopbyYea, aKo He & NPOTHBONOKa3aH.

Mpw naumedT ¢ CHA;DS5;-VASC score = 1, TAK Tepanua cbC

= [No3avpad BEKA (INR 2-3); unun

« OupekTeH TpomBMHOE MHXMOWTOR ([dabigatran); unm

. Mepopanex Xa MHxubuTop (rivaroxaban, apixaban)d

...Ce MpenopbyBa Bb3 OCHOBA HA OLEHKA Ha PUCKA OT KbpBEHE M NPeanoYMTaHWATA Ha NaLUMeHTa.




ba3a 3a npoBe)XaaHe Ha perucTpu npu
nauueHtu c NV

* Perucrbp — cuctemMHa Konekumsi ot AaHHM CBbP3aHN CbC
cneundunyeH npobnem

* OrpaHnyeHuns Ha MHopMaumaTa nNpu nauneHTn ¢ NM — nauneHTcka
XapaKTepucTumka, nosegeHue, Tepanua U KNMHUYEH xo4
— [naBHO OT nposeaeHn paHaoMn3npaHm KnmHM4YHM npoyyvBaHnA npu
cernekTupaHa rpyna naumeHTu

— WHdpopmaumnsa ot 6onHMYHaTa AOKYMEHTaUUS NPpU HACTbMUIT UCXEMUYEH
NN XemoparnyeH MHUUAEHT, Manko MHdopMauus No OTHOLLEHME Ha
cTabunHu ambynaTopHM NauneHTn

— OcTapenu gaHHu — 6bp3a NPoMsHa Ha enuMaeMnornornaTa,
noBegeHneTo n rie4eHneTo
* Hyxpa oT cbBpeMEeHHU N penpe3eHTaTUBHN JaHHN, Hal-aobpe KaTo
4yacT OT MyNTULEHTPOBU PETUCTPU NN agMUHUCTpaTMBHa 6a3a
OaHHU



Circulation Q"’ fomsiar

Associations

JOURNAL OF THE AMERICAN HEART ASSOCIATION

Variations in Etiology and Management of Atrial Fibrillation in a Prospective Registry of
15,400 Emergency Department Patients in 46 Countries: The RE-L'Y AF Registry
Jonas Oldgren. Jeff S. Healey. Michael Ezekowitz. Patrick Commerford, Alvaro Avezum. Prem Pais,
Jun Zhu, Petr Jansky. Alben Sigamani, Carlos A. Morillo, Lisheng Liu. Albertino Damasceno. Alex J.
Grinvalds. Juliet Nakamya. Paul A. Reilly. Katalin Keltai. Isabelle C. Van Gelder. Afzal Hussein
Yusufali. Eiichi Watanabe. Lars Wallentin. Stuart J. Connolly and Salim Yusuf
on behalf of the RE-LY Atrial Fibrillation Registry Investigators

Circulation. published online January 24. 2014:

15 000 nauueHTn, 46 cTpaHu
[TapokcuamanHo NM 27%, nepcuctupatio 23%,
nepmaHeHTHO 50%, HoBoguarHocTuumpaHo 35%
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RE-LY AF
KoHTpon Ha INR
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The Global Anticoagulant Registry in the Field
(GARFIELD)

Cohort1 Cohort2 & 3

Europe: Austria, Denmark, Finland, France, Germany,

Belgium, Czech Republic, Hungary, Russia, Switzerland,
Italy, Netherlands, Norway, Poland, Spain, Sweden, € P eary

United Kingdom =ine
Asia-Pacific: Australia, China, Japan, Korea India, Singapore, Thailand
The Americas: Canada, Brazil, Mexico Argentina, Chile, United States

Africa: South Africa

Middle East: Turkey, United Arab Emirates



GARFIELD
HeapgeksateH INR KOHTpOAa Ha ¢pOHA Ha Tepanuna C
VKA

INR control:
9971 patients in preliminary Frequency in Range
12-month analysis
e * Adequate control 260% of
10000 ~ i = measurements (INR 2-3)
5724 patients . * Poor control <60% of

8000 - treated with VKA Ut pRRa measurements (INR 2-3)

/ = with INR recordings

//’ _7/_/
-
L = 2009 patients with

4000 - adequate INR control

o

P

Patients treated INR recordings Adequate INR 1/ 5

with VKA available control adequately treated

with OAC

VKA =vitamin K antagonist



GARFIELD

UHUMOeHTU No Bpeme Ha

NMbpBadTa roaomMHa oT

npocnepasaHe v Bpb3ka ¢ eyeHnetro u TTR

H0 No VKA (n=4247) 3

B VKA (n=5724)

Event rate (%)

SSE Major bleed Death

3.0 -

2o

2.0 -

19

1.0

0.5 -

0.0 -

VKA (TTR 60%) (n=2009)
B VKA (<60% TTR) (n=2657)

SSE Major bleed Death

SSE = stroke or systemic embolism; TTR = time in therapeutic range



GARFIELD
Nleueb6HU pexknmu B 3asucnmoct ot CHADSVASC

COHORT 1
December 2009 — October 2011 (n=10,614)
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PREFER in AF

.

* MyntuHaumoHaneH, MynTu-
LEeHTPOB, 0bcepBaLIMOHEH
PErMNCTBP
 [NnaBHO ronemu donHUUM
« EpHoroguwiHo 15F3I;p;1ts
npocnegsisaHe
e 7243 nauneHTun

DEU
1580 pts




PREFER in AF
AHTtuKoarynauua cnpamo CHADSVASC npegu v

cnen 2010 rop,

Euro Heart Survey on AF PREFER in AF
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[JOAC I OAC+AP AP B Heparin B None © NOAC

NOAC =novel oral anticoagulant




PREFER in AF
HeKopekTHa ynotpeba Ha aHTUTPOMOO3HM
cpeacTBa

Frequency of AP and OAC combination use per clinical guidelines

AP+OAC DAPT+OAC

M Appropriate

M Inappropriate



Llen n gnsanH Ha GLORIA-AF

Llen:

[la ce xapaktepuaunpa nonynaumsaTta ot naumeHT ¢ HoBogMarHoCTUUMpPaHo
HeknanHo 1M n puckosn pakTopu 3a MHCYIT, KaKTO U ga ce nacrnensar
MoaenuTe, NPpeankTopuTe U n3xoamTe Npu pasfMyHUTE aHTUTPOMOO3HU
TepaneBTUYHM CXeEMU 3a NPEBEHLNA HA NHCYIT B KITMHUYHATA NpakTuKa.

On3anH:

« [lporpama 3a npocnekTneHoO, rnobanHo, 063epBaUMOHHO NpoyYBaHe rnpu 56
000 naumneHTn ¢ HoBoauarHoctuuupaHo NM, nposexgaHo B 3 dpasu

« [locrnenoBaTenHo BKIHOYBaHE Ha NaUMEHTM C HOBOAMArHoOCTULUMpPaHo (< 3
meceua) HKINM c Hannyme Ha = 1 gonbfHUTENEH PUCKOB (bakTop 3a UHCYNT
(CHA,DS,-VASc 2 1)

« Jlo 2 200 ueHTtbpa B okono 50 cTpaHu B LA CBAT

GLORIA@

g-Tarm Org A fithre

Treatmor I n I W I‘ Anrial Fibr




MexanHeH aHanu3 Ha ¢da3za ll ot GLORIA-AF

O6wo 10 675 naumeHTn
ca BKJ1I0OYEeHMU B
MEeXAWHHUA aHarun3 Ha
c¢daza ll (Bkno4veHun ot
HoemBpu 2011 Oo
deBpyapu 2014)

PervoH 1 PervoH 2
A3us EBpona

PervoH 5
Adpuka/
Cp. A3TOK
GWERPZY

PernoH 3
CeBepHa

(n = 1957) (n = 4703) Amepuka

(n = 3415)

BupoBe ne4yebHu 3aBegeHus (% naumeHTn):

Cneunanmanpanu kabuHetn: 33,4%:; YHusepcutetcku bonHnun: 30,8%:;
ObwecTtBeHn bonHuuu: 12,6%:; NbperndHa nomol;: 11,4%:; Opyrn: 11,7%

ﬁiirw BKMNtoYBa: M3BbHOONHUYHU ieHTiose'l KnuHukm no aHTMKaniJ‘IaiI/IFI " iiirvl




JleueHune cnopep pucka (CHA,DS,-VASCc) Bcuuku

pervoHu
m Dabigatran = VKA Rivaroxaban = Apixaban ASA =mNone Other
100 - 0.9
7.6
80 1 —-3.5
& 60 n (%)
g CHA,DS,-VASc
2 40 - Hucbk (score = 0) 0 (0)
o YmepeH (score = 1) 1551 (14.5%)
Bucok (score = 2) 9123 (85.5%)
20 - Nvncealy 1(0.0)
0 _
Overall
(n = 10675)

CHA,DS,-VASc score missing for one patient.
‘Other’ includes antiplatelets other than ASA and combination of oral anticoagulants.




AHTUTPOMOO3HO fieyeHue No peruoHun

®m Dabi m VKA = Riva mApixaban =" ASA AHTMarperaHtu, pasnu4iHu ot ASA mHama [Opyru
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EBpona CeB.AMepuKa A3us NaT.AMepuka Adpukal/
(n=4703) (n = 3415) (n=1957) (n=476) Cp.U3TOK

PeruoH G |.. O ﬁ' I%_‘@

« » m Oral Antithrombotic
,D,pyrw BKIO4YBa KOM6V|HaLI,VIFI OT nepoparnHn aHTUKoarynaHTu. Tres l P i l wi || An ol Fibrflatio




European Heart Journal Advance Access published August 31, 2014

European Heart Journal CLINICAL RESEARCH
EUROPEAN doi:10.1093/eurheartj/ehu3 74 ESC Clinical Trial and Registry UPdE\tE FASTTRACK

FOCIETY l:'F’I

Prognosis and treatment of atrial fibrillation
patients by European cardiologists: One Year
Follow-up of the EURObservational Research

Programme-Atrial Fibrillation General Registry
Pilot Phase (EORP-AF Pilot registry)
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AP Alone
ATT at baseline

OAC + AP

Other

ATT at 1 year

= Other

w OAC + AP

= AP alone
- NOAC

VKA




A Bleeding —a
Malignancy - | e |
Chronic kidney disease —a—
Previous TIA - —a—
Chronic heart failure ——
AL as nes T Far admice: [/ learine L= |

There were no cardiovascular deaths among ‘low-risk’ patients at
1 year. There were no ischaemic strokes but one case of haemor-
rhagic stroke in a ‘'moderate-risk’ patient that resulted in death.
Stroke/TIA/peripheral embolism occurred in 1 case (which was a TIA)
among "low-risk’ patients, and one case among ‘'moderate-risk’ patients.

=
M alignancy P
Chronic obstructive pulmonary disease —a—
Chronic kidney disease —=—
Previous TIA —a—
AF as primary reason for admission/consultation —a—
Age i
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European Heart Journal CLINICAL RESEARCH
gyrorzay  doi10.1093/eurheartj/eht557 Thrombosis and antithrombotic therapy

CARTHO DG R

Peri-interventional management of novel oral
anticoagulants in daily care: results from the
prospective Dresden NOAC registry

Effectiveness and safety data were collected from an ongoing, prospective, non-interventional registry of = 2100 NOAC
patients. Outcome events were adjudicated using standard event definitions. Of 2179 registered patients, 595 (27.3%)
underwent 863 procedures (15.6% minimal, 74.3% minor, and 10.1% major procedures). Until Day 30 + 5 post-
procedure, major cardiovascular events occurred in 1.0% of patients [95% confidence interval (95% Cl) 0.5-2.0] and
major bleeding complications in 1.2% (95% CIl 0.6-2.1). Cardiovascular and major bleeding complications were
highest after major procedures (4.6 and B.0%, respectively). Heparin bridging did not reduce cardiovascular events,
but led to significantly higher rates of major bleeding complications (2.7%; 95% Cl 1.1-5.5) compared with no bridging
(0.5%; 0.1-1.4; P=0.010). Multivariate analysis demonstrated diabetes [odds ratio (OR) 13.2] and major procedures
(OR 7.3) as independent risk factors for cardiovascular events. Major procedures (OR 16.8) were an independent risk
factor for major bleeding complications. However, if major and non-major procedures were separately assessed,
heparin bridging was not an independent risk factor for major bleeding.




Table 4 Effectiveness and safety outcomes of 863 interventional or surgical procedures in NOAC patients at Day 30 + 5
post-procedure, according to heparin bridging

Cutcome at Day 30 + 5 Type of Procedures without heparin Procedures with heparin P-value no bridging
after procedure procedures bridging (N = 404) bridging (N = 257) vs. bridging
Major cardiovascular events, Minirnal 0 (0.0%; 0.0-0.8) 0 (0.0%:; 0.0-1.4) =099
n (% 5% CI) Mireor 4(0.7%; 0.2-1.7) 1(04%; 0.0-2.1) 0.830
Major 1(02%:; 0.0-0.9) 3 (1.2%:; 0.2-3.4) 0.082
All 5 (0.8%;0.3-1.9) 4 (1.6%:0.4-3.9) 0265
Cardiovascular death, Minimal 0 (0.0%; 0.0-0.6) 0 (0.0%; 0.0-1.4) =0.999
n (% 95% Cl) Minor 0 (0.0%; 0.0-0.6) 1(04%; 0.0-2.1) 0298
Major 1 (02%: 0.0-0.9) 1 (0:4%:; 0.0-2.1) 0507
All 1(0:2%:;0.0-0.9) 2 (0.8%: 0.1-2.8) 0213
Major bleeding, n (%; 95% Cl)  Minimal 0 (0.0%: 0.0-0.6) 0 (0.0%: 0.0-1.4) =>0599
Minor 2 (0.3%;0.0-1.2) 1(04%; 0.0-2.1) 0.654
Major 1{0.2%;0.0-0.9) 6 (1.3%: 0.9-5.0) 0.004
All 3(05%:0.1-1.4) 7 [17%: 1.1-5.5) 0.010
MNMCR bleeding, n (% %5% Cl)  Minimal 1 (0.2%; 0.0-0.9) 1(04%: 0.0-2.1) 0507
Minor 15 (25%:; 1.4-4.0) 5 (1.9%: 0.6-4.5) 0.759
Major 3 (05%;0.1-1.4) 4 (1.6%;0.4-3.9) 0122
All 19 (3.1%:; 1.9-4.9) 10 (3.9%: 1.9-7.0) 0.352
Minor bleeding, n (%;95% Cl)  Minimal 1{0.2%;0.0-0.9) 0 (0.0%: 0.0-1.4) =0599
Minor 4(0.7%;0.2-1.7) 2 (0.8%; 0.1-2.8) 0576
Major 0 (0.0%; 0.0-0.6) 0 (0.0%:; 0.0-1.4) =0.999
All 5 (0.8%:0.3-1.9) 2 (08%:0.1-28) 0667
Ay bleeding, n (%; 5% Cl) Minimal 2 (0.3%:;0.0-1.2) 1 (04%: 0.0-2.1) 0654
Minor 21 3(5%;0.2-5.2) 8(3.1%:1.3-6.0) 0473
Major 4 (0.7%; 0.2-1.7) 10 (3.9%; 1.9-7.0) 0.0mM
Al 27 (45%: 3.0-6.4) 19 (74%; 4.5-11.3) 0.05%

Beyer-Westendorf J, et al. Eur Heart J. 2014;35:1888—1896.



Table | Characteristics of anticoagulants

VKA UFH LMWH NOAC
Administration Oral Parenteral, iv.,ors.c. Parenteral,sc. Oral
Onset of action 3-5days 1-2h 1-2h 1-3h
Half-life Acenocoumarol 11 h; warfarin 2436 h; phenprocoumen 120 h - 40-80 min 4-7h 9-17h
Predictable anticoagulant effect Mo Yes Yes Yes

LMWH, low-molecular-weight heparin; MOAC, new oral anticoagulant; UFH, unfractionated heparin; VEA, vitamin K antagonist.

Vitamin K antagenist (VKA B New oral anticoagulant (NOAC

Therapeutic level
of antcagulation

Cumulative level
‘ of antxeagulation

s TIT02 With
g btherapeutic
“ antikoagulation

. Time ol procedure

Interrupbon + bridging

Procedure Procedure



PeanHute gaHHuv npu NM -
pasanuMAa ¢C MeXXayHapoaHute npenopbKku®
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E ! Bbnrapcka kKaPOMonorng ABTOPCKHW CTATUU

OPYAKECTBO

nakermmonosute  ToM XX, 2014, Ne 3 ORIGINAL ARTICLES

B BRMTAPKHA

NMPEANIBUKATENICTBA B TEPANEBTUYHUA Nnoaxoa rnPU NALMEHTU
C NPEACBHPOAHO MBXAOEHE, NEKYBAHU C AHTATOHUCTU HA BUTAMUH K

HYACT Il. PUCKOBW CKAJTN U OrPAHUNMEHUE NMPU YNOTPEBATA HA AHTATOHUCTU
HA BUTAMUH K

A. MocmadxusH', P. Kogpuros? u Cm. Jumumpos’

HEeNHTepBEeHUNOHASTHO, CPe30B0O, MHOIMOLLEHTPOBO Npoy4BaHe npu
amOynaToOpHM NauUNEHTU C HEKNanHo NPeacbpAHO MbXOEHE, NEKYBAHU C
BKA cbrnacHo paspelleHnTe nokasaHua 3a ynotpeba n mectHaTa
MeOULUUHCKa NpakTuka 3a nepuon >12 meceua.

O6wo 1218 naumeHTn oT 147 MEOAULIMHCKN NPaKTUKK ca BKIHOYEHU OT 244
nacrniegosaTesnm — crneumnanucT Kapanososu B nepuoga despyapm 2012 —
KOHun 2012.

neT nocrieaoBartesriiHn NaumeHTn, KOMTo OTroBapAT Ha BKIMHOYBaALLUTE
Kputepumum n oa JOKyMeHTUpa nokasartesin, KOMTo Mmorat aia okaxxaT BJINAHUE
BbpPXY ONTUMariHn4 TepanesTny4eH noaxoa n npegcraBidBart
npean3BuKaTesiCtBO B aHTUKOArysrnaHTHOTO Jie4eHune

OcHoBHa LeNn Ha Npoy4YBaHETO € Aa ce cbbepaT AOCTaTbYHO KONIMYECTBO
OaHHW, KOUTO We dadaT Bb3MOXXHOCT 3a OLEHKa Ha npean3BukaTencreara,
cBbp3aHu ¢ npunoxeHneto Ha BKA npu naymenTtn ¢ NM B bbvnrapus



CenbTcTBaWwm 3abonaeanng cnopeq suaa MM (1/2) o

Mpu nayneHTHTe © NocToaHHO MM HaH-4YecTo cpeljaHMTe chbTCTBALM 3abonaBaHMa ca 3acTolHa
chpgeyHa HejgocTarbyHocT, McxeMuyHa 6onect Ha chpUeTo, H B No-Manka crened THpeoHgHO
3abonaBaHe

BCcHukK MapoxkcHamanHo MepcyucTUpawo MNocroAHHO

(1) (K) (L)

ZacTolHa CepAae4YHa H240TaTeYHOCT

Mexemmia Bonect Ha copueto I - I - I

Zaxaped anaber -21 -2.5 - 23

KnansM zabonAeaHmKa . 18 . i5 . 15

HHoynT . 12 . 13 .12

MpexoaHo HADYLWSHHME HA MOILYHOTO . 14 . 12 . 12
kpeEoobpLWeHe

MozrzuHockaoea Bonect . 12 . 13 I 7
Oenboxa sedozHa Tpomboza I s . 12'}-{-... I4

............

TupeouaHo 3abonAeaHe e .
E . 15L .1g|_._.

HaTOuHME: BRnpocHHE C MHQHOPHAaUHA 338 NALMEHTH, (JF, MNoasyue oT efWH OTToOBOR
baza: BocuukK naysweHT n=1218, NaynesTd C - naporkcHaManHo MM n=117, nepcucripaw MM n=118, nocroAHHS MM n=933




AHaMHe3a (3acTbnBalluu ce onnakBaHus)

3acrenBailyHTe ce onAaKkBaHHA B NOBEYeTo cAy4YaH ca KOMBHHALMH OT 4-Te HaH-
pasznpocrpaqHeHH onJaKkBaHHA: yMopa, cepUyebueHe, gHcnHes U 3aMaiHBaHe

EaHo onnakeaHe

2 OnnakeaHyA

3 onnaKkeaHyA

4 onNaKBaHWA

5 onnakeaHyA

& onnakeadHya

7+ ONnNakeaHWA

—

Yumopa - 4%, Cepyebuerne — 3%

¥mopa + fAwcnwes - 6%, ¥YMopa + Cepyebuere - 6%

¥uopa + Auwcnwes+ Crpuyebuene- 11%; ¥mopa+ Chpuyebueqe+
JaMaieane — 4%, YMopa + fAWcnhes+ 3aMaiBane — 3%

¥umopa + Auwcnwea+ Crpuebuere+ Iamadparne - T Yvopa+
Aducnkes + Cepyebnerne+ Mpugna boaxka— 3%

MzTossik: Brenpocksik © MudopManss 23 naukedm, 8, Breky seped oTroBop
Baza: Bowskn magmesma n=1218

Yo



HectoTa Ha INR KoHTpon cnopea Bb3pacTTa Ha NnauueHTUuTe

%
bpou INR Ttecrose (3a nocnegHure 12 meceua) ’

Hai-pagko INR koHTpOA ce NpoBexga OoT HaH-BbL3PAacCTHHTE NayHeHTH — Hag 75 r. v ocobeHo
Hag 80 r.

N0 (Hywro egmH)
1-2 nbTH
Bl G-4 nbTH

5-6 MbTH

B 7-11 meTA

12 meTH

Hag 12 meTH

15 17H {18 GH’
S S B 6 : Hama gaHHKn/ Bes
= S S 3 OTroBOp
Bcvukm o 60r. 6G0-64r. 65-69r. 70-74r. 75-79r. 80+r. (H) R PR L M
(C) (D) (E) (F) (G)

WMzmossam: BenpocHMK © MHQOopMaELMA 38 nauweHTH, 16, Egus omoeop
Ba3a: Bowsn maugwesmd n=1218, NauperTe Ha ewapacT — oo 60 r, n=147, 60-64 r. n=137, 65-69 r, n=218, 70-74 r. n=293, 753-79 r. n=245,
B0+ r. n=1335



YHecToTa Ha KopuUrnpaHe Ha A03MpOBKaTa Npu Tepanusa c
aHTaroHMCcTM Ha eBuTaMuH K cnopef eb3pactrta Ha NnauueHTuTe
(3a nocnegHute 12 meceuya)

Yo

Hai-pagko go3ara ce KOpHrHpa npM nayMedT Hag 70 r. Had-roneMHaT gan Ha HeKopHurupada
AO3HPOBKA € NP HaH-Bb3PAcCTHHTE NauMeHTH — Hag 80 r.

BN 0 (Huro eamMd)
i o 1-2 mbTH
Bl 3-4 mbTH

E-6 MbTH

B 7-11 mbTH

12 nbTH

MNosevye ot 12 MbTH

HaMa aaHHM / Bes

3

ey aTrosop
Bcwukm Lo 60r. 60-64r. 65-69r. 70-74r. 75-79r. 80+r. (H) U Cpeano (MeaKana)
(C) (D) (E) (F) (G)
HWaTossuk: BunpocHsk © MHDODMaLEMA 23 naywedmd, 17, Equn omroeop
Bz3a: Bowskw nagwedTd n=1218, Mausedmd Ha ew3pacT — go &0 r. n=147, 60-64 r. n=137, 6569 r. n=218, 70-74 r. n=25935, 73-79 . n=246,

80+ r. n=155



[TpeTbpneHn embonn4HM enuzoan™ crnopen suaose MM

Yo

* noKkaTo nayHeEHTHTE Ca Guam Ha TepanMa C aHTaroHMCTH Ha BUTaMiKuH K

Hama chlyecTBeHH paznvyky cnopeq exMaga Ha MMM.

20 21 19
67
73 2
13 . 9
BCHY KK MNapokcuzmanHo  MepcucTHpalyo
(3) (K)

MzTossmk: Brenpockme © msdopMaums 23 nausenm, 011, Eoua omrosop

21
mOa
He
66
Hama npauuwn/ Bes
OTroBop

MocTtoauHo (L)

Baza: Bowr mauweHTd n=1218, Mausermv © — napokcuasanyo MM n=117, nepocucmpawo MM n=118, nocrossdo MM n=553



[peTbpneHn MHUMASHTU C KpbBousnueu* cnopen smnaa MM

* JOKaTo NayHeHTHTE ca Bunm Ha TepanKa ¢ aHTaroHWCTH Ha BUTaMuH K

Oxono 15% or naynenTyre ¢ MM ca nperspneny HHUKMAeHTH C KPBBOM3INHBH. HAMa 3HavKuMa

CTarMcTHYecCKa pa3nMka cnopeg tina M.

76 75 79
7 9 6
2 2
BocuukK MapoKcH3IManHo MepcucTvpay o
(1) (K)

MzTosswe: BunipocHHE © MHDODMaUMA 38 nauweHTH, 014, Equs oTmoeap

Yo
EAa
He
75 Hama mHd opMauma

Bes oTtroBop

7
=

NMocTtoanHo (L)

Ez3a: Bowskw mauwedtt n=1218, Maumenma ¢ — naporkckzaManso MM n=117, nepocicmmpawo MM n=118, nocroasqe MM n=553
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Count

100
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suffered an
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while on
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treatment?

Bes
o
CIMat known



00— Has your

patient
sufferad
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while on
vitamin-k
antagonist
treatment?
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B Mo
O ot known
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Dose  1-2times 3-4times 5-6times  7-11 12 times More thanko data )

Count

never times (appr. 12times
adjusted once answer
marthly)

How often in the last 12 months have you adjusted
the dose of vitamin-K antagonist treatment [/ times /
- Igroupl



RE-LY®: ‘EU label’ analysis

Full RE-LY® population D150 D110 Post-hoc pooled population
RE-LY® recommended recommended ‘EU label-simulated dabigatran’
randomization population (71.4%)*] population (28.6%)* vs warfarin

D110
n=4307

Dabigatran

D150 recor(rilmended
D 1 5 O (recommended DRt
dose) n=1780
n=4324 n=1698
<80 years and =80 years OR
HAS-BLED <3 HAS-BLED =3
OR verapamil OR verapamil

*Percentages expressed as proportion of total RE-LY® population
Lip GYH et al. Thromb Haemost 2013;111: doi:10.1160/TH13-09-0734



RE-LY® EU label compliant analysis:
peayKuma Ha NbPBUYHU U BTOPUYHU KPaUHW Lenmn

5.0 -
B 'EU label-simulated dabigatran’ (n=6004)

® Warfarin (n=6022) 4.13

Annual rate per 100 person-years

Stroke/SE Ischaemic stroke  Haemorrhagic Death MI Vascular death
stroke
Lip GYH et al. Thromb Haemost 2013;111: doi:10.1160/TH13- 39

09-0734
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RE-LY® EU label compliant analysis: peaykuua Ha
KbpBeHe

B 'EU label-simulated dabigatran’ (n=5981)
® Warfarin (n=5998)

19.75

3.00 3.55
128 179 129 104
0.22
MBEs Life-threatening MBEs GI MBEs ICH Any bleeds
ICH = intracranial haemorrhage; MBE = major bleeding event 40

Lip GYH et al. Thromb Haemost 2013;111: doi:10.1160/TH13-09-0734






BrnaronpuatHUAT npodomn nosnsa-puck Ha dabigatran 150 mg gsa nbTH
OHEBHO € noTBbpaeH npu nposeaeHo ot FDA He3aBMCUMO n3nuTBaHe C

yyqactneto Ha > 134 000 nauneHTmn

Medicare! >134 000 nanuenTH m\Warfarin

= D150 n D75 BID
KOMOWHMpaHO

4 - 0,86 1.28

0,34

YecToTa Ha
100 4oBEKO-TOAMHMK

D -
CMBpTHOCT Texko ' kbpBeHE OcTtvp M McxemnyeH MHeynT BUK
RE-LY®24>18 000 nanuenTn
0,88
I 1 m\Warfarin

= D150 BID

W = O

[pe]

MpoueHT Ha cbbuTKrATa
(% rogmwHo)

CMBpTHOCT "M kbpBEHE MM McxemMnyeH MHCynT BYUK

B CAL pa3pewenute nosu dabigatran etexilate ca 150 mg BID n 75 mg BID 3a npodunaktuka Ha MHCYNT U cUCTeMeH eMB6onu3bLM Npy Bb3pacTHU NauueHTu ¢ HeknanHo MM.

BposT Ha xopu3oHTanHWTe AeneHns nokassa koeduumeHTa Ha pucka cnpsimo warfarin

1. www.fda.gov/Drugs/DrugSafety/ucm396470.htm. -
2. Connolly SJ et al. N Engl J Med 2009;361:1139-51; 3. Connolly SJ et al. N Engl J Med. 2010;363: 1875 6; 4. Pradaxa®: KXMM3a EC 2014 —




The NEW ENGLAND JOURNAL of MEDICINE

Intracranial and Gastrointestinal Bleeding Events in New Users of Dabigatran and Warfarin from the Mini-Sentinel Distributed

Database, October 2010 through December 2011.*

Analysis Dabigatran Warfarin
No. of No. of No. of No. of
Patients Events Incidence Patients Events Incidence
no. of events/ no. of events,
100,000 days at risk 100,000 days at risk
Gastrointestinal hemorrhage ) )
Analysis with required diagnosis of 10,599 16 1.6 43,541 160 3.5
atrial fibrillation

Sensitivity analysis without required 12,195 19 1.6 119,940 338 3.1

diagnosis of atrial fibrillation

Intracranial hemorrhage

Analysis with required diagnosis of 10,587 8 0.8 43,594 109 24
atrial fibrillation
Sensitivity analysis without required 12,182 10 0.9 120,020 204 1.9

diagnosis of atrial fibrillation

N/ N/

* Patients were included in the cohorts if, in the 183 days before the index dispensing of dabigatran or warfarin, they were en-
rolled in plans for drug and medical coverage and had been given a diagnosis of atrial fibrillation in any care setting. Patients
were excluded from the cohorts if, in the 183 days before the index dispensing, they had a claim for an event of interest in an
inpatient or emergency department setting or a claim for dispensing of dabigatran or warfarin. Events were assessed during
drug exposure, from inpatient or emergency department settings only.




