UccnepgoBaHue RELY®

(Randomized Evaluation of Long term anticoagulant therapy)

UccnepoBaHue RELY® - rmobanbHoe, paHOAOMU3MPOBAHHOE MCCneaoBaHue,
doasza lll, BkntovmsLLee 18 113 naumeHToB 13 900 LeHTpPOB 44 cTpaH Mupa.
B xome wuccnepoBaHuss RELY® wudyyanocb, siBnsetca nu [JaburaTtpaHa
atekcunart (2 AO3MPOBKU, Ha3HAYeHHble crenbiM MeTOA4OM) CTOSb XKe
3adpdeKTUBHbIM, KaK U XOPOLLUO KOHTponupyemasa tepanua BapdapuHom
(MHO 2,03,0), Ha3Ha4YaBLWIUMCA OTKPbLITO, A1 NPO(PUNaKTUKN NHCYNTA.

[MaymeHTol ¢ PI1 (3a UCKMOYEHMEM MALUMEHTOB C KnanaHHbIMW MOPOKaMU
cepgua) M Kak MMHUMYM ewe oaHMM pakTopoM pUCKa pa3BUTUA
WHCYNbTa (Hanpumep, nwemMmnyecknm nHeynest, TUA nnm cucteMHsle ambonunm
B aHamMHe3e, OUCHYHKLMA NeBOro >Xernygodka, BO3pacT craplie 75 ner,
BO3pacT cTapLue 65 neT npu Hann4mmn caxapHoro anabeta, MbC B aHaMHese U
apTepuanbHoun rmnepTeH3un) BKMOYanuchb B uccnegoBaHue
NPOAOIMKUTESNIbHOCTLIO 2 roga ¢ Kak MMHMMYM 1 rogom nocrieayroLlero

"HaOITFIOAEHWS.



UccnepgoBaHue RELY®

(Randomized Evaluation of Long term anticoagulant therapy)

OBGLLA BbIBOL,:

1.

cnonb3oBaHne [lJaburatpaHa B J03e 110 Mr 2 pa3a B CYTKMU
OoKa3anacb cCpaBHMMbIM no cBoen 3p¢PpeKTUBHOCTU C
BapdapuHoM B OTHOLLEHMM NpeaoTBpaLLEHNUN NHCYNLTA
cnonb3oBaHne [laburaTpaHa B 4o3e 150 Mr 2 pa3a B CYTKH)
npes3oLna BapdapuH no adpheKTMBHOCTH u
Ge3onacHocTHn

[HaburatpaH, B oTnuune oT BapdapuHa, He TpebyeTt
NMOCTOAHHOIO NTabopaTOPHOro KOHTPONSA, NOCKOSIbKY UMEET
NHON MEeXaHN3M BO3OENCTBUA.



UccnepgoBaHue RELY®

Recent Oral Anticoagulation Trials

Stroke or

Systemic Embolism P Value Major Bleeding P Vvalue
RE-L_Y: . .34 .003
Dabigatran 110 mg bid[2 —0— —0-
RE-LY:
<.001 .31
Dabigatran 150 mg bid? —8—] -
ROCKET-AF: 12 58
Rivaroxaban 20 mg qd[®! —o— : e :
ARISTOTLE:
—0— .01 -6— <.001
Apixaban 5 mg bid!]
050 075 100 125 150 050 075 100 125 150
HR (95% CI) HR (95% CI)
New Agent Better Warfarin Better New Agent Better Warfarin Better

ARISTOTLE = Apixaban for Reduction in Stroke and Other Thromboembolic Events in Atrial Fibrillation; bid = twice a
day; Cl = confidence interval; HR = hazard ratio; qd = once daily; RE-LY = Randomized Evaluation of Long-Term

Anticoagulation Therapy; ROCKET = Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with Vitamin

K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation

a. Connolly SJ, etal. N Engl J Med. 2009;361(12):1139-1151.
b. Patel MR, et al. N Engl J Med. 2011;365(10):883-891.
c. Granger C, et al. N Eng J Med. 2011;365(11):981-992.

Q Anhythmia & EP

héart., Medscape
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Intracerebral Hemorrhage Rates:
Dabigatran vs Warfarin

Number of
Intracerebral
N Bleeds %/year
RE-LY -2 different doses of dabigatran compared with warfarin
Dabigatran 110 mg bid 6015 14 0.12
Dabigatran 150 mg bid 6076 11 0.09
Warfarin 6022 46 0.39
q Anhythmia & EP Hart RG, et al. Stroke. 2012:43(6):1511-1517. t%ﬁom Medscape

KDOBOTEYEHUMN.

A. laburaTtpaH aTekcunar B Ao3e 150 Mr 2 pa3a B CyTKM JOCTOBEPHO flyuLle CHMXKas PUCK MHCYIbLTA
U CUCTEMHbIX 3Mbonuun (Ha 34%) (p<0.001) y naumeHToB ¢ MA (unn dubpunnaumen npeacepaun), no
CPaBHEHMIO C XOPOLLO KOHTponupyemou Tepanmen BapdcdapuHom, 6e3 yBennienuns pncka obLLmnpHbIX

B. [laburaTtpaHa aTekcunar B fose 110 Mr 2 pa3a B CyTKU Moka3asl aHanlorm4yHoe CHMXXeHue pucka

WHCYNbLTa U CUCTEMHbIX 3MOONUI No cpaBHEHUIO ¢ Tepanuen BapdapuHoM, NpuBoas K CHMKEHUIO Ha

Z0% (p=0.003] 9acTOTEl OOMITEHEIX KDOBOTEYEHNN,




UccnepgoBaHue RELY®

C. Ctonb e Bnevatnarowmmm
oKasanucb  pesynbratbl MO
CHMXEHMI0O 4acTOoTbl remop-
parmn4yeckmMx HWHCYNbLTOB MNpu
Ha3Ha4YyeHun o3 150 n 110 mr
(CHMXeHne OTHOCUTENbHOIO
pucka Ha 74%, p<0.001 1 Ha 69%,
p<0.001, COOTBETCTBEHHO), a
Takke CHUXEeHUI0 CMEePTHOCTU
npm cepaevyHoOCoOCyauUCTbIX
CcOoObI-TUAX Ha po3e 150 Mmr 2
pazsa B CYTKM (CHWXeHue
OTHOCUTESIbHOINO pPUCKa Ha
15%, p= 0.04).

C ToukuM 3peHusa OesonacHocTu 006e 103bl
3HAYMMOE __ CHWXEeHME _ YacToThl
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No. at Risk

Warfarin 6022
Dabigatran, 110 mg 6015
Dabigatran, 150 mg 6076

5862 5718
5862 5710
5939 5779

Months

4593 2890 1322
4593 2945 1385
4682 3044 1429

npoaeMoOHCTpupoBanu bonee

XKN3HEYIPOXKAOLLNX, BHYTPMMO3IoBbIX

KDOBOU3NUAHUA U _OBLLIEero 4yucna KpoBOTEYEHUW. BaxHO OTMeTuTb, 4YTOo 9TU

npenmyLuiecrtBa Obinn OOCTUTHYTbI B OTCYTCTBUUN TENAaTOTOKCUHHOIO 3(*)CbeKTa.



UccnenoBaHue RELY-ABLE® Upsaaca
Mr
OCHOBHble pe3ynbTaThl WCCNeaoBaHWsl RELY-ABLE®
npenocTaBunyv  [OMONMHUTENbHYD  MHopMaLMIo, f) osinge
NoATBepKOaroLLYHo 0ONroCPOYHbIN npodounb

9 MdEKTMB-HOCTM KU Be3onacHOCTM  npenapara
Mpapakca' onA  nNpodouNakTUKNW  MHCynNbTa Yy
naumMeHToB C HeKnanaHHon cdubpunnaunen
npeacepavn.

HoBble pe3ynbraTbl OONrOCPOYHOro HabnoaeHus,
npeacTaBfieHHble Ha Hay4HbIX ceccusix AMepuKaHCKOW
accounaumn cepgua (AHA), B 3HAUYNTENLHOMN CTEMNEHU
cCornacyrwTca C pesynbraTamMym  3MNOXanbHOro
uccriegoBaHusi RE-LY°, Ha OCHOBaHUKM KOTOPOro

nccnegyemMmol npenapaTt Obll 0godbpeH BO MHOIMMX

cTpaHax Mupa. Cnedyem y4yumbsieamb, 4mMoO  uccriedogaHue
RELY-ABLE He 6b1r10 paHOOMU3UPOBaHHbIM, a 8 He20

bbirla 8K/IDYEHa mMOJbKO 4Yacme nayueHmos,

rpUHUMasuwux yyacmue 8 rnepeu4HOM

uccriedogaHuu.




UccnepnoBaHue RELY-ABLE®

B mMexayHapooHOM MHOrOLIEHTPOBOM uccrnemosBaHum RELY-ABLE® mpoBoaumnoch
HabnogeHne 3a 5851 nauueHToM, nony4aswum npenapat [Mpagakca® 6
meueHue rnocredyrouux 28 Mecsiyes rocrie 3aseplieHus uccrnedosaHuu RE-LY.
B npogosmxatowiemMmca paHooMu3anpoBaHHOM U Crenom nccnegosaHum n3yyanmcb
AOFIrOCPOYHbIe NpeumMyLlecTBa ABYX Jle4eOHbIX 403 (110 Mr 2 pa3a B CYyTKHU
M 150 Mr 2 pa3a B CYTKM).

YacToTa MlleMUiecKoro RELY-ABLE: Stroke and Ischemic Events
WHCYnbTa:

1,15%/rop Ha doHe fo3bl 150 e o

MI 2 pa3a B CYTKU U 150mg  110mg

Event (% per year) (% per year) HR 95% Cl
Stroke or systemicembolism 1.46 1.60 0.91 0.69-1.20

1,24%/rop Ha dpoHe ao3bl 110
Mr 2 pa3a B CYTKW.

All Stroke 1.24 1.38 0.89 0.66-1.21

Ischemic 0.92 0.67-1.27
LIaCTOTa reMoppaqueCKoro Hemorrhagic 0.89 0.34-2.30
WUH cyn bra. Mi 0.69 0.72 0.96 0.63-1.45
0,13%/rog Ha dooHe no3bl 150
Mr 2 pasa B CyTKU U
0,14%/rop, Ha cboHe no3bl 110

Mr 2 pa3a B CYTKW.

PE 0.13 0.11 1.14 0.41-3.15

PE = pulmonary embolism

: the :
q Anhythmia & EP Connolly S, et al. AHA 2012. Abstract CS.04. l‘,)ea,m, o Mg}bggpe




UccnepnoBaHue RELY-ABLE®

YacTtoTa
BHYTpUYepenHbIX
KPOBOTEYEHUMN:
0,33 %/rop Ha
dooHe 003bl 150 Mr
2 pa3a B CyTKU U
0,25%/roa Ha ooHe
Ao3bl 110 Mr 2 pasa
B CYTKMW.

YacToTa 605nblInX KPOBOTEYEHUN:

3,74%/ropn Ha poHe 003bl 150 Mr 2 pa3a B CYyTKU U
2,99%/ropn Ha poHe 003bl 110 Mr 2 pa3a B CYTKMW.

RELY-ABLE: Bleeding Events

RELY-ABLE-Only Patients

Dabigatran 150 mg Dabigatran 110 mg

Event (% per year) (% per year) HR 95% CI

Maior bIeedinE ‘ 3.74 > ‘ 2.99 > 1.26 1.04-1.53
Life-threatening 1.14 0.87-1.49
Gl 1.54 1.56 0.99 0.75-1.31
JIntracranial 131  0.68-2.51
Extracranial 3.43 2.82 1.23 1.01-1.49
Fatal 0.24 0.25 0.94 0.46-1.89

Minor bleeding 9.70 8.19 1.21 1.07-1.36

5851 patients followed for mean of 2.3 years.
Gl = gastrointestinal
q Arrhythmia & EP Connolly SJ, et al. AHA 2012. Abstract CS.04. heartorg Mgg}%ﬁpe




UccnepnoBaHue RELY-ABLE®

Obe pOo3bl  npenapaTta
XapaKkTepu3oBasrnmcb
MEeHbLUeun oowen 4YacToTOM
KpOBOTEYEeHUN, a TakKxe
BHYTPUYEpPEnHbIX U XU3HeYrpoXxarowmx
KPpOBOTEYEeHUN B cpaBHeHuUU c
BapdapuHomMm.

MNpagakca’
AOCTOBEPHO

[Npenapart Npagakca B go3e 150 mMr 2 pasa
B [AeHb NPOAEMOHCTPUpPOBa Takou Xe

RELY-ABLE: Major Bleeding

0.20
Event rates
Dabigatran 150 mg bid: 3.74% per year
% 0157 | pabigatran 110 mg bid: 2.99% per year
= HR, 1.26; 95% Cl, 1.04-1.53
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5851 patients followed for mean of 2.3 years.
. the »cdscs
q Anhythmia & EP Connolly SJ, et al. AHA 2012. Abstract CS.04. héart., Medscape

YPOBEHb pPUCKA BONbLUMX KPOBOTEYEHUM,
kak u BapdapwvH, a npenapar MNpagakca” B
gose 110 Mr 2 pas3a B CYTKM NoKasar

YacToTa BHYTpU4YepenHbIX Kposowsnwﬂnww
nokasbiBaloT, 4To npenapart lNpapakca®
obecnevynBaeT NOCTOAHHYIO 3aLUUTY

royioBHoro moazara.

Major Bleeding: All Dabigatran Patients*

Intracranial Hemorrhage* Intracerebral Hemorrhage

0.020

Dabigatran 150 mg bid: 0.33% per year Dabigatran 150 mg: 0.11% per year

Dabigatran 110 mg bid: 0.22% per year Dabigatran 110 mg: 0.13% per year

HR, 1.45;95% Cl, 0.98-2.16 (& HR, 0.91; 95% Cl, 0.50-1.64
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*All patients entering RE-LY or RELY-ABLE and receiving dabigatran
FIntracerebral hemorrhage + subdural hemorrhage

12,091 patients followed for mean of 3 years.

q ythm'a&EP Connolly SJ, et al. AHA 2012. Abstract CS.04.




UccnepnoBaHue RELY-ABLE®

. - . . *
RELY-ABLE: Total Mortality Total Mortality: All Dabigatran Patients
020 -
_ Dabigatran 150 mg bid: 3.46% per year
i Dabigatran 150 mg bid: 3.02% per year z;b:Jg;tsra;;,:(::Irn: :;dl ‘:’)‘:4% PERYEAT
Dabigatran 110 mg bid: 3.10% per year ey o Al Qi
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No. at Risk 0 1 2 Years o
110 2914 2853 2748
150 2937 2848 2760 *All patients entering RE-LY or RELY-ABLE and receiving dabigatran
5851 patients followed for mean of 2.3 years 12,091 patients followed for mean of 3 years.
i the X Anthythmia & EP the Meds
q Anhythmia&EP T —— h&arte, Medscape q Connolly SJ, et al. AHA 2012. Abstract CS.04. hearto, NMedscape

Ob0e po3bl npenapata [Mpagakca® xapakTepusoBanUCb CXOAHLIMU
CYMMapHbIM  KNUHUYECKUM  MNpeMMmyLiectTBOM WU MNoKasaTensamu
cmepTtHocTU. Npodunnb 6esonacHocTn npenaparta [lpagakca®cornacyetcst ¢
pesyrnesraTamm nccnegosaHng RE-LY®,



UccnepnoBaHue RELY-ABLE®

OBGLLN BbIBOL,:
1.

B TeuyeHme 2.3 roga nocne OKOHYaHus muccregoBaHusa RE-LY
(obwiee Bpems HabnogeHnsa 4.3 roga) 4actoTta MHCYILTOB U
OonbLIKMX KpOBOTEYEeHUMN Ha (hboHe npuema padburartpaHa
ocTaBasflaCb HU3KON WU COOTBETCTBOBaNa YPOBHIO,
BbISIBIEHHOMY B UccrnegoBaHum RE-LY.

[Mpuem paburatpaHa B go3e 150 u 110 Mr 2 pasa B A€Hb
ConpoBOXAANyICA O4YeHb HMU3KOM 4YacTOTOM pa3BUTUSA
remopparm4eckoro MWHcynbTa B TedyeHMe Bcex 4 net
HabnaeHus.

[Mpy npumeHeHun ao3bl B 150 Mr 2 pa3a B AieHb UMena MecTo
Oonee HU3KaA YacToTa pPasBUTUA  ULLEMUYECKOro
WHCYIbTa, YeM MPU NCNOMb30BaHUM NpenapaTta B Ao3e 110 mr
2 pas3a B AJeHb, ogHako Obonee BbiCOKasA 4YacTtoTa pa3BUTUSA
OOoNbLUNX KPOBOTEUYEHUMN.

OO0 [OO3NPOBRW Tpertapara COMNPOBOXAAINCE MAEHTAIHABIM

YPOBHEM CMEpPTHOCTM!.



PekomeHaauum KaHagCKoro KapauoBacKynsipHOro
obwecTtBa (Canadian Ccardiovascular Society) 2012 r.

CCS Guidelines 2012: Recommendations for Risk
Stratification and Choice of Antithrombotic

We suggest that, when OAC therapy is indicated, e oo om0 T

N ) A Conditional wXarelto
most patients should receive dabigatran, - roxaban)

. . . recommendation L
rivaroxaban, or apixaban* in preference to L :
. High-quality

e evidence 7 -
*Once approved by Health Canada e

Values and preferences:
This recommendation places a relatively high value on comparisons to warfarin showing that
labigatran and apixaban have greater efficacy and rivaroxaban has similar efficacy for stroke

prevention; dabigatran and rivaroxaban have no more major bleeding and apixaban has less;

dabigatran, rivaroxaban and apixaban have less intracranial hemorrhage; and all 3 new OACs are
much simpler to use. The recommendation places less value on these features of warfarin: long B
experience with clinical use, availability of a specific antidote, and a simple and standardized test

cny4yae, eclimn NOKa3aHa

ek i s ARG PacaRey vt nn bl TS et Bl nepopanbHas aHTUKoarynaHTHasa
:::‘::::::::'CardiovascularSocietv Te pa rl M ﬂ 60” b_ LLI I/I H CT BO rl a L'| I/I e H TO B
q Anhythm'a&EP Adapted from Skanes AC, et al. Can J Cardiol.2012;28(2):125-136. .,fé;@rtwg Mﬂ!ﬁ%ﬁpe AO")KH bl OTAa BaT b n pen n OLI Te H M e
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Npaaakca® _ « AIMKCABAHA,

i ¢ a He BBAP®APUHAL!!!
I (pekomeHOayuu 8bICOKOU cmerneHu

Boehringer
(O OKa3aHHOCMU)



PekomeHaaunn EBponeuckoro oouiectea
kapauonoroB (European Society of cardiology) 2012 r.

ESC AF Guidelines 2012: Recommendations for
Anticoagulationin Patients with Nonvalvular AF

Recommendation

Class Level

In patients with CHA,DS,-VASc score 2 2, OAC therapy with:
* A dose-adjusted VKA (INR 2-3); or
* Adirect thrombin inhibitor (dabigatran); or
* An oral factor Xa inhibitor (eg, rivaroxaban, apixaban*)

.. is recommended unless contraindicated

In patients with CHA,DS,-VASc score of 1, OAC therapy with:

* A dose-adjusted VKA (INR 2-3); or

* A direct thrombin inhibitor (dabigatran); or

* An oral factor Xa inhibitor (eg, rivaroxaban, apixaban*)
.. should be considered, based upon an assessment of the risk
for bleeding complications and patient preferences

ESC = European Society of Cardiology; INR = international normalized ratio;
OAC= oral anticoagulation

Q Arthythmia & EP

Adapted from Camm AJ, et al. Eur Heart J. 2012;33(21):2719-2747.

*Pending approval

PekomeHaauunm

{

{

B cnyyae, ecnn y nauueHTa C
HeknanaHHon ®I1 3HavyeHne nHaekca
wkanel CHA,DS,-VASc > 2 (B cnyyae
€CNnn HET NPOTUBOMOKAa3aHW) OOIMKHA
NPOBOANTLCA MNepoparnbHass aHTK-
KoarynaHtHas tepanus :

1 nogobpaHHon poson BapdapuHa
(MHO 2-3) nnn

] NpaAMbIM  MHIIMGMTOPOM TpPOMBUHA
(Aa6wuraTpaH ([Mpoaakca)) unm

] cenekTUBHLIM NPSIMbIM UHTMOUTOPOM
dakTopa Xa (PuBapokcabaH
(KcapenTo), AnukcabaH (3nmkeuc))

Y naumeHTOB CO 3HAYEHMEM MHOEKCa

wkanbl  CHA,DS-VASc = 1 JOrpKHa
obcyxxnatbcd  onuMcaHHaa  Bbllle
nepopanbHas aHTUKoarynsHTHas

Tepannua C Y4eTOM OLEHKU pucka
KpoBOTEYEHUN N MPeanodTeHnn
naumeHTa.
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