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[1naH nekuymmn

(1) Snugemuonorua n pacnpocTtpaHeHHOCTb DI,
(2) Pnck cMepTHOCTU N MHCynbTa Y nauueHTos ¢ DI,
(3) NporpeccuposaHue dI1,

(4) PekomeHgauumn no seaeHuto nauneHToB ¢ Of1
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.
01 Kakumun pekomeHgaunamm Bbl nonb3yeTech npu
BeadeHun naumeHTos ¢ PI17?

1. Pekomengaunmn ESC 2010
2. PexomeHpaunn ESC 2012

3. “MecTHbIE” pekoOMeHaaumnm

4. A ocHoBbIBaAOCb Ha
COOCTBEHHOM OnbITe

www.escardio.org




(1) PacnpoctpaHeHHOCTb I

PacnpoctpaHeHHocTb @1 B pas3BUTbIX CTpaHax cocTaBnaer
npmmepHo@ B obwen nonynsauum, N yBENUYUBAETCH C
Bo3pacTtoM. CpeaHun Bo3pacT naumeHToB Koneobnerca mexay 75 u
85

@I cBasaHa @ NSTUKPATHLIMPMNOBLILLEHUEM PUCKA BO3HUKHOBEHWS
NHCYINbTa, C TPEeXKpaTHbIM MOBBLILLEHMEM PUCKA MPOrpeccupoBaHng

cepaeYHon HeAoCTaTOYHOCTU U BbICOKOW CMEPTHOCTbLIO

Camm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation:
An update of the 2010 ESC Guidelines for the management of atrial fibrillation EHJ 2012
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PacnpocTtpaHeHHOCTb 1 nporpeccupoBaHue Ol

Projected number of
persons with AF (millions)
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Miyasaka, Y. (2006). Secular Trends in Incidence of Atrial Fibrillation in Olmsted County,
Minnesota, 1980 to 2000, and Implications on the Projections for Future Prevalence. Circulation,
114(2), 119-125.
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02 [1lo Bawlemy MHeHUIO, Kakoe camoe 4YacTtoe
cepbe3Hoe ocrioXHeHune Pl17?

1. WNHoapKT mmokapaa
2. Taxenas cepgevyHas HegOCTaTOYHOCTb

3. VHcynbT

www.escardio.org




(2) CMepTHOCTb U YaCToTa UHCYSLTOB OT
cepaeYHo-cocyancTbix 3aboreBaHum
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—Stroke —Heart Diseases —CAD/IHD

Lackland DT. Factors Influencing the Decline in Stroke Mortality A Statement From the American Heart @

Association/American Stroke Association. Stroke, 2014
EUROPEAN
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(2) Yactota nHcynsroB Ha 100 000 nauneHT-

net 3a 2010

o~ Incidence
’ I <1349

[ 134-9-179-7
[1179-8-216-1
[]216-2-251.8
N 251-9-3363
B =3363

Feigin V. Global and regional burden of stroke during 1990-2010: findings from the Global Burden

www.escardio.org

of Disease Study 2010. Lancet, 2014
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|
CMepTHOCTb M BO3HUKHOBEHWNE UHCYIbTa Y
naumeHToB c Ol

C 2000 no 2010, oTHOCUTENbHAsA YacToTa CMEPTHOCTU OT MHCYIbTa CHM3UIAch
Ha 35.8% C peanbHbIM CHMWKEHMEM CMEPTHOCTM OT UHCYSMbTa Ha 22.8%. Tem
He MeHee, exerogHo npumepHo y 795 000 4enoBeK BO3HUKAET WHCYIbT
(MLEeMUYECKMIN UNU reMmopparn4yeckmnin).

[MpumepHo 610 000 n3 aTnx cobbITUN — 3TO BNepBble BO3HUKLUME NHCYMbTLI, a
185 000 — noBTOpHble WMHCYNbTLl. B 2010, nHcynbT aBndancsa ogHom us 19
npuynH Bcex cmepten B CLLUA. B cpegHem, kaxable 40 cekyHn B CLUA y koro-
HNMOYOAb pPa3BMBAETCS WHCYMLT, U KTO-TO YMUPAET MO 3TO NpUYUHE Kaxable 4
MWUHYTHI.

®I1 aenserca ogHOU U3 BeayLWMX MPUYNH BO3SHUKHOBEHWUS BCEX WHCYNLTOB, B
TOM YuUCre MLIEMUYECKMX CO CMepPTENbHBIM UCXOOO0M. dI1 “oTBeTcTBEHHA” 3a

<I5% BCEX BOZHUKLLMX UHCYNETOB

©

Executive Summary: Heart Disease and Stroke Statistics--2014 Update: A Report From the American EUROPEAN

‘ www.escardio.org Heart Association Alan S. Go, Dariush Mozaffarian, Circulation 2014 (1) SOCIETY OF



.
03 [1o BallemMy MHEHUIO, KaKoW exXerogHblv MPOoueHT
nporpeccupoBaHusa QI npu neveHnm AAT ?

1. 0-5%

2. 5-10%
3. 10-15%
4. 15 -20%

5. bonee 20%

www.escardio.org



(3) MNporpeccupoBanue POr1. Wkana HATCH

Vol. 55, No. 8, 201(
ISSN 0735-1097/10/$36.0¢
d0i-10.1016/}jace.2009.11.04
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lkana HATCH 6bina npeanoxeHa ans nporHosa nporpeccupoBanua I y
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(4) 2012_PekomeHgauun EBponenckoro obuiecTsa
Kap4uonoros No BeaeHuto naymeHTos ¢ Ol

@ European Heart Journal (2012) 33, 2719-2747 E SC G UIDELINE S
EUROPE!&[\FI doi:’lD.1093feurheartjfehs253

2012 focused update of the ESC Guidelines
for the management of atrial fibrillation

An update of the 2010 ESC Guidelines for the management

of atrial fibrillation

Developed with the special contribution of the European Heart
Rhythm Association

Authors/Task Force Members: A. John Camm (Chairperson) (UK)*,

Gregory Y.H. Lip (UK), Raffacle De Caterina (Italy), Irene Savelieva (UK),

Dan Atar (Norway), Stefan H. Hohnloser (Germany), Gerhard Hindricks (Germany),
Paulus Kirchhof (UK)
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CKpUHUHI naymeHToB ¢ Ol

Recommendations Class? Level ® Ref€

Opportunistic screening for
AF in patients =65 years of age
using pulse-taking followed by
an ECG Is recommended to
allow timely detection

of AF.

14, 15

Y/ nauneHTos; 63 neT u CTaplie He0bXoaUMo, POBOAUTS,

nanbRaumwioe, mysibca, v 3amuck, SKIT ipw HepenyispHoMm,
puTMe: Afish BhlsiBieHWs: PIl 40, BOSHWKHOBEHUS: UHCY BT,

©

Camm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial

fibrillation: An update of the 2010 ESC Guidelines for the management of atrial fibrillation EHJ EUROPEAN
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04 Kakon wkanon pucka TpoMb0amMbosrinieckmnx
oCnoXHeHnn y naumeHTtoB ¢ ®I1 Bbl NonbL3yeTechb?

1. CHA2DS:
2. CHA:DS:-VASC

3. He ncnonb3yto HUKaKue LKanbl

4. Bce naumeHTbl ¢ Ol OMmKHbI
nonydats OAK

www.escardio.org




2010 _PekomeHpaunn EBponenckoro odulecTaa
Kap4uonoros No BeaeHuto naymeHTos ¢ Ol

[ e
E

mic drugs
: E B

frst documentad

Cardioversion

_
Crrn e n

silent  paroxysmal persistent long-standing  permanent
persistent
A. John Camm (Chairperson) (UK) et all.The Task Force for the Management of Atrial Fibrillation of the @
European Society of Cardiology (ESC) EHJ 2010
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Tunbl n knaccndukauyms Ol

Adrial Fibrillation  An atrial fibrillation episode is defined as AF which is documented by BCG monitoring and has a duration of at least 30 seconds, or

Episode if less than 30 seconds, is present continuously throughout the ECG monitoring tracing. The presence of subsequent episodes of
AF requires that sinus rhythm be documented by ECG monitoring between AF episodes.

Paroxysmal AF* Paroscysmal AF is defined as recurrent AF (> two episodes) that terminates spontaneously within 7 days. Episodes of AF of <48
hours' duration that are terminated with electrical or pharmacologic cardioversion should also be classified as paroxysmal AF
episodes.

Persistent AF* Persistent AF is defined as continuous AF that is sustained beyond seven days. Episodes of AF in which a decision is made to
electrically or pharmacologically cardiovert the patient after =48 hours of AF, but prior to ¥ days, should also be classified as

persistent AF episodes,
Longstanding Longstanding persistert AF is defined as continuous AF of greater than 12 months’ duration.
Persistent AF
Permanent AF The term permanent AF is not appropriate in the context of patients under going catheter or surgical abltion of AF, as it refers to a
group of patients for which a decision has been made not to restore or maintain sinus rhythm by any means, including catheter
or surgical ablation, If a patient previously classified as having permanent AF is to undergo catheter or surgical ablation, the AF
should be reclssified.
Calkins, H. et al. 2012 HRS/EHRA/ECAS Expert Consensus Statement
on Catheter and Surgical Ablation of Atrial Fibrillation. Europace
. 2012 EUROPEAN
www.escardio.org SOCIETY OF
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OLeHKa pycKa MHCYIBTOB U KpOBOTEYEHNI

Multivariate hazarg
(95% CI) ratios

Age (years)

<

e e

275 528 (457609 Wrarm RS VASE  RRQMRHARRIHR A
Female sex L17 (1.11-122) Wmmlm

Previous ischaemic stroke 2.8 (2.68-2.95)

14 (1.06-1.23)
RekomeHaauuw,

‘,fg:gg,: » GFROIQ, HANRARNEAHEY HA, BRIARHGHIE

7 NauneHTos: G @I ¢ "MGTMHHO, MKMW, puckom:” T30

Vascular disease (any) l.
+ Myocardial infarction :
« Previous CABG )

+ Peripheral arter disease
e 7 (HAnpuMep, BO3PACT; 65 neT; udonupoBAHHas; ®If; kro,
prrin ML e iy on
i 0.98 (0.93 1.03) IWW“‘
history) / G (Hﬂ'h(b bl QMQ’,_I-_I_QT%Q

119 (1.13-126)

iabetes mellitus
_ETfEf.,-—-—~f~——~—-”’*“"""' 1,00 (0.92-109)

Thyroid diseise 103 (083129
Camm, A. J. et all. 2012 focused update of the ESC Guideli
amm, A. J uidelines for the management of atrial
fibrillation: An update of the 2010 ESC Guidelines for the management of atrial fibrillation EHJ EUROPEAN

www.escardio.org
2012 SOCIETY OF
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CtpaTtudukaumns pucka MHCynbTa no wKanam
CHA2DS2-VASC n CHADS?2

Stroke Risk Stratification With the CHADS, and
CHA-DS--VASc scores

Adjusted
stroke rate ( %

pery)
CHADS,; acronym™®
1.9%
2.8%
4.0%
5.9%
8.5%
12.5%
18.2%

S bk W= O

CHALDS>-VASec acronym |
0%

1.3%
2.2%
3.2%

4.0%

6. 7%
9.8%

9.6%
6_?% @
15.20%

9
. EUROPEAN
www.escardio.ofRig T. January et al. 2014 AHA/ACC/HRS Guideline for the Management of Patients With Atrial R o

Fibrillation JACC 2014
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LHkanbl CHA2DS2VASc n HASBLED

LlIkana pucka mpomboamboriudeckux

ocnoxHeHut npu @f1 LlIkana pucka KpogomedyeHuu

Camm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial
fibrillation: An update of the 2010 ESC Guidelines for the management of atrial fibrillation EHJ EUROPEAN

www.escardio.org 2012 CARDIOLOGYS




HasHadyeHne aHTu KOarymnAaHTOB

Risk cateso CHA,DS,-VASc | Recommended
gory score antithrombotic therapy

One ‘major’ risk

factor or >2 cI|n.|ca,IIy >2 OAC?

relevant non-major

risk factors
Either OAC® or

One ‘clinically relevant | aspirin 75-325 mg daily.

non-major’ risk factor Preferred: OAC rather
than aspirin.
Either aspirin 75—
325 mg daily or no

Wil S s 0 antithrombotic therapy.
Preferred: no
antithrombotic therapy
rather than aspirin.

LICUGEL LUIu "s?f‘m,u;'
Camm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial
fibrillation: An update of the 2010 ESC Guidelines for the management of atrial fibrillation EHJ

www.escardio.org 2012 SOCIETY OF
CARDIOLOGY®
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[lpumeHeHne BapdrapuHa y naumeHTtoB ¢ Ol

[MaumeHTbl NpuHMMatoLwmne sapdapuH
cornacHo pekomeHgauum Bpada (%)

70

55% B cpeaHem

NpUHUMaET
35 BapdgapuH
18
0
<55 55-64 65-74 75-84 >85

BospacT (rogbl)

©
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OLeHKa pucKka MHCYIBTOB U KPOBOTEYEHUM

[BaboneBaHus; nedeH, U, NoteK; 3NoyRoTPedneHue
aKoroNeN; 3710KaHeCTBeHHbIS: 0BPA3BAHNS, BO3PACT

lWkana HEMORRHAGES, 275 neT; W@%WWW%
All, aHeMust reHeTuHecKre: PakTopsl; NOBhILIEHHbI; PUGK:
GUHKOTI; UHGYIIRT]|

IWkanm HASBLED (AT, CruxenHas, QyHKUNAS, TIRUGHWNONRK;  MHCYIRT,
alkorofnikHasHapkoTMHecKast 3aBUcUMOGTR]|

st ATTRAA [AHTMKOANYIAHT 1 haKTOPLY PUCKa: v, BT,

OueHka, pucka; KPOBOTEHEHUI PeKOMEHAOBAHa, Afis BCeX,
nauneHTos; ¢ @, ocobeHHo; v naunerTos: HAS:BLED) 23;

Wikana, HAS:BLED) He gomkHa, OblTh, Ucnonb3osata anst,

www.escardio.org Camm,A.J.etall. 2012 focused update of the ESC Guidelines for the management of atrial SOCIETY OF
fibrillation: An update of the 2010 ESC Guidelines for the management of atrial fibrillation CARDIOLOGY
European heart journal. 2012




HoBble opalibHbl€e aHTUKOAryJiAHTHI

PuBapokcatan, Onim He xyxe Bapmapuia AN A0CTUKEHNT,
TePBUHHO: KOHEHHOW: TORKW, 1O, UHCYTIRTANY W, CUCTEMHBIV, IMBONAM,
& TAKKE: AOCTMIT 3HAaHeHNS; SUPENIONity, CortacHo, , (RRI-Rrotocol
analysis)
RPueapokcabaH,
ROCKET-ARTrial)

FFRAWEMA, opobpunv, pusapokcabat 4ns: ipoQUaKTNKY,
MHCYIbTa; B A03e: (20113 mg,0,d))

©

ideli ial fibrillation: EUROPEAN
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HoBble opalibHbl€e aHTUKOAryJiAHTHI

osa,naburaTpana; 160) M Guina; addhexTuBHas BapdhapuHa; B,
OTHOIIEHNM UHCYIIETOR: W He: Bbl0 PA3HILA, B, OTHOWRHIK,
KPOBOTEHEHWIA,

Hosa.nadvrarpatia; 11Q) Mi Gklna; He-Xyxe: BapdhapuHa; ¢
Ta6 MeHbLIWM, Ha, 207, cephesHbIX KPOBOTEHEHUH;

RE-LY Trial

FDA opobpwitaosy, aaburarpana; 150 mg; b,iidi and 75 mg;
biid; Moy, BhIPAKEHHOW ANCAYHKLNM, TOHEK

EMA ogobpunia 2-e.403bl Aaburarpata — 110w, 150)mrbyiid;

©
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HoBble opalibHbl€e aHTUKOAryJiAHTHI

AVERROSES Trial)

lanhoe.  uccnenoBatne.  ObljO,  OGTAHOBNEHO,  NPEXOLBPEMEeHHO,
BCIIRACTBUM, SHAHMMOTO, CHINKEHNS, UHCYIETE, Ha: 5%, N0, CRABHEeHIIO, ¢
BAPAAPUHOM; NPV, QTGYTCBIAV PAZHNLbI B; CEPLESHBIX KPOBOTEHEHNI,

ARISTOTLE Trial

[TpumeHeHne anmkcabaHa CHU3UMO PUCK MHCYNbTa Ha 21% no cpaBHEHUIO

mm c BapdapnHOM M Ha 31% CHU3UIIO Cepbe3Hble KPOBOTEYEHUS, a TaKke
3aHYNMO CHM3UIO CMEPTHOCTb OT NobbIX npuunH Ha 11% (HO He
cepaevyHo-CcocyamCTyo CMEPTHOCTD)

YacToTa; reMopparuHeckoro, (HO, He. WILIeMUHECKOTO, WHCYIIETE)) Ohina
3HaHNMO, HUXKe: Y, NAUNEHTOB; MOMYHABLINX alkcadaH, no, GPaBHeHWIo, G
BapapPUHOM; l[aCTPOUHTECTHHATRHEIE: KDOBOTEHEHUS DbV OANHAKOBE;

FDA onobpuihamvkcadat, Ans iPOMUITaKTMKKI UHCYIThTa, By
[031poBKe:. 3 Mg, byiidy @

- ideli Al fibrillation: EUROPEAN
www.esca I'le.OI‘ﬁamm’ A. J. etall. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of SOCIETY OF

the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012 CARDIOLOGY®




HoBble opalibHbl€e aHTUKOAryJiAHTHI

The NEW ENGLAND JOURNAL of MEDICINE

’ ORIGINAL ARTICLE ’

Edoxaban versus Warfarin in Patients
with Atrial Fibrillation

Robert P. Giugliano, M.D., Christian T. Ruff, M.D., M.P.H., Eugene Braunwald, M.D.,

Sabina A. Murphy, M.P.H., Stephen D. Wiviott, M.D., Jonathan L. Halperin, M.D.,

Albert L. Waldo, M.D., Michael D. Ezekowitz, M.D., D.Phil., Jeffrey |. Weitz, M.D.,
Jind¥ich Spinar, M.D., Witold Ruzyllo, M.D., Mikhail Ruda, M.D.,

Yukihiro Koretsune, M.D., Joshua Betcher, Ph.D., Minggao Shi, Ph.D.,

Laura T. Grip, A.B., Shirali P. Patel, B.S., Indravadan Patel, M.D.,

James J. Hanyok, Pharm.D., Michele Mercuri, M.D., and Elliott M. Antman, M.D.,

for the ENGAGE AF-TIMI 48 Investigators™

CONCLUSIONS
Both once-daily regimens of edoxaban were noninferior to warfarin with respect to

the prevention of stroke or systemic embolism and were associated with significantly
lower rates of bleeding and death from cardiovascular causes. (Funded by Daiichi
Sankyo Pharma Development; ENGAGE AF-TIMI 48 ClinicalTrials.gov number,

NCT00781391.)

m, A. J. etall. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of Eg?@{-’f%’}'

: am
www.esca rdlo.orﬁ the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012 CARDIOLOGY®




Bbi60op HOBbIX OparnbHbIX aHTUKOArynsiHoB

Bbi00p, aHTuKoanyisHe,

| Atrial fibrillation

v

Yes
! Mo {Le., non-vahaular AF)

Yes

———{ <65 years and lone AF (including females) |

Y

Mo

Assess risk of stroke

(CHA DS -VASe score)

4{0| | 22

R

Mo antithrombotic
therapy

www.escardio.or§®™

TakTuka, BeaeHus NaumeHToB;
pY KpoBOTEHEHUAX G HOAK

| Patient on NOAC presenting with bleeding |

v

renal function, etc,

Check haesmodynamic status, basie coagulation tests
to assess anticoagulation effect (e.g.aPTT for
dabigatran, PT or antl Xa activity for rivaroxaban),

l

[ ]

Deday next dose or
discontinue treatment

\J

Nodm-mou}—b

T_'L

Symptomatic/supportive

treatment

Mechanical compression
Fluid replacement
Blood transfusion

Oral chareoal if recently
ingested

m, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of
the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012
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AHTUKOArynaHTHasa Tepanus

Recommendations for prevention of thromboembolism in non-valvular AF

Recommendations Class* Level®

Recommendations for prevention of thromboembeolism in non-valvular AF—general

Antithrombotic therapy to prevent thromboembolism is recommended for all patients with AF, except in those
patients (both male and female) who are at low risk (aged <65 years and lone AF), or with contraindications.

The choice of antithrombotic therapy should be based upon the absolute risks of stroke/thromboembolism and
bleeding and the net clinical benefit for a given patient.

The CHA,DS,-VASc score is recommended as a means of assessing stroke risk in non-valvular AF.

In patients with a CHA,DS,-VASc score of 0 (i.e., aged <65 years with lone AF) who are at low risk, with none of the
risk factors, no antithrombotic therapy is recommended.

In patients with a CHA,DS,-VASc score 22, OAC therapy with:
* adjusted-dose VKA (INR 2-3); or
* a direct thrombin inhibitor (dabigatran); or
» an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban)’

... is recommended, unless contraindicated.

In patients with a CHA,DS,-VASc score of |, OAC therapy with
* adjusted-dose VKA (INR 2-3); or
* a direct thrombin inhibitor (dabigatran); or lla A
» an oral factor Xa inhibitor (e.g. rivaroxaban, apixaban)’
... should be considered, based upon an assessment of the risk of bleeding complications and patient preferences.

Female patients who are aged <65 and have lone AF (but still have a CHA, DS,-VASc score of | by virtue of their

gender) are low risk and no antithrombotic therapy should be considered. = 8
When patients refuse the use of any OAC (whether VKAs or NOACs), antiplatelet therapy should be considered,
using combination therapy with aspirin 75-100 mg plus clopidogrel 75 mg daily (where there is a low risk of bleeding) lla B
or—Iless effectively—aspirin 75-325 mg daily.

www.escardio.org SOCIETY OF

CARDIOLOGY®
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HoBble opanbHble aHTUKoarynsHTbl. HepelueHHble
BOMPOCHI

L. Oreyreraue cpapHerue HOAK APYIT ¢ apyom

3, Cepbestble KPOBOTEHEHWs MeHble Y, Aaburampada (10) ma)) w
artuKcadaHa(HenpIMes cRaBHeHye))

4. Her Odaphblx o HOAK Yy oHeHb, ROXWIBIX MaUWEHTaX C
COTYFCTBYLLL NaToReIen:

%, IMaliuenTil G CephesHOW AMCHYHKLWEH NEHEeK: Bhiy UCKIHOHeHE U3
WCCTIeA0BaHIM

6, OreyTeTBYe aHTMaoTa Ko Beem HOAK @

ideli ial fibrillation: EUROPEAN
‘ www.esca rd":,_c"_gamm, A.J.etall. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of SOCIETY OF

the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012 CARDIOLOGY®
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PekomeHgauun anga ncnonb3oBaHmna HOAK

@ Europace (2013) 15, 625651 EHRA PRACTICAL GUIDE
EURDPEAN doi:10.1093/europace/eut083

CARDICHLOGY =

European Heart Rhythm Association Practical
Guide on the use of new oral anticoagulants in
patients with non-valvular atrial fibrillation

Hein Heidbuchel', Peter Verhamme', Marco Alings?, Matthias Antz?3,
Werner Hacke?, Jonas Oldgren®, Peter Sinnaeve'!, A. John Camm®,

and Paulus Kirchhof”:8

©
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www.escardio.org SOCIETY OF
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dapmakokmHeTnka HOAK

Rivaroxaban

Dabigatran

Bio-avallability:
ithout food)
0% (ot 000
ban H. Heidbuchel et all. European Heart Rhythm Association
Edoxaba Practical guide on the use of new oral anticoagulants in

patients with non-valvular AF. Europace 2013

pio-availabillty 62%

‘ www.escardio.org

Dabigatran Apixaban Edoxaban™ Rivaroxaban
Bio-availability 3-7% 50% 62%" 66% without food
Almost 100% with food
Prodrug Yes No No No
Clearance non-renal/renal of 20%/80% 73%/27%" 50%/50%” 65%/35%
absorbed dose (if normal renal
function; see also Section 8)
Liver metabolism: CYP3A4 involved No Yes (elimination; minor Minimal (<<4% of elimination) Yes (elimination)
CYP3A4 contribution)'”
Absorption with food No effect No effect 6—22% more?’ +39% more?'
Intake with food recommended? No No No official recommendation yet Mandatory
Absorption with H2B/PPI —12-30%""7*  No effect No effect No effect”’?
Asian ethnicity +25%™ No effect No effect”® No effect
Gl tolerability Dyspepsia No problem No problem No problem
5-10%
Elimination half-life 12-17 h*? 12h 9-11h’ 5—9 h (young)
11-13 h (elderly)




CmeHna HOAK n BapdapuHa

lNMepexoa ¢ aHTaroHnctos ButammHa K Ha HOAK

HOAK moryTt cpasy npumeHatbcs npu MHO meHblie yem 2.0. Ecnu MHO HaxoauTcsa mexay
2.0-2.5, HOAK Tak e mMoryt cpasy TnpuMMEHATbCA WM Ha Ccnegyrowmn  OeHb
(npegnoyTuTensbHblin BapuaHT). Npun MHO 6Gonbwe 2.5 HyXXHO NpUHMMaTb BO BHUMaHWe
nepuon nornysbiBeOEHNA aHTAroHUCTOB BUTaMmnHa K onga oueHku BpeMeHu cHwxkeHns MHO
HWXe cneayrowmx 3HadyeHuin: ; aueHokymapon (Bpems 8—14 vacoB), BapdapuH (Bpema 36—
42 vaca, peHnpokyMOH Bpemsi 6 aHen (120-200 yacoB). B 910 Bpems, HOBOE U3MepeHune
MHO ponxHo ObITb caenaHo.

NMepexoa ¢ HOAK Ha aHTaroHucTbl BUTammHa K

YynTtbiBas MeasieHHoe Ha4ano AencTBUS aHTaroHUCToB BUTamMunHa K, aTo MoxeT 3aHATb 5-10
OHEeN [0 [JOoCTukKeHna ueneBblx 3HadvyeHun MHO ¢ onpegeneHHoM BepOATHOCTbI Y
nHOndguayanbHblX nauyueHToB.. Takum obpasom, HOAK wn the NOAC aHTaroHucToB
ButammHa K [omkHbl 6bITb Ha3Ha4YeHbl OQHOBPEMEHHO 00 OOCTUXEHUSI TepaneBTUYECKUX
3HayeHnn MHO

Tak kak HOAK mMoryt okasbiBaTb fonosiHuternbHoe BnuvaHne Ha MHO (ocobenHHOo ang
NHrMBMTOpPOoB Xa dpaktopa ), Npu NpUemMe ¢ aHTaroHMcToB BUTaMmuHa K BO Bpema nepexoda
Ha HWUX, BaXXHO y4nTbiBaTb cnegywowmne dakrtopbl: (1) MHO AomKHO OblTb M3MEPEHO A0
Hadana cnegyrowero npmema (2) MHO pgormkHo 6bITb nepenpoBepeHo vyepes 24 yaca e
nocnegHero npnema HOAK. Tak e pekomeHOyeTcs TwaTeNbHO KOHTPONMpoBaThb N@

TeyeHue I'Ieé)_BOI'O MecsdLua 00 OOCTUXKEeHUA cTabunbHbiX Lenesbix 3HadeHnn MHO. EUROPEAN
www.escaraio.org SOCIETY OF
H. Heidbuchel et all. European Heart Rhythm Association Practical guide on the use of new oral CARDIOLOGY®
anticoagulants in patients with non-valvular AF. Europace 2013
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June 26, 2014

Boehringer Ingelheim’s Investigational Antidote for Pradaxa®
(dabigatran etexilate mesylate) Receives FDA Breakthrough Therapy
Designation

Idarucizumab being evaluated to specifically reverse the anticoagulant effect of PRADAXA

Ridgefield, CT, June 26, 2014 — Boehringer Ingelheim Pharmaceuticals, Ing. today announced that the
L5, Food and Drug Administration (FDA) has granted Breakthrough Therapy Designation to
idarucizumab®, an investigational fully humanized antibody fragment, or Fab, being studied as a specific
antidote for Pradaxa (dabigatran etexilate mesylate).

“Boehringer Ingelheim is pleased that the FDA has granted Breakthrough Therapy Designation for
idarucizumab to help expedite its development,” said Sabine Luik, M.D., senior vice president, Medicine &
Regulatory Affairs, Boehringer Ingelhaim Fharmacauticals, Inc. “We are committed to innovative research
and to advancing care in patients taking PRADAXA. We continue to investigate the potential of
idarucizumab as a therapautic option should a patiant experience uncontrolled bleading or neaed to
undergo emergency surgery or another invasive procedure.”

The FDA established the Breakthrough Therapy Designation as a means 1o help accelerate the
developmant and review of drugs for serious or life-threatening conditions If preliminary clinical evidence
indicates the therapy may demonstrate a substantial improvement over existing therapies on one or more
clinically significant endpoints.

Boahringer Ingalheim I8 planning to pursue an Accalarated Approval pathway for idarucizumab.

Boehringer Ingelheim. Boehringer Ingelheim's investigational antidote for Pradaxa (dabigatran etexilate
mesylate) receives FDA breakthrough therapy designation [press release]

www.escardio.org
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AAT. KoHTponb 4YacToThbl

The choice of drugs depends on life-style and underlying disease

e

www.escardio.org
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AAT. KoHTponb Putma
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AAT B 3aBUCMMOCTU OT COMYTCTBYHOLLEN NATONOrnmn

Minimal or no structural Significant structural heart disease
heart disease i

Treatment of underlying condition and prevention
of remodelling — ACEI/ARB/statin

l Y A
o 3

A Y
dronedarone/flecainide/ dronedarone dronedarone

I

ACE| = anglotensin-comnvertng enzyme inhibitor, ARE = angiotensin-recepior blocker, HHD = hypertensive heart disease; CHD = coronary heart dissage; HF = heart fallure;

LYH = left wentricular hypertrophy, NYHA = New York Heart Amodation. Antiarrhythmic agents are listed in alphabetical order within each treatment b

Camm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of

www.escardio.org
atrial fibrillation: An update of the 2010 ESC European heart journal. 2012
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Okkntogepsb! yLWwKa nesoro npeacepaum

Recommendations Class® Level® Ref€

Interventional, percutaneous
LAA closure may be
considered in patients

with a high stroke risk and
contraindications for long-
term oral anticoagulation.

115,118

Surgical excision of the LAA
may be considered in patients
undergoing open heart
surgery.

3akphiTie: ylka, 1eBOT0, MPEACeRAs: C. MOMOLIBIO, OKKIOARRA,
MOXET: MPUMEHSATLCS, Y, NAUNEHTOR; C. PUCKOM, TROMOOIMOOMMI;
KOTOPbIE: He: MOTYT ITMTelNbHO, TpUMeHsTs, OAK

©
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www.esca rdlo.orﬁam"" A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of SOCIETY OF

the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012 CARDIOLOGY®



05 MoXXeT nn KaTteTepHasa abnauuns SBNSATbLCA NepBou
NHen Tepanumn npu napokcmamansHon Orl?

1. Ha
2. Het
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KoHTponb putma. KatetepHaa abnauymsa Orl

Recommendations

Catheter ablation of

symptomatic paroxysmal AF is
recommended in patients who
have symptomatic recurrences
of AF on antiarrhythmic

drug therapy (amlodarone,
dronedarone, flecainide,
propafenone, sotalol) and who
prefer further rhythm control
therapy, when performed by
an electrophysiologist who has
recelved appropriate training
and Is performing the procedure
in an experienced centre.

Catheter ablation of AF
should target isolation of the
pulmonary velns.

192, 193

When catheter ablation of AF
is planned, continuation of oral
anticoagulation with a VKA
should be considered during
the procedure, maintaining an
INR close to 2.0.

170,

L 181184

Catheter ablation of AF should
be considered as first-line
therapy In selected patients
with symptomatic paroxysmal
AF as an alternative to
antlarrhythmic drug therapy,
considering patlent cholce,
benefit, and risk.

170, 172,
192, 194

When AF recurs within the
first & weeks after catheter
ablation, a watch-and-wait

rhythm control therapy should

be considered.

lla 195

©

EUROPEAN

H amm, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of SOCIETY OF
www.esca rdlo.orﬁ the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012
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KoHTponb putma. KatetepHaa abnauymsa Orl

v v !

AF = atrial fibrillation; HF = heart failure. *Usually pulmonary vein isolation is appropriate. ®More extensive left atrial ablation may be needed.
“Caution with coronary heart disease. ‘Mot recommended with left ventricular hypertrophy. Heart failure due to AF = tachycardiomyopathy.

Patient choice Yes.
a i l l No
¥ ! 4
dronedarone, | dronedarone”
Cabeer ||, e < |
ablation propafenone, :
A sotalol : i
b i ! T
R Patient choice <
Patient choice i
- [ amiodarone | « | Catheter ablation®

m, A. J. et all. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: An update of

H am
www.esca rdlo.orﬁ the 2010 ESC Guidelines for the management of atrial fibrillation European heart journal. 2012
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AHTUKOArynaHTHasg tepanvs ans npegoTBpaLleHns
TPOMOO3MOONNYECKNX OCIOXKHEHUN 00 KaTeTepHOou

abnauun

Pre Ablation

Anticoagulation guidelines that pertain to cardioversion of AF
be adhered to in patients who present for an AF ablation in
atrial fibrillation at the time of the procedure. In other words, if
the patient has been in AF for 48 hours or longer or for an
unknown duration, we require three weeks of systemic
anticoagulation at a therapeutic level prior to the procedure,
and if this is not the case, we advise that a TEE be performed to
screen for thrombus. Furthermore, each of these patients will
be anticoagulated systemically for two months post ablation.

Prior to undergoing an AF ablation procedure a TEE should be
performed in all patients with atrial fibrillation more than 48
hours in duration or of an unknown duration if adequate
systemic anticoagulation has not been maintained for at least
three weeks prior to the ablation procedure.

Performance of a TEE in patients who are in sinus rhythm at the
time of ablation or patients with AF who are in AF but have
been in AF for 48 hours or less prior to AF ablation may be
considered but is not mandatory.

The presence of a left atrial thrombus is a contraindication to
catheter ablation of AF.

Performance of catheter ablation of AF on a patient who is
therapeutically anticoagulated with warfarin should be
considered.

www.escardio.org Calkins, H. et al. 2012 HRS/EHRA/ECAS Expert Consensus Statement on Catheter and Surgical
Ablation of Atrial Fibrillation. Europace 2012

Tepanua OAK gormkHa npoBOAUTCS Kak
MWUHMUMYM 3a 3 HeQenu OO0 onepaTuBHOIO
BMeLLaTenbCcTBa C LieneBbIMMU
3HadyeHnamm MHO

BbinonHenHne YIMOXO nokasaHO BceM
nauneHTamMm AN UCKNYeHns Tpombosa
nn

Ecnu @I gnutca 6onee 48 4vacoB WU
Hen3BecTHO o npueme OAK, YIMSXO
OOIMKHO ObITb NOBTOPEHO

MaymeHTbl ormkHbl NpuHMMaTb OAK kak
MWUHUMYM 2 Mecsua nocne onepauumn u
NX OTMeHa OOoSMKHa OblTb OCHOBaHa Ha

©
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OueHka puTMa oo 1 nocne npoueaypsl
KaTeTepHon abnauum

Pan wuccnegoBaHMini  NpoAEeMOHCTPUpOBanKM, 4To  Xanobbl NauMeHTOB  Ha
“‘cepauebrenne” 4vaule BO3HUKAKT BCMEeACTBUM NPEACEPOHON U XKEenyoo4KoBOM
9KCTpacUCTONuUM N He ABRAITCA npeankTopamm peungmsa Prl

Kpome TOro, cyLlecTBylOT AaHHble O TOM, YTO MPOLUEeHT accmmnTomartnyeckon Ol
YacTo YyBenuuMBaeTca nocrie kKatetepHou abnauun. bonee TwaTenbHbIN
MOHUTOPWUHT cnocobcTeyeT bonee BbICOKOW BEPOATHOCTU aeTekum
cuMrnomMaTu4yeckon n acumntomaTtmdeckom Pri.

CyllecTBylOT OaHHble O TOM, YTO MOAKOXHble WMNMIAHTUPYEMbIE MOHUTOPSI
adopekTnBHO aetekTupyrot DI, ocHoBbiBasicb Ha R-R uHTepBane B TedyeHne 3-X
NeTHero nepuoaa HabnageHus.

Te, 4yem TWATENbHEN Mbl MOHUTOPUPYEM MaUMEHTOB, TeM 3dpdeKkTMBHEE
BbisiBrieHne Ol

Calkins, H. et al. 2012 HRS/EHRA/ECAS Expert Consensus Statement @

on Catheter and Surgical Ablation of Atrial Fibrillation. Europace EUROPEAN

www.escardio.org 2012 CARDIOLOGY®
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