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Clinical Review Examples
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Normal sinus rhythm

necomupnoanon | [ rccommesonn
This rhythm is stable.

However, if you feel unwell in further physician review is
any way or have any symptom warmranted.

of concern please contact a

medical provider. VIEW FULL REPORT

AliveCor ECG
(http:/7/www.alivecor.com)
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CoxpaHeHue CMHYCOBOIroO pUTMa MOXeT ObITb BaXXHO
ANs MHOIMMX NauueHToB.

Gaita F, et al. J Am Coll Cardiol. 2013;62(21):1990-1997.
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dakTopbl BbIbOpa

Clinical presentation
(risk factors, concomitant
diseases, symptoms)

Screening for AF

Therapy of

ECG
(atrial ectopy, AF patterns,
paroxysmal AF burden,

) . : . Rhythm control
(Diagnosis) concomitant diseases n
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_ Imaging _ NaneHun iomarkers
(brain MRI, echocardiogram, | namsite, nykkryanshocts ... | (Plasma, serum, urine,
heart MRI) 1 . DNA)

BbiGOp NpOTMBOTPOMOOTNYECKOIO fieYeHUs1 He MOXeT CBOAUTbLCS

K wkanam CHA2DS2-VASc n HAS-BLED.




JledyeHMe NaumeHTa He OOJTKHO
CBOAUTBLCH K UCMONMb30BaHUIO LLKan,
CTaHOAPTOB U peKoMmeHAaauuu




BnvsHne cMuMnaTtMKOTOHUKM Ha 4acToTy
)KEenyoo4YkoBOM apuTMuKM B nabopatopumn katetepmusaummn cepala
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Yan W, et al. Pacing and Clinical Electrophysiology 2013;36(11):1348-56.
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OucdyHkuma JIX,

Pundpunnaymusn

cepeneyHas R ——

HeAOCTAaTO4YHOCTDb

Bo MHOrMx cutyaumnax BaxHo
yCTaHOBeHNe NPUYNHHO-CIIeaACTBEHHOWU CBA3MW.

O'Neill MD. J Am Coll Cardiol. 2013;61(18):1904-5.



KpaTtHocTb noBbieHna MHYTI

BbipaxeHHocTb ®PI'1 1 noBbilweHne MHYT1
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Harpyska doubpunnaumm npegcepanm

Plitt DC, et al. The American journal of cardiology. 2013;111[9]:1315-8.



CHA2DS2-VASCc

Kputepuu bannbl
UHcynbT Heremopparnyeckun, TUA B aHamHe3se 2
Bo3spacTt >75 net 2
ApTepnanbHas rmnepTteH3us 1
CaxapHbiu anaber 1
CepaeyHas He[OCTATOYHOCTb (rocnMTanusauns B Te4eHue 1

100 cyT) unu gucdyHkumsa JIK (OB < 35%)

Bo3spacT 69-75 net

XXeHcKkuu non

Cocyauctbie 3aboneBaHus ([MMKC, BINA, cnoxHas bnsiika
aopTbl [24 MM TOMWMHOWN, N3bA3BIEHHAA UM C MOBUBHBIMK

Tpombamu])*

* - ypecnuwieBoaHas axokapguorpadgpuda, MPT 3-mepHas




ARISTOTLE: yactoTta nHcynetan T3
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B nccnegosaHum SPAF yctaHoBneHo He3aBucumoe BnusaHue CH, anccpyHkumm JIXK Ha
puck T3 npu @I, ogHako B ApYyrux He3aBUCMMOCTb He NoATBepXaeHa
(Stroke Risk in Atrial Fibrillation Working Group, 2007; ACCP, 2012).

McMurray JJV. Circ Heart Fail. 2013 May;6(3):451-60.
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BeTta-6rnokaTtopbl U CMEPTHOCTb: MeTa-aHanmn3

Beta-Blocker Placabo Mean Difference Muan Difference
Stwdy or Subgroup  Mean [bpm] SO [bpm] Total Mean [bpm] SD [bpe] Total Weight IV, Fixed, 85% Cl [bpm] IV, Fixed. 95% CI [bpm]
AF
CIBIS-II B8 215 267 A2 137 B4 49% Bl [11-70, -550]
MERIT-HF AdE M5 I 4 23D 4% -A0B0[-1450,-7-10]
SENIORS -1 5 I 28 208 37 4% B20[-11-58, 482
Subtotal |%5% CIj 458 BB3 124%  S0B[-11-02, T3] L‘I CC
Heterogenalty: Chi*= 1-18, df = 2 (P = 0.55); = 0%
Test for overall sffect: 7 = 814 (P < 0-00001)
SR
CIBIS-I ARG 124 1014 02 137 1004 361% 10401154, -026] =
MERIT-HF 37 158 1569 24 165 1563 367%  -1030}1243, 017 0 0F
SENIORS 09 156 638 149 165 619 14T% 500 [-10:79, 72| -
Subtotal [85% CI) ki) MB6  BTEW  -10-54[-11-27, 881 L
Heterogenaity: Chi? = 484, of = 2 (P = 0-10); = 5%
Tissk for verall effact: Z = 28-20 (P <0-00001)
Total {95% CIj 4078 4060 1000%  -10-36[-1105, -967) L]
Heterogenaity: Chi*= 7-74, df = 5 (P = 017); I = 35% : 1' : 5 r 5 1=ﬂ
Tesl ler overall eflect: I = 2962 (P <0-00001) Beta-Blocker Placebo
Test for subgroup difiersncas: CF = 140, di= 1 (P = 0-47), I = 476% i i
Eeta-Blocker Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl
AF
CIBIS-I 36 267 45 284 TO% 0:79 [0-49, 1-28]
MERIT-HF a7 282 35 274 Bd4% 1-03 [0-63, 1-69]
SENIORS 51 227 35 237 55% 1-67 [1-04, 2-69]
Subtotal (95% CI) TEE TS 197%  1-11 [0-85, 147] C
Tolal events 124 115 MepTHOCTb
Heterogeneity: Chi® = 4-B6, di = 2 (P = 0-09); I? = 59% 0
Teat for overall effect 2= 077 (P = 0-44) +11 A)
se =0.44
CIBIS-II 81 1014 144 1004 27-6% 052 [0-30, 0-69] —— p .
MERIT-HF 138 1560 223 1563  4241% 058 [0-46, 0-73] ——
SENIORS 45 451 57T 444 107% 075 [0-50, 1-14] S
Subtotal (95% CI) 3034 3011 BO-3%  0-58 [0-49, 0-68] L
Total evanis 264 424
Heterogensity: Chi* = 210, df = 2 (P = 0:35), 1= 5%
Test for overall effect: Z = 6:53 (P < 0-00001)
Total (95% CI) 3800 3786 100-0% 0-69 [0-60, 0-79] &>
Total events 388 530
Heterogeneily: Chi* = 22-45, df = 5 (P = 0-0004), ¥ = T8% P os r 23 :
Test for overall effect: Z = 5-29 (P < 0-00001) %
Test for subgroup differences: Chi* = 1581, df = 1 (P < 0-0001), I* = 83-7% Favours Beta-Blocker  Favours Placebo

Mpu PN achdhekTMBHOCTL GeTa-6nokatopoB CH cHMXxeHa.
WAM®? Lip G.Y. et al., 2007.

Rienstra M, et al. JACC: Heart Fail 2013; 1:21-8.



[TpodounakTmka Prl

J AHTMapmutTMmnyeckue npenaparsbi.
J KaTteTepHaa abnauus.

d UATTD, BPA.

J OnnepeHoH, criupoHnakmoH (?).



KymynsaTtusHas yactota HoBon ®I1, %
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EMPHASIS-HF

HR [95% CI] = 0.58[0.35, 0.96]
P = 0.034
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Swedberg K, et al. J Am Coll Cardiol 2012;59(18):1598-603.



[Mpodpumnaktuka ®I1 annepeHoHom nocne PHA
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Ito Y, et al. The American journal of cardiology. 2013;111[7]:1012-8.



AF-CHF: koHTponb putma unn HYCC
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Roy D, et al. The New England Journal of Medicine 2008;358:2667-77.



AF-CHF: kayecTBO XU3HU N K
Npun CUHYCOBOM PUTME

J CoxpaHeHune cMHycoBOro putmMma ynyJwliaet
doyHKUMOHANbHbIN KIacc U Ka4eCTBO XXU3HWN,

Ba’XHbl€ OJ14 NMauneHTa.

Suman-Horduna |, et al. J Am Coll Cardiol 2013. 61:455-60.



Abnauna n dyHKUMoHanbHbIE BO3MOXXHOCTH
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Nocne abnauuun yny4vwaetca pyHKuma cepaua (11-24%),
dnanyeckme BO3MOXHOCTU U KA4YECTBO XKXU3HM.

Bortone A, et al. Europace 2013;15(11):1574-80.

Jones DG, et al J Am Coll Cardiol. 2013;61(18):1894-903.

Dagres N, et al. J Card Fail. 2011;17(11):964-70.

Hsu LF, et al. The New England Journal of Medicine 2004;351:2373-83.



BbipkuBaHue

CERTIFY: ®B = 35% n QRS 2 120 mc

1.00 1 p<0.001
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Y nauyueHToB ¢ CPT abnauua ABC cHUXaeT CMepTHOCTb
Mo CpaBHEHUIO C MeAUKAMEHTO3HbIM KOHTpPOMEeM.

Gasparini M, et al. JACC Heart Fail 2013;0ct 30.



BbiBOAbl

0 Harpyska ®[1 koppenupyet ¢ ypoBHem MHYTI.
0 beTta-briokaTopbl HE CHMXAKOT CMEPTHOCTbL npu PI1.
0 BoamoykHa npodumnakTuka annepeHoHOoM.

0 Abnauuna OI1 ysennumnsaeTt OB, ymeHbLUaET
cumntombl CH, noBbIlLAeT pusnyeckme
BO3MOXHOCTU N KAYECTBO XU3HW.

a Npu CPT abnauna ABC cHuxaeT cMepTHOCTb Mo
CpaBHEHMIO C MeaNKaMeHTO3HbIM KOHTporem YCC.
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Yawe nnm UBC y naumeHTos ¢ PI17?
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Het UBC HeobcTpyktnBHaa OOCTpyKTUBHaA
UBC UBC

®I1 moxeT ObITL Mapkepom obcTpykTuBHou UBC.

Nucifora G, et al. Circ Cardiovasc Imaging. 2009;2(2):100-6.



MBC - npnynna Or17?

e Jlokanusaums KopoHapHOro CTeHO3a He
COOTBETCTBYET apuUTMOreHHomMy cybcTtpary.

e O[] pa3BnBaeTcs B npeacepansax, 4acto m3a
o4yara B INeroyHbIX BeHax.

e lluemns mmokapaga ovyeHb peako BbidbiBaeT Pr.

e PeBackynspusaums He yMeHbLUaeT
(yBenu4ymsaeTt) puck POrl.



AHTUaApUTMUYEeCK adp ekt paHonasmHa

Proportion of patients with conversion of AF to SR (%)
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PaHona3nH moxeTt npeaynpexaatb aputmum (PI1, XKA).
AP heKTUBHOCTbL NPOBEPAETCH B TEKYLUUX NCCrieaOBaHUSX.

Miles RH. et al. The American journal of cardiology. 2011;108:673-6.
Fragakis N, et al. The American journal of cardiology. 2012;110[5]:673-7.



[TpoTnBOTPOMOOTMYECKOE rneveHne nocrne YKB

y nauyneHToB ¢ ®I1 Ha aHTUKoarynsaHTax

BapdrapuH (2-2.5)

+ Knonuporpen
+ AcnupuH

1-6 MECALIEB
(1 mec. - BMS,

BapdapuH (2-2.5)
+ Knonugorpen vnu AcnupuH

BapdrapuH (2-3)
unu HoBble AK

A0 12 MECALIEB

3 mec. — DES ~onumyc,
6 mec. — DES naknutakcen)

NMOCTOAHHO

ESC. Guidelines for the management of atrial fibrillation. 2010.




WOEST: 2 unun 3 gesarperanta nocne UKB
Y NayMeHToB Ha aHTUKOoarynsHTax
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Dewilde WJ, et al. The Lancet. 2013;381[9872]:1107-15.




MUSICA-2: HeobxognMMoCTb aHTUKOArynsiHToOB
npun HeBbICOKOM pucke T3 nocne YKB

« Previous American Heart Journal MNext »

Volume 166, Issuz 4 Paces RRG-57R, Octhher 2013

Dual antiplatelet therapy versus oral anticoagulation plus dual
antiplatelet therapy in patients with atrial fibrillation and low-to-
moderate thromboembolic risk undergoing coronary stenting: Design of
the MUSICA-2 randomized trial

B4, J. Brute Mantoro, W
C, Héctor Buene, MD

1D, Hadiz Llavero, PhD, Jos2 & 3arrabes 1D,
FESC, Antenio Ser-a, MD, Javier Zueco, MD, Manel Sabaté, MD,

3, Bruno Zarcia del Blanco
Ange Ceauier, MWD,

Antoria Sambola, MD
Fernando Alfonso,

m Full Text PDF  Referznces

Backzround

Cral anticoagulation (OAC) is the recommended therapy “or patients with atria fibnllatian (AF) because it reduces the rizk of
stroke and other thromboembal © events. Dual antiplatelet therapy (DAPT) is required after percutanecus coronary
interventior and stenting (CCI-S) In satients with AT requiring MC -5, the essociation of DAPT and OAC caries an increased
risk of bleeding, wherees OAC therapy or DAPT zlone mey nct protectagainstthe fisk of developing new ischemic or
thremboembolic events.

Objcctive
The MUSICA 2 study will test the hypothesis that DAFT comparcd with triple therapy (TT) in paticnts with nowalvular AF at

low-to-maderatz risk of stroke (CHADSz scoe =2) afer PCI-S reduces the risk of bleeding and is not irferior to TT far
preveniing -hromboemeolic complications.

Design

The MUSICA-2 < amullicenter, spen-label randcmizad trial that will compare TT with DAPT in patients with AF and CHADIS 2
score =2 undergoing PCI-3. The primary end point is the incidence of stroke or any systerric embalism or majcr adverse
cardiac events: death, myacardial infarcton, stentthrombosis, or-argetvesselrevascllarization at 1 year of PCI-S. The
seconcarny =nd ooirtis the combination of any cardiovascoular event wth major or mincr bleeding a2 1 year of PCI-2. The
calculated sample size is 304 patients.

Conclusions

The MUSICA-2 will attermpt to determine the most effective and safe treatmentin patients with nonvalvu ar AF and CHADS2
score =2 after FCI 8. Restricting TT for AF patients athigh risk for stro<e may reduze the inzidence of blecd ng without
increaszing the risk of thromboembalic comp ications.
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Pnbpunnaumna npeacepaun y nauneHToB
nocne M

e [ocnutanusauum +60%
e Bunsutbl otoeneHunn HeotnoxHou nomown +40%

e [loceweHnsa ambynatopHble +40%

Chamberlain AM, et al. American heart journal. 2013;166[4]:753-9.



HoBble opanbHble AK n OKC: meTta-aHanma
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Jo6aBneHne HoBbIX opanbHbIX AK K ge3arperaHtam MoOXeT YMepPeHHO
CHU3uTb puck CCC, HO 3Ha4YMTEeNbHO yBeNMYuBaeT PUCK KPOBOTEYEHUMN.

Oldgren J, et al. Eur Heart J 2013;34(22):1670-80.
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HoBble aHTukoarynaHTtel npn OKC

m Phase Il Double-Blind, Placebo-Controlled, Dose-Escalation Trials of New Anticoagulants in Acute Coronary Syndromes

Dabigatran Etexilate Rivaroxaban Apixaban Darexaban
Acronym RE-DEEM ATLAS APPRAISE RUBY-1
n 1,861 3491 1,715 1279
STEMI/NSTEMI ACS, % 60/40 52/48 61-67/33-39 71/29
Dual platelet inhibition, % 99 Stratum 1: 0; stratum 2: 100 76 97
Duration of therapy, months 6 6 6 6
Dosage 50-150 B.I.D. 5-20 mg Q.D. 10-60 mg Q.D./5-30 mg B.L.D.
Safety outcome, HR (95% Cl) 50 mg: 1.82 (0.77-4.29) Stratum 1: 10 mg Q.D.: 1.78 (0.68-4.60)
75 mg: 2.44 (1.05-5.65) 5 mg: 0.81 (0.09-7.23) 10 mg B.L.D.: 2.45 (1.31-4.61) 30 mg Q.D.: 1.83 (0.71-4.75)

110 mg: 3.36 (1.60-7.91 10 mg: 3.40 (0.91-12.65) 10-mg B.1.D. and 20-mg Q.D.

150 img: 3.88 (1.73-8.74)

20 mg: 6.43 (1.94-21.37) arms terminated because of a
Stratum 2: high bleeding* risk

< 5wmr2pasa:26 >

10 mg: 3.34 (2.15-5.19)

15 mg: 3.41 (1.97-5.89)
20 mg: 4.56 (2.83-7.33

60 mg Q.D.: 2.43 (0.98-5.97)
5 mg B.I.D.: 2.05 (0.81-5.15)

15 mg B.LD.: 2.27 (0.92-5.59)
30 mg B.1.D.: 3.80 (1.66-8.68)

EUROPEAN
SOCIETY OF
CARDIOLOGY




Puck KpoBoTe4YeHn B 3aBUCUMOCTH
OT 3abosieBaHuA

puUcKkoB
Xupyprusa 6egpa 1,43 1,02 - 1,99

OKC 3,27 2,30 - 4,66

TpombonpodunakTuka
npuv 3aboneBaHNAX

2,79 1,69 - 4,60

TINA 0,64 0,47 - 0,89

Sardar P. American Heart Association 2013 Scientific Sessions



Mi rate
(% per
year)

1.2

1.0

0.8

0.4

02

0.0

MeTa-aHanus: gaburatpaH n puck OKC

Study, y
RE-NOVATE, 2007
RE-MODEL," 2007
PETRO,"? 2007

RE-LY original,>* 2009
RE-COVER,™ 2009
RE-DEEM,™ 2011
RE-NOVATE 11, 2011

FE model

Dabigatran, No. Control, No.

ACEv  No Event ACEv No Event Odds Ratio (95% CI)
13 2296 9 1133 —-—-— 0.71 (0.30-1.67)
10 1372 4 690 ——-— 1.26 (0.39-4.02)

2 443 0 70 0.79 (0.04-16.73)
175 11916 63 5959 -l- 1.39 (1.04-1.86)
4 1269 2 1264 —-—-—» 1.99 (0.36-10.90)
32 1458 4 313 —-—-— 1.72 (0.60-4.89)
1 1009 1 1002 0.99 (0.06-15.90)

‘> 1.33 (1.03-1.71)

004 020 100 500
Odds Ratio (Log Scale)

(odds ratio, 1.33, 95%
Cl, 1.03 to 1.71; p=0.03)

Dabigatran Control
Warfarin, enoxaparin, Placebo

Uchino K, Hernandez AV. Arch Intern Med. 2012;172(5):397-402.



MeTa-aHanuns: npamble UHTIMBUTOPbI TPOMBUHA
N PUCK MHPAPKTA MMUOKapaa

Model Study name  Statistics for each study Ml | Total MH odds ratio and 95% CI
MH odds Lower Upper Thrombin
ratio limit  limit Inhibitor Warfarin p-Value
RE-LY" 130 099 170 195/12091 75/6022 h 0.055
RE-COVER 199 036 1090 4/1273 211266 & 0.427
RE-MEDY 1004 128 7850 10/1430 1/1426 — 0.028
RE-ALIGN 398 020 7789 3/160 0/89 = 0.363
THRIVE 909 049 16910 4/1240 0/1249 » ; 0.139
SPORTIF I 186 094 366 24/1704 13/1703 —-— 0.074
SPORTIF V 070 042 116 26/1960 37/1962 | 0.166
EXULT A&B 286 095 857 16/2677  4/1907 — - 0.060
Lip et al. 101 009 1116 2/631 1/318 T 0.995
Olsson et al. 149 006 3689 1/167 0/82 - 0.809
Fixed 1.35 110 166 285/23333 133/16024 O (G.Dﬂﬁ_)
001 01 1 10 100
Favors DTI  Favors warfain

Artang R. et al. Am J Cardiol. 2013 Sep 25.



AHTMKoarynsaHtel npu dI'1 nocne M

e BapdapuH — npenapat Bblbopa o 1 roga.

e PuBapokcabaH (2.5 mr 2 pasa) npu OI1
HEAPEKTUBEH.

e AnunkcabaH — HeadPEKTNUBEH, KPOBOTEYEHUS.
e [laburaTtpaH — HexxenarterieH, KpPOBOTEYEHUS.

e OOoKcabaH — He N3y4YeH.

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

Hein Heidbuchel, Peter Yerhamme!, Marco Alings?, Matthias Antz?3,
Werner Hacke?, Jonas OldgrenS, Peter Sinnaeve!, A. John Camm®,
and Paulus Kirchhof"8




() [lpoTnBoTpOMOOTMYECKOE NneveHue Pl
B nocne IM

HeBbicokun puck (GRACE < 118) CCC, Bbicokuu puck nicynsra (CHA2DS2-VASc >1),
BbICOKUN pUCK KpoBoTeyeHun (HAS-BLED 2 3)

BapdapuH (2-2.5)

BapdrapuH (2-3)

+ Knonunpgorpen BapdrapuH (2.0-3.0)
+ ACnMpuH unu HoBble AK
1-6 MECALIEB A0 12 MECALUEB NMOCTOAHHO
(BMS, DES)

Bbicokuin puck CCC (GRACE > 118) , BLICOKMM PUCK UHCYIbTa, HEBbICOKUN PUCK KPOBOTEYEHUN
(HAS-BLED < 3)

BapdapuH (2-2.5) BapdapuH (2-2.5) BapdapuH (2-3)

+ 1 pesarperaHT unu HoBble AK

+ Knonunpgorpen
+ AcnnpuH

Bbicokun puck CCC, Huskum puck nicynsra (CHA2DS2-VASc < 1)

Knonunporpen + AcnnpuH




BbiBOAbl

2 BC He aBnaeTtcsa npudnHon PI.
0 O yxyowaet teveHue NBC.

1 HoBble aHTUKoarynsauTel npu MMM HegocTtaTo4yHO
9P PEKTUBHLI, a PUCK KPOBOTEYEHNN BO3paCTaET.

a [NpoTnBoTpomboTuyeckas tepanusi nocne AM un
CTEHTUPOBAHUSA OOSTKHA Y4nUTbIBATb PUCKU
aTepoTpomMmbo3a, MHCYIbTa U KPOBOTEYEHUN.

0 JaburatpaH MOXET NMOBbICUTb PUCK OCTPbIX
KOPOHAapPHbLIX COObLITUN.



AHTUKOAryAHTbI




Da0KkcabaH — HOBbIM aHTaroHUCT Xa dakrtopa
ENGAGE AF-TIMI 48

A Stroke or Systemic Embolic Event
Hazard ratio and 97.5% confidence intervals
100~ High-dose edoxaban vs. warfarin, 0.87 (0.73-1.04); P=0.08
904 Low-dose edoxaban vs. warfarin, 1.13 (0.96-1.34); P=0.10
80
70—
5{]_
50
40—
304
20+
104
0

Low-dose edoxaban

Patients with Event (%)

0 0.5 1.0 1.5 2.0 2.5 3.0 3.5

Years

JaoKkcabaH, Kak u gpyrue HoBble aHTUKOArynsiHTbl,

He XyXe BapdgapuHa

Giugliano RP, et al. . New England Journal of Medicine. 2013;369:2093-104.



Qa0KkcabaH — HOBbIM aHTaroHUCT Xa dpaktopa
ENGAGE AF-TIMI 48

Other end points

Death or intracranial hemorrhage 926 4.88 817 4.27 0.87 (0.79-0.96) 0.004 773 4.03 0.82 (0.75-0.90) <0.001
Death or disabling s:roke 378 4.61 812 4.24 0.92 (0.83-1.01) 0.08 794 4.15 0.90 (0.81-0.99) 0.02
Death
Any cause 239 4.35 773 3.99 0.92 (0.83-1.01) 0.08 737 3.80 0.87 (0.79-0.96) 0.006
Cardiovascular causes 611 3.17 530 2.74 0.86 (0.77-0.97) 0.013 527 2.71 0.85 (0.76-0.96) 0.003
Myocardial infarction 141 0.75 133 0.70 0.94 (0.74-1.19) 0.60 169 0.89 1.19 (0.95-1.49) 0.13
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.)

N ENGL ] MED NEJM.ORG

Giugliano RP, et al. . New England Journal of Medicine. 2013;369:2093-104.



SaoKkcabaH — HOBbIWM aHTaAroHUCT Xa aktopa
ENGAGE AF-TIMI 48

B Major Bleeding

Hazard ratio and 95% confidence intervals
100 High-dose edoxaban vs. warfarin, 0.80 (0.71-0.91); P<0.001
o0 Low-dose edoxaban vs. warfarin, 0.47 (0.41-0.55); P<0.001
g 20 12_ Warfarin
© 704 High-dose edoxaban
1] 3
> 60-
£ 504 6
= 4
w40 Low-dose edoxaban
t
g 304 2
g 20+ 04 T T T I I T |
0 0.5 1.0 1.5 2.0 2.5 3.0 3.5
10—
____._.——'_'_'_._-_ —
ﬂ"_-f—_ T T T T T |
0 0.5 1.0 1.5 2.0 2.5 3.0 3.5
Years

Pexe 6Gonbluve KpOBOTeYEHUSA NO CpaBHEHUIO ¢ BapdhapuHOM.

Giugliano RP, et al. New England Journal of Medicine. 2013;369:2093-104.



Bbibop opanbHbIX aHTUKOArynaHToB

o BapdapuH
0 MexaHn4deckue knanaHbl cepaua
0 [lepsbin rog nocne M
0 [locne UKB
a0 KaTteTepHas abnsauus O dpokcabaH ]
o [Mponycku npuema 0 OpHokpaTHbIv nprem
pomy P O lMoBbIWEHHbIN PUCK BOMNbLLUNX KPOBOTEYEHNN
0 OrpaHuyeHHble pecypchl

o HabwuraTtpaH
OtcytcTtBue BC mnnun Beicokoro pucka NBC
MoBbIlLeH puck kpoBoTedeHus (110 mr?) HeT koHTpOona MHO

HeT ancdyHkummn noyek (80% akckpeumsa novykamm) Huxe puck KpoBoTeueHUM
be3 renapuHa 1 Hegento

Q
Q
Q

o PuBapokcabaH

o TO3NA H 9
o OpgHokpaTHbIN nNpuem uz;g)::le Bapaputa no
o
0 WHdapkT mrokapaa (2.5 mr 2 pasa?) HeT aHTMAOTA
a0 AnukcabaH MeHbLUe U3yYeHbl
0 [oBbIWEHHbIA PUCK BOMbLUNX KPOBOTEYEHUN

0 [OuncdyHKums nodek (N0 cpaBHEHMIO C BapdaprHOM)




Ewe oanH meTa-aHanms

Interpretation

This meta-aralysis is the first to include data for all four new aral anticoagulants studied in the pivotal phase 3 clinical trials
for stroke pravention or systemic embolic events in patents with atrial fibrillation. New oral anticoagulants had a favourable
risk—benefit profile, with significant reductions in stroke,_intracranial haemorrhage, and mortalitv, and with similar major
beeding as for warfarin, but increased gastrointestinal bleeding. The rzlatve efficacy and safety of naw oral anticoagulants
wids Conaslenl aoross d wide rarge of palienls. Ouwr Tindings ofTer clinicians a more comprzhensive piclure of the new oral

antic
End points RR (95% CI) 4]

Fune

MHone Stroke or systemic embolic events 0.81 (0.73-0.91) <0.0001
Hemorrhagic stroke 0.49, 0.38-0.64 <0.0001

Ruff discloses consulting for and receiving honoraria from Daiichi Sankyo, Boehringer Ingelheim, and Bristol-
IMyers Squibb. Giugliano discloses consulting for and receiving honoraria from Bristo-Myers Squibb,
Janssen, Danchi Sankyo, Merck, and Sanofi; and is a member of the TIMI Study Group, which has received
research grant support from Darichi Sankyo, Johnson & Johnson, and Merck. Larsen discloses being an
mvestigator for Janssen Scientime Aftairs and Boehringer Ingelheur and serving on a speaker's bureau for
Bayer, Bristol-Myers Squibb/Pfizer, Janssen Pharmaceuticals, Takeda, Roche Diagnostics, and Boehringer
Ingethenn. Lip discloszes consulling lor Bayer, Aslellas, Merck, Sanofi, Brislol-My=rs SquiblbyPlizer, Danchi-

Sankyo, Biotronik, Portola, and Soehringer Ingelheim and speaking for Bayer, Bristol-Myers Squibb/Pfizer,
Boehringer Ingelheim, Daiich-Sankyo, and Sanofi.

ieloome T
THE LANC

m:#;‘wf-‘ Ruff CT, et al. Lancet 2013; DOI: 10.1016/S0140-6736(13)62343-0.



CpaBHeHne BapdapunHa 1 HOBbIX
aHTUKOArynsaHToB

0 MccnepoBaHns NpoaeMOHCTPUPOBanu, YToO HOBbIE
aHTMKOAarynsHTbl He Xy»e BapdapuHa.

0 B rpynnax BapdapuHa neveHune 0ObINo ganeko He
naeanbHbIM (58-64% Bpemenn MHO 2,0-3,0
[ARISTOTLE, ROCKET AF, RE-LY]).

Table 2. Efficacy Outcomes, According to Treatment Group.

Dabigatran, 110 mg Dabigatran, 150 mg Warfarin Dabigatran, 110 mg, Dabigatran, 150 mg, Dabigatran,
Event (N=6015) (N=6076) (N=6022) vs. Warfarin vs. Warfarin 150 mg vs. 110 mg
Relative Risk Relative Risk Relative Risk
(95% Cl) P Value (95% C1) PValue (95% CI) P Value
no. of no. af no. aof
patients Se/yr patients Sa/yr patients 26/yr
Stroke or systemic 182 1.53 134 1.11 199 1.69 0.91 (0.74-1.11) /<0. 0.66 (0.53-0.82) /<0. or 0.73 (0.58-0.91) 0.005

embolism*




q)apMaKOFeHeTMHeCKMIZ dHallin3 Krornumaorperna

J 'eHeTn4yeckun aHanus He BbiABUIT B3aUMOBIUAHUA
MexXay reHamu, BNUALWUMN Ha CHMXKEHUE PyHKUNK
okcmnaas untoxpoma P450 (benok CYP 2C19), n ucxogamu
npuv paH4OMN3NPOBAHHOM JfTEYEHNN Kronuaorpenem
(PLATO, CURE, ACTIVE A).

] He cywiecTBylOT AoKa3aTenbCTB, NoAAEPKNUBAOLLNX
OLEHKY (PYHKLNN TPOMOOLMTOB NN FrEHETUYECKOTO
TECTUPOBAHUA ANs MHOANBMAOyanm3aumm Tepanmm
aesarpaHTamu.

College of Chest Physicians Evidence-Based Clinical Practice Guidelines.

‘ Antithrombotic Therapy and Prevention of Thrombosis, 9th ed: American
- Chest 2012;141(2 suppl):e89S-e119S.




[ eHeTn4YecKnn aHanuns knonugorpena

A First Primary Composite Outcome According to Loss-of-Function B First Primary Composite Qutcome According to Gain-of-Function
Allele Carrier Status Allele Carrier Status

1.00+ 1.00+
3 3
g, 005 g, 095
£ E = E
£ 8 0004 = 8 0904
EZ B3

[

uE. g 0.857 P=0.21 by log-rank test for ES 0.857 P=0.06 by log-rank test for
‘E 'E 0.30- clopidogrel-treated participants ‘g 'E. 0.50 clopidogral-traatad participants
E g —Carriers, clopidogrel (52 events) § g — Carriers, clopidogrel (77 events)
B 5 0.75 —MNoncarriers, clopidogrel (179 events) B o 0.75 —Noncarriers, clopidogrel (153 avents)
§ L, —Carriers, placebo (78 events) § — Carriers, placebo (131 events)
'S w

— Noncarriers, placebo (236 events) — Noncarriers, placebo (181 events)

0.00 T T T T T T T 0.00 T T T T T T T
0 50 100 150 200 250 300 350 0 50 100 150 200 3250 300 350
Days after Randomization Days after Randomization
No. at Risk No. at Risk
Carriers, clopidogrel 651 632 608 545 484 425 358 297 Carriers, clopidegrel 1001 960 932 828 715 640 513 428
Noncarriers, clopidogrel 1886 1778 1723 1541 1352 1191 960 804 MNoncarriers, clopidogrel 1536 1451 1400 1258 1122 977 805 673
Carriers, placebo 674 626 609 551 483 423 356 281 Carriers, placebo 1004 926 B899 789 678 596 494 407
Noncarriers, placebo 1819 1686 1634 1456 1259 1103 922 774 MNoncarriers, placebo 1489 1386 1343 1218 1066 931 783 647
E Freedom from Major Bleeding According to Loss-of-Function F Freedom from Major Bleeding According to Gain-of-Function
Allele Carrier Status Allele Carrier Status
B0 1.00+ P=0.21 by log-rank test for @ 1.00 P=0.86 by log-rank test for
£ dlopidogrel-treated participants = clopidogrel-treated participants
T 00954 B 095
£ £
T 090+ T 090
2 2
L) L]
= 0.85- = 035
: :
£ 0.80-] £ 030
E — Carriers, clopidogrel (21 events) E — Carriers, clopidogrel (41 events)
_g 0.75— — Noncarriers, clopidogrel (&1 events) .8 0.75— — Moncarriers, clopidogrel (61 evants)
§ _k — Carriers, placebo (15 events) 8 — Carriers, placebo (32 events)
w *|" — Noncarriers, placebo (60 avents) = — Moncarriers, placebo (43 events)
0.00 T T T T T T T 0.00— T T T T T T T
0 50 100 150 200 250 300 330 0 50 100 150 200 250 300 330
Days after Randomization Days after Randomization
No. at Risk No. at Risk
Carriers, clopidogrel 651 630 613 548 485 426 362 297 Carriers, clopidogrel 1001 957 929 B28 718 637 512 427
Moncarriers, clepidogrel 1886 1782 1726 1540 1365 1198 071 817 Moncarriers, clopidogrel 1536 1456 1411 1269 1133 08% 821 687
Carriers, placebo 674 647 633 577 504 444 371 294 Carriers, placebo 1004 957 938 827 715 625 517 429
Noncarriers, placebe 1819 1737 1693 1513 1314 1lld4e 954 803 Nencarriers, placebo 1480 1427 1383 1264 1106 967 807 667

Pare G, et al. New England Journal of Medicine 2010;363(18):1704-14.



[lonnumopgbusm
BapcbapMH 2eHO08 eriusiem Ha
aKmueHOCMmkb
gpepmMeHmos
(uumoxpom 2C9)

CYP1A1
CYP1A2
CYP3A4

S-BapdapuH /R-BapdapmH

HFI/I6I/IpOBaHI/Ie/
C(-1639)T

v AKTUBHOCTb
Buramun K pexykrasHbiu /

cybbeanHuubl 1
koMIiekec VKORC1

I1, VIL, IX, X @ I, VIL, IX, X
_
AKTnBauusa

KpoBoTeueHus TpomboobpasoBaHue




ekt CYP2C9 reHoTuna Ha oosy
BapdhapuHa

CYP2C9 reHoTun 70 C::;qu):g;l:;osu
*q *4 ]
172 20
"3 34
272 36
273 57
373 78




BapuaTtnBHOCTb 003 BapdapuHa

d MNeHoTtunel CYP2C9*3 n *2, VKORC1
(1639/3673 G>A) BMecTe Cc BO3pacToM U
mMaccomn Tena moryTt oobacHUTb Ao 30-63%
BapuaTUBHOCTU J03bl.



OpneHTUPOBOYHbIE 003bl BapdapuHa
B 3aBUCUMOCTU OT reHoTuna

I enoTun I'esorun CYP2C9
VKORCI i P %172 ®1/%3 %2/%2 w23 i
GG 5-7 Mr 5-7 Mmr 3—4 Mr 3—4 Mr 3—4 Mr 0,5-2 mr
AG 5-7 mr 3—4 mr 3—4 mr 3—4 mr 0,52 mr 0,5-2 mr
AA 3—4 mMr 3—4 mr 05-2wmr | 0,5-2wmr 0,5-2 mr 0,5-2 mr
—— COUMADIN® (warfarin sodium)
= CHEIWSTI'IEMBOTICTHERAPYANDPREVENTION OF THROMBOSIS, QSTHUEE)ApClPQGrUT:)j_IrI‘?EE ] mg E mg 2'5 mg 3 mg 4 mg 5 mg & mg ?.5 mg ]u mg
- Oral Anticoagulant Therapy e G | | e
" 54

Antithrombotic Therapy and Prevention of Thrombosis,
9th ed: American College of Chest Physicians

Evidence-Based Clinical Practice Guidelines

Pills do not reflect actual size.




WARFAR

KanbkynaTtopsl

N DO S I N G www. WarfarinDosing.org

Required Patient Information

= Warfarin Dosing

= Clinical Trial

> Outcomes

= Hemorrhage Risk
= Patient Education
= Contact Us

> References

= Glossary

= About Us

Usear:

Patient:

Version 2.40

Build : April 05, 2013

Age: _IEJ— Sex: IMEI Ethnicity: m
Race: |White, Caucasian, or Middle Eastern |

Weight: [147  Ibs or [67  kas BSA 1.76

Height: (|5— feet and lﬁ—inches) or( Wcms)

Smokes: m Liver Disease: m

Indication: [Atrial fibrillation =l

Baseline TNR: |1.2 Target INR: |3— " Randomize & Blind
Amiodarone/Cordarone® Dose: lmnimgfday

Statin/HMG CoA Reductase Inhibitor: |Rosuvastatin/Crestor® |
Any azole (eg. Fluconazole): INO_Z

Sulfamethoxazole /Septra/Bactrim /Cotrim /Sulfatrim: |No_zl

Genetic Information

VKORC1-1639/3673: |AG

CYP4F2 v423M: [CC (wildtype)
(

GGCX rs11676382: |CG (heterozygous)

CYP2Co*2: |CT (heterozygous)

CYP2C9#3: |AC (heterozygous)
CYP2C9*5: |CG (heterozygous)
CYP2C9*6: |A- (heterozygous)
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EU-PACT: dapmakoreHeTnka n sapdapuH

INR
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Bonble BpemMs B TepaneBTUYECKOM
Anana3soHe (67% npotus 60%).

3HaunTenbHO pexe anusoasl MHO > 4.

Bpemsa OOCTMXEHUA TepaneBTUYeCKOro
MHO meHbLe (21 npoTtus 29 cyT)

72% nauunenTtos ¢ OI1.

Pirmohamed M, et al. New England Journal of Medicine. 2013.



COAG: dpbapmakoreHeTuka n BapdapuH

Genotype-Guided Dosing Clinically Guided Dosing
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23% nauneHTtoB ¢ DI1.

Kimmel SE, et al. New England Journal of Medicine. 2013.



JleveHne kKpoBOoTEYEHUS

74 p=0.71 B 4F-PCC (N=98)
6 [ M Plasma (N=104)
5 -
4 -

Median (IQR) INR

3 -
5. p<0.0001 00001 p=0.0002  p=0.08
9
D -
Pre-infusion 0.5 h 1h 3h 6 h 12 h 24 h

Time point after the start of the infusion

O Ceexe3saMopoXXeHHasi nnasma.
e — O KoHueHTpaT NnpoTpoOMOMHOBOro KOMMMNeKkca

. NPOTPOMMAERG 600

T -

—— = [0 Wcnonb3oBaTb TOMbLKO Npu BOMbLINX
_Ef—:i—:::;::" e KPOBOTEYEHUAX, BHYTPUMO3IrOBbIX reMopparnsax unm
SR HeoTnoXxHon xypyprum (ASH, 2013).

Sarode R et al. Circulation. 2013;128:1234-43



KaTteTepHaa abnaums




KateTtepHaa abnauuns

1 PekomeHayeTtcsa npu napokcusmansHon O
 LlenecoobpasHa npu nepcuctupyrowen Pri

1 Bo3amoxxHa npu anutenbHoO nepcuctupyowen Ol



Abnauna n cepaeyHoO-cocyancTble PUCKU
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® MeonkameHTbl B AGNAUUSA
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CMepTHOCTbL CC cmepTHOCTb UHcynbt
nwemunyeckun/TUA

YnydweHue KoHTponsa Pl nocne abnaunmm MoxeT CHU3UTb PUCKU cepaeYvHOo-
cocyanCTbIX ocnoxHeHun y nauymeHtoB ¢ CHA2DS2-VASc >1.

Lin YJ, et al. Europace 2013;15(5):676-84.



ADnsaUMsa nocrne UHcynbTa
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YactoTta nHcynesra u peunamsoB ®Pl1 B TeyeHne 6 mec.
He pa3nuyanacb y nauyuMeHTOB Nnocrie MHcynbTa n 6e3 TakoBoro.

Li SN, et al. Chin Med J (Engl). 2013;126(6):1033-8.



OcnoxHeHunga nocne abnauumn B CLUA

OcnoxHeHunda rocnutanbHble 6,3%
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OnbIT onepartopa n o6bLeM BMeLwwaTenbCTB B rocnurtarne

TeCHO CBA3aHbl C PUCKOM OCIOXHEeHUMN.
Deshmukh A, et al. Circulation 2013;128(19):2104-12.



BeccMmMmnTOMHbIE MHCYNBLTLI NOCne abnaumn

PakTopbl pUCKa

Bo3spacTt

CnoHTaHHOE 3XOKOHTpacTupoBaHme
[aburaTtpaH

= IHcynbTel  ® bes3 noBpexaeHnn mosra u

Hito I, et al. PACE 2013;36(11):1328-35.
Sakamoto T, et al. Europace 2013;15(3):332-8.
Martinek M, et al. Europace 2013;15(3):325-31.



KOrHMTMBHbIE HapyLLEeHMda nocne abnaunm
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Medi C, et al. J Am Coll Cardiol. 2013;62(6):531-9.



[TepuonepaloHHbIE aHTUKOArynAHTbI U
OCIOXXHEeHUSA nocne adbnaunu
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Hito |, et al. PACE 2013;36(11):1328-35.



BbiBOAbl

0 ADNAUMa MOXKET CHU3UTb PUCKU cepaeYHo-
COCYAUNCTbIX OCIOXXHEHUN

0 Bo3amoxxHo npoBeaeHne abnaunm nocrne
NHCYNbTA.

0 Abnsiums noBbILET PUCK DECCUMNTOMHbIX
MHCYINbTOB N KOTHUTUBHbLIX HAPYLLUEHUN.

0 [laburatpaH HexenaTeneH npu abnauuu.



