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PekomeHaauunu

370 cornacue (KOMMPOMMUCC) MO3NLINKA rPyNnbl SKCMNEpPTOB.

1 CyLecTBYIOT pacxoXaeHus pasHbIX rpynn 3KCrnepTos.

1 He aensawTca obasarteribHbIMK (pekomMmeHaaumnm).

1 He aBnsaoTCca NCTUHHBIMK (YAacTO NepecMaTpuBatoTcs Co
3Ha4YUTENBbHBIM N3MEHEHNEM MO3NLINN).

J OcHoBaHbl Ha aHanu3e ncxogoB OONbLUMX PYNM NALMEHTOB
M HE MOryT NPOrHO3MpoBaTb UCXOL AaHHOro nauneHTa.

1 Bnnaet KOHQMMKT MHTEpPEeCOB.



Hosoe B neyeHunun ®I1 (ESC)

O YTouyHeHa knaccudukaums (napokcmamanoHasa O, EHRA).
d MNauneHT-ueHTpnpoBaHHbLIN NOAXOoA.

 72-yacoBoinn MmoHuTOpUHr KT npu TUA/mHcyneTe.
 MNMpeanouteHne HoBbiM OAK.

1 Hoeble OAK BO3MOXHbI Npu KapanoBEPCUN.

1 OTKkas oT gesarperaHTos.

 MNMpwn BbicokoMm pucke XK kpoBoTedeHuin — anmkcabaH.
 OparnbHbIin ammMogapoH Ha3HayaTb BO BTOPYO ovYepeb.
d Abnaums npn O ¢ CHHOBJXK.

 ®dunsnueckne Harpysku, nedyeHmne COAC ans npodounakTmMKu.



Knaccuoumkauma EHRA

(European Heart Rhythm Association)

1 Kknacc — HeT CMMMNTOMOB
2a Knacc — rnoBcegHeBHas akTUBHOCTb HE OrpaHn4eHa cumnToMmamu

2b knacc — noBcegHeBHAas aKTMBHOCTb He OrpaHmndeHa, Ho cUMMNToOMbl Pl
becnokoaT naumeHTa (Noka3aH KOHTPOMNb pUTMa)

3 Knacc — nosceaHeBHasa aKTUBHOCTb orpaHmn4yeHa cCMmmrnToMamm

4 Knacc — noBcegHeBHAas! akTUBHOCTb HEBO3MOXHaA

N3beratb TepMuHa «u3ornuposaHHas Ol 1y
[lapokcu3smarnbHas — 0o 7 CyT, He3aBUCUMO OT Kapanosepcum

3nu3od @©r1>30 ¢



[1pOrHO3 Bpavyom UM LLUKabI

Siroke events Bleeding events among OAC users
Physician-assigned risk ~ CHADS; risk ~ CHA;DS2-VASc risk  Physician-assigned risk ATRIA risk HAS-BLED risk

Low

n 3991 615 212 4250 4934 510

No. of events &4 4 0 322 286 12

Rate (95%Cl)  071(056091)  0.29(0.11078) 0.00 343(307-382)  2.62(2.33-294) 1.04(0.59-1.83)
Intermediate

n 4148 2093 659 2702 Bd4 4909

No. of events 88 20 7 255 92 372

Rate (95%Cl)  0.98(0.79-120)  0.42(0.270.65)  0.47 (0.23-0.99) 455(4.03-515) 507 (4.14-622) 3.46(3.13-3.83)
High

n 1574 7007 8844 448 1440 1462

No. of events 61 189 206 55 254 227

Rate (95%Cl)  1.84(1.432.37)  1.25(1.081.44) 107 (0.93-1.22) 576 (4.427.50)  7.90 (6.99-8.93) 7.64(6.71-8.70)

Rates are per 100 patient-years.

Bpauu u wKasnbl NPOrHO3NpPyKT C YMEPEHHOU TOYHOCTbIO.
PelweHune Bpaya HeMHOro o06aBnsieT K oLueHKe WKanbl.

ORBIT'AF Steinberg BA, et al. How well does physician risk assessment predict stroke and bleeding in atrial fibrillation? Results from the
Outcomes Registry for Better Informed Treatment of Atrial Fibrillation (ORBIT-AF). Am Heart J.181:145-152.
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®I 6e3 komopbugHoOCTU = U3oaMpoBaHHaAA P = oueHKa pUcKa no WwkKane

Kim E-J, et al. Am Heart J. 2016;177:138-144.



Pucku KopoTkux (<20 c) annsogos PI1

Clinical Event (Pts)

All Adverse Events (235)
Hosp. for AF, HF, VT

Stroke, TIA

Syncope

All-Cause Mortality

Hospitalization
For AF (28)

Hospitalization
For Heart Failure (56)

Stroke (24)

All-Cause
Mortality (149)

Explanatory Variable

Short AT/AF Only
Long AT/AF

Short AT/AF Qnly

Crude OR (95% Cl)

Long ATIAF

Short AT/AF Only
Long AT/AF

Short AT/AF Only
Long AT/AF

Short AT/AF Only

Long ATIAF

0.03 0.05
favors no event

' 1,46
+

02 03 0507 1
Ddds ratio (95% CI)

3

P value Adjusted OR (95% CI) P value
]
0.81
0.35 + 0.57
"
0.005 -i-& 0.28
V1
0.54 ‘15 0.62
' 169
0.032 —® 0.45
. 1,78
0.90 s 0.51
I-1
0.44 + 0.66
0.30 ;
0.29 & L 0.30
'
0.20 $ fﬂ 0.46
0,66 !
0.47 —_— 0.38
10
0.09 —1.— 0.73
003005 01 0203 0507 1 2 3 5710 20
tavors no avent Odds ratio (95% CI) favors event

5 7
favors event

KopoTtkue annsoabl PI1 He NoBLIWAKT PUCK KITMHUYECKUX COObLITUMN,
BKHOYas UHCYIbTbI

5379 naumeHTa n3 225 ueHtpos CLUA, Bkntovas 3141 ¢ kapgmoctumynatopamu n 2238 ¢ UK.
CpenHee Bpemsi HabnogeHus 23 Mec.

RATE

Swiryn S, et al. Clinical Implications of Brief Device-Detected Atrial Tachyarrhythmias in a
Cardiac Rhythm Management Device Population. Circulation. 2016;134:1130-1140.
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Attach Kardia Mobil

Apple Compatibility

iPhone 7 (i0S 10.0.2)

iPhone 6 Plus / 6s Plus (i0S 10.0.2)
iPhone 6 / 6s (i0S 10.0.2)

iPhone SE (i0S 10.0.2)

iPhone 5/ 5s / 5¢ (i0S 10.0.2)
iPhone 4s (i0S 9.3.5)

0

iPod Touch 5G (i0S 9.3.5)

iPad Air / Air 2 (i0S 9.3.5)
iPad Mini (i0S 9.3.5)
iPad Mini 2/ 3 (i0S 10.0.2)

MobunnbHbIN 3NEKTpOKapanorpad

(notincluded). Ka rd ia MObi Ie

Android Compatibility

O

Samsung Galaxy S3 (Android 4.3)

Samsung Galaxy 54 (Android 5.0.1)
Samsung Galaxy S5 / 56 / S7 (Android 6.0.1)
Samsung Note 3 (Android 5.0)

Samsung Note 5 (Android 6.0.1)

Samsung Galaxy J1 (Android 5.1.1)

LG Nexus 5 (Android 6.0.1)

HTC One M7 (Android 4.3)

Jitterbug Touch 3 (Android 4.3)

Kardia App

Use of Kardia Mobile requires the companion app Kardia, available
for download in the App Store and Google Play .

# v the ET ITON
& AppStore | P> Google Play

Last updated on October 21, 2016
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HR = 85ya/MiH VLF = B19me2 HR = 208 ya/smuH VLF = 123 mc?
Extr=10 LF = 301 mc? Extr=10 LF = 4 wc?
SDNMN = 41 mc HF = 44 mc2 SDNN = 15mc HF = 2me2
CV-58% LF/HF - 8,8 CV=52% LF/HF =2.0
pMMN50 = 1% Sl = 157 pMMNSD = 0% 5l=235
TP = 1164 mc? NAPC =5 TP = 129mc? NAPC =7

[MpucTynbl pUTMUYHOIO YacToro cepauebuHma 1 pas B 1-3 mec, 0o 1y,
NHOrga CHUMAaET HaTyXXMBaHMEM U MPUCAXKMBAHMEM HA KOPTOYKM.
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OcTpbIn cTpecc, Hapsaay ¢ ApyrMMu NpoBoLMpyOWMMK haKkTopamMu
MoOXeT Bbi3BaTtb Pl

Graff S, et al. Long-term risk of atrial fibrillation after the death of a partner. Open Heart. 2016;3(1).



Ankoronb 1 3abonesBaHnsa cepaua

Admissions Odds ratio
95% ClI
Alcohol misuse ( )
Main analysis ——
Propensity analysis ——

Alcoholic liver disease

Main analysis

Propensity analysis
Atrial fibrillation

Main analysis —a=

Propensity analysis -
Acute myocardial infarction

Main analysis -
Propensity analysis -
Congestive heart failure

Main analysis -8
Propensity analysis e

;50 O.75 1.00 1.25

L1.50

1575

0dds ratio
(95% Cl)

1.14 (1.08 to 1.21)
1.11 (1.05 10 1.17)

1.45 (1.27 to 1.66)
1.42 (1.24 to 1.63)

1.05 (1.01 to 1.09)
1.11 (1.08 to 1.15)

0.83 (0.79 to 0.87)
0.83 (0.79 to 0.87)

0.87 (0.84 to 0.90)
0.91 (0.89 to 0.94)

value

<0.001
0.001

<0.001
<0.001

0.007
<0.001

¢<0.001
<0.001

<0.001
<0.001

Dukes JW, et al. Access to alcohol and heart disease among patients in hospital: observational cohort study using differences in alcohol sales laws.

BMJ. 2016;353.



KodenH n aputmmnm

Table 2. Comparison of Total Ventricular Premature Beats (VPBs) and Supraventricular Premature Beats
(SVPBs) on Continuous Electrocardiographic Monitoring Between Groups

Caffeine Placebo OR (95% CI)* P Value®

VPBs

Median (IQR) 185 (44-603) 239 (37-1045) NA A7

Time, %, median (IOR) 0.8 (0.2-2.3) 0.9 (0.15-3.7) NA .60

Isolated, median (1QR) 196 (44-629) 206 (33-881) NA .68

Couplets, median (IOR) 1 (0-16) 2 (0-25) NA .88

Couplets, No. (%) 30 (64) 28 (60) 1.20 (0.50-2.80) NA
NSVT

Median (IQR) 0(0-2) 0 (0-1.5) NA 48

No. (%) 16 (34) 19 (40) 0.76 (0.31-1.80) NA
SVPBs

Median (IQR) 6 (0-48) b (0-50) NA A4

Time, %, median (IOR) 0.02 (0-0.21) 0.02 (0-0.22) NA 33

Isolated, median (1QR) 6 (0-42) 3 (0-27) NA 14

Couplets, median (IOR) 0 (0-0) 0 (0-0.5) NA >.99

Couplets, No. (%) 9 (19) 12 (26) 0.69 (0.26-1.84) NA
NSSVT

Median (IQR) 0 (0-0) 0 (0-0) NA .29

No. (%) 7 (15) 9(19) 0.69 (0.30-1.61) NA
Mean heart rate, median (IQR) 70 (62-77) 70 (63-76) NA 40

Zuchinali P, Souza GC, Pimentel M, et al. Short-term Effects of High-Dose Caffeine on Cardiac Arrhythmias in Patients With Heart FailureA Randomized Clinical Trial.
JAMA Intern Med. 2016;176(12):1752-1759.



Freedom from Atrial Fibrillation

1.00

0.98

0.96

0.94

Macca Ttena n puck Ol

Log-rank P<0.001

Total

Legends Incidence

Probability of AF occurrence

Underweight (BMI <18.5 kg/m?) 3.6
— Normal range (BMI 18.5 — 22.9 kg/m?) 2.2
— Overweight (BMI 23 — 24.9 kg/m?) 26
___ Obese, class | (BMI 25 — 29.9 kg/m?) 3.0
Obese, class Il (BMI 230 kg/m?) 55
(per 1,000 person-years) 1% -
[ T T T | T T T | T | T T T T
o 1 2 3 4 5 6 7 8 9 10 A = A =
Follow-Up Duration (years) Body mass index (kg/m?)

Hu3skasa macca Tena, Kak U oXXupeHue, noBbiWakT pUck PI1

Kang S-H, et al. Underweight is a risk factor for atrial fibrillation: A nationwide population-based study.
International Journal of Cardiology. 2016;215:449-456.



Macca Tena un puck ocrnoxHeHumn Orl

Outcome Number of Events HR (95% CI) P-value
BMI category patients (%lyear) BMI 18.5-<25 kg/m? Effect of BMI
(kg/m?) in analysis as reference category

Stroke/SE

18.5-<25 4038 142 (2.01)

25-<30 6671 174 (1.43) — 0.86 (0.68-1.08) 0.18

230 7131 150 (1.11) —_— 0.79 (0.61-1.02)

Death

18.5-<25 4038 397 (5.45)

25_<30 6671 429 (3.44) - 0.67 (0.59-0.78) <.0001

=30 7131 308 (2.90) —— 0.63 (0.54-0.74)

Stroke/SE/MI/Death

18.5-<25 4038 510 (7.23)

25-<30 6671 598 (4.92) —a— 0.74 (0.65-0.84) <.0001

>30 7131 554 (4.13) —- 0.68 (0.60—0.78)

Major bleeding

18.5-<25 3984 217 (3.44)

25-<30 6618 270 (2.44) —a— 0.82 (0.68-0.99) 0.11

230 7074 281 (2.30) —— 0.91(0.74-1.10)

I ] I I 1 LI |

05 06 0.8 1 1.2
Hazard ratio

Y nayueHToB C N30bLITOYHOU MAcCOM Tena u OXUpeHunem pexe oCrnnoXXKHeHUns

ARISTOTLE Sandhu RK, et al. The ‘obesity paradox’ in atrial fibrillation: observations from the ARISTOTLE trial.
Eur Heart J. 2016;37(38):2869.
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SPORTI F Proietti M, Lane DA, Lip GYH. Relation of Nonvalvular Atrial Fibrillation to Body Mass Index (from the SPORTIF Trials). Am J Card.118(1):72-78.
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Norby FL, Solet al. Circulation 2016.
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Danish National Patient Registry

3HaummocTb Pl KaK paKkTopa pUCKa

5-year risk (%) -
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Mo risk Onerisk Tworisk Three or more One risk Two risk Three or more
factors factor factors risk factors factor factors risk factors

No prior stroke/TE/TIA among risk factors Prior stroke/TE/TIA is one of the risk factors

Bknaa ®I1 B puCK MHCYNbTa MeHbLUe, YeM BusiHUe Bo3pacTa
n conoctaBuM c apyrumm c¢pakrtopamm pucka CHA2DS2-VASC

Christiansen CB, et al. Atrial fibrillation and risk of stroke: a nationwide cohort study.
Europace. 2016;18(11):1689.
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MynsTnancumnnmHapHaa komaHga

A Routine Care AF Pathway

p <0.001

100%

YacToTa
rocnutTanma3aumm

B0%

60%

A0%

Admission Rate

0%

p = 0.002

Inpatient Length of Stay (hours)

p <0.001

Time Spent in ED (hours)

Ptaszek LM, et al. Effect of a Multidisciplinary Approach for the Management of Patients With Atrial Fibrillation in the Emergency Department on Hospital
Admission Rate and Length of Stay. Am J Card. 2016;118(1):64-71.



Hy>XHO N BoCcCTaHaBnnBaTb CUHYCOBbLIN PUTM?

10% -
8% -
6% -

4%

P Catheter ablation

2% B No catheter ablation

P=0.013
0 !
T T T T T T T T T
0 1 2 3 4 5 ] 7 8
At risk Yeam
Ablation 2496 2457 2126 1840 1434 1049 BBE 338
No ablation 2496 2396 2049 1782 1403 1058 681 366

NMocne abnauuM HMXKe YacToTa MHCYNbLTa U CMEpPTH,
0COOEeHHO Npu BbLICOKOM TPOMOOreHHOM pUcKe

= H = Friberg L. et al. Catheter ablation for atrial fibrillation is associated with lower incidence
Swed ISh health reg IStrles of stroke and death: data from Swedish health registries. Eur Heart J. 2016;37(31):2478.
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D < 0.001

Mnauebo

MNBabpaaunH

Wongcharoen W. et al., lvabradine reduced ventricular rate in patients with non-paroxysmal atrial fibrillation.

Int J Card. 2016;224:252-255.
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Mnauebo

BepHakanaHT [NponadgpeHoH [lpokanHamug AmnoaapoH
1,5-2 (8) mr/kr 3a
10-20 MuH

Kochiadakis GE et al. JACC 2000;35:Suppl A:118; lan GS, et al. American heart journal. 2010;159:1095-101.
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[TpnYnHbI cMepTn naumeHTos ¢ Pl

Cause of Death All Patients DOAC Warfarin
All-cause death 6,206 (100) 3,579 (100) 2,627 (100)
Vascular death 3,970 (64) 2,297 (64) 1,673 (64)

Cardiac death 2,855 (46) 1,699 (47) 1,156 (44)
Sudden death/dysrhythmia 1,759 (28) 1,044 (29) 715 (27)
Heart failure 922 (15) 547 (15) 375 (14)
Myocardial infarction 174 (3) 108 (3) 66 (3)

lschemic stroke/SE* 356 (B) 206 (B6) 150 (B)

Hemorrhage (all) 350 (B6) 148 (4) 202 (8)
Hemorrhagic stroke 202 (3) 77 (2) 125 (5)
Other intracranial hemorrhage 63 (1) 28 (1) 35 (1)
Extracranial hemorrhage 85 (1) 43 (1) 42 (2)

Other vascular deatht 409 (7) 244 (7) 165 (6)

Monvascular death 1,849 (30) 1,103 (31) 746 (28)

Malignancies 706 (11) 441 (12) 265 (10)

Infections 533 (9) 318 (9) 215 (8)

Respiratory 177 (3) 89 (2) 88 (3)

Trauma/accidental 72 (1) 34 (1) 38(1)

Hepatobiliary/liver failure 17 (0.3) 9 (0.3) 8(0.3)

All other 344 (6) 212 (6) 132 (5)

Undetermined death 387 (B) 179 (5) 208 (8)

Goémez-Outes A, Lagunar-Ruiz J, Terleira-Fernandez A, et al. Causes of Death in Anticoagulated Patients With Atrial Fibrillation. ] Am Coll Cardiol.

2016;68(23):2508-2521.




[MTpnynHblI cMmepTH NnaumeHTos ¢ Pl

Causes of Death (n = 6,206)

Comparison Between DOACs and Warfarin for Causes of Death

M Cardiac " Other Vascular
M Non-Vascular M Undetermined
M Bleeding M Ischemic Stroke/SE

Study or Subgroup
All-Cause Death

Cardiac Death
Ischemic Stroke/SE
Fatal Bleeding

Other Vascular Death
Non-Vascular Death

Undetermined Death

M-H, Random, 95% CI  M-H, Random, 95% CI  p Value
0.90 <0.0001
0.96 0.23
0.91 0.38
0.49 <0.00001
0.90 0.29
0.96 R 0.39
0.80 < 0.03

1 1
0507 1 15 2
Favors DOAC Favors Warfarin

Goémez-Outes A, Lagunar-Ruiz J, Terleira-Fernandez A, et al. Causes of Death in Anticoagulated Patients With Atrial Fibrillation. ] Am Coll Cardiol.

2016;68(23):2508-2521.



Characteristic

Unstable angina

Coronary artery disease
Stable angina

Peripheral arterial disease
Prior CABG surgery
Hypertension
Dyslipidemia

Prior myocardial infarction
Diabetes mellitus

BMI (per 5 kg/m2)

Age (per 10 years)

Male sex

Prior stroke/TIA
Congestive heart failure
Systemic embolism

——

[TpnumnHbl BIDOPaA acnupuHa

RELATIVE PRESCRIPTION RATE OF ASPIRIN (VS ORAL ANTICOAGULANT)
IN AF PATIENTS WITH CHA,D5,-VASc SCORE 22 RR (95% Cl)

p value

——
L
HiH

HiEH
HH
HH
iR
HEH

1.19 (1.14 - 1.25)
1.17 (1.16 - 1.19)
1.74 (111 - 1.16)
1.08 (1.06 - 1.10)
1.08 (1.06 -1.10)
1.07 (1.05 - 1.08)
1.05(1.04 -1.07)
1.05 (1.03 - 1.07)
0.96 (0.95 - 0.98)
0.94 (0.94 - 0.95)
0.94 (0.93 - 0.94)
0.91(0.80 - 0.92)
0.90(0.88 - 0.91)
0.86 (0.85 - 0.88)
0.64 (0,60 - 0.69)

|
0.5

<<< Prescription of Oral Anticoagulant More Likely

Prescription of Aspirin More Likely >>>

Hsu JC, et al. J Am Coll Cardiol. 2016;67(25):2913-2923.

<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001



KombuHauusa agesarperaHtoB vs OAK
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KomOunHauma gesarperaHToB VS acnmpuHa
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ACTIVE A Effect of Clopidogrel Added to Aspirin in Patients with Atrial Fibrillation. N Engl J Med. 2009; 360: 2066-78.



Tunbl MHCYNLTA

BHyTpumosroeoe
KpOBOU3NnsiHNE
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KpOBOM3NnsiHME

LiepebpanbHan
ambonuna

MoXxXunbie naumeHTbl ¢ Pl

Framingham Heart Study: 55-year follow-up.
Yuan Z, et al. Atrial fibrillation as a risk factor for stroke: a retrospective cohort study of hospitalized Medicare beneficiaries.
American Journal of Public Health. 1998;88(3):395-400.



Tunbl MHCYNLTA

B OMOONUYECKUA MHCYNBbT = HeamMOonn4eckuini UHCYnbT

®l'1 nocne rocnutanusauum

N3BecTHaga OI1
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Kim Y, Lee S-H. Embolic stroke and after-admission atrial fibrillation. International Journal of Cardiology. 2016;222:576-580.



ACnUpUH Ons NpoOUNakTUKN NHCyNbTa

Antiplatelet Agent

I. For patients with noncardioembolic ischemic stroke or
TIA, the use of antiplatelet agents rather than oral anti-
coagulation is recommended to reduce the risk of recur-
rent stroke and other cardiovascular events (Class I;

Level of Evidence A).

2. Aspirin (50-325 mg/d) monotherapy (Class I; Level of
Evidence A) or the combination of aspirin 25 mg and
extended-release dipyridamole 200 mg twice daily
(Class I; Level of Evidence B) is indicated as initial ther-
apy after TIA or ischemic stroke for prevention of future
stroke. (Revised recommendation)

For patients with ischemic stroke or TIA and AF who are unable to take oral anticoagulants,
aspirin alone is recommended (Class I: Level of Evidence A). The addition of clopidogrel to
aspirin therapy, compared with aspirin therapy alone, might be reasonable (Class /ib; Level
of Evidence B).

Asymptomatic Carotid Stenosis: Recommendations

1. Patients with asymptomatic carotid stenosis should
be prescribed daily aspirin and a statin. Patients
should also be screened for other treatable risk fac-
tors for stroke, and appropriate medical therapies
and lifestyle changes should be instituted (Class I,
Level of Evidence C).
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Sjalander S. et al. Atrial fibrillation patients with CHA2DS2-VASc >1 benefit from oral anticoagulation prior to cardioversion.

I i i Int tional J | of Cardiology. 2016;215:360-363.
Swedish health registries nternational Journal of Cardiology



HoBble OAK npu Kapagnosepcuu

Favours NOACs VKAS Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
RE-LY 7 1319 4 664 52.7% 0.88 [0.26, 3.00] ——
ROCKET-AF 2 138 1 132 13.9% 1.91 [0.18, 20.85]
ARISTOTLE 0 EED 0 412 Mot estimable
ENGAGE-AF 2 251 0 114 B.6% 2.28 [0.11, 47.15)
X-VeRT 2 loo02 3 502 24.8% 0.33 [0.06, 1.99] g
Total (95% CI) 3041 1824 100.0% 0.84 [0.34, 2,04]
Total events i3 8
Heterogenelty: Tau® = 0.00; Chi® = 1.91, df = 3 (P = 0.59): I" = 0% | : } t |
Test for overall effect Z = 0.39 (P = 0.70) u&g:m?{ INDAE;I Famur:?ufﬂﬁ:m
Favours NOACs VKAS Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
RE-LY 15 1319 4 664 48.8% 1.89 |0.63, 5.67] -+
ROCKET-AF 0 138 2 132 6.4% 0.19 [0.01, 3.95] 4
ARISTOTLE 1 331 1 412 7.7% 1.24 [0.08, 19.82) u
ENCAGE-AF 0 251 0 114 Not estimable
X=VeRT (] 988 5 &899 37.1% 0.76 [0.21, 2.67]
Total (95% CI) 3027 1821 100.0% 1.12 [0.52, 2.42]
Total events 22 11
Heterogeneity: Tau® = 0.00; Chi® = 2,55, df = 3 (P = 0.47); I' = 0% l l i } {
Test for overall effect Z = 0.30 (P = 0.76) CFavours NOACS  Favours VKAS

MeTa-aHan n3 Renda G, et al. Efficacy and Safety of Non-Vitamin K Antagonist Oral Anticoagulants After Cardioversion for Nonvalvular AF.
The American Journal of Medicine. 2016;129(10):1117-1123.e1112.
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CONTROVERSIES IN
CarbiovascurL.ar MEDICINE N
Should Patients With Atrial Fibrillation and

1 Stroke Risk Factor (CHA,DS,-VASc¢ Score
1 in Men, 2 in Women) Be Anticoagulated?

The CHA,DS,-VASc 1 Conundrum: Decision Making at the
Lower End of the Risk Spectrum

John A. Savino I, MD; Jonathan L. Halperin, MD
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Should Patients With Atrial Fibrillation and
1 Stroke Risk Factor (CHA DS _-VASc Score
1 in Men, 2 in Women) Be Anticoagulated?

Yes: Even 1 Stroke Risk Factor Confers a Real Risk of Stroke

Gregory Y.H. Lip, MD; Peter Bronnum Nielsen, PhD

NN N I

Fauchier L, et al. Should Atrial Fibrillation Patients With Only 1 Nongender-Related CHA2DS2-VASc Risk Factor Be Anticoagulated? Stroke. 2016.

Lip GYH, Nielsen PB. Should Patients With Atrial Fibrillation and 1 Stroke Risk Factor (CHA2DS2-VASc Score 1 in Men, 2 in Women) Be Anticoagulated?: Yes: Even 1 Stroke
Risk Factor Confers a Real Risk of Stroke. Circulation. 2016;133(15):1498-1503.
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Bassand J-P, et al. Eur Heart J. 2016;37(38):2882.



OAK B peariHbIX yCcnoBuax

Crude failure curves Weighted failure curves
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Larsen TB, et al. Comparative effectiveness and safety of non-vitamin K antagonist oral anticoagulants and warfarin in patients with atrial fibrillation: propensity
weighted nationwide cohort study. BMJ. 2016;353.
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B HekoTOpbIX cuTyaumax ontumanbHaa gosa HOAK
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Reilly PA, Lehr T, Haertter S, et al. The effect of dabigatran plasma concentrations and patient characteristics on the frequency of
ischemic stroke and major bleeding in atrial fibrillation patients. J Am Coll Cardiol 2014;63:321-8



OueHka remocTasa npu

Table 2 Coagulation assays responsive to dabigatran, rivaroxaban, apixaban and edoxaban

HOAK

[Included in US drug prescribing ]

Assay Responsive within therapeutic range? information?*
Dabiqatran22-24 26 28 45-47
ﬁ Provides estimate of effect Yes

ECT Quantifiable dose-response Yes

T Too sensitive to give quantifiable results No

Diluted TT Quantifiable dose—response Not in the USA
Rivaroxaban®3! 4622

[ PT (rivaroxaban-calibrated) ]

aPTT

FXa (clot-based, eg, HepTest)

FXa (chromogenic)

Api:taban” 43 53 54

PT/INR
aPTT
FXa (chromogenic)

Edoxaban®
PT
aPTT
Thrombin generation

Quantifiable dose—response if FT performed with neoplastin
Dose-dependent, but variable and less sensitive than PT
Quantifiable dose—response

Quantifiable dose—response

Small and variable response
Small and variable response
Quantifiable dose—response

Large variability between reagents
Less variability between reagents
Three times more sensitive to edoxaban

Yes
No
No
No

No
No
No

No
No
No

Assays that can give quantifiable responses will typically require drug-specific and laboratory-specific calibration.
*Routine use of coagulation assays is not required with the novel oral anticoagulants.
aPTT, activated partial thromboplastin time; ECT, ecarin clotting time; FXa, factor Xa; INR, international normalised ratio; PT, prothrombin time; TT, thrombin time.

Pollack CV. Coagulation assessment with the new generation of oral anticoagulants. Emergency Medicine Journal : EMJ. 2016;33(6):423-430.
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Barra M. et al. Evaluation of Dose-Reduced Direct Oral Anticoagulant Therapy.
The American Journal of Medicine. 2016;129(11):1198-1204.



NunHamumka vyactotbl OHMK vy naumeHToB ¢ PI1

c okpyre Onmctea (MuHHecoTa)

Hazard ratio

Hazard ratio
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Ischemic Stroke or Transient
Ischemic Attack

Ischemic Stroke
Only

Overall rate

2.14 (1.91-2.38)

1.54 (1.35-1.75)

By CHA,DS,-VASC score

Oto 2 0.82 (0.57-1.15) 0.56 (0.36-0.83)

=2 2.66 (2.36-2.98) 1.92 (1.68-2.20)
By warfarin use’

No 2.53 (2.12-3.00) 1.97 I1.B1 —-2.38)

Yes 1.66 (1.23-2.18) 1.13 (0.79-1.57)

I I 1 1 T T
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= P-value (linear frend) =0.92
P-value (non-linear trend) =0.47
T T T T T T
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* B te4veHune 5 net puck TUA/mHcyneta ~10%
* [lpeguktopbl — Bo3pacTt, TUA/MHCynbT

(yacTtb nononaumn Ha AK)

* [ocne BHeApeHWNs BapdapuHa CHUKEHNe

yacTtoTbl OHMK npekpartunocb

Chamberlain AM, et al. Journal of the American Heart Association. 2016;5(6).
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AbNAUMA VS aHTUAPUTMMKOB

Study or subgroup Ablation AADs Risk Ratio Weight Risk Ratio
M- M-
HRandom,95% H,Random,%5%
n/M n/N Cl C
Forleo 2009 28/35 15/35 L 45.5 % 1.87[ 1.23,283]
Mont 2014 69/98 21/48 = 51.9 % L6l [ 1.14,227]
Stabile 2006 13/26 0f19 2.6 % 2000[ 1.26,31689 ]
Total (95% CI) 159 102 - 100.0 % 1.84 [1.17, 2.88 |
Total events: | 10 (Ablation), 36 (AADs)
Heterogeneity: Tau? = 0.07; ChiZ = 3.89, df = 2 (P = 0.14); 2 =49%
Test for overall effect Z = 2.65 (P = 0.0080)
Test for subgroup differences: Mot applicable
0ol 0 10 100
Favours AADs Favours Ablation
Study or subgroup Ablation AADSs Risk Ratio Weight Risk Ratio
n/MN n/N M-H Fixed,95% CI M-H Fixed 95% Cl
Forleo 2009 3/35 12/35 L 749 % 025[0.08 081]
Mont 2014 2/98 3/48 - 25.1 % 033[0.06, 1.89]
Total (95% CI) 133 83 - 100.0 % 0.27 [ 0.10,0.72 ]
Total events: 5 (Ablation), 15 (AADs)
Heterogenetty: Chi? = 0.06, df = | (P = 0.80); P =0.0%
Test for overall effect: Z = 2.63 (P = 0.0085)
Test for subgroup differences: Not applicable
001 0.l 10 100
Favours Ablation Favours AADs

Nyong J, Amit G, Adler AJ, Owolabi OO, et al. Efficacy and safety of ablation for people with non-paroxysmal atrial fibrillation.

Systematic Reviews 2016, Issue 11. Art. No.: CD012088

Cochrane Database of
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FIRE AND ICE Kuck K-H,et al. N Engl J Med. 2016.



CpaBHeHMEe paano4acToTHOM N KPMOreHHOM abnaunm
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FI RE AN D ICE Kuck K-H, et al. Eur Heart J. 2016;37(38):2858.



OCnoXXHEHUS OKKNOepoB

10%-
9%1 8.7%
8% -
7%
6% -
5% -
4%
3% -
2% -
1% -
0% -

PROTECT-AF  CAP PREVAIL EWOLUTION
2009 2011 2014 2016

Boersma LVA, Schmidt B, Betts TR, et al. Implant success and safety of left atrial appendage closure with the WATCHMAN device: peri-procedural outcomes
from the EWOLUTION registry. Eur Heart J. 2016;37(31):2465.



