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Patterns of Atrial Fibrillation

2016 ESC guidelines for AF Managements
Krchhof et al. Eur Heart J. 2016;37(38):2893-2962.

AF pattern Definition

First diagnosed | AF that has not been diagnosed before, irrespective
AF of the duration of the arrhythmia or the presence
and severity of AF-related symptoms.

Paroxysmal AF Self-terminating, in most cases within 48 hours.
Some AF paroxysms may continue for up to 7 days.?
AF episodes that are cardioverted within

7 days should be considered paroxysmal.?

Persistent AF AF that lasts longer than 7 days, including episodes
that are terminated by cardioversion, either with
drugs or by direct current cardioversion, after

7 days or more,

Long-standing Continuous AF lasting for =1 year when it is decided
persistent AF to adopt a rhythm control strategy.

Permanent AF AF that is accepted by the patient (and physician).
Hence, rhythm control interventions are, by
definition, not pursued in patients with permanent
AF. Should a rhythm control strategy be adopted, the
arrhythmia would be re-classified as ‘long-standing
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Antithrombotic Therapy for NV AF

2016 ESC guidelines for AF Managements

Mechanical heart valves or moderate or severe
mitral stenosis

No |

CHA,DS;-YASc risk factors®

[ Estimate stroke risk based on number of

|
No antiplatelet or ¢

Oral anticoagulation
indicated
Assess for contra-indications
Correct reversible
bleeding risk factors

anticoagulant
treatment (111B) OAC should be
considered (|laB) y
Vd \,
/
>
f b
LAA occluding devices

5\

may be considered in
patients with clear
contra-indications

for OAC (I1bC)

v - v




STE & Maj. Bleeding on Warfarin in Asian

Lip GY et al. Int J Cardiol. 2015;180:246

Stroke and systemic embolism on warfarin Major bleeding on warfarin
% %
6 - 6 -
B Non-Asians
5.14
B Asians
3.38 3.39
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Absolute Risk Reduction by NOACs in Asian

Lip GY et al. Int J Cardiol. 2015;180:246

Absolute Risk Reduction of STE with NOAC Absolute Risk Reduction of Major
Bleeding with NOAC
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NOAC in AF Ablation

Yonsei Experience (n=727, 28mo, Sep 2014~Jan 2017)

NOAC%
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RE-CIRCUIT

RCT: Uninterrupted Dabigatran vs. Warfarin in AF Ablation (n=704)

704 Patients were enrolled

F——————=| 26 Were excluded

678 Underwent randomization

339 Were assigned to receive
150 mg of dabigatran twice daily

339 Were assigned to receive warfarin

338 Received =1 dose of
dabigatran (treated set)

338 Received =1 dose of
warfarin (treated set)

21 Discontinued treatment prematurely
10 Had adverse events
4 Declined to continue medication
2 Did not adhere to the protocol
5 Had other reasons

20 Discontinued treatment prematurely
3 Had adverse events
7 Declined to continue medication
1 Did not adhere to the protocol
9 Had other reasons

317 Underwent ablation (ablation set)

318 Underwent ablation (ablation set)

8 Discontinued treatment prematurely
4 Had adverse events
3 Declined to continue medication
1 Had other reasons

7 Discontinued treatment prematurely
2 Had adverse events
4 Declined to continue medication
1 Had other reascns

Warfarin

Calkins et al. New Eng J Med. 2017; E-Pub.

No. at Risk

1007107 _ warfarin
90+ :_ — Dabigatran, 150 mg twice daily
B"\'-?‘“ 80_ 7_
= 704 6- —
> 604
% 504 44 Hazard ratio for dabi%atran vs. warfarin during and
> 34| upto8 wkafter ablation, 0.22 (95% Cl, 0.08-0.59)
= 404 24
B I
2 307 1
0
i20_0||||||||||||
0 10 20 30 40 50 60 70 80 90 100 110 120
10+
F_
0 I I I I I I f I I [ [ |
0 10 20 30 40 50 60 70 80 90 100 110 120
Days since Ablation
Dabigatran 317 313 311 311 306 305 297 8 4 2 1 0 0

318 301 297 296 295 295 278 8 13 5 3 1 0
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Adverse Events: RE-CIRCUIT

RCT: Uninterrupted Dabigatran vs. Warfarin in AF Ablation (n=704)

Calkins et al. New Eng J Med. 2017; E-Pub.

Table 2. Adverse Events during the Treatment Period (Treated Set).*

Dabigatran,
150 mg twice daily
Event (N=338)
Any adverse event 225 (66.6)
Severe adverse event 11 (3.3)
Adverse event leading to treatment discontinuation 19 (5.6)
Serious adverse event 63 (18.6)
Fatal adverse event 0
Immediately life-threatening event 1(0.3)
Event that resulted in clinically significant or 0
persistent disability or incapacity
Event that required hospitalization 26 (7.7)
Event that prolonged hospitalization 13 (3.8)
Other:: 29 (8.6)

Warfarin Total
(N=338) (N=676)

number (percent)

242 (71.6) 467 (69.1)
21 (6.2) 32 (4.7)
8 (2.4) 27 (4.0)

75 (22.2) 138 (20.4)

0 0

2 (0.6) 3 (0.4)
1(0.3) 1(0.1)
34 (10.1) 60 (8.9)
22 (6.5) 35 (5.2)
27 (8.0) 56 (8.3)
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VENTURE AF

RCT: NOAC vs. Warfarin in AF Ablation (n=248)
Cappato et al. Eur Heart J. 2015;36(28):1805-11.

Screened (n=291)

»| 43 patients
 Screening failure (n=43)

A 4 \.

Randomized (n=248)

\ 4 A 4

Rivaroxaban (n=124) ITT population VKA (n=124)
All patients who met inclusion and
exclusion criteria and were

{ N randomized 3 patients

A

1 patient + Withdrawal of consent (n=1)
» Other (n=1) + Physician decision (n=1)
g « Other (n=1)

\ 4 A 4

Rivaroxaban (n=123) Safety population (n=244) VKA (n=121)
All patients who also received
21 dose of study drug /14 patients \
. » Withdrawal of consent (n=2)
9 patients « Adverse event (n=4)
* Adverse event (n=5) » - Physician decision (n=1)
*  Protocol violation (n=1) + Non-compliance with study
+ Other (n=3) drug (n=1)
« Other (n=6
\ 4 \ 4 \ ( ) /
Per-protocol population

Rivaroxaban (n=114)

VKA (n=107)

(n=221)
All patients who also underwent
catheter ablation

No patients were lost to follow-up
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VENTURE AF: Complications

Rivaroxaban: VKA
Any adjudicated event 26 25 51
n=123 n=121 N=244
Any bleeding event* 21 18 39
Major bleeding event 0 1 1
Vascular pseudoaneurysm 0 1 1
Non-major bleeding event 21 17 38
Most relevant:
Arteriovenous fistula 0 1 1
Catheter/puncture site haemorrhage 1 1 2
Haematoma/vessel puncture site 8 10 18
haematoma
Vascular pseudoaneurysm 3 1 4
n=124 n=124 N=248
Any thromboembolic events (composite)” 0 2 2
Ischaemic stroke 0 1 1
Vascular death 0 1 1
n=114 n=107 N=221
Any other procedure-attributable event' 5 5 10
Pericardial effusion without tamponade 0 1 1
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Serious Adverse Events

Cappato et al. Eur Heart J. 2015;36(28):1805-11.
+« ...drug discontinuation +« ...hospitalization

10 - m VKA 16 -

E Rivaroxaban

m VKA
m Rivaroxaban

14.0

14 -

12 -

10 -

SAEs leading to discontinuation (%)
D
SAEs leading to hospitalization (%)

o N B (o2} (o]
1

The number of SAEs leading to drug discontinuation or hospitalization
were very low and similar across the treatment groups
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Summary 1. NOAC in Asian or AF Ablation

+ NOAC showed better efficacy and safety in Asian patients with AF
compared to non-Asian.

+ Peri-procedural uninterrupted Dabigatran and Rivaroxaban are
validated in patients who underwent AF ablation.
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Meta-analyses for NOACs



Mortality Benefits of NOAC

Meta-analysis (7 RCTs, n=80,290)

Providencia et al. Thrombosis Res. 2014:134:1253-64.

A) Total Mortality

NOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
SPORTIF 8 1704 e 1703 1.7% 0.99[0.73, 1.34] 2003 -
SPORTIFV 116 1960 123 1962 4.2% 0.94[0.74,1.21] 2005 pr—r—
RE-LY 884 12091 487 6022 225% 0.90 [0.81,1.01) 2009 —
Subtotal (95% Cl) 15755 89687 100.0% 0.92 [0.34, 1.01] ’
Total events 1078 689

Heterogeneity: Tau® = 0.00; Chi®=10.24, of= 2 (P = 0.84); F= 0%
Testfor overall effect. £=1.83 (P = 0.07)

ROCKET AF 208 7061 250 7082 7.7% 0.83[0.70,1.00] 2010 ——
ARISTOTLE 603 9120 B9 9081 225% 0.90[0.81,1.00] 2011 ——
JROCKET AF 7 637 5  B37 02% 1.40(0.45, 4.39] 2012 >
ENGAGE AF 1510 14069 839 7036 402% 0.90([0.83,097] 2013 =
Subtotal (95% CI) 30887 23836 100.0% 0.89 [0.84, 0.95] L
Total events 2328 1763

Heterogeneity Tauw* =000 Chi*=118, df=3(P=0.76), F= 0%
Testfor overall effect 2= 3.71 (P= 0.0002)

Total (95% CI) 46642 33523 100.0% 0.90 [0.86, 0.95] ¢
Tolal events 3406 2457

Heterogeneity: Tau®= 0.00; Chi*=1.75, df= 6 (F = 0.94) F= 0%
Test for overall effect £=4.10 (P < 0.0001)

t u t $
05 07 1 16 2
Favours NOAC Favours VKA
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Reduction of Fatal Bleeding

Meta-analysis (20 Trials)

Skaistis et al. PLOS One. 2015;10(9):e0137444.

HOAC WA Odds Ratio Odds Ratio Risk of Bias
Study or Subgroup  Events Total Evenis Total Weight M-H, Random, 95% C M-H, Random, 95% CI ABCDETFG
Apixaban
AMPLIFY 1 15 2 49 0.8% 1,68 [0.14,19.91] L L
ARISTOTLE 34 377 55 462 22.9% 0.86 [0.55, 1.35] - e
Subtotal (95% CI) 342 511 23.7% 0.83 [0.56, 1.37] &
Total events 35 a7
Heterogeneity: Tau®= 0.00; Chf= 027, df=1 (P = 0.60), F= 0%
Testfor overall effect Z= 0467 (F=0567)
Dabigatran
RE-COVER 1 20 1 24 06% 1.21 [0.07, 20 67] R
RE-COVER Il 0 15 1 22 04% 0.46 [0.02,1212] FEEaEss
RE-LY & 369 3 431 184% 0.74 [0.45,1.23] —.r *r+ + B+
RE-MEDY 0 13 1 25 04% 0.60 [0.02, 15.90] aEreaese
Subtotal (95% C1) 447 492 19.9% 0.74 [0.45, 1.20] &
Total events 29 42
Heterogeneity: Tau®= 0.00; Chi*= 0.21, df= 3 (P = 0.98), F= 0%
Testfor overall effect. Z=122(P=0.22)
Edoxaban
ENGAGE AF-TIMI 48 53 G72 58 524 31.0% 0.67 [0.46, 1.00] el FEEE RS
HOKUSAIVTE 2 &R 10 BB 1.9% 0.21 [0.04, 0.99] —_— O A
Subtotal (95% C1) 728 500 32.9% 0.48 [0.17, 1.37] e
Total events 55 69
Heterogeneity: Tau®= 0,36; Chif= 207, df=1 (P=0.15), F=52%
Testfor overall effect Z2=137 (F=017)
Rivaroxaban
Buller 0 1 1 2 0.3% 0.33 [0.01, 16.80] * FIFeEE®
EINSTEIN 1 14 5 20 0.9% 0.23[0.02,224) ———T— e ERE
EINSTEIN-PE 2 76 3 52 1.4% 1.36 [0.21, 8.70] —t FRFEEE®
FROCKET &F 1 23 3 7 0.9% 0.36 0.04, 3.76] —_— -4 1 T 11
ROCKET AF 37 395 55 386 201% 0.44 [0.27,0.72] —-— EE R
Subtotal (95% CI) 4590 AT  23.6% 0.45 [0.29, 0.71] 3
Total events N a7
Heterogeneity. Tau™= 0.00; Chf=1.76, df= 4 (P = 0.78), F= 0%
Testfor overall effect: 2= 3.45 (P = 0.0008)
Total (85% CI) 1976 2080 100.0% 0.65 [0.52, 0.81] L ]
= AR B=11) 78
Heterogeneity: Tau*= 10 EtD.Chﬁz_ﬁ 81, df=12(P=072), F=0% 001 o1 i 10 100
Testfor overall effect: 2= 387 (F=0.0001) Favors [NOAC] Favors [ViKA]

Test for subgroup diferences: Chif= 4.78, df= 3P =019), F=37.2%



Reduction of Intracranial Bleeding

Meta-analysis (7 RCTs, n=80,290)

Providencia et al. Thrombosis Res. 2014:134:1253-64.

NOAC VKA Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-.H, Random, 95% Cl Year M-H, Random, 95% ClI
SPORTIF I 10 1704 8 1703 6.2% 1.25(049,3.16] 2003
SPORTIF V 7 1960 9 1962 57% 0.78[0.29, 2.09] 2005
RE-LY 64 12091 90 6022 204% 0.35(0.26, 0.49] 2009 T
Subtotal (95% Cl) 15755 9687 100.0% 0.64 [0.28, 1.48) |~

Total events 81 107

Heterogeneity. Tau®= 0.41, Chi*=7.90,df= 2 (P=0.02), F=75%

Testfor overall effect Z=1.04 (P =0.30)
ROCKET AF 55 7111 84 7125 1956% 066([0.47,092] 2011 —
ARISTOTLE 52 9088 122 9052 20.2% 0.42[0.31,0.59] 2011 S
J-ROCKET AF 5 639 10 639 50% 050([0.17,1.45] 2012
ENGAGE AF 102 14014 132 7012 228% 0.39[0.30,0.50) 2013 —

Subtotal (95% Cl) 30852 23828 100.0% 0.47 [0.36, 0.62]) <

Totalevents 214 348

Heterogeneity. Tau*=004, Chi*=6.24 df=3(P=0.10), F=52%

Test for overall effect Z=5.44 (P < 0.00001)
Total (95% CI) 46607 33515 100.0% 0.49[0.37,0.63] -
Total events 295 455
Heterogeneity. Tau*= 006, Chi*=14.29 d=6(P=0.03),F=58% OTQ 0_'5 3 i é

Testfor overall effect Z=5.40 (P < 0.00001)
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Risk of Major Bleeding in Relation to GFR

Meta-analysis (4 RCTs, n=58,338)

Munoz et al. Am J Cardiol. 2016;117:69-75.

NOACs Warfarin Risk Ratio Risk Ratio
Study or Subgrou Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
e e
ARISTOTLE 73 1493 142 1512 7.9% 0.52[0.40,0.68]
ENGAGE AF-TIMI 48 96 1287 128 1297 71% 0.76 [0.59, 0.97] ———
RE-LY 129 1232 116 1126 6.8% 1.02[0.80, 1.29) —_—a
ROCKET AF 99 1502 100 1476 57% 0.97 [0.74,1.27] T T
Subtotal (95% CI) 5514 5411 27.5% 0.80 [0.70, 0.91) <
Total events 397 486
Heterogeneity. Chi*= 1566, df=3(P=0.001),F=81%
Test for overall effect Z= 3.49 (P = 0.0005)
4.2 Major ing in GFR 50-80 mi/min
ARISTOTLE 157 3807 199 3758 11.2% 0.78 [0.63, 0.96]) —
ENGAGE AF-TIMI 48 206 2985 235 3030 131% 0.839[0.74,1.07) —_—
RE-LY 188 2852 209 2898 116% 0.91 [0.76, 1.11) ———
ROCKET AF 183 3313 197 3410 109% 0.96 (0.79, 1.16) ———
Subtotal (95% CI) 12957 13096 46.8% 0.88 [0.80, 0.97) R4
Total events 734 840
Heterogeneity. Chi*= 222, df=3(P=053),F=0%
Test for overall effect Z= 251 (P=0.01)
2:4.3 Major Bleeding in GFR >80 miUmin |
ARISTOTLE 96 3750 119 3746 6.7% [O.HA.LIJ.SZ..I.OE! ————a o
ENGAGE AF-TIMI 48 108 2612 154 2595 8.7% 0.70 [0.55, 0.89] —— ]
RE-LY 81 1945 35 1941 53% 0.85(0.64,1.14] S ——
ROCKET AF 112 2296 89 2230 51% 1.22[0.93, 1.60) T —
Subtotal (95% CI) 10603 10512 25.7% 0.86 [0.75, 0.98) <
Total events 397 457
Heterogeneity. Chi*= 960, df=3 (P =0.02), F=69%
Testfor overall effect Z= 224 (P=0.03)
Total (95% CI) 29074 29019 100.0% 0.85 [0.80, 0.91] @

Total events

1528

1783

Heterogeneity: Chi*= 28.85,d=11 (P=0.002), P=62%
Test for overall effect: Z= 4.66 (P < 0.00001)

Testfor subgroup differences. ChF=165.d=2(P=044), F=0%

05 07

Favors [NOACs] Favors [Warfarin)

15

3
+-

2
n



Summary 2. NOAC has Mortality Benefit

+ NOAC reduced major hemorrhage including ICH,
resulting in mortality benefit compared to warfarin in
patients with NVAF.
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NOACs in VHD



M/67. CHA,DS,-VASc score 1
Longstanding persistent AF, Moderate MS

BP155/76




Non-valvular AF

2015 Updated EHRA Practical Guide for NOAC
Heidbuchel et al. Europace. 2015;17(10):1467-507.

NOAC Eligible NOAC Contraindicated
Mechanical Prosthetic Valve v
Moderate to Severe MS v

Mild to Moderate Other Valve Ds

Severe AS \ (limited data)

Bioprosthetic Valve \ (except for post-OP 3mo)
Mitral Valve Repair \ (except for post-OP 3~6mo)
TAVR \ (with anti-PLT agent)

HCM \ (no prospective data)
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NOAC in Mechanical Valve

RE-ALIGN Trials

A First Thromboembolic Event

1.0+
0.94
0.8+
0.7 -
0.6
0.5
0.4+
0.3
0.2
0.14
0.0

Probability of No Event

Eikelooom et al. N Eng J Med. 2013;369:1206-14

Dabigatran 150~300bid vs. Warfarin INR 2.0~3.5

B First Bleeding Event

Dabigatran

Probability of No Event

0

Mo. at Risk

Dabigatran 168
Warfarin 24

T
50

156
82

|
100

126
&b

150

108
35

!
200
Days

73
40

250

44
22

| T |
o0 350 400

No. at Risk
15 7 Dabigatran
g 4 Warfarin

1.0+
0.9+
0.8+
0.7
0.6+
0.5
0.4
0.3+
0.2
0.1
0.0

Warfarin

Dabigatran

0

168
24

| | T | T | T |
50 oo 150 200 250 300 350 400

Days

120 103 86 58 32 11 6
73 56 50 iz 22 11 4

However, AF with VHD does not mean Valvular AF.

mmm Ongoing studies TAVR and other populations.




NOAC in VHD, not Valvular AF

Post-hoc Analysis of RE-LY Trial

Ezekowitz et al. Circulation. 2016;134:589-598.

In RE-LY, 21% had VHD (MR 17%, AR 4.5%, AS 2.6%, TR 6.5%, mild MS 4.9%)

With VHD: older, female, CAD, GFR<50

No VHD
VAD © Adjusted Hazard Ratio*

Event RatefYear
Event RatelYear _ (95% CI] Pvalue
(n) (n) i
Stroke/SEE 1.61% (126)  1.41% (393) |§' | 1.09[0.88,1.33] 0.43
Major Bleeding 4.358% (341)  2.84% (821) = 1.32[1.16,1.5] <0.001
Intracranial Hemorrhage 0.51% (40)  0.41% (115) He— 121[083, 174 032
All-cause mortality 4 45% (348) 3.67%(1023) |‘;'| 1.09[0.86,1.23] 0.18

— T T
05 1.0 1.5 2.0

Favar VHD Faver Mo VHD



Stroke & STE in VHD (not Valvular AF)

Post-hoc Analyses
Ezekowitz et al. Circulation. 2016;134:589-598.

Ev EE ?é;:’rceﬁe ar E'agi?gtg!‘fear Hazga;i Hc?ﬁﬂ ln:? L’:ﬂgn

RE-LY (r) {n)

Dabigatran 150 mg, VHD 1.12 (30) 1.0(49) % 0.59 [0.37, 0.93] 0.83
Dabigatran 150 mg, No VHD  1.11 (104) 1.66 (153) re 0.67 [0.52, 0.86]
Dabigatran 110 mg, VHD 1.84 (47) 1.9 (49) r—'r—' 0.97 [0.65, 1.45] 0.65
Dabigatran 110 mg, No VHD  1.45 (136) 166 (153)  +oH 0.88 [0.70, 1.10]

ARISTOTLE I 0.38
Apixaban 5mg, VHD 1.46 (64) 2.08 (89) '—"'_‘ 0.70[0.51, 0.97]

Apixaban 5mg, No VHD 1.2 (148) 143 (176) - 0.84 [0.67, 1.04]

ROCKET AF 0.70
Rivaroxaban 20 mg, VHD 2.01 (38 243 (50) et 0.83 [0.55, 1.27]
Rivaroxaban 20 mg, N VHD  1.06 (231) 2 22 (256) o 0.80 [0.75, 1.07]

—
Favar rﬂéﬁ.l; nFa'l:l:l' W;Fl;al'll'l
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Major Bleeding in VHD

Post-hoc Analyses
Ezekowitz et al. Circulation. 2016;134:589-598.

Eveﬁ? RAaCte/Year Evgirgarlltg/\(ear Ha:gag% %alltio InFt)e-raction
(n) (n) value

RE-LY

Dabigatran 150 mg, VHD 421 (113) 9.12(132) 7 0.82 [0.64, 1.06] 0.25

Dabigatran 150 mg, No VHD 3.06 (286) 3.14 (298) *"‘ 0.98 [0.83, 1.15]

Dabigatran 110 mg, VHD 3.77 (96) 5.12 (132) ""‘ 0.73 [0.56, 0.95] 0.38

Dabigatran 110 mg, No VHD 2.63 (246) 3.14 (289) *’4 0.84 [0.71, 0.99]
ARISTOTLE E 0.23

Apixaban 5mg. VHD 249(99)  3.14(119) 0.79 [0.61, 1.04]

Apixaban 5mg, No VHD 2.01 (228) 3.07 (343) ™ 0.65 [0.55, 0.77]
ROCKET AF § 0.01

Rivaroxaban 20 mg, VHD 6.14 (88) 4.2 (68) ) 1.56 [1.14, 2.14]

Rivaroxaban 20 mg, No VHD 3.22 (307) 3.33 (318) **“ 0.98 [0.84, 1.15]

05 10 15 20
Favor NOAC Favor Warfarin
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Proportions of VHD in Major Trials

Meta-analyses (4 RCTs, n=13,585)

Renda et al. J Am Coll Cardiol. 2017;69:1363-71.

RE-LY ROCKET-AF ARISTOTLE ENGAGE AF-TIMI 48

VHD Subtype (n=3950) (n=2003) (n-=4,808) (n = 2,824)
Moderate /severe mitral 3,101 (78.5) 1,756 (87.7) 3,526 (73.3) 2,250 (79.6)
requrgitation
Mild mitral stenosis® 193 (4.9) MNR 131 (2.7) 254 (9.0)
Moderate/severe aortic 817 (20.7) 4861(24.3) 887 (18.4) 369 (13.0)
requrgitation
Moderate/severe aortic stenosis 471 (11.9) 215 (10.7) 384 (8.0) 165 (5.8)
Moderate/severe tricuspid 1,179 (29.8) MNR 2,124 (44.0) MR
requrgitation
Valve surgery (other than NR 106 (5.3)1 251 (5.2) 516 (18.2)

mechanical prosthetic
heart valve)

Values are n (%), *These patients were analyzed with the No-VHD group because the VHD definition adopted
always included at least "moderate” VHD. tBiologic prosthetic valves also excluded.

MR = not reported; other abbreviations as in Table 1.
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Efficacy & Safety of NOAC in VHD

Study or Subgroup

NO VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR (95% C1)=0.84 (0.75-0.95)

VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR (95% C1)=0.70 (0.58-0.86)

Total (95% C1) RR=0.81 (0.73-0.89)

Meta-analyses (4 RCTs, n=13,585)

Risk Ratio
IV, Random, 95% Cl

=]
=
\ 4

¢
l

|
0.2

ur—

I
0.5 1 2
Favors NOACs Favors VIKAs

Renda et al. J Am Coll Cardiol. 2017;69:1363-71.

Study or Subgroup

NO VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR(95% C1)=0.85 (0.70-1.02)

VHD

ARISTOTLE

ENGAGE AF-TIMI 48 (Higher Dose)
RE-LY (Higher Dose)

ROCKET AF

Subtotal RR (95% C1)=0.93 (0.68-1.27)

Total (95% Cl) RR=0.88 (0.75-1.02)

Risk Ratio
IV, Random, 95% Cl

l

4

r
0.2

T
0.5
Favors NOACs

1

|
2

Favors VKAs

-

SEVERANCE CARDIOVASCULAR HOSPITAL

®

YONSEI UNIVERSITY COLLEGE OF MEDICINE



Intracranial Hemorrhage in VHD

Meta-analyses (4 RCTs, n=13,585)

_ Renda et al. J Am Coll Cardiol. 2017;69:1363-71.
Intracranial hemorrhage

Risk Ratio Risk Ratio
_ Study or Subgroup log[Risk Ratio] SE  Weight IV, Random, 95% CI IV, Random, 95% CI
NO VHD
ARISTOTLE -0.755 0.1804 19.5% 0.47[0.33, 0.67] ——
ENGAGE AF-TIMI 48 (higher dose) -0.734  0.1612 21.8% 0.48 [0.35, 0.66] ——
RE-LY (higher dose) -0.844 0.2189 15.6% 0.43[0.28, 0.66] —
ROCKET AF -0.5276 0.1983 17.6% 0.59[0.40, 0.87] ——
Subtotal (95% CI) 74.5% 0.49[0.41, 0.59] 0
Heterogeneity: Tau? = 0.00; Chi® = 1.30, df =3 (P = 0.73); I> = 0%
Test for overall effect: Z = 7.67 (P < 0.00001)
VHD
ARISTOTLE VHD -1.273  0.3537 7.8% 0.28 [0.14, 0.56] —
ENGAGE AF-TIMI 48 VHD (higher dose) -0.9416  0.4875 4.5% 0.39[0.15, 1.01]
RE-LY VHD (higher dose) -1.0217  0.3828 6.8% 0.36 [0.17, 0.76] —_—
ROCKET AF VHD 0.239 0.3999 6.4% 1.27[0.58, 2.78] _—
Subtotal (95% CI) 25.5% 0.47[0.24, 0.93] -‘
Heterogeneity: Tau? = 0.32; Chi? = 8.94, df = 3 (P = 0.03); I? = 66%
Test for overall effect: Z = 2.17 (P = 0.03)
Total (95% Cl) 100.0% 0.48 [0.39, 0.60] ‘
Heterogeneity: Tau? = 0.03; Chi® = 10.33,df = 7 (P = 0.17); I* = 32% —T . —
Test for overall effect: Z = 6.65 (P < 0.00001) 01 02 05 1 2 5 10
Test for subgroup interactions: Chi = 0.01, df =1(P = 0.91), I = 0% Favors NOACs Favors VKAs
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All Cause Mortality in VHD

Meta-analyses (4 RCTs, n=13,585)

Renda et al. J Am Coll Cardiol. 2017;69:1363-71.

All-cause death

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE  Weight IV,Random, 95% Cl IV, Random, 95% Cl
NO VHD
ARISTOTLE -0.1744  0.0716 16.8% 0.84[0.73, 0.97] ——
ENGAGE AF-TIMI 48 (higher dose) -0.1278 0.0615 22.7% 0.88[0.78, 0.99] ——
RE-LY (higher dose) -0.1393 0.0757 15.0% 0.87[0.75, 1.01] —
ROCKET AF -0.0943 0.0657 19.9% 0.91[0.80, 1.04] —_——
Subtotal (95% Cl) 74.5% 0.88[0.82, 0.94] O
Heterogeneity: Tau® = 0.00; Chi® = 0.69, df = 3 (P = 0.87); I’ = 0%
Test for overall effect: Z = 3.87 (P = 0.0001)
VHD
ARISTOTLE VHD 0.01 0.094 9.7% 1.01[0.84, 1.21] —_——
ENGAGE AF-TIMI 48 VHD (higher dose) 0.1222 0.1161 6.4% 113[0.90, 1.42] _
RE-LY VHD (higher dose) -0.0943 01339 4.8% 0.91[0.70,1.18] e
ROCKET AF VHD -0.0202 0.1365 4.6% 0.98[0.75, 1.28]
Subtotal (95% Cl) 255%  1.01[0.90, 1.14] e
Heterogeneity: Tau® = 0.00; Chi® = 1.59, df = 3 (P = 0.66); I* = 0%
Test for overall effect: Z = 0.22 (P = 0.82)
Total (95% Cl) 100.0% 0.91[0.86, 0.96] ¢
Heterogeneity: Tau® = 0.00; Chi® = 6.90, df = 7 (P = 0.44); I = 0% - ' - -
Test for overall effect: Z = 3.23 (P = 0.001) 0.5 0.7 1 1.5 2

Test for subgroup interactions: Chi® = 4.62, df =1 (P = 0.03), I = 78.4% Favors NOACs Favors VKAs



Summary 3. NOAC in VHD

+ NOAC showed similar efficacy and safety compared to
warfarin in patients with VHD without mortality
benefit.

+ However, rivaroxaban increased major bleeding rate
compared to warfarin in patients with VHD.
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Efficacy & Safety of
NOACGs in Elderly Patients



NOAC in Elderly Patients Over 75

Meta-analysis (5 RCTs, n=62,961)
Kim IS et al. [Unpublished data]

STE Major Bleeding
[ Age275 Age<75 | Risk Ratio Risk Ratio |Age=_'?5 Age<Ts | Risk Ratio Risk Ratio
ight IV, Random, 95% C| IV, Random, 95% CI ight IV, Random, 95% C! IV, Random, 85% CI
4,41 Stroke or systemic TE, [Age=75] vs [Age<75] (only NOAG patients) N O A C 5.4.1 Major bleeding, [Age>T75] vs [Age<75] (only NOAC patients) N O A C
ARISTOTLE, 2011 79 %0 133 670 T4%  131[089,177 - ARISTOTLE, 2011 50 2850 176 620 108% 1891153, 23) B
ENGAGEAF-TIMIA8, 2013 356 5654 359 8415 275%  148[1.28,170) ENGAGEAF-TIMI48, 2013 356 5684 312 B415 128%  1.70[146,1.97) LE
JROCKET AF, 2011 T %0 4 % 04%  271(080,919) T JROCKET AF, 2011 1280 10 %7 23% 26312256
RE-LY, 2009 15 4828 61 7263 19%  146[117,181) -+ RE-LY, 2009 450 4828 291 TOBY 129%  233(202268) *
ROCKET AF, 2011 126 3082 44 2099 102%  1.14[090.144] ™ ROCKET AF, 2011 20 3172 4000 114% 16713720 -
| Subtotal (95% CI) 16664 2634 513%  138[1.22,15 | ¢ ["Sublotl (354 C) 16693 26395 S02%  191165,229) | L 4
Tolal evenls 124 801 Total evens 1197 961
Helarogenelly: Tau? = 0.00; Ch = 5,07, df =4 (P = 0.28); = 21% Helerogenelly: Tau* = 0.02; Ch = 1230, =4 (P = 0.02); = 67%
Test for overall effect; Z = 5.24 (P < 0.00001) Test for overall effect: Z=7.86 (P <0.00001)
442 Stroke or systemic TE, [Age>T75] vs [Age<75] (only Warfarin patients) \Narfarin 542 Major bleeding, [Age=T5] vs [Age<7S] (only Warfarin patients) Warfarin o
ARISTOTLE, 2011 109 2828 156 6283 O7% 15121107 - ARISTOTLE, 2011 20 B8 28 683 1% 208[174,248)
ENGAGEAF-TIMI48 2013 168 2820 169 4216 129%  1491.21,183) - ENGAGEAF-TIMI4B, 2013 210 2820 254 4216 12.3%  159[135,147) -
JROCKET AF, 2011 U6 9 31 08%  247(109,569) - FROCKET AF, 2011 a6 19 31 26  092[045 190 '
RELY, 2009 101 2430 101 3502 76%  148[1.13194) - RE-LY, 2009 06 10 25 W Mk 142(1181.70) ™
ROCKET AF, 2011 153 3082 152 4008 116%  131[1.05,16) A ROCKET AF, 2011 04 304 182 A0 1A% 1450120 176) Y
[ Sublotal (95% CI) 11406 18460 427 146[130,164] | ¢ [ Sublotal (95% ) 11428 1473 408%  157(132,189] | 4
Tolal evenls 545 567 Tota events 91 908
Heterogenety: Tau? = 0,00; Ch* = 278, of =4 (P = 0.60) = 0% Helerogeneity: Tau?= 0.03; Chi* = 13.34, df =4 (P = 0.010); 1= 70%
Test for overall effect: Z = 6.49 (P < 0.00001) Test for overall effect: 2 = 5.05 (P < 0.00001)
Total (95% CI) 20070 4194 1000% 1420132159 ' Total (35% CI 21 44308 100.0%  1.74[1.83,1.97 ¢
Tolal events 1269 1368 Tolal evenls M2 1869 | | | |
L Il L il Il il o 1= g 1= 1 i |1 = ! T
ot = 000: Chit= 828, 6f=9 P = 051} = 0% — ——F——F Helerogeneiy. Tau’ = 0.03; Chi"= 33.72,df = § P <0.0001), = 73% ‘ ) J
Heterogeneity: Tau ID?D.Ch\ 8.26,df=9(P=051), = 0% M 02 05 1 2 £ 10 Tl ol 2543 < LAY 02 05 N 2 5
Test for overall effect: Z = 9.17 (P < 0.00001) Favours [Age2T5| Favours [Age<75] s ETREER Favours [Age275] Favours [Age<T5)
 Testfor subgroup diferences: Chi*=0.50,df = 1 (P = 048), = 0% Test for subgroup differences: Chi* = 2.56, df =1 (P = 0.1), = 61.0%
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Stroke & STE Under Standard Dose NOAC

Meta-analysis (5 RCTs, n=62,961)

Kim IS et al. [Unpublished data]

NOAC Warfarin Risk Ratio Risk Ratio
% Cl IV, Random, 95% Cl
1.24.1 Single-/High- dose (Age=75, Stroke or systemic TE) A 9}75
ARISTOTLE, 2011 79 2850 109 2828 9.8% 0.72 [0.54, 0.96] - = g -
ENGAGE AF-TIMI 48, 2013 152 2848 168 2820 15.4% 0.90[0.72, 1.11] - =
RE-LY, 2009 69 2572 101 2430 8.9% 0.65 [0.48, 0.87] - -
ROCKET AF, 2011 126 3082 153 3082 13.7% 0.82 [0.65, 1.04] - T |
[Subtotal (95% CI) 11352 11160 47.8% 0.79 [0.69, 0.90] | N
Total events 426 531

Heterogeneity: Tau? = 0.00; Chi#=3.61,df=3 (P=0.31); F=17%
Test for overall effect: Z=3.39 (P = 0.0007)

1.24.2 Single-/High- dose (Age<T75, Stroke or systemic TE) Age<75
ARISTOTLE, 2011 133 6270 156 6253 13.9% 0.85[0.68, 1.07] -
ENGAGE AF-TIMI 48, 2013 158 4187 169 4216 154% 0.94 [0.76, 1.16) L
RE-LY, 2009 65 3504 101 3592 8.6% 0.66 [0.48, 0.90] -
ROCKET AF, 2011 144 3989 152 4008 14.3% 0.95[0.76, 1.19] N
[ Subtotal (95% ClI) 17960 18069 52.2% 0.86 [0.75, 1.00] | . o
Total events 500 578
Heterogeneity: Tau? = 0.01; Chi* = 4.25, df = 3 (P = 0.24); I = 29%
Test for overall effect: Z=2.01 (P = 0.04)
[Total (95% CI) 29312 29229 100.0% 0.83 [0.75, 0.91] | <>
Total events 926 1109 . . . .
Heterogeneity: Tau? = 0.00; Chi#=9.05, df =7 (P = 0.25); I = 23% 0.5 07 1 15 5

Test for overall effect: Z=3.79 (P = 0.0002)
Test for subgroup differences: Chi* = 0.86, df = 1|{P = D.35}| 1?=0%

Favours [NOAC] Favours [Warfarin]

SEVERANCE CARDIOVASCULAR HOSPITAL

YONSEI UNIVERSITY COLLEGE OF MEDICINE



Stroke & STE in Low Dose NOAC

Meta-analysis (5 RCTs, n=62,961)
Kim IS et al. [Unpublished data]

NOAC Warfarin Risk Ratio Risk Ratio
' ¥ m, 95% Cl

1.25.1 Low- dose (Age=T75, Stroke or systemic TE)
ENGAGE AF-TIMI 48, 2013 204 2806 168 2820 26.6% 1.22 [1.00, 1.49] [ Agea75
J-ROCKET AF, 2011 7 250 14 246 3.8% 0.49[0.20, 1.20] v
RE-LY, 2009 87 2256 101 2430 20.2% 0.93 [0.70, 1.23] I
Subtotal (95% CI) 5312 5496 50.7% 0.99 [0.71, 1.37]
Total events 298 283

Heterogeneity: Tau? = 0.05; Chi* = 5.59, df = 2 (P = 0.06); I* = 64%
Test for overall effect: Z = 0.09 (P = 0.93)

1.25.2 Low- dose (Age<75, Stroke or systemic TE)

ENGAGE AF-TIMI 48, 2013 201 4228 169 4216 264%  1.19[0.97, 1.45] ™ Age-=:75
J-ROCKET AF, 2011 4 387 9 391 23%  0.45[0.14, 1.45] -

RE-LY, 2009 96 3759 101 3592 20.6%  0.91[0.69, 1.20] —ur

Subtotal (95% CI) 8374 8199 49.3% 1.0 [0.74, 1.35] S

Total events 301 279

Heterogeneity: Tau® = 0.04, Chi* =4.49,df =2 (P =0.11), = 55%
Test for overall effect: Z = 0.01 (P = 0.99)

Total (95% Cl) 13686 13695 100.0%  1.02[0.85, 1.22] &

Total events 599 562 ] l j

Heterogeneity: Tau? = 0.02: Chi? = 10.11, df = 5 (P = 0.07); I* = 51% ' ' 1 ! ' 1

Test fo?nvergll effect: Z=0 1BI{F‘ = 0.86) | ! ' 0.1 02 0.5 ! 2 5 10
s e Favours [NOAC] Favours [Warfarin

Test for subgroup differences: Chi? = 0.00, df = 1|(P = 0.95)] ¥ = 0% [ ] l )
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Major Bleeding in Standard Dose NOAC

Meta-analysis (5 RCTs, n=62,961)

NOAC Warfarin

2.25.1 Single-/High- dose (Age=T75, Major bleeding)

ARISTOTLE, 2011 151 2850 224
ENGAGE AF-TIMI 48, 2013 227 2848 270
RE-LY, 2009 246 2572 206
ROCKET AF, 2011 223 3N 204
Subtotal (95% CI) 11381

Total events 847 904

2828 12.1%
2820 13.1%
2430 12.9%
3104 12.7%
11182 50.8%

Heterogeneity: Tau® = 0.05; Chi* = 19.58, df = 3 (P = 0.0002); I* = 85%

Test for overall effect: Z=0.78 (P =0.44)

2.25.2 Single-/High- dose (Age<75, Major bleeding)

6253 12.4%
4216  12.7%
3592 12.1%
4021 12.0%

Risk Ratio

0.67 [0.55, 0.82)
0.83 [0.70, 0.99)
1.13[0.95, 1.35]
1.09[0.91, 1.31]
0.91[0.72, 1.15]

0.74 [0.61, 0.89]
0.77 [0.64, 0.92]
0.73 [0.60, 0.89]
0.95[0.77, 1.16]

3 .

ARISTOTLE, 2011 176 6270 238

ENGAGE AF-TIMI 48, 2013 194 4187 254

RE-LY, 2009 153 3504 215

ROCKET AF, 2011 172 4000 182
ubtota o

Tolal events 695 889

Heterogeneity: Tau® = 0.00; Chi*=4.32,df =3 (P =0.23); I* = 31%

Test for overall effect: Z = 3.97 (P <0.0001)

[Total (95% CI) 29342

29264 100.0%

0.85[0.74, 0.97] |

Total events 1542 1793

Heterogeneity: Tau?® = 0.03; Chi* = 29.13, df = 7 (P = 0.0001); I* = 76%

Test for overall effect: Z=2.34 (P = 0.02)

Test for subgroup differences: Chi* = 1.18, df = 1 I?=15.5%

Kim IS et al. [Unpublished data]

Risk Ratio
ndom, 95% CI

— Age=75

-*
-

o Age<73

g

05 07 1 15 2
Favours [NOAC] Favours [Warfarin]
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Major Bleeding in Low Dose NOAC

Meta-analysis (5 RCTs, n=62,961)
Kim IS et al. [Unpublished data]

NOAC Warfarin Risk Ratio Risk Ratio
i o a

2.26.1 Low- dose (Age=75, Major bleeding)
ENGAGE AF-TIMI 48, 2013 129 2806 270 2820 19.6% 0.48 [0.39, 0.59] - AQEETS
J-ROCKET AF, 2011 17 250 11 246 10.9% 1.52 [0.73, 3.18) T
RE-LY, 2009 204 2256 206 2430 19.8% 1.07 [0.89, 1.28] F
Subtotal (95% CI) 5312 5496 50.3% 0.87 [0.45, 1.70]
Total events 350 487

Heterogeneity: Tau? = 0.30; Chi* = 35.93, df = 2 (P < 0.00001); I* = 94%
Test for overall effect: Z = 0.40 (P = 0.69)

2.26.2 Low- dose (Age<T75, Major bleeding)

ENGAGE AF-TIMI 48, 2013 118 4228 254 4216 19.4% 0.46 [0.37, 0.57] - A e<75
J-ROCKET AF, 2011 10 387 19 391 10.7% 0.53 [0.25, 1.13] - | g
RE-LY, 2009 138 3759 215 3592 19.5% 0.61[0.50, 0.76] il
| Subtotal (95% ClI) 8374 8199 49.7% 0.53 [0.43, 0.66] | 4
Total events 266 488

Heterogeneity: Tau® = 0.01; Chi* = 3.38,df =2 (P = 0.18), F=41%
Test for overall effect: Z=5.71 (P < 0.00001)

ﬁolal (95% CI) 13686 13695 100.0% 0.67 [0.47, 0.96] | <>
Total events 616 975 . . . 1
e F . j2 - - O III'J T T T 1
?el?;ogeneltyl.l T?fu , Eiﬁz ;Iu ; _5;.3;. df = 5 (P < 0.00001); 12 = 90% 0.05 0.2 1 5 20
ast for overall eflect: £ = 2.21 (F = 0.05) Favours [NOAC] Favours [Warfarin]

Test for subgroup differences: Chi? = 1.88, df = 1[{P = 0.17)] I* = 46.9%
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Summary 4. NOAC in Elderly Patients

Kim IS et al. [Unpublished data]

+ NOAC showed better efficacy than warfarin in elderly patients.

+ Standard dose NOAC showed better efficacy than warfarin in both
elderly and non-elderly patients.

+ NOAC reduced major bleeding risk compared to warfarin in non-
elderly patients, and had comparable safety in elderly patients,
regardless of dose regimens.
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Non-persistence of NOACs



Non-persistence of NOACs

15,857 Dabigatran and 10,119 Rivaroxaban (>14 days gap)
Jackevicius et al. Heart. 2017;[E-Pub]

At 6 months, 36.4% were non-persistent to dabigatran and 31.9% were

non-persistent to rivaroxaban.

Dabigatran Rivaroxaban
Variable OR p Value OR p Value

(95%CI) (95%Cl)
Age (reference>75 years) 0.98 (0.90 to 1.06) 0.61 0.96 (0.85 t0 1.08) 0.47
Sex (reference female) 1.08 (1.01 t0 1.16) 0.02 1.18 (1.08 to 1.30) <0.001
Rural residence (vs urban) 0.96 (0.87 t0 1.06) 0.39 0.86 (0.75t0 0.99) 0.04
University education 1.09 (0.97 t0 1.22) 0.16 0.98 (0.83t0 1.15) 0.80
Prior warfarin use 0.96 (0.90 to 1.03) 0.26 0.86 (0.78 to 0.95) 0.02
High-risk CHADS2 (vs low risk) 0.90 (0.77 to 1.06) 0.21 1.07 (0.85t0 1.35) 0.57
Moderate-risk CHADS2 (vs low risk) 0.98 (0.86t01.12) 0.79 1.10(0.91 t0 1.33) 0.35
Hypertension 1.01(0.93t0 1.10) 0.85 0.98 (0.87 t0 1.11) 0.81
Diabetes 0.95 (0.88 to 1.03) 0.24 0.97 (0.86 to 1.09) 0.63
Coronary artery disease 0.96 (0.90 to 1.04) 0.33 0.91 (0.82 to 1.01) 0.07
Chronic kidney disease 1.15(0.97 to 1.36) 0.11 1.17 (0.95 to 1.44) 0.15
History of bleeding 1.04 (0.95 t0 1.15) 0.38 0.94 (0.82 to 1.08) 0.40
Stroke/TIA 1.00 (0.89 t0 1.13) 0.94 0.84(0.70 to 1.00) 0.05
Cardiologist vs generalist 0.98 (0.89 to 1.09) 0.77 1.12 (0.97 to 1.29) 0.13
Internist vs generalist 1.07 (09810 1.17) 0.15 1.17(1.03t0 1.33) 0.01
Other physician type vs generalist 1.09 (0.98 to 1.20) 0.10 1.11 (0.96 to 1.28) 0.17

CHADS2, congestive heart failure, hypertension, age, diabetes, stroke; TIA: transient ischaemic attack.
SEVERANCE CARDIOVASCULAR HOSPITAL
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Clinical Outcomes Associated with

Drug/Outcome
Dabigatran
Composite Outcome

Cerebrovascular Events

Rivaroxaban
Composite Outcome

Cerebrovascular Events

NOAC Non-persistence

Jackevicius et al. Heart. 2017;[E-Pub]

Hazard Ratio (95% Cl)

1
1
:
:
1
1.76(1.60,1.54) : il
I
3.75(2.59,5.43) : B
1
i
I
1
1
1
1
:
:
1
1.89(1.64,2.19) | [ |
1
6.25(3.37, 11.58) : L
:
:
1 2 4 B 16
Increased Events — -

Hazard ratio (95% Cl)
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Take-Home Message

NOAC showed better efficacy and safety in Asian patients with AF
compared to non-Asian.

Peri-procedural uninterrupted Dabigatran and Rivaroxaban are validated
in patients who underwent AF ablation.

NOAC has mortality benefit compared to warfarin in SPAF by reducing
the risk of fatal bleeding.

NOAC can be considered in AF patients with VHD.

NOAC is more effective in elderly, and safer in non-elderly compared to
wafarin.

However, compliance of NOAC will be a major issue in real-world
practice.
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Stroke & STE Under NOAC

Meta-analysis (5 RCTs, n=62,961)
Kim IS et al. [Unpublished data]

NOAC Warfarin Risk Ratio Risk Ratio
i 2 ndom, 95% CI

1.1.1 Age =75 (Stroke or systemic TE)
ARISTOTLE, 2011 79 2850 109 2828 9.2% 0.72 [0.54, 0.96) _'_ Agez75
ENGAGE AF-TIMI 48, 2013 356 5654 168 2820 15.2% 1.06 [0.88, 1.26] ™
J-ROCKET AF, 2011 7 250 14 246 1.4% 0.49 [0.20, 1.20]
RE-LY, 2009 156 4828 101 2430 11.1% 0.78 [0.61, 0.99] -
ROCKET AF, 2011 126 3082 1563 3082 11.9% 0821065 1041 —=
Subtotal (95% CI) 16664 11406 48.8% LQ&,’L[QlBBl 1.00] ‘]
Total events 724 545

Heterogeneity: Tau? = 0.02; Chi* = 8.92, df =4 (P = 0.06); I* = 55%
Test for overall effect: Z = 1.96 (P = 0.05)

1.1.2 Age <75 (Stroke or systemic TE)

ARISTOTLE, 2011 133 6270 156 6253 12.0% 0.85[0.68, 1.07] 7T Age<75
ENGAGE AF-TIMI 48, 2013 359 8415 169 4216 15.1% 1.06 [0.89, 1.27) ™

J-ROCKET AF, 2011 4 387 9 391 0.8% 0.45[0.14, 1.45) -

RE-LY, 2009 161 7263 101 3592 11.1% 0.79 [0.62, 1.01] ]

ROCKET AF, 2011 144 3999 152 4008 12.3% 0.95[0.76, 1.19] i

Subtotal (95% CI) 26334 18460 51.2% [ 0.91 [0.79, 1.05] ‘ ]

Total events 801 o87

Heterogeneity: Tau? = 0.01; Chi* = 6.03, df =4 (P = 0.20); I = 34%
Test for overall effect: Z=1.30 (P =0.19)

Total (95% CI) 42998 29866 100.0% 0.88 [0.79, 0.98] L 2
Total events 1525 1132
Heterogeneity: Tau? = 0.01; Chi* = 15.583, df =9 (P = 0.08); I* = 42%
Test for overall effect: Z = 2.40 (P = 0.02)

Test for subgroup differences: Chi* = 0.60, df =1 (P = 0.44), I = 0%
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