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What’s New for Anticoagulation
in Non-Valvular AF in 2016
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Warfarin vs. Placebo NOACs vs. Warfarin
2,900 Patients 71,683 Patients
ROCKET AF ENGAGE AF-TIMI 48
6 Trials of Warfarin vs. Placebo (Rivaroxaban) (Edoxaban)
RE-LY ARISTOTLE
(Dabigatran) (Apixaban)
2009 2011
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NOAC

(RELY, ROCKET AF, ARISTOTLE, ENGAGE AF-TIMI
48)

Stroke or Systemic Embolic Events

NOAC (events) Warfarin (events) RR (95%C1) p
RE-LY* 13406076 199/6022 [] 0-66(053-082)  0.0001
ROCKET AFSt 269/7081  306/7090 B 0-88(075-103) 042
ARISTOTLE'S 212/9120 265/9081 l 0:80(0-67-0:95) 0012
ENGAGE AF=TIMI 48% 296/7035 137/7036 + 0-88(075-1.02) 010
Combined (random) 011/29312  1107/29229 —%— 0-81(0-73-091) <00001
| I |
05 — 1.0 — 20
Favours NOAC Favours warfarin

Superior : Dabigatran 150 mg, Apixaban

Ruff CT, et al. Lancet 2014;383:955-62.
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NOAC

(RELY, ROCKET AF, ARISTOTLE, ENGAGE AF-TIMI 48)

Major Bleeding

NOAC (events) ~ Warfarin (events) RR (95%Cl) p
RE-Ly** 375/6076 197/6022 —%—I—— 094(082-107) 0}
ROCKET AF®t 305/7111 286/7125 i —I— 103(090-118) 072
ARISTOTLE: 327/9088 462/9052 —.— i 071(061-081)  <0-0001
ENGAGE AF-TIMI 48% 444[7012 08//7012 —.—E— 080(071-090) 00002
Combined (random) 1541/29287 180229211 —%— 086(073-100) 006
I ! I
0§ 10 20
Favours NOAC Favours warfarin

Superior : Dabigatran 110 mg, Apixaban, Edoxaban

Ruff CT, et al. Lancet 2014;383:955-62.
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 What's New in 2016?
— Race : Asian
— Elderly
— GI Bleeding
— Renal dysfunction

— Real world data
- Efficacy and safety
* Persistence
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NOAC in Asian?
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Asians on Warfarin

L i T m Non-Asians
- ans B Asians

® Asians

LR 2]

#

RE-LY ROCKET ARISTOTLE ENGAGE % RE-LY ROCKET ARISTOTLE ENGAGE

Stroke and SE Major Bleeding

Lip GY, Int J Cardiol 2015; 180:246-254
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Apixaban (Aristotie: East Asia)

» Randomized, double blind trial
» 18,201 NVAF patients (1,993 East Asia patients)
» 1.8yearsf/u
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mmmmms 1 East Asia: Apixaban
mummn 2: East Asia: Warfarin

mmmmm  1: East Asia: Apixaban
wssen 2: East Asia: Warfarin
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T 0.02- 56 002-
gs .
- 0.00 - 0.00 - T . T .
» 0 £ 12 18 24
Time from Randomization (Months) Time from First Dose of Study Drug (Months)
1 8988 937 910 638 376 1 981 873 B28 627 350
2 1005 850 918 690 386 2 1002 888 826 614 354
3 8132 7788 7530 5363 3088 3 8107 7230 6736 4738 2698
4 BO76 7670 7383 5282 3019 4 8050 7022 6509 4582 2602

Goto S, et al. Am Heart ) 2014;168:303-9
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Stroke and Systemic Embolism for
Asians

4 - M Dabigatran 150 mg M Rivaroxaban ™ Apixaban
™ Dabigatran 110 mg M Warfarin B Warfarin
M Warfarin 3.4 3.39

3.06

Annual Risk (%/year)
N

0
‘Asia ns Non-Asians’ ‘Asia ns Non-Asians’ ‘Asia ns Non-Asians’
| | |
RE-LY ROCKET ARISTOTLE

Thromb Haemost 2014;111:789-797
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Asians
(Absolute Risk Reduction in Efficacy)

Stroke and Systemic Embolism Ischemic Stroke Hemorrhagic Stroke

15 0
m Non-Asians

0.240.23 ™ Asians

m Non-Asians m Non-Asians
m Asians m Asians
3 <15 2 4
Dabiga Dabiga R ' Anixsh £ - Edoxab % Dabiga Dabig: Rir » Anivab Edoxab. Edaxah % Dabiga Dabiga RE b Apixab £d b Edoxaban
150mg 110mg 20mg Smg 60mg 30mg 150 mg 110 mg 20mg Smg 60mg 30mg 150mg 110mg 20mg Smg 60mg 0mg

Myocardial Infarction | All Cause Death

05 1
021 023
017 0.05
0
006
0
0 4
0.05
-0.08 -0.07 0.07
01 0.1 012 1
-1.08 0.9 -1.04
m Non-Asians = Non-Asians
m Asians m Asians
0S5 2
% Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban Edoxaban % Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban  Edoxaban
150 mg 110 mg W0mg Smg Omg 30mg 150 mg 110mg 20mg Smg 60O mg 30mg

Lip GY, et al. Int J Cardiol 2015:180:246-54.
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Asians
(Absolute Risk Reduction in Safety)

Major Bleeding Intracranial Hemorrhage

0.26

-2 1 15 -

187
® Non-Asians m Non-Asians
m Asians W Asians
S 3
% Dabigatran Dabigatran Ri ban Apixab Edoxab Edoxab Dabigatran Dabig Rivaroxaban Apixab Edoxab Edoxab
150 mg 110mg 20mg Smg 60 mg 30mg 150 mg 110mg 20mg Smg 60 mg 30mg
[ ] [ ]
) GI Bleeding All Bleeding
15 041 o 25
0

5
o -
-0.45 -0.41 -0.39 .10
-10.31
. . -108 ]
m Non-Asians ® Non-Asians 1113
M Asians M Asians
-1.5 -15 -
Dabigatran Dabigatran Ri: b Apixab Edoxab Edoxab o Dabigatran Dabigatran Rivaroxaban Apixaban Edoxaban Edoxaban
150 mg 110 mg 20mg Smg 60 mg 30mg 150 mg 110mg 20mg Smg 60 mg 30mg

Lip GY, et al. Int J Cardiol 2015;180:246-254
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Asian

« 2015 EHRA Clinical Practice Guide

— NOACs are considered to be preferentially
indicated in Asians.

Heidbuchel H, et al. Europace 2015;17:1467-507.
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NOAC in Elderly Patients?
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Age

Framingham Heart Study

e 03— Men 0.3 Women .
B Women
'; 0.25 0.25 A 1o MMen
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40 50 60 70 80 90 40 50 60 70 80 90 o
Women 530
Attained Age Attained Age Men 1259

Cumulative risk of AF at selected index age

Lloyd-Jones DM, et al. Circulation 2004;110:1042-6.
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55-59 60-64 65-69 70-74 75-79 80-84 285
310 566 896 1498 1572 1291 1132
634 934 1426 1907 1886 1374 759

Age,y

Prevalence of diagnosed AF

Go AS, et al. JAMA 2001;285:2370-5.
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Elderly > 75 years

(RELY, ROCKET AF, ARISTOTLE, ENGAGE AF-TIMI
48)

Stroke or Systemic Embolic Events

Pooled NOAC Pooled warfarin

RR (95% ClI) Pinteraction
(events) (events)
Age (years)
</5 496/18073 578/18004 S 0-85 (0-73-0-99) } 038
=75 415/11188 532/11095 —— 078 (0-68-0-88)

Major Bleeding

Pooled NOAC Pooled warfarin

RR (95% ClI) Pinteraction
(events) (events)
Age (years)
<75 1317/18460  1543/18396 — 079 (0-67-094) \ o
=75 1328/10771 1346/10686 < 0-93 (074-1-17)

Ruff CT, et al. Lancet 2014;383:955-62.
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Elderly Patients > 75 yrs

Risk of stroke or systemic embolism in atrial fibrillation studies

Elderly Population aged275 Total Population (all ages)
DOAC VKA Peto Odds Ratio Peto Odds Ratio DOAC VKA Peto Odds Ratio Peto Odds Ratio
St emBi3i0 ST 0L 0B STt 2k R0 52 £} e o e s P D400 360 e U5 ol b o s s 1S = V0816 Total =Fuonis =T otale Roto. [Ipup——— T [ O - [p—p——
| 1.1.1Dabigatran 150mg vs VKA 2.1.1 Dabigatran 150mg vs VKA 1
1 Redy 69 2466 101 2423 0.66(0.49,0.90) t Bibr 1048 0 58 162  0.14[0.00,7.29) * 1
| Subtotal (95% CI) 2466 2423 0.66[0.49, 0.90] Petro 0 169 0o 70 Not estimable 1
1 Re-ly 134 6076 202 6022  0.65(0.53,0.81] ! :
1 Subtotal (95% Cl) 6303 6154 0.65 [0.52, 0.81)
L Heterogeneity: Chi® = 0.57, df = 1 (P = 0.45); I = 0% j
1.1.2 Dabigatran 110mg vs VKA ;::13::‘ gatran Hiomo e V:A 46 1 62 0.18(0.00,9.22) ¢
Re-ly 87 2349 101 2423 0.88{0.66, 1.18) JOL NG el] =
Subtotal (95% CI) 2349 2423 0.88 [0.66, 1.18) Re-ly 183 6015 202 6022 0.90[0.74, 1.11) ’
Subtotal (95% CI) 6061 6084 0.90 [0.74, 1.10)
Heterogeneity: Chi* = 0.66, df = 1 (P = 0.42); I* = 0%
2.1.3 Rivaroxaban vs VKA
1.3 Rhvaroxaban.vs VKA J-Rocket AF 11 637 22 637  050(0.25 1.01) —]
Rocket-AF 125 3082 154 3082 0.80{0.63, 1.02)
Subtotal (95% CI) 3055 3085 0.80 (0.63. 1.02] Rocket-AF 269 7081 306 7090 0.88 (0.74, 1.03)
At it Subtotal (95% CI) 7718 7727 0.85 [0.72, 1.00)
He ity: Chi? = 2.31, df = 1 (P = 0.13); P = 57%
PPy PSPy PSSRy [SYSPRPSSPSPRSY, [y (o /g Gy RS SRRYRSSSSSY SIS
I 1.1.4 Apixaban vs VKA 2.1.4 Apixaban vs VKA i
I Aristotie 79 2850 109 2828  0.71[0.53,095) S Avistotle 212 9120 265 9081  0.79(0.66,0.95) i
Aristotie-J 0 45 2 23 0.05[000,095] ¢+—————— Avristotie-J 0 74 3 74 043001029 I
1 Subtotal (95% CI) 2895 2851 0.70 (0.52, 0.93) B Subtotal (95% Cl) 9194 9155 0.78 [0.65, 0.94) L 4 I
I Heterogeneity: Chi? = 3.10, df = 1 (P = 0.08); I’ = 68% Heterogeneity: Chi* = 2,37, df = 1 (P = 0.12); P = 58% 1
C L L L L L L L L L L L DL L ——
ol 2.1.5 Edoxaban 60mg vs VKA
Engage-AF-Timi 48 138 2848 166 2820 0.81(0.65, 1.03) Edox P2 1 235 4 251 0.32(0.05, 1.85) *
Subtotal (95% CI) 2848 2820 0.81 [0.65, 1.03) Edexa) o 11 0 129 ot Gatborabh
Edox-P2A 0 80 0o 75 Not estimable
Engage-AF-Timi 48 296 7035 340 7036 0.87 {0.74, 1.01) !
Subtotal (95% CI) 7481 7491 0.86 [0.73, 1.01)
Heterogeneity: Chi? = 1.23, df = 1 (P = 0.27); P = 19%
1.1.6 Edoxaban 30mg vs VKA 2.1.6 Edoxaban 30mg vs VKA
Engage-AF-Timi 48 184 2806 166 2820 1.12(0.90, 1.39) ! Edox P2 1235 4 251 0.32(0.05, 1.85) *
Subtotal (95% ClI) 2806 2820 1.12[0.90, 1.39) Edox-J 0 131 0 129 Not estimable
Edox-P2A 0o 79 0o 75 Not estimable
Engage-AF-Timi 48 389 7034 340 7036 1.15[0.99, 1.34)
Subtotal (95% Cl) 7479 7491 1.14[0.98, 1.33)
E + + + ‘ { Heterogeneity: Chi* = 2,04, df = 1 (P = 0.15); I' = 51%
01 02 05 2 5 10
Favours DOAC Favours VKA
01 02 05 2 5 10

Favours DOAC Favours VKA
Manuj Sharma et al. Circulation. 2015;132:194-204

WONKWANG UNIVERSITY @



Elderly Patients > 75 yrs

Risk of major bleeding

Elderly Population aged275

Total Population (all ages)

DOAC VKA Peto Odds Ratio Peto Odds Ratio DOAC VKA Peto Odds Ratio Peto Odds Ratio
Study or Subgrou Events Total Events Total Peto, Fixed, 95% CI Peto, Fixed, 95% ClI I % Cl P % Cl
1.3.1 Dabigatran 150mg vs VKA 2.3.1 Dabigatran 150mg vs VKA i
Pooled Recover Studies 8 21 10 262 0.90[0.35,2.32) Bibr 1048 1 58 2 62 0.54 [0.06. 5.33)
Re-y 227 2145 188 2088 1.20(0.98, 1.46) Petro 0 169 0o 70 Not estimable
Subtotal (95% CI) 2376 2350 1.18 [0.97, 1.44) Re-ly 399 6076 421 6022 0.94 (0.81, 1.08)
Heterogeneity: Chi* = 0.32, ¢f = 1 (P = 0.57). F = 0% Recover | 20 1273 24 1266 0.83 (0.46, 1.50]
Recover II 15 1280 22 1288 0.69[0.36, 1.31)
Subtotal (95% CI) 8856 8708 0.92 [0.80, 1.05)
Heterogeneity: Chi* = 1,16, df = 3 (P = 0.76). I’ = 0%
1.3.2 Dabigatran 110mg vs VKA 2.3.2 Dabigatran 110mg vs VKA
Re-y 187 2026 188 2088  1.03(0.83,1.27) ’ Bibr 1048 0 46 2 62  017(001.288)
Subtotal (95% CI) 2026 2088 1.03[0.83, 1.27) Rely 342 6015 421 6022 0.80 [0.69, 0.93) !
Subtotal (95% CI) 6061 6084 0.80 [0.69, 0.93)
Heterogeneity: ChiF = 1,14, df = 1 (P = 0.28). IF = 13%
1.3.3 Rivaroxaban vs VKA 2.3.3 Rivaroxaban vs VKA
Einstein-DVT 3 215 5 223 0.62[0.15,2.52) Einstein-OVT 14 1718 20 11 0.70{0.35, 1.37) N T
Einstein-PE 5 440 23 401 024[0.11,051] =~ Einstein-DVT dose study 1 135 2 137 0.52 (0.05, 5.03)
J-Rocket AF 14 206 10 207 1.43[0.63, 3.26] e Einstein-PE 26 2412 52 2405 0.51([0.32,0.79) p
Rocket-AF 203 2688 179 2702 1.15(0.93, 1.42) ’ J-Rocket AF 25 639 30 639 0.83 (048, 1.42) -
Subtotal (95% CI) 3549 3533 1.04 [0.86, 1.26) Rocket-AF 395 I 386 7125 1.03(0.89, 1.19) ,
Heterogeneity: Chi* = 16.54, df = 3 (P = 0.0009); I* = 82% Subtotal (95% CI) 12015 12017 0.94 [0.82, 1.07)

el o AP O G0 e e e o o o e o o e s e e e e

| o o )
I 1.3.4 Apixaban vs VKA 2.3.4 Apixaban vs VKA I
1 Amplify 4 398 16 370 0.27(0.11,066) Amplify 15 2676 49 2689  0.34(0.21,0.56) ——— I
I Adistotie 151 2836 224 2819 0.65(0.53,081) ! Adistotie 327 9088 462 9052  0.70(0.60,0.80) | I
Subtotal (95% CI) 3234 3189 0.63(0.51,0.77) Avistotie-J 0o 7 175  0.14(0.00,7.20) I
1 Heterogeneity: Ch = 3.60, df = 1 (P = 0.06); I = 72% Botticeli-DVT 1 128 0 126 7.27(0.14, 366.66) ’
1 Subtotal (95% CI) 11963 11942 0.66[0.58, 0.76) 3 1
1 Heterogeneity: Chi? = 9,35, df = 3 (P = 0.03); I’ = 68% 1
1 1.3.5 Edoxaban eomg vs VKA £.3.9 m 1
1 Engage-AF-Timi 48 214 2848 257 2820  0.81(0.67,0.98) ! Edox P2 1 2% 1250  1.07(0.07,17.16) 1
1 Subtotal (95% Cl) 2848 2820 0.81[0.67, 0.98] Edox-J 2 130 0 125 7.17[045,11525] r 1
1 Edox-P2A 0 80 2 75 0.12(001,202) 1
1 Engage-AF-Timi 48 418 7012 524 7012 0.79[0.69, 0.90) | 1
I Hokusai-VTE 56 4118 66 4122  0.85(0.59,1.21] T B I
Subtotal (95% CI) 11574 11584 0.79(0.70, 0.90) E3 i
: Hotorogeneity: Chit = 4.30, df = & (P = 0.37); I = 7% I
1.3.6 Edoxaban 30mg vs VKA 2.3.6 Edoxaban 30mg vs VKA 1
1
1 Engage-AF-Timi 48 121 2806 257 2820  0.46[0.38.057) !' Edox P2 0 235 1 250  0.14(0.00,7.26) 1
I Subtotal (95% CI) 2806 2820  0.46(0.38,0.57] Edox-J 0 130 0 125 Not estimable 1
I Edox-P2A o 79 2 75 0.13(001,204) 1
I Engage-AF-Timi 48 254 7002 524 7012 0.48(0.42,0.56) ! 1
Subtotal (95% Ci) 7446 7462 0.48 (0.41,0.55)
1 Heterogeneity: Chi* = 1.24,dl =2 (P = 0.54); ¥ = 0% 1
R R S R S S R R S S S -r-u!-—-ur— — —— — —————————————————————————ﬁﬁ?’; -— —— -7 =

Favours DOAC Favours VKA Favours DOAC Favours VKA

Manuj Sharma et al. Circulation. 2015;132:194-204
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Expert Comment
in Elderly Patients > 75 years

* First choice
— Apixaban 5 mg twice daily or

— Apixaban 2.5 mg

 If > 2 of following : age > 80 years, body
weight < 60 kg, or creatinine < 1.5 mg/dL

« Second choice
— Dabigatran 110 mg twice daily
— Rivaroxaban 20 mg once daily
— Edoxaban 60 mg once daily

Diener HC, et al. 2016 Eur Heart J Epub ahead of print
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GI Bleeding?
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(RELY, ROCKET AF, ARISTOTLE, ENGAGE AF-TIMI 48)

Major Bleeding

NOAC (events) Warfarin (events) RR (95% CI) P
RE-LYS 375/6076 397/6022 ——— 0-94(0-82-1.07) 034
ROCKET At 395/7111 386/7125 —— 103(0-90-118) 072
ARISTOTLE+ 327/9088 4629052 —.— . 071 (0-61-0-81) <0-0001
ENGAGE AF-TIMI 48% 44477012 557/7012 — — 0-80(071-090)  0-0002
Combined (random) 1541/29287 1802/29211 — 0-86(073-1.00)  0.06
| : |
0-§ 1.0 20
Favours NOAC Favours warfarin
GI Bleeding
Pooled NOAC Pooled warfarin RR (95% Cl) P

(events) (events)

Safety
Intracranial haemorrhage  204/29287 425/29211
Gastrointestinal bleeding ~ 751/29287 £91/29211

_e_

0-48 (039-0-59)  <0-0001

—E— 125(1.01-155) 0043

[
0-2
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|
05

.‘—
Favours NOAC

1
1 2

—r

Favours warfarin

Ruff CT, et al. Lancet 2014;383:955-62.
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- NOAC 58 =& gt (Hb 12>8.4 g/dL)
- Endoscopy : Stercoral ulcers
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Dabigatran 150 mg Rivaroxaban 20 mg Apixaban 5 mg

twice daily daily twice daily
Total patients (n) 6076 7131 9088
Major Gl bleeding (n) 223 224 105
Major Gl bleeding (%/year)  1.85 2.00 0.76
Hazard ratio for major Gl 1.49 [C1 1.21-1.84] 1.61 [Cl 1.30-1.99] 0.89 [C10.70-1.15]
bleeding (vs. warfarin)
Bioavailability ~  Active anticoagulant present in Gl tract ~ Renal excretion Hepatic metabolism

\

- e
N _
|

Warfarin 100% None None High
Dabigatran 7% High High Low
Rivaroxaban 66% Moderate Moderate Moderate
Apixaban 50% Moderate Moderate Moderate

Desai J, et al. Gastroint Endoscopy 2013;78:227-239
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High Risk of Gl Bleeding

» Old age > 75 years
— Dabigatran 150 mg bid, Rivaroxaban

= 2 5
-.; =
= arin - O— Dabigatran z
2 4 T
= s 4
£ =
=
3 3
“_r‘
2 _ - 3
%.”Jf
1 -
i

—@— Warfarin - © - Rivaroxaban

(} JJJJJJJJJ 1
1864 276 o
Age grotips 18-64 65-75 276
Warfarin 3046 2635 2068 Age groups
i 206 Warfarin 1649 1908 1609
Rivaroxaban 1608 1976 1582

Abraham NS, et al. BMJ 2015

« Concurrent use of antiplatelet agents
— Aspirin
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Expert Comment
in Patients with High Risk of Gl Bleeding

* First choice
— Apixaban 5 mg twice daily
— Dabigatran 110 mg twice daily

 Second choice

— Dabigatran 150 mg twice daily
— Rivaroxaban 20 mg once daily

N L] -—_o i_eon

GI bleeding, even in the setting of anticoagulation, dose usually not
cause death or permanent major disability. Thus the choice of OAC
should be driven mainly by stroke prevention considerations.

Diener HC, et al. 2016 Eur Heart J Epub ahead of print
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Renal Function?
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Elimination of NOACs

Rivaroxaban

Apixaban

Edoxaban

Mechanism of Selective direct Selective direct Selective direct Selective direct
action FIla inhibitor FXa inhibitor FXa inhibitor FXa inhibitor
Oral prodrug
Bioavailabilit with poor oral Good oral Good oral Good oral
Y bioavailability bioavailability bioavailability bioavailability
(6.5%)
T, 12 - 17 hours 6 - 9 hours 12 hours 9 - 11 hours
. : , Once or twice , . Once or twice
Dosing Twice daily daily Twice daily daily
1 - 4 hrs post- 1 - 4 hrs post- 1 - 4 hrs post- 1 - 4 hrs post-
Time action dose for max. dose for max. dose for max. dose for max.
inhibition inhibition inhibition inhibition
Platelet No direct effect | No direct effect | No direct effect | No direct effect
aggregation
Elimination 80% renal 35% renal 25% renal 50% renal

Edoxaban approval status and label may vary from country to country

For individual products please refer to the local label information in your country
Eriksson BI, et al. Clin Pharmacokinet. 2009:48:1-22.
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Renal Function : Meta-analysis
(RELY, ROCKET AF, ARISTOTLE, ENGAGE AF-TIMI 48)

Stroke or Systemic Embolic Events

Pooled NOAC Pooled warfarin RR (95% Cl) Pintersction
(events) (events)
Creatinine clearance (mL/min)
<50 249/5539 311/5503 & 079 (0-65-0-96)
50-80 405/13055 546/13155 —— 0-75 (0-66-0-85) } 0-12
=80 256/10626 285/10533 < 098 (079-1-22)
Major Bleeding
Pooled NOAC Pooled warfarin RR(95%Cl) Pinteraction
(events) (events)
Creatinine clearance (mL/min)
<50 514/4376 620/4346 & 0-74 (0-52-1-05)
50-80 1104/10139 1174/10228 —— 0-91 {07 6-1-08) } 0-57
=80 625/8681 672/8555 <> 0-85 {0-66-1-10)

Ruff CT, et al. Lancet 2014;383:955-62.
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Outcomes of ARISTOTLE

According to Renal Function
_ Warfarin p value for

Hazard Ratio (95% CI)

%/yr (No. of Events) Interaction

Stroke / systemic embolism 0.705
eGFR >80 mL/min’ 0.99 (70) 1.12 (79) —=

eGFR >50-80 mL/min' 1.24 (87) 1.69 (116) —— '

eGFR <50 mL/min’ 2.11 (54) 2.67 (69) -

Major bleeding 0.030
eGFR >80 mL/min’ 1.46 (96) 1.84 (119) ——-

eGFR >50-80 mL/min'  2.45 (157)  3.21 (199) —.—,

eGFR <50 mL/min’ 3.21(73)  6.44 (142) —— -

0.I25 OI.5 1.I00 2I.0
< —

‘n=7,518 (42%); 'n=7,587 (42%); 'n=3,017 (17%)

Cockcroft-Gault method displayed here; Results were consistent Apixaban Better = Warfarin Better
regardless of methods for GFR estimation

Apixaban is not recommended in patients with CrCl of < 15 mL/min or patients undergoing dialysis
1. Hohnloser et al. Eur Heart J 2012;22:2821-2830.
2. Apixaban SmPC. Available at http://www.ema.euro
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Expert Comment
in Patients with Renal Impairment
(CrCl 30-49 mL/min)

* First choice
— Apixaban 5 or 2.5 mg twice daily
— Rivaroxan 15 mg once daily
— Edoxaban 30 mg once daily
« Second choice
— Dabigatran 110 mg twice daily

* Not recommended
— Dabigatran 150 mg twice daily
— Rivaroxaban 20 mg once daily
— Edoxaban 60 mg once daily

Diener HC, et al. 2016 Eur Heart J Epub ahead of print
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Stable coronary
heart disease

ACS, PCland
stenting

Cardioversion

Expert Comment

Ablation

Mechanical valves and

rheumatic valve disease

v

Monotherapy
with NOAC

No preference
for a particular
NOAC

Continue VKA (TTR >70%)
Reduced dose of NOAC with
triple therapy

No preference for a particular
NOAC

Continue VKA
NOACSs can be used
No preference fora
particular NOAC

Uninterupted warfarin
Uninterupted NOAC
Interupted warfarin
with bridging

VKA

CHA2DS2VASC=1in
males, 2 in females

v

TTR >70% on
warfarin

Single first epi-
sode of AF

Prior TIAor
stroke

Anti-arrhythmic
drugs

\

EOE s No preference for Patient on verapamil: reduced of dabigatran NOACs superior
NOAC: Dabigatran VKA or a particu- or edoxaban to VKA
a) Therapy complications Apixaban lar NOAC Pitle?t on dronedarone: reduced dose of Avoid combina-

, contraindicated with dabigatran,
taken with care on rivaroxban and apixa-
ban

b) SAMe-TT,R; >2 tion with aspirin

Pt —————————————————
’/ ' B N\ > N
soertes | | wennscora ‘.
acute ischemic > B )
stroke deiis : bleeding Renal impairment Advanced age : Hypertension
I v 1
: * A NI 7
1
v v iV
VKA and INR<1.7 No data on efficacy and Apixaban 5 mg
Dabigatran and safety of early antico- Dabigatran 110 mg Apixaban 5 mg Apixaban 2.5 mg No pri efer.ence
normal aPTT agulation with NOACs Apixaban 2.5 mgin age>80 Dabigtran 110 mg for a particular
25 years, weight <60 kg or NOAC
creatinine >1.5 mg/d|
Rivaroxaban 15 mg
‘\ Edoxaban 30 mg
/
b ’

N -

Diener HC, et al. 2016 Eur Heart J Epub ahead of print
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Real-world Data?
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XANTUS

Real-world, Prospective, Observational Study

0.05+ All-cause death 1.9 events per 100 patient-years
— Major bleeding 2.1 events per 100 patient-years

Gk = Stroke/systemic embolism 0.7 events per 100 patient-years
)
=
s 0.03-
g
-
S 0.024
3
E
3

0.01 4

_'—'-‘_'-‘-‘_—"
0 T T T T T T 1 T T T T | T |
0 30 60 90 120 150 180 210 240 270 300 330 360 390 420
Time to event (days)
Patients at risk:

All-cause death 6784 6530 6349 6211 6054 5938 5853 5754 5679 5597 5512 5295 4307 1153 514
Major bleeding 6784 6522 6340 6197 6033 5909 5824 5726 5649 5559 5471 5256 4273 1144 513

Stroke/systemic 6784 6532 6353 6216 6053 5933 5848 5752 5674 5587 5499 5282 4296 1149 513
embolism

Rates of stroke and major bleeding were low in patients

receiving rivaroxaban in routine clinical practice.
Camm AJ, et al. Eur Heart J 2016;37:1145-53.
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Real-world Bleeding Data

Adjusted HR: 1.93 (95% Cl: 1.12—3.33) P=0.018
Adjusted HR: 2.19 (95%Cl: 1.26 —3.79) P=0.0052
Adjusted HR: 1.71 (95% Cl: 0.94—3.10) P=0.079

Warfarin vs apixaban:
Rivaroxaban vs apixaban:
Dabigatran vs apixaban:

> | Apiraban (v-2¢02) |

c
% 4 5mg Dose NR
2 N=2057 N=345
0 o
_% = 2 Dabigatran (N=4173)

S 2
> o
s 150 mg Dose NR
=5 ) N=3768 N=405
> 2 -
E § Rivaroxaban (N=10,050)
E = 1A 20 mg Dose NR
© N=8066 N=1984
S

0O 30 60 90 120 150 180 210 240 270 300 330 360 390

Time From Anticoagulation Initiation (days)

Lip GYH et al. Presented at: European Society of Cardiology Congress; August 29-September 2, 2015; London, UK.
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RCT
NOAC Discontinuation

Total Discontinuations

NOAC vs warfarin HR (95% CI)
Apixaban -
ARISTOTLE — 0.90 (0.84-0.96)
Dabigatran 110 mg i 1.36 (1.23-1.49)
RE-LY

1.41 (1.29-1.55)
RE-LY
Rivaroxaban —— 1.09 (1.01-1.18)
ROCKET-AF ' ' '

0.6 0.8 1.0 1.2 1.4 1.6 1.8

>

Favors NOAC Favors warfarin

These are not head-to-head Comparisons between NOACs  Mitchell SA et al. Clin App! Thromb Hemost. 2013;19:619-631.
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Real-world Persistence Data

UK Prima Stockholm primary Care (14,426)
g 79.2% NOAC )
100%
g - e 1
£ . ——~__63.6% VKA s0% Sy .
g © 7 | ‘\"‘-*~‘ “?“- '_"T-l:?"‘__‘:-_.___
§ o : 80% - S e TN ——
§ N ! '-.: -~ _— —
= iy 1 iy
= 8 1 : Toe 1 = -, :':
2 1 1 - any OAC
a8 1 60% - I =
& °1 1 T apixaban
] S : ) ‘ 50% ! — )
& R 8 19 1e 9 ' | 85.9% Apixaban — -warfarin
Y start of treatment !
——— - 40% - : 85.0% VKA = = = rivaroxaban
——— —— 0, H
[ NOAC VKA ] 30% ! 77.4? Rlva.roxaban - = . dabigatran
NOAC: 914 651 242 139 41 _— i | 74.4% Dabigatran
VKA: 12307 8453 5762 3915 2506 :
g 10% :
E 0 [ 12 18 24 30 Months
B .
orsiun , et al. eur n armaco Y -
) Forslund T, et al. Eur J Clin Ph 1 2016;72:329-38
=
g ¢ - __ 70 Cumulative discontihuation rates of OACs
6 Q. 1 7 S R e —
2] I c 60
g 1 2
w Q- 1 ® ; _
' . S 50 Rivaroxaban (n=7583)
- [=
1 =
g e 1 5 40 - Abixaban (n=977)
T T T T B B —— s S A s
0.0 0.5 1.0 1.5 2.0 g
Years since start of treatment =
NOAC - CHADS VASc22  — —~ VKA - CHA DS VASc2 2 % o
= = = NOAC-CHADSVASC<2 =ssesese VKA - CHA.DS VASG < 2 E 10 Apixaban* vs warfarin: HR=0.55 (Cl: 0.46-0.66), P<0.0001
-3 - T = Apixaban* vs dabigatran: HR=0.55 (CI: 0.46-0.66), P<0.0001
© Apixaban* vs nvaroxaban HR=0.68 (Cl: 0.57-0.82), P<0.0001
o - ‘
VKA 22 10708 7503 162 3544 2261 B .0 B JO A ML S B
NOAC < 2- 139 a1 6 8 5 0 30 60 90 120 150 180 5210 240 270 300 320 360 380
VKA <2’ 1519 950 600 371 245 Time From Anticoagulant Initiation (days)
Martinez C, et al. Thromb Haemost 2016;115:31-9. Pan X et al. JACC 2014;63:50735-1097
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Qo

e Non-valvular AF 2FX}0JJA{ NOACO| AMX

SHS Yo 2uHO|HA L AHSHA

A8 = UL

- NOAC= E3| ofA|O}Ol, 754 O|AtO| i
A A +&Eo5tLCt.

. B RIS Y U 5
otol| =X =27 HRO

» =9| FAE F|CH=IA|7 oF =
S E 22|7] et =3 50| 2 sHlCt.
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Renal Impairment

(Bleeding Events on Apixaban)
Mild renal impairment (CrCl 50-80 mL/min)

Apixaban Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-.H, Fixed, 95% CI M-H, Fixed, 95% CI
ADVANCE-2 &3 7 1289 11 1328 4.5% 0.66 [0.25,1.69] —
AMPLIFY 5 549 10 544  42% 050[017,1.44] =
AMPLIFY-EXT 7 168 3 193 1.2% 2.68(0.70,10.20) =
ARISTOTLE 157 3817 199 3770 83.1% 0.78 [0.64, 0.96] .
AVERROES 17 1188 17 1188 7.1% 1.00[0.51,1.95) —
Joal(95%Ch 0 7023 100.0%__08010.66.0961 _ __ _ _______.® _ __ _________._ >
Total events 193 240
Heterogenelity: Chi*= 458, df= 4 (P = 0.33); I*=13% 0 52 0%1 1 1=0 5%0

Test for overall effect: Z= 2.37 (P=0.02) Favours [Apixaban] Favours [control]

Moderate to severe renal impairment (CrCl 30-50 mL/min)

Favours [experimental] Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ADVANCE-2 &3 5 209 1 217  86% 519 (061, 44.06)
AMPLIFY 5 175 9 163 19.4% 0.52(0.18,1.51) ——
AMPLIFY-EXT 6 43 2 46 13.3% 3.21 (0,68, 15.05) .
ARISTOTLE 73 1502 142 1515 321% 0.52[0.39, 0.68) .-
AVERROES 20 568 16 561 265% 1.23 [0.65, 2.36) ——
Total (95% ClI) 2497 2502 100.0% 1.01 [0.49, 2.10] B
Totalevents — o~~~ " {1 >
Heterogeneity: Tau®= 0.41; Chi*=14.27, df= 4 (P = 0.006); = 72% 0 lbz 051 1=0 550

Testfor overall eflect: Z= 0.04 (P = 0.97) B thobabarn Eavours fonbiol

* 6 Apixaban RCT Pathak R, et al. Am J Cardiol 2015;115:323-327

WONKWANG UNIVERSITY @




RCT
Apixaban Discontinuation

ARISTOTLE!? AVERROES? |

2 35 P=0.001 P=0.03

g . HR=0.88

I 25.3 (95% Cl: 0.78-0.99)

w= 25

© 20.5

= 20

c

2 15

o

2 10

& 5

Q

2]

a O : :

Apixaban  Warfarin Apixaban
Time period 1.8 years 2 years
1. Granger CB et al. N £ng/ J Med. 2011;365:981-992.

These are not head-to-head comparisons between NOACs 2. Connolly SJ et al. N £ngl J Med. 2011;364:806-817.
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