acs’
RALAIS

NCRES
BIARRIT Z

La fin des AVK dans la fibrillation
atriale non valvulaire
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« Dans la vie, rien n’est a craindre,
tout est a comprendre »

Marie Curie



Residual risk of stroke and death in anticaogulant-treated
patients with atrial fibrillation.
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Antithrombotic therapy after an acute coronary syndrome
in atrial fibrillation patients requiring anticoagulation

[ AF patient in need of OAC after an ACS ]
l |
Bleeding risk low
compared to risk for ACS
or stent thrombosis
Time from ACS 1
0= -~
el rlple therapy (11aB) y
- Al Triple therapy (11aB)
6 MOnths =

12 months =

lifelong OAC monotherapy (1B) OAC monot-hempy (IB)
"

B oac B Aspinin 75-100mg daily ] Clopidogrel 75 mg daily

LUy OF
ALY

www.escardio.o?o/guldellnes European Haart Joumal - doe: 10, 1093/ eurhearty/ehw210



PIONEER AF-PCI: overview PIONEER ot a,

PCI study AF-PCI

Objective: safety of two rivaroxaban regimens vs VKA after PCI (with stent placement)
in non-valvular AF

Rivaroxaban 15 mg od#* + clopidogrel*

>
. I ATLAS
Population: : m Rivaroxaban 2.5 mg bid*  Rivaroxaban 15 mg od* | ke
Paroxysmal, persistent + DAPT* + low-dose ASA
or permanent AF, e | >
undergoing PCI
(with stent placement)
> m Intended DAPT duration
of 1, 6 or 12 months |
g |
Start: Q2-13 VKA (INR 2.0-3.0)8 VKA + low-dose  Epd of
End: ~Q3-15 + DAPT* ASA treatment
(12 months)

* alternative use of prasugrel or ticagrelor allowed, but capped at 15%
** ASA (75-100 mg daily) + clopidogrel (75 mg daily) (alternative use of prasugrel or ticagrelor allowed, but capped at 15%); #CrCl
30-49 ml/min: 10 mg od; *First dose 72—96 hours after sheath removal; SFirst dose 12—72 hours after sheath removal

7



Time to first recurrent hospitalization caused by cardiovascular or bleeding event.

404 Cardsovascular
Riva 15mg + P2Y,, vs. VKA + DAPT Riva 2 Smg « DAPT vs. VKA + DAPY
HR: 0.68 (95% CL: 0.54 - 0.85) HR: 0.73 (95% C1:0.58 - 091)
p <0.001 p = 0,003
- ARR: £.1% ARR: 8.1%
2 30 NNT: I3 NNT: 13 28 el
: Bleeding VKA + DAPT
e Riva 13mg + P2Y,, vs. VKA =+ DAPT Riva 2.5mg + DAPT vi. VKA + DAPT '
= HR: 0,61 (95% CL 0,41 - 090), HR: 0.51 (95% CL 034 -077) —Cardiovascular
S 20 ARR:4.0% ARR: 5.1% Riva 2.5mg + DAPT —
s NNT: 2§ NNT: 20 —
z Riva 15mg + P2Y,,
-
x
104
Biceding
0 r
0 30 60 90 180 270 360
No. at Risk Cardiovascular Time in Days
Riva 2.4%mg +» DAFT 706 627 595 576 528 495 00
VEA + DAPT 697 o9 S60 $17 4457 410 14
No. at Risk Bleeding
Rive 25mg » DAFT 706 659 636 621 S90 S60 453
VKA » DAFY 697 630 601 So% $28 499 186
C. Michael Gibson et al. Circulation. 2017;135:323-333
z American
” Heart
Association. Copyright © American Heart Association, Inc. All rights reserved.
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Stroke prevention in atrial fibrillation

Key points from the landmark NOAC trials in patients with
non-valvular atrial fbrillation”

NOACLs were superior to warfarin (dabigatran 150 mg or
apixaban) or similarly effective as warfarin (dabigatran

110 g, rivarccaban, or edoxaban in both doses)
reducing stroke or systemic ermbolism.
Stroke reduction was largetly driven by the reduction In

hacmorrhagic stroke (significant for all NOACs vs VKAS) with
minimal effect on ischaemic stroke, inwhich a significant

reduction was only repocted for dabigatran 150 mqg.

NOACs were either safer than warfarin (dabigatran

110 myg. apixaban, or edoxaban in both doses) or as safe as
warfann (dabigatran 150 mg or rivaroxaban) with respect
o major bleaeding.

Apixaban was more effective than aspicin in the
prevention of stroke or systemic embolismm, with
comparable safety (regarding major bleeding,
haemorrhagic stroke, ICH, and gastrointestinal bleeding).
and was better toleratect

Freedman B et al. Lancet, 2016;388:806-17.



Stroke prevention in atrial fibrillation

Key points from large real-world administrative dataset
analyses of NOAC use™1
Effectiveness and safety of dablgatran, rivaroxaban, and
apixaban in real-world data were broadly consistent with
findings from landmark trials; however, the ROCKET-AF
study included higher-risk patients with more events than

read-workd studies.

Gastrointestinal bleeding was the most Common major
bleeding event.

ICH or fatal bleeding was rare.

Risk of bleeding during OAC initiation is highwer with
warfarin than with dablgatran,

Freedman B et al. Lancet, 2016;388:806-17.



Ischaemic and haemorrhagic stroke associated with non-vitamin K
antagonist oral anticoagulants and warfarin use in patients with atrial
fibrillation: a nationwide cohort study

43 299 AF patients
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Staerk L, et al. Eur Heart J. 2017;38(12):907-915.



Ischaemic and haemorrhagic stroke associated with non-vitamin K
antagonist oral anticoagulants and warfarin use in patients with atrial
fibrillation: a nationwide cohort study
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Figure 4 Uradusied atsobne risks of iscaomc stroke.

Staerk L, et al. Eur Heart J. 2017;38(12):907-915.



Ischaemic and haemorrhagic stroke associated with non-vitamin K
antagonist oral anticoagulants and warfarin use in patients with atrial
fibrillation: a nationwide cohort study
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Staerk L, et al. Eur Heart J. 2017;38(12):907-915.



Ischaemic and haemorrhagic stroke associated with non-vitamin K
antagonist oral anticoagulants and warfarin use in patients with atrial
fibrillation: a nationwide cohort study

43 299 AF patients
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A nationwide registry study to compare bleeding rates in patients with
atrial fibrillation being prescribed oral anticoagulants

32 675 AF patients

OAC IR HR (95% CI) P

Major or CRNM
Warfarin 1144 1 (ref)
Dabigatran 110 9.76 0.81(0.66,0.95)
Dabigatran 150 512 0.68 (0.58,0.80)
Warfarin 1144 1 (ref)
Rivaroxaban 15 15.86 1.12 (0.96,1.31)
Rivaroxaban 20 984 1.01(0.86,1.15)
Warfarin 1144 1 (ref)
Apixaban 2.5 10.60 0.64 (0.52,0.80)
Aptxaban 5 1.78 0.73 (0.62,0.86)

Figure 4 Risk of major or CRNM bleeding for the reduced and standard dose of dabigatran, rivaroxaban, and apecaban compared with warfarin,
Crude IR for first bleeding episode are given as events per 100 person-years. CL confidence interval, CRNM, clinically refevant non-major bleeding;
MR, adjusted hazard ratio; IR, incidence rate; OAC, ol anticoagulant,

Halvorsen S, et al. Eur Heart J - Cardiovascular Pharmacotherapy. 2017;3: 28-36



A Comparison of the Rate of Gastrointestinal Bleeding in Patients
Taking Non-Vitamin K Antagonist Oral Anticoagulants or Warfarin
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Is There an Obesity Paradox for Outcomes in Atrial Fibrillation?
A Systematic Review and Meta-Analysis of Non—Vitamin K Antagonist

A Stroke/SEE

Overweight
Study or Subgroup Events Total

Oral Anticoagulant Trials

Normal Weight
Events Total

Odds Ratio
Weight M-M, Fixed, 95% CI

Odds Ratio
M-H, Fixed, 95% CI

ARGTCTLE 174 6702
RE-LY 196 7111
ROCKET AF 225 5523

Total 5% Cn 19336

Toral events S95

142 4052
182 4697
167 3314

12063
491

Heterogeneity Chi' = 0.79, Of w 2 (P = 0671 P = 0%
Tesn for overall effect 2 « 4.72 (P < 0.00001)

Obese
Study or Subgroup Events Total

Normal Weight
Events Total

294X 073[059, 0.92]
36.9% 0.70[057, 0.86]
34.2% 0.80[0.65, 0.58)

100.0% 0.75 [0.66, 0.84)

Odds Ratio
Weight M-M, Fixed, 95% CI

-

-
-
‘

0.1 1 10
Overweight Normal Weight

Odds Ratio
M-H, Fixed, 95% CI

ARIETOTLE 152 7159
RE-LY 145 6279
ROCKET AF 179 5194

Total (95% CD
Total everns 476

18632

142 4052
182 4697
167 3114

12063
491

Heterogenety Chi' « 0.89, Of « 2 (P = 0.641 ¥ = 0%
Test for overall effect. 2 =« 7.31 (P < 0.00001)

Obese
Study or Subgroup _ Events

Total Events

Overwelight
Total

307X 060[0.47,075)
35.2% 059047, 0.73)
341X 067054, 0.53)

100.0% 0.62 [0.54, 0.70)

Odds Ratio
M-M, Fixed, 95% CI

-

-
=
kK

0.1 1 10
Obese Normal Weight

Odds Ratio
M-M, Fixed, 95% CI

ARISTOTLE 152
RE-LY 145
ROCKET AF 179

Total (9S% CDH
Toral events 47¢

Metercgeneny Cni « 005, df « 2 (P =

7153
6273
S194

18632

174 6702
196 7111
225 5523

19336

595
0.98) I « 0%

Test for overall effect. 2 « 2. 98 (P = 0.003)

0.81 [0.65, 1.01)
0.83 [0.67, 1.04)
0.84 [0.69, 1.¢3)

0.83 [0.73, 0.94)

Proietti M, el al. Stroke. 2017; 48(4):857-866.




Is There an Obesity Paradox for Outcomes in Atrial Fibrillation?
A Systematic Review and Meta-Analysis of Non—Vitamin K Antagonist
Oral Anticoagulant Trials

B Major Bleeding

Overweight Normal Weight Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ARISTOTLE 271 6687 219 403 32.1% 0.74 [0.61, 0.88) -
RE-LY 424 7111 344 4697 363X 0.80 [0.69, 0.93]
ROCKEY AF 312 SssS 183 3327 315% 102 [0.85, 123)

Total (3S% CH 19353 12059 100.0% 0.84 [0.70, 1.01)

Toral events 1007 746

Haterogenaity Tau' = 0.02; Chi* » 653, df = 2 (P = 004) I’ » 70% b 0:1 t 1:0 160
Obese Normal Weigh Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% Ci

ARITOTLE 285 7134 219 4038 32.2% 0.73 [0.61, 0.87] -

RE-LY 394 6279 344 4697 37.3% 0.85 [0.73, 0.98)

ROCKET AF 279 S$214 183 3327 30.5% 0.97 [0.80, 1.18)

2

Yatal S%CH I1R627 12059 100.0% 084 [0.72, 0O9R)

Total avwenms 958 746

Heterogenaity. Tau’ = 001 Chi' » 477, i = 2 (P » 009 ¥ = 58% 011 i
Testforoveral effect: 2 = 2.21 (P = 0.03) S .

10

Obese Normal Weigh
Obese Overweight Odds Ratio Odds Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

ARGTOTLE 285 7134 271 6687 290X 099(0.83 1.17)

RE-LY 394 6279 424 7111 402% 106 (0,92, 1.22)

ROCKET AF 279 S214 312 5555 308X 095080, 1.12)

Total 95% ChH 18627 19353 100.0% 1.00 [0.92, 1.10)
T otal events 958 1007
Heterogeneity: Chi* « 0.96, Of = 2 (P = 0.62L F = 0% :

Test for overall effect: Z = 0.06 (P = 0.95) oot F:iv;tx Obese lFam)urs Ovle?wem oo

Proietti M, el al. Stroke. 2017; 48(4):857-866.




Is There an Obesity Paradox for Outcomes in Atrial Fibrillation?
A Systematic Review and Meta-Analysis of Non—Vitamin K Antagonist
Oral Anticoagulant Trials
B overegn Stroke/systemic embolic event E s Major bleeding
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Relation of Stroke and Major Bleeding to Creatinine Clearance in
Patients With Atrial Fibrillation (from the Fushimi AF Registry)

EntireCohort

Log-rank p = 0 0002

Abe M, et al. Am J Cardiol. 2017 ;119(8):1229-1237



Relation of Stroke and Major Bleeding to Creatinine Clearance in
Patients With Atrial Fibrillation (from the Fushimi AF Registry)

Abe M, et al. Am J Cardiol. 2017 ;119(8):1229-1237




Relation of Stroke and Major Bleeding to Creatinine Clearance in
Patients With Atrial Fibrillation (from the Fushimi AF Registry)

Major bleeding

Emtire Cohort

Logrank p = 0 002

Abe M, et al. Am J Cardiol. 2017 ;119(8):1229-1237



Relation of Stroke and Major Bleeding to Creatinine Clearance in
Patients With Atrial Fibrillation (from the Fushimi AF Registry)
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Off-Label Dosing of Non-Vitamin K Antagonist Oral Anticoagulants
and Adverse Outcomes: The ORBIT-AF Il Registry

Baseline NOAC Dosing
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EFFECTIVENESS AND SAFETY OF
DIRECT ORAL ANTICOAGULANTS
COMPARED WITH VITAMIN-K
ANTAGONISTS: INITIAL RESULTS FROM
A COHORT STUDY IN THE NATIONWIDE
FRENCH CLAIMS AND HOSPITALIZATION
DATABASE (SNIIRAM)

Nicholas Moore, MD, PhD

Bordeaux PharmacoEpi, INSERM CIC1401, INSERM U1219, University of Bordeaux, CHU
de Bordeaux, France
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FRI * SAT + SUN
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Rivaroxaban versus VKA
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® ACCI7

Effectiveness: D versus VKA

Dabigatran VKA  Events
Composite criterion (n) (n) (n) HR [95% CI]

Crude analysis = 27060 44653 7513 0.44 [0.41-0.46]

Adjusted analysis 4 27060 44653 7513  0.71 [0.67-0.79]

Matched analysis FH 20489 20489 3310  0.71 [0.66-0.76]
Arterial thrombotic events

Crude analysis —— 27060 44653 1102  0.55 [0.48-0.63]

Adjusted analysis ——] 27060 44653 1102  0.75 [0.64-0.88]

Matched analysis ——] 20489 20489 547  0.75 [0.63-0.88]
Acute coronary syndrome

Crude analysis —— 27060 44653 798  0.67 [0.58-0.79]

Adjusted analysis ——] 27060 44653 798  0.81 [0.68-0.97]

Matched analysis —— 20489 20489 414 0.79 [0.65-0.99]
All-cause death

Crude analysis HH 27060 44653 4334  0.36 [0.34-0.39]

Adjusted analysis 4 27060 44653 4334  0.74 [0.68-0.80]

Matched analysis - 20489 20489 1669 0.74 [0.67-0.82]

I I
0.30 0.50 1 2



Safety: R versus VKA ®ACC7

Rivaroxaban VKA Events

HR [95%Cl]

(n) (n) (n)
Clinically relevant bleeding
Crude analysis (| 31388 44653 2461 0.68 [0.63-0.74]
Adjusted Analysis = 31388 44653 2461 0.86 [0.78-0.94]
Matched analysis == 23053 23053 1402 0.83 [0.75-0.92]
Major bleeding
Crude analysis == 31388 44653 1281 0.53 [0.47-0.60]
Adjusted Analysis p—t— 31388 44653 1281 0.73 [0.64-0.84]
Matched analysis —— 23053 23053 697 0.68 [0.58-0.79]

Haemorragic stroke

Crude analysis p—— 31388 44653 312 0.63 [0.49-0.80]
Adjusted Analysis p—— 31388 44653 312 0.71 [0.55-0.93]
Matched analysis p—— 23053 23053 191 0.65 [0.49-0.87]

Other critical organ or site bleeding

Crude analysis P 31388 44653 316 0.41 [0.31-0.53]
Adjusted Analysis p— 31388 44653 316 0.52 [0.38-0.69]
Matched analysis P 23053 23053 169 0.50 [0.36 - 0.69]

Gastro-intestinal bleeding

Crude analysis —— 31388 44653 807 0.82 [0.71-0.95]

Adjusted Analysis = 31388 44653 807 1.09 [0.93-1.28]

Matched analysis - 23053 23053 455 1.08 [0.90-1.30]
Urogenital bleeding

Crude analysis —— 31388 44653 385 1.02 [0.83-1.25]

Adjusted Analysis e 31388 44653 385 1.08 [0.86 - 1.35]

Matched analysis p— 23053 23053 243 1.00 [0.78-1.28]
Other bleeding subtype

Crude analysis p—t—] 31388 44653 ™ 0.52 [0.44-0.61]

Adjusted Analysis —— 31388 44653 41 0.71 [0.59-0.85]

Matched analysis p—— 23053 23053 394 0.70 [0.57-0.85]

| |
0.30 0.50
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