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

Table 4 Absorption and metabolism of the different NOACs

Dabigatran Apixaban Edoxaban™ Rivaroxaban
Bio-availability 3-7% 50% 62%"7 66% without food
Almost 100% with food
Prodrug Yes Mo Mo Mo
Clearance non-renal/renal of 20%/80% T3%27%™ 50%/50%” 65%/35%
absorbed dose (if normal renal
function; see also Section 8)
Liver metabolisme CYP3A4 involved Mo fes (elimination; minor Minimal {<<4% of eliminaticn) es (elimination)
CYP3A4 contribution)’”
Absorption with food Mo effect Mo effect 6—22% more™ +39% more™’
Intake with food recommended? Mo Mo Mo official recommendation yet  Mandatory
Absorption with H2B/PP| —12-30%" " No effect Mo effect No effect”’
Asian ethnicity +25% Mo effect No effect™ No effect
Gl tolerability Drspepsia Mo problem Mo problem Mo problem
5-10%
Elimination half-life 1217 h*® 12h 9-11h" 5—9 h (young)
11-13 h (elderly)
*Mo EMA approval yet. Meeds update after finalization of SmPC. @ ok o EHRA-ERNETGAE GRIDE

H2B, H2-blocker: PP, proton-pump inhibitor; Gl, gastro-intestinal.
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Apixaban versus Warfarin in Patients
with Atrial Fibrillation

and Lars Wallentin, M.D., Ph.D., for the ARISTOTLE Committees and Investigators®*

R-DBT APIXABAN 5 mg bid (2.5 mg bid if 2/3 of age >=80, weight<60 kg, creatinine level>=1.5 mg/dl) vs WARFARIN in 18201 patients with
AF and 1+ RF for stroke ; primary outcome: ischemic or hemorrhagic stroke or SE; median duration 1.8 years

Eta mediana:70 anni (17%>80 anni); femmine 36%; FAP vs FAC: 85/15; CHADS2 medio 2.1

Outcome

Primary outcome: stroke or systemic embolism
Stroke

Ischemic or uncertain type of stroke
Hemorrhagic stroke

Systemic embolism

Key secondary efficacy outcome: death from any

cause

Other secondary outcomes

Stroke, systemic embolism, or death from any
cause

Myocardial infarction

Stroke, systemic embolism, myocardial infarc-
tion, or death from any cause

Pulmonary embolism or deep-vein thrombosis

Apixaban Group

(N=9120)
Patients with Event
Event Rate
no. %/yr
212
199 1.19
162 0.97
40
15 0.09
T
752 449
90 0.53
810 485
7 0.04

Warfarin Group

Hazard Ratio
(95% CI)

0.79 (0.66-0.95)

(N=9081)
Patients with Event
Event Rate
no. %/yr
265
250 1.51
175 1.05
.
17 0.10
669
837 5.04
102 0.61
906 5.49
9 0.05

0.79 (0.65-0.95)
0.92 (0.74-1.13)
0.51 (0.35-0.75)
0.87 (0.44-1.75)
0.39 (0.80-0.998)

0.89 (0.81-0.98)

0.38 (0.66-1.17)
0.38 (0.80-0.97)

0.78 (0.29-2.10)

P Value

0.01
0.01
0.42
<0.001
0.70
0.047

0.02

037
0.01

0.63
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Table 3. Bleeding Outcomes and Net Clinical Outcomes.*

Apixaban versus Warfarin in Patients
with Atrial Fibrillation

and Lars Wallentin, M.D., Ph.D., for the ARISTOTLE Committees and Investigators*

Apixaban Group
Outcome (N=95088)
Patients Event
with Event Rate
no. %/yr
Primary safety outcome: ISTH major bleedinﬂ 327 @
Intracranial 52
Other location 275 1.79
Gastrointestinal 105 0.76
Major or clinically relevant nonmajor bleeding 613
GUSTO severe bleeding 80 0.52
GUSTO moderate or severe bleeding 199 1.29
TIMI major bleeding 148 0.96
TIMI major or minor bleeding 239 1.55
Any bleeding 2356 18.1
Net clinical outcomes
Stroke, systemic embolism, or major bleeding 521 3.17

Stroke, systemic embolism, major bleedin 1009
or aeam from any cause

Warfarin Group

(N=9052)
Patients Event
with Event Rate
no. % /yr

462
122

340 2.27
119 0.86
172 1.13
328 218
256 1.69
370 2.46
3060 25.8
666 411

1168

Hazard Ratio
(95% CI)

0.69 (0.60-0.80)
0.42 (0.30-0.58)
0.79 (0.68-0.93)
0.89 (0.70-1.15)
0.68 (0.61-0.75)
0.46 (0.35-0.60)
0.60 (0.50-0.71)
0.57 (0.46-0.70)
0.63 (0.54-0.75)
0.71 (0.68-0.75)

0.77 (0.69-0.86)
0.85 (0.73-0.92)

P Value

<0.001
<0.001
0.004
037
<0.001
<0.001
<0.001
<0.001
<0.001
<0.001

<0.001
<0.001




No. of

Hazard ratio Interaction

patients  Apixaban Warfarin (95%CI P-value™

Stroke or systemic embolism (n=5678) 052

25 mgbid 790 110065 20(3.13) et 052 (0.25,1.08)

5mg bid 4388 68 (1.54) 89(205) —— 0.75(0.55,1.03)
Major bleeding (n=5655) 048

2.5 mg bid 786 20(3.29] 35(654)  e———ip— 055(0.31,094)

5 mg bid 4869 131(3.21) 183(5.00) - 0.66 (0.53,0.83)

025 05 1 2

A reduced dose of 2.5 mg twice daily or placebo were administered to a total of 831

patients; 790 of these patients were 275 years.

** Interaction among treatment, age and dose based on randomized or treated

population

Figure3 Theeffect of apixaban vs. warfarin on stroke or systemic embolism and major bleeding in patients > 75 years in relation to apixaban dose

Age <65
Age 65 -
Age =75

oncuwusions

Intracranial b
ge <65
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Age =75

Met clinical e
fupe <65

Age 65 -
hge 275

of age, and particularly for the elderly.

Figure 2 The

This analysis of the ARISTOTLE trial shows that the benefits of apix-
aban vs. warfarin in reducing stroke or systemic embolism, causing
ess bleeding and decreasing mortality were consistent in patients
with AF regardless of age, with an even greater absolute benefit
ith increasingage. In light of these data, apixaban was demonstrated
D be very attractive for stroke prevention in AF across the spectrum

0.20*

0.18*



ewwoos| Current presentation and management of 7148 patients with atrial ﬁbrlllatlon In
cardiology and internal medicine hospital centers: The ATA AF study

Di Pasquale G, Int J Cardiol 2013

B Cardiology O Internal Medicine

<55 5559 6064 6569 70-74 T75-79 80-84 85-89 290
Years

Fig. 5. OAC prescription at discharge from cardiology and internal medicine patients according to the age.
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Apixaban in Patients with Atrial Fibrillation

and Salim Yusuf, M.B., B.S., D.Phil
for the AVERROES Steer ng Committee and Invest gators™
B Major Bleedin

’ o Hazard ratio with apixaban, 1.13
1.0+ 0.020- (95% Cl, 0.74-1.75)
0.3 0.0154 Apixaban

=

= Aspirin

= P=0.57

2 0.005]

= 044

£

6 0.000 T T T T 1
0.2 0 3 6 9 12 18
0.0 | | T — ]
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Months

Cumulative Hazard

A Stroke or Systemic Embolism

1.04

5599 pazienti (eta media 71 anni, 1898 pazienti>75
” anni; F 40%, CHADS2 medio 2.0), giudicati non

candidabili a VKA, trattati con Apixaban 5 mg bid vs
ASA 81-324 mg

Hazard ratio with apixaban, 0.45

0.05- (959 Cl, 0.32-0.62)
. Aspirin

-~y 0.04 P

0.034
0.6 0.02. P<0.001

Apixaban

0.4- 0.014

0.00 T T T T 1
0.2 0 3 6 9 12 18
0 oq___q—ﬁI !

0 3 6 9 12 18
Months

Stroke or SE: 1.6% vs 3.7%, NNT 50;
stroke, SE, death: 4.6% vs 7.2%, NNT 40
CV hospitalization: 12.6% vs 15.9%



Efficacy and safety of apixaban compared
with aspirin in the elderly: a subgroup analysis
from the AVERROES trial

Kuan H. NG', OLca SHestakovska!, STuART |. Conmolry!, Jorn W. BikeleooM', ALvaro AveEzur?,
RaraeL Diaz?, FERNANDO Lanas?, SaumM Yusur', RoeerT G. HART!

Apa and Ageing 201 6 45: 7783
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| Year event rate

European Heart Journal (2012) 33, 2821-2830
doi:10.1093/eur heartj/ehs274

Outcome: Major Bleeding
o~
o
W —— Warfarin
95% CI
ES === Apixiban
R - o,
S 95% CI
P-value for Interaction = 0.005
S
o
o
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30

80 20 120

Baseline Cockcroft—Gault eGFR mL/min

FASTTRACK

3017 patients (15%) with an eGFR

o CLINICAL TRIAL & REGISTRY UPDATE <50 ml/min; mean age 77.3 years;
- Efflcacy of apixaban when compared with

warfarin in relation to renal function in patients (eGFR calculated according to CG,
with atrial fibrillation: insights from the
ARISTOTLE trial

B ~ Outcome: Major Bleeding
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| Year event rate

P-value for interaction = 0.54

120

Baseline Cystatin C eGFR mL /min

25.4% treated with 2.5 mg bid

CKD-EPI, cystatin C)

Conclusions

Patients with impaired
renal function seemed to
have tre greatest
reduction in major
bleeding with Apixaban
Apixaban may be
particularly suited to
adddress the unmet need
for a more effective and
safe stroke prevention in
patients with AF and
renal dysfunction
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European Heart Rhythm Association Practical
Guide on the use of new oral anticoagulants in
patients with non-valvular atrial fibrillation

10. Patients undergoing a planned
surgical intervention or ablation

10.1 When to stop the new oral
anticoagulants?

Table 9 Last intake of drug before elective surgical intervention

Low risk High risk Low risk High risk Low risk High risk Low risk High risk
CrCl =80 mUmin >24h >48h >24h >48h >24h >48h
CrCl 50-80 mUmin >36h >72h >24h >48 h >24h >48 h
CrCl 30-50 ml/min® >48 h >9 h >24h =48 h >24h =48 h
CrCl 15-30 ml/min® Not indicated Not indicated >36h >48 h >36h >48 h

CrCl <15 mUmin No official indicalion for use

Bold values deviate from the common stopping rule of >24 h low risk, >48 h high risk.
*No EMA approval yet Needs update after finalisation of SmPC.
®Many of these patients may be on the lower dose of dabigatran (Le. 110 mg BID) or apixaban (e 2.5 mg BID), or have to be on the lower dose of rivaroxaban (15 mg QD).

Low risk = surgery with low risk of bleeding; high risk = surgery with high risk of bleeding. See ako Table 10.
CrCl, creatinine clearance.




@ Europace EHRA PRACTICAL GUIDE

'Updated European Heart Rhythm Association
Practical Guide on the use of non-vitamin K
antagonist anticoagulants in patients with

non-valvular atrial fibrillation

Table 8 Approved European labels for NOACs and their dosing in CKD

Dabigatran Apixaban Edoxaban Rivaroxaban

e PR % T 1 L T 3

" Therefore, the European glﬂdeliﬁes

recommend that the NOACs are best not used where o
severe renal impairment (GFR <25 to 30 ml/min) is
present (75,130). Limis

Dasing if CKD When CrCl 30-49 mL/min, 150 mg
BID is possible (SmPC) but 110 mg
BID should be considered (as per
ESC guidelines)”

Mote: 75 mg BID approved in US only™

if CrCl 15-30 mL/min

if CrCl 30— 49 mUmin and other orange
factor Table 6 il

Mot recommended if



European Heart journal (2015) 36, 1264-1272

Clinical outcomes and management associated

with major bleeding in patients with atrial Em
fibrillation treated with apixaban or warfarin:

insights from the ARISTOTLE trial

05
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Major Bleeding in Patients With , i coi carion 20146321017,

Atrial Fibrillation Receiving Apixaban or Warfarin

The ARISTOTLE Trial (Apixaban for Reduction in Stroke
and Other Thromboembolic Events in Atrial Fibrillation):

Predictors, Characteristics, and Clinical Outcomes

Estimated Event Probabiity (%)
e

Cl = confidence interval; HR = hazard ratio.

Conclusions

Compared with warfarin, apixaban was associated with a
31% reduction in risk of first major ISTH hemorrhage.
Apixaban was associated with fewer intracranial hemor-
rhages, fewer adverse consequences following extracranial
hemorrhages, fewer trauma-associated hemorrhages, and a
509% reduction in fatal consequences at 30 days in case of a
major hemorrhage. Therefore, concerns for complications in
case of hemorrhage during anticoagulant treatment are fewer
during apixaban than warfarin treatment.




ORIGINAL ARTICLE

N ENGL ) MED 37512 NEJM.ORG SEPTEMEER 22, 2016

Andexanet Alfa for Acute Major Bleeding
Associated with Factor Xa Inhibitors

67 patients (77 years) with acute MB treated with ANDEXANET (bolus 400 mg + 480 mg 2-hour
infusion if last dose > 7 hours or bolus 800 mg and 960 mg 2-hour infusion if last dose < 7 hours)

B Apixaban (N=20)

500
E
®  400-
=
=
'§ 300
<
<
>
ﬁ 2004 —— . .
= |
, = 0=
Baseline End of End of 4 Hr 8 Hr 12 Hr
Bolus Infusion

Figure 1. Anti-Factor Xa Activity and Percent Change from Baseline in Patients Receiving Rivaroxaban and Apixaban
(Efficacy Population).
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CLINICAL RESEARCH

Major bleeding
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Apixaban versus warfarin in patients with atrial
fibrillation according to prior warfarin use: Results
from the Apixaban for Reduction in Stroke and Other
Thromboembolic Events in Atrial Fibrillation trial

0.05 4

0.04

0.01

KM Rate of Stroke or Systemic Embolism

0.00 {

0.03 4

0.02 1

STROKE/SE

0 6 12 18 24 30
Months Since Randomization

KM Rate of Major Bleeding

0.10 4

0.08 1

0.06 1

0.04 1

0.02 1

0.00 1

MAJOR BLEEDING

T T T T
6 12 18 24 30
Months Since Randomization

Conclusion The treatment effects of apixaban [vs warfarin) were not modified by VKA naivety. The rates of stroke/
systemic embolism and major bleeding were numerically lower among the patients assigned to apixaban, irrespective of prior
VKA use. (Am Heart ] 2013;166:549-58.)

(Am Heart ] 2013;166:549-58.)



Apixaban compared with warfarin in patients with atrial > @
fibrillation and previous stroke or transient ischaemic attack:
a subgroup analysis of the ARISTOTLE trial Lancet Newrol 2013; 11:503-11

10— Previous stroke or TIA, warfarin 10 Previous stroke or TIA, warfarin
Previous stroke or TIA, apixaban Previous stroke or TIA, apixaban
—— No previous stroke or TRLK warfarin —— No previous stroke or TIA, warfarin STROKE/TIA + WARFARIN
—— No previous stroke or TIA, apixaban w . No previous stroke or TIA, apixaban
STROKE/TIA + WARFARIN <
[T [a) STROKE/TIA - WARFARIN
7 W
S~ w
Ll = STROK + APIXABAN
2 o :
8 [ L
9 STROKE/TIA - APIXABAN
= STROKE/TIA - WARFAR b, ~__STROKE/
~~ STROKE/TIA - APIXABAN e
T T T T 1 o ' T T T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Nomber at risk Time since randomisation (months) | ik aiis Time since first dose of study drug (months)
Previous stroke or TIA Previous stroke or TIA
Apixaban 1694 1604 1547 1066 560 263 Apixaban 1687 1478 1379 948 498 225
Warfanin 1742 1643 1564 1092 554 263 Warfarin 1735 1498 1378 943 48 220
No previous stroke or TIA No previous stroke or TIA
Apixaban 7426 7122 6893 4985 2904 1451 Aypizshan 74 6625 6185 ¥ it —_
Warfarin 7339 6977 6737 4880 2851 1505 Warfarin 7371 6412 5957 4253 2478 1271

Figure 3: Time to major bleeding in patients with and without previous stroke or TIA

Figure 2: Time to stroke or systemic embolism in patients with and without previous stroke or TIA —— . i . —
TIA=transient ischaemic attack. Plot shows the Kaplan-Meier estimated probability of an event.

TIA=transient ischaemic attack. Plot shows the Kaplan-Meier estimated probability of an event.

Interpretation The effects of apixaban versus warfarin were consistent in patients with AF with and without previous
stroke or TIA. Owing to the higher risk of these outcomes in patients with previous stroke or TIA, the absolute
benefits of apixaban might be greater in this population.



Effectiveness and Safety of Dabigatran, Rivaroxaban, and Apixaban

Versus Warfarin in Nonvalvular Atrial Fibrillation

-~

American = American
Heart | Stroke
Association

Methods US Insurance database users of OAs between Oct 2010 and June 2015; propensity-score
matched analysis 1:1 APl vs WARFA (15390), DABI vs WARFA (28614) and RIVA vs WARFA (32350)

Event Rate per 100 person-years

APl vs WARFA

n=7,695 n=7,695
S/SE 133 1.66
ISCH. 103 105

H Conclusions Apixaban was associated with lower risk of both stroke and MB, °

Hazard Ratio (95% Cl)

p value

0.67 (0.46-0.98)

0.83 (0.53-1.29)

0.04

0.40

MB

INTRA-CR

Event Rate per 100 person-years

APl vs WARFA

n=7,695 n=7,695
233 4.46
0.29 106 H—

Association.

Hazard Ratio (95% Cl) p value
0.45 (0.34-0.59) <0,001
0.24 (0.12-0.50) <0.,001

1

Dabigatran was associated with similar risk of stroke but lower risk of MB, and
Rivaroxaban was associated with similar risks of both stroke and MB in
Z comparrison with warfarin

Hemorrhagic 0.16 0.29
RIVA vs WARFA
n=16,175 n=16,175
S/SE 126 1.29
lschemic 0.95 0.88
Hemorrhagic 021 0.32
Favor NOAC

-

0.56 (0.30-1.04)

0.93 (0.72-1.19)
1.01 (0.75-1.36)

0.61 (0.35-1.07)

Favor Warfarin

0.07

0.56

0.95

0.08

Gastrointestinal

Major Bleeding
Intracranial

Gastrointestinal

197 195
RIVA vs WARFA
4,04 364
0.44 0.79
3.26 253
Favor NOAC

N

P 1,03 (0.84-1.26) 0.78

- 1.04 (0,90~ 1.20) 0.60

0.51 (0.35=0.75) <0.001

. 1.21(1.02~-1.43) 0.03
1.0 Favor Warfarin

(/] Am Heart Assoc. 2016;5:e003725




Among 45361 newly anti-
coagulated NVAF patients
15461 (34.1%) initiated Warfa,
7438 (16.4%) initiated
Apixaban, 17801 (39.2%)

Real-world comparison of major bleeding risk among non-valvular
atrial fibrillation patients initiated on apixaban, dabigatran,
rivaroxaban, or warfarin

A propensity score matched analysis Thrombosis and Haemaostasis 116.5/2016

HR: 0.53 HR: 0.69 HR: 0.98 initiated Rivaroxaban and 4661
(95% ClI, 0.39-0.71) (95% Cl, 0.50-0.96) (95% €I, 0.83-1.17) (103%) |n|t|ated Dabigatran
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Figure 3: Major bleeding incidence rates and hazard ratios in warfarin-NOAC propensity score matched cohorts (A) and in NOAC-NOAC pro-
pensity score matched cohorts (B). ClI: confidence interval; HR: hazard ratio.




m @ Journal of INTERNAL MEDICINE

doi: 10.1111 /joim.12360

Choosing the right drug to fit the patient when selecting oral

anticoagulation for stroke prevention in atrial fibrillation
® A. M. Shields' & 6. Y. H. Lip?®

Intern Med 2015: 278: 1-18.

Individual patient groups and characteristics

Asian . . . . . Recurrent Preference Patient less
ontionte Pazienti Pazienti Storia Alto e for low pill likely to do
anziani con IRC sang Gl rischio despite well- burden well on VKA
managed (SAMeTT,R,
emorr VKA score >2)
Consider Consider co- Consider Consider Consider Consider Avoid ‘trial of
agents with morbidities agents with agents with agents with agent with Consider warfarin’ and
reduced risk and agents lower no increased lower demonstrable once- consider
of ICH and with lower haemorrhagic risk of GI incidence of benefit in daily NOAC upfront
major extracranial complications haemorrhage extracranial reducing both formulations when
haemorrhage haemorrhage in moderate- haemorrhage ischaemic deciding on
in Asian amongst severe renal AND OAC in newly
populations elderly impairment haemorrhagic diagnosed
(age>75) stroke patient

NOACs with characteristics beneficial to target group




CONCLUSIONI

 APIXABAN presenta complessivamente eccellenti
caratteristiche di efficacia e sicurezza in tutti i
| pazienti con FA

Nei pazienti con FA, APIXABAN si candida come
farmaco di scelta nei soggetti anziani, in quelli
con insufficienza renale, in quelli ad alto rischio
~emorragico ed in quelli con storia di
sanguinamento gastrico
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