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e Deux cibles principales

— Thrombine (facteur lla)
— Facteur Xa




Facteur Tissulaire (FT)

ANTITHROMBINES
DIRECTES

Fibrinogene

—

Xllla
Fibringe e=pe—




Dabigatran

e Antithrombine directe active par voie orale

e Tmax 2-4h et demi-vie 14-17h en ortho,'donc 1
seule prise par jour
e Commercialisé sous le nom desadaxaR

— Prévention de TVP apres PRI H
— Fibrillation atriale




Dabigatran

/5 Mg

110 mg

150 mg

Situation a risque

220 mg 300 mg
en 2 prises/] | en 2 prises
1 matin et soir 1 matin et soir

Sujet norm

PTH PTG

2cp soit 150 m
en 1 prise/j
Situation a risque

J 2cp soit 220 ng
en 1 prise/j

Sujet normal




Facteur Tissulaire (FT)

Fibrinogene




ANTI Xa DIRECTS

— Rivaroxaban: Xareltd
— Apixaban: Eliqui8

— Edoxaban




ANTI Xa SELECTIFS DIRECTS

Indirect




Rivaroxaban

Anti Xa direct
Inhibition corrélée a la dose

Demi-vie 9 heures

Commercialisé sous le nom Harelto'R
AMM:

— Prévention de TVP apres PTH ou PTG

— Fibrillation atriale
— Traitement de la TVP et prévention secondaire de la
TVP et de 'embolie pulmonaire




Rivaroxaban

10 mg

15 mg

20 mg

FA

1prise/]

Sujets a risque

1prise/]

Poso habitue

PTH PTG

1 prisel]

Trt TVP
PreventionEP

2 prisel/]

pdt 3 semaines

1 prise/]

ensuite




Apixaban

Anti Xa réversible direct

Biodisponibilité orale: 50%

Demi-vie 10 a 15 heures

Dose habituelle5 mg(cp a 2,5 mg, 2 foisl))
Commercialisé sous le nom Béquis®

Elimination:
— renale a 25%, non renale a 75%

— Meétabolisme hepatique, excretion biliaire et
Intestinale

AMM: prévention de TVP apres PTH ou PTG




e Avantages

— Actifs par voie orale
— Action immédiate et demi-vie courte
— Pas de surveillance biologique




Dabigatran : PK - aPTT Rivaroxaban : PK - PT

Concentration (ng/ml)
Concentration (ng/ml)

aPTTratio

Day of sampling Day of sampling

Freyburger et alThromb Researc011.




Dabigatran: variabilité inter-individuelle
dabigatran 150 mg sd PTH (Bistrolb)
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Stangier 2005

CV (%) de la concentration plasmatique de dabigattd h apres 150 mg:
PETROEX: 91 %, RELY: 81 % , BISTRO Il: 87 %




Pourguoi cette variabilite?




ANTI ITa - ANTI Xa:
Pharmacocinétique

Bio- Elimination Tmax
disponibilite réenale

Demi-vie (1)

Dabigatran 7% 85 % 2 h
Rivaroxaban 80% 33% 2-4h
Apixaban 66 % 25% 3—4h

Edoxaban 50 % 80 % 1-2h

14h —17h

/h—13h

8h — 15h

8h — 10h

(1) Sie P et al. Ann Fr
Anesth Rea 2011




CYP3A4 inhibiteurs

Léger:

Inconnu:

40 % de population cible >75 an
au moinst P-gp ou CYP3A4 inhibi

Jungbauer et al. J Thromb Haemost 20

ritonavir indinavir nelfinavir
Erythromycin telithromycin clarithromycin
Fluconazoleketoconazoleitraconazole
nefazodone

bergamottin
quercetin
aprepitant
verapamil
chloramphenicol

cimetidine

buprenorphine
cafestol

amiodarone

ciprofloxacin

ciclosporin
diltiazem

imatinib
echinacea
enaxacin

saquinavir
fluoxetinenorfluoxetine fluvoxamine

P-gp Iinhibiteurs
P-gp substrats

quinidine,propafénone, dronedarone
atorvastatine, simvastatine, lovastatin
diltiazem, verapamil, nicardipine, bepridil
celiprolol, talinolol, carvedilol

digoxine

amprenavir, saquinavir,

indinavir, nelfinavir, ritonavir
cyclosporine, tacrolimus

sirolimus, prednisolone, dexaméthasone
terfenadine,fexofenadine

cimétidine, ranitidine

erythromycine, rapamycine

levoxacine, sparfloxacine,
anthracyclines, taxanes....

loperamide, domperidone,phenytoine, morphine

P-gp inhibiteurs

Quinidine
Verapamil
Amiodarone
Erythromycine
Clarythromycine
ketoconazole
itraconazole
ritonavir




Drug—drug Interactions for apixaban

Effect on Effect on Impact on Impact on

Medication CYP3A4 P-gp apixaban C, ., apixaban AUC

Rifampin +++ \l/ 42% \l/ 54%
Ketoconazole 1\1.6—fold 1\ 2-fold

Diltiazem 1\ 1.3-fold 1\ 1.4-fold

Naproxen No effect 1\ 1.6-fold 1\ 1.5-fold

Caution with:

e.g. rifampin, phenytoin, carbamazepine, phenotadrb
and St John’s Wort

including aspirin
Not recommended with:

azole-antimycotics (e.g., ketoconazole, itracorazol
voriconazole and posaconazole) and HIV proteagbitors (e.g. ritonavir)

+++ =strong induction = = = =strong inhibition= = = moderate inhibition= = weak inhibition Eliquis™ SmPC 2011




Du cote des essais clinigues




Du cOté des essais cliniques

e Pour la FA, le comparateur est le traitement
par antivitamines K (Coumadifig

e Quelques rappels...




Adjusted-dose Warfarin Compared with Placebo/Control

Relative Risk Reduction
95% CI

AFASAK | o

SPAF | L el X
(s ¥

BAATAF X \ .

A% .

‘A&\e I

0ola ® ;

I—o—:—l i

All Trials (n=6) Fo— !

RRR:64%""';""""i""'
100%  50% 0 50%  -100%

Warfarin Better Warfarin Worse
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ANTIVITAMINES K:
Time In Therapeutic Range (TTR)

5 56 56 56 5

{'I-_-' 55 ﬁ['} ..-'"{] FiL Ry

£+ 64 64 b4 64 64 65 65 66 66 66
. 58 cg 60 60 61 62 { 64 64 64 64

Country

Wallentin et al.Lancet. 2010 Sep 18;376(9745):975-83




La limite : un TTR a 65 %

TTR < 65% TTR >=65%

RR =0.93 (0.70-1.24) RR =2.14 (1.61-2.85)
p=0.61 p<0.0001
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0. 0.5 1.0 0. 0.5 1.0
No. at Risk Years No. at Risk Years

C+A 1508 1527 1156 C+A 1737 1625 1233
OAC 1600 1525 1152 OAC 1771 1697 1306

CONNOLLY S - Circulation. 2008;118:2029-2037




TTR: Quel impact?

% de temps avec INR 2-3

Clopidogrel+ASA OAC
n Events, n  %l/y n Events, n  %/y
Stroke, myocardial infarction, vascular death,
or systemic embolism
Quartile 1 (TTR <53.8%) 668 1 4.95 674 45
Quartile 2 (TTR 53.8%—65.0%) 930 49 4.20 926 51
Quartile 3 (TTR 65.1%—73.2%) 974 85 6.85 1004 39
Quartile 4 (TTR >73.3%) 763 59 6.24 767 31
Major hemorrhage
Quartile 1 (TTR <53.8%) 668 12 1.45 674 24 2.92
Quartile 2 (TTR 53.8%—65.0%) 930 22 1.89 926 27 2.36
Quartile 3 (TTR 65.1%—73.2%) 974 42 3.38 1004 25 1.95
Quartile 4 (TTR >73.3%) 763 25 2.64 767 17 1.78

CONNOLLY S - Circulation. 2008;118:2029-2037




Du cOté des essais cliniques

e Dabigatran dans la FA: essal RELY
e Rivaroxaban dans la FA: Essal Rocket

e Apixaban dans la FA: Essal Averroes
EssailAristotle




Phase Il RE-LY®: dabigatran in AF

AF with >1 risk factor
Absence of contraindications*

! !

Warfarin

1 mg, 3 mg, 5 mg
(INR 2.0-3.0)
n=6000

Dabigatran Dabigatran
110 mg BID 150 mg BID
n=6000 n=6000

* Primary objective: to establish the non-inferiority of dabigatran to warfarin
* Minimum 1 year follow-up, maximum of 3 years and median of 2 years of follow-up

*Severe heart-valve disorder, stroke <14 days or severe stroke <6 months before screening, increased haemorrhage
risk, creatinine clearance <30 mL/min, active liver disease, pregnancy; BID = twice daily; INR = international
normalized ratio

Ezekowitz MD. Am Heart J 2009;157:805-10;
Connolly SJ. N Engl J Med 2009;361.:1139-51




Phase Ill RE-LY ©:
time to first stroke or systemic embolism

RR 0.90
(95% CI: 0.74-1.10)

Warfarin P<0.001 (NI)

Dabigatran 110 mg BID P=CQEUP)
Dabigatran 150 mg BID

RR 0.65

(95% CI: 0.52-0.81)
P<0.001 (NI)
P<0.001 (Sup)
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BID = twice daily; NI = non-inferiority; RR = relative risk; RRR = relative risk reduction; Sup = superiority
Connolly SJ. N Engl J Med 2009,361.:1139-51




Table 2. Efficacy Outcomes, According to Treatment Group.

Event

Stroke or systemic
embolism*

Hemorrhagic

Ischemic or
unspecified

Nondisabling
stroke

Disabling or fatal
stroke

Myocardial infarction
Pulmonary embolism
Hospitalization

Death from vascular
causes

Death from any cause

Dabigatran, 110 mg Dabigatran, 150 mg

(N=6015)
no. of
patients So/yr
182 1.53
171 1.44
14 0.12
159 1.34
60 0.50
112 0.94
86 0.72
14 0.12
2311 19.4
289 2.43
446 3.75

(N=6076)
no. of
patients % /yr
134 111
122 1.01
12 0.10
111 0.92
44 0.37
80 0.66
g9 0.74
18 0.15
2430 20.2
274 2.28
438 3.64

Warfarin
(N=6022)
no. of
patients % fyr
199 1.69
185 1.57
45 0.38
142 1.20
69 0.58
118 1.00
63 0.53
11 0.09
2458 20.8
317 2.69
487 4.13

Dabigatran, 110 mg,

vs. Warfarin

Relative Risk
(95% CI)

P Value

0.91 (0.74-1.11) <0.001 for

0.92 (0.74-1.13)
0.31 {0.17-0.56)
1.11 (0.89-1.40)

0.86 (0.61-1.22)
0.94 (0.73-1.22)

1.35 (0.98-1.87)
1.26 (0.57-2.78)
0.92 (0.87-0.97)
0.90 (0.77-1.06)

0.91 (0.80-1.03)

noninfe-

riority,
0.34

Dabigatran, 150
vs. Warfarin

Relative Risk

(95% CIy

mg,

P Value

0.66 (0.53-0.82) <0.001 for

noninfe-
riority,
<0.001

0.41 0.64 (0.51-0.81)  <0.001

<0.001
0.35

0.40

0.65

0.07
0.56
0.003
0.21

0.13

0.26 (0.14-0.49)
0.76 (0.60-0.98)

0.62 (0.43-0.91)
0.66 (0.50-0.88)

1.38 (1.00-1.91)
1.61 (0.76-3.42)
0.97 (0.92-1.03)
0.85 (0.72-0.99)

0.88 (0.77-1.00)

<0.001
0.03

0.01

0.005

0.048
0.21
0.34
0.04

0.051

Dabigatran,
150 mg vs. 110 mg
Relative Risk

(95% Cl) P Value
0.73 (0.58-0.91) 0.005
0.70 (0.56-0.89) 0.003
0.85 (0.39-1.83) 0.67
0.69 (0.54-0.88) 0.002
0.72 (0.49-1.07) 0.10
0.70 (0.53-0.94) 0.02
1.02 (0.76-1.38) 0.88
1.27 (0.63-2.56) 0.50
1.06 (1.00-1.12) 0.04
0.94 (0.79-1.11) 0.44
0.97 (0.85-1.11) 0.66




RELY: I'analyse de la FDA

e 1 Etude ouverte ( pas de double aveugile)

However, the comparison between warfarin and dabigatrasnot blinded

and thus all outcomes are subject to performance and ascertainment bias
favouring dabigatranThis interpretation is reinforced by the FDA review,

which found that lack of blinding of patients and clinicians ledltbérential
treatment of patients during the study periguerformance bias) and that the
presence of ascertainment and adjudication bias was sufficient to overturn the
claim of a stroke benefit for dabigatran 150 mg BID as compared with

warfarin-.

Cependant cette comparaison entre warfarine egjdan n’etait pas
faite en aveugle, et les consequences sont I'dejéiais qui agissent

en faveur du dabigatrarl, présence de ces biais est suffisante
pour contester I'affirmation d’une supériorité de dabigatran
150 mg, une fois par jour sur la warfarine
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Arrét du medicament

# at Risk
D110 6015
D150 6076

W

6022

Year 0.5
5336
5329
5563

1.0 1.5

Years of Follow-up

Dabigatran150

Dabigatran110

Warfarin




Criteres principaux d’évaluation

dans RE-LY®

. P S o &
Taux d’AVC et/ou d’'embolie systémique Taux d’hémorragies majeures
(Critére principal d'efficacité) (Critére principal de tolerance)
RR 065 {1 = 0.52-0,81) RR 063 (IC,: = 0,81-1,07)
o= G007 {non-inféricriig), p < 0,007 (supériorité} p =037 {supériorité )
RR 0,90 (ICy: = 0,74-1.10) ?SRf RR 0,80 {IC; = 0, 70-0,83)
o = 8007 (non-infériorité), o = 020 [supériorita) * o= 0003 [supérioriia)
RRR
1.8 ] —
X5
1.5
-, 3
?? L2 B 28
g z
g 0.8 E -,
5 15
= 08 =
1
0.3 0.5
a A = . Q =
Warfarine (IMNR 2-3}] D110 mg = 2/] D150 mg x 2] Warfarine {IMNR 2-3} D110 mg = 2{] D150 mig x 2)
2002 /6 022 18316 015 134 /6 076 42116022 34216 015 399 /6 078

Connodly SJ et al. Dabigatran versus warfarineg in patients with stfal fibrllation: N Engl & Med 200836111 38-51
Connohy 5J st &l Mew idenlified events in the RE-LY Trial. M Engl J Med 20910;363: 18755 Suppésmentary appendi:.
Résume des caracteristigues du prodult Pradasa®

« Document réserve a 'usage des orateurs - Me paut &tre ni remis, ni reproduit »



Safety Outcome: Major Bleeding Rates

RR 0.80 (95% CI: 0.69-0.93)
P-value 0.003 (sup)

3 50 - P-value 0.31 (sup)

3,36

3,00' 3’11

2,50

2,00

1,50

1,00 -

0,50 -

0,00 - ; .

D110 mg BID D150 mg BID Warfarin N =397/6,022
N = 322/6,015 N =375/6,076 Connolly N Engl J Med2009;




Infarctus du myocarde (IDM)

(critere secondaire d’efficacité)

RR 1,27 (IC,, = 0,84-1,71)
p=0,12

RR 1,29 (IC,; = 0,96-1,75)

p =000

0.8
3
ot

- 0.6
5
£
E
1

- a.3
P

0

Warfarine (INR 2-3) D110 mig = 2{] D150 g x 24
TG 022 9B /6015 oy /&6 076

Le taux d’'IDM a été légérement augmenté avec le dabigatran etexilate 150 mg
2 fols par jour par rapport a la warfarine

RA = nague rstatif ; O = dabigatran

Connolly 54 ef af. Dabigatran versis warfarne in patients with strial fibillation. M Engl J Med S0093617:1138-51.
Connoly 5J &t &l Mew identified avents in the RE-LY Trial. M Engl J Med 201036318756 Supplamentary appendi:
Résume des caractéristigues du produit Pradass”

« Document réserve a 'usage des orateurs - Me paut &tre ni remis, ni reproduit »



Table 2: Key outcomes for dabigatran versus warfarin

Oulcoms Dabigatran | Warfarin RR
110and 150mgBD| oncedaly | [95% Cl]
Patients randomized 12091 6022
Deaths 890 491 0.90
(FDA) 7.4% 8.2% [0.81, 1.00]
Serious adverse events | Notreported | Not reported ?
Hospitalizations 4741 2458 0.96
(NEJM) 39.2% 40.8% [0.93, 1.00]
Intracranial hemorrhage 65 90 0.36
(FDA) 0.5% 1.5% [0.26, 0.49]
Adjudicated Ischemic 241 118 1.02
stroke (FDA) 2% 2% [0.82, 1.27]
Bleeds leading to 589 274 1.07
hospitalization minus intra- 4.9% 4.5% [0.93, 1.23]
cranial hemorrhage (FDA)
M 176 66 1.33
(FDA) 1.5% 1.1% [1.00, 1.76]
Gastrointestinal bleeds 35 120 1.31
(NEJM) 2.6% 2% [1.06, 1.61]
Withdrawal due to SAE 329 105 1.56
(NEJM) 2.7% 1.7% [1.26, 1.94)
Withdrawal due to any 2381 939 1.26
adverse effect (FDA) 19.7% 15.6% [1.18, 1.35]
Any adverse effect 9449 4551 1.03
(FDA) 78.1% 75.6% [1.02, 1.05]
Dyspepsia 1395 348 2.00
(NEJM) 11.5% 5.8% [1.78, 2.24]




Table 3. Safety Outcomes, According to Treatment Group. ™

Dabigatran, 110 mg, Dabigatran, 150 mg, Dabigatran,
Event Dabigatran, 110 mg  Dabigatran, 150 mg vs. Warfarin vs. Warfarin 150 mg vs. 110 mg
Relative Risk Relative Risk Relative Risk
(95% Cl) P Value (95% Cl) P Value (95% Cl) P Value
no. of no. of 0. of
patients % fyr patients %/yr atients %/yr
Major bleeding 322 2.71 375 3.kl 397 3.36 (0.69-0.93) 0.003  0.93 {0.81-1.07) 0.31 1.16 (1.00-1.34) 0.052
Life threatening 145 122 175 1.45 212 1.80 0.68{(0.55-0.83) <0.001 0.81 {0.66-0.99) 0.04 1.19 {0.96-1.49) 0.11
Non-life threatening 198 1.66 226 1.88 208 1.76 0.94)(0.78-1.15) 0.56 1.07 (0.89-1.29) 0.47 1.14 (0.95-1.39) 0.17
Gastrointestinaly 133 1.12 182 1.51 120 1.02 1.10(0.86-1.41)  0.43 1.50 (L.19-1.89) <0.001 1.36(1.09-1.70)  0.007
Minor bleeding 1566 13.16 1787 14.84 1931 16.37 0.79 (0.74-2.34) <0.001  0.91 (0.85-0.97) 0.005 1.16(1.08-1.24) <0.001
Major or minor bleeding 1740 14.62 1977 16.42 2142 0.7’_, 10.74-0.83) <0.001  0.91 (0.86-0.97 0.002 1.16(1.09-123) <0.001
Intracranial bleeding 27 0.23 36 0.30 37 41 (0.20-0.47) <{].001¢ 132 (0.80-2.17) 028
Extracranial bleeding 299 251 342 2.84 15 94 (0.80-1.10)  0.45 1.07 (0.92-1.25) 038  1.14(0.97-133) 0.11
Net clinical benefit out- 844 7.09 832 6.91 90 092 (0.84-1.02)  0.10  0.91(0.82-1.00)  0.04  0.98 (0.89-1.08)  0.66

o
comex




Etes vous SPORTIF?




ESSAI SPORTIF I, V

e Comparait dans la FA ximelagatran a
Warfarine

— Warfarine : AVC hemorragigue
e SPORTIF Ill (essal ouvert) = 0,53%/an
e SPORTIF V (double aveugle) = 0,28%/an

e Le risque relatif passait de 0,71 ( en faveur de
ximelagatran) dans I'essai ouvert (0,48-0,7) a 1,38
(0,91 — 2,10), non significatif, dans I'essai double
aveugle




RELY: I'analyse de la FDA

2 RoOle de I'INR

Furthermore the FDA clinical reviewer foundsthat the trend
towardincreased mortality with warfarin was entirely due to
Investigator sites where INR monitoring was Inferir

sites where INR was within therapeutic rarge/% of the
time, relative risk for mortality (RR 1.05) favoured warfarin
over dabigatran

...'augmentation de mortalité sous warfarine esteatment due aux
sites investigateurs ou le monitorage de I'INRt@&moins bon. Dans
les sites ouu I'INR était dans des zones théragees> 67% du temps,
le risque relatif pour la mortalité (RR 1.05) étagin faveur de la
warfarine sur le dabigatran




RELY: I'analyse de la FDA

3 Aucun intérét pour le 110 mg

Le 150 mg est le plus efficace ( significativement supérieur
au 110 mg). Le risque de sequelle d’'un AVC ischemique
est supérieur a celui d’'un saignement

Chez les insuffisants rénaux (30-50ml/mn), concentration de
dabi trois fois plus elevée que chez sujets normaux; les
AVC ischemiques etaient de 1,3% patients-années par an
avec 150 mg versus 2,4% patients annees avec le 110 mg
sans réduction du risque hémorragiq&e3 versus 5,7)




Du cOté des essais cliniques

e Dabigatran dans la FA: essal RELY
e Rivaroxaban dans la FA: Essal Rocket

e Apixaban dans la FA: Essal Averroes
Essal Aristotle




Du cOté des essais cliniques

e Essal Rocket:

— Conclusion: non inferiorité mais pas de
supériorité dans la population en ITT (intention
de traiter)

— TTR =57,8% ( le moins bon controle d'INR
des trois études)




Incidence du critere primaire dans
ROCKET-AF selon le mode d’analyse
(Intention de traiter ou per protocole)

Rivaroxaban Warfarine

ITT 2,12 2,42
(n = 14171)

PP 1,70 2,15
(n = 14143)

Mahaffey K. Stroke prevention using the oral direct factor Xa
Inhibitor rivaroxaban compared with warfarine in patients
with non-valvular atrial fibrillation (ROCKET-AF). Late-
breaking clinical trail [I. AHA 2010




Taux de saignements : resultats
discordants

Rivaroxaban Warfarine

Saignements

. ~ = 0,49 0,74
intracraniens

Hémorragies
fatales 0,24 0,48
Transfusion 1,65 1,32

Chute > 2

o/dL 2,77 2,26

Mahaffey K - Late-breaking clinical trials . AHA 2010




Du cOté des essais cliniques

e Meta-analyse effectuée par la laboratoire:
Supériorité de rivaroxaban sur dabigatran

e Avis de la commission de tranparence:

— «Les comparaisons indirectes corrigées ne montrent pas
de différence statistiqguement significative ebn terme
d’évenements thrombemboliques aussi bien entre
rivaroxaban et dabigatran 110mg gu’entre rivaroxaban
et dabigatran 150mg »




Du cOté des essais cliniques

e Dabigatran dans la FA: essal RELY
e Rivaroxaban dans la FA: Essal Rocket

e Apixaban dans la FA: Essal Averroes
Essal Aristotle




AVERROES :
apixaban versus aspirine dans la FA

IC a 95 %

AVC ou embolie systémique 0,33-0,64

AVC, embolies systémiques, infarctus ou
déeces vasculaire

Infarctus 0,48-1,50

0,53-0,83

Déceés vasculaire 0,64-1,16

Hospitalisation CV 0,68-0,91

Déces totaux 0,62-1,02




Atrial Fibrillation with at Least
One Additional Risk Factor for Stroke

Inclusion risk factors
Age> 75 years
Prior stroke, TIA, or SE
HF or LVEF< 40%
Diabetes mellitus
Hypertension

Randomize
double blind,
double dummy
(n =18,201)

Apixaban 5 mg oral twice daily
(2.5 mg BID in selected patients)

Major exclusion criteria
Mechanical prosthetic valve
Severe renal insufficiency
Need for aspirin plus
thienopyridine

Warfarin
(target INR 2-3)

Warfarin/warfarin placebo adjusted by INR/sham INR
based on encrypted point-of-care testing device

Primary outcome: stroke or systemic embolism

Hierarchical testing: non-inferiority for primary outcome, superiority for
primary outcome, major bleeding, death




Conclusion
(Diapo Labo)

In patients with atrial fibrillation, apixaban 8@rior
to warfarin at preventing stroke or systemic engsnli

causes less bleeding, and results in lower mortalit




ARISTOTLE

Stroke (ischemic or hemorrhagic) or systemic embolism

4 -
. . . W f -
non-inferiority)<0.001 arrarin

21% RRR

Apixaban
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Apixaban 212 patients, 1.27% per year
Warfarin 265 patients, 1.60% per year
HR 0.79 (95% CI, 0.66-0.95); P (superiority)=0.011

| | L] 1

12 18 24 30
No. at Risk Months

Apixaban 8440 6051 3464 1754
Warfarin 8301 5972 3405 1768




ARISTOTLE: Enrollment
18,201 patients, 1034 sites, 39 pays

Canada:

k1057
y

United States:

L 3433
A Mexico;
609

Colombia: 111

¥

Peru: 213

Chile: 258

Argentina: 1561

Poland: 314
Sweden: 217

Finland: 26

Norway: 90 Hungary: 455

Romania;: 274
Ukraine: 956
Turkey: 6

Russia: 1800
Denmark: 339 ’

, U.K.: 434
Netherlands: 309
Belgium: 194
Germany: 854,

France: 35
Spain: 230
Czech Rep: 165
Austria: 34
Italy: 178
Israel: 344

China: 843

b
Malaysia: 126

Singapore: 40
Brazil: 700

3

South Africa: 89

>

dp

; ’ Japan: 336
%7 south Korea: 310

Tai

iwan: 57
Hong Kong: 76
hilippines: 205
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ANTIVITAMINES K:
Time In Therapeutic Range (TTR)

5 56 56 56 5

{'I-_-' 55 ﬁ['} ..-'"{] FiL Ry

£+ 64 64 b4 64 64 65 65 66 66 66
. 58 cg 60 60 61 62 { 64 64 64 64

Country

Wallentin et al.Lancet. 2010 Sep 18;376(9745):975-83




Subgroups for Stroke and Systemic Embolism
(2 of 2)

No. of Apixaban Warfarin Hazard Ratio with P-value for
Characteristics Patients no. of events-(%/yr) Warfarin (95% CI) Interaction

All Patients 18201 212 (1.27) 265 (1.60) ——
Heart Failure 0.50
Yes 5541 (1. 79 (
\[o} 12660 : 186 (
CHADs Score 0.45
<1 6183
=2 6516
23 5502
Level of Renal Impairment
Severe or Moderate 3017
Mild 7587
No impairment 7518
Apixaban Dose
2.5 mg BID or placebo 831
cebo 17370 200
Geographic Region
North America 4474
Latin America 3468
Europe 7343
Asia/Pacific 2916
Aspirin at Randomization
Yes 5632
No 12569

— —

s
x

0.25 0.5 2
< >

Apixaban Warfarin
Better Better




Subgroups for Major Bleeding

(2 of 2)

Characteristics

All Patients
Heart Failure
Yes
(\[e}
CHADs Score

Level of Renal Impairment
Severe or Moderate
Mild
No impairment

Apixaban Dose
2.5 mg BID or placebo

Geographic Region
North America
Latin America
Europe
Asia/Pacific

No. of
Patients

18140

5527
12613

6169
6492
5479

3005
7565
7496

826

4463
3460
7313
2904

Apixaban

Warfarin

no. of events-(%/yr)

327 (2.13)

462 (3.09)

Hazard Ratio with P-value for
Warfarin (95% ClI) Interaction

——

0.30

0.40

Aspirin at Randomization
Yes
No

5608
12532

0.25 0.5 2
< >

Apixaban Warfarin
Better Better




Methods

e The primary analyses were performed using Cox ptaptal
hazards modeling with warfarin-naive status.andaveaygion
(North America, South America, Europe, Asia/Pagiéis strata.

Efficacy analyses included all randomized pati¢mi&ntion=to-
treat) and included all events from randomizatiotil the
efficacy cutoff date (predefined as January 30,1201

Bleeding analyses wefen treatment” including all
randomized patients who received at least 1 dostudfy drug

and all events from initial receipt until 2 dayseafthe last dose
of study drug.




Du cOté des essais cliniques

e Essal Aristotle:

— Conclusion: non inferiorité mais pas de
supériorité dans la population en ITT (intention
de traiter)

— TTR = 62%




ARISTOTLE

Baseline Characteristics

. Apixaban Warfarin
Characteristic (n=9120) (n=9081)
Age, years, mediar2sh, 75"

%ile) 70 (63, 76) 70 (63, 76)
Women, % 35 35
Region, %
North America 25 25
Latin America 19 19
Europe 40 40
Asia/Pacific 16 16
Warfarin naive, % 43 43
CHADS score, mean (+/- SD) 2.1 (+/-1.1) 2.1 (+/-1.1)
1, % 34 34
2, % 36 36
>3, % 30 30




Ou est passe MAGELLAN?




Male/female aged
=40 years

Hospitalized for acute
medical condition®
<72 hours before
randomization

Complete
immobilization

(=1 day) followed by
decreased mobility

MAGELLAN

Jay
(B=14)

Oral rivaroxaban 10 mg od 3524 days

Subcutaneous placebo 10=4 days

Oral pIam‘hu 35+4 days

Ultrasonography on day 10+4
Primary efficacy outcome {non-inferiority)

Follow-up period

Ultrasonography on day 3544
Primary efficacy outcome
{superiority)



Ou est passe MAGELLAN?

Mar Pollut Bull.

Baldassin PTaniquchi S Gallo H Silva RJ Montone RC




Ou est passe MAGELLAN?

Critere principal de jugement: TP
e J10:

— Rivaroxaban : 78 (2,7%)

— Enoxaparine/Placebo: 82 ( 2,7%)
e J35:

— Rivaroxaban 131 (4,4%)
— Enox /Placebo: 175 (5,7%) p =0,02




Ou est passe MAGELLAN?

Hémorragies

e J10
— Rivaroxaban: 111 (2,8%)
— Enox/Placebo: 49 (1,2%) p<00001

e J35
— Rivaroxaban ; 164 (4,1%)
— Enox /Placebo: 67 (1,7%) p<0,0001
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Les NACO font-ils mieux que
les AVK?

® Plus efficaces? N[@]\
® Moins dangereux? NON
® Plus pratiques? OuUl




. Telles sont mes convictions, et si vous ne

les aimez pas, j'en ai d’autres




