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La MTEV avant les NACO
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Hospitalisation pour MTEV en France

Taux d"hospitalisation avec une maladie veineuse thromboemhbeligue (MYTE) en fonction de I"dge et du sexe, France, 2010
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0P : diagnostic principal ; DA : diagnosfic associé.
Source : PMSI, base nationale 2010 (ATIH). Champ : France entiére, tous ages. ; .
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Une pathologie grave
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Faire mieux ?

Prévention primaire
Chirurgie orthopédique vs. HBPM
Milieu meédical vs. HBPM ou vs. (0)

Traitement
Traitement initial vs. HBPM
Traitement suite vs. AVK

Prévention secondaire
Traitement vs. AVK vs. ASA ou vs. (0)

b



Les « nouveaux » anticoagulants = AOD

Sofigatran / Anti-lla  Phase Il OAC  AstraZeneca

AZD-0837 / Anti-lla Phase || DVT AstraZeneca

Erixaban J se Il VTE Pfizer
YM150 a || OAC Astellas
LYS 17717 . 1 VTE Eli Lilly

TAK-442 VTE Tkeda Pharmaceutical




Les AOD et MTEV

| Dabigatran e.
Rivaroxaban

Apixaban

Apixaban

Rivaroxaban

110 mg a 1-4h
10 mg a 6-8h
2.5mga 12-24h

2.5mgx2—14 ]
10 mg x 1 —14j

220mg x 1
10mg X1
2.5mgx1

Id. => 30]j
d. => 35 ]

Traitement MTEV vs warfarine (+/_ HBPM - héparine ou fondaparinux)
150 mg x 2

Dabigatran e.
Rivaroxaban
Apixaban

Edoxaban

Dabigatran e.
Rivaroxaban

Apixaban

Hep ou Fx 5 a 15j
15mgx2- 21j
10mgx2- 7j
Hep or Fx > 5j

150mgx2—-6al2m
20mgx1-6al2m
5mgx2-6al2m

20mgx 1
5mgx2
60 mgx 1

150 mg x 2
20mgx1
5mgx?2

°e (QI 000



Les AOD et MTEV

Prévention en chirurgie orthopédique vs Enoxaparine 40 mg
Dabigatran e. 110 mg a 1-4h 220mg x 1
Rivaroxaban 10 mg a 6-8h 10mg
Apixaban 2.5mg a 12-24h

Prévention médicale étendue vs. Enoxaparine 40

Apixaban
Rivaroxaban 10
Traitement MTEV vs warfz
Dabigatran e.
Rivaroxabar
Api
Edoxe 60 mgx 1
Préven. ..ebo ou observation
150mgx2—-6al1l2m 150 mg x 2
20mgx1-6al2m 20mgx 1

N
o
3
oQ
x
[EE

Dabigatra
Rivaroxaba

Apixaban 5mgx2-6al2m 5mgx2



Evaluation des AOD

Prevention primaire
Chirurgie orthopédique :
Milieu médical (prolongée) :

Traitement
Episode aigu :

Prévention secondaire
Traitement prolongeé :



Prévention en chirurgie orthopédique

Rivaroxaban 10 mg a 6-8h 10mg X 1

Gomez-Outes. BMJ. 2012; 344: e3675.



Prévention ortho : efficacité

-i Thromboses ou

EP symptomatiques

Trial

Dabigatran
RE-MODEL'?
RE-NOVATE®®
RE-MOBILIZE*!
RE-NOVATE 11?2

Subtotal (95% CI)

anticoagulant

5/1402
22/2331
20/1739

1/1036
48/6508

Enoxaparin

9/699
4/1162
10/876
6/1019

29/3756

Test for heterogeneity: t*=0.88, 3’=11.26, df=3, P=0.01, I’=73%
Test for overall effect: Z=0.62, P=0.54

Rivaroxaban
RECORD 17*
RECORD 2%*
RECORD 3%°
RECORD 4%
PROOF CONCEPT?’
ODIXA KNEE?®
ODIXA HIP (twice daily)?®
ODIXA HIP (once daily)*®
Subtotal (95% CI)

6/2266
3/1252
8/1254
11/1584
1/84
2/102
0/139
1/147
32/6828

11/2275
15/1257
24/1277
18/1564
0/162
2/105
0/136
1/160
71/6936

Test for heterogeneity: t2=0.02, %=6.34, df=6, P=0.39, 1’=5%

Test for overall effect: Z=3.22, P=0.001

Apixaban
ADVANCE-1%!
ADVANCE-2%2
ADVANCE-3*?
APROPOS?*

Subtotal (95% CI)

19/1599
7/1528
4/2708
2/310
32/6145

13/1596
7/1529
10/2699
3/152
33/5976

Test for heterogeneity: t2=0.20, 3°=4.98, df=3, P=0.17, I’=40%
Test for overall effect: Z=0.57, P=0.57

Total (95% CI)

112/19 481

133/16 668

Test for heterogeneity: t*=0.29, 3’=27.48, df=14, P=0.02, I’=49%
Test for overall effect: z=2.00, P=0.04
Test for subgroup differences: 3’=1.73, df=2, P=0.42, I’=0%

Relative risk
(95%Cl)
———
e
i
S— s
e
—
-
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S —
-
-
0.002 0.1 1 10 50
Favours Favours
new anticoagulant enoxaparin

Weight
(%)

7.5
7.7
10.2
3.1
28.5

8.2
6.5
9.8
10.3
1.5
3.5

2.0
41.9

10.7
7.8
7.0
4.0

29.6

100.0

Relative risk
(95%C1)

0.28 (0.09 t0 0.82)
2.74(0.95 to 7.94)
1.01 (0.47 to 2.14)
0.16 (0.02 to 1.36)
0.71(0.23 t0 2.12)

0.55 (0.20 to 1.48)
0.20 (0.06 to 0.69)
0.34 (0.15 t0 0.75)
0.60 (0.29 to 1.27)
5.75 (0.24t0 139.71)
1.03 (0.15t0 7.17)
Not estimable
1.09 (0.07 to 17.24)
0.48 (0.31 t0 0.75)

1.46 (0.72 to 2.94)
1.00 (0.35 to 2.85)
0.40 (0.13 t0 1.27)
0.33 (0.06 to 1.94)
0.82 (0.41 to 1.64)

0.65 (0.43 t0 0.99)

Ensemble des AOD :
Diminution significative modeste

Gomez-Outes. BMJ. 2012; 344: e3675.



Prévention ortho. : sécurité

-‘ Hémorragies cliniquement significatives

Events/total
Trial New Enoxaparin Relative risk Weight Relative risk
anticoagulant (95% Cl) (%) (95%C1)
Dabigatran
RE-MODEL"? 107/1402 46/699 —re— 9.0 1.16(0.83t01.62)
RE-NOVATE?® 141/2331 58/1162 1o 10.0 1.21(0.90 to 1.63)
RE-MOBILIZE?! 55/1739 33/876 — 6.9  0.84(0.55to 1.28)
RE-NOVATE 11?2 37/1036 29/1019 —_1— 5.9  1.25(0.78 to 2.02)
Subtotal (95% ClI) 340/6508 166/3756 > 31.8  1.12(0.94 to 1.35)
Test for heterogeneity: t=0.00, 3’=2.30, df=3, P=0.51, I’=0%
Test for overall effect: Z=1.26, P=0.21
Rivaroxaban
RECORD 172 105/2266 87/2275 T 10.6  1.21(0.92 to 1.60)
RECORD 2%* 63/1252 52/1257 T 8.3  1.22(0.85t0 1.74)
RECORD 32° 54/1254 45/1277 —— 7.7  1.22(0.83 to 1.80)
RECORD 42¢ 66/1584 46/1564 —— 8.1  1.42(0.98to 2.05)
PROOF CONCEPT?” 3/84 3/162 —_— 0.8  1.93(0.40 to 9.35)
ODIXA KNEE?® 3/102 5/105 —_— 1.0  0.62(0.15t02.52)
ODIXA HIP (twice daily)?”®  11/139 2/136 —_— 0.9 5.38(1.22t023.83)
ODIXAHIP (once daily)®*®  4/147 8/60 —_— 1.3 0.54(0.17 to 1.77)
Subtotal (95% CI) 309/6828 248/6936 * 38.6  1.25(1.05 to 1.49)
Test for heterogeneity: t2=0.00, %%=7.40, df=7, P=0.39, I’=5%
Test for overall effect: Z=2.51, P=0.01
Apixaban
ADVANCE-1%! 46/1599 69/1596 e 8.2  0.67 (0.46 to 0.96)
ADVANCE-2%? 53/1528 72/1529 —a 8.6  0.74(0.52t0 1.04)
ADVANCE-3%? 131/2708 138/2699 —a 12.1  0.95(0.75t0 1.19)
APROPOS?* 4/310 2/152 0.7 0.98(0.18t0 5.29)
Subtotal (95% Cl) 234/6145 281/5976 - 29.5 0.82(0.69 t0 0.98) Ensemble deS AOD :
Test for heterogeneity: t2=0.00, %%=3.10, df=3, P=0.38, 1’=3% o . . efe .
Test for overall effecZZ=2.17, P:o.oa PGS d € ma |orc1'r| on Slg nIfICCﬂ'Ive
Total (95% CI) 883/19 481 695/16 668 > 100.0 1.06 (0.92 to 1.22)
Test for heterogeneity: ©2=0.03, 3’=25.27, df=15, P=0.05, 1’=41%
Test for overall effect: z=0.75, P=0.45 : 0.2 1 5 2
Test for subgroup differences: 3?=11.78, df=2, P=0.003, I’=83% Favours Favours GomeZ'OUTeS. BMJ. 2 O -I 2; 344: e 3 675 )
new anticoagulant enoxaparin



Prévention ortho. : bénéfice clinique net

Risk difference (95% CI)
Comparison Symptomatic venous thromboembolism Clinically relevant bleeding Major bleeding Met clinical endpoint
Direct comparisons:
Rivaroxaban v enoxaparin =5 (=910 -1) 9(2t017) 4 (-0.410 8) =3(-910 3)
Dabigatran v encxaparin -2 (=910 5) 5(=41to13) -1 (-6105) -1(-9t07)
Apixaban v enoxaparin -1({-41to2) =8 (-1510=1) -1(-7to5) =1 (-6to 3)
Events/total
Trial New Enoxaparin Relative risk Weight Relative risk
anticoagulant (95%CI) (%) (95% CI)
Dabigatran
RE-MODEL'? 26/1402 19/699 R 6.3  0.68(0.38t01.22)
RE-NOVATE™ 66/2331 22/1162 — 95 1.50(0.93t0 2.41) )Y .
RE-MOBILIZE™! 32/1739 22/876 == 7.5  0.73(0.43101.25) EvenemenTS Sympfomthues
RE-NOVATE (1 15/1036 16/1019 —_— 4.4 0.92(0.46101.86) , . .
Subtotal (95% CI) 139/6508 79/3756 — 27,7 0.93(0.63121.37) Hemorrqg 1es ma Ieures
Test for heterogeneity: =007, 3’=5.63, df=3, P=0.13, ’=47%
Test for overall effect: Z=0.36, P=0.72 DéCéS
Rivaroxaban
RECORD 1** 50/2266 48[2275 — 141 1.05(0.711t0 1.55)
RECORD 2% 28/1252 40/1257 R 9.5 0.70 (0.44t01.13)
RECORD 3% 29/1254 43/1277 —_— 10.0  0.69 (0.43 to 1.08)
RECORD 4% 40[1584 37/1564 —— 111 1.07 (0.6910 1.66)
PROOF CONCEPT? 3/84 0/162 —————— 0.2 13.42(0.70 to 256.87)
ODIXA KNEE™® 2{102 4/105 —_— 0.8 0.51(0.101t0 2.75)
ODIXA HIP (twice daily)”®  3/139 2/136 ———— 0.7 1.47(0.25108.65)
ODIXA HIP {once daily) ¥ 2[147 4/160 e 0.8 0.54(0.101tn 2.93)
Subtotal (95% CI) 157/6828 178/6936 R 47.2  0.88(0.70101.12)
Test for heterogeneity: ©=0.01, 3°=7.74, df=7, P=0.36, I’=10%
Test for overall effect: 2=1.05, P=0.29
Apixaban
ADVAMCE-17! 33/1599 38/1596 —— 10.2  0.87 (0.5510 1.37)
ADVAMCE-27? 18/1528 21/1529 — 5.5  0.86 (0.46t0 1.60) Ensemble deS AOD H
ADVANCE-3% 29/2708 29/2699 — 82  1.00(0.60 to 1.66)
APROPOS™ 71310 3/152 1.2 1.14(0.30 to 4.36) P d m 1 r ﬁ n i nifi Ti
Subtotal (95% CI) 87/6145 91/5976 - 251 0.92(0.68t01.23) as e a Io ario S g carive
Test for heterogeneity: 1°=0.00, 3°=0.31, df=3, P=0.96, ’=0%
Test for overall effect: 7=0.58, P=0.56
Total (95% CI) 383/19 481 348/16 668 - 100.0 0,91 (0.79 10 1.06)
Test for heterogeneity: 7=0.00, x’=13.85, df=15, P=0.54, I’=0%
Test for overall effect: z=1.24, P=0.22 01 0.2 05 1 5 10
Test for subgroup differences: x°=0.08, df=2, P=0.96, I’=0%
Famursr Favou!'s



Prévention prolongée en médecine

Apixaban

2.5mgx2—14 ] Id. => 30]j ADOPT

Rivaroxaban 10 mg x 1 — 14 Id. => 35 MAGELLAN
Enoxaparine 40 mg x 1 SC—14j Id. => 28 j EXCLAIM
G
é Records identified through Additional records identified
5 database searching through other sources
£ (n=16) (n=0)
8
: Records after duplicates removed
(n=16)
g Records
2 excluded
33 {n=11)(non
e Records screened RCT,outcomes
(n=18) other than
— 1 mortality)
Full-text articles d| Full-text articles
g for eligibility excluded, for
= (n=5) not conforming
(=
w 1 inclusio‘:n’exclusi
on criteria
S Studies included in (n=2)
qualitative synthesis
) (n=23)
3 |
3 Studies included in
£ quantitative synthesis
(meta-analysis)
L) (n=3)

Sharma. JTH. 201 2.



Prévention méd. : Efficacité
B

Mortalité — EP — TVP symptomatiques et non symptomatiques

ET Comparator Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
ADOPT 60 2211 70 2284 20.2% 0.89 [0.63, 1.24] -
EXCLAIM 61 2485 100 2510 29.2% 0.62 [0.45, 0.84] —g—
MAGELLAN 131 2967 175 3057 50.6% 0.77 [0.62, 0.96] -.-
Total (95% ClI) 7663 7851 100.0%  0.75[0.64, 0.88] ®
Total events 252 345
Heterogeneity: x2 = 2.49, df = 2 (P = 0.29); I2 = 20% — t—

| ]
0507 1 152

Favours ET Favours
comparator

Test for overall effect: Z = 3.56 (P = 0.0004)

Nombre de patients a traiter pour éviter un événement : 320



Prévention méd. : Sécurité
N

Saignements majeurs

ET Comparator Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
ADOPT 15 3184 6 3217 19.0% 2.53[0.98, 6.50] —a—
EXCLAIM 25 2975 10 2988 31.7% 2.51[1.21, 5.22] -
MAGELLAN 43 3997 15 4001 49.4% 2.87[1.60, 5.16] . =
Total (95% Cl) 10 156 10206 100.0% 2.68 [1 .78, 4.{]5] .
Total events 83 31
Heterogeneity: TauZ = 0.00: 2= 0.10, df = 2 (P = 0.95); 12 = 0% : : i
rod y X ( ) 0.01 0.1 1 10 100

Test for overall effect: Z=4.70 (P < 0.00001)

Favours ET Favours control

Nombre de patients a traiter pour une hémorragie grave : 194

Sharma. JTH. 201 2.



Prévention méd : bénéfice net
N

Evenements thrombotiques — hémorragies majeures - décés

ET Comparator Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl  M-H, Random, 95% CI
ADOPT 29 2211 33 2284 35.5% 0.91 [0.55, 1.49] -+
EXCLAIM 5 2975 29 2988 29.1% 0.17 [0.07, 0.45] ——
MAGELLAN 40 3997 25 4001 35.5% 1.60 [0.97, 2.63] B
Total (95% CI) 9183 9273 100.0% 0.69 [0.25, 1.91] ool
Total events 74 87
Heterogeneity: Tau? = 0.71; x2= 17.01, df = 2 (P = 0.0002); I = 88% ! ' ¢ 1
0.01 0.1 1 10 100
Test for overall effect: Z = 0.72 (P = 0.47)
Favours ET Favours
comparator

Pas de bénéfice net

Sharma. JTH. 201 2.



Traitement de |I'épisode aigu
—

Traitement MTEV vs warfarine (+/_ HBPM - héparine ou fondaparinux)

Dabigatran e. Hep ou Fx 5 a 15j 150 mg x 2
Rivaroxaban 15mgx2- 21j 20mgx1
Apixaban 10mgx2- 7j 5mgx?2
Edoxaban Hep or Fx > 5j 60 mg x 1

Records identified through Additional records identified
database searching (n1=2118)  through other sources (n=1)

Records after 338 duplicates removed (n=1781) Prlse en Compfe des e’rudes avec
{ le ximélagatran
Records screened (n=1781) . ,
I Non prise en compte de I'étude

Full text articles assessed for eligibility (n=20)

Full text articles excluded (n=11):
Long term anticoagulation trials (n=3)
Narrative reviews (n=7)

Case series (n=1)

Studies included in qualitative synthesis (n=9)

f

Studies included in quantitative synthesis (meta-analysis) (n=9)

phase 3 apixaban (AMPLIFY)
Non prise en compte des études
avec 'édoxaban (HOKUSAI)



Traitement MTEV : efficacité

-‘ Récidive EP — TVP symptomatiques

Events/total

Study Novel oral Vitamin K Risk ratio (95% Cl)

anticoagulants antagonists
Rivaroxaban
EINSTEIN-DVT"? 36/1731 51/1718 —
EINSTEIN-PE' 50/2419 44/2413 —-
EINSTEIN-DOSE"! 3/115 7/101 —————
OXIDa'? 2/100 1/112
Random effects model 91/4365 103/4344 e

Heterogeneity 1=38%, P=0.185

Apixaban
Botticelli-DVT'® 3/130 3/128
Random effects model  3/130 3/128 ——mme
Heterogeneity I’=NA, P=1
Dabigatran
RECOVER I'® 30/1274 27/1265 i
RECOVER 11" 30/1279 28/1289 '

Random effects model 60/2553 55/2554
Heterogeneity 17=0%, P=0.954

Ximelagatran
THRIVE 1I/v"? 26/1240 24[1249 ——
THRIVE |*# 1/65 2/73
Random effects model 27/1305 26/1322 T
Heterogeneity 1’=0%, P=0.594
0.1 05 1 2 10
Favours Favours
novel oral vitamin K

anticoagulant antagonist

Risk ratio (95% CI)

0.70 (0.46 t0 1.07)
1.13 (0.76 to 1.69)
0.38 (0.10t0 1.42)
2.24(0.21 to 24.33)
0.85 (0.55 to 1.31)

0.98 (0.20 t0 4.79)
0.98 (0.20 t0 4.79)

1.10 (0.66 to 1.84)
1.08 (0.65 to 1.80)
1.09 (0.76 t0 1.57)

1.09 (0.63 to 1.89)
0.56 (0.05 to 6.05)
1.06 (0.62 to 1.80)

Fox. BMJ. 2012; 345: e7498.



Traitement MTEV : sécurité

— 1 Saignements majeurs

Events/total
Study Novel oral Vitamin K Risk ratio (95% Cl) Risk ratio (95% CI)
anticoagulants antagonists
Rivaroxaban
EINSTEIN-DVT!? 14/1718 20/1711 —F-- 0,70 (0.35t0 1.38)
EINSTEIN-PE!* 26/2412 52/2405 - 0.50 (0.31 to 0.80)
EINSTEIN-DOSE" 1/135 2/137 e 0.51 (0.05 t0 5.53)
OXIDa'? 20117 0/126 5.38 (0.26 to 110.96)
Random effects model 43/4382 7414379 > 0.57 (0.39 to 0.84)

Heterogeneity 1°=0%, P=0.426

Apixaban
Botticelli-DVT?® 1/128 0/126 2.95(0.12to 71.82)
Random effects model 1/128 0/126 —————— 2,95 (0,12 t0 71.82)

Heterogeneity I’=NA, P=1

Dabigatran
RECOVER I'¢ 20/1274 24/1265 - 0.83 (0.46 to 1.49)
RECOVER II'7 15/1279 22/1289 —l:- 0.69 (0.36 to 1.32)
Random effects model 35/2553 46/2554 = 0.76 (0.49t0 1.18)

Heterogeneity 1°=0%, P=0.678

Ximelagatran
THRIVE I1/V** 14/1240  26/1249 S 0.54 (0.28 to 1.03)
THRIVE I'® 0/62 0/73 -
Random effects model 14/1305 26/1322 - 0.54 (0.28 to 1.03)
Heterogeneity I°=NA, P=1
0.01 0.1 1 10 100
Favours Favours
novel oral vitamin K Fox. BMJ. 2012; 345: e7498.

anticoagulant antagonist



Traitement MTEV : mortalité
B

Events/total
Study Noveloral  VitaminK Risk ratio (95% ClI) Risk ratio (95% Cl)
anticoagulants antagonists
Rivaroxaban
EINSTEIN-DVT'? 38/1718 49/1711 i 0,77 (0.51t0 1.17)
EINSTEIN-PE!* 58/2412 50/2405 1.16(0.80 to 1.68)
EINSTEIN-DOSE! 4/135 5/137 —t— 0.81 (0.22 to 2.96)
OXIDa'? 0/117 0/126 —
Random effects model 100/4382  104/4379 & 0.96 (0.72 10 1.27)

Heterogeneity 1°=2.7%, P=0.358

Apixaban
Botticelli-DVT*® 3/128 0/126 6.89 (0.36 t0 132.06)
Random effects model 3/128 0/126 e (89 (0,36 t0 132.06)

Heterogeneity [*=NA, P=1

Dabigatran
RECOVER 1 21/1274 21/1265 0.99 (0.56 to 1.81)
RECOVER II'7 25/1279 25/1289 % 1.01 (0.58 to 1.74)
Random effects model 46/2553 46/2554 1.00 (0.67 to 1.50)

Heterogeneity 1°=0%, P=0.971

Ximelagatran
THRIVE I1/V** 28/1240  42/1249 = 0.67 (0.42 t0 1.08)
THRIVE I8 0/65 0/73 -
Random effects model 28/1305 42/1322 RS 0.67 (0.42 to 1.08)

Heterogeneity I’=NA, P=1
RO 0.01 0.1 1 10 100

Favours Favours

novel oral vitamin K Fox. BMJ. 2012; 345: e7498.

anticoagulant antagonist



Prévention secondaire
__J Prévention secondaire vs. Placebo ou observation I

Dabigatran e. 150mgx2—-6al2m 150 mg x 2

Rivaroxaban 20mgx1—-6al2m 20mgx1

Apixaban 5mgx2—-6al2m 5mgx?2
ASA 100 mg daily Standard adjted dose VKA

> Prise en compte des études
avec AVK faible dose

Prise en compte des études

Y

. Low

intensity e
VKA avec Aspirine

Rivaroxaban

20mg
daily

s s : Dabigatran
Apixaban2.5mg " --- O 150 mg
twice daily Apixaban 5mg  Ximegatran 24 mg twice daily

ey Wiy Castellucci. BMJ. 2013; £5133



Prévention secondaire

0Odds ratio (95% Crl)
B Recurrent VTE
Standard adjusted dose VKA —_— O Majorbleeding .07 (0.03 ta 0.15)
D . 5.24 (1.78to0 18.25)
ASA 100 mg dally —" 0.65 (0.39 10 1.03)*
PR IV, F—— 1.29 (0.40 to 4.08)
Dabigatran 150 mg twice daily —a— 0.09 (0.04 to 0.21)
0 2.79(0.79to 11.69)
Apixaban 5 mg twice daily —a— 0.12 (0.08 to 0.38)
=, 0.19 (0.01 to 1.78)
Apixaban 2.5 mg twice daily —a— 0.17 (0.08 to 0.36)
o 0.46 (0.05 to 2.82)
Rivaroxaban 20 mg daily — 0.17 (0.06 to 0.41)
o = 20.79(1.31t0 14 230)1
Low intensity VICA —a— 0.28 (0.13 to 0.57)
PR N — 4.77 (1.38 to 19.49)
0.01 0.1 1 10 100
Favours Favours placebo
treatment or observation

Castellucci. BMJ. 2013; f5133



Prévention secondaire
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Les AOD et MTEV

Prévention en chirurgie orthopédique vs Enoxaparine 40 mg
| Dabigatran e. 110 mg a 1-4h 220mg x 1
Rivaroxaban 10 mg a 6-8h 10mg X 1
Apixaban 2.5mg a 12-24h 2.5mgx1

Prévention médicale étendue vs. Enoxaparine 40 mg pdt5 a 14j

Non

infériorité

Apixaban 2.5mgx2~14] d. => 30] Majoration
Rivaroxaban 10 mg x 1 — 14j Id. => 35 j hémorragies

Traitement MTEV vs warfarine (+/_ HBPM - héparine ou fondaparinux)

Dabigatran e. Hep ou Fx 5 a 15j 150 mg x 2

Rivaroxaban 15mgx 2 - 21j 20mgx1 Diminution des
Apixaban 10mgx2- 7j 5mgx?2 hémorragies
Edoxaban Hep or Fx > 5j 60 mgx 1

Prévention secondaire vs. Placebo ou observation

Dabigatran e. 150mgx2—-6al2m 150 mg x 2

Rivaroxaban 20mgx1-6al2m 20mgx 1
Apixaban 5mgx2-6al2m 5mgx2



