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Anticoagulants
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Thrombin Factor Xa Thrombin Factor Xa
inhibitors inhibitors inhibitors inhibitors
UFH Hirudin Otamixaban VKA Dabigatran Rivaroxaban
LMWH Bivalirudin Apixaban
Fondaparinux  Argatroban Edoxaban (Japan)
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. Parenteral . Pradaxal |:| Rivaroxaban Apixaban . Edoxaban

RE-COVERE therapy

RE-COV E RIE

Pretreatment

Treatment
_ - /duration
31 12 months* RE-MED Y'E

61 36 mo

Pretreatment
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reatment
duration
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Pretreatment . / Treatment
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dabi gatr
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RekurenciavVTE

Trial Agent NOAC, % Warfarin, % HR (95% CI)
RE-COVER®2 Dabigatran 2.4 2.1 1.10 (0.65-1.84)
EINSTEIN-DVT? Rivaroxaban 2.1 3.0 0.68 (0.45-1.48)
EINSTEIN-PE®  Rivaroxaban 2.1 1.8 1.12 (0.75-1.68)
AMPLIFYd Apixaban 2.3 27 0.84 (0.60-1.18)
HOKUSAI-VTE®  Edoxaban 8.2 3.9 0.89 (0.70-1.13)

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352l": b. EINSTEIN Investigators. N Engl J
Med. 2010;363:2499-2510!; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971I; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[%!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.
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Oral Apixaban for the Treatment of Acute
Venous Thromboembolism

AMPLIFY randomized 5,395 patients to apixaban or conventional
therapy with enoxaparin bridging to warfarin for 6 months.

Conventional

Apixaban
(n = 2,691) Therapy RR (95% ClI)
(n = 2,704)
Death Related to 2.3% 2.7% 0.84 (0.60-1.18)

Death Related to VTE

Major Bleeding 0.6% 1.8% 0.31 (0.17-0.55)

Conclusion: Apixaban was noninferior to enoxaparin/vitamin K antagonist for
the primary efficacy endpoint but resulted in substantially less bleeding.

Agnelli G, et al. N Engl J Med.
2013;Epub ahead of print.

O | The Source for Interventional Cardiovascular News and Education CARDICWASCUIAR EFRARGH
FOUNDATIO N
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Trial Agent NOAC, % Warfarin, % HR (95% CI)
RE-COVER? Dabigatran 1.6 1.9 0.82 (0.45-1.48)
EINSTEIN-DVTP Rivaroxaban 0.8 1.2 0.65 (0.33-1.30)
EINSTEIN-PE®  Rivaroxaban 1.1 22
AMPLIFY Apixaban 0.6 1.8 0.31 (0.17-0.55)
HOKUSAI-VTE®  Edoxaban 1.4 1.6 0.84 (0.59-1.21)

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352[": b. EINSTEIN Investigators. N Eng/ J
Med. 2010;363:2499-25100; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971!; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[®!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.16]
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Hokusai-

RE-COVER? EINSTEINP¢ AMPLIFYY VTES®
Drug Dabigatran Rivaroxaban Apixaban Edoxaban
N 5132 8282 5400 8240
Design 2x blind PROBE 2x blind 2> blind
Indication VTE DVT or PE VTE VTE
ngarln Yes No No Yes
bridge
LMEe, 6 3,6, 12 6 3,6, 12
mo

a. Schulman S, et al. N Engl J Med. 2009;361:2342-2352[": b. EINSTEIN Investigators. N Eng/ J
Med. 2010;363:2499-25100; c. EINSTEIN Investigators. N Engl J Med. 2012;366:1287-12971!; d.
Agnelli G, et al. N Engl J Med. 2013;369:799-808[®!: e. Hokusai-VTE Investigators. N Engl J Med.
2013;369:1406-1415.16]
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VTE Meta-anal | z a

A 24.455pacientovsl | ¢ OWIELAMN K gi@ydibandabigatran apixaban
edoxabanversus warfarin = EinsteldDVT, EinsteHPE, R&over, Amplify, Hokusai)

A Van Der Hulle T, et al. J Thromb Haemost 20-



