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AF patients initiated on QAC (%)

Skala zjawiska

Eur Heart J. 20117 Jan 21. pii: ehw&58. doi: 10,1083/ eurheartj'ehws58. [Epub ahead of print]

Increased use of oral anticoagulants in patients with atrial fibrillation: temporal trends from 2005 to 2015
in Denmark.

Gadsball K' Staerk L2 Fosbsl EL** Sindet-Pedersen C2, Gundlund A2 Lip GY° Gislason GH2*%7 Qlesen JB2.
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B Dabigatran O Apixaban

Relative DDDs per 1000 PU for each oral anticoagulant (Wales average)
EWarfarin HERivaroxaban

Dawn of the direct-acting oral anticoagulants: trends in oral anticoagulant prescribing in Wales

2009-2015.

J Clin Pharm Ther. 2016 Dec 21. doi. 10.1111/jcpt. 12481, [Epub ahead of print]

Protty MB', Hayes J2.
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Estimated Cumulative Risk (36)

M EnglJ Med. 2009 Dec 10,361(24):2342-52. doi: 10.10538/NEJMoa0308553.

Dabigatran versus warfarin in the treatment of acute venous thromboembolism.
Schulman S, Kearon C, Kakkar AK, Mismetti P, Schellong S, Eriksson H, Baanstra D, Schnee J, Goldhaber 52, RE-COVER Study Group.
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M EnglJ Med. 2010 Dec 23,3583(26):2455-510. doi: 10.10538/NEIJMoa1007503. Epub 2010 Dec 3.

Oral rivaroxaban for symptomatic venous thromboembolism.

EIMSTEIM Investigators, Bauersachs B, Berkowitz S0, Brenner B, Buller HR, Decousus H, Gallus AS, Lensing AW, Misselwitz F, Prins MH, Raskob GE,
Seqgers A Verhamme P, Wells P, Agnelli G, Bounameaux H, Cohen A, Davidson BL, Piovella F, Schellong S.
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Patients with VTE or VTE-Related

Death {%)

H EnglJ Med. 2013 Aug 25;3859(5) 795-808. doi: 10.1056/NEJMoa1302507. Epub 2013 Jul 1.

Oral apixaban for the treatment of acute venous thromboembolism.
Agnelli G, Buller HR, Cohen &, Curto M, Gallus AS, Johnson M, Masiukiewicz L), Pak R, Thompson J, Raskob GE, Weitz JI; AMPLIFY Investigators.
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M EnglJ Med. 2005 Sep 17,381(12):1138-51. doi: 10.1056/NEJMoa0905561. Epub 2009 Aug 30.

Dabigatran versus warfarin in patients with atrial fibrillation.

Connolly 5J, Ezekowitz MO, Yusuf S, Eikelboom J, Oldgren J, Parekh & Pogue J, Reilly PA Themeles E, Varrone J, Wang 5, Alings M, Xavier 0, Zhu J, Diaz
R, Lewis BS, Darius H, Diener HE, Joyner C0, Wallentin L; RE-LY Steering Commitiee and Investigators.
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Cumulative Event Rate (%5)

M EnglJ Med. 2011 Sep 8,365(10):883-91. doi: 10.1058/NEJMoa1008638. Epub 2011 Aug 10.

Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.

Patel MR, Mahaffey KW, Garg J, Pan G, Singer DE, Hacke W, Breithardt G, Halperin JL, Hankey GJ, Piccini JP, Becker RC, Messel CC, Paolini JF, Berkowitz
S0, Fox KA, Califf EM; ROCKET AF Investigators.
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Patients with Event (%)

N EnglJ Med. 2011 Sep 15;385(11}:581-52. doi: 10.1058/NEJMoa1107035. Epub 2011 Aug 27.

Apixaban versus warfarin in patients with atrial fibrillation.
Granger CB, Alexander JH, MchMurray JJ, Lopes BRD, Hylek EM, Hanna M, Al-Khalidi HR, Ansell J, Atar D, Avezum A, Bahit MC, Diaz B, Easton D, Ezekowitz

JA Flaker G, Garcia D, Geraldes M, Gersh BJ, Golitsyn 3, Goto S, Hermosillo AG, Hohnloser 3H, Horowitz 1, Mohan P, Jansky P, Lewis BS, Lopez-Sendon

JL, Pais P Parkhomenko A, Verheugt FW, Zhu J, Wallentin L, ARISTOTLE Committees and Investigatars.
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Int J Cardiol. 2015 Jan 20;,179:278-87. doi: 10.10168/.jjcard.2014.11.101. Epub 2014 Nov 13.

Risk of major bleeding in different indications for new oral anticoagulants: insights from a meta-analysis

of approved dosages from 50 randomized trials.

Sardar P, Chatterjee §2, Lavie CJ?, Giri JS* Ghosh J®, Mukherjee D Lip GY'.

NOACs Comparator Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMPLIFY 2013 15 2676 49 2689 6.8% 0.30[0.17,0.54) —
ARISTOTLE 2011 327 9088 462 9052 16.1% 0.69 [0.60, 0.80] -
ARISTOTLE J 2011 0 71 1 75 04% 0.35[0.01, 8.67)
AVERROES 2011 44 2808 38 279 9.3% 112(0.73,1.73) = <o
Botticelli DVT 2008 1 128 0 126 0.4% 298(0.12,73.76)
EINSTEIN 2010 14 1718 20 1M1 5.5% 0.69[0.35, 1.38] e
EINSTEIN DVT Dose 2008 1 135 2 137  0.6% 0.50(0.05,5.62)
EINSTEIN PE 2012 26 2412 52 2405 86% 0.49(0.31,0.79] —
ODIXa DVT 2007 2 119 0 126 0.4% 5.38[0.26,113.29) >
PETRO 2007 0 166 0 70 Not estimable
RE-COVER 2009 20 1274 24 1265 6.5% 0.82[0.45,1.50] —
RE-LY 2008 399 6076 421 6022 16.2% 0.94 [0.81,1.08] b |
RE-MEDY 2013 13 1430 25 1426 56% 0.51 [0.26, 1.01] —t—
ROCKET AF 2011 395 7061 386 7082 16.2% 1.03[0.88,1.19] 4
ROCKET AF J 2012 26 639 30 639 7.5% 0.86 [0.50,1.47]
Total (95% Cl) 35801 35616 100.0% 0.76 [0.63, 0.92] %
Total events 1283 1511
Heterogeneity. Tau*= 0.05, Chi*=39.59, d=13 (P = 0.0002), F=67% 0 01 051 : 150 1003

Test for overall effect: Z= 2,79 (P = 0.005)

Favours NOACs Favours Comparator



Heart. 2015 Aug;101(15}:1204-11. doi: 10.1138/heartjnl-2015-3074859. Epub 2015 Jun 2.

Non-vitamin K antagonist oral anticoagulants and major bleeding-related fatality in patients with atrial
fibrillation and venous thromboembolism: a systematic review and meta-analysis.

Caldeira D', Rodrigues FB2, Barra M2, Santos AT2, de Abreu D2, Goncalves N2, Pinto FJ3, Ferreira 1J2, Costa 4.

l NOACSs VKA £ LMWH | Odds Ratio Odds Ratio
Study or Subgroup Weight IV, Randem, 95% CI IV, Random, 95% CI

AF

ARISTOTLE 15 9120 17 8081 12.3% 0.88 [0.44, 1.78]
EMNGAGE-AF 53 14069 59 T036 42.8% 0.45 [0.31, 0.65]
J-ROCKET 1 639 3 639 1.2% 0.33 [0.03, 3.20]
RE-LY 25 1209 18 6022 16.1% 0.69 [0.28, 1.27]
ROCKET-AF 27 7131 55 133 27.8% 0.49 [0.31, 0.78]
Subtotal (85% CI) 43050 29911 100.0% 0.53 [0.42, 0.68]
Total events 121 1652

Heterogeneity: 17 = 0%
Test for overall effect; £ = 5.08 (P = 0.00001)

VTE

AMPLIFY 1 2676 2 26B9 127% 0.50 [0.05, 5.54]

EINSTEIMN-DVT 1 1718 5 1711 159% 0.20 [0.02, 1.70]

EINSTEIN-PE 2 2412 3 2405 22.9% 0.66 [0.11, 3.98]

Hokusai-vTE 2 4118 10 4122 31.8% 0.20 [0.04, 0.91]

RE-COVER 1 1274 1 1265  9.5% .98 [0.06, 15.89)

RE-MEDY 0 1430 1 1426  T7.2% 0.33 [0.01, 8.18)

Subtotal (95% CI) 13628 13618 100.0% 0.36 [0.15, 0.84]

Tatal events 7 22 6 4%

Heterogeneity: I? = 0%
Test for overall effect: £ = 2.36 (P = 0.02)
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Test for subgroup differences: P =0.38), I = 0%



Heart. 2015 Aug;101(15}:1204-11. doi: 10.1138/heartjnl-2015-3074859. Epub 2015 Jun 2.

Non-vitamin K antagonist oral anticoagulants and major bleeding-related fatality in patients with atrial
fibrillation and venous thromboembolism: a systematic review and meta-analysis.

Caldeira D', Rodrigues FB2, Barra M2, Santos AT2, de Abreu D2, Goncalves N2, Pinto FJ3, Ferreira 1J2, Costa 4.

Odds Ratio Odds Ratio
Study or Subgroup 85% CI 85% CI
Apixaban
Fatal Bleaeding AF 0.88 [0.44, 1.786] L
Fatal Bleeding VTE 0.50 [0.05, 5.54] !
Case fatality of MB in AF 1.25 [0.64, 2 48] S —
Case fatality of MB in VTE 1.63 [0.16, 16.78] t
Post-MB 30-days mortality in AF 0.50 [0.34, 0.74] B
Dabigatran
Fatal Bleeding AF 0.89 [0.37, 1.27] —tT
Fatal Bleeding VTE 0.62 [0.08, 5.058] i
Case fatality of MB in AF 0.79 [0.44, 1.43] —
Case fatality of MB in VTE 0.90 [0.12, 7.02] t
Post-MB 30-days mortality in AF 0.56 [0.36, 0.86] —t
Edoxaban / \
Fatal Bleeding AF 0.45 [0.31, 0.65] —
Fatal Bleeding VTE 0.20 [0.04, 0.91] 1
Case fatality of MB in AF 0.70 [0.49, 1.00] —i
Case fatality of MB in VTE 0.24 [0.06, 1.03] i
Rivaroxaban
Fatal Bleeding AF 0.48 [0.30, 0.76] ——
Fatal Bleeding VTE 0.41[0.10, 1.60] i
Case fatality of MB in AF 0.48 [0.32, 0.73] —i—
Case fatality of MB in VTE 0.68 [0.15, 3.04] 1
Post-MB mortality in AF 0.69 [0.45, 1.04] k —t+ /
0.05 0.2 1 5 20
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Heart. 2015 Aug;101(15}:1204-11. doi: 10.1138/heartjnl-2015-3074859. Epub 2015 Jun 2.

Non-vitamin K antagonist oral anticoagulants and major bleeding-related fatality in patients with atrial
fibrillation and venous thromboembolism: a systematic review and meta-analysis.

Caldeira D', Rodrigues FB2, Barra M2, Santos AT2, de Abreu D2, Goncalves N2, Pinto FJ3, Ferreira 1J2, Costa 4.




