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Vergleich der 4 Substanzen e Klinikum Liinen

bezogen auf die haufigsten St.-Marien-Hospital
Probleme in der Praxis e rN——
Rezidivrate unter Therapie (Wirksamkeit der
Therapie)
Haufigkeit Blutungen
hohes Alter

Dosierung bei Niereninsuffizienz
Thrombopenie

Maligne Erkrankung

Begleitmedikation

Gerinnungsmonitoring

Klinischer Nettonutzen und Gesamtmortalitat
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Rezidivrate unter Therapie
(Wirksamkeit der Therapie)
Haufigkeit Blutungen

Rivaroxaban

(Xarelto®)
Zielenzym Faktor Xa
Rezidivrate unter
Therapie 2,1vs. 3,0
Haufigkeit Major
Blutungen 0,8vs. 1,2
T1/2 5.13 h

Dabigatranetexilat
(Pradaxa®)

Thrombin

2,4vs. 2,1

16vs. 19

12-17 h

A\\-\ Klinikum Linen
St.- Marien-Hospital

Apixaban
(Eliquis®)

Faktor Xa

2,3vs. 2,7

0,6vs. 1,8

9-14 h
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Edoxaban
(Lixiana®)

Faktor Xa

3,2vs. 3,5

1,4vs. 1,6

8-10 h
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Studienlage/

Therapie- Rivaroxaban Dabigatranetexilat Apixaban Edoxaban
(Xarelto®) (Pradaxa®) (Eliquis®) (Lixiana®)
empfehlung
Zielenzym Faktor Xa Thrombin Faktor Xa Faktor Xa
>/= 80 Jahre >/= 80 Jahre e
Alter > 75 Jahre Keine Dosisanpassung Dosisreduktion Dosisreduktion :
2 x 110 mg/d 2x2,5mg/d DEEEMpREEg
Tag 1-21 Tag 1-7
. 2 x 15 mg/d 2 x10 mg/d
Dosierung 2 x 150 mg/d 1 x 60 mg/d
Ab Tag 22 Ab Tag 8
1 x 20 mg/d 2 x5mg/d

Alle Studien Kl CrCl < 30 ml/min

Susanne Karl-Wollweber SMH Liinen



Dosierung bei Niereninsuffizienz

Therapie-

empfehlung

Zielenzym

Dosierung

Nieren-
insuffizienz

Cr.Cl. 30-50
ml/min

Cr.Cl. 15-30
ml/min

Cr.Cl.< 15
ml/min

Renale
Elimination

Rivaroxaban
(Xarelto®)

Faktor Xa

Tag 1-21
2 x 15 mg/d

Ab Tag 22
1 x 20 mg/d

1 x 15 mg/d

35%

Nach 6 Monaten Reduktion auf 2 x 2,5 mg/d

e N
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St.- Marien-Hospital

Dabigatranetexilat Apixaban
(Pradaxa®) (Eliquis®)
Thrombin Faktor Xa
Tag 1-7
2 x 10 mg/d
2 x 150 mg/d
Ab Tag 8
2 X 5mg/d**
2 x 150 mg/dI*
2x2,5mg/d
Cr.Cl. < 30ml/min
K1,
Kontraindiziert
80% 27%
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Edoxaban
(Lixiana®)

Faktor Xa

1 x 60 mg/d

1 x 30 mg/d

35%

* Bei hohem Blutungsrisiko 2 x 110 mg/d
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: St.- Marien-Hospital
Thrombopenie ORI

paraneoplastische Thrombosen ™

Studienlage/ Rivaroxaban Dabigatranetexilat Apixaban Edoxaban
Therapie- (Xarelto®) (Pradaxa®) (Eliquis®) (Lixiana®)
empfehlung

Zielenzym Faktor Xa Thrombin Faktor Xa Faktor Xa

Thrombopenie

Maligne 6 4,8 2,7 2,5
Erkrankung %
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Wechselwirkungen

Studienlage/ Rivaroxaban (Xarelto®) Dabigatranetexilat Apixaban Edoxaban (Lixiana®)
Therapie- (Pradaxa®) (Eliquis®)
empfehlung
Zielenzym Faktor Xa Thrombin Faktor Xa Faktor Xa
Begleitmedikation Gleichzeitge Anwendung Verapamil, Amiodaron, Gleichzeitge Ciclosporin,

von Azol-Antimykotika und Chinidin Anwendung von Azol- Dronedaron,

HIV-Proteinase-Hemmern 2 x 110 mg/d Antimykotika und HIV- Erythromycin,

nicht empfohlen Proteinase-Hemmern Ketokonazol

nicht empfohlen Dosisreduktion:
1 x 30 mg/d

Wechselwirkungen

Ketoconazol,
Itraconazol,Vorico-

nazol und Posaconazol
oder mit

HIV Proteaseinhibitoren
(Ritonavir) und Dronedaron
nicht empfohlen,
Clarithromycin + Fluconazol
moglich

TAH, NSAR, Verapamil,
Rifampicin,
Clarithromycin,
Johannis-kraut,
Amiodaron

Ketoconazol,
Itraconazol,Vorico-
nazol und Posaconazol
oder mit

HIV Proteaseinhibitoren
(Ritonavir)

Susanne Karl-Wollweber SMH Liinen

P-gp-Inhibitoren fiihren
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Edoxabanplasmakonze
ntrationen
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Major bleeding rates fell from St.-Marien-Hospital
1.73% with vitamin K antagonists Mademisches Lebankenhau

(VKAS) to 1.08% with NOAs

NOAs VKAs Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
RE-COVER 20 1274 24 1265 10.3% 0.83[0.46, 1.49] 2009 B
EINSTEIN-DVT 14 1718 20 1711 8.6% 0.70[0.35, 1.38] 2010 - = 1
EINSTEIN-PE 26 2412 52 2405 22.4% 0.50[0.31, 0.80] 2012 _—
AMPLIFY 15 2676 49 2689 21.0% 0.31[0.17, 0.55] 2013 _—
Hokusai-VTE 56 4118 66 4122 28.3% 0.85[0.60, 1.21] 2013 ==
RE-COVER Il 15 1280 22 1288 9.4% 0.69[0.36, 1.32] 2014 -1
Total (95% Cl) 13478 13480 100.0% 0.63 [0.51, 0.77] Y 2
Total events 146 233

itv: Chi2 = = = |2 = I i i j } i
Heterogeneity: Chi? = 10.65, df =5 (P = 0.06); I = 53% 0102 05 1 5 = 10

Test for overall effect: Z =4.46 (P < 0.00001) Favors NOAs Favors VKAs

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014



Clinically relevant non-major N Klinikum Liinen
bleeding rates were 8.5% and St.-Marien-Hospital
6.6%, respectively

Favors NOAs Favors VKAs

NOAs VKAs Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
RE-COVER 71 1274 111 1265 15.3% 0.64 [0.48, 0.85] 2009 -
EINSTEIN-DVT 126 1718 119 1711 16.4% 1.05[0.83, 1.34] 2010 =
EINSTEIN-PE 228 2412 235 2405 18.1% 0.97 [0.81, 1.15] 2012 e
AMPLIFY 103 2676 215 2689 16.8% 0.48[0.38,0.61] 2013 — =
Hokusai-VTE 298 4118 368 4122 18.6% 0.81[0.70, 0.94] 2013 -
RE-COVER Il 64 1280 102 1288 14.9% 0.63[0.47,0.85] 2014 —_—
Total (95% ClI) 13478 13480 100.0% 0.74 [0.59, 0.93] <
Total events 890 1150

Heterogeneity: Tau? = 0.07; Chi? = 33.18, df = 5 (P < 0.00001); I = 85%

Test for overall effect: Z = 2.55 (P = 0.01) 0.5 0.7 1 15 2

Favors NOAs Favors VKAs

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014
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All-cause mortality rates were St.- Marien-Hospital
similar for NOAs and VKAS
Westf. Wilhelms-Universitat Mlnster
NOAs VKAs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
RE-COVER 21 1274 21 1265 6.5% 0.99 [0.55, 1.81] 2009 {
EINSTEIN-DVT 38 1718 49 1711 15.2% 0.77 [0.51, 1.17] 2010 ”
EINSTEIN-PE 58 2412 50 2405 15.5% 1.16 [0.80, 1.68] 2012 =
AMPLIFY 41 2676 52 2689 16.1% 0.79[0.53, 1.19] 2013 -
Hokusai-VTE 132 4118 126 4122 39.0% 1.05[0.82, 1.33] 2013 -
RE-COVER Il 25 1280 25 1288 7.7% 1.01[0.58, 1.74] 2014 T
Total (95% Cl) 13478 13480 100.0% 0.98 [0.84, 1.14] .
Total events 315 323
Heterogeneity: Chi? = 3.37, df = 5 (P = 0.64); 12 = 0% =0_ s 0?7 7 1?5 2=

Test for overall effect: Z=0.32 (P = 0.75) Favors NOAs Favors VKAs

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014



fatal bleeding rates approached == «iinikum Linen
statistical significance in favor of ~ St-Marien-Hospital
NOAs S

NOAs VKAs Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
RE-COVER 1 1274 1 1265 4.1% 0.99 [0.06, 15.86] 2009
EINSTEIN-DVT 2 1718 5 1711 20.4% 0.40 [0.08, 2.05] 2010 - 1
EINSTEIN-PE 5 2412 4 2405 16.3% 1.25[0.34, 4.64] 2012 -r
Hokusai-VTE 2 4118 10 4122 40.8% 0.20 [0.04, 0.91] 2013 -
AMPLIFY 2 2676 3 2689 12.2% 0.67 [0.11,4.01] 2013 '
RE-COVER I 0 1280 1 1288 6.1% 0.34 [0.01, 8.23] 2014 v
Total (95% CI) 13478 13480 100.0% 0.51 [0.26, 1.01] <9
Total events 12 24
Y 2 — — .12 =nNo i i i }
SO T oo 1%
' ' ' Favors NOAs Favors VKAs

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014



Net clinical benefit was in g_garen-Hospita
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NOAs VKAs Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI| Year M-H, Fixed, 95% CI
RE-COVER 50 1274 51 1265 9.6% 0.97 [0.66, 1.43] 2009 —
EINSTEIN-DVT 51 1731 73 1718 13.7% 0.69 [0.49, 0.99] 2010 _
EINSTEIN-PE 83 2419 96 2413 18.0% 0.86 [0.65, 1.15] 2012 _—r
AMPLIFY 74 2676 120 2689 22.4% 0.62[0.47,0.82] 2013 —_—
Hokusai-VTE 120 4118 144 4122 27.0% 0.83[0.66, 1.06] 2013 — &
RE-COVER I 45 1279 50 1289 9.3% 0.91[0.61, 1.35] 2014
Total (95% CI) 13497 13496 100.0% 0.79 [0.70, 0.90] ’
Total events 423 534

o Chi2 = - — .12 = Qo i i i .
e oA e L RARECY:

' : ' Favors NOAs Favors VKAs

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014



NOASs reduced VTE recurrence . Klinikum Liinen
rates from 7.24% with placebo to ~ St-Marien-Hospital
1.32% O —

NOAs Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
EINSTEIN-extension 8 602 42 594 24.0% 0.19[0.09, 0.40] 2010 —_
AMPLIFY-EXT 28 1653 73 829 55.2% 0.19[0.13, 0.30] 2012 . 3
RE-SONATE 3 681 36 662 20.7% 0.08 [0.03, 0.26] 2013 -
Total (95% CI) 2936 2085 100.0% 0.17 [0.12, 0.24] 0
Total events 39 151

o 2 = - = L 12 = o [ i } {
S oo

est for overall effect: Z = 9.75 ( ' ) Favors NOAs Favors placebo

New Oral Anticoagulants Dabigatran, Rivaroxaban, Apixaban, and Edoxaban in the Treatment and
Secondary Prevention of Venous Thromboembolism 2014



All-cause mortality rates were . Klinikum Liinen
reduced from 0.86% with placebo St-Marien-Hospital
to 0.41% with NOAS (sec. Prevention) et Wivrs e e

NOAs Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
EINSTEIN-extension 1 598 2 590 8.7% 0.49 [0.04, 5.43] 2010 -
AMPLIFY-EXT 11 1653 14 829 804%  0.39[0.18,0.86] 2012 = B
RE-SONATE 0 681 2 662 10.9% 0.191[0.01, 4.04] 2013 '
Total (95% CI) 2932 2081 100.0% 0.38 [0.18, 0.79] ‘
Total events 12 18

e Chi2 = = = S 12 = 00 i } } i
Heterogeneity: Chi? = 0.24, df =2 (P = 0.89); I?=0% 0005 01 ] 10 200

Test for overall effect: Z = 2.61 (P = 0.009) Favors NOAs Favors placebo



Net clinical benefit was Iin <
favor of NOAs in secondary >t-Marien-Hospital

prevention trials

Westf. Wilhelms-Universitat Minster

NOAs Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
EINSTEIN-extension 12 602 42 594 23.3% 0.28 [0.15, 0.53] 2010 —_—
AMPLIFY-EXT 31 1653 77 829 56.6% 0.20[0.13, 0.30] 2012 -
RE-SONATE 5 681 36 662 20.1% 0.14[0.05, 0.34] 2013 — =
Total (95% CI) 2936 2085 100.0% 0.21 [0.15, 0.29] ‘
Total events 48 155

e Chi2 = = = C12 =09, I } } i
o A o e

est for overall effect: Z = 9.55 ( : ) Favors NOAs Favors placebo

European Journal of Vascular and Endovascular Surgery Volume 48 Issue 5 p. 565e575 November/2014



VTE recurrence (HR [95%Cl])

to 2.64
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