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The Questions

Burden of the bleeding risk

Prevention of the  bleeding

risk

Reduction of  the bleeding risk

Management  of  the  bleeding













Retrospective 

study 201316

143311 pt.s ICH

85,9 % no  

anticoagulation

10,6% on warfarin

3,5%  on NOAC





DOAC and BLEEDING 

ELDERLY















































Xabans DTI

Rivaroxaban Apixaban Edoxaban Dabigatran

Target Factor Xa Thrombin

Prodrug No No No Yes

Oral bioavailability 80–100%* 50% 62% 6.5%

Renal clearance of

absorbed active drug
33% 27% ~55-60% >80%

Tmax (h) 2–4 1–3 1–2 2–6#

Half-life (h) 5–13 8–13 10–14 12–14

Fixed Dosing 

(SPAF indication)
OD BID OD BID

Short half life is probably best antidote of NOACs

{ 1. Eriksson BI et al. Annu Rev Med. 2011;62:41-57; 2. Frost et al. J Thromb Haemost. 2007;5(Suppl 2):P-M-664; 

3. Kubitza D et al. Clin Pharmacol Ther. 2005;78(4):412-421; 4. Ogata K et al. J Clin Pharmacol. 2010;50(7):743-753; 

5. Stangier J et al. J Clin Pharmacol 2005;45(5):555-563; 6. Dabigatran SmPC;

7. Apixaban SmPC; 8. Rivaroxaban SmPC; 9. Edoxaban SmPC; 10. Heidbuchel et al. Europace 2013;15(5):625-651}

*15–20 mg to be taken with food; #Postoperative period

AD ESCLUSIVO USO DEL MEDICALA.N: L.IT.MA.02.2017.2203





























Intracranial haemorrages and NOACs

Study CHADS2 Intracranial haemorrages

RE-LY 2.1 0.3

ROCKET-AF 3.5 0.5

XANTUS

(ph IV Rivaroxaban)
2.1 0.4

ENGAGE AF 2.8 0.3

ARISTOTLE 2.1 0.3

AVERROES 2.0 0.4

{.Patel MR et al. N Engl J Med. 2011;365(10):883-891; Granger CB et al. N Engl J Med. 2011;365(11):981-992;

Giugliano RP et al. N Engl J Med. 2013;369(22):2093-2104; Connolly SJ et al. N Engl J Med. 2009;361(12):1139-1151; Camm 

AJ et al, Eur Heart J 2015; doi: 10.1093/eurheartj/ehv466;

Connoly et al NEJM 10.1056/nejmoa1007432 2 nejm.org}

AD ESCLUSIVO USO DEL MEDICALA.N: L.IT.MA.02.2017.2203













Andexanet alfa for the reversal of factor Xa inhibitor 

activity

Rivaroxaban study, Andexanet bolus Rivaroxaban study, Andexanet bolus plus Infusion

Anti-factor Xa activity was rapidly reduced (within 2 to 5 minutes) to a greater extent after administration of 

a bolus of andexanet than after administration of placebo.

Time courses of anti-factor Xa activity before and after administration of andexanet

Siegal DM et al. NEJM 2015:373:2413-24 Ad uso esclusivo 

interno
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