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Mécanisme d’action

Apixaban
(Eliquis™)

Inhibiteurs directs du FXa

Rivaroxaban
(Xarelto™)

Dabigatran

(Pradaxa™)

Inhibiteur direct du Flla

Biodisponibilité orale ~50 %

Deux fois par jour dans
toutes les indications
(PETEV, tETEV, FA, SCA)

Schéma d’administration

Prodrogue

80 %

Une fois par jour
(PETEV, tETEV, FA)

Deux fois par jour
(SCA)

6,5 %

Deux fois par jour dans
toutes les indications

(PETEV, tETEV, FA)

Effet de I’'alimentation

~27 %

Clairance réenale

85 %

ASC: CICr 15-29 ml/min

Demi-vie moyenne (t1/2)

tmax 3h

2—-4 h

1 6X
1 1,44X 1 1,60X (CICr 10-30ml/min)
~12h 14-17 h

0,5-2h

Inhibiteurs de CYP 3A4 et
de gp-P
Inducteurs de CYP 3A4

Interactions
médicamenteuses

Inhibiteurs de CYP 3A4
et de gp-P

Inducteurs de CYP 3A4

Inhibiteurs de gp-P
Amiodarone



Dabigatran: tests de coagulation
Temps de Thrombine (TT), Temps de Cephaline (PTT ou TCa) et PT-INR
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meilleur test

Adapté de: Van Ryn J et al. Thromb Haemost 2010; 103: 1116-27




Rivaroxaban: tests de coagulation
PT-INR et PTT (TCa)
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Adapté de: Hillarp A, et al. J Thromb Hemost 2011; 9: 133-9 A Roussin M|




PT-INR, TT (Temps de Thrombine) et PTT (TCA)

Dabigatran, Rivaroxaban et Apixaban

Table 1.

Sensitivity and Utility of Current Coagulation Assays for Dabigatran, Rivaroxaban, and Apixabar

Dabigatran Rivaroxaban / £ Apixaban_

Assay Sensitivity Utility Sensitivity

4

Utility

PT-INR Relatively insensitive ~ Not ld.eal; ldely More sensitive at higher Widespread aV|Iab|I|r

dPT More sensitive than PT  Not widely available; Variability between
lacks FDA approval thromboplastin
reagents
TT Too sensitive, Sensitivity limits utility M No effect
inaccurate at high in quantifying
Hemoclot™ concentrations anticoagulation
Ecarin clotting time J Sensitive at all Limited availability; lacks | No effect

concentrations FDA approval

PTT (TC A) More sensitive than PT  Availability and Less sensitive than PT
sensitivity support
N - iy

Adapté de: Miyares MA, Davis K. Am J Health-Syst Pharm 2012; 69: e28-39

1 IdKE

Not widely available;
lacks FDA approval

Not useful

Not useful

Not ideal; widely
available

A Roussin MI



TT dilué calibré (Haemoclot™), Anti Xa (Rotachrom™)

Dabigatran, Rivaroxaban et Apixaban

Table 2 Effect of novel oral anticoagulants on commonly used coagulation tests

Novel Prothrombin Activated partial Thrombin Ecarin Haemoclot§l | Anti-factor Xa activity
anticoagulant time (PT) diromboplasﬁn clotting clotﬁng .................................. eseiod
time (aPTT) time (TCT)  time Clot-hased  Sdwomogenic

................................................................................................................... Rotachrom™ .

Dabigatran 4 or no change (low 1 (varies with 0 0
sensitivity, varies reagents)

with reagents)

Rivaroxaban | ? or no change (not 1 orno change (less — — | 1 (sensitive and
sensitive at low sensitive than PT) specific when
concentrations, calibration curve
varies with
reagents)

Apixaban 1 or no change ? or no change (other — —

(other tests more tests more sensitive,
sensitive, may vary may vary with
with reagents) reagents)

ND, no data.

Preferred test. Adapted from previously published review articles.*"*

Adapté de: Siegal DM, Crowther MA. EHJ dec 2012



Renversement suggeré du dabigatran
Saignements modeéres a séveres: arrét du dabigatran

- |[dentify source of bleeding
- Verify time of the last dabigatran dose - if within 0-4 hours, consider oral activated charcoal

- Measure anticoagulant activity (aPTT and/or Hemoclot, if available)

- Measure creatinine, calculate creatinine clearance and estimate dabigatran half-life
- Local/surgical hemostasis as appropriate

- General measures: Volume replacement/blood product transfusions

Bleedmg stops r Bleeding continues - further management is required

ICH or life-threatening bleeding *Consider procoagulants: Start with PCC (40 lUIkg)
If bleeding continues, give FEIBA (50 IU/kg) -

4 If bleeding continues, give rFVlla (90 pg/kg)

' Administer FEIBA (50 IU/kg)
- If unavailable, give PCC
(40 1U/kg) or rFVlla (90 pg/kg)*

*If bleeding cannot be managed (hemodynamically
unstable, renal impairment), consider hemodialysis
(toxin protocol, heparin free) for 6 to 8 hours [
or charcoal filtration

- Monitor aPTT and/or Hemoclot every 3 hours

In general, it is preferable to wait at least 30 min to assess the effect of
each therapy before initiating the next

itz JI. Circulation 2012; 126: 2428-32



Renversement suggeéré du rivaroxaban
Pas de preuve d'efficacité pour les saignements humains

¢ |f bleeding cannot be controlled by the symptomatic measures, consider
administration of procoagulants

o activated prothrombin complex concentrate (APCE

Feiba™ 50 Ul/kg
« prothrombin complex concentrate (PCC) Beriplex™ 40 Ul/kg

« recombinant factor Vlla (rFVIia) rFVlla 90 pg/kg

¢ Administration of APCC or rFVlla can rapidly attenuate he paltment

after rivaroxaban overdose in baboons

¢ On completion of activated prothrombin complex concentrate (APCC, FEIBA)
Infusion, bleeding time returned to baseline and PT was reduced.

¢ Infusion of recombinant activated Factor VII (rFVIla, NovoSeven) reduced
bleeding time by 34%, and PT was also shortened.*

Adapté de: Xarelto® Product Monograph, 2008 * Gruber, et al., ASH, 2008, abs 3825 A Roussin Ml



Renversement suggere de |'apixaban
Pas de preuve d'efficacité pour les saignements humains

¢ |In the event of hemorrhagic complications in a patient receiving ELIQUIS,
treatment must be discontinued, and the source of bleeding investigated.
Appropriate standard treatment, e.g. surgical hemostasis as indicated and
blood volume replacement, should be undertaken. In addition, consideration
may be given to the use of fresh whole blood or the transfusion of fresh frozen
plasma.

¢ |f bleeding cannot be controlled by the above measures, consider
administration of one of the following procoagulants:

e activated prothrombin complex concentrate (APC Feiba™ 50 UI/kg
e prothrombin complex concentrate (PCC) BeriplexT"" 40 UI/kg

rFVila 90 pg/kg

e recombinant Factor-Vlla (rFVlla)

¢ However, there is currently only very limited experie#Ce
products in individuals receiving ELIQUIS.

Adapté de: Monographie Eliquis™ (apixaban) 2012 A Roussin MI



Renversement de |'apixaban
Gestion des saignements: ce qui n'est pas utile

¢ Protamine sulfate and vitamin K are not expected to
affect the anticoagulant activity of ELIQUIS.

¢There is no experience with antifibrinolytic agents
(tranexamic acid, aminocaproic acid) in individuals
receiving ELIQUIS.

¢ There Is neither scientific rationale for benefit or
experience with the systemic hemostatics, e.g.,
desmopressin and aprotinin in individuals receiving
ELIQUIS.

Adapté de: Monographie Eliquis™ (apixaban) 2012 A Roussin MI




Renversement de |'apixaban
Anesthésie spinale ou épidurale et ponctions lombaires

¢Indwelling epidural or intrathecal catheters must be
removed at least 5 hours prior to the first dose of
ELIQUIS.

¢The (neurological) risk may also be increased by
traumatic or repeated epidural or spinal puncture. If
traumatic puncture occurs, the administration of
ELIQUIS should be delayed for 24 hours.

Adapté de: Monographie Eliquis™ (apixaban) 2012 A Roussin MI



Renversement du dabigatran, rivaroxaban et apixaban

Stratification du risque de saighement

Minor bleeding

(0 Local hemostatic measures

« Consider anticoagulant
withdrawal (balance thrombotic
and bleeding risks)

o >

« Consider platelets for patients
on antiplatelet agents /

Moderate bleeding

Generalmeasures

« Anticoagulantwithdrawal

« Mechanical compression

» Monitor hemodynamic status
* Volume replacement

* Definitive interventions

Blood product transfusion

» RBC transfusion for anemia

 FFP for coagulopathy (e.g.
DIC, dilutional coagulopathy)

*Preferred agentfor rivaroxaban/apixaban
**Preferred agentfor dabigatran

Severe/life-threatening bleeding

Generalmeasures and blood
product transfusion as per
moderate bleeding

* Intensive care setting
« Hemodynamic support
+ Consider:

4-factor PCC (50 Ukg)*
Activated PCC (80 Ukg)**

Adjunctive therapies

+ Oral charcoal for dabigatran
ingestion within 2 hours

« Hemodialysis for dabigatran

removal (if feasible)

* Desmopressin
« Antifibrinolytic agents

Adapté de: Siegal DM, Crowther MA. EHJ dec 2012



Les facteurs concentres injectables (PCC et PCCa)

Disponibles au Canada

Composition of Prothrombin Complex Concentrates®' 8

Prothrombin Human
Complex Factor Factor Factor m Antithrombin Protein Protein
Concentrate [ VI IX X ' Il C S
. 1.31U/IU 0.8 IU/L 1.41U/IU 111U/l i 1.11U/IU
Fe'ba_ Activé
Profilnine SD?(Grifols NMT 150 NMT 35 100 units NMT 100
Biologicals) units/100 units/100 units/100
factor IX factor IX factor IX
units units units
3ebulin: (Baxter 24-381U/mL  <SIU/mL 24-381U/mL  24-381U/mL  <0.151U/IU
Healthcare) factor IX
. 19-40 [U/mL - 20-311U/mL  25-511U/mL l 0.6 IU/mL 21-411U/mL 12-341U/m
B erlpl ex /mL  10-25IU/mL m m 0.5 U/mL /m /m /m
KanokadiSanquin) 14-351U/mL  7-201U/mL 25 |U/mL 14-351UmL .
14-381U/mL  9-24|U/mL 25 1U/mL 18-301U/mL ~ 5-125IU/mL 13-31U/mL - 12-321U/m
Octaplex

Adapté de: Miyares MA, Davis K. Am J Health-Syst Pharm 2012; 69: e28-39



Dabigatran et chirurgie selon le risque de saignement
Nombre de jours d'arrét pre-operatoire
Before Invasive Procndures Such as Electwe 8urgery in

Renal Funct?

{(Croatining

Clearance Half-Life, Risk of
mL/min h* Bleeding

13 (11-22)

15 (12-34) 24 h

18 (13-23) =2 d (48 h)
27 (22-35) 2-5d

Adapté de: Hankey Gj, Eikelboom JW. Circulation 2011; 123: 1436-1450 Et monographie 2012




Rivaroxaban et chirurgie selon le risque de saignement
Nombre de jours d'arrét pré-opératoire

Selon le risque de saignement

Adapté de: Monographie 2012 A Roussin Ml



Apixaban et chirurgie selon le risque de saignement
Nombre de jours d'arrét pré-opératoire

Selon le risque de saignement

Adapté de: Monographie 2012 A Roussin Ml
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