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Haemorrhagic risk

Several sub-groups of patients, as detailed below, are at increased risk of
bleeding. These patients are to be carefully monitored for signsand
symptoms of bleeding complicationsand anaemia after initiation of
treatment.

Renal impairment

In patients with severe renal impairment (creatinine clearance < 30 ml/min)
rivaroxaban plasma levels may be significantly increased(1.6-fold on
average) which may lead to an increased bleeding risk.

Interaction with other medicinal products

The use of Xarelto is not recommended in patients receiving concomitant
systemic treatment with azole-antimycotics (such as ketoconazole,
itraconazole, voriconazole and posaconazole) or HIV protease inhibitors

(e.g. ritonavir). These active substances are strong inhibitors of both
CYP3A4 and P-gp and therefore may increase rivaroxaban plasma
concentrations to a clinically relevant degree (2.6fold on average) which may
lead to an increased bleeding risk (see section 4.5).

Haemorrhagic risk

Several sub-groups of patients, as detailed below, are at
increased risk of bleeding. These patients are to be
carefully monitored for signs of bleeding complications
after initiation of treatment.

Renal impairment

In patients with severe renal impairment (creatinine
clearance < 30 ml/min) rivaroxaban plasma levels may
be significantly increased which may lead to an
increased bleeding risk.

Hepatic impairment

In cirrhotic patients with moderate hepatic impairment
(classified as Child Pugh B), rivaroxaban plasma levels
may be significantly increased which may lead to an
increased bleeding risk. Xarelto is contraindicated in
patients with hepatic disease associated with
coagulopathy and clinically relevant bleeding risk.
Xarelto may be used with caution in cirrhotic patients
with moderate hepatic impairment (Child Pugh B) if it is
not associated with coagulopathy (see sections 4.2, 4.3
and 5.2).

Interaction with other medicinal products

The use of Xarelto is not recommended in patients
receiving concomitant systemic treatment with azole-
antimycotics (such as ketoconazole, itraconazole,
voriconazole and posaconazole) or HIV protease
inhibitors (e.g. ritonavir). These active substances are
strong inhibitors of both CYP3A4 and P-gp and
therefore may increase rivaroxaban plasma
concentrations to a clinically relevant degree which may
lead to an increased bleeding risk (see section 4.5).
Fluconazole is expected to have less effect on

rivaroxabanexposure and can be co-administered with
caution
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Other haemorrhagic risk factors

Rivaroxaban, like other antithrombotic agents, is to be used with caution in
patients with an increased bleeding risk such as:
congenital or acquired bleeding disorders
uncontrolled severe arterial hypertension

active ulcerative gastrointestinal disease

recent gastrointestinal ulcerations

vascular retinopathy

recent intracranial or intracerebral haemorrhage
intraspinal or intracerebral vascular abnormalities
recent brain, spinal or ophthalmological surgery.
J bronchiectasis or history of pulmonary bleeding

There is no need for monitoring of coagulation parameters during treatment
with rivaroxaban in clinical routine. However, if clinically indicated
rivaroxaban levels can be measured by calibrated quantitative anti-Factor Xa
tests (see section 5.1 and 5.2).

Other haemorrhagic risk factors

Rivaroxaban, like other antithrombotic agents, is to be
used with caution in patients with an increased bleeding
risk such as:

congenital or acquired bleeding disorders
uncontrolled severe arterial hypertension

active ulcerative gastrointestinal disease

recent gastrointestinal ulcerations

vascular retinopathy

recent intracranial or intracerebral haemorrhage
intraspinal or intracerebral vascular abnormalities
recent brain, spinal or ophthalmological surgery.




CYP3A44 and P-gp inhibitors

Co-administration of rivaroxaban with ketoconazole (400 mg once a day]) or
ritonavir (600 mg twice a day led to a 2.6 fold / 2.5 fold increase in mean
rivaroxaban AUC and a 1.7 fold / 1.6 fold increase in mean rivaroxabanCnmax,
with significant increases in pharmacodynamic effects which may lead to an
increased bleeding risk. Therefore, the use of Xarelto is not recommended in
patients receiving concomitant systemic treatment with azole-antimycotics
such as ketoconazole, itraconazole, voriconazole and posaconazole or HIV
protease inhibitors. These active substances are strong inhibitors of both
CYP3A4 and P-gp (see section 4.4)..

Active substances strongly inhibiting only one of the rivaroxaban elimination
pathways, either CYP3A4 or P-gp, are expected to increase rivaroxaban
plasma concentrations to a lesser extent. Clarithromycin (500 mg twice a
day), for instance, considered asa strong CYP3A4 inhibitor and moderate
P-gp inhibitor, led to a 1.5 fold increase in mean rivaroxaban AUC and a

1.4 fold increase in Cmax. This increase is not considered clinically relevant.

Erythromycin (500 mg three times a day]), which inhibits CYP3A4 and P-gp
moderately, led to a 1.3 fold increase in mean rivaroxaban AUC and Ciax.
This increase is not considered clinically relevant.

Fluconazole (400 mg once daily), considered as a moderate CYP3A4
inhibitor, led to a 1.4 fold increase in mean rivaroxaban AUC and a 1.3 fold
increase in mean Cmax. This increase is not considered clinically relevant.

Given the limited clinical data available with dronedarone, co-administration
with rivaroxaban should be avoided.

CYP3A4 and P-gp inhibitors

Co-administration of rivaroxaban with ketoconazole
(400 mg once a day [od]) or ritonavir (600 mg twice a
day [bid]) led to a 2.6 fold / 2.5 fold increase in mean
rivaroxaban AUC and a 1.7 fold / 1.6 fold increase in
mean rivaroxabanCmax, with significant increases in
pharmacodynamic effects which may lead to an
increased bleeding risk. Therefore, the use of Xarelto is
not recommended in patients receiving concomitant
systemic treatment with azole-antimycotics such as
ketoconazole, itraconazole, voriconazole and
posaconazole or HIV protease inhibitors. These active
substances are strong inhibitors of both CYP3A4 and
P-gp (see section 4.4). Fluconazole is expected to have
less effect on rivaroxaban exposure and can be co-
administered with caution.

Active substances strongly inhibiting only one of the
rivaroxaban elimination pathways, either CYP3A4 or
P-gp, are expected to increase rivaroxaban plasma
concentrations to a lesser extent. Clarithromycin

(500 mg bid), for instance, considered as strong
CYP3A4 inhibitor and moderate P-gp inhibitor, led to a
1.5 fold increase in mean rivaroxaban AUC and a

1.4 fold increase in Cmax. This increase is not considered
clinically relevant.

Erythromycin (500 mg three times a day [tid]), which
inhibits CYP3A4 and P-gp moderately, led to a 1.3 fold
increase in mean rivaroxaban AUC and Cpax. This
increase is not considered clinically relevant.
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Other concomitant therapies

No clinically significant pharmacokinetic  or
pharmacodynamic interactions were observed when
rivaroxaban was co-administered with midazolam
(substrate of CYP3A4), digoxin (substrate of P-gp) or
atorvastatin (substrate of CYP3A4 and P-gp).
Rivaroxaban neither inhibits nor induces any major

Syncope and dizziness have been reported in the post-
operative setting and may affect the ability to drive and
use machines, these adverse reactions have been
reported to be uncommon (see section 4.8). Patients
experiencing these adverse reactions should not drive
or use machines.

patients exposed to rivaroxaban undergoing major
lays.

pproximately 3.3 % and 1 % of patients, respectively.
reactions should be interpreted within the surgical
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Summary of the safety profile
The safety of rivaroxaban has been evaluated in eight phase III studies including
16,041 patients exposed to rivaroxaban (see Table 1).

Table 1: Number of patients studied, maximum daily dose and treatment
duration in phase I1I studies

Indication | Number Maximum daily
of dose
patients*
Prevention of venous 6,097 10 mg

thromboembolism (VTE) in adult
patients undergoing elective hip or
knee replacement surgery

Treatment of DVT and prevention of 2,194 Day 1 -21: 30 mg
recurrent DVT and PE Day 22 and

onwards: 20 mg

Prevention of stroke and systemic 7,750 20 mg

embolism in patients with
non-valvular atrial fibrillation
*Patients exposed to at least one dose of rivaroxaban

In total about 73% of patients exposed to at least one dose of rivaroxaban were
reported with treatment emergent adverse events. About 24% of the patients
experienced adverse events considered related to treatment as assessed by
investigators. In patients treated with 10 mg Xarelto undergoing hip or knee
replacement surgery, bleeding events occurred in approximately 6.8% of patients
and anaemia occurred in approximately 5.9% of patients. In patients treated with
either 15 mg twice daily Xarelto followed by 20 mg once daily for treatment of
DVT, or with 20 mg once daily for prevention of recurrent DVT and PE, bleeding
events occurred in approximately 22.7% of patients and anaemia occurred in
approximately 1.8% of patients. In patients treated for prevention of stroke and
systemic embolism, bleeding of any type or severity was reported with an event
rate of 28 per 100 patient years, and anaemia with an event rate of 2.5 per

100 patient years.
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Rare cases of overdose up to 600 mg have been reported without bleeding
complications or other adverse reactions. Due to limited absorption a ceiling effect
with no further increase in average plasma exposure is expected at
supratherapeutic doses of 50 mg rivaroxaban or above.

A specific antidote antagonising the pharmacodynamic effect of rivaroxaban is not
available.

The use of activated charcoal to reduce absorption in case of rivaroxaban overdose
may be considered.

Management of bleeding

Should a bleeding complication arise in a patient receiving rivaroxaban, the next
rivaroxaban administration should be delayed or treatment should be discontinued
as appropriate. Rivaroxaban has a half-life of approximately 5 to 13 hours (see
section 5.2). Management should be individualised according to the severity and
location of the haemorrhage. Appropriate symptomatic treatment could be used as
needed, such as mechanical compression (e.g. for severe epistaxis), surgical
haemostasis with bleeding control procedures, fluid replacement and
haemodynamic support, blood products (packed red cells or fresh frozen plasma,
depending on associated anaemia or coagulopathy) or platelets.

If bleeding cannot be controlled by the above measures, administration of a
specific procoagulant reversal agent should be considered, such as prothrombin
complex concentrate (PCC), activated prothrombin complex concentrate (APCC)
or recombinant factor VIla (r-FVIIa). However, there is currently very limited
clinical experience with the use of these products in individuals receiving
rivaroxaban. The recommendation is also based on limited non-clinical data. Re-
dosing of recombinant factor VIla shall be considered and titrated depending on
improvement of bleeding.

Protamine sulfate and vitamin K are not expected to affect the anticoagulant
activity of rivaroxaban. There is no experience with antifibrinolytic agents
(tranexamic acid, aminocaproic acid) in individuals receiving rivaroxaban.

There is neither scientific rationale for benefit nor experience with the use of
systemic haemostatics (desmopressin, aprotinin) in individuals receiving
rivaroxaban. Due to the high plasma protein binding rivaroxaban is not

expected to be dialysable

Overdose following administration of rivaroxaban may
lead to haemorrhagic complications due to its
pharmacodynamic properties.

A specific antidote antagonising the pharmacodynamic

effect of rivaroxaban is not available.

The use of activated charcoal to reduce absorption in

case of rivaroxaban overdose may be considered.

Should bleeding occur, management of the

haemorrhage may include the following steps:

o delay of next rivaroxaban administration or
discontinuation of treatment as appropriate.
Rivaroxaban has mean terminal half-lives
between 7 and 11 hours (see section 5.2).

o appropriate symptomatic treatment, e.g.
mechanical compression, surgical interventions,
fluid replacement and haemodynamic support,
blood product or component transfusion should
be considered.

If life-threatening bleeding cannot be controlled by the

above measures, administration of recombinant

factor VIla may be considered.

However, there is currently no experience with the use

of recombinant factor VlIla in individuals receiving

rivaroxaban. The recommendation is based on limited
non-clinical data. Re-dosing of recombinant

factor VlIla shall be considered and titrated depending

on improvement of bleeding.

Protamine sulfate and vitamin K are not expected to
affect the anticoagulant activity of rivaroxaban. There
is neither scientific rationale for benefit nor experience
with the use of systemic haemostatics (e.g.
desmopressin, aprotinin, tranexamic acid,
aminocaproic acid) in individuals receiving
rivaroxaban. Due to the high plasma protein binding
rivaroxaban is not expected to be dialysable.

Overdose
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