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Prevention of stroke and systemic embolism in adult patients with non-valvular atrial
fibrillation with one or more risk factors, such as congestive heart failure, hypertension,
age=75 years, diabetes mellitus, prior stroke or transient ischaemic attack. Treatment of
deep vein thrombosis (DVT), and pulmonary embolism (PE), and prevention of recurrent
DVT and PE in adults.

Xarelto 15mg:

Paediatric population

Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in children
and adolescents aged less than 18 years and weighing from 30 kg to 50 kg after at least 5
days of initial parenteral anticoagulation treatment.

Xarelto 20 mg:

Paediatric population

Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in children
and adolescents aged less than 18 years and weighing more than 50 kg after at least 5 days
of initial parenteral anticoagulation treatment.
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4. CLINICAL PARTICULARS
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4.1 Therapeutic indications
Adults

Paediatric population

15 mg:

Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in
children and adolescents aged less than 18 years and weighing from 30 kg to 50 kg
after at least 5 days of initial parenteral anticoagulation treatment.

20 mg:

Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in
children and adolescents aged less than 18 years and weighing more than 50 kg after
at least 5 days of initial parenteral anticoagulation treatment.

4.2 Posology and method of administration
Posology
Prevention of stroke and systemic embolism in adults

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE in adults.

Treatment of VTE and prevention of VTE recurrence in children and adolescents
Xarelto treatment in children and adolescents aged less than 18 years should be
initiated following at least 5 days of initial parenteral anticoagulation treatment (see

section 5.1).

15 mqg: The dose for children and adolescent is calculated based on body weight.
- Body weight from 30 to 50 kg: a once daily dose of 15 mg rivaroxaban is
recommended. This is the maximum daily dose.
- Body weight of 50 kg or more: a once daily dose of 20 mg rivaroxaban is
recommended. This is the maximum daily dose. ...
- For patients with body weight less 30 kg refer to the physician prescribing information
of Xarelto granules for oral suspension.

20 mg: The dose for children and adolescent is calculated based on body weight.
- Body weight of 50 kg or more: a once daily dose of 20 mg rivaroxaban is
recommended. This is the maximum daily dose.
- Body weight from 30 to 50 kg: a once daily dose of 15 mg rivaroxaban is
recommended. This is the maximum daily dose.

- For patients with body weight less 30 kg refer to the physician prescribing information
of Xarelto granules for oral suspension.
The weight of a child should be monitored and the dose reviewed regularly. This is to
ensure a therapeutic dose is maintained. Dose adjustments should be made based on
changes in body weight only.
Treatment should be continued for at least 3 months in children and adolescents.
Treatment can be extended up to 12 months when clinically necessary. There is no
data available in children to support a dose reduction after 6 months treatment. The
benefit-risk of continued therapy after 3 months should be assessed on an individual
basis taking into account the risk for recurrent thrombosis versus the potential bleeding
risk.

16 7inn 2 My



B

A
BAYER

E

R

If a dose is missed, the missed dose should be taken as soon as possible after it is
noticed, but only on the same day. If this is not possible, the patient should skip the
dose and continue with the next dose as prescribed. The patient should not take two
doses to make up for a missed dose.
Converting from Vitamin K Antagonists (VKA) to Xarelto
—Forpatientstreated-for Prevention of stroke and systemic embolism: VKA treatment
should be stopped and Xarelto therapy should be initiated when the International
Normalised Ratio (INR) is < 3.0.
—Forpatients-treated for Treatment of DVT, PE and prevention of recurrence in adults
and treatment of VTE and prevention of recurrence in paediatric patients:

Paediatric patients:
Children who convert from Xarelto to VKA need to continue Xarelto for 48 hours after

the first dose of VKA. After 2 days of co-administration an INR should be obtained prior
to the next scheduled dose of Xarelto. Co-administration of Xarelto and VKA is advised
to continue until the INR is = 2.0. Once Xarelto is discontinued INR testing may be
done reliably 24 hours after the last dose (see above and section 4.5).

Converting from parenteral anticoagulants to Xarelto
For adult and paediatric ...

Special populations
Renal impairment
Adults:

Paediatric population:

- Children and adolescents with mild renal impairment (glomerular filtration rate 50 - 80
mL/min/1.73 m2 ): no dose adjustment is required, based on data in adults and limited
data in paediatric patients (see section 5.2).

- Children and adolescents with moderate or severe renal impairment (glomerular
filtration rate < 50 mL/min/1.73 m2 ): Xarelto is not recommended as no clinical data is
available (see section 4.4).

Hepatic impairment

Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy
and clinically relevant bleeding risk including cirrhotic patients with Child Pugh B and C
(see sections 4.3 and 5.2).

No clinical data is available in children with hepatic impairment.

Elderly population
No dose adjustment (see section 5.2).

Body weight

No dose adjustment for adults (see section 5.2). For paediatric patients the dose is
determined based on body weight.

Gender

No dose adjustment (see section 5.2).
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Paediatric population

The safety and efficacy of Xarelto in children aged 0 to < 18 years have not been
established in the indication prevention of stroke and systemic embolism in patients
with non-valvular atrial fibrillation. No data are available. Therefore, it is not
recommended for use in children below 18 years of age in indications other than the
treatment of VTE and prevention of VTE recurrence.

Method of administration
Adults
Xarelto is for oral use. The tablets are to be taken with food (see section 5.2).

Crushing of tablets

The crushed Xarelte tablet may also be given through gastric tubes (see sections 5.2

There is no data regarding chewing or halving the tablets.

15 mg
Children and adolescents weighing 30 kg to 50 kg Xarelto is for oral use. The patient

should be advised to swallow the tablet with liquid. It should also be taken with food
(see section 5.2). The tablets should be taken approximately 24 hours apart.

20 mg
Children and adolescents weighing more than 50 kg

Xarelto is for oral use.
The patient should be advised to swallow the tablet with liquid. It should also be taken
with food (see section 5.2). The tablets should be taken approximately 24 hours apart.

In case the patient immediately spits up the dose or vomits within 30 minutes after
receiving the dose, a new dose should be given. However, if the patient vomits more
than 30 minutes after the dose, the dose should not be re-administered and the next
dose should be taken as scheduled.

The tablet must not be split in an attempt to provide a fraction of a tablet dose.

Crushing of tablets

For patients who are unable to swallow whole tablets, Xarelto granules for oral
suspension should be used. If the oral suspension is not immediately available, when
doses of 15 mg or 20 mg rivaroxaban are prescribed, these could be provided by
crushing the 15 mg or 20 mg tablet and mixing it with water or apple puree immediately
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prior to use and administering orally. The crushed tablet may be given through a
nasogastric or gastric feeding tube (see sections 5.2 and 6.6).

4.4 Special warnings and precautions for use

Paediatric population

There is limited data in children with cerebral vein and sinus thrombosis who have a CNS
infection (see section 5.1). The risk of bleeding should be carefully evaluated before and
during therapy with rivaroxaban.

Renal impairment

In adult patients ...

Xarelto is not recommended in children and adolescents with moderate or severe renal
impairment (glomerular filtration rate < 50 mL/min/1.73 m?), as no clinical data is available.

Interaction with other medicinal products
... No clinical data is available in children receiving concomitant systemic treatment with
strong inhibitors of both CYP3A4 and P-gp (see section 4.5).

No data is available on the timing of the placement or removal of neuraxial catheter in
children while on Xarelto. In such cases, discontinue rivaroxaban and consider a short acting
parenteral anticoagulant.

4.5  Interaction with other medicinal products and other forms of interaction

The extent of interactions in the paediatric population is not known. The below mentioned
interaction data was obtained in adults and the warnings in section 4.4 should be taken into
account for the paediatric population.

4.8 Undesirable effects

Summary of the safety profile

The safety of rivaroxaban has been evaluated in thirteen pivotal phase III studies (see

Table 1).-neluding 53,103 patients-exposed-to-rivaroxaban

Overall, 69,608 adult patients in nineteen phase III studies and 488 paediatric patients in two
phase II and two phase III studies were exposed to rivaroxaban.
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Table 1: Number of patients studied, total daily dose and maximum treatment duration
in adult and paediatric phase III studies

Indication Number Total daily dose Maximum
of treatment
patients* duration

Treatment of VTE and prevention of | 329 Body weight-adjusted | 12 months

VTE recurrence in term neonates dose to achieve a

and children aged less than 18 years similar exposure as

following initiation of standard that observed in adults

anticoagulation treatment treated for DVT with

20 mg rivaroxaban
once daily

Table 2: Bleeding® and anaemia events rates in patients exposed to rivaroxaban across the
completed adult and paediatric phase III studies

Indication Any bleeding Anaemia

Treatment of VTE and prevention | 39.5% of patients | 4.6% of patients
of VTE recurrence in term
neonates and children aged less
than 18 years following initiation
of standard anticoagulation
treatment

Tabulated list of adverse reactions
The frequencies of adverse reactions reported with Xarelto in adult and paediatric patients are
summarised in Table 3 below by system organ class (in MedDRA) and by frequency.

Table 3: All adverse reactions reported in adult patients in phase III clinical studies or
through post-marketing use* and in two phase II and two phase III studies in paediatric

patients

Paediatric population

Treatment of VTE and prevention of VTE recurrence

The safety assessment in children and adolescents is based on the safety data from two

phase II and one phase III open-label active controlled studies in paediatric patients aged birth
to less than 18 years. The safety findings were generally similar between rivaroxaban and
comparator in the various paediatric age groups. Overall, the safety profile in the 412 children
and adolescents treated with rivaroxaban was similar to that observed in the adult population
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and consistent across age subgroups, although assessment is limited by the small number of
patients.

In paediatric patients, headache (very common, 16.7%), fever (very common, 11.7%),
epistaxis (very common, 11.2%), vomiting (very common, 10.7%), tachycardia (common,
1.5%), increase in bilirubin (common, 1.5%) and bilirubin conjugated increased (uncommon,
0.7%) were reported more frequently as compared to adults. Consistent with adult population,
menorrhagia was observed in 6.6% (common) of female adolescents after menarche.
Thrombocytopenia as observed in the post-marketing experience in adult population was
common (4.6%) in paediatric clinical studies. The adverse drug reactions in paediatric
patients were primarily mild to moderate in severity.

4.9 Overdose

In adults, Rrare cases of overdose up to 1,960 mg have been reported. In case of overdose,
the patient should be observed carefully for bleeding complications or other adverse reactions
(see section “Management of bleeding”) . There is limited data available in children. 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 in adults, however, no data
is available at supratherapeutic doses in children.

A specific reversal agent (andexanet alfa) antagonising the pharmacodynamic effect of
rivaroxaban is available for adults, but not established in children (refer to the physician
prescribing information of andexanet alfa).

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

Management of bleeding

...in adults. The half life in children estimated using population pharmacokinetic (popPK)
modelling approaches is shorter (see section 5.2...in adults and in children ndividuals
recelving rivaroxaban...

Protamine sulphate and vitamin K are not expected to affect the anticoagulant activity of
rivaroxaban. There is limited experience with tranexamic acid and no experience with
aminocaproic acid and aprotinin in adults individaals receiving rivaroxaban. There is no
experience on the use of these agents in children receiving rivaroxaban. There is neither
scientific rationale for benefit nor experience with the use of the systemic haemostatic
desmopressin in individuals receiving rivaroxaban. Due to the high plasma protein binding
rivaroxaban is not expected to be dialysable.

5.  PHARMACOLOGICAL PROPERTIES

Paediatric population

PT (neoplastin reagent), aPTT, and anti-Xa assay (with a calibrated quantitative test) display a
close correlation to plasma concentrations in children. The correlation between anti-Xa to
plasma concentrations is linear with a slope close to 1. Individual discrepancies with higher or
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lower anti-Xa values as compared to the corresponding plasma concentrations may occur.
There is no need for routine monitoring of coagulation parameters during clinical treatment
with rivaroxaban. However, if clinically indicated, rivaroxaban concentrations can be
measured by calibrated quantitative anti-Factor Xa tests in mcg/L (see table 13 in section 5.2
for ranges of observed rivaroxaban plasma concentrations in children). The lower limit of
quantifications must be considered when the anti-Xa test is used to quantify plasma
concentrations of rivaroxaban in children. No threshold for efficacy or safety events has been
established.

Paediatric population

Treatment of VIE and prevention of VTE recurrence in paediatric patients

A total of 727 children with confirmed acute VTE, of whom 528 received rivaroxaban, were
studied in 6 open-label, multicentre paediatric studies. Body weight-adjusted dosing in
patients from birth to less than 18 years resulted in rivaroxaban exposure similar to that
observed in adult DVT patients treated with rivaroxaban 20 mg once daily as confirmed in the
phase I1I study (see section 5.2).

The EINSTEIN Junior phase III study was a randomised, active-controlled, open-label
multicentre clinical study in 500 paediatric patients (aged from birth to < 18 years) with
confirmed acute VTE. There were 276 children aged 12 to < 18 years, 101 children aged 6 to
< 12 years, 69 children aged 2 to < 6 years, and 54 children aged < 2 years.

Index VTE was classified as either central venous catheter-related VTE (CVC-VTE;

90/335 patients in the rivaroxaban group, 37/165 patients in the comparator group), cerebral
vein and sinus thrombosis (CVST; 74/335 patients in the rivaroxaban group, 43/165 patients
in the comparator group), and all others including DVT and PE (non-CVC-VTE;

171/335 patients in the rivaroxaban group, 85/165 patients in the comparator group). The
most common presentation of index thrombosis in children aged 12 to < 18 years was
non-CVC-VTE in 211 (76.4%); in children aged 6 to < 12 years and aged 2 to < 6 years was
CVST in 48 (47.5%) and 35 (50.7%), respectively; and in children aged < 2 years was CVC-
VTE in 37 (68.5%). There were no children < 6 months with CVST in the rivaroxaban group.
22 of the patients with CVST had a CNS infection (13 patients in the rivaroxaban group and
9 patients in comparator group).

VTE was provoked by persistent, transient, or both persistent and transient risk factors in 438
(87.6%) children.

Patients received initial treatment with therapeutic doses of UFH, LMWH, or fondaparinux
for at least 5 days, and were randomised 2:1 to receive either body weight-adjusted doses of
rivaroxaban or comparator group (heparins, VKA) for a main study treatment period of

3 months (1 month for children <2 years with CVC-VTE). At the end of the main study
treatment period, the diagnostic imaging test, which was obtained at baseline, was repeated, if
clinically feasible. The study treatment could be stopped at this point, or at the discretion of

16 7inn 8 My



B

A
BAYER

E

R

the Investigator continued for up to 12 months (for children <2 years with CVC-VTE up to
3 months) in total.

The primary efficacy outcome was symptomatic recurrent VTE. The primary safety outcome
was the composite of major bleeding and clinically relevant non-major bleeding (CRNMB).
All efficacy and safety outcomes were centrally adjudicated by an independent committee
blinded for treatment allocation. The efficacy and safety results are shown in Tables 11 and
12 below.

Recurrent VTEs occurred in the rivaroxaban group in 4 of 335 patients and in the comparator
group in 5 of 165 patients. The composite of major bleeding and CRNMB was reported in 10
of 329 patients (3%) treated with rivaroxaban and in 3 of 162 patients (1.9%) treated with
comparator. Net clinical benefit (symptomatic recurrent VTE plus major bleeding events) was
reported in the rivaroxaban group in 4 of 335 patients and in the comparator group in 7 of

165 patients. Normalisation of the thrombus burden on repeat imaging occurred in 128 of

335 patients with rivaroxaban treatment and in 43 of 165 patients in the comparator group.
These findings were generally similar among age groups. There were 119 (36.2%) children
with any treatment-emergent bleeding in the rivaroxaban group and 45 (27.8%) children in
the comparator group.
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Table 11: Efficacy results at the end of the main treatment period

Event Rivaroxaban Comparator
N=335* N=165*
Recurrent VTE (primary efficacy outcome) 4 5

(1.2%. 95% CI

(3.0%. 95% CI

0.4% — 3.0%)

1.2% - 6.6%)

Composite: Symptomatic recurrent VTE +
asymptomatic deterioration on repeat imaging

5
(1.5%., 95% C1

6
(3.6%., 95% C1

0.6% — 3.4%)

1.6% — 7.6%)

Composite: Symptomatic recurrent VTE +
asymptomatic deterioration + no change on repeat

21
(6.3%., 95% CI

19
(11.5%, 95% CI

imaging

4.0% —9.2%)

71.3% —17.4%)

Normalisation on repeat imaging

128
(38.2%, 95% CI

43
(26.1%, 95% CI

33.0% - 43.5%)

19.8% - 33.0%)

Composite: Symptomatic recurrent VTE + major
bleeding (net clinical benefit)

4
(1.2%, 95% C1

7
(4.2%., 95% C1

0.4% - 3.0%

2.0% - 8.4%

Fatal or non-fatal pulmonary embolism

1
(0.3%., 95% CI

1
(0.6%., 95% CI

0.0% — 1.6%)

0.0% — 3.1%)

* FAS= full analysis set, all children who were randomised

Table 12: Safety results at the end of the main treatment period

Rivaroxaban Comparator
N=329* N=162*
Composite: Major bleeding + CRNMB (primary 10 3

safety outcome)

(3.0%. 95% CI

(1.9%. 95% CI

1.6% - 5.5%)

0.5% - 5.3%)

Major bleeding

0
(0.0%, 95% C1

2
(1.2%, 95% C1

0.0% - 1.1%)

0.2% - 4.3%)

Any treatment-emergent bleedings

119 (36.2%)

45 (27.8%)

* SAF = safety analysis set, all children who were randomised and received at least 1 dose

of study medicinal product

The efficacy and safety profile of rivaroxaban was largely similar between the paediatric VTE

population and the DVT/PE adult population, however, the proportion of subjects with any

bleeding was higher in the paediatric VTE population as compared to the DVT/PE adult

population.
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5.2 Pharmacokinetic properties

Absorption
The following information is based on the data obtained in adults.

Paediatric population

Children received rivaroxaban tablet or oral suspension during or closely after feeding or food
intake and with a typical serving of liquid to ensure reliable dosing in children. As in adults,
rivaroxaban is readily absorbed after oral administration as tablet or granules for oral
suspension formulation in children. No difference in the absorption rate nor in the extent of
absorption between the tablet and granules for oral suspension formulation was observed. No
PK data following intravenous administration to children are available so that the absolute
bioavailability of rivaroxaban in children is unknown. A decrease in the relative
bioavailability for increasing doses (in mg/kg bodyweight) was found, suggesting absorption
limitations for higher doses, even when taken together with food.

Rivaroxaban 20 mg tablets should be taken with feeding or with food (see section 4.2).

Distribution

Plasma protein binding in adults humans is high at approximately 92 % to 95 %, with serum
albumin being the main binding component. The volume of distribution is moderate with Vs
being approximately 50 litres.

Paediatric population

No data on rivaroxaban plasma protein binding specific to children is available. No PK data
following intravenous administration of rivaroxaban to children is available. Vs estimated via
population PK modelling in children (age range 0 to < 18 years) following oral administration
of rivaroxaban is dependent on body weight and can be described with an allometric function,
with an average of 113 L for a subject with a body weight of 82.8 kg.

Biotransformation and elimination
In adults, ©of ...

Paediatric population

No metabolism data specific to children is available. No PK data following intravenous
administration of rivaroxaban to children is available. CL estimated via population PK
modelling in children (age range 0 to < 18 years) following oral administration of rivaroxaban
is dependent on body weight and can be described with an allometric function, with an
average of 8 L/h for a subject with body weight of 82.8 kg. The geometric mean values for
disposition half-lives (t1,2) estimated via population PK modelling decrease with decreasing
age and ranged from 4.2 h in adolescents to approximately 3 h in children aged 2-12 years
down to 1.9 and 1.6 h in children aged 0.5-< 2 years and less than 0.5 years, respectively.
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Special populations

Gender

In adults, Tthere were no clinically relevant differences in pharmacokinetics and
pharmacodynamics between male and female patients. An exploratory analysis did not reveal
relevant differences in rivaroxaban exposure between male and female children.

Elderly population

Elderly patients exhibited higher plasma concentrations than younger patients, with mean
AUC values being approximately 1.5 fold higher, mainly due to reduced (apparent) total and
renal clearance. No dose adjustment is necessary.

Different weight categories

In adults, Eextremes in body weight (< 50 kg or > 120 kg) had only a small influence on
rivaroxaban plasma concentrations (less than 25 %). No dose adjustment is necessary.
In children, rivaroxaban is dosed based on body weight. An exploratory analysis did not
reveal a relevant impact of underweight or obesity on rivaroxaban exposure in children.

Inter-ethnic differences

In adults, Nno clinically relevant inter-ethnic differences among Caucasian, African-
American, Hispanic, Japanese or Chinese patients were observed regarding rivaroxaban
pharmacokinetics and pharmacodynamics.

An exploratory analysis did not reveal relevant inter-cthnic differences in rivaroxaban
exposure among Japanese, Chinese or Asian children outside Japan and China compared to
the respective overall paediatric population.

Hepatic impairment
Cirrhotic adult ...
No clinical data is available in children with hepatic impairment.

Renal impairment

In adults, Fthere...

No clinical data is available in children 1 year or older with moderate or severe renal
impairment (glomerular filtration rate < 50 mL/min/1.73 m?).

In paediatric patients with acute VTE receiving body weight-adjusted rivaroxaban leading to
an exposure similar to that in adult DVT patients receiving a 20 mg once daily dose, the
geometric mean concentrations (90% interval) at sampling time intervals roughly representing
maximum and minimum concentrations during the dose interval are summarised in Table 13.

16 7inn 12 Ty



B

A
BAYER

E

R

Table 13: Summary statistics (geometric mean (90% interval)) of rivaroxaban steady

state plasma concentrations (mcg/L) by dosing regimen and age

Time
intervals
o.d. N |12- N |6-
< 18 vears <12 vears
2.5-4h post | 171 | 241.5 24 | 229.7
(105-484) (91.5-777)
20-24h 151 1 20.6 24 | 159
post (5.69-66.5) (3.42-45.5)
b.i.d. N |6- N |2-<6yvears [N |0.5-
<12 years <2 years
2.5-4h post | 36 |1454 38 |171.8 2 |nec.
(46.0-343) (70.7-438)
10-16h 33 1260 37 222 3 (107
post (7.99-94.9) (0.25-127) (n.c.-n.c.)
ti.d. N |2-<6years | N |Birth- N [05- N | Birth -
<2 years <2 years < (.5 vears
0.5-3h post | 5 | 164.7 25 | 111.2 13 11143 12 1 108.0
(108-283) (22.9-320) (22.9-346) (19.2-320)
7-8hpost |5 |33.2 23 | 18.7 12 1214 11 | 16.1
(18.7-99.7) (10.1-36.5) (10.5-65.6) (1.03-33.6)

0.d. = once daily, b.i.d. = twice daily, t.i.d. three times daily, n.c. = not calculated

Values below lower limit of quantification (LLOQ) were substituted by 1/2 LLOQ for the

calculation of statistics (LLOQ = 0.5 mcg/L).

Paediatric population

Safety and efficacy have not been established in the indication prevention of stroke and
systemic embolism in patients with non-valvular atrial fibrillation for children and adolescents

up to 18 years.

6.3 Shelf life

Crushed tablets

Crushed rivaroxaban tablets are stable in water and in apple puree for up to 4 hours.

6.6 Special precautions for disposal

Crushing of tablets

Rivaroxaban tablets may be crushed and suspended in 50 mL of water and administered via a
nasogastric tube or gastric feeding tube after confirming gastric placement of the tube.
Afterwards, the tube should be flushed with water. Since rivaroxaban absorption is dependent
on the site of active substance release, administration of rivaroxaban distal to the stomach
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should be avoided, as this can result in reduced absorption and thereby. reduced active
substance exposure. After the administration of a crushed rivaroxaban 15 mg or 20 mg tablet,
the dose should then be immediately followed by enteral feeding.
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	4.1 Therapeutic indications
	Adults
	…
	Paediatric population
	15 mg:
	Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in children and adolescents aged less than 18 years and weighing from 30 kg to 50 kg after at least 5 days of initial parenteral anticoagulation treatment.
	20 mg:
	Treatment of venous thromboembolism (VTE) and prevention of VTE recurrence in children and adolescents aged less than 18 years and weighing more than 50 kg after at least 5 days of initial parenteral anticoagulation treatment.
	4.2 Posology and method of administration
	Posology
	Prevention of stroke and systemic embolism in adults
	…
	Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE in adults. …
	Treatment of VTE and prevention of VTE recurrence in children and adolescents Xarelto treatment in children and adolescents aged less than 18 years should be initiated following at least 5 days of initial parenteral anticoagulation treatment ...
	15 mg: The dose for children and adolescent is calculated based on body weight.
	- Body weight from 30 to 50 kg: a once daily dose of 15 mg rivaroxaban is recommended. This is the maximum daily dose.
	- Body weight of 50 kg or more: a once daily dose of 20 mg rivaroxaban is recommended. This is the maximum daily dose. …
	- For patients with body weight less 30 kg refer to the physician prescribing information of Xarelto granules for oral suspension.
	20 mg: The dose for children and adolescent is calculated based on body weight.
	- Body weight of 50 kg or more: a once daily dose of 20 mg rivaroxaban is recommended. This is the maximum daily dose.
	- Body weight from 30 to 50 kg: a once daily dose of 15 mg rivaroxaban is recommended. This is the maximum daily dose.
	- For patients with body weight less 30 kg refer to the physician prescribing information of Xarelto granules for oral suspension.
	The weight of a child should be monitored and the dose reviewed regularly. This is to ensure a therapeutic dose is maintained. Dose adjustments should be made based on changes in body weight only.
	Treatment should be continued for at least 3 months in children and adolescents. Treatment can be extended up to 12 months when clinically necessary. There is no data available in children to support a dose reduction after 6 months treatment....
	If a dose is missed, the missed dose should be taken as soon as possible after it is noticed, but only on the same day. If this is not possible, the patient should skip the dose and continue with the next dose as prescribed. The patient shoul...
	Converting from Vitamin K Antagonists (VKA) to Xarelto
	- For patients treated for Prevention of stroke and systemic embolism: VKA treatment should be stopped and Xarelto therapy should be initiated when the International Normalised Ratio (INR) is ≤ 3.0.
	- For patients treated for Treatment of DVT, PE and prevention of recurrence in adults and treatment of VTE and prevention of recurrence in paediatric patients:
	…
	Paediatric patients:
	Children who convert from Xarelto to VKA need to continue Xarelto for 48 hours after the first dose of VKA. After 2 days of co-administration an INR should be obtained prior to the next scheduled dose of Xarelto. Co-administration of Xarelto ...
	Converting from parenteral anticoagulants to Xarelto
	For adult and paediatric …
	Special populations
	Renal impairment
	Adults:
	…
	Paediatric population:
	- Children and adolescents with mild renal impairment (glomerular filtration rate 50 - 80 mL/min/1.73 m2 ): no dose adjustment is required, based on data in adults and limited data in paediatric patients (see section 5.2).
	- Children and adolescents with moderate or severe renal impairment (glomerular filtration rate < 50 mL/min/1.73 m2 ): Xarelto is not recommended as no clinical data is available (see section 4.4).
	Hepatic impairment
	Xarelto is contraindicated in patients with hepatic disease associated with coagulopathy and clinically relevant bleeding risk including cirrhotic patients with Child Pugh B and C (see sections 4.3 and 5.2).
	No clinical data is available in children with hepatic impairment.
	Elderly population
	No dose adjustment (see section 5.2).
	Body weight
	No dose adjustment for adults (see section 5.2). For paediatric patients the dose is determined based on body weight.
	Gender
	No dose adjustment (see section 5.2).
	Paediatric population The safety and efficacy of Xarelto in children aged 0 to 18 years have not been established. No data are available. Therefore, Xarelto is not recommended for use in children below 18 years of age. …
	…
	Paediatric population
	The safety and efficacy of Xarelto in children aged 0 to < 18 years have not been established in the indication prevention of stroke and systemic embolism in patients with non-valvular atrial fibrillation. No data are available. Therefore, it...
	Method of administration
	Adults
	Xarelto is for oral use. The tablets are to be taken with food (see section 5.2).
	Crushing of tablets
	...
	The crushed Xarelto tablet may also be given through gastric tubes (see sections 5.2 and 6.6). after confirmation of the correct gastric placement of the tube. The crushed tablet should be administered in a small amount of water via a gastric...
	There is no data regarding chewing or halving the tablets.
	15 mg
	Children and adolescents weighing 30 kg to 50 kg Xarelto is for oral use. The patient should be advised to swallow the tablet with liquid. It should also be taken with food (see section 5.2). The tablets should be taken approximately 24 hours...
	20 mg
	In case the patient immediately spits up the dose or vomits within 30 minutes after receiving the dose, a new dose should be given. However, if the patient vomits more than 30 minutes after the dose, the dose should not be re-administered and...
	The tablet must not be split in an attempt to provide a fraction of a tablet dose.
	Crushing of tablets
	For patients who are unable to swallow whole tablets, Xarelto granules for oral suspension should be used. If the oral suspension is not immediately available, when doses of 15 mg or 20 mg rivaroxaban are prescribed, these could be provided b...
	…
	4.8 Undesirable effects
	Summary of the safety profile
	4.9 Overdose
	5.2 Pharmacokinetic properties
	6.3 Shelf life
	6.6 Special precautions for disposal
	העדכונים בעלון לצרכן:

