AXOLTA
SCHEDULING STATUS

1. NAME OF THE MEDICINE

AXOLTA 10 myg, film coated tablets
AXOLTA 15 mg, film coated tablets
AXOLTA 20 mg, film coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

AXOLTA 10 mg: each film coated tablet contains rivaroxaban 10 mg.
Contains sugar (lactose monohydrate 53,57 mg per tablet).

AXOLTA 15 mg: each film coated tablet contains rivaroxaban 15 mg.
Contains sugar (lactose monohydrate 80,36 mg per tablet).

AXOLTA 20 mg: each film coated tablet contains rivaroxaban 20 mg.
Contains sugar (lactose monohydrate 107,14 mg per tablet).

For the full list of excipients, see section 6.1.
Essentially ‘sodium free’.

3. PHARMACEUTICAL FORM

Film coated tablets.

AXOLTA 10 mg are light pink coloured, round shaped, biconvex, film coated tablets debossed with “LU” on
one side and “R76” on the other side.

AXOLTA 15 mg are reddish brown coloured, round shaped, biconvex, film coated tablets debossed with
“LU” on one side and “R77” on the other side.

AXOLTA 20 mg are white coloured, round shaped, biconvex, film coated tablets debossed with “LU” on one
side and “R78” on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

AXOLTA 10 mg is indicated for:

Prevention of venous thromboembolism (VTE) in patients undergoing major orthopaedic surgery of the
lower limbs.

AXOLTA 15 mg and 20 mg is indicated for:

Prevention of stroke and systemic embolism in patients with non-valvular atrial fibrillation (SPAF).
Treatment of deep vein thrombosis (DVT) and for the prevention of recurrent deep vein thrombosis (DVT)
and pulmonary embolism (PE).

Treatment of pulmonary embolism (PE) and for the prevention of recurrent pulmonary embolism (PE) and
deep vein thrombosis (DVT).

4.2 Posology and method of administration
AXOLTA 10 mg:
Posology

F ion of venous
the lower limbs:

The recommended dose is one AXOLTA 10 mg tablet once daily for the prevention of venous
thromboembolism (VTE) in major orthopaedic surgery.

The initial dose should be taken within 6 - 10 hours after surgery provided that haemostasis has been
established.

(VTE) in 'going major or ic surgery of

Duration of treatment

The duration of treatment depends on the type of major orthopaedic surgery.
After major hip surgery patients should be treated for 5 weeks.

After major knee surgery patients should be treated for 2 weeks.

Missed dose:
If a dose is missed the patient should take AXOLTA 10 mg immediately and continue on the following day
with the once daily intake as before.

Special populations

Patients with hepatic impairment:

Prevention of VTE: AXOLTA 10 mg is contraindicated in patients with significant hepatic disease which is
associated with coagulopathy leading to a clinically relevant bleeding risk (see section 4.3).

No dose adjustment of the 10 mg is necessary in patients with other hepatic diseases.

Limited clinical data in patients with moderate hepatic impairment indicate a significant increase in the
pharmacological activity. No clinical data are available for patients with severe hepatic impairment.

Patients with renal impairment:

Prevention of VTE: No dose adjustment is required if AXOLTA 10 mg is administered in patients with

mild (creatinine clearance 80 - 50 mL/min) or moderate (creatinine clearance < 50 - 30 mL/min) renal
impairment.

Limited clinical data for patients with severe renal impairment (creatinine clearance < 30 mL/min) indicate
that rivaroxaban plasma levels are significantly increased in this patient population.

Therefore AXOLTA 10 mg must be used with caution in these patients (see section 4.4).

AXOLTA 15 mg and AXOLTA 20 mg:

Posology

There is no need for monitoring of coagulation parameters during treatment with AXOLTA 15 mg and
AXOLTA 20 mg.

Prevention of stroke and systemic embolism (SPAF):

The recommended dose is one AXOLTA 20 mg tablet once daily.

For patients with moderate renal impairment (creatinine clearance < 50 - 30 mL/min) the recommended
dose is one AXOLTA 15 mg tablet once daily.

Duration of treatment:
Therapy should be continued as long as risk factors for stroke and systemic embolism persist.

Missed dose:

If a dose is missed the patient should take AXOLTA 15 mg or AXOLTA 20 mg immediately and continue with
the once daily intake as recommended on the following day.

The dose should not be doubled to make up for a missed dose within the same day.

Maximum daily dose:
The recommended maximum daily dose is one AXOLTA 20 mg tablet.

DVT and PE treatment - recommended usual dose and frequency of administration:

The recommended dose for the initial treatment of acute DVT and PE is one AXOLTA 15 mg tablet twice
daily for the first three weeks followed by one AXOLTA 20 mg tablet once daily for the continued treatment
and the prevention of recurrent DVT and PE.

DVT and PE t - of
Therapy should be continued as long as the VTE risk persists.

DVT and PE treatment — missed dose:

It is essential to adhere to the dosage schedule provided.

If a dose is missed during the AXOLTA 15 mg twice daily treatment phase the patient should take

AXOLTA 15 mg immediately to ensure intake of 30 mg per day. In this case two AXOLTA 15 mg tablets may
be taken at once. The patient should continue with the regular one AXOLTA 15 mg twice daily intake as
recommended on the following day.

If a dose is missed during the AXOLTA 20 mg once daily treatment phase the patient should take

AXOLTA 20 mg immediately to ensure intake of 20 mg per day. The patient should continue with the regular
one AXOLTA 20 mg once daily intake as recommended on the following day.

DVT and PE treatment — maximum daily dose:
The recommended maximum daily dose is 30 mg during the first 3 weeks of treatment.
In the following treatment phase, the recommended maximum daily dose is 20 mg.

Special populations

Patients with hepatic impairment:

SPAF: AXOLTA 15 mg and AXOLTA 20 mg is contraindicated in patients with hepatic disease with or without
coagulopathy (see section 4.3).

DVT and PE treatment: AXOLTA 15 mg and AXOLTA 20 mg is contraindicated in patients with hepatic
disease with or without coagulopathy (see section 4.3).

Limited clinical data in patients with moderate hepatic impairment (Child-Pugh B) indicate a significant
increase in the pharmacological activity.

No clinical data are available for patients with severe hepatic impairment (Child-Pugh C) (see sections 4.3
and 5.2).

Patients with renal impairment:

SPAF: No dose adjustment is required if AXOLTA 20 mg is administered in patients with mild (creatinine clearance
< 80 - 50 mL/min) renal impairment. For patients with moderate (creatinine clearance < 50 - 30 mL/min) renal
impairment the recommended dose is one AXOLTA 15 mg once daily.

Limited clinical data for patients with severe renal impairment (creatinine clearance < 30 - 15 mL/min) indicate
that rivaroxaban plasma levels are significantly increased in this patient population. Therefore AXOLTA 15 mg must
be used with caution in these patients.

Use of AXOLTA 15 mg or AXOLTA 20 mg is not recommended in patients with creatinine clearance < 15 mL/min
(see sections 4.4 and 5.2).

DVT, PE and post-surgery treatment: No dose adjustment is required if AXOLTA is administered in
patients with mild (creatinine clearance < 80 - 50 mL/min) or moderate (creatinine clearance

< 50 - 30 mL/min) renal impairment (see section 5.2).

Limited clinical data for patients with severe renal impairment (creatinine clearance < 30 - 15 mL/min)
indicate that rivaroxaban plasma levels are significantly increased in this patient population. Therefore
AXOLTA 15 mg and AXOLTA 20 mg must be used with caution in these patients.

Use of AXOLTA 15 mg or AXOLTA 20 mg is not recommended in patients with creatinine clearance

< 15 mL/min (see sections 4.4 and 5.2).

SPAF - converting from warfarin to AXOLTA 15 mg or AXOLTA 20 mg:

Warfarin treatment should be stopped and AXOLTA 15 mg or AXOLTA 20 mg therapy should be initiated
when the international normalised ratio (INR) is < 3,0.

When converting patients from warfarin to AXOLTA 15 mg or AXOLTA 20 mg, INR values will be falsely
elevated after the intake of AXOLTA 15 mg or AXOLTA 20 mg. The INR is not valid to measure the
anticoagulant activity of AXOLTA 15 mg or AXOLTA 20 mg, and therefore should not be used (see section 4.4).

DVT and PE treatment — converting from warfarin to AXOLTA 15 mg:

Warfarin treatment should be stopped and AXOLTA 15 mg or 20 mg therapy should be initiated when the
INRis < 2,5.

When converting patients from warfarin to AXOLTA 15 mg, INR values will be falsely elevated after the
intake of AXOLTA 15 mg. The INR is not valid to measure the anticoagulant activity of AXOLTA 15 mg or
AXOLTA 20 mg, and therefore should not be used (see section 4.5).

SPAF - converting from AXOLTA 15 mg or AXOLTA 20 mg to warfarin:

There is a potential for inadequate anticoagulation during the transition from AXOLTA 15 mg or

AXOLTA 20 mg to warfarin. Continuous adequate anticoagulation should be ensured during any transition to
an alternate anticoagulant. It should be noted that AXOLTA 15 mg and AXOLTA 20 mg can contribute to an
elevated INR.

In patients converting from AXOLTA 15 mg or AXOLTA 20 mg to warfarin, warfarin should be given
concurrently until the INR is > 2,0. For the first two days of the conversion period, standard warfarin dosing
should be used followed by warfarin dosing guided by INR testing.

While patients are on both AXOLTA 15 mg or AXOLTA 20 mg and warfarin, the INR should not be tested

earlier than 24 hours (after the previous dose but prior to the next dose of AXOLTA 15 mg or AXOLTA 20 mg).

0Once AXOLTA 15 mg or AXOLTA 20 mg is discontinued INR testing may be done reliably 24 hours after the
last dose (see section 4.5).

DVT and PE treatment — converting from AXOLTA 15 mg or 20 mg to warfarin:

There is a potential for inadequate anticoagulation during the transition from AXOLTA 15 mg to warfarin.
Continuous adequate anticoagulation should be ensured during any transition to an alternate anticoagulant.
It should be noted that AXOLTA can contribute to an elevated INR.

In patients converting from AXOLTA 15 mg or 20 mg to warfarin, the warfarin should be given concurrently
until the INR is > 2,0. For the first two days of the conversion period, standard warfarin dosing should be
used followed by warfarin dosing guided by INR testing.

While patients are on both AXOLTA 15 mg or AXOLTA 20 mg and warfarin, the INR should not be tested

earlier than 24 hours (after the previous dose but prior to the next dose of AXOLTA 15 mg or AXOLTA 20 mg).

Once AXOLTA 15 mg or AXOLTA 20 mg is discontinued INR testing may be done reliably 24 hours after the
last dose (see section 4.5).

SPAF - converting from parenteral anticoagulants to AXOLTA 15 mg or AXOLTA 20 mg:

For patients currently receiving a parenteral anticoagulant, start AXOLTA 15 mg or AXOLTA 20 mg,

0 - 2 hours before the time of the next scheduled administration of the parenteral medicine (e.g.
low-molecular-weight heparin (LMWH)) or at the time of discontinuation of a continuously administered
parenteral medicine (e.g. intravenous unfractionated heparin).

DVT and PE treatment — converting from parenteral anticoagulants to AXOLTA 15 mg:

For patients currently receiving a parenteral anticoagulant, start AXOLTA 15 mg, 0 - 2 hours before
the time of the next scheduled administration of the parenteral medicine (e.g. LMWH) or at the time of
discontinuation of a continuously administered parenteral medicine (e.g. intravenous unfractionated
heparin).

SPAF - converting from AXOLTA 15 mg or AXOLTA 20 mg to parenteral anticoagulants:
Discontinue AXOLTA 15 mg or AXOLTA 20 mg and give the first dose of parenteral anticoagulant at the time
that the next AXOLTA 15 mg or AXOLTA 20 mg dose would have been taken.

DVT and PE treatment — converting from AXOLTA 15 mg or 20 mg to parenteral anticoagulants:
Discontinue AXOLTA and give the first dose of parenteral anticoagulant at the time that the next AXOLTA
dose would have been taken.

Body weight:
No dose adjustment is required based on body weight (see section 5.2).

Ethnic differences:
No dose adjustment is required based on ethnic differences.

Elderly (above 65 years) and gender:
No dose adjustment is required for these patient populations.

Paediatric population
Children and adolescents (from birth to 18 years):
Safety and efficacy have not been established in children and adolescents below 18 years.

Method of administration

The film coated tablets are for oral use.

AXOLTA 15 mg and 20 mg should be taken with food.
AXOLTA 10 mg can be taken with or without food.

4.3 Contraindications

* hypersensitivity to rivaroxaban or to any of the ingredients of AXOLTA

 clinically significant active bleeding (e.g. intracranial bleeding, gastrointestinal bleeding)
* known existing inherited bleeding disorders

* hepatic disease with or without coagulopathy leading to a clinically relevant bleeding risk
* pregnancy and lactation.
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4.4 Special warnings and precautions for use

Patients with prosthetic valves:

Safety and efficacy of AXOLTA 15 mg and AXOLTA 20 mg have not been studied in patients with prosthetic
heart valves; therefore, there are no data to support that AXOLTA 20 mg (AXOLTA 15 mg in patients with
moderate or severe renal impairment) provides adequate anticoagulation in this patient population.

Bleeding risk:

AXOLTA should 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
shortly after brain, spinal or ophthalmological surgery
bronchiectasis or history of pulmonary bleeding.

Haemorrhagic risk:

Patients taking AXOLTA are to be carefully observed for signs of bleeding. It is recommended to be

used with caution in conditions with increased risk of haemorrhage. AXOLTA administration should be
discontinued if severe haemorrhage occurs (see section 4.9).

In clinical studies mucosal bleedings (i.e. epistaxis, gingival, gastroil genito-urinary including
abnormal vaginal or increased menstrual bleeding) and anaemia were seen more frequently during long
term rivaroxaban treatment compared with vitamin K antagonist (VKA) treatment. Thus, in addition to
adequate clinical surveillance, laboratory testing of haemoglobin/haematocrit could be of value to detect
occult bleeding and quantify the clinical relevance of overt bleeding, as judged to be appropriate.

Several sub-groups of patients, as detailed above, are at increased risk of bleeding. These patients are to
be carefully monitored for signs and symptoms of bleeding complications and anaemia after initiation of
treatment (see section 4.8).

Any unexplained fall in haemoglobin or blood pressure should lead to a search for a bleeding site.
Although treatment with AXOLTA does not require routine monitoring of exposure, AXOLTA levels measured
with a calibrated quantitative anti-factor Xa assay may be useful in exceptional situations where knowledge
of AXOLTA exposure may help to inform clinical decisions, e.g. overdose and emergency surgery (see
sections 5.1 and 5.2).

Surgery and interventions:

If an invasive procedure or surgical intervention is required, AXOLTA 15 mg and AXOLTA 20 mg should

be stopped at least 24 hours before the intervention, if possible and based on clinical judgement of the
healthcare professional.

If the procedure cannot be delayed the increased risk of bleeding should be assessed against the urgency
of the intervention.

AXOLTA 15 mg and AXOLTA 20 mg should be restarted after the invasive procedure or surgical intervention
as soon as possible provided the clinical situation allows and adequate haemostasis has been established
(see section 5.2).

Neuraxial (epidural/spinal) anaesthesia:

When neuraxial (epidural/spinal) anaesthesia or spinal puncture is performed patients treated with
antithrombotics for prevention of thromboembolic complications are at risk for development of an epidural
or spinal haematoma, which may result in long-term paralysis.

The risk of these events is further increased by use of indwelling epidural catheters or the concomitant use
of medicines affecting haemostasis. The risk may also be increased by traumatic or repeated epidural or
spinal punctures.

Patients should be frequently monitored for signs and symptoms of neurological impairment (e.g.
numbness or weakness of the legs, bowel or bladder dysfunction). If neurological deficits are noted, urgent
diagnosis and treatment is necessary.

The healthcare provider should consider the potential benefit versus the risk before neuraxial intervention in
patients who are anticoagulated or considered to be anticoagulated for thromboprophylaxis.

At least 18 hours should elapse after the last administration of AXOLTA 15 mg and AXOLTA 20 mg before
removal of an epidural catheter.

Following removal of the catheter, at least 6 hours should elapse before the next AXOLTA 15 mg and
AXOLTA 20 mg dose is administered.

If a traumatic puncture occurs, the administration of AXOLTA 15 mg and AXOLTA 20 mg should be delayed
for 24 hours.

DVT and PE treatment - renal impairment:

AXOLTA 15 mg or AXOLTA 20 mg is to be used with caution in patients with moderate renal impairment
(creatinine clearance < 50 - 30 mL/min) receiving co-medications leading to increased AXOLTA plasma
concentrations (see section 4.5).

SPAF, DVT and PE treatment — severe renal impairment:

In patients with severe renal impairment (creatinine clearance < 30 mL/min) rivaroxaban plasma levels
may be significantly elevated (1,6-fold on average) which may lead to an increased bleeding risk. Due to
the underlying disease these patients are at an increased risk of both bleeding and thrombosis. Therefore,
AXOLTA (all strengths) should be used with caution in patients with severe renal impairment.

AXOLTA should also be used with caution in patients with creatinine clearance 15 - 29 mL/min. Use is not
recommended in patients with creatinine clearance < 15 mL/min (see sections 4.2 and 5.2).

Patients with severe renal impairment or increased bleeding risk and patients receiving concomitant
systemic treatment with azole-antimycotics or HIV protease inhibitors are to be carefully monitored for
signs of bleeding complications after initiation of treatment.

Interaction with other medicines:

AXOLTA 15 mg and AXOLTA 20 mg is not recommended in patients receiving concomitant systemic
treatment with azole-antimycotics (e.g. ketoconazole, itraconazole, voriconazole and posaconazole)

or HIV protease inhibitors (e.g. ritonavir). These medicines are strong inhibitors of both CYP 3A4 and
P-glycoprotein (P-gp). Therefore, these medicines may increase rivaroxaban plasma concentrations to a
clinically relevant degree which may lead to an increased bleeding risk (see section 4.5).

The azole anti-mycotic fluconazole, a moderate CYP 3A4 inhibitor, has however less effect on rivaroxaban
exposure and can be co-administered (see section 4.5).

Care should be taken if patients are treated concomitantly with medicines affecting haemostasis such as
nonsteroidal anti-inflammatory medicines (NSAIDs), platelet aggregation inhibitors, or other antithrombotics
(see section 4.5).

For patients at risk of ulcerative gastrointestinal disease an appropriate prophylactic treatment may be
considered (see section 4.5).

Women of childbearing potential:
AXOLTA should be used in women of childbearing potential only with effective contraception (see section 4.6).

QTc prolongation:
No QTc prolonging effect was observed with AXOLTA.

Patients with antiphospholipid syndrome:

Direct acting oral anticoagulants (DOACs) including AXOLTA are not recommended for patients with a
history of thrombosis who are diagnosed with antiphospholipid syndrome. In particular for patients that are
triple positive (for lupus anticoagulant, anticardiolipin antibodies, and anti-beta 2-glycoprotein | antibodies),
treatment with DOACs could be associated with increased rates of recurrent thrombotic events compared
with vitamin K antagonist therapy.

Hip fracture surgery:
AXOLTA has not been studied in interventional clinical studies in patients undergoing hip fracture surgery to
evaluate efficacy and safety.

Patients with non-valvular atrial fibrillation who undergo percutaneous coronary intervention (PCI)
with stent placement:

Clinical data are available from an interventional study with the primary objective to assess safety in
patients with non-valvular atrial fibrillation who undergo PCI with stent placement. Data on efficacy in this
population are limited (see sections 4.2 and 5.1). No data are available for such patients with a history of
stroke/transient ischaemic attack (TIA).

Haemodynamically unstable PE patients or patients who require thrombolysis or pulmonary
embolectomy:

AXOLTA is not recommended as an alternative to unfractionated heparin in patients with pulmonary
embolism who are haemodynamically unstable or may receive thrombolysis or pulmonary embolectomy
since the safety and efficacy of AXOLTA have not been established in these clinical situations.

Dosing recommendations before and after invasive procedures and surgical intervention other than
lective hip or knee surgery:

If an invasive procedure or surgical intervention is required, AXOLTA should be stopped at least 24 hours

before the intervention, if possible and based on the clinical judgement of the healthcare provider.

If the procedure cannot be delayed the increased risk of bleeding should be assessed against the urgency

of the intervention.

AXOLTA should be restarted as soon as possible after the invasive procedure or surgical intervention

provided the clinical situation allows and adequate haemostasis has been established as determined by the

treating doctor (see section 5.2).

Elderly population:
Increasing age may increase haemorrhagic risk (see section 5.2).

Dermatological reactions:

Serious skin reactions, including Stevens-Johnson syndrome/toxic epidermal necrolysis and drug reaction
with eosinophilia and systemic symptoms (DRESS) syndrome, have been reported in association with the
use of AXOLTA (see section 4.8). Patients appear to be at highest risk for these reactions early in the course
of therapy: the onset of the reaction occurring in the majority of cases within the first weeks of treatment.
AXOLTA should be discontinued at the first appearance of a severe skin rash (e.g. spreading, intense and/or
blistering), or any other sign of hypersensitivity in conjunction with mucosal lesions.

Excipients:
AXOLTA contains lactose. Patients with the rare hereditary conditions of galactose intolerance total lactase
deficiency or glucose-galactose malabsorption should not take AXOLTA.

AXOLTA contains less than 1 mmol sodium (0,023 g) per tablet, that is to say essentially ‘sodium free’.

4.5 ion with other
PHARMACOKINETIC INTERACTIONS:
Rivaroxaban is cleared mainly via cytochrome P450-mediated (CYP 3A4, CYP 2J2) hepatic metabolism and
renal excretion of the unchanged medicine, involving the P-glycoprotein (P-gp)/breast cancer resistance
protein (BCRP) transporter systems (see section 5.2).

CYP inhibition:
Rivaroxaban does not inhibit CYP 3A4 or any other major CYP isoforms.

CYP induction:
Rivaroxaban does not induce CYP 3A4 or any other major CYP isoforms.

Effects on AXOLTA

CYP3A4 and P-gp inhibitors:

The concomitant use of AXOLTA with strong CYP 3A4 and P-gp inhibitors, may lead to both reduced hepatic
and renal clearance and thus significantly increased systemic exposure.

Ketoconazole:

Co-administration of AXOLTA with the azole-antimycotic ketoconazole (400 mg once daily) a strong

CYP 3A4 and P-gp inhibitor, led to a 2,6-fold increase in mean rivaroxaban steady state AUC and a 1,7-fold
increase in mean rivaroxaban Cmar, with significant increases in its pharmacodynamic effects which may
lead to an increased bleeding risk.

Ritonavir:

Co-administration of AXOLTA with the HIV protease inhibitor ritonavir (600 mg twice daily), a strong

CYP 3A4 and P-gp inhibitor, led to a 2,5-fold increase in mean rivaroxaban AUC and a 1,6-fold increase

in mean rivaroxaban Cmax, with significant increases in its pharmacodynamic effects. Data on the co-
administration of AXOLTA with the HIV protease inhibitor ritonavir (100 mg twice daily) is not available.

The use of AXOLTA is therefore 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).

Other active substances strongly inhibiting only one of the rivaroxaban elimination pathways, either

CYP 3A4 or P-gp, are expected to increase rivaroxaban plasma concentrations to a lesser extent.

Clarithromycin:

Clarithromycin (500 mg twice daily), considered a strong CYP 3A4 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, which is close
to the magnitude of the normal variability of AUC and Cmax, is considered as not clinically relevant.

Erythromycin:

Erythromycin (500 mg three times daily), which inhibits CYP 3A4 and P-gp moderately, led to a 1,3-fold
increase in mean rivaroxaban AUC and Cmax. This increase is within the magnitude of the normal variability
of AUC and Cmax and is considered as clinically not relevant but can be potentially significant in high-risk
patients.

In subjects with mild renal impairment erythromycin (500 mg three times a day) led to a 1,8-fold increase
in mean rivaroxaban AUC and 1,6-fold increase in Cmax when compared to subjects with normal renal
function.

In subjects with moderate renal impairment, erythromycin led to a 2,0- fold increase in mean rivaroxaban
AUC and 1,6-fold increase in Cmex When compared to subjects with normal renal function. The effect of
erythromycin is additive to that of renal impairment (see section 4.4).

Fluconazole:

Fluconazole (400 mg once daily), considered a moderate CYP 3A4 inhibitor, led to a 1,4-fold increase in
mean rivaroxaban AUC and a 1,3-fold increase in mean Crmax. This increase is within the magnitude of the
normal variability of AUC and Crex and is considered as clinically not relevant, in most patients but can be
potentially significant in high-risk patients. (For patients with renal impairment: see section 4.4).

Dronedarone:

and other forms of interaction

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

PHARMACODYNAMIC INTERACTIONS

Anticoagulants:

After combined administration of enoxaparin (40 mg single dose) with AXOLTA 10 mg (single dose), an
additive effect on anti-factor Xa activity was observed without any additional effects on clotting tests —
partial thromboplastin time (PTT), activated partial thromboplastin time (aPTT). Enoxaparin did not affect the
pharmacokinetics of rivaroxaban (see section 4.5).

Due to the increased bleeding risk care is to be taken if patients are treated concomitantly with any other
anticoagulants (see sections 4.3 and 4.4).

NSAIDs/platelet aggregation inhibitors:

No clinically relevant prolongation of bleeding time was observed after concomitant administration of
AXOLTA 15 mg and 500 mg naproxen. Nevertheless, there may be individuals with more pronounced
pharmacodynamic response (see section 4.4).

No clinically significant pharmacokinetic or pharmacodynamic interactions were observed when AXOLTA
was co-administered with 500 mg acetylsalicylic acid, however, care is to be taken if patients are treated
concomitantly with NSAIDs (including acetylsalicylic acid) and platelet aggregation inhibitors because these
medicines typically increase the bleeding risk (see section 4.4).

Clopidogrel (300 mg loading dose followed by 75 mg maintenance dose) did not show a pharmacokinetic
interaction with AXOLTA 15 mg but a relevant increase in bleeding times was observed in a subset of
patients which was not correlated to platelet aggregation, P-selectin or GPIIb/Illa receptor levels (see
section 4.4).

Selective serotonin re-uptake inhibitors (SSRIs) and selective noradrenaline re-uptake inhibitor (SNRI):
As with other anticoagulants the possibility may exist that patients are at increased risk of bleeding in case
of concomitant use with SSRIs or SNRIs due to their reported effect on platelets. When concomitantly used
in the rivaroxaban clinical programme, numerically higher rates of major or non-major clinically relevant
bleeding were observed in all treatment groups.

Warfarin:

Converting patients from warfarin (INR 2,0 - 3,0) to AXOLTA 20 mg or from AXOLTA 20 mg to warfarin

(INR 2,0 - 3,0) increased prothrombin time/INR (Neoplastin®) more than additively (individual INR values up
to 12 may be observed), whereas effects on aPTT, inhibition of factor Xa activity and endogenous thrombin
potential (ETP) were additive.

If it is desired to test the pharmacodynamic effects of AXOLTA 15 mg or AXOLTA 20 mg during the
conversion period, anti-Factor Xa activity, prothrombinase-induced clotting time (PiCT), and Heptest® can be
used as these tests were not affected by warfarin

From day 4 after stopping warfarin, all tests (including PT, aPTT, inhibition of factor Xa activity and ETP)
reflected only the effect of AXOLTA 15 or 20 mg (see section 4.2).

If it is desired to test the pharmacodynamic effects of warfarin during the conversion period, INR
measurement can be used at the Crougn Of rivaroxaban (24 hours after the previous intake of rivaroxaban) as
this test is minimally affected by rivaroxaban at this time point.

No pharmacokinetic interaction was observed between warfarin and AXOLTA.

CYP3A4 inducers:

Co-administration of AXOLTA with the strong CYP 3A4 and P-gp inducer, rifampicin led to an approximate
50 % decrease in mean rivaroxaban AUC, with parallel decreases in its pharmacodynamic effects (see
section 5.1).

The concomitant use of AXOLTA with other strong CYP 3A4 inducers (e.g. phenytoin, carbamazepine.
phenobarbitone or St. John’s Wort) may also lead to a decreased rivaroxaban plasma concentration. Strong
CYP 3A4 inducers should be co-administered with caution.

Other concomitant therapies:

There were no mutual pharmacokinetic interactions between AXOLTA and midazolam (substrate of

CYP 3A4), digoxin (substrate of P-glycoprotein) or atorvastatin (substrate of CYP 3A4 and P-gp).
Co-administration of the proton pump inhibitor omeprazole, the H2 receptor antagonist, ranitidine, the
antacid aluminium hydroxide/magnesium hydroxide, naproxen, clopidogrel or enoxaparin did not affect
rivaroxaban bioavailability and pharmacokinetics.

1 ions with lab v p

Clotting parameter tests (PT, aPTT, HepTest®) are affected as expected by the mode of action of AXOLTA.

4.6 Fertility, pregnancy and Iaqtation

Women of chi ing ontr in males and females
AXOLTA should be used in women of childbearing potential only with effective contraception.
Pregnancy

Safety and efficacy of AXOLTA have not been established in pregnant women.

In rats and rabbits, rivaroxaban showed pronounced maternal toxicity with placental changes related to
its pharmacological mode of action (e.g. haemorrhagic complications) leading to reproductive toxicity. No
primary teratogenic potential was identified. Due to the intrinsic risk of bleeding and the evidence that
rivaroxaban passes the placenta, AXOLTA is contraindicated in pregnancy (see section 4.3).

Breastfeeding

Safety and efficacy of AXOLTA has not been established in nursing mothers. In rats, rivaroxaban is secreted
into breast milk. Therefore AXOLTA may only be administered after breastfeeding is discontinued (see
section 4.3).

Fertility

There is no data on fertility with AXOLTA.

4.7 Effects on ability to drive and use machines
Adverse reactions like syncope and dizziness have been reported (see section 4.8). Patients experiencing
these adverse reactions should not drive or use machines.

4.8 Undesirable effects

a). Summary of the safety profile

The safety of AXOLTA has been evaluated in studies including patients exposed to rivaroxaban 10 mg
undergoing major orthopaedic surgery of the lower limbs (total hip replacement or total knee replacement),
in 3997 hospitalised medically ill patients treated up to 39 days, and in three phase Il VTE treatment trials
with patients exposed either to rivaroxaban 15 mg twice daily for 3 weeks followed by rivaroxaban 20 mg
once daily, or to rivaroxaban 20 mg once dally treated up to 21 months.

Furthermore, safety of rivaroxaban (as in AXOLTA), has also been evaluated in patients with non-valvular
atrial fibrillation from two phase Il trials with at least one dose of either rivaroxaban 15 mg or 20 mg.

Due to the pharmacological mode of action, AXOLTA 15 mg and AXOLTA 20 mg may be associated with an
increased risk of occult or overt bleeding from any tissue and organ which may result in post haemorrhagic
anaemia. The risk of bleedings may be increased in certain patient groups e.g. patients with uncontrolled
severe arterial hypertension, impaired renal and hepatic function and/or on concomitant medication
affecting haemostasis (see section 4.2).

The signs, symptoms, and severity (including fatal outcome) will vary according to the location and degree
or extent of the bleeding and/or anaemia (see section 4.9).

Haemorrhagic complications may present as weakness, paleness, dizziness, headache or unexplained
swelling, dyspnoea, and unexplained shock. In some cases, as a consequence of anaemia, symptoms of
cardiac ischaemia like chest pain or angina pectoris have been observed.

Known complications secondary to severe bleeding, such as compartment syndrome and renal failure due
to hypoperfusion, have been reported for AXOLTA. Therefore, the possibility of a haemorrhage should be
considered in evaluating the condition in any anticoagulated patient.

In other clinical studies with rivaroxaban 10 mg, single cases of adrenal haemorrhage and conjunctival
haemorrhage, and fatal gastrointestinal ulcer haemorrhage were reported, jaundice and hypersensitivity
were rare and haemoptysis was uncommon.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antithrombotic agents, direct factor Xa inhibitors.
ATC code: BO1AFO1

Pharmacological classification: A.8.2 Anticoagulants.

Mechanism of action

Rivaroxaban is a highly selective direct factor Xa inhibitor with oral bioavailability.

Activation of factor X to factor Xa (FXa) via the intrinsic and extrinsic pathway plays a central role in the
cascade of blood coagulation. FXa directly converts prothrombin to thrombin through the prothrombinase
complex, and ultimately, this reaction leads to fibrin clot formation and activation of platelets by thrombin.
One molecule of FXa is able to generate more than 1000 molecules of thrombin due to the amplification
nature of the coagulation cascade. In addition, the reaction rate of prothrombinase-bound FXa increases
300 000-fold compared to that of free FXa and causes an explosive burst of thrombin generation.
Selective inhibitors of FXa can terminate the amplified burst of thrombin generation. Consequently, several
specific and global clotting tests are affected by rivaroxaban. Dose dependent inhibition of factor Xa activity
was observed in humans.

Pharmacodynamic effects

Dose dependent inhibition of factor Xa activity was observed in humans. Prothrombin time (PT) is influenced
by rivaroxaban in a dose dependent way with a close correlation to plasma concentrations (r value equals
0,98) if Neoplastin® is used for the assay. Other reagents would provide different results. The readout for PT
is to be done in seconds, because the INR (international normalised ratio) is only calibrated and validated
for coumarins and cannot be used for any other anticoagulant.

In patients receiving rivaroxaban for treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE)
and prevention of recurrent DVT and PE, the 5/95 percentiles for PT (Neoplastin®) 2 - 4 hours after tablet
intake (i.e. at the time of maximum effect) ranged from 17 seconds to 32 seconds for 15 mg twice daily or
15 seconds to 30 seconds for 20 mg once daily, respectively.

In patients with non-valvular atrial fibrillation receiving rivaroxaban for the prevention of stroke and
systemic embolism, the 5/95 percentiles for PT (Neoplastin®) 1 - 4 hours after tablet intake (i.e. at the time
of maximum effect) ranged from 14 seconds to 40 seconds in patients treated with 20 mg once daily and
from 10 seconds to 50 seconds in patients with moderate renal impairment treated with 15 mg once daily.
The activated partial thromboplastin time (aPTT) and HepTest® are also prolonged dose-dependently;
however, they are not recommended to assess the pharmacodynamic effect of rivaroxaban.

Anti-factor Xa activity is also influenced by rivaroxaban; however, no standard for calibration is available.
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.

Clinical efficacy and safety

The rivaroxaban clinical program was designed to demonstrate the efficacy of rivaroxaban for the
prevention of venous thromboembolic events (VTE), i.e. proximal and distal deep vein thrombosis (DVT)
and pulmonary embolism (PE) in patients undergoing major orthopaedic surgery of the lower limbs. Over
9500 patients (7050 in total hip replacement surgery and 2531 in total knee replacement surgery) were
studied in controlled randomised double-blind phase Il clinical studies.

5.2 Pharmacokinetic properties

Absorption and bioavailability:

Rivaroxaban is rapidly absorbed with maximum concentrations (Cax) appearing 2 - 4 hours after tablet
intake.

Administration of rivaroxaban tablets with food (high-calorie/high-fat meal) showed no significant food
effects. Rivaroxaban 10 mg dose can be taken with or without food (see section 4.2).

The oral bioavailability for the 20 mg tablet dose is 66 %, under fasting conditions. When rivaroxaban

20 mg tablets are taken together with food increases in mean AUC by 39 % were observed when compared
to tablet intake under fasting conditions, indicating almost complete absorption and high oral bioavailability.
Rivaroxaban 15 mg and 20 mg should be taken with food (see section 4.2).

Under fed conditions rivaroxaban 15 mg and 20 mg tablets demonstrated dose-proportionality.

Variability in rivaroxaban pharmacokinetics is moderate with inter-individual variability (CV %) ranging from
30 % to 40 %.

Distribution:

Plasma protein binding in humans is high at approximately 92 % - 95 %, with serum albumin being the
main binding component. The volume of distribution is moderate with steady state volume of distribution
(Vss) being approximately 50 L.

Biotransformation and elimination:

0f the administered rivaroxaban dose, approximately 2/3 undergoes metabolic degradation, with half then
eliminated renally and the other half eliminated by the faecal route. The other 1/3 of the administered
dose undergoes direct renal excretion as unchanged active substance in the urine, mainly via active renal
secretion.

Elimination of rivaroxaban and metabolites occurs via both renal and faecal routes.

Rivaroxaban is metabolised via CYP 3A4, CYP 2J2 and CYP-independent mechanisms. Oxidative
degradation of the morpholinone moiety and hydrolysis of the amide bonds are the major sites of
biotransformation. Based on in vitro investigations rivaroxaban is a substrate of the transporter proteins
P-gp (P-glycoprotein) and BCRP (breast cancer resistance protein).

Unchanged rivaroxaban is the most important compound in human plasma with no major or active
circulating metabolites being present. With a systemic clearance of about 10 L/h rivaroxaban can be
classified as a low-clearance Elimination of ri 1 from plasma occurred with terminal
half-lives of 5 - 9 hours in young individuals, and with terminal half-lives of 11 - 13 hours in the elderly.

Linearity/non-linearity:
Rivaroxaban pharmacokinetics is linear with no relevant undue accumulation beyond steady-state after
multiple doses.

Pharmacokinetics in special patient groups

Elderly patients:

b). Tabulated y of Elderly_patients exhibited_ higher p!asma concentrations than younger patients with mean AUC valugs being
System Organ Class Frequency Side effects appre y 1,5-fold higher, mainly due to reduced (apparent) total and renal clearance (see section 4.2).
Blood and lymphati A ¢ A ia (incl tive laborat Different weight categories:

s :‘t)en?r(]iisgmgrsa ic requen g;enrg?egc - Tespective faboratory Extremes in body weight (< 50 kg versus > 120 kg) had only a small influence on rivaroxaban plasma

Y P concentrations (less than 25 %) (see section 4.2).
Less frequent Thrombocytosis (incl. platelet counts increased) *, Inter-ethnic differences:
thrombocytopenia No clinically relevant inter-ethnic differences among Caucasian, African-American, Hispanic, Japanese or

Immune system disorders Less frequent Allergic reaction, allergic dermatitis, Chinese patients were observed regarding pharmacokinetics and pharmacodynamics (see section 4.2).

angioedema and allergic oedema, anaphylactic Hepatic i " .
o - : patic impairment:
reactions including anaphytactic shock The effect of hepatic impairment on rivaroxaban pharmacokinetics has been studied in subjects

Nervous system disorders | Frequent Dizziness, headache categorised according to the Child-Pugh classification, a standard procedure in clinical development.

. . In patients for whom anticoagulation is intended, the critical aspect of liver impairment is the reduced
Less frequent g%gg{fg and intracranial haemorrhage, synthesis of normal coagulation factors in the liver. Since this aspect is captured by only one of the five
clinical/biochemical 1ts composing the Child-Pugh classification system, the bleeding risk in

Eye disorders Frequent Eye haemorrhage (incl. conjunctival patients may not clearly correlate with this classification scheme.
haemorrhage) Rivarox_aban _is contr_aindi;ated in pat_ients_with hepatic _d_isease wi_th or without co_agulopathy (s_ee section 4.3).

Cardiac disorders Less frequent Tachycardia _Clrr_hotlc patients with mllt_i he_pat|c |mpa|rr_nent (cla§3|f!ed as Child-Pugh A) exhibited only minor changes

in rivaroxaban pharmacokinetics (1,2-fold increase in rivaroxaban AUC on average), nearly comparable to

Vascular disorders Frequent Hypotension, haematoma, postprocedural their matched healthy control group. No relevant difference in pharmacodynamic properties was observed
haemorrhage (incl. postoperative anaemia, and between these groups.
wound haemorrhage) In cirrhotic patients with moderate hepatic impairment (classified as Child-Pugh B), rivaroxaban mean

. : oty - AUC was significantly increased by 2,3-fold compared to healthy volunteers, due to significantly impaired
ﬁ]eesdpi:':tti?‘rayl, ;?so;?:éfsand Frequent Epistaxis, hacmoptysis medicine clearance which indicates significant liver disease. Unbound AUC was increased 2,6-fold. There
—— — - —— are no data in patients with severe hepatic impairment.

Gastrointestinal disorders | Frequent Gingival bleeding, gastrointestinal tract The inhibition of factor Xa activity was increased by a factor of 2,6 as compared to healthy volunteers;
haemorrhage (incl. rectal haemorrhage), prolongation of PT was similarly increased by a factor of 2,1. The global clotting test PT assesses the
gastrom@estmal and abd(l)mlrt]gal pflgs, N extrinsic pathway that comprises of the coagulation factors VI, X, V, II, | which are synthesised in the liver.
vgrsr?i?izs'a" nausea, onstipation *, diarrnoea, Patients with moderate hepatic impairment were more sensitive to rivaroxaban resulting in a steeper PK/PD

q (pharmacokinetic-pharmacodynamic) relationship between concentration and PT.
Less frequent Dry mouth No data are available for Child-Pugh C patients (see sections 4.2 and 4.3).

Hepato-biliary disorders Less frequent Abnormal hepatic function, cholestasis, Renal impairment: o ) )

hepatitis (incl. hepatocellular injury) There was an increase in rivaroxaban exposure being inversely correlated to the decrease in renal function,
- - as via inine clearance 1ts.
) td In individuals with mild (creatinine clearance < 80 to 50 mL/min), moderate (creatinine clearance < 50

Skin and subcutaneous Frequent Pruritus (incl. uncommon cases of generalised to 30 mL/min) or severe (creatinine clearance < 30 to 15 mL/min) renal impairment, rivaroxaban plasma

tissue disorders pruritus), rash, ecchymosis, cutaneous and concentrations (AUC) were 1,4; 1,5 and 1,6-fold increased respectively as compared to healthy volunteers
subcutaneous haemorrhage (see sections 4.2 and 4.4).

- . Corresponding increases in pharmacodynamic effects were more pronounced (see sections 4.2 and 4.4).
Less frequent szrﬂg%ﬁy:/?&iltjzséo?fjgrt:}lvaelnnse-ég;nssignDRESS In individuals with mild, moderate or severe renal impairment the overall inhibition of factor Xa activity was
v P VSIS, increased by a factor of 1,5; 1,9 and 2,0 respectively as compared to healthy volunteers; prolongation of PT
syndrome AN ‘
was similarly increased by a factor of 1,3; 2,2 and 2,4 respectively.

Muscul;)_sketl_etal, db Frequent Pain in extremity There are no data in patients with creatinine clearance < 15 mL/min. Use is not recommended in patients

connective tissue and bone . with creatinine clearance < 15 mL/min.

disorders Less frequent Haemarthrosis, muscle haemorrhage Rivaroxaban is to be used with caution in patients with severe renal impairment (creatinine clearance

Frequency unknown | Compartment syndrome secondary to a < 30 - 15 mL/min) (see sections 4.2 and 4.4). Due to the underlying disease patients with severe renal
bleeding impairment are at an increased risk of both bleeding and thrombosis.

Renal and urinary disorders | Frequent Urogenital tract haemorrhage (incl. haematuria Concomitant administration of strong CYP 3A4 inducers:
and menorrhagia ®), renal impairment (incl. In a phase | trial, co-administration of rivaroxaban with the strong CYP 3A4 and P-gp inducer rifampicin
blood creatinine increased, blood urea led to an approximate 50 % decrease in mean rivaroxaban AUC, with parallel decreases in its
increased) * pharmacodynamic effects (see section 4.5).

p p In a Phase lIb trial, the PK/PD of an adapted rivaroxaban dosing regimen (30 mg twice daily in the first 3
Frequency unknown Eﬁ'ﬁi;legﬂ%ifggf}geg;Jsfglw;gO%ee?SggLy toa weeks of treatment, followed by 20 mg twice daily) has been studied in 19 patients treated for DVT or PE
- - and who concomitantly were medicated with a strong CYP 3A4 and P-gp inducer (rifampicin or phenytoin).
General disorders and Frequent Fever *, peripheral oedema, decreased general The adapted dosing regimen in these patients led to a similar exposure and pharmacodynamics when
adn:il_r;!stratwe site strength and energy (incl. fatigue and asthenia) compared to patients treated for DVT (15 mg twice daily in the first 3 weeks of treatment, followed by
conditions Less frequent Feeling unwell (incl. malaise), localised 20 mg once daily) without the concomitant administration of a strong CYP 3A4 inducer.
oedema * Paediatric population
Investigations Frequent Increase in transaminases Safety and efficacy have not been established for children and adolescents below 18 years (see section 4.2)
Less frequent Increase in bilirubin, increase in blood alkaline 6. PHARMACEUTICAL PARTICULARS
phosphatase”, increase in LDH 4, increase in 6.1 List of excipients
lipase #, increase in amylase *, increase in Tablet core:
GGTA, increase-in conjugated bilirubin (with or Croscarmellose sodium
without concomitant increase of ALT) Hypromellose
Injury and poisoning Frequent Postprocedural haemorrhage (incl. postoperative Lactose monohydrate
anaemia, and wound haemorrhage) Magnesium stearate
) Microcrystalline cellulose
Less frequent Wound secretion 4, Vascular :
pseudoaneurysm ¢ St')dlum Ial.erI sulphate ) )
A observed after major orthopedic surgery of the lower limbs Film coating - Opadry Pink (10 mg)/Brown (15 mg)/White (20 mg):

8 observed in VTE treatment as very common in women < 55 years
¢ observed as uncommon in prevention therapy in acute coronary syndrome (ACS) (following

percutaneous intervention)

c). ion of [

Due to the pharmacological mode of action, the use of AXOLTA may be associated with an increased risk
of occult or overt bleeding from any tissue or organ which may result in post haemorrhagic anaemia. The
signs, symptoms, and severity (including fatal outcome) will vary according to the location and degree or
extent of the bleeding and/or anaemia (see section 4.9, Management of bleeding). In the clinical studies
conducted, mucosal bleedings (i.e. epistaxis, gingival, gastrointestinal, genito-urinary including abnormal
vaginal or increased menstrual bleeding) and anaemia were seen more frequently during long term
rivaroxaban treatment compared with VKA treatment. Thus, in addition to adequate clinical surveillance,
laboratory testing of haemoglobin/haematocrit could be of value to detect occult bleeding and quantify the
clinical relevance of overt bleeding, as judged to be appropriate. The risk of bleedings may be increased
in certain patient groups, e.g. those patients with uncontrolled severe arterial hypertension and/or on
concomitant treatment affecting haemostasis (see section 4.4, Haemorrhagic risk). Menstrual bleeding
may be intensified and/or prolonged. Haemorrhagic complications may present as weakness, paleness,
dizziness, headache or unexplained swelling, dyspnoea and unexplained shock. In some cases, as a
consequence of anaemia, symptoms of cardiac ischaemia like chest pain or angina pectoris have been
observed.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicine is important. It allows continued
monitoring of the benefit/risk balance of the medicine. Healthcare professionals are requested to report

any suspected adverse drug reactions to SAHPRA via the Med Safety APP (Medsafety X SAHPRA) and
eReporting platform (who-umc.org) found on SAHPRA website.

An email can be sent directly to the company, pharmacovigilance@pharmadynamics.co.za, to ensure safety
of the product

4.9 Overdose

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 or above.

A specific antidote antagonizing the pharmacodynamic effect of AXOLTA is not available.

Management of overdose:
The use of activated charcoal to reduce absorption in case of AXOLTA overdose may be considered. Due to
the high plasma protein binding rivaroxaban is not expected to be dialysable.

Management of bleeding:

Should a bleeding complication arise in a patient receiving AXOLTA, the next administration should be
delayed, or treatment should be discontinued as appropriate. Rivaroxaban has a half-life of approximately
5 - 13 hours. 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 Vlla (r-FVIla). However, there is currently very limited
clinical experience with the use of these products in individuals receiving AXOLTA.

Protamine sulphate and Vitamin K are not expected to affect the anticoagulant activity of AXOLTA.

There is no experience with antifibrinolytic medicines (tranexamic acid, aminocaproic acid) in individuals
receiving AXOLTA. There is neither scientific rationale for benefit nor experience with the systemic
haemostatics desmopressin and aprotinin in individuals receiving AXOLTA.

Hypromellose

Iron oxide red (10 mg and 15 mg)
Macrogol

Titanium dioxide

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
24 months

6.4 Special precautions for storage
Store at or below 25 °C, protect from light and moisture.
Keep blisters in carton until required for use.

6.5 Nature and contents of container
Axolta tablets are available in clear PVC/PVDC blister packs, with printed aluminium foil backing, packed in
a printed outer carton containing 30 tablets (10 mg and 20 mg) or 45 tablets (15 mg).

6.6 Special precautions for disposal
No special requirements.
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PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

AXOLTA 10 mg film coated tablets
AXOLTA 15 mg film coated tablets
AXOLTA 20 mg film coated tablets
Rivaroxaban
AXOLTA contains sugar (lactose 53,57 mg, 80,36 mg, 107,14 mg
per tablet respectively).
Essentially ‘sodium free’

Read all of this leaflet carefully before you start taking AXOLTA

* Keep this leaflet. You may need to read it again.

« |f you have further questions, please ask your doctor, pharmacist, nurse or other healthcare
provider.

o AXOLTA has been prescribed for you personally and you should not share your medicine with
other people. It may harm them, even if their symptoms are the same as yours.

What is in this leaflet

1.What AXOLTA is and what it is used for

2. What you need to know before you take AXOLTA
3. How to take AXOLTA

4. Possible side effects

5. How to store AXOLTA

6. Contents of the pack and other information

1. What AXOLTA is and what it is used for

Rivaroxaban belongs to a group of medicines called antithrombotic agents. It works by
blocking a blood clotting factor (factor Xa) and thus reducing the tendency of the blood to form
clots.

AXOLTA 10 mg is indicated for:

 prevention of blood clots in the veins after a hip or knee replacement operation. Your doctor
has prescribed this medicine for you because after an operation if you are at an increased
risk of getting blood clots.

AXOLTA 15 and 20 mg is indicated to:

 prevent blood clots in the brain (stroke) and other blood vessels in your body if you have a
form of irregular heart rhythm called non-valvular atrial fibrillation

e treat blood clots in the veins of your legs (deep vein thrombosis) and in the blood vessels of
your lungs (pulmonary embolism), and to prevent blood clots from re-occurring in the blood
vessels of your legs and/or lungs.

2. What you need to know before you take AXOLTA

Do not take AXOLTA:

if you are hypersensitive (allergic) to rivaroxaban, or to any of the ingredients of AXOLTA (see
section 6)

if you are currently bleeding excessively or have an inherited bleeding disorder

if you have a disease or condition in an organ of the body that increases the risk of serious
bleeding (e.g. stomach ulcer, injury or bleeding in the brain, recent surgery of the brain or
eyes)

if you have a liver disease which leads to an increased risk of bleeding

if you are pregnant or breastfeeding your baby.

Warnings and precautions

Take special care with AXOLTA:

o if you have a prosthetic heart valve

« if you have an increased risk of bleeding, as could be the case in situations such as:

+ severe kidney disease, since your kidney function may affect the amount of medicine that
works in your body

« if you are taking other medicines to prevent blood clotting (e.g. warfarin, dabigatran,
apixaban or heparin), when changing anticoagulant treatment or while getting heparin
through a venous or arterial line to keep it open (see section Other medicines and AXOLTA)

+ bleeding disorders

«+ very high blood pressure, not controlled by medical treatment

+ diseases of your stomach or bowel that might result in bleeding, e.g. inflammation
of the bowels or stomach, or inflammation of the oesophagus (gullet), e.g. due to
gastroesophageal reflux disease (disease where stomach acid goes upwards into the
oesophagus)

+ a problem with the blood vessels in the back of your eyes (retinopathy)

+ alung disease where your bronchi are widened and filled with pus (bronchiectasis), or
previous bleeding from your lung

if you have kidney disease

if you are taking certain antifungal medicines (e.g. ketoconazole, itraconazole, voriconazole

and posaconazole) or HIV treatment (e.g. ritonavir)

if you are taking nonsteroidal anti-inflammatory medicines (NSAIDs) for pain or other

medicines to prevent blood clots

if you know that you have a disease called antiphospholipid syndrome (a disorder of the

immune system that causes an increased risk of blood clots), tell your doctor who will

decide if the treatment may need to be changed

if your doctor determines that your blood pressure is unstable or another treatment or

surgical procedure to remove the blood clot from your lungs is planned

« if you are an elderly patient, you may be at higher risk of bleeding so your doctor may want
to monitor you more closely

« if you experience any form of severe skin rash (e.g. spreading, intense and/or blistering) or
hypersensitivity symptoms.

If any of the above apply to you, tell your doctor before you take AXOLTA. Your doctor will

decide, if you should be treated with this medicine and if you should be kept under closer

observation.

If you need to have an operation
* it is very important to take AXOLTA before and after the operation exactly at the times you
have been told by your doctor
o if your operation involves a catheter or injection into your spinal column (e.g. for epidural or
spinal anaesthesia or pain reduction):
« itis very important to take AXOLTA before and after the injection or removal of the
catheter exactly at the times you have been told by your doctor
«+ tell your doctor immediately if you get numbness or weakness of your legs or problems
with your bowel or bladder after the end of anaesthesia, because urgent care is
necessary.

Other medicines and AXOLTA

Always tell your healthcare provider if you are taking any other medicine. (This includes

complementary or traditional medicines.)

If you are taking any of the following medicines, tell your doctor before taking AXOLTA, because

the effect of AXOLTA may be increased. Your doctor will decide, if you should be treated with

this medicine and if you should be kept under closer observation.

If your doctor thinks that you are at increased risk of developing stomach or bowel ulcers,

he/she may also use a preventative ulcer treatment.

* ketoconazole, (used to treat fungal infections)

 other fungal infections (e.g. fluconazole, itraconazole, voriconazole, posaconazole), unless
they are only applied to the skin

o ritonavir (used to treat HIV / AIDS)

« clarithromycin and erythromycin (antibiotics used to treat bacterial infections)

 dronedarone, a medicine to treat abnormal heartbeat

 enoxaparin, clopidogrel or vitamin K antagonists such as warfarin and acenocoumarol (used
to reduce blood clotting)

* naproxen or acetylsalicylic acid (anti-inflammatory and pain-relieving medicines)

e citalopram, escitalopram, fluoxetine, paroxetine, vortioxetine, fluvoxamine (some medicines
to treat depression called selective serotonin reuptake inhibitors (SSRIs); or serotonin
noradrenaline reuptake inhibitors (SNRIs) such as venlafaxine, desvenlafaxine and
duloxetine.

If any of the following apply to you, tell your doctor before taking AXOLTA, because the effect of
AXOLTA may be reduced.

Your doctor will decide, if you should be treated with AXOLTA and if you should be kept under
closer observation:

« rifampicin (an antibiotic used to treat tuberculosis)

* phenytoin, carbamazepine, phenobarbital (used to treat epilepsy)

o St John’s Wort (Hypericum perforatum), a herbal product used for depression.

AXOLTA with food and drink
AXOLTA 15 mg and 20 mg are to be taken with food.
AXOLTA 10 mg can be taken with or without food.

Pregnancy, breastfeeding and fertility

If you are pregnant or breastfeeding, think you may be pregnant or are planning to have a baby
please consult your doctor, pharmacist or other healthcare provider for advice before using
AXOLTA.

Do not take AXOLTA if you are pregnant or breastfeeding. If there is a chance that you could
become pregnant, use a reliable contraceptive while you are taking AXOLTA. If you become
pregnant while you are taking this medicine, tell your doctor immediately, who will decide how
you should be treated.

Driving and using machines

AXOLTA may cause dizziness or fainting (see section 4, Possible side effects).

It is not always possible to predict to what extent AXOLTA may interfere with your daily
activities. You should ensure that you do not engage in the above activities until you are aware
of the measure to which AXOLTA affects you.

AXOLTA contains lactose
If you have been told by your doctor that you have an intolerance to some sugars, contact your
doctor before taking AXOLTA.

Sodium
Axolta contains less than 1 mmol sodium (0,023 g) per tablet, that is to say essentially ‘sodium
free’.

3. How to take AXOLTA

Do not share medicines prescribed for you with any other person. Always use AXOLTA exactly
as your doctor has instructed. You should check with your doctor or pharmacist if you are
unsure.

Adults:

AXOLTA 10 mg:

To prevent blood clots in the veins after a hip or knee replacement operation:
The recommended dose is one tablet AXOLTA 10 mg once a day.

AXOLTA 15 mg and 20 mg:

To prevent blood clots in the brain (stroke) and other blood vessels in your body:

The recommended dose is one tablet AXOLTA 20 mg once a day. If you have kidney problems,
the dose may be reduced to one tablet AXOLTA 15 mg once a day.

To treat blood clots in the veins of your legs and blood clots in the blood vessels of your
lungs, and for preventing blood clots from re-occurring:

The recommended dose is one tablet AXOLTA 15 mg twice a day for the first 3 weeks. For
treatment after 3 weeks, the recommended dose is one tablet AXOLTA 20 mg once a day.

Your doctor may decide to continue treatment with one 20 mg tablet once a day for as long

as required.

Children:
AXOLTA is not recommended for use in children.

Your doctor will tell you how long your treatment with AXOLTA will last. Do not stop treatment
early because symptoms may return.

If you have the impression that the effect of AXOLTA is too strong or too weak, tell your doctor
or pharmacist.

If you take more AXOLTA than you should
In the event of overdosage, consult your doctor or pharmacist. If neither is available, contact
the nearest hospital or poison control centre.

Symptoms of overdose may include:
« increased bleeding.

If you forget to take AXOLTA

If you are taking one 20 mg tablet or one 15 mg tablet once a day and have missed a dose,
take it as soon as you remember. Do not take more than one tablet in a single day to make up
for a forgotten dose. Take the next tablet on the following day and then carry on taking one
tablet once a day.

If you are taking one 10 mg tablet and have missed a dose, take it as soon as you remember.
Take the next tablet on the following day and then carry on taking a tablet once a day as
normal. Do not take a double dose to make up for a forgotten tablet.

If you are taking one 15 mg tablet twice a day and have missed a dose, take it as soon as you
remember. If you forget to take a dose, you can take two 15 mg tablets at the same time to get
a total of two tablets (30 mg) on one day. On the following day you should carry on taking one
15 mg tablet twice a day.

If you stop taking AXOLTA
Do not stop taking AXOLTA without talking to your doctor first, because AXOLTA treats and
prevents serious conditions.

4. Possible side effects

Not all side effects reported for AXOLTA are included in this leaflet. Should your general health
worsen, or if you experience any untoward effects while using AXOLTA, please consult your
healthcare provider for advice.

AXOLTA may cause bleeding which may potentially be life threatening. Excessive bleeding
may lead to sudden drop in blood pressure (shock). In some cases, the bleeding may not be
obvious.

If any of the following happens, stop using AXOLTA and tell your doctor immediately or go to

the casualty department at your nearest hospital:

* swelling of the hands, feet, ankles, face, lips, mouth or throat, which may cause difficulty in
swallowing or breathing

e rash or itching

o fainting

e long or excessive bleeding

 exceptional weakness, tiredness, paleness, dizziness, headache, unexplained swelling,
breathlessness, chest pain (angina pectoris). These may be signs of bleeding (haemorrhage).

These are all very serious side effects. If you have them, you may have had a serious allergic

reaction to AXOLTA. You may need urgent medical attention or hospitalisation.

Tell your doctor immediately or go to the casualty department at your nearest hospital if you

notice any of the following:

 bleeding into the brain or inside the skull (symptoms such as sudden weakness, tingling, or
paralysis of face, arm or leg, change in vision, severe headache, nausea or vomiting)

o irregular or fast heartbeat (tachycardia)

 kidney failure after a severe bleeding

« yellowing of the skin and eyes caused by liver or blood problems (jaundice)

 hepatitis (inflammation of the liver with symptoms such as nausea, mild fever, abdominal
pain), abnormal liver function (clay coloured stool, dark urine, itching, loss of appetite)

 Stevens-Johnson syndrome or other serious skin disorder (begins with flu-like symptoms,
followed by a painful red or purplish rash that spreads and blisters), Toxic epidermal
necrolysis (TEN) (a life-threatening skin disorder with symptoms such as a painful red area
that spreads quickly, skin peeling without blisters, raw areas of skin)

* a medicine reaction that causes rash, fever, inflammation of internal organs, hematologic
abnormalities and systemic illness (DRESS syndrome).

These are all serious side effects. You may need urgent medical attention.

Tell your doctor if you notice any of the following:

Frequent side effects:

e reduction in red blood cells which can make the skin pale and cause weakness or
breathlessness (anaemia)

e dizziness, headache

* bleeding into the eye (including bleeding from the whites of the eyes)

 low blood pressure (symptoms may be feeling dizzy or fainting when standing up), bleeding
into tissue or a cavity of the body (haematoma, bruising), 0ozing of blood or fluid from
surgical wound

* nosebleed, coughing up blood

* bleeding in the stomach or bowel, bleeding gums, stomach ache, indigestion, nausea,
vomiting, constipation, diarrhoea

 severe itching of the skin (pruritus), rash, bruising, bleeding from the skin or under the skin

 painful legs/arms

 urogenital bleeding (including blood in the urine and heavy menstrual bleeding), impaired
function of the kidneys (may be seen in tests performed by your doctor)

o fever, swollen lower legs or hands, decreased general strength and energy (weakness,
tiredness)

© blood tests may show an increase in some liver enzymes

* bleeding following an operation.

Less frequent side effects:

* high platelet count in the blood (thrombocytosis) seen in blood test results

* bleeding into the tissues and slow blood clotting after injury (thrombocytopenia)

e dry mouth

e cholestasis (decreased bile flow)

 skin rash, rash of round, red welts on the skin that itch intensely, sometimes with dangerous
swelling (urticaria)

e bleeding into a joint causing pain and swelling, bleeding into the muscle

 general feeling of discomfort, iliness, or unease, swelling due to excessive fluid
accumulation

* blood tests may show an increase in bilirubin, some pancreatic or liver enzymes or in the
number of platelets.

The following side effects have been reported but the frequency for them to occur is not

known:

* increased pressure within muscles of the legs or arms after a bleeding, which leads to
pain, swelling, altered sensation, numbness or paralysis (compartment syndrome after a
bleeding).

If you notice any side effects not mentioned in this leaflet, please inform your doctor or
pharmacist.

Reporting of side effects

If you get side effects, talk to your doctor, pharmacist or nurse. You can also report side effects
to SAHPRA via the Med Safety APP (Medsafety X SAHPRA) and eReporting platform (who-umc.
org) found on SAHPRA website.

By reporting side effects, you can help provide more information on the safety of AXOLTA. You
can also send an email directly to the company, pharmacovigilance@pharmadynamics.co.za,
to ensure safety of the product.

5. How to store AXOLTA

Store all medicines out of reach of children.

Store at or below 25 °C, protect from light and moisture.

Keep blisters in carton until required for use.

Do not use after the expiry date stated on the carton. Return all unused medicine to your
pharmacist.

Do not dispose of unused medicine in drains or sewerage systems (e.g. toilets).

6. Contents of the pack and other information

What AXOLTA contains:

AXOLTA 10 mg: each film coated tablets contains rivaroxaban 10 mg.
Contains sugar (lactose monohydrate 53,57 mg per tablet).

AXOLTA 15 mg: each film coated tablets contains rivaroxaban 15 mg.
Contains sugar (lactose monohydrate 80,36 mg per tablet).

AXOLTA 20 mg: each film coated tablets contains rivaroxaban 20 mg.
Contains sugar (lactose monohydrate 107,14 mg per tablet).

The other ingredients are:

Tablet cores:

Croscarmellose sodium, hypromellose, lactose monohydrate, magnesium stearate,
microcrystalline cellulose, sodium lauryl sulphate.

Film coating — Opdary Pink (10 mg)/Brown (15 mg)/White (20 mg):
Hypromellose, iron oxide red (10 mg and 15 mg), macrogol, titanium dioxide.

What AXOLTA looks like and contents of the pack

AXOLTA 10 mg are light pink coloured, round shaped, biconvex, film coated tablets debossed
with “LU” on one side and “R76” on the other side.

AXOLTA 15 mg are reddish brown coloured, round shaped, biconvex, film coated tablets
debossed with “LU” on one side and “R77” on the other side.

AXOLTA 20 mg are white coloured, round shaped, biconvex, film coated tablets debossed with
“LU” on one side and “R78” on the other side.

AXOLTA tablets are available in clear PVC/PVDC blister packs, with printed aluminium foil
backing, packed in a printer outer carton containing 30 tablets (10 mg and 20 mg) or 45
tablets (15 mg).
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SKEDULERINGSTATUS deur u dokter aangedui word U dokter sal u vertel vir hoe lank u behandeling met AXOLTA sal duur. Moet nie behandeling * bloeding in die weefsels en stadige bloedstolling na 'n besering (trombositopenie)

AXOLTA 10 mg filmbedekte tablette
AXOLTA 15 mg filmbedekte tablette
AXOLTA 20 mg filmbedekte tablette
Rivaroksaban
AXOLTA bevat suiker (laktose 53,57 mg, 80,36 mg en 107,14 mg
per tablet onderskeidelik)
Wesenlik ‘natriumvry’

Lees hierdie hele inligtingsblad deeglik deur, voordat u begin om AXOLTA te gebruik

* Hou hierdie inligtingsblad. Dit mag nodig wees om dit weer te lees.

 Indien u verdere vrae het, vra asseblief u dokter, apteker, verpleegkundige, of ander
gesondheidsorgverskaffer.

o AXOLTA is vir u persoonlik voorgeskryf en u moet nie medisyne met ander mense deel nie.
Dit mag skadelik wees vir hulle, selfs al is hulle simptome dieselfde as u eie.

Wat hierdie inligtingshlad bevat

1. Wat AXOLTA is en waarvoor dit gebruik word

2. Wat u nodig het om te weet, voordat u AXOLTA neem
3. Hoe om AXOLTA te neem

4. Moontlike newe-effekte

5. Hoe om AXOLTA te bewaar

6. Verpakkingsinhoud en ander inligting

1. Wat AXOLTA is en waarvoor dit gebruik word

Rivaroksaban behoort aan ’n groep medisyne wat antitrombotiese middels genoem word. Dit
werk deur die bloedstollingsfaktor (faktor Xa) te blokkeer en sodoende die neiging vir bloed om
klonte te vorm, te verlaag.

AXOLTA 10 mg word aangedui vir:

* voorkoming van bloedklonte in die vene, na 'n heup- of knievervangingsoperasie. U dokter
het hierdie medisyne vir u voorgeskryf, aangesien u 'n hoér risiko vir die vorming van
bloedklonte mag toon na 'n operasie.

AXOLTA 15 en 20 mg word aangedui om:

 bloedklonte in die brein (beroerte) en ander bloedvate in u liggaam, te verhoed, indien u’n
vorm van onreélmatige hartritme het, wat nie-valvulére atriale fibrillasie genoem word

« bloedklonte in bloedvate van u bene (diep veneuse trombose) en in die bloedvate van u
longe (pulmonére embolisme) te verhoed en om te verhoed dat bloedklonte weer in die
bloedvate van u bene en/of longe verskyn.

2. Wat u nodig het om te weet, voordat u AXOLTA neem

Moet nie AXOLTA neem:

« indien u hipersensitief (allergies) is vir rivoroksaban, of vir enige van die bestanddele van
AXOLTA nie (sien afdeling 6)

* indien u tans uitermatig bloei, of aan 'n oorerflike bloedingsversteuring ly

 indien u aan 'n siekte of orgaantoestand in die liggaam ly, wat die risiko vir ernstige
bloeding, verhoog (bv. maagseer, breinbesering of breinbloeding, onlangse operasie van die
brein of 0€)

* indien u aan 'n lewersiekte ly, wat tot 'n verhoogde risiko vir bloeding mag lei

 indien u swanger is, of u baba borsvoed.

Waarskuwings en voorsorgmaatreéls

Neem spesiale sorg met AXOLTA:

 indien u ’n prostetiese hartklep het

indien u ’n verhoogde risiko vir bloeding het, soos in die geval van:

* erge niersiekte, aangesien u nierfunksie die hoeveelheid medisyne wat in u liggaam
werksaam is, mag aantas

+ indien u ander medisyne neem om bloedklonte te verhoed (bv. warfarien, dabigatran,
apiksaban, of heparien), wanneer teenstolmiddelbehandeling verander word, of wanneer
heparien deur 'n veneuse, of arteriéle pyp ontvang word om dit oop te hou (sien Ander
medisyne en AXOLTA)

* bloedingsversteurings

+ baie hoé bloeddruk, onbeheer deur mediese behandeling

+ siektes van u maag of derms, wat mag lei tot bloeding, bv. inflammasie van die derms of
maag, of inflammasie van die slukderm, bv. weens gastro-esofageale reflukssiekte (siekte
waar die maagsuur opwaarts beweeg in die slukderm)

+ ’n probleem met die bloedvate in die agterste gedeelte van u 0é (retinopatie)

+ 'n longsiekte, waar die brongi verwyd en met etter gevul is (brongiéktase), of vorige
bloeding van u long

indien u niersiekte het

indien u sekere swamwerende medisyne (bv. ketokonasool, itrakonasool, vorikonasool en

posakonasool) neem, of MIV behandeling ontvang (bv. ritonavir)

indien u niesteroiedale anti-inflammatoeriese medisyne (NSAIMs) vir pyn gebruik, of ander

medisyne om bloedklonte te verhoed

indien u bewus is dat u aan 'n siekte wat antifosfolipied-sindroom genoem word, ly ('n

immuunstelselversteuring wat die risiko vir bloedklonte, verhoog), vertel u dokter sodat hy

kan besluit of die behandeling verander behoort te word

indien u dokter bepaal dat u bloeddruk onstabiel is, of indien n ander behandeling of

chirurgiese prosedure om ’n bloedklont vanuit die longe te verwyder, beplan word

indien u ’n bejaarde pasiént is, mag u 'n hoér risiko vir bloeding toon. U dokter mag u dus

meer noukeurig wil monitor

indien u enige vorm van erge veluitslag ervaar (bv. verspreiding, intense en/of blaasvorming),

of hipersensitiwiteitssimptome.

Indien enige van bogenoemde op u van toepassing is, raadpleeg u dokter, voordat u AXOLTA

gebruik. U dokter sal besluit indien u met hierdie medisyne behandel behoort te word en ook

indien u onder meer noukeurige waarneming geplaas moet word.

A5975

 indien u operasie, wat 'n kateter of inspuiting in die ruggraat behels (bv. vir epidurale of
spinale verdowing, of pynverligting):
+ dit is baie belangrik om AXOLTA voor en na die inspuiting, of die verwydering van die
kateter te neem, op die presiese tye soos deur u dokter aangedui word
« vertel u dokter onmiddellik, indien u gevoelloosheid, of swakheid in u bene ervaar, of
probleme met u derms of blaas ondervind na die uitwerking van die verdowing, aangesien
dringende sorg benodig mag word.

Ander medisyne en AXOLTA

Vertel altyd u gesondheidsorgverskaffer indien u enige ander medisyne gebruik. (Dit sluit
aanvullende of tradisionele medisyne in).

Indien u enige van die volgende medisyne neem, vertel u dokter voordat u AXOLTA neem,
aangesien die uitwerking van AXOLTA mag versterk. U dokter sal besluit indien u met hierdie
medisyne behandel moet word, asook indien u noukeurig waargeneem moet word.

Indien u dokter vermoed dat u 'n verhoogde risiko toon vir die ontwikkeling van maag- of
dermsere, mag hy/sy ook voorkomende ulkusbehandeling voorskryf.

* ketokonasool (gebruik om swaminfeksies te behandel)

ander swaminfeksies (bv. flukonasool, itrakonasool, vorikonasool, posakonasool), tensy dit
slegs aan die vel aangewend word

ritonavir (gebruik om MIVAVIGS te behandel)

klaritromisien en eritromisien (antibiotika wat gebruik word om bakteriéle infeksies te
behandel)

dronedaroon, 'n medisyne om abnormale hartklop te behandel

enoksaparien, klopidogrel of vitamien K antagoniste soos warfarien en asenokumarol
(gebruik om bloedstolling te verminder)

naproksen of asetielsalisielsuur (anti-inflammatoriese en pynverligtende medisyne)
sitalopram, essitalopram, fluoksetien, paroksetien, vortioksetien, fluvoksamien (sommige
medisyne wat gebruik word om depressie te behandel en selektiewe serotonien heropname
inhibitors (SSHIs) genoem word; of serotonien noradrenalien heropname inhibitors (SNHIs)
s00s venlafaksien, desvenlafaksien en duloksetien.

Indien enige van die volgende op u van toepassing is, vertel u dokter voordat u AXOLTA neem,
aangesien die uitwerking van AXOLTA mag verswak.

U dokter sal besluit indien u met AXOLTA behandel moet word en indien u noukeurig
waargeneem moet word:

 rifampisien ('n antibiotikum wat gebruik word om tuberkulose te behandel)

« fenitoien, karbamasepien, fenobarbital (gebruik om epilepsie te behandel)

o Johanneskruid (Hypericum perforatum), 'n kruiemiddel wat gebruik word vir depressie.

AXOLTA saam met kos en drinkgoed
AXOLTA 15 mg en 20 mg word saam met kos geneem word.
AXOLTA 10 mg mag saam met, of sonder kos geneem word.

Swangerskap, borsvoeding en fertiliteit

Indien u swanger is, of borsvoed, vermoed dat u swanger is, of 'n baba beplan, raadpleeg
asseblief u dokter, apteker of ander gesondheidsorgverskaffer vir advies voordat u AXOLTA
gebruik.

Moet nie AXOLTA neem indien u swanger is of borsvoed nie. Indien daar 'n moontlikheid is dat
u swanger mag raak, gebruik 'n betroubare voorbehoedmiddel terwyl u AXOLTA gebruik. Indien
u swanger raak terwyl u hierdie medisyne neem, vertel u dokter onmiddellik. U dokter sal
besluit hoe u behandeling sal voortgaan.

Bestuur en die hantering van masjiene

AXOLTA mag duiseligheid of floute veroorsaak (sien afdeling 4, Moontlike newe-effekte).

Dit is nie altyd moontlik om te voorspel tot watter mate AXOLTA met u daaglikse aktiwiteite
sal inmeng nie. U moet verseker dat u nie by bogenoemde aktiwiteite betrokke raak, totdat u
bewus is hoe AXOLTA u aantas nie.

AXOLTA bevat laktose
Indien u dokter aangedui het dat u ’n onverdraagsaamheid teenoor sekere suikers toon, kontak
u dokter voordat u AXOLTA neem.

Natrium
AXOLTA bevat minder as 1 mmol natrium (0,023 g) per tablet, dit wil sé dit is wesenlik
‘natriumvry’.

3. Hoe om AXOLTA te neem

Moet nie medisyne wat vir u voorgeskryf is met enige ander persoon deel nie. Gebruik AXOLTA
altyd presies soos deur u dokter aanbeveel word. U moet u dokter of apteker raadpleeg, indien
u onseker is.

Volwassenes:

AXOLTA 10 mg:

O0m bloedklonte in die vene te verhoed na ’n heup- of knievervangingsoperasie:
Die aanbevole dosis is een AXOLTA 10 mg tablet een keer daagliks.

AXOLTA 15 mg en 20 mg:

O0m bloedklonte in die brein (beroerte) en ander bloedvate in u liggaam te verhoed:

Die aanbevole dosis is een AXOLTA 20 mg tablet een keer daagliks. Indien u nierprobleme het,
mag die dosis na een AXOLTA 15 mg tablet een keer daagliks verminder word.

0m bloedklonte in vene van u bene en bloedklonte in die bloedvate van u longe te
behandel en te verhoed dat bloedklonte weer vorm:

Die aanbevole dosis is een AXOLTA 15 mg tablet twee maal daagliks vir die eerste 3 weke. Vir
behandeling na 3 weke, is die aanbevole dosis een AXOLTA 20 mg tablet een keer daagliks.

U dokter mag besluit om met een 20 mg tablet een keer daaglikse behandeling voort te gaan,
vir solank as wat nodig geag word.

vroegtydig staak nie, aangesien simptome mag terugkeer.
Indien u onder die indruk is dat die uitwerking van AXOLTA té sterk, of té swak is, vertel u
dokter of apteker.

Indien u meer AXOLTA neem as wat u behoort
In die geval van oordosering, raadpleeg u dokter of apteker. Indien beide nie beskikbaar is nie,
kontak die naaste hospitaal of gifbeheersentrum.

Simptome van oordosering mag die volgende insluit:
* toename in bloeding.

Indien u vergeet om AXOLTA te neem

Indien u een 20 mg tablet of een 15 mg tablet een keer per dag neem, en ’n dosis oorgeslaan
het, neem dit so gou as wat u onthou. Moet nie meer as een tablet per dag neem, om op te
maak vir vergete doserings nie. Neem die volgende tablet op die daaropvolgende dag en gaan
dan voort om een tablet daagliks te neem.

Indien u een 10 mg tablet neem en 'n dosis oorgeslaan het, neem dit so gou as wat u onthou.
Neem die volgende tablet op die daaropvolgende dag en gaan dan voort om een tablet
daagliks neem soos normaal. Moet nie 'n dubbel dosis neem, om op te maak vir die vergete
tablet nie.

Indien u een 15 mg tablet twee maal per dag neem en ’'n dosis oorgeslaan het, neem dit so
gou as wat u onthou.

Indien u vergeet om ‘n dosis te neem, kan u twee 15 mg tablette op eenslag neem, om ‘n dosis
van twee tablette (30 mg) op dieselfde dag te verseker. Gaan voort om die daaropvolgende dag
een 15 mg tablet twee maal daagliks te neem, soos normaal.

Indien u die gebruik AXOLTA staak
Moet nie die gebruik van AXOLTA staak, sonder om eers u dokter te raadpleeg nie, aangesien
AXOLTA ernstige toestande behandel en verhoed.

4. Moontlike newe-effekte

Nie alle newe-effekte wat vir AXOLTA aangemeld is, word in hierdie inligtingsblad ingesluit nie.
Sou u algemene gesondheid versleg, of indien u enige ongewenste effekte ervaar, terwyl u
AXOLTA gebruik, raadpleeg asseblief u gesondheidsorgverskaffer vir advies.

AXOLTA mag bloeding, wat moontlik lewensgevaarlik mag wees, veroorsaak. Uitermatige
bloeding, mag lei tot 'n skielike afname in bloeddruk (skok). In sekere gevalle, mag bloeding
nie voor die hand liggend wees nie.

Indien enige van die volgende gebeur, staak die gebruik van AXOLTA en vertel u dokter

onmiddellik, of gaan na die ongevalle-afdeling by u naaste hospitaal:

* swelling van die hande, voete, enkels, gesig, lippe, mond of keel, wat sluk en asemhaling
mag bemoeilik

o uitslag of gejeuk

o floute

 voortdurende of uitermatige bloeding

 uitsonderlike swakheid, moegheid, bleekheid, duiseligheid, hoofpyn, onverklaarbare
swelling, asemnood, borspyn (angina pectoris). Hierdie mag tekens van bloeding wees.

Hierdie is alles baie ernstige newe-effekte. Indien u dit het, kon u 'n ernstige allergiese reaksie

vir AXOLTA gehad het. U mag dringende mediese aandag, of hospitalisasie benodig.

Vertel u dokter onmiddellik, of gaan na die ongevalle-afdeling by u naaste hospitaal, indien u

enige van die volgende opmerk:

 bloeding in die brein, of aan die binnekant van die kopbeen (simptome soos skielike
swakheid, tinteling, of verlamming van die gesig, arm, of been, verandering in sig, erge
hoofpyn, naarheid of braking)

* onreélmatige, of vinnige hartklop (tagikardie)

 nierversaking na erge bloeding

 vergeling van die vel en o0&, wat deur lewer-, of bloedprobleme veroorsaak word (geelsug)

 hepatitis (inflammasie van die lewer, met simptome soos naarheid, ligte koors, buikpyn),
abnormale lewerfunksie (klei-kleurige stoelgang, donker urine, gejeuk, aptytverlies)

e Stevens-Johnson sindroom, of ander ernstige velversteuring (begin met griep-soortige
simptome, gevolg deur 'n pynlike rooi, of perserige uitslag, wat versprei en blase
vorm), toksiese epidermale nekrolise (TEN) ('n lewensbedreigende velversteuring, met
simptome soos 'n pynlike rooi area wat vinnig versprei, velafskilfering sonder blase, rou
veloppervlaktes)

* ’'n medisynereaksie wat uitslag, koors, inflammasie van interne organe, hematologiese
abnormaliteite en sistemiese siekte veroorsaak (DRESS-sindroom).

Hierdie is alles ernstige newe-effekte. U mag dringende mediese aandag benodig.

Vertel u dokter indien u enige van die volgende opmerk:

Newe-effekte wat dikwels voorkom:

* vermindering in rooibloedselle, wat veroorsaak dat die vel bleek mag voorkom en swakheid
of asemnood mag veroorsaak (anemie)

e duiseligheid, hoofpyn

* bloeding in die oog (insluitend bloeding in die wit gedeeltes van die 0&)

* |ae bloeddruk (simptome mag duiseligheid of floute veroorsaak wanneer daar opgestaan
word), bloeding in weefsel of opening in die liggaam (hematoom, kneusing), bloed- of
vloeistofsypeling vanuit 'n operasiewond

 neusbloeding, hoes bloed

* bloeding in die maag of derms, bloeiende tandvleis, maagpyn, indigestie, naarheid, braking,
konstipasie, diarree

 erge gejeuk van die vel (pruritus), uitslag, kneusing, bloeding van die vel of onder die vel

* pynlike bene/arms

* urogenitale bloeding (insluitend bloed in die urine en swaar menstruele bloeding),
belemmerde nierfunksie (mag aangedui word deur toetse wat deur u dokter aangevra word)

* koors, swelling van die onderste gedeelte van die bene of hande, afname in algemene krag
en energie (swakheid, moegheid)

* bloedtoetse wat 'n verhoging in sommige lewerensieme mag toon

© bloeding na 'n operasie.

© droé mond

 cholestase (verminderde galvioei)

o veluitslag, uitslag van ronde, rooi swelsels op die vel, wat intens jeuk, somtyds
gepaardgaande met ernstige swelling (urtikarie)

* bloeding in 'n gewrig, wat pyn en swelling veroorsaak, bloeding in 'n spier

* algemene gevoel van ongerief, siekte, of ongemak, swelling weens uitermatige vloeistof
akkumulasie

* bloedtoetse mag 'n verhoging in bilirubien, sommige pankreas- of lewerensieme, of die
hoeveelheid bloedplaatjies, aandui.

Die volgende newe-effekte is aangemeld. Maar die frekwensie van voorkoms is onbekend:

 verhoging in druk van die spiere van bene of arms na bloeding, wat lei tot pyn, swelling,
verandering in sensasie, gevoelloosheid of verlamming (kompartement-sindroom na
bloeding).

Indien u enige newe-effekte opmerk wat nie in hierdie inligtingsblad genoem word nie, lig
asseblief u dokter of apteker in.

Aanmelding van newe-effekte

Indien u newe-effekte ervaar, praat met u dokter, apteker of verpleegkundige. U kan ook newe-
effekte by SAHPRA via die Med Safety toepassing (Medsafety X SAHPRA) en eReporting
platform (who-umc.org), wat op SAHPRA se webtuiste gevind kan word.

Deur die aanmelding van newe-effekte, kan u help om meer inligting aangaande die veiligheid
van AXOLTA in te win. U kan ook 'n epos direk na die maatskappy stuur, pharmacovigilance@
pharmadynamics.co.za om veiligheid van die produk te verseker.

5. Hoe om AXOLTA te bewaar

Bewaar alle medisyne buite die beheer van kinders.

Bewaar teen of benede 25 °C en beskerm teen lig en vogtigheid.

Hou stulpstroke in die kartonhouer, totdat dit benodig word vir gebruik.

Moet nie gebruik na die vervaldatum, wat op die kartonhouer aangedui word nie.
Neem alle ongebruikte medisyne na u apteker terug.

Moet nie ongebruikte medisyne in dreine, of rioolstelsels (bv. toilette), weggooi nie.

6. Verpakkingsinhoud en ander inligting

Wat AXOLTA bevat:

AXOLTA 10 mg: elke filmbedekte tablet bevat rivaroksaban 10 mg.
Bevat suiker (53,57 mg laktosemonohidraat per tablet).

AXOLTA 15 mg: elke filmbedekte tablet bevat rivaroksaban 15 mg.
Bevat suiker (80,36 mg laktosemonohidraat per tablet).

AXOLTA 20 mg: elke filmbedekte tablet bevat rivaroksaban 20 mg.
Bevat suiker (107,14 laktosemonohidraat per tablet).

Die ander bestanddele is:

Tabletkerne:

Hipromellose, kruisgekoppelde natriumkarmellose, laktosemonohidraat, magnesiumstearaat,
mikrokristallyne sellulose, natriumlourielsulfaat.

Filmbedekking — Opdary Pink (10 mg)/Brown (15 mg)/White (20 mg):
Hipromellose, makrogol, rooi ysteroksied (10 mg en 15 mg), titaandioksied.

Hoe AXOLTA lyk en die verpakkingsinhoud

AXOLTA 10 mg is ligpienkkleurige, ronde, bikonvekse, filmbedekte tablette, gedebosseleer met
“LU” aan een kant en “R76” aan die teenoorgestelde kant.

AXOLTA 15 mg is rooibruinkleurige, ronde, bikonvekse, filmbekende tablette, gedebosseleer
met “LU” aan een kant en “R77” aan die teenoorgestelde kant.

AXOLTA 20 mg is witkleurige, ronde, bikonvekse, filmbekende tablette, gedebosseleer met
“LU” aan een kant en “R78” aan die teenoorgestelde kant.

AXOLTA tablette is beskikbaar in helder PVC/PVDC stulpverpakkings, met gedrukte
aluminiumfoelie dekking, verpak in 'n buitenste kartonhouer wat 30 tablette (10 mg en 20 mg)
of 45 tablette (15 mg) bevat.
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