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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 275 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.
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3. PHARMACEUTICAL FORM

Prescriber guide

Patient safety information card

The marketing of Xarelto 15 mg is subject to a risk management plan (RMP) including a
'patient safety information card' (Patient card). Please provide a patient card to each patient
who is prescribed with Xarelto 15 mg. The 'patient safety information card', emphasizes
important safety information that the patient should be aware of before and during treatment.
Please explain to the patient the need to review the card before starting treatment and the
implications of this treatment including the need for compliance. Please also explain the
signs of important adverse events and instruct the patient when to seek medical care.
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(Minor change in the black box warning):
WARNING: (A) PREMATURE DISCONTINUATION OF XARELTO INCREASES
THE RISK OF THROMBOTIC EVENTS, (B) SPINAL/EPIDURAL HEMATOMA

B. SPINAL/EPIDURAL HEMATOMA

[see special warnings and precautions for use (4.4) and undesirable effects (4.8)].

4.2 Posology and method of administration

Posology

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE

The recommended dose for the initial treatment of acute DVT or PE is 15 mg twice daily for
the first three weeks followed by 20 mg once daily for the continued treatment and prevention
of recurrent DVT and PE, as-indicated-in-the-table-below.

Dosi hodul NMaxi v d
Day 1-21 15 myg twice daily 30 mg
Day 22 and onwards 20 mg once daily 20 mg

Short duration of therapy (at least 3 months) should be considered in patients with DVT or
PE provoked by maijor transient risk factors (i.e. recent major surgery or trauma).
and longer durations should be based on permanent risk factors or idiopathic DVT or PE.

When extended prevention of recurrent DVT and PE is indicated (following completion of at
least 6 months therapy for DVT or PE), the recommended dose is 10 mg once daily.

The safety and efficacy of treatment duration beyond 12 months has not been established. It
should be considered whether to continue treatment beyond 12 months.

The duration of therapy should be individualised after careful assessment of the treatment

benefit against the risk for bleedlng (see sectlon 4 .4). Shortduration-of-therapy-{atleast

Time Period Dosing schedule Total daily dose
Treatment and Day 1 - 21 15 mq twice daily 30 mg
prevention of
recurrent DVT and Day 22 onwards 20 mg once daily 20 mg
PE
Prevention of Following completion | 10 mg once daily 10 mg
recurrent DVT and of at least 6 months
PE therapy for DVT or
PE

20 7 2 My




ER

>
aAm<>wm

Special populations

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

There is limited experience of a reduced dose of 15 mg Xarelto once daily in addition to a
P2Y12 inhibitor for a maximum of 12 months in patients with non-valvular atrial fibrillation
who require oral anticoagulation and undergo PCI with stent placement (see sections 4.4 and

5.1).

Method of administration

There is no data regarding chewing or halving the tablets.

4.4 Special warnings and precautions for use

Patients with non-valvular atrial fibrillation who undergo 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).

Dermatological reactions

Serious skin reactions, including Stevens-Johnson syndrome/ toxic epidermal necrolysis_and
DRESS syndrome, have been reported during post-marketing surveillance in association
with the use of rivaroxaban (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. Rivaroxaban 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.

Information about excipients

Xarelto contains lactose. Patients with rare hereditary problems of galactose intolerance, the
Lapp total lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.
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4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 and P-gp inhibitors

Active substances strongly inhibiting only one of the rivaroxaban elimination pathways, either
CYP3A4 or P-gp, are expected to increase rivaroxaban plasma concentrations to a lesser
extent. Clarithromycin (500 mg twice a day), for instance, considered as a strong CYP3A4
inhibitor and moderate P-gp inhibitor, led to a 1.5 fold increase in mean rivaroxaban AUC
and a 1.4 fold increase in Cnax. Fhis-increase-is-not-considered-clinicallyrelevant: The
interaction with clarithromycin is likely not clinically relevant in most patients but can be
potentially significant in high-risk patients. (For patients with renal impairment: see section
4.4).

Erythromycin (500 mg three times a day), which inhibits CYP3A4 and P-gp moderately, led
to a 1.3 fold increase in mean rivaroxaban AUC and Cnax. This-ircrease-is-hot-considered
clinicallyrelevant: The interaction with erythromycin is likely not clinically relevant in most
patients 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 Wwhen 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
Cmax when compared to subjects with normal renal function. The effect of erythromycin is
additive to that of renal impairment (see section 4.4).

Fluconazole (400 mg once daily), considered as a moderate CYP3A4 inhibitor, led to a

1.4 fold increase in mean rivaroxaban AUC and a 1.3 fold increase in mean Cpax. Fhis
increase-is-not-considered-clinicallyrelevant: The interaction with fluconazole is likely not
clinically relevant in most patients but can be potentially significant in high-risk patients. (For
patients with renal impairment: see section 4.4).

4.8 Undesirable effects
Summary of the safety profile

The safety of rivaroxaban has been evaluated in twelve thirteen phase Il studies including
34,859- 53,103 patients exposed to rivaroxaban (see Table 1).
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Table 1: Number of patients studied, total daily dose and maximum treatment duration
in phase lll studies

Indication Number Total daily dose Maximum
of treatment
patients* duration

Prevention of atherothrombotic 18,244 5 mg co- 47 months

events in patients with CAD/PAD administered with

ASA or 10 mg
alone

*Patients exposed to at least one dose of rivaroxaban

The most commonly reported adverse reactions in patients receiving rivaroxaban were
bleedings (see section 4.4. and ‘Description of selected adverse reactions’ below) (Table 2).
The most commonly reported bleedings {24-%) were epistaxis (4.5% 6-8%) and
gastrointestinal tract haemorrhage (4-4%-3.8%).

N 9/ aof natian A

Table 2: Bleeding* and anaemia events rates in patients exposed to rivaroxaban
across the completed phase lll studies

Indication Any bleeding Anaemia
Prevention of atherothrombotic 6.7 per 100 0.15 per 100
events in patients with CAD/PAD | patient years patient years**

* For all rivaroxaban studies all bleeding events are collected, reported and adjudicated.
** In the COMPASS study, there is a low anaemia incidence as a selective approach to
adverse event collection was applied

Table 3: All treatment-emergent-adverse reactions reported in patients in phase lll
studies clinical trials or through post-marketing use*

20 T 5 My



B

A
BAYER

E

R

Common Uncommon Rare Very rare Not known
Blood and lymphatic system disorders
Anaemia (incl. Thrombocytosis
respective (incl. platelet count
laboratory increased)?,
parameters) Thrombocytopenia
Immune system disorders
Allergic reaction, Anaphylactic
dermatitis allergic, reactions
Angioedema and including
allergic oedema anaphylactic
shock
Hepatobiliary disorders
Increase in Hepatic Jaundice,
transaminases impairment, Bilirubin
Increased bilirubin, |conjugated
increased blood increased (with
alkaline or without
phosphatase?, concomitant
increased GGT” |increase of
ALT),
Cholestasis

Hepatitis (incl.

hepatocellular
injury)

Skin and subcuta

neous tissue disorders

Pruritus (incl.
uncommon cases

Urticaria

Stevens-Johnson

syndrome/ Toxic

of generalised Epidermal
pruritus), rash, Necrolysis ,
ecchymosis, DRESS
cutaneous and syndrome
subcutaneous

haemorrhage

Investigations
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Common Uncommon Rare Very rare Not known
Inenease_ A .I“e'eased bilirubin B'I".Hb"'
transarHnases u|”e|e|_aseel blood _eenjugatelel "

phosphatase’; orwithout
Increased LDH”, |concemitant
increased lipase”®, |ircrease—of
increased ALH
amylase”,
increased GGT*

A: observed in prevention of veneus-thrombeembelism(VTE) in adult patients undergoing
elective hip or knee replacement surgery

B: observed in treatment of DVT, PE and prevention of recurrence as very common in
women < 55 years

C: observed as uncommon in prevention of atherothrombotic events in patients after an ACS
(following percutaneous coronary intervention)

* A pre-specified selective approach to adverse event collection was applied. As incidence of
adverse reactions did not increase and no new adverse reaction was identified, COMPASS
study data were not included for frequency calculation in this table.

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antithrombotic agents, direct factor Xa inhibitors, ATC code:
BO1AFO01
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Clinical efficacy and safety

Patients with non-valvular atrial fibrillation who undergo PCI with stent placement

A randomized, open-label, multicentre study (PIONEER AF-PCI) was conducted in

2,124 patients with non-valvular atrial fibrillation who underwent PCI with stent placement for
primary atherosclerotic disease to compare safety of two rivaroxaban regimens and one VKA
regimen. Patients were randomly assigned in a 1:1:1 fashion for an overall 12-month-
therapy. Patients with a history of stroke or TIA were excluded.

Group 1 received rivaroxaban 15 mg once daily (10 mg once daily in patients with creatinine
clearance 30 - 49 ml/min) plus P2Y12 inhibitor. Group 2 received rivaroxaban 2.5 mg twice
daily plus DAPT (dual antiplatelet therapy i.e. clopidogrel 75 mg [or alternate P2Y 12 inhibitor]
plus low-dose acetylsalicylic acid [ASA]) for 1, 6 or 12 months followed by rivaroxaban 15 mg
(or 10 mg for subjects with creatinine clearance 30 - 49 ml/min) once daily plus low-dose
ASA. Group 3 received dose-adjusted VKA plus DAPT for 1, 6 or 12 months followed by
dose-adjusted VKA plus low-dose ASA.

The primary safety endpoint, clinically significant bleeding events, occurred in 109 (15.7%),
117 (16.6%), and 167 (24.0%) subijects in group 1, group 2 and group 3, respectively (HR
0.59: 95% C1 0.47-0.76; p<0.001, and HR 0.63; 95% CI 0.50-0.80; p<0.001, respectively).
The secondary endpoint (composite of cardiovascular events CV death, MI, or stroke)
occurred in 41 (5.9%), 36 (5.1%), and 36 (5.2%) subjects in the group 1, group 2 and group
3, respectively. Each of the rivaroxaban regimens showed a significant reduction in clinically
significant bleeding events compared to the VKA regimen in patients with non-valvular atrial
fibrillation who underwent a PCI with stent placement.

The primary objective of PIONEER AF-PCI was to assess safety. Data on efficacy (including
thromboembolic events) in this population are limited.

Treatment of DVT, PE and prevention of recurrent DVT and PE

The Xarelto clinical pregram programme was designed to demonstrate the efficacy of Xarelto
in the initial and continued treatment of acute DVT and PE and prevention of recurrence.
Over 9;400 12,800 patients were studied in three four randomised controlled phase Il clinical
studies (Einstein DVT , Einstein PE, and Einstein Extension and Einstein Choice) and
additionally a predefined pooled analysis of the Einstein DVT and Einstein PE studies was
conducted. The overall combined treatment duration in all studies was up to 21 months.

In Einstein Choice, 3,396 patients with confirmed symptomatic DVT and/or PE who
completed 6-12 months of anticoagulant treatment were studied for the prevention of fatal PE
or non-fatal symptomatic recurrent DVT or PE. Patients with an indication for continued
therapeutic-dosed anticoagulation were excluded from the study. The treatment duration was
up to 12 months depending on the individual randomisation date (median: 351 days). Xarelto
20 mg once daily and Xarelto 10 mg once daily were compared with 100 mg acetylsalicylic
acid once daily.

The primary efficacy outcome was symptomatic recurrent VTE defined as the composite of
recurrent DVT or fatal or non-fatal PE.
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In the Einstein Choice study (see Table 10) Xarelto 20 mg and 10 mg were both superior to
100 mg acetylsalicylic acid for the primary efficacy outcome. The principal safety outcome
(major bleeding events) was similar for patients treated with Xarelto 20 mg and 10 mg once
daily compared to 100 mg acetylsalicylic acid.

Table 10: Efficacy and safety results from phase Ill Einstein Choice

3,396 patients continued prevention of

Study population

recurrent venous th

romboembolism

Treatment dose

Xarelto 20 mg od

Xarelto 10 mg od

ASA 100 mg od

N=1.,107

N=1.,127

N=1,131

Treatment duration
median [interquartile

349 [189-362] days

353 [190-362]

350 [186-362] days

range] days
Symptomatic recurrent 17 13 50
VTE 1.5%)* 1.2%)** 4.4%
Symptomatic 6 6 19
recurrent PE (0.5%) (0.5%) 1.7%
Symptomatic 9 8 30
recurrent DVT (0.8%) (0.7%) (2.7%)
Fatal PE/death where
PE cannot be ruled 2 0 2
out (0.2%) (0.0%) (0.2%)
Symptomatic recurrent
19 18 56
VTE, MI, stroke, or non- | 77, 7 ro T no
CNS systemic embolism 1.7% 1.6% (5.0%)
Major bleeding events 5 5 3
(0.5%) (0.4%) (0.3%)
Clinically relevant non- 30 22 20
maijor bleeding (2.7%) (2.0%) 1.8%
Symptomatic recurrent
- - 23 17 53
VTE or major bleeding 2 1%)* 1.5%)" 4.7%

(net clinical benefit)

* p<0.001(superiority) Xarelto 20 mg od vs ASA 100 mg od; HR=0.34 (0.20-0.59)

** p<0.001 (superiority) Xarelto 10 mg od vs ASA 100 mg od; HR=0.26 (0.14—0.47)

* Xarelto 20 mg od vs. ASA 100 mg od; HR=0.44 (0.27-0.71), p=0.0009 (nominal)

*+ Xarelto 10 mg od vs. ASA 100 mg od; HR=0.32 (0.18-0.55), p<0.0001 (nominal)
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Xarelto 20 mg 'wonn 7w x9NNY7 |17ya DDTYA

3. PHARMACEUTICAL FORM

Prescriber guide

Patlent safety mformatlon card

The marketlnq of Xarelto 20 mgq is sub|ect to a rlsk manaqement plan (RMP) including a
'patient safety information card' (Patient card). Please provide a patient card to each patient
who is prescribed with Xarelto 20 mg. The 'patient safety information card', emphasizes
important safety information that the patient should be aware of before and during treatment.
Please explain to the patient the need to review the card before starting treatment and the
implications of this treatment including the need for compliance. Please also explain the
signs of important adverse events and instruct the patient when to seek medical care.

(Minor change in the black box warning):

WARNING: (A) PREMATURE DISCONTINUATION OF XARELTO INCREASES
THE RISK OF THROMBOTIC EVENTS, (B) SPINAL/EPIDURAL HEMATOMA

B. SPINAL/EPIDURAL HEMATOMA

[see special warnings and precautions for use (4.4) and undesirable effects (4.8)].

4.2 Posology and method of administration
Posology

Treatment of DVT, treatment of PE and prevention of recurrent DVT and PE

The recommended dose for the initial treatment of acute DVT or PE is 15 mg twice daily for
the first three weeks followed by 20 mg once daily for the continued treatment and prevention
of recurrent DVT and PE;-as-indicated-in-the-table-below-

Dosi hodul N v d
Day 1-21 15 myg twice daily 30 mg
Day 22 and onwards 20 mg once daily 20 mg

Short duration of therapy (at least 3 months) should be considered in patients with DVT or
PE provoked by major transient risk factors (i.e. recent major surgery or trauma).
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and longer durations should be based on permanent risk factors or idiopathic DVT or PE.

When extended prevention of recurrent DVT and PE is indicated (following completion of at
least 6 months therapy for DVT or PE), the recommended dose is 10 mg once daily.

The safety and efficacy of treatment duration beyond 12 months has not been established. It
should be considered whether to continue treatment beyond 12 months.

The duration of therapy should be individualised after careful assessment of the treatment

(see section 4.4). Shert-duration-of-therapy-(atleast

Time Period Dosing schedule Total daily dose
Treatment and Day 1 - 21 15 mg twice daily 30 mg
prevention of
recurrent DVT and Day 22 onwards 20 mg once daily 20 mg
PE
Prevention of Following completion | 10 mg once daily 10 mg
recurrent DVT and of at least 6 months
PE therapy for DVT or
PE

Method of administration

There is no data regarding chewing or halving the tablets.

4.4 Special warnings and precautions for use

Dermatological reactions

Serious skin reactions, including Stevens-Johnson syndrome/ toxic epidermal necrolysis_and
DRESS syndrome, have been reported during post-marketing surveillance in association
with the use of rivaroxaban (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. Rivaroxaban 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.

Information about excipients

Xarelto contains lactose. Patients with rare hereditary problems of galactose intolerance, the
Lapp total lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.
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4.5 Interaction with other medicinal products and other forms of interaction

CYP3A4 and P-gp inhibitors

Active substances strongly inhibiting only one of the rivaroxaban elimination pathways, either
CYP3A4 or P-gp, are expected to increase rivaroxaban plasma concentrations to a lesser
extent. Clarithromycin (500 mg twice a day), for instance, considered as a strong CYP3A4
inhibitor and moderate P-gp inhibitor, led to a 1.5 fold increase in mean rivaroxaban AUC
and a 1.4 fold increase in Cmax. Fhis-increase-is-not-considered-clinically-relevant. The
interaction with clarithromycin is likely not clinically relevant in most patients but can be
potentially significant in high-risk patients. (For patients with renal impairment: see section
4.4).

Erythromycin (500 mg three times a day), which inhibits CYP3A4 and P-gp moderately, led
to a 1.3 fold increase in mean rivaroxaban AUC and Cnax. This-increase-is-not-considered
clinicallyrelevant. The interaction with erythromycin is likely not clinically relevant in most
patients 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 CRmax 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
CRmax when compared to subjects with normal renal function. The effect of erythromycin is
additive to that of renal impairment (see section 4.4).

Fluconazole (400 mg once daily), considered as a moderate CYP3A4 inhibitor, led to a

1.4 fold increase in mean rivaroxaban AUC and a 1.3 fold increase in mean Cmax. Fhis
increase-is-not-considered-clinicallyrelevant. The interaction with fluconazole is likely not
clinically relevant in most patients but can be potentially significant in high-risk patients. (For
patients with renal impairment: see section 4.4).

4.8 Undesirable effects
Summary of the safety profile

The safety of rivaroxaban has been evaluated in twelve-thirteen phase lll studies including
34,859 53,103 patients exposed to rivaroxaban (see Table 1).
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Table 1: Number of patients studied, total daily dose and maximum treatment duration
in phase lll studies

Indication Number Total daily dose Maximum
of treatment
patients* duration

Prevention of atherothrombotic 18,244 5 mg co- 47 months

events in patients with CAD/PAD administered with

ASA or 10 mg
alone

*Patients exposed to at least one dose of rivaroxaban

The most commonly reported adverse reactions in patients receiving rivaroxaban were
bleedings (see section 4.4. and ‘Description of selected adverse reactions’ below) (Table 2).
The most commonly reported bleedings (24-%)-were epistaxis (6-8 4.5%) and gastrointestinal
tract haemorrhage (44 3.8%).

N 9/ aof natian

Table 2: Bleeding* and anaemia events rates in patients exposed to rivaroxaban
across the completed phase lll studies:

Indication Any bleeding Anaemia
Prevention of atherothrombotic 6.7 per 100 0.15 per 100
events in patients with CAD/PAD | patient years patient years**

* For all rivaroxaban studies all bleeding events are collected, reported and adjudicated.
** In the COMPASS study, there is a low anaemia incidence as a selective approach to
adverse event collection was applied
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Table 3: All treatment-emergent-adverse reactions reported in patients in phase lll
studies clinical trials or through post-marketing use*

increased lipase?,
increased
amylase®
ircreased GGTA

Common Uncommon Rare Very rare Not known
Blood and lymphatic system disorders
Anaemia (incl. Thrombocytosis
respective (incl. platelet count
laboratory increased)?,
parameters) Thrombocytopenia
Immune system disorders
Allergic reaction, Anaphylactic
dermatitis allergic, reactions
Angioedema and including
allergic oedema anaphylactic
shock
Hepatobiliary disorders
Increase in Hepatic Jaundice, Bilirubin
transaminases impairment, conjugated
Increased bilirubin, |increased (with or
increased blood without
alkaline concomitant
phosphatase?, increase of ALT),
increased GGTA  |Cholestasis,
Hepatitis (incl.
hepatocellular
injury)
Skin and subcutaneous tissue disorders
Pruritus (incl. Urticaria Stevens-
uncommon cases Johnson
of generalised syndrome/ Toxic
pruritus), rash, Epidermal
ecchymosis, Necrolysis,
cutaneous and DRESS
subcutaneous syndrome
haemorrhage
Investigations
alkaline without
A concomitant
Increased LDH”, |increase-of ALT)
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A: observed in prevention of venous-thromboembelism{(VTE) in adult patients undergoing
elective hip or knee replacement surgery

B: observed in treatment of DVT, PE and prevention of recurrence as very common in
women < 55 years

C: observed as uncommon in prevention of atherothrombotic events in patients after an ACS
(following percutaneous coronary intervention)

* A pre-specified selective approach to adverse event collection was applied. As incidence of
adverse reactions did not increase and no new adverse reaction was identified, COMPASS
study data were not included for frequency calculation in this table.

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antithrombotic agents, direct factor Xa inhibitors, ATC code:
BO1AF01

Clinical efficacy and safety

Patients with non-valvular atrial fibrillation who undergo PCI with stent placement

A randomised, open-label, multicentre study (PIONEER AF-PCI) was conducted in

2,124 patients with non-valvular atrial fibrillation who underwent PCI with stent placement for
primary atherosclerotic disease to compare safety of two rivaroxaban regimens and one VKA
regimen. Patients were randomly assigned in a 1:1:1 fashion for an overall 12-month-
therapy. Patients with a history of stroke or TIA were excluded.

Group 1 received rivaroxaban 15 mg once daily (10 mg once daily in patients with creatinine
clearance 30 - 49 ml/min) plus P2Y12 inhibitor. Group 2 received rivaroxaban 2.5 mg twice
daily plus DAPT (dual antiplatelet therapy i.e. clopidogrel 75 mq [or alternate P2Y 12 inhibitor]
plus low-dose acetylsalicylic acid [ASA]) for 1, 6 or 12 months followed by rivaroxaban 15 mg
(or 10 mg for subjects with creatinine clearance 30 - 49 ml/min) once daily plus low-dose
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ASA. Group 3 received dose-adjusted VKA plus DAPT for 1, 6 or 12 months followed by
dose-adjusted VKA plus low-dose ASA.

The primary safety endpoint, clinically significant bleeding events, occurred in 109 (15.7%),
117 (16.6%), and 167 (24.0%) subjects in group 1, group 2 and group 3, respectively (HR
0.59;: 95% C1 0.47-0.76; p<0.001, and HR 0.63; 95% CI 0.50-0.80; p<0.001, respectively).
The secondary endpoint (composite of cardiovascular events CV death, MI, or stroke)
occurred in 41 (5.9%), 36 (5.1%), and 36 (5.2%) subjects in the group 1, group 2 and group
3, respectively. Each of the rivaroxaban regimens showed a significant reduction in clinically
significant bleeding events compared to the VKA regimen in patients with non-valvular atrial
fibrillation who underwent a PCI with stent placement.

The primary objective of PIONEER AF-PCI was to assess safety. Data on efficacy (including
thromboembolic events) in this population are limited.

Treatment of DVT, PE and prevention of recurrent DVT and PE

The Xarelto clinical pregram programme was designed to demonstrate the efficacy of Xarelto
in the initial and continued treatment of acute DVT and PE and prevention of recurrence.
Over 9,400 12,800 patients were studied in three-four randomised controlled phase Il clinical
studies (Einstein DVT, Einstein PE, and Einstein Extension and Einstein Choice) and
additionally a predefined pooled analysis of the Einstein DVT and Einstein PE studies was
conducted. The overall combined treatment duration in all studies was up to 21 months.

In Einstein Choice, 3,396 patients with confirmed symptomatic DVT and/or PE who
completed 6-12 months of anticoagulant treatment were studied for the prevention of fatal PE
or non-fatal symptomatic recurrent DVT or PE. Patients with an indication for continued
therapeutic-dosed anticoaqulation were excluded from the study. The treatment duration was
up to 12 months depending on the individual randomisation date (median : 351 days).
Xarelto 20 mg once daily and Xarelto 10 mg once daily were compared with 100 mg
acetylsalicylic acid once daily.

The primary efficacy outcome was symptomatic recurrent VTE defined as the composite of
recurrent DVT or fatal or non-fatal PE.

In the Einstein Choice study (see Table 10) Xarelto 20 mg and 10 mg were both superior to
100 mg acetylsalicylic acid for the primary efficacy outcome. The principal safety outcome
(major bleeding events) was similar for patients treated with Xarelto 20 mg and 10 mg once
daily compared to 100 mg acetylsalicylic acid

20 7 16 Mny



ER

>
aAm<>wm

Table 10: Efficacy and safety results from phase Ill Einstein Choice

Study population

3,396 patients continued prevention of

recurrent venous th

romboembolism

Treatment dose

Xarelto 20 mg od

Xarelto 10 mg od

ASA 100 mqg od

N=1.,107

N=1.,127

N=1,131

Treatment duration
median [interquartile

349 [189-362] days

353 [190-362]

350 [186-362] days

range] days
Symptomatic recurrent 17 13 50
VTE 1.5%)* 1.2%)** (4.4%)
Symptomatic recurrent | 6 6 19
PE (0.5%) (0.5%) 1.7%
Symptomatic recurrent | 9 8 30
DVT (0.8%) (0.7%) (2.7%)
Fatal PE/death where 2 0 >
CFJ’lIJEt cannot be ruled —:0.2%: _[0.0%] —:0_2%:
Symptomatic recurrent
19 18 56
VTE, MI, stroke, ornon- | 77—, 1 ro “E no
CNS systemic embolism 1.7% 1.6% (6.0%)
Major bleeding events 6 2 3
(0.5%) (0.4%) (0.3%)
Clinically relevant non- 30 22 20
maijor bleeding (2.7%) (2.0%) 1.8%
Symptomatic recurrent
- - 23 17 53
VTE or major bleeding 2 1%)* 1.5%)" 4.7%

(net clinical benefit)

* p<0.001(superiority) Xarelto 20 mg od vs ASA 100 mg od; HR=0.34 (0.20-0.59)

** p<0.001 (superiority) Xarelto 10 mg od vs ASA 100 mg od; HR=0.26 (0.14—0.47)

* Xarelto 20 mg od vs. ASA 100 mg od; HR=0.44 (0.27-0.71), p=0.0009 (nominal)

*+ Xarelto 10 mg od vs. ASA 100 mg od; HR=0.32 (0.18-0.55), p<0.0001 (nominal)
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