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Xarelto, co-administered with acetylsalicylic acid (ASA) alone or with ASA plus clopidogrel, is
indicated for the prevention of atherothrombotic events in adult patients after an acute
coronary syndrome (ACS) with elevated cardiac biomarkers.

NYINY ND0IN NYINNN
Xarelto, co-administered with acetylsalicylic acid (ASA), is indicated for the prevention of
atherothrombotic events in adult patients with coronary artery disease (CAD) or symptomatic
peripheral artery disease (PAD) at high risk of ischaemic events.
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Excipient with known effect:
Each film-coated tablet contains 33:92 35.70 mg lactose {as monohydrate), see section 4.4.

3.  PHARMACEUTICAL FORM

(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)].
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4.1 Therapeutic indications

Xarelto, co-administered with acetylsalicylic acid (ASA), is indicated for the prevention of
atherothrombotic events in adult patients with coronary artery disease (CAD) or symptomatic
peripheral artery disease (PAD) at high risk of ischaemic events (see section 5.1).

4.2 Posology and method of administration
Posology

. CAD/PAD
Patients taking Xarelto 2.5 mg twice daily should also take a daily dose of 75 - 100 mg ASA.

Duration of treatment should be determined for each individual patient based on reqular
evaluations and should consider the risk for thrombotic events versus the bleeding risks.

In patients with an acute thrombotic event or vascular procedure and a need for dual
antiplatelet therapy, the continuation of Xarelto 2.5 mg twice daily should be evaluated
depending on the type of event or procedure and antiplatelet regimen. Safety and efficacy of
Xarelto 2.5 mg twice daily in combination with ASA plus clopidogrel has only been studied in
patients with recent ACS (see section 4.1). Dual antiplatelet therapy has not been studied in
combination with Xarelto 2.5 mg twice daily in patients with CAD/PAD (see sections 4.4

and 5.1).

Converting from Vitamin K Antagonists (VKA) to Xarelto

When converting patients from VKAs to Xarelto, International Normalised Ratio (INR) values
will could be falsely elevated after the intake of Xarelto. The INR is not valid to measure the
anticoagulant activity of Xarelto, and therefore should not be used (see section 4.5).

Elderly population
No dose adjustment (see sections 4.4 and 5.2).
The risk of bleeding increases with increasing age (see section 4.4).

Method of administration

There is no data regarding chewing or halving the tablets.

4.3 Contraindications

Concomitant treatment of CAD/PAD with ASA in patients with previous haemorrhagic or
lacunar stroke, or any stroke within a month (see section 4.4).
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4.4 Special warnings and precautions for use

...In ACS patients, efficacy and safety of Xarelto 2.5 mg have has been investigated in
combination with the antiplatelet agents aspirin-ard ASA alone or ASA plus clopidogrel.
Treatment in combination with other antiplatelet agents, e.g. prasugrel or ticagrelor, has not
been studied and is not recommended.

In patients at high risk of ischaemic events with CAD/PAD, efficacy and safety of Xarelto
2.5 mg have only been investigated in combination with ASA.

Interaction with other medicinal products

i Patients on treatment with Xarelto and ASA or
with Xarelto and ASA plus clopidogrel should only receive concomitant treatment with
NSAIDs if the benefit outweighs the bleeding risk.

Other haemorrhagic risk factors

It should be used with caution in ACS and CAD/PAD patients:

e > 75 years of age if co-administered with ASA alone or with ASA plus clopidogrel. The
benefit-risk of the treatment should be individually assessed on a reqular basis.

¢ with lower body weight (< 60 kg) if co-administered with ASA alone or with ASA plus
clopidogrel.

Patients with prior stroke and/or TIA

Patients with CAD/PAD
CAD/PAD patients with previous haemorrhagic or lacunar stroke, or an ischaemic, non-
lacunar stroke with in the previous month were not studied (see section 4.3).

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).

Information about excipients

Xarelto contains lactose. Patients with rare hereditary problems of galactose intolerance, the
Lapptotal 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-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 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
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, maximum total daily dose and maximum
treatment duration in phase Ill studies

Indication Number | Total daily dose Maximum
of treatment
patients* duration

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

events in patients with CAD/PAD with ASA or 10 mg

alone

*Patients exposed to at least one dose of rivaroxaban

The most commonly reported bleedings (24-%) were epistaxis (5-8 4.5 %) and
gastromtestlnal tract haemorrhage (44 3.8 %).

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

Tabulated list of adverse reactions

Table 3: All adverse reactions reported in patients in phase lll clinical trials or through

post-marketing use* All-treatment-emergent-adversereactionsreported-in-patients-in
phaselll-studies
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Common Uncommon Rare Very rare Not known
Blood and lymphatic system disorders
Anaemia (incl. Thrombocytosis
respective (incl. platelet count
laboratory increased) A,
parameters) Thrombocytopenia
Immune system disorders
Allergic reaction, Anaphylactic

dermatitis allergic,
Angioedema and
allergic oedema

reactions including
anaphylactic shock

Hepatobiliary disorders

Increase in
transaminases

Hepatic impairment, |Jaundice,
Increased bilirubin, |Bilirubin
increased blood conjugated

alkaline
phosphatase?,

increased (with or
without

increased GGTA

concomitant

increase of ALT),
Cholestasis
Hepatitis (incl.
hepatocellular
injury)

Skin and subcutaneous tissue disorders

Pruritus (incl. Urticaria Stevens-Johnson
uncommon cases syndrome/ Toxic
of generalised Epidermal
pruritus), rash, Necrolysis ,
ecchymosis, DRESS syndrome
cutaneous and
subcutaneous
haemorrhage
Investigations
i : i bilirabin. [Bilirubi
. . ! blood .
lleali .eenjugatelelg "

phosphatase” without

Increased LDHA, concomitant

increased lipase®, |increase-of ALT)

increased amylase®

increased- GGT*
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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: BO1AFO1

Clinical efficacy and safety

CAD/PAD
The phase Ill COMPASS study (27,395 patients, 78.0% male, 22.0% female) demonstrated

the efficacy and safety of Xarelto for the prevention of a composite of CV death, MI, stroke in
patients with CAD or symptomatic PAD at high risk of ischaemic events. Patients were
followed for a median of 23 months and maximum of 3.9 years.
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Subjects without a continuous need for treatment with a proton pump inhibitor were
randomized to pantoprazole or placebo. All patients were then randomized 1:1:1 to
rivaroxaban 2.5 mg twice daily/ASA 100 mg once daily, to rivaroxaban 5 mg twice daily, or
ASA 100 mg once daily alone, and their matching placebos.

High risk patients are defined by COMPASS inclusion criteria

CAD patients had multivessel CAD and/or prior Ml. Patients included in COMPASS were 265
years of age, or if < 65 years of age atherosclerosis or revascularization involving at least two
vascular beds or at least two additional cardiovascular risk factors (smoking, diabetes
mellitus, renal dysfunction with estimated glomerular filtration rate <60 ml/min, heart failure,
non-lacunar ischemic stroke =1 month ago) were required.

PAD patients had previous interventions such as bypass surgery or percutaneous
transluminal angioplasty or limb or foot amputation for arterial vascular disease or
intermittent claudication with ankle/arm blood pressure ratio < 0.90 and/ or significant
peripheral artery stenosis or previous carotid revascularization or asymptomatic carotid
artery stenosis = 50%.

Exclusion criteria included the need for dual antiplatelet or other non-ASA antiplatelet or oral
anticoagulant therapy and patients with high bleeding risk, or heart failure with ejection
fraction < 30% or New York Heart Association class Ill or IV, or any ischaemic, non-lacunar
stroke within 1 month or any history of haemorrhagic or lacunar stroke.

Xarelto 2.5 mg twice daily in combination with ASA 100 mg once daily was superior to ASA
100 mq, in the reduction of the primary composite outcome of CV death, MI, stroke (see
Table 7 and Figure 2).

There was a significant increase of the primary safety outcome (modified ISTH major
bleeding events) in patients treated with Xarelto 2.5 mg twice daily in combination with ASA
100 mg once daily compared to patients who received ASA 100 mqg (see Table 8).

For the primary efficacy outcome, the observed benefit of Xarelto 2.5 mg twice daily plus
ASA 100 mg once daily compared with ASA 100 mg once daily was HR=0.89 (95% CI 0.7-
1.1) in patients 275 years (incidence: 6.3% vs 7.0%) and HR=0.70 (95% CI 0.6-0.8) in
patients <75 years (3.6% vs 5.0%). For modified ISTH major bleeding, the observed risk
increase was HR=2.12 (95% CI 1.5-3.0) in patients 275 vyears (5.2% vs 2.5%) and HR=1.53
(95% CI 1.2-1.9) in patients <75 vyears (2.6% vs 1.7%).

13 7inn 8 Mny



Table 7: Efficacy results from phase lll COMPASS

Study Patients with CAD/PAD 2
Population
Treatment Xarelto 2.5 mq bid in | ASA 100 mg od
Dosage combination with
ASA 100 mg od
N=9152 N=9126
Patients KM % | Patients KM % | HR p-value ?
with events with events 95% CI
Stroke, Ml or 0.76 _ .
CV death 379 (4.1%) 5.20% | 496 (5.4%) | 7.17% (0.66:0.86) p = 0.00004
. Stroke | 83(0.9%) | 1.17% | 142(1.6%) |2.23% %—5f4_0 /) | £.=.0.00006
V] 178 (1.9%) | 2.46% | 205 (2.2%) |2.94% %—8$0_1 05 | B=0.14458
. CVdeath | 160 (1.7%) |2.19% | 203 (2.2%) | 2.88% %—754_0 o) | 25002053
All-cause 0.82
—mortality 313 (3.4%) 4.50% | 378 (4.1%) | 5.57% _(0.71;0.96)
Acute limb o o o o | 0.55
schaemia 22 (0.2%) 0.27% | 40 (0.4%) 0.60% (0.32:0.92)
a) intention to treat analysis set, primary analyses

b) vs. ASA 100 mg; Log-Rank p-value

*

The reduction in the primary efficacy outcome was statistically superior.

bid: twice daily; Cl: confidence interval; KM %: Kaplan-Meier estimates of cumulative incidence

risk calculated at 900 days; CV: cardiovascular; MI: myocardial infarction; od: once daily

Table 8: Safety results from phase Il COMPASS

Study population

Patients with CAD/PAD 2

Treatment Dose

Xarelto 2.5 mq bid

in combination

with ASA 100 mg

od, N=9152
n (Cum. risk %)

ASA 100 mg
od

N=9126
n (Cum.risk %)

Hazard Ratio
95 % CI

p-value

Modified ISTH maijor bleeding 288 (3.9%) 170 (2.5%) 1.70 (1.40;2.05)
p < 0.00001

- Fatal bleeding event 15 (0.2%) 10 (0.2%) 1.49 (0.67:;3.33)
p =0.32164

- Symptomatic bleeding in 63 (0.9%) 49 (0.7%) 1.28 (0.88:1.86)
critical organ (non-fatal) p =0.19679
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Study population

Patients with CAD/PAD 2

Treatment Dose Xarelto 2.5 mg bid | ASA 100 mg Hazard Ratio
in combination od (95 % CI)
with ASA 100 mg
od, N=9152 p-value
n (Cum. risk %) N=9126
n (Cum.risk %)

- Bleeding into the surgical 10 (0.1%) 8 (0.1%) 1.24 (0.49:3.14)
site requiring reoperation
(non-fatal, not in critical p =0.65119
organ)

- Bleeding leading to 208 (2.9%) 109 (1.6%) 1.91 (1.51;2.41)
hospitalisation (non-fatal, p <0.00001
not in critical organ, not
requiring reoperation)

- With overnight stay 172 (2.3%) 90 (1.3%) 1.91 (1.48;2.46)
p < 0.00001

- Without overnight stay 36 (0.5%) 21 (0.3%) 1.70(0.99;2.92)
p = 0.04983

Major gastrointestinal bleeding 140 (2.0%) 65 (1.1%) 2.15(1.60;2.89)
p < 0.00001

Maijor intracranial bleeding 28 (0.4%) 24 (0.3%) 1.16 (0.67;2.00)
p = 0.59858

a) intention-to-treat analysis set, primary analyses

b) vs. ASA 100 mg; Log-Rank p-value

bid: twice daily; Cl: confidence interval; Cum. Risk: Cumulative incidence risk (Kaplan-

Meier estimates) at 30 months; ISTH: International Society on Thrombosis and

Haemostasis; od: once daily

Figure 2: Time to first occurrence of primary efficacy outcome (stroke, myocardial

infarction, cardiovascular death) in COMPASS
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Days from Randomization
Number of subjects at risk
XARELTO 2.5 mg bid + ASA 100 mg od 9152 9026 7898 6352 3911 2302 658

ASA 100 mg od 9126 8982 7798 6233 3860 2253 668

bid: twice daily; od: once daily; Cl: confidence interval
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