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Itis important doctors
inform patients of the risk
factors as well as the signs

and symptoms, so people
can seek appropriate medical
attention for the treatment and
prevention of VTE
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'The Development of Anticoagulants
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*Venous thromboembolism (VTE)

Itis important doctors and patients discuss the benefits and risks of the different anticoagulants to

help identify the best treatment for optimal protection that is suited to maintain their quality of life
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ABOUT RIVAROXABAN
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WHAT IS RIVAROXABAN?

Rivaroxaban is the first direct oral Factor Xa Inhibitor developed to prevent and treat dangerous blood clots, with the potential to improve clinical outcomes and

quality of life for a broad range of patients with, or at risk of venous and arterial thromboembolism (VAT).

Benefits of Rivaroxaban include':

\

Y

Oral administration Rapid onset

of action

i\ (187

Predictable anticoagulation
without need for routine coagulation

Low risk of drug- No significant

drug interactions food interactions

monitoring or dose adjustment

Rivaroxaban is approved for five indications in eight distinct areas of use,

protecting patients from blood clots across more VAT conditions than any other novel OAC!

VTE Prevention in Adult Patients Following Elective
Hip or Knee Replacement:

For adult patients who have had hip or knee replacement,

one 10 mg tablet, once-daily rivaroxaban provides superior
protection against venous thromboembolism (VTE) with

similar safety compared to the low molecular weight heparin
(LMWH) enoxaparin’. Patients on rivaroxaban also experience
fewer symptomatic VTEs and simliar rates of major bleeding
complications post-surgery compared to conventional treatments®.

DVT Treatment and Prevention:

For adult patients with deep vein thrombosis (DVT), rivaroxaban

is the first novel OAC globally approved for acute treatment and
the prevention of recurrent VTE. As the oral, single-drug approach,
rivaroxaban is effective in providing simplified patient management
from hospital to home without the need for injections or routine
coagulation monitoring"®”%. Additionally, rivaroxaban has a similar
low rate of major bleeding compared with the dual-drug approach
of LMWH and vitamin K antagonists (VKA)®.

Stroke Prevention in Patients with Non-Valvular AF:

For adult patients with non-valvular atrial fibrillation (AF), once-
daily rivaroxaban provides effective stroke prevention without

the need for routine coagulation monitoring"*. Importantly,
rivaroxaban can prevent stroke without increasing the risk of heart
attack and lowers the rate of the most feared intracranial and fatal
bleeds, compared with warfarin while demonstrating a reassuring
bleeding profile with similar overall bleeding rates'®. Major
gastrointestinal (GI) bleeds were more common with rivaroxaban
than warfarin®. It is also the only novel OAC with a specific and
effective dose evaluated for patients with renal impairment.

PE Treatment and Prevention:

For adult patients with pulmonary embolism (PE), rivaroxaban is
the first novel OAC globally approved for acute treatment and the
prevention of recurrent VTE. As the oral, single-drug approach,
rivaroxaban is effective in protecting against life-threatening PEs
without the need for injections or routine coagulation monitoring®,
providing simplified patient management from hospital to home.
Additionally, rivaroxaban significantly lowers the risk of major
bleeding compared with the dual-drug approach of LMWH and
VKA.

Prevention of Atherothrombotic Events after an ACS in Patients with Elevated Cardiac Biomarkers:

For patients with acute coronary syndrome (ACS), rivaroxaban 2.5 mg twice daily in combination with standard antiplatelet therapy* can help reduce
atherothrombotic events (CV death, heart attack and stroke) by providing more complete long-term protection than antiplatelet therapy alone. Rates

of major bleeding not associated with coronary artery bypass graft (CABG) surgery and intracranial haemorrhage (ICH) were low overall, yet increased

with the addition of rivaroxaban. But importantly, there were no increase observed with rivaroxaban in the risk of fatal ICH or fatal bleeding

9,10

HOW DOES RIVAROXABAN WORK?

Rivaroxaban is an oral direct Factor Xa Inhibitor, protecting patients
against blood clots by selectively targeting Factor Xa, an enzyme
which acts at a key point in the blood-clotting (coagulation) process.
Coagulation requires a complex series of chemical reactions and
body signals. This process of chemical reactions is often referred to as
the ‘Clotting Cascade’.

One of the many clotting factors (blood clot proteins) is Factor Xa
that is needed to produce thrombin, which promotes the formation
of blood clots. One molecule of Factor Xa catalyses the formation
of approximately 1,000 thrombin molecules via what is known as a
‘thrombin burst’'112,

Directly targeting and inhibiting Factor Xa prevents the thrombin
burst, rivaroxaban inhibits thrombin generation rather than
inhibiting the action of thrombin itself.

Targeting Factor Xa to Inhibit Thrombin Generation
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ABOUT RIVAROXABAN CONTINUED...

aroxaban has demonstrated clinical benefit in comparison to older therapy in a broad range of acute and chronic blood-clotting condit

The Clinical Investigation of Rivaroxaban

4 Ten completed Phase III pivotal trials have successfully met or exceeded their primary endpoints, in preventing and/or treating VAT conditions, which has resulted in the approval of rivaroxaban in 5 indications

4 The extensive evaluation of rivaroxaban to protect different patient populations at risk of VAT, makes it the most studied novel OAC in the world and will include more than 275,000 patients in both clinical trials and real world settings.

Rivaroxaban Regulatory Milestones
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For prevention of atherothrombotic events (CV death, MI and
stroke) after an ACS in adult patients with elevated cardiac
biomarkers when co-administered with antiplatelet therapy

For the treatment of DVT and the prevention of For the treatment of PE and the
recurrent DVT and PE prevention of recurrent DVT and PE*

For VTE prevention in adult patients following

S .. For stroke prevention in non-valvular AF
elective hip or knee replacement

L Now approved in more than 125 countries 1 L Now approved in more than 105 countries 1 L Now approved in more than 105 countries 1 L Now approved in more than 70 countries 1 L Now approved in more than 40 countries 1

Rivaroxaban is the most broadly indicated novel oral anticoagulant and is marketed under the brand name ‘Xarelto”. Rivaroxaban was discovered by Bayer HealthCare, and is being jointly developed with Janssen Research &
Development, LLC. Rivaroxaban is marketed outside the U.S. by Bayer HealthCare and in the U.S. by Janssen Pharmaceuticals, Inc. (a Johnson & Johnson Company).
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atrial fibrillation CrCl 15 to 49 and PE in adults** Q 20 mg Patients with

with one or more mL/min* with CrCl > 15 mL/
risk factors® food OD min* with food

*Such as congestive heart failure, hypertension, age 275 years, diabetes mellitus, prior stroke or transient ischaemic attack; "ASA alone or in combination with a thienopyridine (clopidogrel or ticlopidine); “Troponin-I/T; creatine kinase-muscle and brain isoenzyme (CK-MB)
\ *Not indicated in patients with CrClI < 15 ml/min; use with caution in patients with CrCl 15-29 ml/min; **Rivaroxaban is not recommended acutely as an alternative to unfractionated heparin in patients with PE who present hemodynamic instability or who may recieve thrombolysis or pulmonary embolectomy

To learn more, please visit https://prescribe.xarelto.com
To learn more about thrombosis, please visit www.thrombosisadviser.com
To learn more about VAT, please visit www. VATspace.com
To learn more about Xarelto’, please visit www.xarelto.com
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RIVAROXABAN IN VENOUS THROMBOEMBOLISM (VTE)

®HO®D

VENOUS THROMBOEMBOLISM (VTE)

Venous thromboembolism (VTE) is the most common,
avoidable cause of hospital death’.

4 The worldwide incidence of VTE is 1 per 1000

4 In the EU, more than twice as many people die from VTE
than from breast cancer, prostate cancer, AIDS and traffic
accidents combined®

VTE ENCOMPASSES TWO SERIOUS CONDITIONS:

VTE kills Europe
one person alone
every 37 >500,000°°
seconds in

the Western VTE deaths
‘World?* annually

Deep vein thrombosis (DVT) is a blood clot that forms in the veins that lie deep within the muscles, usually in the leg or pelvis. If all or part
of the DVT breaks off and the blood clot moves to block a vessel in the lungs, it is known as a pulmonary embolism (PE)®, which can be

rapidly fatal.

Deep vein thrombosis (DVT)

¢ Even in the absence of a PE, DVT alone can have burdensome
and costly consequences such as post-thrombotic syndrome

# The rate of VTE recurrence remains high, with hospital
readmission for DV'T at 19%*

Annual estimated incidence of DVT

1] it
;: 700,000° E fhit

1 = 100,000 incidences of DVT

n be difficult to diagnose, so it

Symptoms of DVT include:
Pain, swelling, redness of the area usually the leg, and dilation of
the surface veins; the skin may also be warm to the touch

WHO 1S AT RISK OF VTE?

4 Patients undergoing major ¢ Patient-related, predisposing

orthopaedic surgery for hip risk factors include inherited
or knee replacement or major thrombophilia, advanced
surgery for cancer age, obesity, prior VTE
- Without preventative and varicose veins'
treatment, the absolute ¢ Patients admitted to
DVT risk after hip or knee
surgery is between 40%
and 60%'

hospital for an acute
medical condition

Pulmonary embolism (PE)

¢ About 1 in 10 deaths that occur in the hospital is caused
by pulmonary emboli"

¢ 10-25% of PEs are rapidly fatal
of the onset of symptoms™. PE can reoccur, and if it does, it is

, usually within 2 hours
usually fatal™

Annual estimated incidence of acute PE

400,000° 600,000°

=100 andcnus ohmle PE

Symptoms of PE include:

Acute shortness of breath, chest pain, and rapid heart rate;
some people may also cough blood

ECONOMIC BURDEN

The complications associated with
VTE and its treatment are frequent
and costly. The main drivers of these
VTE costs are initial and recurrent
events requiring hospitalisation.

¢ In Europe, the annual cost of
managing all-cause VTE has been
estimated at approximately €4,000
per patient™

VTE PREVENTION AND TREATMENT

Anticoagulants are the cornerstone of therapy for prevention and treatment of potentially

deadly blood clots, but widely used older therapies are associated with significant drawbacks

for the patient that challenge optimal treatment.

4 The older therapy for prevention of VTE associated with orthopaedic surgery is a class
of injectable anticoagulant drugs known as low molecular weight heparins (LMWH)

¢ The older therapy for treatment of VTE and long-term prevention is the complex
dual-drug approach of daily injections of LMWH followed by a transition to long-
term oral therapy with a vitamin K antagonist (VKA), such as warfarin. As well as the
difficulties associated with LMWH, managing patients on VKAs such as warfarin can
also be challenging

Limitations of older VTE therapies may contribute to their under-utilisation'®, creating

challenges for patients and leaving them at risk.

Novel oral anticoagulants (OACs) can overcome the limitations of older anticoagulants to

prevent and/or treat venous and arterial thromboembolic (VAT) conditions.

Benefits of novel OACs include'’:

u_i Predictable anticoagulation without the need for routine coagulation
monitoring or frequent dose adjustment

.'9 Low risk of drug-drug interactions ’J No significant food interactions

VTE Treatment andPrevention of Recurrence’: For

adult patients with DVT and PE, rivaroxaban was the ~ Dual-Drug Single-Drug
first novel OAC globally approved for acute treatment Approach Approach
and the prevention of recurrent VTE.

¢ DVT: As the oral, single-drug approach,
rivaroxaban is effective in providing simplified
patient management from hospital to home

+ B

without the need for injcg'rinn\ or routine
coagulation monitoring'”'%"”, Additionally
rivaroxaban has a similar low rate of ma yjor bleeding compared with the dual-drug

approach of LMWH and VKA™

¢ PE: As the oral, single-drug approach, rivaroxaban is effective in protecting against lm—
threatening PEs™*' without the need for injections or routine coagulation monitoring'”!
Additionally rivaroxaban significantly lowers the risk of major bleeding compared with

the dual-drug approach of LMWH and VKA*"

VTE Prevention in Adult Patients Following Elective Hip or Knee Replacement
Surgcry For adult patients who have had major orthopaedic surgery, one 10 mg tablet of
rivaroxaban, once-daily prov 1du\upuun pln[u[l(m against VTE with similar \.mr\ mmp.lud
to the LMWH enoxaparin'”*»##, Patients on rivaroxaban also experience fewer symptomatic

VTEs and similar rates of major bleeding complications post-surgery compared to conventional
treatments™
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For the treatment of
PE and the prevention of recurrent

DVT and PE*

Rivaroxaban VTE Regulatory Milestones

For the treatment of DVT and
PE and to reduce the risk of
recurrent DVT and PE

For the treatment of DVT and the
prevention of recurrent DVT and PE
following an acute DVT

For VTE prevention in adult patients For VTE prevention in adult patients

following elective hip or knee following elective hip or knee replacement

replacement surgery surgery

so issued Final Guidance
19,26

*UK’s NICE issued Final Guidance in July 2012 recommending rivaroxaban for National Health Service (NHS) use for the treatment of DVT and the prevention of recurrent DVT and PE following an acute DVT in adults. In April 2013 NICE :
recommending rivaroxaban for NHS use for thc treatment of PE and the prevention of recurrent DVT and PE. The positive NICE appraisals were based on detailed analysis of the clinical and cost-effectiveness benefits of rivaroxaban

ABOUT RIVAROXABAN

Rivaroxaban is the most broadly indicated novel oral anticoagulant and is marketed under the brand name Xarelto®. Rivaroxaban is approved for five indications across eight distinct areas of use, protecting
patients across more venous and arterial thromboembolic (VAT) conditions than any other novel OAC:

‘The prevention of stroke and systemic i
embolism in adult patients with non- The treatment of deep vein o 'The treatment of pulmonary The prevention of Y ‘The prevention of
valvular atrial fibrillation (AF) with one thrombosis (DVT) in adults 4 embolism (PE) in adults* recurrent DV'T in adults 3 recurrent PE in adults

or more risk factors

The prevention of atherothrombotic events (cardiovascular death, heart attack or stroke)
m thromboembolism (VTE) in adult after an Acute Coronary Syndrome in adult patients with elevated cardiac biomarkers when
| ) patients undergoing elective hip curoe 4 co-administered with acetylsalicylic acid (ASA) alone or with ASA plus clopidogrel or

replacement surgery ey ticlopidine

‘The prevention of venous

undergoing elective knee replacement

> 'The prevention of VTE in adult patients

Whilst licences may differ from country to country, across all indications rivaroxaban is approved in more than 125 countries.

Rivaroxaban was discovered by Bayer HealthCare, and is being jointly developed with Janssen Research & Development, LLC. Rivaroxaban is marketed outside the U.S. by Bayer HealthCare and in the U.S. by Janssen
Pharmaceuticals, Inc. (a Johnson & Johnson Company).

Anticoagulant medicines are potent therapies used to prevent or treat serious illnesses and potentially life threatening conditions. Before initiating therapy with anticoagulant medicines, physicians should carefully
assess the benefit and risk for the individual patient.

Responsible use of rivaroxaban is a very high priority for Bayer, and the company has developed a Prescribers Guide for physicians and a Xarelto’ Patient Card for patients to support best practice.

To learn more, please visit https://prescribe.xarelto.com
To learn more about thrombosis, please visit www.thrombosisadviser.com
To learn more about VAT, please visit www. VATspace.com

To learn more about Xarelto’, please visit www.xarelto.com
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