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systemic embolism in adult patients with nonvalvular atrial fibrillation
(AF) and one or more risk factors (please see notes to editors), has been
accepted by the Scottish Medicines Consortium (SMC) for use within

NHS Scotland (http://www.scottishmedicines.org.uk/Home).!

The decision made by the SMC for Pradaxa marks an important step in

managing care of patients with AF, which is the most common heart More infofrﬁéﬁdn

rhythm condition in the UK and a leading cause of stroke." www.boehringer-ingelheim.co.uk

Professor Adrian Brady consultant cardiologist, Department of Medical
Cardiology, Glasgow Royal Infirmary comments, “ This is excellent news
for eligible patients in Scotland who will now have access to Pradaxa, a
new anticoagulant. AF affects 2% of the population and about 50% of
the patients who suffer from a stroke die from that stroke within the
first few days or weeks while 50% of those who survive have some level
of disability at six months. This decision marks a significant advance for

patients and clinicians affected by AF.”

Stroke (of which an estimated 15% are caused by AF") is one of the top

three causes of death and the largest cause of adult disability costing
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the NHS over £3 billion a year. "It is estimated that 1,950 strokes per
year in Scotland" and 22,500 strokes per year in the UK are directly
attributable to AF.""75,000 patients in Scotland are diagnosed with AF.
An estimated 40,000 (53%) are prescribed an oral anticoagulant' and
29,000 (38%) who should be prescribed an oral anticoagulant are not
receiving it. The estimated average cost of a stroke for a patient with AF
is £11,000 (health-care costs up to three months post event). For a
disabling stroke, the average annual follow-up costs are in excess of

£14,000 per patient per year. *

Trudie Lobban MBE, founder and CEO of the Atrial Fibrillation
Association comments: “Our members live in fear of suffering a
disabling or fatal stroke and they have waited years for an alternative

treatment option.”

The EU licence for Pradaxa was granted on 1st August 2011 for the
prevention of stroke and systemic embolism in eligible adult patients
with AF (please refer to notes to editors for description of the licensed
indication).XThe granting of the licence follows the submission of data
from the RE-LY trial - a phase Il stroke prevention in AF trial published
to date involving 18,113 patients enrolled in 951 centres in 44

countries', *

The primary endpoint of the RE-LY trial was incidence of stroke and
systemic embolism. The study showed the recommended dose of
Pradaxa 150mg, twice daily reduced the relative risk of stroke or
systemic embolism by 35% in eligible AF patients compared to warfarin
(1.71% per year with warfarin to 1.11% per year with Pradaxa 150mg, a
0.6% per year absolute reduction in risk {ARR} which is a 35% per year
relative risk reduction {RR}; p<0.001). The primary safety outcome
measure in RE-LY, major haemorrhage, was comparable in the Pradaxa

150mg twice daily group and the warfarin group.””
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In the RE-LY study, Pradaxa 110mg, twice daily, (a dose for specific
patients - please see notes to editors), demonstrated similar reductions
in stroke and systemic embolism compared to warfarin, while delivering
a 20% per year reduction (p=0.003) in major bleeding rates compared to
warfarin: the rate of major bleeding was 3.36% per year in the warfarin
group, as compared with 2.71% per year in the group receiving 110 mg
of dabigatran (p= 0.003), an ARR of 0.65%. **

Pradaxa will provide clinicians with a new treatment option for stroke
prevention in AF that does not require frequent coagulation monitoring,

dose changes or routine adjustment, and dietary restrictions.*

~Ends~

For further information please refer to notes to editors

For further information, please contact:

Bridget Mullahy Alison MacKenzie
Communications Manager Managing Director
Boehringer Ingelheim Limited  Reynolds-MacKenzie

Tel: +44 (0)1344 74 1155 Tel: + 44 (0) 20 3427 5795
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Notes to Editors:

About Pradaxa® "

Pradaxa 150mg twice daily is licensed in the UK for the prevention of

stroke and systemic embolism in adult patients with nonvalvular atrial

fibrillation with one or more of the following risk factors: '

previous stroke, transient ischemic attack, or systemic
embolism (SEE)

left ventricular ejection fraction <40 %

symptomatic heart failure > New York Heart Association (NYHA)
Class 2

age > 75 years

age > 65 years associated with one of the following:

diabetes mellitus, coronary artery disease, or hypertension

Pradaxa 110 mg twice daily - for patients over 80 years or those

taking concomitant verapamil and could be considered for other

patient groups including those:

who are 75-80 years with an increased risk of bleeding

with gastritis, esophagitis or gastroesophageal reflux, active
ulcerative gastrointestinal (Gl) disease or recent Gl bleeding
with moderate renal impairment (CrCl 30-50ml/min), plus an

increased risk of bleeding

Please refer to the Summary of Product Characteristics (SPC) enclosed

for further details on risk factors and full list of dosing scenarios.

Pradaxa costs £2.52 per day.

For more information, including an educational pack, go to

www.pradaxa.co.uk or call the Pradaxa information line on
0845 6017880.
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Pradaxa (110mg and 75mg) is also licensed in the UK for the primary
prevention of venous thromboembolic events in adults who have
undergone elective total hip or elective total knee replacement

surgery*":*

About RE-LY***

RE-LY’ (Randomised Evaluation of Long term anticoagulant therapy)
was a global, phase Ill, randomised trial of 18,113 patients enrolled
in over 951 centres in 44 countries, investigating whether
dabigatran etexilate (150mg twice daily or 110mg twice daily) is as
effective as warfarin with target INR of 2.0-3.0 for stroke prevention.
Patients were followed-up in the study for a median of 2 years with a

minimum of 1 year follow-up.

Following treatment with Pradaxa 150 mg twice daily (the
recommended dose) there was a statistically significant reduction in the
incidence of stroke/systemic embolism (primary efficacy endpoint),
compared with warfarin (1.11% per year vs 1.71% per year respectively;
p <0.001, absolute risk reduction {ARR} = 0.6% per year). The rates of
major bleeding events (primary safety endpoint) were comparable
between Pradaxa 150mg twice daily and warfarin (3.32% per year vs
3.57% per year; p = 0.31, ARR= 0.25% per year).

Following treatment with Pradaxa 150 mg twice daily there was also a
statistically significant reduction in haemorrhagic stroke (0.10% per
year vs 0.38% per year respectively; p < 0.001, ARR = 0.28% per year) and
a statistically significant reduction in vascular mortality, compared with
warfarin (2.43% per year vs 2.69% per year respectively; p = 0.04, ARR =
0.26% per year). In addition there were significantly fewer total bleeds
(16.56% per year vs 18.37% per year; p = 0.002, ARR = 1.81% per year),
life threatening bleeds (1.49% per year vs 1.85% per year; p= 0.03, ARR =
0.36% per year) and intracranial bleeds (0.32% per year vs 0.76% per
year; p < 0.001, ARR = 0.44% per year) than in patients treated with
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warfarin. However, the incidence of gastrointestinal bleeding was
higher in these patients than in those treated with warfarin (1.56% per
year vs 1.07% per year; p = 0.001, an increase in absolute risk of 0.49%
per year). Although the incidence of myocardial infarction was slightly
higher in the patients treated with Pradaxal50mg than in those treated
with warfarin, (97 in 6076 vs 75 in 6022 respectively; equivalent to
0.81% per year vs 0.64% per year, absolute increase in risk = 0.17% per

year) this difference was not statistically significant (p = 0.12).

In patients treated with Pradaxa at 110mg twice daily, the rates of
stroke or systemic embolism were comparable to those seen in patients
treated with warfarin (1.54% per year vs 1.71% per year; p < 0.001, ARR =
0.29% per year). Major bleeding rates (2.87% per year vs 3.57% per year;
p = 0.003, ARR = 0.07% per year) were significantly lower.

The only adverse event that was significantly more common with
Pradaxa than with warfarin was dyspepsia. Dyspepsia occurred in 348
patients (5.8%) in the warfarin group and in 707 patients (11.8%) and
688 patients (11.3%) in the 110mg and 150mg Pradaxa groups
respectively (p<0.001 for both comparisons).

Please refer to the results of the RE-LY study in the New England Journal

of Medicine for further information.

About AF and stroke

AF is the most common heart rhythm condition in the UK," affecting
approximately 75,000 people in the Scotland' and is a leading cause of
stroke.” Approximately 150,000 people have a stroke in the UK* each
year, of which an estimated 15% are caused by AF."Lifetime risks for
development of AF are 1 in 4 for both men and women 40 years of age
and older. ™ The prevalance of AF rises to 10% in people over the age of
80. ™l pegple with AF are at a five-fold increased risk of suffering a
stroke. ™ Qver two million people worldwide suffer strokes related to

AF each year.™" Strokes due to AF are more severe with an increased
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likelihood of death and disability compared to non-AF stroke.™ The
mortality rate of patients with AF is about double that of patients in
normal sinus rhythm.®™*Many AF related strokes can be prevented with

appropriate antithrombotic therapy.*®

About Boehringer Ingelheim

The Boehringer Ingelheim group is one of the world’s 20 leading
pharmaceutical companies. Headquartered in Ingelheim, Germany, it
operates globally with 145 affiliates and more than 42,000 employees.
Since it was founded in 1885, the family-owned company has been
committed to researching, developing, manufacturing and marketing
novel products of high therapeutic value for human and veterinary

medicine.

A central element of Boehringer Ingelheim’s culture is to be socially
responsible. Involvement in social projects, caring for employees and
their families, and providing equal opportunities for all employees form
the foundation of the global operations. Mutual cooperation and
respect, as well as environmental protection and sustainability are

intrinsic factors in all of Boehringer Ingelheim’s endeavors.

In 2010, Boehringer Ingelheim posted net sales of about 12.6 billion
euro while spending almost 24% of net sales in its largest business

segment Prescription Medicines on research and development.

For more information please visit

www.boehringer-ingelheim.co.uk
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