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What is The ONTARGET® Trial

Programme?

» The ONTARGET® Trial Programme includes
two parallel studies, the landmark
ONTARGET® Trial (ONgoing Telmisartan
Alone and in combination with Ramipril
Global Endpoint Trial)! and a parallel trial
TRANSCEND (Telmisartan Randomised
AssessmeNt Study in ACE-I-iNtolerant
subjects with cardiovascular Disease). The
ONTARGET® Trial Programme is primarily
sponsored by Boehringer Ingelheim.

ONTARGET® - the largest ARB

outcomes trial

» ONTARGET® is the largest outcomes-led
cardiovascular (CV) trial undertaken with an
angiotensin receptor blocker (ARB) and has
the broadest population ever included in a
study of this type — high-risk CV patients
with a history of coronary heart disease,
stroke, transient ischaemic attack,
peripheral vascular disease or diabetes with
target-organ damage."

» The wide range of high-risk cardiovascular
patients included in ONTARGET® reflects
everyday clinical practice.

» The ONTARGET® Trial' investigated:

o whether the ARB MICARDIS®
(telmisartan) 80mg is at least as effective
as, and better tolerated than, the current
gold standard ramipril 10mg (an
angiotensin converting enzyme inhibitor,
ACEI) in reducing the risk of CV-related
events and death in high-risk CV patients

« whether the combination of MICARDIS®
80mg and ramipril 10mg (i.e. dual
blockade of the renin-angiotensin-system,
RAS) could provide a greater reduction in
CV-related death and events than either
treatment alone.

ONTARGET/TRANSCEND study centres worldwide

What did the ONTARGET® Trial
show?

» MICARDIS® — the first ARB shown to be as
protective as ramipril?

« The results of ONTARGET® show that
MICARDIS® is as protective as the current
gold standard ramipril in reducing the risk
of cardiovascular death, heart attack,
stroke and hospitalisation for congestive
heart failure in high-risk CV patients
already receiving optimal baseline care.?

e These events occurred in 16.66% of
patients treated with MICARDIS® and
16.46% of patients treated with ramipril.?

o The relative risk — the ratio of the
probability of an event occurring in the
telmisartan group versus the ramipril
group — was 1.01, 95% CI 0.94-1.09.2

» MICARDIS® — increased tolerability and
treatment compliance

« The ONTARGET® results also show that
MICARDIS® 80mg is markedly better
tolerated than rampiril 20mg in high-risk
CV patients,? an important consideration
as many patients are unable to tolerate
treatment with ACEis.®®

o Increased tolerability also resulted in
greater compliance with treatment — an
essential factor for effective long-term
treatment and protection against CV
events.?



» The ONTARGET® Trial also showed that
combining an ACEi (ramipril) and an
ARB(MICARDIS) (i.e. dual blockade of the
renin-angiotensin system, RAS) provides no
additional protective benefit for the overall
patient population studied, answering an
important question for the clinical
community.?

What do the results of the
ONTARGET® Trial mean for
physicians and patients?

» Current treatment for hypertensive high-
risk cardiovascular patients could be further
improved by including MICARDIS® in the
treatment regimen.

» In addition to already proven powerful 24-
hour blood pressure reductions, the
ONTARGET® Trial has now proven that
MICARDIS® provides cardio and vascular
protection for high-risk CV patients, which
improves their long-term outcomes.?

» The ONTARGET® Trial Programme provides
further evidence for the benefits of
MICARDIS® beyond those of blood pressure
lowering alone.? Previously, the AMADEO
trial showed that MICARDIS® has the
potential to provide renal protection as
demonstrated by a significantly greater
reduction in proteinuria compared to the
ARB losartan.®

What is cardio and vascular
protection?

» Cardio and vascular protection means
protection of the vascular system, the heart
and other target organs against damage
which can cause a cardiovascular event
including myocardial infarction (MI), stroke,
congestive heart failure (CHF) and renal
failure. Providing cardio and vascular
protection is an important aim of patient
management in cardiovascular disease.
Providing cardio and vascular protection
benefits patients by reducing cardiovascular
morbidity and mortality as a result of
preventing cardiovascular events.

» Cardiovascular disease (CVD) is the term
given to a wide range of disorders affecting
the heart and blood vessels including
coronary heart disease (CHD),

cerebrovascular disease, hypertension (high
blood pressure) and peripheral vascular
disease (PVD).

MICARDIS® provides powerful and
consistent blood pressure reductions over a
full 24-hour period,”** particularly in the
risky early morning hours when blood
pressure surges'**? and the risk of
cardiovascular events is at its highest.***3

The ONTARGET® Trial has also proven that
in addition to providing effective 24-hour
blood pressure control, MICARDIS® also
provides cardio and vascular protection for
high-risk cardiovascular patients, which has
led to the to improved clinical outcomes in
these patients.?

The benefits of MICARDIS® seen in the
ONTARGET® Trial could be attributed to the
specific molecular structure that is
demonstrably different from other ARBs
and leads to pharmacological properties
that make it unique amongst ARBs:

MICARDIS® has a longer duration of
action than many other members of the
ARB class; it takes 24 hours for half the
dose of MICARDIS to be eliminated from
the body compared with 6 to 15 hours for
other ARBs.>%4

MICARDIS also has a higher lipophilicity
and volume of distribution compared with
other ARBs. This means that it
extensively penetrates membranes
including the blood-brain barrier and is
available throughout the body, tissue and
cellular spaces.*>®

MICARDIS® has been shown to achieve
superior blood pressure lowering to losartan
and valsartan.*”'® It has also been shown
to achieve blood pressure lowering at least
as effectively as enalapril, lisinopril,
ramipril, amlodipine and atenolol, leading
medicines in other classes.'®%

The ONTARGET® Trial Programme provides
additional evidence for the cardio and
vascular protective benefits of MICARDIS®
beyond those of blood pressure lowering
alone.?



ONTARGET® Trial design

» ONTARGET® is a randomised, double-blind
clinical trial which evaluated over 25,600
high-risk cardiovascular patients with
normal or controlled blood pressure. The
ONTARGET® Trial Programme including
ONTARGET® and TRANSCEND® (Telmisartan
Randomized AssessmeNt Study in ACE-I
INtolerant subjects with cardiovascular
Disease) was a long-term programme that
took place over 5.5 years in over 700
centres across 40 countries.®

» ONTARGET® and TRANSCEND were not
hypertension studies: patients with blood
pressure >160/100 mmHg were excluded.
Patients were included in ONTARGET® if
they met the following criteria:*

e Male or female aged 55 years or older

e At high risk of developing a major
cardiovascular event, with a history of:

— Coronary artery disease
— Peripheral arterial occlusive disease
— Stroke or transient ischaemic attacks

— Diabetes mellitus with end-organ
disease

e In addition to the above criteria,
TRANSCEND patients needed to be
intolerant to treatment with ACE inhibitors.

» The ONTARGET® primary endpoints
investigated:

e Whether MICARDIS® 80mg daily was
at least as effective as ramipril 20mg
daily in reducing the combined risk of
MI, stroke, hospitalisation for CHF,
and cardiovascular death compared
with ramipril 10mg alone*

e Whether the combination of
MICARDIS® 80mg and ramipril 10mg
daily was more effective in reducing
the combined risk of MI, stroke,
hospitalisation for CHF, and
cardiovascular death compared with
ramipril 10mg alone.*

» The ONTARGET® secondary endpoints
investigated:

o the incidence of newly diagnosed
CHF, revascularisation procedures,
newly diagnosed diabetes mellitus,
cognitive decline and dementia, and
new onset of atrial fibrillation.!

TRANSCEND — a first trial in
cardiovascular protection
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TRANSCEND is the first trial to test the
cardiovascular protective effect of
MICARDIS® compared with placebo on top
of standard therapy (including
antihypertensives, anti-platelets and
statins) in individuals who are intolerant to
ACE inhibitors. The first results from
TRANSCEND are expected later in 2008.*

Screening
ONTIPGET TRANSCEND
Randomisation (n = 23,400) I Randomisation (n = 6,000)
Telmisartan Ramipril Telmisartan Telmisartan Placebo
80 mg/day 10 mg /day 80 mg /day e 80 mg/day
+ + + =
Placebo Placebo Ramipril 2
10 mg /day w
I
| Follow-up at 6 weeks Follow-up at 6 weeks ]
Follow-up Follow-up
every 6 months for 5.5 years every 6 months for 5.5 years
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