PALLAS Trial

PALLAS (Permanent Atrial fibriLLAtion outcome Study using Dronedarone on top
of standard therapy) is a multinational, randomized, double-blind, parallel-group,
placebo-controlled, multicenter Phase lllb trial comparing the efficacy of Multag®
400mg twice-daily with placebo in more than 10,000 patients with permanent
atrial fibrillation (AF). Patient enrollment will begin in Q3 2010."?

PALLAS

Study Rationale

Approximately 50 percent of patients with AF have 5permanent AF ** which is associated with
high rates of major adverse cardiovascular events.” No drug for arrhythmia has yet been
shown in a large-scale clinical trial to reduce morbidity and mortality in this patient
population.® A post-hoc analysis of the landmark ATHENA trial in patients who progressed to
“permanent” AF and stayed in AF throughout the course of the study, showed a consistent
trend towards a decrease in cardiovascular hospitalization or death for patients who received
Multag. This subgroup of patients behaved similarly to the overall study group in ATHENA.
The finding implies that the outcomes seen in ATHENA may not be just a result of rhythm
status.” PALLAS will prospectively assess the impact of Multag on major cardiovascular
events (stroke, systemic arterial embolism, myocardial infarction or cardiovascular death), or
cardiovascular hospitalization or death from any cause, among patients with permanent
atrial fibrillation and additional risk factors.’

Study Objectives
¢ Primary objective:
= Demonstrate a reduction among patients with permanent atrial fibrillation and
additional risk factors in either or both of two composite outcomes which are
1) Major cardiovascular events (stroke, systemic arterial embolism, myocardial
infarction or cardiovascular death) or
2) Cardiovascular hospitalization or death from any cause

¢ Secondary objectives:
= The secondary objectives are to evaluate the efficacy of Multag® in preventing
cardiovascular death and whether the drug is well-tolerated in this patient
population.’?

Study Design

A multinational, randomized, double-blind, parallel-group, placebo-controlled, multicenter
Phase lllb trial comparing the efficacy of Multag® 400mg twice-daily with placebo in
permanent AF patients.

Dronedarone 400 mg BID
Patients with
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and additional
risk factors* a
On top of Standard of Care
Event-Driven Placebo BID

N~10800

* Co-primary Endpoints
*+ Composite endpoint of first stroke, systemic arterial embolism,
myocardial infarction or cardiovascular death

=+ Composite endpoint of first unplanned cardiovascular
hospitalization or death from any cause




Treatment Protocol:

= All patients will receive standard treatment to control heart rate and prevent blood
clots (antithrombotic therapy).

= Patients will be randomized to receive additional treatment with either dronedarone at
a dosage of 400 mg twice daily or placebo.

Eligibility:

= To participate patients must be: above 65 years of age with at least one of the
following major risk factors:

systemic arterial embolism

myocardial infarction

documented coronary artery disease

prior stroke

symptomatic heart failure
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= Or, be above 75 years and suffering both from hypertension and diabetes mellitus.
= Exclusion criteria include patients with New York Heart Association (NYHA) Class IV
heart failure or recent unstable NYHA Class Ill heart failure.

Duration: PALLAS is an event-driven trial with a fixed Common Study End Date,
meaning that the study duration will depend upon the occurrence of a statistically
required number of events. The duration for the last patient randomized must be not less
than 3 months.?

Patient Enroliment

Target Enrollment: The trial will enroll approximately 10,800 eligible patients with
permanent atrial fibrillation.

Site Locations: Patients will be enrolled at 700 trial sites in 43 countries in Europe,
North America, Asia, South America, Africa and Australia.

To Enroll: Information will be available online when enroliment begins in Q3.

PERMANENT ATRIAL FIBRILLATION

Atrial fibrillation (AF) is a serious, complex and progressive® disease in which the upper
chambers of the heart beat in an uncoordinated and disorganized fashion, resulting in a
very irregular and fast rhythm (i.e., an irregular heartbeat).

According to ACC/AHA/ESC guidelines, permanent AF is the designation given to a
long-standing AF in which cardioversion (medical intervention designed to restore sinus
rhythm) has failed or has been foregone.’

Major adverse events and death occur more often in patients with permanent AF
compared with those with paroxysmal or persistent AF."

The incidence of atrial fibrillation is growing worldwide in relation to aging populations. It
is emerging as a public health concern, affects about 4.5 million people in Europe and
represents one-third of hospitalizations for arrhythmia in the European Union.®

Atrial fibrillation leads to potential life-threatening complications. AF increases the risk of
stroke up to five-fold®, worsens the prognosis of patients with cardiovascular risk
factors,®'’ and doubles the risk of mortality with significant burden on patients, health
care providers and payers.®

ABOUT MULTAQ®

Multag®, discovered and developed by sanofi-aventis, has been studied in a clinical
development program, including seven international, multicenter, randomized clinical trials
involving more than 7000 patients with almost 4000 patients receiving Multag®. The
landmark ATHENA trial was the largest anti-arrhythmic drug trial conducted in patients with
AF/AFL, involving 4,628 patients with a follow-up of 30 months. In this trial, Multag®, on top
of standard cardiovascular therapy, significantly reduced cardiovascular hospitalization or
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death by 24 percent (p<0.001) when compared to placebo, meeting the study’s primary
endpoint. This result was entirely attributable to a reduction in cardiovascular hospitalization.

Multag® has a fixed dose regimen of twice daily 400 mg tablets to be taken with morning
and evening meals. Treatment with Multag® does not require a loading dose and can be
initiated in an outpatient setting. Most common adverse reactions are diarrhea, nausea,
vomiting, abdominal pain, asthenia (weakness) and skin rash.

The European Commission granted marketing authorization for Multag® in November 2009.
Multag® is indicated in the EU in adult clinically stable patients with a history of, or current
non-permanent atrial fibrillation (AF) to prevent recurrence of AF or to lower ventricular rate.
2 The use of Multag® in unstable patients with NYHA class lll and IV heart failure is
contraindicated. Because of limited experience in stable patients with recent (1 to 3 months)
NYHA class lll heart failure or with Left Ventricular Ejection Fraction (LVEF) <35%, the use
of Multag® is not recommended in these patients.'®

In the U.S., Multag® is indicated to reduce the risk of cardiovascular hospitalization in
patients with paroxysmal or persistent atrial fibrillation (AF) or atrial flutter (AFL), with a
recent episode of AF/AFL and associated cardiovascular risk factors (i.e., age >70,
hypertension, diabetes, prior cerebrovascular accident, left atrial diameter 250 mm or left
ventricular ejection fraction [LVEF] <40%), who are in sinus rhythm or who will be
cardioverted.'®

Multag® is currently available in the U.S., Canada, U.K., Switzerland, Germany, Denmark,
Ireland, Norway and Finland and is being launched in most European countries in 2010.

1 Pallas. A new outcomes trial with Multaq presentation. 4.14.10.

Trial information will be available in the near future via http://www.clinicaltrials.gov/
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