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No. Solicitud Internacional PCT/IB2009/006106

Fecha de Presentacién Internacional 08 de Junio de 2009

Como resultado del Examen de Fondo realizado, con fundamento en el Articulo 45 de
la Decision 486 de la Comisién de la Comunidad Andina, se comunica:

1. Documentos estudiados

Descripcion: Folios 37 a 47
Reivindicaciones: Folios 48 a 49
Oposiciones: Folios 59 a 98
Prioridad: EP 08290531.6
US 60080.263

2. Analisis de la Prioridad

09/Diciembre/2010
09/Diciembre/2010
Laboratorios Synthesis
19/Agosto/2011
10/Junio/2008
10/Junio/2008

Se acepta la reivindicacion de Prioridad porque esta solicitud fue presentada dentro
del plazo establecido (Art. 9 D 486), y su contenido técnico corresponde con el de la

prioridad reivindicada.

3. Objeto de la invencion

Titulo de la solicitud: “Dronedarona para la prevencion de la fibrilacién auricular

permanente”,
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El problema planteado en esta solicitud consiste en la necesidad de reducir la
probabilidad de permanecer en/ desarroliar fibrilacion auricular permanente y evitar
que los pacientes padezcan fibrilacién/aleteo auricular permanente.

Para resolver este problema técnico la solicitud en estudio proporciona el uso de
Dronedarona o una de sus sales farmacéuticamente aceptables para la preparacion e
un medicamento para uso en la prevencidon de la fibrilacién/aleteo auricular
permanente en pacientes con historial de fibrilacién auricular o aleteo auricular.

El objeto de la presente Solicitud se relaciona con la Clasificacién Internacional de
Patentes (CIP): A61 K 031/343.

4. Reivindicaciones relativas a un uso o a un segundo uso (Art 14y 21 D 486)

El uso de las reivindicaciones 1 - 5 no es patentable, de acuerdo con el Art 14,

5. Andlisis de las Oposiciones

Argumentaciones de Synthesis

Argumenta al doctora Eliana Isaura Moreno Bohérquez en calidad de apoderada de
la sociedad Synthesis, que la presenta solicitud no cumple con los requisitos de
patentabilidad, ya que las reivindicaciones de uso y método de tratamiento no son
patentables segin la legisiacién, Decision 486 de la Comunidad Andina de Naciones,
Articuio 14. El documento D1: MXPAQ3005221 afecta la patentabilidad de la
presente solicitud, el documento D1 revela formulaciones farmacéuticas de
administracion parenteral, caracterizada porque comprende Dronedarona o una de
sus sales farmaceuticamente aceptables como principio activo, una solucién tampdn
aceptable capaz de mantener el pH de la composicién entre 3 - 5, un derivado
hidrosoluble de Y-ciclodextrina fisiologicamente aceptable. (Pag. 1, Linea 16y 17). La
Dronedarona tiene dominio cardiovascular como agente anti arritmico, por tal razén
es Util para suprimir o prevenir las alteraciones del ritmo cardiaco como la fibrilacién
auricular. D1 refiere a una sal farmacéuticamente de Dronedarona tal como
clorhidrato presente en las composiciones reveladas de 0.01% a 4 %, por ejemplo
0.1% a 0.8%. Por lo tanto, la presente solicitud carece de novedad de acuerdo a lo
revelado en el documento D1, carece de aplicacion industrial ya que algunas
clausulas reclaman el método terapéutico y estos no son aplicables industrialmente.

Respuesta del Examinador Técnico

Los documentos presentados por la doctora Eliana Isaura Moreno Bohérquez en
calidad de apoderada de la sociedad Synthesis corresponden los documentos D1
MXPAQ03005221, en donde D1 revela una composicién farmacéutica de Dronedarona
0 una de sus sales farmacéuticamente estables preferiblemente de administracion
parenteral, empleado como agente anti arritmico. Sin embargo, la presente solicitud
en su capitulo reivindicatorio reclama un uso de Dronedarona en la prevencién de la
fibrilacion/aleteo auricular permanente incluyendo factores de riesgo en los pacientes
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en que es administrado, |0 cual no es materia patentable segln los Articulos 14 y 21
de la Decisién 486.

Se aclara al solicitante que a pesar de que la materia reivindicada en las clausulas 1
a 5 no es patentable, en el estado de la técnica se divulgan en los documento D1y
D2, el uso de Dronedarona en el tratamiento de arritmias cardiacas.

Item Documento Titulo Fecha de Publicacion®
Dronedarone for prevention of EUROPEAN HEART
atrial fibrillation: A dose-ranging | JOURNAL AUG 2003,
D1 study vol. 24, no. 16, August Agosto/2003
2003
Rationale and design of
ATHENA: A placebo-controlled,
double-blind, parallel arm Trial to JOURNAL OF
assess the efficacy of CARDIOVASCULAR
D2 dronedarone 400 mg bid for the | ELECTROPHYSIOLOG Enerp/2008
prevention of cardiovascular Y JAN 2008, vol. 19, no.
Hospitalization or death from any 1, January 2008
cause in patients with Atrial
fibrillation/atrial flutter.

D1 http:/feurhearti oxfordiournals.org/content/24/16/1481

Divulga un estudio que revela de la Dronedarona fue desarrollado con un compuesto
util en el tratamiento de arritmias cardiacas, de igual manera de Amiodarona, pero
con un perfil de seguridad mejorado respecto a Amiodarona, como efectos adversos
relacionados con la tiroides (FI. 106). La Dronedarona es estructuralmente similar a
Amiodarona y presenta caracteristicas electrofisiologicas in vitro de cuatro clases de
accion anti arritmica (FI. 104). Adicionalmente da a conocer que Dronedarona tiene
actividad en la prevencion de fibrilacion auricular recurrente en pacientes con
antecedentes de fibrilacién auricular. El estudio se realizo a pacientes donde se
administraron dosis de 800, 1200, 1600 mg de Dronedarona o placebo. El estudio
demostré que en pacientes con fibrosis auricular la Dronedaron administrada
diariamente una dosis de 800mg mantiene el ritmo sinusal después de la
cardioversion de la fibrilacién auricular. (FI. 104),

D2 http:/fonlinelibrary. wiley.com/doi/10.1111/1.1540-8167.2007.01016.x/pdf

Da a conocer métodos para disminuir la probabilidad de fibrilacion/aleteo ventricular
en un paciente que comprende la administracion de Dronedarona. Por ejemplo en el
ensayo DAFNE, seis meses de seguimiento demostraron que el tratamiento con
Dronedarona 800mg, dosis diaria, prolongd significativamente el tiempo de
recurrencia de la fibrilacion auricular en pacientes con fibrilacion auricular persistente.
Adicionalmente, el documento D2 da a conocer los ensayos clinicos ATHENEA en
donde los pacientes de aito riesgo presentaban historial de paroxistica o persistente
de fibrilacién auricular y fueron tratados con 800 mg/dia de Dronedarona y
seguimiento de 12 — 30 meses, se incluyeron riesgo adicionales como la edad,
paciente mayor, hipertensién, diabetes mellitus, ataque isquémico, embolismo
sistémico entre otras.
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En cumplimiento del articulo 45 de la Decision 486 de la Comisién de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta (60) dias
contados a partir de la fecha de notificacién de la presente comunicacion. En caso de
no dar respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran
los impedimentos para la concesién, se denegara la patente.

Se invita al solicitante se sirva indicar, si asi lo considera, su renuncia al término
faltante de sesenta (60) dias para dar respuesta a este requerimiento y presentarla
por escrito.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001,

o

JOSE LUIS SALAZAR LOPEZ
Director de Nuevas Creaciones (C)

EIJ Erhtﬁn% requerimiento fue notificado por fijacion en lista, de fecha

Elaborado por: Paola Duarte
Revisado por: Consuelo Leguizamén Leguizamaén f/l/
Aprobado por: José Luis Salazar Lépez
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Rationale and Design of ATHENA: A Placebo-Controlled,
Double-Blind, Parallel Arm Trial to Assess the Efficacy of
Dronedarone 400 mg Bid for the Prevention of Cardiovascular

Hospitalization or Death from Any Cause in PatiENts with Atrial

Fibrillation/Atrial Flutter

STEFAN H. HOHNLOSER, M.D.,* STUART J. CONNOLLY,M.D.,t
HARRY J.G.M. CRIINS, M.D.,i RICHARD L. PAGE, M.D..§ WERNER SEIZ, M.D.,§
and CHRISTIAN TORP-PETERSEN, M.D.#

Seartle, Washington. USA: §sanofi-aventis, Clinical Investigations, Frankfurt, Germany: and #Bispebjerg University Hospital.
Copenhagen, Denmark

Rationale and Design of ATHENA. Background: Atrial fibrillation (AF) is the most commonly
encountered clinical arrhythmia, predeminantly affecting elderly patients. There is a continued need for new
antiarrhythmic drugs to treat the ever-increasing number of patients with this arrhythmia. Dronedarone
is a4 new antiazrrhythmic compound currently being developed for treatment of AF.

Methods: The ATHENA trial (A placebo-controlled, double-blind, parallel arm Trial to assess the efficacy
of dronedarone 400 mg bid for the prevention of cardiovascular Hospitalization or death from any cause in
patiENts with Atrial fibrillation/atrial flutter) is the largest single antiarrhythmic drug trial ever conducted.
More than 4,600 patients with a history of AF or atrial Autter (AFL) have becn randomized to receive
dranedarone 400 mg bid or matching placeho. The primary study endpoint is time to first cardiovascular
hospitatization or death from any cause. The study has completed patient enrollment in December 2006
and is expected to end follow-up I vear later.

Conclusion: ATHENA will be the largest efficacy and safety trial of dronedarone, a multichannel blocker
compound with properties from c¢lass I, I1. 11, and IV antiarrhythmic drugs developed to treat patients
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with AF. (7 Cardiovase Electrophysiol, Vol. 19. pp. 69-73, Januarv 2008.)

airial fibritlation, amtiarrhythmic drugs, mariality, cardiovascular hospitalization, dronedarone

Introduction

In the face of a burgeoning older population, the preva-
lence of atrial fibrillation (AF) is rapidly increasing.' AF
15 associated with increased niorbidity and mortality,™? par-
ticutarly in patients with structural heart disease impairing
systolic or diastolic* LV function. In Western societies. AF
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has grown as a major contributing cause of hospitalization
and thus, socioeconomic burden.® Accordingly, auempts to
restore and maintain sinus rhythm (SR) in patiemts with AF
are currently the preferred treatment medalities in most insti-
tutions, despite the results of studies showing similar mortal-
ity figures for patients undergoing rhythm or rate control 8-
Given Lhe epidemic character of the rhythm disorder, non-
pharmacological therapy (particularly catheter ablation) is
only feasibie in selecled patient populations, such as younger
patienis with symplomatic AF bul no or only miner strue-
tural heart disease. For the great majority of elderly or old
patients in whom more or less advanced heart disease con-
stitutes the background of the arrhythmia, pharmacological
treatment will remain the matnstay of therapy,

Antiarrhythmic Drug Therapy in AF

A varlety of antiarrhythmic drugs is currently used to
treat patients with AF, mostly to prevent recurrent AF af-
ter successful restoration of SR. As recently demonstrated in
a comprehensive meta-analysis, class 1A, 1C, and 11 drugs
are effective in maintaining SR, but increase adverse effects.”
Morceover, at least for the class IA and pure class I {(SWORD
irial) drugs, it was shown that they increase mortality, This is
in agreement with findings of the AFFIRM trial, in which the
only predictor of improved outcome was maintenance of SR,

%
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but on the other hand, the use of contemporary antiarrhythmic
drugs was found to be associated with adverse prognostic im-
plications."” Accordingly, there is a continued need for more
effective, safer, and well-telerated antiarthythmic drogs for
therapy of millions of patients who are not primarily candi-
dates for nonpharmacalogical therapy of AR

Development of Dronedarone

Dronedarone is a noniodinated benzofuran derivative with
a sulfenamide group on the benzofuran ring. The elegtro-
physiological properties of dronedarone are very sinular to
those of amiodarone, which is at present the most effective
drug to maintain SR in patients with AF. Like amiodarone,
dronedarone demeonstrates electrophysiological characteris-
tics belonging to all four Vaughan-Williams classes: it blocks
sodium channels. shows a noncompetitive antiadreneraic ac-
tivity, prolongs action potential and refractory periods, and
has calcium antagenist properties. Dronedarone is effective
in experimental models of AF, ventricular tachycardia, and
ventricular fibrillation,'*"14

The first clinical study to evaluate the efficacy and safety
of dranedarone in maintaining SR in patients with a history
of AF was the dose-ranging Dronedarone Atrial FibrillatioN
Study after Elecirical Cardioversion (DAFNE) trial.’¥ In
DAFNE, patients with persistent AF were randomly assigned

o treatment with dronedarone 400 mg, 600 mg, and 800 mg
‘l or placebo. Analyses were carried out on 199 of 270 pa-

ents who entered the maintenance phase following phar-
macolagical conversion or, where unsuceessful, DC con-
version, with time fo first recinrence as the primary study
endpaint. Six-month follow-up showed that treatment with
dronedaronce 400 mg bid significantly prolonged the time to
AF recurrence. The median tinie to recurrence was 60 days
in the dronedarone 400 mg bid. treatment arm compared with
5.3 days in placebo recipienrs resuliing in a relative risk re-
duction of 339 (95% CI, 28-72%; P = 0.001). Spontancous
conversion o SR occurred in 5.8-14.8% of dronedaronc-
treated putients compared with only 3.1% on placebo (P =
0.026). During recurrent AF. a significant slowing of the ven-
tricular rare was also observed during DAFNE,

These promising fearures have been extensively evalu-
ated in two pivotal trials, EURIDIS (EURopean Trial In
Atrial Fibnillation Or Flutter Patients Receiving Dronedarone
for the Maintenance of Sinus Rhythm) and ADONIS
(American-Australian-African Trial With DronedarONe In
Aurial Fibriltation/lutier Patients For The Maintenance of
Sinus Rhythm).'® EURIDIS was performed at 65 cen-
lers in 12 European counlries and ADONIS at 101 cen-

rs in the United States, Canada, Australia, South Africa,

d Argentina. Both placebo-controlled, multi-center, multi-
national. double-blind, parallel-group irials utilized identical
prolocols 1o determine the effectiveness of dronedarone in
maintaining SR in patients with AF. Patients with at least ane
documented episode of AF during the previous 3 months and
SR for at least 1 hour were randomized to dronedarane 400
mg bid or placebo, Analyses were performed on the intent-
to-treat populations (612 and 623 patients in the EURIDIS
and ADONIS trials, respectively) to determine the time 10
AF recurrence over 12 months—the primary study endpoint,
When analyzed separately or in combination, dronadarone
proved to be supenor in maintaining SR with an excellent
safety and tolerability prafile.'®

The ANDROMEDA {Antiarthythmic trial with
DROnedarone in Moderate 1o severe CHF Evalualing
morbidity DescreAse) was a placebo-centrolled outcome
study of dronedarone in patients with a recent episode of
decompensated heart failure and a left ventricular ejection
fraction (LVEF) < 0.35. A history or the presence of AF
was not an inclusion eriterion for this study. This trial was
stopped by the Data Safery Monitoring Board (DSMB) after
rgcruitment of 627 patients because of excess mortality
in the freatment group, compared with the placebo group.
Detailed results of this study are yet to be reported and data
analysis and interpretation is ongoing at the present time
{personal communication: Christian Torp-Petersen).

Design of ATHENA

The ATHENA trial (A placebo-controlled. double-blind.,
parallel arm Trial to assess (he eflicacy of dronedarone 400
g bid for the prevention of cardiovascular Hospitalization or
death from any cause in paliEN1s with Atrial (tbrillation/atrial
Muttery is a large culcomes trial to Murther examine the effi-
cacy and salely of dronedarone in the trealment ol AF or
atrial flutter (AFL). This study will be of paramount impaor-
tance for the (ulure of dronedarone. It is a prospective, ran-
demized, placebo-controlled. double-blind. multi-national,
multi-center. parallel-group trial evaluvating the effects of
dronedarone 400mg bid versus placebo (ratio 1:1) over a
minimum treatment and follow-up duration of 12 months in
patients with paroxysmal or persistent AF/AFL. The trial is
registered under Clinical Trials.gov #NCT 00174785,

The Steering Committee gives advice on the scientific and
clinical aspects of the study protocol and related documents
and carries the overall respeonsibility for the execution and
scientific reporting of the study. The three amendments ta the
protocal were based upon recommendations by the Steering
Committee and were taken in mutual agreement with the
SpONsor.

Patient Selection

High-risk patients with a history of paroxysmal or per-
sistent AF/AFL were eligible for participation in ATHENA
if they meet the following inclusion criteria: Patients aged
75 years or older were cligible with or without additional
risk factors. Alternalively, palients of al leasl 70 years of
age were eligible if one or more of the [ollowing risk fac-
tors are present: arlerial hypertension (ongoing therapy with
at Teast \wo antihypertensive drugs of different classes); di-
abeles mellitus; prior stroke or fransienl ischemic attack or
systemic embolism; left atrium diameter greater than or equal
o 50 mm by M-mode echacardiography: lefi ventricular
ejection fraction less than 0.40 by 2D-echocardiography. In
addition. for each patient one [2-lead ECG within the last
6 months had to be available. showing that the patient had
been or was in AF/AFL, and a second 12-lead ECG within
the last 6 months, showing that the patient had been or was in
SR. Originally. the protocal had allowed patients of younger
age with additional risk factors into the study. However, due
to the lower than expected mortality figures, the steering
committee had recommended to change the inclusion eriteria
to enrich the risk profile of the averall study population. This
protocal amendment was implemented on March 25, 2006.



Exclusion Criteria

Paticnts were incligible for participation in ATHENA if
they had one of the following cardiac conditions: Perma-
neni AF, unstable hemodynamic situation (i.e., recently de-
compensated heart failure); congestive heart failure NYHA
class IV: planned major noncardiac or cardiac surgery; acute
myecarditis; bardycardia < 50 bpm and/or a PR interval >
0.28 seconds: significant sinus node disease in the past, if
not treated with a pacemaker, The following general exclu-
sion criferia were applied: refusal or inability to give in~
formed consent; any roncardiac severe iflness luniting life
expectancy: pregnancy and breastfeeding: women of child-
bearing polential without adequate birth control; participa-
tion in another clinical trial; patients with a calculated GFR
at baseline < 10mL/min using the Ceckroft Gault formula:
potassium level < 3.5 mmol/L if not corrected. Finally,
patients needing concomitant medication which is prohib-
ited within ATHENA (i.e.. other antiarrhythmic drugs of
Vaughan-Williams class I or IIT) were excluded.

Study Design

Paticnts could be included in the study while in SR if con-
version has occurred cither spontangously or following clec-
trical or phannacoloegical cardioversion. Patients alse could
be included while in AF/AFL., and in ihis case they could un-
dergo cardioversion after appropriate anticoagulation. Ran-
domization was siratified by center and by the presence or
abscnce of AF/AFL at the time of randomization. After ran-
domization, all paticnts will be followed until the common
study end date: the last patient included in the study will be
followed for | year. The study will be completed for all pa-
tients at this comman study end datc. Therefore, patients will
be followed up for a minimum of 12 months, depending on
their time of recruitment into the study. The range of duration
of follow-up is anticipated to be 12-30 months.

Study Endpoints

The primary study outcome is the first occurrence of car-
diovascular hospitalization or death from any cause during
the study period. Any unplanned hospitalization (i.e., admis-
sion with an overnight stay in hospital—covering at least 2
consecutive dates) will be categorized depending on the cause
and divided into cardiovascular and noncardiovascular. The
prespecified main causes for cardiovascular hospitalization
are detailed in Table 1,

Deaths will be categorized by a blinded adjudication com-
mittee according to a modified Hinkle and Thaler classifica-
tion'? into four categorics: cardiac death. arrhythmic: car-
dinc death. nonarrhythmic: vascular death, noncardiac: and
noncardiovascular death. This classification scheme has been
previously validated in several large trials. 1420

Secondary study endpoints arc death from any cause: car-
diovascular deaths: and hospitalization for cardiovascular
Icasons.

Sample Size and Statistical Analysis

According to the pooled results of ADONIS and EU-
RIDIS, the !-year placebo-group cardiovascular hospitaliza-
tion rate is anticipated to be 20%, a figure that was also ob-
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TABLE 1
Main Causes for Cardiovascultar Hospitalizations

e Atherosclerosis related (if not otherwise specified)

o Myncardial infarcricn or unstable angina

® Stable angina pectoris or atypical chest pain

® Syncope

® Transient ischemic anack or stroke {excepi intracranial hemorrhage)
& Arrial fibrillation and other supravenuicular thythm disorders

® Nonfutal cardiae arrest

& Venrricalar arrhythmia

¢ Cardiovascular swgery excepl cardiac transplaniation

® Cardiac iransplaniation

# Impluntation ef a pacemaker. ICD. or any other cardiac device

# Transcutancous coronary. cerebrovascular. or peripheral procedure
& Rlood pressure-related Chypotension, hyperlension: except syncope)
e Cardiovascular infection

& Major blecding (requiring two or more units

e of blood or any iniracranial hemorrhage)

# Pulmenary cmbolism or deep vein thrombaosis

& Worsening congestive heart failure. inciuding pulmonary .

&  edema or dyspnea of cardiac origin

served in the AFFIRM study.” Dronedarone reduced the risk

" of rehospitalization by approximately 20% in the two pivotal

efficacy trials. Cardiovascular hospitalization is anttcipated
to precede the majenty of cardiovascular deaths. The remain-
ing deaths. by default deaths not preceded by cardiovascular
hospitalization, are unlikely to be influenced by dronedarone.
Thus, the overall decrease of risk for the primary endpoint
in ATHENA is assumed to be 15% at | year. Nine hundred
seventy patients reaching the primary endpoint will give 80%
power (o the trial for testing dronedarone’s superiority over
placebo at a two-sided 5% alpha-level.

In order 1o observe about 260 deaths, which will allow
to estimate the relative risk of death with a precision of
+0.13. within an inclusion period of 1.5 years, a minimum
follow-up of 1 year and a maximum follew-up of 2.5 years
{mean follow-up of 1.7 vears). enrollment of 2.150 patients
per group (4,300 in roral) is anticipated to be necessary. All
amalyses will be done according to the intent-to-treat princi-

ple.

Study Progress

Patient enrolliment commenced in June 2005. Enrollment
of 4,628 patients was cempleted on December 30, 2006, with
planned follow-up expected to end by Decenber 30, 2007,
Key baseline demographics of enrolled patients are depicted
in Table 2.

Discussion
Antiarrlythmic Drug Therapy in AF

The increasing prevalence of AF due to the aging pop-
ulations requires development of new effective and safe
pharmacological therapies for wide-spread use. Al present.
amiodarane is the most effective drug for maintaining SR
in patients with strugtural heart disease, but its noncar-
diac side effects require drug discontinuation in a sig-
nificant proportion of patients. Dronedarone has similar
electrophvsialogical properties as amiodarone in various ex-
perimenta! settings.!! In two large pivotal efficacy trials in-
volving 1,237 patiemts with AF, dronedarone was demeon-
strated to reduce the risk of recurrent AF by 20-30%,'5 In

v
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TABLE 2 )
Patieat Baseline Data (n = 4,628 Patients)

Baseling Characteristics Incidence / Mean Value

Patient age
<63 years 19%
65-74 years 40%
275 years 2%
Female gender 47%
Hyperiension B6%
Mean systolic blood pressure 134 munHg
AF at baseline* 15%
History of cardiaverswon 34%
Strucrural hear discase® H0%
~History of corenary artery discase 0%
~Ischemic ditared cardiomyopathy 5
-Nonischemic dilated cardinmyopathy 4%
~Rheumatic valve discase 29
Nonrheumatic valve disease 15%
~Hyperrophic cardiomyopathy 2%
—History of congestive hean failore 9%
-LVEF = 0.45 12
Loae atrial fibrillaton*** 6%

"AF al baseline: according to the stratification facior at randomization.
“*Sructural heart disease: coronary heart disense andfor ischemic dilated
cardiomynpathy and/or nonischemic dilated cardiomyopathy andfor
rhewmatic valvular hean disease and/or honrheumatic valvalar hean discase
andior hypenrophic cardiomyopathy and/or history of congestive hean
failure and/or left ventricular ejection fractinn (LVEF) < 45%.

***Lone atrial fbrillation: patients wilhout hypertension and without

.uclur:\l heart disease.

addition, the drug has marked rate-controlling polency in
cases of relapses of AF. Importantly, dronedarone had a very
good safety and Lolerability profile. Specifically, there was no
case of torsade de pointes proarthythmia reported in the en-
tire clinical development program up to the start of this siudy.
Thus. dronedarone appears 1o be a promising new antiar-
rhythmic compound for treatment of AF, Despite the lack of
apparent proarrhythmic effects. dronedarone was associated
with increased mortality in patients with a recent history of
decompensated heart failure (ANDROMEDA). Of note, AN-
DROMEDA was not an AF study. Although the precise cause
for this unexpecied observation is al present still unclear, the
finding reemphasizes the need for a large dronedarone out-
comes study in a typical population of elderly AF patients.

Unique Features of ATHENA

ATHENA is the pivolal outcome study for the develop-
ment of dronedarone, Several features of this trial deserve
irther comments. ATHENA is the first large AF trial which
‘cs not use any “conventional” endpoint directly related to
AF such as prevention of recurrent AF, time {o first AF re-
currence, AF burden or others>' This randomized clinical
rial uses for the first time exclusively the combined end-
point of all-cause mortality and rehospitalization for cardio-
vascular causes. The reason to choose this endpoint is due
ta the fact that AF represents an increasing socioeconomic
burden 1o Western societies, particularly as a consequence
of repeated requirement of arrhythmia-related hospitaliza-
nons, Moreover, rehospitalization is one of the major rea-
sons for a significant impairment in quality of life in these
patients. Since it was shown that dronedarone is not only
capable of maintaining SR in many patients, but also of con-
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trolling heart rate in case of AF relapses, it is expected that
treatment with this compound will result in a significant re-
duction in the need of rehospitalizations for cardiovascular
reasons.

ATHENA is the largest study ever conducted to evaluate
the efficacy and safety of a single antiarrhythmic compeund
in a typical AF population. More than 4,600 patients have
been enrolled in more than 700 investigational sites around
the globe. A history of hypertension was the most prevalent
underlying cardiovascular disease, 30% of patients had a his-
tory of coronary disease, and 29% presented with a previous
history of heart failure. The median age of patients enrolled
in the study is 73 years, Therefore, the patients enrolled in
ATHENA represent the Jargest group of individuals seeking
medical attention for treatment of AF.

In summary. ATHENA will be the largest antiarrhythmic
drug trial conducied in AF. The wial is well powered (o s-
1ablish the efficacy and safety of dronedarone, a new antiar-
rhythmic compound, for the treafment of AL
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