USE OF DRONEDARONE OR A PHARMACEUTI CALLY ACCEPTABLE SALT THERECF, FOR THE
PREPARATI ON OF A MEDI CAMENT FOR ADM NI STRATI ON SHORTLY AFTER AM ODARONE

DI SCONTI NUBEhON150Bhe present invention relates to the u®eTaB2wdt/ofieziar one or
a pharmaceutically acceptable salt thereof, for the preparation of a

medi cament for use in the prevention or treatnent of atrial fibrillation
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AFL) shortly afte i i t%ﬁg Vi OUS it h am odar one.
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antiarrhythmc nt_on.the rket, pharmacol.ogi cally related to am odarone
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2- n- But yl| 344r¢Beuk treatmbuit witheamiodarone.

i nopropgéy) benzoyl ] - 5- met hyl sul phonam dobenzofu ran, or dronedarone, and
pharmaceutically acceptable salts thereof, in particular its
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The el i m nat ia%gnthalitfn'e!trii fl‘ﬁbrﬂratidrr] onedarone is about 1 to 2 days. Moreover,
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ti ssue accunul ati on can cause severe organ toxicity. It is well known

that the association of agents.prol.ongin he -interval of fhe
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presenting atrial fibrillation or atrial flutter.

30  The use of drugs that are devoid of such effects but that retain the antiarrhythmic
potential of amiodarone are therapeutically sought.
Thus, Dronedarone, a new multichannel blocker for atrial fibrillation/flutter

(AF/AFL), may be indicated for patients on prior amiodarone.

35 However, physicians may hesitate to start other antiarrhythmic drugs after

amiodarone intake, given the following: that the elimination half-life of



20The sanme recommendations are found in the European SnPc of Miltaq :
"Medi ci nal products inducing torsades de pointes such as phenot hi azi nes,
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(see section 4.3)."

Amiodarone is a drug well known to prolong cardiac repolarization (Antiarrhythmic

30  with Class Il properties).

According to current knowledge (US and EU package insert of dronedarone
summarized above) dronedarone must not be used concomitantly
with amiodarone (an agent with Class Il properties).

35



5 Said dronedarone or pharmaceutically acceptable salt thereof, can be
taken by these patients within a period | ower than five elimnation
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without observmg a Washout perlod for amiodarone of 5 plasma half-lives of

amiodarone.

30 The instant invention therefore relates to dronedarone or a pharmaceutically
acceptable salt thereof, can be used for the preparation of a medicament for use
in the prevention and/or treatment of patients with cardiovascular history, shortly
after the discontinuation of a previous treatment with amiodarone, i.e. without
observing a washout period for amiodarone of 5 plasma half-lives of

35 amiodarone.

The meaning of “shortly after the discontinuation of a previous treatment with



25-left atrial dianeter greater than or equal to 50 nmm neasured by
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chosen from__ Pacemaker, .and al vul ar heart. 5Anbng the patients having a
car di ovascul &4F" i(gatyan r%\%@@%?'ﬁ@u?@oq‘he invention, in particular having a

history 6f atrial fibrillation or atrial flutter, mention may al so be nade

of patients al.so taking in at |east. basel.i ne ication chosen from
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Atrial Fibrillation, a paroxysmal Atrial Fibrillation or a permanent Atrial Fibrillation
or by a Atrial Flutter.
15
According to one embodiment, patients are chosen from patients with a persistent
Atrial Fibrillation and in particular patients for whom cardioversion, anti-arrhythmic

treatment and anticoagulation treatment are indicated.

20  According to another embodiment, patients are chosen from patients with

paroxysmal or persistent atrial fibrillation.

According to the invention, patients may have received a previous treatment with
amiodarone for at least 28 days + or — 2 days or for at least 2 months or for at

25 least 6 months before said discontinuation.

According to one embodiment, this previous treatment with amiodarone may be
short. A short-term treatment / regimen may be defined as a treatment lower than
six months, for example may be for at least 28 days + or — 2 days or for at least 2

30 months before said discontinuation.

According to another embodiment, this previous treatment with amiodarone may
be long. A long-term treatment / regimen of amiodarone may be defined as a
treatment of at least 6 months before said discontinuation.

35



Sai d excipients are chosen according to the pharmaceutical formand the

nmet hod of admi nistration desired, fromthe usual excipients which are known
to those WRIi2b1wed1626 the art. 30l n said pharnaceuti cal cegcpaB2oii/ef1827 or

oral, sublingual, subcutaneous, intranugcular, intravenous, topical, |ocal,
intratracheal, intranasal, transdermal °Or rectal adm nistration,
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2.6 Magnesi l{rqgtgetqoe%re%tpleso e%asts for more than 7 days, it is unlikely to self-terminate and it

is called persistent AF. In this case, the episode may be terminated by

cardioversion.

15 » If cardioversion is unsuccessful or it is not attempted, and the episode is

ongoing for a long time (e.g. a year or more), the patient's AF is called permanent.

Among the patients having a cardiovascular history according to the invention, in
particular having a history of atrial fibrillation or atrial flutter, mention may also be
20  made of patients also exhibiting at least one additional risk factors, such as:
- age equal to or above 70, or even above 75
- hypertension,
- diabetes,
- prior cerebrovascular disease,
25 - left atrial diameter greater than or equal to 50 mm measured by
echocardiography,
- left ventricular ejection fraction less than 40%, measured by two-

dimensional echography.

30  Among the patients having a cardiovascular history according to the invention, in
particular having a history of atrial fibrillation or atrial flutter, mention may also be
made of patients also exhibiting additional risk factors, i.e. at least one
pathologies chosen from :

- Structural heart disease,

35 - Lone Atrial Fibrillation,

- Coronary heart disease, and

- Dilated cardiomyopathy,



650 EXAMPLE 2 I ngredients ng Dronedarone hydrochloride (corresponding to
400 ng of base) 426 Mcrocrystalline cellul ose 65 Anhydrous col | oi dal
silica 2.8WoAntydi@as | act ose 42. 65 Pol yvi nyl pyrrol i donePC3IBwi1os3nEr 407 40
Macrogol 6000 57.5 Magnesium stearate 3.25 650 - EXAMPLE 3 Ingredients
ng Dr onedar one hydrochl oride (correspon%i ng to 400 ng of base)

and/or at least one cardiac device chosen from:

- Pacemaker, and

- Valvular heart.

5  Among the patients having a cardiovascular history according to the invention, in
particular having a history of atrial fibrillation or atrial flutter, mention may also be
made of patients also taking in at least a baseline medication chosen from:

- oral anticoagulant (usually abbreviated to OAC),
- Beta blocking agents,
10 - Angiotensin | converting enzyme (usually abbreviated to ACE) or
Angiotensin |l receptor blocker (usually abbreviated to ARB),
- Chronic antiplatelet therapy,
- Diuretics,
- Statins,
15 - Digitalis,
- Moderate inhibitors of CYP3A4,

- Nonsteroidal anti-inflammatory drugs (usually abbreviated to NSAID) .

For their therapeutic use, dronedarone and pharmaceutically acceptable salts

20  thereof are generally introduced into pharmaceutical compositions.

These pharmaceutical compositions contain an effective dose of dronedarone or
of a pharmaceutically acceptable salt thereof, and also at least one
pharmaceutically acceptable excipient.

25
Said excipients are chosen according to the pharmaceutical form and the method
of administration desired, from the usual excipients which are known to those
skilled in the art.

30 In said pharmaceutical compositions for oral, sublingual, subcutaneous,
intramuscular, intravenous, topical, local, intratracheal, intranasal, transdermal or
rectal administration, dronedarone, or the salt thereof, can be administered in unit
administration form, as a mixture with conventional pharmaceutical excipients, to
animals and to humans in the cases mentioned above.

35
The suitable unit administration forms comprise forms for oral administration, such

as tablets, soft or hard gel capsules, powders, granules and oral solutions or



426 M crocrystalline cellul ose 26 Maize starch 45.5 Pol yvi nyl pyrrolidone 65

Pol oxaner 407 40 Anhydrous colloidal silica 3.25 Magnesium stearate 3. 25

Lact ose mwochydnaize 41. 65 650 EXAVPLE 4 | ngredi ents mpCDaBmadesiorie

hydrochl ori de (corresponding to 400 ng of base) 213 Mcrocrystalline

cellul ose 13 Mai ze starch 22.75 Pol yvinyl pyrrolidone 32.5 Pol oxaner 407
suspensions, sublingual, buccal, intratracheal, intraocular or intranasal

administration forms, forms for administration by inhalation, topical, transdermal,
subcutaneous, intramuscular or intravenous administration forms, rectal
administration forms, and implants. For topical application, dronedarone and
5  pharmaceutically acceptable salts thereof can be used in creams, gels, ointments

or lotions.

By way of example, a unit administration form of dronedarone or a
pharmaceutically acceptable salt thereof, in tablet form, may correspond to one of

10  the following compositions (Examples 1 - 4) according to the invention:

EXAMPLE 1
Ingredients mg
Dronedarone hydrochloride (corresponding to 400 mg of 426
base)
Methylhydroxypropylcellulose 211
Lactose monohydrate 46.55
Maize starch 45.5
Polyvinylpyrrolidone 65
Poloxamer 407 40
Anhydrous colloidal silica 2.6
Magnesium stearate 3.25
650
EXAMPLE 2
Ingredients mg
Dronedarone hydrochloride (corresponding to 400 mg of 426
base)
Microcrystalline cellulose 65
Anhydrous colloidal silica 2.6
Anhydrous lactose 42.65
Polyvinylpyrrolidone 13
Poloxamer 407 40
Macrogol 6000 57.5
Magnesium stearate 3.25
650
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The dose of dronedarone administered per day, orally, may reach 800 mg, taken

in one or more intakes. More specifically, the dose of dronedarone administered

may be taken with food. For example, the dose of dronedarone administered per

day, orally, may reach 800 mg, taken in two intakes with a

meal.

The dose of dronedarone administered per day, orally may be taken at a rate of

twice a day (usually abbreviated BID) with a meal for example with the morning



The objectives of the present study is to show the effects of dronedarone
start on 35 patients having a cardiovascular history, indeed said patients
bei ng prewpaosly1@26eat ed with ani odarone and, in particucanpuibesiett ects of
treatment change after a variable duratjon of wash-out between the two
drugs periods. - 1 0 - Methods: In EURFDI'S and ADONI S studi es mentioned in
the articl e aid theeevdaingEmghlartbord cpeniéitallpf thédetaimakes B35y ,colprisSesptmenber 6,
12007), 828 andt gdAF/ AFL patients were random zed after conversion to SR
to dronedar oif&" t('X(? gﬁpﬂé)' or placebo for 1 year. During this
study, a subgroup (average age: 63.5 years, 35.7% of wonen) of 98 pati ents

treated wth, dronedar and atients treated vmt the

o 1 ched 1 r OYVERPGaaNDh I BRs D BierBhn® soriEh bl sy et E0F o

10Resul t s: lanmtkanddgaethlﬁcwmaaedea%FVoAlékannpleumttemeemomnrpﬁamﬂttteoe\palnaxgebo (H
R=0.64 [ 95% C IO 44-0.95], P=0.022) in this subgroup. Rates of adverse
events (abbr"g‘?ﬁl ated AEs), specifically bradyarrhythma, in this subgroup

were conpared to 334 patients treated with pI acebo and 680 pati ents treated
W th dr onedalr Qne previ ous

aver a
ani odar one us fﬁ‘y TSP 'E%gtﬁeé W%‘Srreoﬁ'ﬁﬁ%r drio)”ear dé’%% %F.aB?t OS”?tgv%‘PQge age:
65.5 years; diﬁa@e% o6 noodeErErt twmttbdnedntafdt &rthd hvientibn. dl@omntg tmulaelusnal Al the
results gre 'Q Ilud@ dzn t he tr%b|et %@WatEAP.'-EJf mll—Zr\]/ee%\fs srt ed within
2 days Bef o FERadH S5PPo RPN SIS RS HEY RRIPRLE &Iy PR 7at i on
No am odar orezscomdeat wethe rbethod ef raalrmimatramm tre Beight, FBhe Ibafhbld@y, the body

surface, the cardiac output and the response of said patient.

According to another of its aspects, the present invention also relates to a method
15  for treating the pathologies indicated above, which comprises the administration,
to a patient, of an effective dose of dronedarone or a pharmaceutically acceptable

salt thereof.

Amiodarone treatment may be stopped directly or the administered dose of
20 amiodarone may decrease progressively before its discontinuation. More
particularly, this dose of amiodarone may decrease from a loading dose to a
maintenance dose for example from about 600 mg to about 200 mg per day,

orally, taken in one or more intakes.

25  According to one embodiment, the administered dose of amiodarone is 600 mg
daily for about 1 week, then 400 mg daily for about 1 week, and finally 200 mg

daily for about 2 weeks before discontinuation.

According to another embodiment, the administered dose of amiodarone is a
30  maintenance dose for example about 200 mg daily. This maintenance dose may
be administrated for a defined period before discontinuation for example at least

two months before discontinuation.

The objectives of the present study is to show the effects of dronedarone start on
35  patients having a cardiovascular history, indeed said patients being previously
treated with amiodarone and, in particular, the effects of treatment change after a

variable duration of wash-out between the two drugs periods.
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Methods: In EURIDIS and ADONIS studies mentioned in the article of the New
England Journal of Medicine , 357, 10, September 6, 12007), 828 and 409
AF/AFL patients were randomized after conversion to SR to dronedarone (400 mg

5  BID) or placebo for 1 year.
During this study, a subgroup (average age: 63.5 years, 35.7% of women)
of 98 patients treated with dronedarone and 56 patients treated with the placebo

were switched from amiodarone to dronedarone or placebo within 48 hours.

10 Results: Dronedarone decreased AF/AFL recurrence compared to placebo
(HR=0.64 [95% CI 0.44-0.95], P=0.022) in this subgroup. Rates of adverse events
(abbreviated AEs), specifically bradyarrhythmia, in this subgroup were compared
to 334 patients treated with placebo and 680 patients treated with dronedarone
(average age: 62.8 years; 29.7% of women) with no previous amiodarone use and

15 asmaller group of 17 and 35 patients (average age: 65.5 years; 30.8% of women)

switched after 48 h of discontinuation. All the results are included in the table 1

below.
TABLE 1
Events A stopped A stopped more | No amiodarone
within 2 days than 2 days treatment before
before before randomization
randomization randomization
Drug PI D PI D PI D
Tested population n=56 n=98 n=17 n=35 | n=334 | n=680
Deaths (n) 1 1 1 2 2 5
Rate of Serious
adverse events (%) 14.3 15.3 11.8 171 16.2 13.7
Bradyarrhythmia(%) 0 1 0 0 0.9 1.3
Rate of Adverse
Events with 3.6 8.2 11.8 20.0 6.3 9.1
dronedarone
discontinuation (%)
0 3.1 0 0 0 0.7
Bradyarrhythmia(%)
PR-interval >or =




1.3 Rate of Adverse Events wi th dronedarone discontinuation (% 3.6
8.2 11.8 20.0 6.3 9.1 03.100 0 0.7 Bradyarrhythm a(%
WO 2011/111026 PCT/IB2011/051027
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200 msec and
increase >or = 20 14.5 25.8 12.5 22.9 12.8 28.0
msec versus

baseline

QTc-Fridericia >or =
500 msec 3.6 7.9 6.7 14.3 0.3 4.4

In the table 1 above, “A’” means Amiodarone, “D” means” dronedarone, “Pl”

means Placebo, “n” is the number of patients tested with “PI” or “D”.

There were slightly more bradyarrhythmic events leading to drug discontinuation
and numerically more QTc-prolongations in switch patients, as expected from the

pharmacodynamic profile of the drugs.

10 Rate of serious AEs was low and similar across groups with no episodes of

torsades de pointes.

Conclusions: This post hoc analysis of a small patient cohort switched rapidly

from A to D resulted in good tolerability.

15
Further to these results, another study has been initiated to evaluate the optimal
timing of dronedarone treatment start after conversion with loading dose of
amiodarone in patients with a cardiovascular history, in particular patients with
persistent atrial fibrillation requiring Atrial Fibrillation conversion.

20

For that, the study primary objectives are to evaluate the rate of AF recurrences
one month after randomization according to different timings of initiation of

dronedarone hydrochloride.

25 The study design concerns international, prospective, multicenter, open-label
study, randomized in 3 parallel groups according to dronedarone treatment
initiation patterns following a loading dose of amiodarone in patients with

persistent atrial fibrillation requiring AF conversion.

30 l. PATIENT SELECTION




PR-i nterval >or = WO 2011/ 111026PCT/1B2011/ 051027 200 nsec and
i ncrease >or = 20 nsec versus baseline 14.5 25.8 12.5 22.9 12.8 28.0
Qrlc- Fri dewpeva/mto26= 500 nsec 3.6 7.9 6.7 14.3 0.3 4.4 pCm/IBe1/Hzb27e 1
above, "A' neans Am odarone, "D' neans” .dronedarone, "Pl" means Pl acebo,
"n" is the nunber of patients tested with "PI" or "D'.

[.1._Main inclusion criteria of the patients at screening:

e Male or female,

e Patients with persistent AF for more than 48 hours (documented by an ECG
taken within the last 48 hours) for whom cardioversion, anti-arrhythmic

5 treatment and anticoagulation treatment are indicated,

¢ Naive of amiodarone treatment in the last three months prior to screening,

e QTcB <500 ms on 12-lead ECG,

e Patient with at least one cardiovascular risk factor (i.e. age > 70, hypertension,
diabetes, prior cerebrovascular disease, left atrial diameter = 50 mm or left

10 ventricular ejection fraction [LVEF] < 40%).

[.2. Main inclusion criteria of the patients before randomization:

e OQutpatients (only hospitalization of 48h for a planned cardio-version is
allowed),
15 ¢ Patients in sinus rhythm,
e Patients under effective oral anticoagulation according to ACC/AHA/ESC 2006
guidelines,
e QTcB <500 ms and PR < 280 ms on 12-lead ECG,
¢ Patients having received 28 days £ 2 days of amiodarone.
20

[.3. Main general exclusion criteria at screening (S) and randomization (R):

¢ Contraindication to oral anticoagulation (S),
¢ Any documented AF episode motivating inclusion in the study after an acute
condition known to cause AF (S),
25 e Permanent AF in which cardioversion has failed (S),
¢ Paroxysmal AF (S),
¢ Bradycardia < 50 bpm on the 12-lead ECG (S, R),
¢ Clinically overt congestive heart failure (S, R):
o with New York Heart Association (NYHA) classes Il and IV heart
30 failure,
o or NYHA class Il with a recent decompensation requiring
hospitalization or referral to a specialized heart failure clinic,
o as well as any patients in unstable hemodynamic conditions,
e Previous treatment with class | or class Il anti-arrhythmic drugs (including
35 sotalol) if taken less than one week before screening (S, R) ,

¢ Previous history of amiodarone intolerance or toxicity (S),
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di abetes, prior cerebrovascul ar disease, left atrial dianeter 50 nmor |eft
1 Oventricular ejection fraction [LVEF] < 409%. 1.2. Main inclusion
criteriasof |f DorRANONESESEDVRE AND TREATMENTZ At | ON: Qut patients (only
hospitalization of 48h tor a planned cardi o-version is allowed), 15
Patients in sinus rhythm Patients under effective oral anticoagulation

accordi ng t q) ACO(AHAh 6ESGuAPPSigibatial | nes, QTcB <500 ns and PR < 280 ns on
12-lead ECG _ Patients havi ngr recei ved 28 days 2 days, of am_odarone. 20
o

1.3.  Main JeBPIS are,SETqRIPEHOCR ipRmamaR! @cW@%‘fﬁ Y BRI O R Fat i on

(R ContrgioReh @Alb@Ratiéh. Al radidbmtRaeM | RiibMe atSlreatedMithdperymaRdrRd AF
epi sode m)tl vat i ng inclusion in the st udg/ after an acute condjtiogn known to
cause ARV ( S)for 8, 6 or 4 weeks (according to the duration of the amiodarone discontinuation)

until the end of treatment (EOT)/end of study visit (EOS), visit occurring at Week 8

after randomization.

[1.2. Assessment schedule:

25  Patients have regular visits (V) during:

PHASE I: Screening phase : maximum of 3 visits
e Screening (V1) (up to maximum of Week -10 (Day -70) if no previous
anticoagulation to minimum of Week -5 (Day -35) if patient already under
30 effective anticoagulation at screening),
¢ [Initiation of amiodarone (V2) (Day -28 + 2 days),
¢ Electrical cardioversion (V3) (allowed after 7 days of amiodarone
treatment and up to Day 1 included). This visit is optional and the electrical
cardioversion is only required if the patient is still in AF.
35



25 Permanent AF in which cardioversion has failed (S), Paroxysmal AF (S),
Bradycardia <50 bpmon the 12-lead ECG (S, R), Cinically overt congestive
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Previ ous hi sitat yf vedshaout pddodsie graups|BeaahCe or toxicity (S), WO

2011/ 111026RCT/ 1B2011/ Q51027 - 13 - Any cantraindi.catiqn as per

dr onedar one AHTCAMeGARAGRES R 15T & Afexrigt 4 BishF &0 At
Syndr one 5( S)randdrnieatioous abl ation for atrial fibrillation or any planned
abl ation in the nex{,:2 nt hs .5 1.4, Min exclusion criteria rel ated
to concomitant medi S:Igﬁtgﬁgfdrolgégsel}rg?ﬁ s in whoma contraindi cated concom t ant
treatment i s mandat ¥Byaf(ar@fdays bbdpnedaond body for nore details), said
treat ment includi ngy,-0_MS f  pot.ent t gchrone P450 (CYP3A4) inhibitors,
100 concom t ant uosevgfafgerrﬁgvgeeci)(rc’?H%ﬂ?gﬁ%ﬂgoducts that prolong the Qr

i nterval and known WV8: after Reresstohdroneddroné Tor sades de Poi ntes, o use of

cl ass! 11 anti-ggrhythm c dr ipheluding sotalol). 1511. DURATI ON,
SCHEDUL IE)AND TRE&I’I\/E&HQFGIFWVPG‘(Q P?’i’f’%%%ré% study participation: Patients
are screeneWflor Bndeofi treament Msitlepd sofastidy visiti afien 8f 650w ekseksr ofor to
random zat i Mo trc()ar gcanrddcl)nn‘i tzqﬁei} el ti(?atijaenltg I‘%F]edlt rgqtnegtiélr\,{' th dronedarone 2
0 for 8, 6 of FRELKs (Cgccc%ai ng YUThE FUP IR CBR ABFOTREUN odar one

di scontinuation) until the end of treatnent (EOT)/end of study visit (EQS),

visit occur rﬁﬁﬂs@'tlll:%e%iﬁltg after random zation. 11.2. Assessnent schedul e:

15  Primary Endpoint are assessed at 4 weeks after randomization.

[1.3._Treatment:
Patients are randomized in three parallel groups in which the timing of initiation of
dronedarone after the loading regimen of amiodarone differs, namely:
20 » immediate start of dronedarone in the group A, and
» start after more than 2 days, (i.e. after a 2-week or 4-week wash-out) in

the groups B and C respectively.

Treatment is initiated using tablets containing either 400 mg of dronedarone or
25  tablets containing 200 mg of amiodarone.
The dose regimen is:
(i) for dronedarone: 400 mg BID, and
(ii) for amiodarone: 600 mg daily for 1 week, 400 mg daily for 1 week and
200 mg daily for 2 weeks.
30

Another study has been initiated to evaluate the optimal timing of dronedarone
treatment start after discontinuation of amiodarone in patients with a
35  cardiovascular history, in particular patients with paroxysmal or persistent atrial
fibrillation and wherein said patients have received at least 6 months of

amiodarone.
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am odarone (V2) (Day -28 2 days), Electrical cardioversion (V3) (allowed
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Randomi zat i onetabdite PBagrofiles mezording tofdifidemeikisg @ahdramedamuenimfiatonveeks af t er
o vash- out $5epTass SRROS s R aRd bbieRler PR 8y Reb e R s,

t here i s5a rendi amindafon@, Vo sHvbkiatee thearate adft AF rBeanshori @at inamth avB: twet art  of

dronedarone VG4, after 2 days.of dropedarone, V7. _after, 1 ek o
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dr onedar one alibdarobmtb drbnédeaienant drohsddromnshfety. st udy visit: after 8, 6 or
4 weeks of dronedarone according to the duration of am odarone

di scontinuation. PHASE Il11: Results 15Pri mary Endpoint are assessed at 4
weeks after Therstody dedigroconcgins3nternbtiead, eodpectiveanuiicdrderaomentlabed studg.ed | n

t hree parall : i i initiati f. dro one
ftor (ho 1 GameAuas o el b dfedr s R Bhedalirl it Ry RSERETS,
start of dr deledéngones-tenmtregimgn ofipmdacend in patiestsawith pdroxsmabereparsisiant2 days,
(i.e. after gidn¥Rsk,Pr 4-week wash-out) in the groups B and C
respectively. reatnment is initiated using tablets containing either
400 ng of dronedarone or 25tablets containing 200 ng of am odarone. The
dose regi nen psreNt deLE€Fofr onedarone: 400 ng BID, and (ii) for am odarone:
600 ny daily—mr—l—m%(ﬁloo ng daily for 1 week and 200 ng daily for 2
weeks. 30 Another study has been initiated to evaluate the optinmal timng

of dronedar Q"€ Main inclusion criteria of the patients at screening:

o Male or female,

¢ Outpatients,

¢ Patients with paroxysmal or persistent AF having received at least 6 months of
20 amiodarone before screening with at least the last 2 months at a regimen of

200 mg/day prior screening,

¢ Requiring a change from amiodarone treatment whatever the reason, but
without major amiodarone-related toxicity (interstitial lung disease, thyroid or
hepatotoxicity).
25 e QTcB <500 ms on 12-lead ECG,
¢ Patient with at least one cardiovascular risk factor (i.e. age > 70, hypertension,
diabetes, prior cerebrovascular disease, left atrial diameter = 50 mm or left

ventricular ejection fraction [LVEF] < 40%),

30 [.2. Main inclusion criteria of the patients before randomization:

e OQOutpatients (only hospitalization of 48h for a planned cardio-version will be
allowed)
¢ Patients in sinus rhythm before randomization,
e Patients under effective oral anticoagulation according to ACC/AHA/ESC 2006
35 guidelines,
e QTcB <500 ms and PR <280 ms on 12-lead ECG.
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i —v;

¢ Wolff-Parkinson-White Syndrome,
20 * Previous catheter ablation for atrial fibrillation,
e (Catheter ablation scheduled in the next 10 weeks
e Patients previously treated with class | or class Il anti-arrhythmic drugs other
than amiodarone if the anti-arrhythmic drug was taken less than one week
before the day of screening (If taken more than one week before screening,

25 the patient can be included).

I.4. Main exclusion criteria related to concomitant medications:

Patients in whom a contraindicated concomitant treatment is mandatory (refer to
protocol body for more details), said treatment including:
30 o use of potent cytochrome P450 (CYP3A4) inhibitors,
o concomitant use of drugs or herbal products that prolong the QT
interval and known to increase the risk of Torsades de Pointes,

o use of class | or lll anti-arrhythmic drugs (including sotalol).

35
Il. DURATION, SCHEDULE AND TREATMENT
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(NYHA) classes Il and 1V heart 10fai l'Uﬁe" or NYHA class 11 with a recent
deconpensation requiring hospitalization or referral to a specialized heart
failure clinld,Duediomef $tudgpatigipgiadn ent s i n unst abl e henodynam ¢ condi ti ons
Previous treatnment with class or cl.ass | nti-arrhythmc drugs

(i nel udi ng. 120500 G109 popRehr SoxSKRLm shao fkiafirdbmmim o' 3%se,i ous
hi story of amioodiar casdanmitatioar aiftee candooxzatibhy ,patients willHibgt dreateaf wtithyr oi d
dysfuncti on, Al optraindi cation as per .dronedarone. |l abelling,

VLT 1 - Par ki FEBIRURRCC Ty P otfe? Werker (RPRSIE A SFOURSI AT 80 #8411
fibrill abi ortreatrGatth€E@T)/exial aff | sindys olsdtd (E@8) i visitt fvecurdrg &0 Wenk8 affat i ent s
previously treated with class 1 or class IIl anti-arrhythm c drugs other

t han ani odaron OW'Fat{Qr[?e anti-arrhythm c drug was taken | ess than one week
bef ore t he defierdifie st dess nfjdioheddrakentheimestidgetor witlebenteek td edrdinee sdtheeni ng,
25t he pati eqh%ﬁgnt be% i{hclls gdeld . 1.4, Miin exclusion criteria related to
concom t ant Feats Bﬂs: rlfpa(f ‘ents in whom a contraindi cated concom t ant
treatnent is mandatory (refer to protocol body for nore details), said
treat me i qpﬁ SI ng. SnQaCusdeulle pot ent cytochrome P450 (CYP3A4) inhibitors,

concom tant US rbal products that prolong the QI interval
and known t dPdtieoisdase rédubarnvisitk (0f duFiogsades de Pointes, use of class! or
[11 anti-arrhythm c drugs (including sotalol). 35 Il. DURATIQN, SCHEDULE
AND TREATMENT -17- 11. 1. Duration of study participation:

PHASE I: Screening phase :
¢ Screening visit (V1): Day-10 to Day-3 before randomization. Patient will
15 remain on amiodarone at a regimen of 200mg/day until randomization.
¢ Electrical cardioversion (V2, allowed from screening to Day 1 included).
This visit is optional, and the electrical cardioversion is only required if the
patient is still in AF
PHASE lI: Randomization (V3) (Day1. After randomization, start of dronedarone
20  in group A and start of washout periods in groups B and C).
During the randomized phase, there is a maximum of 6 visits per arm after
randomization:
o V4: start of dronedarone
o Vb5: after 2 days of dronedarone
25 o V6: after 1 week of dronedarone
o VT: after 2 weeks of dronedarone
o V8: after 4 weeks of dronedarone
o V9 = End of treatment visit (EOT)/ end of study visit (EOS): after 8,

6 or 4 weeks of dronedarone according to treatment group

30
[1.3._Treatment:
Patients are randomized in three parallel groups in which the timing of initiation of
dronedarone after discontinuation of amiodarone treatment differs, namely:
» immediate start of dronedarone in the group A, and
35 » start after more than 2 days, (i.e. after a 2-week or 4-week wash-out) in

the groups B and C respectively.



Patients can be screened for a maxi num of 10 days and a m ni nrum of 3 days
prior to random zation. After random zation, patients will be treated with
dr onedar owe 20r118266 or 4 weeks (according to the grouppCunBiiil/pile2end of
Streatment (EOT)/end of study visit (EQQ visit occurring at Week 8 after
random zation. After the | ast dose of dronedarone, the investigator will be
free to contlireatmen ishinitiaeed nsed tatdts @bntairgnge bither et0010§ of 2ronediaseesore nt
schedul e: PRatients, have ular visits (V) during: PHASE |: Screening
phase : Scrt@ﬁgr?ﬁn{ﬁ'né?qZQ@%?:O?Wd%rWeto Day- 3 before random zati on.
Patient w | IThESfosmmegimen iani odar one at a regi men of 200ng/ day unti |

random zati on. liigcftrrircald car di4§§%r s%ltpw E 2, allowed from screening to Day
1 included). Thi i giq o a&%’i‘?-o MIZAd?'he el ectrical cardioversion is
only reqga@ired if (ivihdorpmahiogmbne: 208t Hailyn AF PHASE |1: Random zati on
(V3) (Dayl . After random zation, start of dronedarone 20in group A and
start of washout periods in groups B and C). During the random zed phase,
there is a maximumof 6 visits per armafter random zation: V4: start of
dronedarone V5: after 2 days of dronedarone 250 V6: after 1 week of
dronedarone V7: after 2 weeks of dronedarone V8: after 4 weeks of
dronedarone V9 = End of treatnent visit (EOT)/ end of study visit (EOS):
after 8, 6 or 4 weeks of dronedarone according to treatnment group 30 11.3.
Treatnment: Patients are random zed in three parallel groups in which the
timng of initiation of dronedarone after discontinuation of am odarone
treatnent differs, nanely: )=. immediate start of dronedarone in the group
A, and 35)=. start after nore than 2 days, (i.e. after a 2-week or 4-week
wash-out) in the groups B and C respectively. WO

2011/ 111026PCT/ 1B2011/ 051027 - 18 -



Treatnment is initiated using tablets containing either 400 ng of
dronedarone or tablets containing 200 ng of am odarone. The dose regi nen
is: (iii)wbasldnorzedar one: 400 ng BID, and 5(iv) for ampPoadaBmneos1A00 ny
daily. WO 2011/111026PCT/ 1B2011/051027 4 19 - CLAIMS 1. Use of
dronedarone or a pharnmaceutically acceptable salt thereof, for the
preparation of a nedi canent for use IGLAIMS prevention and/or treatnent of
patients 5with atrial fibrillation (AF) or atrial Flutter (AFL), shortly
after discontinuation of a previous treatnent with am odarone. 2. Use
accordi ng tal.cl aiUselof dronedaneneporep pharhiasautzhlilyaacoegtabinedlt theaof,Usethen t he
prevention ar}d/or itrefatr;]nenlt of tgarti enlt vm'rt h qtri al /f'hbrti | | §t} on F)

and/ or atri al SHOA M & MEAERT O OIS E\ﬁbee? PEAMEBRER/Of &AM &' Rtelitnat i on
hal f-1i vés ofithaatrieldiioridateonafAtFe ror a&iatl Folittec GAFL ) nstadrilyoafter @scobieuaioo@fdi ng t o
anyone of the \ﬁl aitms tr:r|'1 oF iﬁih%f% rtﬂe preparation of a nmedicanent for use in
t he preventipcgﬁ AT ST A RT3 B'ati ents with atrial 15fibrillation (AF)
and/or atrial Flutter (AFL) shortly, within four weeks after said

di sconti nuaté' on. . 4. Clésre.rgcporldiimn (0 rﬁanﬁronera I]E) tPg cé(gi ns ]tftro S3 ifor t he
prepar ati on “of al‘g%d?cgrfjérﬁ F87"lde II%% éapSr Vet PgRCArr o ?r%ae{ Ment of
pati ents w tthe ataviealior2&id/trr trddtmbntost aAEnNts aviith/ arial diborillation FAG} &ed/on 24Fhl)
shortly, .within t weeks after, said.discontinuatiaoqn,. . . Use according
o anyond" or ks BPLY NG 6P BRE i TP eHMRE T e ARamSRERE Tor uce
i n the preveafter said a@isdbntinubtieat nent of patients with atrial 25fibrillation
(AF) or atrial Flutter (AFL) within two days after said discontinuation.

6. Use according to anyone of the clains 1 to 5, for the preparation of a
medi cament for udése acdohdin@ite@eepdneonf dredtlaimg f eat2ydort thef prepparatort ©f wi t h

atrial fibrillation (AF) and/por atrial Flutter (AFL) W fhin or after
said di Scontr}n%(ﬁé%rﬁ%nﬁ'fg‘éélsg |9 tRe préven?ion an }oretrea(tmerlm‘t ongtlents Wﬁ'tﬁ gﬁgl
15  fibrillation (AF) and/or atrial Flutter (AFL) shortly, within four weeks after said

discontinuation.

4. Use according to anyone of the claims 1 to 3, for the preparation of a
medicament for use in the prevention and/or treatment of patients with atrial
20  fibrillation (AF) and/or atrial Flutter (AFL) shortly, within two weeks after said

discontinuation.

5. Use according to anyone of the claims 1 to 4, for the preparation of a
medicament for use in the prevention and/or treatment of patients with atrial

25  fibrillation (AF) or atrial Flutter (AFL) within two days after said discontinuation.

6. Use according to anyone of the claims 1 to 5, for the preparation of a

medicament for use in the prevention and/or treatment of patients with atrial

fibrillation (AF) and/or atrial Flutter (AFL) within one day after said discontinuation.
30

7. Use according to anyone of the preceding claims, for the preparation of a

medicament for use in the prevention and/or treatment of patients with persistent

Atrial Fibrillation.

35 8. Use according to the preceding claim, characterized in that patients with a
persistent Atrial Fibrillation are chosen from patients for whom cardioversion, anti-

arrhythmic treatment and anticoagulation treatment are indicated.



7. Use according to anyone of the preceding clains, for the preparation of
a nedi canent for use in the prevention and/or treatnent of patients with
per si st erWOADIIVIAN02Fi bri |l ation. 358. Use according to tIReTgBEaEds02y cl ai m

characterized in that patients with a pgrsistent Atrial Fibrillation are
chosen from patients for whom cardi oversion, anti-arrhythmc treatnent and
anticoagul ation treatnent are indicated. - 20 - 9. Use according to

anyone of t lainms 1.to, 6, for t reparation, o medi canent for use in
s br event 1 5ot ArErdrbels ARfeop! Tt RS it b Jar Sog SRR of &

Fi brill ati omedcaniéht tdge useciar thengoreverdinog oaed/of ttdadmentaiofispdltiehts Gyithf or t he
preparation ofr a rreﬂ'j)\ciap[p?l,tl afiorr] use in the prevention and/or treatnent of
patients w tH7 ?))%(PWE etﬁ? Al r’l 5? Fibrillation. 1011. Use according to anyone
of the ppeceding clains, characterized in that patients have received a
revious treatment w th am odaro f t. | t 28 d + = 2
efor e sai d B SEGnarriArg ok o8 ff e Bhimsc It Gl Ve epiear” pha’®
precedi ng clraedisameattdoraceean itheeplevantioh aind/bb pratinesmt sf patieatsreitteparethnantpr evi ous
treatnment with i odarone for at |east 2 nonths before said

di scont i nuatétgﬂ%rﬁlaﬁﬂ%. Use according to anyone of the preceding clains,
characterized in that patients have received a previous treatnent with

am odarone faor at |east. 6 nonths 20before said di.scontinuat.ion.. 4. Use
Sccordi A0t o argen et et lor be: Ho T Boseangdp RS errRbE PRl Rl he- dose
of dr onedar qratiestd hané s¢aeived aopralioys trestnmEdd with aBliar@tel for atkeastezdanydi ng t o
anyone of th+eorp_r§§edi Q% cl ai.(;rrgig characterized in that the adm nistered dose

of " ani odar one®'detré4s Orﬁrsg'; %‘i”&'gﬁ, Before its discontinuation.

16. Use according to the preceding claim characterized in that the

adm ni stere ose of .am odaron reases from.a | oading . t.p_a

mai nt enancqugggs.e %i“\f?rd'@get%a @g)rngi %Sﬁ}eopr;éﬁég'ﬁ ?%'%}Shézﬁgrra %’é‘g?ﬁ” Ctﬁ%tl nms 15
or 16, dhar getients hade ravetvedta drédowosentmentamitroglaioda®na don atiestse? ewnirs about
600 nmg to aho 2 [ , orally, taken in one or nore intakes. 35
WO 2011/ 1113?%‘%&?%%&%?&&%@%@%7 - 21 - discontinuation. 19. Use according
to anyone of the preceding clains, characterized in that patients al so
exhibit at | 0 itjio ardi ov . i.sk f . rom 5-
age cqual 1o orsnavetgh " br ARk "Sob L BREAG ks, BhlsElesaP I dnas

prior cer ebrpatiasts hoae reteed seqrevious treatment with arhiefiaroat foradt ledisb®retomthsgr eat er

t han or28qua[;ef('grgsgl% JI0 NRas |E)r(1a.d by 10echocardi ography, and

14. Use according to anyone of the preceding claims, characterized in that the

dose of dronedarone administered orally, is 400 mg BID.

25 15. Use according to anyone of the preceding claims, characterized in that the
administered dose of amiodarone decreases progressively before its

discontinuation.

16. Use according to the preceding claim, characterized in that the administered

30 dose of amiodarone decreases from a loading dose to a maintenance dose.

17. Use according to anyone of the preceding claims 15 or 16, characterized in
that the dose of amiodarone administered is about 600 mg to about 200 mg per
day, orally, taken in one or more intakes.

35
18. Use according to anyone of the preceding claims, characterized in that the

dose of amiodarone administered is 200 mg daily for at least two months before



| eft ventricular ejection fraction |ess than 40% neasured by

t wo- di nensi onal echography. 20. Use according to anyone of the

pr ecedi ngvol2aimm026har act eri zed in that 15patients al soPexhBmit/oan21 east
one pat hol ogi es chosen from: Structurzall heart di sease, Lone Atri al
Fibrillation, Coronary heart disease, “and Dilated cardi onyopat hy, 2
Oand/ or at |dsehtimratiosar di ac devi ce chosen from Pacenaker, and Val vul ar
heart. 21.Use according to anyone of the preceding clains, characterized in
t hat 25patients also take in at |east a baseline nedication chosen from
oral anti coalguldse accdseing tol acjanegofatenpescediAggilaitrensharactetiaed én tthalg enzynme

O o ot enhlel 1SRy BBEN RLaoon R oA B P B MR
Nonst er obdal anti--i a§é agmatooyabdveds, or even above 75,

- hypertension,

- diabetes,

- prior cerebrovascular disease,

- left atrial diameter greater than or equal to 50 mm measured by

10 echocardiography, and
- left ventricular ejection fraction less than 40%, measured by two-

dimensional echography.

20. Use according to anyone of the preceding claims, characterized in that
15  patients also exhibit at least one pathologies chosen from :
- Structural heart disease,
- Lone Atrial Fibrillation,
- Coronary heart disease, and
- Dilated cardiomyopathy,
20  and/or at least one cardiac device chosen from:
- Pacemaker, and

- Valvular heart.

21. Use according to anyone of the preceding claims, characterized in that
25  patients also take in at least a baseline medication chosen from:
- oral anticoagulant,
- Beta blocking agents,
- Angiotensin | converting enzyme or Angiotensin |l receptor blocker,
- Chronic antiplatelet therapy,
30 - Diuretics,
- Statins,
- Digitalis,
- Moderate inhibitors of CYP3A4,

- Nonsteroidal anti-inflammatory drugs.



