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WD 2009/ 133310 - 1 - PCT/FR2009/ 000450 COVBI NATI ON OF
DRONEDARONE W TH AT LEAST ONE DI URETIC, AND
THERAPEUTI C USE THEREOF The present invention rel ates

t Qve Ui ggd{en of dronedarope, or a 5 PCT/FR2009/000450
phar maceut | cal |y acceptable salt thereof,

appiAITARIGN 2 BRANER R ESI T FREEAST ong pusreTIC

nopr opoxy) benzopND THERAREUTUC (S8R HERBEFZzof ur an, or
dronedar one, and pharmaceutically 10 acceptable sal ts
t hereof are described in European Patent EP 0 471 609
Bi’ heDpoeretdr ioventivrookkatenttasai combiwdionnobrdionedarone) or a
I t 1
ongﬁbéelﬂfb%ﬂg a%ee%ﬁﬁ;e ok ‘th%’%B?rWi iﬂlaf 1dYsP P dl?&i‘tlc Lr:’md to

arone | arrn 'S €
nilishtharapeuicsapnlicatiom$haradf.n patients presenting
atrial fibrillation or atrial flutter. The applicant

B e L e e

Rmhytaﬂ |p?ahamit&>|tmmdgfmf? altdrt )dréﬁeda?blh?mafhdh ?Haﬂﬂa@eutlcally
a ri at | Or—or _atri
ol ol Iragh R o2 Bl GoeBehe ebb P 61471 eoe

pBtlassium level. In fact, the use of benzofuran

derivatives to reduce post-infarction nortality 25 in

patients havi nafa reduced left ventri cu! ar function
aDtr%medﬁr@a@ero S poissilbRi sadium amgucalgiwn rahanpels and also

dha9oafeladrefblgid popeRieant i -arrhythmc treatnent, is
known from Patent plications WO 98/ 40067 and V\D

97/ 34597. 30 However, these applications neither
st«uhetEonerlssargmmaMh’g&hm tiét isdeffeeilar imenaintaisidgcsinus

MG T Y '9”%1‘3&"&%“%5‘*[@%' i on or

atrial flutter, in particular virtue of its
a*Phé b]épﬁéérﬁbﬁ% ats%rﬁﬂﬁn@?t %ﬁhH MRV ‘?i:ror‘léhérgﬁe béﬁgﬁ‘icantiy
Pot assi um | tracellular 1o

pf%earpaéé@mqt&ar h%mtahﬁatlmgnmraggtahtsped:raﬂeeba hgving a
thisforl O6F latrid! NEbrilliatibe | &R lof ORI i@kl Y bRCHHME of jts at%lllty to

[ ntragfl L.ul g'rpob?é]OF%Q%PmHP‘A Isvgrulrrenport ant role in

In fact, the use of benzofuran derivatives to reduce post-infarction mortality
in patients having a reduced left ventricular function after myocardial
infarction, without any rhythm disorder requiring an anti-arrhythmic
treatment, is known from Patent Applications WO 98/40067 and
WO 97/34597.

However, these applications neither disclose nor suggest the use of
dronedarone to reduce cardiovascular hospitalizations and/or mortality in
patients having a history of atrial fibrillation or atrial flutter, in particular by
virtue of its ability to modulate the potassium level in the blood.

Potassium is the principal intracellular ion and plays an essential role in
physiology.

Specifically, this ion is the principal osmoticaily active intraceliularion and
plays an important role in the regulation of intracellular volume.
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WD 2009/ 133310 -2- PCT/ FR2009/ 000450 A constant and
stabl e potassium concentration is essential for the
functi on of enzyne systens and al so for good growth

? Aizghghon. 5 Potassi um contri but espt®/FR2009/000450
esta |ngt e resting potential of the cel(

nmenbr ane and, consequently, changes in potassium
concentration, in particular in the extracellular

C oRhstEnandhegtdBleaddtassismotorgintratisaiid abséntizy for thetfhaction

neryaus e _an i ac syste 10, A, decrease in
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hyperexcitability at the ventricular |evel, which can
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di SRBEAEE |rFtHé‘bRﬁécé"uié+aﬁdrﬁ;5‘§rtmgﬁf HEY8BHets bR cell excitability

patients sufferin m heart I 'ure, the decrease in
pdfd Eg.n@mcu@m eaanfiﬁaedaw: ﬁxé%tawo deadly rhythm

di sorders; diuretics havi ng a "potassi um sparing"
e{{&e&t have dem) strated a fici aIk effect . 20 in gi
£ SOberRaFE, oRoRshth Shotbetiafbhols knSbr I dn@ies8 cardiac
cdncpmndamiﬂaibﬂih)s atc the rverdgri¢wlal dewelg wihish adm urssultr iresserious,
dt@ﬁﬁé]ﬁﬁd )ai ﬁgfhn%%'bﬁde?’rg coul d al so be responsi bl e
aln s of n deat ' [ [

cer 25 A possible contribution
of the decrease in potassium concentrations has been
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sﬁfﬁﬁﬁ%@g %ﬁ Cﬂﬁ'&? t%‘%'PHSa reduced potassi um

i nt ake may Iead to suﬂden death in predi sposed

o dlo e Plery B PRURhYs SHirefRY Thiedtk Haui hECgerreppe in
i socptawutcubanq:gntgmmt can Ipadi tendsagiorhytwoediserdsens; dnuretics
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repola |on as sota
( S ithis depy €=)t|0"These agents may in fact induce a
torsade de pointe, V\/nl ch is a severe and potentially
|y vSntrl cul ar, C écardl a. Torsades de

o g Xabidl faerHSeyn PRISHUN L4RRce Tl A RBeGQSRHRG fOGwing the
cairapt aaksbof iMEng20 OsHyER3B dkerdse ROGUId-RXH BeOf3fbAsible for

certain sudden deaths.

A possible contribution of the decrease in potassium concentrations has
been mentioned in the sudden death of patients treated with antipsychotics
and also in acute alcohol withdrawal syndromes.

Eating habits with a reduced potassium intake may lead to sudden death in
predisposed individuals, even without any structural cardiac pathology.

The risk of fatal cardiac hyperexcitability is particularly great in patients who
receive an anti-arrhythmic treatment which prolongs the duration of cell
repolarization, such as sotalol (Sotalex®). These agents may in fact induce
a torsade de pointe, which is a severe and potentially deadly ventricular
tachycardia. Torsades de pointes are facilitated by the decrease in
potassium concentration.
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Finally, it has been shown that the decrease in

pot assi um concentration induces atrial fibrillations

(Manoach M, J. Mdl. Cell. Cardiol., 1998, 30(6):

AdnD er clinical situation wher i

pot enzzi{)ggil1é%?gthal cardi ac rhy:shm di sor de?@b??%?%ig’ﬁé‘mo

:ngg,regen_t ed by patients treated wwth diuretics, these
ingdyrethih@s bpereshawe thaddhg dacesase Be@otassivamgoncentration

| nddoeds afral fibfiRatic et (Massash MIEl NBIoRrCAll. iGardiol., 1998, 30(6):
h%/fggl?gﬁ)enm on, but also heart failure, renal

i ASUT 1 ci ency, nephrotic syndrone, cirrhosis and

gl aucoma, expose the 10 patient to the risk of a

d i asg trali t f :
» (DGR clieBCLRRRONTMARAL FE. K, of Dottty @l serdipg rhythm
dedisergess i high s sepreseotedeby ratieots frebtesgwitht ditutetics, these
t i t i g : d e od

g Horits, Whith 58 bl Blafiosdf hafif Ihdicaliths, the most
ofCATRBORo ReIRG t Arterialinkynestension. hdubeglso drearks failure, renal

vansufficiehay, Auphtotiet spdromef éiﬁthis”Hﬁ@?%lﬁgébma, expose the
| be

infarcti,o Di.uretics, are w del rescr o, t

crhatiedt 8 e ik Bf ok &ebfacs: T PoidSsirg] qapespiration except for
cdpdiasisiums spariody’ diareticser i al hypertensi on, congestive
heart 20 failure, renal insufficiency, nephrotic
syndrone, cirrhosis or glaucoma. One of the major

cahsefpiinatien of the deeeaasenn prisssiunncahaandiatios subseqpent to
f QfetRlent Mt RigRAES May bE'<BdUEA ddath, | iH_Cp’a‘?-ﬁ&ﬂQr in patients who
pot assi,um excretion can result i'n hypokalaem a.

e ¢ .
2PRERNT AYpBRRAITBAN, of sthen gantractile Nunetier ¢fatha qwart or left
exentriduldr dysfurictionl driaf@r a myosstiztinfap@ibhent s, in
ventricular arrhythm a and sudden death (Cooper et at,
Crculation, 1999, 100, pages 1311-1315). 30 No

c &hviatiasi ane widely prescribed gt liheic efficaey ih thettreatntemt of a

daj: n h a : | e

¢ oherstl of S on fuct? 28 Bk Bl Be thhciohc 2BhPeifie hear

araflure, ieaal insuffigiencys nepratic syndissne, erirbosiaer glaugoma.

history of atrial fibrillation or atrial flutter. 35
resent invention is therefore also

A ub'égﬁltﬁof,the £ al

t 'y MRIY FRASEAHPBEES BF adfesteeat based sy dpretics, except

piiarr potassiticgidringadiartica bisensrabbed pBeieRim evtidiiontwhich can

I %g 'ﬁg@ dllljlﬁj-{ eti.c, in particular a

n l{lto P a?HH?i ng diuretic, for the preparation

of a nedicanent for regulating the potassiumlevel in

tN%w, hypokalaemia is known to increase cardiac excitability, resulting, in
certain patients, in ventricular arrhythmia and sudden death (Cooper et al.,
Circulation, 1999, 100, pages 1311-1315).

No combination of an anti-arrhythmic and a diuretic, to date, in therapy, has
shown effects with regard to the regulation of the potassium level in the
blood and in particular its impact in patients having a history of atrial
fibritlation or atrial flutter.

A subject of the present invention is therefore also the use of a combination
of dronedarone and of pharmaceutically acceptable salts thereof, with at
least one diuretic, in particular a non-potassium-sparing diuretic, for the
preparation of a medicament for regulating the potassium level in the
blood, in particular for use in the prevention of hypokalaemia.
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bl ood, in particular for use in the prevention of
hypokal aem a. WO 2009/ 133310 -4- PCT/ FR2009/ 000450 A
subj ect of the present invention is also the use of a

cowh 2abpaz3eho dronedarone agd of phar macpét]—f@ /000450
acceptabl e salts thereof, with at |east one diuretic,

in particular a non-potassiumsparing diuretic, for
the 5 preparation of a nmedicament for use in t he
prAvautjectnobthea presantancehtion |§1®$u ﬁﬁéld’s%t bP s cambirition of

T EREBtand B BB AL IR B gt o

a (Pﬂ%t@lﬂyett&f, Ht rmaamcular bai hbatpaﬁasswmaﬂparmlg fdiuretiey ,for the
i r]:\)/rgPéthféJW atrhé MQH}?H‘P%F gyl f\tfhg eh{’ﬁq o?o({??a%bgg'&ular

pr fjl ’06'15 a!ifdfowﬁdmrtalétm an W@%Péwrwﬂvamlar mortality
e More peribkiafly Sude’ & dth i baferfts RIS &l hiSBrplof atria
rone o
C HEPEERSS 6 Padl’ AduB I Hariiuiothtouch dhe cseauiziopn of the
ofpo‘tassusmniiedel, irothehplbodcahdmbie paitidalargf thiGugh preventlon of
ﬁ1a°f am | ori de and of spi ronol act one, and
Ml cu

ar a non- potassiumsparing diuretic, with the
excl usi on of furosem de, of hydrochl orot hi aZ| de and

: { fyarochlorathi azide and
? e ALt datte, Hetetl Mghlon 2 BET0RE 571 Jorpination o

a{Rpe ?FQD/ f fapharmaceulically a@ﬁamablﬁegaluj@ereof with at least

SIOImI diuretie)s wumememsmrprofsma@éwo@ ﬁmg%éﬁgﬁrothlamde of

bI K
i PBRBHG s Aok Rl & Seierg 37 813 i poiblared fon-
mtawmespaungspaunem@,dmt the' exclusioandsd fwWosEARe? of

d'hyﬂfc}dhforgmﬁge bﬁ Séllaggf]?zm um excr etion. 30 The

m “car di ovascu ation" is intended to
nmean a hospitalization which is caused by at | east

Oﬁélcpfdlhf&lch’é 'é’dhﬁ\%t@nl%fdpoétoﬂﬁeerég llg~|y3| gl %gy Ve Sodds chosen

naI rdi ovascu el ectr January
238 Qfaama 219/dg¥ges 69- 73): - relating to

at heroscl er osi s, 35 - nyocardial infarction or
- stable i na ectorls or

oS B G i ok S D551

Among the pharmaceutically acceptable salts of dronedarone, mention
may be made of the hydrochloride.

The term "non-potassium sparing diuretic” is intended to mean a diuretic
which increases potassium excretion.

The term “cardiovascular hospitalization" is intended to mean a
hospitalization which is caused by at least one of the following pathologies
(Hohnloser et al.,, Journal of cardiovascular electrophysiology, January
2008, vol. 19, No. 1, pages 69-73):

- relating to atherosclerosis,

- myocardial infarction or unstable angina pectoris,

- stable angina pectoris or atypical thoracic pain,

- syncope,

- transient ischemic event or cerebral stroke (except intracranial

haemorrhage),
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- transient ischem c event or cerebral stroke (except
intracranial haenorrhage), WO 2009/133310 - 5-
PCT/ FR2009/ 000450 - atrial fibrillation and other

supr@venbriggiar rhythmdisorders, - non-fabdlrah6k/860450

arrest, - ventricular arrhythma, - cardiovascular

surgery, exce neart transplant, 5 - heart )

t ranspl ant ?tf'ﬂ?ﬁhngaé'ﬁﬂandowhsf suprayeairigtlas rivihmadisprders,

( pacenmaker pon-fatabsardidtrdagdtabl e defibrillator ("I1CD")

or of another .cardi ac device, - percutaneous coronary,

cerebro’vas%%”tgf?ﬁﬂ aH&Y&‘Bﬂ@r al intervention, 10 -

vari at i onscandicvaseulankurgees sxcept hgamnbtrans|i;»|e\nt,I

hypert ensi syncope), - cardiovascul ar

i nfecti on,ﬁ&%rségagf%edi ng/ haenorrhage (requiring two

or nore bllmida@fjétmn €| Betcardiacarsfimuiatonc (padehaker), of an

haemor r haggipiarable cﬂ’éﬁﬂmﬁﬁrg"leﬁ’gbf 8Péﬁﬁth9?8§’rd)’ﬁ% device,
0 ailure

t hronbosi s, - worsening ongesStive heart ]

i ncl udi hg RRIGHENEGHRDN&PIONEE¥derkErBRIQYASBHBBa PF onperipheral
cardi ac cantgsentidre term "nortality" covers nortality

due to any ca

se, whether. . 20 cardi oyascul ar or .
non- cardi otPXEHNE, 1y, aﬂﬁﬂﬂlovﬂes?w@ t HP%JE”S'C’”’ hypertension,
"car di ovasexgept symedped)i t y' covers, in the context of

t he i nventionp; ety due to any cardi ovascul ar
causes (an(%/aqgrgg?ﬁagé@@ﬁéﬁto bse due to a

non- cardi dVaigE ltlegdinaihaemorthagsatrenuiningriwgear imeneobload cell
ot 6 P L e i ovascul ar
nore particylarly, s : i

causers),' aI%@W&PEe@"‘E’BE%EW&’@&PHGWHEOF@PﬁFJ sudden

deat h" -r efvemrslening @‘eatmh @lstivsli1 hedﬂ&?thQ?shIUdin@gawté tbutmonary
the hour on ur ter e appearance

of new syr%%[dgﬁI?éF ay%%?sz&fg@é@aﬁgﬁyﬁe% t hout

warning. It will also be specified that the expression
" . hl. R nof i a, i. | t 0 H al
¢ T D8 MhRrRIYOleoRblY Snortalify 'dde 0l Gusel) whether

cardiovascular or non-cardiovascular or unknown.

The term "cardiovascular mortality" covers, in the context of the invention,
mortality due to any cardiovascular causes (any death except those due to
a non-cardiovascular cause), in particular death from an arrhythmic cause,
also called arrhythmic death, and more particularly, sudden death from
cardiovascular causes, also called sudden death.

The term "sudden death" refers, in general, to death occurring within the
hour or less than one hour after the appearance of new symptoms or
unexpected death without warning.

It will also be specified that the expression "having a history of atrial
fibrillation or atrial flutter", "having a paroxysmal or persistent atrial
fibrillation or atrial flutter" or "having a history of atrial fibrillation or
experiencing atrial flutter or atrial fibrillation or of atrial flutter" means a
patient who, in the past, has presented one or more episodes of atrial
fibrillation or flutter and/or who is suffering from atrial fibrillation or atrial
flutter at the time the dronedarone or a pharmaceutically acceptable salt
thereof is used.
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fibrillation or atrial flutter"” or "having a history

of atrial fibrillation or 35 experiencing atri al

flutter or atrial fibrillation or of atrial qutter
newgzgogp@tggg@t who, in the_past, has pres %WOOMSO
or nore episodes of atrial fibrillation or

and/or who is suffering fromatrial fibrillation or

atrial flutter at the tine the dronedarone or a

phisiore panticutary, Ya patient whbeirs tld atsmfa%oﬁresénteae«ene\b@more

20036046040, e o 000 08 e e R rese

epépisodss at leasti tireé i monthisati omorer Iloeibr? artbﬂﬂd:mt ti’str;‘b#ﬁ&yn, for
t ree nontns

hayearib B Edn WiBsnLak RsifRs 21 | eas

nore ore ran OdeS ution, for 5 exanple
between three and six nonths. Anpbng the patients

h | |
f%l‘tn?)g?ath@ ﬁhﬂé%‘[ﬁoﬁaﬂﬁ i hlﬂbﬁf bf a@ﬁ?lof‘brﬂfatlﬁtlrbraktnai flutter,

ma
exXREBieR MAKA ﬂoe%%tm%ﬁ% ohpatippts alﬁmammfdpg Rt least one of the
f afollowing ridk fackge equal to or above 70, nore

particular] l.to 0 e rtension, -

di abet €s, d/enfagk’% 1 gF abg gbalm%"ter B@%‘Cﬁ'lae%feq}%?%rﬂr @bove
enbol i sm 715 left atrial diameter greater than or

equal to ured by echocardi ography, - left

ventri cul ar eJ ec |oh fraction I ess than 40% neasured
by two- didiebRiEBnal echography. 20 Ampng the patients

havi ng .a histbAy ¥f ééreBFeﬂ 'sﬁfbké 'opbf é&&é?@eﬂboﬁérh' al

b by} ndOR @A AR rRater Yot oayAElo S0 mre gEsasetied by
of the foldohmagjrmhbbyogl es: - hypertension, -
uncer! X SR VIR, oS50 ST s, P e, mepsure by
val ve di s dwodlimendionat echagraphynyopat hy of i schemc
origin,
Among the patients 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 of the following pathologies:
- hypertension,
- underlying structural heart disease,
- tachycardia,
- coronary disease,
- non-rheumatic heart valve disease,
- dilated cardiomyopathy of ischemic origin,
- ablation of atrial fibrillation or flutter, for example catheter
ablation or endomyocardial ablation,
- supraventricular tachycardia other than atrial fibrillation or flutter,
- history of heart vailve surgery,
- non-ischemic dilated cardiomyopathy,
- hypertrophic cardiomyopathy,
- rheumatic valve disease,
- sustained ventricular tachycardia,
- congenital cardiopathy,
- ablation, for example catheter ablation, for tachycardia other
than for atrial fibrillation or flutter,
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- ablation of atrial fibrillation or flutter, for
exanpl e catheter 30 abl ation or endonyocardi al

abl ation, - supraventricular tachycardia other than
at W@logoopfdddgtion or fluttem . - historypef/FRaHG9/000450
val ve surgery, - non-ischem c dilated cardi onyopat hy,

- hypertrophic cardj Qmyopat hy, 35 - rheunatic val ve
di sease; -eg'&'@'?%“aﬁ b“ K¥%i cul ar tachycardia, -

conper bk least bt eanrdisy devicalthekenfront:or exanpl e
cat heter abl ati.on, for tachycardia other than for

atrial FibPiPrYEr SHTE®T Gtter, WO 2009/ 133310 - 7-

PCT/ FR2009400wEMtable defibrilatat EFCHT)bri | | ati on, and/ or

at | east one cardi ac device chosen from - a cardiac
stimulator, - an inplantable defibril I‘atorb&g cD'). 5
Théhe gxpesasiam "regatgatingtthe gotassiyotlews i ihe d"jis\ intgaded to

bl RR@in preveMiRERUdPead®aha PosYBIY inbekdsBan $afd I?@él? or

a possible increase in said level. The principa
cl asses of non-potassiumsparing diuretics are: 10 -

t hThe ipdiacipatitlabs€s of non-potasdium Sﬁbﬁﬁg diurgticsxanes|
diuretics ﬁ:%rrlrgti cs,..carboni ¢ anhydrase inhibitors).
For their %gﬂ‘lr?%cﬁﬂse, dr onedar one and

phar maceut loogldiyreticsept abl e 15 salts thereof are

general |y Lnfroduge ti‘cEKg%@pﬁﬁ%%rii?ahwmsﬁr}@bﬁ&%%

These pharmaceutical co ons contai n’an effectiv
dose of dronedarone or of a pharmaceutically

acrePtidlt tharapbufid @680 Hrorfdthréhs Grd phhfAsde®R8lly acceptable
P

har eutically acceptabl e excjpigen 20 Sai d .
oxeA15 DR{eof AT gensrally IniredcsaEtd BhaTmACHFRcaRestigns.
formand the nethod of admi nistration desired, from

UhgeusyabagGhol ARLF YBiBBsRbRs SRR Gl NGRSRAI AGk o

a
dronedarone or of a pharmaceutically acceptable salt thereof, and also at

least one pharmaceutically acceptable excipient.

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.

In said pharmaceutical compositions for oral, sublingual, subcutaneous,
intramuscular, intravenous, topical, local, intratracheal, intranasal,
transdermai 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.

The suitable unit administration forms comprise forms for oral
administration, such as tablets, soft or hard gel capsules, powders,
granules and oral solutions or suspensions, sublingual, buccal,
intratracheal, intraccular 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
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subl i ngual , subcut aneous, intranuscular, intravenous,

topical, local, intratracheal, intranasal,

t ryEs 9opgAaghor ect al - admi ni sgrati on, dronﬂé@m:@oog;’oooztso

the salt thereof, can be adm ni stered in unit

ad ni stra for a mxture w th conventi onal
KHASEOTEANY BaeanieBR: Salls SSiRPHARE BHASEY GRS ngels,

thantmerets ordétiorent i oned above. The suitable unit

adm ni stration forns conprise forns for oral

adm ni stration, such as tablets, soft or hard gel

capguvay, ofp@melmme aguaitubesiristiatioralfoswl oft idoorsedarone or a

>R Afcot il oy, 3oL BL AL I5A Borpepona o

f pne aﬁﬁhﬁrfp&@wmmnwesznhm ation, topical,

transdermal, subcutaneous, intranuscul ar or
i At ravenous adm i stTatiom for s, T1Tectdal
RotadientsStion forns  and | mpl ant s, Far |t opiMeG| %
arPtonedbidty hyﬂr@em@ﬁﬂ@m@or@@gbdﬁ@. d®33110 486 65.5
ECT/ " %O 450 phar rraceU| cal y acc_e Imsecsglts
I dﬂeuwydayxymgpptetmmml e a un|t adrrini St zrt Hon |f o35
gfl dcntogedarop]e !or 5 pharmaceuticalTy S‘ccg%tsebbl em 79
qfMaize starichowi ng exanpl es: | ngredients ng %455 7
o o o oeHaHose th 3 1o 20
d?nlosamﬁbﬁaﬁvdrate 46.55 7.2 Maize starlch 49.5 1 6.15
PAnHyAIrdud EQ)didRjB° 10 Poloxamer 407 40 6ok | g4
IHTYyUrous LurtTurtudil D1 I ILa Z. 0O U. & IVtJlgII DI Ut bl egrate
3.Magnesiumpsyieaste | ngredients no % Dronddardib 0.5
hydrochl oride (corresponding to 400 426 65. 5550 100
Ingredients mg %
Dronedarone hydrochioride (corresponding to 400 426 65.5
mg of base)
Microcrystalline cellulose 65 10
Anhydrous colloidal silica 2.6 0.4
Anhydrous lactose 42.65 6.6
Polyvinylpyrrolidone 13 2
Poloxamer 407 40 6.15
Macrogol 6000 57.5 8.85
Magnesium stearate _ 3.25 0.5
650 100
Ingredients mg
Dronedarone hydrochloride (corresponding to 400 426
mg of base)
Microcrystalline cellulose 26
Maize starch 45.5
Polyvinylpyrrolidone 65
Poloxamer 407 40
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D-— PCT/ FRZ0OQ9/,000450 Annhydrous cof ol daf sifT.ca B. 25
nb%@ﬁﬁm%@ﬂﬁatﬁ 3. 25 lactose nmonohydr at Ah65g5

50 I ngredients ng Dronedarone hydrochl ori dgsg

corresponding to 400 2I3 ng of base Mcrocrystalline
o i starch 22 .75 Pol in rrolidaone

/\mzl<

ngr@red?ehtsxarrer 407 20 Anhydrous col |l oi dal shhicaj 1.3
NoARSadETb RS RIBRRIorid@ Rormeasording 164087 71 2T $430- 57>
mg of base)
Microcrystalline cellulose 13
Maize starch 22.75
Polyvinylpyrrolidone 32.5
Poloxamer 407 20
Anhydrous colloidal silica 1.3
Magnesium stearate 1.625
Lactose monohydrate 20.825
650

The dose of dronedarone administered per day, orally, may reach 800 mg,
taken in one or more intakes.

More particuiarly, the dose of dronedarone administered can be taken with
food.

More particularly, the dose of dronedarone administered per day, orally,
may reach 800 mg, taken in two intakes with a meal.

More particularly, the dose of dronedarone administered per day, orally,
can be taken at a frequency of two intakes per day with a meal, for
example breakfast and dinner.

More particularly, the two intakes can comprise the same amount.

There may be specific cases where higher or lower dosages are
appropriate; such dosages do not depart from the context of the invention.
According to the usual practice, the dosage appropriate for each patient is
determined by the physician according to the method of administration, the
weight, the pathology, the body surface, the cardiac oUtput and the
response of said patient.
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The dose of dronedarone adm ni stered per day, orally,

may reach 800 ng, taken in one or nore intakes. 5

More particularly, the dose of dronedarone

admicnbe @/ﬁ?és?@“ be taken wi.lfy [ ood M &cTiFRI000/000450
parti cul ar fhe dose of dronedarone adninistered per

day, orally, 10 may reach 800 ng, taken in two

intakes with a neal. More particularly, the dose of

drmmﬁ@.hgrte abhe 6t ies aspaas, thaypresent wentmalsberelates toa

ool o (ISl BRSE AEh S e e

paadmmualtraitlbp], tbhe patient,nbhleas effeotivo uses of tdensdarene or a
agg}tg} ses where higher or

hggéggéaglya@r@éetgga&g&g% IJ'fﬁcrg&asuch dosages do not
depart fromthe context of the invention. 20

gte@@nf F?thﬁoﬁ‘ﬁlﬁhst?ét@ﬂtﬂﬁﬁe ddeng h@?éﬁ%ﬁ%r wnth reference to

ap r%gt? for tient term ne
6 ﬁhe%eim'agﬁ@ W(B“thhe net hod of admi nistr atl on,
the wei ght, the pathol ogy, the body surface, the

cardi ac-.out put _and t he e se of sai ati ent

5000/ 156" iertoRRnP rs00RR ARBiRs Sk i piatVE rate of
anot herhospitalizatieapectdss, deédth froeseny cavsenven aalpgdiod of 24
rel ate $bRne: met hod for treating the pathol ogi es

i ndi cat e a bve, which conprises the admnistration,

to a patient, of an effective dose of dronedarone or a

5 phar t2 Féﬁreyerﬂﬁ%e@éﬁ!ﬁh%éét Euﬁz@ﬁ&iﬁ?fheaaﬁ}ﬁulatwe rate of

present nventlon Is i)Jlustrated

her ei ngptseltaﬁatt'ﬁnrgf e?eﬁé‘@"t"@sct"i?é deatic ver ;@ aRgniggs of 30
i n whi ¢ghonth§: Figure 1 represents a Kaplan Meier curve
with the cumul ative rate of hospital i zati on or of

death from any cause over a period of 24 nonths;

Fi gur e Figured@ Eemmmta adagplan Méeecurverwith the curhblative rate of
cunul a e} .

car di ovwgéguélgéa eat 01{%\9@@%%2“ %%tro b %@d ?rfb%q Wso;nths,
Figure 3 represents a Kaplan Meier curve with the

cunul aFiy e Picpréents a Kapian Meier curve with the cumulative rate of
hospitalization over a period of 30 months;

Figure 5 represents a Kaplan Meier curve with the cumulative rate of
death from any cause over a period of 30 months;

Figure 6 represents a Kaplan Meier curve with the cumulative rate of
cardiovascular death over a period of 30 months;

Figure 7 represents a Kaplan Meier curve with the cumulative rate of
sudden death over a period of 30 months;

Figure 8 represents the mean variations in potassium between the
first and the last administration over a period of 30 months,

The efficacy, relative to a placebo, of dronedarone and of pharmaceutically
acceptable salts thereof, in the prevention of cardiovascular
hospitalizations or of mortality was demonstrated, by means of
dronedarone hydrochloride, in a prospective, multinational, multicentre,
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hospitalization or of sudden death over a period of 30
nmont hs; 20 Figure 4 represents a Kaplan Meier curve
with the cunul ative rate of hospitalization over

peWcS’%o@@m%%s nths; Figure 5 fepresents ?5‘???—*@%)(*9/000450

Mei ef “CUFVE Wi th the cunulatlve rate of
a period of 30 nonths; Figure 6

an cause over
é%?t&l@ﬂlad aC|I’(H@$|aﬁtl{9bf avithe yandom cistrpietionuil twa varoups of
r aﬁ“@atﬁfent Sgﬁo@bQVé’aié@Wh dienkbhae hﬁ:l ro&ilbAde ahd @?oup treated

i O o TRt Bdr g chavind @, lsuy o e Brltion or atria

pa‘luttmt of 30 nonths; Figure 8 represents t he nean

variations in potassiumbetween the first and the

| ast adm ni stration over a period of 30 nonths. 35 The
efli Patient seldcticnve to a pl acebo, of dronedarone and of
pharmaceutically acceptable salts thereof, in the
prevention of cardi ovascul ar hoslgl talizations or of

rmTh%patlwwdd@m a fisdery eiatriabiityillgtion @r findarnaader could

hysk pehbreidl dthus AyBhrR bPFPERTal HiSnillatibh drTrRitteP BEnclusion.
mul ticentre, WO 2009/133310 - 11 - PCT/ FR2009/ 000450

doubl e-blind clinical study with random distribution
I T Henpaiigrdupsruitment et catigd (cut bypaking attecacsoliht the following

drlﬂaﬁg%o%?elfi%drochl oride and group treated with a

pl'acebo patients having a history of atrial
fibrillation or atrial flutter. 5 1. Patient

Selhél%io?nrbr-f@ﬁa patients had to have a history of atrial
r flutter and/or could be in nornal

S|nus rhythmor in atrial fibrillation or flutter at

i ncl usi®yrond 6f theefoR@ling sk faetots hEENb begsresédnit: i ed out
by taking into account the follow ng inclusion

criteria: Inclusion criteria: 15 1) One of the
f ol | owi-ng ageséquaidd @r abboad A0 ob@vpneabent: 75, possibly combined

with at least one of the risk factors below:

o hypertension (taking antihypertensives of at least two
different classes),

o diabetes,

o history of cerebral stroke (transient ischemic event or
completed cerebral stroke) or of systemic embolism,

o left atrial diameter greater than or equal to 50 mm measured
by echocardiography,

o left ventricular ejection fraction less than 40%, measured by
two-dimensional echography;

2) availability of an electrocardiogram carried out during the past 6
months in order to document the presence or the history of atrial
fibrillation or flutter;

3) availability of an electrocardiogram carried out during the past 6
months in order to document the presence or absence of normal

sinus rhythm.

ll. Duration and treatment
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- age equal to or above 70, or even above 75, possibly
conbined wth at [east one of the risk factors bel ow
20 o hypertension (taking anti hypertensives of at
erent cl asses o di abet es, i
f cerzggglw%?ﬁpoke (transi en)t12|schem c eve%?TF#ﬁédﬁQ//OOMSO
conpl eted cerebral stroke&;r of systemc enbolism 25
o Teatmgnt was Bitigied aisingr tablels eand@inig eithen theoplsoehenor an

megmelLAf oforefE@sahd] ‘Pn?ﬂ?tﬂ!h}’ortdé |ﬁr¥esb%ﬂ8fﬂg¢%baﬁoo mg of

eJ ctlagfractlonle nmeasur

OEHArIEoA LR T8t G5 PAEHIDISSOn 396 SUaliih AR Nng G5rshgatly after
eI leretkfzstadd egeaabletin thedevaningldafing ot BRomigified dinner.
nonths in order to docunent the presence or the
history of atrial fibrillation or flutter; 3)
avhbhe anticipajed dusaticerl et the deeadnegt avasc zariatld actording to the

duﬁd’\@%tW}ﬁch@%Eh ﬁatigﬁt Wad r{bﬁ{d&i Wtﬂsrst %%%L#:}Eﬁﬁa rhdle from

presence or
D dnindauranel 1 2 gnonibst fovmedes’t/ mataﬂonc uded up to a maximum

P FRERRBIRORMr erﬁfr@EHLﬁ‘SﬂSn Wihé §Md‘ya(t1§%HﬁtH?sg+ duration of

tabl ets caonfaining elt ba. or nt o
ar BRARP - ﬁy&r@@rw%ﬂf'v 5o regmﬁhég% i gt wai'em‘bmﬁﬁﬁd
dronedarone at a rate of one tablet in the norning
d shortly after breakfast and one tablet in
tmel ngﬁrtﬁg during or shortly after dinner. 5 The
ant| ci pated duration of the treatnent was variabl e

U%Sgﬁsto%t&?]lﬁéd irf fH@tr%‘] V\)MPé %\Bgﬁéﬁa b&%b%pléﬂ@ﬁﬂeler method

ran rom
of Oilzthﬂoi'ﬂuf@Sf @Pdt Hte I"ﬁ'@tf%dtﬁkerﬁRR) nwaad%sam@tedouamg Cox's

MepfbpUlonBRERFESResEisBibr MoliBe entire duration of the
study (12 nonths + duration of 10 inclusion), i.e.

approximately 30 nonths for the first patients
i niHeucretative| tisk RERRY) tis fhee ratis ubft shebitatesesf iooctifrésce of a

PRI N oE el AR RS bt idive o

u
usthﬁ@a%lamsgm placebo.

The percentage reduction x of a given event (hospitalization, death,
cardiovascular death, etc.} is calculated in the following way:

x = 1 — relative risk.

ll.1. Results relating to cardiovascular hospitalizations_and to mortality

{(principal judgement criterion)

Among the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochioride.

917 events were recorded in the placebo group, against 734 in the group
treated with dronedarone hydrochloride.

The calculated relative risk is 0.758 with a p = 2x10°®, i.e. a reduction in
cardiovascular hospitalizations and deaths of 24.2% on dronedarone
hydrochloride, the result being highly significant.
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proportional -effect regression nodel. The relative
risk (RR) is the ratio of the rates of occurrence of a
hospitalization or of a death anong the patients on

dfwedzm@%am@ ative to 20_gge patients F&W#REG@@/GOO&O

e percentage reduction x of a gi ven eve
deat h cardi ovascul ar death, etc.)

a
(hga@'re I X ng%t'* ?Qprpﬁece%th%w%smame d. ghawg a clear separation
r ebﬁthethd ¢u‘:rhuiaﬁ\1é cﬂ;;veB&%ﬁi/ B6oh aftak tﬁwbéglnnm of the treatment,
ar OS itali
Colis S¥adRtpRiasiiaitd fverine BHPuSBout e ik fét@e study.

patl ents |ncI uded in the st udy, 2301 were part of t he

g\r/pl ﬁe‘asﬁftg . fﬁ ! ? | ” ,
i nQ@ﬂﬂ@@ﬁlﬂMd with dronedarone hydrochl ori de.

The cal culated relative risk is 0.758 with a p =
é }1 2% reductjon in_ 35 cardigvascul ar
the 4628 Ratignts nelitded iafhe stusly, 830 bwe@art@féhe group

hy’dé@l@ﬂhﬁth dronedaforieeRydrbchlerigs. hi ghly significant.

133310 - 13- 50 Fig 1
IR o o TR S
sepeatativath dohedhmonenoydrochloateve curves very soon

‘Sffﬁé c?fb%l:—ﬁ@@'r@l% id r@.F i Iaehi] ﬁ/{%ﬁ@t b0 FEPe ngpon in

dura?l on of t

st %ﬁfg‘lovesmr :hosnégtnat@nSeaad i gaydioyaseular sleathailofr25.5% on
hogeinkahicht hyRItSclABAdé Ghe & ty

Anmong t he 462)m?p%t| ent's anglﬂgggﬁ?%émg S@Eﬁj@mzml

were part of the group treated with dronedarone

hyfigomh 2 owhith. repodidsetheniesulte bBtdinshrsheivs 8 ddif separation

L

r i this $epapatiarspeisigiing qver tintxthdeugholit tee daratiedusftthe study.
cardi ovascul ar hospitalizations and cardi ovascul ar

deat hs of 25. 5% on dronedarone h drochl or| de t he
i - t ¥ d& sudden

reﬁaqﬁuces the resul ts obt ai ned shovvs a cI ear
separation of the two cunulative curves very soon
after the beginning of the treatnent,

Among the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochloride.

873 events were recorded in the placebo group, against 684 in the group
treated with dronedarone hydrochloride.

The calculated relative risk is 0.743 with a p = 48x107°, i.e. a reduction in
cardiovascular hospitalizations and sudden deaths of 25.5% on
dronedarone hydrochloride, the result being highly significant.

Figure 3, which reproduces the results obtained, shows a clear separation
of the two cumulative curves very soon after the beginning of the treatment,

this separation persisting over time throughout the duration of the study.

Ii.4. Results relating to cardiovascular hospitalizations

Among the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochloride.



10

i5

20

25

30

35

this separation persisting over tinme throughout the
duration of the study. 20 111.3. Results relating to
cardi ovascul ar hospitalizations and to sudden death
§$§ﬁ1patients inclLyded in the s

Gg@gg%§¥?1o the group trea#gd wi th droneda /gﬁ%§9@©00450
hydrochl oride. 25 873 events were recorded in

pIERCeBYLTS HHRIC rRgRIdeS: indhe nlacettmsggq%@gaﬂf}%é?édmhﬁhgroup
dﬁ@a@étammejrbu@uér@hb esohiditie. cal cul ated rel ative

| dgeductiopn i.n_ .
e séjaglefﬁdirgi”ﬂ@%f'ﬁgﬁ S nihon® scory’ G Etn in
2 Tatdio vas culbrdroesphitalimationy af @5H8 % randeronetderaneshydrotrdoride.

hi ghly significant. 30 Figure 3, which reproduces the
results obtained, shows a clear separation of the two
cdﬁ@uratdr wghich reprodusey the cesulist ebtatned, sbgward plgabseparation

o?ﬁ{é"ﬁim cumhmt e%%ﬁ?éﬂér?%o@ﬁraf’de?%é‘ Ylﬁl’n bﬂﬁe treatment,

t hr ou ut the uratlon

R&RG ISﬁé’aFaélOﬁ'tﬁﬁfg'S%Q 93%%@35@5495911% HFQF'PQ 5’( fghgtudy.
Anmong the 4628 patients included in the study, 2301
m%r- -qrt of the group .treated MAth‘dronedarone

hy N2 OOTF /g a USBT/ FR2009/ 000450
859 events were recorded in the pl acebo group, agai nst

b f”&f‘.‘@” Bétior i e o e SHORE BT Were, arpot the group
V\ntﬂeat%d itk deanedagone hydraghlasilgct i on in  cardi ovascul ar
hqgg'dé’dthé ‘ﬁér@Wéc&fdeaﬁniﬁb%aégtﬁf‘gﬂﬁfpo%amst 116 in the group

roc ch Feprodices the
%FQ&WEB%‘P?%%ngMr%h@rE{% separation of the two
ctnmel @éwmatewrer@twa/ﬂsw iss 0@adaivitera phe OoETd8)nienG mduction in

RN BB RRRRRL o7 15k S SrbReygie fifBehtoride.

Results relating to nortality fromany cause Anmong the

4?@@% WGHIES rb gHggg Hﬁéq ré&uﬁg%ﬂf&%e%%ﬁ%ﬁ%@ aegﬁgé%%non

rea dronedar one
d Sh TSt ladive guEvasvary sopn atlep theybegiphinggithe treatrpent,

| fhik E@ﬁﬂféﬁ@ﬁ e?@isﬁﬁg?é%@fdtlﬁﬁbttﬁ‘ro@vbﬁﬂﬁﬁ%matlon of the study
hydrochl oride. The calculated rélative risk is O.

with a p =0.1758, i.e. a reduction in
I11.6. Resuits relating to cardiovascular mortality

Among the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochloride.

94 cardiovascular deaths were recorded in the placebo group, against 65 in
the group treated with dronedarone hydrochloride.

The calculated relative risk is 0.698 with a p = 0.0252, i.e. a reduction in
cardiovascular mortality of 30.2% on dronedarone hydrochloride.

Figure 6, which reproduces the results obtained, shows a clear separation
of the two cumulative curves very soon after the beginning of the treatment,

this separation persisting over time throughout the duration of the study.

I1l.7. Results relating to sudden death

Among the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochloride.
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cardi ovascul ar hospitalizations of 15.6% on

dr onedar one hydrochloride. Figure 5, which reproduces

the results obtained, shows a clear separation 20 of

t hey bW wgg?)qbl ve curves verygsoon after pRe/ER2000/000450
begi nning of the treatnent, ﬁl S separation

persisting over tine throughout the duration of th
st daysuddenideathienarpt eCPRieat NVES dlacabaiadR cagainst 14 in the

rm gicdp tryated vﬁﬂ@@t@nbh@r%d?@bhl@ﬂﬂé i ncl uded ln t he

iﬁé&ﬁ%ﬁ%teﬁe feiasb Bkl D 05 oA, B, Mg B reguction in

vveswddacdeal&wobﬂ&@ 5%heopirredaragrehydroablaridst 65 in the
group treated with dronedarone hydrochloride. The
cal culated relative risk is 0.698 wwth a p = 0.0252,

. Biguse 7e ahith ceproducemthearasilis abtainad, shows ki glgaroseparation
300?%%0"6%@@%@ Eﬁt ge Ve ?fgbé’r'i 'aﬁélhtr@ @éﬁlﬁnlﬁg oMk freatment,

uces e resu t-al ned
aepayation persistingpver tine ﬂimveh@eﬁrtbem@fqn aldthg study.
after the beginning of the treatnment, this separation
peI L % thro ohout th duration of the
iy R R R : g~ 0 sudden death
Anong the 4628 patlents |ncluded in the study, 2301

hy i dRitas it BGpfBisBion haRtBtd iR 1568 Bpymented in
35th@atﬂ@w beatintiee értberiesulteled analysas pf deayar dlensh samples
ag@k&ﬁtth%dh%ui B dOf2ieR dfrtﬁéts@G’dWrF fhedé&ﬂéﬂl%iol'ﬁ% momtoring

Trqchl ori'de, The calculated relative risk iIs
wi phvitg Bararge@@% i.e. a reduction in sudden deat h
of 59.5% on dronedarone hydrochl oride. 5 Figure 7,

e N N e e
af admintisteatmegohthienmedicantent tof dhe rsbudy, aret hljcﬂldea?mr kiguom 8, in
Crhloh's B pa ToyEl TP MR EEs de b el mert

| evel The potassi um concentration-nodul ating effect is

C'Rﬁ@dél%‘é’f‘%({ﬁﬁ'ahéb o¥hﬁa%ﬁﬂﬁ Y biddd HSté%%lLHi‘?evel taking
resgbts of anal ses of ul ar & aken

t hPBugReRMN Re SHITHRG V@'He Fnget @t%ﬁ@y ?ﬁg%) F@E\th Gthows
t he signifidapit idiffereAbincaviint 6ff drieedarine’ compared to the placebo (p

< 0.0001).

Dronedarone therefore makes it possible to regulate the potassium level in
the blood.

[1l.9. Results relating to the patients in the study receiving,_in_addition, a
diuretic-based treatment

The clinical results of the study corroborate the hypothesis that modulating
potassium decreases the risk of sudden death, in particular in patients
exposed to the risk of a decrease in potassium exacerbated by the
administration of a diuretic treatment. In fact, the reduction in the risk of
sudden death by dronedarone, i.e. the prevention of sudden death
compared with the placebo, was approximately 70.4% in the patients on
diuretics and approximately 34% in the patients not taking diuretics.



The variations in potassium (in nmol/1) between the

first and the last adm nistration of the nedi canent

of the study are included in Figure 8 in which B

Sl golops/azap | evel . Dsiangles day andppli@ihidBBoaso
nmont h. anal ysi s of covariance of the change in

bl cod potassium | evel, taking into account the )

st BrEthernerg; the mreuckign iméhe figkwagfgreatarde thagroyasnefpatients
i o 19 0B 081 4 A0 ARFSHIGR, St oD [YPURENSIVR patisnts, where the
o BREGAPEND Tt s AepioT IR phfle 2eATod Redicton of
t happoikasatelyd$.6¥ebbsarved ivethy pattbntd WhoSverdasati Hypertensive.
relating to the patients in the study receiving, in
addition, a 30 diuretic-based treatnent The clinica
results of the study corroborate the hypothesis that

nodul ati ng potassi um decreases the risk of sudden

death, in particular in patients exposed to the risk

of a decrease in potassi um exacerbated by the 35

adm nistration of a diuretic treatnent. In fact, the
reduction in the risk of sudden death by dronedarone,
i.e. the prevention of sudden death conpared with the

pl acebo, was approximately 70.4%in the patients on
diuretics and approximately 34%in the patients not

taking diuretics. WO 2009/133310 - 16-

PCT/ FR2009/ 000450 Furthernore, the reduction in the

risk was greater in the groups of patients Iliable to

be treated with diuretics, such as hypertensive

patients, where the reduction in the risk was

approxi mately 62% agai nst a reduction of

approxi mately 45.5% observed in the patients who were

not hypertensive. WO 2009/133310 -17-

PCT/ FR2009/ 000450 CLAIMS 1. Use of a conbination of
dronedarone, or a pharmaceutically acceptable salt
thereof, wth at |east one diuretic, for the

preparation 5 of a nedicanment for use in the

prevention of cardi ovascul ar hospitalizations and/or

of nortality, in particular cardiovascular nortality,

in patients having a history of atrial fibrillation or
atri al
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flutter. 10 2. Use of a conbination of dronedarone, or
a pharmaceutically acceptable salt thereof, with at
| east one diuretic, for the preparation of a

ey © 3ol a3 or egul ating th-erﬁQt assi um | ere*r/FR%ttJ(g@oomso

bl ood. 3. Use according to either of Cains 1 an

characterized in that said &g@ | east one diuretic
i s a non-potassi um sparing CholNBi ¢ 4. use accordi ng
to either of Cains 2 and 3, for the preparation of a

medi cangnt for _u L the preyvention of hypgk ma. ..
5015, LR 4R oPdeRBIINAtO R b Stis et koo PhR R R Ceutically
char act acéeptablesattithereof heitipat leaist snaldiuretizhfobithe pteparation
| east o f oWi.N i C C )

hypor t et medibalint ot 16sE! it thREREntion of cardiovascular
st roke bespitaligghiansiandéon @i gigriatily,- in epartiewlar agardiovascular

di amet emapiRAt Gh pAEhteh la H?stér?/ BMaFRASHBrREt&Y or atrial
echocar di ography, - left ventricular ejection fraction

| ess t A 0% neasured by two-di nensional
echography. 30 6. Use according to one of the
dinthat _the tients

01 &6 e b o poltBHeREL "5t “Fihwefalalfl a8 PRafdclicaly
pat hol ogtceptable Isalidherentiwith at leastiené diurgtist fouthaipedparation
heart di o . ) et

e pon- T Fepicanehfibh el e borabal BN RS 8RB

cardi onyopat hy of ischem c origin, - catheter ablation

of 3.at r i gke facbbidingid e off ClEIrhE€R . and 3 USHAMERYIEES i) Biat said
tachycarql a other than atrial fibrillatjion.or flutter,
WO 200978ag e diyretis g p BRAgpdABHeAstParngiliveley of

val ve surgery, - non-ischem c dilated cardi onyopat hy,

- AyperyL %'&ic&o%é 1 LHEPEE Bairms é%%ldln?,t fof tl\{glp¥§paration of a

di Sease;
medicament for use in the prevention of hypokalaemia.

5. Use according to one of the preceding claims, characterized in that

the patients also exhibit at least one of the following risk factors:

- hypertension,

- diabetes,

- history of cerebral stroke or of systemic embolism,

- 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.

6. Use according to one of the preceding claims, characterized in that
the patients also exhibit at least one of the following pathologies:
- hypertension,
- underlying structural heart disease,
- tachycardia,
- coronary disease,
- non-rheumatic heart valve disease,
- dilated cardiomyopathy of ischemic origin,
- catheter ablation of atrial fibrillation or flutter,
- supraventricular tachycardia other than atrial fibrillation or flutter,



5 - sustained ventricular tachycardia, - congenital

cardi opathy, - catheter ablation for tachycardi a other
than for atrial fibrillation or flutter, -
vepyoimigor3ddfgy i | lation, 10_agd/or at 'ea%ﬂfﬂzoogfooowo
cardi ac device chosen from - a cardiac sti

anirrplant bledfl rillator ("ICD"). 7. Use according

to one of l?éo'b’r %ﬂ-“'@?ﬁn’rrs characterized in that
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- a cardiac stimulator,
- an implantable defibrillator (“ICD").

7. Use according to one of the preceding claims, characterized in that
the dose of dronedarone administered per day, orally, may reach
800 mg, taken in one or more intakes.

8. Combination of dronedarone, or a pharmaceutically acceptable salt
thereof, with at least one diuretic, with the exclusion of furosemide,
of hydrochlorothiazide, of metolazone, of amiloride, of
spironolactone and of mannitol.

0. Combination according to Claim 8, characterized in that said at least
one diuretic is a non-potassium-sparing diuretic, with the exclusion
of furosemide, of hydrochlorothiazide, of metolazone and of
mannitol.



