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USE OF DRONEDARONE FOR THE PREPARATI ON OF A MEDI CAMENT
FOR USE I N THE PREVENTI ON OF CARDI OVASCULAR

wORePhI4AEl) ZATI ON OR OF MORTALI TY 5 The pr esentPCT/IB2009/005587

invention relates to the use of dronedarone or
pharmaceutically acceptable salts thereof, for the
preparation of a nmedicanent for use in the prevention
OISEC@F cﬂ)RQP&EIARmNmB@Bi'ItHE PREPARATHAON/QIf AMEDMAMENT FOR
Ejg% ﬁﬁwhonam do S%FZQ %ﬂ%bﬂgb%ﬁone é?b%g'%?h SR OF
phar rraceut i cal |y accept AMPRTAKITYs t her eof are

descri bed in European Patent EP 0 471 609 B1.

Dr onedar one bl ocks potassi um sodjum and cal ci um
ThenFRsest dngnton dolptes @ ﬁﬂie Y35 3F SRUIRFRECTSr Bp eharneaseutically
d¥cepradier ealts tiered, fort theapreparialion of thatedican®drt &6t u¥e€ ih the

' h I
TRl RS R B SR g r? 2@
cI inically proven that dronedarone significantly

5RBIRAS 06N AR RbpREBHbaATRS. 0T and of

tients aV| tory of atrial

mﬁw&sv'uoawmde?erapf%m i alor f | fopgdarops,. viangdye pharmacgutically
&bplable dalts RElebialre dbfribbl ROBUBPERERAIA ERVEI71i6098B1.
safe and effective way. 25In fact, the use of
benzof uran derivatives to reduce post-infarction
Doneddronhg biatke abiaesitis, badiumgaral cadcluroedhahedls and also has anti-

ction after myocar dial infarction,
éﬁ%‘lﬁ%%?ﬂg yed;%;t hm di sorder requiring an
anti-arrhythmc treatnent, is known from Patent

Ié\@ﬁédé?r@hé ®an \9@.-%%9@%7 th@f‘% MAcH BAmbiftaimfdianay @Hythm in

| i cat er di sclose nor suggest the
Qfé'@nféfpr WB@&F@E@W a“%%rbﬂ%%a'gaﬁ%r ovascul a?g

hospi talizations and nortality in patients having a

U Bt B5F bl olePL 88, BB Sty s
gaodiagasicular hespitalizations endibroudrtalRp Papadienisihaving a tigtory of atrial
an?lé‘tanpcﬂfl of lafd] ﬁ&t?érl b\} @Ftud ?f‘ltsaﬁﬂhtplt@ dﬁféteeﬁ%%%ogﬁotassium

e in physio g Specifica s lon 1s
lﬁYQ'ﬂﬂ:?ﬁae%@rﬁﬁeP V8 W3¥-acti ve i nt racel lul ar ion and

pl ays an inportant role in the regul ation of

intracel lul ar, volume. WD 2009 50PCT/I 2009/ 005587 .
V66U i i rrizeEe, eV Lo S REBHCEATEA SR, TORSRG i

rEgisetst having ar redueed Ueﬂ:tvieomcular dozgtion  afiest pecandial @farotion,

Lo 9200 SRR £l BRLDUFRIHEIDY fofrogp o
o AR oo VNS5 D087 And SV SSIIERT. \ 0 hanges. |

pot assi um concentration, in particular in the

xtracel | ul ar conpart nent,. r}ave effects on ce

QAP REcinese SPPIRSIRE taRobtis0on, ae) oGk (B8 et gk dronedarone
iyretigoa cardiovastalar Bestalizatipnd ass nomaft9ne patisntd having & history

i. ere Clt a

e bllApRoE R fier if BatRIHEEL e R ot hoblidte the
mnia@mmﬁ\feylndb@bloyd rhyt hm di sorders. The del et eri ous
role of a decrease in potassiumconcentration has been
docunented in disparate clinical situations. 15 For
Batasgivma, i dheArineivel infraoplidanm dorr rangh Rixpt an f9sgrié@l ke in

foRRFe i n potassiumconcentration can lead to deadly
rhythm di sorders; diuretics having a "potassium
sparing"” effect have denonstrated a beneficial effect
Bpedifiually, thisubmid the. principal osmotically active intracellular ion and plays

an important role in the regulation of intracellular volume.
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20The rapi d decrease in potassium concentrations
occurring follow ng the abrupt arrest of intense

WO Rkoogireb0 exer ci se coul d al so be responsi bl e fPRPET/IB2009/005587
certain sudden deat hs. /onssi bl e contri bution of

the decrease in potassi um concentrations, [1203 t?egrn .
Aoepnstant @nd gstakle t prdassilig oneRiEOB S SSRFER gdppgfion of
emwib SRdrRS N alsb €t RBE gPdviA ahd calbdivisical cohol

wi't hdrawal syndrones. Eating habits with a reduced

pot assi um i ntake nmay | ead to sudden death in
Potasdiusposidbutesdtos establishingethe rresmrgrmjlentahy:f ther callt mesalorane

ﬁ(‘?r gérgs)%gﬂég &io'c%%geés(?n ;;Q{‘?aé's'i cérﬂhﬁ‘l'onc% a‘?t?cular in the

)@gr eat | n atrents
emmeﬂ'denemmpamn%mt ha\@re?ffmsﬁ@n @elt$ plbflitytin i Rervous, muscle

aﬁa%r‘aﬁﬂ kg duration of cell repolarization, such as
sot al ol (Sot al ex(r)). These agents may in fact induce
a torsade de pointe, which is a severe and potentially
Adecwﬂeaséenmrbotalsams%mbmrodi ds Koowmades ierepeé ncesliac

gé%g%ﬁt?b i{ftylt agtnt%g F\Peml ?ar qgfé,ﬁ\&ﬁl@% san pr‘sé%l?lis ?H QEF c%u Iﬁaoten’ually

ddadly,ehgtbmi disqrderas si um concent ration i nduces atri al
fibrillations (Manoach M, J. M. Cell. Cardiol.

1998, 30(6): A4[8]). WD 2009/ 144550PCT/ 1B2009/ 0 5587
Thesdelet&ﬁe%erplecmf N cEFCreaseL A1 | RABSHIER eCqngentration s been
deelirs&tte@|n dsgarbtalcligiealditagtiodyt hm di sorders is high is

represented by patients treated with diuretics, these

medi canents, which are widely prescribed in many
Fion@karaplepimspaticnts sufaring dromp hebrtifailyrairtherdegfease in potassium
CBX(PS% r%ﬁ&'?‘c&ﬂqleag% q%%&l? ﬁgﬁ‘ntdl%@blér‘ér Slurertﬁﬁ@llavmg a "potassmm

| énc cirrhosis and
sgarangc Gffect @X@d@@oﬂﬁtéatﬁﬁﬁlb@ﬁ?ﬂqlﬁi effpet in F@*kp‘éﬂm%{'o@ecr ease
in potassi um concent ratl on except for "potassium

sparing” diuretics. ication o crease |
AT e SR o e L R AT
aliedt 6t inhsapyysicalsaidetse daad ajsoi e pespbnsibledior certain sudden
0pa ients who 10present an inpairnent of the

ractile function of the heart or left ventricular
dysfuncti on or after a nyocardial infarction.

Eer e@é 'c%ﬂtrﬁ[ltl&h Of Ry A8scHER W%@%@Elﬁﬁ\t b@rﬁbeﬁﬁﬂﬂldi'ws has been

ore ortant benefi ci

r@%ﬁpn%maﬁheuswd@%d% o Retiens Gea Qtw'érﬂrgmwo*i%ﬁq%ﬁq glso in
R0te2dédiol whlraWdtdyftionidseat ment (for atrial
fibrillation) and who possibly have other risk
factors. Now, no anti-arrhythmc, to date, in therapy,
Brting Shubite vefif ectesiveed Ipotasgiand irttaket reayr I@gdltat $usideonfdaatfe in

. [ f tion
RS R Bl oo WY s Pl e e ca
and 4.5 mllion people in the European Union and is
BEEisH g f§t§| @aﬁé&ﬂh%r&*&&bb.ﬁt h@ad)érhc&wgfdat brq‘eq@rusmsaﬁmo
the agin S _a . .con

opul [
ROV s SR E o e R e wichp oS ghe ogurafor 6 el
r@ﬁ@la@iaﬁbﬁaémh as dottlsl o(Sytume @y d Thashiagents rresyilint ifang induca a

t]\cl)E réahﬁésgﬁgg t @ggpf ?sSt r %Pem écﬁd o’te 'all)} rcﬁaeﬂw "Ven%lcular
tacimyoediia Uutorefidashee rp@mtes grec fegititaied byl the m@?@a 'nafPRiaSSlum
ﬁdn%ntratlfo a blood clot forns in the atria, exits the

8 bl ocks an artery in the brain, a stroke
results. Consequently, about 15 percent of strokes
Flﬁ§IH'| it Ha%%@eA’%ho%Aﬁaﬂ Beideereaasim gbmsémmmnéntmtbh induces

Shabeletons fiaRsmeant JHEC sl Caiop X BRE AGH A4Eh

stress, agents that stlnulate the heart, such as
caffeine, or as a result of cardiovascular di sease.
The nunber is expected to double in the next 20 years.
Wt hout appropriate managenent, AF can |ead to serious
conplications, such as stroke and congestive heart
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35 It is know that atrial fibrillation itself can
cause changes in the electrical paraneters of the

whemst44ssown as el ectrical r del l'ing and i n BEEIB2009/005587

structure of the cardiac ch ers known as structural

AR B Ml L R B S A Sl Mo

disciderss i< high eis 4 fapnesenibad "t patiéntd | treated avvito ndibegies, s these

REHlsBtrghteavrbich Bk Ml fiBs G EAY Fany IR5EHTBAG 3s Fid3e Eommon
baing farierial hypertrnsiemhlodt &ge heert|failue,Renal Insuficiency, nephrotic
é%dﬁsrﬁé irrifdshr ddd g%u&fr‘neb BBbse m@rdaﬂéntftb i hdiadf £Becrbuse in

study in avvaecronlcallylns runment

5‘88?%“"@0%%"3? 'Qﬂwexcf?b@rCﬁqtasls'tg‘zél??rmﬂééw%@s) |t

expl ai ns why when patl ents have been in atri al

¢ Phaphinf i & Brtafe i Pobrat SHi-RRallet FiscHuent o
‘trmt;me’r wiithodiutelics raay lpgt Bnddenwbeath, e parteslac hin gratientsAwho
Er%@%ﬁcén gﬁpénpr?enﬁ) oP R Loty fuﬂ@tuﬁsof e kel 6r Fel?tev%‘f?r‘?cular

ronedarone or a pharnmaceutically acceptabl e sa
dysbancgen of gffer@reyqeaEdiaiaferaAnof a medi canent, wherein
sal d nmedi carrent Is taken, for use in the prevent| on of

| ovas Ohospi taI I zat.i ons or, of rt a

REd=G e oL e ortagPoab caneviator 2o Rolisfra pY: ghdmpitant

lamdaﬁoual odle,ninr paticulyr msthy popudatibnt of pattan@wh&ohr@qum@ ad anti-
f i Lyt : :

g’r@&l‘%i& R%atﬁt?ﬁ SJOE séetﬁ | flﬂ%@éﬁ o%ﬁcli ghtlk[ohgbs% tlle ﬁ%eol:lﬂ%‘ro‘ risk
ﬁaptom onedarone or a pharmaceutically acceptable salt
thereof, for the preparation of a medi canent for use
in the prevention of cardjovascul ar hospitalizations
NAwy 8o ag -G {,9%3i5t BdngraPK hast ?*‘@M’t“sé) fiestp Wigh gpoard to the
feigalatitry obthe dblassilinf levs iin thatblesy. or atrial flutter. 20A
subj ect of the present invention is specifically the
use of dronedarone or a pharmaceutically acceptable
Atet fiprilletigro{AF)f affectshsbguteda rmaitlion rpeopleainniéeritc Aneanica fapd 4.5
H\ﬁlﬁ)r{ &inéennﬂﬁétﬁ% e Hol.?'flor? ahd 10 arﬁé@ngﬁ%st ag owm?1 public health

hospital i zatl ons nor t
PRICEBhRESaHeR Piife agwgﬁfmpwleéfpm al fibrill atl on or

/laFrisiala tondittoRr irt MmelghhéeWeat d:r%iﬂnldéfrs tdfetnrohasagi bet in an
eve

RPET e PR USEEaNESd NErian regutng,dp Rojesy Hedliar’Snd fast
gt ¢ivd. aah yrreguikdlyn indsaddr, hedribeat). aIWbeh dloddein rod rabivagdetely

gﬁﬁiﬁ)&i ?&tocﬁlﬂ‘?egﬁé‘ar?se @M}P{)ér‘gmt Ea gh&"a"f‘nﬁcﬁt‘étaﬁf %Bf&%ﬁ%ot?c%s in

resen RVen
tﬂlﬁoﬂféaaewtsethﬁer haarp teadnbloeis agadrteyy die depthidine assirake results.

e‘%@fent 3; Qbodth% ﬂé?c%?ﬁbﬁétlrdk@s edsuft iiREAEAMENt, taken
or use in.the prevention

'ﬁ’Bllst 'ﬁP"eﬁ'”é'M (ﬁr/eﬁl"e'gfwnﬁ‘a‘?‘i]i’?a?fﬁ% @ge gpd !'?o%fﬁﬁntcoﬂuﬁﬁ%f’}’ @gg—related
mﬁn@b‘syn tie Iﬁiﬁﬂ q:zhygcﬁaotl p’sgcl@oldigléetl atrgsfagehts bt stimulate the

(] 5 M fi
e} e e CRrEhs s T RO YA ARG e hiimodh i
expmetediatootmibler indhe mexhae eaaisc aWItbOla(ap@mmlbteeﬁ‘@aagement AF
APERY o serbln PRRERBR, SR e Stroff A\ TEPRVe ricat ife.
cardi ovascul ar hospitalizations and/ or of nortality in

Rafsi RAGW thay iafiehl afidhillstict Yisef &' icalisd idABhddsAlin QRe Oélectrlcal

Parssbal e e Fastameraristoles sogst o ity of e

cérdiabechanbeenkniwry entstamctural rehdellihg witeh tehd to decrease the

e al | e .
PRAIREE R A pitlenf £ DB ERGCHY], Rl FEERLARL TriElibigus ciree
whenehg “airiaibrillation b@gefam@mambmnem \hagdsgepfwell documented since
cardi ovascul ar hospitalizations 5and/ or of
cardi ovascul ar nortality in patients having a history
of atrial fibrillation or atrial flutter, by
regul ating the potassiumlevel in the bl ood.
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A subject of the present invention is also the use of
dronedarone or a pharmaceutically acceptable salt

w0 b@paefsso f or the preparation, of a nmedi cament PCF/IB20@/005587

use in the prevention of app4rOX| mately 26% of

4 BARERRAE MORLUAE 13 BB, ol SHEAGH S5l
h@gﬂf%nl atiaht tfigrillation. r égubtudy ngnt rquk@t aslybuinallyeviaktriumented
%&ﬁs @'u@lﬁlgtlonAﬁQ@J(ﬁ;Ptl ;99 7)t1@§4-%'825ﬁ @&plél% Wﬁ& vﬂ'[% pca’u@héchave

he use O dr onedar one or. a

brate i ifplfigliption e 2daRg time {hay |0§M?|§P PRUMAREN atﬂaé figFiation
with Bitle ioRho théxideltb aédo0sr fesm ais brthythiid Wisith b&é&mdd &hronic.
preparati on of a medi canent for use in the prevention:

of cardiovascul ar hospitalizations, and nore
Aasubjest|dirthg pésend gneentiomtiel the@fve dhe asedbbdamedbmhe or a

Mﬂl‘a&@micéw fbcpt ffz%}o%l?rth&Q?iglfSp{htea(!)r]eéé{ratl@l‘?rtf' C%le@rca%ent

pr oxi mat
‘ﬁ'&?rﬁincﬁﬁ'"érm";/d'ﬁﬁm%ﬁ 0% dakiamn e yselsv/sf@f pieyentioni efycardiouasaular
s pRalzetionseaibrast nivptalig! i ty, and nore particularly of
approxi mately 30% of cardi ovascular nortality, and/or

of arrhythm c death, and nore particularly of

Sqip poavientitrebfycaddisuastulabhsspityliatioes atebiof nedrtasityds Brovided to

RN R R S Al bRl B R TTC T Ncant

i nvention is the use of dronedarone or one of its 30

» rb%lbj’&bﬁ Htthé %rééén@qwhé‘rb lig tﬁé}JeFo?e fiR& Js@eofp?t%ﬂ%ﬁiohg or a

medj c se I n reventi on
i BpRHAica i SHooa0R: S hoteel. oy RRGFSREreiontha meliogment for
usatin e/ pievertivhi dfthalioviab bul et sspaizationy artl/orf dfhdrdigt Adisbly

et Fruhy Hotefloy ol Bl S Wi o 10" a5

pharmaceutically acceptable salts for the preparation

A)fsugleﬁfv‘gf %TBFQS ﬁtofnvér‘ﬂ\%ln%eéb%%béhg/ Bk @%%OUF dfb%ed/%r%f'\e or a

car di ovascul ar Itall zat1 on an
Rﬁ‘@(%?%ﬂtlpﬁ"yp%ﬁcreeﬁab saltitherset: ri@rrféﬁuor%naratwn cffuaomemcameohfor

L&é lﬁlltﬂd plevéhtidht oF fcard|ovascuIé’ﬂ%sbﬁéhz%ﬁ&is%{d/&fof%ahty notably

inventi. ronedarone or one of
i BEhET5 naPHEedT P el ebibeidn ok atg@f?@ter irougfe reguiation of
tpe ep@ssitimdavebin themkabdcanent for use in
2009/ 144550PCT/ 1B2009/ 005587 - 6 - the pr eventl on of
cardi ovascul ar hospitalization and/or of nortality
Mentiopl ynayn ipaertiontas ke tmade hfs cadipvascubarr martality, and more
Hdrtlﬂzfdldriyastukieéh géatAl élé@l:alfe'dlétuhﬁén @é\‘é’ha‘é" ctelatr%rr éﬂféﬁi@ﬁ akath from

di Sease articularly structural heart disease in

Cé" ?‘é?&lciéaﬁ%?i‘t?& nami ¢ condition. 5MWore precisely, the
invention relates to the use of dronedarone or one of

t r utically. table salts for t
A rSZJp rgt ‘?%Eﬁofpr Selp\gd'%ea'ﬁ\gﬁt % &? 58y 8ht ‘Eﬂ?d@fone or a
F&Eﬂmcexlil%“afaacaptdblevwcmlee&of hims phe readtionn ofan dhedicarhent,
t t t or
S Mipd 0, O8Y B % Ba @ G By el Brefedion i nfofiin ahtat of
C}*'T‘édd?‘fasﬁi”%afsoépitﬁ‘i'zat'%‘tsaBP*@bWerPocPﬁﬁgmfﬁ chadnaia itory 10f atrial
fivkigioploe afrigEdutter t he i nvention relates to the use of
dronedarone or one of its pharmaceutically acceptable
salts for the preparation of a nedicanent for use in
Mdre speeifieailyj @ sulgjéctab thet pragént d)fveﬂﬁdirdis(w@gwaaironedarone ora
t nts wth a
PAPRa el 400 TalotnorBof i RF Plaraha A fieBbamEht for
user incther Brieverdiont ofdepiseximataly 28% sf abidiovaesniaty hesritalizations
R‘ﬁ“o‘f thr‘tahtW Eat@'n?scha‘iﬁr{gya h&(gb‘?%#)f‘é{tﬁgltflbﬁpatroﬁlcﬁta?r?al hﬁt?/r, by

use of dronedarone or on arnmaceutica
"3% %tﬂlgatﬁﬁéo?éw@ les! in he biashar at i on of a medi canent
for use in the prevention of about 24% of nortality
notably in patients with a history of atri al
20fibrillation or atrial flutter and with structural
heart disease in a stable
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henodynam ¢ condition. Mre precisely, the invention
relates to the use of dronedarone or one of its

WEb@emeseut i cal |y accept abl ezial ts for the preper/E200/05587

of a nedicanment for use in the prevention of about
33% of cardiovascular nortality notably in patients

with a history of atrial fibrillation or atrial

f\ gubieet @fdthes piesentr irventian ihewdsa tHe seseseofi droaeddrai eor a
Bﬁmaﬁﬁﬂaﬂy %@&éﬁtéﬁlé’@alt ﬁ%‘r&f%F% B%rahﬁ‘?‘%? %%ﬁc?a?ﬁent for

coronary heart disease a

H?‘%/ 0 @5?‘@“8%/ S APRIOXEPRAEYr 2516 n0f| %ﬁ@m&cuw | hespitglizations
anad/di ofmanwaw&s»uan eHoptality hﬁp&tﬁstntsChé&ﬁHgVé‘ htor{ 8R&kiaChiRARH or

n-rh t|c v vuI eart di sease and/ or
%Epeﬁ?‘[ﬁregp |r89% tgﬁypf?%i?'w’ QYR /thepgd. < 45 96 and/ or
hi story of congestive heart failure wherein congestive

ﬂeéuﬁjeétabi‘ Ucﬁ@ @?%Xerg fn‘érgﬁtﬁorﬁe o GXEME o‘?s%m%gllﬁagﬁ a

ricular ejecti

B*@rmﬂc%lsft‘}a@s acwm'%ah@emfv fyotte meraartatm ebe imadicament for
MNin @ Wehﬁomﬂ %#obfbﬁtrneﬁ&? w3k | fCci@idldsclidl HesitdiSatfons

%’&gﬁ'? 9 i%%ﬁ&?%ﬂb@@%’g%gwng arhistopy, 9§ atrigh &bdlatipa @r atrial

fiiftter,Hoy regsliatimg therpotassivanleld iatremdlddie use of

dronedarone or one of its pharmaceutically acceptable
salts for the preparation of a medicanent for use in
Aheukipdy ehithe noresers aindentias ssuladgo Hios pisealof zdrohedarone or a

@@h@&etﬂfcaﬁ? %E@é[dtébfe it qmahéo’f Mn pﬁ%t‘eﬁ{}{ g?\y‘gé]% msﬁj TP "Hrial

@%5 a%{g][ ’?Z | at |on or atrial _ _

i Py &t diuftesfay (they graparatio: ¢fbp enedisasasmialer ¢ise in the
pmmambnon In an enbodi nent, the subject of the

i nst ant v n is the use. of dronedarone or f
its pharér)rfrr::c(g%f]l ggﬁl@?rag&oesﬁﬁiﬁ?{éo@al 209 ofOfthe partcilarly  of
pr epar at arpioxifmateln2sfi of nadiovésoulardespitalizdtionpy adéat | on

of cardi gy, r [

ror al 1 15 ol peRRir 2 BIdia@R Y% ob moHity, ap ghore
fibrill RIBFHIFY %ftappmxmatalw1§% efifdorialibh aod/ngest ive

hear t- f apfl cma.&séwm%a&mﬁ%%& |nﬂ§r§ dddlcdlaﬂlyaofstaé;?rloﬁlmately

henodyn enbodi ment, the su
of the ?#Bsfé’ﬁ?ar ]aér‘inqr’?lpftyh%“ Qe of dronedarone 15
or oneobfarnhymnp@meaacmm nakd Yastiorply bt epsrakitatdPras% of

the prep e nmedi canment for use in the
prevent |%Flﬂk¢r8§§% I ovascul ar hospitalization and/ or of

mort al i tf eltdep| death, padi reartes paiticiady hif sappryximbtedt 15088 of
fibrill adjqaBnQeaftdrigd) flutter and with congestive

heart failure defined by a reduced | eft ventricul ar

ej ection fraction below 0.35 in a stabl e henodynam c

Aratisirtsubfect 20 tHInetapt eweaRInyis th@%sb%f&i?fbhéﬂérdr@ ét §|$e bPits

dr one on ne of its ceutic
RSP A RPEEPT s or RE puthareiy 8 enaneahhabe i
the rprexantion @ﬂnearpmamnuardmspﬁalabmn ahdfdr off mortality notably in
FREASMAHrBho AR FBlfal pOBHIGE Of ortelTtY
notably in patients w {orysr atrial
fibrillation or atrial flutter and wi th 25congesti ve

I\h@r@rpref:l@éllyutlﬁa #REhiied rélé?teé\m)'"}héldéésof' Hrlonéc'i‘ar@néto"f‘tﬂn% of its

ETRRRELER, REplablen Pl B dohraimsreiorob gnedigament Tor the
puénentiac enft abeatk (33 %c of phaiivasGddrt Bodpitalizalién RINGRAT GEL BRality

Bl FECAT e st Ay, PGy O about

nortality notably in patients with a hlstory of atri al

Afrio‘ﬂ{ér'éu%}écpef He ﬁ%fah?lr%/&lit}&t i§ &h@ngevgf TL{IJOI’%% t6rV&1e of its

heart fallure defined ventricu
P@FBE?‘?%W%'Wa%CFPBﬁbEeﬁHﬁ/f@ tB6 prepagationadi emedmmﬁnbfw gise in
condition. 35In an enbodi nent, the invention rel ates
to the use of dronedarone or one of its
pharmaceutical |y acceptable salts for the preparation

of a nedlcanent for use |n the preventlon of nortality

T - . o,
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- 8 - Mire precisely, the invention relates to the use
of dronedarone or one of its pharmaceutically

waewepsashl e salts for the pr e60ar ation of a nMmedPCHM2009/005587

for use in the prevention of
Bop vt saliBechian pistielzny et B Aisuteliy,aotably in
patints with buhigiogedf atdal fasillifdn/orcataal Slufiet bnd with sttuaturat heart
SRR S g a0l 5 S5 B AdHE Lol
phar maceutically acceptable salts for the preparation

Rbreé F%@eﬁﬂqﬁé‘tm\fe‘hﬁoh‘sréla’te@ fohﬂ’qepuévSPHP&fédQFon@b&uBnéf%f its

% of deat &?:tlents wth a torX atria
Pl%ﬁaF?‘g’tCPWn agerptable salis fon thet @Ppﬁrﬁﬂ Miof 12 Bﬁﬁ’ﬁ’@gﬁnb@r the
preasrtiohaof ubwtdaﬁ%neﬂ catdidvascUi®f hospitalization | &d/&j 6 iricptality

A 5 o, B S nBSRLD9T o RO i
sirushurdizheartalisnase irea sfablet lserpddyneméeconiditianl y accept abl e

salts for the preparation of a nedicanent for use in

15t he prevention of the worsening or_ devel opnent of
Mareyeeacisgly. ey dpventipn uelatesoloathieytsen ob dfanederpngj emong of its

ﬁheﬁrmbé{lftiééll)ﬁééde@{aﬁié tbélts| ﬂoatrileotffeﬁéraﬁér\’ bRh rhddiddn®dnt FOMULR in
recl se nti.on el a
B RaBRIgn of BPouth or Rhul g e skl zeliST naiobly igmatients

with b distay of biiapiiwjlatiet ooatrialfflutenad willmeimtctial hesredisaase in

out 22% of the worsening or
%g{/ag%opm%?ﬁ%ﬁgbgﬁgg@ ive heart failure NYHA class |V
in patients with a history of atrial fibrillation or

IglE)i;ébP}ecfsbNt L[5 m\)%hbr‘?'?élﬁte‘é" t‘bhthee@sfet of @Pdrféﬂ@rdn@ & one of its

efi ned
AR ca, HOCPIapl TS oy {1 oparaten Ghe Patsigment for use in
Memb@kbenam of gisod |2t4'P/oaf mafalltynngtabig i batigras invthtashivobyhof atrial

| fajiluyre, i n unstabl e heppdynam.c condition
e Mo B R, 408 Pt PR IRLC RS I e otiele
Bemhelysemireoriddmnt fail ure may be defined by any of the
foll owi ng: worsening synptons of heart failure at rest
or wth mniml exertion or, 30history of, or current

Moy Peaciselyr thaippestion selptearto thai yser ef dronedatongror one of its

pbamb@étmcgﬁy é@:@btabi@séltérfer ’hMe: ;ﬂeﬁérﬁtléﬁibf §>h$éd"¢éhﬁbﬁMfér’fhéé in
nth prio

e blion B soa % of rPsBY e ieb ot Y bn SPtanisnvi =
lmhhery a’satrlabfllbﬂﬂl,atlon @r dified fluttat bngwithr sttuztisblah¢arbtliisease in a
%t?aﬁl %% ss IV, NYHA Cass IIl within the
m)nt rece €conpensation as indicated by the
need for hospl talization or intravenous therapy, for

SAanRhRiUrA! e AREasd WS @'c%r&farﬁ'h@é@tdlééatsgeém Ischéphic

éOOQ 144550PCT/ | B2009/ 0055 -9- -

M%VW Béq%ﬂq/?rnd‘oﬁd%cﬂi’?{“éﬁ |d2'§ﬁdor?afﬁ‘°my°l°athy and/or

thetmatie valvalalr hesaspylisbage tihe/of meatrh@urhatd vhieaai heart disease
' .ef he .i ' I

%@é&rﬂ?‘u?%@%ﬁ@ﬁgrc’éa&@b@&ogathy Va%r&}o'roEV@lj-' SO A5 "/a t aerTc’d/ctaro hlspory of

congestive heart failure wherein congestive heart failure may be defined for

about 34% of m)rt ality

example as NYHA class Il or by a reduced left ventricular ejection fraction below
0.35. |

NYHA means New York Heart Association.

Mention may be made that congestive heart failure is a sub-group of heart failure.
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5 pharmaceutically acceptable salts thereof for
preparing a nedi canent for use in the treatnent of

W@RoopAk4s8G brillation or flutter or for use in PEBIB2009/005587

prevention of nortality and/or of cardiovascul ar
hospitalization in %?tl ents W thout severe heart

Truis) thessubjeck efidpe drstatt inveation istalsr thedipe SEmesge or one of
lfﬁé@ﬁécéwlcdlryoétﬁéﬁﬂ’abmm f@rnmecﬁrepetrétlonl&f a medicament for use

r nace ca tabl e h r Jrent, of .
BURE TSRl Bt strRiesRhe tspRftapion Bhakh e Mg BTl in
patieptsewithea histdraof atria| fikxrillatier apatdali foittansnchwitibicongestive heart

Iy acceptable salt
L@?ﬁ?gﬁgﬁn@g%cg&ﬁ%@@gégﬁ d In oﬁe enbodi nent, the
invention relates to dronedarone or one of its

Iﬂu%’ﬁﬁ&ﬁlﬂb‘ﬁt‘ ﬂr@ él)bjé’di‘b‘?m&m%t%nﬁﬁalvéﬁlofn% tﬁeh@sé beaioneddrone
of atri roi.n ents W t hout

filpr e
Qe 0B cohds: PRRACELIAY bgoGhENs AP b Enreparatin of a
rheditamemtdor age i thiesprevegntioh, of aardiovaseular bgspitblizationfand/or of

rﬁgﬁeﬂ%&%%ﬁg %rahelgtglvinw & tms%rytsqfrgfﬁé? r@rlﬁgtlope&rétflaﬂdttg Gnd

withs penagsiiveaiganifailfret drfinpe teis Y HA slasp dlhin afstakile;hemodynamic

MnkitibR. the last nonth; 20d)hospitalization of the
patient for NYHA Class |V heart failure;

e) hospitalization of the patient for NYHA Cass |11

Iher émbedimente the édbje’bttolﬂmé mstanﬂ?néﬂﬂ;qonaﬁdhe; useI of dronedarone

|zat patie or..heart,fail ur

Foohhe Sudborpaielerisiybaieaiog SatB, Al niveneitbafi & 2

me@mmaﬂmfmause)m the praverdioo nd cardidnaisaygr, hospitalization and/or of
AR A h 13k RS Vil é%t@’ztdf%ﬁalffﬁﬁllélﬁﬁrér diAal| fter and

recen onpensatlon urrin ospitall zation
with @W&W feliae gsfined by @Hédwqeéial?fﬁﬁﬁ@tr'@flah@aﬁtton fraction

Below 0138.in biRtabOhB6dyERNE EdRItfon. t he invention rel ates
to dronedarone or one of its pharmaceutically
acceptable salts for the treatnent of atrial

Wlorter plecatlyptheoinvEhtidrt ezlaten t8(thatusendisdmwinedarohe sevaree of its

%Bc%ﬁkél!flr E&gb%aéaq‘tg fsf/ wggﬁgbérgﬂlc}%@#é d?cfaﬂ ?for use in

ass ure n anot
thatpsenentien of abeuti4die of p@ﬁ@llqvescaﬂ@‘shqsaltathMaMﬁéot:mortahty

150l fln'ﬁﬁeﬂga\ﬁllw(éemst&?léfyatﬁélcﬁlmuamr? of Hthid ﬁtﬁfertehﬂ with
treat ment of atrial lation or flutter

tPaorEiveshednt frilee Qéf}'é?de/aﬁe%lWAf QP%J‘E in r?d?@é‘iee&e%‘?dynam'c
dopgipiohal i zation of the patient for NYHA Cass 111

heart failure within the last nonth, i.e., one

nmont h. prior to adm nistration of dronedarone or one of
Mo preaiselyc éhe irvehlign seleiepttabthe el of drongdarone or one of its
;%%Ql%/ﬁ&e%%éég/ﬁ xc Oht%%%()@élt@oféﬁﬁmé Cf)r%éargtlon éanMC t $tluse in

e |1 nv erforne rovid dr onedar one

the Rievantiar efiapey 335 &&@amca@ﬁ@l@dpqsg'talﬁév%ﬁnd/ﬁhef Biofality
Satbisly dh QaeidRts OREN @r hwtay n&fCﬁHéll ﬁa*ulauoraw epti@bfited adridS with

t her eof ravi de on i ndi
SRS IIHE SPTBHS ed drdicedl ) RoLEpiemesion) febton
bdiew OH5 ih @ shablelhembdyhanmic patdittomt s wi th a recent

history of or current atrial fibrillation or flutter

and without severe heart failure. In one enbodi ment,
Inhen embediment, dhe inventien eslatende theneseaok drenedarpne (or KN ¢ its

QﬁarHaHéﬁtﬁ:élly §cc%9féfb[l£§é@nt%mhe é@?ﬁ@%m&f a%@b@éﬁrﬁ@fﬂ%r use in
i nf ormatlonlnlc%;les e atr

wemrﬁvqnapn Ghmgrtafity iRy frspafiestscwvith é&lwwwfatr'?'é@%atlon or
agl flutteKaPwitp tondestivnioddretil G d st herhddynamic condition.
information indicates that severe heart failure is

i ndi cated by synptons of heart failure with mninal
exertion within the last nmonth. I n another enbodi nent,
the information indicates that severe heart failure is
indicated is indicated by hospitalization for heart
failure within the last nonth. |In another
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15 enbodi nent, the information indicates that severe
heart failure is indicated by a history of, or current

W@E 200ptLo1580 of congestive heart_ failure at rest PATIB2009/005587

anot her enbodi nent, the i nf& tation indicates that

evere heart fallu e is jndjcated by hospitalizati

1 ey, dne v Relebolos Pevisabr ArBIpGnE o (e of it
pitertrizeeuteatio dcaepteble sdlis ﬁonfhmr prepamation ofla eeddicantdratfor use in

i b
FRUERRBATS ehal h5Corhol B AR Flondiley o yp of v
iﬂwﬁtwﬁ aii atrjakdiugiee andwmth’n@onmlverbaarhfallure deftereas NYHA class
BITR editam& hemb@hanfié 85ddRidnon i ndi cates that severe
heart failure 1s indicated by hospitalization of the
patient for heart failure with recent deconpensation

ere prooisalye dhdyinvehtorn edldtekoto thesyet af drsdetamneror one of its

R BESOR ISB  LBVBOATEh  r oe
thearevailips o6 aibdid ¥5 Ik oh deathdn eatientp hith mevetatyi ofsdtiigf fibrillation
Sosl Ak a7 i tdaﬁg@sqr‘ve' Roa"FHGR 8¢hineh PR lahtSvethricliar

ei t her recent or current

sipgian) fragt'%helew Q%mtae?tampthﬁm@ggmlatceadlmrsk factors

and w t hout severe heart failure. I n another

30enbo nte material is | abel . The ,
s dian: dhe TRt BetgR i Hieduses Pt fronftrpag b Sne of s
erpaceicalbf deneptaplef saitsFot the praparatiomgf @ heedicGbidnhforarse in

tﬁ@%r%fenﬂaq & ﬁwg Hor, dse%fr%r}?rqu%ﬁlglggmfeﬂf %ftc%ﬁﬂésrtﬁéhg?mfallﬂﬁe notably

under st 0o
'Blpéﬁﬁ'?tﬁwtbr@ Ristory ahatriat Blpridlation er atrialdluitar. t he treat nent
of V\D 2009/ 144550PCT/ 1B2009/ 005587 The treat nent of
|aI fi |ation or flutter with dronedarone or
his Piscisibr (i [reRReruERIE doctke: Laenef HOMedapRper one of its
piwnmlaaeutmdilycatdedtabm saﬁatfbﬁfhbﬂorépérhtuﬂ*ﬁﬁﬁﬁ endtiaihtent for use in

i, ,
B LI of LSRR e BByl ol P dop REN  gprggre neart
fﬁilwreﬁhYH/éxlgss I\6in patients withisshistory affatriab fibriiatiorm at atrial fiutter.
synptons of congestive heart failure at rest or, -
'?%/? nptons of heart failure with mniml exertion within

Enfswth hgat feilure 8 a plablenkrmedysamis censlitionainay &e defined as

pateatswitioubheart fal@e M hilihgtable Mnidayndifidicondigién.ur e
within the last nonth, i.e. the nonth prior to start

of tre ass. 1V,

los B8 5B OIS B850 b P 208 b S may

Hid’] defireseidad patidits pith &l savere bieadrfailuné rand esaitl Sevdne rhapt, failure
for exa i ntravenous |notrop|c or diuretic therapy,

rpg%gﬁt ﬁgecdﬁ%%r}ysoyheoﬁﬂ?\@ag] ring hospitalization or

I ntr awensenisg shaptames df bead Hiloee airresttoravith mihinke @xértion or,

failu |nven£|on al so.rel at

e cliStonnd” ot SRl nfbSing B foodsive At Pl 2 1t or,

t her esfimgtoms of dpant rfmlgreawmedmmmekemom withia tha ladtenonth, i.e.

treat f ation or flutter or for use
in th@sg‘?%"&éﬁﬁg”ﬂ%" ‘ﬁg Lﬂ'?r{t ’and/or of

20ear Iubawtal:zvatnbrafor hesnifdilate within dmes lagh@bathni.s.che month prior to
medi ¢ tra-indicated for patients with
seversggﬁ V%gtfnggpure as indicated by any of the

f okl oMi¥Hé:Classhdf, seni ng synptons of heart failure at

rest ertion or, - history of, or

cur reﬂ?Hgy%?gnrlrsw'm thS TV heart failure at rest

or; - recynl;:temmperﬁsdlleaas nfoﬁ:dteﬂ Iy thietredifori oapitadixatidn an

th .t.he 25 { iorn. 1o start
ot ' Beblpeb 83l e BT B adl o b by
within the last nonth, i.e. the nonth prior to start
of treatnment, NYHA Cass |V,
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NYHA Class Il within the |ast nonth, 30recent
deconpensation as indicated by the need for

waaspiuadso zat i on or i ntravenous therapy, for erampBm09/005587

i ntravenous inotropic or diuretic therapy, recent
deconpensation requiring hefpitalization or
| NLI aNRBAUSCh i i Bn §finfGR%:
failure. 35'I(':hEﬁﬁﬁ%ﬁ??%%&ﬂﬁs%dsﬁg%lg?&n %nﬁﬁﬁe{g MR ey for
pr onotherdigatrnent o et fallwrenedar one or phar maceutical ly
acceptable salts thereof, the nethod conprising the
step of conveying to a recipient at |east one nessage
‘Brarefotaed the oiinviehtiorgr elsp calatesstto nghef use Wof  dronedarone or
1 - z 9/ { a)_draonedarppe or .
AR ARA, ackepialel B Rob e HideartBla eBRERAC E 125 in
the drsatre¥cbf tadriad fipaltatiemtor fhitertmfomade inetha prévaptiors efimortality

S R0 LTl HARRGER GRF e e

contraindicated in patients with a history of or
current synptonms of congestive Sheart failure; (c)
RIrdRisghob ribe dnstaptainvaeiian rlsal tejates desiremgdarone or one of its

grakhatdiricanf adcepdRt $aitk M6 atRetrhdht Rk RN Kisrilibh or flutter in
fall dr onedar one or

severe heart re; .. (d

%%SP%W@W SRVPLP E%%&"&Eﬁea %r?%%%'er%?untsof dronedarone or
phanhaceutidaltyedoedptablezatt itrenésf bairnghadnyinetessds of heart
failure with mnimal exertion 10within the |ast nonth;

n : apan . euti gal |l y_acceptabl e .
B Phe { FhpSaARRL R b Bl HIRES ' SRneYaRES LR Vs ot s
rhegpaceuticallyoadceptahieasalts fieri the treatmertion atriaé fibrillatiomonfiltter in

icall le .
i e O o R T
@ospia kipfonedf, posurteviryrabtams of vorgeative Iheirt failee; (g)
't <D ReRfs B o lTRe ith nirat e REREE MM e laptmantp
hos pihogpitaligatidroef theypitiedt fos beart failbieeawithifi #id lastenevthhi n

dhe 'ré%%ifdﬁ%ﬁ i tﬁé‘éat%{){@gﬂ%&”&a §|\PH§;§{%§]§%‘,? cal l'y

acceptabl e saltsthereo contraln in

Sat | dospitalipationesfdhe pstisnt &iriNHA CoassHb detrt ffailureiwishinithd last

mM&HfKYngdeconpensation as indicated by the need for

hospitalization or intravenous therapy, for exanple

fY nt r Hespitalizationoefr tbpipatient fdi beart fadlutchwitiapggent deFompensation
r; > YA

R D e ot PR B Yo v e

hos piheapitatisationoef the detiert£pt beart filute witl eegent decompensation

r RRSRERON of RN ] | ' -
AR 0 of SO0 RESS) BRI AR peart fature.
failure. The invention also relates to a nethod of

Igr omoting the use of dronedarone or a pharnaceutically

Iy R pPbedMent heetiventioneraliende dionpdaronacor hee of its
pﬁbenaca‘utiaé}?%?@%tage sTaQ? Ebr"cﬁé? trEatRidnt of aﬂtri_aﬁ%rinfaﬁk% or flutter in
pgﬁéc'ﬁcig %\ﬁthg& see%e?e hegr? Pz;ilureeinc%gtgg bc):lohrésé;oi?alilzgtgonoof the patient for
NYHA Class IV heart failure.

In another embodiment, the invention relates to dronedarone or one of its
pharmaceutically acceptable salts for the treatment of atrial fibrillation or flutter in
patients without severe heart failure indicated by hospitalization of the patient for
NYHA Class Il heart failure within the last month, i.e., one month.prior to
administration of dronedarone or one of its pharmaceutically acceptable salts.



a) a primary endpoint of a study of dronedarone, or a
phar maceutically acceptable salt thereof, was the tine

woaodinstso hospi tal i zati on for cardi ovascul ar r easaBX0Y005587
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death from any cause; and 35b) a secondary endpoi nt of

a study of dronedarone, or phariraceutically acceptable
salt thereof, was death fromany cause; <c¢) a
s@cmthéargubmdmjl e wiveationt isdypedbrntido Mg dpriovidithg @Fordarone or
pgﬂ% ?géﬁ{aggl |a¥0%§{§§8t glltse t%%lreto&; h regégoﬁagf éronedarone or
e@bprdsnaqeuma"m ancepiablsf sditorikestacfo ise pravideal along with information

PiRiHRAS Uhh &lrbiedADEHL Pt ﬂﬁbﬁggﬁgﬁciw g@gtil&l@’agal Wereof is

to cardjovascul ar deat h;
- Peieatash oratishisswith aclpcantshistoridelr g emgbiatial Gbrillation wd fiutter

oandwithetaeosre, hedft failpdar maceut i cal ly acceptabl e salt
thereof, was tine to first hospitalization for

ofhr g ¥%§ larartﬁ?l 3?%'8” 'Wc%eﬁ)tﬁ%f&ifgdar ébiqu}gt;%% cl;lr flutter is

Saonfpmadlieet sl andther embodit@t, tihdrmfdrmatibh Hdicates that the atrial

gﬁ%ﬁl’g\/@%n tor%laiidtf?ag rlfsféiﬁ%ﬁ{#qﬂ gvgl:lgétlr Leas Lﬂoﬁg rlggé%%arar yIn another

eaapodinmenbftha IBIbU'dgtlcmf lndroatwdtaabéé\ler@lheart fallure |s lndlcated by

| t bl
%5?8 gs%tpf)lh%g{.tlf%”a fng"P'm\(/e%lseg Prﬁ&’ h@a g I?S&l I‘mﬂé; in dnother
1empodlmetdhelanfyormaktmomdicatﬁs that s re Oficait @QAATOMicated is

o{ndﬁzagiaaﬁﬁ‘a?&t (l)lg%!olna o?gwgtaﬁtf% 4r§rv§.ﬂvﬁ)gt her ?ntlbnt\rllvasln another
i emaedimieot the information isdicatesl #ray sevm‘emelat't fafiura |§irlmbéte§lf by a

dﬁ@ﬁ@g?f od\?\r/a Surr?a yr%EPOfn gé@%%* \fey f‘?i"g?g @,ﬁbiaglresa% In another

ngwbadicieal, th&iimbanattonoingicaiel taatseamakyrtefaninéllﬂtmd)éatéd by
S o egar o) ceu aII ccept abl
Shottafiauh 1R BRfens *os AT CRES M, SRps LR T o otner

t embediment, itbe hrefmmat@melndlcahes dbatekm&i*e $ieaakfailurans indicated by

L e N

tkﬂ slurdU@hembadlment)ﬂﬂr mlfmfmahmnqulmtesa tlmétasmaewfeaﬂal’allme is

bI of h n end
al?‘acar i gga?@%#'télgﬁ%gpl Fali za’?aﬁ'gﬁ{ @rdgﬁ? %ﬂld dﬁ@‘ recent
ceéaeompensatiouas 2adipatedeby ;the needmior dnaspitdization , orointravenous
p@g(e{ég_ceuti cally acceptable salt thereof, reduced the
25conbi ned endpoi nt of cardi ovascul ar hospitalization
or death from any cause by 24.2 percent; n)
dr onedarone, or_a pharnaceutically accept abl e salt
t He%?mbo‘i"'é’&nt:%fdfhﬁh@vwawbufh@dﬂf@rmﬁjl@n rPomises printed matter that

cadvilieV € Udrahedsid t & bﬁé\*rﬁé&@ut@fall?eé’éc@pfa‘b@ns%ﬁé/ CRUERSHf is

n a reducti
HGoiel A8 ERRES ol tcRori e GO Sog gt siriet Shilagen or
pfattheemtltheaﬁsobbmxﬂ risk facsdra chndodvitishup rsedarconeart @dilute. In another
gg%ghltt {h%gddnyeoaﬁg Eﬂg%‘?alf?lt t hereof, had no heart
ure enbo Tre nmessage is provided in
a Iabel or package insert. 35The invention al so
CTHC @86 “Broviairlg? Gh&lu@ds EBIMHG 28istHibGiting "Bf g
pack & Iagat eﬁrgl al ; b)S dr onéedar ongt"gér) phlg}?ih ccgfuf rmga}?r sell
dETPQB % salts thereof, and c) a |label or
package insert contained within the packaging nateri al
g@%ﬂétgotﬂtr'g% Hﬁ%e‘!ﬁ%‘“ﬁ@@%&’é‘ﬁné’ For %'pea{}gﬁgn%lfll{ (I)fq‘arlné\)y be understood
as use of dronedarone for the preparation of a medicament for use in the

treatment of”.
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40contraindicated in patients with severe heart
failure. WD 2009/ 144550- 14 -PCT/1B2009/ 005587 In

WG oive/1e458di nent s, the packagjbng mat eri al i ndi BEE/BBR009/005587

t hat dronedarone or pharnmaceufically acceptable salts
Tieetreathensofcaridl rﬂahlmiioﬁaireldttérrwmﬂd rofddatoé bha pRYGfisseutically

hear a| I di cat ed ne. or re of the
it ieyadtingy oy catradficRn Bt Patknis dupsseyere heart
femnrgestumd:@téuaay bnyfaﬂthélfcﬂr,owbbg synptoms of heart failure

hos pHPRPTIBGETERIBE < RS St oo e RInFE egordon or

W t hhistotyhed, drassitrensyinttoty oﬂ@@me&’?}d et failure tat tdz€or,
V. _heart

t t . f =N )
Po L oD o hean e R it o R exrongpithinefid st mopth, e the
hear tmbaﬂwlpmoetwﬂtambﬁrédtmehmt 10nmont h, and

hospi talizatio f atl r heart .failure th
r ecelfePiEs er??gglfe?gg Iin tg?i%ﬂﬂqfr%é ngbedeBW prior to
hos pi start bizteeatmantpr |ntravenous t her apy, -
g)hos I t n of the patient for heart failure
th 'ﬁg%@r@g% yorrpensati on requiring hospitalization
or [ rNYIaAéhanssllltvmarrapg ldsbmantte treat nent of heart

corpr e SRaRiRRteR Shes B e al e Refd Py Saliesfa.

sa! t sintréneneuns tk&em‘byafdralaerlnplfesnatifai/ehalhmilnotrmip oi diurggicdherapy,
Phat ot aREcteafOy Mo Rp i MR T lvE ot Birapy for

t her etbé tneatrrwmoflaeamﬂadla‘eed in pati ent s with 20severe
heart failure. In sone enbodi nents, the printed
statenment infornms a prospective user of one or nore of
Thee lm\(ﬂntl@wa{@ relajest tatthelr vsredir diesedarone or pharmaceutically
é&@ﬁt@ﬁféeééqtg‘iﬁérwf 1%?33 ﬁﬁeﬁ‘ﬂéea ﬁ%ldkawteh?fo?qse i the treatment of
25contral ndi cat ed atrents wth severe he
gteal| rdiatiordioe Atuétar tey far hisst ior theopreventianuof emrtaliympodios of
é%r}dn&%&%@l%f‘ 'h\ﬂ?pf {éﬁﬂtfong EH/H lﬁ Saltf h’%“ne‘#ﬁg%g%é)mﬁlcgfed for
p all'y e

arnmaceuti c accept e Sa reo

redigbisafiincieveredwartiaibue ae indicaled !hy guvefitee fedlawingf ai | ur e
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exertion ast nont and

dr orfésianych, eorcwrrpnfaﬁymgus pheariopstivecsartdaiuse shiestor,
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noar T pLiie SR GLRG, A FHini el R ETUINHAS|SEHERE, L. the
fail Uﬂ@ntwpﬂﬁﬂ@&tﬁ‘f’éoﬁt@tmﬁﬁ’fmrh d)t hat dronedarone or
PharHBR kb ﬂoY he&t ?él&l?@mhlﬁath%?’asﬁ IR0 el the onth prior to
contraindicated in patients with severe heart fali

i ndi chereaf trsAtPMA Ol ass |V, 35 e) that dronedarone or

phar niggantdisal iy acceptable salts thereof is
contraindicated in patients with severe heart failure

i ndi cAYidg QB@SSNN’MN"G tagdastmonill.t hin the | ast month, -
15._- r%):éﬁi%‘ec&hﬁ&%‘é%ﬁﬁ@|ﬁ6ﬁcaféb%y‘[ﬂ€‘?\%a @&'Hogp.@acr&&mnaa?' e

salts thereof Is contraindicated in patients wt
severiBtraeanpys fheranyy @rleﬁﬂmélﬁt'@ffﬁ\f@?w?e'@émplc or dluret'C therapy,

deconeasaleboMpassatibel rdrirff H¥p ﬁen&aﬁb%e& iftdvenous therapy for
hospi talization or intravenous t erapy, for exanple

i nt r P8 ieanenh 8t ket i@ilwe. di uretic ther apy,
5g) dr onedar one or pharnaceutically acceptable
saltsthereof is

The invention also relates to a method of promoting the use of dronedarone or
pharmaceutically acceptable salts thereof, the method comprising the step of
conveying to a recipient at least one message selected from the group consisting
of:
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contraindicated in patients who were hospitalized for
heart failure with recent deconpensation requiring

Who®pi¥4so zati on or intr aven,%s t hdrapy for theCT/1B2009/005587

treatnent of heart failure OThe i nventi on al so

| d :
(a8 o ufehehifhoBe B A8 ns IR, BEecHile coHh Tfteot shayid be
rreseiibediien p@bmirwl"@l hag ret beeradingnrsedmithsseyereselaetdbitde;
@yomt hedr%é’é‘ﬁ?oﬁé’”&r‘ ?Ha aQJLglcal Iy aci%ptabler 'SARE Y thereof is

endpoi nt of a stud rone
pindicatad @awatgenféc\ﬁ@bealws*e% af er phréeréoerymmms oheongentive
Hearffallge; hospitalization for cardiovascul ar 15reasons
death,from any cause: and a seco dary endpoi nt
(gi a st ugyn %‘tﬁgr@? n%rdaﬁ?'@HBac%F'C%harar?ﬁﬁ%ta lec sty hereof s
mtremda:bteel is phtierthwitteséveravhsartiéditite; f r om any cause; C)

second&gxcﬁgﬁ%olgtt (ﬁfar @etull’ig l{yozaﬁg%@oﬁlgaméps ﬂiere%f is

ar nmaceut | acc e Sa
@@Hﬁwdwﬁtﬁ% 'Qrﬁﬂtlé@tﬁs@fh mrytomsS@‘dmdtatayuremmo mmtlmaf ezertion

wathiliheQbst g dmgone, or a pharmaceutical Iy accept abI e
to cardi ovascul ar deat

glt t her eof mlg‘ e)

& condar‘i’o'é?ﬂ%@?%torofp grraacryically (ﬂ%%ﬁ@fgoﬁélts or “’&?reOf is

qohtraineiceietli in gatigntamtepiere! itospahiizeti fer Redrt faae WitHIR the last
t hospitalization for cardiovascul ar reasons; 25f)

a secondary endpoint of a study of dronedarone, or a

(Phar macedionedaronge aarc ppaubiceuscdlly tascemable walts ti treréd is

cf:hfr&hdl'&@@@'lﬁ Batichfd WI‘}H‘WERJ hc%hftélg.led fférﬁWlll)-\ @ﬁés‘%qv"’?’s@gﬂ failure,

ot her suc{jJraventrlcu ar rh I SOr

@kcondar 'e??@b%]entoroﬂOhﬁ"%@Q?ﬂPC%W geerriakle ofalts or thereof is
cph‘atamﬁtceﬂetillﬁ phlishtanne picd hessitdlized 12 NYHA CRRS Il BBt Fflure

S |ization for worsening heart 30fail ure;
WiEhe RS ok or

y endpoi nt of a study of dronedarone,
(B) phar netrengdaceriel yorapbemadeuticaligl tactdptalsof salas tHem@of is
cBHtr&h&%&teggﬁ pbétl@h 82\%6 Q/\Ver q{osgtfﬁfg% q??geéﬁff%‘[j% vng fecent

| a secon rone
dﬁcema?ftﬁe?é'e@ta% mdl%t%@ac&pt aped fgelhpsmtaézai@h oMmastravieneus

therapy, FoitexanpRi hﬂé\teﬁ@hs %trBBlE RF&IcAh&lap),nf arcti on;
) a sec ndzar end E a_study of dr onedar one, or
'g phar fp %W%PSP'%C%'&I @C?W@%f salifns theneof is
cootréindisatetica matlahﬂszwtha averé tospitaliaed Gt heseE h@lmr§ vﬂl\heﬂécent
con ar
BbofBbTNE 1A TbdiosPRatth AP RERENH faqr?@fféei}@ptr%a;msm
ofheart faileieeof , was time to sudden deat h,
dronedarone, or a pharmaceutically acceptabl e sal t
E?h ereof, reduced the conbi ned endpoi nt of
The iyestian alsedplalesdpia methedtaf cﬂﬁf’fﬁ?f'rwetéﬁ Hise 1o Sreneglaag s a

phbymadzatitallddadqeepieplt salt MherdbONREahehed &fmﬁhsang the step of
reduce

BRI L teBlary oF B 5%%3@%%3'8&6&9%&%@ waplcaﬂsetmg

ofleath from any cause by 24.2 percent;

S ety S g
c a?%eeiﬁbéeo‘tﬂltéherﬁ@fs pes the time IQ)fnfSUBOS@éattzatlcprr orrcandiovesauar

bYreaéor% @ﬁie@\ﬂﬂﬁom dhy ¥RRsbYn@ reduction in
r.di ovasau ar I.talization; and o) 70 percent of

pa S ?féfﬁngamt‘ e o@fdé?nqﬂamt@datmmaetutﬁa"y
phmwatablﬁsauahéryofaweeriéathlfmmSéMcéds@r eof, had no heart

f t f the invention cONDrises

t r Sebondat Bk SRR o grdirteiane, O 3 S TRRoRRR o
at@qcﬁpt letﬂaltlth%t‘ebfowa@tlmbltqdeem froabnly catskepd conpri si ng
adgy é‘éé&ohé&ﬂy%ﬂd%&nﬁ@ a lﬁ’@; dbf%%ne%awh%r S‘Ip% gﬁérﬁ@ceyﬂcall
ef fective afoun arone, or a FRcent 1 eal
ac?ishpiablecsattihgreply was Hime tmemvassdarcﬂq@ﬁtu ent does not
have severe heart failure. 20 I n one enbodi nent, the

pati ent does not have severe heart failure indi cat ed

by one or nore selected fromthe group consisting:

a) h| story or, or current synptorrs of congestive heart

- o, . e o .
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f) recent deconpensation as indicated by the need for
hospitalization or i ntravenous t herapy,

WO 20098x66p| e i ntravenous i noltléopi c or diureti cPCHEB28)005587

30g) recent deconpensati on  requiring hospitalization

or t 2 0 nment_ of heart,

£ =i S SCURSY Bk EY oS o HErsHOEHET O Marmbcatieay

t r STRIRRIE 54!t thepeafi was time tohfirat haspializatiors fop cyrdidvascular
Curggydhsatrial fibrillation or flutter by decreasing
th atient's risk of 35 cardiovascul ar

hoz)pfiP ?%ﬁolngﬁ'iyi BBoipE of study pfdronedsigng, o Agharmaceutically
a]g :cabmmablatsalﬂmet?ébf,s\ﬁéﬁthﬁélgd et ho%pttél%éﬁ@ﬁf& il #n%ﬁ_uati?nl and
e Y unt,_of dronedarone, or a pharmaceutically
ac8@“%?SB’?@@@F?“'?H&Y"@B&‘?S @Fein said patient does not
ha@easee@rdanherdrioirtt af & study of Mi®nedarone, or a pharmaceutically
20 - Lo AL SUb] of the
moce e Pttt A BH BTt neb iRy Bplsghing s
cafiRiascul ar hospitalizations or nortality in a

pah) &Becdriahnendbolhit 8 KENIPbf %hé@éroﬁé,tﬁ'rialc#lﬁﬁhg&u%all

o B e Chera s e s P iRlag bV ecagel

t hinfarofign;t wi ce a day with a neal to a patient in need

t hgr, i [ ti.cent does not have sever

nedrorar Ty Endidingd abuRrd: BtneREhelh, agherrgeliEaly
pr 8%ERiam st thegesf, dvas\tinsctol fisst Hospitdlizatianat mgosardial of
MOfnfattidry” or of "cardiovascul ar hospitalizations or
of . cardi oyascul ar nortaljty" or of "cardiovascul ar
hol Bi Se5PTALY PBAROIROf grstusly it Srprgdarane. eigheharmaceutisatit
ar acaepfable ealt th@ﬁ@f, a\&sQi@r{‘étl@Sirét%osbitéli%tLo@l for tr%mcﬁﬁrqic
en per cent ages gi ven above correspon
tog\%\?’glrggaee&\?%l %tggge, an&Di uretics are widely prescribed
f ok) a srdondatyfanclacint ofra sthdy ofrdzanetmndnepor a piamescautioallpf
156QR8tdpl s théﬂé%p w’alé 1l B'suBberMOGH L €Nsi on,

congestive heart tailure, .rena‘? rnsufficiency,

ne ireRgdaraiem i imphainaceHiieally, ascepipblgceattatheréof,Creduodd the

t heoniped eAQRSIRABIRERSVREUIAr hEPREMEBAEN RAYBEHGFom any cause

diuretics, except for potassiumsparing diuretics, i
i n%‘f%%osuigﬂ?gfcfggi um excretion which can result in

20y plodreedaeamiea or Mopharinyeakiabliyeatodpiabld Baher€of] RLUEES the
c i Lei . Ln.certai atients,
e KR o ko kS aMa! A Al RSk Bratn B B Bpuse
al by 242 petAeati on, 1999, 100, pages 1311-1315). 25
Adyadonegsrdas Yor 8 &%Hh%ti@gllgte{b%eg[ﬁﬁéeéglt YS! {e‘fﬁl[]cédS the
al so the use of dronedarone Or a armaceuti cal l'y
acuRRiaed endeqint of rardieyescylayy haspitalization padpeth fem any cause
W :_Z%a?r:p_etceﬁp rdriueeb)':j ? rédme}icm m\ct%@ib\t%c%r ﬁ@etrdi{bmztéﬂéﬁz Wrar
0SpPi-ia ons and/.or_ o rtali in patients
hed) n7t8 pefét o?i st enlied 5y 13 | Sisbrofodraadeiane, or a
f | Rhar@aceuiigalycassepiably saltdhareef had nd6bas edute, eat nent ,

O B oG HieRl e LS eRTn ol FIERLDRRAST ¥ on

is also the use of dronedarone or a pharnmaceutically
acceptable salt thereof, for the preparation of a
Thedhveatieilsd @bn@nd SoatiakiohthahliRcRRL éﬁr%ioﬁ%é evel in
he Dbl oog, dn particular for use in the prevention of
2hy poRA125EFH 1Y Bially in patients having histories

bpf atforedaionkror phaim=RBuRiallphédeptadid $4isther@BAaAY
C)zatl enllﬁsbgiecel ving a diuretic-based treatnent, in

art Pc A A iiseRasenfainrd nwithipothes stagkeging rmagrial
irdidating | at droMd2eEHY b 4RRARddut salts S thi -
Salif d\;ﬂiaﬁrit irc s adm nister é%-éuétgglgﬁ%/rcg e%?igcsaalﬂ%yther%f 'S
CQURACHIE BPARBSHthrsveredieatt falyrelay and 2 g/ day.

Anmong the pharnmaceutically acceptable salts of

dr onedar one, mention may be
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5made of the hydrochloride. The term "non-pot assi um
sparing diuretic" is intended to nean a diuretic which

W(i) PWPAKLSEE pot assi um excreti - 10The term PCT/IB2009/005587

"cardi ovascul ar hospitalizatron" neans a
hospi talization which is caused by at |east one of the
ur na

0 Hohnl os
[:ng%J) %Avé\}g% arglqus et %8%‘?1%90 ?f'a? %‘ﬁfﬂ?? tg’t’fo@””@%@m“e or
plgarmigeeutitallyp @fgesptasle 7§e)|ts tk@r@dﬂb F».g coritramidiestes Gh epAARh with
unst a AT ectorls
tab%ja{erfa11 glrhurlgr%@dlééetég {i ge 8F MtS i IE%FC%PW@IQSCI c pain,
@)ynco@blstqry ahor eurrerit sghptone af\cengestive heare Milate: St r oke

@??f%ﬂ*@*“éafa AR oD Sheriommininoe it moptim

@i sor mgallzamm thetpatient fordicad failureaithin\tentast Rohiar

B { McaBkdieali gAY BRI A NHAIBIALs 1RGSR Fill0"

transp ans
)l dmmtahéﬂtm ofghe @atieracforsmwﬁmmamul(metecamkew'mmqhe last

Rbnthgiant abl e 25defibrillator ("I CD") or of another
cardi ac devi ce, percutaneous coronary, cerebrovascul ar
for pé'tonspltﬁél?%ilon @lftféﬁ\mﬂenfoﬂor heant |falureomihIrece&ﬁtd%bd)rﬂbensatlon

A IRHEMES bl h%éoﬁg pltgﬁ’zggérﬁ &' rgﬁné’é'a L syncope),

cardl ovascul ar ?Waermrrhage
Qr eqliospitrlzation erthﬁmeéemtl foodearetféllupmwitbtrecm daBympensation

ol
N oD 3R ol v AP e, R R P oo e
i ncl udi ng acute pul nonary oedena or dyspnoea from

Thar di u n e f
O e o Paclage) oA b8fedigne or
H?‘HE“?FP@U@W |%9ﬁeetﬁb@a$%i80tha@@u|aad & dadysil,t didl dahel @orbdsing a

htekle e MR9!
e %ﬁ%@%}gc%h%‘;go%%%s%g@% Eb&gﬁg ﬁ/ié %ﬁgd%%egar\goe or

PRaRAGS LGN w@b{q @ﬁlt%fth@rgpfj|IQ)\R§>Qtfai|nd|cated in patlents with
sBespinkatt kxaid on for atrial fibrillation and/or other
supraventricul ar rhythm di sorders. Mention may

al so be made of the prevention of cardiovascul ar

Imesé teﬁibbaménﬁm the
cereﬁral st r oke. E”&Eag&%ﬁ%&fgo 51%sg)resen er of one or

MG ehtedollomdngal so t he use of dronedarone or
aphartﬁatc edtbhédtdrbive 26F eBﬁélfma%eétﬁ:lahyt hedpdbie f Qélts Nereof is

ati on of a medi canment

ntr in |catedo in patients with severe hear‘c failure indicated by a history of, or
current symptoms of congestive heart failure;

b) that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by symptoms of
heart failure with minimal exertion within the last month; and

c) that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by hospitalization for
heart failure within the last month,

d) that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by NHYA Class 1V,
e) that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by NYHA Class I

within the last month,



t he prevention of cardiovascul ar hospitalization for
at | east one of the above 10nentioned pat hol ogi es such

wao@tmezab fibrillation and/ or other supravent PCTUB2N9/005587

rhythm di sorders and/or strokgg _The term"nortality”
or "death" are equival ent and cover nortality due to
an¥) cadld, dipradaernec o9rdi RAERIeceulicaly acceptable salts thereof s

NORBoRRdiAIOMES Cinl @'atlé’rﬁtsUWﬁﬁo‘é@veré5hg£‘r‘? faﬁﬁr@ mdlcated opy recent
“cardi ovascul ar nort al |t\t/J covers, I n the context
i}

t hEePHVRANSAEN afpindisaiady DY LiBet Beesh jorc Apshitalization| e intravenous
CayfeRSpy ﬂi?léxé’tﬂﬁkhnt?&%ﬁ@&s Fneﬁéﬁc BHGiutdic %erapy,

non- cardi ovascul ar cause), particul ar death from an

5 ar @hythﬂ‘rdheaaléﬁé, ¢t Sﬂwé?rﬁiab&ﬁ’uc@w hﬁt:@éﬁtéblé’e%hs aNGhereof s
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rmre m car dj ovascul ar
DoRTBAdaRL 3 ehtiv bt et MOskIGrd BIdheAt B with recent
dedettnmmmlsdﬁlan/@qumhgmomtahadatldnyorrrr&tyavbﬁoablmeféw foxteteRtment
t 0of ndf thalifedi SSECti on/ aneurysm Car di ac t anponade

Car di ogeni c ®shock 25congestive heart failure Death

during a cardiovascul ar transcut aneous i nterventi onal

pr?ﬁ@dlﬂﬁ/@ntﬁi’n %"I’é’od'r@i‘éf’e%c%ar }lé'éﬁér?ceal ohPrY e Wrdr¥arone or a

Henor r ha (except cardiac t

My BRaIPte ‘F ticahf %?C@Pia@l? it fhﬁ@@é@vdsa Jﬂb@ faid(abst combrigng at least
c oo m@édg@%l&feﬁﬁfmg@érﬁhﬁbohﬁtﬁab%‘l on, except

arrhyt hnm as Pulm:) ral enbol i sm St roke
S P e AR ¥ sy iR i hbSaon dmpargpceutealy
doc urmnemdblasylﬂstl”@rea?f \Ba's tiertintd toirstrhoapitdiiyationifer cardiovascular
subclassink P He &R #off 9 % fpintes, ventricular

1Dr

extrasystole, ventric Ilation, ventricular

t achy? arsgrendannendngint af Astuck el deanedaione donpbatmagautially

taCh)é@aé\%a@é salPthefidnafas/ @Stk rop Ay ALEAYT hni a Unknown
cause 2009/ 144550PCT/ 1B2009/ 085587 - 20 - The term
" sud F&A SEEAIRY engpaind of 2 §tugy gk Frenedargne ok arphasmassutisglly

Wi t hiaceghablb ealt theredf agss i@t @&eh homrargfdagse:t he

a2 Bt e TR B3RS ot HREREBhE or e aceuteally
expr @seepiaple sgihtheaof,svasaime tp cartiiogassular déatht ri al
fibrig b%%b&ﬂja%ferﬁfp'blnﬁbfﬁgfﬂd o drong@%hg%rsa a'frnageutically

|stor¥ or current at

f1 ut @ErePighle e hfﬂﬂﬁmf VA ttrﬂe ?9 fﬂéUWltﬁlzg’tl@T fpr gardmvaspular
Curr egdsonsr i aI fibrillati on or flutter" or "patients

W th parox er.si nt, atrial fibril]ation or

11 ut D EHaR enfbaiRESrs SShonduiesByonss of 8 phmearenianly
par o@geapidble salpihessios tveast tinad td fabkt Hdaspitalizh#idr fonawial fibrillation and
flut t S a recent history of, or
a cutrdﬁhgzerlqtsl&)l&re“’,&"t“Cd{i)eﬁL rhﬁmﬂ de‘%%?%tsént atrial fibrill at| on
or f I%Ptsé?mdéfy erﬁ’@?lné ﬁf 3 Swplv lof granedaronal or @rpharmaceutically

I Nt eaBtdptald st therlof, W tinhd ﬁiﬁr@ﬁhd%bltﬁzéﬁcfﬂ fof lNUFsteﬁfngéH%grt
are ent ‘epi sode of atrial fibrillation or at

f1ut {8 who are in sinus rhythmor who will be

car dihpaeetardiaryosndppit beaidwof Sropadarsys fﬁzﬂa phl‘armaceutlcally

PZLZ'n?‘E%"P%bg%‘%é presl et It e Pialeon of myfrardlel °
fl uttréarc 9o are in sinus rhythmor who will be

car di)Qv&dcbRdhry BRASSInt®T Bl dm%dafdhet {Sﬁe? Pl?)arﬁ'Ha]cQ@?cal

present ed one” or nore eplsode atria

or f PEERPERLIeRIY tHereph gvasdinag,torfisst hegpitaligation fer myocardial

fi brirdfhretiorpn or atrial flutter at the time the

dron darone or a,pharnaceutically acceptable salt

t her 84F°9°8N i?éé&“d@%f%&qgaﬁ?ﬁycﬁﬁéﬁeﬁafq“ﬁl & 2RharEespically
nmeansceeptabissalt thetelof, desuimntodlrstotpspitalizationtor foasierit iscBEmic
bot h i t or flutter and sinus rhythm
Wlthe{;‘(lir{t O% rfeb'?ﬂ%ljrék% ?ﬁ@ precedi ng the start of
treatnent. Patients could be either in sinus rhythm

or in atrial fibrillation or flutter at the tine the

dronedarone or a pharmaceutically acceptable salt
thereof |s |n|t| at ed. 25It WI II aI SO be speC|f| ed that

oy e e
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Patients in "permanent atrial fibrillation or flutter”
are patients that have all scheduled ECGs in this

WO boophgassthr oughout the peri ogil t he dronedar one BCT/EB2009/005587
pharmaceutically acceptable Qalt thereof is

Th " di "
"o BiEb G pieat Bk S el AR Rderbas. 3R Seautvaly,
di seaspiable salttheren, wasstiroe yo siddeaukeethpy ocar di al
' ”fl)aa%beélroggdéroﬁ ﬁria%bé iRy éccE» {?e SOt ALY FEd e the

st enosi s an ari zati

pr GeBWined e(r}ﬁép@hpfaﬁélega&qubaﬁﬂoawfaﬂaam%mr&e@ﬂyfr% any cause
angjy%bagggpergérqnt [ rrpl antation in a coronary artery,

cor n rter aft etc d/ o ositive

ookt Yoy BRSse Bit SebtreBD sl AeBSE b ieEe the
+ percbmbired éhdpbisit biecardiovaldubdr édspitalization or death from any cause

cany |2qr§/ é’r@é y clinically significant left ventricul ar

d|| tat on Sectondary to coronary artery disease O
coum ssonddarangy oh@ piraimasedisdlly macepighie selittheraofpfreduced the

Carc@h‘%mcéi'ldﬁ&nhgﬁéﬁr&h@{/és%@tdr PRz Alon B deBtH f¥m any cause

ults in the reduction of the risk of cardlovascular
iﬁpx.?ﬁa% PERLOIIVER Y Grrefstion)in P@rdtﬂvaw%rﬁ@smeaa@t% And
of o) heo npedentt oﬁap@tlenva@wh@r uﬁhesmadzyl oz adiroped#066k,0lor a

o Prgmaceyt eI AP P4 PRt A s B P -

qutter mention may be made of patients W|th a recent

I Stor cur.rent ermanent.. a
Rrgbel el s tpyati:bE BomelSSk SRR P s Wi s recent history
wfomratturl;enpatrlaéﬁbrﬂlatwvpngutmrhsaldcmqthod camprisihg administrating to
ri [ I 0 e
gdlclj’ pla#lé?ﬁt ?eﬁ%raﬂapﬁc%")é ﬁ%&tﬁl’é é}ﬁ@jrltegé magonr%h%%ntgheor
'tﬂrm@wwigaw Sregpiaile salt tag@oﬁowgﬁpw seid apatient dpeuyel have
INercOhefV@IMUAbove 75, 15hypertensi on, di abetes,
hi story of cerebral stroke or of system' c enbolism

. e, or, ce bro a ar acci dent, . Lo
inegie BbSGmER!, SHE Pafery Hoat oot finss, Srere deat faibire ndisated by
sreasune@ selcteddrnaiiel grolyy cessigingr di ogr aphy, | ef t
ven ri.cul ar e§e0t| n fract n Iesﬁ\f?ga 0/ nmeasur ed

fma e*}'a‘REM%r By H RSt %M”ﬁ@ﬂ@ns SPNES “re atrestThe
ef o)) camyptois @f e tianaeavithomingial @xeridh dmtamata@ Ws@month; and

h t al t 25now cl Il
pat] eHeP AR e e U Ao e staugifat ot ik
f acl) oON¥HA TG Iassalvpve rrentl oned risks factors nay be

d f I k fact whi ch
S RSB EE M GRIB el on. s0among the

patf) erdcsnt dwbmbéfysaﬁan ee Intcﬁcdh@d/bylmemebﬂ $oraiogpicdlization @
fibriJ*ationﬂ? t t? ment | Prra)éalsq(i.l%ﬁ
made G epHIeHE e§a|%¥|’ X eéﬁ'l'ﬁ'? Iptr ‘6”88%[“9 BRSO PRUERHIC therapy,
f agf) oregent dezompendatian requikngoifiodpitaliZatibh emintrgvenous therapy for

giaggg&lgql @ﬂ?%ﬁﬁ%ﬂfﬂaﬁ' an, underlying structural heart

Another method of the invention relates to transforming a patient with a recent
history of or current atrial fibrillation or flutter by decreasing the patient’s risk of
cardiovascular hospitalizations or mortality, comprising administrating to said
patient a therapeutically effective amount of dronedarone, or a pharmaceutically
acceptable salt thereof, wherein said patient does not have severe heart failure.
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coronary di sease, -non-rheumatic heart val ve disease,
di | at ed cardi onyopathy of ischemc origin, -ablation

w@pooati44ssd fibrillation or flutter, for exanplBCI/IB2009/005587

cat heter abl ati on or 40endohyocardi al abl ati on, WD

R QUBedY 4bRRPRIEHBAAOY RRIA 7of- de%?easnfgu%&‘(ﬁnéff d:eﬁél'ib@éscular

tachycardia other than atrial fibrillation or

hﬂsgtt?ei\z?t'ms HeaptalipainaralienyBaying AG¥Eon o atial fabr'!ﬁtloat%@fﬂa'

e isamy ﬁi@ﬁfo@)’conlfbﬂ@ﬁbtédﬁﬂﬁét%rlﬁ@ﬁﬁﬂﬁéﬂ@ﬁbﬁ@ aghy ,pharmaceutically
5r heumati ¢ val ve i sease, sustained ventricular

SREPOR: e ST B & RaRn oIS 10 o PRabr negs thereof,

VPR lsaidgritibeit s Abl idve @Bverk Peart il ar di a ot her than
for atrial fibrillation or flutter, 1Oventri cul ar

fibrillation and/ or at |east one cardi ac device
osen di ac a | ant abl.e
GPRET of Fifs) st 458 AouE bl dL SecbioudibulaF Pedltaipiiips o of
mhréalpbtoas)il aamlibeasellar hogpitaliZationsior crfmrmmqasewémmbn@ity"m of
‘@5@7&/@§&|IQI h(ﬁs ﬁ&%b(?rlseor' SCLRASK dedth® Qﬂoqst‘t@t‘ég&hatgﬂg referred

princip Sses non- pot assi um spari ng uretics
tqes comwa'ier %f@e"dﬁ QW%PQ@E'nGQQPWtdl uretics, proximal
diuretics (osnotics, carbonlc anhydr ase |nhibitors).

‘gﬁt& their thera %%I C_use (gpedarone

g %988|9|' 8%%?%[5?3@ Y29 ar e

general ly i ntroduced i nt o pharnaceuti cal conpositions.
3Pl 3 AR BEE by SUFMARELY A RIIAER: % very of
cediBipRabIsECh a g ﬁﬁ%ﬁ%ohypmﬂansoCO@Qe‘ﬁté/Qstheéﬁefa”Ul’e renal
iRELHI B Uhd (bl Vs yRB AR, 3IptnRsi8 e | @ue&ha 30Sai d

pharmacéutical conposition may be given once or tw ce
a day with food. The dose of dronedarone adm ni stered
Oea oflthe ntj@l tonseqmencesata G0&tnmEnt basddoni diueties, asxcept for

T TG T T e
Hypokalaemiani t h f ood. The dose of dronedarone

adm ni stered per day, orally may be taken at a rate of

twice a day wwth a neal for exanple with the norning .
Nows hupekale@mianig knewn to increase cardiac excitability, resulting, in certain

patients, in ventricular arrhythmia and sudden death (Cooper et al., Circulation,
1999, 100, pages 1311-1315).

Advantageously, a subject of the present invention is also the use of dronedarone
or a pharmaceutically acceptable salt thereof, for the preparation of a medicament
for use in the prevention of cardiovascular hospitalizations and/or of mortality in
patients having a history of atrial fibrillation or atrial flutier and receiving a diuretic-
based treatment, in particular a treatment based on non-potassium sparing
diuretics.

A subject of the present invention is also the use of dronedarone or a
pharmaceutically acceptable salt thereof, for the preparation of a medicament for
regulating the potassium level in the blood, in particular for use in the prevention
of hypokalaemia, especially in patients having histories of atrial fibrillation or atrial
flutter and/or patients receiving a diuretic-based treatment, in particular a
treatment based on non-potassium sparing diuretics.
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wob@e44ssgher or | ower dosa

More specifically, the two intakes may conprise sane

guantity of dronedarone. 5 There may be specific cases
q%s are appropri at ePCHIR2009/005587

dosages do not depart fro e cont ext of the

i nvention. Accordin the ractice, the sage
SaBbRUIiEd: GorTne eich o eranu ey s feren chysempetieen 1
n%&@lﬁda;ng/aay:or di ng to the nmet hod of adm ni stration,

e wei ght, the pathol ogy, the body 10surface, the
cardi ac output and the response of said patient. Said
Aearigpthe rhemaaes UWihalyeaccptabiad saitp olodronedgyhag.nmeetinn sa@y be

"ﬁ efgfﬁ{é% P@c qge{dgod of adnministration desired, from

€ usual ex0|p|ents whi ch are known to those skilled
in the art. 15 In said pharmaceutical conpositions for

TRE&Erm SHUH- bdtgééium @éhﬁ?ltdﬂrﬁ@tﬁBJSs inténdedneseama, diuretic which
i nt ravenous, %i{%l cal ocal i ntratracheal ,

iNGre9s5R OSSN SN E®Pal or rectal administration,

dronedarone, or the salt thereof, can be adm ni stered

Tl (4 4ca 5%'3&215( ﬁééco(ﬁg 70650 m§§nsaa ﬁb{ﬁlt‘éﬁ&t%&&hlch is caused

conventilona cal exci ni mal s
banat feashangn® |theti@éowege@athelﬁgteén@r@hat?@% etTale Journal of

caHiidvabé Rar Bk dircpRPRiObgY, [RBhiAH) 2698 %I CIONRGI §8akes BB-78Rr

oral adm nj stration, such as tablets, soft or hard gel
capsul e$® a*ﬂf&/\ﬁ?@rt@em@?%rﬁa'lses and oral solutions or
suspensingsardial iffangorabr unt:stmtangmmpecabmsac heal ,

ot 2or Ul St AR e il heR o Lo

t r ansdemlspmdopesubcut aneous, i ntranuscul ar or

intr ave'i’l%Héeﬁtj'T%é'He%é ae\te?t't‘ Srorc@Pebréle%ﬁé‘lke (except intracranial

adm nistration forns, and inplants. For topical
appl i caﬂ“ia@ﬁlorrbﬁgﬁ)edar one and pharnmaceutically

accept abyfyl sBlillaSioh BAA fer s@fratishitici@st rhyther dsorersgel s,
oi nt ment s oti,.ons By way of exanple, a unit

0
adm Ai st”roﬁ’??t@lthrg'raﬁt%ﬁesbr onedar one or a
phar rac eghiricalat grragthmyz, abI e salt thereof, in tablet

Form, o SOIEETRRNaLE REpPcdirspnpyi na exam | es:

| ngr edi ent’s hydr ochfori'de
(corresﬁ@ﬁdﬂﬁ@SMGHMOO my of base) 426 65.5

Met hy| hYﬂF%ﬁt&%ﬁ@f' £ @hididOsinfdtol (§ao%'§ndk@9t @5 @n implantable

m)nOhydrdaeflbrlllator ("lcD") orM?lanother car&ac dgwge 7o

- percutaneous coronary, cerebrovascular or peripheral intervention,

- variations in arterial pressure (hypotension, hypertension, except
syncope),

- cardiovascular infection,

- major bleeding/haemorrhage (requiring two or more blood cell pellets
or any intracranial haemorrhage),

- pulmonary embolism or deep vein thrombosis,

- worsening of congestive heart failure including acute pulmonary

oedema or dyspnoea from cardiac causes.

Consequently, the prevention of cardiovascular hospitalization may be understood
as the prevention of cardiovascular hospitalization for at least one of the above
mentioned pathologies.
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Pol yvi nyl pyrrol i done 65 10 Pol oxaner 407 40 6.15
Anhydrous colloidal silica 2.6 0.4 Magnesi um stearate
W@2@5/194550 650 100 | ngredients ng % Dr onedar oPEI/1B2009/005587
hydr ochl ori de (correspondi'nbgto 400 ng of base) 426
5.5 Mcrocrystalline cel|]ulgse 65 10 hydr ous .. _
@mﬂoaira%ﬁ < AR &t S1eprgvatighi) GRIaP AT Pl Egtors o atral

fibrillation and/or other supraventricular rhythm disorders.

Mention may also be made of the prevention of cardiovascular hospitalization for
transient ischemic event or cerebral stroke.

Thus, a subject of the present invention is also the use of dronedarone or a
pharmaceutically acceptable salt thereof, for the preparation of a medicament for
the prevention of cardiovascular hospitalization for at least one of the above
mentioned pathologies such as atrial fibrillation and/or other supraventricular
rhythm disorders and/or stroke.

The term "mortality" or “death” are equivalent and cover mortality due to any
cause, 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 or sudden cardiac death.

Cardiovascular mortality may be due for example to :

- Aortic dissection/aneurysm

- Cardiac tamponade

- Cardiogenic shock

- congestive heart failure

- Death during a cardiovascular transcutaneous interventional
procedure or cardiovascular surgical intervention

- Hemorrhage (except cardiac tamponade)

- Myocardial infarction or unstable angina (including complications of
myocardial infarction, except arrhythmias)

- Pulmonary or peripheral embolism

- Stroke

- Sudden cardiac death (eg, unwitnessed death or documented
asystole)

- Ventricular arrhythmia, subclassified as torsades de pointes,
ventricular extrasystole, ventricular fibrillation, ventricular tachycardia
(non-sustained and sustained ventricular tachycardia), or other
ventricular arrhythmia

- Unknown cause
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Pol yvi nyl pyrrol i done 13 2 Pol oxanmer 407 40 6. 15
Macr ogol 6000 57.5 8.85 Magnesium stearate 3.25 0.5
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(corresponding to 400 ng of<base) 426 Mcrocrystalline
el l ul gse i.ze starch 45, in rro |d ne 65
57 teftmarod AR aRirhr S senai 5eiih ety g Beholk or
Ivbg trewi oma Bowaafiat éhe appearance of new symptoms or unexpected death

without warning.

It will also be specified that the expression " patients having a history of atrial
fibrillation or atrial flutter”, “patients with a history of or a current atrial fibriltation or
flutter” or *patients with a recent history of or a current atrial fibrillation or flutter” or
“patients with paroxysmal or persistent atrial fibrillation or flutter” or “patients with
a history of, or a current paroxysmal or persistent atrial fibrillation or flutter” or
“patients with a recent history of, or a current paroxysmal or persistent atrial
fibrillation or flutter” or “patients with paroxysmal or intermittent atrial fibrillation or
atrial flutter and a recent episode of atrial fibrillation or atrial flutter, who are in
sinus rhythm or who will be cardioverted” or “patients with paroxysmal or
persistent atrial fibrillation or atrial flutter and a recent episode of atrial fibrillation
or atrial flutter, who are in sinus rhythm or who will be cardioverted” 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. More
particularly, this expression means patients with documentation of having been in
both atrial fibrillation or flutter and sinus rhythm within the last 6 months preceding
the start of treatment. Patients could be either in sinus rhythm, or in atrial
fibrillation or flutter at the time the dronedarone or a pharmaceutically acceptable
salt thereof is initiated.

It will also be specified that the terms "persistent” and intermittent” are equivalent.

Patients in “permanent atrial fibrillation or flutter” are patients that have all
scheduled ECGs in this rhythm throughout the period the dronedarone or a
pharmaceutically acceptable salt thereof is administered.

The term “coronary disease” or “coronary heart disease refers to:

1) Coronary artery disease: documented history of acute myocardial
infarction and/or significant (270%) coronary artery stenosis and/or history
of a revascularization procedure (percutaneous transluminal coronary
angioplasty, stent implantation in a coronary artery, coronary artery bypass
graft, etc) and/or a positive exercise test and/or positive nuclear scan of
cardiac perfusion

2) Ischemic dilated cardiomyopathy: clinically significant left ventricular
dilatation secondary to coronary artery disease
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3.25 Lactose nonohydrate 41.65 650 |Ingredients ny
Dr onedar one hydrochl oride (corresponding to 400 ng of

wha®endeiB M crocrystalline é | 1 ul ose 13 Mai zePGL/HB2009/005587

22.75 Pol yvinyl pyrrolidone”32°5 Pol oxamer 407 20
Anhydrous colloidal silica 1.3 WD 2009/ 144550- 25

- PCT/ 1 B2009/ 005587 Magnesi um stearate ‘1. 625 Lactose
@bewhiselribmey 26.uB@Erst@EGhatApovediiomgoft aardinedsoalar hbsgitakization

ﬁ?o?ﬁgtrﬁortélﬁw RESHENTn 'fﬂ}ée'?%%l&lﬂoﬁl 3P the! 3RS of Oc %diovascular

d for treatin 0gi es 1 ndi cated
mﬁpgﬂlzgg%,apg@g n@c"%hg[dcpﬁ initae r%dchﬁn of the need of cardiovascular

hospitalization and or mortality.

Among the patients with a recent history of, or a current atrial fibrillation or atrial
flutter, mention may be made of patients with a recent history of, or a current, non
permanent atrial fibrillation or flutter.

Among the patients, notably patients having a history of atrial fibrillation or atrial
flutter, mention may also be made of patients also exhibiting at least one of the
following risk factors:
- age notably equal to or above 70, or even above 75,
- hypertension,
- diabetes,
- history of ‘cerebral stroke or of systemic embolism, i.e. prior
cerebrovascular accident,
- left atrial diameter greater than or equal to 50 mm measured for
example by echocardiography,
- left ventricular ejection fraction less than 40%, measured for example
by two-dimensional echography.

The efficacy of dronedarone to reduce cardiovascular hospitalization or death is
now clinically proven in patients with the above mentioned associated risk factors.

The above mentioned risks factors may be defined as cardiovascular risk factors
which are associated to atrial fibrillation.

Among the patients, notably 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,
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to a patient, of an effective dose of dronedarone or a
pharmaceutical |y acceptable 5salt thereof. One method
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nortality, cardiac hospltaﬂgzatlons or the

combi nati on_ t her eof n et hod

conpri siSMgrAGRirGHEf WFK@"&'B oéhﬁrh"aﬁ’a%'%rﬁ'gﬁ@ﬂﬁ'o@fof fedtsry e
anount dfistdryasiééart @alwe @urgeryl Ophar maceuti cal Iy

accepta d. In one enbodi nent,
t he rmr&éﬁ% %@l‘leﬂgﬁg‘%’%&’aarg Q}aﬁ%@]? nortality.ln one
enbodi ndwpertltdwblomadnamvogatms a sudden death. 15Anot her

met had gfelhistid PyEOGik&Lel S @ nethod of regul ating the
potassium [ evel in the blood of a patient having a

hi st ory s(glﬁamedc\mn;rmaraqqhy%ﬁr i prillation or atrial
f 1 ut ter ,congemditaresddagpatynpri si ng adm ni st ering:to said

patient drqnedarone o ceut i ¢a) accept.abl.e

o1 t T neAPR i e erle CoBolEr ABER inseleRroE ohRT e or
above netthaldibridatioorodiflotiert o t he i nventi on t he pati ent
has a h'v%rﬂfc\ﬁla?fﬁbr‘ﬂr%BH”em atrial fibrillation or

flutter odi ments of the above nethods
anelias aglleast ens ¢andiar ApWRe chesentigd:pati ent has a recent

hi stary péarbiacatimulatént paroxysnal or persistent
t I fibrill tri, lutt |
erbodi mAR IR B B UEORER s accor di ng o ¢ he
i nvention, the patient has a 25 history of or a
: | '
'ﬁ]%lrj%@g%s’smﬂg%%ﬁegﬂgQﬁ@éot%sru{rﬁ levffei ? thé b@)tob'oﬁlneg %@%gémng the

desease ion g possiblednerageminisaid, levehe adm ni stration of
dronedar one or pharmaceutically acceptable salt

t hereof prevents cardi ovascul ar hospitalizations. In
M‘”@WEE‘H?W@ ngp-ppiassiypiRparing f Hb%’e’?séﬁecor ding to the

I nvent i qRiazigldidiurgdds, ent has a permanent atri al
fibrillati oa or. atrial 30 flutter. In sone enbodi nents
of the Fﬁg'tcﬁ’ods according to the invention, said
pat i ent mazgrmal diucdtios &snidias, tcaebmaaﬁydrasesmnlmors)

enbodi ments of the above nethods according to the

i nvention, said patient has congestive heart failure
Far theisttheyapeutiaryag:ndisnedaeneliandopharmaceyiealle AserntARAsalts
tﬂérebh@re%%ﬂ\én%lIV‘ﬁ{tfb@déediﬁﬁpgﬁﬁﬂrmgcéLﬂlcélf&mrfb‘éﬁ?lahé on, said
patient has congestive heart failure defined as 35

NYHA class IIl in a stable henodynam c condition. In
Hogze phatmadgutivalscondpasitiensbonteinnat eifetsivaciose df depriedarohe or

nve a as g | hear t

ard e BapR D ScEPlable Corth aferOR AR e B deast , gne
pheamaceticaliy annemaBlB éxeipientt abl e WO

2009/ 144550PCT/ 1B2009/ 005587 - 26 - hermdynarri c
condition. I n sone enbodi nents of the ahove net hog
aeid phanmaretical RemPAYINGH g be given PSE PERYIC:R §8Y Withieach s
one or nore of the above nentioned associated risk

acto th Lon 0
R T S A LM S R
inicse@r ynapé indakesyfor erampleronalor fwdr i I lation or atrial
flutter, said nmethod conprising admnistrati ng to said
&atl ent a therapeutically effective anmount

penergsifienlty, Bie dpsered draiedatone anwm%t@@égﬂ%b%tagan with food.
thereof. In one enbodi nent, said patient further
receives,. a retic-based treatne
Mﬁ%apmfma"y’sﬁnedd%foOﬁgmnéﬁ?r%rqcﬁ‘ap'#eé%i.!’%sdaé{ orally, may
fgaeaB0oB fig, takich imtwwintakes adtsiaunesipari ng diuretics. In
some enbodi ments, said patient also exhibits one or

nore of the above nentioned associated risk factors.
The present invention is illustrated by the data
hereinafter with reference to the 15attached draw ngs
in which: Figure 1 represents a Kaplan Meier curve
with the cunulative rate of hospitalization or of
death from any cause over a per| od of 30 rmnt hs

NN — e a1
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Figure 6 represents a Kaplan Meier curve with the
cunul ative rate of cardiovascul ar death over a period

W@200304458Nt hs; 35Fi gure 7 reg‘%esents a Kapl an REI/882009/005587

curve vvith the cumul ati ve T4até of sudden death over a

repres
$5F éts 8 et aamininte nie HoL B R ndy bariaRemat 7 sae of
tadow andsy widh ameadﬁwrexampkerwntbdthefmd%ﬁingand ke eveédg meal.
2009/ 144550PCT/ 1B2009/ 005587 - 27 - Figure 9
represents a Kaplan Meier curve with the cunul ative
Mateespetifinalypihedvp iekesmay conpriisssame quaniityrsf deengsierone.
over a period of 30 nonths. Figure 10 represents
%a plan Meier curve with the cunul ative rate of

& FiaYs SPEFifip GaRRS \Wherg dugher pr IBWearQsagss 86 ppropriate; such
dRasTagemUS not dbpafy FlAmcinassontdxt of Hegiagdrition. Aeedrting ab lthe @sual

SPS5foeC R SRBe Hpar R h Saed PRy A S5 B i
m@mmm thesmethodt ¢feadroinistration, Hee preightnthieopatbélogy, the body
&ﬁra%qnéésms@rodgmré\ha@eé ?ﬁgb%rgaaof%d atierQ Mortality

denonstr at a ronedar one
hydrochl oride, in a prospective, nultinational,

Sal tek@ip.@Pts%re @ﬁ@%&rﬁa&ﬂomﬁ’g 7 ﬂfh@ It pha}rrt]édeuﬁé’al%rhhaﬁc?ﬂ@%thod
[ ion.,in S 0 rea ro r

& P BREREN eech ot 0 B RS GREEY Bhish e atatymugy frose

skillpdarc teddrt. of patients having a history of atrial

fibrillation or atrial flutter. 15 1. Patient

sel ection The patients had to have a history of atrial
Ini 15eid | rharyacestticall Lgoreosiiens oforc omld #idlingualor swlicutaneous,

|ﬁir5‘rH§sduihYt iAfFaEnous, @bldafliodal, bﬁtkét}a%héé]nm%nééél‘tt?eﬁ*fsd@rtmal or

C lent recruyitnment was carried
55| Ao, S Role el STee) P be sosered I un
aimmlstratain form| & aonixture twthicehvetfioddl ghaemadeditibal excipients, to

Sifhb@A%e hidfind BGhOL 8- Aehbrlg BhR2CT - 0% eaqual To

or greate
hyperten3| on (taking antihypertensives of at |east two

e &%S tund Yeh A StRston fgr‘n‘?sb@&nﬁﬁ'rsel?béﬁs%yon%ﬁ a&r‘grn%%raﬂ% sluch

strok tranS| ent 1 schemc nt or cere
ag Fadpkqﬁ @it gF hargds geingapselesoPPWHgTS, granules and oral solutions or

éu%faéns?él’fsl alsuan@aterb@b@lat Rtratraomesd’ REHSEUIA0 60 WMRanasal
SRR Ebr bat o B A PHEEP R, b mheliflh 55 ransdermal
subouidnewss mﬂadmtschlagr aphyntragenous administration forms, rectal
administration forms, and implants. For topical application, dronedarone and
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
the following examples:

| Ingredients mg %
Dronedarone hydrochloride (corresponding to 400 mg of 426 65.5
base)
Methylhydroxypropylcellulose 21.1 3.25
Lactose monohydrate 46.55 7.2
Maize starch 45.5 7
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echogr aphy; 2) availability of a 650
N 6

oeram carvi d ot durina t+h PaeoN <
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in prder to docunment the presence or th history of
Bl n,[sflbrlllatlon or 15flutter; 3)- av Iem I|typof%
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ectrocardi-ogram—car+tied—out—during astT6
Dronedesonenhysiroehioride (ducrapending he4@t mgefice or2@bsenceéh
H&géﬁal si nus rhyt hm 20Exclusion criterja: Generfal
criteria  Refusal or rnabi ity to giveTnformed
Migieceustalling qellvleseri pate in the study Any ndfP 10

mg,&ogg@gmaqgmbél ness or disorder that| coyg priecl gde
partici pation or 25severely rimt surviyal jncludi ng6

fus |tesenpt ast asi s and organ transpladtZ®3 on
F’Wyﬂpyﬁ@nddﬁéune suppr essi on Pregnant wonmemg pregnanz:y
st nus be negative) or wonen or chil dbeaJd 6.15

4 7nnf on :\dnqn:\i‘ a hn rt h cont rr\l :

T y v
I\\Mdrbgdmboghl y effective nethod of contrjaceprt. |50n [ or&ad%

iiﬁ

-

ontraceptio ), OF intra-uterine device (IUD}5 05
cajum ear be—r-ande Ry P IRT .
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Pr evi ous (2 precedl ng nonths) or current p&b6Pi cipati@h
in another trial with an investigational drug (under

devel opnent) or with an investigational device.
Previous participation in this trial. 35 Criteri

_E?r'eﬁ?eﬁ% to a cardiac condition: Patienfs ifg per renent
rial frpriitatrion Patients inm unstabl e henpdynam c

Rronedarpem hydieshleride{eerresnending k(0 B9 a| wi Pn” 1p
g¥eEys prior to start of study nedicatiop; cardiogenic
I\ﬁlcpo%}rgystatllllrn%aée lgée 26
Maize starch 45.5
Polyvinylpyrrolidone 65
Poloxamer 407 40
Anhydrous colloidal silica 3.25
Magnesium stearate 3.25
Lactose monohydrate 41.65

650
Ingredients mg
Dronedarone hydrochloride (corresponding to 400 mg of 213
base)
Microcrystalline cellulose 13
Maize starch 22.75
Polyvinylpyrrolidone 32.5
Poloxamer 407 20
Anhydrous colloidal silica 1.3
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wo 2000044550f stage NYHA |V w

WO 2009/ 144550- 29 - PCT/1B2009/ 005587 with IV pressor
agents; patients on respirator; congestive heart

in the | ast 4 weRKB]B2009/005587
uncorrected, henodynami cal14” Significant primry
obstructlvervalvular dlsease

IeReIsRtmembhybratevascul ari zatl on pr ocedur P t_5 2
Sweeks precedi ng random zation Pl anned pmj 26{50

non r\nrrh ac—or r\nrrh ac—suUregerv—or nrocedir i ud| n
H y HrVUUJMI I LI B A >]

surgery for val vul ar heart disease, coronary artery

/%’é/nc?g:ﬁr\’?/%g{ %o&h%rg@ﬁgas%é?c?%ﬁﬁ% @%g%ﬁfﬁ%‘ge?}@?ﬂ grsx relates to a method

for tinatjicatireanatiniodiess indisstedeahoye cuhigh tompaises: thesadnigistration,

tB & Obé%i%hﬂ'o? b# e%f@&ﬁz@%g%ﬂélr%néda'?@n@ BFh %ﬂgr‘n%ceﬁf%dllvfa%é@éble
sec on the last 12-1|ead I gni ficant” sinus

si"f’&:‘@“*‘rép’%ease (docunment ed pause of 3 seconds or nore)

or 2nd or 3rd degree atrioventricul ar bl ock ( AV- bl ock)

s e 57 i i DrEREERZER epphd o bl AN el
hosditalizatiors, théte cempinatitnbiheesdf iim atﬂatlsnt saulmethnfd; lcanbiprigjng
Jdﬁﬁnirsfe%g ?cﬂ'eg‘éldf pétleV?ugllﬂagﬁé%k/ Q%uﬂ atgs ak r%ﬂgrohél pr a

anti-arr hat wou prec use O
rglauwcewtlg@jlycmf:?maol@ ﬁ%” Wleéﬁ%é’ﬂ”‘speély period, i.e.

pat| ents have to stop others antiarrhythmcs such as

' Gass | and 111 Qarr
B BES. SPEPIEeRp S SRR he? F9raBUFSRHRE. MoMAIY. In one
qmmmhentottm moptality idiarseiddeln deqtiir am de, dofetili de,
solatol. Criteria Related to Laboratory Abnormalities:
Pl asma potassium < 3.5 mmol/1 éas anti-arrhythmc
Araliagy roeihod of SBainveittionrie gemetbod wf rraulaitg sheupptassium level in

thY RRIGRI &b atient Hé\fmg{“ésrhstgr% SO Eﬁﬁérﬁ‘%‘cﬁ%ﬂ h@rﬂla’ﬁéh or atrial flutter,
random zat'i on. | atéd GFR at baseline <

$49 nPRthGY; ﬁ@mPH%”@oEWB‘fSFer@ult? ﬁ@pn@pger(tgdﬁ@qeﬁgqoﬁ?npr a
phatrhdéeuticANpackeiatie balt thélofwitH fisbd.ogr anms] * CONSTANT /
CREATI NI NE [ prol /L], where CONSTANT is 1 for nen and
0.85 for wonen)' 30 Furthernore, the concomtant use

lof saynea parfibragiirnentsi of ethe raboste | methods taccoralingi toothe afvention, the
F%I B KasS At omkgrté&?r‘éﬂ?%t@él%b\‘?ﬁét%n%rqmt@? tIﬁ‘%om'e'em odiments

ration an reat nent reat nent was initiate
qfdhe gbevmmethods aseairinprig ths tweRtians theppatiesbbaspp regent history

cﬁ@@&urﬁént%%@&ﬂémﬁpéﬁy%ﬁpmlambmaﬁ&f besHandlitee (rPsome
5‘cgrone arone, at a r

Seerp %?O'@@‘}h@é%ggGPrd'ngégR%'ln"?WoE'et% Rpfignt has a
hmstbfy bfher awuneniy nan eaviamint gitrive dibridetion ravratrial flutter. In some

%ﬂﬁ&d.%bﬁé' chXh@%ll)&/errﬁétﬁo&fba@c%%lﬁgFA &k dh&%n"t'&‘r‘? i plinﬂﬁ’stration

rrn shor
thedr@veﬁﬁ\rﬂ@e duri r@aana@wmallr/y agcepliablgi nerly . tIETeRf  prevents

@d?&.b%&@tae%é?wzémsof It BEmb! &RbSRMENNESE ¥R hifRkeemethods
accordin tine whi ch each patie

?%@F%%EP fhe ipyRatieR, 3l p%‘fﬁﬂ’t bag |ad°errmag%ntf%t6%f@”ﬁafm1rﬁﬁrﬂtﬂa'

fofttet.2 Imreﬁmbserﬁlﬁﬂdngéﬁs lof.#ie ﬁl@d\leembthoﬂg |aUd@dmg|&ottﬁe ivention,
correspon e entire durati

B RS, ST Bt Bishftes T seigcHBRSAIRNE of € above

aptivods iacetrding t8 Chenimmeértonf said udataerﬁtl hastcopgestivatheart failure in a

étﬁﬁlleuﬁé?ﬁo?y%gmllé Iconﬁ?o%“' :Iﬁ omeTQﬁaﬁEB&fhléHs P%abﬁ‘c?\ié h%thods

re ana
pesording te ithy inventiosy @aldh@atueet hes v:énge%lke (hﬁayt fwéwe deflned as

R¥HANBAR||UR| D 8rabieXhetndlyRARICt ddPRRAbn. In some embodiments of the
above methods according to the invention, said patient has with congestive heart

failure defined by a reduced left ventricular ejection fraction below 0.35 in a stable
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15effect regression nodel. The relative risk (RR) is
the ratio of the rates of occurrence of a
woomplis4sbt zat i on or of a death anong the pati ePCBHIR209/005587

dronedarone, relative to tH#9 patients on pl acebo.

20The percent age reduction x of a ven event ,

hemssignaraici PREIBR, Inaema eﬁtbgﬁtﬂn%\r%@ghhe Y€ &pgihods; aeoprding

tb Shes FHventict, @did patidhe afso! dxBiitd ®nwedr: mare=oflihe abela@tmartioned
Results relating to cardi ovascul ar

risk. 25111.1.
ar?B%‘ﬂ??él”F'?é%#%ﬁs and to nortality (principal judgenent
criterion) Anpbng the 4628 patients included in the

ﬁoﬁ% &%ﬁ%% oﬂﬁ{? lgrrl ﬁ%eﬁﬁ%i&g{ &ﬁe@érﬁﬂb%réfﬂaﬁh disease in a

events -were recorded
ratienthwittp Paf@@@a/ gf 90 purrey atiial tfibyillationnor alealfiyies $3idpeted

dMﬁdﬁtsi%Oétﬁﬁ’iﬂfsﬁE%dW@rsQ@hbé}fe'nﬂ% thé e@ﬂbaﬂlly' éﬁé&ﬂve amount of
(J[}e ative ris

SRReeT o1 7 PbaeR By AU eLrerias SoE 1eTath RS fnbodiment,

sarppdtiendfurthér Rdeives dr dmetiabaseal ingatmeah liwone @mbodienent, said
I i gh [ fi f r

d’aggllri’to\glﬂ@grls '?(?%ewe% gycr%trggrb)tt wﬁﬁlrb no§ﬁota§§|gM ﬁ%aﬂmg r&tﬂ:s In
@G‘parethdﬁnQiﬂS,t maidt patient nalscatexmltéupn@sorv &1oje sefothe above
AditBhed B8s REALNAEKGcRfs. t he treatment, this separation
persisting over tine throughout the dur ation of the
study. WD 2009/ 144550PCT/ 1B2009/ 005587 - 31 - 111. 2.
TReSprebentrigVearitibn ds tllasteatedibg\hs dateahereiraftet aith zaflereanas to the

ndht sar di ovaz| y]l ar nortality Anmong t he 4628
%@Fi% § NEEI"LEEE  n the st udy, 2301 were part of the
group Streated w th dronedarone hydrochl oride. 892
eventg, e £ vk Qérqgga 'N&PEHGMQE? AR Wtﬁy e &MI&% %%1 of

in the group eate rone ar one roc | orid
The dmsamhaﬁw oreaf gepiidram any pausg oygnapetied af 3P mont ths;
45x10-10, i.e. a reductlon in cardlovascular

hospd; al i z tions [’JI oR/Aascu ar d t% Lﬁ5t 5% 0.0N
10dr ﬁ%‘&ﬁr ﬁspfﬁ?a? SEhEUPES U Su‘?’rﬁ“ T e ©
si gniHaspitalizatidn M&aﬂ:hombmdér deghy ovlr@g=ricd ef 8@ sudnths;

obt ai ned, shows a clear separation of the two

cunul ative curves very soon after the beginning of the

t r eatfrigure, 3 trapreseietp ot daplan M@tesu%wmgvﬁbvge ¢Unprdative rate of
thr ouglagisdiizhiieh SUsraubigeh @ath Bersd phod o 30 Hldntiss;

Resul ts re‘l ating to cardi ovascul ar hospitalizations

and to sudden death Anbng the 4628 patients incl uded

in trrag@feudweprzeaedisvempmr KMekf dunee guithuihet cieadlativenistd of
dron ar % E%_Idr orlg é ég} events were recorded
int SB| o:) Ye&?pbe”g % ®in the group treated
wi t h dronedarone hydrochl oride. The cal cul at ed

rel at Flgt?rerd r%%rés% Qo ﬂg’plé’\\‘n Mélefi‘ clrve vﬁﬂ?‘tﬁg chfhildtivé rat@ of death

reduct Pon 1 n-cardiovascul ar hospi tal 1 zati1 ons and
suddeifora@ay §3usst oves apsriash oG meateone hydr ochl ori de,
the result being highly S|gn|f|cant 25 Figure 3,

whi ch_re duces the r obt ai ned ows a Cl
selparlagwgng ]lép{eﬁgntlsv\% %E’E‘]ﬂ‘l Eﬁeﬁ; Uy Wit @1& 9“@&8%"6 rate of
af t ercdrdievimeglandeaiy aver & peridd efs80maonthst hi s separati on

persi sting over tinme throughout the duration of the

st udy.
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.



30111.4. Results relating to cardiovascul ar
hospitalizations Anong the 4628 patients included in
W@ @945y, 2301 were part of the group treat eRPCTiIB209/005587

dr onedar one hydrochl oride-27- 859 events were
recorded in the placebo group, against 675 in }he

gr oupiQUre & Epressits B GaRiAR dgieh EUTNG VL Mo cHEYatie, gate of
cal cnbglihkzatioh at biv@edth fismi dhyGaiidd ovértaperiop of 30 xddhtiss,

i.e. a reduction in cardiovascul ar hospitalizations of
25. 5% on dronedarone hydrochl oride. WO

2009 Fidiis 30 RERTeEBAB 00 KapEHSWeier 3Rirve Witguhe cimuigiive ftate of
repr (Plg%ﬁ&ﬁzéﬁpﬁ d;q%? Wb P %'n? @use MOWGicAtLChBANYHA class Il
separation of the two cunulative curves very soon

af t eccongrstivepeathiafigregiver p@etipdat 3menthehi s separati on
persisting over tine throughout the duration of the

tudy. 5111.5. Results relating to cardiovascul ar .

R8s F6a: 73eMntD P ePhabt (FBIKRIGE] GRS f Phariaceutically
astgptabie stits tetear, inrthé ptdvention dnmandjovdseuldt B8spitatizatings or of

I hel.ud [ t .
WP Sy ByBioty by, rivcha! B frBftdactHe, fifchbHle. in =
presipectivec ondithtionalt meuliiteatrebdogpletiind sljairals study gviihn rangem
HHRoh ' RAkRE WHdupsdbPNRSRRAE (%deppfiﬁé'af&d d@ith Td¥enedarone

calculated relative risk is 0.6]6, ]g.e. ng?%eductio.n inf
hydiioghlg(das and rour Epaied | Withe iRiprebpLP BRltgniy having a history o
atridpfibrillaBén ematodl fR@erd% 15111. 6. Results relating to
cardi ovascul ar hospitalizations for transient ischemc
event or stroke Anong the 4628 patients included in

It Padiedt sellecti@®B01 were part of the group treated with
dronedar one hydrochl ori de. 2061 events were recorded

in the placebo group, against 43 in the group treated .
Thietratighis heddp Gare pydstephdatial él.bﬂfm@n&ﬁlf@g%?wor could be in
Mofrhaltdind@ rhteii drn BuriBBribMibibreoriutteatGRclusion.e.  a

reduction 1 n cardi ovascul ar hospitalizations for

transi ent ischem c event or stroke of 34% on

Theopatitat caguiyiemntowhs arandesl o6 by libking iRes at¢aint dhatfollogving
. ity fromany cause Anmong the 4628 patients
"ll'cg%ﬁ[%éérg&ﬁ the study, 2301 were part of the group
treated with dronedarone hydrochl oride. 30139 deat hs
INBILCionSGfeAgd 1 n the placebo group, against 116 in the
group treated wth dronedarone hydrochl oride. The
calculated relative risk is 0.844 with a p = 0.1758,

I . e. 9 Ooredifeid howihg dierfittars hadidBe presdntonedar one
hydr ochl ori de. 35Figure 5, which reproduces the

results obtained, shows a clear separation of the two
cunul at i veagelequektovs gyeaserdhamy® gearshe begi nni ng of the

treat nment, ' 0  Sdch ' i
t hr ough(_)uth E‘Leténdsﬁc?rg?{agnlgo nt?ﬁééﬂé%g{%.g Qﬁ{%fl.|éé%s?gévguflltm‘fgrent

rel ating t@d2s888)i ovascul ar nortality Among the 4628
patients idisdaisted in the study, 2301 were part of the

group t Ee%&gry"‘éft Qergggpggcﬁeoﬂ?ang}/e%{ e !an%c' g\?e'nt or completed

cerebral stroke) or of systemic embolism,

- left atrial diameter greater than or equal ’Eo 50 mm measured by
echocardiography,

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

or
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waele@nagesone hydrochl ori de.

594 cardi ovascul ar deaths were recorded in the placebo
group, against 65 in the group treated with

he cal cul at ed r el BET/AR2009/005587
risk is 0.698 with a p = 049252, i.e. a reduction in
cardi ovascul ar_ nort Iit% of 30. 2% on ronedﬁroneb. d with
hydr ochlgeiegeal 9 SEiahaye 78, ORRAERHRROYE I Fd REEPY gambined wi
resul t s splaasi drecbf s eacFastord ledowsepar ati on of the two
cumul ative curves very soonp. after th egl nni f

t r eat nert %YPﬁi{‘SE’ng?‘ﬁW oa(r?lﬂ'B resriFegF @ﬁg cgv%r {gtglg{;eqwg aifiéient
t hr oughoutclasbes)dur ati on of the study. 111.9. Results
relatin hyt hm ¢ death 15 Anong the 4628

pat i entg> itd%&gﬁ%éd in the study, 2301 were part of the
group t reedistery vaf taerehrainstepkeolansiont iseiharaie; Qyent gg completed

arrhythm %e%??él'%ﬁ?lﬁéj%albh@siérﬁimeﬁﬂfoﬂérﬁp arr hyt2 gmj a) .
were recorded | e acepo .group, again in

group treds 6‘”\?11 damgt n%rSQ{éGr]?@arh?BFSH%ﬁ8r%@m Wﬁ%re% by
cal cul at edchetandiography,sk is 0.55 with a p = 0.001,

i.e. are ' t A, t f %

dr onedarooﬂéew%rgﬁ%@%l %é‘ir'tgé F{Eﬁn ?%as %gg uﬁof/(g @g autr?%é)yttvc‘)lo
sudden dealimemsimabeeogrPys28 patients included in the
study, 2301 were part of the group treated with

dr onedar one_hydr ochl ori de, 35 sudd%ﬂg_?eat_hs wer e h
r ecorld &4aiaRIIHHY 35 electingagliosiam cgyis dyring the;past §rapphs
treatigbradrito doconedatenerdspdcoohltios intktory of atridlhféorillation or
cal CIH ﬁted relative risk is 0.405 with a p = 0.0031,

i .e. "¥"%'eduction in sudden 30death of 59.5% on

dr onedar one hydrochl oride. Figure 7, which reproduces

the r £ S ' ot i t
(o IR SRR sy ool sk

the tin gEteREN@ocUMENthedYsaTeACE OR ABINSE SF PR SBIHS fh
t hroughout the duration of the study. 35 111.11.

Bretudion cAterpk: t he bl ood pot assi um | evel The
“potassium concentration-nodul ating effect is clearly

docunented in the study by virtue of the results of
cerdrysgteriaf regul ar bl ood sanpl es taken throughout the

—m)ﬁg{ug;l: %&%Iit){,ﬁgf}gé\% iﬁ%%@iﬁaptg?%n? ?%erf%ipé)(fe ir¥ {Pfé‘ study.

-20R8y ﬂa&ﬂ@5@ﬁﬁﬁé&ﬂ’ﬁi'?g}%’s@%%Brderﬁﬁat%qo’ﬁlthMalublatr]]oiad:ﬂ:ma'rcion or
pot assi um (i.n nmo etween the first and the st
adPRVRrEY r é{é"i'toﬁuﬁf"at' hé‘"ﬁ%%aﬁ%’ﬁer otV hé“%?gtagsl'saraé‘% organ
| NEhihRshtationrb@Uiig ilmire svpipedssBnsi gni fi es basal

| evel, D sir%ni fies dai and M %i %'ni fles mont h. o'%rc]:hildbearin
-an&ISPORET WeMen (PIPINANICE 15 MYt PERSAZYS) R™ BPEISH 9
popétehiial Mdt @nehdeduate Bigthi cdrtrod cordy Rioniemewith ar highly effective

val ue durjng the study after the 24th nonth, shows

& e o heprrAPE DA e aemonr r RS Ve 18D) or
C oBRdlshntie rahdorpk@cebo (p < 0.0001). Dronedarone

thgr effre .makes it possible to regulate the potassium

1 ePETASHRSHIRGWEINGB . 111.12. Results relating to

-fj hPrédese(lztm%d}ddirtdﬁmosmaﬂyr Clﬁcéﬂrt] yartigipation lt[dahctthm'trialaglith an
iuretic-15 based treat nent e clinical..

* hivEptsyom B PR AR s ph ok eBh SRR Ze R RL e s

poPasadusPatieipatian sthishtdall i sk of sudden death, in
particular in patients exposed to the risk of a
decrease i n potassium exacerbated by the

Qritetia iR 4téd foancavlliaa cdnditi@t:i ¢

- Patients in permanent atrial fibrillation
- Patients in unstable hemodynamic condition such as acute pulmonary edema
within 12 hours prior to start of study medication; cardiogenic shock; treatment
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20 treatnent: the reduction in the risk of sudden
deat h by dronedarone, i.e. the preventlon of sudden

waele@vhi4sempared with the pl Tag,z was 70. 4% i nP€T1EB2009/005587
5 n

patients on diuretics and t he patients not
t akithdV gresset agz&nts Fpatlélhe bADEshiratdrecorgdsilel Kt failur8 ©f stage

I, roups of i ents e .25
NS D SER B B et otihCarioidl hefuinaraialveianicant
pabnmat)sobsmxeﬁ\m t/aheulareahlslééseO rhemdyﬂiwmbalgiks@mﬁcﬂ%bstructlve
uctlo({} of 45, 5% ob serv d.in the %)at i ent

Sa@éﬁlgoR% y’h?/p?@F %qquvatlon or re\@fiu @zatl%smp ure wﬁﬁln 4
reWaeksngrebedmgxrwdonmﬂu:h ar hospitalizations and to

30pat i.ent dev t
Tt PleRe ik iR RAT b oo SERnN B PneS o Makting sgoery
| nfdr wdlydlar hearh dissass] yoranaf)lartey ©ypasstgrart (G:AIBGE lpekfutaneous

| e n?'y%\,%ﬂ’eg{!} &Q%‘{% gp gfé pﬁ%qgﬁ%]rh%%kragﬁplantatz ion list

-f [ Actutlelrayqoerdtfsl artcoestrictivetdeeicgditisp treated 35with

v BFENEURLE RO o R PGt 25995 SR RS erd o

-r eStglndlsdn’u singsheods disedse (@poupented pass Bf Bsetdraisgsratipre) or

b000) S AastRedr BT R AT Bea Ju0 i wiRs, rapted with

r epageimaker.i sk is 0,67 with a p = 0,06, i.e. a

reduction in cardiovascul ar hospitalizations and to
nortality in patients with permanent atri al

Griteyiia Relatddiin/Gdngomiéantddedd@fonst dr onedar one
hydrochl ori de. 5Figure 9, which reproduces the results
Ngiedaphadconsamitentametiieations thak is pradvibitet! inhidist tial, including the

réqm}én@édt Y& \fdd{cﬂ'i§§ VWilhs 2008 13hHe1 ahi %rrh@tﬂh{w&rﬁgs QhatiiiRid
I's separation perS| stin
Fﬁﬁ? @fg"ﬁ'@msetqfétw g gyringr the piangied &}udy period,jie} paijents have
tR&avd bﬂnefr@la?tlarﬁg/tlﬁrﬁlcs‘ Reich ra%vvamgr@n Whilligag d)l@ééaﬁ @HY an anti-
ation or
AP RIcHE, ik, B B e Bionatdel eS8 e Plrieiinpg auinicine,

dlmh/wm;demvfatihéetsoieam 2301 were part of the group
treated with dronedarone hydrochl oride. 15629 events

IR REPRIAEY byl dIF ABhGEERAe 07 OUP Ver sus 486 i the

group treated w tr aroneuar one hydrochl ori de.
-CaPleamat gxptassium i ve 35 skhmws aﬁjaéntt—arrrﬁ)/t%lp |drlﬂgs acan be

2473 3aderi€F BaHE 6 BadliBhiE ki Bhist Be PGB Bt o
caddewization.ar hospitalization in patients wi t h a

?Lé;{%ﬁﬁédn%g gésﬁﬁ‘ﬁﬁé 6{%@1 Erl%l ﬁ?&% e%erg?%ulﬁ formula

t r &ftR dmidining ﬂf@ﬁed&ﬁﬁnhfeh;edi FdNEII@HTdeIog?&BnﬂS’SC@W@TM\IT /
V\’eéREfA\?NN‘Eggmole]t @vﬁel@l GSREPARTILR félrg{u1 ogn(fj'é.%S & idhen )

group treat ronedarone hydro
Cal cul ated rel ative risk was equal to 0.76, i.e.

a
FIpeoe e FHSRRUANRE B o 3BRRUE RidL B0 1 slef i, o
%\é‘ﬁpéh%l@h\ﬂstmt@OSﬂQR:WQl’anrohlbmct di sease

Il. Duration and treatment

Treatment was initiated using tablets containing either the placebo or an amount
of dronedarone hydrochloride corresponding to 400 mg of dronedarone at a rate
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From the 4628 patients included in the trial, 2301
were part of the group treated 35w th dronedarone
wWhyweoetssori de. 106 events were reported in t heCPIBROEN®SS87
group versus 77 in the grdu?rptreat ed wth dronedarone
drochl or | ﬂ“ Cal cul ated re| atlv% ri sk was e a\l
lge gjdgy wi H@d?@%@%? eNeNg rapa mov@pecn ica yatarate

o'a! (blﬁa@/tékﬂéﬁﬁ @lﬁ&’rlﬁoirBﬁ@GBh@&‘:ﬁ%frﬂy él‘ﬁaé_-bréédasl l"énd Rgs lﬂélﬂet_ in the
relatin tion of cardi ovascul ar death in
eiygplpgﬁyﬂné’mgr%hogtlyp%\f é‘?’h“% heart di sease From

the 4628 patients included in the trial, 2301 were

ént kaﬁé@g%ﬂ% of 'El%a{rgéim%\“& s qfaﬂﬂﬁlgaa\'c%r%hng to the tme at

roc [ ori events were reported I n ace
vejw@ugaW%@gt was ngludrd ifytheiiHdyr eacﬂ ewlwr@weofr% @da'mﬁrﬁén of

fwﬁnbﬁmt@f@i(‘) tHé€last patient Gadluaélda!ipecb éahaium\am bdmséfspm@mg to the
0]

ual ovascul ar
Gt siuslobo s sbidh 12 it sfeon P LELGEAT G4 Rlpromately
Jorrevreths favtheofirstpatdntsviasloddcar hospit al i zat| on and death
in patients wwth a congestive heart failure defined as
NYHA class IIl in a stable henobdvnam c condition 15
ItrResulise 4628 patients included in the trial, 2301
were part of the group treated wi th dronedarone

drochl or.i de. random zati on, ent
T RS SR EH 12 i S S Reabred BY fof Raph dleigl tretngnfor
themgdiesaand tie nelativeoriskRR) pas testimatdte ugih@ Gx@ propoitional-
vvi th NYHA class IIl congestive heart
?%%gli %@&%hgﬁ‘és dbl e henbdynam ¢ condition were part of
t he group treated with dronedarone hydrochl ori de.
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Figure 1, 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.
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I11.4. Resulis relating to cardiovascular hospitalizations

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

859 events were recorded in the placebo group, against 675 in the group treated
with dronedarone hydrochloride.

The calculated relative risk is 0.745 with a p = 9x10°, i.e. a reduction in
cardiovascular hospitalizations of 25.5% on dronedarone hydrochloride.
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lIl.5. Results relating to cardiovascular hospitalizations for atrial fibrillation or

supraventricular arrhythmia

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

457 events were recorded in the placebo group, against 296 in the group treated
with dronedarone hydrochloride.

The calculated relative risk is 0.616, i.e. a reduction in cardiovascular
hospitalizations for atrial fibrillation of 38.4% ,

11.6. Resulis relating to cardiovascular hospitalizations for transient ischemic

event or stroke

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

61 events were recorded in the placebo group, against 43 in the group treated
with dronedarone hydrochloride.

The calculated relative risk is 0.66 with a p = 0.027, i.e. a reduction in
cardiovascular hospitalizations for transient ischemic event or stroke of 34% on
dronedarone hydrochloride.

11l.7. Results relating to mortality from any cause

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

139 deaths were recorded in the placebo group, against 116 in the group treated
with dronedarone hydrochloride.

The calculated relative risk is 0.844 with a p = 0.1758, i.e. a reduction of death of
15.6% on dronedarone hydrochloride.

Figure 5, 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.
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111.10. Results relating to sudden death

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

35 sudden deaths were recorded in the placebo group, against 14 in the group
treated with dronedarone hydrochloride.

The calculated relative risk is 0.405 with a p = 0.0031, i.e. a reduction in sudden
death of 59.5% on dronedarone hydrochioride.

Figure 7, 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.

111.11. Regulation of the blood potassium level

The potassium concentration-modulating effect is clearly documented in the study
by virtue of the results of analyses of regular blood samples taken throughout the
duration of the study in the context of the monitoring of vital parameters.
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patients who developed “permanent atrial fibrillation/flutter”

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

294 patients who developed permanent atrial fibrillation/flutter in the group treated
with placebo versus 178 patients in the group treated with dronedarone
hydrochloride (p<0.001).

74 events were recorded in the placebo group versus 29 in the group treated with
dronedarone hydrochloride.
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The calculated relative risk is 0,67 with a p = 0,06, i.e. a reduction in

cardiovascular hospitalizations and to mortality in patients with permanent atrial
fibrillation/flutter of 33% on dronedarone hydrochloride.

Figure 9, 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.

l1.14. Results relating to the prevention of cardiovascular hospitalization or death

in patients with a structural heart disease

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

629 events were reported in the placebo group versus 486 in the group treated
with dronedarone hydrochloride.
Calculated relative risk was equal to 0.76, i.e. a decrease of cardiovascular
hospitalization or death of 24%.

.15. Results relating to the prevention of cardiovascular hospitalization in

patients with a structural heart disease

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

583 events were reported in the placebo group versus 452 in the group treated
with dronedarone hydrochloride.

Calculated relative risk was equal to 0.76, i.e. a decrease of cardiovascular
hospitalization of 24%.

11l.16. Results relating to the prevention of death in patients with a structural heart

disease

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

106 events were reported in the placebo group versus 77 in the group treated with
dronedarone hydrochloride.
Calculated relative risk was equal to 0.76, i.e. a decrease of death of 24%.
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with dronedarone hydrochloride.

75 events were reported in the placebo group versus 48 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.67, i.e. a decrease of cardiovascular deaths
of 33%.

111.18. Results relating to the prevention of cardiovascular hospitalization and

death in patients with a congestive heart failure defined as NYHA class lll in a
stable hemodynamic condition

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

At randomization, 109 patients with NYHA class Ill congestive heart failure in a
stable hemodynamic condition were part of the placebo group and 91 patients
with NYHA class Il congestive heart failure in a stable hemodynamic condition
were part of the group freated with dronedarone hydrochloride.

71 events were reported in the placebo group versus 40 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.56, i.e. a decrease of cardiovascular
hospitalization or death of 44%.

Figure 10 shows that the effect of dronedarone occurred early and increased over
time.

111.19. Results relating to the prevention of cardiovascular hospitalization and

death in patients with congestive heart failure defined with a reduced left

ventricular ejection fraction below 0.35 in a stable hemodynamic condition

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

At randomization, 87 patients with congestive heart failure in a stable
hemodynamic condition as defined by a reduced left ventricular ejection fraction
below 0.35 were part of the placebo group and 92 patients with congestive heart



10

15

20

25

30

35

40

(0.59%9 1.282 [0.516 - otherw se specified) 3.187]
Myocardi al i nfarctionor 61 (2.6% 48 (2.1% 0.742

W@ 2009081550 unst abl e angi na 1. 083] PCT/IB2009/005587
St abl eangi napectori sor 41 '(317. 8% 45 (2.0% 1.042

0.682 - atypical chest i.n .
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gjection fraction below 0.35 were part of the group treated with dronedarone
hydrochloride.

47 events were reported in the placebo group versus 39 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.68, i.e. a decrease of cardiovascular
hospitalization or death 32%.

111.20. Results relating to the prevention of death in patients with congestive heart
failure defined as NYHA class il

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

At randomization, 109 patients with NYHA class lll congestive heart failure in a
stable hemodynamic condition were part of the placebo group and 91 patients
with NYHA class |ll congestive heart failure in a stable hemodynamic condition
were part of the group treated with dronedarone hydrochloride.

21 events were reported in the placebo group versus 12 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.66, i.e. a decrease of death of 34%.

111.21. Resulis relating fo the prevention of death in patients with congestive heart

failure in a stable hemodynamic condition as defined by a reduced left ventricular

ejection fraction below 0.35

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

At randomization, 87 patients with congestive heart failure in a stable
hemodynamic conditions defined by a reduced left ventricular ejection fraction
below 0.35 were part of the placebo group and 92 patients with congestive heart
failure in a stable hemodynamic condition as defined by a reduced defined with a
left ventricular ejection fraction below 0.35 were part of the group treated with
dronedarone hydrochloride.

16 events were reported in the placebo group versus 10 in the group treated with
dronedarone hydrochloride.
Calculated relative risk was equal to 0.55, i.e. a decrease of death of 45%.
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Placeho Dronedarone 400mg
BID
(N= 23) (N= 24)
Number of events, n 19 - 13
Median survival [95% Cl](day) 254.0[131.0; | 487.0[182.0; NA]
293.0]
Cumulative incidence of events at 6 0.348[0.153; [0.292[0.110; 0.474 ]
months [95% Cl] 0.542]
Cumulative incidence of events at 1 year| 0.696[0.508; [0.375[0.181; 0.569 ]
[95% CI] 0.884]
Cumulative incidence of events at 2 0.837[0.680; |0.578[0.368; 0.788]
years [95% ClI] 0.993]
Endpoint's composition:
Cardiovascular hospitalization 15 10
Death from any cause 4 3
- Cardiovascular death 3 2
- Non cardiovascular death 1 1
Log-rank test p-value 0.0711
Relative risk [95% Cl]a 0.523[0.256; 1.070]

11.23. Results relating to the prevention of hospitalizations aséociated with

congestive heart failure, that is for patients who developed congestive heart failure

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

132 events were reported in the placebo group versus 112 in the group treated
with dronedarone hydrochloride.

Calculated relative risk was equal to 0.855, i.e. a decrease of cardiovascular
hospitalization associated with congestive heart failure of 14.5%.

111.24. Results relating to the prevention of hospitalizations associated with class

[V congestive heart failure, that is for patients who developed congestive heart

failure

From the 4628 patients included in the trial, 2301 were part of the group treated
with dronedarone hydrochloride.
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54 events were reported in the placebo group versus 42 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.78, i.e. a decrease of cardiovascular
hospitalization associated with class IV congestive heart failure of 22%.

111.25. Results relating to the prevention of cardiovascular hospitalization or death

in patients with coronary heart disease

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

At randomization, 737 patients with coronary heart disease were part of the
placebo group and 668 patients with coronary heart disease were part of the
group treated with dronedarone hydrochloride.

350 events were reported in the placebo group versus 252 in the group treated
with dronedarone hydrochloride.

Calculated relative risk was equal to 0.733, i.e. a decrease of cardiovascular
hospitalization or death of 27% in patients with coronary heart disease

(P=0.0002).

111.26. Results relating to the prevention of cardiovascular hospitalization for

patients with coronary heart disease

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

At randomization, 737 patients with coronary heart disease were part of the
placebo group and 668 patients with coronary heart disease were part of the
group treated with dronedarone hydrochloride.

321 events were reported in the placebo group versus 233 in the group treated
with dronedarone hydrochioride.

Calculated relative risk was equal to 0.740, i.e. a decrease of cardiovascular
hospitalization of 26% for patients with coronary heart disease (P=0.0005).
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From the 4628 patients included in the trial, 2301 were part of the group treated

with dronedarone hydrochloride.
At randomization, 737 patients with coronary heart disease were part of the
placebo group and 668 patients with coronary heart disease were part of the

group treated with dronedarone hydrochloride.

66 events were reported in the placebo group versus 39 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.643, i.e. a decrease of death of 36% for
patients with coronary heart disease (P=0.0273).

111.28. Results relating to the prevention of cardiovascular death for patients with

coronary heart disease

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

At randomization, 737 patients with coronary heart disease were part of the
placebo group and 668 patients with coronary heart disease were part of the
group treated with dronedarone hydrochloride.

47 events were reported in the placebo group versus 26 in the group treated with
dronedarone hydrochloride.

Calculated relative risk was equal to 0.602, i.e. a decrease of cardiovascular
death of 40% (P=0.0355).
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1.738] Cardiovascular infection O (0% 4 (0.2% NA

Maj or bleeding (requiring two 24 (1.0% 21 (0.9%
W@2®9644580 454 - or nore uni t% of bl ood or any PCT/IB2009/005587

i ntracrani al hem)rrhage) 41 466]

!gé rmBnQag!r!é g;lmlgsl;;mgs {@ r(ever]ﬁ@n %P g diova cu?far Eosrlltallza?on and

death in patients with cardiovascular risk factors

N HR (95% ClI)

Age 2 75 years 1925 0.75 (0.65, 0.87)
Hypertension 3995 0.77 (0.69, 0.85)
Diabetes 945 0.75 (0.61, 0.91)
Prior cerebrovascular accident

] ] 616 0.80 (0.62, 1.02)
or systemic embolism
Left atrium diameter >= 50 mm 955 0.77 (0.63, 0.94)
LVEF < 0.40 338 0.72 (0.51, 1.00)

Consequently, these results show a decrease of respectively 25%, 23%, 25%,
20%, 23%, 28% of cardiovascular hospitalization and death in patients with at
least one of each above cardiovascular risk factors.
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Wor seni ngheartfailure, including pul nonary edema or
waely®phessof cardiac origin 92 (4.0% 78 (3.4% POr/882809/005587
[0.595 - 1.089] Ventriculaf2extrasystoles 1 (<0.1% 1
(<0.19% 0.973 [0.061 -
NG Resilta rerating &g it

EhiNC = 3 o hospiig ai ned)
6 (0.3%9 6 (0.3%9 Ventricular fibrillation
Placebo Dronedarone | HR (95% ClI)
(N=2327) (N=2301)
Any cardiovascular| 859 |(36.9%)| 675 | (29.3%) | 0.745[0.673 —
hospitalization 0.824]
Atherosclerosis related (if notl 8 | (0.3%)| 11 (0.5%) |{1.282[0.516 -
otherwise specified) 3.187]
Myocardial  infarction or| 61 | (2.6%)| 48 | (2.1%) |0.742[0.508 -
unstable angina 1.083]
Stable angina pectoris or] 41 | (1.8%)| 45 (2.0%) | 1.042[0.682 —
atypical chest pain 1.591]
Syncope 24 | (1.0%)| 21 (0.9%) | 0.836 [0.465 —
1.501]
TIA or stroke (except| 35 | (1.5%)| 28 | (1.2%) |0.751[0.457 -
intracranial hemorrhage) 1.235]
Atrial fibrillation and other| 457 |(19.6%)| 296 | (12.9%) | 0.616 [0.532 —
supraventricular rhythm 0.713]
disorders
Non-fatal cardiac arrest 2 [(<0.1%), 3 (0.1%) | 1.442[0.241 —
8.632]
Cardiovascular surgery| 23 | (1.0%)| 21 (0.9%) |0.852[0.472 —
except cardiac 1.540]
fransplantation
Implantation of a pacemaker,| 29 | (1.2%)| 32 (1.4%) | 1.041[0.630 —
ICD or any other cardiac 1.721]
device
Transcutaneous  coronary,| 31 | (1.3%)| 27 | (1.2%) |0.817[0.488 —
cerebrovascular or 1.369]
peripheral procedure
Blood pressure related| 21 | (0.9%)| 21 (0.9%) |0.949[0.518 —
(hypotension, hypertension; 1.738]
except syncope)
Cardiovascular infection 0 (0%) 4 (0.2%) NA
Major bleeding (requiring two| 24 | (1.0%)| 21 (0.9%) |0.816[0.454 —
or more units of blood or any 1.466]
intracranial hemorrhage)
Pulmonary embolism orl 3 |(0.1%)| 10 | (0.4%) |3.159[0.869 -
deep vein thrombosis 11.478]
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1 (<0.1% 1 (<0.1% 0.943 [0.059 -

ventricular arrhythma 0 (0% 1 (<0.1%

15.083] Qth

NA

er
- 44

W0 209146330 Results relating to the preventi on BET/B2009/005587
cardi ovascul ar hospitali z_at43bh not due

Su

raventricular arrnytiym a puch ag tyal r
fi briVersgningn &eart ufaildre,| BRap 8] I\I:E§27)(gﬂ|(yﬁne(ﬁ§9%[r%595-"
( NF2883dingPouldebargd 2dénx) nonr AF car di ovascul ar 1.089]
hospi tdal i zati.on d‘311 rg22. 0% 438

or dyspnea of cardiac origin

Ventricular extrasystoles 1 [(<0.1%) 1 (<0.1%) | 0.973 [0.061 —

15.560]

Ventricular tachycardia (non-| 6 | (0.3%)| 6 (0.3%) |0.952[0.307 —

sustained and sustained) 2.951]

Ventricular fibrillation 1 [(<0.1%)] 1 (<0.1%) | 0.943 [0.059 —

15.083]

Other ventricular arrhythmia | 0 (0%) 1 (<0.1%) NA

to a




5

(19.0% 0855 [0.753 . _ 0.972] Atherosclerosis rel ated
(if not otherw se specified) 10 (0.4% 11 (0.5% 1094
WO 04844550 _ 2. 5751 Myocardial infarction or unBCEIB2009/005587
angl na 71 (3.1% 52 (2.3%48.-730 [0.511 -1.045] Stable
i na pectoris or atypical 2. 51
I|k% MS reda u_,g athe préeve t 01 C& -\0 QMASCLIIA c\~5-r':,,3‘ ot due

tdd s%ve‘i@ruﬁé? aﬁ’ﬁﬁthﬂua_smlckﬂé@étnal fibrillation or flutter

Placebo Dronedarone | HR (95% ClI)
(N=2327) {N=2301)
Any non-AF cardiovascular o 0.855[0.753
hospitalization 511 | (22.0%) | 438 | (19.0%) | ~"_g g72]
Atherosclerosis related (if not o 1.094 [0.464
otherwise specified) 10| Q4% | 11 | (05%) | "5 575
Myocardial infarction or unstable 0.730[0.511
angina 71 (3.1%) 52 (2.3%) ~1.045]
Stable angina pectoris or o 0.962 [0.655
atypical chest pain 53 (2.3%) 51 (2.2%) -1.412]
0.822[0.474
Syncope 28 | (12%) | 23 | (1.0%) | 1.‘[127]
TIA or stroke (except intracranial 0.742 [0.469
hemorrhage) 43 | (18%) | 32 (1.4%) | 74 477
Non-fatal cardiac arrest 2 (<0.1) 3 (0.1%) 1'5_04 [0.251
9.000]
Cardiovascular surgery except o o 0.853 [0.495
cardiac transplantation 28 (1.2%) 24 (1.0%) - 1.472]
Implantation of a pacemaker, o o 0.819 [0.555
ICD or any other cardiac device 56 (2.4%) 46 (2.0%) -1.210]
Transcutaneous coronary, 0.773[0.484
cerebrovascular or peripheral 40 (1.7%) 31 (1.3%) —1.235]
procedure
Blood pressure (hypotension, o o 0.960 [0.554
hypertension, not syncope) 26 (1.1%) 25 (1.1%) - 1.662]
Cardiovascular infection 0 (0%) 4 (0.2%) NA
Major bleeding (requiring two or 0.960 [0.566
more units of blood or any 28 (1.2%) 27 (1.2%) —1.628]
intracranial hemorrhage)
Pulmonary embolism or deep o o 2.713[0.864
vein thrombosis 4 (0.2%) " (0.5%) —8.521]
Worsening heart failure, 0.787 [0.596
including pulmonary edema or 113 (4.9%) 89 (3.9%) —-1.039]
dyspnea of cardiac origin
. 1.005[0.063
Ventricular extrasystoles 1 (<0.1) 1 (<0.1) — 16.062]
Ventricular tachycardia (non- o 0.857 [0.288
sustained and sustained) / (0.3%) 6 (0.3%) —~2.550]
. o 0.997 [0.062
Ventricular fibrillation 1 (<0.1) 1 (<0.1) ~ 15.940]
Other ventricular arrhythmia 0 (0%) 1 (<0.1) NA

For example, dronedarone was associated with a 14.5% reduction in the risk of a



TI A or stroke (except intracrani al henorrhage) 43
(1,8% 32 (1.49% 0.742 [0.469 - 1.172] Non-fatal
we@anditgssarrest 2 (<0.1) 3 ( 1% 504 [ 0. 251 1rCT/BB2000J05587

Car di ovascul ar surgery exc¢ cardi ac transpl antati on

fl?& c(aldlg\?@scalér ﬁésp@t%zéﬁoﬁ%t [fde485% suéraégrﬁﬂlcdléfpérﬁmr&hlbquR

% er cardi ac devic

[%@%@}f 0. %5 0275%0 %@19‘\% ; 0ot elow; theylgvermuipRes aﬂ%é\ﬁé‘\FL
rfé@bmaéﬂbnscm Porvdarshedl s GhaiRfT HEE1e6 Fewer ABSSHANLatibRs for

worsenmg heart failure, Ml or unstable angina, or stroke or TIA
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1.39%9 0.773 [0.484 - 1.235] Blood pressure

(hypot ensi on, hypertensi on, not syncope) 26 (1.1% 25

W@ 200923458960 [ 0. 554 |

0 (0% 4 (0.2% NA Major bPBeding (requiring two or

nor e
CLAIM

enbo
12713

units of bl ood or any intracranial henorrhage) 28
$ 27 (1.2% 0.960 [0.566 - 1.628] Pul nbnary
lismor deep vein thronbosis 4 (0.2% 11 (0.5%

. 864 . . .
ce) o 6dronedaroalg'leso?'r1:J pharmaceutically acceptable salt thereof, for the

'preparation of a medicament, wherein said medicament is taken with food,

for use in the prevention of mortality and/or of cardiovascular
hospitalizations.

Use according to Claim 1, for the preparation of a medicament for use in
the prevention of mortality and/or of cardiovascular hospitalizations in
patients having a history of atrial fibrillation or atrial flutter through
regulation of the potassium level in the blood.

Use according to either of Claims 1 and 2, wherein said prevention of
mortality and/or of cardiovascular hospitalizations is provided to patients
with a history of, or a current atrial fibrillation or atrial flutter.

Use according to either of Claims 2 and 3, characterized in that patients
have a history of or a current, non permanent atrial fibrillation or atrial
flutter.

Use according to either of Claims 2 and 3, characterized in that patients
have a recent history of or a current paroxysmal or persistent atrial
fibrillation or atrial flutter.

Use according to either of Claims 2, 3, 4 and 5, for the preparation of a
medicament for use in the prevention of cardiovascular hospitalizations.

Use according to either of Claims 2, 3, 4 and 5, for the preparation of a
medicament for use in the prevention of mortality.

Use according to either of Claims 2, 3, 4, 6 and 7, characterized in that the
mortality is a cardiovascular mortality.

Use according to either of Claims 2, 3, 4, 6, 7 and 8, characterized in that
the mortality is a sudden death.

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

patients have a permanent atrial fibrillation or atrial flutter.

1.662] Cardiovascul ar PCIF/B20090095587
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Worseni ng heart failure, including pul nonary edema or

dyspnea of cardiac origin 113 (4.9% 89 (3.9% 0.787
WQ 2008964550 1. 039] Ventri cul ar _extrasystol es 1 (ROI/MB2009/005587

(<0.1) 005 [0.063 1. _ 16. 0615] Ventri cul ar tachycardi a

non- sust ai ned and sust ai ned (.0.

13 e agcoling 7o) Ayepg RfeHier Plegraind1 s (cheféstprged R that

patiéhtd have ém&tukm HRaridfisedsd. 062 15. 940] O her

ventricular arrhythma O

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

patients have congestive heart failure in a stable hemodynamic condition.

13. Use according to anyone of the preceding claims wherein said congestive
heart failure in a stable hemodynamic condition is defined as NYHA class ll1.

14. Use according to anyone of the preceding claims wherein said congestive
heart failure in a stable hemodynamic condition is defined by a reduced left
ventricular ejection fraction below 0.35.

15. Use according to anyone of the preceding claims for the preparation of a
medicament for use in the prevention of the worsening or development of
congestive heart failure in patients with a history of atrial fibrillation or atrial flutter.

16. Use according to anyone of the preceding claims, characterized in that
patients do not have severe heart failure.

17. Use according to claim 1 wherein said medicament is contra-indicated for

patients with severe heart failure as indicated by any of the following:

worsening symptoms of heart failure at rest or with minimal exertion or,

history of, or current symptoms of congestive heart failure at rest or,

symptoms of heart failure with minimal exertion within the last month, i.e. the

month prior to start of treatment or,

hospitalization for heart failure within the last month, i.e. the month prior to
start of treatment,

- NYHAClass IV,

- NYHA Class Il within the last month,

- recent decompensation as indicated by the need for hospitalization or

intravenous therapy,
- recent decompensation requiring hospitalization or intravenous therapy for
the treatment of heart failure.

18. Use according to anyone of the preceding claims for the preparation of a
medicament for use in the prevention of coronary disease.

19.  Use according to anyone of the preceding claims, characterized in that
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(0% 1 (<0.1) NA first cardiovascular hospitalization
not due to a supraventricular arrhythma (HR [95% Cl ]

wW@O@2@55844560 753 - 0.972]). As noted bel ow, the |PUEIB2009/005587

nunber of non- AF/ AFL hospi't‘@‘izati ons on dronedar one

was rrai_nlg due to fewer ho(ﬁ)i talizations for worsening
hear tPfIgRtE fRceiveny digretigihepeh'eaiegtna, or stroke or ' TI'A
WO 2009/ 144550PCT/ 1B2009/ 005587 -46 - CLAIMS 1. Use of

h i cal .
hor &5 Rgtla 8 RYENEBEREISA, GEEEPLAGedn that the
sai d dirrelicsanenen-petassiliorspaiinddifigtics. 5f or use in the

prevention of nortality and/or of cardi ovascul ar
hospitalizations. 2. Use according to Caim1l, faoar the
2 epdisRtaceArdsT tg anvane ahbRPrecadingsdaims, ehasagiparsp ithal the
of atights blsodRHibAasSbcisad dbloisatrs!l ar hospi tali zations
in 10patients having a history of atrial fibrillation

or atrial flutter through regulation of the potassium
22ev elUseraachelintg toauhyoie of the maewsolingi ¢igjmispcteiradterizestfin that the

A i Batidntd WloZxnii 2 Rl &ﬁéogrgﬁ% REBG Hlk Mardpar tal ity

and/ cardi ovascu ions 1's provided
to patié@¥€s 15with a history of, or a current atri al
fibrill gfidgepesOr atrial flutter. 4. Use according to
either of dains % zi\nd 3, char cterizeq.in t hat

pat i ent IHAYET GeiRPE Sirokeer A sYstemif¢BIISMyon per manent
atrial flefbratdidl adiamsteprgraster aharf lontdopal t@ G0SmmUsesasured by

accor di ne%g%é’agﬁikégﬁh of Clains 2 and 3, characterized

in that e a recent history of or a current
par oxysneft ventrigelasiejgalinn fractipmlless Branl #0%i oreasurest by dwo-

fl utter.d"gé,%% e@ﬁé‘g(?éa-s)pg to either of Cains 2, 3, 4

and 5, for the preparati'on of a nedi canent for use in
the prevention of cardi ovascul ar hospitalizations. 7.

zld;s] e agg0dddortiing 1@ e]fﬂybh@bg tle ;&Eé@édw;g Aaims, clffbraditﬁriied ihatat the
the pr ration,qof, a ed canent or _u 1N _the .
prev %E@ﬁ aﬁff’ %?qjtaqq%.nagrbs%?d%se "%‘c%g?acﬁt R8¢ £hthe, fpliyying

of Clpmthmdodles:3, 4, 6 and 7, characterized in that the

nmortality,. .cardi ovascul ar nortality. 9. Use
accor di nlépkrge@sllcﬁﬁer of Clainms 2, 3, 4, 6, 7 and 8,

char act efidgeying Atrggidiel BeArhdiseasei al ity is a sudden
deat h. t%ﬁg%,l44550PC—W 1B2009/ 005587 -47 -

- 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,

- history of valve surgery,

- non-ischemic dilated cardiomyopathy,

- hypertrophic cardiomyopathy,

- rheumatic valve disease,

- sustained ventricular tachycardia,

- congenital cardiopathy,

- catheter ablation for tachycardia other than for atrial fibrillation or
flutter,

- ventricular fibrillation,

and/or at least one cardiac device chosen from:

- a cardiac stimulator,
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11. Use according to anyone of the preceding clains,
characterized in that patients have structural heart
W@l 2@®eA$E550 12. Use accorgl ng to anyone of PEEIB2009/005587
precedi ng cl ai ns, charact &fPzed in that S5pati ents have

congestive he ~St abl e henpdynam c
condrti 8R!MP ?@ah@é%ﬂé@%z?rc‘qﬁg %o anyone of the

precedi ng cl ai nms wherein said congestive heart failure

iy N I d : i
24"y St S FRONAS O o PRGN Do e BReS) AV the
dpmao’edrqnlgdaﬂoae mdmm@eeedqp@aday @@@ib{emayvréaﬂ“e%@ MchitpKAnein
ohé‘ @m%](;j@ eflenodynani ¢ condition is defined by a
uce t ventricular ejection fraction bel ow 0. 35.
15 Use accord| ng to anyone of the preceding clains

Bophéﬂhﬁ?ao@n@mrcampom@f with 1drmetfectrsdusef afr droseddrong e of a

I ool LSHE R By OB e ooy

aataptatile kdipient| fat usenindne praveationf ofunaertality angl/or(gf @ardlovascular
RN 841§ cOhpbsiforPis @AGM ifh b 1B,

h@ﬁ@%ﬁ%’ci‘é&sg\@g mQ{iﬁgt Batﬁ%n‘ts 0 not have severe

heart failure. 20 17. Use according to claim1 wherein

282ai d yxedif %f%ﬂbrdné d?Qﬂblﬁa?tMaBéthréall}Eébd‘epfabtéaéaltem&adN fohthe
severe heart failure as Jndlcg of t{l}

Preparaign aha me i \ﬁtée re FF&! |81am Bta? kfegle Sood, for use

re at
i ’e@tprevenﬁbh lof afrial fikalllatoreilutieoin patientshvigh ahistarf/ of or a current

rE ; @p of congestive heart failure at rest
agiré}ﬁ@@tat'é@;m ons of heart failure with m ninmal
exertion within the last nonth, i.e. the nonth prior

270 StL%%tonfroﬁerd‘éﬁingﬁﬂta Fﬁarma‘é@@cl&:‘aﬁﬁéé fdbl@“sefltolheF&bﬁrfor the
tailure within the | as

nt h
pé‘ip(%ri‘t'oﬁfoftarr@%‘i'?%’ﬂ?“ ‘Nﬁﬁ“iﬁ'”daégg‘efj\‘?amg §§{°P$If°r use
iihelpréveniien biist fibrillation orrfettenin pﬂaﬁemtmm&tl‘nastomatedsmsk factors.

i ndi cated by the need for hospitalization or
i ntravenous therapy, recent deconpensation requiring
280s pidrahédeaoneonoro rphannaraautmailys acheptaiplp welis tthereof for the

tr eath%%g#uelﬂf of "RAAL il fahHﬁ eor fﬁﬁtellem Hdﬁ@nt@%nﬂ{o@lt %@vér@ heart

anyone rece Ing clainms for reparation

2 rodeimern hoiaPauee | e of ed@nfﬂiﬂ%ﬁn fo oPQﬁ{mayeuﬂca"y

di seageptabl®@sak HirdotbehigRedRidiBRAAP/ 005587 patients
receive a diuretic-based treatnment. 20.Use according

to anyone of the preceding clains, characterized in_
29nat Drbaedhrome br ghaamacauticallyoacrepiable: salter thegeof according to

i Ur QU856 Sy 2dkin U5 AEER A0Sl AIRREIA] by B or more of

preceding cla aracterized in that the patients
al so tb&mllbwmgassom ated risk factors. 22. Use

accoralhisigri of, ansupiat amptaesof eerasistive bgast falure;
har orRs Hébrﬁfgﬁfrem %9?@5] 'e%ﬁlén AiRIA e Risbimbnit

east ‘one o [owng risk factors:
hospitalization of the patient for heart failure within the last month;

d) hospitalization of the patient for NYHA Class IV heart failure;

e) hospitalization of the patient for NYHA Class lll heart failure within the last
month, and

f) hospitalization of the patient for heart failure with recent decompensation
as indicated by the need for hospitalization or intravenous therapy.



age, diabetes, history of cerebral stroke or of

system c enbolism left atrial
WQle@ue44560 great er than or e to 50 nmm nmeasuP@OIB2P09/005587

15echocar di ogr aphy, |eft vgﬁt ricular ejection fraction

| ess _than 40% neasured t wo- di_.nens
305" DeU BRI Ph BT SRYAL GRoTHEDIE, SBATREoE PR anY to
char egdir i zeedwhdteihatbidt heveRpaisaentfailaesds etlichietd by by
addr ion ri sk e t he

f ol I %II i?é'PHé’rf&b? ge'%hf?/rp“el? éﬁ‘tél?%snlwe g}glllﬁué‘ng

str uct ural heart disease, tachycardia, 25coronary

34 Seﬁ?@necﬁp&her Brﬁ#ﬂ?ﬂrﬁ AN a‘é@ér}tgblg'éa@téstﬁere@f |a%&c§€||ng to

car di_omyopat hy I schem c Or| theter abla

of afcaim 28 wherpin said %ﬁYetﬂh?%f?gléfﬁ is EPE?\?’&?WH%’[WEPPO” of
t achyfeapalicnt @F RYHA Glass Aithidadt falluré Withinathe @it mionfl ut t er,
30hi story of valve surgery, non-ischemc dilated

cardi onyopat hy, hypertrophi c cardi onmyopat hy, rheunatic
32al v&etihcxbaf oroviding dronedarone or phstmzacegticallg raaceptablgr salts

tach r‘fe?é&' "t)vhef’e'?r‘r%%le Eé‘éar‘&ﬁée r r"pﬂ%ﬁﬂ?@euﬂ&ﬁp SocBbtable salts

abl a ion for tach car or at
fi br thereefi isrprovided along withvisfermptien Kdicafing that grengdarone or

and/ ‘E:har%‘iade@ﬁ@éll %@eﬁt%lgls%ﬂts dR¥ic6E isCiharated! hopatieAfd- @ith a
cardi ac sti nul

BT B a1 ah JEHPRomT MisT 7ot yithout severe
("1 CHexrt failur24. Use according to anyone of the

precedi ng clains, characterized in that the dose of
dronedarone adm ni stered per day, orally, may ach
3800 fidgthochlrecording 3o Sdainr 32rvherdim thek éormatien indicates that the

Phar e biifebn BORRRS s beinbfiotn ef fecti ve dose of

dron rone or of a pharmaceutically acceptable salt
thereof, and also at |east one pharnaceutically

3acCemiathb® feeiaMeEnd &iter usie Glaimt (32 jor eGlaimt i 8 wfierein the

nortality and/ar of cadi !
wher arhimdaiea etk BT A TR on T REFE b B SR ERn o
of dreastdae dslefastora pharmaceutically acceptabl e salt
thereof, for the preparation of a medi cament, wherein

a5l d I\W%Hb& %gfcm:li{rb %901 }aﬂ?%ﬁe"&f@alﬁ‘@% d 84 wherih the Rformation

prevention rillation/ utter In patients
with |radrmt3$ dngt efvers haad feilusatis liBdicated| by paerqrr mefoRf the
or fl 27. Use of dronedarone or a

phar maceutq cally acceptable salt thereof, for the

Pr epe&r bisionnofobr cureBtisyrentems of apraestive keartfalwgi canent

Hf)s %{ﬁ‘&t%é} B% Iﬁé’%dfarltfrg CitH $§inihia ERSHiOK GUBRthORsAhbAR!

In patients wth associ at ed
Q)i sk Haspitalizetiorpgf the patient for heart failure within the last month;

d) hospitalization of the patient for NYHA Class IV heart failure;

e) hospitalization of the patient for NYHA Class llI heart failure within the last
month, and

f) hospitalization of the patient for heart failure with recent decompensation
as indicated by the need for hospitalization or intravenous therapy.

36. Method according to any one of Claims 32 to 34 wherein the information
indicates that severe heart failure is indicated by hospitalization of the
patient for NYHA Class IV heart failure.
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28. Dronedarone or pharmaceutically acceptable salts
thereof for the treatnent of atrial fibrillation or

WO baspt1etssé n patients without severe heart failRCE[B209/005587
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eart ure 15, 1 nalcated.n e of the
f ol IfSO\L'%H.A él)ags ﬁl @%%trfémg? w 'tﬁ% t@% %rs g{r:?to@ npt ons  of
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35f ) hexopiataal riskdactors afd witheupsaveenbedrbiaillreart fail ure

W th recent deconpensation as indicated by the need

for hospitalization or intravenous ther %‘%. VO
32009Meths5CPaTINgBREHINMOEHElsTein 3¢ prinded MegRkig & 8PRL or

pharmaceutically acceptable salts thereof according to
Claim 28 wherein sajd severe hﬁ%rt failure i
Ened

49.ndi eam@@hqsiy oswrﬂ@gmq dne Use; § ﬁéonﬁaf)f gﬁ?rrp%?eutically
N\hfl‘waéaeﬁ%ld é:?l’ltsetaérfeof, @h't\é mléﬁmdfm?mpﬂsiog elda?hep@f oonv_eyingtto a
arnaceuti accepta r : 0
o OB AL FastoRaaewRe spiscRalio 8] gfdun BGERiHL R
(d)ndi dainedaroye hos pihbehaceaticaliyn s¢ceptable aaltentheresl ppuld be
d as @Jsgrfjb&?f’cf b Bﬁfehymo"ﬂgghﬁd’i Bdd HidaghodBaNkith sdvere heart

Met hbC provi di ng dronedarone or pharnmaceutically
accefstletsh e salts 10 thereof, wherein said dronedarone

@)’ PRAEBSRMEI Cad | phanresitrble satémablbersaits is thereof is
lgr ovi ded  al on ith j

. W inforoptiqn.indigatjn a
dr onéﬂ'ﬂf%’f‘@c?}gd pRaPFHEOBUIR 7 | Stg'a’cé’fjt érblcgrréﬁl %%mptoms of
t her eofigdstivé Aeart ediled; i n patients with a recent history
f or, current agri ol i ut an i
(?(}/i t hSIR"egaRLPe é’ga b a%ﬂéﬁ% Fﬂtkrégw 1%%?5%’[?%t h%agtgaccgtp?jrieﬁg ®
t o Ceantraigdicatd ircpatientsewithngayereheasiiallgi cat es t hat t he
(@L{ L%bprfe‘dQFerg' abj ORpQindckifidely isRcamBbRer sgent .thddof is
0

according to either of Caim ?ﬁ orrt fC:I ai m.ﬁ,‘s inimal
wher ePRiraindicated iip fRatigRiSoWIth SUMPLomss of Rgert LIS Wiy M
fi brighb@ibh QhRYthé lagt hhth: an@ssoci ated with at | east
one rjsk factor. 35, Meth cordi 0 on ;
@ 5 eS0T EPRAERea e an’; Sae. o enllect s
severentigiadicatedi ih yratients whadivees: bosnitplizasefashegtrfailye within
t he %?é %Ist OWhfig: @) a history of, or current synptons

of congéestive heart failure; b) synptons of heartﬁ?F £
(fai | wirenegiaraneni AT mphawaseticaly wiadeertaplie FaliSt noleipol s

c) hQ:%Hi'tr&hiﬁHiicét%Hii@ Bafintd Who MRk ABpitazedforNY HAaClass &/ heart
e

wi t hin | ast nonth; d) hospitalization of the

pat i é#U"®0r NYHA Class IV heart failure; .
9) dronedarone or pharmaceutically acceptable salts thereof is

contraindicated in patients who were hospitalized for NYHA Class Ill heart
failure within the last month,

(h) dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients who were hospitalized for heart failure with
recent decompensation as indicated by the need for hospitalization or
intravenous therapy,
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heart failure within the | ast nonth, and

WO 2008 piss@l i zati on of the patient for heart faPCTIIB2009/005587

with recent deconpensati on®4s i ndi cat ed by the need

for hospitalization or intrayenous ra .
(%5369"!995%8”%0&& dﬁ"??gﬁmﬁﬁelg'ﬁ%}g’onac‘iﬂptt%?%i pr?é“%Z ¢ dheggof i

wher gdritrairfticated @ patiéras whodiveesd @sspitatired dorehearhdailute with
failure.is indicated n Lt ali Lan. '

for ﬁﬂgﬂt c%cgg%eﬁ?tﬁyg J?%fUI%lliqs ﬁ{ajérpgt_ah% 3P |n9|favé|tﬂcﬁlsﬁﬁér'a8{?'i‘or
2009the4nas50atDf hB20 605587 - 51 - 37. Met hod

according to any one of Clainms 32 to 34 wherein the

i nformati on indicates severe heart failure is

i ndi cated by hospitalization of the patient for NYHA
4t asdnErticlefpanyfastiig OMATERGN t he | ast nont h.

ap38. MelBrgirreatdiang to any one of Claims 32 to 37,
wherein the 1 nformation_ conpri seai)é%ri nt ed ttgr t hat
bhdvi geasedargne g BRRMmACEHICBY apteriaricRalisitegepy an

cfcCeRpt pkf srabhskdgBeieft onthindi Caltiid tHe Rrick&dihg mateHal
either a recent history of or cur

er a. . y ‘ent atri al .
1 br indicating i Aranegerosr oRphAmaceyialy agosntaie Fals topwot is
and whhthawicHey Y gatiBaR it tiveres iart@ilde. Method
according to Claim38 wherein said printed natter is a

| abel . 40. A nethod of pronoting the use of
49! ONAdaBEIE aBEorBing oTWIAN 4 CAhbigireheqRicRadieg sadtéral indicates

thereof, the nethod conprising the ste f canyeyi n .
to athes el granedacgne 8%??“'"%%%%33&9%“%8%@5 éa'YSf ﬁ%erﬁgc’f IS
the @pQHINdiEASH S ipaderdts ‘withage\dre negarainees andicated by one or

phar maceu |02I .acceptabl e salts thereof should be
pr es &1rB&LHNE OILE;‘/“fﬁ'éq'i ent who has not been di agnosed

ay t h asfaterlyef e autrehiedympiérns obgordestivedaantteailoe;
IOghar maceuti cal | yﬂ?giﬁl(? tabl e sa

tstheregf. I, .
OcomYRIMA dtea W% iR pratar itde 418 Jagmorgh
cg urr %g*spi&‘ﬁfﬁﬂoﬂfﬁ tif patienpres héan‘ltEfaﬁlel@rWitrﬁmili'ieUaﬁ;mc(ml);
ronedar.one .or armaceut i y.acceptable. .
o't Sonaeon o B aarar DIHACRR BopsaHBLgi ¢
ey evengshirazdtiohalt e patientjor dryHre Gass ik heart failure within the last
ng(g%r maceuti cally acceptable saltsthereof is
BA¥ai ndi cated in patients with synptons of heart
ff ai | wogpitallizdtionl ¢fi thalpatiertribi beartvidilbrenwitih eedemt tecampdnsation

and (e) dronedarqne or . pharmaceutically, acceptable
3§é’i“i"é"lt%‘ép\é r?e@dg%li’qsgft%&aﬁ%ﬂ %rdnﬁrﬂveﬁ'gfl%lg}?{%oy’\;\ho ver e
0s pihbapitafiestichost the atiedtafbl heart Vdilud with hecdna siecoropertsation
O(f)dronedargne or, pharmaceuti cal C I .
e R e e N e i T
hospitalized for NYHA Class |1V heart failure, (Q)
ronedar one or phar eutically.agce I e
zgsad t ﬁrh% |8l8facicgr[§?ng trcTJBélalm 4? whe¥e|n ‘t;he Bécgggﬁ'ng material indicates
that that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by
hospitalization of the patient for NYHA Class IV heart failure.

44,  An article according to Claim 41 wherein the packaging material indicates
that that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by
hospitalization of the patient for NYHA Class lil heart failure within the last
month. ‘ ‘
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contraindicated in patients who were hospitalized for
NYHA Class Il heart 35failure within the |ast nonth,

w@ bjoods4smedar one or pharmaceuti cal |y accept abl BCT/IB2009/005587

sal tsthereof is contraindi®ated in pati ents who were
hospitalized for heart failure with recent
deconpensation as indicated by the need f%

48105 phtrackage: camprising AonaJABE T PharmgReutically acceptable salts
20094, 1447 90RCI/ IL\B@O%%(QO%%BEompﬁ&n% 4 |pripten ethitdragr® @hich

phar naceuti cal'l y accept abl e saltsthereof is
Cont nnénrmeu catrEeshentiymt Vegit $hath SraRadaraRss Bt ANPFeRpertzally
hear f ?{alb\‘g Sad {hBrdo? GE RbNESRABREN SR PafENtE QAN Sévege heart
hosp| (altzation or intravenous therapy for the
t reafateiet of heart failure. 5 41. An article of
manuf acture conprising a) a packagi ng materi aI b)
dronedar one or pharmaceutically acceptable
46.her Adrackagececeording t@ Glaigeftd sihepin figg rintRd & efE%’Ph"&ﬂ"HE%la
Wt hgg) F&ﬁw@@ggra&'oﬂg oWRIcPE bfthe foIdWIRY: | Ng t hat
a

dr on one or pharmaceutically acceptable sa

t her abf thaj ‘é@ﬁ@‘i‘ﬁip'ﬂ@lQfaP'@fmaﬁe‘&i’?“)érﬂcgeW'Plﬁ §%§em?re°f is

hear todigliddidafad hlodMnf! Wikl b&ves head ffllird Mdidatddbyta history
wherel n the packagi ng materi al mdta@at es 15t hat t hat

dr onetar @W@%ﬁyfﬂﬁtﬁméeﬂgﬁ}"? Deaittaddi®anl e salts

thergpf wha Gl%ﬂbﬂﬁbﬂé“&abl@Q”Maﬁemﬂiallyerﬁc&eMemb §ﬁtsetl1iereof is
heart” failure indi cated one or re of .th

f ol | gwt@ndl(@)tecgmmaglpaqswl@fsevgge Qqﬂrtr @pHre W%qrgy 8¥mptoms

conggphdareraifaiitnimihinttl @xerfidn SitABtRETsDohdaakd fai | ure
with mnimal exertion within the

20c) Rbs fhatafiopaergne AT Ph@"ﬁ‘&??f&?ﬁ'y f%‘}Peﬁﬁ"éé'Ft splfy thergof is
Wi t higBntkdisaidAed ﬁﬁDrHa'ﬂentsd)Nllho%léVér@ Ihéat'tl ¢ailveé  Indizated by
patient for NYHA Cass IV h [ﬁs e)
hosp|h€’%ﬂ"iaﬂ%?ct'i°6@rdﬁaﬁﬁ%'l%%\t""t@ﬁtth? 'O ass I
hea”dzf%hétuﬁlﬁan%éﬁahé M"@hér@ﬁceﬂﬁ&dﬂh ad&@dtable salts thereof is
hospitalization of the patient f

r ecefPNERIRAFRIRH I PREFNS B’HQ‘ PRRS gleéae lure Hgd'ﬁ%tgg k?yoMJIYA

hospigiadsijgati on or intravenous therapy,
g) hospi t al | zat| on of theaﬁatl enf for

wi t h & ecBalt JERICERIBRSs St PHAMASGH lchllxgaqrfgg{?}) alsﬁésattﬁ%rﬁc’f s

or i %h@éfﬁdl@étéd t.neﬁaﬂ@&tsfmh bb®ré reattnaiire dhdibatedtby NYHA
failure. ccording to Caim4l wherein

the pdas&d |"‘H 'Wﬁ?iﬁﬁ%ﬁ]on di cates 30t hat that

dr anﬁartﬁéted@heaérahmephémﬁddeyn@my eqdcaplables ahlts thereof is
t hereof is contr.aindi cate ients.,wi th Ner
heartcof‘H?'Pﬁ'P%tefidﬂlQag?%ta W \é% %aiﬁ %f"l"gnmgﬁgteﬁe recent
pat i eRlcofBendbal r@ﬁ@téd/oyhmarrfeeﬂ forl hospitali4dtionorantraveneus
accor di ngyt o Claim4l wherein the packagi ng nmateri al

i ndi dB#'@BY:35 that that dronedarone or pharmaceutically

accepjabl Q:Ir&r@édaﬁorteh@repﬁarh&c@mmhﬂyaiamdé;ﬁabledsalts thereof is
patients wth

failure indi
hospﬁioﬁirﬁ@glcﬁ '81‘ peﬁﬁg S’IP Qieres %?swdgﬁ%atogiseg fallure with
hear tretaitldétemperigation t’étﬁurlr@S’(ospwlzbtion or intravenous therapy for

the freatment of heart failure.

47. A method of decreasing the risk of mortality, cardiac hospitalizations, or
the combination thereof in a patient, said method comprising administering
to said patient an effective amount of dronedarone or a pharmaceutically
acceptable salt thereof, with food.
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conpri sing dronedarone or pharmaceutically acceptable
w@ adwa44sber eof and a | abel aid | abel conpri sPCIR2009/005587

printed statenent which i P rms a prospective user

t hat _dr onedar one or r.nm i cal I 5a c

PR R - o R RS Y i e
hear gurferit btraefibrilbtioh grdlukkage according to CI ai m 45
wherein the printed statenment infornms a prospective
user of one or nore of the follow n 10a) that

491r onAdaetboe obregplatingrtie ptassiin gevabagrm blspd,a ofapatient having

ther %nsﬂo el ghﬂ?éidtc |§p| fibANdEBh | 6N tafria ﬂlﬁleﬁeé!éhﬂ emethod
hear ure 1 ndicate a hi urr ent

of ,

sy NpERRING adNGistaring &o sebRtieg; dregarone ofa p apyacyipally

dr onggtRbibfe it tRérasiTade tdddcal |y acceptabl e salts

thereof is contraindicated in patients with severe

heart failure indicated by synptons 150f heart failure
50V t hThe mietisdd accerdingto anyt drienot Glairsi47 terSiaim; 4% mineradn said

t hat r VRG] A&

t her Bgt;e???%goaﬁ ra?%gflggt ed in pgﬁ g)é{s Wi ?%ﬁ?é?kgﬁlidtlbﬁ o
hear atrighflutigr.e i ndi cat ed by hospitalization for heart
failure within the [ ast nonth, d) that

dr onedar one ceuti cal acce S

o OS2 R DL PIBEIRESH! LB X e SPSRIGn oM Lorain s
hear pafietit g @ redelitdddiey diyor I‘dl—bmre@lt aamxySVhalegr persstent atrlal
dron n ceutically acceptable salts
therﬁg?ﬁ{a?gﬁg%t '?‘gﬁﬁg?acat ed in patients with severe
heart failure indicated by NYHA Class IIl within the

55aSt TAB N Bihod Shdcobdiid tgré’rﬂﬁ%éoﬂfe cMimghay %thwrﬁﬁélhyme
acceptabl e salts thereof ontrai ndi cat e

pat | éﬁﬁ‘ﬁ"w atign ob dEdnedarens t°r AImRes UGy @ﬁ?eéﬁatg?/ splf, dgipof
decoprfRaRidatdiodsclilacthdspitalitabynd. he need for
hospitalization or intravenous therapy, g)dronedarone
or pharmaceutically acceptable salts thereof is 30
580Nt Takmastbad ectordingto argnens ofGlaimsr 47 teoshvhereinzég mestality
hearg éf% d%gsé’ﬁflatrl?ncgr%ﬁﬁm deconpensati on requiring
hosplﬁa zatron or 1ntravenous therapy for the
treatment of heart failure. 47. A nethod of decreasing

she Fﬁhékn&hodfe&éoaalh%m aﬁﬁbﬁé aE ChaaPUy ab 57 pahd B3 wherein the
35t he conbi nati ereof in a patient, said nethod

conpMaially isasH ‘i"eél‘é‘?eltmg to said pati ent an effective
amount of dronedarone or a pharnmaceuticall y accept abl e

5?’2"(3%' /ﬁhergtg;%ag&fw élgoo he%o a‘?f:%? 52 o 4a\|/vpnere|n

A7 wiseidgpatiesthias prarmenentridal dibrillation oy atsiel @ﬁteéur rent
atrial fibrillation or flutter. 49. A nethod of

regul ating the potassiumlevel |n th blﬁgovg?of. & patient
5at i drie fﬁﬁRVPH@CCQSd'Qg ¢ 8Py PYe §f CHIME G (1@ G'¢1g Sald patien
fi bridadsatiuerddhe@t tis@dsel | utter, said nethod conpri sing
adm nistering to said patient dr onedar one or a

phar maceutically acceptable salt thereof, with food.

57. The method according to any one of Claims 47 to 56 wherein said patient

has congestive heart failure in a stable hemodynamic condition.

58. The method according to Claim 57 wherein said congestive heart failure is
defined as NYHA class Il in a stable hemodynamic condition. ‘



50. The nethod according to any one of Clains 47 to

Claim 49, wherein said 10patient has a history of or a
W@ 00024550 non per manent at %I fibrillation orPGI/IB2809/005587

flutter. 51. The method "actording to any one of

Clains 47 to daim49, wherein said.patient has e
59 ecelte Wethograregiding to &:l%ﬁ‘r$7gwperﬁg} w@g?&qesg ¢ arfYailure is

per sdefinedtoy atretiaded1 idntiidUlartsjention fraatior ladlow OStie a.stable

52. The (iwet hod acctordi ng to any one of Clainms 47 to 51

wherPeMRBMGEANUSPr at i on of dr onedar one or

phar maceutical ly acceptable salt thereof prevents

62 dmemgbﬁsre 'gtugéf ivBAEhPEor d0eiBametist dBREMde heart

i
according to any on dai 47 to 51 whereip the .
nor t filireyin; & P@t'%@ir‘ﬂitfb\?a%'é@fyag,f;ﬁbrcyﬂfe?tt 9%”%5?5‘?}}@ or atrial
V\rrﬁt hmﬂtea’c;:]éy,dji ﬁ@tﬁcﬂl a;ra;m@i@mgofaofjamiaibmstin@ tbo sald patiénb3a
erein the 25 tality is. a.s e eat h. ;
ot HORTBRELES A R ARt d RS o o, Bl icply
t 0 Sdcosbeibid sulidhedopat i ent has a pernanent atri al
fibrillation or atrial flutter. 3056. The nethod
according to any one of Clains 47 to 55 wherein said
6'bat | Armethad of prayeniingasorpealy [JisFaga 4y 8 patientpyigh ?rgt'%"éf of or
aCfP&ﬂJtréiﬁ taﬁia"}m?ibr@{éﬂor@f o akigp fﬁlitet,o S \Mﬁe?ﬁgr d#iptising
pati ent has congestjve hear ailure in a.stable
hemoaYRNRIELRS n9; tsia@n.pag@% 9‘0“%6@9@'&%@5&%%%’6 amount of
- PCT4#0R20£2h6 0b 2 BRam@acbiicaity bbosptatte saltlihegeof.o C ai m 57
wherei n said congestive heart failure is defined by a
reduced left ventricular ejection fraction bel ow 0.35
62.n aThe atBteocthacnotingita 2nyconeidh Claims 46tp &1 MberRiysye patient
pr eVﬁJ?@w'ePFéc%N@s Wi FER-k R treggMattopment of congestive
al

hear ure 1n a patient wwth a history of or

current atrial fibrillation or atrial flutter, said
68t hofe COMIRGP T Acbopding Niost Clatnh NG2t evheedinl paitli eltretic is a

t hera eut{agally e i ye anmount of dronedarone or a

ffectiyv
phar RB%€8 ﬁ'ﬁmripaﬂﬁié'ﬂﬁeﬁﬁ?e salt thereof. 10 61.A

nmet hod of preventing coronary di sease in a patient
i thoggh iy, t° 47 % 63 AhefdiPire! daAbhtoNls Bxhibits
Gg"t ri ﬁeﬁ%b?@%o&ggﬁ tong{a[?g% conpr i siené adné ni strating
t o sassbqiried gek fagiorser apeutical |y effective amount of
dronedarone or a pharmaceutically acceptable salt

t hereof. 15 62. The nethod or.di ng to.,any .on -
68( o1 8 methes BacTRNBY B gt 47 1opt WEra D RarRRCAS} oxots
a di ut Rastoraskdativesdiented froi3he Froaproensistthgaafcor di ng

to Claim62 wherein said diuretic is a

20non- pc?tgﬁssi um sparing diuretics. 64. The et hod
accordi riipketesCl ai ns 47 to 63 wherein the patient al so

exhi bi t gy baleBhi birsite &raf SpdiEmicahioliShe et hod
accor di ﬁ}qfi?@%& ains 47 to 64 gg;her ein }he 5%ati ent al 59
exhi bi t deft atrial diameter greater than or equal to mm measured by
echocardiography, and
- left ventricular ejection fraction less than 40%, measured by two-

dimensional echography.

66. The method according to Claims 47 to 65 wherein the patient also exhibits
at least one risk factor selected from the group consisting of:
- hypertension,
- underlying structural heart disease,
- tachycardia,
- coronary disease,
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at least one risk factor selected fromthe group
consisting of: -age, diabetes, history of cerebral

di anmet er greater t han or 'e to 50 mm neasured by

echocardi o and -|left vent ricular ejection
fracti ofPl @ﬁﬁﬁeﬁ'@%lv%'ﬁgﬁ%d by two- di mensi onal

echogr agikyed Sé'raﬁm?b@atﬁ;zbhne&tmcongmng to ains 47 to

65 wh th
O e e RO bGP oot ot one 1151
hyper t esmraventnmwmeadhyparglasﬁhefdh%n atrlahfémﬁ@thmu o diyter,

2009] 14150 BIB Y5557 < 56 - non-r heurmat i c

heart vBPwischerissliatedsRrdierBPREiNei onyopat hy of

|fsghe|mI Ryp¥rir&ibHic Cgatoh@,bgéthgabl ation of atri al
i bri on .or utter, supraventricular tachycardia
ot het tﬁ}ftﬁ'"lﬁt'f:l"ﬁll"efjfsﬁ??#l ation or flutter, 5history of

val ve ssugiaingd vaxdricularthehyicardifi,| at ed car di orTyopat hy,

hypertr at hy, rheumatic val ve di sease,
sust ai ngﬁmﬁnt ?(’lragéb achycardl a, 1l0congenita

car di opaathgter ablail@ﬂhf@f dachybargia einer dhan ziefh?tf'ét @P%t”at'on or
otheﬂuttg}a%hcfor atrial fibrillation or flutter, and
-ventricular fiprjllation, and/ or at | east
one car ¥eRECYRVIEEaYRosen from 15a cardiac
Zt7l n’_ii_h@lbﬂét, leadtdnaraidigy deviceldhesetefrodari | | ator ("1 CD").
e_net a to any one of Clains 47 to 66
wher ei n .ﬁ’? %%tgﬁﬁ%ogragﬁedarone adm ni st ered per day,
or al by, ansmplestabterdefiboltateri&P)B00 ngy, 20neasured in
base form and taken in one or nore intakes.

67. The method according to any one of Claims 47 to 66 wherein the dose of

dronedarone administered per day, orally, is less than or equal 800 mg,
measured in base form, and taken in one or more intakes.

68. A method of treating a patient with a recent history of or current atrial

fibrillation or flutter, said method comprising administrating to said patient a
therapeutically effective amount of dronedarone, or a pharmaceutically
acceptable salt thereof, wherein said patient does not have severe heart

failure.

69. The method according to Claim 68 wherein said severe heart disease is

indicated by one or more selected from the group consisting:

a) history or, or current symptoms of congestive heart failure at rest;

b) symptoms of heart failure with minimal exertion within the last month; and

c) hospitalization for heart failure within the last month,

d) NYHA Class IV,

e) NYHA Class Il within the last month,

f) recent decompensation as indicated by the need for hospitalization or
intravenous therapy,

g) recent decompensation requiring hospitalization or intravenous therapy for
the treatment of heart failure.

sm 30-1 eft atri aPCT/IB2009/005587
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68. A nethod of treating a patient wwth a recent
history of or current atrial fibrillation or flutter,

W@ 200d/1#58(hod conpri sing adm ni strating to sai dPEEIB260W005587

a therapeutically effect ive/ anount of dronedar one, or

a pharmaceutically 25a°°erge}r§§{i;ﬁ,a§aeh%rgﬁyk's%r§?<{f;9;§"Jr‘?r (.
The fRliksh acaRKel Ny tecrEhsingnted patients misks aif dcardiveassular
heart di.sease is indjcated , - sgl ;

fr o RUAERLS B mirieifn gomatft o Phaho, £Ad Harien, o

sy nptherapeoticalip refiestives artoeat of fdadredaeongt or & harmyaceutically
synp, £¥f3{ i inMdid pFiidHt TRks P bl Bevdré iheart
t he %%gﬁta%ent ; htgﬁéﬁc\k/h%rglsn\&taf)?ﬂéati on for heart
failfal@ewithin the last nonth, d) NYHA Class |V, e)
NYHA Cass Il within the [ast nonth, 35f) recent

74leCORPRBHRLI 6N dasrebsiAy A abkbyf theliovaeclidrohospitalizations or

hospitalization or intravenous ther - rec .
decoMpERRAN %ﬁapg&lmaylinﬁga Iﬂgcglyi qf fral gt?r?maﬁg%?r aecrlaqr}futter, said
i Nt r Q¥LBAUSomPESiaP Yadrihistehifg t dreaédenie, obr heapHarmaceutically
failure. WO 2009/ 144550PCT/ | 009/% 5587

} - B7 - 7
ot hipeaIebler SRoIeRT Atjoa agay MRS TPeo 2 Retigtt e e
of OWhé&din' R patieht @desfridbhavd siveerheart failung.t er by
decreasing the patient's risk of cardiovascul ar
hospitalizations or nortality, conprising

7811 ol PR SR o DR s, BndlonERaeg ot aHfenfeeeufipaly

S5acceqdepldde salt therdudr thefmetiabb camprising thepsiep efheonysyisg to a
not - I g]xf{nljh L rfisting of:
decr Lb?s/,"?%@%¥ﬁé‘§tru S %?Jaggrsglregbegﬁgom ﬁsrer%gple? allsi |Q%toi ons
or nor tal Rtyimany angraintohe skl ighgroncAROPEr S Bf atri al

fibrill at bRAnRicealidcdiflacédpitiesalt tharedf, Wdd thetiedo first
conpri sing ad ri r;g%gr onedar one

_ni st or . a :
phar naceugP%J%ﬁa '?tlae(f%fpﬁ \esgUIRE reARapS g Ao, ram Ay qayse:
with a nmeahdto a patient in need thereof, wherein said
pati ent,_dges_not ve e healt il uge.
nmet hod kaf apr%ﬁﬁ?f"ld%@ t%rzaep\ég{é oc? ?ror?{e%gr o%f: gr}%gda%ne, or
phar maceuphamhdoputically cagsenisble salt tthefesf.cwps death fEMoNY

conprising the step of conveying to a recipient at

| east one nessage selected fromthe r%ro%jﬁlgconsi sting
of : a pdi PO §nARoIRFOf 3 SMYQYR] ITGRIANEIR T Dne, or a
phar maceutghgahddeuaedlig Ricodptable shit thicheofoeds timaso démth frome
to first hospitalization for cardiovascul ar reasons or
death frof 4§ %ause; and b)of dronedarone, or a
secondad)y aesedpndary entipaintifacjudyasf dieradardneoai any

phar maceut cal Ly AESFRIBIME0IS bk tHdssieks tikause:
cardiovascular death,

e) a secondary endpoint of a study of dronedarone, or a
pharmaceutically acceptable salt thereof, was time to first
hospitalization for cardiovascular reasons;

f) a secondary endpoint of a study of dronedarone, or a
pharmaceutically acceptable salt thereof, was time to first
hospitalization for atrial fibrillation and other supraventricular
rhythm disorders;

g) asecondary endpoint of a study of dronedarone, or a
pharmaceutically acceptable salt thereof, was time to first
hospitalization for worsening heart failure;
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waeleaphi4ssOm any cause;

a secondary endpoint of a study of dronedarone, or a

phar maceutically acceptable salt thereof, was tine to

a secondary endpoi nt of PGI/HR20@y005587

of dronedarone, or a pharnﬁ%eutl cal y accept abl e salt

thereof, was tinme to cardj ova %r , a secondary
L oncg(fargné

endpoi e %Fe‘a’”élta[)’o‘iﬁd@ﬁ)m@l%%ét&
phar miCeU|§ha@ﬂllabéutﬁ;@nyeﬁéo%btaﬁblessdlttthér’eef eab timeets firstme t o

first hos 4 C cul ar reasons; a
secondary I&aﬁ g‘tr "&V°§?t?§a'9“$$r%ﬁ onedar one, or a
phar madeus secnndyaryaermmptr’abf@swdypf driopedPne,\Qi® tinme to
first hos@%érﬁﬁ'a‘céﬁt dafiflat ta% d éeﬁ‘ﬂthér‘egf a3t fgtd

ot her suptaventricular r di sorders; a secondary
endpoi nt mSpaa%amuyf@fmmaw&%ér%rﬁtéon,or a

phar mageub sabrdénpeRaRirbl & seal of tisrsembreis 1 i e Lo
irst hospitaliz n for ng he

ARGy R AR R T W
endpoi nt pspitalidatidy féditrathsientidehepnie event oa cerebral stroke and

pharma g%:s%gc}» a;?&?%%ﬁ:ﬁ%@sﬁ@gtof%%&%ne%sat' me to

first I nfarction

i) a secopbeimaceuiinsy ﬁ@CQMa%? salifhgresf, wasdinaiierBidden or

a Sphar maggshi cal |y acceptable salt thereof, was tine
to first hospitalization for nmyocardial i nfarcti on; j)
a secondary endpoint of a study of dronedarone, or a
arAReabéd Coahdrymaﬂ@g?nh@hjse GfaHrtonedjmoBe)fqr agsharmageutioally

f t h f t

oranps S8t MedT Hhe TaeRho LEBIRERL s BRRTHE cBiHingto
retipidyt afleatt one dewssags seiectad trhmrthegwpr C@aﬁllsynga%fcept abl e
salt § hago‘:n%aroW@SorIé ?Farﬁr%cé&t@gﬁy“a&%ﬁaﬂle salt thereof7 fedubed

met hod of pronoti use of ‘dronedarone

phar mac &e Ganegingd Q'E‘i%@@'éﬁf %ﬂ@V%%ﬂ”tarf‘ﬂéﬁ"?o?at'oﬂ?é degth R
conpri siRgchle W&fht@ﬁ4@@i&c\éﬁwl ng Lo a recipient at

| east one ssage sel ecte t he u

of o . resteaa e @ & BFaTraprulcal. afEp i CRBRRGE todied
sal t t hefeeedmbined scdmbintioé cardivvasteihr dwdpitslinationfor death from

car di ovas tion or death from any cause
by abouf" gﬁg%er@g%?btp%égmdr onedar one, or y
phar ne.c elmriedatdng, eice eharatsceutisally agqeptabis Sa'ttéat?@fade@%@d
ggg?'hnfe?%eren%;rﬁ@hgg Sgcgpd?ﬁtr&' CaRYasLRT Hoﬁﬁrmlkftﬁodrnzagdreggt fesm
?rh a pzanﬁﬁ?f‘iﬁ P4t ?%Pe};;@@e ﬁ’%“é\%‘ éy §5t<|t“°fﬂ'é goyaesgﬂ%Ed

e compoBgithligaghnoi nt of cardi ovascul ar
hospi t al j i,0 th.f
per cefl th@%‘twﬂr%yng Rohie g WRRla g i, Benrdardne when
hospi t aldorgarexhto placehe t ot al durati on of
hospi fa C#atrértrt'so\ylvrtWYlLlﬂv‘@fasW HiNh&drPIRRRAE ONepadBRe showed a

conpare ients with
NYHA O dseugtin Imre%rﬂtovra%ﬁtriqrr*t@sata"é%t%|4o %‘@ Bhoved a

30r edgctih@ sk Bf ﬁ@éﬁt’aﬁ)zéﬁﬁﬁ fdreHealtdsifiré alasdedsi inthedronedarone

death; f. the risk of s taliz r

fail ure HAY: I‘g%ph?{n'taﬁgu @%Ca‘?rpg%ee 5?'{ %Gr&‘?%ﬁen compared
phar mac egttihe platgbagoapt abl e salt t her eof , V\,hen

conpared to the placebo group. 3574.The net hod

according to claim72 or 73, wherein the nessage is
T#.ovi Treximiethod acapislinade clpim KAgs 7Bnykerein the megsadris previded
conpr| 8feORgeOr @ pharmaceutical l'y
accept]z't?gelggﬁta the?eof and a | abel, said | abel
conprising at | east one nessage sel ect ed fromthe

75. A package comprising dronedarone or a pharmaceutically acceptable salt

thereof and a label, said label comprising at least one message selected from the

group consisting of:
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40group consisting of: WO
2009/ 144550PCT/ | B2009/ 005587 - 59 - a) a primary

W@ pwWpo#45s0 of a study of dronedarone, or a PCT/IB2009/005587

pharmaceutical Iy accept abt8%salt thereof, was the tine
to first hos%@t alization for ascul ar_ reasons or

C
neeRpAnoint oha sigy o gd@as%?{aﬁ?fr@ndpm nt of
a study obhaimeakafanwgcce@tawﬂaereut waalthg time ¢efitshbl e

salt thergof . AHRES
secondar yﬁ‘éﬁ%tﬁ&aaﬁf’ n gqr cgrcﬁ?vl?ac&%ryregr ohel agre gkhefrom %%gl@ause
phar maceuand€al | y accept abl e saI t thereof, was tine to

death fro us a .$econ d
study o g]r é%%ﬁﬁ?ﬁﬁe §1dlpgﬂ1t of ECONRkY ec?f PRoREdRENS  or

har maceut i !B%éf ?heet abl e
sal tt her Bearmaggytiaallyeaaceptahled pal 48@iGPh ggth ‘from any
e) a secopslaey endp0| nt of a study of dronedarone or
a 15phar maceut i ta o) was tine
to fir ﬁ&?ﬁ‘?'?dfﬁ é‘ii Hﬁo% P”@Xrog? %r§p§ érr easons;

f) a secophamacenitptly atceptakie saIUbgre@f veisdinesitordnath from
a phar mac%Hi @Iy acceptable salt thereof, was tine
pi

to first Atization for atrial flbrlllatlon and
ot her sl)paseeendary andpoirtef A piushofifEbedaicse. ¢)2 a

secondary tpﬁé\‘ﬁpé?ﬂeﬂﬁcéﬂf/ aBeeptatily sAf thdfedn ey Reto or a

phar maceutical ly accept able salt thereof, was tine to
first hosBREEAVESEHASHEASr wor seni ng heart fail ure:

h) a se@oad;@bunmgdpﬂdprdint@ffa&t&ymﬂ;ﬂraﬁeddmae@a&r one, or

a 25pharmageutica t tlrre
Co 1ot ROSHAcEGaly RERTRARE R Bateor \RRI B2 to 186

a secondahysgitatipationtfodardiovasguiar tfasdr®nedar one, or a
phar ma u'é' &@Mé’a %ﬁ&p%lﬁmfg sﬁ%‘ytoftdhﬁ{eggfone\’\@fsat Ime to

first spltalzalon or nyocard infarctio 3])
a secondarpiﬂa@mt'?ﬂW@FC%t%h'%a?'t Wr‘%ﬂfdﬁ%%%m Ffb‘n by

phar maceutbsgitdliYatRmaepatasl fdrikdtioh dnbietisefsupmsaentticuter t 0
first hospjtal Ldzatl on for transient ischem c event or
cerebral SPHBRASUAYSK) a secondary endpoint of a
study o) c#smeddarweedpmntaiapﬂllaiymidemadeecmeyma@cept abl e
sal t ther% rmé{‘@e%t&%l:}"acl:%otéblgQSIE‘tk%?é’&%Qs tirh€ 1o frst
package c r Sin onedar one or phar maceutical ly
accept abl émosaltahzamfebwocéﬁama hlea%éaﬂur%au d | abel

conpri Sshng, é’écoh&é}?teneﬂanm selrdebre; et he
group conS|st|n

50PCT/ | B20 5587
e o Ve ta Lfoarel L ReLSohes

accept abl Eho‘é@itéllzétftﬁffbﬁhyoca?dllabief’hrd:ﬂme conbi ned endpoi nt
of cardiovascul ar I.Z m any
cause by a?o%ﬁftongﬁryp? ?'E {%f RS C?B?jér%% éfPE)%e or a
phar mac eutpheahbgeuicalbpacabpteble satt theﬁé@feWﬁS timedelfistd t he
comb' ned_andRehiRhid o gﬁ'fygbéﬁﬂi%ﬁwﬁr&fonhosp' talization or
death from ahy cause .

j) asecondary endpomt of a study of dronedarone ora
pharmaceutically acceptable salt thereof, was time to first
hospitalization for transient ischemic event or cerebral stroke; and

k) a secondary endpoint of a study of dronedarone, or a
pharmaceutically acceptable salt thereof, was time to sudden

death.

76. A package comprising dronedarone or a pharmaceutically acceptable salt
thereof and a label, said label comprising at least one message selected from the

group consisting of:
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c) dronedarone, or a pharnmaceutically acceptable salt
t hereof, reduced the conbi ned endpoi nt of

weanditessascul ar hospitalizatjon or death from BEHIRAWIHSSSS7

% 24.dz percent, driven by693 reduction in

cardi ovascul ar hospitalizati on

dur at i 8h FPNeRAIPNG. OF PPRAITARFEHEEE 'V@\Rﬁ?mg\ﬁ? ﬁa%%ﬁ%oé’ar one
when conpaugskd e RbadRa;endpoipidficardicvasctlar hsHialZatiersor

111 heart f t_basel
car i ovastHAIORGD ears oxein 2 BEP “1sr) ' (e 1 ok

of hosp) t dioheddrons cfrarphlasraaqeutlm"h/lﬁcéelﬁ?/ta@eISélé‘,ﬁ"ei“PPft he
dr onedar olréﬁlugéc\?\ﬁg coﬂ{blr%d%gbé‘iﬁpﬁ%'r&é\}ds}fulﬁpﬁ@d%télmaﬁon or

salt thereo ared to the acebo grou
death from any cause by 24.2 percent; Pl g P

c) dronedarone, or a pharmaceutically acceptable salt thereof,
reduced the combined endpoint of cardiovascular hospitalization or
death from any cause by 24.2 percent, driven by a reduction in
cardiovascular hospitalization;

d) the total duration of hospitalization was lower with dronedarone
when compared to placebo;

e) patients with NYHA Class Il heart failure at baseline showed a

" reduction in cardiovascular hospitalization or death;

f) the risk of hospitalization for heart failure was less in the
dronedarone group, or a pharmaceutically acceptable salt thereof,
when compared to the placebo group.



