USE OF DRONEDARONE FOR THE PREPARATI ON OF A MEDI CAMENT FOR USE I N THE
PREVENTI ON OF CARDI OVASCULAR HOSPI TALI ZATI ON OR OF MORTALI TY 5 The present
invention relates to the use of dronedarone or pharnaceutically accept abl e
salts thereof for the preparation of a medicanment for_use in t

prevention &0 W4 8Vascul ar hospi tal i zati on and/ or ofPCHHP%Oé{?’?"E’W

102- n-But yl - 3 [ 4- (3-di-n-butyl am nopropoxy) benzoyfi - 5-

met hyl sul phonam dobenzof uran, or dronedarone, and pharmaceutically

accept abl e S&Jé@ o%*tﬁicﬁﬁ’éoﬁcﬂ\lé’?égﬁh@%@aéﬁhﬁ#@?é@%ﬁﬁ’@ﬁt@?\ﬁneﬁ? J%Ff'?l 609 BI.

Dr onedar one ks p annel s an so has
ant 1 - 18adr ench gl b1 o BRR UL EONS oHEAESASCILAR HOSE ALGATION R GF ¢ hat i s
effective in maintaining sinus rhyM@RTAhITYati ents presenting atri al
fibrillatipn or atrial flutter. 20The applicant has clinically proven that
dr onedar one 511 gni fi cgntl reduces cgr di ovgscula hos it1al i Za&'l agns and/ or
mortality in P&tREHRS WEVioRJCE 1R 1B B PT ATPrdgrons 8 FREFYHBY of atrial
flutter, by \acedptebleofalist hembi Hirtthe troepacdon @f @ whdicdmand dorpeseaissthem | evel in
a safe and eff&ehioker WliovaRSNEY HoaihizaliiPardiP oholkaRZof Uran derivatives to
reduce post-infarction nortality in patients having a reduced |eft
ventricular function after nyocardial infarction, w thout any rhythm

di sor der lequrirButy-HA-(Gdti-bylamipenippexybeayihent, i s known from Pat ent

Appl i cati ons nWEhRSIMORETdRBEL D 7/ F45AbnedbbiRnever, bhesacapgdiycations
neither disc lagge%ta%%rstaﬁ#@@l%%{aré Qe?sc}‘%e% .S’Egr‘%{aé’a{ﬁﬁa‘?@n‘%’ B8 ol494

cardi ovascul ar I ONS at’i entagéjﬁaw ng a history
of atrial flbrlllatlon or atrial flutter, in partlcular by virtue of its
ability to musgHeatend bbcl{sqdmsmmmddwebnd dnldune cidnaeld and@ oo tassitim i s t he

princi paI 5l ntaﬁn%ﬁ@rl jctbl L@ and plays an essential role in physiology.
SpeC|f|ca 8 I'S the principal osmotically active intracellular

ion and plays an i nportant role in the regulation of intracellular vol une.
WO 2009/ 1445mﬂ§rbﬁé%05094rﬁ]%5ﬁﬁm}c tRat s #fecthursih arntaimicy sinahghpdb assi um

concentrati o e‘ﬁ?ﬁﬁﬁ'ﬁf’%”&%””é 8 of biGitiQ, of enzyme systems and al so for

good growt h n I sl on ot asstum contri butes to establishing the
resting potential of the cell nmenbrane 5 and, consequently, changes in
pot assi umtcofoendpplitanbrhasi dinaivt ipcwrk@rthatn dtolnedaazmter aigefitantiarredampar t ment ,

have effects c%mggéchla?ﬁ%bﬁﬁgétiloha; ﬂnd!d? moh it ﬁrp‘éf?éﬁs héﬂh%%l st e 4ad di ac

SySt em Crease I N assi Um Cen tion.I s I|. NCIr ease
SLTHT e 10n SOTIGHET o 2hpratOlS, b YHBIARLE ROy Remoq Ui ine o eROSSRT caur t i n

serious, pot éaveiiaklsyiecoddifactivewat hm di sorders. The del eterious role of a
decrease i n potassium concentrati on has been docunented in disparate

clinical situati .1 atients omheart
failure, 4 he*ﬁ&fﬁgg’égs? A B uqﬁrigﬁﬁﬁse% Fedpe%R si%ar&@gdﬁ?r% ™dldly rhyt hm
di sorders; dipafiests b%vir’maelm@w&d |?fbwa§mdﬁmeM¢m r@ﬁér afascdial Haferstielenonst r at ed
a benefici al wﬁﬁ&@‘éhy %Wthhhdi:&)f&&?@éﬂuﬁhg @R antArfiRennhid Realmd CE &ASH fréin POt assi um

xer i se cour A AR R ORI HEtBPEene o B " Lden deathe o T

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

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

Specifically, this ion is the principal osmotically active intraceliular ion and plays
an important role in the regulation of intraceliular volume.
40



A possible contribution of the decrease in potassium concentrations has
been 25nentioned in the sudden death of patients treated with

anti psychotics and also in acute al cohol w thdrawal syndrones. Eating
habits with a reduced potassiumintake may |lead to sudden death_ in

pr edi sposed WhHPIHE4l s, even without,any structural cardPHEHat ol ogy. 30
The risk of fatal cardiac hyperexci ta%i lity is particularly great in

patients “*‘OAV(%E&LM%@%@% hotassiiy thiefrdiibeal sRBhtiavkirahe pireli@ngs t he
duration of cell repolari as S&F(ﬂ%%n.(&)t al ex(r)). These agents

zation uch
may in fact PRAUESY E'F%?”gaf‘gﬁ *‘%f@%‘i???f‘@,a”\% ch'1s a severe and potentially

deadly ventricular 35tachycardia. Torsades de pointes are facilitated by
the decreaseppsffh 8sHibdBsaOREERISHIAG i vestinPatdnyal of thehas niEesmarghown t hat

t he decrease | ot assi,um concentrat i i . at ri £i.0ri tions
(Nnoach a1 =¥ Rereeiga 8@3?%#%&3?%%‘58&“%&%2:?? el o 4@

2009/ 144550 PetyatdiBRO0INGOBSEYT haveiiecings colbexcidiin g 415 §¥aiac TS Swher e t he

ri sk of pot egptd @rdisc dyabl cardi ac rhythm disorders is high is represented
by patients treated with diuretics, these nedicanments, which are w dely
prescribed in many indications, the nost conmon being arterial

hypert ensi onA 18g8reages dn hedpssivpg qoinFeitralioln s §10%0r 19 cPERESP FEBHT ot ¢
5syndrongg chypehasiasilignd tigd serdoviay lexipebich tche resattiieseriqus, pdientimisk of a
decrease in [ - tration except for "potassium sparing”
diuretics. Ag%ﬁis)ﬁ%wgﬁltqﬁ%n%ﬁ the decrease in potassium concentration
subsequent to treatnment with diuretics may be sudden death, in particular
in patients Tho deRpriesendle aof bnpaieaserit pftasshien commeniaiion| kst bRt i on of t he
heart or | ef Lokt filbrallysihiaGkipmer after a nyocardial infarction.
Regul ati on of the potassium concentration could therefore play an inportant
beneficiaP role, in particular in the popul ation of patients who require an
anti - 15ar r hjorhexempler patatiens sgffeping &pmi heiart ffailore, teadactnaye Aherteisbpossi bl y
have other rsltedtAGPéah oM deBQy MYt aiksrbarshdireticsthavid@bepotagsivnher apy, has

h ffect th d.to th | at | ] iumlevel in th
bl ood. 20" At prS B PR ST ShifeRly Sl bagoRMER>, U S Rt Ne

North Anerica and 4.5 mllion people in the European Union and is emerging
as a gr owh ngTRd RlpicCadiraks In pormsMIm chnsargionobedufrig dgliongngothe tabaippopul at i on

AF is a condition. ipn which the er agher ! at,in an 25

uncoor di nat eﬁrf%f‘gaf '8{;‘?8?’ B}yﬁlcﬁleed(e?cgs hcloglﬁfla res u%tS ?%Sk!éﬁfogg%{aarnygﬁ regul ar and
fast rhythm ¢é¢atks., an irregularly, irregular heartbeat). Wen blood is not
conpl etely punped out of the heart's chanbers, it can pool and clot. If a

bl ood clot forns %’Q&%&Eﬁ%io?’theeé%%ﬁhﬁggﬁ?g‘ﬁ%%”‘?émf%§ o gt ery in the

brain, a strok& ¥ nsec1u ] ercent of sjfrokes resul t
fr om AF. 230AMentipnph irtbespdsign yeath oherifbts fpaird %U&E SYFS‘OQ@@”Qﬁ %" of t en
caused by aggerehiadretvitldangesntnriske heart, physical or psychol ogi cal
stress, agents that stinulate the heart, such as caffeine, or as a result
of cardiovascul ar di sease. The nunber is expectid to dogblg iﬂ.the next 20
years. W t hoBetingpiabisp mitht % refipedy epigsium Aptakeamay depg o sudden ggan n

conpl i cat i ongredRpbd asiveiLsiskeeanihabagestiivel dreding pafthdildoyre. 35 It is know
that atrial fibrillation itself can cause changes in the electrical
paraneters of the heart known as electrical reg\qdel I itr?r? %@é:l in the
structure of Thhasle g éatalcCadiahBEeexg! SsPaioPipRY gt 'Y SREES PMPg whi ch
tend to decr easie tdre ahianbgbmof teteeplatineht prolonget thpadwationt ¢f st mal  si nus
rhythm Thi Sgébbféhﬂgén,cs!uu?'aé SUEahMx®RtTHE addny inky @t ERninaegess atri al

fibrillati Ontorst]a%esz dg egoir\mé\gl lwh%ﬂcgn%ntsggerg ' aha’ potentially deadly ventricular

35  tachycardia. Torsades de pointes are facilitated by the decrease in potassium
concentration.

Finally, it has been shown that the decrease in potassium concentration induces
atrial fibrilations (Manoach M., J. Mol. Cell. Cardiol., 1998, 30(6): A4{8]).
40 '



WO 2009/ 144550- PC171B2009/ 005587 4 - the 1990s (Wjffels MC, Kirchhof CJ,
Dorland R, Allassie MA Atrial fibrillation begets atrial fibrillation. A
study in awake chronically instrumented goats.Crcul ation. 1995 Oct 1;
92(7):1954-68.). It explains why when patients have been in atr
fibrillatiof98P"Y$eng tinme they devekop permanent at’F‘f%’IBz'?OI’IHFWVI ation
5with little or no chance to recover fromthis arrhythm a whi ch becones
chronic. A sulhdiedr @hicdthgtuptions @hérei thigendid on pbiﬁnttdﬂ;erfﬂhbnadtabahma of
dronedar one °§[scﬁdé?é‘§£ rri?@%li'% rg%ﬁééﬁtéﬁc%gpﬁ%%tg it Kn}ilﬁf&&fetlcig Gheds!

preparation o I canent s or use in
the prevent i ofedsanieatsdVactaaeidaly Rresreed panany idicatinds dheiMost SOMMAr t al i ty.
Sai d prevent i mangoérieziar kipenasion) Bt dias pédriafailzat ieca dnsafidieney, ofphatict al ity is

provi ded to p@ﬁwgr%%scujﬂfo‘é!s%ﬂd guat]&o?ﬁaoreypo% tr%tpfa'néHt td fhghbﬂ &f%tde%féa% it ri al

flutter. 15A nventi o rore the use of
dr onedar one of° %?Sb'ﬁ’aﬁ“ﬁﬁ‘@té@f’toi’@é?qpf/ Oécp@?ﬁ?‘%l%a@ﬁl ‘i‘”rf*tl‘?ér eof, for the
preparation of a medi cament for use in the prevention of car di ovascul ar

hospi tal i zat I,Qnéonﬁanéi.{neﬁ P fth Y olabd Yin rma%@lbm bahcea;éu@mtsﬁb&bawerngwa hi story
of atrial fibri igQn flutt pr.esent

i nvention is gec?r{ilvg% ‘?Veﬁlﬁemﬁ%é’eo?”da?rbﬁgégr Hnga'h‘f”?aé ' Wéﬁ&ﬁfﬁ%&m cal ly
accept abl samresetnhem gafalrmenr oftthe cppteyptie furiction ofthe hﬁ@ﬁpt@ﬁéﬁﬂfrlﬁwr use in the

prevention of gemhstioR bpsEvh yolpdRiitfaliighat i ons and/or of nortality notably
in patients having a history of atrial fibrillation or atrial flutter
t hrough regul ation of the potassiumlevel in the blood. 25 Mention may in
particul ar beRegigdornppof ther aetassivst ghageniigion atouidythergiote is eap dRarted] ar | y

sudden deat h, beabfioml ¢éib,| iahanisdEe ﬂl@ﬁﬁﬂp@l@tuﬁﬁaﬁ patiefts Sardd@quicteat Rinfir om
cardi Ovazﬁjul aé’rrhgm%?ceﬁﬁat%gﬁaf c%f‘b!atﬁglt !tg? Iaton) aﬁ Wenéoaski?!\femo&?ér eﬁ'{l so the use

of dronedarone ut I cal t hereo fOr the
preparation JﬁCfarsnedl canment, taken tW| ce a day wwith a neal, for use in the
prevention of nortality and/ or of cardiovascul ar hospi t al i zations not abl y

in patients r?lg aﬁ'h-grlr@;tl'%té( tQP tt@t a%'tﬁéragjépéé ého@!ﬁ ls &thﬂ@FeEghl%lto HeUt ter 35

More specifica invention I's e use
dr onedar one dﬁg‘ﬁatﬁﬁﬁftﬁﬁé%taﬁ'%|e}“§) '%‘EEEEP‘ébI e salt thereof, for the
preparatizain of a medi canent for use in the prevention of approximtely 24%

of _car di ovasciyario ARG ) afigdd SBSu 3k for HooBB'A Rolth YsloRoPahd 3t s having

hi story of atrla tion or atrila ating the
pot assi um | evalliop Heqral?ednmeo%wopeavb’%b@/dlaa@sr@'"g@S aF%ﬁW’T'QI’ Q%SQP@FB‘SSN A
subj ect of t hmnparebeamtsd oftterdgingrof tte m@bgietidnhe use of dronedarone or a
phar maceut i caig s aac‘ﬁgrﬂﬁtﬁpl R KAk tﬁ@elfpﬁgrf chdr¥erd RE tﬁ’é FRa AdaPlin o @

medi canent_ for us reven ap X] mately. rdi ovascul ar
hospi t al iZat i ‘B§eers "hta‘? 6‘F’§ SOE?&‘P'HT’%\?%QE’UI ‘%{‘Hﬂ {iaf iVBY ’frﬁg'fg%{t?r@n & having a
hi story of atrhyteih (.é.ben lrtegtiiadyy ieguler heartbelt) utWsn, bibyd isetpticatplatgit he
fgt assi un ! gvrﬁﬂmp!ea olt't# i) RRd's ﬁﬁa,ﬁyag Qféanqilo?ﬂdm@ oR¥. egarb?oou ré}bf{%% i Sf al 50
e use o r aron, ar utica a abl e ereo or
the preparat 8% 3@ §X'§E@Fc@ﬁ§n?ndfn§f)& 519 arst%y' (fiiangrawr &,%* P dR UE"F
appr oxi mat el yCaequshtlyc stk Heyeartt af stiobespeulilfiomedfi.ons and/ or of sudden death
in p?t ![ erﬁost hh@/is ﬂ?:r@mhé;l? ?r@cﬁi.hénlﬂfntlfﬁédvla@dlngfdgermb |sadite® BaREd BY bieldidaut t e: by
regul ating ot as evel. in 00 u esen
| oenti on’i s SeBge e e S paYeoe0R syese) AR el erhite Bfy
accept abl e saiegrtt $hsh eofcaffaing, pues a syt Iﬁ‘évafﬁgvaécmrscﬁ%*ﬁ% of hephyrpker s
fibri Ih I'Tation &peddd :oadousibg.ﬁ tRernext 20 yéde wtﬁm_ra@bnopm@haaamngmnt for use
in the prevent r di a
particularly 01!1?%85? %exnl na é"?p[géﬁﬁ/é %P carsrt)f’%%/%ﬂg(z:c%f‘%eg[ﬁeohse%ﬁ?%? zations,
and/or 266f nortality, parti cuI arly of approximtely 15% of nortality, and
nmore particuliars yknok BapeexRi Abilafion 169 edn nandealchdnges dmdherelectrical
parameters of the heart known as electrical remodelling and in the structure of the
cardiac chambers known as structural remodelling which tend to decrease the
chances of the patient to get back into normal sinus rhythm. This viclous circle
40  whereby “atrial fibrillation begets atrial fibriflation” has been well documented since



of cardiovascular nortality, and nore particularly of approximtely 30% of
cardi ovascul ar nortality, and/or of arrhythm c death, and nore
particularly of approxi mtely 45% of 25arrhythm c death. of sudden death,
and more particul arly of approxi mately 59% of sudden death and/or Anot her
subj ect of tHE'WHét3ht invention is the.use of dr oneda‘r‘o‘ﬁ'gz%?o%ﬁé of its

30 pharnmaceutically acceptable salts for the preparation of a nedi canent
for use in tHee JPelkeWiflels ME, ErettipbCasbolamd RoAlstialMAatriplofibriididhor of

mortal ity notsghy Iamamahbmlaﬁ@ Wit Ntixgyr ”ﬁn%mak@t rchr%hacéaiybnhéthﬁ{ehfée or atrial

flutter. Mre ecl Sel I, N te use dr onedar one or
one of its {)ha’rrcu é"i’u 9?9@%?qt1¥3§@i%%{3a6£§% f ’éﬁ?el‘%s‘?' %'teﬂé’a}.')er"\gsp'?aﬁ"’ﬁtl on of a
medi canent f d}eeﬂ ineatpeldipeiatipofer gflonthibne B3 dyalsp Q%tmanaB’eUﬂaimﬂation

hospi t al i zat ivaih @R A6 cihcdIréalértiontak alhythrhB whfth ibB&nfes\thiohicper manent
atrial fibrillation or atrial flutter. WO 2009/ 144550PCT/ 1B2009/ 005587 - 6
- the prevention of cardiovascul ar hospitalization and/or of nortality
notably in pdtSeed ofiitb peeseitspveniorofs hevefasg the bed lof diohederene et eial flutter
and with strybbueabutioalyr dccelitanass pardof, bl mélpfe@traw@tou@ahed?@a{ehtdi sease in

2,5t 2l e hermguna o saptkiLAN AU By BLEGH BE! Yo, SOMERLLEN Gl ates L0

t he use of dronedarone or har mace tica acce % salts for
the prepatat |h8FP't6¥233°’T?€ﬂF’8‘é?fé‘?ﬂ“a'Ftbr the prevention of about 24% of
cardi ovascul ar hospitalization and/or of nortality notably in patients with

a history of S%tdrdré\‘enﬁdnhff 'cé&ii%@és@tﬂarq{osﬁ\faﬁia%gnsf Alngh)tr Gfraél'%gtly‘fg drbvigddyct ural

heart di sease m c. con e precisely, the

i nvention rel ﬁi'eé]éa‘?ad'"gﬁé“%cr’rf?ﬂtr}lag%ﬂ%tﬁanﬁt@aWPﬁ%ne of its pharmaceutically
acceptable salts for the preparation of a nedicanment for use in the
preventigg of a@ﬁw ok 46 eefes&ﬁnmeﬁm.seudharefd?@m L& bizﬁrtohé’d%r&%t gbLy in

patients wt on or, atrial flutter and with

| | ati
struct ural gg?rpaﬁ?%'g%@@c?eﬁ’%%%asabtt%‘i’ogIfﬂ \%ﬁ(’f{ﬁ‘?ﬁﬁf'?ﬁ’ dahapdicasment 16 e
preci sely, tNeeinibepteventon ef cardicvasailar hespitalizatidns énd/oedfarconlly ootabpe of its

phar maceut i c# patiedts 68MEPhifosat htfalfiBhlatidieorRiRPRl@L | on of a nmedi canent for
use in the prevention of about 24%of nortality notably in patients with a

history of atrial 20fibrillation or atrial flutter and with structural
heart di $Basé siubiest st His| essehivusntiamiic seasifigalyi the usdviof dropedacorsediya t he

invention r ebaérﬁ&céumcéub%cm@ab@fsaﬁ&Mﬂ&ﬁ&“ﬁﬂﬂ@ pRipaRBéh &fa ibdcdditg fFRCeut i cal |y
accent abl e Sald b PbekdfoPLEARALLID, RloraIEfin e BIB0F ot B aioBoL ), 2> Lhe

prevention o cardiovasc atients
with a hi st ofyPagentabaying a hister 9f kel Bailleion gt aﬁnailfiuftqerdivmmh ragldawtorﬁ structural
heart di seas éheipotsasiainaddesn femmdydnam ¢ condition. Said structural heart

di sease ppy be coronary heart disease and/or |schenmc 30 dilated

car di onyopat and/ or non-ischem c dil ated cardi onyopat hy and/or rheumatic
val vul ar heaMenifns 81 eina RRTHGYEr nfesh Maseutfacrigiovascylen srortalbar endiingsaise and/ or

hyper t r ophi c perdiculartyrsacgentcdeythasist exled Midder cdbiabaleiol biodudbésdcatyirf  congesti ve
heart fail ureg,Waesell &obgestive heart failure may be defined for exanple
as NYHA class I'll or by a reduced left ventricular ejection fraction bel ow
350. 35. NYHA neans New York Heart Association. Mention may be nade that
congest i ¥& héastbjd¢chi dfuthe present SiNenferoup atdfo bheanse folli draredarond\@r a

2009/ 144550PEefh Bl QeBtivie shit thereof, for the preparation of a medicament,
taken twice a day with a meal, for use in the prevention of mortality andfor of
cardiovascular hospitalizations notably in patients having a history of atrial
fibrillation or atrial flutter

35
More specifically, a subject of the present invention is the use of dronedarone or a
bharmaceuticatfy acceptable salt thereof, for the preparation of a medicament for
use in the prevention of approximately 24% of cardiovascular hospitalizations
and/or of mortality in patients having a history of atrial fibrillation or atrial flutter, by
40  regulating the potassium level in the blood.



Thus, the subject of the instant invention is also the use of dronedarone
or one of its pharmaceutically acceptable salts for the preparation of a
medi canment for use in the prevention of cardiovascul ar hospitalization
and/ or of rtality notably in patients with a histor )f atrijal
fibrillatio (Bgm%4¥s&| flugter gnd w t-lg .congesti ve hegFeng?%?Pﬁ?glin a

st abl e henodynam c condition. In an enbodi nent, the subject of the instant
invention is the use of dronedarone or one of its pharmaceutically

accept ?bl e s?h\t sudfeRt df e Pdr@&af @ﬁ\!e@tfbln_ofs ?;_SHBtPIé C&@d/ ept d]l:-dﬁ%%é#&f‘e itoF‘Ié Pe abl
prevention o ar. hospitalization and/or mortality notably
in patients w [?%Eg&eﬁl}%ﬁgrgcce tfaglgtsg}:t EE’FFEPEE ithg %rfeP%ﬁt’OSrO?ﬁtr?‘?déﬁamFPUP’f er and
with congesti V8¢ Rellf tPreventianr ef arpraxiesieha25KYeiicardienasculdr| hospitatizasibrabl e
hemodynami & camitiriof cardioagc@sr resrReg in®itnts hignaRib®of afrial ideudtBs bant

| nvention is %th&? 1R @Lre&lﬂé%ﬂgﬂ%ga%&‘ési&%ge‘?/gr iﬁ&%ib‘fgod' ts pharmaceutically

acceptabl e salts e preparation o canent for use in the
prevention of cardiovascul ar hospitalization and/or of nortality notably in
patients withAasubjest of th@fpradeni alvefitiohr is| hias itad @6 6t BioAkddrdrst bera and with
congestive he L L e V. icul ar. ejection
fraction i)(fl o@v{a(})r?%&b%%mga%? E&‘Eﬁggﬁg%ﬁ’%"@%&"% ggélag%t{opgﬁg%ﬁ%gggt fB']r eci sel y,
the i nventl on'Pel e L'RVE MR RABBIMalfio AE G a8l FrEdioyps@ipe hoppitatizptions

phar maceut i cadticior € segistealdlesthsialpatierfohaviriyea piskpachbtigribalatian eedirgament f or
use in the prmenby RBURInAROLARK e Hatdihgyascul ar hospitalization and/ or
of nortality notably in patients wmth a history of atrial fibrillation or
atrial flutter and with 25congestive heart failure defined tas NYHA cl ass
11 in a stabhesthienbd ikarinceseon diveition . is Mise tir ese sefl yronédeeonienvert i on

relates tos t matiiotioall GRRERDRNA Gher8CiObatichis RRRAGTRERIY 6ALYLY acceptabl e
paratio o) t he preventi on of

salts for th ol a di canent use, i n 30

about 32% of eﬁé"ﬁﬁ%y%&ég‘*&"ﬁ?&? Gﬁ'ofsog?rfeaf”ie%{ﬁ‘%'no ah ISSICABPNtSF 57 i henot abl y i n
patients witPreveRidEory of atrial fibrillation or atrial flutter and with
congestive heart faibur eargiefdstnst DMospitaliBfyeed shef tmoreNiaiicyh®s & ection
fraction bel ow 0. 35 g&r&iiﬁ%bgy%?ng@gnam C contd'h.ﬁtait.on. 351 n an enbodi nent,
the inventjon rel at R0 The’ G238 Of dr REGI SRR B ¢ s

phar maceuwtd cal | y accephally. paticudarly of apirexipatels 6% dfomortslityaandemipreament  f or
use in the preventi opartdulai®iot &prdximaeN b ¥ it &Rdrs With a history of
atrial fibrillation L I ith congestive heart failure in
a stabl e henpdynani cgfg%%g‘?\fa%%lﬁgr MW&O%B&1%1%5!@%6#%1@565@?’6’6%@@‘7 - 8 -
More precisely, the Pi¥ehtadovap@iaimedality apdier use of dronedarone or one of
its pharmaceuticalloy satgbpicabidath, sakit MokogariidiRriprod RRbRKIRREksR sedi canent

for use iJgy the preve H%? out 34% of nortality notably in patients
with a history of atfﬁ{r I I?{jﬁaﬁfl ation or atrial flutter and with congestive

heart failure define®f SUdRYIgath) #8¢ maqre |papiiculgry ohBPEIoNEISYY A% & condi ti on.
More precisely, the suidemteatnandddrates to the use of dronedarone or one of
its pharmaceutically acceptable salts for the preparation of a nedi canent
for use in tgl)ﬁo{%rev ntion of about 45 % of death in patients with a history
of atrial fi PREYRTT P0BR nFatt Qiveqtiondt be usa T WanRi¥enfyisenevd iisear t
failure d&fi mbdmwiceliicallyl aebeptatdmsaits darltiaer preparatidnoot of medi¢dnent foeliewin0. 35 in a
stabl e henodynapievetiondist é%vagealaﬁlmoeﬂﬁggﬁaﬁ%?/& 'ar’lrﬂo'ﬁgﬁwn'g?aggriﬁl ates 10

t he use of droEegar. ne or Oﬂ%'qf‘ Lt s pharmaceutically acce l e salts for
the preparat iP6h oF V5 FREGFRERHe fibdptiqnas alrig! thliehe prevention of the

wor seni ng or devel opnment of congestive heart failure notably in patients
Wi th a hi st ongor@lprediselyathel intdnkibl Aidt@ tPlhedlst! & arbhedbioRE -or MRE &r R ECI Sely,

the inventio [yo th se of_dronedarone or one of Its
phar nacetr}{si c;&f]?@a’g‘%‘géﬁl a%chﬁgﬂ? tsgl%f for thenreparalien oft3 givdisement f¥atheanent f or
use in prevention of about 33 % of cardiovascular hospitalization and/or of mortality

notably in patients with permanent atrial fibrillation or atrial flutter.

Another subject of the instant invention is the use of dronedarone or one of its
40  pharmaceutically acceptable salts for the preparation of a medicament for use in



20t he prevention of about 22% of the worsening or devel opnent of congestive
heart failure NYHA class IV in patients with a history of atri al
fibrillation or atrial flutter. Patients with heart failure in a stable
henodynam ¢ condition nay be defined as patients without heart failure in
an unst abl e WRHBYYAEM c condition. 25_kn general, pati EnVEX WP Hear t
failure in an unstabl e henodynam c condi ti on may be defined as patients

Wi th a sever ethhegéidenfian buc@diandcaal BospRaligdtdn edrdr of ahdrialig meabipe defined by

any of the fO{;Atews "Weth f‘(’)\ﬂétér?%‘f BQ.aFf}ﬁWatnBN’ér Qtiual%ﬁértand% h%fjctﬁ}at h&Rf or with

m ni mal exert ?\% congestive heart
failure at redgease pa@%@éwt‘ﬁﬁi h?éﬁfhﬁeersam %?téb' ?rﬁ"qﬁ‘ﬁ'ﬁﬁﬁP“‘@B@@rtl on within
the last nonth, i.e. the nonth prior to start- of treatnent or,

hospi tal i zati o, ef;%cs&yrtﬁe @é@fdﬁ%%ﬁb thd 0% E@ﬁ%né&%é% or orfel ?ft e month

prior to start of W|th|nthe
| ast mont h, rBEEARCeHEE Wnﬁ%?@ﬁ?‘?oﬁ?”%éor tPﬁjlpE‘?&?féHD"b?f ?H’éeq’f@@&"tf Fin
hospi tal i zat i paventiori ot ebaué s of leerd@pasculhio hospitalizpliice amy/orasfemonssityi not r opi ¢

or diuretic tASLAPY pateni® with 'élerﬁsei cﬁ%@rﬁ)ﬁ%ﬂéﬁéd 8P afrBfWitfer MBhd with
hospitalizati ntravenous %Ib r}Eg}/OFf or ggr eat ment of heart failure.

Ther ef or e, glﬁcW%!ﬁete\ﬁ °8p%'g @ Waf"i‘ﬁacoﬂ °bf dronedarone or 5

phar maceutd caI | y acceptable salts thereof for preparing a nedi canent for

use in the trma{erméuase@f e rma{noﬁlraaﬂeé |t@tthé)ﬂseobf BﬂoHéda%neoér drRrofie i n the
prevention of norta ation in

ot ent s wi ¢ TERByleply S50 Rp SreiPtne RESEIRE SRR E U™ nvent i on
al so rel at es e pthveriiien &f st 84%ar sagfovasclar ﬂ@PWaﬁitmd@tﬁbiyd'alpP@ﬁnﬁccept abl e

salts for t hamtﬁaﬁﬁ&tﬁ@@‘f @bl fknatian of 4l BlitefbhdRitOsriclubt hedrt diskapainl ent s

wi t hout her apeuti ¢ anmount of dronedarone or
phar maceu fftgﬁgh%%{)c@h%riﬁg%g% Bt her eof bei ng adm ni st ered. In one

enbodi rrent the invention relates to dronedarone or one of its
15phar maceut i Mak | precsef/e i bventivrlréiatet ad thehasd bleaon®faioref oradrel &l its

fibrillation a][rH Ié&thE;# éc@ei@ﬁté ﬁ&%ssfm%é g%‘;&&raﬁc‘?n"&raem&?@érﬁen't Fb‘?'ugé'" Ed by one

or nore of the

congest i ve hel# preventiph plaboyt 24% plyneialitygetaklydr patieats withe! Wtf"ﬂf qfrﬁ?ﬁ'?*nal
exertion 2 t Hibrilidibie drasfriandiottdry; aad Wits pirtetlial aebdndisdasthin patstabrt for heart
failure withig | h; 20d) hospitalization of the patient for NYHA
Cl ass |V heart ﬁoﬂﬁaﬁéonw ospitalization of the patient for NYHA Class Il
heart failure within the I ast nonth, and Ohospitalization of the patient
for head failMore preddelyr ﬁmermtremhen@aiptemﬁmtﬁeouseaef tnodedaadnedorbgnet dfeitsneed f or

hospi tal i zat '&ﬁrﬂcsbﬂ&%ﬁy@é@&%ﬁe CAR18PMe p%’é%ﬁ&ﬁ&'éﬁla&z&ﬁﬁén@?br%e fahe patient

for heart

e ensa L on requir italization or
e e el qlioal $3%B 8, clevagsula ety Gple Sh PR M e
enbodi nent , tﬂrmory ¥ el fibrill atieinadr exdrict du@rcanédahhmgcbml bemt dbeasegn a

stable hemodynamic condition,

Said structural heart disease may be coronary heart disease and/or lschemic
30 dilated cardiomyopathy and/or non-ischemic dilated cardiomyopathy andfor

rheumatic valvular heart disease andfor non-rheumatic valvular heart disease

and/or hypertrophic cardiomyopathy andfor LVEF < 45 % andfor history of

congestive heart failure wherein congestive heart failure may be defined for

example as NYHA class lll or by a reduced left ventricular ejection fraction below
35  0.35.

NYHA means New York Heart Association.

Mention may be made that congestive heart failure is a sub-group of heart failure.
40



pharmaceutically acceptable salts for the treatnent of atrial fibrillation
or flutter in 30patients without severe heart failure indicated by
hospitalization of the patient for NYHA Cass IV heart fai I ure I n anot her
enbodi nent, the invention relates to dronedarone or one

phar maceut i CBP PY*5¢E€pt abl e salts for_yhe treatment of I%l’f’ﬁzﬁq)"’?"ﬁﬁrl |l ation
or flutter in 35 patients without severe heart failure indicated by

lhosf' tal 't ﬁ ati 'ﬂﬂlsothe %Lfftﬁ‘ecpaitth@mktaﬁﬂﬁvé?ﬁdﬂs Blsa 8 Usk bf freeedardnaior Ukeom t hin the
ast non I one i ne or one
of its phar rmEse;ma n&aacrevt)?al&caézg% EH{ sélt% f@qﬂg Hje%t%tn of4 n?gdlcgﬁ‘@&efglaus%

2009/ 144550PCn el preedion @b%@?vascw hospitpdieaiien agd(pj ooty pdabhhient i on i s
perfornmed by piems ditfg hteanercaian fisriliafiondd atiabttel artdallnﬂhy:oa@ésﬂm adaite salts

t her eof v@erghdge &%S?bgerl%%g%%g?&&hg@ar maceutically acceptable salts

t hereof is provide ormation indicating that dronedarone or
phar maceuti cal | y accept abI e salts thereof is 5 indicated in patients with
a recent hi stiaray epfbodimeaty theasnbjedtaf ittad indtah inviehthiiotheasse fof diohedarard W t hout
severe heart Labhaii. id BndRBcRRPAY! BRBbmnb Nk MoPIHAR! bidfbrddafll GAleS that the

atrial fibrillation or utter 1s non mbodi nent, the
i nformation iMedicaeakior s Inttpe PvERtign OEGarfi‘PYﬁsF‘i"?’"a[quB*%"ﬁno? |a{]§"f3'é? is

associ at eidd wi mbrizity robdlytin paients skh adstay of dtrial dibditalier ceatbiadivuienand t he

i nformation ip@ SRb&Hvd ﬁ@ah RIRYE B&iInRE AL NYHA d;asge: InSa b8tk Gakegynlicsy npt ons  of
heart failure Wlkh mninmal exertion wthin the |ast nonth. I'n anot her

embodi ment, t389 H¥ or mati on i ndicates that severe heart failure is

i ndi cated is indicated by hospitalization for heart failure within the |ast

nonth. In anqhfa.ﬁremle'édtmembe.dlsﬁge&t,ofttﬂbengtaﬁe{v@mdne@tuen@bQ)aa@,aeaawe severe

heart failure is indi sto ent s onE

Congest | V& ner i af B erapeveledtsy htialh vt obb dheoie ™R PR or mat i on

i ndi cat es thaﬂemﬂbfohéwiﬂ theypreyention of pardiovaseder hnppikpiagion @nﬁfzaeﬁ on of the
patient for Nxsitili! byl phesatd wihiak Ihisidy of &rig@mptikesn enbas m@at and he

| nformat i on I SRR Bk sBRKCIGDER] b BRI Yty DF LeBI 20

hospltallzatl‘% ien ITure wthin the
| ast nont h. IW‘%@%@@ s@ebdmeémamle ¢rediiet.or mat i on i ndi cates that severe
heart faidoure is indicated by hospitalization of the patient for head

failure w th yaCepl decAIPROSAL 2088 & BLEA! aRNedoEshe! s

hospltallzatlon f the

i nvention, t H&aivECEvtealy Q?ﬁ%‘iﬂﬁ)?@‘@é'%r %e Pmoérat%?fteeme@'?%'eenémug%@ t hat

dr onedar one anhe plaéntac etihbauiohdy deaepiakliar sabtdizdtioe readfor bmbmadtycat ed i n
patients wit mo@ib R E:aﬁlgﬁt@%{glt?a:sﬁér??f aa(riﬁfl Q:Bmﬁ%{ BnbLdf Bt aan anhl lation or

flutter with assocla ? vere heart failure. In
anot her 3%enifoa9sRtivR hearh&ilye; dafiged FatREYHAcass ]E n ﬁb%"f‘ e-pﬁ@og;@?mo provi di ng"
i ncl udes sel ldongjtiordi stri buti ng, shi pping, offering for sell, inporting etc.
35 Mention may be made that "dronedarone for the treatnent of may be
under st ood as use of dronedarone for th prepa{ tion of a nedicanment for
use in the trMdYEmEpAisely the ‘“Wﬂ“?‘@)(ﬁ@?tfﬁi%g‘@? ° %éi“f%i%“?o‘ﬁ'g‘?'ﬁo%%‘ The
treat ment of r&larma;leutfcalbrradcémabl@ paltsriof mamteearamn of admediextaand fre use ina

phar maceuy C%é )Aree&r%%a%@t §§%tof tcaefoeesfcuzaeuoslaeanemh raddion & ﬁa&ae.q, for
patlents with ere

ure | 1 ow ng:
- wor seni ng ‘P%ﬁe"ﬂ aft'é’?t?rﬁr qﬁ@@{aﬁa} 0% fﬁVMtLer ﬁ %&‘ertl on or,
5- history ofqonmstlwhe@hfalts!ym}!ﬂﬂmxt byfa Cﬁdn@lslt%fm@nﬂﬁéldﬁlt ejpetion drastianx rest or,
sympt oms of  haful 0. 5%l BiaMentbdphdmhifBind@gr tion within the |ast nonth, i e.
the nonth prior to start of treatment or, - hospitalization for heart
failure within the last nonth, i.e. the mont h prior to start of treatnent,
10- NYHA 33 asls an\embodineriatiel ineention relates teithe usreof drgnedamne 1or ong etitnt

de;:orrpens ati ?ghaﬁﬁadem%ﬁﬁécéépt%ie (32133 falemd pfePBrab®s 6f 4 Rktiz@/hérdforase in o
I ntravenous era r C er apy,
;E}%rgtﬁn rogalg%ﬁmjnl]&% % p?c:g?l?q% gﬁh a%?srté’r? BJ‘ %tn& flbﬁl\a'ﬂ&? {3 Py

recent deconp I'Fi'n her apy for
15t he treat rreﬁ’i!tial Htten and withf apinpeflive heart failure in a stable hemodynamlc condmon



The invention also relates to the use of dronedarone or pharmaceutically
acceptabl e salts thereof for preparing a nedicanent for use in the
treatnment of atrial fibrillation or flutter or for use in the prevention of
nmortal ity and/ or of 20cardiovascul ar hospitalizations wherein said

medi canent %80 eWHIHEYi ndi cated for patigents with sever EEHERMY°4¥ ure as

i ndi cated by any of the followi ng: - worsening synptons of heart failure at
rest or wit E Wofd pRbiséty ehié liBntdh  retateB 16 RS Yisdbi d@hedidinbedit o@?/mpm@ns ﬁf
congestive he : Mo it wi t

m ni mal exert oérﬁm\%\ngétuh#éﬁlﬁ? ﬁbtgmlraggsal%ofm ﬁ?%%??gﬁgpgz@%%%’ﬁ?”m%’?é E% 0 start of
treat nent or, the Bryepiionaf phaut B of Hertaivanatabivap pafests Wit Mistewof plist nont h,

i .e. the nont fibrfiationror biasiuertano fwith cerjesBRtheaiire el ds\WYHA BRE4A Cl ass |11
wi thin thegl agf, %%Q,heﬁggﬁgﬁmtcom%ﬁpensati on as indicated by the need for
hospitalization or 1 ntravenous therapy, for exanple intravenous inotropic
or diuretic therapy, recent deconpensation requiring hospitalization or

i ntravenous t Nereapycifaly, thdrénvemtioatratetet tofthdhese bf Bahédarane @5dreeofi svent i on

Dhar et | cal [y skl pterBhiO BBk Bt pfepiRfioPlr SIEBIBIRERE B o Srep
of conveying {6 péevggt@pﬁ?gtmut g?’{’l"Zgg%}ﬁéfh%aﬁﬁ%?ﬁ@g‘?@&%@f%@ﬂ%@ﬁ{ﬂ%he gr oup
consi st i niP of or atiNd ROEIALUNEE Cengestive PEF TBREDHTDOG 38T o Bt \dnbladdar one or

phar maceut i cabjbytiodG6&idh BBIb® 038l Ssthhle h&RbdyRAAY cehdrRnpr escri bed to a pati ent
who has not been di agnosed with severe heart failure; (b) dronedarone or

pharmaceutical |y acceptable saltsthereof is contraindicated in patients

wi th a hi st orlp asferahodiant divt inkaritipn tiatesolo the Herest droredaivaaict ohapl itre;  (c)
dronedar one OphaphadeiBBidcepbbly s@taenthaplpamadt st h@ededmdns ik @8é i ndi cat ed
in patie rt f. , I r

phar nacelr]ﬁsc\z,i\ﬁhF @reé%ﬁé@&t% %@?glo'tssglﬁ'@ds%rl#é%%m?nége:cgﬁée%gﬁa %agg%q[g% '}Ort]abEYat ients

wi t h synpt onsindhtignésawith o histpry pkatigl fipriligtion aralriakfiuéen i on 10within the | ast
nonth; and (e) dronedarone or pharnaceutically acceptable saltsthereof is
cont rai ndi cat i | j I eagrt failure within
t he | ast m)ntlﬁ?re(é}?g%yhS@a?&%ﬁgﬁéﬁggﬁ%ehﬁ_égﬁfﬁ?é%g%'gp?a{ﬂeegflsigl t st her eof
i s 15cont r ai nefieEEFEHlIGH freeptehle saltjtier e PerREE o7 Medermet FaCYFRING ass |V
heart faidwr eihe pleggntidn ohagar IY¥eofdhe phaemme eudeveloprhant ataapdsil Resstal t St her eof

I's failure NYHA class IV in patients with a history of atrial fibrillation or atrial flutter.

Patients with heart failure in a stable hemodynamic condition may be defined as
patients without heart failure in an unstable hemodynamic condition.

? In general, patients with heart failure in an unstable hemodynamic condition may
be defined as patients with a severe heart failure and said severe heart failure
may be defined by any of the following:

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

30 - history of, or current symptoms of congestive heari failure at rest or,

- symptoms of heart failure with minimal exertion within the last month, ie.
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,

35 -~ NYHA Class IV,

- NYHA Class Il within the last month,

- recent decompensation as indicated by the need for hospitalization or
intravenous therapy, for example intravenous inotropic or diuretic therapy,



contraindicated in patients who were hospitalized for NYHA Class IIl heart
failure within the last nonth, (h) dronedarone or pharmaceutically
acceptabl e saltsthereof is 20 contraindicated in patients who were
hospitalized for heart failure with recent deconpensati on as indicated by
the need forWRE%I14443% zati on or intravenous therapy, fJrTaR&APs7

i ntravenous inotropic or diuretic thegggy, (i) dronedarone or

phar maceutical |y acceptable saltsthereof is contraindicated in patients who
wer e hospital i zed TFeNt freampersationupeuingoteshiiatizstien ordkieyermpe thesnyder requi ri ng
hospi tal i zation orhd fédiameRersatifdigrapy for the treatnment of heart failure.
The invention also relates to a nethod of pronoting the use of dronedarone
or a pharmaceutically acceptable salt thereof, the nmethod conprising the
step of 30conVieyéfog, t thea investioni altb aélateeast teeusessaaforrgheréedr fromthe

group consi st LR i f a.study . .of dronedarone, or a
har mceut cal Tl aRieb B saf ARt Henfidl s Pt APREE
hospi t al i zat i R e@imepbefditis) yetionror fletes onfor use tiethe hrebension afimodalise; and
35b) a secondgidyor enelp@ibvabour ndspbilzonah paticAREHAL R RBverOhePialrBCceut i cal |y
acceptabl e salt thereof, was death fromany cause; c¢) a secondary endpoint
of a study of dronedarone, or a pharmaceutically acceptable salt thereof,

was tine to deatBektr @MndNHstaRUSRntion also refates By BorRBGRNdAYorENGiPRd Nt of a
abl e se?lt Ihereof, was

study of onedar one r a pharmaceut|cally 40accept abl ¢ th

tine to c]gti di ﬁgacgﬁf'ﬂagraﬁyd%%Fﬁ?ge s3ege7 &"ﬁqf%‘ﬁﬁt—"ff§'anFbé'ﬁq_*’PB?Oﬂ@Y900’5587 e) a
secondary endptems vdhow sverdyheaft falluon edieepeyticoameunp badroaeduthecad | y

accept abl e sajrbrbdeenRaly act@statlid S8k thedrbEiRg aliAmRide, | zation for

cardi ovascul ar reasons; f) a secondary endpoint of a study of

dr onedar one, ,Qr (e t) | v.5accept abl e salt thereof, time to
first hospi tari %'get %@f\b Dgﬁj(r\éﬁgt tkmﬁggi}w%h%z} i"PPaL g’n UFFOGPHE O SONSF e ri cul ar
r hyt hm dilsor dépanaceyically asertatde salis derdpireatmert of agialfityillaion dr tutedar one, or a

phar maceut i ¢ galishton@Rit k@ Heak Inaichel BPne Wafork bitRe ffladihdg:St hospi tal i zation
for worsening hear %‘ﬁ ailure; a secondar%v%egéjpm nt of a study of

10h .
dr onedar one, ®r a? fc%ﬁff’i’%%%yma@&@fpﬁoag? FtfpiS eof , was tine to
first hospitali zasynortomheof epd Gatndivath nimihalrexeitionwithin the last m@ndecondary
endpoi nt of stu ols ron tically.acceptable salt
t her eof , was%gi mﬁ%lsgg%lizrg@%%rﬁfg‘gﬁ?’?%\t f@é‘?&o@@%%ﬁ%ﬂa&gmﬁ%hi5i nfarction; |)
a second&ly éhdpohepritaizatipnf theyaliant igr NEA&HasadY heart failustiar maceutical |y

acceptabl e sat thepRakation@s tHel paBert for INYIHRL CIBSIRInG Sk kA WRinftRd 1ok ansi ent
ischem c event qgr cerebral stroke; and k) a secondary endpoi nt of

a study of dI5€W&Pbne, or a pharmaceutical |y 20acceptabl e salt thereof,
was tinme to $uddehosgiaizhiion|of ther eatietdoomeyt feilura witih arcanicditbimpaishijonaccept abl e
salt thereof ,¢ERAUERG, tIEL i&sﬂ ' LQvascul ar

hospi tal i zat ia(s)}l or gegt%q}ergﬁgn %'%%ﬁégﬁrég%‘&ﬁ%%}ag rcent ;

dr onedar ére, %r ahqsREFIRR{oR Y theapdtiontferchastifpilue with recetedesompensaiihnced t he

requiring hospitalization or infravenous therapy for the treatment of 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

30 patients without severe heart failure indicated by hospitalization of 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
35  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 dronedarore or one of its pharmaceutically acceptable salts.



25conbi ned endpoi nt of cardi ovascul ar hospitalization or death from any
cause by 24.2 percent; n) dronedarone, or a pharnaceutically acceptable
salt thereof, reduced the conbi ned endpoi nt of cardiovascul ar
hospltallzatlon or death from any cause by 24.2 percent, driven

reduction i nWOAPHHHscul ar hospitalization; and 300) 76”H§?@%ﬂ?“%f pati ent
enrolled in a study of dronedarone, or phar maceutical |y acceptable salt

t hereof, had no heart failure. In one é odinent t he nessage is provided

in alabel or 9\%8&@9%5]&5?% the%?v-gﬂﬁorf v gﬁ‘orr%ed 8r°§§'p‘§|re E’ie(ﬁig'%&%;t 'O(rzl e of

manuf acture co QE &r mat er

phar naceut i cal @ara%@gﬁﬂm gcEpiable tsp ?r@f)fan‘(sihe"emc)sa'd degetiarore package
insert contai nedamiatéitically haccpptai@ giang tinaédRris aroviddi 8iahd NBtht iBkmatoRnedar one
or pharmaceuti I d| cat d in

or Do Tar Bkt RS oAl £080 Jal i

- PCT/ 1132008/ o558ted ity Patishis Wit rcapintigory coher &atqaé@i"*ﬁbﬂhfrﬂaat@ﬁ|oa|ﬂutitqﬁd| cat es

t hat dr onedar omed withophsaveredeutt falazl y acceptabl e salts thereof is
contraindicated in patients with severe heart failure indicated by one or

nmore of the fold ey dihodphe tid ﬁfo%é‘hoﬁfmdlc‘ﬁfesqwt ﬁ@étr:ﬁ%iﬁﬂkﬂ@gﬁ%ﬁgﬁ Q\QI]MESL' ve

heart fail ure; % ) Q of hear lure wth mnima

the |ast month™ ?er%ggeiﬂ Fﬁl Fether A 8‘?’“‘?'Pfethﬁé‘ﬂfi’r€}?f‘°'? Blicries that thei atiigle wi t hi n
the | ast mbft hfiordptidnospilteer iz atsbatetaf witheat paast eomie figk fahbOHA @ asghedrV heart
failure; e) hoérﬂb&cﬁ%érﬁ%EQHOMaHB#%dﬁﬁ{e's%H&t do0d e MELH f%l ?ﬁﬁs lndifzat%cﬁ%rt failure

within the | as tallzation o Yfor heart
failure wth ré!&%%@m%fd@ﬁfs&'wwwla@qf ﬁmﬁmtve@mbtyeﬂasbmnetéd Itf @yyother

][108 plht al i z?tl lo&nwdammrweﬁtemsaérbrh%mms tﬁéth@wﬂet @édﬂZ@Mr@ﬁs Qfdléa?z@ ipat i ent
or heart fai cent .de ion.requiri spjtalization or
i ntravenous t hléggaﬁ)tﬁa/d ;b&rhog’ﬂg %f%%f%gfﬁagi?‘ U 4ithin qg‘? |Iq§Pgmn If‘h%“q & ent i on
al so rel at&s temeedierrieye infumptidrsindicatelr hakstapeeadfaipiaisindiedtd ned | y
accept abl e sal figiofyhgr grofzur%ﬂ{jsﬁnﬂt&m@lof c&%bglvé Q'll%‘a:llt gffﬁl@é‘x’ B091A al%rfﬂept ed

st at enent whi ch | nf ornms a prospective user rone arone
phar maceut i cal PYPAEREt B EogRe 'qdﬁé‘reééﬁ‘at|5§V%%ﬁle?’é|f?ib‘f€bt§t 'é@fcﬁt?ﬂ Pati ents

Wi th 20severe insgitdizdtan| off the ;ba"meﬁtom refﬂurodilmnt\sheéﬂﬂeawé.nt[adarﬁ:mtrement
informs a pr Osaﬁt%td'lrﬁ/eeﬁt Ug nfg g@ %Eenggﬁaéosg\éﬁr? gxefﬁlﬁkl?@\é% ggt:gdice%gd H;] at

dr onedar one or ar naceu |ca
25cont rai riéfl ¢ a’%%‘ﬂlta“?ﬁffpapf félmpstwot fon NYEhdHass ik heart faiire witien thedast atoath. by a

history of, oruncwofr%menfbwmeﬁmh@inf&%%shh%aebq%tts&@#e' M ol i hat
dronedarone or, ﬁha cethq % acceptabl e salts thereof I's contraindicated
@@4{3}3{6 jzegi

in patients wiPHC a7 1 ofr &S rR?f"E’"ét &9 Bsersyiavo nwithofreprahr t
failure w th ndesbmpénsetioar bs omdicstdchby thd@ebdiSor REupithizagnd 0B 0ghtdmals
dr onedar one Orthéljafi\[ maceutically acceptable salts thereof is

25
In an embodiment of the invention, the information comprises printed matter that
advises that dronedarone or pharmaceutically acceptable salts thereof is
indicated in patients with either a recent history of or current atrial fibrillation or
flutter with associated risk factors and without severe heart failure. In another
30 embodiment, the printed material is a label.

The term “providing” includes selling, distributing, shipping, offering for sell,
importing etc.

35  Mention may be made that “dronedarone for the treatment of “ may be understood
as use of dronedarone for the preparation of a medicament for use in the
treatment of".



contraindicated in patients with severe heart failure indicated by
hospitalization for heart failure within the |ast nonth, d)that dronedarone
or pharmaceutically acceptable salts thereof is contraindicated in patients
wth severe heart failure indicated by NHYA Class IV, 35 ez‘ t hat

dr onedar one Y67 2P ceuti cal |y acceptppl e salts ther eBFPBIEEATH i ndi cat ed
in patients w.th severe, heart failure indjcated by NYHA Class |1l wthin
the |ast nont ,eqm\ﬂ%’%ﬁb?qriaiﬁ%rﬂiﬁﬁﬁﬂqﬁ@%bpmggﬁ%-orfﬁom”ﬁcﬁwé@"ydronedarone
or phar maceut acapthlye elt dptand neysiad tentbiretieatk fos patzetst with sdierahedt | n
patients wt ; i i.ndicated by recent deconpensation as

i ndi cat ed byhrtaﬂggﬁée@g_l?%% B%%) &k%ﬁ?lggﬁpbn or intravenous therapy, for

exanpl e i nt r avend{fsseniig ey oRipes eirhegrt fpilatej ag reshevétp yninimghexppeeFar one or

phar maceuts cal | y hagtes edugetalmpome be@hgésivernattaiurditeat 66 i n patients who
were hospitalized for he

rt fallure with recent. deco nsation, requiring
hospitalization (Saymptﬁwg%ﬁg&%fu[ehvgﬁ]rrasava% %;iﬁﬁPﬂ(\Q"t&P ﬁﬁ%ﬁ‘fm@’f L 8%t failure.
10The invention alnythr mloatostart o traatpeotcaige conpri si ng dronedarone or a
phar maceut i cal | ¥ r8GAERLAN Br Rl e 1AM 1RNGstIndrDEL. tnd Aol HRFlo compri sing

at | east one nessage selected fromthe group consisting of:
primary endpoi nt &PHL RS tof dronedarone, or a pharmaceutical ly
accept abli® sal t -t hatHBcSlassvils the tinme to first hospitalization for

cardi ovascul ar 15fﬁg\f%l§s39ﬁwg@mh@ésﬁ%tﬁ“y cause; and b) a secondary

endpoi nt of a study ronedar one, or pharmaceutically acceptable salt
t hereof , was deat fe®poiecampensatipaas indispteg by thedgad foy hespilpiaption a5f a st udy of

dronedarone, or aRRMAREEBLtabe 3bl ckaRpe fRkANogs Batdpid dIRieak thepdsy, tine to
death from any cause; (éog% a stecondarg enc{gimtnt of a stud%‘ of dronedarone,
or a phar maceut  c&F9E)T BEXBRTSHIOR redre hRzRalgption gL intrayeRUs Be@RY B ovascul ar
deat h; e)ifa second@rteatmohpaihebrt éfilu@. st udy of dronedarone, or a

pharmaceutically acceptable salt thereof, was tinme to first hospitalization
for cardiovasgul ar reasaons; 25f) a secondar%/ endpoi nt of a studag of
t

dr onedar one, KVRHOp i eiRies i ythe cissp P iopedapre oh dinastaceisa™: i e to
first hospit adcoamihio malsaheradfriorapreparing ial hedicanrenafod usd rethe Srepthaveot ri cul ar
rhyt hm di Sor 48k fritation G RS rOFbﬁjal{sg i‘{?’}f?@%h{%nt%fn & blisly 8ladl] ﬁf“edar one,
or a pharmaceutica acceptable salt thereof, was tine to firs

hospi t al iFat iQ?W'@V@{SCU{%@Wh‘r’@hq’f@a\ﬁ‘he@mﬁaﬁlFu@@,amem isgcose-disatey fendpoi nt  of
a study of drmnesanmnssveRrihetrt RIAEIRGRItkica ) by &ereBliciige salt thereof, was
time to first hospitalization ff(?]r mcargl al |5}Lar_ct|ion; . i) a
secondary endpoi HCTSERNG SEERIYS Fiheat BHa st SALCT WEP MM PRERER i cal |y
35accept abl e sal thistdnesfeofcurrem syrptones bicohgestite treag failied atzext bon f or nyocar di al

infarction; J) as§ﬁ&9agg%%aﬁ%p%iupﬁ rﬁ%fuim?l é&mggx %mﬂifﬂn ﬁ{eqmm@nﬁ% gl @

pharmaceytical Iy acceptable sa ereo Ime to firs spitalization
for transient ischeRhPriellestarsy redmeloal stroke; and k) a secondary

endpoi nt of a st wdspitalzatinopekaoBRire AlthidtHhadt MLeUt.&.apé onaesploabl e sal t
thereof, was tine %@éﬁggﬂgen deat h, ) dronedarone, or a

pharmaceutical ly & fetsal t t hereof , reduced the conbi ned endpoi nt of
cardi ovascul ar hodPiHAdblassdYi on or death from any cause 5by about 24

percent; m drongd@nQnsss IPwitdn BRALIBREEML I cal |y acceptable salt thereof,
reduced the conbi ned endpoi nt of cardi ovascul ar hospitalization or death

from any Yause by "ggntdesepRessgtion as indicajey by theegd fop Respitgizationhar naceut i cal |y
acceptabl e salt t hafaeafous thechpg dor dxhepld ftamEnoneroitopitgidiiretiethetapydi ovascul ar

hospitalization, Orrec%ﬁ?&e@or%e?\%t?oﬂ%qqﬁhﬂa %ospitalization or intravenous therapy for
the treatment of heart failure,

35  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;



by 24.2 percent, driven by a reduction in cardi ovascul ar hospitalization;
and o) 70 percent of patient enrolled in a study of dronedarone, or a
pharmaceutically acceptable salt thereof, had no heart failure. 15Anot her
nmet hod of the invention conprises treating a patient with a recent history
of or curref¥O&PIUP % ibrillation or f{utter, said met RoH"EYRIPPEI ng
admnistrating to said patient a therapeutically effective anmount of
dronedar one, @ adphaianmeeot pbabyeuticatie phabptebls asdits t theeekhoudeaeei N sai d

patient does peleaye R GnhRA fot @ér{&ag%se%gmﬁew?gg@mg%&e“t the

pati ent does t have severe heart ftai or nore
sel ected from® he gr GIRPSLRSRIE < i Plprmaceutically - accepisble,; %%’téryﬂ?ﬂf%%ﬁ current
synptoms of cemieisdicated megatient$ aith wr idstaty ofes toprrent symptoms of pngeyitgat ons  of
heart fai lsr endpitphiupd: ni mal exertion within the |ast m)nth and 25c)

hospltallzatlprfor ear fallur V\nthpaihelast non NYHA C ass |V,
e) NYHA d ass'™ 11 Fﬁ”ﬁ FHE O sPNIATPRGEHCHY  FaseRipRle ¢ effi Bn as
i ndi cated by Qolﬁealﬁ@efdecflOlPatiﬁot§mlthabvezeah$amrfalblre| nt ravenous therapy, f or

gxarrpl e Intra(upnous RAbdPdHeC oprpmrrﬂafcehmessﬁ haicaiible 304 {%%Hf o th
econpensati o i zat.ion [ avenpus. or the
trea’[rp nent of Sggﬁ"ﬂ#ar*é‘{]ﬁr%? rﬁwﬁ‘hé\‘m%%c?gh%%rp{aﬂ%e' éﬂ[“f“@ﬁ ’f'epél?/ °Btes to

t r ansf or fithg Wthsethe BEtMedttiend recent history of or current atrial
fibrillation (g fl utt@hedyordeer Qﬁ&hﬁ@:ehhﬁé]lgpaédc@;ﬂéb]@ §dlt§k @Tereo%as

car di ovascul arfon!?ﬂﬁd?&attéao] |h7p%{|«%nl?sn\ﬁe% }ue.’“er% éialée% for r%)(r%l ure glfenll gtrating to

said patient a therapeuti ectl anount o or a
phar maceut i cdMaccept abl e sal t thereof, wherein sai d patl ent does not
have severe hpart f aiilongdarone\Wor 2AGHdcdEROPGEEIRIND H0O558Ereof 1€ - A

subj ect qfs t Q%nfrér?r‘(cﬁ{éttéGQR AR wWiE Wé%%%@.teﬁ?e%rf%@ H%CE%@EVW{@%K fa%lre

car di ovascul gg)i hospi 't al 'l DAtI ons or Iny a history
I

of atrial | at i PRNGHATRE, P%uP’Prmﬂqeewa"eacaem@ﬂ%o%*teonﬁweqf n§
admi ni st erl ng:odhraarmmomeauems vehopheae hespitaiized &r INYHACCIeqt labbart sdllie t her eof
twice a day Wihh the BB3hork® @ patient |n need thereof, 5Swherein said patient

does not havghsevere he%c%t failure. terns of clinical stud t he
prevention o M car di YOS O%dg'ﬁf"?aﬁe‘“?ﬁw cﬂ?%eﬁﬁb'%fsaﬁi)rtglef‘?ﬂf iSor of
'car di ova@$§culcantraistiqatedaini petiento mbo avere fhosptatiied Viars bedrafailume rwithl eyt or  of

"cardi 0Va$CU|dééonhk§éﬁ@étfoﬁ|ésZﬁHicé’t@§ b@r m@f e%lad%?%Qﬁehééuompﬁﬁt}awﬁo%smat are
referred 10tqQ as c e crit ‘? ”@16 endpol nt . he

per cent ages grvan’ é’ dPtF""é{?'b%‘ﬁH“’fer'&% WG ePRYes. Di uretl cs are
wi dely prescii bed f otrordvigione epf inbauyaceuticale atcc@mbﬂmrﬁalts)f thecoveissi ty of

15condi ti ons cor&%;o&&dahtpﬁhérﬁé whY %rré HoSiaiked Q‘QInge?a'?it faw@e hﬁﬁar .tec&ﬂ' | Ug; f
e o0

renal inguffi roti

the maj o?gcoﬁégq %atfén %]uém? ﬁ%sﬁ%%ﬁqon déérg@v%}?uahﬁ}:agy %éhe té%'@?ﬂt f or
pot assi um sp&f @?@fé‘ium etics, is increased potassium excretion which can
result in 20 hypokal aem a. Now, hypokal aema is known to increase cardiac

e ot TTESSHAER Do gh ek B4 B 0 b0 5! i B 111 O 2,2
pharmaceuﬂca[ty acceptable salt thereof, the method comprising the step of
30  conveying {o a recipient at least one message selected from the group consisting
of _
a) a primary endpoint of a study of dronedarone, or a pharmaceutically
acceptable salt thereof, was the time to first hospitalization for cardiovascular
reasons or death from any cause; and
35 b) a secondary endpoint of a study of dronedarone, or pharmaceutically
acceptable salt thereof, was death from any cause;
¢) a secondary endpoint of a study of dronedarone, or a pharmaceutically
acceptable salt thereof, was time to death from any cause;
d} a secondary endpoint of a study of dronedarone, or a pharmaceutically
40 acceptable salt thereof, was time to cardiovascular death;



Advant ageousl y, 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 cardiovascul ar
hospi talizations and/or of nortality in patients havin hi storX of atrial
fibrillati onVBPHF¥ flutter and receiving a diureti gcwﬁﬁﬁ‘ﬁ’g’%ﬁ treatnent,
in particular a treatnment based on non-potassium sparing diuretics. A

subj ect of the p)esermndameadioinbef o sudglosdrobduarans eorafphelineredisaigne or a

pharmaceuti cal | Yac@pedit @R kiRresf s HiRe Rk hogﬂtrahztahtﬁl fBF@a?cﬂ&\%% Jp of a
e In the

medi canment for 35 regul ating the potassiumlev ood in
particul ar for J&8% t he prevention of hypokal aem a, especi al I y in
patients havi ngﬂkﬁwmdaasermiﬁoiwo{aaﬂudsf oiirdrietiaivhe or @ phatadeatically ut t er and/ or

patients recei Vigbgepabi dalt Helcor, RAS BFle td fﬁﬁﬁ‘t@%lﬁ&h&h Bk GaHiaEonnh T eat ment
based on non- pot, fﬁ%ﬂ&sﬁrav ar| n?]yﬂ_g@r etics. WD 2009/ 144550PC171132009/ 005587

-18- Said di uret| C | i A8 er apeut i cal | y active doses chosen
bet ween 1 ng/ day) arkFopdajy grdpoint of a shidy ntdremrsiapshararaebaniacealtibglyaccept abl e

salts of dronedat@pblcnaninerds, Way tihe oA desbikiit: MMasH debde. The term
“non-pot assi um gparing diuretic" is intended to mean a diuretic which

i ncreases_pot assi um excretion. 10 The term "cardi ovascul ar hospitalization”
means a hoS$pi t all @ SRPBIRVPAICPRING & ashidy etrreRedatone e sphamacaticallie f ol | owi ng

pat hol ogi es ( Hobedepiable sek thateof, wdotima il fir@hosptbiarasaHqaErdRl ect r ophysi ol ogy,
January 2008, v@kacibl, No. 1, pages 69-73): relating to atherosclerosis,
myocar di al infagction or unstable angi na pectoris, 15stable angina pectoris
or atypical thoPSPEONYaYSNIRAYT sieudy.of frenedasene, prstpharmacericeit or cer ebr al
stroke (except Rereptableanit tibrebi@antimdidiest hospitalization for myocardiat ri al
fibrillatqon angl,fe%t,ggr supr avent ricular rhythmdi sorders, 20non-fatal

cardi ac arrest vent ricul ar thm a, cardi ovascul ar surgery, except

heart transplan??@ ﬁ%oﬁp?rytep%f’f tudy of dronedarone, or a phagseitisalVat i on of a
cardi ac sti mul aa@ﬁpt@pla@eltr&krepf) wasﬁmaﬂo firarpbspittlzblicn f@Sdesiedidchémitor ("1 CD")
or of another cavefi @cerBM SifokepRCUt aneous coronary, cerebrovascul ar or

A R £ 2 T R R
bl eedi ng/?rﬂaermrawalgfébi(ﬁ seltfherepihgag tinee torsuddenalebthood cel | pellets or any
intracranial hagmpnelaeR,  or RHpREPRACN NP QbdcPinR' seRBrede ity frbosI s,
combined ehdpoint of cardiovascular hospitalization or death from any cause
by about 24 percent;
m) dronedarone, or a pharmaceutically acceptable salt thereof, reduced the
25 combined endpoint of cardiovascular hospitalization or death from any cause
by 24.2 percent;
n) 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; and
30 0) 70 percent of patient enrolled in a study of dronedarone, or a
pharmaceutically acceptable salt thereof, had no heart failure.
In one embaodiment, the message is provided in a label or package insert.

35  The invention also concerns an article of manufacture comprising
a) a packaging material;
b) dronedarone or pharmaceutically acceptable salts thereof, and
c) a label or package insert contained within the packaging material
indicating that dronedarone or pharmaceutically acceptable salts thereof is
40  contraindicated in patients with severe heart failure.



wor seni ng of congestive heart failure including acute pul nonary oedena or
dyspnoea from cardi ac causes. 35 Consequently, the prevention of

cardi ovascul ar hospitalization may be understood as the prevention of

cardi ovascul ar hospitalization for at |east one of the_above nentioned

pat hol ogi es. WO WD/ 144550Per / 1820094005587 - 19 - MOTBH 1Y be nade of
the prevention of cardi ovascul ar hospitalization for atrial fibrillation
and/ or ot her supraventricul ar rhythm di sorders. Mention may al so be
made of the piesen ehodimertar i neakapingamatess ghdicdtés diat dronbaerot bansi ent

i scheni ¢ evenbhfmasani@hy %hce?ka(b@‘%alts-rgﬁ%of % SHRM: 'ﬁa{%ﬁaﬂehﬁaﬁ{gﬁt%s\%m i nvention

is also the use of dronedarone or a pharmaceuti ca ceptabl e sal t
t hereof, for tH red'}eé'ﬁg"\r’]ﬁrf’i"&’fa@ﬁ by oRR & reeRehie flpwingie prevention of

car di ovascll as) hosyhigtal b at cudenf ympBinsloeesHge Qe hedr filife;above 10nment i oned
pat hol ogi es sgch [ Lo | 1 ation and/ qr other supraventricul ar
rhyt hm di sor d!éﬁr s %2'3%{‘1% gt ?%‘bzédulieh@{htr@'ﬁlmap?f‘g&oﬁI“i't{'l'g}'thei? m(‘.?@@t h" are
equi val ent anf®! coVesriaization 9fthe retientfas haaryfaitue wishin filedest eontbar di ovascul ar or
non- car di ovas@ul amoesyitalizalichdMhe phitent i NyBIADIaEaY AbaVvaaeyl ar nortality”
covers, in th cont ext . of nt Egﬁtn _g&ti mprtality due to .an%{(Er
cardi ovascul af calSeLAFRiRN ¢ dhe et é‘?—fﬁ‘?"%(&@? Hheatt Gilgrendhindhe Bstovascul ar
cause), i+ pameitowar death from an arrhythnic cause, also called
arrhythm c degt h, ' . rom cardi ovascul ar
20causes, al S% c ,Ih?éggalgﬁgﬁeﬁﬂ%gﬁﬁh%&}_ ps{%agg'gﬂg%g'}tg?%tgmdéeegﬁﬁ? *he21%i ovascul ar
mortal ity may2URGHRY By dhe nged fryhasrifglizationgr intigveliogs thetapn/ aneur ysm  Car di ac
tangpnade Ciargji ogéﬁdpﬁal'&hﬂml@fﬂ’@@e{ﬁgﬂtﬁbﬂ ?{qférth@ilﬁ{ré wft@?%c@ﬁt%e@@rﬁﬁéhsg%i ng al
car di ovascu : us .i,ntervention rocedure or cardiovascul ar
surgical int g%%%'?@?%%”%@%@%?{éﬁ'@\’?r&'ﬁgﬁa%gqgfééf?afné%ﬁﬁﬁaﬁfa"we-
Myocardi als i nfarction or unstabl e angina (including conplications of
30nyocar di al “ihef asveftionn,alsdX GeIRtes akd hyt gmka@a cdan‘rﬂri’gﬂﬁ'agyog%arﬁ%r i pheral

e

nbol i - Str ok ' h , t nes t d t ed
aeystol &) SVRRTTRRUEAD SPPHGTR A POpbEFieLE b Pok PO CRMBITGIE poi nt o5,

ventricul ar axittedsstaienkr, whisht inforus aa frodpettive atibeonthay eidrsiguhd@rort achycar di a

ar thyt i o nt o cer RGBT BRI B an Bondie Shov e 11 et &

severe heart failure.

in some embodiments, the printed statement informs a prospective user of one or
more of the following:
a) that dronedarone or pharmaceutically acceptable salts thereof is
25 contraindicated in patients with severe heart failure indicated by a history of, or
current symptoms of congestive heart faiture;
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
30 o) 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 IV,
35 @) that dronedarone or pharmaceutically acceptable salts thereof is
contraindicated in patients with severe heart failure indicated by NYHA Class |
within the last month,



- 20 - The term "sudden death" refers, in general, to death occurring
within the hour or |less than one hour after the appearance of new synptons
or unexpected death without warning. 5It will also be specified that the
expr essi on " patients having a history of atrial fibrillation or atrial
flutter”, "p¥OZ¥RESSHi th a history of or a current at r i A EIBYI%BAt i on or
flutter"” or "patients with a recent histd®dy of or a current atrial

fibrillation orgfl Ufh‘é?rdml%rdaroﬂé‘t 'o?nﬁl‘%rr‘ﬁhée‘ﬁtn&ﬁﬁoéé/c%ﬁ@bieO%alﬁ’e‘ertﬁér%Bie% atrial
fibrillation or flutte i st or current

par oxysmal or pé?rgfag‘fi@ﬁtf"d a’f‘r Pgtfe“ﬁ B’f‘tﬁl FeMeroredtt ?al'"l‘f?t E'F”Gafﬁij by orecsit i ent s
with a recent hidsteomgnetion @e iadictied entihpareed yiemabspializptiuns bs trtaerdus i al

fibrillation or ﬁeHréE/tf@:rexal‘HFle 1@? %Ué ot erJ1 r&féXl?e'E%J i or interm ttent

atrial fibrillat or atr ter a recent sode of atri al
fibrillationsorgpatridgbnddhiehé elor %Qnﬁbﬁatabéliys'd%ﬁéptétm’t Béﬂsor %@ew li4 be

di d" n
cardi overted" of t,g Efgtﬁﬁ $y WLt e P gggg%s[pc{%%?@wehegﬁnftg Hyre gﬁitﬁ ®Et 1 ation

fibrillation or" urff’at'ems
15 or atrial fl G‘?QOE}PBHW f&ﬁ@”ﬁ&i’@P'ﬁﬂJé‘c‘mhyt Intravsnowshiberapy for e trsaireinbver t ed”
means a pati ent oiMeast fdilret he past, has presented one or nore episodes of
atrial fibrillation or flutter and/or who is suffering fromatrial
fibrillation or_atrial flutter at the tinme the dronedarone or a

phar maceut i €&l | yheade@ptionp|asos slates Her @oPaskege seunpriniby edipaedarangl arly, this

expr essi on rreanﬁhamhcteerHaSy Sdckpraislo salnBaatdnga I8del, BaM i4he! dBRsihdat 1t bot h
atrial fibrill ﬂﬁes(g%géée'iétctegrfrOl?qg?,gﬂoan?nsg}f%({pdw thin the last 6 npnths

preceding the sta be either in sinus rhythm
or in atrial fibr®l?BimdheEront eftadydval diopedareneeoriaihatrassuiralione or a

phar maceut i cal |y acwplababbiethsabt, wabeeainfe tb first MisbitAizion o2 Bhiiiovadoliagl so be
specified tt'gat t NG b G dedif r§¢]%h}r¢géfl13 d intermttent” are equivalent.

Patients in "permnent atrla ation or flutter" are patients that
have all schedul e FREEB"GAY FPAN A Gty chiBIRfRBTe. ¢ RBapEErdisalthe

dronedar one or a pirapiableesdt fhebl, waadetiptrabbey saké, t hereof is adm ni stered.
30 The term' coroaagyeceﬁc%ﬁﬁéﬁpm%fa%ﬁrdgeﬁarafnéa%hé ﬁh%ﬁ%c@ﬁfo@ﬁrs to: 1)

Coronary artery disease:.d t}J’ acute ocar infarction
and/ or si gni fi canfCER@Ye s 'B Satr Y}’%P'T‘%HF@WWBE?’B’ CaK%¥ or history of a
revascul ari2fat i ondysr sscentianeerdpanioi tahep abdronansine dr aphacaceautiaally 35

angi opl ast y, st enbodopRlh@aLALRD: ivfls fné & AR s Bedfn; COTONATY artery
ise test an /or ositive nucl ear

bypass graft, etc ositive exe

scan of cardiac pé)ral‘ WP%({?%’%P@E%WE’d&P{é?Wa@Q? i GRPFFRCENICRIYi ni cal |y
significant |eft gwaptableahlbtthendof weatmeafp fESdt\os:mtallzyltlmﬁommmsgular tery

di sease O coursgaséﬁs may be under st ood t hat preventi on of cardiovascul ar

hOSpIta|IZ%tI0nad/s rtal'trif §s [ he red ctlon gf the risk of
car di ovascar BiSESInIY EMRPRRLR THOY rdfogle?'?@"e Pref at”l“?@"etu Wetion of the
need of cardi ovaswpﬁﬁbls Rakthereell wasitimete figh Goenitaliretiardbi atyal filkitetig ankie

patients with a rgﬁgmupﬂabgﬁﬁyu;érm@;hnpd,s@d&yrrent atrial fibri I | ation or
atrial flutter, ntlon ecen Plstory of ,

or a current, nonYperig Hyengf’o"qagafsﬁ‘ﬂ?’ ‘%r%'i‘%%arr?”%ror?lpﬁ?r e 'fﬁ Among t he
patients, notabl yaqsamtp@ﬁﬁ@tth%revfng%ﬂme @tfmfiﬂomtalgﬁﬂqrﬁpr Waregrind hegiton or
atrial flutser, mamiron may al so be nmade of patients al so exhibiting at

| east one of the I aI .t or above 70,
or even above 75, ﬁ)%%“dag' JndﬁthmO?émjgifﬁdr&%ﬁm%ﬁé%? % %%'P V- stroke or
of systenic enbol?“é’ﬁﬁ’fal?le galt tb‘?'?@frW%ﬁaﬁ’%@é%é‘@%ﬂl@ﬂa%ﬁpﬁémﬂm'al

left atrial dianemrctigi,eater than or equal to 50 mm neasured for 20exanpl e

by echocardi Ogra%?se-ﬁ:ﬁ&é%ﬁd&%ﬂw&uogfdfﬁ%hé(?d?oﬁer 8 qr%ﬁn£§%§ﬁca jpan 40%

measured for exa %/
dr onedar oné®t o re‘t‘ﬁ%@a‘ﬂ%?ﬂ‘itB@fﬁ%fc‘ﬁ?sa‘i‘m%@@ﬁff‘&”rﬂ“ﬁ'&ﬁ' igforgpyasasiah i s 25 now
clinically provennfarctigat i ent s wth the above nentioned associ ated risk

factors. The abovie, GERhiAEiobinbliss daild LidnbR¥orRCo e Rtbetfeafif o OVascul ar

risk factors WhIC are OCI
acceptable sa!t thereof, was time to first hospitalization for transient ischemic

event or cerebral stroke; and



30Anong the patients, notably patients having a history of atrial
fibrillation or atrial flutter, nention may al so be nmade of patients al so
exhibiting additional risk factors, i.e. at |east one of the foI | owi ng
pat hol ogi es: ha/ ertension, underl ying structural heart_ disea

35t achycardi‘é{o“&i‘?“é??ary di sease, non: ngeumat i c heart \}’QFW"%P("%‘&E(;

di | at ed cardi onyopathy of ischem c origin, abl ati on of
atrial fibrill atk)eseandiry abdpeint offa:atuc@)@adrphmaam'efmtaeuhamtﬂcanticaiw or

40endonyocar di alacgggtaa&étherégp“%gg,g/e%gt%gﬁggg@zoog/ 005587 - 22 -

supraventri cul ar tachycardia other than atrial fibrillation or flutter,
history of heart) §QN¢&¥Gr e ?ﬁ‘afﬁtﬁﬁewf%‘i!{e‘?ﬁGEP*aﬁl? éf“fe@eﬁeé’% dPdiR7e 3 g‘f hy,
hypertrophi c cardinbimpgdpaddein; ofsritievasdule hegitizaince aeth fosai cagek
ventricul ag tactﬁg%@gglza,pemg,qngem tal cardiopathy, ablation, for exanple
cat heter abl ati or5 ation or

fibri
flutter, 1Oventrt c‘EfP'?;ﬁ'da'foln%r%lla\ %qutg%ceug%ﬁy 8?0‘98&3&?(%53@@’@6??& r(‘?g‘l’cﬁfia{h devi ce
chosen from - a camtingd esdrointpfaatstiovasgylar pitatizatiineor defthifiom anyvtesusg " | CD') .
15The expressi omyueqstaht Ng the potassiumlevel in the blood" neans

preventing the dg%rr&aagr%?e ogr I&Sﬁnﬁeﬁlggﬂgéccgﬁgbié %f\lﬁﬁ‘legeok‘ c&geFe princi pal

cl asses of non-potas i azi de
20-1 oop ditbreti @@mb'”&i G&qpﬁﬁt Ofcﬁa[ﬂ*%’ﬁi;%@r @8@#6&2‘-?@ or@aa%éwmawmwa? ase
inhibitors). Fay2ulrgiefcebinatvambyi rediuttia in chraoedananesmattamaanmceut i cal |y

acceptabl e sal s, e eRlerpls AR0RT Shblod 1T OUEST of NigAliRRIRGEUL | ca

conposi tions. ns contaln an effective
dose of dronedar%ﬂ@‘%?”"‘ﬁ?"yéc?ﬂﬁﬁ'ﬂ?&é‘@mef@éIhF“gl”%E??é‘ﬁ%ﬂfﬂ e salt thereof, and
al so at |east one pharmaceutically acceptable excipient. 30Said

phar maceuié ca ngtlcw)er me%hod cgmwe m\x—mp (,%im\f)(ratges%%%? ngoag pagt?{e\nntcv%thaa r%%é/nt\m& h, food.
of or current atrial fibriliation or flutter, said method comprising administrating to
said patient a therapeutically effective amount of dronedarone, or a
pharmaceutically acceplable salt thereof, wherein said patient does not have
severe heart failure.

20
In one embodiment, the patient does not have severe heart failure indicated by

one or more selected from the group consisting:
a) history or, or current symptoms of congestive heart failure af rest;
by symptoms of heart failure with minimal exertion within the last month; and
25 ¢) hospitalization for heart failure within the last month,
d) NYHA Class IV,
&) NYHA Ciass lil within the last month,
f) recent decompensation as indicated by the need for hospitalization or
infravenous therapy, for example intravenous inotropic or diuretic therapy,
30 g) recent decompensation requiring hospitalization or intravenous therapy for
the treatment of heart failure.

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
35 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.



The dose of dronedarone adm ni stered per day, orally, may reach 800 ny,
taken in one or nore intakes, for exanple one or twd. 35More specifically,
t he dose of dronedarone adm ni stered nmay be taken with food. l\/bre
specifically, the dose of dronedarone adm ni stered per da}/, or al %/

reach 800 ngVOtUKEHSn two intakes witdy a neal. The d8SEVBPUEPHH edar one
adm ni stered per day, orally may be taken at a rate of twice a day with a
meal for exanplsubiggtidh t*’t%@"‘i’fﬁ%isn@ meH@dtgh deggaiion§e tiglkiof cadipwsedci fical Iy,
t he t}/vo i nt akmﬁ%myatﬁﬁgrwmmu@mpmmavm aqfustdyenaﬂbalrbrm@tlon%rmezrﬁ gay be
specific case er i,gher or [ . [ ppr.opr osages
do not departf? ﬁ?‘?r%e OntoeRre sk @ V&H'@gfgr?\n@e ?rlaegﬁr%n cogor al ac um? e usual
practice, t heacmsaf@@ salp reogsf,i twice o day willicla pealiterst mt@ntcﬁet@pwwf,by t he

physi ci an accriingsid fathGioBBhdl AeQbvard i failuFat i on, the weight, the
pat hol ogy, the body 10surface, the cardiac output and t he response of said

patient. Said excipients are chosen according to the pharnmaceutical form

and the et hog hnsad KAL) 'teﬂpr@@eﬁﬁ.aﬁgﬁ"cydmgc@sr HSYRliz 6L B gt s whi ch

are known to those s sal E? al maceuyt i cal

conposi tions tpeyialifyy af o "rHPyengiat hosrdplgainng RE Y RRrdIqvAT MR O ERla T Of
i nt ravenous, 'tca]diomcu!at baspliglizatiohs at ofascddan deathitooastifidamivhattarandeteadhal  or

rectal adpm m@tage&mpd&ueerrt@rrg@&%rc%%me@énépbﬁtsalt thereof, can be
adm nistered in unit admnistration form as a m xture vvlth conventi onal

phar maceuti cal excipients, to 20animals and to humans in the cases
ment i oned aboMeihe Fereerdases alybr abave corasnond te BYeredOrRILEST TS conprise forms for
oral adm nistration, such as tablets, soft or hard gel capsul es, powders,

granul es and solutions or. s nsi bl i ngual ccal
i ntratracheal 8”%?%%83\’ EYWS?‘”'P%CFK%’P&‘ £ '03%/ '3@1 trea enﬁ %ﬁw?%}yrrgf forms for
adm ni st rbi | ocwnﬁwormnrmcat B%)n@ﬁ@w@pimﬁ%ﬁ”ﬁﬂ%@fangmﬁ#ﬁﬁ, h%ﬁbéﬁiwéﬁﬁetﬁﬁgl

i ntranuscul arinfifiicieRty, AYENSIESy@fohe) ichihbas bidladcomes, rectal admi nistration
forms, and inplants. For topical application, dronedarone and
pharmaceutical |y accept able salts thereof can be used in creans, gels,

oi ntments or Pt Plohs. Ay Epsepeness odalivtaent baged on ARt eertion f or m of

dr onedar one wot&smmadpm@ewbdeﬁ@l IsYincheR eP bethdstuns akcretibh @hedican result abl et form
Ny COrrespo %Pg of the follow nci examles: Ingredients ng %

Dr onedar one h Broah oride (corresponding to 400 ng of base) 426 65.5

Met hyl hydr oxypr opyl cel l ul ose 21.1 3.25 Lactose nonohydrate 46.55 7.2 Mai ze
starch Now, hypokalaemia is known to increase cardiac excitability, resulting, in certain

patients, in ventricular arrhythmia and sudden death (Cooper et al., Circulation,
1689, 100, pages 1311-1315).
25
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 fibriliation or atrial flutter and receiving a diuretic-
30 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

35  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.



45.5 - 24 - Polyvinylpyrrolidone 65 10 Pol oxaner 407 40 6.15 Anhydrous
colloidal silica 2.6 0.4 Magnesium stearate 3.25 0.5 650 100 Ingredients
ng ok Dronedarone hydrochl oride (corresponding to 400 ng of base) 426 65.5

M crocrystal i ul ose 65 10 Anhydrous col | oi dal sj L. 4
Anhydr ous | wd %ggéﬁ?sjs‘l) orh b G Rofodss |

Said diuretic is administered at therapeutically active doses chosen between 1

my/day and 2 g/day.

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

{671

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

10  The term "cardiovascular hospitalization" means a hospitalization which is caused
by at least one of the foliowing pathologies (Hohnloser et al, Joumnal of
cardiovascular electrophysiology, January 2008, vol. 19, No. 1, pages 69-73):

- relating to atherosclerosis,
- myocardial infarction or unstable angina pectoris,
15 - stable angina pectoris or atypical thoracic pain,
- syncopse,
- transient ischemic event or cerebral stroke (except iniracranial
haemorrhage),
- atrial fibrillation and other supraventricular rhythm disorders,
20 - non-fatal cardiac arrest,
- ventricular arrhythmia,
- cardiovascular surgery, except heart transplant,
- heart transplant,
- implantation of a cardiac stimulator (pacemaker), of an implantable

25 defibrillator ("ICD") or of another cardiac device,

- percutaneous coronary, cerebrovascular or peripheral intervention,

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

- cardiovascular infection,

30 - 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 putmonary
oedema or dyspnoea from cardiac causes.

35
Consequently, the prevention of cardiovascular hospitalization may be understood
as the prevention of cardiovascular hospitalization for at least one of the above
mentioned pathologies.



42.65 6.6 129'y v_ily_pl | yrrolidone 13 2 Pol oxaner 407 40 6. 15 Macr ogol

6000 57.5 8.85 Magnesium stearate 3.25 0.5 650 100
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hydrochloride (corresponding to 400 ng of base) 426

8}_};%@“2 (;ul ose 26 Maize starch 45.5 Pol yV'}';‘(Yull%}fJu{/S’ds%sqone 65
arate

ydrous col | oi dal -gpl.i ca 3.25 Magnesium's

Mention may be made of the prevention of cardiovascular hospitalization for atrial
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
pharmaceufically 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 parficularly, sudden death from cardiovascular
causes, also called sudden death or sudden cardiac death.

Cardiovascular mortality may be due for example to :

- Aottic dissection/faneurysm

- Qardiac tamponade

- Cardiogenic shock

- congestive heart failure

- Death during & 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
asysiole)

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

= Unknown cause



3.25 Lactose nmonohydrate 41.65 650 Ingredients ng Dronedarone
hydr ochl ori de (corresponding to 400 ng of base) 213 Mcroctystalline
cel lul ose 13 Maize starch 22.75 Pol yvi nyl pyrrolidone 32.5 Pol oxanmer 407 20

Anhydrous c ilica 1.3 WO 2009/144550- 25 -pal 2 5587
Magnesi um S%Jé?daeg%i%% Lact ose nonolyprate 20. 825 6{5%;7%&83%?% ng to

another of its aspects, the present invention also relates to a nethod for
treating the piaieoh Gyidden dasth’ celeredn gboarel, tovdeiatthoccaring wishits thehfeur or
adm ni strati oRss ihan d3ndAblr@Rbs th® bpPdarekt %@Bévy SyiinsRs & udknedadane or a

phar maceuti cal IJt%upwcjagr%Rt abl e 5salt thereof

5 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 fibrillation 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

10 ‘"patients with a recent history of, or a current paroxysmal or persistent atrial
fibrillation or flutter” or “patients with paroxysmal or intermittent atrial fibriliation 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 fiutter and a recent episode of atrial fibrillation

15 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
dronedarocne or a pharmaceutically acceptable salt thersof is used. More
particularly, this expression means patients with documentation of having been in

20 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 atria
fibriliation or flutter at the time the dronedarone or a pharmaceutically acceptable
sali thereof is initiated,

25 It will also be specified that the terms "persistent” and intermittent” are equivalent.
Patients in “permanent atrial fibrillation or fiufter” are patients that have all

scheduled ECGs in this rhythm throughout the period the dronedarone or a
pharmaceutically acceptable salt thereof is administered,

30
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 (percutanecus transluminal coronary

35 angioplasty, stent impltantation in a coronary artery, coronary artery bypass

graft, etc) and/or a positive exercise test andfor positive nuclear scan of
cardiac perfusion

2) lschemic dilated cardiomyopathy: clinically significant left ventricular
dilatation secondary to coronary arery disease



One nmethod of the invention includes decreasing the risk of nortality,
cardi ac hospitalizations, or the conbination thereof in a patient, said
nmet hod conprising adm nistering to said patient an effective anount of

dr onedar one harmaceutically acceptable salt thereof ~wth food. In
one enbodi \9(%20?{/}142% fortal i ty is a cargli.ovascul ar rmrtgfuﬁmq)yﬁw'stg?fe

enbodi nent, the nortality is a sudden death. 15Another nethod of the
invention is a method of regul ating the potassiumlevel in the blood of a

pati ent havi ngf @ultesit ary b@fun&HrstgdH tﬁﬁ”bre@érﬁb@bf cférd?édakéﬁr'h@gbltglfzaﬁ&r{ i al
flutter, said %trh tient o|r onedar one

erin
or a pharmaceit] caﬁ%n&a%c %S“éso SI {e@ﬁtéorne ? tthﬁn f'% f%o&ard@msﬁ
enbodi nment s dt‘OSP‘F?éZ%i'B@\?éd REreEaEY eicit dhadiedection of He fieﬁd@htiﬂirdlnvasplhiy pat i ent
has a hi stor yhmpittitation ahetitmataidal fibrillation or flutter. In sone
enbodi nents of the above nethods according to the invention, the patient
has a recent history of or a current paroxysmal or persistent atrial
fibrillation APongtiPF aptiantsuvithed rece higiane o Rbd GHen eiiabifbrilatien abaiviel met hods
accordi ng to ftdter, mawimtrmharbe hide @ aktcantwilhasreéent Bitoh &t @ aycuftbntOfiord Current,
non per manent,ahhdeat atﬁél?[)r‘nta{cﬁ%r‘ﬂ QHr atrial flutter. I'n sone enbodi ments of
t he above thods according t i nvention, the adm nistration of
dr onedar olte or pharmaceutical ly acceptabl e salt ther eof prevents
car di ovascul akméngsipé paticinmanoteblg patlentssamiag entbachy e atrist fvkilldibe oabeixle met hods
accordi ng to fuhe, haKEM t‘n%ﬂats@% ¢haR& bt Eﬁfen@%oaexnﬁﬁﬁgg?@gst%tné'o@lthe
flbl’l||atI0nf0,’ atrl k lutter. In sone enb nts of the above
met hods accorawwggtﬁ E’WE”I nvention, said patient has structural heart
di sease. In sone enbe@ﬂmmaﬁltsecmrbfwheabab@?/feomdn@@sveaﬁcor ding to the
i nventions said pati wﬁeﬁmncongestl ve heart failure in a stable
henmodynam ¢ condi ti o] SN n sone enbodi nents of the above nethods according
to the invention, sal 8 % 'ient has congestive heart failure defined as 35
NYHA class |11 in-a bistadl @f heanshtg!natrike comfli syistemic lembotame embedément s of
t he above nethods acesestbR@eli® b8kt nvention, said patient has W|th

congestve heart, (1 g EREd Bt AT Ml MR BSHRRR S "
hempdynam®% condi t i ofXample kyorekosrdinstidiient s of the above net hods according
to the invention, -salefl veitituittejealichOr=RHdN (Bid Ha®AS% OhedB0FfR 16 extaBleabove

menti oned associ at ed ther method of the invention is a
met hod of preventing );cf(‘)@(i;dn'{a%% ﬁir”ieé'ﬁgré%ﬂﬁ a patient with a history of or

current atrial fibrillation or atrial flutter, said nmethod conprising

3dm’ niOI strat i Nipetetiicayi of gpaddderhe & teh@deamﬂ&daéﬁlldrl)ho%ﬁamhbl}/& agmpuRt  of
ronedar [ ne

erbodi mer Sy oy B R e bRl k0B ol et . 11

one enbodi nent, said 10 patient further receives a treat ment with a

non- pot assi urihs paovengertionedtisks Sactdrnmayp be defired dis ranlicvascaRr dsipfattbent al so

exhi bits one \@ich 4 st%nat%ﬁ?o é?lt?é?ﬁﬁnilﬁ‘tgﬂ“ oned associated risk factors.

The present invention Is | ustrated by the data hereinafter with reference

to the 15attached draw ngs in which: Figure 1 represents a Kaplan Mei er

curve wi ti t Fenangritd patients, netbldy pdtichts Spiibg bihiskiry ohatedal fmﬁllaﬁaabhatﬁaiom any

cause over a fRe&! atbnidn 3y @MY BS; ma%l@':éf%ﬁtlﬁntg disoP b atﬁllt% R Mel er

curve with the, cumnul t|v ospitalization or car ovascul ar
deat h over al}%cé?rfd(? f'ea§g rl?d’:ﬁﬁﬁg""oﬁ”a@?t@o‘gg'?%pr esent s a Kapl an Mei er curve
with the cunul ative hwedemsionhospitalization or of sudden death over a
period of 30 nonths; urﬂﬁrlﬁhg?étﬂ@tuf’alﬁ@a?trﬁ%@égs a Kaplan Meier curve with the
curul at|v3435 rate of hgs i zation over a period of 30 nonths;

Figure 5 Tepresents t%’g Iash Meier curve with the cunulative rate of death
30from any cause ove?oraﬂ%leﬁlt?@@e,of 30 nonths; Figure 6 represents a Kapl an
Meier curve with Lhenm{ﬁuurﬂﬁﬂc\f@ar{@@cﬁg{aag@rdl ovascul ar death over a period
of 30 nonths; 35F gu(rﬂa chrare orese % an Meier curve with the

cunul ative rate of stgden éé"yﬁp% e? 5 ?IE'FOB“H 'of 30 nonths; Figure 8
represents the mean %*%l@floatqf @tiigl fibrllation astutemitrepamcie cetheter iablgtionaard t he | ast
adm ni strati on over a-;d@ﬁfybﬁﬂj@fab]aﬁbnmnt hs. WD 2009/ 144550PC1' / |

82009/ 005587



-27 - Figure 9 represents a Kaplan Meier curve wth the cunul ative rate of
hospitalization or of death from any cause over a period of 30 nonths.
Figure 10 represents a Kaplan Meier curve with the cunul ative rate of
Shospitalization or of death fromany cause in Patientg with NYHA class |1
congestive heArt™ 14 ure over a periadyf 30 nonths. TREVEBPPERSY relative
to a placebo, of dronedarone and of pharmaceutically acceptable salts

t hereof, in the preventienticilaccachgdeodasiel taan dios fbdllationzatliiens or of 10

nortality was denonsftahedn f dronedarone hydrochloride, in a
prospective, nulti nabll’go_hgﬁ, egr'}ryﬁYatrIUia%g%]FB’é, doubl e-blind clinical study with

random di stri buti on MMENET HGise cariopyerd!ent (group treated with
dr onedar one hydr oehl bypedepbindagjivoypptihyeat ed with a pl acebo) of patients

having a history of gflelihafic JdRliskhation or atrial flutter. 15 1. Patient
sel ection The patients hae(r:(i? to,ggv? a hiitory of atrial fibrillation or
flutter and/or coual dSHFETS VEBFRET RIWE S hyt hm or in atrial fibrillation or
flutter at inclusioncom@eniEheardiopatiemt recruit ment was carried out by taking
into account the fol hg¥ioRdfol B Baineidr doRibia forl tAGHybEFHIg YRS tagfdra: 25 1)
One of the follow ng tr'él’qﬁjt(:rilf act orfﬁtthad to be present: age equal to or
greater than 70 yearg,rl aton oriluter. hypertensi on (taking

ant i hypert®nsi ves - of vepfriculapftiriliatins. di ff erent 30cl asses), - diabetes, history
of cerebral siddeke: 1édst amsdediic deveberdsen f@nt or conpl eted cerebral stroke)

or of systemc enboliaggpdia left atrial dianeter greater

th = CStimu!%tor . )

an or equal to 50 mmneasured by 35echocardi ography, left ventricular
ej ection fraction-| edsnpatpbleoizfibiales (ICBD- by t wo- di nensi onal echogr aphy;
WO 2009/ 144550PC17182009/ 005587 - 28 - age equal to or above 70, or even
above 75,. possj ' Ay : .. ' ’ S bel ow
hypertens:%Bgnsﬁte?&(e{rﬁgsqﬁi‘%%giq%gﬁg%%%é@ﬁ%@%ﬁ gifgg% h‘?e\ﬁagqgg%%%’%@ﬁ ﬁ{e cl asses),
50 di abet es, 9eRiegtPTyR ROFSIRR iNSHa8E NSAIFIRE! (transi ent i schenic event or
conpl eted cerebral stroke) or of system c enbolism left atrial dianmeter

greater than gl (AR b0 (R IRASHNS iy RACRE KA 00T aphy, 100 | ef

ventricular e ection fraction, I'ess % neasured by two- di nensional
echogr aphy; - 2) thigzide et v of an el ectrocardi ogram carried out
during th® past 6-nohbthsgiureticsor der to docunent the presence or the history

of atrial fibrillatigR.a dabliddib&hotics, carboni@énrgé(@isé ARibkdrkyy of an
el ectrocardi ogram carried out during the past nonths in order to docunent

t he presence or absence of normal sinus rhythm 20Exclusion criteria:
For their therapeutic use, dronedarone and pharmaceutically acceptable salts

thereof are generally introduced into pharmaceutical compositions.

25
These pharmaceutical compositions contain an effective dose of dronedarone or
of a pharmaceutically acceptable salt thereof, and also at least one
pharmaceutically acceptable excipient.

30  Said pharmaceutical composition may be given once or twice a day with food.

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

35  More specifically, the dose of dronedarone administered may be taken with food.

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



General criteria: Refusal or inability to give inforned consent to
participate in the study. Any non cardiovascular illness or disorder that
coul d preclude participation or 25severely limt survival including cancer
wi th netastasi n rgan transplantation requiring i ression

Pr egnant V\oﬁgﬂg?{%ﬂ%&ﬁancy test must bhespegative) or %H?Bozﬁw@ F dbear i ng
potential not on adequate birth control: only wonen with a highly effective
met hod of confThadeptdf drenpdarere] adodmisterad ept daynonally nay bataeesi meatelef/i ce (| UD)
or 30sterile Gag PGy WAANEALRr oBRPRSLIHERINDRNYRAE heEMAPHS (2 Precedi ng
nont hs) or current part| cipation in another trial with an investigational
drug (under devel opnent) or with an investigational device. Previous

parti ci pati onMore sphéiticaly, theltwo B&ker mbecingriResaectantly af dranadieape.condi ti on:
Patients if per manent atrial fibrillation Patients in unstable henodynam c
condi tion suc a W, t 12 hours Lor tg start of
Study madi cat S Tk ks Fos ek NERPL il Possles 98 sopDate sl g

- PCT/ 1112009/ mswdw@ [epagt f5ore dheoeontsybefttbe inyentioandesosingrie 4 wtabr ;
congestive heﬁﬂébticfaathé ua@gefapﬁrbp@@e NYlelé\cH bét%tti@iﬂéleh‘rhﬂad Bysthe ﬁbhwﬂﬁéfﬁ;
uncor r ect ed, T Al 2 AL TLGARN, BELB RESHEMEL 1F. Kalyul ar
di sease; hem) o can ef ca a cardi ac
oper at i ont®r ?%8%&’1%O&#%&P?Péha'@rtb%@ameﬁis’tah’iﬂﬁt'ﬂ"%meks precedl ng
random zation Planned maj or non-cardi ac or cardiac surgery or procedures

i ncl uding surggy xxéﬁgntsvgg ¥Hleah at@@o%,@qen'tﬁee@amﬁ%gﬁ&%w afti h%w ghypass graft

(CABG), percutaneous coronary inter cardi ac
transpl ant at i ?Trﬁ‘q“?‘@?trat'o%é‘%ﬁréd nyR5e dhedpguak e’éﬁ‘p'e(%f'n‘é’f“?h &g Vé""fﬁ‘eﬁol tE‘éﬁ'ﬁ‘dl tis 10-
Bradycar di a <sk3igd imghe ashd/ or PR-interval > 0.28 sec on the last 12-1ead ECG
Significan sinus node di sease (docunented pause of 3 seconds or nore) or
2nd or 3 cl deg reg grloventrlcul ar bl ock (AV-blo 'ﬁu?unl ess treated with a
pacemaker. 158 5P PRARAPLieR) Pﬂ“‘@?ﬁ'&%ff’%n?rallveﬁibﬁ bn8UPcURpRAYS of a
concom t ant niggnewcilgnintraenois tqpicshildsal @drafrachedl] istranasall fransdermatiomg t he

[ﬁq{“ rerr:egt f @BtaMRMEHIARLON, 'd"dnf@(ﬁﬂ?org @ﬁtﬁe Ealﬂggrebﬁ bar%’éédnaﬁ.gteaéahmtuﬁtddr ugs, "
al wWou pre use O ru ur.l n nneqa s uyper|o
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Cass | afd |aﬂlmaimmdtoBamamﬁytmrmeemﬂ@snedfabpveexarrpl e am odar one,

fl ecai ni de, pr opaf enone, quinidine, di sopyr am de, dofetilide, solatol.
Criteria Rel orator ormalitie otaS|um< 3.5
mol/1 (as an qe Sgltl"’ﬁ% rﬁd@méﬁt% @bfgr&?‘ig Cﬁ@pﬂ?af?”fﬂ?ﬁ/f? h%'gaé]m'rgqraﬁ lrbﬁl'tJ ents with
hypokal eni a, qshiaglemgqﬁ plehard raee cerstlepr payrderso graanige rand aardl celutigoscerl cul at ed
GER at basel i Siepehsibhs, ms/uﬁ!ln@uéJSi ngchiheinfagdchedit iFRatcliaf OE;mJIn&ar(e%R [ M/ mn]

= (140 C’E'\%fj\(rﬁrﬂgt%l ?n foW% %s JEIJ J;u%lglrl %Fg%l)n bh%%}&Té%WOp/ capﬁ% NE [prmol /L],

wher e
subcutaneous, mtramuscuiar or intravenous administration forms, rectal

administration forms, and implants. For topical application, dronedarone and
pharmaceutically acceptable salts thereof can be used in creams, gels, ointmenis
or lotions.

30
By way of example, a unit adminisfration 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)
Methylhydroxypropylceliulose 21.1 3.25
Lactose monochydrate 46.55 7.2
Maize starch 45.5 7
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separation persisting over time throughout the duration of the study. WO
PCI71132009/ 005587 = 31T - I1I1. 27 Resulfts Telatjng to -
gn tions—and to cardiovasgul-ar=mertal ity Anong
ilroiiesiarone hytiedhioritde (cheespboding to 280hgwérie P26t Off the group
maggonedarone hydrochlorlde 892 events were recorded in the
a airnst 70T T the group treated Wit _dronedar one

Lé\htcrocrystailme cellufose 28

Maize starch 45.5

Polyvinyipyrrolidone 65

Poloxamer 407 40

Anhydrous colicidal silica 3.25

Magnesium stearate 3.25

lLactose monohydrate 41.85

650

Ingredients my

Dronedarone hydrochloride (corresponding to 400 mg of 213

base)

Microcrystalline celiulose 13

Maize starch 22.75

Polyvinyipyrrolidone 325

Poloxamer 407 20

Anhydrous colloidal silica 1.3




The calculated relative risk is 0.745 with a p45x10-10, i.e. a reduction in
cardi ovascul ar hospitalizations and cardi ovascul ar deaths of 25.5% on

10dr onedar one hydrochl oride, the result being highly significant. Figure 2,
whi ch reproduces the results obtained, shows a clear se ,arat ion of the two
cumul ative cUPYR¥IEPy soon after the dweginning of the 't PEPHERSH ¢ hi s
separation persi.sting-over tinme throughout the durati.on.of the study. 15
111. 3. Resul | Bagrebkaiisigprdte car di ovascul ar _hospi tal i zi@ggsons and to sudden
deat h Anong iba%t ?% nQ@d ents |ncI uded in the studyQOgﬁjOl were part of the
group treate drortedar-one—hydrocht-oride—20873~¢events were recorded in
the placebo group, against 684 in the group treatkd &% h_dronedar one
hydrochl ori de. The calculated relative risk is 0.743 with a a p = 48x1010,
i.e. a reduct) VAR at hs of
25. 5% on dr on}éc%g?dé e %F"ﬂhé)r ﬁﬁ %pg&s We;&gée% !nﬁ%ttgﬁa@o ?ehrhqesr?dgqﬁ (glllefl cant. 25
Fi gure 3, whifehtreading m%@"%% "F@s‘aiﬁdt%’oﬁbt“ﬁi'q!?é@m%%\ﬁ%e ade‘P'é"é?’“ogepar ation
of the two cuumal mitiemteof e lelfesivey 8dsy of oohedaldreror bipahegéuinally goadptdble

treat ment, ET Iﬁg&ratl on persisting over tine throughout the duration of
t he study. 301 { Results relating to cardi ovascul ar hospitalizations
Anong the 4628 patients included in the study, 2301 were part of the group
treated with dneomettardortehdindedionlirmhides decreasing BB Jiske \wé ntestalige raardigc or ded i n

the placebo %&I%Ebuzaﬁigﬁé rbﬂhe%ﬁmb'irﬂtuérhﬁe%@i‘r!pa fééti%ﬁtt 85l ﬁémoh f&oﬁlbr‘?é”t%dar one
hydrochl ori de rel ative r{ = 9x10-9,

he cal | at I
i.e. a reductiBH ﬁr"@ali?jl %"i}‘gs‘i‘ﬁ]?'ﬁr 2 o&THCHR |af5’flf’tor?g gfpneéigrog% %h %r onedar one
hydr ochl otG depharRe@Bely adulEHBRET el 0B f®@05587 - 32 - Figure 4, which
reproduces the results obtained, shows a cl ear separati on of the two
cunul ative curves very .soon fter tg, begi iy lngS } Etreatlrrent this
separati on pePsP%‘:’E 08\7}39? ﬁemf"ikﬁu uéshé’h c?ﬂla'étm%ﬁ“gf the® r%"?tudy
5111.5. Resulambadishent, |ﬂwgn@rtﬂhtyaml$w§rswtfar hOSpI talizations for atrial
fibrillation or supr aventricular arrhythma Anong the 4628 patients

i ncl uded t he, st 1 r h. dr onedar one
hydrochl oirE?de "i*l‘f‘ﬁ Hé’gei%e 'Ovéepgonpg(?o"r]egﬁft %}%@L&H e quésng\(’)\%\sel Inagal nst 296
in the group e breédr awatiendiayive dabigir chgaren aid l"atrpﬁ@f etaaﬂé'uﬂteét ed

relative ri sksaids rbtfolo,complsingd aﬁﬁmmringntd Msakia ey agenddaronospid al i zat i ons

for atrial fi Lnkéc%uticgﬁa% p%a%lells% ;%o}“ﬁhﬂ;%%sul ts relating to

car di ovascul ospl | ons ransi ent i schem c event or stroke
Anong t he 4628 patients incl uded |n the study, 2301 were part of the group
treated wid h ldreredanbstmets od ¢zl afdve anetRéds lacew@in Stovwas mmmrdﬁad in the

pl acebo grou ﬂ&.ﬁg%,r

hydr ochl ori dgaatl%gﬂaggfhésﬁy %ﬁbr%&%n@%tﬂ&?bﬁl{aﬁ@ &qlug\é 6(@1 & 027, i.e.
a reduction i% thespRAvemedhods aecoringap g investior ke ?%‘F”ttr}aéﬁs’%‘?ﬁ‘? hisoBhem ¢ event
or stroke of d:‘Wmmurrdmtqmemkwmner bereistonthdtital Fibkitatichbor latrial futteRebuddree r el at i ng

to mortality dHom-a¥s Gk Soove methods according to the invention, the patient has a
25  history of or a current, non permanent atrial fibrillation or atrial flutter. In some

embodiments of the above methods according {o the invention, the administration
of dronedarone or pharmaceutically acceptable salt thereof prevents
cardiovascular hospitalizations. In some embodiments of the above methods
according to the invention, said patient has a permanent atrial fibrillation or atrial
30 flutter. In some embodiments of the above methods according to the invention,
said patient has structural heart disease. In some embodiments of the above
methods according to the invention, said patient has congestive heart failure in a
stable hemodynamic condition. In some embodiments of the above methods
according to the invention, said patient has congestive heart failure defined as
35  NYHA class lil in a stable hemodynamic condition. 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



Anmong the 4628 patients included in the study, 2301 were part of the group
treated with dronedarone hydrochl oride. 30139 deaths were recorded in the
pl acebo group, against 116 in the group treated with dronedarone
hydrochl oride, The calculated relative risk is 0.844 with a = 0. 1758,
i.e. a reductPdN”dt*Yeath of 15.6% on gy onedarone hydr SEMIW}?”H’@?SS?BSH gure
5, which reproduces the results obtained, shows a clear separation of the
two cunul at i Vigsnfddinyefic ¥eHitios.0 Msoafd @fibddiveniadittenalioge qi‘etﬂobfaddo&mgnegt , this
separati on pefsjs . over ; r u t udy.
111. 8. Resul t%%%fﬁ%ﬁ'ﬁﬁ Siea(')d ééa%’rgﬁtl %%aés)*égjlﬂgr%err%?ﬁg% %@/F‘%Argrgoﬁ’g T%@EQ@ZB patients
i ncl uded in t#eodAtediek 12803 were part of the group treated w th dronedarone
hydr ochl ori de. 594 cardi ovascul ar deaths were recorded in the placebo
group, agai ns i - I hloride. The
cal cul ated r e'l&%tc_)tg?%\'}@% F@OEEO]C ?%q%{%gg%ggmta?ﬂe tpg,gdp&gp%e@g‘g%?%%@%g%g I?Cti on in
car di ovascul apatigauini 3 Yistory goorsyrsit dirdibdisiyher AYa bl 87 d2ethofori gure 6,
whi ch r epr odueesrising ademigirtdngofet sdid eatjens b dinsrageutitaigreffediparaatduonofof t he two
curnul ative CU§¥&iaNAE Yr 8 PRBmRkbREaly MecdpRMid \WHiNHerBbr. IN8nd ERBIJTREN, this
separation persjsti nq ver t]ne thr?,u%hogt tiﬁ%gﬁ%atl on_of the study.
111.9. Resul t €% RAU5HY wﬁ*%ecswmfiwfﬁ IEORReL AT AT AY PRRCUBES Kt i ent s
i ncl uded 1t tprtiesitfudyer r2GMeswe treatpmnt witf at tos-pptageipmisparity edivrelicehindr onedar one
hydr ochl or i degonfl8 cABEAMERS] Saidlopkibe LIeakhBd R &amdieass akd by a) were
recorded in the tJoleF;aitji;:ebo%%r&)u , cgg]ral nst 26 in the group treated with

Ve TP UE® %%ﬁ

dr onedar one h Zalcul ated relative risk is 0.55 with a p
= 0.001, i.e. a reduction of arrhythm c death of 45% on dronedarone

hydr ochl or i detheldrdsshDinviiaishlid Bushaleatiyibe totaSiefteReOrB! RiddncAnpre t he 4628

patients jncl d i he. . dy, 2301 were part of the group treated with
dr onedar oinsg h%%g%eglh r%“trn?%‘e'.ﬂvggx‘sudden deat hs were recorded in the placebo

group, against 14 in the group treated wi th dronedarone hydrochl ori de.
The cal cul ated relrafuteve rep@kerits aOkaptin Meibh c@ve with Gh@® @3ihulaiiveeratedof educt i on

e Snea h nalniERafoR s ALANEHRLANE I AIPEALAK diBg nfshly © 7, wii ch

repr oduces the resu ai ne OWs "‘a clear separation of the two
currul ative curves very soon after the beginning of the treatnent, this
separ at i oo per si Striguge Qvieprebér® at Keptngieiat cirbe wittirths icomulefivet fage st udy. 35

111.11. Regulatio . i V&l iod B3RS @SS um
concentration- mdﬁfﬁl?&%ﬁ%rférg)gga@g&% eég%ﬁqgjocuanrgﬁfed In the study by
virtue of the results of anal yses of regul ar bl ood sanpl es taken throughout
t he 40durati on of Fiduee Stgdiesénts thicaptoniieit cake tWith therihokedivegrabf olvi t al

paraneter's, | VO 2008l gARa0RF LUSEHBS0RRPE boronif s0 mblifear | al fons i
in no et he |

pot assi um ween the first and the last adm nistration of the
medi canent® of the st udy are included in Figure 8, in which B signifies
basal |evel, 0 si digufd dsrefmperand Kdplei Yaief carge mithtthe comulatingl 5pdd of of

covariance of the ghangebioft 986k 86 mbitay;| evel , taking into account the
starting value during the study after the 24th nonth, shows a significant

different in favour of dronedarone conpared to the placebo (p < 0.0001).
Figure 5 represents a Kaplan Meier curve with the cumulative rate of death

30 from any cause over a period of 30 months;

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

35 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.
40



Dronedarone therefore nakes it possible to regulate the potassiumlevel in
t he bl ood. 111.12. Results relating to the patients in the study
receiving, in addition, a diuretic-15 based treatnment The clinical results
of the study corrobg_rate t he hypot hesis that nodul atin ot assi um decr eases
the risk of SUdf¥N“¥ath, in particular . in patients ex%SEé‘EF"?)G""E“ﬁ ri sk of
a decrease in potassium exacerbat ed by the adm nistration of a diuretic 20
treatnent: the redieti ®reprdsehiien IKiaﬁlKnQﬂe@wiﬂ%nwiﬂe&tehclbwlaiwerl&tdadfone, i.e.

t he prevention of £80no 70.4%in the
patients on diur e??sgggg% ﬁg%}lhegf%%ﬁ{a% tclyéstr?{bggno éq‘togﬁl ng o|| uretics.
Furthernore, the reduction in the I’ISk was greater in the groups of
patients |iable 2Bighe tiercphreeaited Madidn Melar etrve svith Shic huraglativg petet @nsi ve
patients, Jwhere t [ r 0 Al hadia & gsqgwctl on of
45. 5% obser ved i nnﬁﬁ’ﬁgg&% Al ae%nﬁ e ah? E%dt%zné?gtrépiesﬁgl ve. 2 . 13.
Results relating PW%%W@P%@M?&YBFI%@?B‘M%I P#8ns and to m)rtal [ ty in

30patients who devel oped "permanent atrial fibrillation/flutter" Anong the

4628 pati ent sy Henggc;;g?drelaﬂvé e aSE!HGBbo §PQron¥@rSheP 8 d opfphéth%célj’u@ém treated

wi t h dr onedar one el manent

dr
atrial fibril3°8Qt ai?tﬁpleé‘?‘* I'?lﬂ‘feﬁjéevﬁptffﬁpdtc?@%%s\(%@gr WSP “ '388 “'versus 178
patients 1Lion trhataliyouss tdemenstdtedi b weansedadwnedanggr bphpdvaide {"p20. 001). 74

events were rﬁ@@é@lﬁg !nﬂlt:ﬁ:mend?' AORBSHE! QBUbIAEING UWiinid? duiiyt Bith ghao@ treat ed
wth dr onedar(_i)%f(,mqu\%1 r"i‘ stl‘f"’ groap%ff\/\??%tmgm J(grOESQPgT/ 1%908/09&%50% 35 - The

calculated re eduction in
car di ovascul wdisoderideznd sseurofenteshiitt a Pﬂ?@@‘?céqu pglients '?J%(t”igeﬁﬁ@'fow ¢h per manent
atrial fibrildiah figmadd et b8 fiofter33% on dr onedar one hydrochl ori de. 5Figure 9,
whi ch reeroduces the results obtained, shows a clear separation of the two
cunmul atlve curves very soon after the beginning of the treatnent, this
separati on pdrBatient splecdigBr time t hroughout the duration of the study
111.14. Results relating to the prevention of cardi ovascul ar

hospitalizati S I sease
Fromthe 4628 ﬁ\% ﬁ%feﬂfﬁéﬁolﬂgb@a@ﬂdrfmﬁnﬂ Blhlﬁﬁl)n Jé (ﬁﬁérgng OE) gc??.fd' l?ﬁ ﬂt he group
treated with W’Bﬂétﬂ‘&? Bpimy i FEH Mgl or fiufter gt BYEHYS were reported in the
pl acebo grooup versus 486 in the group treated with dronedarone

hydrochl ori d | I u 7 a decrease
of cardi ovasgﬁecﬁgt%gts%}“?gmlé@a‘tﬁ%éo%&g%d3 wﬁ%@z@% E%gngﬁﬁgbuogiengul ts
relating to tIREUSANSVESHET on of cardiovascul ar hospitalization in patients
with a structural heart disease Fromthe 4628 patients included in the
trial, 2301 WokfsRachitedh: the group treated with dronedarone hydrochl oride.
25 583 events were reported in the placebo group versus 452 in the group
treated vt h dronedarone hydrochl ori de. Cal cul ated relative risk was equal
to 0.76, i.e. a ddgPeaskhofolledngisieteshad totbeppsseatl i zati on of 24% 30

¥

age equal to or greater than 70 years,

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

- digbetes,

- history of cerebral stroke (transient ischemic event or completed

cerebral stroke) or of systemic embolism,

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

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

or
40



111.16. 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 35w th dronedarone
hydrochloride. 106 events were reported in the placebo group versus 77 in
the group t r 88U dr onedar one hyggachl ori de. Cal cd%élt' Vi ve risk
was equal to 0.76, i.e. a decrease of death of 24% 111.17. Results
relating to the prevagéqal iofor absdi Y asawh abodedd, podsiblypahibertisvitv t h a

structural heart dis r 4628 patients included inthetriall,
o] X .
2301 were part of thgte%a%gﬂng%fpgégg%%@%th dr onedar one hydr o(a,gl ollfgl de. 75
treated

events were report ed®i WrerRIsEN fkking YHBYRSITRTEHOT 4% Bstie ¢iYh

wi t h dronedar one hydr ogddses)] de. Cal cul ated relative risk was equal to
0.67, i.e a decreasg Qfpgardi ovascul ar deaths 10 of 33% 111.18. Results
relating to the prevention of cardiovascul ar hoggi.t al i §ati on %peg death in
patients with a cong8stsio) gh&giepraf SirohG EARREY e HE KRR PLEE™ 1| in a

st abl e henpdvnam ¢ conchrd¢hird strékeborfaf eyatdnhie edib@Bmpat i ent s i ncl uded in the
trial, 2301 were part g@f arRPa@OHP gidaRALIRH WM dodaltihoRaRArARRuRYByoChl ori de.
At random zation, 109 ‘g%})l ents w tﬁ NYHA class Il congestive heart failure
in a 20 stable hemodyn®PE ¥ Vi on were part of the placebo group and 91
patients Mi t h NYHA cbalel ventircuisy eigetian astipreless taai40i endagurgd Sy Ape-e

henodynami ¢ condi ti on NRefsidaldch&draptye group treated w th dronedarone

hydr ochl ori de. 71 events were reported in the placebo group versus 40
in the group treated wi th 25dronedarone hydrochl oride. Calculated relative
ri sk was equal toZ2DaGdabilty ef anglegieqartiepsarn tadiad et Svaractde apst R3RPMsal i zat i on
or death of 44% in order fo @tiRediOns Pswsnéchat thehestel fot atriabfibriletmestar one
occurred l@rl y angutiter]],cr eased over 30tine. 111.19. Results relating to the
preventi on of cardrovascul ar hospitalization and death in patients with
congestive heart failure defined with a reduced left ventricular eiection
fraction bel ow 0. 3paianaidlitpbdiah|c:chiermdygianicarried outidurithe BsstBrommtiishe 4628
patients included,] @ i reated with

dr onedar one hydr oéilt%}géﬁgg&({umght&?gég%e gﬁ??%t{%?‘géﬁ,&g%ﬁ%g?'%ﬁﬁgh% th congestive
heart failure_in a stable henmodynam c condition as defined by a reduced
left ventdd c f fraction 40bel ow 0.35 were part of the placebo
group and 92 patients with congestive heart WO

2009/ 1445501)8&”’19%(8&%43(_)05587 - 37 - failure in a stable henbdynam c

condi tion def —a reduced left ventricul ar ejection fraction bel ow
0.35 were part Befusaler igakiiptoivedfermediconsente RedePyn e Ay #Hdehl ori de. 547

eyeﬂtz werg repﬂﬁ% éh éd&iﬁ(lﬁ@@quamr@lﬁ@ééool rgilﬁgamamt suﬁdl | §8clide rﬁdﬁﬁci@ti@wltreat 8d68
wi t ronedar one rochl oride, . ulated rel.ati al to 0.68,
i.e. a decteas eS%’F%g"ar]m’tovséi'Q’é"&[ a‘cgﬁ'%%i &M a“f"ﬁo %?gt%?z%t%}%gzﬁ 0111. 20.
Resul t s rel at i ngaisplabfatorpegurngtimoono$upgdeasih i n patients with congestive

heart failure dgfj | - ' i ncl uded i
tﬁgrt " :: | urz%o 19\%?@9 Bgﬁgmg%nﬁg@gést st bEhEQYRiTE) Br #646h Brdnidddkiind Ncl uded in

. ( roup treated with draon (ilar n
hydrochl ori de. BSiftia Apfashdesiiats Pith eptigh opY AYMsR; i Rlﬂl&”bf’gicg"q | |
congestive hear inefidt | of entiaBegion [oral] contraception or intra-uterine device (IUD) or
30 sterile can be randomize.
- Breastfeseding women
- Previous (2 preceding months) or current participation in another trial with an
investigational drug (under development) or with an investigational device.
- Previous participation in this trial.
- 35
Criteria Related fo a cardiac condition;

- Patients in permanent atrial fibrillation
- Pafients in unstable hemodynamic condition such as acute pulmonary edema
within 12 hours prior to start of study medication; cardiogenic shock; treatment



st abl e henodynam c condition were part of the placebo group and 91 patients
with NYHA class |11l congestive heart failure in a stable henbdynam c
condition were part of the group treated with dronedarone hydrochl oride.

2021 events rted in the placebo group versus gr oup
treated wt hmﬁﬁg('ﬁéﬁgsr%one hydr ochl ori dezg Cal cul ated rel é%fé/‘%oé)f" z/vas equal

to 0.66, i.e. e f 34% Itsrelatlngto
t he prevention o gr%gsear%en ﬁgt@ S Wi r?%:r%tg%cé@st% hﬁ%rg\%fl‘l Usgtf¥Sre in a
stabl e henndynamYé*Aan‘ﬁiﬂm tm‘ las 4dw¢¢kﬁemd9§refaed deodyhamiady sigmifigeintul ar

el ection fracti 9ﬂm§?|d%{r&ti@e5vaiﬁfa‘?@]355& ﬂé%@uyia%icawts‘?gnﬁfﬂa&h%@&%c&% the trial,
2301 were part of the pg&lg g\)?ﬁlidﬁc ed wi th dronedar one hydrochl ori de. 30At

randomi zation, S¥IPLYY OBRGEYY PY EVRAReHRHzation PfPPEd‘*ire'n wihig i) e
henodynami & condneeksmnecedmgramdnbgtnoa reduced left ventricular ejection

fraction bel ow Q! ﬁﬁed’\{ﬁéﬁr :%rt;arcﬁgc otr Qe?rdﬁl: glgrggﬁ oﬂfn%ugd qnc% ntsyg%Bﬁ} S with

congestive heart lur'e in a stable c condition ined by a
reduced defi ned Vel heat disgasst ?qr@'@ryaafteéj féf@%s(maff (CEG) rerasanegssD. 35 wer e

part of the grougohdrgmteddniéd PCBAH0ANREA RRfadAERNSMARRIEe. 16 events were
reported in the, %}ﬁﬁ? FOUR Ve ci%s 10 |g the group treated with

dr onedar one hydroc EaP'Edl ‘fepc?”? Tive risk was equal to 0.55, i.e.
a decr eas¥0 of - dBeadycandia 4 §0HPM WBIOCTBINEALENPCE Bed GPIN 80584 ECGS - 111. 22.
Resul ts rel ati ngighi@cénlf'@m@sf ﬁ%%r&ée%b (HBCLQ%EJE! pelds® ot 5 @égoﬁd dlrno;% estive

heart failure ip,a % \)/namc condi tion as define HAcIass
11l and by a refuc¥d Ié’Fgreﬁeﬁ'E‘ PRl RHPEcAGHOs d6¥8ss iresisrowitn 235

Pl acebo (N= 23) pddeomestar one 400ng BI D (N= 24) Nunber of events, n 19 13
Medi an survival [95% Cl] (day) 254.0 [ 131.0 ; 487.0 [ 182.0 ; NA] 293. 0]

Cumul ative incidence of events at 6 0.348 [ 0.153 ;
15  Criteria Related to Concomitant Medications:

Need of a concomitant medication that is prohibited in this trial, including the
requirement for Vaughan Williams Class | and 1li anti-arrhythmic drugs, that would
preciude the use of study drug during the planned study period, i.e. patients have
to stop others antiarrhythmics such as Vaughan Williams Class | and il anti-

20 arrhythmic drugs, for example amiodarone, flecainide, propafencne, quinidine,
disopyramide, dofetilide, solatol.

Criteria Related to Laboratory Abhormalities:
- Plasma potassium < 35 mmol!l (as anti-arrhythmic drugs can be

25 arrhythmogenic in patients with hypokalemia, this must be corrected prior to
randomization.
- A calculated GFR at baseline < 10 ml/min using the Cockroft Gault formula
(GFR [m¥/min] = (140 — AGE [years] * WEIGHT [kilograms] * CONSTANT /
CREATININE [umol/L], where CONSTANT is 1 for men and 0.85 for women )

30
Furthermore, the concomitant use of grapefruit juice and all potent inhibitors of
CYP3A4 such as ketoconazole were prohibited.
IL. Duration and treatment

35

Treatment was initiated using tablets containing either the placebo or an amount
of dronedarone hydrochloride corresponding to 400 mg of dronedarone at a rate




0.292 [ 0.110 ; 0.474] nmonths [95% Cl] 0.542] Cunul ative incidence of
events at 1 year 0.696 [ 0.508 ; 0.375 [ 0.181 ; 0.569] [95% Cl] 0.884]
Cumul ative incidence of events at 2 0.837 [ 0.680 ; 0.578 [ 0.368; 0.788]

years [ 95% J& 0, 9% Endpoi nt's conposition: Car di gvascul ar
hospi t al i zag?’ A ’%4% Death from any cguse 4 3 - Cardi 8’9?@@3?@Pﬁ%ath 32 -
Non cardi ovascul ar death 1 1 Log-rank test p-value 0.0711

of twice a day with the morning and evening meal and more specifically at a rate

of one tablet in the morning during or shortly after breakfast and one tablet in the
evening during or shorily after dinner.

5  The anticipated duration of the treatment was variable according to the time at
which each patient was included in the study, and could range from a minimum of
12 months for the last patient included up to a maximum corresponding to the
entire duration of the study (12 manths -+ duration of inclusion), i.e. approximately
30 months for the first patients included.
10
lll. Resulis

The results obtained in this frial were analysed by the Kaplan Meier method for
the figures, and the relative risk (RR) was estimated using Gox’s proportional-

15  effect regression model.

The relative risk (RR) is the ratio of the rates of occurrence of a hospitalization or
of a death among the patients on dronedarone, relative o the patients on placebo.

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

x = 1~ relative risk.

25 |IL1. Results relating to cardiovascular hospitalizations and to moriality (principal
judgement criterion)

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

30 917 events were recorded in the placebo group, against 734 in the group treated
with dronedarone hydrochloride.
The calculated relative risk is 0.758 with a p = 2x10® ie. a reduction in
cardiovascular hospitalizations and deaths of 24.2% on dronedarone
hydrochloride, the result being highly significant.

35
Figure 1, which reproduces the results obtained, shows a clear separation of the
two cumulative curves very soon after the beginning of the freatment, this
separation persisting over time throughout the duration of the study.



Relative risk [95% Cl]a 0.523 [ 0.256; 1.070] 5 111.23. Results relating
to the prevention of hospitalizations associated wth congestive heart
failure, that is for patients who devel oped congestive heart failure
From the 4628 E atients included in the trial, 2301 were part of the group
treated 10wth*#dfElar one hydrochl origge. 132 events m)é‘r‘g“‘?‘é’%‘f‘“’f“gd in the

pl acebo group versus 112 in the group treated wth dronedarone

hydrochl ori dey.o1R6alie YbiadRdior 8Ardibiasulsd BlepitdisatRAtiahd tt0 ddrdiivasculare. @
decrease of car qsovascul ar hospital i zati on associ ated wth congestive heart
failure of 14 111.24. Results relating to the prevention of

hospitalizations associated with class IV congestive heart failure, that is
for patients anmgdry abappaticerngasdddvie the afutly, 2B0aiveis @art ofhe group

2009/ 1445%0P%§%§%9Qﬁ|{09&%§§% hlvdrga}'wgé“ events were reported in the placebo

group versus t h dronedarone hydrochl ori de.
Cal cul at ed r EPAEVR/Es Werg rtefm@déwarp'%bcogww apaipst 791 Hielfp gipsie trgpted
car di ovascul atharosgerére! Hyd@thiomieassoci ated with class |V congestive heart

failure of 224 c%t]ctl,rtat%crf relgﬁ\%uréksrsrgbgf} th atB 4 Iagxﬁ’mevi%ma' RBu@on in

cardi ovascul ar hospitalization or at| ents Wt coronary heart

di sease 10FC8iovarsvias dwpspiniratiang ?Wijcl??ﬂ%?i’a Wi degths off DR MBre part of
t he groupot r eainedarwict HydobcidonEthathe mesult peing bibhlpsigmiicant. At random zation, 737
patients with coronary heart disease were part of the placebo group and 668
patients with, cor heart di sea art of the 15 rou reated with
dr onedar one ﬁf%gmwrrﬁgOd@gﬁtW@ﬂ'&%% rSOPE £ &G PP Qorbgft%gbo group
versus 252 i twe kemglegpcirvasaveyd seot hefigr dife degione lof, dirco thdtoentd dhis

20Cal cul at ed gk@dr@toh YersklirfoviPdnSRERbhdRtHR-dlden bf 1 stadydecr ease of

cardi ovazgul ar hospitalization or death of 27%in patients with coronary
heart di sease (P=0. 0002) 111 26. Results relating to the prevention
of cardi ovas diib.dtestisselatinglte saidiovascilarhoppitalizatiensiandiip suddendedtinr y heart

di sease Fromthe 4628 pati ents |ncI uded in the trial, 2301 were part of the
group treated Wt I I r.Q 737
patients w t%‘moggglﬁ 4%8 F Fés?%da%géﬁ\?v‘lérg{uag ?tﬁsetr%tg&q%?é éh)ﬂ@oup and 668
patients Wtﬁe@féﬁwﬁaﬂquft"@&t“? hyrgeigideswer e part of the group treated with

dr onedar goe lgysleamb idré eorded in the PRtelRV@bilySs ayeine 68¢pothe gtbup rebtae pl acebo

group versus eated 35w th dronedarone hydrochl ori de.
111. 27. Resul“tﬁgﬁronigd%r%%rg@%%%rd’e revention of death for patients with

coronary hearhe gpiselaled Folative F‘-?"oﬁt QK #8b & pat 8Nl i iifclButerction iPhe tri al ,
2301 wer e -parkchrddiadclier gepipizbiiceatad Hwided ddatbs ed 500e ohydloachionei de. At
random zatio (heart di sease were part of the
pl acebo rougycgz%roé'ggtthe:%%@tn%@g{g W%@%ﬁary heart di sease were part of the
group trédted with dronedarone hydrochl oride. 10

Figure 3, which reproduces the results obtained, shows a clear separation of the

two cumulative curves very soon after the beginning of the freatment, this
separation persisting over time throughout the duration of the study.

30  HL4. Results 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
35  with dronedarone hydrochloride.

The calculated relative risk is 0.745 with a p = 9x10®, ie. a reduction in

cardiovascular hospitalizations of 25.5% on dronedarone hydrochloride.



66 events were reported in the placebo group versus 39 in the group treated
wi t h dronedarone hydrochl ori de. Cal cul ated rel ative risk was equal to
0.643, i.e. a decrease of death of 36%for 15patients with coronary heart

di sease (P=0.0273). 111.28. Results relating to the prevention of

car di ovascuMdt2%¢é4tH f or patients mﬁggsqoronary heart Bf'YBILYEEr om t he
4628 patients included in the trial, §01 were part of the group treated

with dr Onﬁdarmglﬁdga hyifi@CiabeBidee the res&ls db@dlﬂé@l Mirpat iaQibar Zé’ﬂacrié!igﬁ ioetles W th ]
coronary hear e t t r n tients wit
coronary heaﬁ%od#§§§§§%§@&%;gg&tm%? ?ﬁﬁt%%%%gﬁﬁn fggﬁ%gmﬁWFﬁgdggnedarone
hydr ochl or i deseraratichnsrais§ngiiestine Bseugtent ithe durmiop PHBeB¥YYgr oup versus 26 in
the group treated with dronedarone hydrochloride. 30Calcul ated relative

E:Di(l; \3/225)%qu .5.t 'cﬁdig L&2S Fod ftai: foﬂé. Qé(ra&ﬁg!ﬁ{rmél@ﬁt&} of 40%

car di ovascul M&%ﬁ%@%ﬁﬂ% and death in patients with cardi ovascul ar
ri sk factors: HR (95% Cl) Age ? 75 years 1925 0.75 (0.65, 0.87)

Hypertensi on 3938 fe 4624 QatRfts RobRh M ALSLRS, 23 Werd PaktQrbile gbugl) Prior

cer ebrovascul ar 3c ent
treateg w(i:th gronedarone hydrochloride,

10 457 events were recorded in the placebo group, against 296 in the group treated
with dronedarone hydrochioride.
The calculated relative risk is 0.616, ie. a reduction in cardiovascular
hospitalizations for atrial fibrillation of 38.4% '

15 1.6, Results 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.

20 61 evenis were recorded in the placebo group, against 43 in the group ireated
with dronedarone hydrochloride.
The calculated relative risk is 0.66 with a p = 0.027, ie. a reduction in
cardiovascular hospitalizations for fransient ischemic event or stroke of 34% on
dronedarone hydrochloride.

25
111.7. Results relating to mortalify from any cause

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

30 139 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
16.6% on dronedarone hydrochloride.

35  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.

40



or systemc enbolism 616 0.80 (0.62, 1.02) Left atriumdianeter >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% 520% 23% 28% of
cardi ovascul ar hospitalization and death in patients with at | east one of
each above CHPI¥Vd¥ul ar risk factorsy 10 15 20 - 42PCTBPR08BS Resul ts -
relating to the prevention of cardiovascular hospitalization Placebo

(N=2327) Dr ong@aren@s (hnnsRlhrddRadBRmaialiyAny car di ovascul ar

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

5 94 cardiovascular deaths were recorded in the placebo group, against 65 in the
group treated with dronedarone hydrochloride.
The calculated relative risk is 0.698 with a p = 0.0252, i.e. a reduction in
cardiovascutar mortality of 30.2% on dronedarone hydrochloride.

10  Figure 6, which reproduces the resulis 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.

{11.8, Results relating to arthythmic death

15
Among the 4628 patients included in the sfudy, 2301 were part of the group
treated with dronedarone hydrochloride.
48 arrhythmic deaths (deaths from cardiac arrhythmia) were recorded in the
placebo group, against 26 in the group treated with dronedarone hydrochloride.
20  The calculated relative risk is 0.55 with a p = 0.001, i.e. a reduction of arrhythmic
death of 45% on dronedarone hydrochloride.

111.10. Resulis relating to sudden death

25  Among the 4628 patients included in the study, 2301 were part of the group
treated with drenedarone 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
30 death of 59.5% on dronedarone hydrochioride.

Figure 7, which reproduces the resulfs 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.

35

L. 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 biood sampies taken throughout the
40  duration of the study in the context of the monitoring of vital parameters.
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The variations in potassium (in mmol/l) between the first and the last
administration of the medicament of the study are included in Figure 8, in which B
signifies basal level, D signifies day and M signifies month.

An analysis of covariance of the change in blood potassium level, faking into
account the starting value during the study after the 24" month, shows a
significant different in favour of dronedarone compared io the placebo (p <
0.0001). '

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

i11.12. Results relating to the patients in the study receiving, in addition, a diuretic-

based freatment

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

Furthermore, the reduction in the risk was greater in the groups of patients liable
to be treated with diuretics, such as hypertensive patients, where the reduction in
the risk was 62%, against a reduction of 45.5% observed in the patients who were
not hypertensive.

.13. Results relating to cardiovascular hospitalizations and to mortality in
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 fibrillationfflutter 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. '



1. 083] Stabl eangi napectorisor 41 (1.8% 45 (2.0% 1.042 [0.682 - atypi cal
chest aiiil _i 1.5911 Syncope 24 (1.0% 21 (0.9% 0.836 [0.465 -
1.501] Tl Aorstroke(except 35 (1.5% 28 (1.2% 0.751 [0.457 - intracrani al
henor r hage)

WO 2009/144550 35 PCT/IB2009/005587
The calculated relative risk is 0,67 with a p = 0,06, i.e. a reduction in
cardiovascular hospitalizations and fo mortality in patients with permanent atrial

fibrillationflutter of 33% on dronedarone hydrochloride.

5 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.

l1l.44. Results relating to the prevention of cardiovascular hospitalization or death
10 in patients with a struciural heart disease

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

15 629 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%.

20 11115. Resulis 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 {reated -
with dronedarone hydrochloride.

25
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%.

30

II1.16. 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
35  with dronedarone hydrochioride,

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, Le. a decrease of death of 24%.

40



1.235] Atrialfibrillationandother 457 (19.6% 296 (12.9% 0.616 [0.532 -

supraventricul arrhyt hm di sorders 0.7131 Non-fatal cardiac arrest 2
(<0.1% 3 (0.1% 1.442 [0.241 - 8.632] Cardiovascul arsurgery 23 (1.0%
WO 2009/144550 36 PCT/IB2009/005587

i1.17. Results relating to the prevention of cardiovascular death in patients with a

structural heart disease

From the 4628 patients included in the trial, 2301 were part of the group treated
5  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
10  of 33%.

iI.18. Resulis relating to the prevention of cardiovascular hospitalization and
death in patients with a congestive heart failure defined as NYHA class il in a

stable hemodynamic condition

15
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 Il congestive heart failure in a

20  stable hemodynamic condition were part of the placebo group and 91 patients
with NYHA class Ill congestive heart failure in a stable hemodynamic condition
were part of the group treated with dronedarone hydrochloride.

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

25  dronedarone hydrochloride.
Caleulated relative risk was egual 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
30 tfime.

11.19. Results relating_to_the prevention of cardiovascular hospitalization and

death in patients with_congestive heart failure defined with a reduced left
veniricular ejection fraction below 0.35 in a stable hemodynamic condition

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 condition as defined by a reduced left ventricular ejection fraction
40  below 0.35 were part of the placebo group and 92 patients with congestive heart
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fallure in a stable hemodynamic condition defined with a reduced left ventricular
ejection 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 freated with
dronedarone hydrochioride.

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 ill

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

At randomization, 109 patients with NYHA class Il congestive heart failure in a
stable hemodynamic condition were part of the placebo group and 91 patients
with NYHA class 1ll congestive heart failure in a stable hemodynamic condition
were part of the group freated with dronedarone hydrochloride.

21 evenis were reported in the placebo group versus 12 in the group treated with
dronedarone hydrochloride.
Caloulated relative risk was equal to 0.66, i.e. a decrease of death of 34%.

[il.21. Results relating to 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 456%.
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21 (0.9% 21 (0.9% 0.949 [0.518 - (hypotension, hypertension; except
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.22, Results relating to the prevention of death in patients with congestive heart
failure in a stable hemodynamic condition as defined as NYHA class Hll and by a

reduced left ventricular ejection fraction below 0.35

Placebo Dronedarone 400mg
BID
(N= 23) (N= 24)
Number of events, n 19 13
Median survival [85% Cl](day) 254,.0{131.0; | 487.0[182.0; NA]
293.0]
Cumulative incidence of events at & 0.3481{0.153; |0.292[0.110; 0.474 ]
months [95% CI] 0.542]
Cumulative incidence of events at 1 year] 0.696[0.508; |0.375[0.181; 0.569]
[95% C1] 0.884]
Cumulative incidence of events at 2 0.837 [0.680; [0.578]0.368; 0.788]
years [25% Cl] 0.983]
Endpolnt'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% Clla 0.523 [ 0.256; 1.070]

1.23. Resulis 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
10  with dronedarone hydrochloride,

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

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

11.24. Resulis relating to the prevention of hospitalizations associated with class
IV _congestive heart failure, that is for patients who developed congestive heart
20 failure

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



10 (0.4% 3.159 [0.869 - deep vein thronbosis 11. 4781 WD

2009/ 144550PCT/ 1 B2009/ 005587 - 43 - Worseni ngheartfailure, including
pul nonary edema or dyspnea of cardiac origin 92 (4. 0% 78 (3. 4% 0. 805
[0.595 - 1. 089‘1 Ventricul ar extrasystoles 1 (<0.1% <0 19 973
[0.061- WQB08EGFOVent ri cul ar tachygardia (non- TABA00sSsT

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%.

H1.25. Resulis relating to the prevention of cardiovascular hospitalization or death

in patients with coronary heart disease

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

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
15  group treated with dronedarone hydrochloride.

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

20 Calculated relative risk was equal fo 0.733, i.e. a decrease of cardiovascular
hospitalization or death of 27% in patients with coronary heart disease
(P=0.0002).

11.26. Results relating to the prevention of cardiovascular hospitalization for
25  patients with coronary heart disease

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

30 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 freated
35  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).



6 (0.3%9 6 (0.3% 0.952 [0.307 - sustained and sustai ned) 2.9513
Ventricular fibrillation 1 (<0.1% 1 (<0.1% 0,943 [0.059 - 15. 083]
Q her ventricular arrhythma 0 (0% 1 (<0.1% NA
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111.27. Re'sults relating to the prevention of 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.

66 events were reporied 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).

I11.28. 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 28 in the group treated with
dronedaroneg hydrochloride.

Caiculated relative risk was equal to 0.602, i.e. a decrease of cardiovascular
death of 40% (P=0.0355).



-44. . 111.31. Results relating to the prevention of cardi ovascul ar
hospitalization not due to a supraventricular arrhythma such as atrial
fibrillation or flutter Placebo N=2327 Dronedarone N=2301 HR (95% a)
non- AF cardl\gvas uI ar 855 [0. 753 Any hospitalization 51 g 0% 438
(19.0% O 38 at ed 1. 094 42464 At her oscl el GETEPR8 .
ot herw se specifi ed)

.28, Results relating to the prevention of cardiovascular hospitalization and

death in patients with cardiovascular risk factors

N HR (95% Ci)
Age = 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)
jor cerebrovas i
i:iystemic eribjil:;acc’dem 616 0.80(0.62,1.02)
Left afrium diameter >= 50 mm 955 0.77 (0.63, 0.24)
LVEF < 0.40 338 0.72 (0.51, 1.00)

Consequently, these resulis show a decrease of respectively 25%, 23%, 25%,

5  20%, 23%, 28% of cardiovascular hospitalization and death in patients with at

least one of each above cardiovascular risk factors.
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11 (0.5% 2.0.701 0.730 [0.511 Myocardial infarction or unstable

angi na 52 (2.39% _ 1.040] Stableor angina pectoris 0.962 [0.655
atypical chest pain 53 (2.3% 51 (22% _ 1.412]
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1,30, Resulis relating to the prevention of cardiovascular hospitalization

Placebo Dronedarone | HR (95% CI)
(N=2327) {N=2301)
Any cardiovascular| 859 [(36.9%)| 675 | (29.3%) |0.745[0.673 —
hospitalization 0.824]
Atherosclerosis related (ifnotf 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 orl 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 —
1.5011

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 1(<0.1%) 3 (0.1%) | 1.44210.241 -

' ' 8.632]
Cardiovascular surgery| 23 [ (1.0%)| 21 (0.9%) | 0.85210.472 —
except cardiac 1.540%
fransplantation

Implantation of a pacemaker,| 29 | (1.2%)| 32 | (1.4%) |1.041[0.630
ICD ot 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 orf 3 |(0.1%)} 10 | (0.4%) |3.159[0.869 -
deep vein thrombosis 11.478]




0._ 822 [0.474 Syncope 28 (1.29% 23 (1.0% 1.427] TIA or stroke (except

I ntracrani al henorrhage) 43 (1.8% 32 (1 A% 0.74.12 .[107.24169 Non-fat al
cardiac arrest 2 (<0.1) 3 (119% 1.504 [0.251 - 9.000] Cardiovascul ar
surgery exce&t cardi ac transplantation 28 (1.29% 24 (1.0% 0.85131107.24195
| npl ant at i on" 8P 8 faemaker, 56 46 (240% 0.819 [0. 558 CT/IB2009/005587

Worsening heart failure,| 92 | (4.0%)| 78 | (3.4%) | 0.805 [0.585 |

including pulmonary edema 1.089]

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%) 10.952 [0.307 —

sustained and sustained) 2.951]

Ventricular fibrilation 1 [(=<0.1%) 1 (<0.1%) 1 0.943 {0.050 —
15.083]

Other ventricular arrhythmia 0 {0%) 1 {<0.1%) NA
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| CD or any other cardiac device (2.4% 1. 2101 Transcutaneous coronary,
cerebrovascul ar or peripheral procedure 40 (1.7% 31 (1.3% 0.773 [0.484 -

1. 235] Bl ood pressure (hypotension, hypertension, not syncope) n" (1.17)
0.960 [0.554 - 1. 662! Car di ovascul ar infection 0 (0.2% NA I\/aL or bl eedi ng
(requiring tWe /14455 o 960 [0. 566 ad. PCTIB2009/005587

111.31. Resulis rejating fo the prevention of cardiovascular hospitalization not due

to a supraventricular arrhythmia such as_atrial fibrillation or flutter

Placebo Dronedarone |HR {95% Cl)
(N=2327) - {N=2301)
Any non-AF cardiovascuiar o 0.855{0.753
hospitalization 511 | (220%) | 438 | (19.0%) | "' 979
Atherosclerosls related (if not N 1.094 [0.464
otherwise specified) 10 ] (04%) | 11| 05%) | 7 5 575
Myocardial infarction or unstable o 0.730 [0.511
angina 71 (3.1%) 52 (2.3%) ~1.045]
Stable angina pectoris or 0.962 [0.655
atypical chest pain 53 (2.3%) 51 (2.2%) - 1.412]
0.822 [0.474
Syncope 28 (1.2%) 23 {1.0%) ~1.427]
TIA or stroke (except infracranial 0.742 [0.469
hemorrhage) 43 (18%) | 32| (4% | T 47p)
. 1.504 {0.2561
Non-fatal cardiac arrest 2 (<0.1) 3 {0.1%) _g. {1300]
Cardiovascular surgery except o 0.853 [0.495
cardiac transplantation 28 (1.2%) 24 (1.0%) ~1.472]
Implantation of a pacemaker, 2 0.819 [0.555
ICD or any other cardiac device %6 (2.4%) 46 (2.0%) —-1.210]
Transcutaneous coronary, 0.773[0.484
cerebrovascular or petipheral 40 {1.7%) 31 {1.3%) - 1,235]
procedure
Blood pressure (hypofension, 0.860 [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)
Puimonary embolism or deep o 2.71310.864
vein thrombosis 4 (0.2%) B (0.5%) —-8.521]
Worsening heart failure, 0.787 [0.595
inciuding pulmonary edema or 113 {4.9%) 89 (3.9%) —1.039]
dyspnea of cardiac origin
Ventricular extrasystoles 1 {<0.1) 1 {<0.1) 132% [852?3
Veniricular tachycardia (non- o 0,857 [0.288
sustained and sustained) 7o %) | 8 ) (03%) T geqy
Ventricular fibriliation 1| oy | 1| o 0290 [&%?2
Other ventricular arrhythmia 0 {0%) 1 {<0.1} NA

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



nore units of blood or any intracranial henorrhage) 28 (1.2% - 1.628]
Pul nonary enbolism or deep 2.713 [0.864 vein thronbosis 4 (0.2% 11
(0.5M _ 8.5211 Worsening heart failure, including pulnonary edema or
dyspnea of cardiac origin 113 (4.9% 89 (3.9% 0.787 [0, 596 -1. 039]
1. 005 [0.063VEHPIH%eWl ar extrasystol esys . PCI/AB2009/005587
first cardiovascular hospitalization not due to a supraventricular arrhythmia (HR
[95% Ci] 0.855 [0,753 - 0.972]). As noted below, the lower number of non-AF/AFL
hospitalizations on dronedarone was mainly due {fo fewer hospitalizations for

worsening heart failure, Ml or unstable angina, or stroke or TIA



1 (<0.1) 1 (<0.1) _ 16.062] Ventricular tachycardia (non-sustai ned and
sustained) 7 (0.3% 6 c, (0.3 4) 0,857%¢.0.288 - 2.550] " 0.997 [0.062
Ventricular fibrillation 1 (<0.1) 1 (<0" ' I - 15.940] OQher ventricul ar
arrhythma 0 (0% 1 (<0.1) NA WD 2009/ 144550-- PCT/ 132009/ 005587

What is claimed is:

1. A method of decreasing a risk of cardiovascular hospitalization in a patient, said method
comprising administering to said patient an effective amount of dronedarone or a
pharmaceutically acceptable salt thereof, twice a day with a morning and an evening meal,
wherein said patient does not have severe heart failure, (i) wherein severe heart failure is
indicated by: a) NYHA Class 1V heart failure or b) hospitalization for heart failure within the
last month; and (i) wherein said patient has a history of, or current, paroxysmal or persistent
non-permanent atrial fibrillation or flutter; and (iii) wherein the patient has at least one
cardiovascular risk factor selected from the group consisting of:

i. an age greater than or equal to 75;

ii. hypertension;

iii. diabetes;

iv. a hislory of cerebral stroke or of systemic embolism;

v. a left atrial diameter greater than or equal {o 50 mm; and

vi. @ left ventricular ejection fraction less than 40%.

2. The method according to claim 1, wherein said cardiovascular hospitalization is

hospitalization for atrial fibrillation.

3. The method according to claim 1, wherein the administration of dronedarone or

pharmaceutically acceptable salt thereof prevents cardiovascular hospitalization.

4. The method according fo claim 1, wherein said patient further receives a diuretic-based

treatment,

5. The method according to claim 4, wherein said diuretic is a non-potassium-sparing

diurstic.

6. The method according to ciaim 1, wherein the dose of dronedarone administered per day,

orally, is less than or equal 800 mg, measured in base form.

7. A method of treating a patient with a recent history of or current atrial fibriliation or flutter,
said method comprising administrating to said patient a therapeutically effective amount of
dronedarone, or a pharmaceutically acceptable salt thereof, twice a day with a morning and
an evening meal, wherein said patient does not have severe heart failure, (i) wherein severe
heart failure is indicated by: a) NYHA Class IV heart failure or b) hospitalization for heart



45 first cardiovascul ar hospitalization not due to a supraventricul ar
arrhythma (HR [95% ClI] 0.855 [0.753 -470.972]). As noted bel ow, the | ower
nunber of non- AF/ AFL hospitalizations on dronedarone was nmainly due to
fewer hospitalizations for worsening heart failure, M or unstable angina,
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per si st ent n6n %&ﬁ%{nent atrial fibrill at| on or flutter; and (H) wherein
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have severe haaragefgmdt&rrtban ¢ gquahter#si; n severe heart failure is indicated
by: a) NYHA Class IV.heart failure or b) hospitalization for heart - 47 -
failure wthl'rpypﬁréqé& nonth, and (H) wherein said atrial fibrillation or
flutter is nmndapbaasteanent and is paroxysnal or persistent; and (H) wherein
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t her eof Claswi\e Beart thélyrewi t h a nor ni ng and an eveni ng neal to a patient in
need thereof, wherein said patient does not have severe heart failure, (i)
wherein severe heart failure is indicated by: a) NYHA Cass IV heart

failur e1{_01r‘1“ria)méthetﬁ)bt ca#af'rrzatWImnelh e durainistrhior efrsaidveffeiive aheurtdsmaimbiidyd, and

OD wher |n“s atri f|br|IIat|on or flutter is non-pernmanent and is
par oxys Pt §7° @r"é’?'% nt; and (H ) wherein the patient has at |east one
cardi ovascul ar ri sk factor sel ected fromthe group consi st ng of: i. an age

greater or,, equ 7 H. .h rte on; bet es: a history
of cer eﬂ)i'al é??tgﬁ‘g g?la' 1 s@?‘( %%ﬂ'&gg‘ﬁB’B\Sp@{r’ﬂ Qfsag eff%p "?"P?lﬁﬁ %i anet er
gr eat er dichadlarone e0a phariracbtioaty acuegtable salt thereof is maintained to decrease the risk

of cardiovascular hospitalization.

12. The method according to claim 1, wherein said patient has a history of paroxysmal or

persistent atrial fibrillation or atrial flutter.



vi. a left ventricular ejection fraction | ess than 40% 9. The net hod
according to claiml1l, wherein the sevefge heart failure is indicated by NYHA
Class |V heart failure. 10. The nethod of claim 1, wherein the

adm ni stration of said effective anbunt is maintained for at | east 12

mont hs. 11. The nethod of claim 1, wherein the adm nistration of said

effectiy nmoun f .dronedar one .or ,a armaceutical L.y acceptable salt

Sher cot 1B Rngd ot oRD E dRISTREE ool R M i B RERy 38).ord, s
hospi t aldszaharosr.eqlidl 800hag,metdmckbdiotasdiong. t o claim 1, wherein said patient
has a history of paroxysmal or persistent atrial fibrillation or atrial
flutter. -48- 13. The nethod of claim8, wherein the dose of dronedarone

adm ni stiér ek pethodalaim dr ahéngin the skbess hbbdmilore iednadidatBDBy ingspitaeaton &d i n
base form d claim1l, wherein the severe heart failure is

4. T th
i ndi cat 883’6{?]“%&‘%'9&'6%%%2%% W% or heart failure within the last nonth. 15.
The nmethod of claim7, wherein the severe heart failure is indicated by
NYHA C |V _heart fail .16, Th t hpd. of .cl ai : in t
near t f dpt UiemPERRRr Rl oo RtinetRutieqr Rk { riictledng MR8 Chage 16, 2014 °

of cl ai earifadherein the severe heart failure is indicated by
hospitalization for heart failure within the last nonth. 18. The net hod of
claim8, wherein the severe heart failure is indicated by hospitalization
for hean6. Tra hathed of tihinnd twieerbiadite srtdhearlBiluréheintiebizddyaddaes dilarg Vo cl aim
1, wherﬁi n qu risk factor is an age greater than or equal to 75. 20. The
nmet hod 8%% Frﬁ’g to claim7, wherein the risk factor is an age greater than
or equal to 75. 21. The nethod according to claim@8, wherein the risk
factor i n a reater_than .or, equal to 75. 22. Th thod., according to
ci o m 11T PR RESRFLE Witeing SR i CRLyra b TR SRR R i ng
t o cl ai heatt faibeneihin theeastingdotf.act or i s hypertension. 24. The net hod
according to claim8, wherein the risk factor is hypertension.

18. The method of claim 8, wherein the severe heart failure is indicated by hospitalization for

heart failure within the iast month.

19. The method according to claim 1, wherein the risk factor is an age greater than or equal
to 75.

20. The method according to claim 7, wherein the risk factor is an age greater than or equal
to 75.

21. The method according to claim 8, wherein the risk factor is an age greater than or equal
fo 75.

22. The method according to claim 1, wherein the risk factor is hypertension.
23. The method according to claim 7, wherein the risk factor is hypertension.

24. The method according to claim 8, wherein the risk factor is hypertension.



