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USE OF PDE Il I NH BI TORS FOR THE TREAMENT OF
ASYMPTOVATI C (OCCULT) HEART FAI LURE BACKGROUND OF THE

WO MEDRS4SGN 1. TECHNI CAL FI ELD The i nventi on r ebPGE/EB2006068231

the use of a phosphodi esterase type Il (PDE I11)
inhibitor or a "Ca +-sensitizing agent" or a

phar maceutical ly acceptabl e derivative thereof for the
preparation of a nedication for the reverse

r enodel | |n ﬁf thehegrt ofRa pat i ent Wi t h

onset of clinical s E INFCRMATIC]\I
Heart failure is di%ﬁ%es (1 SACHC -
Stages - Cass | - Ill). The pathol ogy of the heart

begins with | SACHC Class | in which cardi ac nurnur or

1@RO HMrTI@E\IIEWMQN but no clinical synptons
?ﬁ—f@qﬁf@gt 1gss | or occult stage) It is known

e progress of heart failure is associated with
Ahe imendaseeloés tohthe sisz ef of phidsphdiiatdrasel tape LIl aPBE 111) inhibitor or a

carndi onyopathy (DCM the ratio of left ventricular
e REREHE R S %rhanﬁfanna?%%@ afeePipbls WSEERE dhereof for  the

%@ﬁarﬁh&? Hﬁfaeﬁlgﬁl@ﬁﬁ)noforttﬂ@ BN HSRRIeBingt e R ﬁera?tl ofaﬁl Gatient with
rcuspli d valves are increased in proportl on to

magwitdnnde (ofcudthdndefaildie adi their dmadmet@fmhemammptoms
caused primarily by e.g. genetic abnornalities ar
secondarily e.g. due to valvular insufficiency both
resulting in cardiac volune overl oad. However, it

i nvol ves usual |y cardi ac renodel i ng that may be
%IeBAGK@l%@Ub@n@}{@%Mp‘rﬂ% on, nol ecular, cellular, and

BBkt El RN 95 AT SALE (RACTIER Khaf CPRNOTS m). The

) and

pz&]iﬁld@ bf 0@ heartgeaialitly ISRCHAVERSET $i gmloan&rcﬂmm krﬁl(ﬂmhﬂ or cardiac
heart failure gr ogressi on. Reverse cardi ac_renodel | i ng
@‘@Hﬁ)eg salpresmeph dui pe sHRENT sYSIPIOBRREE Frasenuf(dagshietragepult Stage). It is

m ?'tﬂe 1% gbe()fi‘ﬁé/arpﬁ&lufer ?ddsgd %ﬂ %thfatﬁcilﬁgl%gé% of the size of the
a er

rgeyon tOfTHtIC relief rat
heart. In dilated cardlomyopathy (DCM) the ratio of left ventricular wall thickness to

chamber diameter is decreased and the circumferences of the annuluses of the mitral and
tricuspid valves are increased in proportion to the magnitude of chamber dilation. DCM
may either be caused primarily by e.g. genetic abnormalities ar secondarily e.g. due to
valvular insufficiency both resulting in cardiac volume overload. However, it involves
usually cardiac remodeling that may be defined as genome expression, molecular, cellular,
and interstitial changes manifested clinically as changes in size, shape, and function of the
heart. Cardiac remodelling is generally an adverse sign and linked to heart failure

progression. Reverse cardiac remodelling is a goal of the treatment of heart failure therapy.

Heart failure therapy has traditionally focussed largely on symptomatic relief rather than
on addressing underlying disease problems. Many dogs with symptomatic DCM have a
very guarded prognosis (Monnet et al., 1995), with Dobermanns in particular generally
experiencing only short survival times (Calvert et al., 1982; Calvert et al., 1997). There

have been few studies examining the influence of treatment on survival in dogs with
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on addressing underlying di sease probl ens. Many dogs
Wi th synptonmati ¢ DCM have a very guarded prognosis

W@ Momastsiet al ., 1995), with Dobermanns in parRGCTEP206/068231

general |y experiencing only short survival tines

(Calvert et al., 1982; Calvert et al., 1997). There

have been few studi es exam ning-the influence of

treatment on survival in dogs wthsynptomatic DCM

al t hough a subanal ysis of the dogs with DCMin the
pinyeomptigP(onkiaough 4 spraselpieraf tha dogpevitho DGMannbatlIVE study
R ol TR 18t 5l TP g OTRGLRGsvine cnatapri
{dohparag@ith @lacabo (1420 8grsusFo.5 ldeysvhaipestivelyal (Epaket etva., 1998). On
i notropic agents have | ost favour in the treatnent of )
Grrdiic ord Qopitivaiinqiiogic 3eepisrhane st farpsin the treant of chronic heart

Peﬁ??fesin l‘ﬂrﬁa%r a@ieﬁ‘tgrﬁl??%:eﬁtf }/éalfél, @Lhtg‘r 5%M1%@J:Ieﬂfe@n%}(§%gﬁlecd adverse effects

ects on urvi va esp te'short-term
terefvivas deRaekeortetrnalhemod@finic Gomdfey (BackeSkenk, 1991; Cowley and

994) ecently jt has been suggested that cal cium .
i {995-3566 bt iia%rgse_nr BEEPYE] MApGUTTHT ST iFiGTE Gfs may result in
SdshBetifottbfib OtfEctPHAANG RETR AT oRe dthRe AEple38reelf(BTRling calcium
(i ncluding cal ciumoverl oad) associated with nore

tvealdad) apsiciagls iwithy endmotindipesal spehities idathepeaniuck, as dobutamine,

anrinonedanq.nilrinone. In | SACHC Cl ass | stage heart
AW SN h cardi ac nurmur or cardi ac chanber

enl argenent, but no clinical synptons are present,

t hera % woul d have two ggﬂecpives: - reduce the '

blal&ﬁfﬁ i Elashdntres bgart felug, e rishioh saghac permener cprdgac chamber
r & = " e Melel e

RO I AR ot SN SRS L A 26! s

fliere is currently no drug avail able wi ch has proven

to be efficacious in the reduction of the Eatholog&c
changduest thenhpathplegiss Flsgeorf tthe di@gntionsook e hetrpgfo the normal

par angl e Si. [ eVErSE LejRaghbhng", at asynptomatic
st age ISAdﬁC ass F?gHA S%de has been published

wi th priobngskee e AQH onsétrdfichinicalr syniptorhdre asynpt omati ¢
stage, but no therapeutic effect was shown (SVEP -
Trial), neither a reverse renodelling nor a

MEREARIBEIOR @lrehf}€ no drug available wich has proven to be efficacious in the
reduction of the pathologic changes of the dimensions of the heart to the normal parameters
“reverse remodelling”, at asymptomatic stage (ISACHC Class I). A study has been
published with the use of ACE — Inhibitors in the asymptomatic stage, but no therapeutic
effect was shown (SVEP — Trial), neither a reverse remodelling nor a prolongation of the

time until onset of clinical symptoms.

When the pathology progresses also clinical symptoms are present (Class II or III) and for
this stage, several drugs showed a benefit in quality of life and some also in survival time.
One of these drugs are phosphodiesterase type III (PDE III) inhibitors or “Ca®*-sensitizing
agents”, for example cilostazol, pimobendan, milrinone, levosimendan, amrinone,
enoximone and piroximone TZC-5665, etc. Rather than increasing calcium entry into

cardiac myocytes, calcium sensitisers achieve their positive inotropic effect by sensitising
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time until onset of clinical synptons. Wen the
pat hol ogy progresses also clinical synptons are

wpewgeswsi{ Class Il or 111) and for this stage, PEGEER06G/068231

drugs showed a benefit in quality of life and sone

also in survival tinme. One of these drugs are

phosphodi esterase type |1l (PDE-111) inhibitors or
"Ca2+-sensitizing agents”, for exanple cilostazol,

pi nrobendan, mlrinone, |evosinendan, anrinone, o '
daeeniretide Rrcips foRKivme cTPeBeEEciug; by algring the biading of calcium

R T IEP LT bR Bl BB X0, spripsne ety
afdi@&ctony of s hdvesdengffdies 60 By toadlicl tatcipmodeirioad.t dncreased cytosolic
exi sting cytosolic calcium by altering the binding of

BBy IAVER t FRVE r g8 ndsiecatervgith @R ngcigagsds fenfgaey for arrhythmias and

LaLs ﬁgitﬁ. Glifie iy 0?34;@-%[{}13@9 of bl igpﬂoﬁé?ﬁ{n‘? BY h@UR fftients with
some of the adverse e cts of cytosolic calcium
laetr fadauet. hava cleemastcht@aly 110 sopioserneantcin unxetope ebkrdnay and @eality of life

associ ated with_an i ncreased tendency for rhyt hm as
WRBOW St rabnpdy e SO RN SRl 21%5‘?5 ?tcﬁ(ﬁ-gl?ai%é %&?s% 25y 1992)

oral pinmobendan in human patients with heart failure
have denonstrated an inprovenent in exercise tolerance
Bl prpbieini vydeglying the pwksehtoinyergiognivdsi toamovige advetigaion, which allows

effects on surviyal (Kubg et al., 1992; Ka t al.
SooSFaertE FRGHERLAALRT S mgTio ot aErroryBholipr e heart o
WaScd e PRIOWT @ tRinPREEGR i MsymPioathtiahk S naist Re i(TBNERS Tlass 1).
the tinme without clinical synptons and to renodel the

size of the heart to reduce the risk of death in
patients with asynptomatic heart disease (I SACHC d ass
). BRIEF DESCRI PTION OF THE I NVENTION It has

BRIFF DESORIpTIeRe OF DHEANMENTIONSphodi est er ase type

Il (PDE I'll) inhibitors and/or Ca2+-sensiti zi nlg%‘ o

Kbenswprigpglydiesp foush thabehrsahodiesterasehig Hh¢BRE IR inkjbitors and/or
€ e, dey vat § e be. use

oSk iy P R LA °8, U MRSy s

duriviativesnbatofodandeiwed fdr tisyprppaasoraeith fodicitivm abée tcprottmg the time

of .the hearf size in case f asynptomatic (o cultﬁ% )
Hulr e GeRag S PadS HiRofen M8 BER LA oRear fige in cases of
IRUBRIhAR (&L A BSart RilRrdTREN G nhohaguotiven of the

héart size in cases of

Moreover, the invention relates to a method of reduction of the heart size in cases of
asymptomatic (occult) heart failure, e.g. asymptomatic DCM, which method comprises
administering to a patient having an asymptomatic heart failure, e.g. asymptomatic DCM,
an effective amount of an PDE III inhibitor, preferably pimobendan, or a pharmaceutically

acceptable derivative thereof.

Furthermore, the invention relates to an article of manufacture comprising packaging
material contained within which is a composition effective to prolong the time until onset
of symptoms and to reduce the heart size of a patient having an asymptomatic (occult)
heart failure, e.g. asymptomatic DCM, and the packaging material comprises a label which

indicates that the composition can be used to prolong the time until onset of symptoms and
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asynptomatic (occult) heart failure, e.g. asynptomatic
DCM whi ch nmet hod conprises admnistering to a patient

whoragesan asynptomatic heart failure, e.qg. PCT/EP2006/068231

asynptomatic DCM an effective anount of an PDE |1

i nhibitor, preferably pinobendan, or a

pharmaceutically acceptabl e dedivative thereof.

Furthernore, the invention relates to an article of

manuf act ure conpri sing packagi ng material contai ned

iR teHnge thmhzehrtusszeaofc@ rm@@it thagigednf esypipjamatis acshlbnbearhilure, e.g.

ztlslyrrnlg)tol’rlﬁz}t{cl er in 3 t 2 ggsn%]ndc%r% & %(sj% %agthoe I'ﬁﬁ &H inhibitor or
a pati en aV|ng a 6ecuf

he@st - sbiasithiniee , agenty. prafeyipy qﬁﬁiope‘ndaﬁij\/l oralad phhﬁlaceutlcally acceptable

packagi ng material conprises a | abel which indicates

doiyptiyg@c®ehposi ti on can be used to prolong the tine

until onset of synptons andto reduce the heart size of

a patient having an asynptomatic (occult) heart

failure, asynptomatic DCM wherein said

ﬁﬁﬂ@%ﬁ%ﬁ@ﬁ%@ﬁ@ﬁ&éﬁe Bye8RESoly i mopendan.  or
BhP hVerREE YEaea! bYmacrepsrap! %f oldMfeld€ (YREMROPDE IMI) inhibitor,
DETAI LLED DESCRI PTION OF TH ENTI ON The i nvention

prefeatbdys at BDEhEI ustebiodr, a ﬁﬁ%spmﬂmmmsmgﬂasermyB@ElHI1dnbum'whmh

PDE 111)..i nhibitar. f erably bi inhibit
SO R e g S S e L A R
ﬁi@hﬂnm&lﬁcﬁgdwcb@aaklcﬁéneﬁh@ tHeRe 53 ithd PicPgra@bl 8€h Snedication for the
(Ca2+-sensitizing agent) , or a pharmaceutically

piokeagatin ef dher Hiat lilrwé qnﬁ@r@éo«fhrfl@ﬂl symetenephihst hesrt dseage and the
IIEBQJ: fo%t #fot LQz{rt EIP of %_g) 8&9%‘;&%1?1% a?lfzﬁgllﬁﬁ ottﬁdaqg (Hpéulltgrlllaart failure, e.g.

onse Ti'ri'ca {'ORE 0 ease

Adyept@natt DONL of the heart size of a patient having an
asynptomatic (occult) heart failure, e.g. asynptonatic
DCM The term"PDE Il inhibitor" as used herei nabove

eipREl qW Nifligh&S Lo PRASRRRMSFIET AR HeRReldy ! relates
?ﬁi%ﬁlors V\hilﬁlch plr event break %ovvn ao? CAWMP to 5' XI\/P relates 1o
pl'ftdplhddﬂatame r(PDiEm il hﬂub]ftcﬁre,c:\t/hloh peARR lanakioomeifrc AVIRas §'AMP and
%ﬂ(sj n%qu‘c%{n S'heecg eca‘}rg/f (r:‘g eprrotein kinase and other secondary messenger

activation.

The effects of PDE III inhibitors are as a rule positive inotropy and vasodilatation, which

reduces the afterload patients with heart failure feel better.

The term Ca**-sensitizing agent relates to a compound which increases the Ca®* sensitivity
of cardiac contractile proteins, i.e. increase the developed contractile force at a given

concentration of Ca>*,

Preferred PDE III inhibitors or Ca’*-sensitizing agents are cilostazol pimobendan,
milrinone, levosimendan, amrinone, enoximone and piroximone TZC-5665 or
pharmaceutically acceptable salts, derivatives, metabolites or pro-drugs thereof. Most

preferred are pimobendan and levosimendan, or pharmaceutically acceptable salts,
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activation. The effects of PDE Il inhibitors are as a
rule positive inotropy and vasodil atati on, which

w0 20086514 he afterl oad patients with heart faibPUFEPTSEG68231

better. The term Ca +-sensitizing agent relates to a

conpound whi ch increases the Ca + sensitivity of

cardi ac contractile proteins,-b-e. increase the

devel oped contractile force at a given concentration

of Ca +. Preferred PDE Il inhibitors or o
daativesn gietdbelitey aguatdsugsr Bieggof odivar anorefdirpfisiyed digpimobendan and
BhotloPRaR, HEASEER R, I A BE oo P TRRGRLRY gocepabte st
&alvativestpktabalitev esSprondrh@gbiabicbes or pro- drugs thereof.

Most preferred are pinobendan and | evosi nendan, or

phar maceutically acceptable salts, derivatives,

] ite pra- grugs . gheregof .z E 1T
%‘r?ﬁeoigl?#a!gd ?‘S 8%|nm) eng’gn QLH%IQI e%osﬁ’r?e%ﬁg(%f) rEE(/zgﬁln% r tel:loxyp henyD-1H
e frhidnsd 5@ ]-p+ metherdiaH)- pphdazonae ent fioc akhiyiplacdigposathlie EP 008 391

%?%gq%%%ﬁ%%ﬁ%ﬁsﬁyg ;},Pglg%%rﬁg (%;ivgtri\%. I(rjlr lﬁlz?rtslcglgr? rlg\(f)gsimendan is
Bnreri hydr o- Grel 2- %Hﬁt hoxypherylp) '-{1HQ§,BZTéHaﬂf<¥rQJ¢-methyl-6-oxo-3-
- p e

5-yl]-5-net hyl - 3( yri dazone, s for exanp
pirstakios Bphdanyl | ERIre @8n@etopBhediniaileo sidrbardzaenidgscaibed earlier for example

VA - dind 11 deri ' In particular,
RSP AAR- AS P RS Rabln ¢ o
(R-[[4-(Il,4,5, 6-Tetrahydro- 4-net hyl - 6- oxo- 3-
ri dazi nyl ) phenyl ] hydra zono] propanedi nitril e and has
rferde sSeptidnE d ag arsedl dierdingboa atngl aerembew2 2cigpp4o aysanimal or a

]ﬁerg’é&la&%g a%na% #ﬁho?na%@gbg Zt’) h-gglff f%iﬁ{rgn e Qaésjyﬁ‘\:i)ttomsz&ol?égg The term

er el nabove a er el nbel ow relates to“an”anl na

nrrisen Babrdatgs Aamasy Rdhongirintatésoacluliing hosans. fail ure,
e.g. asynptomatic DCM The term "patient" enbraces
manmmal such as primates including humans. I n addition

ﬁloadﬂit'iiﬁ'i% Pi VALLELY oP bkt ﬁ%&n@%‘ﬁe FAR PR cHHGRE B Yhe method
accor ing%t (T)nat%hs’e mst‘%]%g o%ht e present inventbdl%gn. ﬁ1%or © metio

ofithe aresent inemmah. oriimtdned) mgmbnats, metudingninttedt timjted omspws, sheep,
goha%s? FPl’orses, dogs, cats, guinea pigs, rats or other bovine, ovine, equine, canine, feline,
rodent or murine species can be treated. However, the method can also be practiced in

other species, such as avian species.

Preferred are human patients, dogs, cats and horses. Human patients are female or male
person, having an asymptomatic (occult) heart failure, e.g. asymptomatic DCM. As a rule
such persons are children, young adults, adults or elderly people with an age of between 6

and 80, preferably between 30 and 65 years.

The term “asymptomatic heart disease” as used hereinabove and hereinbelow relates to any
contractile disorder or disease of the heart without clinical symptoms of heart failure.In
particular, it relates to heart failure of ISACHC - Stages — Class 1. More particular, it
relates to a DCM of ISACHC — Stages — Class 1.
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goats, horses, dogs, cats, guinea pigs, rats or other
bovi ne, ovine, equine, canine, feline, rodent or

wOorRnragsspeci es can be treated. However, the nRETIBRRO0EO68231

al so be practiced in other species, such as avian
species. Preferred are human patients, dogs, cats and
horses. Human patients are fenfike or nmal e person
havi ng an asynptomatic (occult) heart failure, e.g.
asynptomatic DCM As a rul e such persons are children,

“y“hfu ﬁrgmdaeqlchon &b uhe Beagh sigg”dey pspddsspnabong wpd éilﬁreé@@lom relates to a

r.F LIRS o? @8 ds1§ 0, Echeef %ﬁaltt) | %/f tV\/%IQntSOW 1'819 35 d a%ralos%d using the
erm asynp OITHtI C hear I Sease " as use

dubbedrdpigapaycad heig abedouptomhad escctip) hewyt fdltd, Q. iakgmptomatic
di sorder or disease of the heart w thout clinica

ﬁ%tons of heart failure.In particular, it relates to
heart failure of ISACHC - Stages - Class | . Mire
particular, it relates to a DCM of | SACHC - Stages -
Thasenl “pidiengacépm vmikdeuset ofi aihichheyheamts’say elSedadereinabove and
used her ei nabove and herelnb low relates to a

lFeéGIIBEQPWnr%‘FeSt f th AEngrqm (lipgnosing ofhe; ghangey obfhe heart until the

Whiifind 8f diRan Q?ﬁﬁtoiﬁs' JFheh R 2aiREN AR FaflicQBH 2P Rate @Rthe prolongation
haV|ng an asy matic (occult) heart failure, e.g.

ﬁisl}llh@til@ hature OEIS\ACHﬁéIlangrm Cgia&sllbmlghﬁllrfdmr torflags Idhdemore particular

RS hobf Bla SRS Eopy st I SO el Class 1 and

ah@BOR18fs ilhe heart until the begi nning of clinical
synptons of heart failure. In particular, it relates

to the prolongation fromheart failure of | SACHC O ass

'i"hé ?enqi' AKPec 1{; apw%uflt;‘l r&shﬁgedt Bereth AR nlsI An ]a}n%ulqo gu?flcf‘lent to achieve a

particular re e prolongation trom hea
Iﬁlaldnlgﬁt(ﬁorﬂf)f heMimé uhtﬁﬁ@i‘d@ oflctigigall s;&@t@na&ﬁd II’edlamibn of the heart size
further to G ass || The term"effective anount” as
WaEH sHe it Iﬂeabi&lt%nora% (HENSiRg aEanis AEMIUTHTEYdn 4 single dosage

Rl ongation of the tinme until onet of clinical
synptons and reduction of the heart size when said PDE
I1l inhibitor or Ca2+- senS|t|Z|ng agent is

ggcrgrclilllngttoe raef(ljlrtiler f:m‘gocf1 1%ent gf tﬁe %esent invention, the PDE III inhibitor and/or

Ca”*-sensitizing agent is administered in combination with a second active therapeutic

agent. Such a second active therapeutic agent is preferably selected from the group

consisting of calcium channel blockers, ACE inhibitors, diuretics, platelet inhibitors, beta

blockers and angiotensin Il antagonists, aldosterone antagonists, digitalis glycosides,

antiarrthythmic agents or diuretics

in particular

=  wherein the calcium channel blocker inhibitor is selected from the group consisting
of diltiazem, verapamil and felodipine or a pharmaceutically acceptable derivative
thereof; and/or

=  wherein the ACE inhibitor is selected from the group consisting of omapatrilat,
MDL100240, alacepril, benazepril, captopril, cilazapril, delapril, enalapril,
enalaprilat, fosinopril, fosinoprilat, imidapril, lisinopril, perindopril, quinapril,

ramipril, ramiprilat, saralasin acetate, temocapril, trandolapril, trandolaprilat,
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form According to a further enbodi nent of the resent
i nvention, the PDE IIl inhibitor and/or

WE2ADH0SENEi ti zi ng agent s adm nistered i n conkiTEPI0061068231

with a second active therapeutic agent. Such a second

active therapeutic agent is preferably selected from

the group consisting of cal cium-channel bl ockers, ACE
inhibitors, diuretics, platelet inhibitors, beta

bl ockers and angiotensin Il antagoni sts, al dosterone

ant aggodlagtis  maexgpiilal quenagrijat oxgidd eRyrapghtdrag rifgerpdscetically acceptable
agen&;XQ% 9@“&%%%%, in particular wherein the calcium
channe Yohﬁer’in iDitor is selected fromthe group
eonsihéreing thef belial bloakens veeaghrtidm athe el didgakistngrof abisoprolol,
pharmaceutical ly acceptabl e derivative thereof; and/or
wher @ Yedite meteprplghi pPp@Rolok agd| wpelel of rbmhapeacgptésahy acceptable

cons&§3%g%3@£KBEgH&%FiIat, MDL100240, al acepril

benazepr| captopril, cilazapril, delapril

anal eperein, thenah@ptendiatll dnodonopris |selebedi froqr tHeagroup consisting of
imdapril, lisinopril, perindq rig, ui napri | , )

- am PRSI aGggr Findesariahy SR ket anfepBiagpraFtan potassium,

trangpbaphh, irbdshidt QRBP4 rtahaboGRAANARKI telm[¥B8XM] BF h pharmaceutically
qui naprilat and spirapril or a pharmaceutically

accepraphige denvatpritheethedmof ; and/ or wherein the

beta bl ocker is selected fromthe group.consjsting of . .

3 sopPul T BER. ShaetBioroieRhRInFERDL S Fonsisting of
t i MdpdlonBlac@ndNepldrassiel tadblohe 2p6ERTIARIcBNEREAVAt b YBarmaceutically
thereof, and/or wherein the angiotensin Il antagoni st

i s s¥iceptelld derivtivelerepfo@pd/ebnsi sti ng of saral asin

geet \@fl@l‘h]tnc %d%ﬁﬁgljr 1'1m§ci lagéﬁg i;lre s\é‘i’éc’?‘e%r i the group consisting of

candesartan, | osartian potdssi um eprosartan,

i r begmaitane, ! Baosant, afisopgeithidar deftikddel fleehifidearnbw@nides mexiletine,

a pharmaceutically acceptabl e derivative thereof )

and/ @geainide, procainamide, propafenone, quinidine, sotalol or a pharmaceutically
acceptable derivative thereof., and/or

=  wherein the diuretic is selected from the group consisting of furosemide, torasemide,
bumetanide, etacrynic acid, azosemide, muzolimine, piretanide, tripamide,
bendroflumethazide, chlorothiazide, hydrochlorothiazide, hydroflumethiazide,
methychlothiazide, polythiazide, trichlormethiazide, chlorthialidone, indapamide,
metolazone, quinethazone, etozolin, triamteren, amiloride, or a pharmaceutically
acceptable derivative thereof., and/or

=  wherein the digitalis glycosides is selected from the group consisting of digoxin,
digitoxin, g-strophantin, B-methyldigoxin, B-acetyldigoxin or a pharmaceutically

acceptable derivative thereof.

Most preferably, the PDE III inhibitor or Ca**-sensitizing agent, preferably pimobendan or
levosimendan, even more preferred pimobendan is administered together with one or more
medicaments selected from the group consisting of one or more ACE-inhibitors, one or

more diuretics and one or more digitalis glycosides.
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wherei n the al dosterone antagonist is selected from
the group consisting of spironol actone, eplerenone,

W@200r/esusne, pot assi um canrenone or a phar maceukRGCUEPI096/068231

accept abl e derivative thereof., and/or wherein the

antiarrhythm c agents are selected fromthe group

consi sting of am odarone, betf§Fium disopyram de,

dofetilide, flecainide, ibutilide, mexiletine,

t ocai ni de, procai nam de, propafenone, quinidine,

Thg eqrapouses af ﬁhﬁmw&@mqa@ &P [agman stersd A ISechere] desags/forms as tablets,

tarrf)%lg? fF]eea’ch orf] WiiEh 1r\1/\'{i]ue eglsﬂstglPlfe:(% gf':lgz{sgtolrclrhes ie flza%g tfor ulatlons) pills,
group consisting urosem e or asem

Pvikia Rird@]eseElbdisy fin@uas, i sdspedzioss By Aes, alﬁdkﬁiwlmmeffhey may also be

pi retanide, tripam de, bendrof| unethazi de,

adaigistsred alzll d’étraVﬁS)‘Ef’fSo C(hq)l@}? oPhi 1a§qsm§1) intraperitoneal, subcutaneous, or

i!'ﬁYrg %Ju%%ﬂ'h h, 4] gﬁngﬁ %r%qﬂ ﬁzlinqﬁvn O&Xéé“laﬁ’éfd%ry skill in the

trl or met one, I ndapam
pﬁmirmh@mﬂnzﬂ arguilheyt baz be admﬁtlﬂmﬂlahonet buag&r&rfﬂ]y will be administered

| ori de, pharnaceutlca I acc e derivatiye. . )
B gUR Racifr g <A S B Y B a1t 8 T 5}%%&%%@ pdministration
éﬁhﬁﬁh@%ﬁHﬁ%&&ﬁﬁaﬂ%ﬁ%Ba?onS'St'ng of di goxin,
di gi toxi n, g-strophantin, b-nethyldigoxin,

b-acetyl di goxin or a pharmaceutically acceptable

ri,vative .ther Mbst f e PDE |
e 58 e hamer SR BB reschl Gnepau i of course, vary
@peRdia s dgidnOknd ey attiBNGdath Ve er@adwgﬁzﬁmee@haractensucs of the
plnobendan is adm ni stered together with one or nore

PRt wWanesent anelits cneds fndorauther gAipstEeoari B srgciet. agaesex, health,
dlg!ﬁrc%n@ ! ,tﬂ'{al \Qélg tr SF th& dﬁ% ﬁ%ﬂ%nﬁl@%amry L E}&?ntaﬁqhé) Qﬁnptoms the

or nore yCoSI e conpounds 0
kiR @ tcb aourean trbz&madm thé Sitegiie@dy ioh ush@tenqriad relds ag@dministration, the
forms as tablets, ﬁsules (each of which includes

g3k addepaticduagion ert ¢ P3fisat. pafl desdferbigpiedt A RYYCIan or veterinarian
@inl de%ernﬁ%"\ﬂﬁir %se@fh@%’é @ﬁectl% afﬁo{lﬁ‘t of{thﬂ ﬁP&g e ulr d to pgevent counter,

suspensit ons, rups and emul si ons ey nma

adarrent tht erogoesk of thetdiswvdémous (bol us or |nfu5|on),

i ntraperitoneal, subcutaneous, or

By way of general guidance, the daily oral dosage of each active ingredient, preferably of
pimobendan or levosimendan, when used for the indicated effects, will range between
about 10ug/kg tol0 mg/kg, preferably from 0.05 mg/kg to 5 mg/kg, in particular from 0.1
mg/kg to 2 mg/kg. Most preferably from about 0.1 mg/kg to 1.5 mg/kg of pimobendan are

administered per day.

The PDE III inhibitors and/or Ca®*-sensitizing agents may be administered in a single daily

dose, or the total daily dosage may be administered in divided doses of two, three, or four

times daily.

The PDE III inhibitors and/or Ca**-sensitizing agents can be administered in intranasal
form via topical use of suitable intranasal vehicles, or via transdermale routes, using

transdermale skin patches. When administered in the form of a transdermale delivery
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i ntramuscul ar form all using dosage forns well known
to those of ordinary skill in the pharnmaceutical arts.

wOorkmwy/osan be adm ni stered al one, but general | yPaU/EP20b&068231

adm ni stered with a pharmaceutical carrier selected on

t he basis of the chosen route of adm nistration and

standard pharmaceutical practige. The dosage regi nen

for the conpounds of the present invention will, of

course, vary dependi ng upon known factors, such as the ,

phitenhebo dorianisdmimairaionevilk wf couise, pheorimpepsciathar than intermittent

%gﬁphm%qﬁah&g'ggg%nqu route of adm nistration; the

speci es, age,gse%, fieal th, nedical condition, and

wei ght of the recipient; the nature and extent of the

sgnptons' the kind of congurrent treatnent; the o )

TheeiRIAY! dphibitesat andier: CoheseRyliTiag odeeadniisi Hiclly opdministered in

. . i 1 [10R: h i.en .
B e 2 L OB o A e Bl NEolccrvely
cé&trexdn heredmds pliaesacduliealtdaerices)f saabbly aelacrodimtithafspebeto the intended
rug required . to prevent, counter, or arrest the .

g?iggm@fstﬁaﬂgnad brueal %@ﬁwafaw%e%%ﬂa sytPg g ethe like, and

EdiRiseat lvvth QbAVentlO8APRaRacB@EA pakiides. | ngredi ent,

preferably of pinobendan or |evosinmendan, when used

for the indicated effects, will range between about |

P T8 L 0 BB e i am

&oidpeabtan be esmBRedtwith dn 1K @okBoxle, phaBhdc@u@éally acceptable, inert
pi nobendan are adm ni stered per day. The PDE I

¢HHeIhSUCHras a@sdrstaaR+susessi glugpseg megedtesllpieye, paagnesium stearate,

1.Nj St i i ngl j | S8, i he tot o
UL SUSEAE, BB SR LR, S BT e o on
AdBinistrBti@ein Bauill duifim,t the®saldiig YompbieenRDEanl hd combined with any oral,
i nhi bitors and/ or Ca2+-sensjtizing agents can be

BRIMICRICs PRYEHCEYiCRY pegeRERle MeftRayicd stelpit sthapele ghyrcerol, water, and

ﬁlgilfk@bf\/ﬁ)réd%f, madesff&hbfh@c%ﬁsiaﬂf, sHitdh1d HRas Zaﬁﬁkﬁlts, disintegrating

routes, using transdernale s pat ches.
agtnisnbsd eoledring apdmes taor asobedantarpmatdrinel the mixture. Suitable binders

R T T R S—
natural and synthetic gums such as acacia, tragacanth, or sodium alginate,
carboxymethylcellulose, polyethylene glycol, waxes, and the like. Lubricants used in these
dosage forms include sodium oleate, sodium stearate, magnesium stearate, sodium
benzoate, sodium acetate, sodium chloride, and the like. Disintegrators include, without

limitation, starch, methyl cellulose, agar, bentonite, xanthan gum, and the like.

The PDE III inhibitors and/or Ca**-sensitizing agents can also be administered in the form
of liposome delivery systems, such as small unilamellar vesicles, large unilamellar
vesicles, and multilamellar vesicles. Liposomes can be formed from a variety of

phospholipids, such as cholesterol, stearylamine, or phosphatidylcholines.

The PDE III inhibitors and/or Ca**-sensitizing agents may also be coupled with soluble

polymers as targetable drug carriers. Such polymers can include polyvinylpyrrolidone,
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t hroughout the dosage reginen. The PDE II1l inhibitors
and/ or Ca2+-sensitizing agents are typically

waehernssstered in adm xture with suitabl e phar nBCEBEPI006068231

di luents, excipients, or carriers (collectively

referred to herein as pharnmaceutical carriers)

suitably selected with respectlOt-o the intended form of

adm nistration, that is, oral tablets, capsules,

elixirs, syrups and the like, and consistent with

RGAV eerokyviatr. pprlymukextireRyimethacrylasdde-phwnoli mobdweeoxyethylaspart
%nglz()iseﬁlfllenol,aoﬂ gmofgcipffe%ft:oaf%eé)o{é/ o)%‘rlp?)rgenséln caL v%a)ltht atfl}[}%g%loramdues
with an oral, non-toxic, pharnaceutlcally accept abl e,
inert carrier such as Iactose farch, sucrose,

Buthesnare, st RYE Eleinhipitese and%ﬁ@ﬁés i iEzi@gragerts may be coupled to a
ahs%a!)f: bf&'&gﬁ%@aﬁﬁg %%Efme??lugéfﬂmé lél:lfug‘é &lﬁﬁlgﬂédo kelease of a drug, for

sorbito for oral istration In
éagple fodylagtict hed op@lbg]gi'col@ amdpoas;mhymersaﬂ dylactid ame gholyglycolic

w.th an ral n-toxi c, .pharmaceutically acceptable

fier Pﬁaf%}sqp% B oRE. QPW&‘MSWOX”&“&%%‘} afid. afigrtibeyigs. polyacetals,
ﬁél?dlh Y. §8KRYanABARtH eBildr B6ks AInkBE 6L aSPhpathic block copolymers
suita |nders | ubricants, disintegrating agents,

Qﬁhydmgeburlng agents can al so be i ncorporated into the
m xture. Suitable binders include starch, gelatine,
nat ural sugars such as glucose or beta- |actose, corn

BYRRE ENRIsS(phAtdtadérd]caPdinSasHoNS! JustaBld TBr &dieiRis@atiGHMaY @ontain from
tragacant h, or sodi um al gi nate,

haub by treerdny ke diauy | ¢ eilligempe ﬁyqlmg@ﬂsp@bper dpeaesgnit.

and the like. Lubricants used in these dosage forns

i ncl ude sodi um ol eate, sodi um stearate, nagnesi um

Bt thadeailarmsadiichncb@padnss, ths activnmaeeicat @ill Swidiakily be present in an
chloride, and the |ike. Disintegrators include,

HnewB of abquiDOa93% Ry vg%ht rsedrantthg fotl aaight 9 ghe cogesition.
bentonite, xanthan gum and the |ike. The PDE II

i nhibitors and/or Ca2+-sensitizing agents can al so be

@dlaiimd stpsuledmian coiteinfthe netok ihglpdismﬂ’mldCiEine&rdycaﬂj{at eseh as lactose,

JEDF DU SRl e Paser v et riear pe e T Tpider ituens
EQraEded FOMRe ¥ahpiskd Mblets. Both tablets and capsules can be manufactured as
sustained release products to provide for continuous release of medication over a period of
hours. Compressed tablets can be sugar coated or film coated to mask any unpleasant taste
and protect the tablet from the atmosphere, or enteric coated for selective disintegration in

the gastrointestinal tract.

Liquid dosage forms for oral administration can contain colouring and flavouring to

increase patient acceptance.

In general, water, suitable oil, saline, aqueous dextrose (glucose), and related sugar
solutions and glycols such as propylene glycol or polyethylene glycols are suitable carriers
for parenteral solutions. Solutions for parenteral administration preferably contain a water

soluble salt of the active ingredient, suitable stabilizing agents, and if necessary, buffer
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phosphol i pi ds, such as chol esterol, stearylam ne, or
phosphati dyl cholines. The PDE Il inhibitors and/or

WE22AD+0SENEi ti zi ng agents nmay al so be coupl ed WETIEP2006/068231

sol ubl e polyners as targetable drug carriers. Such

pol yners can include pol yvinyl pyrrolidone, pyran

copol yrmer, pol yhydr oxypr opy!l reltlhacr yl ani de- phenol ,

pol yhydr oxyet hyl aspart am dephenol , or

pol yet hyl eneoxi depoly |ysine substituted with o

g}@ptﬁﬂqe@yzﬁntp@gdlg@gsagemig sethedspigdiaim piselfippEodipm sulfite, or ascorbic acid,

&i I?:'r biot Qlot cgﬁ]l%/n%ﬁ z%%zsﬁ’tgbqg Ss{ath L‘%‘ga %gssmz:—\?sonuas%d 91? citric acid and its

coup ed-1°0 @ CIas s V6 I odegrada & pol yners use urg

adiary seijura BDTA) Inedditeh gasentehl @oldtiong caf odnt&ix drgkSatives, such as

pol yl actic acid, polyglycolic acid, copolyners of

WW&@W&%&%&C@%B@ML%alefn, tyl §hdoyebutanpl.

caprol act one, pol yhydroxy butyric acid,

pol yort hoesters, polyacetals, polydihydropyrans,

Patapty pinomoydwaic@lscardad a¢ dsscribed ke RentingiopkiRhathaceutical Sciences,
ock copol yrers of hydrogels. Dosage f.or.

%%5@@ e @%P%n?a Sepdarg Fre§TeRss g dhis Sl

adm ni stration may contain fromabout 1 mlligramto

about 100 mlligrans of active ingredient per dosage

Wihiete, twionort imeseoiptha fomeg eing i seaindcibenapaitici agaststane adwinisigred with the

ingredi ent will dinarily be present.in an a nt .of )
bR o Broystsy S e sthede B ETRE vl AgBTgR g Somponent in
4 BPiaPIRPBHdsh &NandIghRE] MR 2ol RSy PadedGitt rBiafivé Rethe usual dosage
active ingredient and powdered carriers, such as

Plaibe ggent wheyr edmingstsredplone idandw af itheezdditimggeresyingigistic effect of the
e ' CJ - ike. Simlar diluents

@%ﬁ%@}%&é&%& nglr el&%ﬁ%?%g[enrﬁ?gg géa bi g%%ét s. Both tablets

and capsul es can be manufactured as sustained rel ease

ﬁégducts to provide for continuous rel ease of

HPeaty orheaviepvided@f idotingf dostacsunicdhpirelestial PP dpsa chemical
ﬁ?e@?&%n%gg@eren Q@E&H%iﬂéd hédva iﬁ%&%teifcgtstfoeli% redbh. when the compound

unpl easant taste and protect ta romthe
aft fonapldr and ©recond drerapecti@b gt uerconeisgt inwesingle dosage unit they are

isintegration jn the gastraintestinal tract,.Liqui )
R 0 gl Roptel i e bBe SR M S BERY i MRt dosage unit
@l AYEiLN G ALt HEAeHthO et InBRURAREIsPAIHiIREd (that is, reduced). For

accept ance.
example, one active ingredient may be enteric coated. By enteric coating one of the active

ingredients, it is possible not only to minimize the contact between the combined active
ingredients, but also, it is possible to control the release of one of these components in the
gastrointestinal tract such that one of these components is not released in the stomach but
rather is released in the intestines. One of the active ingredients may also be coated with a
material which effects a sustained-release throughout the gastrointestinal tract and also

serves to minimize physical contact between the combined active ingredients.

Furthermore, the sustained-released component can be additionally enteric coated such that
the release of this component occurs only in the intestine. Still another approach would
involve the formulation of a combination product in which the one component is coated

with a sustained and/or enteric release polymer, and the other component is also coated
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In general, water, suitable oil, saline, aqueous
dextrose (glucose), and rel ated sugar sol utions and

w@ropzosss1such as propyl ene glycol or polyet hyl BGEEP2006/068231

glycols are suitable carriers for parentera

solutions. Solutions for parenteral adm nistration

preferably contain a water sollble salt of the active

i ngredient, suitable stabilizing agents, and if

necessary, buffersubstances. Antioxidizing agents such

with aoeilymemiushas iatlew wespisiimesnade fof thy drogy prepg bimpihy lcgBilgse (HPMC)
S LG bR IRL U 8 BH S BLOCHE R e s
soah anehsDTHe pblmad dbdtingrsereate fdrat ad additioitdl ®ASieC &M interaction with
contain preservatives, such as benzal koni um chl ori de,

RE OMEr COPPYIBPy | - par aben, and chl or obut anol . Suit abl e
pharmaceutical carriers are described in Rem ngton's

Phar maceuti cal Sciences, Mack Publishing Conpany, a
Bitoastiaestby ehg o€ rganplexor prepingstheicehngposiihes eccombingto the invention

e of the foregojng second therapeutijc agen are
TRl e Bt berhonsokRd Besety. MR IBoiul AnIAcs Sve olly s
§RATdSIA0SHkLR WithoRB RRErictiHE MRS @lbjstt hiieeABPHRLInnti®ACThe study was
conmponent in a typical daily doSage and typical dosage

danerm mayplosnatiedaged rel ative to the usual dosage of

t he agent when adninistered alone, in view of the

additive or synergistic effect of the therapeutic

agents when adm nistered in conbination. Particularly

when provided as a single dosage unit, the potentia
EXAMILESr a chenical interaction between the conbined

active ingredients. For this reason, when the conpound

of formula 1 and a second therapeutic agent are

Tiyrbiudgdviich dusjongl the dowagen unidond ke pir®bétaruVateeldin®)in dogs
such that although the active ingredients are conbi ned
ﬁﬁkﬁngPﬁ@#@hdﬁéﬁgéaﬁhﬁﬁﬁﬁﬁﬂéﬂphysical cont act between

the active ingredients is mnimzed (that is,

reduced). For exanple, one active ingredient nmay be
Brolwsoncroaat edre Byzsewhieh iace daghosed tonehaoé atdoagastive \heart failure of

LB SR bl ARSI DL, % 0L TR . o, o
RV a iHaving APESIPiEmAR ERBEKCheaNRIILR! @3S &sPhp@BRLiefIDCM  must
t hese conponents in the gastrointestinal tract such

hdvatrediged gbntrdseibty elothpdrertitas dtleragnsrofl redsed canligcheficacy such as
\%lgnr% %Qfer?gatd or ventricle dilatation as confirmed by echocardiography. The dogs stay
under mono-therapy until signs of congestive heart failure are developing, deteriorate to
heart insufficiency score (ISACHC) class II or Il a or b. After confirmation of the
congestion by X-ray - radiography the dogs receive furosemid treatment or if the clinical or
echocardiografic results makes the addition of another heart failure treatment necessary
(primary endpoint). The dogs will be investigated at day O prior to first treatment and then
approximately 3 month post initiation of the therapy. In order to get long time survival data
the investigators’ makes then control visits will be repeated every 3 - 6 months. An Echo is
performed prior to initiation of therapy (Day 0) and at the following visits to support the

clinical diagnosis and to evaluate the effect of the drugs on the contractility of the heart.

The echocardiography is performed according to the cardiologic case report form for Irish



rather is released in the intestines. One of the
active ingredients nay al so be coated with a materi al
wawinoehs4si€ ect s a sustai ned-rel ease t hroughout RCEEEP2006/068231
gastrointestinal tract and al so serves to mnimnze
physi cal contact between the conbi ned active
i ngredi ents. Furthernore, the ISustai ned-rel eased
conmponent can be additionally enteric coated such that
the rel ease of this conponent occurs only in the
WwﬂfbgmdseThesmﬂmarﬁam@fwerawﬁmmdmm e ithe dregié ingydficiency score
@g%p@gin t 'O(%her pCacr)zg?e %@b\%./]:l]]h{)elagge&s a?ér']ifér ncl:e J} lln%rs] tre]trﬁ? resplratory and
tigdubas® spﬂémmemellw@céchdrtﬁrcnbgrephyc@m)onent S aI SO
coatedwi th a polymer such as a | ow viscosity grade of
hydr oxypropyl methyl cel | ul ose (HPMC) or ot her
gggﬂﬁprlate materials as known in the art, in order to
urther separate the active conponents. The pol ymer
Attat idngressr tes 11’(ter1rhoamlms afidwed othal skpmifidast 1¢® dogs treated with

interaction MA t he ot her co onen Procedures by
%81? R é?atep?fe%amaha é%a%f It i ons

accordlng to the invention wll be descri bed in nore
detail hereinafter. The Exanpl es which follow serve
Adledt yeraécaaldléc‘aairseelﬂemd)deiisg Y RBn =viNerhwlising extthd grdand function of

ST VRS Rt gy OB RRE LR MG Vi e -
supports the invention is done wth pinobendan

éV@tnedln(r ))in dogs suffering of occult dilated
iaeQ)othey opdienyin doge|wid asynaromatid heage faalugo yysthyvptherhdrggse could not

e

°§g§%§§g I_%a?loﬁ' %}(‘ﬁle%’i“%g\%géﬁ{”%lc ﬁg@%eft}?egé g(igsl%g? févc?&:é ﬁﬁe%(pected and
tas dlh\@ﬂﬁ@@aftd'ﬂ&lefrﬁx}b@no &ngs sthay ihag baemﬂldv\ngmaﬂogs with asymptomatic
asy omatic (occult) heart failure, . asynptomatic

%@fe hERYEISE EYDREHNE dhbeaciail Pliet%mdcslﬂu&th% rqsaliy yeggrunexpected and

@&pg{eﬁhgns of reduced cardiac efficacy such as vol une
overload or ventricle dilatation as confirnmed by
echocar di ography. The dogs stay under nono-therapy
until signs of congestive heart failure are
devel opi ng, deteriorate to
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heart insufficiency score (I SACHC) class Il or |1l a
or b. After confirmation of the congestion by X-ray -

WO 207/08a58phy t he dogs receive furosem d treat nBCK/ER2006/668231

the clinical or echocardiografic results nakes the
addi ti on of another heart failure treatnent necessary
(primary endpoint). The dogs -widl-1 be investigated at
day O prior to first treatnment and then approxi nately
3 nonth post initiation of the therapy. In order to
get long time survival data the investigators' nakes

ﬁﬁﬁ?ﬁﬁﬁﬁ%§ visits will be repeated every 3 - 6

Echo is performed prior to initiation of

CRECE Yt catalhafndels dlaTed SOBI DR et Rct BB opacny i
bbBerfifaH ¥8nLhert cﬂ%s CORACER dnk W cah Nedygand Mel&il Association 181:

echocardi ography is performed according to the
£8-60%1 ogi ¢ case report formfor IrishWlfhounds The

primary paraneter investigated will be the heart
Calsertt f C 2. ePickuss €oWe, J(at@ACEG) an@thlwnpé.r(dﬁ%T)e?ignaAinbht bervival, and

CRRRDHaL BP9 e PRI ool SRByFABRpRgy Jourmal of

Raskhds Int_@\ﬁr_ﬁc#m/lﬁizdtﬁ@ﬂs 3bBgoknt eri m anal ysi s showed
that significant |ess dogs treated with pimbendan

J Nn el QLeg ubé} €affac (ﬁe'n{Hdgﬁ‘lllg Sﬁgﬁée‘ﬁg@hnﬁ%ﬁﬁé&l Inh%hé%tlons

t vent ri I'ar Reverse Renvodelin

ven Jenﬁdsng?fefr ]%‘)1%81 sahzﬁl?é}gatfo%nlc%lo H&?dl!l(ie &emodehng J. of the

een shown

Mnmbﬁndmg(etbﬁcaﬁ%logﬁl\hﬂeﬁ)m 56943%[268 in dogs with
asynptomatic heart failure with other drugs coul d not

ShRWyaADr ghdSikl AMUNDDL) DesElenPbf @hvbmitedh fEWIPIRABIty or quality
these results were unexpected and thus inventive.

wuifehek sl ef prpxomens: Beiglyend Jowaeh723hain23G dogs with

asynptomati c heart disease a reverse renodeling in
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mlrinone on nortality in severe chronic heart

€bAIMBe. New Engl and Journal of Medicine 325:

1468- 1475. CLAIMS 1. The use of a phosphodi esterase

type IIl (PDE II11) inhibitor or a Ca2+- sensitizing

agentl.or armhagmaﬂauph@phéq&emmpty@blIeH deDE VAl)i Miibitor or a Ca>*-
thereof for the preparation of a nedicatiaon faor the

yeagiticing ggersor prHbapagetticlly eceptaplg derivagve Hisgoh dorathe preparation of

@%ﬂé@éaﬂgﬁtf{olc t1§ o?&f&l:ﬁan '8{3 Qﬁé hFﬁJtl eeof05 aﬁéntt}lﬂﬁqn 01% asymptomatic

preparation of a nedication for t ongati o
tdaeult)iheert diaiture oofrs efie peparhiion cfad msghnmmr the malomgatttosn of the time

havi ng an as tomatic (occult) .heart failure.
ﬁ OF giHel symetegisH ,atl%m%kl%ww %wyg@m%twﬁw%ﬂ Reart failure.

(occult) heart failure is asynptomatic (occult) DCM
3. The use according to claim1 and 2, wherein the PDE
11 i%hi biTler uexhidoidisg deldildimohamhyrepmitlsd aspmptomatic (occult) heart

nsi.ti sing effects. The use according to claim1l -
B0GHe PR RR RS DENR, b1 o “or Car s senei i o1 g
agent is selected fromthe group consisting of

pi nrobendan, mlrinone, |evosinendan, anrinone,
enoxi tone, Thenesepiceodingoieeclam hagshar whereint the ADE 11T inhibitor exhibits

;?({a‘ft%ltdg?'o?]qﬂﬁggeyl%l%g fgreof . 5. The use according to

any on precedi ng cl ains, wherein the PDE |11
inhibitor or Ca +-sensitizing agent is utilized in

oral or parenteral form 6. The use accord@g to an
one o t helllsr B¥ersrarding & M nvep eMhereethppeDE |11 inhibitor or Ca™

sensitizing agent is selected from the group consisting of pimobendan, milrinone,
levosimendan, amrinone, enoximone, and piroximone or a pharmaceutically acceptable

derivative thereof.

5. The use according to any one of the preceding claims, wherein the PDE III

inhibitor or Ca®*-sensitizing agent is utilized in oral or parenteral form.

6. The use according to any one of the preceding claims, wherein the PDE III
inhibitor or Ca®*-sensitizing agent is administered in a daily dose from 10ug/kg tol0

mg/kg.

7. The use according to any one of the preceding claims, wherein said patient

is a mammal selected from the group consisting of primates including humans, dogs, cats

and horses.



i nhibitor or Ca +-sensitizing agent is admnistered in
a daily dose froml|l Omg/kg tol O ng/kg. 7. The use

w@2zwoosiisng to any one of the precedi ng cl ai ns, PEWEPWDG068231
said patient is a mammal selected fromthe group
consi sting of primates including humans, dogs, cats
and horses. 8. A nethod of redudtion of the heart size
in a patient suffering fromheart failure, which
met hod conprises admnistering to said patient an
ef f ec¥i ve armethed of reucpEof Ithe hemr| Bire b agpatient suffering from heart

2+-sensitizi agent or_.a. pharmaceut i cal | .

G0E% ST el R R BRI BARMARY & sffectve amount of an
PRA UM B othilsieor con@ii sengtinae kagitng darpheniaaduticany acegthble derivative
within which is a conposition effective to reduce the
thespt size of a patient having an asynptonatic
(occult) heart failure and the packagi ng nmateri al
conprises a | abel which indicates that the conposition
can b2 usedn tdide diioantfaetutreeshpridize patkaginpabdtett] contained within
having an asynptomatic. (occult) heart failure or to .
Wﬁl&lﬂo%_gat RIS O g TP o ¢ offte cheari 4f QlydpPdtfgt having an
é@n@%mﬁﬁmcaﬁwﬁégrt%ﬁﬂlﬁ%ydﬁﬁt BB Bab1Ea ol 2C fdlelihl B@Iﬁ][ntises a label which
failure, erein said conposition conprises at I|east '
iodisatsh disp o e @Bpe@itagecanypeused Ito (RDEe Hiel eaitrivehoft ppatgnt having an
%%S(%%)&ni 1?:2 I((%:I(é}zﬂ:t)vn g?z}arg 3{11 %g;(ggf(? rf)?orlgr?gca?emﬂllec %lnllél until onset of clinical
symptoms in patients having an asymptomatic (occult) heart failure, wherein said
composition comprises at least one phosphodiesterase type III (PDE III) inhibitoror Ca**-

sensitizing agent or a pharmaceutically acceptable derivative thereof.



