ACI DS I N CARDI AC | NSUFFI Cl ENCY AND HEART FAI LURE THERAPY 5 The present
inventionygebhgs; to the field of pharmaceutical cheni strycaRfi200507

cardi ovascul ar nedi ci ne and provides pa nmethod of prevention and nanagenent
of cardiac insufficiency and heart failure: two heart diseases in which the
second one is the result of the progressive evolution of the first one. 10
Car di amsSENSLHLS N€3 FATTY ASIRS GYNCHRDLAHG INGURHLCEENGYhANP\SEPART FAAPUREUARERAGN | s

i nadequate to neet the bodily netabolic requirenents. Depending on the
different severity of the punp deficit, cardiac insufficiency may be
synmptomfree or clinically manifest. Cardiac insufficiency could have

vari ous causes, e.g.: disorders ival function, which is the nost
frequent cause, due to a reducedﬂ@&“ﬁm@mmﬁﬁﬂiIity, but also to a | oss of
contractile tissue; a volune | odd, i sorders requiring the

ventricle to expel nore blood than tN®formal per minute; a pressure |oad,
due to disorders increasing the resistance to the outflow fromthe

ventricl es. TR presnt ihedrtiohebélsngsheor grulfieldfoft prarpracgriesisichemisuyl abd on of
cardi ac insufficiency. Nbreover, a, broad iﬁﬁﬁ%éun1of.diseases coul d cause

an i npai redcar«ﬂipvasﬁ@labmeémey%?wl & & P’éﬂye@weha@smaf‘%é"wge ses
resul ting froma; ﬂﬁ%@%%ﬂé hedR FliRire: MWBaIchfi Ahses GR i e RBEIAY one is

m t ochondr al car di omyopat hies) or nultigenic defect which are bound to
envi r onnent thk résatttod tie sogressae eyolygiordf thedirstldnag, di et, physical 25

exerci se, secqndar eart .di seases. .All. se dj seases t.ake .the "conmmon end
pat h" t’cg/varégr?ji?ﬁé? ufficienay,is 2 %ﬁ’c"ﬁﬂn Fp¥. lch'?ﬁff ﬁ?ag{ PYpP E’f%é?? f‘?e'ﬁ?&(g?atf A2
mol ecul ar npehapk HIRiIRHEAYIEE requitefiats. TRPEndhg bR GhY Aiffdrém Weddrith WTahé on and
heart failure. Therefore, heart failure is a syndrone with a various

etiol ogy repurhp ilefigit cardiag insafficieney niayrhetsympiom-dige enriniedllyimpanifestar t wi t h

inability i eepi ng- a stroke .adequat e nmetabolic r 30 requirenents
of the ti ss§€5138r‘“%‘r‘g§‘%?‘§'nyr‘ff’H@}‘[aﬁ% %?°r“§l?é‘93§%| ifiie by a high filling pressure.
WO 02/ 0S8798 JRietddef0RmO0&kdidl fankigy, whichiik tHeembst frzjaenacige) duedo byedicedi cal
signs and synptons secondary to the inadequate response to the body

net abol 1 r ecpentragidity dut atsg o acloprpfioiactdelisfueeccur acutely or have a
e T : . o . .
have had o+ ArgPAE 1R BRARNR0ERlrrethE L ARALR b B Hor 60 i ht! C
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rome was consi dered as
a punp defi cipngy msaogutat ed with a renal dysfunction in years 'S0-'60, a
punp dysfunction associated with an i ncreasg in ,;)eri pheﬂal resi tanﬁe in
years ' 70-' B PrSesureslogdndyeqior disorders ipcreasing the resistance jp dhe,putflqy fsomfhe
function assqgigigd W th the neuro-hornmonal activation with resulting
henmodynam ¢ i npairnents which take to a dysfunction of many organs and 10
appar at 20s esHedrh filpreeis ¢hetresiriuef thdprogpepsivé evmutitingef capligggnsuifisencyn” i ncl udes

t he use of ﬂ{?u S acting by various nodes.of action on.different points of
the et opat MAEENES POTerR Phavn bEBHEE o Femes oh Mt gy o P0G OF
ACE- i nhi bi t Q&3 (AREbOEENEEN £50MKRT HisegseENryiESg | fBinDiat Aidhogerlé Uil
non-digitalis positive inotropic drugs such as adrenergics and .
hypertrophic cardiomyopat y,_mltochondral cardiomyopathies) or multigenic defect
which are bound to environmental factors such as cigarette smoking, diet, physical
25  exercise, secondary heart diseases. All these diseases take the “common end path”
towards heart failure, which sees at first an impairment of the molecular mechanisms
and then an impairment of the ventricular function and heart failure. Therefore, heart
failure is a syndrome with a various etiology resulting from an anatomo-functional

anomaly of the heart with inability in keeping a stroke adequate to the metabolic

30  requirements of the tissues or maintaining the stroke volume by a high filling pressure.
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15 inhibitors of phosphodi esterase, arteriolar and venul ar vasodil ators,
e.g. hydral azine and isosorbide dinitrate, beta-blockers e.g. netoprolol
and bi sopr@hPdssa3d digitalis derivatives, e.g. digotoxin.pd@psboban! ure is
at present one of the nost inportant causes of norbidity and nortality in
the industrialized countries, as clearly denonstrated by the present
case-series: in 20 USA 4.7 mllion persons have a congestive heart failure,
wi th an incidence equal to 400,000 new cases a year. The preval ence of
chroni ¢ carffiagc failnsufi§ icbarepterizadi buscliniehn Beusaged sympiaas scqoadaryr © Hg  of
1,000 subjects of age rangi from . : , T el 1, 000
subj ect s batdigarefantieag Henrdy Msphe garistREhS Thip RifRT Ehultie

patients Wgatieliahhvé athidhR cdlige.nospitalised at |east once a year and that
80% of men and "65% of wonen die within G%ears, the sociai_ health entity of

t he probl erfhempethgpkysiglogical intgrpretafionsd hearbiailyeshaxe hage ssmarkable gvolutily dence

of heart failure-see i r i cal M cti of
deat h rgt e'? (BlfnenyTz'%:saSSﬁfhg)&% ﬂ%?o&%ﬁlgﬁe%a%gaoﬁ%@ﬁ éi![e ﬁ%}é\ﬁ%]arsgﬁe\l}g&scu agr fegllglseas es.
30 The ageidygfuaétidnhén peas!’30i°60) sqamp desfosctincassodiatbditwitly af sateaset m
anplify the rel evance of fhe ph,eno,ngno . D, 1%6/ 11S8793 P(ﬁT[iyEPg)g.%AO 1 S(17
3 Ther ef or deriphfsplarepigtaneeinyysats JP-'§0 28 ds gorpidegsdl RTEss! AL e HYlT® ©
prevent i on gifh (ARKRACUIidid LAY TP MheC heiRUbrAGnAIN Yeivatioh SRith Foduigar !
failure, Ir?p rticular 1n eal erly patients, Iin order to restore (or to
control) tHemoedy@dmipuimpdimments ovhicli take thear dysfiliictiopr o amanyi wvgans i and
provides a nethod for the prevention and therapeutic treatnent 5 of cardiac
i nsuf f il0i erfPYaaNESheart failure in a patient in need of this treatmnent

conpri sing ﬁﬂ%frr@s@m a&iugttﬁé%&{sp@f_ dapdigdlePurh@ ilrRfbn Ofnc Aidbd e ABE Wt HRak ladting
effective anount of an essential fatty acid containing a m xture of (20:5w
3) ei cosapédyt\aeions modes ef asting fon eéfferent(roipty of the etippythogengsispf hedbsgastsxaenoi ¢

acid ethyl ester (DHA), either. al .Of.. N _C I: I: LR an

her apeut | WagERpion gb | o e dpley BB RN Pl RS Cy e BBy
aci ds, in pakibited), aliuretics, MdmAligitlietpdkitiod ihekopex dffPsesuch ak hdrdnefdicsoatd  have
a therapeutic effect in the prevention and therapy of cardiovascul ar

di sor ddps, iahigitors roft phesphogiesierasenarignielarrangt veswlar gpsedilaioroe g JMIRIIZnGvent s
and hyperlipi.dem a.. . 1221 i bes j L (eTo UL A
process for hlgosga?“ri%\?fr?%é\t%’o? &%gﬁoﬁnﬁg{sﬁgsnﬁg})\ﬂ? ‘%%‘ %ﬁ ﬁ!bgsl&)p%g%lt%ﬁt al}gﬁ\thﬁg

pol y- unsat Weakaheatd.glligoabdn. i ncl udi ng EPA and DHA and their ethyl esters,

from ani mal _and/ or vegetable oils. M xtures of fatEﬁ/ ac'h S, | érPar icular
EPA/ DHA, oBieartiatumgds arRIFsegt pRe YAche o106k meportag) causes At mer “é(éng Wagty ar |y

useful in thg,d Erﬁlﬂgtﬁ%ﬂéedoé[%ﬁﬂ{eg,i %V?légw aém&%xja@{iqg' {88 presBfr &lOk&iesOR ect of

the present invention Is e use o essenti a atty acid 20 containing a
m xt ur €0of E$AcEApElicagroions haveda evigesties heart (aHPE) withdardimeslendeesquehtd ¢ aci d
et hyl ester %DHA) in the preparation of a medicanent for the prevention and
treatment dt0 apoﬂéﬁ\"tcaﬂ?%é%@’é chosen from cardiac insufficiency and heart

failure, boffy GbY4dce oRBRroRfUdaBdiac insufficiency rises from 8 cases of heart failure out
of 1,000 subjects of age ranging from 50 to 59 years, to 66 cases out of 1,000 subjects
between 80 and 89 years.

25 If we consider that about 35% of patients with heart failure are hospitalised at least
once a year and that 80% of men and 65% of women die within 6 years, the social-
health entity of the problem emerges in its full dramatic evidence.

Moreover, the incidence of heart failure seems to increase paradoxically with the
reduction of death rate for myocardial infarction and for other cardiovascular diseases.

30 The ageing of the population seems to be a contributing factor to amplify the relevance

of the phenomenon.



For conveni ence of description, eicosapentaenoic acid ethyl ester and 25
docosahexaenoi c acid ethyl ester are nentioned here bel ow respectively as
"EPA" andyn An essential fatty acid, according to t i@n, is
pref er ab&l/o%gg)tsy acid having a high content in EPA and hEDIt—TA?Mfﬁ@E’ 0Zxarrp |l e
with a content in EPA and DHA hi gher than 25% by wei ght, preferably from
about 30%to about 100% by weight, in 30 particular about 85% WO

02/ 058793 PCT/EPI 12/11115117 EPA is present in the EPA/ DHA m xture
preferably Thn:rezfolpertmuagl@e mmdgpﬁgl safp randsopnvenigpotrethegdopfhprexentight anthd DHA

IS present r ef er.abl ran 5%

wei ght . QA GPULE dre Wé‘t% %g sgrg%é%lcygm%e# t?weer’t"l]:'b%t gymié s’pabout
0.6-1.1/ 1 Fraliefts, iR otder RAvektofd{bfo caasl) the uidl fumpMuneseest thehedrat ty acid
according to the present invention can be obtained by known nethods, e.g

as descri békhei pressst ipaention mevides & 5B twE s the Mey@tipn 889 theraygnie fregimenh e
pr esent |nv nt| n i.S h f S i ng a
m xt ur e50f lﬁf)éﬂtugén & g%alu ael?hff} ?’ gné Ilz'%ht) Eétn%g%gogo@};t Ee}%t@r?gfl c acid

ethyl 10 eSdoﬂtpn(slalgiAhe hdtnhtlibfraﬁblenﬁﬁt&hlphﬂemfofa tiedbeaizaly effetivelnquaesent i on
and treatnment of a heart disease chosen fromcardiac insufficiency and
heart fai | anecssensiehfatiyrasif eonsgining Aumextusgfr(@015pe3 heen%a%&nm%a%?th&bnm ned

therapy with a er t | The ter, no nyt her t|c
agent " mearf§te 52@1&5%% ‘gﬁ(gﬁ% gqco 58’?&"“8‘? aﬂféoetf(‘?‘tl € @gé‘éﬂ T Sﬁa %dent s,
preferabl y ih 'cBAbMali®n Wih ahth&iahérapéiitidragbitom 2 to 6 according to 15

physician's instructions, which may be adm nistered in conbination, nanely
ei t her 18l orly mweklelqmawatmltye @eubatt womd edsentiad ifarty aetmaousiasncetar SJeéuléldFAal ly)

with the essenti fat aC| the m xt ur

Exanpl es ofC°PF?é‘Fe§pf8ﬁP’f ﬂ‘g’— ﬁ%‘rmmﬁ‘ﬁgé ?B%Wa?ﬁ%gt tﬁﬁ@%‘leﬂtéﬂ’ by apy
accordi ng tiRedy ?f bm\é@tatd\faacﬂatre df¥eFaet)NERI tiar $he NeBrehfibn biddOtfeatment of
ACE/ NEP-i nhi bitors, angiotensin 20 Il converting enzyne inhibitors,
diuretics, qhhmotthmx@qtln@tt'ﬂnpami hirpedipidepmiasphodi est erase inhibitors,

arteriol ar ‘ﬁgf ey @ odllators a e I8l t3

gl ycosi des, Sﬁﬂﬁgéf %rngoqart ?\‘E’S ﬁéalﬂ(gus eagréir iggfrct’pﬁgéptl hgé;tlémo?f atri al
natri urigt i gnix@ied @l@vnﬁg\uphlgh Reaent as poly-uishtutdidd btlﬂgraisoairfbludﬁlxi?gDEPw and

enal april, lisinopril, fosinopril, cilazapril, 25 benazapril,  perindopril,

qui napri |, PH#A gnditheir @thalm;tﬁre@m anjpal a@/‘aprqutabler?ﬂﬁaW’Ftﬁt‘fﬁ aF faity) agiigpri|l
captopr il gpd O pRRbAP ErDRAC B R ac by =F WO ROH2551, 246" iniERRA! K4 1 21
sanpatrii at' pheny Ai ne

[(29)-2-( a@tacnﬂ@matsbﬁxt)mhe@mnenpmwdlwaawhﬂpathdlagwmu azol yl) (corrpound
Z13752A, a product of Zanbon Conpany). 30 Exanples of an |otents
receptors arieaRfers wbiect éﬁgﬁhét@ﬁiqnh ‘PYer’é‘BHv’értthﬁsel phiapi eoFyyal fatty acid

20  containing a mixture of eicosapentaenoic acid ethyl ester (EPA) and docosahexaenoic

acid ethyl ester (DHA) in the preparation of a medicament for the prevention and

treatment of a heart disease chosen from cardiac insufficiency and heart failure, both

chronic and acute.

For convenience of description, eicosapentaenoic acid ethyl ester and
25  docosahexaenoic acid ethyl ester are mentioned here below respectively as “EPA” and

“DHA”.

An essential fatty acid, according to the invention, is preferably a fatty acid having a

high content in EPA and DHA, for example with a content in EPA and DHA higher

than 25% by weight, preferably from about 30% to about 100% by weight, in
30 particular about 85%.



are: candesartan, valsartan and | osartan. WO (1 2/ 058793 PCT/ EP112/ 011507
5 Exanples of diuretics are: hydrochl orothiazide, trichlornethiazide,

chl or ot hh@&iogﬁ%”&hl ortalidone, trianterene, clofenam de, jefRPRMER:
torasemni de, ethacrynic acid, etozoling, spironolactone and amloride, if

the case in association wth potassium sparing drugs, which are well known
inthe art, in particular furosem de and 5 hydrochl orot hi azi de. Exanpl es of
dopani nergi c agents are dopam ne and i bopam ne. Exanpl es of

phosphodi esERA aspesenhingthe EPA/RHA: mixtwre Poeferabl inra peseratage fygingolem i de

bucl adesine, in p icul ar. anmi e.a } . . | ol ar
and venul arto\?hg'btdﬁo}&k’?ﬂr‘%el tgnd R}g&a{f B{z%g%ngrbgﬁ%@gglsnoﬁ%g%{ t%% rgfl%llﬁétrﬁg) e.

Exanpl es ofsshetaMaeksk by egghtvi soprol ol , practotol, netoprolol, bucindol,
carvedilol, atenolol, bisoprolol, celiprolol and_nevibolol, | articul ar

| I . in
vi sopr ol ol ,Atcanyetsi thsl megt dreferreshrasiodietweongih and SH 4 jigakost ioé'bll'{})c?oéigde
agents are:. acet i qi i p, acetyldigoxin, digitoxin, 1 S digoxin,
| anat osi’de * ,palglé:ﬁaé%%ogl;tg%ﬁ'%et hyl di goxin and gitoformat, in particular
di gi toxin, g geehial fA®Eadildticosding tanble prisémdiigwerition can dembesnadf bypksdvwn ve
i notropi c agents are: pinmpbendan and vesnari nonegd Wﬂ}ﬁ%t' cul ar

pi r nobendarmethods, eghe Fé‘ﬁ]“@étinblls Ratent Ny /950887 P ' 6@?#‘ or preventing
and treat! NGy Mt pftsafanse t'gnqggﬁg@hé hYUDEAH Sisaidl T Adig bemsiinng heart

failure, bolf chroni cute, rising admnistering to a patient in
need t her eahixaurt hfreigeapientaehdiy aefdf ethyl esterafiigt andf denosahesaanaicatcadi eyt ent i al

acid containing a m.xture of eicosapentaenoi cid ethyl ester (E and
docosahéxaeiitst gDIéI@i) dn dheRreparatiQr 0‘??3%&?'.“’}33%1@{ rpr&'ﬁné%f‘ aB‘? ttrF ﬂg&f’{:@%ﬁ i on
is a methodhh@ BEGYEBhoseh Grdrh @aldia MOwkicrt QA8 het daiRite, 2Both cRFBriALAd ac
insufficiency and heart tfailure, both chronic and acute, conpri S!gegxg'

dive

adm ni st er i atgte} wharephﬂ medicament ri{e@nj combing@}theaapyngirtlamhqrélgﬂrggpug‘p f .
R R
combi nat i onditidhaPBSNRE préfeRbRP YN ¢ tBOR)tin pRetictha fremn? 'to 16 seohlingts on”
means that the essential fatty acid containing the m xture EPA+DHA and the
ot her tHer aposiciap’saipstmections, which thax be admiristsipdninaeprahipation, apaelegiticht ed by
such admi ni a%rggatoir %Qpatrz:{tcri?S(S\?ﬁssta&l?lalﬁ))E ?M&n@o&stf%@ggdﬁtehﬁal@f) A8 the essential
fatty acid containing the mixture of EPA and DHA.
Examples of therapeutic agents for such a prophylaxis or combined therapy according
to the invention are ACE-inhibitors, NEP-inhibitors, ACE/NEP-inhibitors, angiotensin
20 1I converting enzyme inhibitors, diuretics, positive inotropic drugs, phosphodiesterase
inhibitors, arteriolar and venular vasodilators, beta-blockers and digitalis glycosides, or
a mixture thereof.
NEP means degradation peptidase of atrial natriuretic peptide (ANP).
Examples of ACE-inhibitors are: captopril, enalapril, lisinopril, fosinopril, cilazapril,
25  benazapril, perindopril, quinapril, ramipril, trandolapril and delapril, in particular
cilazapril, captopril and enalapril.
Examples of ACE/NEP-inhibitors are: omapatrilat, sampatrilat and L-phenylalanine,N-
[(2S)-2-(mercaptomethyl)-1-oxo0-3-phenylpropyl]-4-(2-thiazolyl) (compound
Z13752A, aproduct of Zambon Company).

30  Examples of angiotensin II receptors antagonists (angiotensin II converting inhibitors)

are: candesartan, valsartan and losartan.



WO 021 058793 G PCT/ EP(12/ 1105(17 The use of an essential fatty acid
according to the invention is extrenely useful in the prevention and

t r eat menty@f)2/6664 ac i nsufficiency and heart failure bothp@hemniossiand
acute, in particular, in the elderly people, e.g. older than 60 years, in
subjects with other further cardiopathic forns and, in particular, in

subj ects surviving a nyocardial 5 infarction, thanks to the fact that this
is a well tolerated drug. The anmpunt of essential fatty acid to

be
adni ni st er dikamples phdiusetics aet hyrroghlogothinggde.e trighlarmgtuazide, ghlatethipziden

conbi nati on ot a L C. a0 e Lt ont ent .
In parti culcg O&apﬁg&arr@ﬁfrﬂt&gfé’ e@gfééh%l laf%’ @{%Sf/rqugi gg%%é\?‘ﬁl‘ﬁ'é’ gthEE%‘mc@bnt ent
of about 8546zolifle,niRelblabiost and cantitoralepaf thentase Nmyasvavigtiohr @ith aiassiuid 0. 7 g
to about 1.5 g daily. More specifically, the amunt of essenti al fg&)y

aci d, with SRamEFEA/ADMR, CBHER rre ovelh JARNB v, the cArh ninEPABKAr (fifasemisle abbut
0.911.54s : daily. This anmount of product may be adm ni stered
in the ormhg{)d{&gfe%\&:(gpéf%gai | y divided doses or preferably as a single dose,
in order tExaafpids dfldepairinergidagehtsace depaeline £fd ibopansies. t he 15 clinician nay

vary the ampunt of product. . (or mxiure with another therapeutic agent) to
o adni ni o LBl PRSP LA ERasS R O Ao A OP Ml TRGBE R FIPXIBPRANS The

amount of _agdiaskAain bhEEARCHifor8 48R EnouBHEe. 20T i Stered in_combi nat i on
with the essentral fatty acid, is substantially the anmount usually enpl oyed

by the cli rixampiesi of tamerialay .andt venwarr wasedilatbes atei rhiydradazineapnd asgsorthide anount
of thi Sl-OadS(i't'i onal drug (or 20 m xture of additional drugs) basing on the
pati ent™s RRE,) pi cture. The conbi ned use of an essential fatty acid

accor di ng tgkahipes STMRAL blobkedd GreO{isapioloairadtbRI, ah@bprolo] AR HdoR lcafeas, a
synergic or superadditive effect, namely an inprovenent of the patient's
clinical piatnetad, bigerplpl.ggedinralel andaneviiedolo e pebewas, wigoriploh qameedilol and
admi ni stratjgn I the essential fatty acid or of the "other therapeutic
agent" al orfe® OQ@ %br eover, the greater therapeutic effect in the conbined

treat nent iBxaffplesasrCdigializi gigcdsideadgents are aseyl digitoxin} ycetyldigoribpdigitoking
present invention provides the clinician wi.th a new nethod of therapeutic

treat méAt efigexdini lanatosidepfedestanotideantretyigaxiny andr 8italormats Upf PRTIERRY and
st L2 e eSS B A ons of = paCient Sulering
on the basiBxagplesl dfiposhive imotiopicsagentsi avér pimeberalad ayd wsefarihonep inipateicsiaand t he
vari ous st e}gr%%bé)rfdag‘ardi ac insufficiency and
A further object of the invention is a method for preventing and treating a heart disease
20 chosen from cardiac insufficiency and heart failure, both chronic and acute, comprising
administering to a patient in need theredf a therapeutically effective amount of an
unsaturated essential acid containing a mixture of eicosapentaenoic acid ethyl ester
(EPA) and docosahexaenoic acid ethyl ester (DHA).
A further object of the invention is a method to prevent and treat a heart disease chosen
25 from cardiac insufficiency and heart failure, both chronic and acute, comprising
administering to a patient in need thereof a therapeutically effective amount of an
essential fatty acid containing a mixture of eicosapentaenoic acid ethyl ester (EPA) and
docosahexaenoic acid ethyl ester (DHA), in combination with another therapeutic
agent.
30 The term “in combination” means that the essential fatty acid containing the mixture

EPA+DHA and the other therapeutic agent are administered in such an amount and

separated by such administration times as to produce a therapeutic effect.



WO 02/ 08793 7 PCT/ EP02/ 110507 progressive evolution towards an overt heart

failure, the clinician can make use of the present invention and prevent or
at | east \lghpysshés evol ution. The pharnaceutical preparatpepgp@angizdi ng to
the present 1 nvention can be prepared; by nethods well known in the art. A

preferred route of admnistration is the oral one, but 5 the physician may
use to adopt other routes of admnistration e.g. the parenteral one. The

t herapeutic agent for the conbined therapy, according to the present

i nvent i on, Brenusseffaneatentisldattnacidarsordingdp thennyention s extigraelp sefpk mdhe t at t y
acid can be formul a e, : ' as

ot at ed bel g bt eatrid: SERERE, inbirkicfod BhThEl AEEL bARARAH, R,

phar maceut i &ale, i phicaldg, inahpelderly proplepe.gpaldet tivint 60 tybas,f ial subjsctsgwith
conposition and containing 1 g of active .ingredient (85% EPA-DHA) in each
capsul e. 15therfrther Gastiopathic femns andain PaLEWAs I syhects Suryiving 2 pRCHHRY |
ester31 8 | 8= G - o] syl e; - gel atin246

ny/ capsu%l gqé??&%glr @%S&P?ﬁ%ﬂ?ﬁ gt;‘gggf{‘ eﬁrtéé] iéraon xi de2. 27 ng/ capsul e; -
yel | ow i r orThexalenint DE essphtialpfatty ecidhorauddmingter@l to a patient) eider @s @ smigle

oly-unsaturated fatty aci ds1000 ;25 - with content in ethyl esters of
\R/— 3ypol y- uﬁ@ﬁ‘iaa?‘élce%g%b PHIé" G%‘F’g'd‘@gg‘bNf‘g‘eﬁ‘?vﬁtlﬁerégﬁaaﬂﬁ’(?s%ﬁ%&égﬁmds B 850
ng; - d, | - al phRTIPLOPARER! Qn Spdflculard Shat AflowiCef Raiadad fBAAcd Ghviagr #1 67

ny; - sodi um p- hydr oxybenzoatel. 09 rrg; - propyl sodi um p-hydroxybenzoat e0. 54
ny. WO 0ZEPSENES cPaentEHGhoutifsse to $e almimngered tas patidnt.anay vary fromuabouit t y

i d t ai nj i Xt f e t i i d.et hyl . (EP d of
focosardy achoidodnPir 4 k Sty ot PRRASARS U Andlis S Blehitial BB heid iflp o000
useful for ghg/IHA\CBRehiST BBE §5% ahdB EPATDH AN bf dbsif 8321 .6 wsatbolir DM

cardiac insufficiency and heart failure, both chronic and acute. 2. Use
accordi ng t®dalyai m 1, wherein the nmedicanent is for the conbined therapy

i th t heg, .t h ] : : ' TRy
tror et ot AR v ERORR s Afpis e FRENA Rk BaFh A TuleflicRe |
4. Use accosrdirbf@rdbly &d abifgid dovd)an eider tdreacivtieatetirédblabeveld Of Tofirsgrthabout

30% 15 and about 100% by wei ght . ) i .
15  clinician may vary the amount of product (or mixture with another therapeutic agent)

to be administered, basing on the patient’s conditions, age and weight.

The amount of additional therapeutic agent, when administered in combination with

the essential fatty acid, is substantially the amount usually employed by the clinician in

therapy. At any rate, the clinician may vary the amount of this additional drug (or
20 mixture of additional drugs) basing on the patient’s clinical picture.

The combined use of an essential fatty acid according to the invention and of another

therapeutic agent produces a synergic or superadditive effect, namely an improvement

of the patient’s clinical picture surely greater than the one observed with the

administration of the essential fatty acid or of the “other therapeutic agent” alone.
25  Moreover, the greater therapeutic effect in the combined treatment is not accompanied

by an increased toxicity.

Therefore, the present invention provides the clinician with a new method of

therapeutic treatment effective for preventing and treating cardiac insufficiency and

heart failure or at least improving the conditions of a patient suffering from such heart
30 diseases or improving his/her quality of life. Indeed, on the basis of clinical markers,

which are to-day useful to understand the various stages of cardiac insufficiency and



5. Use according to claim3, wherein the content in EPA+DHA is about 85% by
wei ght. 20 6. Use according to claim3, wherein in EPA+DHA m xture, EPA is
present o @se@punt ranging from about 25%to about 45% pyr/Meiante7and DHA
is present in an anount ranging fromabout 55%to about 75% by weight. 7.
Use according to claim3, wherein the EPA/DHA ratio i s about
0.6-1.111.3-1.8. 25 8. Use according to claim5, wherein the EPA/DHA ratio
is about 0.9/1.5. 9. Use according to claim5, wherein the essenti aL fatty
acid i s admirogrssséyesevobytionrtawaids @p©ver hgary alure, dheyeliycian 629 mgkeipseefitg and

about 1.5 dai|y. 30 10. I cl.atml or 2, wherein the heart
di sease isgftrssreél} é‘@e‘iﬁh°s“u"?\dipg‘?€eﬂ€§r.cm !Esl‘iyg‘igﬁé’ﬁpm EPI 12/ UBU7 9 11. Use
accordi ng tThepakmndeudical prepahsions accordindieetht priisaamention bapbd préparedibe.  12.

Use according to claim11l, wherein heart failyre js chroni¢ or acute. 5 13.
Use accor di mgthods welhkpewn e agh 4 Rrﬁ@rﬁeﬁéﬁ’%{ﬁégf“?@m&ﬁ'@ﬂt’n fothe OFRL OBERY ned
therapy 4 s gh ] . =1 i bid gr s4-nhik & ﬁ@g{, - ikl bitors,
angi ot ensi nt%FBﬁg%%%r{e&q}'ﬁ% gn@?h@tpﬁh@%ﬁeﬁgﬂ Isﬁ?ﬁgﬁ% ',t p sr}éltﬁia;?‘e&i}fehot ropic
drugs, phosphwticepentis agdnn forbihe aombiredt therapy,aaccardthgy tnthlegpreseat oehtaanor s,

bet a- bl ockers and digitalis %Iﬂgcosi es or a mxture thereof. 10 14. Use
accor di ng té@ndedpmulated g well kKROWRI 6dFtapeut i ¢ agent for the conbi ned
therapy is f’}tf&?s@é}ltifaf ORRI Qh HEGEANAGEA Br SHRAFAE ih 1R Fofh 0¥ £8RIiA bapsules
captopril, enalapril, Candesartan, valsartan, 'losartan, fitrosem de,

hydr ochl or osststaed slowdopam ne, i bopam ne, anrinone, enoxi none, hydral azi ne,
i sosorbjde dinitrate, visopropol, 15 carvedilol, netoprolol, digitoxin,

di goxi nl,0 acet yl di goxi n, metidi goxin, pinpobendan, omapatrilat, sanpatril at
and conpoungeiatia cagéulestd>. Use according to each of the previous clains,
wherein the ed patient is a person older than 60 years. 20 16. Use
accor di ng t&ceadingofo tiwe mathadsokrown offemm phrsmaceyticale tachpigiedcipsilee e s a

person suffering,fr 0 r .cardi i i o el e q $ to
each of thepr[‘ﬂ’aégﬁl 3"6@%? g‘?n%swmgﬁ%{r]g?%?ﬁ%%dfg P g%pgﬁé gé‘?fear‘f{&?g]gg&g@& ggegra}gon who
survived a pyRgIHA) &l edchlcapsatd. on. 18. A method for preventing and treating
a heart disease chosen fromcardiac insufficiency and heart failure, both
chr oni clsandFexsaelatiogdnpri sing administering to a patient in need thereof a
t her apeuti ca j ve amount of an unsatur ial 30 acid

cont ai ni ng éth%(fﬁ{}frl gg%l:‘ ei cosapent aenoic acid gzﬁﬁggﬁfgl%’ (EPA} and
docosahexaenpHa ébyicksekrhyl ester (DHA). WO UB 1088y edps#eT/ EP( 12/ O0S07 111
19. A nmethod to prevent and treat a heart di seahSﬁJ/chosen from cardi ac

i nsuffici encsl,—alpha—tocopherol capsule;
- gelatin 246 mg/capsule;
20 - glycerol ' 118 mg/capsule;
- red iron oxide 2.27 mg/capsule;
- yellow iron oxide 1.27 mg/capsule.
Formulation 2.
- Ethyl esters of poly-unsaturated fatty acids 1000 mg;
25 - with content in ethyl esters of @-3 poly-
unsaturated acids (eicosapentaeonic EPA,
docosahexaenoic DHA) 850 mg;
- d,l-alpha-tocopherol 0.3 mg;
- gelatin succinate 233 mg
30 - glycerol 67 mg;
- sodium p-hydroxybenzoate 1.09 mg;

- propy! sodium p-hydroxybenzoate 0.54 mg.



and heart failure, both chronic and acute, conprising admnistering to a
patient in need thereof a therapeutically effective anmount of an essenti al
fatty acw%g%gts% sNing a mxture of eicosapentaenoic acid géf¥peReter (EPA)
and doco exaenoi c acid ethyl 5 estgy (DHA), in conbination w th another

t herapeutic agent. .A5. AR A Ae.As. Ae. A A?. AR As?#pgstel(!vt w

i Y~ytoje [UU ca]ca] ca] ca] ca] ca] ca] ca] ca] caU] ca] cRa] cal] ca] ca] ca] ca] ca] ca] ca
] ca] ca] ca] ca] ca] cRa] ca] cal] ca] cal] ca] ca] c$a! F'B9v} Y<- -

P " #%t#| w mhc"YU] c] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caU] ca] ca] ca]ca]c
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] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]] ca] ca] ca] cal]
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, "109& () - 4. Use according to claim 3, wherein the content in EPA+DHA is from about 30%

15  and about 100% by weight.

5. Use according to claim 3, wherein the content in EPA+DHA is about 85% by

weight.

20 6. Use according to claim 3, wherein in EPA+DHA mixture, EPA is present in an
amount ranging from about 25% to about 45% by weight and DHA is present in an
amount ranging from about 55% to about 75% by weight.

7. Use according to claim 3, wherein the EPA/DHA ratio is about 0.6-1.1/1.3-1.8.

25
8. Use according to claim 5, wherein the EPA/DHA ratio is about 0.9/1.5.
9. Use according to claim 5, wherein the essential fatty acid is administered by oral
route at a dose ranging from about 0.7 g and about 1.5 g daily.

30

10. Use according to claim 1 or 2, wherein the heart disease is cardiac insufficiency.
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is chosen from one or more agents chosen from cilazapril, captopril, enalapril,

candesartan, valsartan, losartan, furosemide, hydrochlorothiazide, dopamine,

ibopamine, amrinone, enoximone, hydralazine, isosorbide dinitrate, visopropol,

15 carvedilol, metoprolol, digitoxin, digoxin, acetyldigoxin, metidigoxin, pimobendan,

omapatrilat, sampatrilat and compound Z13752A.

15. Use according to each of the previous claims, wherein the treated patient is a
person older than 60 years.

20
16. Use according to each of the previous claims wherein the treated patient is a person

suffering from other cardiopathic disorders.

17. Use according to each of the previous claims, wherein the treated patient is a

25  person who survived a myocardial infarction.

18. A method for preventing and treating a heart disease chosen from cardiac
insufficiency and heart failure, both chronic and acute, comprising administering to a
patient in need thereof a therapeutically effective amount of an unsaturated essential
30 acid containing a mixture of eicosapentaenoic acid ethyl ester (EPA) and

docosahexaenoic acid ethyl ester (DHA).
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