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WD 2004/ 041290 PCT/ EP2003/011147 1 Use of fosinopril
to reduce cardi ovascul ar events in dialysis patients 5

wQab@4iomezent i on relates to a novel therapeutic PCT/EP2003/011147

application of fosinopril to reduce norbidity and
nortality of cardiovascular odigin in dialysis

patients. Fosinopril,
((2S,4S)-4-cycl ohexyl -1-[2-[ (R -[[(S) - 2- net hyl -
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0X ropyl J.oxyl.( 4- phenyl but ¥l ) phosphi no acetyl ]pyrro

" MR Shlasignh fo fedie fardipuBscRa evahish it flalvsietdents
an inhi bitor of angiotensin converting enzynme 10

(ACE). It is proposed mainly for the treatnent of
hypertensi on and al so con gestive cardiac
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Fedideamoridity afd ansreality epaveRiviakcaiafoHgin i didlysie patients.
contained in the tablets sold under
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{AGR) -+ ldS aropesed mainlyifer the ifeatment of pypartepgien and also con-

' ) 3 il te : i tut ' . . .
SRS AFIL Tranheen.f SNEERLI S e B Bug i, in
Hmcrtpspad:iiattyé pm?dmm- Ifwtﬂzlﬂvrr iaglt:dnzit_ac@ 21950@11&@ F«;f)séind)pril sodium is
1990 Ca n I 0, ang 42% i
Blradhstaifoa g g Re1e seld uider The Sayie MonoRntd sy
study, Tha"eflicab %f%@Ehﬁlai.bﬂ@fs?isdtﬁ\/f\/t\ﬁelﬁe%iéhgdEHH 3 variety of

infarction, 12%to a cardiac ins iciency and 12%t
sartlievasdakar ldisceses EgeiforusROBicnsinedlvidgtaacarsiorascular risk.

fi t hat di I 25 i dent Ll
r epr es SRS a0 BEORIAVSE Ratiernes Sulieig Tigm arkisiney, pisggse were
RItALAS bRcluBal R the aiific@iifal8Ri Nl y due to cardiac
arrests (18.2%of the total nortality), rmyocardi al

i nf ar ctN@ms it(is. fmand ihajt eardigivesedar Accrlegdq constitute the prime

EALSh BB B oS SR B 55 28, Fo by ocour
$ihg O &i5is PRIPURERIN inal 99 iBrCamatke (Dén MAld Orit&rid, $992)3hd 42% in
The conparatively high death rate_by coronar

FLoRRI S99 (Raeralcl. d985).dndais drurapean sy, 167 Ghie deaths
D\%rﬂé"du?ﬂé.‘é{ Fri;/b'cgl%ﬁéﬂ RRASHIP 193 4 'aféaerg%&ciﬁé ffiRiency and 12% to
suscepti bl vy di serve‘é In t%e

o coronary 'di seases 0
gaddéembepdpul ation (Parfrey et al., 1993 ; USRDS

3:”2 ual _ﬁ%t 6‘}95$p8rStHD§ ge?nmdal Tga%ar}e?)lértogoﬁ lrlrrr(ilsi ot\r/xgts %lélrc%vascular
accidents still represent almost half of the causes of death in blood dialysis
patients, and are mainly due to cardiac arrests (18.2% of the total mortality),
myocardial infarctions (9.4%), rhythm disorders (5.8%), cardiomyopathy (4.3%)
and coronary atherosclerosis (4.1%). Among the non-cardiac causes of death,
strokes represent a major cause of death (6.1%).

The comparatively high death rate by coronary ischaemia due to the
existence of a terminal chronic renal insufficiency adds to the differences in
susceptibility to coronary diseases observed in the general population (Parfrey

et al., 1993 ; USRDS annual data report, 1997). The risk of cardiovascular dis-
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WD 2004/ 041290 PCT/ EP2003/011147 2 ease i S even
hi gher in patients whose chronic renal insufficiency

WO goodie12p® di a- betes: the death rate caused bRCT/EP2003/011147

coronary insufficiency in diabetic dialysis patients

is two or three tinmes higher 2han that in non-diabetic
chronic renal insufficiency patients (Raine et a

1995 Raine et al., 1992). 5 Left-ventricul ar

bape it ewhhlgdnecu in patieotsswiopsenclaronid rm\al msuﬁmlem;ors dure to dia-

h
bétstahe Batnorate catior By paronam iubfitieney JE Qiabeiic,Hialysis
bafets i§11RRCYr tRlceatitARsehighbr thakP at inSHEARaKIARL Bhr)omc renal

and ot her rhythm di sorders (Roi thinger et al.
inepffigiancyrpatienife(Mrine of Ak, 1¢¥MPaing ehall, )719I9i2@h deat h

myopat Ry ectriclat By Bbon AN ek RiiaRe it & fetuction in

mepesionaphfléwaeesghentRostadd BY apf ¢984)h%r3¢ mgéﬁﬂéﬁstéfc and/or

uraem c cardi opathy associated with non- neg i ble
diestalicrepngegtee A a@ﬂns&ﬁflmechg@ca@a et a6, 1991), sudden death

éﬂéﬁthéﬂh&ﬂ‘r}hfd@o@eé ?QHWQ%PBPH C%Qﬁ’)nn é){gletuﬁ dmIQ@e part the

I CI enc under goi

dompyrdtivelyr aighmeletath Irate ohebwved (Ritzs mtant 1990). 1Dilated cardio-
recurrent, congestive cardlac nsufficien

FYSPREY: desharmicagaierathy aﬁwra%tafeﬁ;&psﬂaophic cardiomyo-
1S S AR A S on
liginleydeath r8te Ravfrey bealpat998)t s show cardi ac

i nsuf figi ncy 56% of the Lentshvea s‘einl.
t he co&:laé lagng %‘98%@%3‘ ?5h FRBIPIGRHQS Iy r%?ﬂ frgnal insuf-
f &@n% bytidRts L%dé?@bin%nhléow dlé‘lg§|§rt¢éaﬁﬁwérﬂ3 Hflh{/le/éé‘ Pérsistent or

uri the 1 ntrodiiction sIs 1s 36 nonth
reoeirread comgest:vez:ardxachrssufhclemy nmfeemgnwﬁ@ymear palmonary

Regorma it R e ArbR), WHEAR ne parhath EEnBRbRLAS Raving

dr! weighttreatment in 25%of the patients who did not
show aR insufficiency at the start of the treatnent,

25 Wi t umngnth@vl@ﬂw@@nmfstbe dialysisoB1% ofifie IPatiepis: shaw cardiac
hufleianch288)s olbBsbuRRERENaLa FOBBEEYY U GBI an average

ArRmitbrieg - ofMﬁlmbﬁml TtHeOQdMilaﬁﬂQifSp@tlaﬂsSMW&a&dldcansufﬁCIency
reduction of th ) ght are frequent]y

g {haintgclyetion of dpﬁhé%%m B anerinanwagEsas E)'@ §zimontgs in the
gﬁ@&&?{ﬁgﬁ%‘?@[ﬂ%%;tt?)%éoﬁﬁ%a@ghi é)sfv%\&?,f it hctlidl 'dePRdted that
paraiido insbificigncy appears in the course of the dialysis treatment in 25% of
the patients who did not show any insufficiency at the start of the treatment,
within an average onset time of 15 months (Harnett et al., 1995).

The treatment of congestive cardiac insufficiency in blood dialysis
patients is not codified. Additional blood dialysis sessions and a reduction of
the “"dry" weight are frequently involved. Diuretics present no advantage.
Digoxin is used empirically without any formal proof of efficacy and with well-
known difficulties of practicability.

The inventors are now proposing to combat the occurrence of cardio-

vascular events with the aid of fosinopril.
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The inventors are now proposing to conbat the
occurrence of cardi o- vascul ar events with the aid of

wo o®isiened | . WO 2004/ 041290 PCT/ EP2003/ 011147 PGI/EP2003/011147

Fosi nopril differs fromother ACE inhibitors on the
basi s of specific pharnacokiﬁetic properties: it is
elimnated in equal parts via the [iver and the

ki dneys. i f these fun%tlons are pormal, but its hepatic

cl ear anosiNapy Sifers Bew. ofer AGRalnbIRitars améhe é?«?éls of specific
bHQ%é&ﬂ( &ic IR ?ﬁé&e i) T&mn?@clﬂ%%ﬁltpﬁ ﬁﬂ" Jlﬂgglwer and the

aryi ng egrees 0 I nsu I en
kielney s ifi thesé ffu ncterrrsyarecn@mtaln bokits hepatio ciedthnce inckases pro-
c| earance, of the nedi canent is

m/mn), the total
peciasetely 6o rShaHngion anRgESr ved | n an | ndi -
vi dual gh lﬂoﬁﬁﬁ%nfse%ﬁbwfd&%rﬂﬁgl d@? edsS dienal insufficiency

correl ate e degree~of ren nsuf ficl ency
(irdiuding seivere lrsadficiency: @meaiemnlelayanﬁea@mopnolmllmm) the total

p currul at ﬁ:rﬁé %E%%%n%l@%raé;@? tl(ﬁaflfeﬂg Ira"c Ic)bserved in an indi-
Vidraf fmtﬁ 'n%ﬁ*ﬁ'ﬁél I’f@’fdl wﬁ@oh;ﬂ m iPmottoRblated Pilthe ddyrée of renal
observation is found in cardiac insufficiency patients

nsafficiensy (Huhebek,i t9%hcy patients (Acr < 30 nl/nin),

of 10 ReraznleRly, fofBbd fesTifiates esinap¥iTagburbr iRirbpril on
rapatayd A8mirmsedien MUCdays) . réﬁaMﬁG@ﬂﬁ&uehc?@atllénE GiRDa et al.,

AUCd nmeani ng the area under the curve or lisinopril
398 dHy's (qbsgr\@mgs fowyd iy capdigo 1insyff lﬂngye@atggnts and renal
o
ﬂr%%?f?c&enﬂg lpsjd& n¥§£€§lc§’§ Ofﬁﬁ/ﬁw r(lfh %o% &%ﬁéﬁm(’e{dmlmstered for 10
dayzsjfa‘tlalrelte:)of ﬂoemgb‘ctawuconkmulates: lpss ahan eesalapril 2.5 mg/day

TR B e
f:br% %XISWTS%% 1%%%3 )l gel%@bﬂ %ﬂéi/?s?’ét a97).

subj ct 0 i nvention i us ‘the use
f osi noﬂn dialysis E]Da'[IBhT:H (mmmajysms; wr peridenedl | dialysais) wnth terminal

1 B B R o B g S
Fh?ﬂlé W"lh thdS& obB¥ R/ lﬁrbai‘ibﬁﬁs WRh AiRE nhdSatbhesvdrarenal insuf-

reducing the risk of occur- 25 rence of cardiovascul ar
ficieneys( ¢hraetcﬁ|al1)991s Cﬁ)%hl’leirﬂl 19885 net hod conpri sing

ther apclie sanegt f et e KilnB fils M Bge ot fapingpri or 2

pharmaddsrtiedlly S6¢dptablecsii thtsofIs!preparer £ atedid@@ent for reducing
pharmaceuti'cal | y acceptable salts" that are useful

Hecistaefmpausrence of a cardiovascular event in a dialysis patient.

The invention also relates to a method for reducing the risk of occur-
rence of cardiovascular events in a dialysis patient, this method comprising the
administration to the said patient of a therapeutically effective amount of fosi-
nopril or of a pharmaceutically acceptable salt thereof.

The "pharmaceutically acceptable salts" that are useful according to
the invention are non-toxic salts as described especially in US Patent
4,337,201, These salts especially comprise basic salts, with various organic or
mineral bases. Mention may thus be made of the sodium salts, potassium salts,
magnesium salts, calcium salts, optionally amine salts (for example salts of

dicyclohexylamine, benzathine, N-methyl-D-glucamine or hydrabamine) or salts
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the invention are non-toxic salts as descri bed
especially in US Patent 30 4,337,201. These salts

we@zpenirbd y conprise basic salts, with vari ousPOr/BE2E011147

or m neral bases. Mention may thus be nade of the

sodium salts, potassium salts4 nagnesiumsalts,

cal ciumsalts, optionally amne salts (for exanple

salts of _di cycl ohexyl am ne, benzat hi ne,

Rf REHRG | @sg(wna%@rgjnmﬁy@n lysie) nand eisas giher salis of the same

g%%%aﬂﬂ‘ﬁr%ﬁgn REdh E[Pgr%ff{ g‘igqsnnAbpc?[ ﬁgﬁ?uﬁ'gfstﬁérg?u%ﬁg ‘brl]eferred

I nine or 1'ystne SO o
sane fMeece(rdiamsomlarrevemtennerﬁﬁmﬁd &bowe! ibiclude mxocardlal infarc-
Fosi noprii | E‘(dlumls particularly preferred.
Eﬁ?’d@'&é}ﬁ%é'@F IRG ERRePRREY %'F@Baaiﬁ.%?é‘t refd|angsna, including decu-

BY@S ahging! ar‘ldWQﬁ&nttér%na Y Qfe&b é‘r‘@ﬁg s?@%gt f:gmﬁ insuffi-

angi na; recent rest gi'na, |nclu
aelegcy éhabis, eapeaiatly, a:agdlaa msmﬁnblemw uempemmidmz),) and also non-
C_insu t hat especi

k di
B S G BERS, ihduSnecrbubtitiied Sidgeal GeAbr " death of
Eé‘r‘d%va%bulfa?b@ﬂgn‘?%rglbé(bo%fd%?éd GsNlchdh ﬂé{arﬂﬁﬁ}ééemh?*eegnt" The

sudden deat hz cardi ovascul ar orig
atiministoatiinde mumpm @c A mwarmubwycant@ptmiemalt thﬁr@f more-

GietumeRes B sl oo bienden BendiaRBen: (<opuy qrperiph-
bl hﬂﬁw@fasﬁ*)%rﬂ%@}és%%o@ﬁﬁhp@ﬂ @éﬁphe(rapéwa%rsy or

periph-_eral’ angioplasty) or bypass (cdoronafy or
peri phdhal trﬁ@f‘gﬁé@ﬁ) accplﬁ@mgrt@atheemweab@@rlaumgre gengeally directed

AR g BB Ayt L8 S E B M amtor

ndirds indrewsingsthenduetishnef $ilneival ithoon c@frd@vasuur@d events (or
W t hout cardi ovascul ar events (t) 15 retardin
n

ipeincinecariearaacy ot e fisgleonont) in ped dialysis p@?gnts
Egi: 22?@ ungéﬁe%%fbﬁlesgfa%s %a‘i’lle}ﬁfréegbr{gﬁgfrl] % uﬂ[‘iergomg dialysis"

medns iagy e uroan redividuabor mmamammngnah@wdergotr@e in the period
iod of the_ treatnept th fosinopril,

&b’ Beaimant Wit {GXIneRiH. BlaisBeSTARbrIn @%’“ﬁ@a paliggissunder-

%d] ? yé‘i% & axcelhobf § 6?%8@10 ﬂéﬁ%ﬁ‘ﬁrﬁé&ﬁcﬁ@ﬁé’y lh(';bartlculgr in the
icufar 1n the 20 termna hase, or on unt o

t@rminalipbasenal on rasa@rﬁmtoofe&mgcut@henabnahfﬂcmwﬁ/f iThe renal insuffi-

ciency may or nmay, not .b di abetic origin. The

ﬂ?%‘%é@ %H’H@Y “8%?%%.0@8!33’?98@% be bl ood dial yses or

peri t omRaldialfséd Yinasr cOha¥ Giion ALY ‘b@t l§|ootl rbllﬂl?ééé ¥ Ip@fitoneal
bl ood di al ysis patients, presenting |ef

dialyses.cul ar hypertrophy are nore parti cuI arI y
target Bgalyss patients, in particular blood dialysis patients, presenting left-

ventricular hypertrophy are more particularly targeted.

One group of patients that is particularly targeted also consists of indi-
viduals who have been undergoing dialysis treatment, in particular blood dialy-
sis, for at least six months.

The weekly frequency of dialysis sessions in the targeted patients may
be at least three.

- Dialysis patients presenting a high risk in terms of cardiovascular
events are, of course, included. Any man or woman from 50 to 80 years old

may thus be treated, in accordance with the invention.
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One group of patients that is particularly targeted
al so consists of indi- viduals who have been

waedeogadng dialysis treatment, in particul ar PCDBER2003/011147

dialy- sis, for at |east six nonths. The weekly
frequency of di al ysis sessiond in the targeted
patients nmay 30 be at least three. Dialysis patients
presentlng a high risk in terns of cardi ovascul ar

events Rief OSdﬂOthBlﬁP%é Phasmagartcalixngcarpialle sabintiereofomay be

S 55 S AR T L B B 88 mons,

§uc|311n as{]mmpt]glmdsl thebarausﬂsfar fmctl@elttr?aahbmt afccapilabineufficiency or
alt thereo ni stere one or.in

E‘U m@v%*% 3@3@65@\/@% ?@'SBEC{?& (ﬁ%é&xémﬁéﬂﬁﬁ’fhr%%m aspi-
Af, §&@‘H§U8$} %ﬁ@br 8bf Bﬁﬁ&’?"thét‘)%retﬁ?efﬁlr ﬂ%gel?é?tﬂfent of electro-

cardi ac i ci ency PSF € prevention o
bjzbe_dlsmdersmm«dmb)sahsemes (for exanple erythropoietin,
aspi

usef ul h{ i Q%?r? Ieafe[fl%rﬁ%)':eo%o&o%qqt(}% F%%iéngfs%tﬁg'%bf@tﬁp with an

hc@mmio?w&hah*fosuﬁo&ﬂr&raaée{m/th@r@éfer abl e not to
treat the patient in conbination wth an ACE

i nhi bi fesinspiér ane/en pbarmamutlcaﬂy aceeptabtehesalist . thereof are

PABIARRI o i RrgT OF R EREFMR S hoat SBRERRER. I SBrnation win

afwammaeymmdamy aespRbdld Véticlel ot exelpfiemat i on wi th a_
phar maceutl cally acce?t abl e vehicle or excipient.

t erms "T&RcepNEnexcipigat Pihrifecaceuiigally agcepiakie |V@hlcle" mean

460 S5 S o B RGeS g ot pro

duc@arsdxmmamwn]‘ for exzmpfe an allelid exagition| Balelirmans or animals.
humans Z‘% nimal s. 15 The dosage naturally depends. on

t he mod@edfosaus matyrallyidependsrn the made of adminisisation, the for-
| f
par ent er"ﬂ#%agémnﬁé%et 4 cOhdilits oPfHe @5& ent.

Istration I's envisage
parti cif parepteraleadminestrationis enheagedmnsre panmum‘rlyt\m injection,

ReSHBPRHGRS 62 tisndoa oo aiB0 4Re Liépansiiniels) are in the
RAGKBORGedtAbIY 86IBtiGHs HﬂHtéL%%eﬁgfongopa% ngeeehf #8alsC8r bottles for

The injéction may especi al be per'tor
slowc pedusions e lnjmtmmmeapecyaﬂy benpedotmed ssubcutmeously,

iﬁlﬁ%ﬁ@ﬂ?@%{ﬁﬁﬁ%\%r{oﬁs yon doses from about 0.005

For parenteral administration, doses from about 0.005 mg/kg to about
10 mg/kg and preferably from about 0.01 mg/kg to about 1 mg/kg may be
envisaged.

For systemic formulations, doses from about 5 to about 2000 mg may
be prepared, for administration one to four times a day.

However, the compositions are preferably intended for oral administra-
tion.

In this case, the compositions of the invention are in the form of gel
capsules, effervescent tablets, plain or coated tablets, sachets, sugar-coated
tablets, drinkable vials or solutions, microgranules or sustained-release forms.

The forms for oral administration are prepared by mixing the active
substance with various types of excipients or vehicles, such as fillers, crumbling
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10 ng/ kg and preferably from about 0.01 ng/kg to about
1 ng/ kg may be envisaged. 25 For systemc

wo eoorepé ons, doses from about 5 to about 200BCTYEP20A3/011147

be prepared, for adm nistration one to four tinmes a
day. However, the conpositi on® are preferably intended
for oral admnistra- tion. In this case, the
corrp03|t|ons of the invention are in the form of

agepSl disintegrating,agenis), bingdars: eolorans, Sayout gabedoers and the
ﬁ:?@'ﬁ&theﬁ%ﬂﬁbéuntﬁ%ﬂé‘ mikQpé ed tablets, drinkable

1S or m crogranul es or sustained-rel ease
forms. THeecdlorars nha)j beaal catbrani sdrrdtted forgitarprageatieal use.

by m x t he act substance, with vari ous types of
exci pi SRS e s, er@@@ﬁeeﬁswqqeef:@w% &gt boreol
éggzy,,%mg,q 8@'BIGEP2003/ 011147 6 agents (or

I Si nt egrat ng agents), binders, colorants, flavour
enhancdép@napids tdiebmdierk etha’armhyt e méretiomed aret polyiaylpyrrolidone,
P{iature lgrg{ﬁ ” .he any col or ant rmtﬁiﬁ?g lul

SR PHBIIRY B! §8 agé%ﬁrﬁﬁ‘ sC%VPOFTP%{vs dreliulose,

U@ﬁiriﬁld @t@é‘él@lds@’\@?drch r%dﬂmmbélgfh%@é p&yrﬂ@%édrﬁlﬁ@“?ﬁaltodextrm
mpl es 'of binders th be nentioned are

Bwlylvglnwwrmagnasmm alunygiurmo gijipaien ﬂwrmwy@mu}d:eihllose Lhydroxy-

GRAG oL, Bhi L BB PSR b o o=

pol ymethrcpydsibie, tongdd aRfE rdol, sddigyi @br@bwméﬂmylceuulose col-
3 lesl um al um nium silicate, ydroxyet hyl cel I ul’ose,

Stipondioxidgp prasearuglipse, sashwt gHIspgViglose, guar gum, magne-
d
grﬁ‘xe!l@%yc%oﬁc BU nrﬁ%igplgg%%n% ,hml rg?ﬂﬁﬁ?éolﬁnjﬁ ce@yl‘é@g cellulose

powdar pregeladiniztidostacth, sodiam algimbteose sedilinimstarch glycolate as
ér osgow done, guar gum magne- sium al unini um
isintegrading | cel lul ose, mcrocrystalline cellulose,

cel lul g% fi|RPVIRS ’fopéﬁé{ﬁh%}:g@gﬁg? SLE1osh; g&leﬁlhll‘m/drogen phos-

al gi nate or sodi um starc e as
phaterarehmitroarystedlere celliesel i | | ers are, for exanple,

o N
GPLBACER 1 FEBoRieD) e A S SR R981 s v o
sum skaasaleutglyeript monpeteaaate, glyceryl palmitostearate, hydrogenated
castor oil, hydrogenated plant oil, light mineral oil, magnesium stearate, poly-
ethylene glycol, sodium benzoate, sodium lauryl sulfate, sodium stearyl
fumarate, stearic acid, talc and zinc stearate. These tablets can then be coated
using polymers in solution or suspension, such as hydroxypropylmethyl-
cellulose or ethylcellulose. '

The granules used to do this are prepared, for example, by carrying
out the wet granulation process using a mixture of the active principles with one
or more excipie‘nts, such as a binder, a crumbling agent (or disintegrating
agent) and a filler. '

To obtain hard capsules, the mixture of the active principles with a
suitable filler (for example lactose) is incorporated into empty gelatin capsules
optionally in the presence of a lubricant, such as magnesium stearate, stearic
acid, talc or zinc stearate. '
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20 cium stearate, glyceryl nonostearate, glyceryl palm
itostearate, hydrogenated castor oil, hydrogenated

w@bk@an4iapd , |ight mineral oil, nagnesium st ear Bt BEP2003/011147

pol y- ethylene glycol, sodium benzoate, sodiumlauryl
sul fate, sodiumstearyl fumarate, stearic acid, talc
and zinc stearate. These tablets can then. be coated

usi ng polymers in solution or suspension, such as
hydr ox ypeloggPsHieh ¢r -sofiscapsuyles e Rfﬁp@rteﬁiybz «lisenlysg. the active

Eﬁﬂ n,g)lle?snﬁLg dft%%féal %glvgﬁt gfgk %é(gb\@té) 8?)5%?” fle p% gjrlybcroo)é Jollowed by

umcrngonatmmxmmsr)ﬁafaptshmsact ive principles with one or
nore exci pients, such as a binder, a crunbl |ggi€ ent

(or di sing Bﬁmfpﬁ@ar%@w Rogpiisiation gge obign gqnyentional
rﬂné‘r 2 '?ﬁﬁl fHéeaﬁl it 2@8@%@;%@0% %Ttsggééél‘)lhi’érgs preserving
lagentqosomlbdrtemtton|emyoagegisl and suspErsidresgenipt Irnaatdrdance with

Ui dgnl (SBleS. ere Miiiies s hstuBana  Qoriged and then
éaeﬂégg&d;me%m%f’m%ﬂéa&ﬁec%n@el capsul es or sof t

capsu are prepared by dissolving the active
princi d—\a’:‘buﬁfw, a parseniskided dn Vs art(daor usscbufiers based on organo-

gg %(&i% g glycol), followed by incorporation into

P é 5. The forms for parenteral admnistration

are obtBiangslel bf BuSITENLROH 'ag@ﬁis inBluaiBAsthyRélInIosen aydiRyethyl-
active principle(s) with buffers, stabilizers,

TR hvglrowmsdcelmaﬂmacaz@r@d ool qubagséﬁeﬁwéﬁaﬂlulose

oche AR 1o b EBEL A00SE A, B AT v s

atityldrieg rpolymtk@tgem nn:ottuham“@é or pfacrdydl. avenous
i njections, buffer, a person skilled in the art can

use bufif &@'%éﬂalﬂh@fﬁg@ﬁbﬂ@@%ﬂﬂm ingglo; the invention are
Eesgﬁm §l§lﬂF§ ﬁH%Bﬁ[Uﬁ\ ‘ﬁ‘i‘etﬁgﬁfﬁﬁﬁ, WHIR R IHﬁtrPéIY B! i8S sodium

ydroxyet - ce ose, oxypropy cel ose,
pdadr@(ymwzsam emmtaabidxszmhah«t ehlonbaresol aspeagairdng @igents.
sol ubi | | zers includ cg%i or . oil soli

bt prang |
ol yoxy! EEHy% RErtes By Ziinaans i RunhRaaihe fesinopri or fos
HBEFI!OQ:Sthuml\ﬁmH oah ts'té’d?gl finfdYald 6Fh d?d@@n pd!hﬁgfdﬂl as lubri-

according to the 1nve n are sodi
ganli (WH ﬁél%s&#éf)uqrewth/\ﬂeagc @sict d>loz1naa§eatuatam@elmas lubricant (US

5665/8M31 999).

For the preparation of an oral solution or suspension, the active princi-
ples are dissolved or suspended in a suitable vehicle with a dispersant, a
humectant, a suspension agent (for example polyvinylpyrrolidone), a preserving
agent (such as methylparaben or propylparaben), a flavour enhancer or a col-
orant.

The tablets may preferably contain from about 5 mg to about 50 mg
and preferably from about 5 mg to about 20 mg of fosinopril or a salt thereof.

If the fosinopril or salt thereof is administered orally, a suitable dosage
may be defined by the daily administration of about 0.01 mg/kg to about 25
mg/kg of fosinopril or a pharmadeutically acceptable salt thereof. For a person
of average weight, a dosage of about 5 to 20 mg per day, preferably 10 mg per
day, preferably as a single dosage intake, is particularly advantageous.
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p- hydr oxybenzoate, sorbic acid, cresol and
chl orocresol as preserving agents. |t may be

w@aootioerbar | y advant ageous to fornul ate the foRCTBP200$/011147

or fosi- nopril sodiumw th sodium stearyl fumarate or

hydrogenated plant oil as |ubBi- 20 cant (US 5 006

344) or with stearic acid or zinc stearate, again as -

l ubricant (US 2002/0 131 999). For the preparation of _

an or alORREYEMGIP of a daipkeentains thegeffPs@opr, s a mixture with
re. di i LN [ lL.e '

\'/Pécﬁﬁseg rﬁ&cg%czr?&a}fﬁg cgélluﬁ#%?t%g@t%pb c?os?B\/fo%kﬁe and gh@fuﬁ stearyl

san a~suspensi on age

" tdrearaganpl e pol yvi nyl pyrroli done), a preserving 25

agent (such as net htyl par aben or propyl paraben), a .

f I avourt@&nthgnPEaPasation cQSISURE%OzﬁH@UeSFhé'et apliva Pringiple(s) is (are)
; r; bt Ok 5 : n

RiSpd iR gk A e Wi o St BaKS hsfierf"Euch as

posjettopend glycolorssdrisyhibediofglyckfidese f osi nopril or

| foi I ni I, /
B G bAeb I AR ST G com
ghﬁ&i Wih @l_ith@llefﬁiﬁ}étnté%uiﬂémé‘Qt:ﬁ%flizfe%s,'J@%‘?ﬂ oOprotnoting the sus-

armaceutical |y acceptable salt thereof. For a person
tdined-telagee wEighactive princigles of anpmihersype of @ddijivedor forming a

B8uabeeth ha s 1ren dRatBE it BB, BafRr fr bR & water-
2R OAELEY8r BWABRHYGRIIE Hr). TheQeehsigasBlkpioWn @ those skilled

tablet contains 10 ng of fosinopril, as a mxture with
intheodré Wilhbe tsed jeit this pyigogel | ul ose, povi done,

o aper o ForiPedee! ! aEHen, ET0ah p Al Brapiced i

sgitdBleelosagelinked i n a manner known per se with a
sui table base constituent, such as pol yet hyl ene .
gl ycol Tde REPe9nehe: study) 9icthe @lfect phfosingpril on mortality and

Bé%?&?ﬁbh%? nQ@eﬁfE ¢ LrP Ctﬂ‘&?d‘a 'bﬁéiygkh SafEhisY ?&?%%@ﬁgo &-ventricular

are com ed wth sul I'luents,

Bypdritiophe is deseribetdshdrembaiawby iwey ofibustregion of the invention.
tai ned-rel ease of the active principles or any other
type of additive for formng a 10 central core that is

then coated with a sgplid Snd@AethBHolbhpr exanple a
wat er- soluble resin or a water-insolTUlble resin). The

t echni dinesmiimoabjecbot theskias kiak| te devailuate tibe afficaayl andiolerance
4P bt B PP RIS B Hify BoREGE PSS 55 B 08 for 24
months, on the reduction of the incidence of fatal and non-fatal cardiovascular
events in blood dialysis patients presenting left-ventricular hypertrophy (LVH),
compared with a placebo, insofar as no ireatment to date has proven to be
effective in this indication. 4
The sebondary-objects were to evaluate the incidence of deaths and

hospitalizations, irrespective of the causes, and the duration of event-free sur-
vival (retardation of the occurrence of the first event).

| This was a controlled, randomized, double-blind phase lil multi-centre
trial performed in France on two parallel groups of patients, one receiving fosi-
nopril at a daily dosage of 5 to 20 mg/day for 24 months, the other receiving a
placebo.
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sui tabl e dosage units. 15 The protocol of a study of
the effect of fosinopril on nortality and

w@2anodioerascul ar events in bl ood dial ysis pati erCBEEP2003/011147

presenting left-ventricular hypertrophy is described

her ei nbel ow by way of illustr8tion of the invention.

(bj ects and net hodol ogy: 20 The .mai n obj ect of the

trial was to evaluate the efficacy and tol erance of o

f osi noghél primani svaluatied ariieriprdwiebya gesHiredCrijgrinn gomprising

i SRR of Boqdione S P RURNINT B 4oV ascut ar

event s -idealhh obcadiclagsular pagingnt s presenting
left-ventricular hypertrophy (LVH), conpared with a

pl acebo Nonrfatal apyecardial infasgtiobnt to date has proven to

e oE e Lo thi s todi . _ _
e 25 AHERSEETR  SHAFRAOle, RT004Ahg, rotuang
gee@hgmsl am?ma andivajfnanmmna;mde{zen(nbe?mgd &), an]g :Ee
uration of event-free sur- vival (retardation o e

occur r 6 ROFIApHasty fcoropagy %rv@fiﬁh.e@rﬁ@"\?ﬁgsyg’cont rol | ed,

random, ' [ti-centre 30
Ctrial p???g?ngéd&?ﬁa r‘{arﬂ%é@g'%@v%’bﬁ% | el groups of

pat i ent sardiae inseffidiencygddacmsnpensation)] at a daily dosage

of 5to 20 [ day.for 24 ths, the other receiyving,a

ol acebs NONARGAI a3 5GSBS GcTinbr suidbdeath,

pri mary ceMditutdd eroled.i terion was a conbined criterion
conprising the occurrence of at |east one of the _
fol | owiThg es@ntence otidhe hirgf evant cranatitsed dheoprigan, evaluation

_fat ol fian. - e
Pebfh AnBLe” Zehas \Hefeflure Bt AE BrlafRined and
fhecubathvsht angl entiuddvadtil 8 end of fige triildarek €id pati@it continued
angi na), - angioplasty (coronary or_peripheral

e Spnitsred accardisgriadhe reedaiias prsisaged ipyHaprotocol.
bypassime set8hHhAFeldizAlid GiEa welgsompensati on, 10 -
non-fatal cardirac arrest (including resuscitated

sudden - treatdtality of thmesdnts coaposingihe. prithernyosvainattnrceriterion,

of the fjrst eyent const%t uted t he é)ri mary .eval uati on
- the duration of event-free survival (or retardation of appearance of

the first event),
- the total mortality,
- the hospitalizations associated with events, which may or may not be

cardiovascular.

Patients:
397 patients were included in the study. The characteristics of these
patients are given in Table 1 below:
Table 1: patient characteristics

Characteristic

Age (years) ‘ 66.7 + 8.04
Women (n/%) 190 (47.9)
Systolic biood pressure (mmHg) 147.89+21
Diastolic blood pressure (beats/min) 77.4+11.8




criterion. However, as far as was possible, the blind

nature was maintained and the treatnent was continued
waedolo42be end of the trial, and the patient CPCI/EP20031011147

15 to be nonitored according to the nodalities

envi saged by the protocol. Th¥ secondary eval uation

criteria were: - the totality of the events conposing
the primary evaluation criterion - the duration of

ﬁ\é@rﬂﬁatéc(bg‘&s/ﬁ,qﬁw val (or retar dation of appear qggq&fz

i rst even 20,- the total nortality, -
H@EYﬁ“f“ﬁF'?rzrﬁ?ﬁSdl‘%’ X(glmdciated with eventls, whi cHA4rey5%R

m&;orymtvamlar@@rodht@\(frﬁ%;ul ar. Patients: | 25 397 W(g@nts
uded The charagteristics of

i t
R L T o A i (R b 1L B
plistoryeoiperpfarahblbet vestdl diseas@h@ract eri stilc Age (y&(15F)

Bichts vihioQ r%% q%s?g/@fy(]“ (47.9) Systolic bI&g)pIG

ressure “astolic bl god presstre

g@é@te%mfrfo)n) 77.4 11.8 WD 2004/ 041290 124 (31.2)
ibERA0G@11147 10 Heart rate (beats/ mn) qgs 9.3
g §{v)’ént ricular mass index (g/nR) 174. gss. %

F'IISE"%‘?f)'f'dB?yt(Pé’%%ﬂt %®hccidents (n/% 27 (6.8) PP&Iry

Vhaitinglisd foakignayrita@spyard (rgBpses (n/ % 52 (13.1) Hpstem)y

of peripheral blood vessel diseases (n/% 62 (15.6)

Pati ents who snoked during the study (n/% 46(11.6)

Dieabenisdn/fad/ %9 124 (31.2) Dyslipidaenia (n/% 156

(3 tory of kidney transplant (n/% 29
%tr)l)?t%%p |t§t for kidney transplant (n]% 26 8%7%)8)

Tr ditidigheties (n/ 9 15(38)

Insulin 81 (20.4)
‘Lipid-lowering agents 100 (25.2)
Antihypertensives 210 (52.9)

Size (cm) 1639
KTV 1.36+0.39
Residual diuresis (mi/day) 270+ 375
Predialysis weight (kg) 714+ 15,6
Inter-dialysis weight gain (kg) 2.53+1.56

The selection criteria were:

- men and women between 50 and 80 years old (menopausal women);

- patients undergoing blood dialysis treatment for at least six months
for terminal renal insufficiency, of diabetic or non-diabetic origin;

- weekly frequency of the dialysis sessions at least equal to 3.

The inclusion criteria were:

- patients presenting a cardiac hypertrophy defined by a heart mass
index of greater than 100 g/m? for the women, and 131 g/m? for the men. The
heart mass was determined by means of an echocardiography performed at
the latest on the last day of the pre-inclusion pe‘riod, and at the earliest one
month before selection.

The non-inclusion criteria were:
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Erythropoietin 313 (78.8) Antidiabetics 15 (3. 8)
Insulin 81 (20.4) Lipid-lowering agents 100 (25.2)

w@\ndoithyper t ensi ves 210 (52.9) Size (cn) 163 9PCHIERR003/011147

1.36 0.39 Residual diuresis (m/day) 270 375

Predialysis weight (kg) 71.4 115.6 Inter-dialysis

wei ght gain (kg) 2.53 1.56 The selection criteria

were: - nmen and wonen between 50 and 80 years old . _
( menopauddtoligoadenal pressite; (SAFY mﬁ@@rrgm% appssdliastolic arterial

?)ir@},g{ﬁéfmr rgﬁ%}m}m{]ﬁphat | east six nonths. 5 for

erm na I nsu i ency, of diabetic or

non- di abpeimanentgincreasenie klayishmirtecyr g?nﬁﬂna-GT (> twice the
gﬁial ysis sessions at |east equal to 3. e inclusion

BQralaraNREPE: - patients presenting a cardiac
h fi t i .
e AR Y B Rl o wi

e terdindleanal imasfiicisasy.det er m ned by neans of an

echocar di ography perforned at the |atest on the | ast

day of the pre-inclusion period, and at the earliest

one nonth before sel ectiomofee/-non-incl usi on

criteria were: WO 2004/041290 PCT/ EP2003/011147 11 -

syst ol i@n adsieVilalthg setssted patiars receb@dnfadgwandieeks a placebo

bRt Siogfe-Blid EaBtioRE Aok E5a M = tatlehREP 7. The fosinopri
tamisecsritainedabo mag ©f Yosi8spal: mixed With ﬂ&(ﬁg_éé,ymiﬁrocrystalline cellu-

signi ficant biol ogical abnormality not directly _
dPamidenes erpspewidoner anghsodiwnabtaangufumarage cijormulation of

FooRG™! The %ﬁéﬁ%} daii¥fyind 08 RENSR EHBAL Weth S FRINE in the
trial (V2) and were randomized to receive, under double-blind conditions, a test
dose of 5 mg of fosinopril or of placebo. The patients who presented after the
administration of the test dose a symptomatic hypotension or whose systolic
arterial pressure fell below 95 mmHg stopped receiving the trial treatment. All
the other patients proceeded into the titration period, which lasted three to six
weeks and comprised three to six visits at weekly intervals. These patients
were requested to take daily half a tablet (5 mg) of fosinopril or of placebo until
the next visit. From V3 to V5, the dosage was increased each week in 5 mg
stages, until the maximum dose was reached, which was maintained for the
duration of the study. The investigator could delay a dosage stage or reduce
(temporarily or definitively) the dosage administered. To do this, three optional
additional visits V6, V7 and V8 were envisaged, at the end of which the dosage
reached was no longer increased. The subsequent visits V9 to V17 took place
in the eighth week and in the third month following inclusion, and then every
three months, and were simple evaluation visits, during which the trial treat-
ment dosage could no longer be increased.

During the administration of the test dose, and also at each increase in
dosage during the titration period, the fosinopril or placebo was taken in the
presence of the investigator, at the earliest two hours before and at the latest
immediately before the start of dialysis. The arterial pressure was determined



10 under single-blind conditions, at a dose of half a
tabl et per day. The fosinopril tablet contained 10 ny
wo@Rookosizoopril mxed with [ actose, microcrystapCT/RR2003/011147
cellu- | ose, povidone, crospovidone and sodi um stearyl
fumarate (fornulation of Fozlztec(r)) The patients
satisfying the inclusion criteria were then incl uded

'b the trial (%[2%1 %\g(ere randon zed to receive,
Riree theipg-9fi dialysiso .%@ nantsygtlowfdbgéeék dgsea meas-
Qferh88i SO értéﬁal ﬁfre&ltﬁ‘é% nﬁ’&i 'e?@{yrs]:’éd‘?rﬂn%lteg for the dura-

presented aft adm ni s on 0
99rrmfdhatdmly3n§zmaserm anddor \alhdmtéwt hbous lfanécmfssaky up to the

B RLT atfreaino A ol RSt oRl %ﬁpﬁ?o&ggé@e@as took place

uamﬁéﬁ ;aﬁsﬁqgté absgge% Wr?ﬁk@dpre‘ﬁ@r'a%!}/ trﬁ%ﬁeegagrﬁrﬁbéﬁvews 00 and

onpr | ree to siX Visit
‘1610@rﬂ‘aeellalyshﬁeéey9pmcwleds 20 were requested to take

dai | | f a tabl et nopr or. of

anti 1 ik ausePOiec cirEng ek e.8Tstolie a&%&bgrﬁgm meas-
LRSS aRYRE m@cdlaw@ V\Ré:"bcﬁ 180 beld R US| mHiF-F o.t B@ngaesﬂ BHRbstatic
dose was reached was mai nt ai ned
hm@en@ﬁncﬁcwﬁ@dsthmmvesmtohmé@ru@addhe@oucdrmianhpymtenswe

RAPSENE kg e SosbbS REIRH, 49 etBbapl hsfBlofbanena
prwst:reaaagreatén than\gs miH@Rd\8 eiefiaenamys atefifesiitiohtd ortho-
end of which the dosage reached was no | onger

siatie dupotension: lauthec)pahof \nessistenge @foonmrtqﬂw pi these situa-
hé‘n% Eﬁe gh&ﬂ?&gﬂ%ﬁ* dggg%é Wats%rdégéﬁn %g%brét%%é cﬁ;’;\"eeﬁ $he dosage
sf Bahg/dayal that odhostatic trwpodaﬁsmg persisted, hibet triatl treatment was
treat- ment dosage could no longer be increased. 30

PPRE: t he adnministration of the test dose, and al so
at eac e ;
per fod '} Rerec HerdofieBRARE Wl Ak Wiakase Mist6ifand the con
poraianic reafmemnis Wweree soiegiatamd, aafullt dlimiczdrdXapsination and also an
E{}gs bef or.e a? at the latest inmediately before the

egs Paffarme The arterial pressure was

det er mypes WRI29QR4 QA0 pRHEMEBE0 gy’e( @Hslg%%)lgcﬁgf/é’(ﬂ %he tar-
the start of dialysis. After the admnistration of the
geislosgofe20 egheas- urement of the arterial pressure
was performed every 30 mnutes for the dura- tion of
the dialysis session, and for at |east four hours (if
necessary up to the sixth hour) after taking the
trial product. Al the other dosage intakes took pl ace
5 daily in a single dosage intake, preferably in the
nor ni ng between 8.00 and 10.00, the dialysis days
i ncl uded.
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If, at any nonent during the trial, the systolic
arterial pressure neas- ured in the pre-dialysis

weessodi2del | bel ow 95 Mg, or signs of ort hosPEL/ER2003/011147

hypot ensi on occurred, the investigator interrupted the
concomi tant hypotensive 10 tr&htnent(s) or reduced the
dosage thereof, so as to obtain a systolic arteri al
pressure of greater t han_95 g _and to _elimnate any
BIBLIQGHE ‘ hzparsnsiagp |1 n the
event of persistence of one or other of these situa-
tions, the trial treatnent dosage s reduced in 5 ny
st ages.- DAVIS et ahdJdlysi@5e) DﬂUG%:@A y103-1h6
orthostati c hypotension persisted, the trial treatnent
was 15 stopped. On visit V1, the denographic data,
t he di sda IbLSr@NEABI@hé\md)HQQE)JmNMUALtIREEOﬂ'ﬁt HOSPITAL
ical exam nation and al so
ngﬁgﬁﬁéﬁdﬁ‘lﬂﬁwt he end of the titration
period, 300 patients (76% achieved the tar- 20 get

e Ch R AR U S R RRRRRER el
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ANNUAL .. HOSPI NE RE | NST] TUTE. 5
- EHR'E%TGRQ%WEQEH%/E@}&N Wﬁﬁ%ﬂ@!—, 49145354369
- GEHR et al. (1993) EUR J CLIN PHARMACOL, 45:431-436
- HARNETT. et al (199%) KI DNEY | NI, 47:884-890 -
PARFREY RARNETT( ato)a{1 9RE Y NEYI N 4-884o8P OUES,
243-262 - PARFREY et al . (1996) NEPHROL DI AL

TRANSPL ]
ACTUAL T T R PR TALTES NERHIROLOGRRUES, 243-262
(1992) NEPHROL DI AL TRANSPLANT, (SUPP 2):7-35 - RITZ

et al . -(RABERENERHROL(199A) NIEHHIB@.[AE)TAL('BRJP?NSEL:W,Qﬂ 1277-
1055 TH NGER et al. (1994) CLIN NEPHROL, 42(5):309-314

899" ROSTAND et al . (1984) KIDNEY |NT, 25:653-659 -

SICA DA et al. (1991) CLIN PHARMACOKI NET,

2005)* 208 et al. (1995) ACTUALITES NEPHROLOGIQUES, 283-305

- RAINE et al. (1992) NEPHROL DIAL TRANSPLANT, (SUPP 2):7-35
- RITZ et al. (1990) NEPHROL DIAL TRANSPLANT, (SUPP 1):93-97
- ROITHINGER et al. (1994) CLIN NEPHROL, 42(5):309-314

- ROSTAND et al. (1984) KIDNEY INT, 25:653-659

- SICA DA et al. (1991) CLIN PHARMACOKINET, 20(5):420-427

- USRDS ANNUAL DATA REPORT (August 1997) AM J KIDNEY DIS,
30 (2) (SUPP 1):5107-S117



10

15

20

25

30

- USRDS ANNUAL DATA REPORT (August 1997) AM J KI DNEY
DS, 30 (2) (SUPP 1):S107-S117 20 WD 2004/ 041290

wWOeQABP2003/ 011147 14 CLAIMS 1. Use of fosi ne@I/EP2003/011147

a pharmaceutically acceptable salt thereof to prepare
a nedi cament for reducing thel4isk of occurrence of a
cardi ovascular 5 event in a dialysis patient. 2. Use
according to Caim1, in which the cardi ovascul ar

event is a cardiac insuffiGlAMS. 3. Use according to
Caim2, in which the cardiovascul ar event is a

cardi ac insufficiency deconpensation. 10 4. Use

accordimng tee@fdbsnbdpril or whptEiniddeutedlli ascptablarsalt thereof to
event is a _myocardial infarction. 5. Use according to

erepare B madicament fondeduging dhe diskl ofrocpusience ofam cardiovascular
g(}g%ﬂﬁ-a &ah}lgfsepeﬂ%?rdi ng to daim1, in wich the
ar

cardi ovasc event is a 15 stroke. 7. Use according

to d ai2n 1Useracebidihg ttbeClaimn di, gy agicH the exeidvdssufar event is a
non-fatal cardiac arrest. 8. Use according to Claiml,
Fardigg BRUESENCYr di ovascul ar event is a death of

car di owasc r thR - 0 ' : f :
L 1o Uty Bl A5 yARAPIAL BRI v i o
daaligsinsufiiwtaneytdecbpeadsatian.cor ding to one of dains 1

to 8, in ich the.dialysis ,patient presents .

| of t - vént r PegiaseORyRa fo Kty 1 T Wik e Salrvasculr sent s a
plyoehrlidBinfarétnl0. 1 n which the patient 25 undergoes
a'dialysis treatnment on account of a chronic kidney

di seas®- i nUsa@cceouling i Claimaten vilich the cacdiovaaudantevent is an

%ﬁ@' f dains 1 to 11, in which the patient has been
A going a dialysis treatnment for at |east six

mont hsg,  Use according to Claim 1, in which the cardiovascular event is a
stroke. ‘

7. Use according to Claim 1, in which the cardiovascular event is a
non-fatal cardiac arrest.

8. Use according to Claim 1, in which the cardiovascular event is a
death of cardiovascular origin.

9. Use according to one of Claims 1 to 8, in which the patient is a
blood dialysis patient.

10. Use according to one of Claims 1 to 8, in which the dialysis
patient presents left-ventricular hypertrophy.

11. Use according to one of Claims 1 to 10, in which the patient
undergoes a dialysis treatment on account of a chronic kidney disease in the
terminal phase. . ,

12. Use according to one of Claims 1 to 11, in which the patient has
been undergoing a dialysis treatment for at least six months.

13. Use according to one of Claims 1 to 12, in which the patient
undergoes a dialysis session at least three times a week.

14. Use according to one of Claims 1 to 13, in which the patient is a
man or a woman 50 to 80 years old.
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13. Use according to one of Clainms 1 to 12, in which
the patient 30 undergoes a dialysis session at |east

wao booge42pes a week. 14. Use according to one PET/EPRDIGI1147

1 to 13, in which the patient_ is a nman or a woman 50
to 80 years ol d. WD 2004/ 041280 PCT/ EP2003/ 011147 15
15. Use according to one of Clains 1 to 14, in which
the fosinopril is in the formof fosinopril sodium

16. UsdSackl§PAGegrding dponsrofcdelaims 11ta ¢4.18, whighyhedasinopril is
i HS ANk ended for oral adm nistration.

ﬁ%%ﬁ??g@%@?%ﬁ"n%nghu aim 16, in which the

rredihcamﬁnt Useremlcioecﬁsg té mmbdlﬁ Glainlim rtg 18, ir}@ ediictothd medicament

a pharaceutically acceptable salt thereof. 18. Use

é?c'g‘E?r dof Br%aéiﬂ?(ﬁ“f&% 117, in which the nedi cament

Is i mﬁ'ﬂdggefé&co?diﬁg'tbyc@ﬁﬂ“ 18, Sh VLR T8 madRdmdht bmprises

ng/ kg to about 25 ngrkg o fosinopril or a ‘

froar e 80tg af fosirepri pr alpharswiceuti¢allyemicepldbla 8alt tsereof.

accordi,ng to 4 aim.18,. in, whi t he_nmedi cane IS .. .

Mt endd’ U8 CtaRY iR f B0t 07 G WHBBH heoTegiagment is

frRshdPtdrl a Yailp ddmainEReEbhi Fadbout ROFEREAB! ® 8Bbt 25 mg/kg of

" thereof.

fosinopril or a pharmaceutically acceptable salt thereof.

19. Use according to Claim 18, in which the medicament is intended
for a daily administration of about 10 mg of fosinopril or a pharmaceutically
acceptable salt thereof.



