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RECEPTOR ANTAGONI ST FOR THE PREVENTI ON OR TREATMENT OF
wEYH3aM7Ct DI SEASES | N CATS 5 FI ELD OF | NVENTI EMIi/EF1067/060531

present invention relates to the field of veterinary
nmedi ci ne, especially to the prophylaxis or treatnent
of system c diseases in catk= In particular, the
present invention relates to a method of prophyl axis
or treatnment of system c diseases in cats, wherein
the nethod conprising adm nistration of a

t her apeuti cal | %_ effec‘t ive 1To armgrnt 8f angi otensin 11

receptor £ 350 in need
FrE %@y&f@ﬁggﬁgﬁﬁﬂm!%ﬁg@!ﬁ%@%’ﬁ%ﬁ@ cA¥RS

whereas chronic renal failure is 15 considered the
f- | r . one. The preval ence of chronic kidney
FHE@ﬁi%%@@H%&kgﬁl in cats is reported to reach up to 20%
TheWrbberfi3tvaitiopatetatee e tid delrd bhaﬂeﬁnwamsdlc(nbefeebe@alty to the

pronhg AR REGRLHEMIAR SYUETTC ElargRes o 506} In” BaiigHiaL thenpresent

mveﬁ@é@ ribidy @ b%éﬁoﬂ%%r@b@yléﬁ@t&meﬁitrﬂeﬁt @ﬁbj‘/ﬁéﬁ‘aﬂﬁhlseases in
clinical signs (IRIS stage 2 & 3) ranged from1l to

catsy etreseinElhie] Jefhnsagemersing rRimiDistraien sy 4 éheefaa%wt@@mé&ﬁecﬂve
amot,@F t%g%ﬂg@%ér@g{ ¥ ég@éhﬁ?ﬁc%%g’%%?bﬁlsf &rar@HPté aV\%tfmAMed of

ngr ess oni c rena [ure
suclf ERlepfmentt. [ east in its final stage is, regardless of
the underlying causes, characterized by irreversible
structural lesions of the kidney. Thereby, 25
BAGK@BCEB&IQE’THE&MUE&NMDN | esi ons initiaIIy | ocal i zed
ortlo f t he e hr on

The e YA drebavassy s e opt oty WhefERu roigrenal faure is

con$ii&edahe nfs® irByETn @anyThé gmwcbloe cheohid heney disease (CKD)
devel opnent of lesions in the remainin initiall

in caisaistieppded EPAGTHHR Bf20Ye PHFbAS %dBkCE W@f@. gider than 7 years
Lef[eréctﬁgs?:% 2004 5" YRPERMBRC 9B ragNe, %shr 29, WAty N&&. Am.,

to repl’ace others irreversibly destroyed
Vet dCsrmegrsss 2006). SUM\@&W odts b\r!ﬂilpﬁsld Bompdadgite ggotemia and extrarenal

I
o ol VR XIE 2l SERAR Pl 3URERL S Alnagerent and
therapg iy c@kidared 364subyegshdiyrdniluentd FSVGJMISHMHQK dsivelf AdddNorth
O\Z% ved | % of the sanples. CRF is recogni zed by
Am, rgss

function or the presence of kidney
damage (Pol zin, Osborne, Ross 2005 in : Ettinger SJ,

Chronic renal failure (CRF), at least in its final stage is, regardless of the underlying
causes, characterized by irreversible structural lesions of the kidney. Thereby,
progressive irreversible lesions initially localized to one portion of the nephron (e.g.
glomeruli, peritubular capillaries, tubules or interstitial tissue), are eventually
responsible for the development of lesions in the remaining, but initially unaffected
portions of nephrons due to their functional interdependencies. New nephrons cannot
be formed to replace others irreversibly destroyed by disease . In a study of biopsy
findings in cats with primary renal azotemia, tubulointerstitial nephritis was observed
in 70%, glomerulonephropathy occurred in 15%, lymphoma in 11% and amyloidosis
was observed in 2% of the samples. CRF is recognized by reduced kidney function
or the presence of kidney damage (Polfzin, Osborne, Ross 2005 in : Eftinger SJ,
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Text book of Veterinary Internal Medicine, 6th, Vol 2.
w@hapner77£60, 1756 -1785). Angiotensin |If pl apGI/EP2007/060531
i nportant part in pathophysiology, particularly as the
nost 5 potent agent for increasing blood pressure in
humans. It is known that i-r2addition to its effect of
rai sing bl ood pressure Angiotensin 11 al so has
gromﬁh pronoting effects which contribute to |eft
Fel {jé‘ TBYBEbk bP VQbénné‘@SIﬁ%Hrﬁ‘él NiddisikeréMmasor 2, Chapter 260,
at erosc 05|s renal l'ure and stroke. I'n smal
175aR1 fff).s, i nhi bition of the effects of Angiotensin |
via either ACE inhibitors have been shown to exhibit
renoprotectiv effects through their 1 o sinultaneous

Angmmm ﬂEypEta;as aeanmﬁenbﬁaimdn padsphysiokgy, pariculaly as the most
L.t
ool S i B0 LOSRERY PPl PR iy st
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renell 'faﬂl'uije L4 8fkSie. PeFRN2NRNIS, |ﬁl¢i§ﬁabh oF tr@bf@ws &f ﬁr@duﬂi@ﬂbm 11, via
angi ot ensi n-convert IW(?CUenZ ACE) i nhibitor
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renalcfnhcﬁttmln eBpetially heardrutbaiflination (lHMaintaiBagedloorerulae perfusion.
siologi,cal ro
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i BB Bty SEF . P B L et eayon &f fie{aABY! infake. phosphate
restﬁét%r?ﬁ@'trgﬁtnﬁént%ﬂpﬁh@ioi&@l@fntccfrtﬂbhhgeemd}e (PF]CE ) inhibitors (P.J.
SSI of renal damage hese agents
BarkaroOth The Al Ghamish EdalRert o, sl Kikildny Feline
MedlbiiE SR T%gﬁ% uligs, @Mi 8&itbA @E&I@Velﬂﬁm&ﬁfﬁﬁ' gsafosa& sease

and” reduc ty and 25 suffering In
ani mal s, |nclud|ng cats. Sound evi dence for thls i's

. | . . |
i S B e i e
initiaOdevklofetd iRhamall "éhemaipnéd’ icinB66- @Bitrol chmnim/laearé_tfhi@rz (CHF).
r enopr,ot . ate
Basiig 4T PRBEORETOIBRGEIEA aht SerBEhold oRSIsAb R system
(RARBE $$ BFRyré i€ bf efronithhéarh&lukegnd &h@wgrésyioﬁ afrremal Idamage
since the effect on bl ood Soeg‘;ess re vvas ar.ab

theseoagenie hsvepperie oW 10e P8 st oflel e O e Kidney
dise\%g@ 2‘%@)6?{{ ofler 1o %@%@2 rogésglohrﬁﬁe(ﬁéealsbeanc( fadue88me®Mity and

40774 PCT/E
suffering in small animals, including cats. Sound evidence for this is probably the

recent approval of benazepril in Europe for the treatment of feline CRF (Lefebre
Toutain, 2004 J Vet Pharm Therap 27, 265-281). However, the renoprotection of
ACE inhibitor was likely mediated by the effect on proteinuria rather than by blood
pressure reduction. This has been shown for ramipril, since the effect on blood
pressure was comparable to that of placebo while the proteinuria was reduced
(Remuzzi et al., 2006 J Clin Invest 116, (2) 288-296).
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-3 Froma clinical point of view, ACE inhibitors are
not the preferred target to block the RAAS because of
wo b@sloaoks of specifity for Angiotensin | and tPEI/EP2007/060531
"angi otensin escape " phenonen; where alternate
enzymati ¢ pat hways such a cathepsin, trypsin or the
heart chymase can al so com@~t Angiotensin |.
Moreover, during long termtreatnment s with ACE
inhibitors, ACE activity is upregul ated and
Frorﬁ‘régblﬂﬁ@eﬂ‘?bﬁ\t bt L 'A?CE?‘frﬁ’nﬂ?ﬂo&,hal%uﬁ‘ot th@%;réfbir@@' kayeito l%iock the

rentn secretion Bur ner & Brunner ancet
RAA3Pe6nBE. of tThlask ob apewiily éatAngiotensin thangtes eang tangiotensin escape "

onol AL A8 BUFRBIE ALARARbS18,2 B 4 PSHRBRH s o

heaagﬂymtse chn @fﬂcx:cdnv@rte%gﬂmtsasas é. MbB:okef, wiurihg lommieem treatment

o B R A 2P B S BB b i e

the &firf@lbfRITenBl scRFaRhY Baxtisr & Braales 200QThe Larysl 88 637-645).
di seases; preferably agai nst system c di seases which
are related to Angiotensin Il or associated with the
Thuk e&'\é‘b%%@h\% Sf"‘t‘ﬁbrbr@&é’rﬁsiﬁ\%rﬂﬁﬁ coMSiERMNh (JF§hg alRew therapeutic
NTI ON:  DescCi ption of Fi gures
appriaghrfer the tﬂeﬁhﬂw’fth@ﬁORiWEEtﬂso@'cpaﬁﬁ @%mté‘»hmm@ kigsay ggﬁease-
angiotensin Il receptor 1 antagonist 20 Detail ed
Description of the Invention: Before the enbodi nents
A fuothet Imaarprmeral aspeenofi tha presaiidhverition moneigts imaprosiging a new
nerbigle Sabloben 0 4R 5 ARe SRIpaB) By bR BUOBL eromic
dlse‘é&@b@&ﬁeﬁeﬁ‘@l@ aghiast systaraic|djisedises athich m’eheia\i\acsm Afigiotensin 1l or

assaTgiet AN iy o S0 L AR B SR TBARE ot ho

carrler is a reference to one or nore carriers and
gui val ents thereof known to those skilled in the

DE%@R'PTAQBJ Qb Ty IVENRIQN s defi ned ot herwi se, all
Destc-ﬁﬁ@ &fqilg ,gg: scientific terns used herein have the
igS as commonl y under st ood by one of

Figared! :rahipitios lof blood presseiraincraaselyi artgiatensin ingesnteioh
antbeIn ngs. Al'l given ranges and values may vary 30 by 1
Sl %unl ess i ndicated otherwi se or known ot herw se

by the person skilled in the art, therefore, the term

Detafod] [SIeSCI‘IW?OE'! oML Sk fbgm the description. Al though any

Before the embodiments of the present invention it shall be noted that as used herein

and in the appended claims, the singular forms "a", "an", and "the" include plural
reference unless the context clearly dictates otherwise. Thus, for example, reference
to "a preparation” includes a plurality of such preparations, reference to the “carrier”
is a reference fo one or more carriers and equivalents thereof known to those skilled
in the art, and so forth, Unless defined otherwise, all technical and scientific terms
used herein have the same meanings as commonly understood by one of ordinary
skill in the art to which this invention belongs. All given ranges and values may vary
by 1 to 5 % unless indicated otherwise or known otherwise by the person skilled in
the art, therefore, the term “about” was omitted from the description. Although any
methods and materials similar or equivalent to those described herein can be used in
the practice or testing of the present invention, the preferred methods, devices, and
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nmet hods and materials simlar or equivalent to those
descri bed herein can be used in the practice or
wo ewsiong7of the present invention, the preferrBdl/EP2007/060531
met hods, devices, and WO 2008/ 040774 PCT/ EP2007/ 060531
-4 materials are now described. Al publications
nmentioned herein are incor-pbeated herein by reference
for the purpose of describing and disclosing the
substances, excipients, carriers, and nethodol ogi es
mat8al§ eepr@rﬁcﬁﬂ deichiéd. pNIb'du%ﬁéét@:% M@hﬁﬂhe@]‘ B&ein Rfe Liﬁ&ﬁ?orated
I n connection with the 'invention. Nothing herein is
heraje byoreferenesl fers then PBrPageE- of siesaribinatanch gisciesgt ihensubstances,
: d
exc@%‘ﬁtse '?:Itaméé'g X: aljicP n'?e?i[u éﬁ u% iL‘{g Ee?dr‘ﬁéan@sfgggyﬂcé(ﬁin%%m?ﬁ might
be tmambllnemnmcmmhmade byvertien dBisthingphemin @ntb baeonstrued as an
enbodi.nent s. cha acterlze i C , Q. date, .
e iR B¢ AGRE b Fitied sk spusaate T Jlreledplé b vinue of
priof BReAtions) in cats is not described for any
i ndi cation. Bl ockage of angiotensin Il receptor 1 is a
treatnment concept which differs from bl ockage of
The%t%%&h@ B0 QEEHHEh PREIEM i3ackROVA byftheedsBfption and the
CE-inhibitors. Receptor blockage is nore specific and
emt@@'ﬂ’ﬁ‘?@’é@hamteﬂgeﬁLﬁﬁﬁféﬂa'ﬂ‘@vmst reamin the physiol ogic
cascade of the RAAS system The present invention is
based on various unexpected findings: It was
To datepithasiusgl of &nginnsindt recepiontlolbetagosists (sartans) in cats is not
cod n y I
desgr& of @-{E'ica/ohnBﬁog% % 6)\& g?o%ﬁnsq;é Ft geﬁé{:»@gﬁhss 5 tfaeatment
congitieimitls diffdrh fra20 mmmgenmframgm}tephnoqamvbrtag ttEyme as known

ot ARATHoTy REFPLOTGRRPASH | AICa PR et conple and

furtfe? "R RtrearN R RS phistolbgit Nda8Ea®s of e m&p&tehhalthe present
nmore effective RAAS inhibition achi eved by a high dose

invegtion Eobaggda Yajious PRPXPRFRLNINGS sponds to a pl asna
| evel of about 2800 2400 ng/m (Crmax SD), which
exceeds the no-effect doses in toxicities studies in

It wamisueprisinglyclound tiiieatainieral: paharmpaendysemipalipeffective dose of

sartgﬁéjsf?\hgrfﬁ%e]rggﬁﬁig gﬁfd? ﬂ”n&%ﬁd?a E-Eh Hé@@éﬂé¢§%uﬁ%ﬁ§p%ents with

about body
protekpec hephropathéest thniaffecils cma&tesual cﬁlltbmnemmwc(&Q/mgmdidaﬂy) and

gl RO R ey EPRBPare Rer B G e s Fofojgga the
contapimghitridre dfretianRABES iRkibitvalaghieleg kg attigh dogs of e8tg daily.
Thislc:ilos.reeggrpés%gn&s to a plasma level of about 2800 % 2400 ng/mi (Cmax + SD),
which exceeds the no-effect doses in toxicities studies in animals such as dogs and
rats (Investigator broschure 1994, data on file) The resulting dose of about 2 to 3
mg/Kg body weight and day was thus expected to be toxic in cats. Pilot-toxicity
studies have surprisingly shown, that such a dose (up fo 3 mg/kg) is well tolerable in

cats.

Moreover, it was found that sartans effectively blocks the angiotensin Il receptor 1
also in cats. This finding was all the more unexpected, as the absolute bioavailability
in cats is very low and the mean residence time and plasma half life are rather short
in cats as compared to human beings. The oral biocavailability was calculated to
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unexpected, as the absolute bioavailability in cats
wo 3008040774 ow and t he mean residence tinme and pPEERP2007/060531

half |life are rather short in cats as conpared to

human bei ngs. The oral bioavailability was cal cul ated

to WO 2008/ 040774 PCT/ EP2005/L060531 -5 33, 6% as

conpared to hunman bei ngs. The nean tnax oral was 0, 44

hour s and the Cmax oral was 138,1 ng/m . The nean

A A

33 %%I cu Wﬁg%@ﬁ jﬁﬁ anntt'fi1 “t e81 @gﬁj il/l}l‘%gisaland the
CmaWHEﬂMS‘Haa kg\g/rﬁihé'hermmn ALzJCOraIaNas 2itfrkocesolie wgan AUC — ~

| cul h,/ Th 1
ore s gobhiied fud5d 8% By’ Ahd f FedlbiMare! §p8 204 L. The
me#h AUC K9. ~itevehbii$ wdshtslenmtddon 38Hi @B xas /MAWMTYe mean tip
generated, it can be concluded that sartans

intrapeapes abpy 2,051 hoWar eag (heamage Ydearalowss ol kg From this
e
mfo}i\‘néney |seaése di 12@2%&%73 fek gélggla%oﬂ%lhg%ﬁma‘?:égﬁans preferably
telnfisartam, ean |bamsed|tn@'eehcaiﬁ mthrsyﬁmmlmdmaﬁw direfecghly with chronic
Tabl Al Vi
o dfetis SROEL SR Y RIE B AT CRERITS Bhfonic renal
insufficienaggur ve maxi mum measured plasma  C max
concentration Volunme of distribution (V) whereas f is
V/If the absolute bioavailability MRT nmean residence

Tag,;lenﬁ AbbtéBattopem nal half-live t max tine to reach Crax
hus ac nrdlnn t.oone enhbodinent the present

Abbr@\\l@ﬁ@n orPh%F@@@lﬁﬂ‘?féﬁ RATA®EHYE for the prophylaxis or

treatnmen s wh axis
AUREt hod Eggé uﬁdérytﬁbﬁﬂsﬁ‘ndélb&cﬁpr aftl L o? . erein the

therapeuttm@bthlyeeffect i ve anount of angiotensin 11

maximum measured plasma

| C max
concentration
Vi Volume of distribution (V) whereas f is
the absolute bioavailability
MRT mean residence time
t1/2 terminal half-live
t max time to reach Cmax

Thus, according to one embodiment, the present invention relates to a method for the
prophylaxis or treatment of a systemic disease in cats, wherein the method
comprising administration of a therapeutically effective amount of angiotensin I
receptor 1 (AT-1) antagonist {sartan) to that cat in need of such a treatment.

The term “systematic disease” as used herein means but is not limited to
cardiovascular such as dilated cardiomyopathy (DCM), mitral valve insufficiency (Ml),
hypertrophic cardiomyopathy (HCM); and other acquired or hereditary heart
diseases, e.g. cardiopulmonary diseases, systemic hypertension for example

hypertension associated with renal diseases, chronic renal failure and other vascular
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receptor 1 (AT-1) antagonist (sartan) to that cat in

need of such a treatnment. The term "systematic
waelr@eass'’4 as used herein nmeans but is not |i mPEHEPO7/060531

cardi ovascul ar such as dil ated cardi onyopat hy (DCM,

mtral valve insufficiency (M), 20 hypertrophic

cardi onyopathy (HCM; and odher acquired or hereditary

heart di seases, e.g. cardi opul nonary di seases,

system c hypertension for exanple hypertension

BRI s RSB Teytgoing o

anotter ahpseiastbs presen’remmrdioncredhtemtdel snafloeth fersthdi ptaphglaxis or
Thus ccordln

wealfFgRot 3 AT IcoR P arar RS Y Tl ASRTSRABR,of Berapeutcaly

effeptivepiinbent of said ahyivadrsimt] re&e;aosys(t:\e“m cardagmste(senan) to that
the adm_ ni stration

b t t
cat SRaet e SHSGTIC GIoBaP oo %E%‘%ﬁe‘f‘ ' §idupptopariovascuiar
disclafds, 13udnba Rkt cﬁﬁtﬁ’érﬁ%ﬁat d)P(DCM ), Pnitalt valvb angifficiefsy (M1),

systemc di sease i s selected from'the gr oup, of
hypedioghis\easdamyepatiy {8adbandaiker agguised f Bereditary heart diseases,

syst‘tt;eﬁ{l &ﬂﬂsﬁ%m foP@&mp qwk?é?%’_%:\%f?abgﬁdﬁtgﬁ e G¥ndl '\éléeases
ophic cardi onyopat ot her acqui red

chrchc meécﬂaltum wntexher mss:m alizeasey,smetabolihgliserdesa dike fiabetes

or exanpl e hypertensi on associated with renal

|§eases chronic renal failure and ot her vascular

di seases, netabolic disorders |ike diabetes

o L bR S LB S heh T kv

to sijnditbhilE Allubys prRAsIBESa BT B6tRIdA8 anﬂ mtdial@btwqﬁtieatsa&den in
non-di abetic patients, even _ in % % th m|

thoseowih arile te Immasteraterchiallic renal fallerg ﬁ%‘tﬁyeﬁherq epplished
evade@c@%k'tﬁ@egﬁaéécl&‘.{é dRBcef fﬁ@l“ 1 trB&eb | 'aﬁﬁs@'oﬁlé% yse tRbtment of

receptor ant %g;nl sts for treatnent

nephm@mmtmty@e | disbgips Guapigh doest @6, 6%3 sﬁ?’fpmAd Rrargiacother; 57

(3~4§9%§t172;* %%%%aé@gggbﬁbmgz M<Jf§( %gﬁl{% VRHB2MB182). In

catsd9dibiridrstial nephritisas separtaal toihattbe majtbn Caﬂusa@\;ﬂ'lh'fﬂf’/@) finging for

CRFE %@2@ r]l%%n %)Ee rra%}giir %&é@sﬁlﬁﬁie‘é@al&eph o@atf\y ra]sd h{ife p%mlnent

conﬁia@éﬂffdld:a?tﬁe@fﬁnﬁﬂ?ﬂl@h}ésﬂcﬁ‘ms@é&n@ﬁ@ﬁaﬂ&iﬁenm d@gmﬁdﬂjmans and
cats. d onerul ar S|onsaenDre oftens nin
Eréfﬁ lgﬁng from

CO”&WEWJW&F%% ciiigal Beree Qi érragaene :@prlﬁdcgo ‘-‘?'”W&ﬂ il
Iosmebﬁﬁﬁerh%r nBé#I%léHtlQﬁF' I hdre I&withbh Noh fday dn@sﬁumans

Fomer ul ar perrrse ecti vi ty is nore comon i n do
TubamtnwﬁﬁaisnephnubLﬂSoﬁﬂ%ﬂ%tqats ahom@qbri@s& p@taaua%elﬁrq’f@inuna is

rec&o@ﬁf@dsgg‘%dn# angéo‘?étBPBf @rseé> ﬁ) %%éug'l\ i humans and dogs

cogni zed a ortant pre sease
watrpsp:grtasmwnkldnehmeamﬁ dedjsstion of proteinuria is associated with

improved outcome in clinical trials to show the renoprotective effects of blocking the
RAAS by either ACE or ARBs in human suffering from nephropathy (Karafliede &

meir

Viberti, J Human Hypertension 2006). Due to the fact that there is less proteinuria in
cats because of the tubulointerstitial origin of CRF, the reduction of proteinuria as
renoprotective effect in delaying progression of CRF might be expected to be less
important in this species. However, in a clinical field trial an independent and
significant correlation between proteinuria (determined as UPC) and survival in cats
suffering from CRF have been reporied. Surprisingly, even in azotemic cats with only
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bl ocking the RAAS by either ACE or ARBs in human

suffering fromnephropathy (Karalliede & Viberti, J

Human Hypertension 2006). .Dpue to the fact that there

is less proteinuria in cats because of the

tubul oi nterstitial origin of CRF, the reducti on of

[

minfl 35 R0 e BoGo ARy, IR B S EcFlelAl ik ARUEH (Sme, Erio
2006,rmm’et fmtgrnied, Iﬁ0358&665)es However, i n a clinical

field trial an independent and si gni ficant

correl ation between proteinuria (determ ned as UPC)

Thu@ndc@#dﬂmgvcala preferedd emputingdrit nige fsysmrrrﬁa?ﬁusbayee |sbela’0ntc kidney
reported Surprlsm%lﬂy even in azotem c ca V\N

dlse@ﬁ?ypfﬁb"%@ﬂ)ﬁf‘@@wﬁ?ﬂ BHiEPS G097 JB0Eshas Sabailg, VM Table 2.
proteinuria (acc. to IRIS, UPC < 0.25) this
correlation was evident (Syne, Elliot 2006 Vet

Thel diagnasiavetireduged kidnes Fgpctionhch %ﬁ:@@’pai%r@nﬁbfaawe is based on

exoPEBhE5E- BN QBNEN) o peeézéﬁa%@% el SRARCTLAEFOB! frea and
rdney s di S ase preterab roni c renal allu e,
creadingne s pbefrianed saginst Arorial tooncantra’moriamféhese parameters are

desfsy'9F 2o it S S ETt L el S i 34k cBe RITRAL incluce
urm@@bt‘nﬁﬁ@ka@@uﬁ&ﬁesamh ahdotars FbcbharndDJ;rE(DMmrm Cd\, GRosarS 2005:
and creatjnine in asm§$ rum

e s L 2liPg £Cdo9) Pk pp Yterinary

IntePfal IALIBINEA6Y %towm#;arWBJrsg@wdm kerspary, rrlagephld, dnss). The
function include wurine sge0|f|c gravity, proteinuria

integnaionainenal intsesh spaisly (EHBbPAR PERPOSRESR Sgginghagstem based on
azo?ﬁggrﬂqﬁeﬁéﬂ@&%&%téﬁ?&s olirfz‘ Dﬁ@bb@gﬁéa%febzﬁé ﬂme¥ sease: an

ext boo Veterinary ' Internal di ci ne
evidegicebened WeBprogshindBroseedingany! Phel ddsthohiaieriomp) Veterinary

corfpph LA Ao RP AR L b Rhguncn

com:lﬁt'e@ ebyCRiro mbcﬁagerle(sf’mdepancﬂhht {00 6stade, earnen g:rciteintqmatinine

o BRSPS el AICTI B3 SR SREy et patensar

stagaajrél@rﬁgéa@:@htmuﬂmeoﬂpﬂo@resatveg@meyfongeasteag| ng being
plasma creatinine [nmg/dl], which is conpleted by two
subcat egori es i ndependent from stage, urine

Tabé 8! §iafes bPRlihe cA®nid Bingy disE%se and bl ood pressure

Sta%d' T 8jgsm% (T L MeCaRAenEl SYST €BubcalegBR; PR 5EBERegdrd systolic
sleafifiedl ONg a continuum of proEEssi Ve pldddt¥ssure (mmHg,
di begagdi Ta ble 2. Stages of {eljifRp&iepni ¢ ikdedBOIENt from stage)
di pease Stage Plasma Comment $ Sgbgaste@ery | Subcat egory
ISYPLOLHG Non-azotemic: some < 0.2 = Non- < 150 = minimal risk of
other renal abnormality | proteinuric end-organ damage
is present
Il 1.6 - 2.8 | Mildly azotemic: usually |0.2-04 = 150-159 = low risk of
mild clinical signs Borderline end-organ damage
I 2.9-5.0 | Moderately azotemic: proteinuric
many extra-renal clinical 160-179 = moderate risk
signs >04= of end-organ damage
v > 5.0 Severly azotemic: Proteinuric
invasive life support 2 180 = high risk of end-
methods required organ damage
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creatinine UPC bl ood pressure (mtHg, (ng/dl)

(i ndependent independent from stage) fromstage) | <
wa@sment7azotem c: sone < 0.2 = Non- < 150 = nPCIi/RP1007/060531
risk of other renal abnormality proteinuric end-organ
damage is present Il 1.6-2.8 MIdly azotem c: usually
0.2 - 0.4 = 150-159 = lowrg8sk of mld clinical signs

Borderline end-organ damage 111 2.9-5.0 Moderately
azotem c: proteinuric many extra-renal clinica

Th 6906‘0?& g LR ?eHbﬁhlmeﬂtgt'Pl% prefedt imveéttioR MERRIORN method
g g

everly azotemi'a: Proteinuric Invasive
for thef [yosmdpms tOFZFEjEBUeﬁi ¢f| gtonic sknalffaibmel in getshaderein the method

i r A 4 / )
con{pggiﬁgugmﬁﬁ% g@%oth\aép?;?quﬁélgx %ﬁ‘%é‘tf A’IEBR{)%? a%%?oﬁéﬂsm I
rec@ﬁelsen(tl\ﬂ-h)v&mttagormstr Edasitrp td thad anttimoededfalrsuchea treatment and

r.ophg.l ax S _or tr nt of . chr nlc renal fai in ..
whdIGROSHGRER SR (ot eliGa < compralRg Bl Shpapl ohe oinical
madfdsRRionpedd! listad liy t@ﬁ]&eztorv@nyﬁrmmnﬁnaﬁ)nangte@t epgi Bxdrhple, the

receptor, 1 (AT-1) antagoni st (sartan) to that cat in

pre%w\@mtf@!méﬂat&sﬂp EaRElvd fahHesPripRBylakin 08 fegtrantaicgts having
an b%@ﬁ‘h' ér@é ind 8f *>S'¥ BNMAat &7 !b!éSG*) %dﬁi?%a%‘% prrBf‘é%uric of 2 0.2

['1 nical mani festations as [i1sted In ta 2, or any

(summmt.mx hevhesein FHoe enaifipte, comusising e@@ﬁtﬂlstratlon of a
ther{a?égﬁgﬁgg[‘eﬁg&ﬁn% Cam E?ntaofr%r%ﬂﬂetﬁs‘?ﬁ i "RcBhBPW ¢ ﬁ’?" %F\%{gonist

cats aV| ng 'asma creéati ne of
(sartard/td thad feabinowd), of sndi ertrelazavemtg a proteinuric of 20.2
(subcat egory UPC), wherein the nethod conprising
adm nistration of a 10 therapeutically effective

A cafBteiensive disObldreistbnsih Il reeestpt antagoriéls-cbn taenf(ﬁ@dmrsﬂiages 2

o & S e TS S5 SR P st

heréﬂtt%g%iél%hﬁe Cﬂﬁgzgénﬁﬁufﬂ%ﬁbtﬁagﬁtﬁ &ls&%rézdégcrlm rnter alia in
0 8 6188, which

EP e 2500 BPaABaS04E haE RS Y of SEBbEIOANG! otERd43983,
cP P SF580, LB L EIIAL LR A SLg0ag, 0 on
WOEPH MEB98/R) 93/20816, WO 02/092081, US 4,355,040, US 4,880, 804 and
US 6,028,091. Forms which are frequently mentioned are sartans, such as
candesartan, eprosartan, irbesartan, losartan, olmesartan, tasosartan, telmisartan or
valsartan, Those which are particularly preferred according to the present invention
are irbesartan, losartan und telmisartan. All of these sartans, or pharmaceutical salts
or polymorphs thereof are well known to a person skilled in the art, and its use is
within the meaning of the present invention.

Thus the present invention relaies to a method for the prophylaxis or treatment of
cats suffering from a systemic disease, preferably from chronic kidney disease, e.g.
chronic renal failure, wherein the method comprising administration of a
therapeutically effective amount of angiotensin Il receptor 1 (AT-1) antagonist
(sarfan) to that cat in need of such a treatment and wherein the angiotensin i
receptor 1 (AT-1) antagonist (sartan) is selected from the group consisting of:
candesartan, eprosartan, irbesartan, losartan, olmesartan, tasosartan, telmisartan or
valsartan, preferably of irbesartan, losartan und telmisartan.
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EP- A- 459136, EP-A-475206, EP-A-502314, EP-A-504888,

EP- A-514198, WD 91/14679, WO 93/20816, WO 021092081,
wW308/086% 040, US 4,880,804 and US 6,028, 091. PEDEPB07/060531

whi ch are frequently nentioned are sartans, such as 20

candesartan, eprosartan, irbesartan, |osartan,

ol mesartan, tasosartan, tel®@i-sartan or valsartan.

Those which are particularly preferred according to

the present invention are irbesartan, |osartan and

telmsartan. Al of these sartans, or pharmaceuti cal

salts or polynorphs thereof are vveII known to a
Telipisagen is kan| angiptensio Heresepior antagonist wepeloged vpr tientreaiment of

t r e

nyeREEP ld et rRiR, RN he Shoilen M EPYEagRa. s
chetnigedt memvarrm‘ ciat s s434{2-erprngyif4r—matfal §3(§;4xmthxdbelmz;ma:§apl -2-yl)-

RSB0 5150 S 8 o Ry e

adm ni stration of a therapeutlcally effective anount
of angiotensin 11 receptor 1 (AT-1) antagoni st 30
(sartan) to that cat in need of puch a treatnent and
wherein the angiotensin 11
ant agoni st (sartan) N
consi sting oaeg,ggggﬂgart-
| osartan, ol ar teh,
val sartan, preferably @
tel msartan. WO 2008/ 040
Tel msartan i s an angi ot
devel oped for the treatnen
medi cal indications as disclosedg
chem cal nane is
4' -[ 2-n- propyl - 4- met hyl - 6H3O&et hyT benzi mi dazol - 2- yl)
5 benzi m dazol - 1-yl net hyl ] - bi phenyl - 2- car boxyl i ¢ aci d
having the followi ng structure: N N\ NN/ HOOC
TelmBlrths ast anehdy 6l§d|d38<§i‘y tﬁel chapkett b&dél’alﬂkeettraﬁmerrantmd\/licardls
trade nane Mc |s(r Boeh ger?mﬁ

(Boedinaeny lygq"aﬁlmu FWQM fOi ﬁ@ﬂ BB Hmanﬁt It exists in

twoegbIZFn% 7;5H”'c fbMﬁs P wigRidRRHCiH QU oea3dTeCcUSs 331080 and US
358,986 and US 6,410, 742. Sodium salts

6.44t, 74%|Sﬁdstan tsaﬁs ahteimiserignegtits, sohat, dverataend hemihydrate are
dis eIy HatR /Ria7edi scl osed in WO 03/037876.

, losartan and
/ EP2007/ 060531 -9

11 receptor antagoni st
yert ensi on and ot her
P- A-502314. Its

Thus, according to a further embodiment, the present invention relates to a method
for the prophylaxis or treatment of a systemic disease in cats, preferably of chronic
kidney disease, e.g. chronic renal failure, wherein the method comprising
administration of a therapeutically effective amount of telmisartan or pharmaceutically
acceptable salt thereof, preferably of a telmisartan as mentioned above. More

preferably said telmisartan is Micardis®.

As already mentioned above, it has been surprisingly found that use of teimisartan
effectively inhibits the angiotensin Il receptor pressure response in cats. Moreover, it
has been surprisingly found that doses of less than 0.05 mg telmisartan per kg body
weight of cat led to an inhibition of the blood pressure response of about 75% in the
majority of the tested cats. Moreover, a study in laboratory cats was established to
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15 Thus, according to a further enbodi nent, the
present invention relates to a nethod for the
w@e@ployl7aki s or treatnment of a system c di seaseCT/RP2007/060531
cats, preferably of chronic kidney disease, e.gqg.
chronic renal failure, wherein the nmethod conprising
adm ni stration of a therapdft+cally effective anmount
of telm sartan or pharmaceutically acceptable salt
thereof, preferably of a telm sartan as nentioned
|nve,%'9§é’t% thybAﬁglot%QszHrI‘?flr%@%ylné@hge §i$ ldflsEic BiBod %)ressure prior to
. al ready nentioned above, it has been
andsafitgyr a@hm@t@tlﬂ@mfdtetrmaartmeﬂm tesd wag;eﬁst@dfshed to estimate the
e I h [ i t or : :
potSIcy S8 WEA 2 S ctelitn bRBAFPLENGHA, 1 peFRERR & teimisartan i
cats uhprosimaigly Zéblblndrst htier thes &st afrall éssmg hdiasm i0Dloag pressure

t el t k 2S h
resiists: B diere g dTgraohus uds 8 Attt of kiedBiopispanty
redided When B¢ @dingky doée bheelintsiriael wad somivareziowdth, F’Iac@id.ldl')hus it
' ats was, est abl | shed to 2008 774

in | abor
couls-hee RS9t dBah 2B TR (hbe AR ARSTotenBls, g shor

ehnilrﬂﬂkbﬁq{ém-lﬁ& éﬁ@%ﬁ:eﬂvﬁﬂéﬂdﬁ?t Al ctl PR Mc%scﬁ:ﬁ'lz% Bapatle tPexhibit
ter admnistration of telm sartan is test was

’fheé‘é@@lﬂdl piremaceddanigaeiion and dyslidthcy as wel | as the
duration of action of sartans, in particular of
telmsartan in cats. Approximately 24 hours after the

Thusas¢ccavdiag tdespihgr adpectt blei presgrd davepities selates3oragstimsefor the

foir . ) ’
ol IEDE B3 PUBAOH BSE3 AL R Br LhoH B
dlsetaebme ganhranicvnasaldalfqrar whereirt thePhetbeth apmphisisgisdmicisinéitbn of a
therdBeieD | PSR, IMOUT Al ARERGHITAL | -TePFRORG (AT 1) Shiagonis

sarﬁrgagﬂéfélﬁb!ﬁ ﬂehﬁlsattﬁn Qﬁ%h@ﬂha@%@éi[ﬁ@@@pﬁéﬁlé ysaltSthereof to that
capable to exhibit the intended phar macod

cat HEReasHO LN EUITBRTON WiEPre¥ 5o (RTabR JicA 6US NG RNt of such
angﬁﬁé}?ﬁﬁ il rbt’%tBF ¢SRALY) arh\f%lid[sq Rs éﬁb@t(}’@? tt@ aBoﬂ@i(ﬁ‘%ll(g? bf body

axis or ‘tre a systemc di sease in

wel@*at é’re‘iﬂf@blm sbidy therapeittisale affeam anlusé sfesue g@ngiotensin 1l

ec 0878 lab AL Sl 818 B LG, SPERGL S, even
moref prafegaty etheuh 0Hlta ebapt®mgtkd AT bdxgiy amighjoavest nibe preferably
abol BB Hiou 4 kg RLPaBy WG TIHED Mo PEIFRALdoaR Lgg about

3 mgmgrcﬁaid@?nﬁe:gwmgr/@m Mdré @réfoeibdpatiut OM toy/ aledutexs invfkg of body
amount of such _angiotensin 11 receptor

weigltt 248 Bere Breiyghl abet 9.9 tapakruts 'ﬁ%ﬂ‘ﬁgo(f% Cé)owlghf most
preféRibd Hbou PO &b ot ﬁ@'n‘i’g/k@%\e B8V et Yh&d, fREd tWeRapeutically
anount of such angi otensin

effective amount of such angiotensin || receptor 1 (AT-1) antagonist is for example
0.01, 0.02, 0.03, ... 0.08, 0.09, 0.1, etc.; 0.11, 0.12, 0.13, ... 0.18, 0.19, 0.2, efc.;
0.21, 0.22, 0.23, ... 0.28, 0.29, 0.3 etc. ... ; 0.81, 0.82, 0.83, ... 0.88, 0.89, 0.9 etc.;
0.91, 0.92, 0.93, ... 0.98, 0.99, 1.0 etc.; 1.01, 1.02, 1.03, ... 1.08, 1.09, 1.1 efc,;

1.2,1.3,...18,19,208efc; 2.1,22,23,...28,29,30etc,; ....;81,82,83, ...
8.8, 8.9, 9.0 efc.; 9.1, 9.2, 9.3, ... 9.8, 9.9, 10 mg/kg of body weight. Angiotensin |l
receptor 1 (AT-1) antagonist, preferably telmisartan may be administered once twice

or trice a day in a daily dosage as mentioned above.
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receptor 1 (AT-1) antagonist is about 0.05 to about 8
ng/ kg of body wei ght, even 20 nore preferably about
wO2msve7about 5 ng/ kg of body wei ght, even norBCT/EP2007/060531

preferably about 0.2 to about 4 ng/kg of body weight,
even nore preferably about 0.3 to about 3 ng/kg of

body wei ght, even nore prefidrably about 0.4 to about

2.5 nmg/ kg of body weight, even nore preferably about

0.5 to about 2 ng/ kg of body weight, nost preferred

In @éé%gt wﬁeﬂ 5arﬁgﬂot@ﬁQHtIllre'éeffiw kg (@fr- ﬂogﬁta@’ﬁhlghtis aﬂhﬁiﬁbstered by

sal erapeutlca Yy ectlve anount of suc
paremigiabt iwniéd, nsaid ﬁeg@r;ﬂrtsrn |1i (rATeptpr aht@Johi :Wta@nf%r preferably

telnﬁ%‘a??ﬁl % i@ﬂ%%stir%doa %&g%%e 06 albgmpg) 0210 tcgt%igogt 4, mé&dﬁ of body

weidht2 Preferddy, said ﬁ}&&petﬁlcﬁﬂy effeBfivet @amaunt of eu@l angicgnsin I

recegn:ttgrgji (6T9@Or§a%org§talg ab%ugfdﬁﬁobab&%?%?g%g_g _%f Eggg%eight; even

mork. (18ferdbly aBbet 0.1.to.abolit 2.5 thghkg of bod¥. visighlt, 8ver2 mibretoeeferably
2.1, 2.2, 2.3, ... 2.E]3c, 2.9, 3.0 etc.; ...._: 8!.1

abogt B.15gtozabout 2.8gngkg of pagly Weightsgyen ngore prefergbly dhgug 0.2 to

about 1. @m@/kggeﬁbod%pw%hkgn@eft hefdyrewaitait 0,25@1 SBRASIZE md/kg of

receptor 1 (AT-1) antagonist, preferably telnisartan
bodirayelght. aﬂhﬁmu%auértéaramwﬂlw effective aPPWE of gugh .aﬁlgg)tensm H

w4 AT B SO0 8t 0t 01

0.11,ectnt®13,].. (AT810.1an0 Agetn. ;s1.21,0.24n0.48 st €0 .28, By9, 0.3 efc. ... ;

o.sﬁmgoe.gﬁ't.aggﬁé,gq.sﬁgdr g’ g&pgcgﬁ ed‘?b,{bmééa:tegﬁgté’bg% 0 etc.: 1.01,

1.02dN0R St ROBAL.08, a'wneagewa‘ PBOUS, 0. OB, 18, Alibaic 2.1, 2.2, 2.3,
P . e

B T LT TR R —

recédtor51 '(ﬁ?ﬁ@%ﬂfagbn(sﬁpréﬁeréﬂw e)Hashn invayabe dtinfhiferddonce twice
about even nore preferably

ght
ortwﬂamamaﬂggya%ﬁﬂge@sgﬂﬁ@t;m d#PoMBdy wei ght, even nore
preferably about 0.15 to about 2.0 ng/kg of body
wei ght, even nore preferably about 0.2 to about 1.5 .
In aagekyvhen angiistensin ghtecepiost! @let eantagonisio preforaply teimisartan is

adrrﬂﬁgtgre&b?%rérg/elé%l 52 F{S’rdi}{hé(ﬁh@%ut Tgldﬁs%@bndabouto 03 to about

apeuatical I'y ¢ef ive anount of suc
10 hig/® ofeloapt oreidht (iATprEfereatt. alg@fierablyi safcbrth@‘gampiloeliy effectlve

amein 31 sie ghaidiendly | geospido? (B3] aplagbris|Sapors 1,30 to about 8
mgMg 23, bodgé welgtdBevéh Rfdre Brelereibly. about 0.200icBabold. 782 mdik@af body
89, 0.9 etc,; 0.91, 0.972 0.93, ... 0.9211,
weightggven n@r@tgfeferqblbfboutlbgg tojakpyt 7.0 mgfkg gf bpdyaveights even
mor%t &eferably abodt 0. éS%@ aéoé”t 6.0 mg/?«ig 3f bé%)?we?gh@ rﬁbﬁ pre%rrbd about
0. 2@tcgabqyt® nmllqggcpfktg)ddfwggak/ Thgqs gemid thm@q:qyttigﬁlg ﬁffep_qua @mount of
sucﬁ%%%@:‘t&ﬁs (et ﬂi)ar 3"(%6}9@%&5%0%% §5 2Bk ampbIE! D53 680,05, .
may e adm ni stered once Twce

0.08, 0.09, 0.1, etc.; 0.11, 0.12, 0.13, ... 0.18, 0.19, 0.2, etc.; 0.21, 0.22, 0.23, ...
0.28, 0.29, 0.3 etc. ... ; 0.81, 0.82, 0.83, ... 0.88, 0.89, 0.9 etc.; 0.91, 0.92, 0.23, ...
0.98, 0.99, 1.0 etc.; 1.01, 1.02, 1.03, ... 1.08, 1.09, 1.1 etc,; ... 1.1, 1.2, 1.3, ... 1.8,
19,20etc:2.1,22,23,...2.8,2.9,30eic.;....; 81,82, 83, ... 8.8,8.9, 9.0 etc,;
9.1,9.2,9.3, ... 9.8, 9.9, 10 mg/kg of body weight. Telmisartan may be administered

once twice or trice a day in a daily dosage as mentioned above.
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or trice a day in a daily dosage as nentioned above.

I n cases when angiotensin 11 receptor 1 (AT-1)
wa@niagatrst, preferably telmsartan is adm ni BCEEROD§60531

oral, rectal, nasal or inhalative route a dosage of

about 0.03 to about 20 10 ngy/ kg of body weight is

preferred. Preferably, said2therapeutically effective

anmount of such angiotensin 11 receptor 1 (AT-1)

ant agoni st is about 0.10 to about 8 ng/kg of body

Acc\ﬁ’?dn%fo ﬁcﬁtﬁé‘r St Bfﬁlfe%@é’r{t%na@l%%re f4n é?lti@ﬁ?éltateé émethod

ody 'wel ght, even nore pre era about
for the pribpoyladls @r m@ehgemifofba)aystmic:gtﬂwea@/@ncatmrgferably of chronlc

ef ou 5 |2 6. k f
ol ALY 98011 808 e B A opprn
admjhlstaatmbn (sﬁea tletapeliivaly effective hmoalpteuftangwltdz:}slreﬁ fremetmm (AT-1)
anount uch .angj ot ensi n, || rec tor
et SR ofsrant o PreserElya sty of OB eBucly” ooptaple salt
ther%og% ti'tihtbat gi ge:eled 8F duch @trbatm&tlﬁherem tHe. tﬂ:&ap@uﬁ&aliy effective
, etc

amount of wo@lan@otggs%oﬂggceptgr 10(@31 @n@gon@t gs e-@tdénlnlstered in a
ther@pgﬁﬁcaﬂyg%ﬁegm%e’ algguntloth%@ i&%uﬁg’znl -dh e&&nulaﬁv@lizntravenous

oong;ergratlon oﬁ g' 'I%t 10. Q25 zm/l@[ @3” body | wggtzt (bwig, Preferably, said

angresi ) igighlof § (AT prtagiylot agniy Prefabl tfysagian s

adnuhisteoety tmmmumulmanm:awemusna;ncbetramn of st daast 0.@now/kg of
t daily d

o S0 60 B, BR800 R MGBRG yeven

moreQrafeedidng 0.2ampigtof biv, hen infore ptéforablyt Mias m@’&@ of bw even more

ntion Iat a method for th I
preferai At M Ot veD e, Baera . D Malre oh P éi‘bl%yelif more

prefefdnioc75 Hg?i@eﬁf Ewséﬁé@mcﬁe Q)reﬁél‘b"tﬂml‘%cmgﬁgaéf i UHEJ& limits of
wher'ein thé net hod r|S|n adm ni strati on of

cumw@wap@trﬁkusw@mea&rﬁ HE 1omgélwgpfnb@h§rwvﬂl tolerable,
howre%fé? %Huléhv@ﬂt‘ré%erﬁ)u@%Bﬁ@é’rmﬁ%né %f“rdéf" 5 4 ﬁprféﬁd} 90hYkg of bw

I’h sartan or pnar maceut i ca y aCcC
are tdhar oithin the meaning &ff the pressat divesiion aa welbats rmytfur'sher higher

nonviﬁgl &uﬁ}]uiﬁ%eﬁt?é\%%%ﬂ% cgﬁﬁérﬁﬁgﬁ%?gal%ﬁ:a&gm@#mﬁ éEOrEGQMSPT AT-

T ecept or
1) aadargonlss(md) iApersoh lsEaIlaqbeuﬂwe(wﬂ inyviedfod td teacking giten herein,

n cunul atjive intraveno .
s epificelet FaTaR Lo WPT ditroyS s eg iR vansus popgpetion by
star{g@aﬁate%ﬁfq@égbly said lo angiotensin 11 receptor 1
(AT-1) antagonist (sartan), preferably telmsartan is

adm ni stered to an cunul ati ve i ntravenous

Op tﬁ)‘?@ﬁ;ﬁ f‘[)eata'ngfbtéﬁsar?tll 'r@é’éﬁtop 10§Amgk§nt9§om§tw séﬁé[rﬁ preferably

pre rrg bw, even nofe pre erab %/
tefmwnngamge ca'dnbwst@v@dwm ﬁ@némpﬂ@? siththerndigegPuen ether drugs

are W oSN P B EnRl BIRREY B:L ALK btWbicBHER BY. Atenolol,
Carvediol), cardiotonic-Ca-sensitising agents (e.g. Pimobendan, Levosimendan) ,
selective If-current inhibitors (i.e. Cilobradine, lvabradine), ACE inhibitors (e.g.
ramipril, benazepril, enalapril); anti-obesity drugs (such as Amphetamine derivatives,
Sibutramine, Orlistat, Rimonabat) and the like. Thus, according to another aspect,
the present invention relates to a method for the prophylaxis or treatment of a
systemic disease in cats, preferably of chronic kidney disease, e.g. chronic renal
failure, wherein the method comprising administration of a therapeutically effective
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preferably 0.40 ng/ kg of bw, even nore preferably 0.5

nmg/ kg of bw, even nore is preferably 0.75 ng/ kg of bw,
wees/omore preferably 1 ng/ kg of bw. Upper |i nP@BEP007/060531

cunul ative intravenous concentration of about 1 ng/kg

of bw are well tolerable, however, cunulative

i ntravenous concentrationsi@f—up to 5, 4, 3 and 2

ng/ kg of bw are also within the neaning of the

present invention as well as any further higher

- . n .

emdUffiol orBren s Roebr P RRAT Y S i ftably Sfiartan
or pheemacanficallx gueep@ablessall thetedf ogeibeawit anoinev iagliveosulistance, to

¢ . ’ . : .
a GRTY hRE 9 ¥th B3t e vbeFlh shleEhioher E3NeCTBid R s = ca-
chahyel dilecidar degecAmlqdipme), Cméta&nwckyr {he. a.htylnotoensﬁ.‘,arvedlol)

cardlop i SarURE AUERL (B TSDER Al | 1 COTRANY on b Eife I

currehhighibitotge. Cﬁ@@r’@d&bhﬁﬁab!ﬂdﬂ@ AGESnhibRér (@R ¥aibril, benazepril,
Ca- channel bl ockers AmM odi pi ne bet a- bl ocker s

enata@rla an: anpPResity @gfg‘,éﬁ.gc@ ps Ampheta ine derivatives, Sibutramine,

om@r@f HiRbRahA) 53 #RNKet | sing agents (e.g. Pinobendan,
Levosi nendan) , selective If-current inhibitors (| .

Gl obradl ne, Ivabradine), ACE inhibitors (e.g.
Teh{w@g}tﬁﬁ' and RENAREPELlve &GS V&?\d%'c)an @%toga @/b ﬁ'\}ét&%HQE a wide

s Anphetam ne deri tramn
vari@lyl iostdiffereRt mimsapat joramd itehe théyk enaylhes, fomdaﬂem mjht warious

phaf et e Sreahi RUTeTE S Y Bl ebBl 58] & dppepces
trocHes elese dandieat @owﬁé;%f, ep@bya@rﬁemrﬂmpenﬁodmeahxﬂs seaeps, and

the Skt 5al RarEa s SoibAIgnt & HalEk, cUeTIe dqupous media and
varl&fé 8BSk ks ¥¥eaRROSH Wiy Mo@@éﬁ@@@@Bfé?%%ﬁﬁacelﬁcaﬂﬁﬁﬁ@lbhons

angi otensin 11 receptor i)AT_ ant agoni st
can(hgasitghly, sweaierehBNY/Of Eavaused PymMeals Yharrte agentsafite type

conﬁﬁnﬁrﬁfgﬂ’?lcﬁleﬁ%F 51?1 Elgrgtﬁseé. ‘?rgg;%ﬂ&ra Whi cﬁﬁg‘bnﬁﬂs QFEHlé’ fivention

N N SucC treat nent
are \pinesemit in sachl orair cﬂcbaageafmm& @t Labeenirationilevels Cangioh iome labout

O.Sﬁtcg%gﬁ% é@/&g’}’\,%ﬁqﬁf H‘\egfaal cgﬁ%ﬁsﬂbﬁ Ci@?no(ﬁt p:scp r%e sufficient

car onic sensi
to pagddd theedegirePiuniiltimadges. Qthwosiitaeleddogage femh=e irithve coipounds
current, inhibitor (i e. C|obradine, |vabradine CE
of thig {hy&rtigp ;r@gu%e cpg&ql[gldi re%qgg?fé%tappqms ary gpglﬁ?§ Me]E%an to
thostiho pRRSES 1 He et (such as Anphet am ne derivati ves,
Sibutramne, Olistat, R nonabat) and the |ike. lo

Tel m sartan and the ot her active conpounds can be

For L@;Bdae)ésa&"br'é'l %H?rftﬁgtrétfbna IR cdfﬁélhﬁbyvé?foug'éfcﬁﬁ@rﬁﬁ such as
osage forns, 1. ey may be formilated w
sodiuar civaés, calc:um carbonate and calcium phosphate may be employed along
with various disintegrants such as starch and preferably potato or tapioca starch,
alginic acid and certain complex silicate, together with binding agents such as
polyvinylpyrrolidone, sucrose, gelatine and acacia. Additionally, lubricating agents
such as magnesium stearate, sodium lauryl sulfate and talc or compositions of a
similar type may also be employed as fillers in soft and hard-filled gelatine capsules;
included lactose or milk sugar as well as high molecular weight polyethylene glycols.
When agueous suspensions and/or elixirs are desired for oral administration, the

essential active ingredient therein may be combined with various sweetening or
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pharmaceutically acceptable inert carriers in the form
of tablets, capsules, |ozenges, troches, hard
we2andiogs74 powder s, sprays, agueous suspensi onsPCT/EP2007/060531
elixirs, syrups, and the like. Such carriers include
solid diluents or fillers, sterile aqueous nedia and
IS various non-toxic organiid -sol vents. Moreover, such
oral pharmaceutical fornulations can be suitably
sweet ened and/ or fIavoured by means of various agents
e I r p
T ol TP TP S o B o P PR BBy g agents
and?cm waleh eﬁaholdozragsdeme)rgﬂs@%t glyearinenanctvasigus dikel sombinations
ther@?g'ng fromabout 0.5%to about 90% by wei ght of the
5 conposition, in amounts which are sufficient 20
to provide the desired unit dosages. O her suitable
dosage f inventi
For PRETEE CCGRTeUTPL ST LDan Sz b cioHads Besesame or
peak@l bil kitomwnageoushp@pylehe glyestmeg benelrpioyet! asFaell as sterile
pur poses, of aqral adn1n|strat|on t ab| ehs conta

aque%tﬁ @e@tfe%% 18Rt COTEGSPRANFRY BEIragasylice Yt%?%’fab@aﬁ%'%ﬁuch
aqu@@u@%l@h@n@@ﬁo@@'&é 4kaHNP DRk |F‘iﬁéc@%a%ﬂ’pérﬂy% ah @8 Yiluent

various disintegrants such as sta
rencﬁﬁf@ﬁ eisaiginic yothatsofiisient apalivea o5t glvesse. ANefenipari@iial gadeous

solt@gfé%%'gé‘ ecsggp%@( ﬁ.ﬁitéﬂi& %fm&ﬁa@gﬁﬁ&e rln%ﬁlns&h{i}déﬁ‘% és%g%gﬂaﬁeous

pyrrol i done, sucrose
injectizac parposesi tn d:‘naldoymebilxbr |that$tagleagmﬂmas gedla asmployed are

roady HGIEH NeStar o BusptR il S Rely b, fed B sl For
lnsta&;el‘ [ dézl;tgrelﬁa;l\:m’atéroist crdidlatiigr dséd ldsethgdiqald riflueatpsutiethe final
i nclu

PreRRSTIRLB SR Gougbr it AR SRty T suoh aRchdtimesb aless fiter

or £UHREREEUE S8l @I" L@a'g@ébﬁ Spcﬁ'éeﬁalﬂeﬁie&e#réf@ﬁre@'ﬁﬂbrs of this type
adm ni strati on, essential active ingredie

inclydee fhe 59H@e*6eﬂ@o%ﬁﬁ‘@ﬁf'ﬁw tengatheofsbasirse Dist Mﬁtaérs% filter,
wheg&ﬁ%@ﬂém sfﬂd%@zéﬁé%%@aan%wﬁﬂn@\é@di&f@gu@tgﬁqr}smp The

ouring matter or dyes and desired
nec%ﬁﬂrssm@nsnghtag@rh% ta@ndmugmuérthe @répanation pf dipsdee ingect-able

souﬁﬁé{é’ 90 ipstgljgytﬁstr thg?’ngggro&%t }@Soﬂ)thtﬁ%d(ﬁ? QJ% ﬁ‘é L‘&‘tﬂﬁtl n.

pur pases o parent eral n1n|stra I'on,
sol utions of the conpounds in sesane or peanut oil or

n aqueou opyl ene glycql .ma be | oyed, a [
For Bk ob TeIbHEnUa aariNTEHENo (PGP T BuRoRhitg Partiovar
conﬁbahﬁa@ﬁ@bhﬁahhd’s FRGEHEDIE ﬁg' \Ivéy dPuskamplgUenlisions, lotions,
sol uti ons shoul d be suitabl uffered i f necessar

oiNtEIRALSt IFELANEY LIRS, GFYRRERLOTIaSe FRferBHing SsAMed felgse foimulations
andS4dVides Babefef. | HRHOHOSIGE Bitrs RSP #d haHIcalar ZBAEHd or

compounds and may include ethanol, water, penetration enhancer and inert carriers
such as gel-producing materials, mineral oil, emulsifying agents, benzyl alcohol and
the like.

These preformulated combinations of active substances are generally incorporated
with one or more formulation adjuvants such as mannitol, sorbitol, xylitol, saccharose,
calcium carbonate, calcium phosphate, lactose, croscarmellose sodium salt
(cellulose carboxymethylether sodium salt, cross-linked), crospovidone, sodium
starch  glycolate, hydroxypropylcellulose  (low-substituted), maize  starch,
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| o solutions are especially suitable for intravenous,
i ntranmuscul ar and subcutaneous injection purposes. In
wao biog/oeomnect i on, the sterile aqueous nedi a enpdDERIHO7/060531
are readily obtained by standard techni ques wel |
known to those skilled in the art. For instance,
distilled water is ordi narifbyused as the liquid
diluent and the final preparation is passed through a
suitabl e bacterial filter such as a sintered gl ass
I
pol;fvlr’ly éagrroﬂéorg ﬁ@!%@ﬁgfmfﬁfﬁtg?? o\?lﬂ?hcftg@rg ))/bnyl derivatives
(Goncmﬂqmeas hyldéomérqwfc‘@ﬂ@losct Heydonartrayiragillylsalilesse microcrystalline

Ce”‘%?egﬁf: :dg‘:an 0 a é éﬂrézc%tﬁ%al ﬁer vvl‘?rhel Ete%@.@nga#‘ét@ taic,

hydmxgpnowlnpmnyjce!mme ey aeihyitetiplose h oalidodse acatatm phthalate,
ughout t he arat i

t hr f these i.n .
oD GREets, | AR« nepRrRREnPhar R EUIREBE; o waterisorbiol,
wat@r*aﬁcﬂyegﬁ’ﬂemfgtﬁccﬁt er pﬂo@yl@ﬁegﬂytmiﬁn ceyiskedrylpur plaskes, of carboxy-

transder nmal_ adm nistratiop, the dosa rm.o
methMPEIUaReRT i) AR SLED S AL LUt quturgsy fgggpt, into
con?ént%%@ﬂ@a?emé%rﬁbél%%ns|QIdh0@a§ plai NérRBERd ¢AREES capsules,
gel's, suppositories, rate-limting sustained rel ease
powﬁ@rwua@er@ms RYPB@YIOBES. t heref ore. Such dosage forns
conprise the particular conmpound or 25 conpounds and

may include ethanol, water, penetration enhancer and
Tabiete mayderohitained forexample e mbing thecadtiye subgianeg or substances

oo s SHLBLE X ABED) SorBREb LT may

alscswmtsabt@a/emleammeEabmylelsrmempueatseaie 30 with one or
nore_formul ati on ad uvan nnitol, .sorbitol

, . h as

+ ST Syae Ra ol SabEplRitelr trsrEse ceAIE g Erbondte,
@A}é}@l@ﬁtﬂ{o@,phét@%qgctogé oscar el | ose sodi um sal t
(cel | ul ose carboxynet hyl et her sodi um sal t,

. disiotegrantasud) as sfassponelise sodispusalinicelitlasecpargrxpetaylether

M R R Sl s
Mr@wpmwyiwmioeb (lodesubstitiog) lapdenaizettavimy | pyrrol i done

+ BhidsaR gs bbb bl Greoy BRR SR rolidors i gther

Whrdeeil athled! (boptsvidaped, |H§r|dﬂ§@pﬂfpy§:bﬁiﬂ6§b nmagnesi um
stear at e, SOdI um st earyl fumar at e,

m@w@%ﬁ?thmwi%|msew08§>@ta"¢r§r%e&¢ﬁépﬁ§t66@?| ul ose,
0 lﬁBtééHtQ@@%rﬁg§ﬁ%?ﬁeQPH@é%?e s?daﬂm é‘tFét‘S}Wun%‘??l% talc

anol, water/glycerol, "water i tol
o sgdres fopakhievingldefegldyelebse pudpys byrﬁgkgmopyfmethylce!quose
carggiysnggtﬁ{r{&!lu%s%? Iagtlidlos%aéce?é% phthalate and polyvinyl acetate; and

¢ pharmaceutically permitted colourings such as coloured iron oxides.

Furthermore, if telmisartan is used in combination with another drug used for the

prophylaxis or treatment of a systemic disease, preferably of chronic kidney disease,

e.g. chronic renal failure in cats, the pharmaceutical composition according to the
invention may be a kit of parts which comprises

(a) a first containment containing a pharmaceutical composition comprising

a therapeutically effective amount of telmisartan or a physiologically
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met hyl cel l ul ose or fatty substances such as hard fat
or suitable m xtures thereof, into conventional
w@2008040074pr epar ati ons such as plain or coated PEDER1087/060531

capsul es, powders, suspensions or suppositories. 10

Tabl ets may be obtained for exanple by m xing the

active substance or substariées w th one or nore

exci pi ents and subsequently conpressing them The

tablets may also consist of several layers. Exanples

of excipicg Efa%lea'éﬂt thé?@éit aftth loHE HrSmBKE PhandBR0AEAD! acceptable

sorbitol, Xylitol, saccharose, calcium carbonate, 1s

cal ci urﬁlblﬁatsmmﬂ@r cafiderba@icbse;  di sintegrants such as
car I :
Doy et oo htEhE orain s crétiR drug usgd far the prophylaxts

cr os poverdeeetmesioai airyHemicodisedsgc prederaply chronic renal failure, or a

hydr oxygr opyl cel | ul gse W subst it ute nai.ze
o1 o on: IRy o BREertetl) SUATy 18PE] 1 Bhe D" Cor  more

copol yrﬁrasrr@f:emtdaw aycrefpmdabteldm@enm tihd/ot b@flerSZO vi nyl
derivatives (copovidone), hydroxypropylcellul ose,
hydr oxypr opyl net hyl cel | ul ose, mcrocrystalline

A Getdriddoss ef E‘rér?sf C&bmpﬂs@@r bRENbE MU @& chRESbBkers (e.g.
stearate, sodiumstearyl fumarate and talc¢c; .agents

Amipgipingdhibeta- Plgcirsp alped A@qr@gge C@W;qg cardiotonic- Ca- sensstis:ng
ageMdr @ty PRARYbLRRERY | %dsﬁ‘lét i a %H%é{ MRLY¥eRe! inHlb‘%?s

cel | uI 0ose acetate pht vi nyl acetate; and
CIIOBEadIrpﬂ]alwala’@dlmle) caACEy inbériters l(%d ¢@1nmmhb@'@zguulh emglapril); anti-

obeagve rqgsd(gg%gﬁ%ygiﬁestamﬁﬁga% ﬂgrs Cﬁlh&étl’%rglég] ?)"?ﬁstt%n R’Erﬁonabat)

andphe piky limtessenont! ceataimemndéntof a system c di sease,
preferably of chronic kidney di sease, e.g. chronic
renal failure in cats, the pharmaceutical conposition

Acc@ﬁﬁﬁq‘j@d AfukAet E@peé’zothenph%@,bhpmvgﬁﬁbrbglsa feldtePto B Use of an
C rlses Irst contai nment containin

whi
anggﬁg}%gégwm@q 1 &éﬁpﬁﬁmaml% SeAFAN; wgfergbly of teimlsagt"tan for the

e t
oS00 A UL AT o Pl atecte

amcamt@ﬁmm @ng@tetnSthrr@@eptahd b‘hTe1b|an’fmpalst for the treatment of a
SYS%HE% [g%;‘;gég fncc%léy acceptabl e diluents and/or carriers;

second cont ai nnent contai ni ng anot her drug
used for the prophylaxis or treatnment of a systemc

F‘reﬁl,irasb"?frjl Stﬁé g&s?énenrca?igs%agg rign!e,eclectegal’ro;na'trlteurg%up " of? cardiovascular
diseases, such as dilated cardiomyopathy (DCM), mitral valve insufficiency (MI),
hypertrophic cardiomyopathy (HCM) and other acquired or hereditary heart diseases,
systemic hypertension, for example hypertension associated with renal diseases,,
chronic kidney disease and other vascular diseases, metabolic disorders like
diabetes mellitus. As mentioned above, chronic kidney disease, preferably chronic

renal failure is most preferred.

Preferred sartans are those mentioned in an exemplarily manner supra. Most
preferred is the use of telmisartan or any pharmaceutically acceptable salt thereof,
such as Micardis®. The preferred doses which can be used according to the
invention are those mentioned supra. Preferred administration routes are orally,
bucally, parenterally, nasally, rectally or topically, whereas the oral administration
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5 physiol ogically acceptable salt thereof and one or
nore pharmaceutically acceptabl e diluents and/ or
w@aosier734 A preferred kit of parts conpri ses PCEEP2007/060531
nore Ca-channel bl ockers (e.g. Anl odipine),
bet a- bl ockers (e.g. Atenolol, Carvediol), cardiotonic-
Ca-sensitising 10 agents-(1€.-g. Pi nobendan,
Levosi nendan), selective If-current inhibitors (i.e
Ci | obradi ne, lvabradine), ACE inhibitors (e.qg.
beirf ”ﬂn@éﬂ ! preﬁe‘?w‘é@zepé!‘énterﬁﬂaécﬁﬁhis‘tr)ahoﬁ”?ﬂay QRES4E Y s@iciSéneous,
such het am ne derivatives, Sibutram ne,
intragenpys, amtrarmwiﬁkﬁmd)mtr@ﬁiamﬁh@felctiw@s andhinfusiorseebpigues.
contai nnent, |Is According to a further aspect, the
present invention also relates to the use of an
angi otensin 11 receptor | (AT-1) antagonist (sartan),
r ably of telmsartan for the manufacture of a
Exﬁmﬁiﬁgceutical conposition conprising a
Thetfbﬁcwapgl@damtdsys&\fé acfurter illastmie theopresanvineargiont boisthe same

sholjic e coapeedkes ¢ AmialeT930e BhargoubRidhioa fEplast rérein.

di sease is selected fromthe group of cardi ovascul ar
di seases, such as dil ated cardi onyopathy (DCM, mtral

Exapyled: i nsufficiency (M), hypert rophi ¢ cardi onyopat hy
The(sﬂq:r'\@f {8 %ﬁéfoﬂﬁ&g@&&ﬂ w!?v%g t@InvBs; %a‘?z%é&ékaﬁétﬁﬁ?e?%%nour in
system ¢ hyperténsion, for exa perten5| on

plasmes aridathed anpolkter @mwakhﬁbgéxagést,e,mlgart@h rionnglek padefpmale cats
s, hetabolic
follo&@%?%&g@é‘?riaﬁépﬂg %ma%{ml Fﬁgus As nentioned above,
chroni c kidney di sease, prefer abI y chronic renal
f ai r.r ed Pref rtan re.Aho
Four bR e D ShalE S e, dorinler St P 2 fisuggt? ans)

withPa ebey meshht Satdieoli2.6 -0f. 2 e WerRu$dNinothisastydy. The anlmais were
phar maceut i cal é’ accegt abI sal t thereof such
OHP%-f

randareiylpseies o £ ARIGRI% BSLEIOMRT GO SR Sgsoned as a

2x2a8r%9§ B9t §.8E twb Y&MHds 0296 € s ¢5ﬁwtwmaeqh§ UBE@ article
Preferred admnistration roufes are orally, bucally

telmizariant wealdiven Rwsingly oraleest irpyensust aniistiagion i et éage of 1
m ni strati on WO 2008/ 040774

mg/@?ﬁ%@&@?%%m -17 being nost preferred.

Parenteral adm nistration nmay include subcutaneous,

i ntravenous, Jintra cul ar intr
Blodh A ESSHEER ok AT ette e ieadi®). 8 er LY. RGédiBRon),
15, 30 and 60 min as well as 2, 4, 8, 24, 72 and 96 h after each treatment. Clinical
observations were also conducted at these time points. Plasma samples were sent to
the analytical laboratory and analysed there using a validated method. The plasma

levels measured in each animal were subjected to various pharmacckinetic

calculations.
The results of this study may be summarised as follows:

No specific clinical signs were noted during the entire course of the study.

Pharmacokinetic analyses for telmisartan revealed the following results:
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The foll ow ng exanples serve to further illustrate the

pr esent

i nventi on;

but the same

shoul d not be

w@emspsaed as a limtation of the scope of thePCI/EP2007/060531
i nvention disclosed herein.
this exploratory study was to investigate the
phar macoki neti c behavi our_Hg - pl asma and the absol ute
bi oavailability of telmsartan in male and female cats
i ntravenous adm ni stration.

foIIovm ng a SI ngle or al

I_Uul L,I I III L,d.l
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sunnarlsed

LfH %HI atTons
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of l'llé
speci fiIC

MRT [Houir]cal

si gr
tho ot 1idy

S wergeant ed d

h o ol at Al
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reveal ed the follow ng results:
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WD 2008/ 040774

H@E’d@ﬁﬁ@@Zﬁr%@sf%ﬂthe]&solﬁ@élbféw&!aﬁﬂm Weid {B 816 @it A%C 0 - tand

Par anet er oral

hour] ‘mean

438

qaﬁg‘bnﬂpcn%aﬂwﬁ@& m@pectme@% cofidepae ;rztg:wallqszg 0386 —7511 65 and
br&l&é m 1].2M£V[8ual G%tangﬁowe]hst%ag’t?\% b%ga":{faﬁé‘l? ility was clearly lower in

animal no. 101 {i.e. 0.116 for AUC 0 — =} in comparison with the other animals (i.e.

0.387 - 0.582).

The test article telmisartan was well tolerated after a single oral or intravenous

administration to cats at a dose of 1 mg/kg body weight.

Mean plasma concentrations increased until 15 — 30 min after oral administration of

telmisartan and declined rapidly afterwards. No quantifiable plasma concentrations

could be found at 24 h after both routes, orally and intravenously.

The absolute bioavailability after oral administration was found to be 33%.

Example 2:

The aim of this study was to investigate the effects of an escalating intravenous dose

of telmisartan on the blood pressure response of anaesthetised cats after
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[ngh/m] t 1/2 [hour] nmean 2.169 2.252 d/f or C
[M/mn-kg] nean 171.588 45.535 V/f or V [1/kg] nean
wWQ08587% 856 MRT [ hour] nean 1.969 0.789 TheP@DEP1087/060531

estimate for the absolute bioavailability were 0.316

for AUCO ---). t and 0.336 for AUCO -3 - wth
respective 95% confi dence.nptervals of 0.086 - 1.165

and 0.0,90 - 1.245. Individual data showed that the

bi oavailability was clearly lower in 5 animal no. 101

el . . p n: .
ad”&'ﬁ‘ﬁtgar""’gnﬁ}f@gi&%ﬁ‘é."e' .ii' qBéé’gg)”.a“%.'“@@%a.a ér‘?‘ﬁ%’"ﬁ%?“%?ﬁ% Vges to
find tee Hoses af telmisstsnviehich tiohibita zelD % f dafehe aarglioighsn dledd pressure
resintravenous _adm' nistration to cats at a dose of 1

pr?ﬂfﬁ‘g body wei ght. 10 Mean plasma concentrations

i ncreased until 15 - 30 nmn after oral adninistration

af t er war ds.

f te d d
Foup aitsa1l ot e omales il dempletiambed b iorh Baitoeath (kisdCeb
CAE% With el Wéﬁdhtﬁ'@f#ﬁ@@fQ@Léﬂbk?t e iuBEd AVBROKEHY. ThEDanimals
er

easouebloavallablllt oral adm nistration
werwaﬁémﬁtasqcbw% utigm mﬁﬂr@tai anphanagsthesia wasssugtaingd by

cont‘ﬂ%u%%fd%}b‘?lsbf Qﬁtﬁt@%taﬂ%fe@f HefEl A &ihéBr %\%%aﬂngét‘té@ into a carotid

I ntravenous dose telmsartan on the
artepyr gbeonmectesjormspressura rassdiner fygdoishatorndfitbe arerial pressure.

Anoéw%q)%/ &%gw\ﬁasl;@;é%ﬁ%qg ?t{eoé ?l‘%i vejrrg9 or nagﬁjr!]?lﬂg r%ﬁcfna f’teﬂgqftﬁransm Il

e origina
(A2) ditethsttelst)erttﬁs télmisdriand Tae dgsteh@éncﬂ diastcﬁ;arl:ﬂcard plEssire [mmHg]

S z 90% of th I, Ot e 0od .pr.ess
in 1oL GHBHA 215 RATR recr SR A BTABAPY Y CRGTRE BN ES Ay described
beldwenmal e donestic short hair cats (HsdCpb: CADS) with a
body wei ght range of 2.5 - 3.5 kg were used in this
study. The aninmals were anaesthetised with sodi um

At fh&ntpbalRidig! bise pAraasd %§|I@8We§ gstidbedeRY 5 minutes. The

conti nuous 1 nfusion of diluted anaesthetic. cat het er
meaiaf thase Ptredastiedeniscueietsal asdhe degelifiedbloss meegseire. tidea two

r, r Aarteri
bol%rlﬁgﬁérgs 6?@@}%9?%‘&&%&6?1&?%?5 \X‘gééﬁ@acegb)iuﬁtlg h@{e%al of 10
min f Bromakinwen increasead rd:asrtdtbrtﬂmcbme%urarm@taam@w&d)m tha second A2-
bolus relative to the baseline blood pressure was taken as the control angiotensin II-

blood pressure response (i.e. reference value).

Five minutes after the reference value was obtained, the first injection of telmisartan
was administered. Thirty minutes later the diastolic blood pressure was recorded,
immediately followed by bolus injection of A2 at a dose of 0.1 pg/kg and the
maximum increase in diastolic blood pressure was obtained. This procedure was to
be repeated accordingly until the intended endpoint of the experiment (i.e. an A2-
pressure response < 10% of the control A2-pressure response corresponding to 2
90% inhibition) was reached. During the course of the experiment it had been shown
that the dose of telmisartan had to be increased at single time points in order to
increase the effect. In addition, the endpoint of a 90% inhibition could not be reached
in 3 of 4 animals even after several consecutive steps as described above so that the
experiment was terminated in these individual animals before. At the end of the
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(A2) or the test article telm sartan. The systolic and
diastolic blood pressure [m”mmHg] in the carotid artery
woweee/0sicor ded and anal ysed at di screte inter veCHER®07/060531

descri bed below 15 At first, the diastolic blood
pressure was registered 6 tinmes every 5 mnutes. The
nmean of these 6 neasurenenpg.were set as the baseline
bl ood pressure. Then two bolus injections of A2 were
adm ni stered at a dose of 0.1 pg/kg in an interval of
t
exogituell tho sSSPl 3R cbihHizBa"al| & BV ERse of sodium
pentabathi@l.basel i ne bl ood pressure was taken as the
control angiotensin 11- 20 bl ood pressure response
(i.e. reference value). Five mnutes after the
Thelre§@isasfaieis sRldyamaase ebinaiatiedd at Melldsr(sée Figueetih.on of
telmsartan was adm nistered. Thirty mnutes |ater
the diastolic blood pressure was recorded,
The'rﬁ@ﬁﬁjbééeﬁﬂnﬁ (ﬁé&td}lﬁ:\’ﬁgo@Pr&@hﬁésoﬂ thé Grdividnal Qhirddls dhnd@ed from 82

dose of O. he 2S maxi mumincrease in
- 99 rrae*dmand ﬂaﬂ: @@r@tr eogilensiniPlenst piesside repRAISEr¥REBeween 34
be repeated accordingly until the intended
p0| of the experinent (i.e. an A2- pressure
response s 10% of the control A2-pressure response

cqQrrespandi.n %,i_nhi 0 e je :
s S ERBROEM ot A 4 RSB OEEEn Sl o
anirhdlensko se20f1 5t e118R% ant mesélaaﬂumals tee i maxipas emllataom;iorhghe biood
tinme points jn order t03 ase e effect
prossth IogrEerRIEtLS 40 d1e e R ZNGGMT T I BIBCaeRS e defhmnse was
roudtfy BE AT in Edhtdstfo 098 MHIBIGN Bvalimaf ieriodever al
consecutive steps as descri bed above so that the

experinment was termnated in these individual aninmals

Hov%g?fE@?Oﬁﬁﬁ%&%uﬁQﬂ/eoEoé@%f% 2008L@¢R7As only O 1mg/kg in this

531 -20 experinment, the anaesthetisSe
anirasliwhereasthissdeas laaged éatvwenro ¥haoy Qr’-‘d’@ﬁ@*gdﬁ thepefinghanimals.
pent obarbital. The results of this study may be
summari sed as follows (see Figure 1): 5 The nean
In abns|ron e ditiees nalkinourb leffedt g% inhébitidn whe réandiedi al @agumulative

cosg i BOBEER 10 GBA Bpae 167 AP port d el EHOE s, groacy
reacted £ikr wEHg dask &f 0.04 ahe QI BRTkgWwddpetiely. Samnmmal nibhé51 the
san{eﬁﬁ‘xﬁ%?t?q?bgfa t?%i%rzvr;aqmgéagﬁz%tag phﬂ"ﬂ?péam é{r}aﬁen%#é O?Hgglkg In all 4
anif&%] fithet S8HaRIoh 4T 1R dbdtediBl R Broduce markedly higher effects which
were appropriately related to the increase of the dose.

and

In conclusion, escalating intravenous doses of the test article telmisartan led to an
inhibition of the diastolic blood pressure increase in anaesthetised cats after

administration of angiotensin Il

An inhibition of 73% was found at the cumulative dose of 0.04 mg/kg telmisartan in 3
of 4 animals. In one animal, a maximum inhibition of 50% was observed at a
cumulative dose of 0.05 mg/kg. In all 4 animals, further dose escalations did not

produce an appropriate dose response relationship.
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pressure increase relative to the control angiotensin
[I-blood pressure response was roughly 80 - 95%in
w@ownasr4t o 50% i nhibition in animal no. 101.PABEP2007/060531
However, the final cunul ative dose of the test article
was only 0,1 ng/kg in this animl whereas this dose
ranged between 0.34 and 0.21ngy/ kg in the other
animals. In animal no. 101 the maxi mum effect of 50%
i nhi bition was reached at a cunul ative dose of 0.05
ng/ kg. In animal nos. 102 and 152 a 73% i nhi bition was
al ready 20 reached after the 15t dose of 0.04 and 0.02
Examplk®, respectively. In aninal no 151 the sane

TheGAiga s nae Ao aifatneed FaPfdPRLEY SeldR Tnfestoate

the bARthesRIisdrtantin pizislane fomaleecdty difeg hepeatdd el adwhinistnation
were appropriately related to the increase of the
OVGH@%W@QQS I n conclusion, escalating intravenous doses
of the test article telnisartan led to an inhibition
of the diastolic blood pressure increase i
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daypOBUZR Te @ppcaniral attielawss adespistess oelliptat drehidiffera@ does
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we@{tuﬁb{e WagIek QuitiirestekB&irrol bARIeSlabréd idehtite wiitstet eaeption of
mal e and fenmale cats after repeated oral

the gaimah net iINArdero ashisye blinding. weeks. Twel ve clinical ly

heal t hy approximately 1 year old nale and fenal e

donestic short hair cats (HsdCpb: CADS) with a ¥
Blowwisghiplesariefe heematoleny. apd dliniag! \ebeaistse dvara @cﬂlﬁ§ted rom the

anifiyE B gér ﬁ.”é gf‘r!o? W€ 7k 1Rehath tha SPURYed 3 7, 14, 28.

rea
Bodyhﬂelgmtwaetmedasm rdada Numeklaramjnelectrmrdm@aphy reedréingjwere made

on EHRSEND 29558 A Yo St KRB L1 L Bp hon of

rectdPR®n érﬁwﬁ én@fes@ur@to@kﬂ@@\m cagmiaxtiputl On dé.ys(gr dup4 149 and 28.

e o e S S S B8 S e P e
day¥/ ;Le!? é@kﬁé@ﬁﬁhg%&fm t?élﬁrr@m 0Bl Msbropdy. qrrﬁepalmbmty of the
admmlstered article was assessed at various time points throughout treatment using
a scoring system. On day 28 of the study, all animals were subjected to necropsy
and stomach and kidneys were examined histopathologically. Relevant parameters

were analysed using appropriate statistical procedures.
The results of this study can be summarised as follows:

No clinical findings clearly attributable to the treatment with the test article were

observed during the entire study period.
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15 Bl ood sanples for haematol ogy and clinica
chem stry were collected fromthe animls on days-1
W@ 2008/04q074 or to the first treatnment) and agai NPONERAYH060531
3, 7, 14, 28. Body weights were neasured weekly and
el ectrocardi ography recordi ng were made on days- 1,
14, 21 and 28. A detail ed. physical exam nation
i ncludi ng determ nation of 20 rectal tenperature and
respiratory rate was carried out on days -1, 7, 14, 22

AEthﬂrgg} po .S}ﬁ"é @%reﬁrg@? snfe?é\zﬁ@g Q} é&%ﬁﬁse gf" I'ley %ss%ggrysent of the
palawfaty\ﬂﬁﬁrtb@cmelmgrgpﬂy wnpalmdtpwbhtmytof et tést ndicteojpsyulation.

| at abi | j.t t d t ,
HowsySie 168 PARIEGY S ot ensn et 554 PE GghbtieSern el Reamals of
bothUfda18d gRbupSrartpjlisystem On day 28 of the study, all

ani mal S were subjected to necropsy 25 and stonach and
ki dneys were exanmi ned hi stopathol ogi cal |l y. Rel evant

PhySBLIIRE EES eXBhiRafioit ARGt Yeid tr@@ﬁﬁ&ﬁ&b[@?&% findings at all time

statistical procedures. The results of this study can
poinbeofdoverlighbed as fol l ows: 30 No clinical findings
clearly attributable to the treatnment with the test
article were observed during the entire study period.
No %@nfm@ﬂﬂ Q@fRTaceBCMEEPZO0 060558 1bed2 welghtso vedialntemperature,

[ nt dlfferenc were faund.the results of the
respgg&)ég H@ﬁt«eag{at@ﬁgun% ABIES ?@H?nsﬁﬁ{] i ndicate a
slightly inpaired pal atabr lity of the test article
formul ati on. However , tabi]i

The, sk BiReH PoPsgBVEr SETERnTbIreT HE SatsrdicEongs 1l and Il
com@@hﬁi {0 et &t g#&f{a Ldn andld bkecasrizhyfidrqattiafd oFfeatment. In

xam nati ons di not reveal treatnent-related findings
addision atlifferenges op &pratesiingr sigmlieancegueieodRunddncliding fhe me before

treaﬁﬁér{t 'ﬁr{éﬁ‘ﬁés ‘Qﬁ)r{rs HRuRk i e r@%eﬂﬁi@%@drﬁﬁ%é& between

respiratory an rates durin
treateluiegroomH ard ofnttdie rmwmr, thasogpetab thecmisbo yalugs @ygufrrée might

coolf < ARROCET b Bl b B SHE B5PHBRst foups

and 0IC eesbarsl tafgreup | forhidali28romfartis.eat ment. I n addr tion,
di fferences of borderline significance were found
including the tine before 15 treatnent. Changes from

No kir%%@rhéﬁ‘tere@téh NffereAYER lwerk 9funtiC BBfwednf treaREACeFoups and the
between treated groups and controls. However,

t he
coneuTaTS 60BTols ik theezaemaiplagisaband cliniqak CRergistry parameters including

the differential leukocyte count on each day of examination during the study.

Urinalysis did also not provide evidence of a treatment effect.
No animal showed any specific finding during necropsy.

Histopathology revealed a few findings in stomach and kidneys but there were no
histopathological findings considered to be associated with the treatment.

Due to the exploratory nature of this study the number of animals per treatment
group was rather low, Taking this fact into consideration the results of the present

study may permit the following conclusions:
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suggest a tendency of a slight reduction of the

systolic blood pressure in groups 11 and IIl conpared
wao eoogoeapd | from day 20 onwards. 20 No PCT/EP2007/060531

treatnent-rel ated differences were found between

treated groups and the concurrent controls in the

haenmat ol ogi cal and cli ni cap3chem stry paraneters

including the differential |eukocyte count on each

day of exam nation during t he study Urinalysis did

. . r

A S e Ry o oSt o ARl SoEfling foimfibrtan
migiHi ket idpaiftedl ogy reveal ed a few findings in stomach and

ki dneys but there were no histopathol ogi cal findings

considered to be associated with the treatnment. 30 Due
Thet coure ofxhe anadmoivalueat eves tohe trhight stng@lasttmeerrdﬂnfogerofoé slight

ani mal s, per trea t roup. was rather Taking .
red PR 4ot PORE RERaRiSSe N B Bl st teq it Wmisartan
towdHe sénd St Me¥%t dieem t the follow ng concl usions:

WO 2008/ 040774 PCT/ EP2007/ 060531 - 23 A slightly
impaired palatability of the test article formrulation
The GORLAIAL trféi ISR @/@II tdTbidd Qﬁer‘ @Sgétbﬁ'cﬁé’l admﬁlstratlon over
course of the nean val ues over tinme mght suggest
4 weaksdegalp aifdoaespi yand 33ng/kd boty vieight. t he systolic
bl ood pressure in the animals treated with telm sartan
towards the end of the study period, The test article
telmsartan was well tolerated after repeated ora
adm ni stration over 4 weeks to cats at doses of 1 and
3 ng/ kg body wei ght. 10 WD 2008/ 040774
PCT/ EP2007/ 060531 -24- CLAIMS 1. Use of an
angiotensin 11 receptor 1 (AT-1) antagonist (sartan)
for the manufacture 5 of a pharnaceutical conposition
conprising a therapeutically effective anount of said
angiotensin 11 receptor | (AT-1) antagonist for the
treatnment of a systemc disease in cats. 2. The use
according to claim2, wherein the systemc disease is
selected fromthe 10 group of cardi ovascul ar
di seases, such as dil ated cardi onyopathy (DCM, mtral
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val ve insufficiency (M), hypertrophic cardi omyopat hy
(HCM and other acquired or hereditary heart

walt@sasss4 system c hypertension, e.g. hypert erPGi/BP2007/060531

associated with renal diseases, chronic kidney disease
and ot her vascul ar diseases, netabolic disorders like
di abetes nellitus. 15 3. Thg-use according to claiml
or 2, wherein the system c disease is chronic Kkidney
di sease. 4. The use according to any one of clains 1

cLAig3, wherein the angiotensin Il 20 receptor 1 (AT-1)

1.

2.

w

o~

antagoni st is selected fromthe group consisting of:
candesartan, eprosartan, irbesartan, |osartan,

tasosartan, telm sartan, valsartan, and a
pharmaceutically acceptable salt thereof. 5. The use

dce @f dn rgglotersity || oeeeptdr Ic{Adl-markaganisgt, (saver)domthe meanufacture

t ticall 25 effective, t of .t .

hs PoREHasBarsontstio Coaerg  Hirariibdl oftectyp gmount of
Qaidlandicie A0 UL réeePtofl/ W -0f atagyniveiog e t@atnléd dfsesystemic
according to any one of clains 1 to 5, wherein the

gisaprRte$-cal conposition is administered to a

subject in need thereof by parenteral route in a 30
dosage of about 0,01 to about 1 ng angiotensin ||

Tbe ejse @ccardingTtolglainn? agberelt theaystegio tisssay isweelgeted diom the

r g : (g | At [ :
o BB os MR S 1 Ao pArRiedpud ERaAg it
LalyATrdlfficertcgg i), dtypperopkir cerdiobydpativgi(BRV) and other acquired
200 /Oécliﬁ774 P%(/EP.ZOO?/ 060531 -25- 7. The use ertension
SEcBPHIEY J'Say UREIS cPETRIIG PEeNGREY oF §- ¢ REP
Bb&doERes Wit aknalc dixpassd, i ¢hirohis Kidneyi disearsedahd @ther vascular
subject in need th recﬁ( in. a therﬂ{oeuti cally
giseases, Veetahrligitisarrer ke sipketssMalUsunul at i ve
i ntravenous dose of the angiotensin 5 11 receptor 1
(AT-1) ant ag_oni st of at |east about 0.025 no/kg of )
nbayussepgearding. toTalainusle cace oVfreig the swpjerpisedispasg iy gRronic

i!(icﬁwg Eise\ﬁggr ein the pharmaceutical conposition
corrp¥| SI'ng the therapeutically effective anount of

angiotensin 11 receptor 1 (AT-1) antagonist is

m ni stered. t oget her w ._|.e n e drug. ;
T e B ot o By 3R, & G BrtE i iondibin 1
asptat Mg (AT-1)l aintagdnisthiar ejefectdte fodrhethedrgrgups consisting  of:
chil’u?ecsta?tgnfégr@s;r?gn,q-gb%ggrtan, losartan, tasosartan, telmisartan, valsartan,

and a pharmaceutically acceptable salt thereof.

The use according to any one of claims 1 to 4, wherein the therapeutically
effective amount of the angiotensin |l receptor 1 (AT-1) antagonist is about 0.01

to about 5.0 mg/kg of body weight.

The use according fo any one of claims 1 to 5, wherein the pharmaceutical
composition is administered {o a subject in need thereof by parenteral route in a
dosage of about 0,01 to about 1 mg angiotensin |l receptor 1 (AT-1) anfagonist
per kg of body weight or by oral, rectal, nasal or inhalative route in a dosage of
about 0,03 to about 5.0 mg angiotensin il receptor 1 (AT-1) antagonist per kg of
body weight.
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consi sting of Ca-channel bl ockers (e.g. Am odipine),
bet a- bl ockers (e.g. Atenolol, Carvediol),

w@ andioat7oni c- Ca-sensitising agents (e.g. PinoRern@Ep2vp7/060531

10.

1.

12.

Levosi mendan), 15 selective If-current inhibitors

(i.e. G lobradine, Ivabradine), ACE inhibitors (e.g.

ram pril, benazepril, enalgpril); anti-obesity drugs
(such as Anphetam ne derivatives, Sibutram ne,

Olistat, R nonabat). 10. A nmethod for the prophylaxis

or treatment of a systemi c disease in cats, wherein

20 the nethod conprising adm nistration of a

The nspeatdordihg yto edfyeoné i alaosnt tof 6, wheiebt dnsiphanmaceutical
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any one of clainms 10 to 12, wherein the angiotensin ||
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val sart an, and a _pharmaceutical l y a tatg@ﬁ E g

Claerastst, careiionieh @ orFen RGNS GRS (9. CAnaRyghe Lgyosimendan),
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treatment.

The method according to claim 10, wherein the systemic disease is selected from
the group of cardiovascular diseases, such as dilated cardiomyopathy (DCM),
mitral valve insufficiency (MI), hypertrophic cardiomyopathy (HCM) and other
acquired or hereditary heart diseases, systemic hypertension, chronic kidney
disease and other vascular diseases, metabolic disorders like diabetes mellitus.

The method according to claim 10 or 11, wherein the systemic disease is chronic

kidney disease.
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receptor 1 (AT-1) antagonist is admnistered in a
therapeutically effective anobunt that result in an

we@oomsloat7rve i ntravenous dose of at | east 0.025pemERDODH60531

13.

14.

15.

16.

17.

18.

body weight. 20 17. The nethod according to any one
of clainms 10 to 16, wherein the nethod further
conprising adm nistration.gg-at | east one ot her drug
to such cat in need of such a treatnent. 18. The
met hod according to claim 17, wherein the other drug

R e
tezegtor At dAdH1)| antGgonisti sl )s;ele@mtmfmmmh& group consisting of:

CHRRBRN, SRR TR o o P A8t TS 8k,
bnabrphdrmeageutib@ly acoehidbid salstherad. ramipril,

benazepril, enalapril); anti-obesity drugs (such as
Anphet am ne derivatives, Sibutramne, Olistat,

RhawRaREd hecotling to any one of claims 10 to 13, wherein the therapeutically
effective amount of the angiotensin 1l receptor 1 (AT-1) antagonist is about 0,01
to about 5,0 mg/kg of body weight.

The method according to any one of claims 10 to 14, wherein the angiotensin |l
receptor 1 (AT-1) antagonist is administered by parenteral route in a dosage of
about 0,01 to about 1 mg/kg of body weight or by oral, rectal, nasal or inhalative
route in a dosage of about 0.03 to about 5 mg/kg of body weight.

The method according to any one of claims 10 to 15, wherein the angiotensin Il
receptor 1 (AT-1) antagonist is administered in a therapeutically effective amount
that result in an cumulative intravenous dose of at least 0.025 mg/kg of body

weight,

The method according to any one of claims 10 to 16, wherein the method further
comprising administration of at least one other drug to such cat in need of such a

treatment.

The method according to claim 17, wherein the other drug is selected from the
group consisting of Ca-channel blockers (e.g. Amlodipine), beta-blockers (e.g.
Atenolol, Carvediol), cardiotonic- Ca-sensifising agents (e.g. Pimobendan,
Levosimendan) , selective If-current inhibitors (i.e. Cilobradine, Ivabradine), ACE
inhibitors (e.g. ramipril, benazepril, enalapril); anti-obesity drugs (such as
Amphetamine derivatives, Sibutramine, Orlistat, Rimonabat).



