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Phar maceuti cal conbination for the prophylaxis or

treatnment of cardiovascul ar, cardi opul nonary,

pul nonary or renal diseases 5 The invention rel ates

to: a process for the prevention or treatnent of

cardi gyascul ar ard',op%u monary, pul nonary or renal
rmaceytical go atign f & rophviaxis ar dres
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reﬁaralti on for 15 sinultaneous, separate or
Pg“é& Eht iNg Presess rompEses eeaptalydsinisteringefifectiie amounts of

' : : i ned f
IO Kooty Lo PSRN IRLpliify o son
thereofaridasimvabatinto epperisog in nekdrafaeatihbraThearpestidn Riither
t he. &hqu%ml on or treatnent of these diseases. 20
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re)étraﬁ ko éHg_ amﬁ@mtrgal SPEROsHiPNSWYER gantaiateimisartan or a
POSIERI P SO BfeoRINd LTlath, % LOGHMRY egeRlon or

_agent for increasi ng
siRufianeousaeparatadiissqoential usesinehé grévartionadrsiregtnsmed

sure ANG || alsg h owt h- ing eff
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the preventian erfreatment of theser diseaseng ef fects. Therefore,

ANG I | antagonists are suitable for the treatnent of

rai sed bl ood pressure and congestive heart failure in
Amgiotemisih || EXHEDIESIa06 aAN i i |

A s = b dgggﬂﬂ B89 pRtONSIoLoG SriElarty
asgbe mnostpofeniagentiisr increasing bimdpressgein hupaansdtis known

B lo B NN 19818 ATEIERRE A oo

proawting effgats whichssontributerto e WeaRicliRi hypBRrophy, vascular
tihypertensive and ki dney-protecting effects of ANG

thi?:Peraﬁsaaw asdlergpis, kigbeyifaiiee ang steskanDe therothtes hand,
brA@YiRY i PAHISERS GRS tisCue-protecting effects. Therefore, ANG Ii
antagonists are suitable for the treatment of raised blood pressure and
congestive heart failure in mammals. Examples of ANG Il antagonists are
described in EP-A-0 502 314, EP-A-0 253 310, EP-A-0 323 841, EP-A-0 324
377, US-A-4 355 040 and US-A-4 880 804. Examples of ANG Il antagonists
are candesartan, eprosartan, irbesartan, losartan, olmesartan, tasosartan,
valsartan or telmisartan.

The antihypertensive and kidney-protecting effects of ANG Il antagonists are
described for example in the following publications: |



W Wenen et al.: Antihypertensive and renoprotective
effects of telmsartan aften long termtreatnent in
hypertensive diabetic (D) rats, 2nd Int. Synposium on
Angi otensin Il Antagoni sm February 15-18, 1999, The
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of Abstracts, stract Wagner et al
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PP 10 Effects of renin- angi ot ensi n-system
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found in_ fi clinical trials are descri
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i | ope: Renogrot ection and
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Offféé é%ﬁbﬁrotﬂhgéﬂggso ﬁ@l&angéﬁ on é@%ﬁ%@?ﬁ% gma t th first
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1o ABReniet 2Bf Refpbrals i iacs At aygialensin Biicceptor

96]89&2&@ l'ne!k/ Qﬁsﬂxﬁﬂé"ﬁé i t§wﬁ#1%§l{>ét??ﬁ?ﬁ¢ob§gm fidney Int.,

| ow ng I'i cation or exanpl e
e~t0|afl37 (2)(0809@);1;31 6616306'&” erial structure and

| .25 d h sent j al .
« o BE R bR R Pateciit ot celoibbiiepin oy sisi Riskege i
|da§9étfe§rrne|@u%mhﬁu mpe\‘ﬁé’ns 1BLGbH2 PFRBuph: (1997), p.

1653- 1659; R Touyz et al.: bg?otens in 1
S32ABBArand DNA and protein synthesis in vascul ar

Zﬂ?%@é@n ﬁéﬁsgiléﬁgmﬁ ﬁngfggﬁééq%géga fu{pre J. Ct,ard|ovasc
meeﬁm volv 8B, séﬁﬁ»ﬁh (@@@@f)p 3p-4(207-916; 30 E. L.

Schiffrin: Vascular renpdel1ing and endot heli al
Meiaeyer bie effecty 06 ANG I aretagpalstse@ﬂ end@hieliak dysffinction are

de%'&hbg?f RE SR ow‘?ngt Bﬁﬁl?coéﬁbn Cf%r examp[ diovasc. J., vol.

» E.L. Schiffrin et al.: Correction of arteriat structure and endothelial
dysfunction in human essentialrhypertension by the angiotensin receptor

~antagonist losartan, Circulation, vol. 101(14} (2000), p. 1653-1659;

* R.M. Touyz et al.: Angiotensin il stimulates DNA and protein synthesis in
vascular smooth muscle cells from human arteries: role of extracellular
signal-reguiated kinases, J. Hypertens., vol. 17(7) (1999), p. 907-916;

¢ E.L. Schiffrin: Vascular remodelling and endothelial function in hypertensive
patients: Effects of antihypertensive therapy, Scand. Cardiovasc. J., vol.

32, Suppl. 47 (1998) p. 15-21; and
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32, Suppl. 47 (1998) p. 15-21; and 3 Prasad: Acute
and chronic angiotensin-1 regeptor antagonismreverses
endot hel i al dysfunction in atherosclerosis,

Circulation, vol. 101 (2000), p. 2349 ff.. It is also
« Kppnt I itANR 'c’nrém& %9?[8t§ﬁ§nslelle%‘ébtd’reédta§b@@h1 tdRrses
AT1 receptor, he AT2 receptor wh pl ays a
palﬁfﬁOthﬁh_ainiMSﬂgTCdWDhn @ﬂfn@@sslemais tCiseulatiom.eqenéd h{2@00), p.
e%{é:ffs remai ns unaffected. EP-A-1 013 273 al so

des bes the use of AT1-receptor antagonists or AT2-

Itieaepti@owiPthat ANG 9| dMtagbhietd s@atmRY bRickdhee®E e $eceptor,
associated with an increase in the ATl-receptors in

white theuhd girerapioawhielyplgis & paim in AcHasewth affeds aatblissye
rerqf%ﬁ%f’ét%r o%btg PEER lfr}%ffelé@dq particularly for the

vari ous Tung seases. It was found that
Eﬁy@er@ Eha7dmlscdeddrivesthessetofah Tl receplt® dntagordists or AT2-
erli lﬂaem Bot h synptons are regarded as_serious
"%Cryeg ‘gqi Ators Jar the traain st 8f disganes aRSeapRchViE & iBFTease
e |3t
ndhgarrRcibends Sheatfbibn it on gl Aty L
reicepliods in dheeepithaliam, paoticdarly tor the dmeatmentof hericisiungof
d.at herosclerosis, a condition characterised by
BH&ENI y distributed |ipid deposits inside the
arteries, including the coronary, carotid and
peri heral arteries. This irregular lipid 20

' _|td\!a§t UBdttthhVQGﬂﬁU@OBH%lO&@F‘eFPF%ﬁnbabthezéamﬁary heart

o B B 50 e el A oMk o

in eixe gbeaepnint &f 2BATIEasdus EsXasds, W?ﬁ?crpgﬂéﬁ fead to adverse
i garette snmoking and left ventricular pertrophy
Cacsel@uawuigr a¥entssitigh @icmt@h@esuey@iéev@m&lgwme@@ lipid

Ie@lg ggmv?g elacgog%é(%hﬂpé%lq L@ %’%ﬁl q‘% té%r%gaemg s, glcondition

chaeadtbesé bl umevenfvdisteintiaphpyididpesits #sid®ien aferas,
nanel y» a reduced secretion of insulin fromthe beta

inglading the corenanyapriolidanshiennhaial arteries. sThisdaegular tipid

. r ' scul I
T L e e S e e
dlséasbet m@@awﬁymﬂ%r’esaleﬂibe ofliwigets are Slsdl SFEHMEE Byahe
f ast |ng hy gergl caeni a e. the
existence of diabetes, the sex of the person, cigarette smoking and left
ventricular hypertrophy occurring as a side effect of hypertension (Wilson et

al., Am. J. Cardiol., vol. 59(14) (1987), p. 91G-94G).

Type 2 diabetes mellitus is the manifestation of two pathophysiological
phenomena, namely a reduced secretion of insulin from the beta cells of the
pancreas and insulin resistance in the target organs of the liver, skeletal
musculature and fatty tissue. As a rule there is a complex disruption of both
components. The disease is diagnosed as fasting hyperglycaemia, i.e. the
blood sugar concentration after 10-12 hours’ fasting is above the threshoid of
125 mg of glucose per dl of plasma. Controlled treatment of manifest type 2
diabetes can be achieved using compounds of the category of the
thiazolidinediones (glitazones). These compounds improve the utilisation of
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bl ood sugar concentration after 10-12 hours' fasting
is above the threshold of 125 ng of glucose per dl of
pl asma. Controlled treatnment of manifest type 2

di abet es can be achi eved using conmpounds of the

caﬁ@ﬂ@tﬂfg wsafin bhe thi aziti idiaedieping of (86 bl P rleJdigse
onpounds i nprove the utilisation of 4 «circulating

(msvéfm serﬁlsaﬁ@r?e)h WAt thesame fimeghe diwreased disuindeysls e
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refiecéanirsuin aetsitisethsischay trobktaz0ad, mlgiut&mw;ﬂ@ghtazone
relieyed. lnsujin senS|t|sers such as troglitazone,
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SR O et AN S RERIOIE, Vated
Recept or). V\D 95/ 06410 di scl oses the use of
{ { tg f t tl
Wb S5 Dl docinnes B ok obAuBEmain feeptay afBigaatets for
tré‘éﬂr@ SRFBAR: fﬂaﬂaﬁinﬁéﬁﬁélse&é@ﬁcﬁﬁjlr@ s?ﬁ@h‘h@ BEhiRPnE

a nunber of exanp es of sys em¢cC aut ol rmune
dlaea% eiab®ies wunentivnarbas osea:sf@snwmbeudieexqmples of systemlc
mai nl oun

| | whi ch
aGhBAPLES o Tl A GeiEEY decaeticl e Gpe S FReS
miefityWAIchnsddurd heaidl cw yeubg pebpldehddlf Boseeass of fage v wnth a
various factors w subsequent dest ructi on of

genglicpredisprattiophin whervisadlitisaeccuss under thedafience of var:ous

b ] e 8ABh e £TLAR 1 AR Boogees e

ordy produseca fitllet inpalirRodhate beall. p@p@@d@b@t@s&hémmsﬂs not

r %g/ heart disease at the time of diagnosis, for
regggfpéja apteigIaURe gisedisBbet es are increasingly 20

suspected to reside in a conplex nmetabolic disorder
whi ch may be indicated by a nunber of risk factors
As avhry&cmhddypa& cﬂ;hhekasqnatmhtesmﬂes;gnmgf @@fgaadry hest disgase
insulin resistance pressure,
at )8R EaRoROBE: @b P Ghass &) diBkRcs i ARErRSIngly
supetiiol r@sfo%slhsé é&%ﬁ!éx%@ﬁfﬂd IiE b [dﬁeﬁinay'ﬂé indicated

patients with hypertriglyceridaema an
byHDNUsHEr €8 riek dactoresecheas abhermal gladese mtgmceymr@sed

taboljc. s dro me X or
faStRy BlonR syl RIS res o R g R ML BresSyBE, chiahpidaBmia or
canispithNol &SBO MR Bievialshce @lﬁ@éhrpfé%@lﬁn@@lésﬁéméﬁlaﬂy marked
i ncrease in'the pancreatlc insulin secretion in order

inpgtiralspvitih &ypedaalyserdaemiaand low HEX-olelealerolarfgeference is
mA&lL 6 pro-HES idket¥€ Ah&taRlolic syndrome, syndrome X or insulin

resistance syndrome. In a first phase a reduced insulin response by the
target organs causes an increase in the pancreatic insulin secretion in order
to keep the blood sugar level in the normal range. After a number of years of
excessive or increasing insulin production there comes a time when the
insulin secretion by the beta cells of the pancreas cannot be increased any
further. The phase of abnormal glucose tolerance then begins. The body can

- no fonger absorb glucose peak values fast enough. Finally, if the fasting

blood sugar remains persistently high, diabetes is manifest.



10

15

20

25

30

excessive or increasing insulin production there cones
a time when the 30 insulin sgecretion by the beta cells
of the pancreas cannot be increased any further. The
phase of abnormal gl ucose tol erance then begins. The

ARgE S&ditoridlB LoMdRsn eRsRickerladadsseralcondtiiddhgpafis in the
enough. Finally, if the fasting bl ood sugar réermains
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the left arm is frequently treated with a conbi nati on

ApgiBaRRcters oMt tecesylt of gardiag ischpeaud andis bREMAIM

| [ it i pid ! '
L) Sl Dol ) i EHSEL Y B poens oen
sufserhaenplicadiods issch@smeslenosizanisiel idgxperemmdyeithes @deshort
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*eéwp" Weneeaction (@ ind kv usegictie angioplaptyci ase

1otﬁbttaﬁh pﬁlﬁgn%%rbg{/ éfttné%’r{@riﬁéelle%t% ﬁ%’bé% b&&f it%hsﬁagarﬁr@&

rauma cause € angl opl asty or as a | ong-
vgasely asdimangiopldasty aegmentsscl erotic process both in

SRR el 1y W SER o
inBMAiRp iRy é’éti:ftszf hRs eflzfhe 3-H%r:%ix 131191&%%@%%&%%&%9 A-

t he enzyne ydr oxy- 3- net hy ut aryl - coenzy
rad@@taﬁeaé'ﬂ\ﬂﬁl-ﬁ?@&@@ﬂurﬁ@@attmw catgysss iheteinyeesion bé3-

v ' - h oxy-3xnet hyl gl.utaryl -coenzyne A
nytBE7 e B B AT e e Bhalel snpa bR th the
biobphiaetie chblegtdrab@ictsb dlistgaimyay KKesRn imiblbisBfHMG-CoA-

HMG:- CoA- reductase are for exanpl e conpounds derived
redugiase redgaExamplhernpeundidemeehiront a fungash reetgbolife the

" N A8 QLAY ' | ' . .
oS ok Wiicff 4R 1 ol Bli, 330F a5 e i TH blistato esiatiny
siire/astadinnorastosvgatatent | nhi bitor of the enzyne

ST B a0 el T of B 1B st
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inmibitor oﬁ_c:h@leistére@iasmth esisy thassfedt of whidteinvolves lowering Low

DBl gbl e LELSE Y e e TRE e Son for

théi RREENercdsfithis (AbleBORGH RS tre@ffleht WiScatRbiRle80 1 N
preventing the progression of atherona.

hyperlipidaemia, a normal atherogenic disorder in clinical practice, and thus

also in preventing the progression of atheroma.

Investigations have also shown that lowering the LDL-C jevel provides

protection against coronary heart diseases (cf. for example "Scandinavian

Simvastatin Survival Study" or 48 study, published in The Lancet, vol. 344

(1994), p. 1383-1389, or the study "Prevention of coronary heart disease with

privastatin in men with hypercholesterolemia”, published by Shepherd et al., in

The New England Journal of Medicine, vol. 333 (1995), p. 1301-1307).

Other studies are being carried out to determine the protective effect of statins

against the occurrence of heart attacks, strokes and coronary heart diseases

in non-insulin-dependent diabetics; "Collaborative Atorvastatin Diabetes
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I nvestigati ons have al so shown that | owering the LDL-C
| evel provides protection against coronary heart

di seases (cf. for exanple "Scandi navian Sinvastatin
Survival Study" or 4S study, published in The Lancet,
Sty cgdige Qﬂl@élﬁ) stugy "ABB3st389 Vessus Revasaudgrisation

L R G TN TR E MRS I

Optddrheb ethlbyr Bsenestigt al ., in  The New Engl and

Journal of Medicine, vol. 333 (1995), p. 1301-1307).
O her studies are being carried out to determ ne the
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At orvastatin 5) abetes 6 Study" or_ the CARDS st ud¥
TS LA VPIRMSN Lo aRtvIE disedRes Thich pEAD’ gad to
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hq){eaatso;ﬂssftofa eimgg&:tgmipy wgﬁﬁhmeviwhtsmmwmthew gemjiﬁgﬁf,. It
ely t ype i aberes, as. already mentioned, an
wiiffHlse Re A BRifacscbdr ine combiniation Javiany ish biovigh Sbout an
iRy eEABAEI thelfprePeshi Y asréd et Fea7&s M‘ﬂ'l&ﬂar?fﬁlﬂm nary or
'ead to unfavourabl e cardi ovascul ar eeents, tPRoul &
repal gispases feriwhioh ANG !bantagoniste hatabeeadowss ta be &ffective.

single therapy which prevents or treats these
conditions. It 10 would al so be_advantageous if the

TheQiifRioh 8ld SMbddRAEAIYf tid SreséritamhtioR RAY préUide PRERMBYEIRAL compositions

in the prevention or treatment of cardi.opul nonary,
whigh @@ stifable bothfer theiterateent b highnblohd gessure and also for

' J . t .ef f T Im.
Ty e L G e
syndoornd enghinsome eadidieAte BAAPASY bitiitancbusbé lisdl %or the

suitable both for the treatnent of high bl ood pressure

tregtenl sbmagtfeshiyperzdiehstas and migseor i ngma’,ﬂ @f/z‘"lrsh
. . L ‘
Ao PR ftek baBRls SRR s R L0 8 Bimes may

betieed torpravenntypel2 drbkfesineliyps, 2 di abetes and al so
for the treatnent of first indications of the conplex

nmet abol i ¢ di sorder of predi abetes and hence may 20 be

Coti5ifel UMERY ahd %Srr%sﬁ%rl?tﬂgb%@%&s’%iﬁ%ﬁ@h@r@wgﬂ HMG-

treatments and correspo g=conj

Coforeciotasd\Bhiliioks nedutil@sit ahtydniste havandrede den
ant a%onl sts have already been proposed.

proposed.

» WO 95/26188 describes a method of treating atherosclerosis and reducing
cholesterol, using an HMG-CoA-reductase-inhibitor and an ANG Il .
antagonist. Pravastatin, simvastatin and lovastatin are mentioned as
possible HMG-CoA-reductase inhibitors which may be used. Losartan is
mentioned as an ANG ll-antagonist which may possibly be used.

» WO 97/37688 describes the combined use of HMG-CoA-reductase
inhibitors and ANG 1l antagonists for the treatment of numerous conditions,

including hypertension and atherosclerosis. Pravastatin, simvastatin,
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25 . WD 95/26188 describes a nethod of treating

at heroscl erosis and reduci ngy chol esterol, using an
HMG- CoA- r educt'ase-i nhi bitor and an ANG Il antagoni st.
Pravastatin, simvastatin and |ovastatin are nentioned

afovaseh dhe fitkbst@iare egttiaped Y hdusine HWELCBATRY uBRse
used. Losartan is nentioned as an ‘ANG || - ant agoni st

wHNebiterayvhyek &iay be yeedsed. 30 . WO 97/ 37688 descri bes

P R T L e P e S e

c pedlidtasevinhibitorcinddANG Mapeid@ilstsdor BR&ring blood pressure and
a he@ﬁaﬁl erosis. Pravastatin, sinvastatin, 7
|

¢Yela Radmalss s teealinganging peciens @rskathesesdigresis in

- ofPTOR TR Guel PG AT It ES TR (3G vesin.
H\Esaltein, irtesactbaserd vaisdnitam arentbriidGed bsassaineimNG |
ressure and. . 5 the lipid |evels

f I ' .hl ood
faglts i 8 PRISTRRY deed daner Al Hentagonist
afrlatiBREY @r@%bﬁdééhﬁ!‘%ﬁ&% rdddipr ti cul ar

HMG- CoA- r educt ase- | itor is atorvastatin.
o LK 00458 18 describearthacdmbih sdiusa of andH i Cognrstiatase-

assi.bl e ANG nt agoni. st i ch_are. preferabl
1805 Sendanntea T Eafkiust or lleviaing gibetaneuroathy and
I i
eIy 301 Pt oPRigAB Rl SR d Bl hefich REEHA 65d flow
dadhamenes in patianig euffeiing tonatiabetes iThg abmleeekamples of

| t d. ticularly fof inprovi th )
AR ot R e i RorYieeS saavBe B Sing Bravastatin
retrivestatin, pakivathtn FWhESHRY aidﬁgé@iiﬁ%%eﬁn%tiﬂ_ gé) E%%Yﬁer
exanpl es of possible conbinations are canbi nati ors
cwith e AR Hlntagenisisdoparansithedsantan] salsareastrat i n,
' [ tati { tati d stati E
R, P whi Rkl BiRRREES Tocarian. |
o IWEROHTEBT4 HRICHBES Bk BOMbITARMESR BRibIR oM Pienli]né

candesartan is preferred. WO 01/15674 describes t
AmgipieasinBystenatogaiimeivito anotherrantiRgpenensive, cholesterol-

| Ins temtogether with another
200e 00 B0elh & SrBG TG 55" PuBRBie sl assntar eyents
dueheds stréie, aBPGEStIVE BEak FANRE! té?ﬁicﬁéé&'ﬂ?}’ a8stH, #hyocardial
events such as sStroke, congestive heart failure,
dfpRrtoveETRNiag ofignging, sipppage ofithe hearr tavasautasisatiog

%froéé@e%?diaﬁ)te?@sogﬁg dPgbeﬁi%eco%&féaTiohgy )%é:rlrjlb ersi dc’ éés%[;ble
combinations are the combinations of Angiotensin-Converting-Enzyme
(ACE) inhibitors, i.e. compounds whose names end in "-pril", such as
captopril, imidapril, ramipril and the like, with the cholesterol level lowering

agents lovastatin, pravastatin, simvastatin or fluvastatin.

Within the scope disclosed it has now surprisingly been found

that the angiotensin Il receptor antagonist telmisartan and the salts thereof not
only act to reduce blood pressure, in known manner, but are also capable of
increasing the expression of genes in a cellular system, the transcription of
which is known to be regulated by the PPARgamma receptor. In order to

x
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processes, diabetes and diabetic conplications.
Exanpl es of possible conbingtions are the

combi nati ons of Angiotensin-Converting-Enzyme 25 (ACE)
inhibitors, i.e. conmpounds whose nanmes end in "-pri

epsgle amnpa@ble)odjmdhtlomsﬁlﬂgeﬁebt is fo@@bﬁfeﬂ'arﬂﬂduérﬁtmédl Wighin the

V\Athg%g_k chol esterol |evel |owering
SEBRESE Hi§ HespRhipyNsntien Ry r@%&ﬂﬁa@,ft%ﬁhaﬁlyoﬁramfgva@@ &€l fine (cf.

B0 20 Mg CaRe udbd o0 b b A iUt EREL S B0 ¥

at t he angi otensi rece
transﬁgmammn withl tmosgaerueanomtdmtme Thelfirst df hﬁewéommtuctsa sbyes

d bl 0 Kk
16iibs "icifstr Sene o Pl bimus ad WAl R Mot ol e i o)
787253|dn@1|ea{he3&§{t?dnof ta*?yrﬁﬁéﬂlsﬁrggﬂﬁ&groﬂztﬁ’fa fm@fcﬁ@ ré atof a

known to be regul ated by t anma receptor.

yeaglerGald tBndloggauee(cf; érgreBarkeSequrtics ARGSETHE). élfHeesﬂcond
SCO
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of telmsartan to the PPARganma receptor cannot be

rege4idng of thencfagios peotetns if Sipse @fe nolhigh-affinityrsyméhetic
PPARRIAMEa ligands present. This then brings about activation of the
transcription of genes regulated by the PPARgamma receptor, this activation
being mediated by these cofactors. As the induction of these genes is
responsible for the anti-diabetic activity of the thiazolidinediones it can be
assumed that the induction of the same genes by telmisartan results in a
comparable anti-diabetic activity. Thus, telmisartan is suitable not only for
treating high blood pressure but also for treating and preventing type 2
diabetes mellitus. This includes the treatment and prevention of metabolic
syndrome, syndrome X or insulin-resistance syndrome.
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that the increase in the affinity of cofactor proteins
for PPARganmma caused by thedangiotensin Il receptor
antagoni st telmsartan also leads to the recruiting of
the cofactor proteins if there are no high-affinity
synthetic 25 PPARgamma |igands present. This then
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level before taking the glucose will be between 60 and 110 mg per dl of
plasma, fess than 200 mg per d! 1 hour after taking the glucose and less than
140 mg per di after 2 hours. If after 2 hours the value is between 140 and
200 mg this is regarded as abnormal glucose tolerance.

If insulin resistance can be detected this is a particularly strong indication of
the presence of prediabetes. Thus, it may be that in order to maintain glucose
homoeostasis one person needs 2-3 times as much insulin as another
person, without this having any direct pathological significance. The most
certain method of determining insulin resistance is the euglycaemic-
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20 in excess of 200 ng of glucose per dl of plasma 2
hours after 75 g of glucoseqghave been taken on an
enpty stomach. In a glucose tolerance test 75 g of
gl ucose are admnistered orally to the patient being
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tolasapemtasition i s used, as increased tri gI yceri de
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insulin resistance.

A triglyceride blood level of more than 150 mg/d! also indicates the presence
of pre-diabetes. This suspicion is confirmed by a low blood level for HDL
cholesterol. In women, levels below 40 mg per dl of plasma are regarded as
too low while in men levels below 50 mg per dl of plasma are regarded as too
low. Triglycerides and HDL. cholesterol in the blood can also be determined
by standard methods in medicai analysis and are described for example in
‘Thomas L (Editor): "Labor und Diagnose, TH-Books Verlagsgesellschaft
mbH, Frankfurt/Main, 2000. A suspicion of prediabetes is further confirmed if
the fasti_ng blood sugar levels also exceed 110'mg of glucose per di of
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Thus, there is a suspicion of prediabetes if the
fasting bl ood sugar |evel ig1 above the normal naxi num
| evel of 110 ng of glucose per dl of plasma but 20
does not exceed the threshold of 125 ng of gl ucose per
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. If a patient is suffering frommanifest 10

t”ﬁ?ﬁ@@f’@s it is currently recomended that the systolic

bl ood pressure be reduced to a |evel below 130 nm Hg

and the diastolic blood pressure be |owered to bel ow
Th§@!|§mﬁ$|!®‘eshrénhrrn@\wetéte$e ttemtelent of sobjedte fomdcmsedi

- certain cases to conbine angiotensin }1 rec
blogdtp;gaﬁurg, dhevangiatensin:lbrecepder antagonlst tefmisartan | |s Ndicated

wherever the development of prediabetes is to be prevented or manifest

‘diabetes is 1o be treated.

in only 10% of all cases of elevated blood pressure (secondary hypertension)
is it possible to determine an identifiable cause such as e.g. kidney disease.
As a rule; this secondary hypertension can be remedied by treating and
removing the cause. However, in almost 90% of all cases itis primary
hypertension, the exact cause of which is not known and which therefore
cannot be directly cured. The negative effects of elevated blood pressure can
be reduced by changing lifestyle and correct treatment. The interaction of
different risk factors or the combined occurrence of individual risk factors

appear to cause high blood pressure. In particular, the combination of high
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a cal cium antagonist. The term"diuretic" includes

t hi azi des or thiazide 15 anajsogues such as

hydr ochl or ot hi azi des (HCTZ), clopam de, xi parnide or
chl ort hal i done, al dosterone antagoni sts such as

bkjuidr presbacs Witk digordpisasient dacan@Bdgat setaiidliem is observed to
diuretics suitable for treating high blood pressure
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90% of all cases it is primary 30 hypertension,
exact cause of which is not known and which therefore
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di sprders. are often unnoticed to begin with but can
hyperfanstisinsulin fesisiange: Liisheppigsante o Msujn resistance can
i i . I V. :
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These disorders can be expl.ained by |ncreasing
repi LAl BRI & st anoq o ARuOn Pebuesn bbmesrioRpnd,
h nsﬂme?eﬁnié?th%ﬁtin%ﬁﬁ erlRjcabol i sns are disrupted.

he conbi nation of a these disorders in the | ast
anal ysis increases the probability of contracting the

Esgflg%rgg gq'msa assgf:lgcigg efs%spp%gl io?llytihrrlli3 aBESt“"aa tt#u[cle !)]y aglfjltshi%at%se
parts of the world with an excessive supply of food are affected by the
combination of high blood pressure and disorders of the fat and sugar
metabolism and that this number will continue to increase. Consequently
there is a need for drugs which are capable of helping to slow down or stop
the progress of the above-mentioned metabolic disorders at the earliest
possible stage and at the same time to obviate the detrimental effects of

increased blood pressure on the health.

In one aspect, there is provided the use of the angiotensin Il receptor
antagonist telmisartan or one of the salts thereof and the HMG-CoA-reductase
inhibitor simvastatin for preparing a pharmaceutical obmpositibn for the
treatment of people or mammals in whom the prevention or treatment of
cardiovascular, cardiopulmonary or renal disease;.; is indicated.



10 As primary or essential hypertension is a

mul tifactorial disease, it seens unlikely that
insulin resistance or hyerilpgsulinaema is the sole
cause of high blood pressure. A nunber of
observations indicate, however, that defects in the

i nsulin nmetabolismhave a hypertensive effect and thus
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In one aspect, there is provided the use of the
angiotensin Il receptor antagonist tel'm sartan or one
of the salts thereof and the HMG CoA-reduct ase
i nhibitor sinmvastatin for preparing a pharnaceutica
conposition for the treatment of people or mammals in
“whom t he prevention or treatnent of cardi ovascul ar,
cardi opul nonary or renal diseases is indicated. 12a
I n anot her aspect, there is provided a pharmaceuti cal
conposition for the treatment of people or mammals in
whom t he prevention or treatnent of cardi ovascul ar,
cardi opul nonary or renal diseases is indicated,
conprising telmsartan in conbination wth
simvastatin optionally with one or nore excipients.
Di scl osed is a pharnmaceutical conposition which can
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be used both to treat hypertension and hyperli pi daem a
sinmultaneously and to treat nmanifest type 2 diabetes
or the first signs of the copplex netabolic disorder
of predi abetes. The new acti subst ance conbi nati on
is particularly 13 suitable for the treatnent and
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al , . Sci USA (1994) 91:5426-5430).

Inst@g@ﬁgﬁgﬁa'ﬁ%ﬁa_ Screen, an SPA assay (Mikherjee R
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or an A\II\/R investigation (Johnson BA et al.,
(20 ing site.

The preparation of a PPARgamma reporter cell line of this kind is described in

Example 2.

There is no in vitro binding to the ligand binding domain of the human

PPARgammaz2 receptor if it cannot be detected in an AlphaScreen (Ulimann

EF et al, Proc Natl Acad Sci USA (1994) 91:5426-5430). Instead of an Alpha
Screen, an SPA assay (Mukherjee R et al., J Steroid Biochem Mol Biol (2002)
81:217-225) or an NMR investigation (Johnson BA et al., J Mol Biol (2000)
298:187-194) may also be carried out. As a rule, binding to the receptor
cannot be detected by any of these methods.
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298:187-194) may al so be carried out. As a rule,
binding to the receptor 30 gqannot be detected by any
of these nmethods. 14 If it appears useful or
necessary to use an angiotensin Il receptor blocker in
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substances, telmsartan is a preterred angiotensin Il
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joint adm nistration of an effective anount o
dipbetass asteaporesis ar pdheimeps sonultaniaoushe msofiell as phewent
mgbé&ﬁ}ive anmount of sinvastatin, 15 surprising

advant ages can be achieved in the prevention or

treatnment of cardi ovascul ar, cardi opul nonary,

pul ronary or renal diseases in patients requiring
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counteracted. Increased plasma leve
Ok S @AWy iTEsT i3 pesdible foraxampledsmndrol e exsressiontofitse
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which there is a need to control bot'h bl ood pressure
plasimade s of éhe inflammation-promoting cytokine CD40L can also be
counteracted. Increased plasma levels of CD40L are a known risk factor for

cardiovascular diseases.

Itis also observed that the prevention or treatment improves endothelial
function and affords protection of organs, tissues and blood vessels in
diseases in which there is a need to control both blood pressure and also the
lipid levels. Thus, the elasticity of the arteries can be improved and in the skin
an enhanced production of NO, a marker of endothelial function, can be
achieved.
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lipid levels. Thus, the elasticity of the arteries can
be inproved and in the skingygan enhanced production of
NO, a marker of endothelial function, can be

achieved. 15 It is also observed that the prevention
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ntdaﬁatéa Z;yrtaeeﬂpmreo@mbrtahd mAiMehamie erfthtemtulvMés@én iotensin

duct ase activities, by neans of which the activities

|¥r§éhlu(3a{|lama§ijﬂtsfi Byt A TR remptwnﬁm by inbditian ok thedHiHEHCoA-
F%aétoi&gh)ét%ﬁﬁﬁg r?s%i’ Wi H\jﬁe %%ﬂv:ﬁgs ﬂ?ﬁg%ﬁddy kgrlraggléigin

cannthdeebe,‘\mtelmgxeem ané anﬁhyﬁehm)laab@m attlitied carebe @eh@ved; or
ncregse in the AT2 receptors in the epithelium

'”%635@9[‘5& ) whigiage Q?P@rﬁ% hem\si Wifhears incerasadint e | heeceptors in
r{] 1tﬂ@llélr}gg (?1 lFﬁﬁé A"VZ %%gggﬂggn the e ithellum
per

en3| on aem a; LUl Bnce
Sui’catsienmﬂaeatlmtﬁe) ammﬁcﬂedafrormﬁmfoﬂowmg:ladd:lau'as.cu! ar

at h art | d k
wigiy ar RiniseH Braduarsd o8B0 BupeiBidt gk car 15 |
refuREH Ycelrhcd of 8heks, Alekd g'g%cﬁfcﬂﬁ%ﬁar@t & cér&uo‘&éf@?ar

failure or drabetic nephr prevention of
deathsr iparticulamyipepeandie With aramcraanedt ikeifead viegse eargliovascular

e@érﬁ%?)p gg,g%? of the thickening of blood vessel walls

‘ar surgery, inprovenent of the chances of

prawisidry of a aétieprofeaivt difeal ey antrénalFaRyendr ®abstic
arterial 20 restenosis after angioplasty, prevention

nephropadirent of at her ogeni ¢ di sorders such as

%R/Qﬁﬂ&?‘f)jf FerfP@érﬁnc épﬁfﬁ%r{rgpng %ﬁ rr Qg@f‘éng ﬁ[’é/vent:on

eases pr eve

ofahe\thmkemngajf blkb@d) ee$se| &IMB aiflat haswliaowrlgleng iiprovement of
I est er pl aspa-fi bri nogen and pl asma

t“\?l S“MYﬁ g\ﬁaﬁftrqrﬁel%wnrﬁémmrbﬁf e oot h
rmer gﬁgﬁéﬂ angi s@gg} ?Pé\/e%ﬁOh r{%%gljtnbw oioéth%?oagemc disorders

phages BN I'on o
swatl 45 athesosdigmsid, proteatian aganmdt bmwaarngrterfy dibeases,
prevent1 on

hi bi
ol B A BRI S o hiaskl il il of Pesarabdy:
loWesinh ¥ chofidferol, lowering of plasma-fibrinogen and plasma viscosity,

inhibition of the proliferation of smooth muscle cells, reduction of the ability of
macrophages to oxidise LDL, protection of heart muscie cells from hypoxic
damage and lowering of the plasminogen activator inhibitor 1 (PAI-1);
prevention or treatment of ischaemic peripheral circulatory disorders and
myocardial ischaemia (angina); and

prevention of the progression of heart failure after myocardial infarct.
Suitable indications (B) are selected from the following indications:
obstructive respiratory diseases, chronic obstructive lung diseases such as
bronchitis or chronic bronchitis, emphysema, for example caused by asthma,
cystic fibrosis, interstitial lung disease, lung cancer, pulmonary vascular
diseases and increased resistance to the airflow in forced ventilation;
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nmyocardi al ischaem a (angina); and prevention of the
progression of heart failure after nyocardial infarct.
30 Suitable indications (B) e selected fromthe
follow ng indications: obstructive respiratory

' S e chr.oni ¢ obstructi ng ,di seases such, as,.
af B R eSSl Y B (Ao be iR i B et Stve
capadyl o thaugrdehymanicamBer ottt luhgf i BRéSst, treatment of

interstitial lung disease, |ung cancer, pul nonary

S¢REE syRrorges duke damade siaheas Bffanaeption pt the Winghaspiration
e . AR .
ofirel 418MdcR éd?{t&r‘?rtg, %%%é)t?ttbggﬁ)g%gehgfé#l{, ﬁ)'ié.?ﬁé’,'féﬁ;t/ ory

di stress syndro o
embalisfer htastdung bppasd, YO toxditity, drichieHhagic pancatiés, of

~the ] .un d breast, treatnment of sepsis syndrones, .
'ﬁtt%rﬁal'%ia?ﬁ’éggf% Ralygolanfi tigh. BaricHizr sen accompanied

| bf‘ﬁ@réﬁééd)gﬁpr%fssﬂﬁeof% ' %e@l@b%aﬁsfgrﬁ%ﬁ%é AMPS

I bcage, ock, burns, fatty ms, heart-| urg
piojiferaton 0 epittkeli! bpnd intzestiial kets,ccqiiagen @atutiuation and
fi nterstitial and bronchoal veol ar -i nfl ammati on,
"‘HQPﬁ-cm arly when acconpani ed by increased expression
Trils, aé discldfire! prenidesed pascess i the phkarRtion or treatment

roliferation of epithelial and interstitial cells,
ofduinestpesiarcandhypeiipidagmla, padicotsirty. in Eomammsal inhghom

i 55l B h SiioiBRel RIEHETR & Rlspiton H BLETRHER: e

predess eohpiising thedcdiINBH ddintxembtiofl I RAL &FediRe R6ONt of the
di agnosed or there is a suspicion of prediabetes, the

H%&%rwﬁm%mﬁ@lm sirovagiatia dogetenivthran ebectbfe amount of

f toh VE ! . - i nhi bi'tor
tEARE Uit eRlisdnii aF YpaPoldf YCSan fer BB | 2
ThdimvaiNGoh lfuralméla@mé@ to ted mm@iﬁe’mu@é ofisip@fast@irpangr

salt thereof. The invention further relates to the

telraigartae @r @srolymosphppsakthereghin thegmanytadtune ofra a

- i f o
BB AL L B, TBTYEIENIAS prtenion o
camisingtiem vitbil hypapkpiteasia pariiculadyifi diabétes haist een diagnosed
hyperli pi daemia, particularly if diabetes has been
Ordt\;g@féﬁeﬁu%‘:@ﬂ ofipsediapstes. suspi ci on of predi abet es.
u V. . o

Tt G ASEELSERU Bt led A RORERRARS o
basedtprimhany cef theghrotectivé dffeetive wif the dotbéreddereatrhent for

organs, tissues and bl ocod vessels; as well_ as the. .
orgqargg.gﬁ@p@g ahd:Rlppd vessels q@sgoiell as the preventive effect in relation

to diabetes.

~ The above-mentioned unexpected advantages may be atiributable to a more

effective blockade of the activities of ANG 1! mediated by the AT1 receptor, fo
the activity of ANG Il mediated by the AT2 receptor, which remains unaffected

by this specific ANG Il antagonist, together with an increase in the activities

mediated by bradykinin, to the PPARgamma-like transcription activation and
to the achievement of an antihyperlipidaemic activity by simvastatin.

_It Is observed, for example, that the combined administration of the specific
ANG it antagonist telmisartan or a polymorph or salt thereof with the specific
HMG-CoA-reductase-inhibitor simvastatin brings about a significant
prevention of cardiovascular deaths and overall mortality, particularly in
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to di abetes. 25 The above-nenti oned unexpected

advantages may be attributable to a nore effective
bl ockade of the activities of7ANG Il nediated by the
Al'l receptor, to the activity of ANG II nediated by
the AT2 receptor, which remains unaffected by this

résaut lof the\dsertertiat ranRket and a8eteNBlodd il diatACESAPAred
in the activities mediated by bradykinin, to the

witbthg Adrainistiadion of weeroiibepem agtive sebstanceman l@mwa t he

B BBl B ML RTRaBEL RANGhY,

thep obcureehcadof stralder atd aoutef mybearsig iifbict in AdGPId or non-human
anta ni st .tel msartan or, a pol ynorph or salt thereof

WA HE R Freatmemicresiicyady i hdaidymls Mithomanifest type 2
d%ﬂ@l’é’ssbﬁéu é‘lfté(ﬁ‘ é{ &br%@{‘ flh&@ﬁ%e({i’fl% BP L08R

cardlovasc overa
cprliovasoubar ewents ar7strales p@mdmfnrstban@@msaememé polymorph
SLI an te ocardl infarct, conpared wth
OEﬁ%ﬁﬁHﬂ?ﬂggpﬁﬁﬁﬂaw'b?"QY %H these active substances
on its own. Therefore, a preferred process disclosed

y conprise reducing the occurrence of stroke and
ita%eb%erwﬁdc BNogeaver; Hwagmﬁ combireshtreaionent@mchihescorrésponding

SREPSER0S S SREGlATSLE o AR5 oG BE I Hils-Coa-
reampmi iaHitoe dinalaitan tigathéhwith IaﬂCérﬁ%ﬁdofrthé kaiQs 11
adverse cardi ovascul.ar events or stroke,

by
anfagPRiss talmisatanepma Q@fWDbrOfaﬁeﬂ)Uh?mﬂfplfesuﬁnn @anngh actlwty in

i S_obs
e Y080 RIS bl YT Pl oo g @RS 7
emnatm njtaldhe gynegigiicsadtivity Schid a3t (FRE this eplkbial eéeRtbdtion
an ampunt of the HMG CoA- reductase inhibitor
IS SURRERINGYi SYPEFgetch e a6ty Hf cemespendingass vantional
ccﬁ‘ﬂbiﬂ?%@t tel msartan or a polynorph or salt thereof,
resu in a high activity in the regulation of bl ood
By aesymergistio dombirdtiondor rggilatingbldod prags@esand lipids id bneant
ected that the synergistic activity achieved using
th?ﬁﬁ@@ﬁ?@ﬁ an aritihSiprasttinandan ameyny of iabevsastan er a
PO b Soll of i BEVEE HAS e SORUEH LR Bhan(yy of the

indiwiglubhactinge bllbstdnpe cssmtrsmfﬁmdant oniitdowrstoeetibvetihat it
|n and an anmount of

"h‘%:%%bgs f@mﬁn@égt%@%&v e dmististenry Tar Combinatian ok

agerist A the VORTHRIEY &fEcts Qﬁrﬂ’ié‘qﬁaﬂ fitidd'6F therapeutic agents are
greater than the sum of the therapeutic activities which can be achieved with

the quantities of the individual therapeutic agents.

Disclosed are pharmaceutical compositions containing telmisartan or one of
the salis thereof combined with simvastatin and the preparation thereof. They
can be used for treating human or non-human

mammals for the prevention or treatment of the above-mentioned diseases or
indications and contain telmisartan and simvastatin, optionally together with

pharmaceutically acceptable diluents and/or carriers, in the form of a

- combined preparation for simultaneous, separate or successive use in the

prevention or treatment of these diseases or indications.
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i ndi vi dual active substance is not sufficient on its

own to achieve the therapeutgc effect which is

obt ai ned by admi ni stering the conbination of agents,

and the conbined effects of the quantities of

therapeutic agents are greater than the sum of the
therapeutic activities which can be-achieved with 25
Three goaninatians effaative subdiaricgsairetdesesiuncorpgatetiswith one

0t el mégart alﬁﬁg? gEﬁ{ﬁﬁ& &%‘F@%m ts %ﬁg'ﬁjclg@w t%ﬁ_@%»lﬁgg&%rﬁse,
caicim sedignateraleiHe presphiaiei laataseecwscarmalgse sediupesalt
e I erempBvidhe.
SO CaES BT Pile B ahuCebiipss AoRevHditean maire
S@rmwlmimyipympﬁdmmlcbpotynmhﬁrvinyitIWRrolig/one with other vinyl

- s and/or carriers,
dBR RS LonoRote 2 R AR ABIlIRRe on ' or
hydrexypranybusthykelaioaeemitrosiystalling oellulsse dnstaneh, magnesium
steaemensodinPitehifihBiate, thict Hgﬁr%xgbl%??ﬁﬁéth?rcellulose,

i ndi cat jons. é}8 Thﬁse conbl nat i ons actrve
carhgxyERinyCel sseseldppg acataie phithalale. rotyyiromacetate, water,
wamr@trﬁ?ﬁdmirvéteg@y@?‘bwh@?ﬁs&bﬁbl, Qﬁt&%ﬁlyéﬂyferw)h&dl})' o

ccharopse, . cal ci um carbopate, calci
ProRYEbRalved RIS EaM aiilich b RuBelalraiiesiar ety
sybstanagsonechcas bad/fat bhgLitalermixbdes therebf, into clzonvelntionai
= - [ te,
ot Tropdeiohs SEEARRMLY o fe i Elss oS et d6Rugks
Sugpgnelens s Spppesitoyes.ol i done, copol yners of §
vi nyl pyrrolidone with other vinyl derivatives

(copovi done), hydroxypropyl cel | ul ose, -
Tabletsongy bembitainedyfor ekamplsky mikiogdbe pstied lsubstance or

‘ . .
sublarit AR bnB o rfiche SRIISHLS R b HERRDY SoriitEseio them.
Tharlahisly meanglsecansis of several idysese écsamd@ phexecipiants are
o PRIYVATDENtREEER LS MM %orWﬁf>$&9lﬁBb§BE&haro'Se, calcium
wat er / Lﬁvcerol, ter/sorbitol,
\/\B@@PP% vf@!%?’l"&&'ﬂpﬁ@@ﬁ and lregg¢enegl ycol ,
. cékiriteg@atsylsud?] QQ@%SC&%@?N?W%BE@WI 5@} (ediRssseor fatty
S as  har at _or suitable m xtures
CHrpLBPEMTeREs S5l Sl rosS yake, crospBiidone sagium
sstarchaglypoigite) hordroxgirepyitalhlloss (loesnstiastedpandengize
S sions or suppositories. Tablets nmay be obtained

for eXanple by m xing the active substance or
* shipseemsich as phlyinylpyrotidoeeeropglimets obwidylpyrrolidone with

SSHARE AT HENVARER @555 NEohEF Rydroxypropylceliulose,
hydroxypropylmethylceltulose, microcrystalline celiulose or starch:;
* lubricants such as magnesium stearate, sodium stearyl fumarate and talc;
* agents for achieving delayed release such as
hydroxypropylmethyicellulose, carboxymethylcellulose, cellulose acetate
phthalate and polyvinyl acetate; and
» pharmaceutically permitted colourings such as coloured iron oxides.

In all exemplary embodiments, the ANG antagonist telmisartan is {4'-
[2-n-propyl-4-methyl-6-(1-methylbenzimidazol-2-yi)-benzimidazol-1 -yimethyli-
biphenyl-2-carboxylic acid} or polymorphs or salts thereof, preferably the
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Exanpl es of excipients are inert dfluents such as

manni tol, sorbitol, xylitol,18accharose, calcium

carbonat e, cal ci um phosphate and | act ose;

di si ntegrants such as croscarnell ose sodi um salt

SQgBIm éﬁgs‘éema@%@&wmmm@ne swikelresalunder the name
ro?s -@i nked), crospovidone, sodium 25 starch

“@ Chtat e, hydr oxypropyl cel | ul ose (I ow substituted)

T@ﬁﬁlsﬁﬁbﬁ% dekafisdl forl:RHes) .ﬁ@iﬁo@oz 314 and US 5 591 762.

pol yvi nyl pyrrol i done, copolyners of vinylpyrrolidone
Reilyrhorphistefrtelmiagrtad ere descritesd (cnrcaxmmpdemewo 00/43370, US

O B oL o YR R B RS

usmoamgm@psi um stearate, sodium stearyl funarate
and tal c; gents for achi eving del ayed rel ease such
Fag exm}qgggﬁﬁtgpyp NePHA/Q378 16 thad the sodium salt of telmisartan of
f&ﬁ{éﬁgxyrret hyl cel | ul ose, cellul ose acetate phthal ate
pol yvi nyl acetate; and pharmaceutically permtted
col ourings such as col owmteed i ron oxides. 35 Inall
exenpl ary enbodi nents, the ANG 1'1_ant agoni st

telmsartan is {4 N
[ 2- n-propyl - 4- net h§y hyl benzi m dazol - 2-yl ) - ben
zi m dazol - 1-y| -cgy boyyln,t acid} or
pol ynor phs or @ N her eof , &y abRy the 19 sodium
salt. Tel m sar is al ready (o] . et, e.g. under
the nane Mcardls(r) Tel m sarfan ijs déscribed for

2 Pol ynor phs
of telmsartan are described for exanple in WD

00/ 43370, US 5 6 358 986 and US 6 410 742. Salts of

an are descri bed o ex le in WO )
C%’e,}” @E’F%'Ve'#o?ﬁawﬁﬁr‘@ ?ngiliﬂeeeagﬁw@@s‘pwm@sumle
cﬂlﬁeb 8P teliahffdct@fing BbilikRean of  Tormula M Me
This crystalline form of the sodium salt of telmisartan is characterised by the

meiting point T =245 + 5 °C (determined by differential scanning calorimetry
using the Mettler-Toledo DSC82 apparatus; heating rate: 10° K/min).
The sodium salt of telmisartan may be prepared using one of the following two

manufacturing processes.

According to all exemplary embodiments, the HMG-CoA-reductase inhibitor
simvastatin is {2,2-dimethyi-butanoic'acid, 1.2,3,7,8,8a-haxahydro-3,7-
dimethyl-8-{2-tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-yl}-ethyl-1-naphthalenyl
ester}, which is marketed for example under the brand names Zocor®.
Simvastatin is described for example in EP 0033 538 und US 4 444 784

By combined administration of the two active substances is meant a
successive or simultaneous administration, of which simultaneous
administration is preferred. For successive administration telmisartan may be
given before or after the administration of simvastatin.

~
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L Km . Th dj. |
PALTE) BB R RO B e s GRS o

6-N OO Na+ ti/ I \ 10 can be selectively obtained in
a crystalline pol ynorphic fg m by a suitable choice
of the manufacturing conditifons. This crystalline form
of the sodiumsalt of telm sartan is characterised by

THPPETE LPEPnEe: Rlavhe adfistrby bYSE! BLEER Jhfgrentera
rauie bemhatdteno oDRESAlappiapaally; ofst atmigsiratien isifieferred.

f telm t b d
of .telmsartan rjadﬁ/tr%\%n%rugpare

PRAREESRS (BT el S L ARG

The aztive sybsiances mmobe givendyrally in a variety of different dosage

, 3,7 - haxah -3 7= . .
febire by oy Ty BE PSRRIV vorpusphamacsuirely peremialie
inerteddmibrsltotapttthisless) Yhps@iet epdstinebi §hebs, gawbsﬁsg@Ffagrs,

exanpl e under the brand names Zocor(r). I mvastatin
aGUCRUSBYSRRNGIGNS: ebxEmsyansaEPtie iea caitengdnalude solid

; . C I LNl St i f t Lve
dif s e afisy STHE SR BB05 thetlb B Busii AR FEehiE
saldentsi &1 addition, oral phdwinsdicatiticr| prapaationsasiithigi kshd Aidyase
is preferred. For successive admnistration
providrckwith &Haklp eetgnersnskioniiavasingst dsing yarious agents
oG \Britonbl gLl it sEhREBORs. by oBljers! Hfe B3frtinag according
tophednventadn aneopresentiy drahfahratlations @f this &trad inycamcentrations

rasgiieh Fomaodlitl TS AbauToh M. bashsh o e obel nommresion. in
amblih&Va M that tH'é]{ 45:%@14@@ HAHesiney UBﬁég”éhﬁﬁé‘.Q%th% guitable

I njections as we as 1 nfusion technt ques.

degage/oraghet thecewnpoyndseaggordimgdodhe ynvantianiacliidey of

PfBA S o HERR e D Tty 2Bk rlp B BRPGERL man
willldie faghifiat.0 formtablets, capsules, pastilles, sweets,

pomders,_sprays,__aquequs suspensions, elixirs, syrups
Fameral pdminigsation it s passiblerte usedrbleds sontainingivatiews samiers

s e BN UGS LR AR IEL U bR
with epeoas divistegfaritdli sucki awdstapoh Sed ppsferiiie Bottd lor tapioca
stgé:g{q%giﬁicsamg t ?1 ecre?ta%ngclm%lefxl saill\i/c%l’fésl,qggéthlé? Iv\.rrllt I:Yil?critlar%ussuch
as polyvinylpyrrolidone, saccharose, gelatine and gum arabic. Moreover,
lubricants such as magnesium stearate, sodium laurylsulphate and talc or
compositions of a similar type may also be used as fillers in filled soft and
hard gelatine capsules. These also include lactose or milk sugar as well as
high molecular polyethyleneglycols. If aqueous suspensions and/or elixirs are
desired for oral administration, the active substances may be combined with
various sweeteners or flavourings, colouring agents or dyes and optionally
emulsifiers and/or water, ethanol, propyleneglycol, glycerol and various
combinations thereof.

For parenteral administration solutions of the compounds in sesame or
groundnut oil or in aqueous propyleneglycol as well as sterile agueous
solutions of the corresponding pharmaceutically acceptable salts may be
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conventional ly used for such purposes. In general the
conpounds according to theziinvention are present in
oral forrmulations of this kind in concentrations
rangi ng fromabout 0.5 to about 90 wt.% based on the

used ad\quemqmsmltmms of thfsllﬁnanmmbph@taﬂ BeQlitdbhepuffered and
e.the desired d e units er sujtable
“g%@ 4 Glyeqimpy onfigaal &%%m@ﬂﬁisam withguffisienauantities of

. chMHSEH bé’l'ﬂ of QﬁJcng eTfPé %%él%eﬁﬂg %ﬁﬁ‘o@%%&é"ﬁ%hﬁql?ﬂy

controlled tele
spikabtlanor intraverous, amtedmasicdlar and aubmnanEOli:@lmmﬂ@Inbseeme

alf3fo st Bl e e BlnedREavenGonal BefiAtS known to
tHEhaaRSR st %ﬁbﬂéﬁ\plé’“diéhiléar\d/é’déﬁ |sdhoﬁ'H§IIgQ|rs@Hta% a ﬁﬁ&l

as starch and preferab potato or tapi
dt!ﬁ‘%’itnTBe eﬁl@l&ﬂlearme@@rrattlanns pasptdihrough eaewablet hﬂﬁkehaalrfllter

e TN —

Prefbrredaimtess st BPeTRENEs lB@ﬂkéﬁeﬁﬂr@{a%bé%o%d asbestos
aurg ? | phate and talc or 25 corrp03|t| ons of a
discinetal Sefip dltarsy the kyid deing-aspirated inteassterilef gantaiaer using

= 80bloR B 3o S\ R BRRAR IR o

sq@latigres the recsspopsieps Ishoaliliee ¢arRdSOANA is0bR a&ﬂﬁﬁ 85 to obtain
teI|x desired for oral admnistration
hecen Bro:fﬁ-lﬁfst @n%@%erﬁ'%?taﬁ% conbined with various

F&MRSh &N hal %Bmfulngﬁ r} ﬂ%sforr‘?ﬁ‘a‘?féb%rbg tﬁ@?@écﬁal‘){%rﬂ%gﬁ?nds or

and optionally 3 sifiers and/or wa
cambinatione ghaheds forghepomiesohtidns alotions, cistendritsatreants, gels,

enteral adm nistration sol ut i ons_of
SOt s el e S pri T i A dviges tirefar. These
foRGh dj);ﬁbﬁ I I
sol S?ild)g]ﬁ? of tﬁmgorrespon }yﬁg pﬁ&lﬁ%féemﬁjg i o ethanol,
waterepeagirationprosaiess el hert cargers, Aqu @mlréommhgtmamﬂalsf

4 ) B B P L T

suffi cient quantities of common salt or gl ucose.
se speci al aqueous solutions are particularly
T'%% G Piepgred evrdals), formraanplecan equivatent of 2.5-40 mg,

PRaB o8, PReas S 35 0 A0 il bRt oAb Silin may
be bdmihistdred imdaily foseseofartiug 0.625 irid (rhgl (%Wﬁ Fx;g/lé@of body

no 1y used as a liquid _diluent.
weithhased i peralwaI NG T9Ikoh a abeuri® medbetd ma/ka of
bddy Welght, based on a person weighing 70 kg) by oral route, about 20 mg
(0.286 mg/kg of body weight, based on a person weighing 70 kg) by
parenteral route and preferably in a dosage of about 1.25 mg (0.018 mg/kg of
body weight, based on a person weighing 70 kg) to about 80 mg (1.428 mg/kg
of body weight, based on a person weighing 70 kg) by oral route. Particularly
preferred is an oral daily dose of about 2.5 mg (0.036 mg/kg of body weight,
based on a person weighing 70 kg), about 5 mg (0.071 mg/kg of body weight,
based on a person weighing 70 kg), about 10 mg (0.143 mg/kg of body
weight, based on a pérson weighing 70 kg), about 20 mg (0.286 mg/kg of
body weight, based on a person weighing 70 kg) or about 40 mg (0.571 mg/kg
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e.g. a filter made of sintered gl ass, diatonmaceous
earth or ungl azed porcel ain Preferred filters of
this type include Berkefeld, ~Chanberl and and asbest os
10 disc netal Seitz filters, the liquid being

R e S dor TR TR FEIMAT0 KR oot b3 it

~ an pfaictadpldesesblaboubh8 nd by esleeste.y steps shoul d be

carried out in such a way as to obtain the end
products in a sterile state. For transdernal

Tﬁé’ mrﬁmétrcmg ﬂ@Ehha%l EOHRtBIH, 36 OBImPIE, BAoBRRfER of|20 -200 mg,

onpounds or 5 conbi nati ons 1 ncl ude for exanple

p@a’ﬁ!@bl)lo?& 40, 80; 348, 190 nr FBAteY Of theaiies agie of telmisartan. If the

AR e B res M DN Nt W PR R B pyation

carapeUBaésample TRELIrAY] BrefaradiynBy, 26t #2.6 Mg tamed diuretic.
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a ng il g?é rﬁ{?%% t@l@%r[é%%dan%iﬂm@b%d bPbra 18R iR th8%ollowing daily

doses:

5 mg of simvastatin and 40 mg of telmisartan {or a polymorph or salt thereof);

5 mg of simvastatin and 80 mg of telmisartan (or a polymorph or salt thereof),

10 mg of simvastatin and 40 mg of telmisartan (or a polymorph or salt

thereof);

10 mg of simvastatin and 80 mg of telmisartan (or a polymorph or salt
thereof); _

20 mg of simvastatin and 40 mg of telmisartan (or a polymorph or salt
thereof);

20 mg of simvastatin and 80 mg of telmisartan (or a polymorph or salt

- thereof).
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tePRISYABA FSr fepafhl a bHﬁ’fﬁé’ée)utlc%l?’composmon for treating the human

-or non-human mammalian body for the prevention or treatment of the above-

mentioned indications when used in combination with simvastatin. By this use

- is meant the preparation of all the above-mentioned pharmaceutical

compositions disclosed.
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According to a preferred enbodi nent the pharmaceuti cal
conpositions according to Ege i nvention contain
simvastatin in an anount of 0.625 ng to 450 ng and
telmsartan in an anmount of 10 ng to 500 ng in
ExBHipfégdual dosage wunits, optionally together with one
or nore pharmaceutically acceptable 5 diluents and/ or
carriers. According to another preferred enbodi nent

EHpIE FA: FRITHSSEM, TR ek 3o fertfin SR ot PR Viffo o
tel m sart g PP%WIig@ﬁd%d‘iﬂllgtdbﬂﬁ% ng in

i ndi vi dual dosage units, optionally together with one
or nore pharmaceutically acceptable diluents and/or
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prepeead Bera GO f@sIONrowAS ird £l b/l dhdypurderipy affinitd- 5 Ny
to 20 nP and telmsartan in an amobunt of 40 ng to 80
chiomAtograPiyi vi dual dosage units, optional ly toget her
TYdoNRNG ONATIRORNAGEREBHLL i the SARASRIAN Sodlsby it
and/ or ‘carriers. Another preferréed sub-group o
hpmanrRiARpgaoraha2 trepesiticonfactr ol Geadankyentrd/S)teit Biin

TS ATl Rorilobo BBttt
XHEIHAB tHBIchPre<AR3r G&abt k!g 2 £y -he@mévshggﬁ%ooﬁ\e@qﬁsepce of

pharmaceutically accepta di l uents and/’or carrie
thesseqtiopdsl ynondtored.nids fushen pliotain is expreabsd in HeaEawfitstrain

SR W TV S N T

forarmalrs 210 2600y The bathiasre RNkt Nadr thESAdE®MN AMd B%en in

above- mentioned indications when used in conbination
balches #1 MBS okt ¥ . Aller opesingsup in 3 Frenolt Prass, the dissolved

f | f le 1. - i d oh i cal
CRTeP AR fia 08 SO T e L3 BT AR
(Prarmiasia)t Blutiohds ahitrisd @uitthy theesditiciNoZ2omet rdiugddi n

VHS{I_O to the PPARganma |igand bi nding donmain 5
gIglSRIONg- cont ai ni ng the human PPARganmma- | i gand bi ndi ng

T@Q?é?'ll“- ¥ %’iP,ﬁ}a}"EQBE@JOa ??lﬁéﬁcﬁ?/@grg HESAMRELLERD d RiTrap

- desalting column (Pharmacia) and the protein concentration is determined

using a standard assay.

Protein containing the human RXRalpha ligand binding domain (LBD) is
prepared as a His tag fusion protein in £.cofi and purified by affinity
chromatography.

To do this a DNA section which codes for the amino acids 220-461 of the
human RXRalpha transcription factor (cf. Genbank entry NM_002957, nt 729-
1457) is subcloned via the additionally introduced restriction cutting sites
BamH I and Not 1 into the expression vector pET28¢ (Novagen) and the
sequence of the section is monitored. The fusion protein is expressed in the
E.coli strain BL21(DE3) recommended for pET vectors after induction with
0.2mM IPTG for 4 hours at 25°C. The bacteria are pelleted after the
expression and frozen in batches in PBS, pH 7.4. After opening up in a
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135 Unli ke rosiglitazone, a PPARgamma-agoni st known

Uhlilemdsigitdddrey, atrep ARYahma Rigemid? &nb&ntfhﬁn ltﬁ@htérﬁﬁjré $ith
of increasing concentrations of telmsart

binding in the LBD, the use of increasing concentrations of telmlsartan

losartan and irbesartan (concentrations of up to 50uM) does not result in any

direct activation of the PPARgamma-LBD and hence in any significant

recruiting of the LXXLL peptide.

b) SPA Assay

A description of the SPA assay format can be found in Mukherjee R et al., J
Steroid Biochem Mol Biol (2002) 81:217-225. The assay buffer consists of

- 20mM Tris pH 7.5, 25mM KCI, 10mM DTT, 0.2% Triton X-100). 30nM GST-

PPARgamma-LBD fusion protein, 30nM His-RXRalpha-LBD, anti-GST-
antibody (1:600, Amersham Pharmacia), 0.25mg protein A SPA PVT
antibody-binding beads (Amersham Pharmacia), 30nM *H-labelled
rosiglitazone are incubated with dilutions of the test substance for 5 hours at
room temperature in a total volume of 100yl.
10uM of unlabelled rosiglitazone is added as background control (NSB)
instead of the radioactive rosiglitazone, and the solvent used, e.g. DMSQ, ‘is
" added as the maximum value {(Bmax) instead of a test substance.
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In contrast to direct PPARgamma-agonists which bind to the PPARgamma-
LBD, no concentration-dependent displacement of the radioactive
rosiglitazone from the binding pocket takes place even in the presence of very
large excesses of telmisartan, losartan or irbesartan.

c) NMR investigations

In contrast to a direct PPARgamma ligand, e.qg. rosiglitazone, no interaction of
the test substance with amino acids in the binding pocket takes place during
the measurement of the °N TROSY spectrum of the PPARgamma-LBD in the
-presence of the test substance teimisartan. The amino acids of the binding
pocket have the same position in the presence of the test substances as in
the absence of a ligand.
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presence of 0.5 ng/m "G 418. After six days'
resulting neomycin-resistant colonies are picked out under the microscope
and transferred into 96 well dishes and cultured. Various transformed cell
lines are obtained with the plasmids contained therein (e.g. clone no. 10, 11,

13 etc), which are kept in the culture medium.

The cell lines are examined for the inducibility of the luciferase gene using a
PPARgamma agonist, e.g. rosiglitazone, and react with an increased
luciferase signal to stimulation by the PPARgamma agonist.

Example 3: Telmisartan, losartan and irbesartan activate PPARgamma
at cellular level

The CHO-K1 cell line derived from the transformed clone 11 of Example 2 is
seeded in 96-well flat-bottomed dishes in a density of 3x10* cells/200ul/well
and cultivated overnight in Ham's F-12 medium with 10% foetal calf serum
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Exanpl es of formulations Tablet | Tablets having the
TiPBlet @M Nng conposi tion are obtained by direct
conpression 10 of the telmsartan sodiumsalt with

Tabiletst')ln@nhg tmtbuniwsomrmsmearaﬁé @btaihag b?d:l; regt sompeession

of ek EAsadan BEHTRAT ul SckaSfam nesind fisatte:

sodiumsalt 5.000 nmagnesium stearate 3.750 total
In2B&diene: 20 Tabl et 2 Tabl et sniwpvi ng the fol | owi ng
conposition are obtained hy direct conpression

telmisartan sodium salt 41.708
mannitol 49,542
microcrystalline cellulose 50.000
croscarmeliose sodium salt 5.000
magnesium stearate 3.750
total 250.000
Tablet 2

Tablets having the following composition are obtained by direct compression
of the telmisartan sodium salt with excipients and magnesium stearate:

Ingredients: mg
telmisartan sodium salt 83.417
sorbitol 384.083
polyvidone K25 25.000

- magnesium stearate 7.500
total 500.000
Tablet 3

Hydrochlorothiazide, tetmisartan sodium salt, sorbitol and red iron oxide are
mixed in a free fall blender, passed through a 0.8 mm screen and, after the
addition of magnesium stearate, processed in a free fall blender to obtain a
powdered mixture. - o
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of the telmsartan sodiumsalt wth excipients and
magnesi um stearate: | ngred'F?nts: nmg 25 telmsartan
sodium salt 83.417 sorbitolF 384.083 polyvidone K25
25. 000 magnesium stearate 7.500 total 500.000 30
Tabl et 3 Hydrochl orot hi azide, tel msartan sodi um salt,
sorbitol and red iron oxide are mxed in a free fall

Thisesuhatina &S segctiver UtEtaicds SndBkSpieheisaRdn c@frﬁ[ﬁ’éséé@ with

< Bt PR LA B SR RRC D e e

Tablets withitfive &liosing tompbsitiensaresdhdaioed, tvedyertitpbent s

o DisE R A SPRREO M o B %ﬁ%ﬁér@%a%bd%ﬁw gty of
BQiregof the free Beviiaideloyspdanti on are obtained, the
quant | ty of 5 telmsartan sodium salt cont ained in

cdbn tabtet——corresponding—to—aTguant-t+t O—rrg—of
Ingkediate acid of telnisartan. Inqr@tﬂ/@ryh'eiim/tabl et %o

téirﬂlsﬁrt%ﬂféo@mrﬁ%‘éttum salt 83.417113. 93 417 . 13.903

4.0

k‘ﬁ)l'orocm T azide 1250020683 ——sorbrtot—494—483
0gRIBOtRIZZIGE 0n oxide 0600 0.1100 THadffesi um st er88%

s@bfAb0 1.500 total 600.000 100./000 4g'ﬂh4383 el m|sar tgang 14

diumsalt of the tapblets of tthe thre atches
reﬂompwﬁ@ in 10 900 of 0.1 N InhnerQh&Q bufif er 9n190

maghesiaim steaedte of 92 1.5 % 96¢ 1.89%00mnd 100 H.800

respectively, after 30 m nuges i ng (75
tofal Q0 ' 107 190,009

he—hydrochlorothiazide dissollves

HCI (100 rpm after 30 mnutes at a rate of 69 6.3

TH& teifisartzh s@cﬁunr‘fll sk ofth& ta/BEe{seglpt%%tthVeé atches dissolves in
900 ml of 0.1 M phosphate buffer, pH 7.5, at arate 0of 92 + 1.5 %, 96 + 1.8 %
and 100 = 1.0 %, respectively, after 30 minutes' stirring (75 rpm). The
hydrochlorothiazide dissolves in 900 mi of 0.1 M HCI (100 rpm) after 30
minutes at a rate of 69 £6.3 %, 72 £ 2.1 % and 78 + 1.8 %, respectively.

Example &: Preparation of a crystalline telmisartan sodium salt, starting
from telmisartan

The starting material for preparing crystalline telmisartan sodium salt may be
the free acid of telmisartan, which may be obtained by conventional methods
(e.g. according to EP-0 502 314).

154.4 g of telmisartan are placed in 308.8 ml of toluene in a suitable reaction
vessel, the suspension is combined with 27.8 g of a 44.68% sodium hydroxide
solution and 84.9 ml of ethanol and heated to 78 °C for about 30 minutes.
Then the mixture is filtered. If desired, the filter may then be washed with a

- mixture of 61.8 ml of toluene and 15.3 mi of ethanol if large amounts of solid

have been left in the filter.
463.2 mi of toluene are placed in another reaction vessel and refluxed. The
filtrate obtained according to the process described above is slowly added at
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15 Exanple 5: Preparation of a crystalline tel msartan
sodium salt, starting fromtsgel m sartan The starting
material for preparing crystalline telmsartan sodi um
salt may be 20 the free acid of telm sartan, which
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abbbeen daddedsasy Solmltaonfobtt@hadrmey washing thd filbdrds ramaddxm and

Aot R TRy Gamiesl Uk TBR TS disgia nifs
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hen the m xture tere sre [ter
amentﬁemﬂpewtuas H@@ aystalssarensudtiondiltefed Washed with 154.4 mi

I uene and .15. .~ 0f et hano). rge anmounts of
ot R R0 i ol 6Pt im  criaSing e dVdies 2w of
Yiedd :URhee ep%giced i n anot her reaction vessel and

refluxed. The filtrate obtained according to the

Cplaseless caedalsi bed above is slowy added at 32 the

NSRRIl T R G een Hifeg any N 1025
sol uti on obt ai ned by V"asgk%d?ﬁ e kil ter H 56@ SO acﬁj?l_ﬁ 21

and again azeotropic di ation is carried out
mxture is distilled until a tenperature of 103 C has
been obtai ned. Then the suspension is cooled to 5

anbi ent tenperature. The crystals are suction

Ef(éaﬂn %f Sd Prédiation dﬁbr}éﬂaIﬂn@éelrﬁfsa?@%’f%@@@%g@l’fé‘@ﬁb 6

inacirculating air dryer
% CoI ouiellml‘dialytwdrecmkﬂ@MOZNa x 0.5H20 calc.: C
72.51 H5.72 N 10.25 10 found: C 72.57 H5.69 N 10.21
Exanpl e 6: Preparation of crystalline telm sartan

Pmrammaf treﬁms)mérﬁhpm@hkﬁiaehydr ochl ori de 15
reparation of telmsartan-hydrochloride: 411 of

4Hegt0f1%fi§r9lut¥h4 -[[2-p-Rropylodyne yh@t(h-ymetbylt);enmndgmel’rxl)m
g O ey biBhROY T2 5P pte 2re. sheRsarest b 822!
gladiapacetaracid dhd2carhbined with 213 g concentrated aqueous
hydrochloric acid (37 %). The mixture is refluxed. About 640 ml of the solvent
are distilled off. The residue remaining is slowly combined with about 620 m
of water at 50-60 °C. This mixture is combined with 20 g activated charcoal
(e.g. Norit SX 2 Ultra). The mixture obtained is stirred for about 10 minutes at
constant temperature. After filtering, the residue is washed 3 times with 25 m|
of glacial acetic acid and about 620 mi of water. The filtrate obtained is again
heated to about 50-60 °C and combined with about 2 litres of water. After

~ about 12 hours’ stirring at about 23 °C the crystals formed are suction filtered

and washed twice with about 500 ml of water and once with about 900 mi
acetone and then dried at about 60 °C.

Yield: 367 g (92.5 %)

Colourless crystals

melting point: 278 °C
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gl aci al acetic acid and conmbined with 213 g
concentrated aqueous 20 hydrmachloric acid (37 %9. The
m xture is refluxed. About 640 ml of the solvent are
distilled off. The residue remaining is slowy

Feepdatien ofich)stapes te/fRsarfn sediuMesr fréth tofhiS&rtsn- This

m xture is conbined with 20 g activated charcoal

hydraghiagsier £58xa felmisartgn-hydrechioxidarase ddtesi weén i1 $0.2 ml of

f
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with 229 of sagliawi raéthm&tel (B0a%i il rAsthapbl) WndG2 95 1y adlivated
water, The filtrate obtained is again heated to about
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Lt Re o Bprliaifle S Chada 87T Tnd SRR et

fifteren, wekhaaalith 88t B07HI 6f RfidnehesdBed BRbEoa! 64 ecY-
Norit SX 2 Utra). Then the m xture is heated to about

Yiedd:$3.6E* %30 M of the solvent mixture are

at constant tenperature within about 30
Cgkoi}r{esgedj)ﬁ":?1q‘£'effssuspenS| on obtained is filtered. The
Crebixdiiy O sNa-0ctHed valth @pR5120 mH 8f72t ol ueme10BiEe
filtrate 1s conbined with about 5 M of water and
about 150 m of tol teel: CTh2.4d1 xt uHeS @it ai nedN 16.20
refl uxed. About 10 150 ml of solvent m xture are
distilled off azeotropically (up to 102 C. The
m xture is left to crystallise for 1 hour at 100 C
The crystals are suction filtered, washed w th about

- 50 M of toluene and dried at about 60 C. Yield: 53.6

g (99 %9 Colourless crystals 15 C33H29N402NaO. 5H20
calc.: C72.51 H5.72 N 10.25 found: C 72.44 H5.68 N
10. 20



34 Patent Cains: 1. Use of the angiotensin Il
receptor antagonist tel m'saé%an or one of the salts

t hereof and the HMG CoA-reductase i nhibitor
simvastatin for preparing a pharmaceuti cal '
PS @:‘,'EHSc_)n for the treatment of people or nmanmals in
‘W&gﬂr?rrt%?-preventl on or treatnent of cardiovascul ar,
cardi opul ronary or renal diseases is indicated. 2. Use

accgrdi to cl mlfor thetreatmant of subjects in
1whoﬁ? gg‘ep?’é@efaﬁqsﬁh | seceRighaRtagenst telgpeatamer ane of the

condy gvédfféda&iﬂ%fHM@ g‘%ﬁ”}eﬂucqseﬂﬁﬁﬁﬁ??gi'rﬁ\f]ﬁé% fob
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t r egdraRIPuIAbnaYUraehal diSedbmistinaRateddi abet es mellitus

has been di agndosed or who are suspected of

2pre
o o Sacr ing ol 1HEPURD Sl o sBEeE i om the
syrmheaemtl@mdr treatmhern crfekrgnpettensieniamnpbiné@ it ygerlipidaemia

normat bl 0o ress Use according to claim1 for
[ BELGRE %P ?) ?fjon of hypertensive insulin
reS| st ance. Use according to claim 1, characteri sed

3in 'tJﬁ%PCP?fd!%tOSQJB]F%étf§’” the ratment of sublests inawhpmghe
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e accor erise
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be treated the blood level for HDL is | ess than 40

perpr&ﬂia&ﬁ %‘4 danthei prevepirrhobgiabetesandarediabetgs perrfog the
of H{E‘f{a‘b? %a?yhﬁﬁou% G ARG Pesi?%tgbgéﬁ patients with

char act er| se e subjects
t henggyretl blaad friesedrepr essur e exceeds a val ue of 130 mm
Hg and the diastolic blood pressure exceeds a val ue

5.0f 18 oTdiding® claim 1 for the treatment or prevention of hypertensive
~ insulin resistance.

6. Use according to claim 1, characterised in that in the subjects to be
treated the fasting blood sugar level exceeds 110 mg of glucose per dl of
plasma.

7. Use according to claim 1, characterised in that in the subjects to be
treated the blood level for triglyceride exceeds 150 mg/d!.

8. Use according to claim 7, characterised in that in the subjects to be
treated the blood level for HDL is less than 40 mg per di of plasma in
women and less than 50 mg per dl of plasma in men.

9. Use according to claim 4, characterised in that in the subjects to be
treated the systolic blood pressure exceeds a value of 130 mm Hg and
the diastolic blood pressure exceeds a value of 80 mm Hg.



10. Use according to claim8, characterised in that
sinvastatin is admnistered in a daily dose of about

0. 009 ng/ kg body weight to 6.43 ng/ kg body wei ght by
oral route and telm sartan or a pol ynorph or salt
thereof is adnministered in &5daily dose of about 0.143
nmg/ kg to 7.143 ny/ kg body weight by oral route. 11.

di p laim.8 ch terised in,that
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conposi tion r the treatment of peop
whomgrkgebedeweight by opal routeat ment of car di ovascul ar,
cardi opul ronary or renal diseases is indicated,
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phar maceuti cal conpositiaon contalns 20-200 ng .
t el AfrRMYSIGRRdIR A &ﬂﬁ@-iﬁeﬁ apokl dL88mgkghedy Weight by
Phagsraarithi iBate. COMPOSi tion according to claim 13,
characterised in that the ratio of sinvastatin to

tel msartan or a polynorph or salt thereof is 1:2 to
1:16 (based on the weight). 15. Pharnmaceuti cal
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Phar maceuti cal conposition according to claim12 for
si mul t aneous, separate or sequential treatnment with
the active substances.

13. Pharmaceutical composition according to claim 12, characterised in that
the formulation of the pharmaceutical composition contains 20-200 mg
telmisartan and 2.5-40 mg simvastatin.

~ 14. Pharmaceutical composition according to claim 13, characterised in that
the ratio of simvastatin to telmisartan or a polymorph or salt thereof is
1:2 to 1:16 (based on the weight).

15. Pharmaceutical composition according to cla'im 12, characterised in that

the two active substances are additionally combined with a diuretic.

16. Pharmaceutical composition according to claim 15, characterised in that
the formulation of the pharmaceutical composition contains 10-50 mg
HCTZ or chiorthaltdone.



17.

36

Pharmaceutical composition according to claim 12 for simuitaneous,

separate or sequential treatment with the active substances.



