- 1. Pharmaceutical Conbination O Angiotensin |

Ant agoni sts And Ace Inhibitors Field of the Invention

This invention relates to a nethod of treatnent of

i ndications (A which can be positively influenced by
~inhibition of AT1 nediated effects with naintenance

of AT2 receptor nediated leffects of Angiotensin |

(ANG I'l1) and by ACE inhibition, thus al so increasing

bradyki nin nediated effects, e.g. to reduce the

i nci dence of stroke, acute nyocardial in- farction or

cardi ovascul ar death, especially in persons having

el evated risk of cardi ovascul ar events or stroke, or
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AT., re- ceptors in the sub-epithelial area or
" increase of AT2 Ancechept ofshibitole epithelia, which
nmet hod conprises co-adnmi nistration of effective
ampunts  of an ANG 1| antagonist and_an ACE inhibitor

to a person in need of such treatnment, suitable

. arpaceuti cal, conpositions conprising an ANG |l an-
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ceutical composition for treatnent of said indications

mediatGherILREES Wit téoMALRRSTHILGR tF SHIACECetich teedigted

effectdherbpngfibeealsief ficagw®iihe 4@t hods according to
the inven- tion seens to be mainly based on
or ganoprotective, tissue- protective and

by ACEvasbibopiohective efifsectindfeddiond GhidgeinihcabaRAted
effects,

€.g. to reduce the incidence of stroke, acute myocardial in-
farction or cardiovascular death, especially in persons having
elevated risk of cardiovascular events or stroke,

or of indications (B) associated with the increase of AT, re-

ceptors in the sub-epithelial area or increase of AT, receptors
in the epithelia,

—

which method comprises co-administration of effective amounts
of an ANG IT antagonist and an ACE inhibitor to a person in -

need of such treatment,

suitable pharmaceutical compositions comprising an ANG II an-
tagonist and an ACE inhibitor as a. combined preparation for
simultaneous, separate or sequential use in rreatment of said

indications and

the use of an ANG II antagonist for manufacture of a pharma-
ceutical composition for treatment of said indications when
used in combination with an ACE inhibitor. |




Background of the Invention ANG Il plays a major role
i n pat hophysi ol ogy, especially as the npst potent
bl.ood pressure increasing agent in humans. ANG |
ant agoni sts therefore are suitable for treating el eva-
ted bl ood pressure and conggstive heart failure in a
mamal . Exanples of ANG || antagoni sts are descri bed
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
j f Al ni sts sartansg.such as
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Book of Abstracts, Abstract No. 50, J Vﬁgner et a

Effects of AT, receptor bl ockade on bl ood pressure
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also £W@eﬁﬁ§ﬁﬁ'¥§ LALSh9bel-REnSY LRKE BH0PR,. S QQA%mé%t of con-
gestrveeheart failure, e.g. benazepril, captopril, ceronaprll
enalapril, fosinopril, imidapril, liginopril, moexipril, qui-
napril, ramipril, trandolapril, perindopril. Examples are des-
cribed in EP-A-0 079 022 r US-A~4,046,8892 and 4,374,829.

Tt is known that ANG II, besides its blood pressure increasing
effect, additionally features growth promoting effects contri-
buting to left ventricular hypertrophy, vascular thickening,
atherosclerosis, renal failure and stroke. Bradykinin, on the
other hand, exerts vasodilating and tissue protective actions,
as disclosed in the following publications:

W Wienen et al.: Antihypertensive and renoprotective effects
of telmisartan after long term treatment in hypertensive dia-
betic (D) rate, 2™. Int. Symposium on Angiotensin II Anta-
gonism, February 15-18, 1999, The Queen Elizabeth IT Conferen-
ce Center, London, UK, Book of Abstracts; Abstract No. 50,




tens 1998, 20: 205-221, and M Bohm et al.

Angiotensin Il receptor blockade in TGR(nNREN2)27:

ef fects of renin-angi otensi n-system gene ex- pression

and cardi ovascul ar functions, J Hypertens 1995, 13 8:

891-899. Losartan and irbe§artan provi de a

renoprotective effect foun wthin first clinica

trials, as disclosed in the following publications: S

Ander sen et al. Renoprotective effects of angiotensin

receptor_hbl ockade iin type 1 diabetic patients with
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Present and future, J Cardiovasc Pharmacol 33 Suppl
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extracel lul ar signal-regul ated ki nases, J Hypertens
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publi nS\iasc J 32 Suppl 47, 15-21 (1998) and A Prasad

Acute and chronic angi otensin-1 receptor antagoni sm

S AnderSLer $es ndo elial d sfunctlon i n at heroscl erosi s,
eEsel B éhﬂﬁprq_ ctiyg elifpgts of angloten51n II

receptor blockade in type 1 diabetic patients with diabetic
_nephropathy, Kidney Int 57 (2), 601-606 (2000),

IM Ruilope: Renoprotection and renin-angiotensin system
blockade in diabetes mellitus, Am J Hypertens 10(12 PT 2)
Suppl), 3258-331S (1997), '

JFE Mann: Valsartan and the kidney: Present and future,
J Cardiovasc Pharmacol 33 Suppl 1, 8§37-840 11999),

EL Schiffrin et al.: Correction of arterial structure and
endothelial dysfunction in human essential hypertension by the
angiotensin receptor antagonist losartan, Circulation 101(14),
1653-1659 (2000),

RM Touyz et al.: Angiotensin II stimulates DNA and protein
synthesis in vascular smooth muscle cells from human arteries:
role of extracellular signal-regulated kinases, J Hypertens
17(7), 907-916 (1999),




Furthernore it has been found that the antiproteinuric
effect of enalapril is potentiated by losartan in
nornot ensive pa- tients with diabetic nephropathy, as
published in Ama Hyper- tens 13 (4, Part 2), 117A
Abstr A017 (2000) referring to the 15th Sci Mg of
the Anmerican Society of Hypertension, 16 - 20 My
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I nh bltors as di sclosed 1n t i
flcan%%%ly%éE?gﬁst e risk of the combined prlmary cardlovas—
cular outcome by 22% and congistently reduces the risk for
secondary endpoints of outcome, including total mortality. The
cardiovascular benefit was shown to be largely independent
from the blood pressure lowering effect suggesting that rami-
pril exerts an independent vasculoprotective and organopro-

tective effect. -

There is however also evidence that chronic treatment with ACE
inhibitors does not suppress ANG IT levels effectively due to
compensatory activation of other ANG IT-generating enzymes
(e.g. human chymase, cathepsin @) which may have deleterious
effects, particularly ongoing end organ damage, due to con-
tinued AT, receptor mediated action of ANG II {mechanisms des-
cribed e.g. in review article of Willenheimer, Eur. Heart J.
1999; 20, 997 - 1008).

Ang II antagonists selectively block the AT, receptor, leaving
the AT, receptor, which plays a role in anti-growth and tissue




DHG- Smith et al.: Once-daily telm sartan conpared
with enalapril in the treatnent of hypertension, Adv.
Ther 1998, 15: 229-240, BE Karlberg et al.: Efficacy
and safety of telmsartan, a se- lective AT1 receptor
ant agoni st, conpared mﬁth_q$qlapril in elderly
patients with primary hypertension, J Hypertens 1999,
17: 293-302, and JM Neutel et al.: Conparison of
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5: 2290z4h, fromthe AT, to the AT-" receptor (M Bur- nier,
I Drugs 3 (3): 304-309, (2000)). Phar.macol ogically,
this is a highly attractive approach, and | arge
BE Kaslb&i-g@SeBr 2icur Effeahlc @ﬁﬂ)ls@féﬁ&rg@g’?&my@aﬁéﬂt a se-

f ai VAL:- HeFT, . Car 91 (Suppl )
Lect 148 A1 redeni o oraan gk o bapsi 1 gin
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17 2§§wj§§ opding conpositions conprising anounts of at
l'east two therapeutic agents selected fromthe group
consisting of a renin inhibitor, an ACE i nhibitor and
JM Ne@iél %@‘ 41 . antaagakskonl Bfa'E%liﬁﬁ% ffﬂ Gh&H ZH? ﬂ@fil in

|st|c t herapeutic effects |n oweri ng
Patle%y 2 Bhicr FeabPAgratsnheperensian, fﬁamm'%hqam 1999,

6, lexrmewml are disclosed in EP-A 6 0 527 879 . Preferred
ACE inhibitors are taught to be captopril,
enalapril, lisinopril and rampril. Losartan is
Most recently, attention has been focussed on the combination

~of both drug principles in the treatment of congestive heart
failure based on the rationale to combine the benefits of ACE
inhibition and bradykinin potentiation together with a more
efficient inhibition of the Renin-Angiotensin-Aldosteron
gystem via AT, receptor blockade and a shift of the actions of
the remaining ANG IT from the AT, to the AT, receptor (M Bur-
nier, IDrugs 3 (3): 304-309, (2000)). Pharmacologically, this
is a highly attractive approach, and large studies are cur-
rently ongoing in congestive heart failure (VAL-HeFT, Cardio-
logy 1999, 91 (Suppl I), 19-22; CHARM, J Cardiac Failure 1999,
5: 276-282) to prove this hypothesisg.

Combined treatment and corresponding compositions comprising
amounts of at least two therapeutic agents selected from the
'group consisting of a renin inhibitor, an ACE inhibitor and an
ANG II antagonist, in amounts sufficient to cause synergistic
therapeutic effects in lowering blood pressure and treating
congestive heart failure in a mammal are disclosed in EP-A-




di scl osed as the preferred ANG |1 antagonist. Dosage
ranges for ACE inhibitors are disclosed to include 40
ng/ day to 450 ng/day orally and 20 ng/ day

parenteral ly. Dosage ranges for ANG |l antagonists
are disclosed to include 0.5 to 500 ng/ kg p.o.,
preferably 2 to 80 ng/kg p.9., and 3 ng/kg i.v.

' EP- A-1 013 273 discloses the use of ATE receptor
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by ACE inhibition, thus also increasing bradykinin mediated
effects,
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furthermore in the treatment of indications (B) associated

with the increase of AT, receptors in the sub-epithelial area
or increase of AT, receptors in the epithelia,

with high efficacy, independently from the known blood pres-
sure reducing activity of these agents, in comparison to admi-
nistration of an ANG II antagonist or ACE inhibitor alcone.

These indications are meant to include indications which can
be positively influenced by the superior organoprotective,
tissue-protective and vasculoprotective effects provided by




persons having el evated ri sk of cardi ovascul ar events
or stroke, renoprotection, e.g. in renal failure or
di-abeti c nephro- pathy, left ventricular hypertrophy,
vascul ar thickening, e.g. prevention of thickening of

bl ood vessel walls after vas-_ cul ar operati ons,
prevention of arterial re-stenosis after angioplasty,

prevention or treatnent of atheroscler03|s
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pr Ii ferative capacity of the epi theliumin lung and
breast cancer, the treatnment of sepsis syndrone, |ung
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brevention of diabetic angiopathy,

ischaemic peripheral circulatory disorders, myocardial
‘ischaemia (angina), prevention of the progression of
cardiac insufficiency after myocardial infarction,

indications (B) associated with the increase of AT, receptors

in the sub-epithelial area or increase of AT, receptors in the

epithelia may include
such as obstructive airways diseases, chronic obstructive
pulmonary disease, e.g. bronchitis or chronic bronchitis,
emphysema, likewise from asthma, cystic fibrosis, intersti-
tial lung disease, lung cancer, pulmonary vascular disease,
and increased resistance to airflow during forced expira-
tion,

adults respiratory distress syndrome (ARDS), reducing the

- proliferative capacity of the epithelium in lung and breast
cancer, the treatment of sepsis syndrome, lung injury

- forms, such as pneumonia aspiration of gastric content,
chest trauma, shock, burns, fat embolia, cardiopulmconary




The unexpected advant ages nenti oned above nmay be due
to nore efficient blockade of AT, nediated effects of
ANG Il and due to AT2 receptor nedi ated action of ANG
I'l, left unaffected by ANG Il antagonists, together

wi th an increase of bradykigin nmedi- ated effects
caused by ACE inhibitors. ACcording to a first aspect
the present invention provides a nethod of treatnent
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or of indications (B) associated with the increase of AT,

receptors in the sub-epithelial area or increase of AT,
receptors in the epithelia,

which method comprises co-administration of. effective amounts
of an ANG II antagonist and an ACE inhibitor to a human or
non-human mammalian body in need of such treatment.

Details of the indications which can be treated using a method
according to the invention are given hereinbefore.

It has been found that co-administration of ANG IT antagonists
with ACE inhibitors provides significant prevention of cardio-
vascular death and all-cause mortality, especially with regard
to incidence of stroke and acute myocardial infarction, when
compgred to administration of an ANG II antagonist or ACE in-
hibitor alone.




antagoni st with an ACE inhibitor. Furthermore, it has
been found that conbined treatnent and correspondi ng
conpositions specifically conprising an amount of the
ACE inhibitor rampril together with an amount of the

ANG || antagonist telnmsartan are highly active in
| owering bl ood pressure-afldtreating congestive heart
failure in a mammual. It is expected that the
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telmisartan wherein the amount of the individual agent alone

is insufficient to achieve the therapeuticv effect achieved by
the administration of the combination of said agents and
wherein the combined effects of the amounts of the therapeutic
agents is greater than the sum of the therapeutic effects
achievable with the amounts of the individual therapeutic

agents.

Viewed from a different aspect the present invention also re-
lates to pharmaceutical compositions for the treatment of the
human or non-human mammalian body for treating the indications
mentioned hereinbefore comprising an ANG IT antagonist and an
ACE inhibitor, optionally together with pharmaceutically
acceptable diluents and/or carriers, as a combined preparation
for simultaneous, separate or sequential use in treatment of
said indications.

Viewed from a further aspect the present invention provides
the use of an ANG II auntagonist for manufacture of a pharma-




ti oned hereinbefore when used in conbination with an
ACE inhibitor. Detailed Description of the Invention
Wth regard to all aspects of the invention any ANG
Il anta- gonist may be suitable, unless otherw se
specified, e.g- the sart such as candesart an,
eprosartan, irbesartan, losaftan, telmsartan

val sartan, ol -nesartan and tasosartan nenti oned
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13 enbog ment o t he met eat pEC
Ay+1G Yadmini stered with tel msartan. Co-adm nistration

of an ANG Il antagoni st and an ACE inhibitor is neant
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ramipril.

In a preferred embodiment of the method-of-treatment aspect
ramipril is co-administered with any ANG II antagonist. -

In a second preferred embodiment of the method-of-treatment
aspect any ACE inhibitor is co-administered with telmisartan.

In a third preferred embodiment of the method-of -treatment
aspect ramipril is co-administered with telmisartan,

Co-administration of an ANG IT antagonist and an ACE iﬁhibitor
is meant to include administration sequential in time or gi-
multaneous administration, the simultaneous administration
being preferred. For sequential administration, the ANG II
antagonist can be administered before or after administration
of the ACE inhibitor.



enterally, by inhalation spray, rectally or topically,
~the oral admnistration being preferred. Parentera
adm ni stration nay include subcutaneous, intravenous,
i ntramuscular and in- trasternal injections and -
i nfusi on techni ques. The_aﬁéiye conpounds can be
orally adm nistered in a wide va- riety of different
dosage forns, i.e., they nay be formulated wth _
various pharmaceutically acceptable inert,carriers in
formof tablets, capsules, |ozenges, troches,
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purposes. In general, the conpounds of this invention
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dosage forms for the compounds of this invention include
controlled release formulations and devices well known to
 those who practice in the art.

For purposes of oral administration, tablets containing va-
rious excipients such as sodium citrate, calcium carbonate and
calcium phosphate may be employed along with various diginte-
grants such as starch and preferably potato or tapioca starch,
alginic acid and certain complex gilicate, together with bin-
ding agents such as polyvinylpyrrolidone, sucrose, gelatin 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 gelatin capsules; included lactose or milk sugar as
well as high molecular weight polyethylene glycols. When aque-
ous suspensions and/or elixirs are desired for oral adminis-




wel | as high nol ecular wei ght polyethylene glycols.
When aque- ous suspensions and/or elixirs are desired
for oral admnis 12 tration, the essential active
ingredient therein may be conbi- ned wth various
sweet eni ng or flavoring ag s, coloring mat- ter or
dyes and, if so desired, enulsifying agents and/or

wat er, ethanol, propylene glycol, glycerin and varlous
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with sufficient saline or glucose. These particul ar ‘
aqueous solutions are especially suitable for |
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or unglazed porcelain filter. Preferred filters of this type
include the Berkefeld, the Chamberland and the Asbestog Disk-
Metal Seitz filter, wherein the fluid is sucked into a sterile

container with the aid of a suction pump. The necesgsary steps
should be taken throughout the preparation of these inject-
-able solutions to insure that the final products are obtained
in a sterile condition. For purposes of transdermal adminig-
tration, the dosage form of the particular compound or com-
pounds may include, by way of example, solutions, lotions,
ointments, creams, gels, suppositories, rate-limiting sus-
tained release formulations and devices therefor. Such dosage
forms comprise the particular compound or compounds and may
include ethanol, water,'penetration enhancer and inert car-
riers such as gel-producing materials, mineral oil, emulgi-
fying agénts, benzyl alcohol and the like.



oi ntnments, creans, gels, suppositories, rate-limting
sus- tained rel ease fornul ations and devi ces therefor.
Such dosage forns conprise the particul ar conpound or
conmpounds and may include ethanol, water,. penetration
enhancer and inert car- r| (S such as gel - produci ng
materials, mneral oil, Bsi™ fying agents, benzyl

al cohol and the |ike. - 13 Several ANG 11 inhibitors
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TensoH8HQI(Dé£&k% orefessed®is an oral daily dosage of 5
(0.071 ny/kg) to 30 ng (0.429 ny/kg), or specifically
of about 10 ng (0.143 ny/kg) . The ANG Il antagoni st
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mg/kg)w@x@ﬂjﬁﬂg m@mugqubarlpeprefearéd is an oral daily dosage
of 5 (0.071 mg/kg) to 30 mg (0.429 mg/kg), or specifically of
about 10 mg (0.143 mg/kg).

The ANG II antagonist may be administered 1n a daily dosage of
10 mg {or 0.143 mg/kg, based on a person of 70 kg) to 500 mg
(7.143 mg/kg) orally and of about 20 mg {(0.286 mg/kg) paren-

~ terally, preferably of 20 mg (0.286 mg/kg) to 100 mg (1.429
mg/kg) orally. Particularly preferred is an oral daily dosage
of 40 mg (0.571 mg/kg) to 80 mg (1.143 mg/kg) or specifically
of about 80 mg (1.143 mg/kg).

In all administration modeg and dosages mentioned hereinbefore
the preferred ACE inhibitor is ramipril and the preferred ANG
II antagonist is telmisartan. In the most preferred embodiment
ramipril is administered simultaneously in a daily dosage of
.about 10 mg together with telmisartan in a daily dosage of

- about 80 mg via the oral route.




of about 80 ng (1.143 ng/kg). In all admnistration
nodes and dosages nentioned herei nbefore the

preferred ACE inhibitor is rampril and the preferred
ANG 11 antagonist is telmsartan. In the nost
preferred enbodinent rampril is adm nistered

simultaneously in a daily dosage of about 10 ng
together with telnmsartan in a daily dosage of about
80 ng via the oral route. -- 14 The pharmaceutica
conpositions of this invention contain one ACE
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and/ or carriers. _
A preferred subgroup of pharmaceutical compositions of this
invention contain as ACE inhibitor ramipril in an amount of
1.25 mg to 100 mg and one ANG II antagonist selected from can-
desartan, eprosartan, irbesartan, losartan, telmisartan and
valsartan in an amount of 20 mg to 100 mg in single dosage
units, optionally together with one or moré’pharmaceutically
acceptable diluents and/or carriers.

A second preferred subgroup of pharmaceutical compositions of
this invention contain one ACE inhibitor selected from benaz-
epril, captopril, ceronapril, enalapril, fosinopril, imida-
pril, lisinopril, moexipril, quinapril, ramipril and trandola-
pril in an amount of 1.25 mg to 100 mg and as ANG II antago-
nist telmisartan in an amount of 20 mg to 100 mg in single
dosage units, optionally together with one or more pharma-
ceutiéally acceptable diluents and/or carriers.




A second preferred subgroup of pharnmaceuti cal
conpositions of this invention contain one ACE

i nhibitor selected frombenaz- epril, captopril
ceronapril, enalapril, fosinopril, imda- pril,
~ lisinopril, moexipril, qurnaprrl ram pril and
t randol a- pr|I in an annun% of 1.25 ng to 100 ng and
' as ANG Il antago- ni st telnrsartan |n an amount of 20
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As already mentioned above the present invention also provides
the use of an ANG II antagonist for manufacture of a pharma-
ceutical composition for the treatment of the human or non-
human mammalian body for treating the'indications mentioned
hereinbefore when used in cowbination with an ACE inhibitor.
This use aspect is meant to include the manufacture of all
pharmaceutical compositions mentioned hereinbefore in
accordance with the invention.




human manmmal i an body for treating the indications
menti oned hereinbefore when used in conbination with
an ACE inhibitor. This use aspect is neant to include
the manufacture of all pharnaceutical conpositions
mentioned hereinbefore in jgccordance with the
invention. 16 C LAIMS 1. A nethod of treatnent of

i ndi cations (A) which can be posi- tively influenced
by inhibition of AT1 nediated effects with

mai nt enance of AT2 receptor nedi ated effects of
Angiotensin 11 (ANG Il) and by ACE inhibition, thus
al so i ncreasing bradyki nidiADMsdi ated effects, or of

i ndi cations (B) associated with the increase of AT,
re- ceptors in the sub-epithelial area or increase of
AT2 receptors in the epithelia, which nethod
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selecte reduction o e |1 nc
dtélﬁ&ocardlal i n- farctlon or cardiovascul ar deat h,

, especially in persons, having elevated risk of

ar.di qyascul a vents or stroke, renoprotection, e.g.
by ACKIRBA tg S TheelRT YIS, DpatYiini Bf nediated
effecventri cul ar hypertrophy, vascul ar thickening, e.g.

prevention of thickening of blood vessel walls after
vas- cul ar operations, prevention of arterial

or off endl e8eIiohAT (I a AR QAP LI EYE n:f.flc?fee?é AT, re-
treatment of atherosclerosis, preventlon di AbetTic

ceptogﬁgnapghﬁysub epithelial area or increase of AT, receptors
in the epithelia,

which method comprises co-administration of effective amounts
of an ANG II antagonist and an ACE inhibitor to a person in
need of such treatment.

2. The method of claim 1, characterized in that the indica-

tions (A) are selected from

reduction of the incidence of stroke, acute myocardial in-
farction or cardiovascular death, especially in persons.
having elevated risk of cardiovascular events or stroke,

renoprotection, e.g. in renal failure or diabetic nephro-
pathy,

left ventricular hypertrophy, wvascular thickening, e.qg.
prevention of thickening of blood vessel walls after vas-
cular operations, prevention of éfterial re-stenosis after
angioplasty, prevention or treatment of atheroscler051s,
prevention of diabetic angiopathy,




- 17 ischaem c peripheral circulatory disorders,
myocardi al ischaem a (angi na) and prevention of the
progression of cardiac insufficiency after nyocardi a
infarction. 3. The nmethod of claim1, characterized in
that the indica- tions (B)_are selected from
- obstructive airways di seaseé, ~chronic obstructive
pul nonary di sease, e.qg. bronchitis or chronic
bronchitis, enphysema, |ikew se fromasthm, cystic
fibrosis, interstitial lung disease, |ung cancer,
l%@h%ﬁ&ﬂyP@x@@@I&&'ﬁld icdasd atanty idi-saxrdeased mesisatdie

1§@h§éﬁi£0W%ﬂ. i %Ekpgﬁrrone:ﬁ%§i§g Eﬂ@ﬂﬁﬁ§§¥ess%qy of

resplratory stress S
S epaﬁwél@aﬁat@m digen ﬁ‘é’%ﬁﬁdﬂ@h l;mﬁarrqtmg: and

breast cancer, the treatnent of sepsis syndrone, |ung
i nju forms, such as pneunnnla aspi ration of gastrlc
3. The dheEhed

OENELR Y FungPadRGheTiRRhn fthatefhy jindica-

tions C@fl PUl DBAALY cgbYRRRS, 02 toxicity, haemorhagic
pancreatitis, interstitial and bronchoal veol ar

i nflammation, proliferation of epithe- lial and

a II cunulat on_an
oéé%roéﬁg$é gl ab% ?%% %g anf e %%?e pulmonary
dxﬂﬁﬂ%@tee;gedbrnnchatlstbe AﬁEonublhmbnchnxlselemphysema,

1£ﬁ&ﬁ§’@:@f8@fééthﬁépt 89%&:&;: f&%&%%&@” Ent%%%t%&'a'r lung

fosinopri i mdapril I SI nop
AIfFHEDr | mﬂaﬁﬁﬁPﬁFr PP&WQBPWr vasanaagednﬁ@@@a | angl in-

crez @t Rosi 8Eanby 06 §heEmBwl dhelﬂg ¢Bakast %&tp%..ecg.th%n,
that the ANG ||l antagonist is selécted from

sartans. 6. A nethod of treatnent of el evated bl ood
aduless uresipt rabagesdistvesbesyhdi-amkurBRDB) 2 E%G&&hng the

DAL LRI BB LB T AR SO YA brcase
cagfdeict | e abpeatmefitt b adEsis aghdgomest ltebniiadatgn.
formsd, “such as pneumonia aspiration of gastric content,
chest trauma, shock, burns, fat embolia, cardiopulmonary
bypass, O, toxicity, haemorhagic pancreatitis, interstitial
and bronchoalveolar inflammation, proliferation of epithe-
lial and interstitial cells, collagen accumulation and
fibrosis.
4. The method of any of claims 1 to 3, characterized in that
the ACE inhibitor is selected from benazepril, captopril,
ceronapril, enalapril, fosinopril, imidapril, lisinopril,
moexipril, quinapril, ramipril, trandolapril and perindopril.

5. The method of any of claimg 1 to 4, characterized in that
the ANG II antagonist is selected from the sartans.

6. A method of treatment of elevated blood pressure or conges-
tive heart failure in a mammal comprising co-administration of
an effective amount of the ACE inhibitor ramipril together

with an effective amount of the ANG II antagonist telmisartan.




7. The method of any of clainms 1 to 6, characterized
inthat the ACE inhibitor is admnistered in a daily
dosage of 0.018 ng/kg to 0.571 ng/kg orally or of
about 0.286 ngy/ kg parenter- ally and the AUG I -
antagoni st is adm nisteredg a daily do- sage of
0.143 ng/ kg to 7.143 ng/ kg orally or of about 0.286
ng/ kg parenterally. 8. The nethod of any of clains 1

7. The Bethbdrattanyzed éDaihgti EBGGACEhaH:tQE:tQ&E% ed Sin fhat
el m sar

the Al nt ago S
the é@ﬁlnaceu?gcal1%0%%%%?%?€ﬁr?% 1RKhB %ﬁé&YnéﬁﬁaSﬁ Oifie 0.018
mg/ kdyupan0 - B71 g/ oy nera hbymadt: | of @bdutfofszeﬁhtgl/!&@ bB®enter-

<Ly |8 06 ORaP odd 0055, 40 L fhed s L83 SOTRT Lol 8
sage plefarkdd ool %@rﬁnl%ewﬁ;gscerabhyaw of abguenvi.als

mg/kglSRarentdgtnent of said indications, . optionally
toget her with one or nore pharnaceutically accept -

abl e diluents and/or carriers. 10. The pharmaceutica

8. Theomeodidd wE ﬁngflcaﬁt r%:&fmﬁ&ai acs ef ] Z&Qaréaté?i‘éeahfn%at
the AdWl :FHH %ﬁﬂo f}% S rj‘[]ggrﬁﬁﬁqep“ g%%:ggézlust is

ceronapri
telmilgagitaspri |, no- eX|pr|I qui napril, ram pri
trandolaprll and perindopril i n an anount of 1.25 ng,
to 100 ng and the ANG Il antagonist is selected fom o

Phazmacsartigrl epmpositdeon fan wémﬂmtmmtardaﬂnthe human
or noh@hm&hf AN d s et t‘ilég%%]q{é jﬁlsa JI_I?&:L zgillnrllen-

tlone$ﬂ anognt of .20 to 100 ng in si
&M Fartdgedt it€ar Ga%%m@naéx AN Ghi TR gantagomst and an

ACE 1uhaba¢bera3eé cb?ﬂ%?ﬁikﬂ?péfggﬂﬂﬁk%dﬁ”élﬁhifﬁﬂ%ﬁﬁé se-
n.an 0
paratl ol RRREREAL Pel 4l e bREBaRS b Briddadications,

opt10@5;é§atpgﬁtherbysahtane okomaréa@hdmﬁanéﬁﬁidﬁlEyﬂhccept-

able ¥Mahsahtst ad/BraBagpount of 20 ng to 100 ng in single
dosage units. 12. The pharnmaceutical conposition of

claim9, characterized
10. The pharmaceutical composition of claim 92, characterized

in that the ACE inhibitor is selected From benazepril,
captopril, ceronapril, enalapril, fosinopril, imidapriil,
lisinopril, mo-exipril, quinapril, ramipril, trandolapril and
perindopril in an amount of 1.25 mg. to 100 mg and the ANG IT
antagonist is selected fom candesartan, eptosartan,

~

irbesartan, losartan, telmisartan and valsartan, olmesartan,
tasosartan in an amount of 20 to 100 mg in single dogage
~units.

11. The pharmaceutical composition of claim 9, c¢haracterized
in that the ACE inhibitor is ramipril in an amount of 1.25 ng
to 100 mg and the ANG II antagonist is selected from candesar-
tan, eprosartan, irbesartan, losartan, telmisartan and valsar-
tan in an amount of 20 mg to 100 mg in single dosage units.

12. The pharmaceutical composition of claim 9, characterized
in that the ACE inhibitor is selected from benazepril, capto-

‘\



in that the ACE inhibitor is selected from benazepril

capto - 19 pril, ceronapril, enalapril, fosinopril
imdapril, lisino- pril, nmoexipril, quinapril,

ram pril and trandolapril in an amount of.1.25 ng to
100 mg and the ANG Il antagonist is tel- msartan in

an amount of 20 ng to 100 ng in single dosage wunits.
13. The pharmaceutical conposition of claim9,

pril, cheranaprizedenamaphan thasAEEPkﬂﬂlmﬂm%ﬁdﬁ%fﬁ”‘%ﬂéﬁho-
m enal pr|I i.n an anDunt

|
pril, hOTREBAFPT dhipsbin 0wl pr ]  Hanany b L 1 n
amounSebécleESfmg1tostOamgaaﬂdtehEIAHGt&EIﬂ&t&gbﬁﬂﬁhﬂﬁs(ﬁel-
misarédh nt &y 100, t' stbﬂgén BS?LQS H\%: tg.% F]i%{?l-[a dosage

p arnaceutlca nposition of cla
unitseharacteri zed |n that the ACE inhibitor is rampri
and the ANG II antagonist is telmsartan. 15. A

harnaceuti cal fﬁEOSItIQn for treatnent of el evated

13. The Rippraceurtoadl congesitiennesr flpam 9re dhatadhawiged
in thzondié SACH bihihieeti ve savyatesl richa éﬁﬁﬂdﬁ%ﬂlt‘llslno—

ethervvlth n effe ofthe ANG
pril 4 Bprt C0R 10 Hhdedrof 1458585, 25 e e ‘the
ANG Thrawpagosist ois rmalnéatecﬂlrﬁomf 1asahaaﬁaandeuﬂelmﬁlfsartan in
&EﬂP t n I to.1l4 for
an amt ??%g?ﬁeﬁ?qg$ ?%@QW%nﬁ% %% %18 ﬁg_ ran body
for treating the indications nentloned inclains 1 to

14. THe Wt i oh L ORbhHEs { ©1oM éf:* @ ANFol g@ Rigt or .

e o e ANG |1 antagonj st tel msartan
Characﬁ%ﬁffza%{&rﬂe that Lhe (ﬁ%&erﬂ}?}%%aFOEOﬁEo!?ﬁW-@ﬁléc@@ﬂdlt@@
ANG IT arisajonili fis ﬁmlsaﬁw&mnt of the human or
. non- human mamel i an body for treating el evated bl ood
pressure or congestive heart failure when used in
15. A @wbimraauicel oaimoAGE omhfdn toresatmenti bf elevated

blood pressure or congestive heart failure in a mammal
comprising an effective amount of the ACE inhibitor rémipril
‘together with an effective amount of the ANG II antagonist
telmisartan.

16. Use of an ANG II antagonist for manufacture of a pharma-
ceutical composition according to any of claims 9 to 14 for
the treatment of the human or non-human mammalian body for
treating the indications mentioned in claims 1 to 3 when used
in combination with an ACE inhibitor.

17. Use of the ANG II antagonist telmisartan for manufacture
of a pharmaceutical composition according to claim 15 for the
treatment of the human or non-human mammalian body for
treating elevated blood pressure or congestive heart failure
when used in combination with the ACE inhibitor ramipril.




