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STATE OF THE ART
Osteoarthritis (OA), also known as degenerative joint disease, is a
painful, progressive, degenerative disorder of the joints. The main
10 pathophysiological characteristics of OA are destruction and loss of joint
cartilage, hypertrophy, inflammation of the synovial membrane, and
consequent swelling of the joint. These effects produce symptoms such as
pain, stiffness and loss of function. The high incidence of OA in the elderly
population, associated with the increase in average life expectancy, indicates
15 that the number of patients affected by this disorder is likely to increase
considerably in the near future. OA patients consider pain reduction to be very
important to their quality of life.
No drugs which stop the progression of this disorder are currently
available. The existing treatments are mainly designed to reduce the pain
20 symptoms and regain the joint function. Paracetamol and non-steroidal
anti-inflammatory drugs (NSAIDs) are widely prescribed for the treatment of
pain in osteoarthritis. However, long-term use of said drugs can be
accompanied by major adverse effects, especially at gastrointestinal level

(ulcers) and in terms of platelet aggregation.
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(ulcers) and in ternms of platelet aggregation.Bradykinin (BK) is a nenber
of the kinins, a famly of small peptides (8-1 1 am noacids) which derive
from precwio20r0030th a hi gh nol ecul ar wei ght (ki ni nogen®LCTEPRO0OMN48g7 at t ack
by enzynes with peptidase activity (kalbikreins). Kinin formation is
activated in various circunstances, involving inflammatory, ischaem c and
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stimulation of the B2 receptor, is one of the most important mediators of
inflammation and pain, and is involved in the release of pro-inflammatory and
hyperalgesic mediators.

It has been demonstrated that bradykinin (BK) participates in the

15 pathophysiology of OA at various levels.

It has long been known that kinins are released into the synovial fluid
of OA sufferers. Moreover, in these patients, the B2 receptor has been found
in the cells lining the synovial cavity, the fibroblasts, and the endothelial cells
of the blood vessels.

20 Many studies with various preclinical models indicate that BK, when
administered by the intra-articular route, induces plasma extravasation and
accumulation of neutrophils in the synovia of the rat more effectively than
other inflammation mediators such as substance P, histamine, and calcitonin
gene-related peptide. Moreover, BK reduces the proteoglycans content in the

25 joint cartilage and generates the release of prostaglandins in murine OA
models.

Some bradykinin B2 receptor antagonists have proved effective in

inhibiting inflammatory events and hyperalgesia in various animal synovitis



Some bradykinin B2 receptor antagonists have proved effective in inhibiting
i nflammatory events and hyperal gesia in various animal synovitisnodels.
After itswoehBAwaq1BK excites and sensitises the sensor PCREPR@IfD484ES t hat
innervate the articular capsule. The clnical significance of BK has been
denonstrated in a phase Il trial conducted on 58 patients with synptomatic
OA of theykneg, in which a single intra-articular adm nistration of B2
receptor antagoni st icatibant (90 ng/1l m) reduced the intensity of pain in
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receptor antagoni sts have been described in the [itera Steward, J .
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Pr uneau, macol 1998, 125, 36 (conpounds FR167344,
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peptide structure which act as bradyki nin antagoni sts, and
conpayndsi i Qi dttCoh & kCasift) NRFRS a strong analgesic response which lasts for
up to 3 months after the treatment, and this considerable analgesic effect is
obtained with negligible or no side effects.
Kinins are potent inflammatory agents in the airways and elsewhere.
Local application of bradykinin or endogenously released kinins in the
15 airways produces inflammatory effects and bronchoconstriction in asthma
patients, but few effects in healthy volunteers. Kinin antagonists, especially
kinin B2 receptor antagonists, can be useful in the treatment of allergic
asthma.
Many bradykinin B2 receptor antagonists have been described in the
20 Iiterature: Steward, J. M. et al Immunopharmacology, 1999, 43, 155-61
(compounds B10056, B9430).
Pruneau, D et al. Br. J. Pharmacol 1998, 125, 365-72 (compounds
FR167344, FR173657, LF160687, Bradizide, LF160335).
EP370453 describes some compounds with a peptide structure which
25 act as bradykinin antagonists, and said compounds include the one defined as
icatibant. Icatibant also forms the subject of patent EP1594520, wherein its

use in the prophylaxis and treatment of osteoarthritis is disclosed.

WOO03103671 describes a group of very powerful non-peptide



icatibant. Icatibant also forns the subject of patent EP1594520, wherein
its use in the prophylaxis and treatnent of osteoarthritis is disclosed.
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corticosteroids,” which are derived fromcholic acid, differ
in turn, via the enzymes cyclooxygenase and lipoxygenase, is converted to
inflammation mediators such as prostaglandins and leucotrienes. Moreover,
the cortisones interfere with the synthesis of proteins and enzymes, and
stabilise the cell membranes.
15 Corticosteroids 1inhibit the inflammatory response, whether the
stimulating agent that produced it was chemical, infectious or immunological.
Although cortisone administration has the characteristics of symptomatic
treatment, because cortisones do not act on the causes of the disorder,
suppression of inflammation and its consequences makes these agents very
20 useful in clinical practice. Cortisones inhibit not only the early symptoms of
the inflammatory process (oedema, and alteration of the haematic and
lymphatic microcirculation) but also subsequent symptoms such as redness
and pain.
Synthetic corticosteroids, which are derived from cholic acid, differ
25 slightly from natural corticosteroids; the modifications introduced are
designed to increase the half-life of the substances, leaving the biochemical

activities of the natural compounds unchanged.

Cortisones are generally little used by the oral route in degenerative or



slightly fromnatural corticosteroids; the nodifications introduced are
designed to increase the half-life of the substances, |eaving the
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depending on the severity of the synptons and ??e size of the joint or
ot her | ocRficA6@FstalliRE sukpeh8ené thieh dORRE ARRBIRidY time, which prolong the
duration of action, are used for this purpose. The presence of microcrystals
introduced into the joint can cause post-infiltration pain; they are consequently

15 co-administered with local anaesthetics to reduce the pain. Patients are
advised to rest the joint for at least 24 hours to prevent systemic absorption of

the drug. High doses of cortisones, even if applied locally, must be avoided to

prevent systemic absorption, which is contraindicated in a series of common

disorders such as ulcers, diabetes, heart failure, osteoporosis and hypertension.

20 For intra-articular or intrabursal administration and injection into the
tendon sheaths and tendon cyst formations, the dose of cortisones is
consequently evaluated at the time, depending on the severity of the symptoms

and the size of the joint or other local area to be treated (the doses generally

range between 1 and 100 mg). In evolving forms with polyarticular symptoms

25 high doses are administered, sometimes by single injections performed at

different sites simultaneously.
In any event, the numerous adverse effects of cortisones, at both

systemic and local level, have led to a search for alternative solutions
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because they can worsen them Mbreover, as denonstrated, for exanple, In

pre-cig ni gl tvod R8s WtdonSRald XRAIAhavees SSARRR ¢t hvheRRhhisteR&d
effect of cortisones is partial and does not resolve nore than 50% of the

par anet er g th&. ¢loWyvER urdAITRERRY dVseRRTRSURY AdeRnBtratdf hERSR1Y N
pro-inflammtory cells and
an additive effect but also an unexpected synergy between bradykinin B2
receptor antagonists and cortisones, with a marked boosting effect in
inhibiting the inflammatory and algogenic response in the models studied, and
15  this finding constitutes the crux of this invention.

It is also well known that synthetic corticosteroids, especially after
repeated, long-term administration, cause serious side effects and are
contraindicated in a number of disorders, as stated above, because they can
worsen them. Moreover, as demonstrated, for example, in pre-clinical studies

20  with experimental knee osteoarthritis models, the effect of cortisones is partial
and does not resolve more than 50% of the parameters altered by the
inflammatory process such as pain, increase in pro-inflammatory cells and
oedema.

A formulation containing cortisones which completely inhibits

25 inflammation at lower doses would consequently be desirable from the
therapeutic standpoint.

An unexpected and surprising activity deriving from the association of

kinin B, receptor antagonists and corticosteroids in reducing inflammatory
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which kinins play an important part, such as asthma, in which the efficacy of
corticosteroids is well known. The possibility of obtaining significant effects
with a lower quantity of corticosteroid is an important and innovative prospect
in the treatment of inflammatory processes in general.
15 DETAILED DESCRIPTION
It has now surprisingly been found that the use of natural or synthetic
cortisones administered in association with kinin B2 receptor antagonists is
surprisingly effective in the treatment of inflammatory disorders, such as, but
not limited to, osteoarthritis and degenerative joint disease, arthritis,
20 rheumatoid arthritis, asthma and COPD, ophthalmological and dermatological
disorders.
This invention relates to pharmaceutical compositions containing, as
active ingredients:
- a) a natural or synthetic corticosteroid
25 - b) a kinin B2 receptor antagonist
together with pharmaceutically acceptable vehicles and excipients, and
the use of said active ingredients to prepare said compositions.

Said active ingredients can be administered not only in compositions



This invention relates to pharnaceutical conpositions containing, as active
ingredients: a) a natural or synthetic corticosteroid - b) a kinin B2
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exci pients, and the use of said active gngredients to prepare said
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2. 4-di chl oro- phenyl -car car anDy -Vi ny
- 10 Fluticasone, Methylpredmsolone, Methylprednisone, = Paramethasone,

Prednisolone, Triamcinolone,
as they are or in the form of an ester with acetic, benzoic, caproic,
succinic, phosphoric, propionic or valeric acid, or in the form of acetonides;
The B2 kinin receptor antagonists can be selected from the group

15 consisting of:

H-D-Arg-Arg-Pro-Hyp-Gly-Igl-Ser-D-F5F-Igl-Arg-OH (B10056),
H-Arg-Arg-Pro-Hyp-Gly-Igl-Ser-D-Igl-Oic-Arg-OH (B9430),
H-D-Arg-Arg-Pro-Hyp-Gly-Thi-Ser-D-Tic-Oic-Arg-OH (Icatibant),
4-[2-[([[3-(3-Brom-2-methyl-imidazo[1.2-a]pyridine-8-yl oxymethyl)-

20  2.4-dichloro-phenyl]-methyl-carbamoyl]-methyl)-carbamoyl]-vinyl]-N,N-
dimethyl-benzamide, (FR167344)

3-(6-Acetylamino-pyridin-3-yl)-N-([[2.4-dichloro-3-(2-methyl-
quinolin-8-yl oxymethyl)-phenyl]-methyl-carbamoyl]-methyl)-acrylamide,
(FR173657 op.FK3657)

25 1-[2.4-Dichloro-3-(2.4-dimethyl-quinolin-8-yl oxymethyl)-benzene
sulfonyl]-pyrrolidine-2-carboxylic acid [3-(4-carbamidoyl-benzoylamino)-
propyl]-amide, (LF160687, Anatibant)

Bradizide,



benzam de, (FR 67344)

3-(6-Acetyl am no-pyridin-3-yl)-N([[2.4-dichloro-3-(2- rreth U|noI|n- 8-yl
oxynet hyl‘iéoﬁﬂ]é)ﬁ i’{)fmat hyl - car banoyl | - met hyl) - acryl ami deFC éﬁ% Cyad

op. FK3657) |-[2.4-Di chl oro-3-(2. 4-di net h9l - qui nol i n- 8-yl oxyrret hyI) benzene
sul fonyl ] - pyrrolidine-2-carboxylic acid [3-(4-carbam doyI - benzoyl am no) -

ropyl] -am de,
Er ag?/z} de, 4- (4- éﬁ(uFﬂz gzjgﬁglfﬁ%gb(?gh)ﬂfdlgleth%,%ﬁ}uraol}ln}]g n 8-yl 0oX Jnn%E ﬁ.)-

benzene s rrolid
penzens Fﬁe‘f&(@f?}l sh%ats NP0y ROEN HiieRd REHBA P -pibefAiRONY barbony1)-

2-[5-(4- C\/@]@agﬁaml L—Fl-@m@,glg?l -l Hpyrrol-2-yl]-N[2.4-dichl oro- 3-
(2-met hyl - qui nol i n- 8-yl oxymet hyl )-phenyl ] - N-net hyl - acet ami de, or one of

the conpounds d2—‘f§1(qS€9ah8-BéQ%89ﬁ)/ P4ALhy1 AL\ R DS Nf{Qrm' ?16&3)-3(-')

wherein - R is hydrogeh or - Wrepre ents a single or an
oxygen sat q-nrethyBquiholin- scyl%méegqptp%nm ﬂﬂlﬂ%ﬁaﬁté’é&anﬁﬁém wherein R
her

and R2 are, independently from'one ano hydrogen or a group sel ect ed

from methyl, etdyybne bfPfHePYdmpbaARE M¥tlosed Yni WE2006/02003T Bha%%@rfgee
- NRSR4R5 V\,her ein R3, R4, R5, mdependently fromone anothef, are thy

et hyl , n- poerilla (I)sopropyl butyl, isobutyl, n-pentyl; - and A an anion
f or mal | y derived froma pharnaceutl cally

R
N

%“

10 @D
wherein
- R is hydrogen or methyl,;
- W represents a single bond or an oxygen atom;
- n=3,4;

15 - X is hydrogen or an amine group -NR1R2 wherein R1 and R2 are,
independently from one another, hydrogen or a group selected from
methyl, ethyl, n-propyl, isopropyl,

- Y is a quaternary ammonium -NR3R4R5 wherein R3, R4, RS,
independently from one another, are methyl, ethyl, n-propyl,

20 1sopropyl, butyl, isobutyl, n-pentyl;

- and A an anion formally derived from a pharmaceutically

acceptable acid;



accept abl e acid; and the pharmaceutically acceptable salts, enantioners and
enantioneric m xtures thereof. For the purposes of this invention, a

phar macewpcaldopi@ecept abl e acid is an acid sel ected fr ®@CTHRPAOOMSIT i C,
hydr obrom ¢, phosphoric, carbonic, acetjpc, sul phuric, trifluoroacetic,

met hansul phuric, succinic, maleic, malic, malonic, citric, edetic aci d;

where the anlonc ri.es two r ive char A s be a
fractional valdhd %I‘R@Wgﬁﬁ%ﬂofﬁg %%igls?vs’r%} ldm SP ar maceut i cal
conposi ti ons,.wher ei 2 receptor antagoni st is selected from -

i cati bantenéPUQHbeJhchHﬁE“&P ﬁer&g er al formula (1). OF the conpounds with
zz;:(a% ZI ?;e“ or mu gﬁo(r 4tlh) {pd}rpgsés?'f no]{*?gugp& ﬁxgﬁg&ﬁﬂéﬁ{ Eé(eﬁ%ﬁﬁfeeééiﬁ%
A e
Zgie'ais. o ;lr I‘fdfi?’c rnﬁ?‘?]fyqaﬁglfl(?aé%% nsnﬁgﬁﬂ]g essu 6%1 C, gud(’iclffpﬁl é anég ?

a7 5. i etic. Re ooy eaizwmv%%%%?ﬁr”&a ;Son%ﬁqﬁlﬁgrgﬁ&éﬁ%@%(m

dosage un ran from6x 0 5to2x1 02, preferably fromIxIO4 to 1x1
, r%‘aBrl?ﬁg&%}ﬂtng %{I O-4 to 6xIO 3 mllinoles, corresponding to an

amunt "of VEN 1326000100 SSGTNRANT, 10l & WMeBuBchcd AWnbogRAAs20 Lo

?hggigsgnf!gglc in P Qoni st per d
e O R gl T e o of
corr %pond t0 AN, fBREPS: a %Y %nlg&iﬁ/d lethoggr?erta? formula (I).

Of the compounds with general formula (I), the following compound is
particularly preferred: (4-(S)-amino-5-(4-{4-[2,4-dichloro-3-(2,4-dimethyl-
quinolin-8-yloxymethyl)-benzenesulphonylamino]-tetrahydro-pyran-4-
carbonyl}-piperazin-1-yl)-5-oxo-pentyl]-trimethyl-ammonium, in salified

15 form with ions formally deriving from an acid selected from hydrochloric,
acetic, sulphuric, trifluoroacetic, methanesulphonic, succinic and edetic acids;
chloride bi-hydrochloride is the compound defined as MEN16132 (MW
871.5).

wherein the amount of B2 kinin receptor antagonist per single dosage

20  unit ranges from 6x107 to 2x107%, preferably from 1x10™ to 1x10%, more
preferably from 3x10™ to 6x107 millimoles, corresponding to an amount of
MEN16132 ranging from 0.05 to 17, from 0.09 to 9 and from 0.26 to 5 mg per
single unit dosage, respectively.

The compositions according to the invention contain a quantity of

25 bradykinin antagonist per dose of between 6x107° and 2x10? millimoles (in
the case of MEN16132 they correspond to an approx. quantity of 0.05 to
17 mg), preferably between 1x10™* and 1x102 millimoles (in the case of

MEN16132 they correspond to an approx. quantity of 0.09 to 9 mg) and even



17 nmg), preferably between Ix1O 4 and 1x1 0 2 mllinoles (in the case of
MEN16132 t hey correspond to an approx. quantity of 0.09 to 9 ng) and
evennor e wWoehay@bioy bet ween 3x1 0~4 and 6x1 O 3 mi || i nol @ST(EPROMVING4SdASE Of
MEN16132 they correspond to an approx. jquantity of 0.26 to 5 ng). Moreover,
said conpositions contain a corticosteroid in the quantity of 0.05 to 100

, f bly 0.1 ! j i
2‘200?{1?3?&8@ tneteranienprbreehn s fEo and BRATon i Riolbe BHaMhbclie of 1y
accepta i pi_ ent Li gui d d } ! i
crtobt o WENELEL IS Bfratira o ol drbpdR el tet G R SREEL" Col S o ™

nira- art col e oerisbspenostipt PBRh o pfleos o A b or
anscer TR Sher D A0, TRIFLLRIAUE | Ko crears or oel and
e 305 B, FORTNR BEataR, LS TR s
VoLl e o e SRR LU Bt g e ko
Il ude_dol ayekiui° s, taRlsgl&F T Shadhaciiic THOufe, SpabLe, IV iRl 7
ot eSS GPY. o MIGRY LEAkly, 0echt b st mpe e
ool or r oA P T ol Sitsn RAR (I8 8 hrtee Bl BT, BUPARIRRCE
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forms like creams or gels and transdermal patches. The pharmaceutical form

can also consist of a form wherein some or all of the components are in a dry

form, possibly lyophilised, to be reconstituted with an aqueous solution or

other suitable vehicle before use.

15 Said formulations can be produced by methods well-known in the state

of the art using known excipients such as binders, disintegrants, fillers,

stabilisers, diluents and colorants. They can also include delayed- or

slow-release forms made with suitable polymers known in pharmaceutical

technology.

20 Pharmaceutically acceptable carriers/excipients such as solvents,
preservatives such as antioxidants and/or chelating agents and antimicrobials,
isotonicity regulators, and buffer systems are preferred for the preparation of

liquid forms suitable for injectable use.

Water is preferable as solvent, possibly with co-solvents such as

25 glycols, or polyalcohols such as ethylene glycol.

Preservatives or chelating agents may also be used, sodium edetate and
sodium metabisulphite being preferred, and antimicrobials, benzyl alcohol

being preferred.



Preservatives or chelating agents may al so be used, sodi um edetate and
sodi um net abi sul phite being preferred, and antim crobials, benzyl al cohol
bei ng pr everewdoS®di um chl ori de or mannitol are parti culP@TIBP2¢ON48HT ed as
isotonicity regulators. The preferred fer systens can be the conpl ex of
salts for the phosphate and citrate buffer, preferably in the form of

sodi um or potassiumsalts. In the rearatl 0 i qui g fo s swtabl e for
nebul i sati on, PRAWERLUPIILE WL : LSy LS A% r ed
as solvents, wth preservatlves such as antl oxi dant s and/ or chel ating
agents an@ZRAORs.cr obi al s, i sot oni ci ty regulators, and buffer systens. In

forms suitable a trati f t t.h i ,
phar mceut | ca fb bg‘é‘éva | guﬁrﬁé‘a{“efséé%@'x%ai B, 85 ﬁé%%plle%w;lmlgseaﬁ%'grﬂ’f‘ey )
referre r hydr qf | b . .F I .d
powder fopw% i 2 e et TateanTe Babe o it of pod b P Jpesith
preferr 5)épl cal exarrpl es of fornulations according to the invention are:
(10 g(}rl\l;(ai?f BOid 0.1-10 ng, MEN16132 0.26 - 5 ng, in saline solution

. 9% : 1N .S. t H 4. 6, t
?1. 2. Corticolt eﬁg?dpqﬁls’irai??ﬁg%fl\/g %3 ?efrr]’% Sugnﬁ’& fﬁrla S'Ire’bﬂg%g%{)utlon
0.9% Nadl ), buff t f
prepar at i aré‘%‘i%ﬁur?i’réﬂﬁ y CS:IQQ 'Vﬁ&lﬁeﬁé@lmﬁn&a F%fﬁﬁ?ﬂiﬁéé‘& 59%1(& or e

0.1-10 ng of a cortico ermgso ut.i on, em.,i n

sol ution ?{;sg%a,{hvas)su g5 anfgogidanis fnrq.(or cﬁelatmg alcgeerntsS A ant1m1c§r%lb1ﬁ§,

isotonicity regulators, and buffer systems.

10 In forms suitable for aerosol administration for application in the
airways, pharmaceutically acceptable vehicles/excipients and propellants are
preferred, preferably hydrofluorocarbons.

For nasal administration, dry powder forms administered with a suitable
device or spray forms are preferred.

15 Typical examples of formulations according to the invention are:

1. Corticosteroid, 0.1-10 mg, MEN16132 0.26 - 5 mg, in saline
solution (0.9% NaCl), 0.1N HCI g.s. to a pH of between 4.5 and 6,
water g.s. to 1 ml.

2. Corticosteroid, 0.1-10 mg, MENI16132 0.26 - 5 mg, in saline

20 solution (0.9% NaCl), buffer system for pH 6 - 8, water q.s. to 1 ml.

3. Extempore preparation obtained by dissolving 0.26-5 mg of
lyophilised MEN16132 with 0.1-10 mg of a corticosteroid solution,
with a buffer system in saline solution (0.9% NaCl), water q.s. to
1 ml.

25 4. Corticosteroid, 0.1-10 mg, icatibant (MW 1304.5) 0.39-7.8 mg, in

saline solution (0.9% NaCl), buffer system at pH 6-8, water g.s. to
1 ml.

The pharmaceutical compositions according to the invention are useful



4. Corticosteroid, 0.1-10 ng, icatibant (MN1304.5) 0.39-7.8 ng, in saline
solution (0.9% NaCl ), buffer systemat pH 6-8, water gq.s. to 1 m. The

phar macewocalo/medsposi ti ons according to the invention ace/mEps@bobisa7t he
prophyl axis and treatnment of acute or clh_;roni c inflammtory, autoi mmune,
traumati ¢ and degenerative disorders of the joints, such as: osteoarthritis
and post-traumatic osteoarthrjtis, degenerative osteol%art hriti

(gonart hrint j the sprapbylarishand sireaipeiigyPlhsfeutes oy FaLoRIc ¢ éﬂﬁ@%%of}'s,
bursitis, contusions, sprajns, dislocations anddsublogxnﬁtéi ans,. attagks of
gout . MNor@HPENMURE,daRES Bngndegereradiveyd1gqrders | & dOPIG SHCHePE of
t he ai rways, esge_cj ally asthma, rhinitigs, cp}r_)igni C obstrUﬁti ve ﬁq‘# nary
di sease (extPoyrthptismangr Post-trayanalicnestgpeathelss (r8sRarat e r SRR Elena
or bronchospasm play a sd'cygni i.cant ar({cy; and in all ertgi c_and .nonsal I.ﬁr gic
i nf | anmat @opageias RPdYRTthriES g andylasisp RYRAY HHSe ERSHIRHLSy I Ry
from chem cal and physical. agents or trayma. .In d t ol 0gi cal disorders
the mei n €PRIVALEIS: SBIIAY ‘ilé qC3honS af"(S]iS‘ggPﬁﬁtthP’f’ Eﬁiagg(ée%fog?}ltbur ns (heat or
sunburn), dernmatitis or eczema cauysed b%/‘?ncon aict wiﬂh al | er?e i C $Les of
irritant substNHIESYCht SHACCHBPRALTQNSs ath #SEHH o HA R IREY i £15grder
(psoriasis), while in the case of ogphthal m c disorders its, main application
is for bl EBshairpays, emﬁh&@?&m% ?‘éﬁ’dlsblcg AL XS HRIRES BFPPQPaWh‘E%S%%% can
vary according to the patient's. age,and neral state,of akth, .the pnature
and sever((t:QPg?)ﬂH‘éﬂ’@I? %rgsg%f‘)s’&i nglda‘rSf’g‘i?f& {heVhsih é)rgﬁgl%[ p2d mi 8f
admnistration. In the case of i.ntra-articul a useliln an adul t huagﬁenr i
pati ent, ’E’F@l‘g??épﬁ%etﬂl?l‘,a? SHIHESERT P tactYt dith Pt E e he MV BRET B E8UI d
be adnini stered as a yeekly. dase (j.n si ngl e adm ni st rat.ion) of -br. Kinin
ant agbhi stnHBURIPRY ‘\l{\%nbaéﬂ%géﬁabés‘bradﬂ%n%"gx?%‘n%‘amq sél(s%a‘?rﬁedggggﬁ/%f
MENL6132, fgor;rll Sch%(r)r{ircglsgr?crll %%ytsPcand%re%)t(s' o(r) 'trzat?lrﬁg. 15n Hggmgpoqog%[a\fecﬁgor%e%s ?11119
main therapeutic indication is for dermatitis caused by burns (heat or
sunburn), dermatitis or eczema caused by contact with allergenic or irritant
substances, atopic dermatitis and autoimmune dermatitis (psoriasis), while in
15 the case of ophthalmic disorders its main application is for blepharitis,
conjunctivitis and blepharoconjunctivitis.
The dose can vary according to the patient’s age and general state of
health, the nature and severity of the disease or disorder, and the route and
type of administration. In the case of intra-articular use in an adult human
20 patient, the pharmaceutical compositions according to the invention could be
administered as a weekly dose (in a single administration) of bradykinin
antagonist amounting to between 3x10™ and 6x10° mmols (in the case of
MEN16132, this corresponds to approx. 0.26 to 5 mg) and between 0.1 and
10 mg of corticosteroid.
25 The following examples of compositions containing the two active
ingredients illustrate the invention in greater detail:

Example 1
Betamethasone, 1 mg, MEN16132 0.5 mg, in saline solution (0.9%



10 ng of corticosteroid. The foll ow ng exanpl es of conpositions containing

the two active ingredients illustrate the invention in greater detail:
Exanpl e wBepwvwsdvasone, 1 ng, MENL6132 0.5 ny, in sal i RETEFRWOI00847
(0.9%NaCl), 0.1 NHA g.s. to pH 4.5, er g.s. to 1 m. The solutionis

placed in pre-filled 2.25 m syringes. anpl e 2 Becl onet hasone, 0.25 nyg,

MENI 6132 0.5 ng, in saline solution (0.9% NaCl), . contai pin hosphat e
buf fer (NN2EP00.0. ek q-MatPh4 S, Oﬂétﬁﬁ)q-s-v@t laamh.Ehe lsepui“(?ﬂ I?S ?f‘%eg]o‘l%t i on
is placed in &rqe-fi |led 2.25 m syringes. Exanple 3 Betanethasone 1 ng, in
sal i ne sopuetfibled(@®28mNaingesont ai ni ng phosphate buffer (Na2HPO4 0.16 ng,
NaH2PO4 0.04 ng), water g.s. to 1 m. MENl 6 132, in lyophilised form is
di ssol ved wi t hExheplel it i on descri bed above. Exanpl e 4 Dexamet hasone, 4 ny,

icatibant 0.5 ng, in saline saolution (0.9% Na , taini h
buf fer ( Na2HPOBeoloraethgsongHdBomg, Mg%l)é, 103\36185’3 Htgcguq S?agpf%ngqlﬁﬂ%sﬂg@%%t i on

is placed in pre-filled 2.25 m syringes. np 5 A typi,C e | e, of
tsagug(r)ﬁrr;)g_Naf:d ' mrﬁfr?ﬁgol?hﬁphaﬁ% Wragm?l)lgﬁéﬁ&gél @&ﬁgﬁvgb\?e@%gﬁ@gjse of
_ nposi tions o e follow ng type: MVEN1§13 . di ssolved in a

i sot oni ¢ wekenq.sntol mbhAdhq eolodioRAeID ?C@‘.? 1‘NPFRj]fﬁiL‘%5125&§r,nq%r}ﬁngéo | "
m cronol/m, isotonic solution q.s. to 2 m, placed in syringes with a

capacity of 2. Examplede dose is nmpdul ated by adjusting the vol une

adm ni stered by the intra-articular route (0,5.n .
\éetamethasone 1 mg, a1n saline solution (0.9% NaCl), containing

phosphate buffer (Na,HPO4 0.16 mg, NaH,PO,4 0.04 mg), water g.s. to 1 ml
10 MEN16132, in lyophilised form, is dissolved with the solution described
above.
Example 4
- Dexamethasone, 4 mg, icatibant 0.5 mg, in saline solution (0.9% NaCl),
containing phosphate buffer (Na,HPO4 0.16 mg, NaH,PO4 0.04 mg), water
15 q.s. to 1 ml. The solution is placed in pre-filled 2.25 ml syringes.
Example 5
A typical example of sequential administration of the two active
ingredients involves the use of two compositions of the following type:
a) MEN16132 0.5 mg dissolved in an isotonic solution of NaCl (0.9%
20 NaCl), 0.1N HCI to pH 5, EDTA 100 micromol/ml, isotonic solution g.s. to
2 ml, placed in syringes with a capacity of 2.25 ml; the dose is modulated by
adjusting the volume administered by the intra-articular route (0.5 ml
corresponds to 0.125 mg, 1 ml to 0.250 mg, 1.5 to 0.375 mg, and 2 ml to
0.500 mg). In the case of doses exceeding 0.5 mg, the contents of two syringes
25  can be injected.
b) betamethasone disodium phosphate 1.97 mg dissolved in an isotonic
solution of NaCl q.s. to 2 ml containing phenol, sodium edetate and sodium

metabisulphite as stabilisers, placed in syringes with a capacity of 2.25 ml; the



corresponds to 0.125 ng, 1 m to 0.250 ng, 1.5 to 0.375 ng, and 2 mM to
0.500 ng). In the case of doses exceeding 0.5 ng, the contents of two
syringes wanobwaoddjiect ed. b) bet anet hasone di sodi um pho®phaP200208B4Ty

di ssolved in an isotonic solution of Nad g.s. to 2 ml containing phenol,
sodi um edet at e and sodi um net abi sul phite as stabilisers, placed in syringes

with a capacity of 2.25 m; thedose is nodul ated.by adjusting the volune
admi ni st edese Bymadlated, by adjusiingathe yolwme Bidén@gﬂééﬁdd %é’t 'itf\‘?i ﬁvfarﬂﬁl%%li vity
of MENl 6132, icatibant and corti sones was neasured in an experi nmental

nodel of ¥BM®ritis induced by intra-articular injection of carrageenan

whi ch causes a_strong inflammatory effect. Carrageenan (25 m of a 2%

sol ution) was BiplegieH 3¢Hivityhe intra-articul ar space of the right knee of
the rat, while 25 m_ of saline was adm nistered to the |left knee t.a provide
an i nternal coﬁhﬁ@lc.tlvﬂi’eogwwilﬁlgat 1A t@&ﬁrcﬁé‘éﬂﬁﬁs Yasducas e n e ns,
pain, difficulty of wal king and jnability t ear _wei ght on t.he paw

cor r esponeRPRyIEENtale mpdak ef kHERIINS; tlﬂé‘écﬁfgagyef?téétaqﬁ‘cf'i&{r s‘nbﬁct%é’rn of
adm ni stration; the weight of the body_.therefore _falls mainly on the |eft

g
paw t 0 anCAXRSeANad WEigh GawesosrPBaanflagpmatory sfieCher ceived in the right
paw. The wei ght_ i nbal ance the t i,ght - bearing paws, .evaluated i,n a
non-i nvasi ve wWeATHECRNERe (ggcdgac‘?f\t[\gﬂ\(lzg %esqto?utr‘r‘é’égu @S tieHsHn lpg%uf}t‘? ng
fromthe joint inflanmmtion, The. dianeter .of the knee jgin s al so
measur ed MHIrBEEEH1BT (IPECE Rfe the “ﬁﬂﬁ%‘éﬁ%&ée&& raﬂhi"@“ﬁ?i% "'\tkaé&ats%ﬁ’é?/a‘y%te
the protective, effgct gf kﬁ in B2 receptor .ant agf)ni st s, towards
tpd gile

car r ageendAUN GRS {ORrPVpds ANAREFTRA! CQREBL{ sh the ef fect

produged by cog gmrﬂﬁﬁpl o O rastenan Caused Sint Sedema, Bain? difficulty

of walking and inability to bear weight on the paw corresponding to the
treated knee, with a peak effect 6 hours after administration; the weight of the
body therefore falls mainly on the left paw to an extent directly proportional
to the pain perceived in the right paw. The weight imbalance on the two

15 weight-bearing paws, evaluated in a non-invasive way with the incapacitance
test, measures the pain resulting from the joint inflammation. The diameter of
the knee joint was also measured to measure the oedema.

The purpose of this trial was to evaluate the protective effect of kinin
B2 receptor antagonists towards carrageenan-induced joint oedema and pain

20 and to establish the effect produced by co-administration of a corticosteroid,
specifically dexamethasone or hydrocortisone.

MEN16132 or icatibant (100 pg/25 pl i.a.)(intra-articular) 30 min
before the carrageenan, reduced the oedema induced by the irritant by 45+3
and 48+5% (n=6) respectively, with a maximum inhibitory effect 6 hours after

25 administration of the compounds.

The administration of dexamethasone (100 pg/25 pl i.a. 30 min before the

carrageenan) reduced the oedema by 57+3%, whereas it proved inactive at 10 pg.

The co-administration of MEN16132 with dexamethasone (100 pg/25 pl



MEN16132 or icatibant (100 ng/25 m i.a.)(intra-articular) 30 mn before

t he carrageenan reduced t he oedenma i nduced by the irritant by 453 and 485%
(n=6) res‘gg Wﬁ , with a maximuminhibitory effect 6 RGOS 2HPHORS47

adm ni stration of the conpounds. The adggni stration of dexanethasone (100
ng/25 m i.a. 30 mn before the carrageenan) reduced the oedema by 573%
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hydrocortlsone a proved:pra ca I'y “inactive
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chemi cal
Similarly surprising results were obtained on carrageenan-induced knee

swelling in the rat with the association of MEN16132 and hydrocortisone,
which is approximately 25 times less powerful than dexamethasone.
15 MENI16132 at 100 pg i.a., administered 30 min before the carrageenan,
reduced the knee swelling by 42+3% (n=6), whereas hydrocortisone at 100 pg
i.a. proved practically inactive (-4+£3%). Simultaneous administration of said
two compounds reduced the swelling by 85+6%, confirming the strong
boosting effect of the association between a bradykinin B, receptor antagonist

20 and a cortisone, independently of its chemical structure.
In experimental models of inflammatory disorders of the airways
(asthma, respiratory  hyperreactivity induced by  allergens or
lipopolysaccharide), ophthalmic disorders (conjunctivitis caused by allergens,
alkaline solutions and carrageenan) and dermatological disorders (allergic
25 dermatitis), co-administration of kinin B, receptor antagonists and cortisones
has produced results similar to those previously reported in arthritis of the
knee, demonstrating an evident additive and synergic effect between the two

classes of compound.



In experinmental nodels of inflammatory disorders of the airways (asthna,

respiratory hyperreactivity induced by allergens or |ipopolysaccharide),

opht hal mwoadisdwa@is (conjunctivitis caused by al |l er gen®CTAIPRENIMS47

sol utions and carrageenan) and dernmatollbpi cal disorders (allergic

dermatitis), co-admi nistration of kinin B2 receptor antagonists and

cortisones hasyprpadu A f m Lho VhHOU ¥
Hg tEQ ﬁl%glg[eéfja‘iﬁﬂa%! Thi@nrhtibh ﬁﬁiuggg bgeﬁgﬁgég}g%éﬁﬂld@

arthritis of t nee, denonstrat’ing an evident additi nergi c

ef f ect beg%xﬁqinrg E@e%ﬁo@es'@g%e H&m%@ﬂ%@ﬂ@@cdd}té EollBciel 1 bdddMd4lveolar

i nfl ammat y I'i popol ysaccharide (LPS) in the duinea pig, the
nurber Ofwhgmﬁ aﬁfc?faéee'Ar?g)%ﬁgnml)ﬁfaﬁsmb&gﬁk@d wWiaS hd18oh 6] CP&QAfment
approxi mately tenfo conpared wt'h the control. Treatnent with MEN16132 or

I cati bant “&@ﬁ(/ﬁm% 2 %ré%e[f% t (8800¢bi 8P af pfngléﬂ FolltibiE €64 €9 rih) G¥etaesh 5%

respectively the nunber Inflammtory cells present in the aifways after

pre- tq ea?gﬁ‘f‘% ¥hd %%Fx?gg%%ﬂg??%@ﬁﬁ&%? Wil faahARebryoteBs GrégedtOinTthe

sol ution 15 mn) ced c infiltration by 8% "Co-adm ni stration of

a kinin Bg (a68PiREr Z)'i‘&-ag%ytﬁfen_( Melth 6 PE32whilel @akamatiasonk! therosol of a

dexanet hasone; at the doses i1ndicated above, inhibited by about 50% cell

| nfi1Urat pa i/ SoRioAPIST Bf mlifiP rétliceael MfAfufiefl BysédS wi th a marked,
unexpected synergic effect between the two classes of “conpound. Sim |l ar

findings were eoRLadMessWatiBnaBfi A Minik _qsgq%elsptdrnaﬁw hiS (MENYBRB2 abf Way
muscle cells stinmulated for 24 hours with 1 ng/m LPS, where an

appr oxi maf gk ah6y holtH ddeiRégRsbhe ! B8 AECHHSEY eRdRhtE D ARS RRSItYE by
conpared with the control. MEN16132 or icatibant at 100 nM reduced

G oot R 9 DR b by gt LS
receptor anipgPMnatkddVENNneRpdSedOsynergic effect between the two classes of
compound.
Similar findings were obtained with an in vitro model, in cultures of
human airway muscle cells stimulated for 24 hours with 1 pg/ml LPS, where
15 an approximately 16-fold increase in the production of PGE2 was observed
compared with the control.
MEN16132 or icatibant at 100 nM reduced LPS-induced release of
PGE?2 by 39% and 30% respectively, while dexamethasone (1 pM) reduced it
by 45%. Combined treatment with a B, receptor antagonist (MEN16132 or
20 icatibant) and dexamethasone abolished LPS-induced production of PGE2.
In this invention, especially in the description of compounds with a

peptide structure, the following abbreviations have been used for some

non-natural amino acids: Nal = naphthyl-alanine; NMePhe = N-methyl-

phenylalanine, Oic = octahydroindol-2-carboxylic acid, Hyp =
25 hydroxyproline, Igl = aminoindanecarboxylic acid, Cpg = 1-
aminocyclopentanecarboxylic acid, Tic = 1,2,3,4-tetrahydroisoquinoline-3-

carboxylic acid, F5F = pentafluorophenylalanine.



i cati bant) and dexamet hasone abol i shed LPS-induced production of PGE2. In
this invention, especially in the description of conpounds with a peptide
st ruct ur eyotznm/dsdol owi ng abbrevi ati ons have been used fecT@ro®onoss4nat ur al
am no aci ds: Nal = naphthyl -al ani ne; NI\/F he = N-net hyl phenyl alanine, Gc =
oct ahydr oi ndol - 2- carboxylic acid, Hyp = hydroxyproline, Igl =

am noi ndanecar boxylic acid, Cpg = 1- am nocycl opentanecarboxylic acid, Tic
= 1,2, 3, 4GIcALIMHYdr 0i soqui nol i ne-3- carboxylic acid, F5F =

pent af | uor ophenyl al ani ne. CLAIM5 1. A pharmaceuti cal conposition conpri sing,
as the active ingredients, a corticosteroid and a B2 kinin receptor

ant agoni st, together with pharmaceutically acceptable carriers and

exci pi ent 4, whéy pharmayeytiealcepmpesiiiosy 6PMPTHIRGeAS ABe ACHVEMZGHERELi . i s
sel ected from Cortisone, Hydrocortisone, Becl omet hasone, Betanethasone,
Budesoni deortBestensihasomd, | Bt Heiddme, TEEEDINTs 0 PREAZOMSty o clOBEhfE, Wit

Fl uticasone, Methyl predni sol one, Mt hyl predni sone, Paranmet hasone,

Pr edni S0l phermaeswtmlsorenewtablst ¢asrigrs gnd gxcHuChtS: WhFTCHH ester with
acetic, benzoic, caproic, succinic, phosphoric, propionic or valerig¢ acid,
or in the formapfthgcsoshrerteraiyl, t eishe natural PECaMR U&nt‘ég@ﬁi/eé?tte‘ils rom
selected from - H D Arg-Arg-Pro-Hyp-dy-I1gl-Ser-D F5F1gl-Arg- 04

H Ar g- Ar g- Pr o- HypCartysang, - SgiY@OICQFU@T@sAr g3qglpmethasone, Betamethasone,
H D Arg- Arg- Pro- Hyp-Qd y-Thi - Ser- D-Ti c- G c- Ar g- (lcatibant); - . .
4-12-T1([[3-(3-Br g%’gdgsqm@iﬁw - i Megamsithasoney) py%&%ﬁ@%e, Flunisolide,
oxynet hyl ) - 2, 4-di chl or o- phenyl ] - net hyl - car banoyl ] - net hyl ) - )

c aBr/bam)gl i_ vi nyl ]quqog;q'%@t h hltg@,qga%i dg[;eth}?lprgdr]nsgfone)f Methylprednlsone,
3-(6 '16\((): etylam no ggrr:;rr?ét?lagogé,)Prl\el_dglgs[ozlbge,d"ll"l(':iglngcrigofon(e? orﬁ?fo%'u@“{n”t Ie:I Porm

of an ester with acetic, benzoic, caproic, succinic, phosphoric,
propionic or valeric acid, or in the form of acetonide;

b) the B2 kinin receptor antagonist is selected from:

- H-D-Arg-Arg-Pro-Hyp-Gly-Igl-Ser-D-F5F-Igl-Arg-OH,;

15 - H-Arg-Arg-Pro-Hyp-Gly-Igl-Ser-D-Igl-Oic-Arg-OH,;

- H-D-Arg-Arg-Pro-Hyp-Gly-Thi-Ser-D-Tic-Oic-Arg-OH (Icatibant);

- 4-[2-[([[3-(3-Bromo-2-methyl-imidazo[1.2-a]pyridine-8-yl
oxymethyl)-2,4-dichloro-phenyl]-methyl-carbamoyl]-methyl)-
carbamoyl]-vinyl]-N,N-dimethyl-benzamide;

20 - 3-(6-Acetylamino-pyridin-3-yl)-N-([[2,4-dichloro-3-(2-methyl-
quinolin-8-yl oxymethyl)-phenyl]-methyl-carbamoyl]-methyl)-
acrylamide;

- 1-[2,4-Dichloro-3-(2,4-dimethyl-quinolin-8-yl oxymethyl)-benzene
sulfonyl]-pyrrolidine-2-carboxylic acid [3-(4-carbamidoyl-
25 benzoylamino)-propyl]-amide (Anatibant);
- Bradizide;
- 4-(4-[1-[2,4-Dichloro-3-(2,4-dimethyl-quinolin-8-yl oxymethyl)-

benzenesulfonyl]-pyrrolidine-2-carbonyl]-piperazine-1-carbonyl)-



8-yl oxynet hyl)-phenyl]-net hyl - carbanoyl ] -nethyl)- acryl am de; -

| -[2, 4-Di chl oro-3-(2, 4-di net hyl - qui nol i n-8-yl oxynet hyl)-benzene

sul f onyl JwWpyproglod@ine- 2- car boxyl i ¢ acid [ 3- (4-car bam dopCharzaloadsuno) -
propyl ]-am de (Anatibant); - Bradizide;jg

4-(4-11-[2,4-D chl oro-3-(2, 4-di net hyl - qui nol i n- 8-yl oxynet hyl) -

benzenesul f onyl ] rrol.idi ne-2-carbonyl]-pi perazi ne-|-carbonyl)-benzam di ne
2- [ 5- (4- CGyano- l?@ﬁ%’?’l‘ﬁhqanethyl-l H pyrrol -2-yl ]-N-[2, 4-di chl or o-

o B §ﬁ§%{q309§%g;g§ Wy ¥&hggﬁr G AP isfelre 2’

single bond or a Xis hyd :
-NRLR2 wherein r}’%ﬁ%ﬁgyﬁ rTl%(i’1 §e¥| ently frd %ﬁéh\élacﬁr}he&%fﬁilgﬁ&ﬂ %1 or a
group sel ected froga ’é{] ethyl, n-propyl, isopropyl; Y is a quaternary
anmoni um - NR3R4ARS R3 R4, R5, independently from one another, are

met hyl_, ethyl, n- I rop i.sobutyl, n-pentyl;
pharnﬁkeutlcal1y %%Eé?gﬁ galgﬁgﬁﬁ?é rs and enantiomeric m xtures
thereof.2. A pharnaceutlcal conp05|t|on according to claim1l1, wherein the
B2 kinin receptor antagoni st iﬂ i cati bant or a conmpound of general formnula

(1).

X
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N CHs
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Cl Cl ||'| 0
N
>5 N X
0 k/NWY
O n
(D
wherein
10 R is hydrogen or methyl;

W represents a single bond or an oxygen atom;

n=23,4;

X is hydrogen or an amine group -NR1R2 wherein R1 and R2 are,
independently from one another, hydrogen or a group selected from methyl,

15  ethyl, n-propyl, isopropyl;

Y is a quaternary ammonium -NR3R4RS5 wherein R3, R4, RS,
independently from one another, are methyl, ethyl, n-propyl, isopropyl, butyl,
isobutyl,
n-pentyl;

20 pharmaceutically acceptable salts, enantiomers and enantiomeric

mixtures thereof.



3. A pharmaceutical conposition according to claim2, wherein said B2 kinin
receptor antagonist is, in accordance with the general formula (1), the
conpound WO-208)00369ilno- 5- (4- {4-[2, 4-di chl oro- 3- (2, 4- di MPCH{EP2@PQIOMSHT n- 8-

yl oxynet hyl ) - benzenesul f onyl am no] -t et 6hydr 0- pi ran-4-car bonyl } - pi perazinl -
yl)-5-0xo-pentyl]-trinethyl-amoniuma$S a salt with hydrochloric, acetic,
sul furic, trifluoroacetic, methanesul fonic, succinic.or edetic.acid,

pref erabld in Aheharsranesticsl COMPRYHRROATLOTAMS tPdelaimER) VEReSIN th? B2

phar maceuti cal composition according to clains 1-3 erein.the a nt of
corti costkeRbl EEOSPIOAMGBENHS SRR tRANL o eOHBOYHE ,e‘}ﬁréfg‘?rélbll‘lﬁr@.'l- 10 ny.

5. A pharmaceutical conposition accqrding tq.clai 1- erein t. nount
of B2 ki i-n re%e;ma:rmwwahi@mmtlgnr@@rgﬂ%&éﬁﬁmﬁ’a}%@?% 92920-5

to 2x10-2, preferably from 1x10-4 to 1x10-2, ngr%gréref ergbﬂo frlo 3x10-4 to
6x10- 3 mikKinimseeaptor dntaEPHAHLHGN ACERTI3REENY 18 thoeRaRATS )élﬂﬁ‘g’i?n bri®% 0. 05

to 17, fromO0.09 to 9 and fromO0.26 tao.5 er single.uni osage,.
respeét i v@gpownd A ;fﬁ‘a(%ééﬁ’tﬂ%é’r&cé‘ﬁggs‘}‘gi?gﬂoé%'éétgflhﬁlm%&é'ﬂﬁ%’g&inﬁ'
which is in the formof an intra-articular, or, intrab rsa{é inﬂtectable
sol ut i on Y8pxymeshyDesuenseyltonylsmispddieahydeampiiadatcagerny s BIREg Ra)
bandage, eye drops, spray .or aeyosol spolutions, .nas a 7. A .
phar naceut-ybap-mpes Xlﬂ‘éﬁnbf’égﬁ{’amo?’dmél 33 gt Mﬁ-lneﬁ‘ﬁpé’i(%@l%‘ﬁ’l peetic,
antagonist is.in the formof a crystglline, anmorphous o |ygphil.salid, to
be di SSOl%ﬁlrtﬁ:iMQ%OGg@l?’ﬂnﬁt}m%éP BH“‘othCﬁ?IHFpﬁ eéfeé’&r {‘%@28{%@6@83’98 gi ve

an intraarticular_or intrabursal_ jnjec tion. 8 A pharnmaceuti cal
conposi t ith8 fQé@o‘PﬁbﬁghY‘i)‘o@ x‘i’rﬁ% c@ioﬁ&qﬁ@ﬁ%ﬁl%% i ning, independently from
one anot her, a phosphate or citrate.salt as uffer,. sodi IIIfg cv%ori.de as a

toni d0ty gentA BbaTmArSHEHr EOBPOSIHATE AGCOLINRe tO ¢laims erein the

amount of corticosteroid per single dosage unit is 0.05-100 mg, preferably

0.1-10 mg.

S. A pharmaceutical composition according to claims 1-4, wherein the

amount of B2 kinin receptor antagonist per single dosage unit ranges from
15 6x10-5 to 2x10-2, preferably from 1x10-4 to 1x10-2, more preferably from

3x10-4 to 6x10-3 millimoles, corresponding to an amount of MEN16132

ranging from 0.05 to 17, from 0.09 to 9 and from 0.26 to 5 mg per single unit

dosage, respectively.

6. A pharmaceutical composition according to claims 1-5, which is in the
20 form of an intra-articular or intrabursal injectable solution or in a transdermal

form selected from cream, gel, transdermal bandage, eye drops, spray or

aerosol solutions, nasal spray.

7. A pharmaceutical composition according to claim 6, wherein the kinin

antagonist is in the form of a crystalline, amorphous o lyophil solid, to be
25  dissolved prior to use in a solution containing a corticosteroid to give an intra-

articular or intrabursal injectable solution.

8. A pharmaceutical composition according to claims 1-7 further

containing, independently from one another, a phosphate or citrate salt as a



and chel ating agent. 9. The use of a conbination of a corticosteroid and a
B2 kinin receptor antagonist according to claim1, for the preparation of a
medi camerwoforo/tb@1pr eventi on or therapy of articul ar i rCirareemwioosss7 | esi on
and degeneration, in particular osteoart;hritis and post-traumatic
ostega{thritis, osteoarthrosis (gonarthiosis, spondylarthrosis),

spondyl osi s, synovitis, tenosynovitis, bursitis, contusion, distortion,

di sl ocat i wH fensosismgrBlasida pd@ t%elttfrﬁ%ﬁqth?%%&mfffﬂ%‘& 25 AR SBLY Gt h
alterations such as osteochondrosis, dysplasias. 10. The use of a

conbi nat i & ehelativgrageddst eroi d and a B2 kinin receptor antagoni st

according to claiml1, for the preparation af medi camen r_the

gr event: o andTheegisgpgt & c9 4%‘?‘6@3 3 rcgﬁlc?%?f%fﬁr@?‘iﬁre@nb(é %I“Pfél receptor

er mat ol ogi cal and opht hal nol pgi cal _affections, .eithfr allergic o na{
i the

(t:)hr oni ¢ cANtagaRist assprdingl tr plaimsd hdar the,preRIratiog,at AR
ronchopat hy, burn deymatitis (hy heat .or sun), dernmatitis,or eczema b
e fibg, 1 d i
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bursitis, contusion, d.istortion, dislocation and sub-dislocation, and in
arthropathy also caused by growth alterations such as osteochondrosis,
10 dysplasias.
10. The use of a combination of a corticosteroid and a B2 kinin receptor
antagonist according to claim 1, for the preparation of a medicament for the
prevention and therapy of respiratory tract inflammation of the dermatological
and ophthalmological affeétions, either allergic or not, chronic or acute,
15 particularly asthma, rhinitis, obstructive chronic bronchopathy, burn
dermatitis (by heat or sun), dermatitis or eczema by exposure to allergenic or
irritating substances, atopic dermatitis, autoimmune dermatitis (psoriasis),
blepharitis, conjunctivitis and blepharoconjunctivitis.
11. The use of a combination of a corticosteroid and a B2 kinin receptor

20 antagonist according to claims 9 or 10, wherein said B2 kinin receptor

antagonist is MEN16132.



