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PHARMACEUTI CAL COVPCSI TI ONS CONTAI NI NG BRADYKI NI N
ANTAGONI STS AND HYALURONI C ACI D, AND USES THEREOF
WO-@ERDs3H7 | NVENTI ON The i nvention relates to PCT/EP2008/009451
phar maceuti cal conpositionst containing, as the active
ingredients, a mxture of a hyaluronic acid polyner
Wi th a bradykinin B2 receptor antagonist. Said
PIOARMACEETHaAL (C OMP QSEEFONS \CONTEATNINGnBRADYKININ
treatment of degenerative joint diseases such as
ANTAGONISTS A j ' USkES THEREOF
OF THE ART GOsteoarthritis (OQA), also known as
degenerative joint disease, is a painful, progressive,
degenerative disorder of the joints. The main

pat hEBEYID DBJINEENEEOX t eri stics of OA are

destruction and | oss of joint cartilage, hypertrophy,

i nf | Ameeinvontion ml@esw&aman@mdr@maﬂﬂtmﬁmmmg, as the

swelling of the joint. These effects produce synptons .
agtic) ingroshents, stmixpes ofandyrbyenis apihpelwner midh g jradykinin

i ncidence of QA in the elder|ly popul ation,_ associated L
BRi xaseptay antegenisé. Saidaoempgsitianschavg peevart gspecially effective in

i ndi cates that the nunber of patients affected by this, .
thy deeatmentsof | deggnarativeciaint ediseassisdsreh| §s | psteparthritis using
.. near future. OA patients consider pain reduction to be
Inted-priigylar ImeCtionst heir quality of life. No drugs

whi ch StOE t he gilggress of this disorder are currently

avai BAAEE OFTHE ARG treatnents are mainly designed

to reduce the pajn synpto and regain the.joint ) )

f uncPstaearguitis Qi 2 135, gieggperative joint disease, is a

antj-inflammatory drugs (NSAI Ds) e wdely prescrib :
paigul, nPHOBERISHERT  BESTRATALY S %?%‘g{ﬁt (i 1 fHe mnéﬁferfﬂe main
| ong-term use, of said drugs be acconpani ed by ..
PARORI Va9 RECa! eqhaée%,rlsggge%f 354\3/ axg deatiictiom @ath Jogs of joint

| eyel . . .
cart1\iage, 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
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 progress of this disorder are currently
available. The existing treatments are mainly designed to reduce the pain
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. Intra-articular injection of

corticosteroids reduces the associated inflammation and pain, but they are
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(ulcers) and in ternms of platelet aggregation.
Intra-articular injection of corticosteroids reduces

wo beomessori at ed i nfl anmati on and pain, but theRCT/EP2008/009451

arerarely used as their effectyis short-lived. There
is consequently a clear need for new therapeutic

rBRE0 Bt B8 et B SHBR T B ThPle s eyt clgar need for

B 8?%%519 %ﬁ‘é'eﬂs {f2r Bab G phin PGP ORRRARAGR fs§ptibted with

wei ght (kininogens) follow ng attack by
o(g{r%?%?n@gﬂéa th peptidase activity (kallikreins). Kinin

A0 R S REIACHS SRR ogapl pepides
r1 b 'ir%écﬁha)?%lcy rd%h\)elnffrgﬁf Io&%rg;é\réﬁglété:% Bhgeh %ﬁﬁ%gﬁﬁr weight

ave een P naco odgl Ca arac

(Eﬁl‘f%@ééﬂs&s 'o%nng;‘at{gcﬁylisg%g 80 WATR $@8Hﬁg§é Bgﬁbﬁgl(kallikreins)

con TES ron Is

Ksihiﬂmlitor%da?fo d °V§Ct1\%ﬂgg bﬁl Bzve{rﬁﬁ?ft %rlrcu\mét%ﬁcéss involving

const i Ironal | y~ expressed by man
, 2 e [
EHORE ML ATV SO SRR v
iffadiBa % , and is involved in the release of
pro-in Iannatory and hyperal gesic nediators. It has

T K A L v o
réc‘éﬁgoLbe\?H ?-nli‘%tgll?' gif;@%seé&d e?%@rﬁxdlné c#ﬁ%ns but whose

ovi al rer reover

ilgﬁlte:s%%tnsls Hlﬁ‘lc@a fﬁ?@%ﬁfnﬁ?%sp&f leégﬁ,lngnd Qhé )i} ‘f@(#gﬁor which

ng the synovi cavity, asts, and

isenanistRniishaltg! ks Péssteaebﬁri)gﬂﬁs |n |ca %nyBﬁatB%ﬁﬁlé through

wi th various prec |n|cal t hat

st@&ﬁ@lzﬁhéﬁ dfethd B h’%céﬁ‘ﬁo"ral@r&dec bt athe” Ri8s¢: iMiPEIM&ERS mediators of

pl asma extravasati on ‘and
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
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.

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 synovial membrane 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 joint cartilage and generates the release of prostaglandins in
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accunul ati on of neutrophils in the synovial nenbrane

of the rat nore effectively than other inflammtion
wore@oasdrs such as substance P, histam ne, andPCT/EP2008/009451

calcitonin gene-rel ated peptide. Mreover, BK reduces

t he proteogl ycans content in the joint cartilage and

generates the rel ease of prostagl andins innmurine OA

npriRe OA saedelsy adyki nin B2 receptor antagonists have

proved effective .in_inhibiting inflammatory event agﬁ% . .

hy pePemfe fradykiniar Bougeasiionl a8tpgenists shaf@dérrg.veaf gHective in
its. release, BK excites and sensitises the sensory ..
infipiténg j1pHlammatary; eivearts and fxweelaalgﬁ%m 15y veripus agimpj synovitis

clinical significance of BK has been denonstrated in a

Il trial conducted on 58 patients with

synpt ot c of the knee, in which a single

i nt r Aflgr it gelepsadRinexaifen padh sgnsifises dhe pepiory nerve fibres that
.antagoni st icati bant 590 ng/1 m) reduced the
innargats the Aticylantansulte knee to a greater extent than

e g Rts(rSabohe el BRSSP Y phse 1 v
Al A o ST s
intF P HRHAT SAITTITAS ot R o SEARIOR ARIAERIIES Gtioeet (20 pe/l mi)
R 11teBS POCEITER AriPagTrolS resratbetHetbakH Shg placebo
(34 PhEnsd, SRR BS Fo QI FE R oR ) AcRA R WAIR OA of the
G et aesulal SR aR ARBanf C % Sphofe Aicctignscone week
B e 8l Rebd S35 e 8 o3 montes ater
tl%gsél?%‘?ﬁedq{ox\émié%gg%oggls&rrgb &> gha éé)sli' %{Ffe\é? 'Y¥s obtained with
negligible or no side effects.

Many bradykinin B2 receptor antagonists have been described in the
literature.

EP370453 describes some compounds with a peptide structure which
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.

WO003103671 describes a group of very powerful non-peptide
bradykinin antagonists. A selection of particularly potent antagonists is
reported in W02006040004, including the compound MEN16132; also these
antagonists have proved highly effective in the prophylaxis and treatment of
osteoarthritis, especially in intra-articular treatments of the knee.

Hyaluronan (also known as hyaluronic acid or hyaluronate) is a non-

sulphated glycosaminoglycan widely distributed in the endothelial,
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bradyki ni n antagoni sts. A selection of particularly

potent antagonists is reported in WX2006040004,
WO pwboeEsny t he compound MEN 6132; al so t hese PCT/EP2008/009451

ant agoni sts have proved hi ghl % effective in the

prophyl axi s and treatnent of oOsteoarthritis,

especially in intra-articular treatnments, of the knee.
cepreaitshapithaliad ardonpiral tisguesrlo s ongqlithg major Components of

x?\f/al uronate) i.s a nonsul phated gl ycgsam nogl y(ian . .
exiraesular smatmty aad; i BCantit SN FTeD 1Rk ek vBroliferation and

epithelial and neural tissues. It | ne of t j or )

T SRR DB AYETR8Q, iR Person We1ghng A0 ﬁ&%&ssli{ggiqrhe@gaﬁﬁ%an in the
contributes t [ [if ti d m tion..

e MR SRl o g S RisCH) every day
hyal uronan in the body, .a third of which is_exchan Fq%'

( br okl Wemanaky aNen o e thes @A3) 08 veAPPRRGIISHES| SHSRARL ifuid, and
.one of the, major conponents_ of synovial fluid, and. .
increasessiss vigeositys dogether w@e{mwlw trs| opst pEithe main; lbricants

ne gi,the mai n Iubgh??nts of .the fluid conponents. £ioi
o&m e LPmRoneRts- Kvalupananals: alse rib HBRPTIGNL jcomponent ot joint
cartilage, where it is foynd as the |in of, each
C%‘éﬂﬁg?,c‘f‘fgﬁlﬁf‘r ae§ffegsld aﬂ;ﬁgp ﬂueﬂgr?fr?éghw(?ﬁg&g@éwra@éfas}-or
trea t of of the knee (Puhl, W, Scharf P ( 7)
A Etalionae Eoz)g. %6917-%@.8)#%%%{1} t‘hffeﬁ}f? Qe (Publ
S, Vi ScQs nment af, on, gonsjsts of eri.es of

oo gt bl o Aok kivan D56 Lok 67300 SwiG gfrsnenys known as

jncrease the viscosity. of the fluids.contained.in,it ..
VISSEFRRIEMRNANANS GEPSISES 1 © HSTICS: A IAMEHONRS BGe Mg Jmee joint

B e BT S o FL b s T BP0 comainea in
1 i ochem cacl1 e.ff%c.ti on the.ctart' | age. cel lt . The f.irst analgesic
WHeIAIEE BRC SHPEORIRG (PG JgUtt SiheRase B ReprafudbEyip, anale
BEREyHE b calpbaieenraovlalta Al anBRRRe TR, dfy = PYavourable
blocrHeht ofiart on (5 FRRISYEeflo, T Bruprodife o thig kind to be
e P et e S ke SRR Is L g, fos been
m(a%ﬁ%l‘l?y Genzyme since 1998. The European Medicines Agency (EMEA)
extended the approval of Hylan GF-20 as a treatment for OA pain to the hip in
2002, and to the ankle and shoulder in 2007. Other products on the market
include Ostenil® (TRB CHEMEDICA), Suplasyn® (MERCKLE
RECORDATI) and GO-ON® (ROTTAPHARM).

A meta-analysis of 18 randomised clinical trials has confirmed the
clinical benefits of Hylan G-F 20 and this class of viscosupplements,
concluding that viscosupplements are superior to a placebo and that many of
them are more effective than steroids in the treatment of pain associated with
OA of the knee (Positive Synvisc Data Published by Cochrane Collaboration
Source, Press Release 2005, May 05, Genzyme Corp).

Structurally, hyaluronan is a polymer consisting of repetitive
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RECORDATI ) and GO-ON(r) (ROTTAPHARM . A neta-anal ysis

of 18 random sed clinical trials has confirned the
wa@bkionioesab7 benefits of Hylan G F 20 and this clBSHEEP{008/009451

vi scosuppl enent's, concl udi ng t;at Vi scosuppl enents are

superior to a placebo and that” many of them are nore

effective than steroids in the treatpent of pain

digassbaride dinits pf Qi-asetylglucasaminpoand sodium glusparepatg. The one

Publ i shed by Cochrane Col | aborati on Source, Press

ured ehosetirpdmatmept 05 QAnis generlpy extrached ufram ycoxcombs, and

hyal uronan i ;s a pol yner, consisting of e

fraspions ot eariens ahedn meoleanias an@hgac@trgalgg Jgeanfinhto 10 million

and sodi um gl ucuronate. The one used for the treatnment

dattoun, ¢an hensolated; The viscosepplestaniation phtect yagies, depending on

fractions of various mean nol ecul ar, wei ght.s, [

. ¢ ( rangi ng .
the salecwlar aveighkandideamstiy) (Gamis oladl, et 5158 4% dihicumatism, 2004,
Vi scosups)l enmentation effect varies, depending on the
SRt @Ry wei ght and density (Gonis et al, Arthritis &
Rheumati sm 2004, 50:314-326). Nunerous rreéorr’}od have
been \3HBS3Ed Msthede hawar Resn oPIaROSEdarkosy  thies, treatment  of
i ncluding the use of BK a oni sts .or hyalyronic .
oa@oart%%@ww%uw 83@3@@%@%@ {hyaturonic acid.
phar i_cal conpositions containi a plural.ity of .
chong\?éégbﬁggﬂ)v sagemgqseﬁnﬁaeugﬁﬁgofﬂ%b@rﬁlaﬁewwl compositions
pr ot ej nase ) inhibitqrs (bradykinin inhibits MWP .
COR IS énP,f“er\B/[;lty o) RBRDABTPROGEGHiRs agERishGlidge Matrix metal
hyal ur onj c { d. . However,, there is,an u need, f or
pEVEuASE MM EL O HBHEOTS of radyivan spbadits AP goiluedion), but no
such as osteo hriti DL SCLOSURE, OF THE | NVENTI ON 1t
IO BaRp LAYy HLFRIREUNG Bt phar maceut i cal

ﬁ;g?&%&;r\ger}:c onrteaiirs]i g gr?mtep enggéi or | g?fre%givgmt%atfar)ents for
degenerative joint diseases such as osteoarthritis.

DISCLOSURE OF THE INVENTION

It has now surprisingly been found that pharmaceutical compositions
containing, as the active ingredients:

- a) hyaluronic acid

- b) a bradykinin B2 receptor antagonist

show surprising efficacy in the treatment of degenerative joint diseases
such as, but not limited to, osteoarthritis.

The present invention relates to pharmaceutical compositions
containing a bradykinin B2 receptor antagonist, the following ones being
preferred:

. 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-Bromo-2-methyl-imidazo[1.2-a]pyridine-8-yl oxymethyl)-
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efficacy in the treatnent of degenerative joint

walk®emesss7 such as, but not linted to, oSteoarpdT/EP1088/009451

The present invention relates to pharmaceutical

conposi tions containing a bradykinin B2 receptor

antagoni st, the foll ow ng ones bei ng_ preferred:

H D- m@dm@om@hwpl]ewihﬂkca@amﬁ methyl)agarbamoyl]-vinyl]-
(B1005 _

HArngf«gxmcmyﬂrulq@n@amlng (ERI6GTH44) - O c- Arg- OH

(B943
1+ D Arlg- Acgtaming myidinerd-y8sN- 43 diions g- ety
(Icatlbant) 4-12-[([[3-(3-Brono-2-neth I-|mdab

2- a]lpmq lifien8-- yl oxymethyl)-phenyl]-methyl-car amoyl]-methyl)-

oxyme l)-2,4-di chl oro-phen - met hyl - car banoyl | - net h
yI) @mﬁ@m,](mmq Nﬁ&ﬁy t)hyl benzani de, (FR

3 ( 61 ﬁ[@eﬁ@l&hiqr@- %ﬁﬂb%dm@eglxquumoéwziwl di cr¥ompethyl)pbenzene
- met hyl qui nol i ne- 8-y

oxynewlmylopyb]hemp}mmﬂymrbamaﬁoy|] agtdhy| ) - [3-(4-carbamidoyl-
acr yI am de, (FR173657 _or FK36 IF)

| - [ 2banzedamine)-propyl-amids, KLF16008 3 Amatidapt)

ogzrﬁiﬂ%—/d ﬁﬁgﬁg&ﬁgg&;ﬁp£24a@1@ethyl qumohne -8-yl oxymethyl)-
Egoééqﬁz""é@gm g%ﬁpjbagrnlil Il)f}rrpo d1ne onyﬁ%l%%raélng-l-carbonyl)-

4-(4-[1-12,4-Di 03(24d|methyl qui nol i ne- 8-yl
oxyn@?%@ldlﬂ%ﬂé%]egowﬁ

§|“£ "’z“ﬁsy&ﬂag%%gée'r?io& RSB FHBFh 2 Ao
ot b Sl R T ) S TP fethyT-hed mide,

Séﬁp"ﬁmﬁ'(g??fi% Folseo %%b%@ﬁ%@bﬁ@f@&%er%wng general
for r‘iU (?)

\

d ﬁa“
)
(D
wherein
- R is hydrogen or methyl

- W represents a simple bond or an O atom

- n=3,4
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wherein R is hydrogen or nmethyl Wrepresents a sinple

bond or an O atomn = 3, 4X is hydrogen or a -NRLR2
w@eino6ooup i n which R and R2 can be i ndepenBenEP300£609451

one anot her hydrogen or a group sel ected from net hyl,

ethyl n-propyl, isopropyl, Y i's a quaternary anmoni um

(- NR3BR4AR5) +A in_which R3, R4, R5 can be indep ncilently

of one andk Hehydzagep or arMR1R2 anaawgrowdarwgw 1 R1 and R2 can

butyl, isobutyl, n-pentyl_ and A iIS-; an anion of a

phar maceubpchidependentby 0ff engcanpt Phg'ly rogen or a group selected

phar macol qgi cal | y acceptable salts, enagntioners and

enant i onefram meghytexthyharepylAserioRylpur poses of

this invention, a pharmaceutically ahl.e _acid. i

an aci d s&l & LeAU3tEHATNIDRMIYM &ﬁﬁ‘é%%&% dn which R3, R4,
phosphori ¢, carhonjc, aceti¢, sul phuric,

trifluor oROefiR, wdﬁmgaﬁa ¥rofcong anothere methyl; gthyl n-propyl,
mal ic, malonic, Ci Eri j edetic acid; ere the. anion .
carries tWwOPEPPHbr Buhdgdsrhutylndt-geatylaaufiafy e 2p anion of a

fractional val ue. g the conmpounds of general
fornul a (P??rr{lﬁ%eth&ﬁ‘f@%%wﬁcﬁ%@; is particularly
preferred: . . . .
(4-( @;e- mﬁﬁﬁaasol(ozglqaih[ acgepiable seliss epgntiomersand garptiomeric
al i ne- 8-yl

nyXiHFes ﬁg‘i"‘g‘g—ogenzenesul phonyl am no] - t et r ahydr o- pyr an- 4-

o e BRI R i e P LR O acia i
RN I R AN S ——
B BN LG 5t Pt matoic,
cxg%{a::,\%rg%ﬁécag? ;ing/h%%g qhg %hidn n(%%plegt%lweocglr Hord inggatltive charges, A’
shall be a fractional value.

Among the compounds of general formula (I), the following compound
is particularly preferred: (4-(S)-Amino-5-(4-{4-[2,4-dichloro-3-(2,4-dimethyl-
quinoline-8-yl oxymethyl)-benzenesulphonylamino]-tetrahydro-pyran-4-
carbonyl}-piperazin-1-yl)-5-oxo-pentyl]-trimethyl-ammonium, in salified
form with ions formally deriving from an acid selected from hydrochloric,
acetic, sulphuric, trifluoroacetic, methanesulphonic, succinic and edetic acids;
chloride dihydrochloride is the compound defined as MEN16132 (MW 871.5).

The hyaluronic acid used has a mean molecular weight between 0.5 and
10 million daltons, and preferably between 4 and 9 million daltons; absolutely
preferred is the hyaluronic acid with a mean MW between 5 and 8 million
daltons, as is or in the forms of the sodium or potassium salt.

The compositions according to the invention contain an amount of

bradykinin antagonist per dose between 5.7x10” and 2.3x10” mmols (which,

in the case of MEN16132, corresponds to an approximate amount of 0.05 to
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10 mllion daltons, and preferably between 4 and 9
mllion daltons; absolutely preferred is the

whyabwoesni c acid with a mean MV between 5 and BCTEP100©009451
daltons, as is or in the for of the sodium or
potassium salt. The conpositions according to the

2arenoR %a%ﬂx@wtsvae%a? 30 330G ol (Hihieln, in the case
ARG St arg,%g;zc?@a@%@aﬁaﬁgﬁﬁgfgg@% e, n
CEG rBaH RIS ArBbh DEPIF K L0 anithis Gx L0 ol oCich, in the
chrror EMBMIBNS2] FonRebedeoi RBRIGHTL, @?ﬁ??lg?rp%fn@?' Stlg s me).

an agg{ xi mat e.anount of 0,25 to.5

compIBid COMP o EaNS GcacAtlR BRIRTETAAd & i amount of 1 to
1303RE, wrbprcllenly éaf'oqize""”d BT 358 ackor di ng o This.
LEX?E&%@E?S@QF 2)° JotBhtdishs EePraing docithise jpgention can also
uid and semslld ha% eutlc orns suitable for
CFBHL B A ATS PRAFTBHEL cEiflenae T e
ar HEg: Hiy ”aaﬁt%‘:“ﬁ%%raﬁ‘éqelﬁfﬁﬁif Zfﬁ%l?eﬂ%mshwag e for topical
'”“""Er@?ﬁil A R iSRS cARS s EbbsoR tefiSlenmal  patches, are
PIHERRRG ot PETioR ) CORRE T IR R i Aftioylanngr ofprabursal
1%8%3)1%{ §€ﬁ|:1|§, oa%}:?(%h lé%l% gl bgaﬁgzérﬁlﬁln?ﬁméﬁltl&? rhg[&ch as semisolid
cg%:lj e?&grfﬁ%kiﬁs‘ (g?} §8£ %ﬁ@%anss gi% ' Clﬁ(beflgﬁﬁaéjaﬁlcal form

e pro queéd PAY It ho

| st Bf h I'I%b%thgrétﬁl stog'ﬁe %rrtalyﬁf %B?ﬁ'ﬁﬁnents are in a dry
ple s suc I'nders Sintegran [
fcﬁ{r?bhéésqgfef a;g%llnll'ﬁghs t8Nsk Cr?!:@ﬁﬂﬁp&:d ey da‘}f’“aqtﬁhﬁﬁs solution or

1 'ncCl S5I'owrelease torns

ot 5aRLBIPOLNITRE Bel}@MAe! N Phar maceut i cal

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.

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
glycols, or polyalcohols such as ethylene glycol.

Preservatives or chelating agents may also be used, sodium edetate and



10

15

20

25

technol ogy. Pharmaceutically acceptabl e

carriers/excipients such as solvents, preservatives
W@ amb/06s50ant i oxi dants and/ or chel ati ng agents BETEP2008/009451

antimcrobials, isotonicity r%gulators, and buffer

systens are preferred for the”preparation of |iquid

fornms suitable for injectable use. Water is_pref rabl?
sediuzp| metabiswpbitepbying myetagred| ¢adt antsmisrohdals) j-"&sl alcohol

or pol yal cohols such as ethylene glycol. Preservatives
béﬂ%&Pﬁﬂﬂ@Hﬁdg agents may al so be used, sodium edetate

andsodi um net abj sul phite peing prefer eg* an X . .

ant i APEHYD @M@,rldfeﬁmnaantteiuﬂre bléarﬁgug}r anelerredRp dgptonicity

chl oride or mannitol are particularly preferred as
regdeibcity regul ators. The preferred buffer systens

can be the conplex of salts for the phosphate an

ci trdhe prefesied Hudfesr sysigms, GLaHelﬂFoﬁ?ﬁ &O’%B](ﬂxurﬂ%oﬁalts for the

otassiumsalts. In this inventi.on, especiaglly.in the .

pae aftﬁtq%cﬁfatéo%ﬁf%d@e\fﬂaﬁx 1Be‘ﬁ‘@i g)é“kl‘)%x%{q}}l@ Of rRetasstum

foll ow ng abbrevi ati ons have been used for sone

S -natural am no acids: Nal = naphthyl -al ani ne;
NMePhe = N-net hyl phenyl al anine,, O¢c =, . .
oot aﬁilcﬂ“bﬁ h‘él%?ntEQIba?ﬁ{S&‘/‘I‘ﬁX 1510#166 dc,qssﬁrlgtlon of compounds with a

droxyprol i ne, = am noi,ndanecar boxyl i c,aci

peHS sty ope n iRt AYER A, Dve been used Jfor some
b i, Yok o ! g ALK LGAFLE ety
phgLalathene Bocor oo SRS L s -

RN SR EE R I Rl
agii&oé\lycﬁgpergfa%écgr%og(vlé' 5a’cid, Tic = 1,2,3,4-tetrahydroisoquinoline-3-
carboxylic acid, F5F = pentafluorophenylalanine,

Typical examples of formulations according to this invention are:

1. Hyaluronic acid, sodium salt, with a mean molecular weight
between 0.5 and 10 million daltons, 5-20 mg, MEN-16132 0.25-5
mg, in saline solution (0.9% NaCl), 0.1 N HCI q.s. to pH 4.5,
water q.s. to 1 ml.

2. Hyaluronic acid, sodium salt, with a mean molecular weight
between 0.5 and 10 million daltons, 5-20 mg, MEN-16132 0.25-5
mg, in saline solution (0.9% NaCl), 0.1 N HCI q.s. to pH 6, water
g.s. to 1 ml.

3. Hyaluronic acid, sodium salt, with a mean molecular weight
between 0.5 and 10 million daltons, 5-20 mg, MEN-16132 0.25-5
mg, in saline solution (0.9% NaCl), phosphate buffer (pH 6-8),

water g.s. to 1 ml.

4. Hyaluronic acid, sodium salt, with a mean molecular weight
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water g.s. to 1 m. 2. Hyaluronic acid, sodiumsalt,
with a nmean nol ecul ar wei ght between 0.5 and 10
waorzdobjoersodal t ons, 5-20 ng, MEN- 16132 0. 25-5 ngPCT/RP2008/009451

saline solution (0.9% Nad ), 1 NHO g.s. to pH 6,

water g.s. to 1 m. 3. Hyalurohic acid, sodiumsalt,

with a nmean nol ecul ar wej ght.. bet ween 0 and 10

mllion dRFtween O 2ndnd) rm}éwqé&hgn@. Osmgy MEN-16132 0.25-5
saline solution (0.9% NaC) 0S te buffer (p

6-8), wat 88.ghssaling &olmlpnio-%ﬁﬁhi%tra& EP@SEPM-S), water

salt, with a nean_ nol ecul ar wei ght between 0.5 and 10
mllion d4i% dfd, md. 20 ny, MEN-16132 0.25-5 ng, in

saline solution (0.9% Nad.), citr.at uf fer H 6-8)

wat eg- q. s.bxttedn]?oﬁ? . PSé?PaEﬁEleﬂp&rbéalﬁPap Yat ﬁ%éﬁg Pg; iéEN-mBZ,
by di ssol yi MEN- 16132, 0..25-5 , in_ lyophilised X
form w tﬁ-%g'éomﬁai Bh MPpgﬂ}%ﬂeGr e, Xatha §Bh}?t&?ﬁ1 <@fi hyaluronic

(roan ol go o wel 91 Detueen % 300 0oRl bekfen .5 and 10
Fyal ur oni EnHapR Qalsbism 5Py gk Wit BassRAtechuger in saline
;A?a?ihtbagftsw&gggg{?@}ﬁf%gr%&%ﬁ 2 si ﬁézgolrrgfi on

(0, 9% NGl Bhospreti sty GBI S8k p'Shen hilpchf weigh
vent v B P Ul 1hd 1ACRERNNERKS 808 LS B bane (v
degener a5 0, SR SR T KACIR hosphat
osteoart bl bed HACER)! Wakdd §:s. 8! arthritis);

The pharmaceutical compositions according to the invention are useful
in the prophylaxis and treatment of inflammatory, autoimmune, traumatic and
degenerative joint diseases such as osteoarthritis and post-traumatic
osteoarthritis, degenerative osteoarthritis (gonarthritis, spondylarthritis);
spondylosis, synovitis, tenosynovitis, bursitis, contusions, sprains,
dislocations and subluxations, and in joint diseases caused by developmental
alterations such as osteochondritis and dyspllasia.

The dose can vary according to age and the patient’s general state of
health, the nature and gravity of the disease or disorder, and the route and type
of administration. In the case of intra-articular use in an adult human patient,
the use of the pharmaceutical compositions according to the invention could
involve a weekly dose (in a single administration) of bradykinin antagonist
amounting to between 2.9x10™ and 5.7x10” mmols (which, in the case of
MEN16132, corresponds to approx. 0.25 to 5 mg) and between 5 and 20 mg of
hyaluronic acid.

The following examples illustrate the invention in greater detail:
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spondyl osi's, synovitis, tenosynovitis, bursitis,

cont usi ons, sprains, dislocations and subl uxati ons,
w@anesspoi nt di seases caused by devel opnent al PCT/EP2008/009451

al terations such as osteochongiltls and dyspla5|a The

dose can vary according to age and the patient's

general state of health, the nature and gravity of the

dise&%@HERL£ﬁsorder and the route and type of

adm pj strati.on t case, of tra-articular yse in.

an aébi Humﬁﬁna élb @fﬁun’c W@hs@‘&‘f & H’ée"b‘hamﬁg‘i‘éﬂi“f dgeight of 6
nposj tions gccor nventi on,coul d i.nvo 0

nﬁmdaﬁl tonss d 2@&&8@2% gt ﬂat%a&ﬁsﬁ 3glution (5% Nacy),

oaiﬁ‘i%&?al%té"hﬁ%"ﬁ'f’vfmarg?”%o'n’?ﬁnt Fopeiagsed in pre-filled

2?& sponds to approx. 0.25 to 5 nm) and betvveen 5 and
Wé N@Fst uroni ¢ acid. The foll owi ng exanpl es

LLLFE&%M%' eodi umsal e w th a mean mol ecul ar
| n sgtyag%r%fgnul?‘%lggns(f{f llgf%or[%g&’)m %1116(#%@(30 afgﬂf’eight of 6
gy V&%‘@&s‘é g AL, S\ 3 5ol AiGfeb"0.9% wach),

oo g AR bife N an ad g g W%@t‘)“ﬁ@g? water g.s.
AL DTt PR,
Thenﬁ»&w&am BB ur onic aci o, péﬁdf um salt, me- {“ h ZVLLQ%GS'
sisz Bt ?%ctlgaﬁO%éu@oﬁaﬁr oKtk Sosarres B pegieht of 6
ng}lh%rbg%}tﬁns,r fmgl é\gﬁil\ﬂlgwi 9. 7 nrq% 1r;rr§glln8|sli')tlu8 I(?).9% NaCl),
0.1N HCI g.s. to pH 4.5, water q.s. to 1 ml. The solution is placed in pre-filled
2.25 ml syringes.

Example 4

Hyaluronic acid, sodium salt, with a mean molecular weight of 6
million daltons, 10 mg, in saline solution (0.9% NaCl), containing phosphate
buffer (Na,HPO, 0.16 mg, NaH,PO, 0.04 mg), water q.s. to 1 ml. MEN16132,
in lyophilised form, is dissolved with the solution described above.

Example 5

Hyaluronic acid, sodium salt, with a mean molecular weight of 6
million daltons, 10 mg, icatibant 0.5 mg, in saline solution (0.9% NaCl),
containing phosphate buffer ((Na,HPO, 0.16 mg, NaH,PO, 0.04 mg), water
q.s. to 1 ml. The solution is placed in pre-filled 2.25 ml syringes.

Biological activity

The activity of MEN16132, icatibant and hyaluronic acid was measured

in an experimental model of osteoarthritis induced by intra-articular injection
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2.25 m syringes. Exanple 4 Hyal uronic acid, sodium

salt, with a nean nol ecular weight of 6 mllion
waoladoboessy7 10 ng, in saline solution (0.9% NaC PCT/EP2008/009451

cont ai ni ng phosphate buffer (Na2HPO4 0.16 ng, NaH2PO4

0.04 ng), water g.s. to 1 m. N16132, in |yophilised

o R (UED AR ISR o o
c eé&f%&%%s,%g%uggr}g gg]rrl}alrg:gogga ?Ae{am%?dﬁg%%&s) with consequent
BB g Jotnt i He ot o] QM Erp e © human

in pr “filled 2.25 m syringes. Biological activity
°§%@a£®1tﬁ'ty of MEN16132, icatibant and hyal uronic

22‘3 Séiﬁ%ﬁﬁ'?@%?f bl ¥28 o i%%gi%!ieﬁfﬁ%er'tiq‘i{l%gw?o%9f the right
RS U R BRE . At Seng) g e dtcfhe’ R knee as

.those cells with consequent degeneration of the joint
1 tﬁmajcc&,nqoj.a very sinilar way to human

the. i st sfaPls ol K BRIl banng ana

the e AR o &l

i) oS Wﬁe%fgﬁqgf*aﬂ"oeﬂt%ﬁﬁ‘i'a?%?lrgp%ﬁﬁ%r & rtkl?ib {ifige knee; the

AR BRZORRY gl Bl B RS ey aircuy

oI A5 IS et by Bk T

ir\{)\lgg{?gl%%ng%?eﬁggr g)gxc éﬂ?k&é{v&eﬁ%ﬁxt-@%?ﬁhﬁt Q%\fvg,r ¢Vailated in a non-
) ght on the°t

iVl %&B@%iitjﬁgth%ai%apgé’i%ﬂ@et ?e(Qt,i fefsdl8E the pain resulting from the
joint damage (osteoarthritis) induced by MIA.

The purpose of this test was to evaluate the protective effect of
bradykinin B2 receptor antagonists against experimental osteoarthritis, and to
establish the effect of co-administration of hyaluronic acid.

Seven days after the treatment with MIA, the compounds under study
were injected, and the test was repeated at various times to measure the
painkilling effect and its duration.

MEN16132. and icatibant, at the dose of 3 pg/25 ul i.a., reduced the
pain caused by osteoarthritis by 55% and 40% respectively; the maximal
inhibitory effect was observed 3 days after administration of the compounds.
No further significant increase in inhibitory effect was observed at the dose of
10 pg/25 pl i.a.. The antinociceptive effect lasted for over a week with both
compounds.

The administration of hyaluronic acid (molecular weight 6 million

daltons, 50 pg/25 pl i.a.) produced a modest antinociceptive effect, reducing
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I nvasive way wth the incapacitance test, neasures the
pain resulting fromthe joint damage (osteoarthritis)
wo pbaoessoby M A. The purpose of this test was POI/EP2008/009451
eval uate the protective effecijzof bradykinin B2
recept or antagoni sts agai nst eXperi nent al
osteoarthritis, to establish the effect of
ﬂ&"oP%‘d’n’ieﬁPQ’P?%EVﬁ@f hyal uroni c acid. Seven days after

e FeeBiEnl R, AR GRS e SV MBS aci
CRENUBHY 2 RaOF el tDan BRHABC AR TN5s SoTHoNs Sl 281 Fats in which
o S DAV ER 2 e B8 it
o OE e e 035 B L BBl A8 s imbatance of
OB PSR 4Bl 55 P 29 Bl By R 5%
S SRR BB R L SR A 9 bty e
RS ) SO TR, IREESS ) v an
RSP aR s ol Tinirher Sy Bbfcfi fBANOI oY suffering from
offebelBftir M SEE A TRe N e PiCotbdaBtnisys after a single
o530 sfHbucih BifosTaeion bl byBMAats bl Ash Sl e in some
Ao IR BB ect  vely. G the basts of direct

o0e 3 a5 SR BEBE e e aBA o obtin frter
ORI P AR BRI 8 B Al ai
ini?ér]cg.{iténgfthé Q@rﬁ%nﬁzaﬁgccfa%é)ée @Qﬁsaegloﬂ.&sc;s?e@z{r'iﬁritig 14 days after
treatment with the association of MEN16132 or icatibant and hyaluronic acid, a
substantial reduction (over 50%) in the damage present on the joint surface of
the knee was observed, characterised by reduced loss of chondrocytes,
glycosaminoglycan matrix and exposure of subarticular bone, with far superior
results to the single administration of B2 antagonists or hyaluronic acid.

Moreover, the association is particularly interesting from the
application standpoint, because kinin B2 receptor antagonists achieve the
antinociceptive effect slowly but with a long duration, whereas hyaluronic
acid with a high molecular weight (6 million daltons) or a salt thereof
produces the maximum effect within a few hours of administration. The
association disclosed in this invention is therefore rapidly effective and

long-lasting due to the complementary and boosting effect of the two classes

of compounds.
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adm nistration in association with hyaluronic acid
al so lasted | onger, in sone cases for over two weeks.

wovboophedsogi cal and hi stol ogi cal tests were perPOI/REO$/@9451

obtain further confirmation ofgqthe surprising efficacy
of the association wth hyaluronic acid in reducing

h tons and danmage caused by osteoarthritis. 14
ter treatment with the association of MEN 6132
or icatibant and hyaluronic acid, a substanti al

reduction (over 50% in the damage present on the
joing,surface.of the kpnee was observed racgteri: .

thy T EhEHBaSR R BRI el P iy Eoas TR TS, iBfedients, o
nalri and exposure of subarticular bone, with far

méﬁé“éf" t results to the single adm nistration of B2

2esof Bfofle SR AN HER R el QPR difpm,and potassium
applgg%tblgggylgﬁﬁg@?k% tgﬁ%ﬁﬁggnﬂt”' n B2 receptor

ant a chieve noeci ceptive effect slowy

e e e T

t}%}[‘ﬁ%@%@ﬁi@f@%@ﬁ%nﬁhﬁﬂ STHIPE (65 G bl D E&W%@gb% and 10

association disclosed 1n 't

niiﬁ}/&p?g@?né sar}ﬁer efore rapidly effective and

ong- I'ig e to the conpl ementary and boosti ng

f i iFl i ds. CLAI M5 1.
th%h%@%lég&{lit%gﬁééé\%ﬁ% H@é@%éte‘a frofftPounas

ositions conprising, as the active

| ”grﬁﬁir%egﬁtor%rlgigéﬁiﬁﬁ Qbfectdd ﬁ&?ﬁ &’lﬁ@gi&u m%gf' gr salts

t hereof selecte om 3odi um and pot a§si

br adyki niH-ﬁzﬁfrggg{géc-@&o%ygqgg-fgl-Seﬂﬁ- Pt Rrg-OH

phar maceuti ca eptabfe carrTers and exclpients,
et L PR TR, 1 S By o o

. 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)-2,4-dichloro-phenyl]-methyl-carbamoyl]-methyl)-
carbamoyl]-vinyl]-N,N-dimethyl-benzamide,

. 3-(6-Acetylamino-pyridine-3-yl)-N-([[2,4-dichloro-3-(2-methyl-
quinoline-8-yl oxymethyl)-phenyl]-methyl-carbamoyl]-methyl)-
acrylamide,

. 1-{2,4-Dichloro-3-(2,4-dimethyl-quinoline-8-yl oxymethyl)-
benzene  sulphonyl]-pyrrolidine-2-carboxylic  acid  [3-(4-
carbamidoyl-benzoylamino)-propyl]-amide (Anatibant)

. 4-(4-[1-[2,4-Dichloro-3-(2,4-dimethyl-quinoline-8-yl
oxymethyl)-benzene sulphonyl]-pyrrolidine-2-carbonyl]-
piperazine-1-carbonyl)-benzamidine,

. 2-[5-(4-Cyano-benzoyl)-1-methyl-1H-pyrrol-2-yl]}-N-[2,4-
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the bradykinin antagonist is selected from B2
receptor antagonists, selected fromthe group of:

WoRMID6IFOAr g- Pro- Hyp- d y- 1 gl - Ser - D- F5F- | gl - Ar gp@HEP2008/009451

H Arg- Arg-Pro-Hyp-Gy-1gl-Sert$-1gl-Q c-Arg-OH
H D- Arg- Arg- Pro- Hyp-Q@ y-Thi - Ser-D-Ti c-Q c- Arg- CH

o [ coke-3 methd-quingline-Rel, , o 9xymetiyD:phenyljN-methyl-

I
oxyn%(feﬁ[afrﬁldﬁ 4-di chl or o- phenyl ] - net hyl - car banoyl ] - net h

y') Bg%%éﬁ%ér%x §1¥1,sg9 na%%@}l%? f?gﬂﬁmlﬁm oro-3- (2

-nethquU|noI|ne- 8-yl
oxynet hyl ) - phenyl | - mefhyl - car banoyl ] - met hyl ) -
acryl am de,
| -[2,4-Dichlord
oxynet hyl ) - be
sul phonyl ] -pyrro |d|d§-2 Ehlsboxylic acid [3-(4-
car bam doyl - benzg@yl am no) - propyl ] -am de (Anati bant)
4-(4-[1-[2,4-Di chl oy o- 3- (2, 4-di et hyl - qui nol i ne- 8-yl
oxymet hyl ) - benggne ssul phpnyl | - pyrrol i di ne-2-carbonyl] -
pi perazi ne- 1-cang -b?nza di ne,
2-[ 5- (4- Cyano- be
| H pyrrol -2-yl]-NTZ, ﬁfc nethI qU|noI|ne-
8-yl oxynethyl) - phenﬁ?] ylacet n1d % receptor
ant agoni sts, having gener. A-or mu IT mhereln R
i s hydrogen or nethyl Wrepresents a qbnpl roond or an
Oatom- n = 3, 4

¢y

Hi met hyl - qui nol i ne- 8-yl

wherein

- R is hydrogen or methyl

- W represents a simple bond or an O atom

- n=3,4

- X is hydrogen or a -NR1R2 amino group in which R1 and R2 can
be independently of one another hydrogen or a group selected
from methyl, ethyl n-propyl, isopropyl,

- Y is a quaternary ammonium (-NR3R4R5)"A" in which R3, R4,
R5 can be independently of one another methyl, ethyl n-propyl,
isopropyl, butyl, isobutyl, n-pentyl and A" is an anion of a
pharmaceutically acceptable acid;

the pharmacologically acceptable salts, enantiomers and enantiomeric

mixtures thereof.

2.

Pharmaceutical compositions as claimed in claim 1, wherein the

bradykinin antagonist is a bradykinin B2 receptor antagonist selected from:

- icatibant, or
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X is hydrogen or a -NRI R2 amino group in which R and
R2 can be independently of one another hydrogen or a

w@rmupeset ected fromnethyl, ethyl n-propyl, |iBOPERWY$/009451
Y is a quaternary ammoni um (- RAR5) +A in which R3,
R4, R5 can be independently of one another nethyl,

A R @f’f’?t et abl e
Zﬁéﬂ?ﬁ%?@?ge@%a AR GHPHS A wE 1HRES, Ry SBfim o1, Wherein the

bEHEPITT ERCERRAd R AF roamt oL SRSl fRmEl (T f449)-amino-s-
@-&%E%%%dlsﬁ G Ci-PEPRI ip8Ehe i rmeout i car oxymethyD-
bE RGP PR SR Ly e Baffsd satb oty anercpzin-1-y1-5-oxo-
pefbf etk Pt Gr e ormvityions fprgely deiving from
aﬁ)é%azcé% e%ﬁ ?eﬁﬁ%c}] y 9, olqurgf: P%ﬁfy%r oac[c%}]r n-SHIRDTG, er} fluoroacetic,
nih R RORE, YR RRE B el dser i CYLgan an aci d
4Sel e?hgldmgé c@fdrc%{ﬂa ﬁg S a&setélgimg %uéiagrﬁld e e\ﬂ@t@m the

trif uoroac hedd phoni €,

cgll%glg%ng (%gj‘- %‘i}%hg @al gg%af%{l?%?%aﬁzf 4%1%&%&9] qﬂmohne 8-yl
oAkt %%éﬁé%aléééﬁgﬁé I lony)persain-
e e tﬁﬁ&ﬁ]’fljﬂ?ﬁy&e%'ﬁwonalﬁ%n.lam 1% i{hec ndorBy nPf chloride
dfffyoisie-AipEre anhde (MEN 6132). 5

rmaceut | conposi'tions as clained in clains 1-4,
swher i irthfGutical compositions as claimed in claims 1-4, wherein the

amount of hyaluronic acid per dose is 1-100 mg.

6. Pharmaceutical compositions as claimed in claim 5, wherein the amount
of hyaluronic acid per dose is 5-20 mg.

7. Pharmaceutical compositions as claimed in claims 1-6, wherein the
mean MW of the hyaluronic acid ranges between 4 and 9 million daltons.

8. Pharmaceutical compositions as claimed in claim 7, wherein the mean
MW of the hyaluronic acid ranges between 5 and 8 million daltons.

9. Pharmaceutical compositions as claimed in claims 1-4, wherein the
amount of bradykinin receptor antagonist is between 5.7x10” and 2.3x107?
mMoles per dose which, in the case of MEN16132, corresponds to a amount
of 0.05 to 20 mg per dose.

10. Pharmaceutical compositions as claimed in claim 9, wherein the amount
of bradykinin receptor antagonist is between 1.1x10* and 1.1x102 mMoles

per dose which, in the case of MEN16132, corresponds to a amount of 0.1 to
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anmount of hyal uronic acid per dose is 1-100 ng. 6.

Phar maceuti cal conpositions as clained in claimb,
wob@pes3301 he anount of hyal uronic acid per doSECT/EPHoORM9451

ng. 7. Pharnaceutical conposiiyons as clainmed in

clainms 1-6, wherein the nmean MWV of the hyaluronic acid

en 4 and 9 mllion daltons. 8.
1330 B oS

eutical conpositions as clainmed in claim7,
1o BhebIEaRaN Mkl e L MG RRTER, wheren e
oFRERESHE PR kBT S {0 gna 5710
oindld B! ARl RN o Y oresponc
t(%? 8o _rofj@.?g:tolg,m%iﬁglt ABSE Ut i cal conpositions as

almed in claim erern the anmount of bradykinin

lﬁecephgh%d%gféqbﬁghési?ﬁh}“ﬁ§ Udinied ?; m%lg Qi ¥ @ The form of

mvbl es per e case o

al‘éofrftteas—gﬂmaf Q)rail‘i’trllﬁ)lﬁﬁ]ttsapfin_f')cac:]tal'ill‘%:1 ?%Lj%io[ﬁer of'gals %reﬁ#i‘ermal form

har maceut|1 cal conpositions as c ' C

s%q’g@%,gi ﬁlohpgrfqg% lﬁfngmdyki nin receptor antagoni st

et ween and 5. 7xI O 3 mmol s per dose

i i . IS 1 , X s . .
10 By SN Eo AR BBRREATLEG, 12, pprin

bRBKIRGCA tagBhist QFRASL §6RA baBRA Fdnt lc?%ifg}l}ﬁel, dmorphous

in“the fornrof an intra-articular or 1 ntrabu

01'; Wit ® &PbEIdiSbIved be%g@%ﬁQﬁr?lsolfu?fdﬂ Fgﬁﬁﬁﬁﬁ]% hyaluronic

rromcream gel or patch. Phar maceut | ca

ai8M505 {d OhAfufd ﬁié‘ﬁl@rd-ﬁrﬁélﬁhﬂblil?%trmsﬁi jB&ible Folution.

bradyki nin antagonist 1s in a solid formsel'ecte rom

147 Y SPRAtrh A tRAP EBlﬁﬁib%iQ{)né YORMim &P claPmie) qiss %?Aayggmaining

before use in a solution containing hyaluronic aci
a Baffe seRtdd Friorg phbSphate! 6 Gitidteul ar or intrabursal

I nj ectabl e sol ution.
15.  Pharmaceutical compositions as claimed in claims 1-14, also containing
sodium chloride as isotonicity regulator.
16. Pharmaceutical compositions as claimed in claims 1-15, also containing
sodium edetate as preservative and chelating agent. |
17.  The use of hyaluronic acid in association with a bradykinin B2 receptor
antagonist for the preparation of pharmaceutical compositions as claimed in
claim 1, for the prophylaxis and treatment of inflammatory, autoimmune,
traumatic and degenerative joint diseases such as osteoarthritis and post-
traumatic  osteoarthritis, degenerative  osteoarthritis (gonarthritis,
spondylarthritis), spondylosis, synovitis, tenosynovitis, bursitis, contusions,
sprains, dislocations and subluxations, and in joint diseases caused by
developmental alterations such as osteochondritis and dysplasia.

18.  The use, as claimed in claim 17, of the bradykinin B2 antagonist Men-

16132 in association with hyaluronic acid for the preparation of
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14. Pharmaceutical conpositions as clainmed in clains
1-13, also containing a buffer selected from phosphate
woeoogisssat e. 15. Pharmaceutical conpositions aBCT/EPRION®)I451

in clainms 1-14, also containifpg sodiumchloride as

oAl e n el A, 115, al Sp cont &l ing SodLam, o
pRAnpacetice! o eQuPoRtians afer by achlhdiis. 490 Trgatment  of
ifTnflacil S Mofudie i8S AR be bl Taipu, dispasps such as

 cal e Lai ! o N

o8t BRA RS S, SRl SRR BPRaARNELR, BFghRo} mobtcoarthricis
(é(ﬁ%ﬂ%pﬁg&%%g&%ﬁl%lﬁlg ,gg%gxgcgggglisfggﬁgﬂtg,q%ngéﬁ 163, bursitis,
oA BHLS: GRAIRARANT o AEDSBBERATARL Ty foim discnses caused
L T S A A T

18] SeRES,, deg,lu?? dclk&¥rgggvﬁ{ 4 t iig,s%lt{.rﬁléea tﬂr%ﬁflkgnqglhg%s a(rlatagonist

Ost eochon 'S an yspl asl a use, “a e

i hn 17, ; b [N apt-agoni - .

MINS5TT L asBboliSn” SR el FRGERE syl pharmaceutical
| 0 a t] Il .

cBEBREN SR IR RE TRY Elm i P DelaoBthul D poststraumatic
ot Rt and degenerative joint diseases such as

osteoarthritis and post-traumatic osteoarthritis,

degenerative osteoarthritis (gonarthritis,

spondyl arthritis), spondylosis, synovitis,

tenosynovitis, bursitis, contusions, sprains,

di sl ocations and subl uxations, and in joint diseases

caused by devel opnental alterations such as

osteochondritis and dysplasia. 19. The use, as clained

in claim118, of the bradykinin B2 antagoni st MEN16132

in association with hyaluronic acid to prepare

phar maceuti cal conpositions suitable for the treatnent

of osteoarthritis and post-traumatic osteoarthritis.



