WO 2011/141431PCT/EP2011/057438 ASSOCIATION OF XANTHINE OXIDASE INHIBITORS AND
ANGIOTENSIN Il RECEPTOR ANTAGONISTS AND USE THEREOF FIELD OF THE INVENTION
The presentyjgyvaiiigp 4glates to an association of active principles, i.e. of @-§,p@apihine Qxidase
inhibitor with one or more angiotensin Il receptor antagonists, pharmaceutical compositions comprising
said active principles, for use in a therapeutic treatment in humans or animals, and methods for the
preparation thereof. Such associations and such compaositions proved particularly effective in the 10
treatment of hyperteReBhATHAN Wi?f%@gﬁﬂﬁiwmﬂs@wmﬁgﬁﬁ% B/ ONGIRE EMN#SHia or to other
disorders in the clinical context BEGEPTREBANIASONIBTER ASDAIEE FREREOPRIOR ART Gout is an
invalidating chronic disease characterizeddpy hyperatieafpaRAToNp deposition of monosodium urate
crystals in various tissuTeﬁs rr}gisrgxt% \Jﬁggﬁjgmr le%/el tand in the klgne H%/Peruricemia and gout are -
frequently associated to o%hoer cardiovascu ar nsk factor§ S %Wéﬁo% YR FBAKE otffePefements
that are paftt of tHe@HEtaIieasm HigRYer ikdhopRaiy, fasth@taipierFiVcéniReedo RTRIeVEIS and high
triglyceride levelgphafhiercécdhecompdddcakvaysnbavagosatmaans ofireaisentdn ardeniodetter
manage chronic Higiaaue! ediAdKd PRIRaIRGIRSdregupnil carteiRiaidlierbion. HAaaaiipe oxidase
inhibitor well-knot\ﬁlg |nfthe literature is allopurinol. More recently, other xanthine oxidase inhibitors have
appeared on the ArRet; among them, febuxostat is of particular relevance. 25Febuxostat is a
powerful non-purine sefeivasstisiion®Ra st e VRSSO WhREBVRCGNRTE I8ty diiechies ibdag shown to
reduce hyperuricesaimsnoreiefasivetgithanaaiepuwingl. assdopiidxosiah iqpothizelaigdesiatve having

o e . raienuingl. assdc g e
formula g % el wggﬁgcfa glags of XARing.gxidaseinRItArm @R uaserginAl desgtiped in

STATE OF THE PRIOR ART
Gout is an invalidating chronic disease characterized by hyperuricemia and
15 deposition of monosodium urate crystals in various tissues, mainly at the joint level
and in the kidney. Hyperuricemia' and gout are frequenily associated to other
cardiovascular risk factors such as hypertension and other elements that are part of
the metabolic syndrome, like obesity, fasting hyperglycemia, low HDL levels and
high trigiyceride levels.

20 Hence, the need to always have novel means of reatment in order 1o better
manage chronic therapy of gout and pathologies frequently correlated thereto.

A xanthine oxidase inhibitor well-known in the literature is allopurinol. More
recently, other xanthine oxidase inhibitors have appeared on the market; among
them, febuxostal is of particular relevance.

25 Febuxostat is a powerful non-purine selective inhibitor of xanthine oxidase
which in clinical studies has been shown to reduce hyperuricemia more effectively
than allopurinol. _

_ Febuxostat is a thiazole derivative having formula (1), belonging to the class
of xanthine oxidase inhibitors, and was originally described in EP513379.
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In EP1020454 it is also described a polymorphic form of febuxostat and a



NC WO 2011/141431PCT/EP2011/057438 2 process for obtaining it. - In addition to its use as
anti-hyperuricemic agent and in the treatment of gout, references are also found to the potential use of
febuxostat i h logies. 5In W02004060489 it is described the us thi idase
inhibitors fo?\lf(ret,tcgrg{ag%% %ard|ac contractility in CHF (Chronic Heart Failur % %%@JSW%?
W02007062028 febuxostat is used to reduce the QT interval in patients in WhICh such interval is
prolonged, and in the pathologies associated thereto. fn W02008064015 the use of xanthine oxidase,
among which feberrostatiosobBiidligdted to preserve renal function. In W02007019153 it is claimed

the use of some xanth ne éa@st@%etmhgbtt’@éSaaraﬁngyyéﬂeshcfeﬁtéXQ@tat m&fﬁmﬁw@aﬁﬂeﬁte@mem of
prehypertension ﬁ%a% CFr éée E&st&l&g %%%%rt% bﬁ%"’e%?e%?‘iba% 1 10 %tafd dléhs‘tollc

pressure betwee Kere, xanthine oxidase INKibitors seem dicated also in
the treatment of RSPE!AFHiRked hypertensmns though results obtained do not seem to be equal to
those of alteady knownlai<Bjiensdieitigerdscrived haNB20T @be16S chesmesititstors for

above- mentlonednuaea&dg e@a&aeett@a@mmm empo(@treﬁesltaawwiwa%vﬂaﬁé%tmg to a hypertensive
subject an amount of a Ei %ﬁg fEB/[Px%rt gnsive compo ce\'\ﬁt ﬁ.t gest ne inf |b£tolrnof a
xanthine oxidase; no exam OWEVET IS Tepor &4 WA s SIEAIONS DA XARTNE gxm?a 2'thhibitor
and an anti- hypeYtB'ﬁﬁl%CBQ@ﬁf"ﬁd? Féf‘?i%@l‘?é’afﬁlﬂj g Pethinsiemasasiaiey thereidrious classes of
anti-hypertensive agents gvile0ag4iar§ehclass of cantposndiasdibitingoevidentanittdiypeensive

activity, that class,gthase, %%%QW@W%W!&H may be useful for a pharmaceutical composition
suitable for a treatment of, bined with an anti-hypertensive agent and a xanthine
cxidase innibior PR IR TEATEE B s POARYE 260 G5 T HeBorted that
allopurinol in moRBReFap\lisds SeRMvASET. amisigBeiterieiveltdfeterinerhy periigskredensidjects, yet
only on teenagersharactéxietiabhypetaaspesisisuceanshillyiteatad with severql shtgsdedanging to

ciferent therapeyis,Classes, 81089 1818y Wi Hlashe w%ﬁe%atattecmt% Juiaganiggust be

considered of part ance; co oun s known as rlans’', common |caI practice

ular re
and repredénted Bg‘fﬁ@%o?i?‘ﬁodh&@%g S Qs BIN $nEgY B‘fpggﬁ'&%%%?tawoeg?o%?‘fgﬁ
irbesartan, losartepiaisienedartn, edmisarte el Msihivsn. Sarteeashadibybleakingoeitergigiotensin I
AT1 receptor, a pgptge controlling

In WO2007019153, besides the above-mentioned use it is also mentioned

the optional possibility of administering to a hypertensive subject an amount of at

20 least one anti-hypertensive compound with at least one inhibitor of a xanthine
oxidase; no example however is reported with asscciations of a xanthine oxidase
inhibitor and an anti-hyperiensive agent, nor is it indicated a way of selecting,
among the various classes of anti-hypertensive agents or the very large class of
compounds exhibiting evident anti-hypertensive activity, that class or those

25 compounds which may be useful for a pharmaceutical composition suitable for a
freatment of hyperiension combined with an anti-hypertensive agent and a xanthine
oxidase inhibitor.

From the literature (Feig DL et al on JAMA 2008; 300: 924,) it is reported that
allopurinol in monotherapy has shown an anti-hypertensive effect in 30 hypertensive

30 subjects, yet only on teenagers.

Arterial hypertension is successfully treated with several drugs belonging to
different therapeutic classes. Among them, the class of angiotensin Il receptor
antagonists must be considered of particular relevance; compounds known as
‘sartans’, commoniy used in clinical practice and represented by the compounds

35 selected from the group of: candesartan, eprosartan, irbesarfan, losartan,
olmesartan, teimisartan and valsartan.

Sartans act by blocking the angiotensin Il AT1 receptor, a peptide controlling



3 vascular tone and sodium reabsorption, i.e., blocking the hypertensive effect of angiotensin II. In
EP503785 the product olmesartan medoxil is claimed, effective in the treatment of hypertension. 5In
EP1336407, EP1604664, associations between olmesartan medoxil and hydrochlorotiazide or
amlodipine are claimed. SUMMARY The present disclosure is based on the surprising discovery

made by the Invepigssithadibesagsasiationabaonapmunenarhin eexXigaserinpitencin 40 particular

febuxostat, or phar ;%%%ﬂﬁ?"y acceptable salts thereof or polymorphic forms thereof in combination

with one or more angiotensin |l receptor antagonists or pharmaceutically acceptable salts thereof
exhibits a synergistic thBtdpeiéBHEE RIAAEH S RFaRER RGP eR T Y e BYSefiniShtal data
reported in the priseeintagiesthiytivietiérnonstrate that the therapeutic effect resulting from the
associationsof 15the twanaetivespaort glesdepreatesshadtithe summcehtbeitharapentdeifects resulting
from the same dqm@f@g%ea&tigﬁ,ggmgIgr@ggyggg@ered alone. A first object of the present
disclosure is an association of the active principlﬁ% MARY a) the xanthine oxidase inhibitor,
febuxostat, or pharmaceutically acceptable 20sa or polymorphic forms thereof; and b)
one or more angiotensir 1 re@SERO IsHag RIS aPFhariaR SUIRIDKCaEEEED| ES4R &t of A
second object of thezpt@sefitainvientiassdisiatiphaohaceatiqalrcemeoditiren ogidgsEsingibésradtive principle,
a mixture qf; 25a)xaRthineLuidasg, iohibiemiebuRnalcafhanateutisally aceeptabignralts thereof

or polymorphic fofins 1eIeef cor, D) O MGTE BRIACHSIMASESPIOLANAURIBRAL o

pharmaceutically acceptai:ﬁe salts thereof, €°0or more carriers cﬁuents and/or

pharmaceutically HEEBREac A SacrRaNe safsube rrerliRia? oY VeRipitRr trRraseeli*cBatment.
Another object ofttitetmsgent distivstrnion. rimefacid fopatimgntepdataioerofiddeitdhgpesitiin according
to the present degedpiinRnwbekeisrtie metivesmisfreutomRsSiRGUting from tAY HBotRRIkiNg oxidase

inhibitor, feQuxostal, grphatmageutically @%%%&Iﬂ@ﬁ Resalis sharealos Rolmerpiicdorms,thereof;
b) one or more angiotensin Il receptor antagonists or. pharmaceutically acceptable salts thereof 4
% %&Sﬁ? II?C[ q@rlﬁg alg e

is formulated in sfﬁgbﬁ}éecfgg}fg Y PShEBY RIS R ASPLIHATST &708nts and/or
pharmaceutically accepfabisteReipsterts the present disclosure is an association of the active

principles:

a) the xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptable
20 salts thereof or polymorphic forms thereof; and

b} one or more angiotensin [l receptor antagonists or pharmaceutically
accepiable salts thereof _

A second object of the present invention is a pharmaceutical composition
comprising, as active principle, a mixture of:

25 a) xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptable
salts thereof or polymorphic forms thereof;

by one or more angiotensin |l recepior antagonists or pharmaceutically
acceptable salis thereof, and _

one or more cartiers and/or diluents and/or pharmaceutically acceptable

30 excipients, for use in a human or veterinary therapeutic freatment.

Another object of the present disciosure is a method for the preparation of
the composition according to the present description, wherein the active mixture
comprising:

a) the xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptabie

35 salts thereof or polymorphic forms thereof;

b) one or more angiotensin |l receptor antagonists or pharmaceuticaily

acceptable salts thereof



As an advantage with respect to the state of the prior art, the present disclosure advantageously
entails a greater anti-hypertensive activity compared to that observed by using the sole angiotensin Il
receptor antagonists or the sole xanthine oxidase inhibitor. Moreover, a further advantage is given by
the possibility of obtaining significant effects in the trehtment of hypertension with a reduced amount of
angiotensin |l receptor antRganmigbyih rspest shgmonotherapydreatmast caRRETAG/ED

DESCRIPTION of the active principles: a)
xanthine OX|daseEmlgﬁ%§%gg%éggﬂg &cgjrz}% E?ﬁ?n%?ﬁﬁ%%i%g%ﬁg%agﬁ salts ther of or Gfpolr}/morphlc
t

forms thereof: and S arbng?é‘t@P?n e dRERSHEN u‘ﬁ B85 tePéSﬁlgféé teutically
15acceptable salgistteyest ddvansedipeshipniaicon \gé@etﬁﬁmtithw@ﬁ@w@@avmemmare@y
"association” in theapresenideseripian théssvieanigmaassodiatioeptirthetagtivietprindigesyi®oth in the
form of a physical mixitie,GaRSIHRRRY MBI ACHE DRRSIRIgR: M éEQQJﬁW% WRlsARA,in the form
of dosage units ph%/smalh( 20 sepa C%%tted or, Sea%gh I’?éCt Jve n{grl%lp#eh r{Qrgended {Qr a cgnco |tant
“administration. Inho KA ssgssouatlon must ensure a synerg the %herapeutlc fects obtained
from the |nd|V|duél%ﬂ}e°6rﬁ‘ﬂﬂB|‘§§§MtH r%ﬁ@tﬂrt@ﬂ?@%ﬂ%}/ WSBté‘ﬁﬁ@%c tnith&rfotherefiF #dording to
the present inventresttismtnon-purine xanthine oxidase inhibitor 250f said association is preferably
febuxostat; @ thiazole derivative having forsaugia b posedararacentically acceptable salts thereof or
polymorphic formms theraal presehIAITHASTHISRIMASE SBLaBIE:5Ae L Xamb.Gidase nhibitors, and

in particular of febuxostat, nf])c? ut are not imited to cations of a kali metals and of alkaline earth
metals, such as lithium @oﬁﬁﬂwf”5%9&&%“@@#&%&%@%&.Bﬁmpé‘PE‘baaﬁhWﬁﬂ nfERRER (?? non-toxic
derivatives with gsaitethempbennsbmiaraimipeegitheseef. #tnes such as ammonium,
tetramethylammonium, mtwwmamtmmwla@mﬁmamta!jmﬁhyka'rmhmniamuticaily
tr|methylarpgnon|Lg&éﬁ£¢glg§tgr%égp addition of organic amines such as ethylendiamine,
ethanolamine, dlethanolfamme piperazine, tr?methaﬁ,r'nne Imsgrtll%a? |r1|ne and the like. 35Febuxostat,
its salts or polymorphic s fﬁereo?%%ﬁfd’ pe'cbtined 8r Ire aren& according to methods described
in the known art, like e. @WnaEWSTSSWQ‘”IjB?yHﬁ%Fﬁ@%‘?Hﬁ%'%T @Bd&%%ﬁb?h@ﬁ?ﬂ‘é’aﬁ‘iﬁ grd"Rot limited to
the forms WO 204d#44431RE THeR20 a0 38 5 degsniiediieuropeiariddate rald 020454,

According to an egahgdigaent of theiprasenidesaripions the:aRaiotenibsHye captohapirgmnists (or
T g sl ft&eegé%'@mggmfggg SinesRdanmelasilcardsaRiladgoAsaran,

irbesartan, Tosartan. telmisartan, valsart harmaceutically acceptable salts thereof. To the
ends of the preseﬁ?%é’é‘éﬁf}ﬂ%??%'%@?iﬂ?éﬁ&ﬁﬁ? R EEPRE At o PR e BINA8N- chiral, or
specific polymorpfrierfoties ihtvidos! |rdixse pinshpies midie crderest stagibe refietdnedrainasixture of
enantiomers or dig&eseriapymers or the racemic mixture could be used. According to the present 10

description those SpeC'vac§5¢&%g'%QmesreééaefﬂL@rﬁsm W ABRDIG R RICh IR Ih AR ater

biological act|V|ty e to be preferred aceuticall accep able sal of an |ot n Il receptor
antagonists™(sartd sﬁaﬁa@?ﬁg qué’c'%lqmrq% SW i r{% #otlecg{f@ ;fﬁcﬁ} aYu %r@vﬁn % ited ﬁ ‘cations of
alkali metals and 8¥ @!mﬁnﬁ@eemﬂvm@faﬁa@aa@!é?sfm?rﬁeh?r%brmﬁphw forms thereof.

Pharmaceutically acceptable salts of xanthine oxidase inhibitors, and in

particular of febuxostat, include but are not limited to cations of alkali metals and of
alkaline earth metals, such as lithium, sodium, potassium, calcium, magnesium or
30 aluminium salts, or non-toxic derivatives with quatermnary ammonium and cations of
amines such as ammonium, fetramethylammonium, tetraethylammonium,
methylammonium, dimethylammonium, trimethylammonium, or derive from the
addition of organic amines such as ethylendiamine, ethanolamine, diethanolamine,
piperazine, tromethamine, lysine, arginine and the like.
35 Febuxostat, its salts or polymorphic forms thereof could be obtained or
prepared according to methods described in the known art, like e.g. in EP513379,
Polymorphic forms of febuxostat include, but are not limited to the forms



_ 15 potassium, calcium, magnesium or aluminium salts, or non-toxic derivatives with quaternary
ammonium and cations of amines such as ammonium, tetramethylammonium, tetraethylammonium,
me.thylamm%%, giﬂlg yIammonium, trimethylgmmonium,_ or dgrive fr'omj %jﬂi/ﬂoﬂﬁf organip
amines such as etfﬁylen lamine, ethanolamine, diethanolamine, piperazine, romet;ﬁamlne, lysine,
arginine and the like. In a preferred embodiment said angiotensin Il receptor antagonist is
olmesartan medoximil or a pharmaceutically acceptab?e salt thereof. In the association of the
invention, the xadtsitréexidass dnbinitor]dfebiciktstas & pharmaceutically acceptable salts thereof or

polymorphic forms theraetsiendiassPeintRdimER: anar preserpfraldipngiolsasindidiesantar

antagonists or p eutically. le t fi ight rati f t jotensin Il
receptor antagon e e O L L 20 B LB b Bl Clowing
amounts, expresSEE I GiarRBesEIAGICBSE BBuIPBRAIB et Ef d e iBF G ar P alfAAbunt
compriseddbetwasnbiz20icaly scdeptttcsaiptizgddietween 25-120 mg, in association with an
amount of angiotensin K gegepteinastagonstsrosBRrisaigiveenids1@AJReRid. JomRiEses between
10-40 mg. Wh.er%:%gae 8%%%%%2@%5;% it ersn%‘dﬁhéﬁst}%ﬁ'o%‘% .é’;p%"rﬁa%‘?% Rognds., éré”f?f.%%“"e
principles, having the’one an acid Tuhction and the other orie a basic function, also the Tforming of an

internal salt betweas® 119 835 FAISMIes irf pPoHRt GRIBIPBYe spebttieramfuRiapiestart ifthe
mixture. WO 20114414 letB3dd?{a1d P 20 14067#38i6ture cAufidrtiee v esubadameirigofathiecppessnt invention
relates to pharmagesiioal £ORRESHRRE CURPLSINAS, AGHVR ARSIl MBI ScPhs, wifdnanthine
oxidase inhibitor, fe@gjg(ostat or §hlarmace nifa"a}/ acce§tab£e saéts thereof or polymorphic forms
thereof; 5b) one SF Hore %ﬁél%& ﬁ%?rg‘ﬁaf]eacc “[5 9 5%{363 HiSsor harmaceutically acceptable salts
thereof, and one or mofdastiatPHisANaGSoBREINCasabptablaneiRipieits!! daampies anagsniients, for
use in a human qeaesesnanyite gapaoitic fineaisnent. tHd erangiote nsindkrecepier astagaristior the

angiotensin Il recepiprsto,agiagonitsdoaRg Yremanrerding oihaabqys:deseihed cosmppsition are
selected from the grosup comé)rlsmg: olmesartan medoximil, t’(?:I%PdesartanIa()?}Jig‘)Cr%)%zatrtar], irbesartan,

losartan, tBimisafa R STsICartaly 8P TR XIS SREUTASR B akE B78F WA A utical
compositions accB@IRIGaY thépredduninvaitiorraiape 25 famigRteduehvaddusdovienidepending on
the selected adminigirriionaratishitnal administeatiemobaahddiom)s my includeornsuainas

capsules, tab'etsd;n}giwgwasm?dt%wﬁﬁmmﬁﬁ,e &O'M%EM% Oa%gﬂ%% RnGHgkrR. the

xanthine oxidase In or and the anti-hypertensive agent, can be mixed with one or more
pharmaceutically?iR8ptateinéft eXBPRINE Eeh SRR NG i5d 2BRlEIRS 0 PRRGAG hose
commonlygknowrrimgibasene, dfsine. argaimg imsiide libeit are not limited to: a) carriers, such as sodium

citrate and calqium phow@tgraggﬂggr%m@mt@@b, L@@msmicno%yg@;ﬁuin@,%@@mw,i_§ucrose,
glucose, mannitolgnd golloja il o L BRISIFNIBgAGRNS. SHER BS AlyRercl, d) disintegrating agents
t ves of starch, of ce

such as alginates, calcium carbonate, starches, derivat . [lulose and 25
polyvinylpyrrolidone, sillédfs2ReFEdanA BarByRataN el GinaRNe QeifaRe aPRURIMRAMPE&lulose,
alginates, gelatingpohaimgksuiiclitiorrecspialds espislyimarofderivaivesrpificeitutosethstanthaderivatives,
f) retardingsagenigssiEicas Rawakiine clluese RelvsRRIsadgityasid estrise ) aksRiREARIACEE Erators,
such as quaterary smmoniu, compounds. il welling sacai and surpgianis. sigh s oely alconol
30 and glycerol RoNoS earé?te,yi) a spo?ben_s, 2UCh a8 bentonie cﬁays an aoﬁln, ﬁ?quqbrlcants, such
as talc, calcium SteERRREOhFENISH tewrited bshsdr fencpf e8P ek deiesnia® 288dium

stearyl fumarate, jpglidants, such as talc, colloidal silica. In case the selected compositions
constitute the filling of 9@.'?.?%%%%\'4@%@; Iniie R CRRSIHGHde Pyt aredRdmdss i garrounds of
the type: I ptose, g e G g Py e e A S ke ANt K 0.200 mg, or better

comprised between 25-120 mg, in associalion with an amount of angiotensin I

recepior antagonists comprised between 1-100 mg, e.g. comprised between 10-40

myg.

Where the association envisages a physical mixture of two compounds, as

35 active principles, having the one an acid function and the other one a basic function,

also the forming of an internal salt between the two is possible, in proportion to the
respective amounts present in the mixture.



Solid-dosage forms may be coated with enteric, gastric coatings, or coatings WO
2011/141431PCT/EP2011/057438 7 of other type well-known in the state of the art. They may contain

matting ageqts %]jq /W?%Pe of the type such as to allow the release of actl)\@r}gg%iﬂiﬁg;_}%gnly or

preferably in a certain section of the intestine, optionally in a delayed manner. stances capable of
allowing such a delayed use include, but are not limited to 5polymers and waxes. Liquid forms
suitable for oral administration are emulsions, solution, prepared or extemporary suspensions, syrups
and elixirs. Excipients stiitabifefoetitedonanilatichs acesrdingventive prdstent inenatioadadigaid forms for
oral use include, s uaRekItvHeddadildepis commprRlyLsadir Be art, such as water or other 10
solvents, solubilizing a%ﬂ %@n‘{!]%fé’”@%é %”Eﬁ A J&”’%ﬁ%,hy'ra' %h%c%%%aa!ﬁ?h%'éé&éﬁ%y'e”e
glycol, glycerol, polyethylene glycol and sorbitan esters. These formudlations canalad coRtain
sweeteners and SfBPAS ERICERATMPBOSETFLIIAKABWN in the state of the art. Compositions suitable
for pharmateutically acoeptablerparerteragivipaiions Scepay comaposetsterletaguaoastsalytions,

sterile dispersiong, SRIBSIGNE AR&BUAISIONS AP ANARESSOLA L GARSHIMIORAINIgELRBIgMOlUtions o
dispersions; exarg)ples 0 excc;ilg%eréts su&abl(%the{ef?r include, but are not limited to agueo

s or
cipients, agditives and/or diluenis, for yse in g human or veterinary th i
non-aqueous carrlerg, diltients, solvents or veRicies SeldEtdt From Wa er, e an%,ip%l%ﬁ% fpropylene

or polyethylene digénajicerol, and the like), polyalcohols, 20 isopropyl alcohol, ethyl acetate, benzyl
alcohol, benzyl benzoatehgrapyieteesglycolreStautyde e @hstobdithethyifnmanide, wagetable oils On

particular pf olive, foton. REHE . SOHNaNBRAM PRI el £aSLRSRSHMBbAIGRAIE SSlERFUCh as
ethyl oleate or thF like. These comgosﬂmns m%é/}%allso contalg é%?esbervatlves of antibacterial or 25

antifungal type, sé?@cté%‘? ygforﬁjgt & E?BIEER}%%}, fi .S?)%%bghe, aF utcaar?gﬁst?ﬁtélﬁol,e&'i?ﬁ?étﬁ‘&’id and the
like. It may also EesssRN1dIpIiAte tEsItIc daeatas I PhugrrcediErim eatsntRbler selisiike.

Moreover, pharmageitical forms with a delayed absorption may be obtained with agents such as, for

instance, yet not exclusiyely, AMmimmanIaase ARG SRR AT De.AHRRERFAN P pIde the

active principles Tgxanthine oxidase inhibitors anddéantl-h pertensive a%ent,s), may contain’ suspending

h
agents suth as, fSFTHLELGEL" VBIRGT SICIESTFBRN UMY e PREERAATAIUBIHIC JSK/EtHy1Bhe sorbitol
and sorbitan esté@nmigretipyseillFeicatunssavalinmitiriemel resdteabherusnies, drflieisepilind cellulose
:ier.i\;?tive.s ri]n ﬁemmﬂe}s theoligendEhen rigéseﬂ@tﬂk@yfmbﬁem@mtﬂim@pwiibipﬂfe@f,)mmdﬁmt@éia; such as
ecithin, with the in ight patrt is QLN the U urfactants.
WO 2011/14143?%%&%@%{@1(;&5%#4%% BB i wﬁ%%éﬁg\\/{gre %ﬁs’e or%%?aﬁ%%ns can ﬁg r?r?e@ér%d, by the

techniques and pIOHTASIHETRRA RFRSHARE 0 GrEReale Such1aieREEGiTn e Esithositions of
the presed inversioongriesarermenpefféotive in the stelatoddm, aisodnesndadprephptiigitatd therapy,

of hypertension, &in f\uaARSOIsaBIMAISodiunT @itheCHAS SharPIeReph i eplianiissdefingd
e i el aies e a0 AT B el g darer e
siica, ¢) moistening agents, such as glycerol, d) disintegrating agents, such as
alginates, calcium carbonate, starches, derivatives of starch, of cellulose and
25 polyvinylpyrrolidone, silicates and sodium carbonate, ) binders, such as
carboxymethy! cellulose, alginates, gelatin, polyvinylpyrrofidone, sucrose, polymeric
derivatives of cellulose, starch derivatives, f) retarding agents, such as paraffin,
cellulose polymers, fatly acid esters, g) absorption accelerators, such as quaternary
ammonium compounds, h) wetting agents and surfactants, such as cetyl alcohol
30 and glycerol monostearate, i) adsorbents, such as bentonite clays and kaolin, k)
lubricants, such as talc, calcium stearate, magnesium stearate, polyethylene glycol,
sodium lauryl sulfate, sodium stearyl fumarate, |) glidants, such as falg, colloidal
silica.
In case the selected compositions constitute the filling of gelatin capsules,
35 the excipients include but are not limited to compounds of the type: lactose, high
molecular weight polyethylene glycol, and the like.
Solid-dosage forms may be coated with enteric, gastric coatings, or coatings



10symptoms. In particular, the mixtures and compositions described herein are useful also in the
therapeutic treatment of hypertension associated to hyperuricemia. Symptoms such as

hypertensiowg% 1kﬂ){gﬁ{;ﬁricemia‘ can also bellqssociated to spe;cific pathq![péjf%[,%ﬁm%ﬁggthe metabolic
syndrome. y "metabolic syndrome" it is meant a clinical condition accompanied by

ismanifestations such as obesity. The association and compositions described herein can
therefore be used in the therapeutic treatment of hype7rtension associated to hyperuricemia and/or
other disorders irftlereotyextved Hreowe tetbihiéc Sgtedodthe. DoSdgy may vametlepetidipgaanthe patient's

age and general geNiHomR HeORAWRAR $SHALINASSOEHR RARININgFdisriengnst of the
administration route an tyque. Dc%sr.t%%e_ sh?uld th%eforfﬁgﬁke intoﬁgﬁ:&?unt the,s ecg{ic condition to be

! f . o
treated (e.g., hypotar?g {/%e?{ma lone or in association wi ’QSEP rlcemlg)',nthae %eea fFity 07 the condition to

be treated, the agEPHRIGAE £ABGEN ST PSR COATIBBHE LR SHE LB ABIOBETEH &5 other
drugs that the pateynhisdakidgsasds well-known to 25 those skilled in the art. Moreover, it is evident

that said effective amoypj RaYowhe psiirem, beipwerash b RisecLAccordinpie the raspenses of the

treated patient and/or a cordlq&;[o the assessment of the physician escribin%tknle ?opwp%nds of the
present inventior?r%@/%i%aﬁr,e():(om88%?@6%%%?&%?3%1;?%%’3 oral s?é)ﬁtrrls;c,ol’fa'?(')er%s or ﬁ%ﬁ ah 36 amount of
xanthine oxidaseMRIBAHS eemekg felhip@sranonpetiwe i 10w doros Wigopdrusedagkdsnit, and
preferably of froroil25te 260imgedns diuantounnafangicietdin Haegepiotrantagasio:pogierably
olmesartap, medQxipilof Refwseny anAL AR Reweshi0 abd4dmaper dpsaog LNk, By
the term "dosage uEnlt"é;%]tpe resent deﬁcrmtlo it |simea}nt h? unltgaerﬁ/ 5formul(%tlon for a single
administration, e & HRE ASEHIR R YC0h BYFAAit %%%3@’8 AR3s IHEANT IR QBRI St % tive
principle for a singlés&dRimidaERITHCAN alsRCRIe A8eFETRIE PP 137087 Selerted fitHe Pieapmaceutical
mixtures and corpbsitions iaftbaesinesition sould be prepared according to techniques known in the

feld both using the previgysly-prsnater.aregriaianaliasive pinciples,nd oipdng e polyidual

compounds directly during the preparation of the composition; 5In particular, the association of active

principles may b&BbtARBHEY 2385 oFMHEANG (LA thind SR ABPHRIRNDr, TEIRRISARE, &F
pharmaceuticallyeasdgiptably saieherssf Drgsipaibripiicifoiniestblleeabhilithno s gistrrsseasigiotensin 1
receptor antagonstsrpiRhsraagasticalliasrepiabler salisdberentin sowrighiratiagemprised between

e e TENEB0.603 29 d20 ROERE B8 ARAPYBN L BOAIASE sl - amRRsy o0

described herein IXture of active principles Is formulated in suita osage units with one or

more pharmace RSP aREEPLRNR BIIBILRIYSRE SRRl edlyaesetingnd the lieds iRl Yeph8iistrating
activity ofihe asssrpietinhglactorditiyltedtiatinvemighal®igale perad bersintfteroBisogigatalctivity
Pharmacological egthjiyideResosimandeimasaisandnad aomd (Al 9arien i sssheaiignvas

assessed in an experipenal made] QLINPSNACIINRI SRANENSHYRM LRI URlyP 81 RHIR. Harlan
Laboratories, Uding, [taly).

oleate or the like.
These compositions may also contain preservatives of antibacterial or

25 antifungal type, selected, yet not exclusively, from: paraben, chlorbutanol, phenol,
sorbic acid and the like. It may also be useful to include an isotonic agent, e.g., a
sugar, sodium chloride or the like. Moreover, pharmaceutical forms with a delayed
absorption may be obtained with agents such as, for instance, yet not exclusively,
aluminium monostearaie and gelatin.

30 The suspensions, beside the active principles {xanthine oxidase inhibitors
and anti-hyperiensive agents), may contain suspending agenis such as, for
instance, yet not exclusively, ethoxylated isostearic alcohols, polyethylene sorbitol
and sorbitan esters, microcrystaliine celiuiose, aluminium hydroxide, bentonite,
alginates and celiulose derivatives in general or the like.

35 The right fluidity can be maintained with a coating material such as lecithin,
with the maintaining of the right particle sizes in the dispersions or with the use of
surfactants.



20 Systolic pressure (SBP) was measured in non-anesthesized animals by means of a tail cuff
sphygmomanometer (Blood Pressure Analysis System BP-2000, Visitech Systems, USA) equipped

with an aut%%l%ggm for data acquisition and processing. All animals#qf.yﬁp%?ﬁggllg%oned daily for
2 weeks to accustom them to 25 instrumental measuring of the pressure before starting the test.

Hyperuricemia was induced with administration of potassium oxonate (250 mg/kg IP, 2 hours after the
last dose of drugs and 2 hours before the test), an uriCase inhibitor capable of inducing experimental
hyperuricemia. PlasmaAésgeldayf-meiessei dwmrdativeascredosithrepstadddnd teldhhetticeenayenatic

method. Febuxogiatiafg ReRimesantamaarg3daskninistered orally once per day for 7 days, by

gavage, at the doses of {S-10IGg ang %@@35%%@? YIS EORSEioNs als YeLe systolic

pressure (SBP) and plasma uric acid/urate levels (uricemia), as w asal values, both after one
week of treatmerf8AEe HfiRs ERAMSEIMARSIAGRM 6F REPREYIENS BshiRR 2RYo 8H WRR 858 dected from

a tail vein. Plasma wiczasidrBagakialues of plasma uric acid were comparable in all groups and WO
2011/141431PCT/EP2GL1{05 2438 40 merprsiesdl Rotwesn i0:3 1A% R E3088Ma{sl ki After one
week of da"y.”e.%%"s c{s‘&;"%‘é Lighupstat andier r%%?%“%‘n@%%%%&%ﬁ“ 3@@%@%@19&9%‘3@% n
produced a significant increase of plasma uric acid, highér than over o withf réspect to'the basal

value. Oral admifii8tfadion of febuxostat, for one week before 5 the treatment with potassium oxonate,

reduced in a significanttimpertosésdepende risruaiaies mewbymemmmmiawathesp(it&bl@gib)sVdﬂelreas
olmesartafy medayamibnRe S MRRILY, A e ID-cOMRINBHQD Y h felLLoRial hasisuR isiagly increased

the effect of febu&ostatti]ner%ducin hyperuric e dose of 3 er os.for each compound.

h i ) ki
S B M R R L S R A R B o manometor in

10Systolic press&re asaf _ “With .
spontaneously hyperteietPaEs, sWeReafo IYREABRSIHeHEL LRI YHESTRIASGES GiRupS askPesitprised
between 2194 and f283inpamhigofletdssiuny oxion atet st igtitation slightly increased systolic

pressure, yet in a non-Significait ABManaekdapIR heant £EOMASEIdndnl Q-0 Rgd @3 daily for 1
week) showed a S“?k}é%?ﬁ lblto?; gﬁ‘ect gngs stolic pressure. Olmesartan medoxomil (1-3-10 mg/kg per

os, daily & a welR)' N ‘ ‘ﬁléﬁ s3t{ire in a dose-dependent manner (Table 1). Combined
administration of febuxdSReasreisline saHHeTRegHROAIe s PRI deseinE@rigieiorRP2ows feduced the
systolic pressuretiiz saaiR0e0 Helythypedengisadaés toddiRsalue scobiphrattuih theidesenef

olmesartan medexamil (L Me/kshRE: Q%g]%\{m%ogyﬂé;gmegnhancement of the hypotensive effect

of angiotensin 1l AT1 receptor. Table 1 - Effect of daily oral administration for one week of

a Ore .
febuxostat, olmesartan AIeASX SN B ¥ AATALHG P hBRBT A F REHARIRN S A RARPINS 18 25values
in sponta@ouslyaiyseredsioeonareE@HRYe pathology or disorder and of the administration route

and iype. Dosage should therefore take info account the specific condition o be
treated (e.g., hyperglycemia alone or in association with hyperuricemia), the severity
of the condition to be treated, the age, weight and general physical conditions of the
specific patient, as well as other drugs that the patient is taking, as is well-known to
25 those skilled in the art. Moreover, it is evident that said effective amount may, when
required, be iowered or raised according to the responses of the treated patient
and/or according to the assessment of the physician prescribing the compounds of
the present invention.
Typically, compositions preferably for oral use in solid form contain an
30 amount of xanthine oxidase inhibitor, specifically febuxostat, of between 10 and 200
mg per dosage unit, and preferably of from 25 to 100 mg, and an amount of
angiotensin il receptor antagonist, preferably olmesartan medoximil, of between 1
and 100 or of between 10 and 40 mg per dosage unit.
By the term "dosage unit" in the present description it is meant the unitary
35 formulation for a single administration, e.g. a {ablet, capsule, etc.
By "unit dosage" it is meant the amount of aclive principle for a single
administration.



- Treatment mg/kg day per os Uricem a mg/dL A Uricemia mg/dL SBPA SBP mmHgmmHg 30 Control
(vehicle) 0.440.08 2287 Control+ K oxonate 1.170.10 2395 Febuxostat 1
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The pharmaceutical mixtures and compositions of the invention could be
prepared according {0 techniques known in the field both using the previously
prepared association of active principles, and mixing the individual compounds
directly during the preparation of the composition.

5 In particular, the association of aclive principles may be obtained by a step of
mixing the xanthine oxidase inhibitor, febuxosial, or pharmaceutically acceptable
salts thereof or polymorphic forms thereof with one or more angiolensin ll recepior
antagonists or pharmaceutically acceptable salts thereof, in a weight ratio
comprised between 0.5 and 400, or between 2.5 and 120.

10 For the preparation of the pharmaceutical compositions described herein the
mixture of active principles is formulated in suitable dosage units with one or more
pharmaceutically acceptable excipienis and additives.

Testing

Testing demonstrating activity of the associations according to the invention

15 is reported hereinafter.

Biological activity

Pharmacological activity of febuxostat and olmesartan medoxomil, alone or
in association, was assessed in an experimental model of hyperuricemia in
spontaneously hypertensive rat (SHR, Harlan Laboratories, Udine, laly).

20 Systolic pressure (SBP) was measured in non-anesthesized animals by
means of a tail cuff sphygmomanometer (Blood Pressure Analysis System BP-2000,
Visitech Systems, USA) equipped with an automatic system for data acquisition and
processing.

All animals were preconditioned daily for 2 weeks 1o accustom them to

25 instrumental measuring of the pressure before starling the test. Hyperuricemia was
induced with administration of potassium oxonate (250 mg/kg 1P, 2 hours afier the
last dose of drugs and 2 hours before the test), an uricase inhibitor capable of
inducing experimentai hyperuricemia. Plasma levels of uric acid were measured with
a standard colorimetric enzymatic method. Febuxostat and/or oclmesartan were

30 administered orally once per day for 7 days, by gavage, at the doses of 1-3-10
my/kg.

Parameters measured in conscious rais were systolic pressure (SBP) and
plasma uric acid/urate levels (uricemia), as well as basal values, both after one
week of treatment and 2 hours after adminigtration of potassium oxonate. Blood was

35 collected from a tail vein.

Plasma uric acid

Basal values of plasma uric acid were comparable in all groups and



1.020:07 = 0.15 23419 -5 35 3 0.780.06 -0.39 22924 -10 WO 2011/141431 11 PCT/EP2011/057438
10 0.490.05 -0.68 22821 -11 Olmesartanl 1.160.11 -0.0121714 -22 3 1.100.12 -0.07 20210
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comprised between 0.37x0.06 and 0.53+0.08 mg/dl.. After one week of daily
treatment with febuxostat and/or olmesartan, potassium oxonate administration
produced a significant increase of plasma uric acid, higher than over 100% with
respect o the basal value. Oral administration of febuxostat, for one week before
3 the treatment with potassium oxonate, reduced in a significant and dose-dependent
manner the hyperuricemia values (Table 1) whereas olmesartan medoxomil, per se
weakly active, in combination with febuxostat has surprisingly increased the effect of
febuxostat in reducing hyperuricemia 1o the dose of 3 mg/kg per os for each
compound.
10 Systolic pressure
Basal wvalues of sysiolic pressure, measured with tail cuff
sphygmomanometer in spontaneously hypertensive rats, were found homogeneous
in the various groups and comprised between 219+4 and 228+3 mmHg. Potassium
oxonate adminisiration slighily increased systolic pressure, yet in a non-significant
15 manner (Table 1).
Febuxostat (1-3-10 mg/kg per 0s, daily for 1 week) showed a slight inhibitory
effect on systolic pressure. Olmesartan medoxomil (1-3-10 mg/kg per os, daily for a
week) reduced systdlic pressure in a dose-dependent manner (Table 1). Combined
administration of febuxostat and olmesartan medoxomil, at the dose of 3 mg/kg per
20 0s, reduced the systolic pressure in spontaneously hypertensive rais to the values
obtained with the dose of olmesartan medoxomil (10 mg/kg per os) showing
consisient enhancement of the hypotensive effect of angiotensin i AT1 recepior.
Table 1 - Effect of daily oral administration for one week of febuxostat,
olmesartan medoxomil or combination thereof on uricemia and systolic pressure

25 values in spontanecusly hypertensive rais (SHR).
Treatment Uricemia A Uricemia SBP A SBP
mg/kg day per os mg/dL. mg/dL. mmHg minHg

30 Control (vehicle) - (.44+0.08 - 22817 -
Control+ K oxonate - 1.17+0.10 - 23045 -
Febuxostat i - 1.02+0.07 - 0.15 234+19 -5

35 3 0.78+0.06 -0.39 226424 -10



-37 p10 1.080.07 -6.0918011 -59 Febuxostat+Olmesartan 3+3 0.590.05 - 0.5817514 -64 _
Uricemia and systolic pressure values were recorded 4 hours after the last iodose of drugs or vehicle.
Potassium mg/kg IP) was administered 2 ore before the tes .CE’?FE)EQV lue is the average
of 7-13 test?g%g%cg)%rggérable results of enhancement after combined adIr)nlnls ra%%}rq%vérse obtained
also by assessing diastolic pressure. Examples of pharmaceutical formulations according to the
present invention 15are reported hereinafter. Such exdmples of formulations are merely illustrative of
the invention and have no limitative éffect Whatso%\ﬁ‘@ﬁg%mple 1 tablBffor-afsddministrdtion,
containing: 20febuxostat120 mg olmesartan medoximil40 mg pregelatinized starch (disintegrating
binder)70 mg silicified microcrystalline cellulose (filler)32.656 mg croscarmellose sodium
(disintegrant)10 MYPEMEGnesium stearate (lubridaHtyd 4 mg Exampre®®! 217£14 22

3 1.10£0.12 -0.07 202+10 =37
3 10 1.08+0.07 -0.09 18011 -39
Febuxostat+Olmesartan 343 (.5940.05 -0.58 17514 -64

Uricemia and systolic pressure values were recorded 4 hours after the [ast
10 dose of drugs or vehicle. Potassium oxonate (250 mg/kg iP) was administered 2 ore
before the test. Each value is the average of 7-13 fests.
Comparable results of enhancement after combined administration were
obtained also by assessing diastolic pressure.
Examples of pharmaceutical formulations according io the present invention
15 are reported hereinafter. Such examples of formulations are merely illustrative of the
invention and have no limitative effect whatsoever.

Exampie 1
tablet for oral administration, containing:

20 febuxostat 120 mg
olmesartan medoximil 40 mg
pregelatinized starch (disintegrating binder) 70 mg
silicified microcrystalline celiulose (filler) 32.656 mg
croscarmellose sodium (disintegrant) 16 mg

25 magnesium stearate (iubricant) 0.8 mg
Example 2

tablet for oral adminisiration, containing:

febuxostat 80 mg

30 olmesartan medoximil 20 mg
pregelatinized starch (disintegrating binder) 35 mg
siticified microcrystalline cellulose (filler) 72.256 mg
croscarmellose sodium {disintegrant) 5mg
magnesium stearate (lubricant) 0.4 mg

35



tablet for oral administration, contatning: febuxostat80 mg 30olmesartan medoximil20 mg
pregelatinized starch (disintegrating binder)35 mg silicified microcrystalline cellulose (filler)72.256 mg
croscarmell%s ﬁqg}y@4£gisintggrant)5 mg magnesium stearate (Iubricgnt%,%é/ﬁg %;531( .plle 3 tablet
for oral administration, containing: febuxostat40 mg olmesartan medoximi pregelatinized
starch (disintegrating binder)35 mg silicified microcrystalline cellulose (filler)85.312mg croscarmellose
sodium (disintegrant)5 mg magnesium stearate (Iubrié?—mt)OA mg 13 CLAIMS 1. An
association of th&E*R0E grinciples: a) xanthine oxidese inhibitor, febuxostat, or pharmaceutically
acceptable salts thgee tirargalymiorphatdoroseitiengof, and 5b) at least one angiotensin 11 receptor
antagonists that i 9lmesartan mecioxornli or pharmaceuticallm@g.%eptable salts thereof

olmesartan medoximil 10 mg

5 pregelatinized starch (disintegrating binder) 35 mg
silicified microcrystalline cellulose (filler) 85.312 mg
croscarmellose sodium {(disintegrant) 5 mg

magnesium stearate (lubricant) 0.4 mg



for use in a human or veterinary therapeutic treatment. 2. The association according to claim |
wherein the active principle (ay is associated to the active principle (b) in a weight ratio of (a)/(b)
comprised between 100.1 and 200. 3. The association according to claim 2, wherein said weight
ratio is.comprised between 0.8 and 10. 4. The association according to any one of claims 1 to 3,
for use in the therapeutic treatment of hypertension. 155.The association according to any one of
claims 1 to 4, for use in the therapeutic treatment of hypertension associated to hyperuricemia, 6.The
association according to any one of claims 1 to 4; for use in the therapeutic treatment of hypertension
associated to hyperuricemia and/or other disorders of the metabolic syndrome. 207.A pharmaceutical
composition for use in-a human or veterinary therapeutic treatment comprising, as active principle, a
mixture of: ~ a) xanthine oxidase inhibitor, feb or pharmaceutically acceptable salts thereof
or polymorphic forms therkof; A" #ssosigionshRecditedisiistensin Il receptor antagonists, that is 01
esartan 25medaxomil or Fhagsfhie rdany dtiletafsbaoseialthe isrmaseHinedy ofosseidbpharmaceutically
. acceptable exclpiensstanutenfadgitivesphic forithergsfiamaceutical composition according to claim 7,
for use in the therapeutic teatnast ohdiyperension. kISHhe:phgrmacendical emmypasition according to
any one of claims 7 {a&xiat s pradhe-theisnprutaieatmantefhypertension associated to
hyperuricemia. 10, The pharmacrEtcAlGOMPPRItAP-AGCRLEIRE-0 any one of claims 7 to 8, for use
in the therapeutic treatment of h%geggg&g%. gg&%@t%dc}grmwg%etgy%:@%dé% ngge(g?disorders of the

metabolic syndrome 3511'.'Lh Cﬂgag aceutlcql &gmgc‘)ﬁ%}égp maﬂ%cogrgmtg n?r%acélrv%ee of claims 7 to 10,
€

. .13 associe Ve principle o A
wherein the xanthing 6X10es INNIDIOT TEBAXOSIAL & 1h- an dmount ¢ ISe een 1o - 200 mg per

dosage unit. 1% ShIee pharmaceutical composition according to any one of claims 7 to

a The association acoerding to claim 2, wherein said ‘weight raiio is
comprised bstwesn 0.6 and 10, :
4, The association ascording o any one of claims 1 to 3, for use in the
therapeutic freatment of hypertension.
15 . £. The association according to any one of daims 1 1o 4, for use in the
tHerapedtic treatment of hypertehsion assogiated ic hyperuricemiz,
&. The associalion acterding to any one of dames 1 ¢ 4, for use in the

therapeutlc treatment of hypertension assoclated to hyperunicemia andfor other
disordars of the metabolic syndrome.
20 7. A pharmaceutical composition for use i a human or veterinary
therapeutic reatment comprising. as active principle, a mixture of:
a) xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptable
galts thereof or polymorphic forms thereof;
by ay least one angiotensin 1 receptor antagonisis, that is olmesartan
25 medoxormil or pharmacautically acceptable salts theraof,
and ‘
one or more pharmacayticaily acceptable axcipients and/or addhives.
B. The pharmaceutical composition accerding to claim 7, for use in the
therapeutic treatrent of hyperiension.
30 8. The pharmacautical composition according to any ene of claims 7 10 -
8, for uee in the therapeutic traatment of hypertension associated to hyperuricemia.
10, The pharmeceutical composition according {o any one of claime 7 to
8, for use in the therapeutic treatment of hyperiension assoecizted to hyperuricemia
andf/or other disorders of the metabuolic syndrome,
35 14.  The phamaceutical composition according to any one of claims 7 to
10, whersin the xanthine oxidase inhibitor febuxcstat is in an amount comprised
batween 10 = 200 mg per dosage-unit,



11, wherein the xanthine oxidase inhibitor febuxostat is in an amount comprised between 25 - 100 mg
per dosage unit. 13. The pharmaceutical composition according to any one of claims 7 to 511,
wherein the angiotensin 11 receptor antagonist olmesartan medoxomil is in an amount comprised
between 1 L100 mg per dosage unit. 14. The pharmaceutical composition according to any one
of claims 7 to 11, wherein the angiotensin Il receptor antagonist is in an amount comprised between
10 - 40 rag per dosage unit. 1015.A method for the preparation of the composition according to any
one of claims 7 to 14, wherein the active mixture comprising: a) xarrthine oxidase inhibitor,
febuxostat, or pharmaceutically acceptable salts thegeof or polymorphic forms thereof; and b)

at least one angictensin II,f_ecepggrpagﬁﬁggmﬁgza;p%ggi@rggc%%;%nolglwggggpmimrﬂgarmaceuticalIy
acceptable salts thefeQferainis WAL ML ITARIRCRIAYRMNISWIh one or more pharmaceutically
acceptable exmp@%@%/&’ a %tz%/gepsér dosage unit. _
' 13.°  The pharmaceutical composition according to any cne of ciairﬁa 7 to
5 11, wherein the angicfe'nsin it receptor antagonist olmesartan medoxomi is in an
amount comprised betwesn 1 — 100 mg per desage unit.
4. The pharmaceutical composttion according to any one of claims 7 to
11, wherein the angiotensin fl receptor antagonist is in an amount comprised
between 10 — 40 myg per dosage unit,
0 15. A method for the preparation of the composition according {o any ohe
of claims 7 1o 14, wherain the active mixture comprising:
&) xanthine oxidase inhibitor, febuxostat, or pharmaceuticafiy acca#tabte
salts thereof or polymorphic forms thereof; and
b) at least one angictensin il receptor antagonists, that is olmesarian
i3 medoxomil or pharmaceutically acceptable salts thereof
‘ is formulated in suitable dosage uniie with one or more pharmaceutically |
acceptable excipients and/or additives.



