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cardiovascular risk factors such as hypertension hypercholesterolemia and other
elements that are part of the metabolic syndrome, like obesity, fasting
hyperglycemia, low HDL levels and high triglycerid levels.

Hence, the need to always have novel means of treatment in order to better

20 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, febuxostat is of particular relevance.

Febuxostat is a powerful non-purine selective inhibitor of xanthine oxidase

25 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
process for obtaining it.
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effects of stgtigs on the netabolic syndrome are well-known in the

literature.
Hypercholesterolemia is successfully treated with several drugs belonging to

different therapeutic classes. Among them, the class of HMG CoA reductase
inhibitors must be considered of particular relevance; compounds known as ‘statins’,
20 commonly used in clinical practice and represented by the compounds selected
from the group of: atorvastatin, cerivastatin, fluvastatin, lovastatin, pitavastatin,
pravastatin, rosuvastatin, simvastatin.
Statins are drugs inhibiting the synthesis of endogenous cholesterol by
acting on enzyme 3 hydroxy-3-methyl-glutaryl-CoA reductase, an enzyme
25 converting the 3-hydroxy-3-methyl-glutaryl-coenzime A molecule into mevalonic
acid, a cholesterol precursor.
The positive pleiotropic effects of statins on the metabolic syndrome are well-
known in the literature.
Atorvastatin was originally described in EP247633; then, in EP409281 and
30 EP1061073 also some specific salts of atorvastatin are reported, among which the
calcium or hemicalcium salt thereof are reported.
Lee, S. J. et al in Current Rheumatology Reports (2006), 8(3), 224-230 have
also reported the uricosuric effects exhibited by atorvastatin.
SUMMARY OF THE INVENTION
35 The present invention is based on the surprising discovery made by the

Inventors that the association of a xanthine oxidase inhibitor, in particular
febuxostat, or pharmaceutically acceptable salts thereof or polymorphic forms
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a) xanthine oxidase inhibitor febuxostat or pharmaceutically acceptable salts
thereof or polymorphic forms thereof; and

b) one or more HMG CoA reductase inhibitors belonging to the class of

20 statins or pharmaceutically acceptable salts thereof

one or more pharmaceutically acceptable excipients and/or carriers and/or
diluents, for use in a human or veterinary therapeutic treatment.

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

25 comprising

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

b) one or more HMG CoA reductase inhibitors belonging to the class of
statins or pharmaceutically acceptable salts thereof is formulated in suitable dosage

30 units with one or more pharmaceutically acceptable excipients.

With respect to the state of the prior art, the present invention entails the
advantage of a greater activity in the treatment of hypercholesterolemia compared to
that observed using the sole statin or the sole xanthine oxidase inhibitor. Moreover,
a further advantage is given by the possibility of obtaining significant effects in the

35 treatment of hypercholesterolemia with a reduced amount of statins with respect to
the monotherapy treatment.
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25 tromethamine, lysine, arginine and the like.
Polymorphic forms of febuxostat include, but are not limited to the forms
described in European Patent EP1020454.
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.
30 Polymorphic forms of febuxostat include, but are not limited to the forms
described in European Patent EP1020454.
The HMG CoA reductase inhibitors according to the present description
belong to the class of statins.
According to an embodiment of the present description one or more of the
35 HMG CoA reductase inhibitors are selected from the group comprising: atorvastatin,
cerivastatin, fluvastatin, levostatin, pitavastatin, pravastatin, rosuvastatin,

simvastatin or pharmaceutically acceptable salts thereof.
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comprised between 25-100 mg, in association with an amount of HMG CoA
25 reductase inhibitors comprised between 1-100 mg, e.g. comprised between 10-40
mg.
Where the association envisages a physical mixture of two compounds, as
active principles, having the one an acid fuction and the other one a basic function,
also the forming of an internal salt between the two is possible, in proportion to the
30 respective amounts present in the mixture.
A further embodiment of the present invention relates to pharmaceutical
compositions comprising, as active principle, a mixture of:
a) xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptable
salts thereof or polymorphic forms thereof; and
35 b) one or more HMG CoA reductase inhibitors belonging to the class of
statins or pharmaceutically acceptable salts thereof

one or more usual pharmaceutically acceptable excipients and/or additives
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k) 25 lubricant as talc, Ci.um st ear at nelumstearate
pol yet hyl ene a@ﬂ;ﬂiyé?lerotil%"ﬁ?ﬁar%r Ia(JéGftTeé‘tt% S“§é&?§}$ﬂ§r&8r%ysf%‘faé¥'8 S
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mol ecul ar weisijba. poI yet hyI ene gI ycol, and the Iike. Sol i d- dosage

forms may be coat WC#eé me%ﬁ&ﬁ%&c%ﬂﬁﬁlfdr&&%@muw&e fﬂ’lfnéf&agi%é}t | nagsu%tsher

type well -known int st at e art cont agents
and may be ofthe excipippis in¢lede Ayt 216 ot ligied ﬁ@cer@p@%@ @ffthﬁdYﬁ’Q/éa‘Ftﬁ% digtent s

only orjgpr ef m&é&w@rm. t@@wbw@n§grybbloand)fhetnh@ intestine, optionally in a
del ayed manner. % H sta ces ca e ofOI ah]l é(g utch a del ayed H e
ncl ude, but are NOITPPGEAE TRl CREEREo e R
for oral admofbthier &tdeowelakmeoverrin thieatste «fdhaibrtoMBey may contain matting agents
and may be of the type such as to allow the release of active ingredients only or
preferably in a certain section of the intestine, optionally in a delayed manner.
35 Substances capable of allowing such a delayed use include, but are not limited to
polymers and waxes.

Liquid forms suitable for oral administration are emulsions, solutions,



WO 2011/ 141387PCT/ EP2011/ 057343 - 7 - prepared or extenporary suspensi ons,
syrups and elixirs. Excipients suitable for the fornmul ations according to

t he presewbd 20rwvi@msizon in liquid forms for oral use incl BGe/EPRut/08T3@3 not
limted to diluents conmmonly used in the art, such as water or other
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gl ycerol, ang the |ike ohol s, isopropyl alcohol, ethyl acetate,
benzyl al coho eﬁl k§8¥¥9§ﬂ %ggﬁaﬁééﬂg% agtr'opyl ene glycol, 15 1.3-butylene glycol,
di met hyl f or mami de Compgeitiab$ euitablesfof iphaeadei tiedlixracoéptable\parenterat ojectipeanut |
corn, wheat gﬁﬁorﬂbhg@’stézrﬂér}]a%rueoﬁ§%%T[ﬁ?0n,s9%£@ﬁé%iﬁ%ﬂ'?i'bﬁs:sé'@ébé?ﬁ%icﬁwtsh&l

ol eate or th e. ese conpositions nmay al so contain .
preser vHt i veSTHsians Phaeweesalor g regrbsiftufigaln inigskables splatiensyor gispersians:
FXE' USiI ;/el Y, e&‘lémﬁlets)Qﬁéﬁ&?i@lntsfdm'it_@blb:ih@’@ﬂir,incp@@ét”!QJu_I are2fotIphitiddoagueo@dr t he
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bentonite, aloéﬁalt?a?retheél'ﬁﬁj cel lul ose derivatives in general or the |ike.
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df sper i ons GRUUNGR e it veLoegReliiel’ fom: Bafahef, Supifiahal Bygas.
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according to the'rnvention are extre eftrective in the trea
prophyl act i c 28R80TREPN May beradtaipedi Wit agentsrsuserash oI éxxtancs) el ot explusivefins or

ani mal s. HypafrhauRShercHiebR ayekinassoci ated or not associated to other
WO 2011/ 141387PCT/[ EP2011/ 05734

-..8 - pathol Qgi.es or syndrones and .
synptoms. In partil GI%SPGQSP%‘Saz’%Q?d'P‘? ShtitfeBY Q'FH%%?%‘F%'P% OKigagk MRS so i n
t he t herapeutand HVEatHve néduatasB)ipieibitdte), @sdyecoltainisas Gamigg ajeds sach as, for
hyperuricem a and/ or hypergl vcem a, . Sy npt such, a .
hyper chol et 1T ket M) B P Valne hosvatey st eyl OB Beeidsng sorbito
associ at ed, iandisorbitexl estecs, nicremysialiiag cellulogeo apmaiidm diydsaxifieovestonitee t he
met abol i c syr&;&rpﬂgs afgj’ %ellulosnilﬁ?ﬁmbé‘?ﬂ'de‘ﬁeﬁa‘{ dieRs. it is neant a clinical

condi ti on acconpani ed g mani f estati ons such as obesity. The association
descri bed herei n d&A rgheludipreandee maideined wHB 2 qoatiag aaterial such as lecithin,

30 with the maintaining of the right particle sizes in the dispersions or with the use of
surfactants.
Also slow-release formulations can be prepared, by the techniques and
products well-known in the state of the art.
The associations and compositions according to the invention are extremely
35 effective in the treatment, prophylactic as well as therapeutic, of
hypercholesterolemia, in humans or animals.

Hypercholesterolemia can be associated or not associated to other



10t reat nent of hyperchol esterol em a associ ated to hyperuricem a and/ or
hypergl ycem a or to other disorders in the context of the netabolic

syndr ome.woO 2011/14130sage may vary dependi ng on t he pati eRCTEPage/0a13d3 gener al
conditions, the nature and seriousness of the pathol ogy or disorder and of
the adm nistration route and type. Dosage\8 shoul d therefore take into
account the specific condition to be 15%reated (e.g

hyper chol est atllofgies al symdrames andswoptoats. dmpwtubhlahypelaasomaimnajeannbeﬂ
glycema), t I t and
general phy srﬂ %rﬁ%?\égfr?hw?%%sﬁo tﬁﬁggésl}t,ggl Erﬂerlﬂg)tf b%ﬁé&ﬁg%ﬁ%@rapﬁggs%t e%hdr ugs
that the pat ifehyparyicegia ﬁ@d/orzﬁyﬁe&w@m'a known to those skilled in the art.
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| owered or rai se g)ccordl ntggto 20t he resp onEes of the {reat Hf?a“ enﬁ

and/ or atcor GPRGISPHeasE0Ha&E sBrvigalys orip SOPRIETIT. Ap SRR BIoASt¥e the
conpounds of rﬂidiabqﬂnbsymt)menventl on. Typical ly, conpositions for oral
use in solidform opnt as

specifically febuxg ‘%g&;“ ?@en%n EG aggnez%‘ﬁl rﬂ&é] é)(r%,égn Cézor& gg,ed%
preferably ofm%ﬁeate@onszsmcaﬁdomﬁtyng, and an armunt of statl n, 25preferably
atorvastatin, and Tﬂ¥%@s6@étﬁ)np(fé%fcﬁ5@@hé(reﬁ1t faaenb%agga Wh%%énag@tfjtic

bet ween 1 and 100 per sin ose, prefera etween 10 an

By the tlrm tréé@éﬁj‘é Ui thypﬁgf%tﬁp@ﬁé@lt %fé@%'ﬂeﬁtl Bh inyperyricRmiat  pRHOr

unitary for rrukfgéﬁggaermrorao ah@gh.go@dm |H|tr$é EcHtd@ Bf the. nﬁbtal@ol'b%l?h(ﬁbmecapsm e,
etc.
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and conposi t inahse ahd tbrdousnesndf the patholady lwe disoefesraed ofdeoadhninigtratort eakeni ques

known in the I i i
active princi bP %é&an%Qstﬁal@g:éﬁSU@ﬁhQ%ﬁ%ﬁ%{%@M% ¥Cwuglgndéagid(?ér?ecﬁr1aoli Sﬁog%e t he
prepar ati on dkatede (G@npusercholestegizmiapaanieces Iarasaoh@t@slswéh alwp@rur@ﬁm@cu ve

princi pl es mayqRe gRBLAId)ICthcevRrift SRhOLRIINLND bOEX RN Mhd18gOXL&gReand
i nhibitor, febuxostat, or pharnaceutically acceptable salts thereof or

pol ynor phi c 9§P#@ PW&*C@J)FOW Wﬂso?féh%ﬁp%%pﬁmtc%%wﬁléaéélt%@é“w that the
2011/ 141387 P@a{i&h29 takingb 43 43well-Bnown tthihbsé ekiBedil tﬁé@rtng’ldr@vfehet |§ |e&l$j$zn’0f

statins or C ically a eta e salts there
compr i sed botiman e ebBtr 5By Rbe ity Splipbed of et pdBrapdls ©
pr epar ati on dtfie tdspophes (rhtl'@u'réaiad:l peabtentozn d/oroaccoddsg 1to el aksgssment o€ tm xt ur e
of active priRelinhsdstifinl Yl Affubds Gtihd BRIsEnAZAGE UNI L Wi Lh one or
€ y

nore 5Sphar ma I ca acc excl pients an Itives. Testing
Testing denonstr afrVﬁ'galbleppmpPW'@fﬂS foneraigisedn aslidiesm seesiontaiy ap @mavat of

invention i s xhRPHESGIRLISHiBRSIT 8pecifically febuxostat, of between 10 and 200 mg per
single dose, and preferably of between 25 and 100 mg, and an amount of statin,

ng.

25 preferably atorvastatin, and even more preferably atorvastatin calcium salt, of
between 1 and 100 mg per single dose, preferably of between 10 and 40 mg.

By the term "dosage unit" in the present description it is meant the unitary
formulation for a single administration, e.g. a tablet, capsule, etc.

By "unit dosage" it is meant the amount of active principle for a single

30 administration.

The pharmaceutical mixtures and compositions of the invention could be
prepared according to 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.

35 In particular, the association of active principles may be obtained by a step of
mixing the xanthine oxidase inhibitor, febuxostat, or pharmaceutically acceptable
salts thereof or polymorphic forms thereof with one or more HMG CoA reductase



1 - Biological activity neasurenent 10Hypochol esterolem c activity of
atorvastatin, alone or in association with febuxostat, was assessed in
W st ar rawe 2havidmg7a wei ght of 125-150 g (Harl an Labor aPomiEPg01108i3az,
Italy) subjected to a cholesterol-rich (2% diet for 6 weeks. After 2
weeks, with increased chol esterolem a values, oral treatnent with

f ebuxostat and/or atorvastatin was start'égd'; the treatment was carried on
for other 4 \whikitors bé®niglirgstmthieastat sobstatios air phhohasdwtically asoeptanbasaltsed

with a st and%é?e&f?ﬂn \iv%i?ﬁtrrjaﬁo g&ﬁ%ﬁg‘%}jib%t\g&nm)f#and 200, or b%ﬁ/péé?ﬁgg§%d %B.d/ or

atorvastatin were’ adm nfstere y gavage, once per ( or 4 weeks,
at the doses of 1Forthepreparriipr ofithe Bbaiseuticahsemensitions desariergyergjn thsy

at orvast at i NmiRGrebANA8 bahtiple§ M BrMIER ih-sulthBe MBsa @V ehits with 684 8¢ more
chol est er ol \PEO were determ neiﬁi at .oqne-week intervals. Blood was coll ected

froma thil prmaceytically aceepiptie,excipignte epeAERlYSSch di et, chol esterol eni a

nore than doubl edTestiy respect to control rats, with an increase of about

120% (n=5). uxo i d Lgni fican ify t |.est erol

|l evels in the 4 mérggtsn%o?erﬁ%n?er @'ﬁ’ﬂ ?%&Fty ?1’16?1 %egvsesﬁagﬁ&iéhe{e&%dé tg[l ﬁ%lg@%nﬁ ler eof

(5 ng/ kg per is@portgdherempfter. 25 wher eas at orvastatin showed a significant

and dose- dependent _ré?(?HgiEél%ﬁ\ﬂ{X rﬁ&%u%}%rﬁﬁ erol em a val ues already starting
t at the

fromthe first week o r eat nmer - oses of 5 and 10 ng/ kg, at 2 weeks
reachi né an acti vi"‘cy90‘ﬁ@é€?§t%|iem‘f3 laé%‘iyn@‘d?@b‘@iaéiﬁt ajoret Pre ins geIAEEIPY eVl ek s,
wi th a maxi migBuxestet twehases88Ftirvit e rBisohedhgdos8ight B 1bewsetg dagarpf

atorvastatin . 5. my/ .as calciumsalt r ,0s dai .educed onl y  of
S095vthe t ot-apoRiERsstuRs B SMEVERY & cBibs P iR ST Hatkie ko
testing. 2 wedke withrinicreeded dhbleistirolatriamalats.f efalxestnadntanith febaxwstat at i n
yi el ded maxi [N | ' el.s. .a at
the daily do%géloo%&g%rt%7t ngwéggkbg{se%gﬁ%]g%%tt g{%\égﬁgn%i Og?ﬁj Oﬁg%fé%ﬁ%&bs of
at or vastat i n Pdagres iavednpt wialddeiasieiohvieng measurgst iwdihng stapderdycgoiimedtd ect
and suggesti R hHAlc hBfodwo 35 conpounds have a favourable and unexpect ed
interaction that can yield positive effects in hyperchol esterol em a

reduci ng the ef f eEEPWIOSHS 8¢/ ratevasialin ivere AdminideredQipls RyrevegpoPRe i n

the foll ow nget aby er ATRhesIE, e dcsedITON3 b/5hg/Kghter Rossédateand 2.5-5-10
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di mi nuti on control rats, with an increase of about 120% (n=5).

Febuxostat did not significantly modify the cholesterol levels in the 4 weeks

of observation, not even at the highest dose thereof (5 mg/kg per day, per 0s),
25 whereas atorvastatin showed a significant and dose-dependent reduction of the

cholesterolemia values already starting from the first week of treatment at the doses

of 5 and 10 mg/kg, at 2 weeks reaching an activity peak which remained constant in

the successive weeks, with a maximum reduction of 80% at the highest dose. The

lowest dose of atorvastatin (2.5 mg/kg as calcium salt, per os daily) reduced only of
30 25% the total cholesterolemia levels starting from the second week of testing.

The combined administration of febuxostat and atorvastatin yielded maximal
results in reducing the high levels of cholesterolemia at the daily doses of 5§ mg/kg
per os of febuxostat and of 2.5 mg/kg per os of atorvastatin calcium salts,
demonstrating a surprising synergistic effect and suggesting that the two

35 compounds have a favourable and unexpected interaction that can yield positive
effects in hypercholesterolemia reducing the effective doses of atorvastatin. The
results are reported in the following table. These results demonstrate the possible



Atorvastatin 2.5 ng/Kg 25% Atorvastatin 5 ng/Kg 80% Atorvastatin 10 ng/ Kg
80% Atorvastatin 2.5 ng/ Kg + Febuxostat 5 ng/Kg 80% 5 Exanple 1 tablet for
oral admwp2briamiisn, containing: febuxostatl1l20 ng at or vRETAPR0110&13¢3 un¥0 ny
10pregel ati ni zed starch (disintegrating binder)70 ng silicified

m crocrystalline cellulose (filler)32. 6_5(?
(di sintegrant)10 ng magnesi um stearate (|
admadvarttages atajnablenwitt assogiatidrefXasixast@Danmpatatvastatis bbtherapealici un0

for oral

e

croscarnel |l ose sodi um
i cant) 0.8 ng 15Exanple 2 tablet

g pregel ati fp,zefl @b@fcﬁ@leétgio?érﬂita.egr ating binder)35 ny

10

15

20

25

Active principle dosage

Diminution of plasma
cholesterol levels in mice
subjected to treatment

Febuxostat 1 mg/Kg

No diminution

Febuxostat 2.5 mg/Kg

No diminution

Febuxostat 5 mg/Kg

No diminution

Atorvastatin 2.5 mg/Kg 25%
Atorvastatin 5 mg/Kg 80%
Atorvastatin 10 mg/Kg 80%
Atorvastatin 2.5 mg/Kg + Febuxostat 5 80%
mg/Kg
Example 1
tablet for oral administration, containing:
febuxostat 120 mg
atorvastatin calcium 40 mg
pregelatinized starch (disintegrating binder) 70 mg
silicified microcrystalline cellulose (filler) 32.656 mg
croscarmellose sodium (disintegrant) 10 mg
magnesium stearate (lubricant) 0.8 mg
Example 2
tablet for oral administration, containing:
febuxostat 80 mg
atorvastatin calcium 20 mg
pregelatinized starch (disintegrating binder) 35 mg
silicified microcrystalline cellulose (filler) 72.256 mg
croscarmellose sodium (disintegrant) 5 mg
magnesium stearate (lubricant) 0.4 mg
Example 3
tablet for oral administration, containing:
febuxostat 40 mg

atorvastatin calcium

10 mg



20silicified mcrocrystalline cellulose (filler)72.256ng croscarnell ose
sodi um (di sintegrant)5 ng nagnesi um stearate (lubricant)0.4 ng - 11 -

pr egel at iwDzed/mimrch (di sintegrating binder) silicifie@CRiEPe@anystal | i ne
cellulose (filler) croscarmel|ose sodium (disintegrant) magnesium stearate
(1 ubricant) 35 ng 85.312 ng 5 ng 0.4 ng_ The above experinental results and
t he specific di me f the inventi made for the testing have the

pur pose of i |pr %I'atzraﬁﬁgfﬁb(de%w@t'%bm 6Fr)couré)’% M4 thout limting its
enbodi nent t giligkiad n1u’;‘rod§r%1@llhh@delh:&is@%fﬂler)m 2011/8b481364CT/ EP2011/ 057343 - 12

- CLAI M5 iation of the active principles: a
xant hi ne oxi §RSETMHICRS ?fo“mgi'ﬁ'ﬂ Ealné)( or phar %ﬁ’&uti (F:)al |y gccept abl e :
salts thereofmaynegghymrgﬁl(mbh@jms thereof ando&b}] one or nore HMG CoA
reductase inhibitors belonging to the class of statl ns or pharmaceutically
acceptabl e salts thereof for use in a human or veterinary therapeutic
treatment.  The above expedimehtf r&tf® 6h@tHepediic eibodighdn® &flthé mwémtudmﬁé@i n
oo ghf‘cﬁ'atvieo R e B Bavt e D ppsa et Mutsiting thS tiventiBh, &edlrSe Withouf 2
I|m|t|ng its embodiment to what is reported below.



3. The association according to claim2, wherein said weight ratio is
conpri sed between 0.6 and 10. 4. The association according to any
one of clwOme11l1413373, wherein said HVG CoA reduct ase i nirCiviEPeo11i05738&| ect ed
fromthe group conprising: atorvastatin,

15cerivastatin, fluvastatin,|levostatin, pifavastatin, pravastatin, rosuvastatin
, simvastatin or pharmaceutically acceptable salts thereof. 5. The
associ ation according to any one of cl&LABMS to 4, wherein said HVG CoA
reductase inhibitarah S ibAY ﬁwte'#tﬁ?brﬁ:ﬁdiﬁ%s: 6. The

associ ation according to any one of clains to 5, for use in the

20t her apeut i ¢ t r e&) n@pthing oxdpes thililestfeberastata. or pharmaceuticaliyrccgpt®bls at i on

accordi ng t o sgiytherdf f paybiFhickorin® tBercbffandse i n the therapeutic treatnent
of hyperchol esterolem a assocjated to hyperuricem a and/ or hypergl ycem a.

5 The dsoct ati of) eGATRG HHIG Gl BEsE B RES Hepmaior B Posdadnol he
25t her apeut i stdtingat pearinacéutieyihesckplabkt @utotiema associ ated to hyperuricem a
and/ or hyperglycegia in text . e . j ¢ _syndrone. 9.
The associ ation ag%:réjrsﬁimnggIﬂ(ﬁ@%g%VQEER%WE%F%‘?%@%%%@G@? for use in the

t herapeuti c treat @eibe ebsdngioncrsbetingiooli@m b winfeaswot pettvedrinoipi Gorigler s
of the met aboll iyt Bactvl bincificn frf@?\f'éi%??ijio EORPASId BedRedPb 1Usify I n a
human or veterinary therapeutic treatfrent conprising, as active principle,
a m xtut®e of 200. a) xant hine oxi dase inhibitor, febuxostat, or

phar maceutical Iy 3ccrid ad¥oiatioht ScdoRBh§eb cdinP2] WHeFdIRishid Aeight kAT ; and
b) one or nore HMG redﬁ%t ase i nhibitors belonging to the class of

A
35statins or CBWQF'%%C@‘?JW?% VW'4clept abl e sal ts thereof one or nore
pharmaceutical | y dcTkebsducation @cpordimgdo angboe oaddints Vé&s3 anickdrein stid HEIE S.
WO 2011/ 141387R P J/ - 13- : Taceyt | .
conposi tion gzoé(?agéﬁﬁé%geéngfbg?ﬁﬁié&%ggé‘lronmSté%glrﬂ&%eoﬂﬁﬂsgﬁc?g)g\gag}art{ﬂi bi tor
is sel etted fceovastdiie. grfiovstelnpriekestefin, atpitavasiatin i npravzgtatinast resiyastatin,

fluvastatin, g /QuRefialor BhaidcaVRsiRhiotdtic¥astalbs, rosuvastatin,
simvastatin or pharmaceutically acceptable salts thereof. 512. Th

( { he
phar maceut i cal coRpb8f EFHTANER GFERARIIS 2ARPNBRECIAIMS T & freWhereiprsaid HMG

CoA reductase inhibitor is atorvastatin calcium.

6. The association according to any one of claims 1 to 5, for use in the
20 therapeutic treatment of hypercholesterolemia.

7. The association according to any one of claims 1 to 6, for use in the
therapeutic treatment of hypercholesterolemia associated to hyperuricemia and/or
hyperglycemia.

8. The association according to any one of claims 1 to 7, for use in the

25 therapeutic treatment of hypercholesterolemia associated to hyperuricemia and/or
hyperglycemia in the context of the metabolic syndrome.

9. The association according to any one of claims 1 to 6, for use in the
therapeutic treatment of hypercholesterolemia and associated to disorders of the
metabolic syndrome.

30 10. A pharmaceutical composition for use in a human or veterinary
therapeutic treatment comprising, as active principle, a mixture of:

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

b) one or more HMG CoA reductase inhibitors belonging to the class of

35 statins or pharmaceutically acceptable salts thereof

one or more pharmaceutically acceptable excipients and/or additives and/or

diluents.
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17. The pharmaceutical composition according to any one of claims 10 to 16,

wherein said xanthine oxidase inhibitor, febuxostat, is in an amount comprised
20 between 10-200 mg per dosage unit.

18. The pharmaceutical composition according to any one of claims 10 to 17,
wherein said xanthine oxidase inhibitor, febuxostat, is in an amount comprised
between 25-100 mg per dosage unit.

19. The pharmaceutical composition according to any one of claims 10 to 18,

25 wherein said HMG CoA reductase inhibitor is in an amount comprised between 1.0-
100 mg per dosage unit.

20. The pharmaceutical composition according to any one of claims 10 to 19,
wherein said HMG CoA reductase inhibitor is in an amount comprised between 10-
40 mg per dosage unit.

30 21. A method for the preparation of the composition according to any one of
claims 10 to 20, wherein the active mixture comprising:

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

b) one or more HMG CoA reductase inhibitors belonging to the class of

35 statins or pharmaceutically acceptable salts thereof

is formulated in suitable dosage units with one or more pharmaceutically

acceptable excipients and/or additives.



