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WD 2007/ 039417 PCT/ EP2006/ 066262 Phar maceuti cal
Preparati on contai ni ng Mel oxi cam BACKGROUND OF THE

wo DMEMII4ON 1. TECHNI CAL FI ELD 5 The i nventi onPCEEPL086066262

to the field of animal health. In particular, the
invention relates to novel oral pharnmaceuti cal

conposi tions conprising as pharnaceutically active
conmpound nel oxi cam 2. BACKGROUND | NFORMATI ON 10

Mel oxi cam

Phamnyageysigal PreparationoptainimgiMeloxicanl azol yl ) - 2H 1, 2- be
nzot hi azi ne-3- carboxam de- 1, 1-dioxide) is an active
subst ance which belongs to the group of NSAID s
BAOKGROUND @F BHE INVENTTON ory drugs). Mel oxi cam and
t he sodi um and nmegl um ne salt thereof

(N- met WWHCIHNHEAERAHERR salt) are described in EP-A-0
2 % %gxftiotnl':rgfaﬁar ag}%%le}&)’ ?1 glgmg 1’?6% Sﬁ%ah&%la??h??@%@ﬁ?{%lates to

eristics OXI cam an’
nowel otah pharﬁradaummﬂ&a)htposmlbm mmmngmsqﬂalatmmedtictdm@' active compound
megl um ne salt, in aqueous solution. According to
PRIICa4e| oxi cam i s an active substance which does
hardly dissolve in water. The neloxicam salts,
particularly the meglum ne salt, exhibit inproved
sol ub2I BAGKER QUNDINFORMASAO®S bet ween 4 and 10, as
shown in Table 1 of EP 0945134. WD 2004- 037264 20
di scl oses a granul ated form of nel oxi cam which can be

RRNGxiMas] @ BEHrby- 2mh TRy 1SN -RY- i1 20thidzblyl DA 1118 zothiazine-3-
drl nki ng wat er 'or as a food supplenent. The probl em
fh

d» 1t ¢hex1§¢)e1s @ntactivevsahstheng wikeh b@iongsdv ithpegrgup of NSAID’s
q,g)l U Irg as’ngl ffja m;%o ru% éigxnlila %rrlcli ﬂé s%? u?rpg%gglg%lne salt
R an su s pe snal |

ﬁ@eﬁF(MM\D @icﬂﬂﬁlel stEaNE Id&‘drﬂib@ i EPem)IOD)Q 4iel ER-es0 945 134
to novel solid formulations conprising as

pisdpsrsceaplidgpendentsolupdity chapgiamtichel Bi]axiganpandgts salts, i.e. the
ﬁﬂﬁﬁﬂ@ﬁ? Lfﬂ«% ﬁﬁﬁoﬂmﬁ?&ﬁt ﬁ%@m%%hﬁuﬁetk%[te@fagﬂg?&réoiuﬁon According to

onobgenaousl y sperse In a carrier ah avor
amm eplalidaen tsanwdld subbian®d whickPdedschiadly \iss3@e $niehtes olhied

mJI ations are.granul es, or. tablets.. Mst
Oélctag‘o%agf Péﬁéfﬂ%?g]t ﬂ? neglunHne salt, exhikis IpRIgY Soé‘g’d@‘iysats dhe pH

fglgrneélsésg?)setvgeeﬁ 4NBhd 19, 206h8%n 3R TABIe Melr@ Gy 3@ngtof Uy 264

discloses a granulated form of meloxicam which can be administered to animals by mixing

it into their drinking water or as a food supplement.

The problem underlying the present invention was to provide a meloxicam solid

formulation voluntarily acceptable by mammalian subjects, especially small animals.

BRIEF SUMMARY OF THE INVENTION

The invention relates to novel solid formulations comprising as pharmaceutically active
compound meloxicam or a pharmaceutically acceptable salt thereof which is
homogenously dispersed in a carrier and a flavor acceptable to small animals. Preferably,
such solid formulations are granules or tablets. Most preferred is a tablet characterized in

that the tablet consists of 1 mg, 2.5 mg, 5 mg or 10 mg meloxicam, and further consists of
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-1 WD 2007/ 039417 PCT/ EP2006/ 066262 negl um ne
preferably in a nolar ratio of 10:8 (neglum ne :

woredoorsaan) , hydroxypropyl net hyl cellul ose, PCT/EP2006/066262

pol yvi done, glucose, |actose, mcrocrystalline

cellul ose, croscarnellose sodium artificial beef

flavor and nmagnesi um stearate. The invention further
relates to fluid-bed granul ati on processes for

production of the solid 5 fornulations conprising the
geglprineareternbly)nebmslas sitiot 4f IR Sofmepdumaice ¢ arplodcasal t

b O({r ngopﬁna‘&l?/lls%eglh a% 6)3? I1 onepglgc?/ogsd lgacr:] bl%en gnelcrs:r(())f;ryatahme cellulose,

@agdarraéudse dodiompiiitiSic g besfela®or anslavgdnebiueastdar@es and/ o r
excipients and b) the mxture of a) is dried and 10 c

Threinypaéionrfurteqr rpfptep 4o Bpidvked sarnlaiienapyerests fat riadyation @f the solid
Rnﬂﬁ [ ng of a carrier, a carrier /
IS?%P@%%&ﬂ %Hﬁaﬂgfﬁb%grant a flavour and
aD)ptni aqnedds)sohiltlbh ofvnregyidaat, arsalt foraditeapehosiches megtuntiee afid a binder
brlcant is added to the m xture of d)
%WO% qeqﬁseasréef £ BOYF 1 §PrRXednEG Y sofick s%rﬂahbﬁfdoq%ﬁrvl%f one or
&ﬁéﬁy&ﬁﬁm%gn@QPé&ﬂn&h@%&i9ranU|eS and/or 15 g) the
final granules of f) are conpressed to solid
bathenlistticorfs)) iSlregd agdl is omitted if the solid
f.o i 0 ran If th oljd fornulation is
et e B AR AR b e logieBTe TRl hor mor o | e
d)rﬁfﬁﬁitér%aé’&io%h@ﬁng 6F BcaiBéM@darder PAGMRIBEAN® M @KE{eQFant, a flavour
treatnent of diseases wherein NSAI D S, preferab y
gl Qmoedhﬂ a favecgulathersagdest fodhd ametfict o of cgartri si ng 20
d ed of such treatnment a
%ﬁgbgﬁél Q@F&9)®¥e01lvéﬁ; aﬁ%t of a solid

f)thThhh)atlﬂeQiﬂ eaisaﬂéﬂiea gort whifoh@ity b¥ gRhilentashtah Swhlogesules and/or
above. Preferred is a nmethod of frevention and/ or

g bafineraranfespfifhareicampgayagh P oplid fapefatioaput e
%ﬁg? g') Es (ﬁ‘?]lttgdi ﬁrtﬁg g(?gjb Oielﬁn@%?{ ab%r Lﬁ@ rlfj ﬁerSSDllJi mﬁﬁl%n is a tablet,

oarthritis, Ity or respiratory
ﬂqmp]mmmﬂ&dcpreferably pai n, inflanmation or

onotiv dlsorder nost 2 f er abl :
Fie SRR ANV R ISP SRR Sl Bﬁvwl%f@%ww f diseases
@/ﬁ@l@lnq(l&ﬂ]?l@ prEfe?ﬁﬁ;nﬁ{Hox?cahh BLAPE erlrs&)@ﬁtlld/ be%fzfl? @Bﬂnﬁﬁsm g

anount of a SO| id foormul ati on accordi ng to th
admwigrstariog tas ntinguilos @dedadfooweh treatment a therapeutlcally effective amount of

a solid formulation according to the invention as disclosed above.

Preferred is a method of prevention and/or treatment of pain, inflammation, fever, acute
mastitis, diarrhoea, locomotive disorders, lameness, osteoarthritis, problems of mobility or
respiratory complaints, preferably pain, inflammation or locomotive disorders, most
preferably pain or inflammation, comprising administering to a mammal in need of such
treatment a therapeutically effective amount of a solid formulation according to the
invention as disclosed above.

Most preferably, the method comprises administering a tablet according to the invention,
as defined above.

Furthermore, the invention relates to a method for manufacturing a medicament for the

prevention and/or treatment of a disease selected from the group consisting of pain,
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Most preferably, the nmethod conprises adm nistering a
tabl et according to the invention, as defined above.

W@0HsMhEr nore, the invention relates to a neERCGHEPY006/066262

manuf acturing a nedi canment for the prevention and/or
treatnment of a di sease selected fromthe group
consi sting of pain, -2 WO 2007/039417
PCT/ EP2006/ 066262 infl anmati on, fever, acute
mastitis, diarrhoea, |oconotive disorders, |aneness,
mﬁlﬂ@@wﬂmrfﬁwrsacuﬁﬁ obitirsdiafthepsblacpmptive diserdpisy msngss,
?sg%gc?)lrr}% ifis ! Dro ésng% eer Si)l¥l grl 1y 1ralft(g]rfP/L§f1n{'§Pamts I]i)rf(:%{:rably pain,
lnﬂﬁinﬁﬁin’aﬁ bD h)coﬁlhﬁtfﬁdﬂ's@ﬂbls Qldostlpﬂefkﬂaaly eaiss of indlammatlon, characterised
formul ation according to the invention is used

ribter bl Jormuiion Rgeerdingrio shey iaveitien it psed: Pasferahly fth¢ invention

f.act

(IR B e ol TR by i Bl A A0 reatment of
a: dllssass telagedfromathe graupfcoasisthigi aipaing mﬂammmnl Ever acute mastitis,

iti di.arrhoea, ] oconotive dj sorder a
daibesar PRp IS digorgeyis f%e"ea?swfﬁqaﬁh% pro f‘éﬂgsp‘?frg%fv or
PRl i&lyHotnpl RAETBERRIDYy Rah Nnfldihh @SB b8Fn&ive disorders, most
IoconDtlve dlsorders nost preferably pain or
pn&ﬂdﬂﬁamn®mnﬁEManacﬂedusaﬁﬂmndmhamiaubhbb@mmuﬂgof1ng,25ng,5

C OnS:Jgt in [nglo él—fﬁgﬁ |fW&1€6Eg1?TSéS3]|n Iﬁf :ﬂ% ggl}nélflg ng%?rgﬁly Al g G&Mhr ratio of

B a8 meBdxi@n hy drbRyFop AmEelyD¥é1RddsEe, FOINiOX%ED ERBYIRIChE,
cel l ul ose, pol yvidone, gl ucose, | act ose,

lmc‘clfwwtgzlémaP¢11w1@ec@p$qarr@@1@se sedismaribiciabbeef §loypry apd magnesium
g&ﬁg 1&@@@ beef flavor, and magnesium stearate is

Rl EF DESCRI PTI ON OF THE DRAW NGS Fig. 1:
IIIustratlon of the basic top spray fluid bed process
Ref er ence sif@}sj\I 1 Exhaust alr ventilator; 2 Filter; 3

BBH%IDES§RH? OF WAE L RAWENGSensi on of i croni sed
ﬁg P I6& u%ﬂ%f 'Elie'l%@ifc tgﬁ’ \}H Qld(ﬂfp oddEMC,  starch,
[ at’ine ating I C et 20 air; 7

Ek&mmceﬁgszzle aqueous suspension is sprayed onto

PG BEtetfigor s R ReEr T S Wen CHET S Rl elcronised
ftBxicdm ahWiRler Sb184idH '\gg{\%thCds%ﬁI@h 221dRENLELAting device for inlet

DESCRI PTI ON OF THE |
air; 7 Sieve; 8 Nozzle, aqueous suspension is sprayed onto powder bed (citric acid, lactose,

starch, flavour); 9 Powder bed
Fig. 2: Flow Chart of Manufacturing Process
Fig. 3: Tablet disintegration data

DETAILED DESCRIPTION OF THE INVENTION

Definitions of terms used in the description:

Before the embodiments of the present invention it must be noted that as used herein and in
the appended claims, the singular forms "a", "an", and "the" include plural reference unless
the context clearly dictates otherwise. Thus, for example, reference to "a tablet" includes a

plurality of such tablets, reference to the "carrier” is a reference to one or more carriers and

equivalents thereof known to those skilled in the art, and so forth. Unless defined
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Definitions of ternms used in the description: Before
the enbodi nents of the present invention it nust be

woedisiat as used herein and in the appendeRCTERIONG)66262

the singular fornms "a", "an", and "the" include plural
reference unless the context clearly dictates

ot herwi se. Thus, for exanple, reference to "a tablet”
includes a 30 plurality of such tablets, reference to
the "carrier" is a reference to one or nore carriers
@th@rWl@q afl mh@ﬁﬁlsanﬂﬁélﬁé@ﬁic terpwnseddieraiip BavesiRe paragimiepnipgeas

art e;)r tfgg(ié% one ﬁ%rr \?\rﬁlad egkl edt 63;1 V‘éﬁwélgqﬂ Oﬁ?lef'élnzlon belongs.
Anige\rehl rﬁmgks tand nsluusmdy haiyejynl ﬂ@aﬂ%& uhl&@s i8 dioBte rOIBIWIGS oiElsnown
conmonl y under st ood one of ordlnar¥ skill in the

€

etherviigs lmhe RESAR §klll?ﬂ/@rﬁ1? 8t etchrgshe tonp "agpuerar ass from the
u .

@&gr eli%\;ﬂ\ilns g&tgp%nﬁr}{etﬁg séa}nvtdm%sugté%ﬁp Llﬁ‘ﬁﬁr lé{r]s u?\aatlt%q t(? thgsei (ri]escrlbed

hdreinznt be tikeelrieftior pr,actid&e)rt@nng 'bﬁﬂw qirésemsvemnnohl thel pfaf@md methods,

e 5 description. y nmethods and material s
é‘?Vﬁqu&n ddpatgidals ggInomt etsﬁﬂulfeﬁ gﬁ IH‘EE@IHOB%@“H@}@MI%W@
ReopdRekd HrdiR 8y REREhECRr e §L§§$§6Qﬁ d8dcribli RHRERMsing the
invention, the preferred nethods, devices, and
srr@tstencreal excgrenty owridsss eird medho d@lloglep abiepored orthe publications which

one herei n.are..incorporated. herein by referenc

B bR AP SRS e B RE A S Regh Ry RS SnSAES as an
&1&5&@{1 §2Bthe @ EinRbE Rt ot ef@Idl t6 afited B JudBdiQckakOB)Y SiBtuaSf prior
reported in the publications which 10 m ght be used in
WEeHeBt i on with the invention. Nothing herein is to be

not

fﬂ{g‘ohﬁt%%dttogﬁea%{ag% getgg}n?%l ngc}%lgg %cglﬂfvgdbyqﬂé H%an)ﬁ:’(%n 2 the
@hbatimentd ¢Rahdtexized Thehesddithsj on to the above techni cal
groblen1is atheved‘b%kthe description and the
prBvreranths dfficrliiet & the @d 2 Arochw Vesdnyaiteds Onigpthe invention of this
A R 4 ST RS I SR B BE RBRGMAT ceptable solid
fpraniatios z{a:noqdmgctesﬂse mhveoiovad Withethé q)rd’crﬁstsaict:@‘dm(gfto the invention, it

volunt |Iy accept abl e ation cor

V5 IO ARG WANTEHE iogieas D LCHT drblg 16ge HO producable,
hﬂ@g&hb@é’l‘y disbersé’@?as@?e?@dsﬁfgesoh@ O @R Sudh S60h YBnANAdohs
accepted,” long-term stabl € |arge scal e producable,

mmwﬂm;or dumbéer Bedmall asimale vdadi sgpressoiglyl still allows a

for Iatlon 20 co n .
P UKoY b asEE s Ruel 1 kRS PR gR ormutaiion
Sid yek hatlel DVxcallent PAlEbTY. OMhug QH@Edlﬁjll e 6| 480dAS t8 the
salt in a very IOMIconcentratlon in the formulation
invention are a major step forward in therapeutic application as they do not have to be

force-fed to the animal.

In a first important embodiment, the invention relates to a solid formulation, comprising
meloxicam or a pharmaceutically acceptable salt, preferably the meglumine salt, thereof,
which is homogenously dispersed in a granulated carrier, and a flavor acceptable to small
animals. Such flavors according to the invention preferably are selected from artificial beef

flavours, artificical chicken flavours, pork liver extract, artificial meat flavour, honey
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and yet have an excellent palatability. Thus, the
solid fornmul ati ons according to the invention are a

worzjoa3step forward in therapeutic applicati onPGEEP1906/066262

do not have to be force- fed to the animal. 25 In a
first inportant enbodi nent, the invention relates to a
solid formul ation, conprising neloxicamor a
pharmaceutically acceptable salt, preferably the

megl um ne salt, thereof which is honogenously

dvope Saedflavieranggoalyidisgues tharasiee theasdt farmingagent and other

acce tak%I e Lo fsrmi . animals. Such flavors according
%‘XCIRI*%I'[S,- 8} als? oI me 0X1cfam.
0 e’invention preferably are selected from

artificial beef 30 flavours, artificical chicken

flavours, pork liver extract, artificial_ neat flavour,

Ristragbly.-the seh bivomplatignacropmy epbo TBENEERE2 talflptRy gugnule

ﬁ%glatil)lﬂvﬁ{e%rﬂﬁﬁe R)?Ilnﬁlaqbﬁ gwof'(ﬁn% Ifl)ethE ﬁti&f istetlg]faﬁ@htin more detail
orm ng age and other excipients, but also

addvoxViosnpreferabi e tladodofid folmeulstddn d chewahi¢.at i on accor di ng

o the inventi is a tablet or granule 5 fqrmul gtion. .
%lnﬁflgmm rgef?a%?mla? r%a%e%feeépﬁﬁiﬁ YRR RSFHGRALP Bl ipyention,
RXRbRLRGHisidy JRIR sélRtAipharRb@kal VaEQ@pRIbRS Slcafils. t he
solid formulation is chewable. The invention
brapientabigordihg ¢ the limteation aregpreforably fetacted|fem gre group consisting of

cording to the invention, . further copprising one or
QIR eI ST ICBa P I S L Fe s 8PPk 4 solventS! Any other
Exgligit&nben a6 aRIdilRg pkRokh ARl FIuMe RbitDle R eheXoBH E5ratillption
selected fromthe group consisting of 10 diluents,

iceidiigelgrthh inyentir e plso by cerprised 1 theyjohid dennatasiog according to the
| caqt s | vents. . Ot i
DS LR ARV P T DB AL A B056). 200 e
Lippimub@Witlihmsa ooiking GublshtRePhinydngHigrUsmy al so be
conprised in the solid formulation according to the
Movepietedibly, Sarl exkienRedrt B@iiern,/ dsiegrih® ssletted G@mahe group lactose,
Practice of Pharmacy (2000). 20th ed. Lippincott )
WHTCh SHE¥S & VaI GRS aIPLLPY ST alcohpls ¢-RagEbifhi ellulgse. misrocrystalline
PlufosP 51?5 @é'lﬂlpds)f d ﬁ@a{tfil/ ?,)%Cg IR, ICC'CII%E&&CIQIE}I; btﬁEIsce/rrier known to the
I Sl ntegrants seFect eg fromthe group | actose,
i ldrdofersonugd fsyndesugablg farabs eolanfdrihulatios agardiad ©ahels/ention may
e.g. sorbitol, cel]ulose, mcrocrystalline cel]ulgse )
ArIPL MRS & aleﬁp{}imw%%tw@.agsorﬁaé%w|ﬂz?emmt18§e$ee §p Remington,
PPhEfe GRIEL S1d AaR otf%]gﬂﬁac yl%bodd).ezbﬂp 84.39Ppiadstt ﬁ?ﬁfgﬁm & Wilkins

suitable for the solid formilati on according to

Publishe¢rs dthiladglphal, $15. be conprised in the solid

formul ati on according to the invention. See al so

Bearpngrvera) binders according to the invention are preferably selected from the group

consisting of polyvidone (used synonymously for povidone), methylcellulose,
hydroxypropylmethylcellulose (HPMC), hydroxymethylcellulose, starch, and gelatine.
Any other binder known to the skilled person and found suitable for the solid formulation
according to the invention may also be comprised in the solid formulation according to the

invention. See also Remington, J.P. The science and Practice of Pharmacy (loc. cit.).

The solid formulation according to the invention may also comprise one or several flow
regulators selected from the group consisting of silica, preferably colloidal anhydrous

silica, calcium silicate, magnesium silicate and talc. Any other flow regulator known to the
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20 J.P. The science and Practice of Pharmacy (2000).
20th ed. Lippincott Wllians & WIkins Publishers,

woePhiorozdel phia, US. One or several bi nders accor@i/RRRod&i066262

the invention are preferably selected fromthe group

consi sting of polyvidone (used synonynously for

povi done), nethyl cell ul ose,

hydr oxypr opyl net hyl cel | ul ose (HPMC),

hydr oxynet hyl cel | ul ose, starch, and gelatine. 25 Any

dilies pesionciar frunsiayitelele forethe kolid foamplarienaccarting el invention may
aﬁ a(?olng%rfls%a 1rt1 € sof)I Iféjrmfu artlrglr’lllagé Irc%ng ta %Olrrl de!n"ggn té)ee ali]so Remington,
i Aven e conprise SO

. prmd @Idn@fﬂar&bh@ét@denﬂ Pharnideg (lacnmemt [ on. See al so

Rem ngton, J.P. The science and Practice of Pharnmacy
Th@&)hd@bfmﬂlatl&fhzﬁ:cSﬂhﬂgjtoft}% vk @ddnORa@8I6e EéthPlsel dheldi Several

i nvention naéﬁa so conprise one or several flow

digigtaceansy slestaddeqra gher grovR £e8isgRS apciosiisngll¢sggogipm, sodium starch

| |
4R, R A e el BB P gy o
disinerzrdnt Rmowe gudhatshﬂecﬂ( pemwn dral fohed suabMBo206 3608 hitlation
PCT/ EP2006/ 066262  ski | | erso d syitable
GPIHEOABY MCRGIRAFO R SBE0F iy oo Ao S prding to he
MBYntidl 8& A% Rﬁm{ HEF Pl Phd fEerklla 11&’ Pfa%E%JJ)faf‘Ha?fﬂacy (loc cit.).

accor |ng tot nventl on. See al so Rem ngt on,

"ﬁ[k[e ogﬁ' is}eapos) @d?fjaclail"i‘l gh@fnvgﬁ}ﬁfnrm%y alfd Q&n%l‘fée on)e'or -F@V%ral

fornu ation ac Ing to the nvention my a
mbnmntsmdmel foom $lm/gba1b cnsihtiag of egpaesiegn stehae! edcihmoswarate,

e 0 consi st i 0 oscar nel.l ose .sodi u odi. um
£ BB O Ly W G S i P R et TSEHART known to
@16 QRBIed bBked alﬂ’cpfo‘ﬁ‘ﬁﬂ @Mlltz@ii'er foP |t}iéjs%'ﬁﬁ foﬂlﬂatﬁ;n@@&ordlng to the invention
di si ntegrant known to the skil person and found

way tkplbe choprisadan gl soadff@mnhtm mordmgctg rtlaj: lmgerttmnt $ee also
b
fﬁ%%l?ﬂ%?% T et Qe A8 PRTRRLS ThaBat o Yhe il so
P t f .Ph
DR mpreiivile BRSSP |f%ﬁ51? i SeeSanag I Hpsation.

EHAYARRZ00 i fYt Bk SATieRMRE bRRoRNThOMvVERIEN FbferdbWPAkE AMSs to a
sel ected fromthe group consisting of magnesi um

sliddpemnaationicepidinsstodhy @W@ltlongp}}pé@rt%nze@ dhibghthe lactose consists of
]F%Léi&t Qiqcﬁ %ﬁvé?té/e%osjpraty &rfeﬂrlh h Bl (hinAngyd &) rFﬁ{b\ﬁ dp%&%{ensucs The

I Can person an

ptbdnadniledfin thet dreksomsi dihérqylmﬂoaﬂalCMe AAGEN gk B@itdble dsheell as carrier
I nvention may al so be co rised in the solid

%C@ngaw%%ma%@m|% g %qt@e.eﬂwém@ﬁﬂer% 209y i size or coarse
RS by S BREBR B POTIRR 07 LR e

a solid fornul ation according to the invention,

The invention preferably also relates to a solid formulation according to the invention,
characterized in that the starch or various starches are selected from the group consisting of
native starch, gelatinized starch, partly gelatinized starch, starch powder, starch granules,

chemically modified starch and swellable physically modified starch.

The invention preferably also relates to a solid formulation according to the invention,

comprising 0,5 to 20 mg of meloxicam. The more preferred solid formulation contains 1 to
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characterized in that the carriers are glucose. The
invention preferably also relates to a solid

w0 200m03%11 on according to the invention, charaRCEBEP28€066262

in that the |actose consists of particles which have

been spray-dried in order to inprove conpression

characteristics. The 20 person skilled in the art

knows ot her types of |actose which are suitable as

well as carrier_ according to the invention

i(? g of @@ql@@@ar@qlmevm mepmpletredyghd ﬁ@mqwm cgntz@sdrto 5 mg of
rticles Dhi 200 min

GRRR S, OSL G R B GBRs SHRER T AORR Fsa e g me of

mﬁkﬁnmnpn preferably also relates to a solid

formul ati on according to the invention, 25

characterized in that the starch or various starches

?ﬁ?m@ﬁj‘tﬁ)ﬁ ?Qefalb I%Ia%sq SSH@ ?{)ﬁﬁdlﬁ n%:cor@ tg Ghe 1n%ent10n

starc tlnlze star

sjrmr(smgmw:dmnt oﬁB BH:Eh:lg Dﬁmﬂil(eﬁc;am mhemlmatd wyeghoohirfe, pekferably 8:10.

starch and swel | abl e physically nodified starch The

invention preferably also relates to a solid

TR Wérﬁfdn%ef@f’a%gf AiN@1h&Q tbRQolid Y& AbN 23ErRBRE kiR iRGention,

0,5 to 20 ng of "nel oxicam The nore preferred solid

¢hara¢£ﬂrat:<ﬂ onthetathe avierght of the whofe \WDdX00TNIEBORE 1n the range of 150 to

et R RS DT

WeilghXdfORMmVBHD Y, 8060 ARtbr20bd ¢hef or mul ations contain 1
nmg, 2.5 ng, 5 ng or 10 ng of neloxicam 5 The

|nvent|on preferably also relates to a solid

'HPJ ﬂ}gi%ga%%” zgéd"%lattﬁ?s &b Ia%oh@\f&%{dlﬂ{bn &?H}ﬁr 't? ltﬂ%%n@entlon

con e meloxicamin re

m@cwnza@ in thaethesalid forSuldion isThedudey &R tai fandbee benalatiyn process
also relates to a solid fornulation according to the
TR OHE Stehiar act eri zed in that the weight of the

%)hl‘ﬁl a@luec’cﬁls sgluﬁlgﬁ HPhﬁIdx%rdf, S shif f(grﬁﬁng %EQ?SLQB at ﬁ%ghﬁ’mﬁg and a binder

a nore pre erred wel g range o
d)I(IWZ)OﬁﬁHemsgas d&fidedaisive ps gfreyededito adlghtarobr mtbomrgmsﬁigOone or

The invention preferably al so
?gpﬁfggn?ggggéﬁ?yﬂnﬁg? At ati on according to the
bNUERLER of § RAdREt 841 zed in that the solid
formul ation is produced by a fluid-bed granul ation

@nbcmwgmfxﬁbduwmﬂwémngdbhggsnepgmiaylan aqueous

ol ution ne alt _for Zn agent such as
AR Pt B B <R bRl PR A R Bee a favour
AR oh 81 ySPF18Y @6 RatbOisada&l iothé€ BfixtuRS ofR§ehL onpri si ng
one or several carriers and/or exci pi ents and
e) a lubricant is added to the mixture of d) and
f) the mixture of e) is blended for uniformity of granules to obtain final granules and/or
g) the final granules of f) are compressed to solid formulations.

Step g) is omitted if the solid formulation is a granule. If the solid formulation is a tablet,

step g) is carried out.

The invention preferably also relates to a solid formulation according to the invention,
characterized in that the solid formulation is produced by a fluid-bed granulation process

comprising the steps:
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b) the m xture of a) is dried and 20 c) the m xture of
b) is sieved and de-aggl onerated and d) an outer phase

wesduthg of a carrier, a carrier / disintegPGREP2086/066262

disintegrant, a flavour and optionally a flow

regul ator is added to the mxture of c) and e) a

| ubricant is added to the m xture of d) and f) the

m xture of e) is blended for uniforrrity of granules to
obtain final granules and/or ) the final granul es

vfanfaruenus selyipn ek etpxicans meig@mlae ﬂmdmmmylr@ttgﬂ gg}lujoge and
0V1ct10t %clls Is frate ontd z|1 ISOCil({ AN m’fl at IC(O)I’rlll I1§1na rc%g]el’lrln%noh tte and
ol T rornin At on® ’'s aatITa% fi St'e gg%%lls carrly

b‘))uhe m'[k’terelcﬁ\aeriﬁdlrmdamdefer ably also relates to a solid

formul ation according to the invention, 30

eHhe Bettere of ba 15 vieved and derecglomesrtebiul ation is

(ﬁ))ra%d&ﬁ(f&%hg% %ngllstlﬂﬁ %fbcﬁlféfg@}g E%Sfy)geggﬁ)’fgfs?gﬁe or more suitable carriers

conprising
HATreRR (i)@cﬁfé OGE6EDE2isialegentsadu edied ts dieuhixoure of ¢) and
ropyl nethyl cellul ose

‘ge %%ﬁ?lfmkfc?ﬁgg‘%?m%hﬁpéyé‘ d(g)fo )88%1 solid carrier bed

f; PRPREGhRD YY) KOASRIeARRARY QAR oABANDEs (o GhedTh Xk ﬁaﬁﬁles and/or
is dried and c) the mxture of b) is sieved and

gl)etha@galcgrmwlﬂseﬂ faad cemgyessad towoled fgyhakeiooonsi st i ng of
vours, one or

R8P a7 b 8 i, ol AT R e it R BT b aBy i o e

aglefistcorrfeh®um xture of c) and e) a lubricant is added
to the mxture of d) and f) the mxture of e) is

bl ended for uniformty of granul es to obtain final

'gﬂeafﬁ%lﬁison ?1/ Ioa'i)l Cilt%s eg‘l?l g%ﬁ%hg@{l? Bbt];%wcﬂ)ff‘ the process above

conpresse i ons
i ¢dnedtheif bet d.'&?mﬁﬂtelréﬂ iﬁleﬂTglJaﬁlilhloﬂ’d)rmS)r as garbaanyif&;r cbinpted€ing the final
solid formulation is a tablet, is carried

gapulestiedableiye hhqreferg the wiig tﬁmymrl@w&t 3é§0f6151géo dfrealyengion preferably is
i ?rr Eylls f(‘%ﬂ ao_glgfﬁl n)pQIt LR Panmés);]&% bRt %\% ?Mﬁratfbﬁ i tife¥tanules

stere In the granular formor as
tambthlet placf Hyemixtpnpitk $eddng liyhfffeﬁ‘llng a]he grabulgy diniekle so the animal, e.g.

ol el ey e SO oL S st g 1S
Rkl HGMh &Eé}ﬁﬁﬂg% theXBodd vt @f theTal?l%nﬁdm nistration of

t he granul es
The tablets according to the invention have surprising advantages. The disintegration
behaviour is ensuring immediate release of meloxicam. Surprisingly, it could be
demonstrated that while compressing the final granules as mentioned above, a decrease in
the disintegration characteristics is not observed. By ensuring an immediate release profile
of meloxicam, the amount of drug to be administered can be kept as low as possible,
thereby improving the safety profile especially for long-term treatment.
Furthermore, the dosing accuracy of the tablet is excellent. This is due to the fact that in
accordance with the manufacturing process according to this invention, an excellent
uniformity of meloxicam content is achieved. Furthermore, the tablets can be broken into
two halves so that half the dose per tablet can be administered. This is even more important

since the drug is administered for a life-long treatment.

_8-
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can take place by mxing with food or by offering the
granules directly to the aninmal, e.g. in a bow. The

w@pplozati on of the granular formw || all ow aPCT/EP2006/066262

i ndi vi dual dosing of neloxicamaccording to the body
wei ght of the animal. 20 The tablets according to the
i nvention have surprising advantages. The
di sintegration behaviour is ensuring imediate
rel ease of nel oxi cam Sur singly, it could be
Abaopadatabibieddfitheatablghis| eéce;lgwp rCegapanesl Wit thej exaiting taiefi fegnulation

hlqr%gt Iu(s)en ec%tr)nmflance fq)e I 335 Iarl] n& Hle a%n%;lﬂnotwe Egrtel sPhificantl
c aract &5 st s ot S8 oo @y ensuring an & y
intprecidaTRisieb@astop ﬁmf)oﬂtzent incotherdeh©isi adlatinisteted faimdUfet long
of drug to be adm nistered can be kept as | ow as
648FHl e, thereby inproving the safety profile
?ﬁé’ﬁl@érﬂ oln réfgfab yozgg) {?ﬁft@t aqgﬁlgﬁear&ord{: rtgl?lg qgﬁﬁront (I,:Hsaracterlzed in
dosi ng ac urac tablet 1's exce Ient
tthatetht cabidués Sftaiﬂé at 20atC/60 % staiove damidtywilt thetelremples, testing parameter
manuf ac ur| n fp CESS accorc%xtg to this invention, an

i PO

EReEIYe ignfegraston ot thedPRlsin content is

SGhibRVedkaditg IRRKARI S tabRA deBbilifloSo RN B&BH AkeR1d A dOrom, but
30 two halves so that half the dose per tablet can be

laurhnmedtte raé@rmnﬁm/@ummvbhstmrl%VCWG ahsterssanmicldDPRehigh density
I ong treatment. -8 WO

u nistered for alife-

é‘%}“ ’@Fa'i 18T/ EP2006/ 066262 Al so, pal atability of
Theinkaltl BtpréferaBKcelaednd a s@@mm@htﬂmﬁﬁdtrﬁ@st Ydf&iddtablet
tablet fornulation for human use, the co i ance of

wsoingnie thninyantionneharsierizail imhabhaeelid fameiagionfor éaéﬂﬁtlcynsmts of 1
PSSR TEb0 PSP RSN B AL ey n

mblae [’tattio(Iff 88 ef E:@kkyecalllyprefetadlyeia atolar fagiblogtl0: 8 (meglumlne
accordi ngl to the invention, characterized in he

mgloresam).dydrompeopatmethylceBnloss (et % vRolkvidPes &Ogr S F/w glucose (20
t @@ ?@Xfﬁ%ls@ 0 tﬂ?%‘) 109%%3@{61% celRifoseY a@@) gfo%&irﬁl%ﬁgse sodium

isintegration o SUIt Ie packagl ng
(rtat ‘efa)ahsifitial bdedilflaedry2ac2iofeli agl ma)grtelsmm stevanti(0.85 arQe%)

el ected fr but .. not limted t al un.n l um
Gt o) pOBRBTS fer BreniR LRI a S hon process
g&nﬂqpsluy tthgg{eﬁgle bottles). The invention preferably
rel ates to a solid formulation, and nost preferred a

1)aml agtieovacelutidin ngmetoxidagn, rrrmghnmrlgra,ndwhapaw@bimd@d i gprayed onto a

sol %tca}rpe? bad conqprfls%gmgjfucose monoﬁlyglr%gl a%td consists of 1

b) the mixture of a) is dried and

c¢) the mixture of b) is sieved and de-agglomerated and

d) an outer phase consisting of one or more sutiable flavours, one or more suitable carriers
and one or more suitable disintegrants, is added to the mixture of c) and

e) a lubricant is added to the mixture of d) and

f) the mixture of e) is blended for uniformity of granules to obtain final granules and/or

g) the final granules of f) are compressed to solid formulations.

Step g) is omitted if the solid formulation is a granule. If the solid formulation is a tablet,

step g) is carried out.
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ng, 2.5 nmg, 5 ng or 10 ng nel oxi cam and further
consists of nmeglum ne preferably in a nolar ratio of

W@B2B70412: 8, especially preferably in a nol arPCHEP20&066262

10: 8 (negl um ne: 15 nel oxi can), hydroxypropyl net hyl
cellulose (0 - 5 9%, polyvidone (0 - 5 %, glucose (20
- 60 %9, lactose (10 - 40 %9, mcrocrystalline
cellulose (10 - 30), croscarnellose sodium (1 - 7 9%,
artificial beef flavor (2 - 20 % , and nmagnesi um
Themyenteon(rgefembly 12laggs to piluagrbedheranilapion pegess comprising the steps:
d nz;(r)loadi fr:r%rgtsblu%igr? o. Hl\é?or)](ticia%ln nhes huantli%s ﬁ & I erUi g‘afptﬁdl cellulose and
ér anual'at i on process conpri S ng he 5t é’BS:PY a¥ an
papidigss sorhydd it o olidedanérarticongbiupighepseamndnshydray and
two binders is sprayed onto a solid carrier bed
Dot s icdisd Mdnohydrate and b) the mixture of

LS, dri : ' is sieved and
%?%g“é’%%eeo?é’? gkgs 1§\)ﬁgtag§ dgnﬁéél%l gaq%)%%%ie consi sting of
e @rterphae utistly e driear mors suttabée fhavonm encson haielseitable carriers

carriers 25 .an ne or nor.e i.tabl e disintegrants,
1 JHEE YD S%lf?,??er@%tlt%@nbﬂf it fadsp s 5}6 B of E6k i < |
AdOeBidaat shRded ¥t HE enifureddf BRAAF) the mixture of e) is

bl ended for uniformty of granules to obtain final
grtkehmigereane) orblengled féreunfifiorraity gf anauilestoofbtdih fimplegranules and/or

ompr.essed to id formul ati o Step . is omtted

P R AR A T £y B, g RaeBhs. o T | &

$ep \%isaiﬂn&ed irsh@sdlattbahulatictlis %%g@:ﬁhu&l&). If fheGalid F@thulkibn is a tablet,
-9 2007/ 039417 PCT/ EP2006/ 066262 The i nventi on

feregleis gpirigdogt.at es to a flui d-bed granul ati on process
conprising the steps: a) an aqueous sol ution of

mel oxi cam negl um ne, hydroxypropyl net hyl cell ul ose
Anectherpanbadidnentiis a sRitayled paseatien sal/drdreaandrtef diBetes wherein
conpri sing glucose nonohydrate and b) the m xture of
wpstpaced fPihe Rrryention andfps tieptaanf af pelisase seleetpdirap thpgroup
%@ﬁgﬁé W@tiﬁﬁagﬁqgﬁ, f@\%r,%ﬁérmﬁﬁﬁ§,%iﬁﬁ{b%h,sﬁ)&&ﬂ trve disorders,

one or e suti [ avours, one or nore sultable

oarnews ssteoarthlriid) erablemdofemshbiiityadal respdiiagirn cegphaitts chargcterised in
dded .to the m xture.of c) and e) .a lupricant is added.

?18‘[ 3 ﬂaéldrﬁog{l PtéOIb?CCBSdl%t& t § VR 'lﬁflﬁﬁ%e CYRPIing gdmlmsterlng toa

mhenaeth feef o Bidhardithoht AfthGhRAMEAR, drRecBBE &hBurdtiona@lsolid

granul es and/ or
formulation according to the invention as disclosed above.

Preferred is a method of prevention and/or treatment of a disease selected from the group
consisting of pain, inflammation, fever, acute mastitis, diarrhoea, locomotive disorders,
lameness, osteoarthritis, problems of mobility or respiratory complaints, preferably pain,
inflammation or locomotive disorders, most preferably pain or inflammation, comprising
administering to a mammal in need of such treatment a therapeutically effective amount of
a solid formulation according to the invention as disclosed above.

Most preferably, the method comprises administering a tablet according to the invention,
characterized in that the tablet consists of 1 mg, 2.5 mg, 5 mg or 10 mg meloxicam, and

further consists of meglumine preferably in a molar ratio of 10:8 to meloxicam,

-10-
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10 g) the final granules of f) are conpressed to solid
formulations. Step g) is omtted if the solid

WO 20003%17 on is a granule. If the solid fornulBET/BPRODG066262

a tablet, step g) is carried out. Another enbodi nent
is a method of prevention and/or treatnment of diseases
wherein 15 substances for the prevention and/ or
treatment of a di sease selected fromthe group
consi stin ain, inflammation, fever, acute
R PIRDY mﬁtaquv@@h)se |p@&:mftqnﬁv&1u©nsgolﬂ©réﬁ% miciogiysigligg cellulose,
(g)r%gc%on%er:ﬁ Igg IS(t) ., Bk 1013,?{;”5 é (Havgro ?Ilrll gneomr nd § gt% ra{eat ory

atacteri se orimul ati on
Bl@&@:lﬂﬂy ﬁgot@lch heatmﬁeﬂtbywﬂall}samﬁdg thécmhdi f@hfuation according to the
adm pistering to a mammual in need of such treatnent a
MNEHRBeut i cal |y ef fective amount of a solid 20
L bt SoREEKP S RiOrDS ph Bl Pl L6 PR he aroup
taneatineof dapk, atdiklaagentsaichab ezﬂ)bﬁts om the group

sisting of pain, inflamma fever, acute
Fadirmes. tginyenfpbis! atF%@%F‘&‘Q@ i Ing 3 RAFRREN for the
Pl ardh bhd/of irSatmPRQ BRI Rhsd RRicldtYorR ihe! §88) ERMsREiMg of pain,
conplaints, preferably pain, 25 inflammation or
imﬂ@mmtlpn,éemrsmu@temsstlmn@arrmeaf Becabbivepdiserdens, lameness,

o&%gnP lﬁ)&(ﬂﬂ?rp%gf Wgﬁ]:llt}gort %%%né%@:‘?g%‘épﬁgg}t o) S%EW\}@HEH in

ﬁﬂ@hﬁﬁ{at@ﬁ or Boc&Mbotitk HigsrAblsadHald teRGEDthih §dl)1dtfbﬁnulat10n according
i nvention as disclosed above. Mbst preferably, the

tethé ey ertismpp jusess Peafierably stherinvegtian reldpseto aamebpdifergnanyfacturing a
i

ﬁl%%g%t@%’ ?@&J tﬁéj p%’?“?@%%qr tlégt%lgéng(r)f Q%B’ r#glﬁgm{‘ng%ng Eaffr:r\]fer acate

ﬁh@stftiﬂ[dhb@hoeﬁpl’@%b@bﬁvd)(ﬂlsélﬁgdsulihf&ﬁes@[@Sﬁ@ﬁﬁblhtjs ipPobdern®bfafobility or

ratio of 10:8 to nel oxicam -10 WO 2007/ 039417

mrmwerp@%@@araﬁ%ﬁe&x%%p*ytpl?%é%WISISE& ofyl Bge2.5 mg, 5 mg or 10

Bg %gﬁo%&gﬁr anglfHﬁ}%?%on% f’lﬁlg rﬁirnQ ér%ﬁi llh Q olar ratio of 10:8 to

cél lul ose, croscarne e so rt|

fnblw@am, apdrorguopdmathys teﬁhﬂc&kepolﬂléém gbllcyseallasa),se S(mci‘bcrystalline

treatment is ora he soljd formulatio
SrUaBith ngpceBrat e St B S0 R B s ocd.
TherdiBWaR dxahplds s@fv%ft@ FaeY i1 RsHRER! pre@hetlvetidnt 88 thdSame
group conS|stp| ng of dogs, cats and rodents such as

shebli nog be Eomstived pplimjtingtthe fappe of iherinveakian dsclosedaherein.

met hod for manufacturing a nedi canent for the

prevention and/or treatnent of of a disease selected
fromthe group consisting of pain,

-11-
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acute mastitis,

| aneness,

di arr hoea,
10 osteoarthritis,

Wpewnoexws? of nobility or respiratory conpl ai ntBGT/EP2006/066262

pr ef
di so
acco

erably pain,
rders,
rdi ng

i nfl anmati on or
characterised in that a solid formul ati on
to the invention is used. Preferably,

| oconotive

t he

invention relates to a method for manufacturing a
medi canment for the prevention and/or treatnent of

pai n, inflammtion, fever,
LSS3BL B CORprast oy T

acute mastitis,

di arr hoea,
osteoarthritis,

15 respiratory conplalnts
acterlsed in that a tablet consisting of 1 ny,

2.5

g

5 g—o+ rg—Aehoxicam—angd further consisting of
megl Jﬂg@‘e&t%f er abl y i| 48 ar [ratio of 10:8 to
mel dxi cam hydr oxypr opyPieg hyl ¢el | ul ose, pol yvi done,
gl udose, | actose, nichoawgdieal | {ne cellul ose,
@nmsdﬂﬂnﬁkmﬁse sodiun1 arnBOiciaI beef flavor, and
g A-stearate—+stTused Fre fol |l owi ng exanpl es
@Q?vgﬁﬁgm?ﬁpther |IlustraF85the present invention; but
toBe Iy eodprafydutdyinol be7gonstfued as limting the
scop%egmo e invention disclosefl herein. -11 WO
By PCT/EPZ00%/ 066282 EXAMPLE 1. COMPOSI TI ONS
§§Y naﬁgﬁlentq ng/ t abll et 969 j chewable (01)
08) dxGloease m@Ohydrae) wegaamf)ﬁe .05 (03)
Hydrloxypropyl methyl 7150 cellulose (04) Polyvidon
#op0 Sp(%(}rle@ laetese nomohy@r-88e D34.95 (06) .
TSR dERE 0Se 1050 o 07) Mcrocrystalline
gﬁ?o%n qg ose (08) |Croscarne|l ose sodi um 20. 00
cellfiSse Y
(08) | Croscarmellose sodium 20.00
(09) | Artificial Beef Flavour 50.00
(10) | Magnesium stearate 5.00
(11) | Purified water as
volatile ingredient
500.000

-12-
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(09) Artificial Beef Flavour 50.00 (10) Magnesium
stearate 5.00 (11) Purified water as volatile

wo pyreshident 500. 000 5 -12 WD 2007/ 039417 PCT/EP2006/066262
PCT/ EP2006/ 066262 B) Ingredients ng/tablet ng/tablet
ng/tablet ng/tablet 1 ng 2.5 ng 5 ng 10ng chewabl e
chewabl e chewabl e chewabl e Mel oxi cam 1. 00 2.50 5. 00
10.00 Meglumin 0.70 1.75 3.50 7.00
Hydr oxypr opyl met hyl 3.00 7.50 15.00 30.00 cellul ose
Pol yvi don 2. 00 5.00 10.00 20.00 d ucose nonohydrate
B3. 30 233.25 466.50 933.00 Spray-dried |actose 42.00

105.00 210.00 420. 00 Mcrocrystalline 28 00 70.00
Ingoedients80. 00 cdimgitabke C|oxtableel || owéaledi (imeBatde
20.00 40.00 80.0Q 1mgtificildlsBeef f{lbawour 201@0g50. 00
100. 00 200. 00 MHghesann st|ehdsvaibie 2.|OkwabR0 16he®@ble
RRIdLPuritied wWaterp.@s vdl atz k@ 1 nor egdg@nt | 2005 0F
500 00 1000 00 2000 00 5 BXAMPLE 21 RAW MATERI ALS
Meglumin 0.70 1.75 3.50 7.00
Hydroxypropylmethyl 3.00 7.50 15.00 30.00
cellulose
Polyvidon 2.00 5.00 10.00 20.00
Glucose monohydrate 93.30 233.25 466.50 933.00
Spray-dried lactose 42.00 105.00 210.00 420.00
Microcrystalline 28.00 70.00 140.00 280.00
cellulose
Croscarmellose sodium 8.00 20.00 40.00 80.00
Artificial Beef flavour 20.00 50.00 100.00 200.00
Magnesium stearate 2.00 5.00 10.00 20.00
Purified water as
volatile ingredient

200.00 500.00 1000.00 2000.00

EXAMPLE 2: RAW MATERIALS

(01) Meloxicam

Function: Active ingredient

(02) Meglumine

Function: Salt- forming agent

(03) Hydroxypropylmethyl cellulose
Function: Binder
04) Povidone
Function: Binder
(05) Glucose monohydrate
Function: Carrier

-13-
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(01) Mel oxi cam Function: Active ingredient 10 (02)
Megl um ne Function: Salt-form ng agent 15 (03)

woRwrospt opyl met hyl cel l ul ose Functi on: Bi ndeCT/EP1044/066262

Povi done 20 Function: Binder (05) d ucose nonohydrate
Function: Carrier -13 WD 2007/039417
PCT/ EP2006/ 066262 (06) Lactose, spray-dried Function:
Diluent, Disintegrant 5 (07) Mcrocrystalline
cellul ose Function: Diluent, D sintegrant 10 (08)
Croscarnel |l ose sodi um Function: D sintegrant (09)
Artificial Beef Flavour Function: Flavour 15 (10)
(Ueynesitese) gtrepdiadd Function: Lubricant 20 (11)
Pur i Firedomat er Functi on: 3oilueanDisikXANRLE 3:
MANUFACTURI NG PROCESS
(07) Microcrystalline cellulose

Function: Diluent, Disintegrant

(08) Croscarmellose sodium
Function: Disintegrant

(09) Artificial Beef Flavour
Function: Flavour

(10) Magnesium stearate

Function: Lubricant

(11) Purified water
Function: Solvent

EXAMPLE 3: MANUFACTURING PROCESS

1 batch = 350000 tablets (1 mg Dosage)
1 batch = 140000 tablets (2.5 mg Dosage)
1 batch = 70000 tablets (5 mg Dosage)

I batch= 35000 tablets (10 mg Dosage)

-14-



wa 28381715 ng Dosage)

25 1 batch = 350000 tablets (1 ng Dosage) 1 batch =

140000 tablets (2.5 ng Dosage) 30 1 batch = 70000

Dosage) -14 WD 2007/039417 PCT/ EP2006/ 066262 1.

1 bat ch= 35000 t abl et SPC/BP20Y6/066262

G anul ating Transfer in a suitable Ganulator after
prescreening: in kg 01) ducose nonohydrate 32. 655
(02) Meglum ne (Spray solution) 0.245 (03) Mel oxi cam

(Spray solution) 0.350 (04) Povidone (Spray sol uti
0. 700 (05) Hydroxypropyl nethylcellul ose 1.05 Prem

on)
X

in the granul ator and granulate 35.000 Purified water

is used as a solvent for the spray solution of

1. MTeranbkdng 10- 22 neglum ne, povidone and
AR R PRYtH @%’ahﬁﬁkdr‘éh@xsﬁesd’f‘éérﬁ{ CO”D' erTon of 1Ty, i
(Ol)uﬂll%séﬁl‘o?l drdtIIC yraridres arc url L. Dbl CCIII "y 32655
O Sl e D LE ) So000eg 5= frmei— 1300
(03) \Mslosicara {Spry SQIUGEQN)| | ose 9 800 kg (08) [ *0.350
(04) pPawidaRteSIPrayssoluion) um 2 800 kg nm Artificial Begf 0.700
(05) FHadouwpEpebeetkycelli®y Magnesi um st earate 0.700 kgl 11.05
4 Pranmi lin g grixdator aidxerhindate 35.000
Purified water is used as a solvent for the spray solution of meloxicam, 10-22
meglumine, povidone and hydroxypropylmethylcellulose.
After completion of the spraying step the granules are dried.
2. Screening
Screen the premixture (1) . 35.000 kg
3. Final mixing
Add
(06) |Lactose, spray-dried 14.700 kg
(07) | Microcrystalline cellulose 9.800 kg
(08) |Croscarmellose sodium 2.800 kg
(09) | Artificial Beef Flavour 7.000 kg
(10) |Magnesium stearate 0.700 kg
In a tumbling mixer, mix the
screened premixture (2.) and the five ingredients ad 70.000 ke
4. Compression
Using a rotary press, compress the
final mixture (3.) 70.000 kg
into tablets of 200 mg, 500 mg, 1000mg, 2000 mg.
S. Packaging
Transfer the tablets in a suitable container.
The tablets can be packed e.g. by blistering of the tablets in a suitable
machine.

-15-
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screened prem xture (2.) and the five ingredients ad
70.000 kg 4. Conpression Using a rotary press,
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WD 2007/ 039417 PCT/ EP2006/ 066262 CLAIMS 1. A solid
$ation, conprising neloxicamor a

phar maceutical ly acceptable salt thereof which is

horfogpdidoieghylatidos pemnpesing m®0)g¢mm aplareaequitieal]y angdptable salt

f oL ReoaIaegbeTaesem  Hraier Meghan s fgpr sutabl

phqgm@&ﬁuﬁmﬁgkly acceptabl e carriers and/ or
excipients. 10 3. A solid fornulation according to

claiml or 2, characterized in that the carriers

2 nczjﬁ( i d f%xr%ulgju ntc‘f’:o rﬁitlrgg t%g:llzﬁﬁlt fe rthe(r) 1tnh91s1g %Hg)rmaceutlcally

consi st ing 7068 i'sin grants PRAry

bi rad&ipsablefdaal\rmlaﬁd/ofémvpmsmgul ators, lubricants and
solvents. 4. A solid formul ation according to one of
claims 1 to 3, characterized in that the carriers 15

%r %Aﬂlslfgll g‘ﬁ?la 1@1?%0%81%’1 rga{&dclzfﬂn df 8¢cs %ﬁﬁﬁl:geh%%i 1‘flqilzltlﬂllé)§a?ners and/or

or mul at'i orf accor 'to one clal s
4 eghipieattaes seieted fmorh hiat grohp cbmmtmg ef dilgersp rdasyntcgramst carners,

tose. 20 6. solid fornul ation accordlng to one of
gzﬂwgrsiﬂ%%s s Shiser ey TePrisapts a6 SRt el oxi cam

7. A solid formul ation accordlng to one of clains 1 to

6, characterized in that the solid formulation is a
4.aB mliddiorrau]gtiammcerdi@to one of claims 1 to 3, characterized in that the carriers

are glucose, lactose, and microcrystalline cellulose.

5. A solid formulation according to one of claims 1 to 4, characterized in that the lactose

is spray-dried lactose.

6. A solid formulation according to one of claims 1 to 5, comprising 0,5 to 20 mg of

meloxicam.

7. A solid formulation according to one of claims 1 to 6, characterized in that the solid

formulation is a tablet or a granule.

8. Fluid-bed granulation process comprising the steps:
a) an aqueous solution of meloxicam, meglumine, and one or two suitable binders is
sprayed onto a solid carrier bed comprising one or more suitable carriers and
b) the mixture of a) is dried and
c¢) the mixture of b) is sieved and de-agglomerated and
d) an outer phase consisting of one or more suitable flavours, one or more suitable

carriers and one or more suitable disintegrants, is added to the mixture of c) and
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out er phase consisting of one or nore suitable

flavours, one or nore suitable carriers and one or
rroreéaélahrtcaméa@deslitmt@gmamrg of dyangldded to the rri Xt ur e

| ukﬂ’: '?h(e: JxX ulreS oa V\OH%O%% oglglf'lrll 97(r Ptgl gf(EgEaZnO 62{% 6 %a? rdhules and/or

m b thieefil g@hules obh)eneeshprossedi fd §odidnfoiryul@fiorgr anul es to
obtain final granules and/or g) the final granules of

f)Stap &) ésamiité Hehe sdidsformyasiasy v sl thsseld fyrmulation is a

f formulation is a granule. If the
sgkb%?gwkﬁﬂ |s a 5 tablet, step g) is carried

out. 9. FIU|d bed granul ation process according to
conpr ising the steps: a) .an aquequs sol ution
@f Fﬁ‘élfi g%?fi SRy aﬁlv@a meweawwg}g&wiﬂnagwﬂ@%wg E¥I3RSose
ang) aIPS’cﬁdé'OQQQﬁutio% &Qﬁﬁ%%a&{'&@%ﬁnﬁ@ h?dr%%ﬁﬁ}@f)%lmethyl cellulose and
conpri sing glucose and the m xture of

dr ipetvidomd i jproyea amitxe solel wippbix compssiay ehicasecind

de- | oner at and n outer phase consisting of
@Sg%Iﬁgﬁgegﬁgkﬁgpgg%ygvours one or nore suitable

CakﬁHﬁﬁﬁmﬂﬂ@opﬂﬁs@kvﬂp&ﬁi&#é@ﬂ@h@a@ﬂﬁh@tegfants I'S

added to the m xture of a flow regulator is added to

t hel) ai eutgr phase censisding of Hne pr morafuithlla flavouss,sud @d nage suitable
t h% I[HC%Sstf M nt%for q%orgn&itafb? &lp ﬁteg}baétsg?sﬁadgéd F(‘)) thé ﬁmgl rl%rl)qeadﬂow

for unitorm ranu nal granule

angégilatoidik atiﬂbeltblﬂﬁhahmgmarwbpaqd)f f) are tabletted. 10.
Met hod for manufacturing a nmedi canent for the

pr v hbrisAntanaddnd te theampdire obf) i n, 20 i nfl anmmat i on
f; ﬂﬁ]‘é %E%ké’ @f 1§‘91(r§g@6rdsfor ﬁﬁﬁ%rﬁﬁtf’\]/q{f ﬁeﬁf& ds o BB%En ﬁ’nag %anles and/or
or to 9%'s

ation cording to any aerB
us &gl the-flnal granules of f) are tabletted.

10. Method for manufacturing a medicament for the prevention and/or treatment of pain,

inflammation or locomotive disorders, characterised in that a solid formulation

according to any one of claims 1 to 9 is used.

-17-



