1 8 MAY 2004 -1 COATI NG OF TABLET CORES The present invention relates to
coating, e.g. to coating of pharmaceutical tablets/tablet cores. 5 1§ May N
Phar maceuti cal dosage forms for oral application of a pharmaceutically
active conmpound include tablets. For adm nistration of a pharnmaceutically
active compound in tablet formit is offen necessary to mask an

unpl easant, e.g. bitter, taste of a pharnaceutically active conpound. One

possibility for taste maski ndzQATING BF TABLEIHCARAES a fil m which is soluble

in gastric juices by use of filmform ng agents which results in
filmcoated tablets. 10 Filmform ng agents are usually polynmers which form
a continuous, elastic and uniform covering, e.g. like a skin, around the
tablet core which is at least partially detachable as a continuous |ayer.
Such a f Thenpresest nventicroglates togsading, fovieveatingelphanpaceldical tablets/tdblesbl e
barrier poekhe penetration of aqueous fluids into the tablet cores, which
Is a pre-requisite for disintegration of the tablet core and rel ease of,
e.g. sufficient amounts, of the 15 pharmaceutically active conpound.

i nsufficpent release of the armaceuti cal |y active conpound may create
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cef ur oxi meluaiseablbtsaForadministratenibi & ?hhh‘naﬂ;‘éﬁﬁt)&ﬂy &eRAsOASh dunain YdbI& Mo it isS
known thaf a very thin |ayer of a filmcoating has to be applied to ensure

suf f i ci efte" BPRRSSRYY temankint yrpleagsat. e-Ghites) tagie of apharmpceytisglb active
di f i cul orapéticdiONs FoReBiIRY foR ehté RIBRKRY is mwcqagn? WARG fin’n(‘whi&r‘?&té&ﬂg;g%ﬁ\em

met hods (e.g. filmbursting test). Varying fi Thicknesses in
fi | m coagesire iisesty usgjof fim-ferming agents axhioh resyitsrin filmbeoated takdets. and t he sane

rel eggse K f ' WA [ ' ted tablets
orpr oi M a8 afents She e on i ihichi 168 L coh ey, oot Seiiterh e, en
i f origi trevering, ¢.goliketehskis,careund thavtableboorbathidh is 2bledét paatiallyrdatachablerasa ngl y
found a e t..core, c risihg a har maceut i cal.l ctive
e ncPABPERT DB S AP B8Ol 3o, pRY RIS bl
cef podoxbardepiodhe pehetrationof Giqukous flsidsiints thettablebettes) lvetigrtigi asre-raguiskefor
coated wthout the f,‘;ﬁs% f fil mcs/orlm' ng i,a%ent %f' whi | st achi evi ng
sat i sf actigPiPHalionof fae bﬁ"d CRtARY BIRASRP %@- sulficient amounts, of the
15 pharmmaceutically active compound. Insufficient release of the pharmaceutically active
compound may create problems, e.g. such as described for film-coated tablets comprising
cefuroxime axetil as a pharmaceutically active compound from which it is known that a very
thin layer of a film coating has to be applied to ensure sufficient release. Examination and
control of such thin layers is difficult affording special and complex, but non-specific, testing
20 methods (e.g. film bursting test). Varying film thicknesses in different film-coated tablets
within the same batch may not be excluded and the same release behaviour of cefuroxime
axetil from different fitm-coated tablets comprising cefuroxime axetil may not be guaranteed
for each tablet, even if originating from the same production batch.

25 We have now surprisingly found a process wherein a tablet core comprising a
pharmaceutically active compound selected from the group consisting of cefuroxime axetil,
cefpodoxime proxetil, amoxicillin, sumatriptan and olanzapine, may be coated without the
use of film-forming agents, whilst achieving satisfactory taste masking and avoiding the
negative effect of a film coating on the release of the pharmaceutically active compound;

30 and which provides a coated tablet which may directly be administered without further
treatment. According to the present invention a thin and complex coating is unnecessary



negative effect of a filmcoating on the rel ease of the pharmaceutically
active conpound; 30 and which provides a coated tablet which may diriegMAay 2004
be adm nistered without further treatnent. According to the present
invention a thin and conplex coating is, unnecessary |I 8 MAY 200/ -1la
because the coating according to the pTé%ént i nvention does not provide a
considerable barrier to the penetration of 1 8 MAY 2004~ 2 aqueous fl uids
into the tablet cores, and thus does not affect or prevent the

di si nt egsetiause e codting alcadridirig 16 BiepresBnONCrlidR A6Es hbEprBYiAs @donsidéRibd ON
provi des a process for the coating of tablet cores, e.g. 5 including a

nor mal t%f'g‘imé'@ﬁ ReRerRtioN@fspersi bl e tabl et core, said tablet core
conprising an effective anount of at |east one pharmaceutically active
conpound sel ected fromthe group consisting of cefuroxine axetil,

cef podoxi me proxetil, amoxicillin, sumatriptan and ol anzapine,all of them
havi ng an unpl easant, e.g. bitter, taste,; e.g. anoxicillin alone or in
conbination with clavul anic acid; 10 conprising spraying a coating sol ution
or suspension conprising a sugar, e.g. including sugars, sugar al cohols;

or a starch, e.g. including starch products and starch hydrolysates, or a
m xture of a sugar and a starch, onto the tablet cores, wth the proviso
that filmformng agents in the suspension or solution are excluded, to
obtain coated tablets, e.g. which are ready for admnistration w thout
further treatnment. 15 A pharnmaceutically active conpound selected fromthe
group consisting of cefuroxinme axetil, cefpodoxinme proxetil, anmoxicillin,
sumatri ptan and ol anzapi ne according to the present invention includes
salts and/or solvates thereof, e.g. including anmoxicillin, e.g. in the form
of atrihydrate e.g. anoxicillin alone or in conbination with clavulanic
acid or salts 20 thereof, such as clavulanic acid in the formof a

pot assium sal t;



e.g. cefpodoxime proxetil or cefuroxime axetil including salts and/or

sol vates thereof, ; sumatriptan, e.g. including salts and/or sol vat &8 MAY 2004
thereof, e.g. in the formof a hemsulf ate or succinate, or ol anzapi ne
|nclud|ng salts and/or solvates thereof.,25 1 B MAY 20@1 3 A
pharmaceutically active conpound selectéﬁ'fron1the group consi sting of
cefuroxime axetil, cefpodoxine proxetil, anmoxicillin, sumatriptan and

ol anzapi ne may be used in any known solid nodification; e.g. cefuroxine
axeti| nagudmisifbids into thetatpétooses, andthus gestsalot affect of preveanthei disiblegraftion of of
a solid ﬁE%uben i,n a polynmer or a solid dispersion on an adsorbent 5

wher ei n WPSYFRE axetit is neither crystalline nor anorphous, e.g.
obt ai nabl e by renoving the solvent of a solution or a suspen5|on of

cefuroxine axetit and a polyner, or an adsorbent, respectivel
Ant i bi ot ftene a&&qcmgrpaﬁw "yﬁathhfer.%@yé RAPeass dar the sertingcef tablsteoras.«.g.
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ro consl St . icillin,
Sunmt r1 oo e o PG B o Rieroe pES SRR P Enbu R e o1 esent
i nvent i oolameapineall of thegh Wrﬁ umpéadaot,v.q ity niapee,; gl am)mcblﬁn aAneldr & ned
accordin fo a nethod as conventional. A tablet core may

conpri seg‘mg'i"g‘éo @1 ﬁﬁzﬁ'ﬁﬁ' a6% cal | y active conpound pharmaceutically
accepj abbempmsing ﬂbrﬁ?ﬁag a ®aling b&ﬁﬁdﬁb%sﬁéﬁélﬁﬁ BthSrisirR)'& Sugsr, BigHRIuiing

fillers, d|S|nte ra accelerators, flow conditioners, reIeaS|ng
agents, PYESS, csé\‘ﬂ?'sa'CV\M% iHKG YEM 9. ipEluding stareh produelslapd starsh hydralysatess ugar

substit upes mnﬁ%eéf%”ﬁfg%r ahd Q‘é@#&l‘l ’W\t@ﬂ'ﬁﬂ%ﬁie% @t;(r%%g&lgotth F@vu%apﬁlnf@}rﬁ

as 20 appropriate be obtal ne rmaceutically a t| ve
conpoundagéntsin bl Suapensian QraﬂOILyloa@c@pxdtmeai txatitpinenotated tablgts, ierg: Iwhihrare

granul at i'e%'ay t§r £miliflraf®n \gi’i%ut further treatment.

15
A pharmaceutically active compound selected from the group consisting of cefuroxime
axetil, cefpodoxime proxetit, amoxicillin, sumatriptan and ofanzapine according to the
present invention includes salts and/or solvates thereof, e.g. including amoxicillin, e.g. in the

form of a trihydrate, e.g. amoxicillin alone or in combination with clavulanic acid or salts

20 thereof, such as clavulanic acid in the form of a potassium salt;
e.g. cefpodoxime proxetit or cefuroxime axetil including salts and/or solvates thereof, ;
sumatriptan, e.g. including salts and/or solvates thereof, e.g. in the form of a hemisulfate or
succinate, or
olanzapine including salts and/or solvates thereof.

25



granul ati on, equalizing (sieving) steps; and conpressing the m xture

obtai ned. For tablet core production a pharmaceutically active conpp@miy 200L
may be in any form e.g. including ungranul ated and granul ated formns,
extruded fornms. 25 A tablet core conprisgs a tablet core of a nornmal tabl et
and a tablet core of a dispersible tablet, i.e. a rapidly disintegrating
tablet. A dispersible tablet nay e.g. be used for the production of a
drink solution or suspension or may be admi nistered as_such. Generally

di sper si B rhamapeeiticabbaalive comppupd selectgdfrom heasaupgansisting ef cafutaingl, e. g.

e L0, Al kb RoRERR EahARR BN Aok ) SOt )

may not a ntegrati on,
t abl et cenewsselet modifisationngay: sefufdxime aretil imaydredused e rmormdoed ifenrt, srystaflineh

may e.g..allow.a.taste SKi,. f. an unp] easant, e g. bitter tasji

ohar mce A § SRS SoftioR h 8 BRAGR780% st dinetubh BN Ay Hestnt
accorsli nghefeit befup@ae aketil iy edtheP BrySRINAE INBEaMArHd0&Te.g. otlainalslé by demavingne
or nore sugars, a starch, e.g. including one or npre starches; or a sugar
and a st Hcipivens ofagolitien ona sHenanglonf SREIeIMAGXe! ang & RONEASF. BhaN or nor e
st ar ches ggdyBegtafeshBaivefies all kind of sugars and conpounds having a

chem cal structure derived froma chem cal sugar structure, e.g. sugar
al cohol sAntietcsagniaigitiagsosrd antipsydusics radasaribed ahoet arechisdiorsdiigsn dbe ki nd

of star mg& '“aéfl}%ﬁ,rg&ﬁmﬁ@gﬁ?}'bw %gqhg{gaszc_@hftﬁrgé&t ure derived froma

starch, e. I'n ed 'start such"as” potato starch, naize
starthh, soluble starches, starch hydrolysates, e.g. dextrins,

mal t odextr.i cycl odextrins. A coating m xt ccordin t he present
Mvent | o per &G R HEE haki cdhiBS & ol Anigtht il ‘GPers e o fge Sre P
starch, ph@&mace0tically abeecahpiupkdaslecldiFirern did oupicshsistingast eefuibxi@e taketine
present 1 nvention ma)y additiognally CQHE)HH se parting agents, e.g, including
talc, pi GHRREQXIME pFoxstih ampxiciin. spinatinien andolgrzapine. Adpbigt £org usghiht s,

sweet enepgeording to tHCHrdgeMSmanish e ih aAY GE6MBRIcAIGEI and YRadd Ak magest s,
e.g. including Texapon(r), polyoxyéethylene sorbitan fatty acid esters, e.g.
i ncl 1®li ngbtained according, e.g. analogousty, to a method as conventional. A tablet core may

comprise beside the pharmaceutically active compound pharmaceutically acceptable

excipients, e.g. including excipients, such as binders, fillers, disintegrators, accelerators,

flow conditioners, releasing agents, lubricants, wetting agents, preservatives, colorants,

sugar, sugar substitutes, sweeteners, flavouring agents. A tablet core may be obtained as

20  appropriate, e.g. may be obtained by mixing a pharmaceutically active compound with
pharmaceutically acceptable excipients, e.g. including granufation, e.g. wet or dry
granulation, equalizing (sieving) steps; and compressing the mixture obtained. For tablet
core production a pharmaceutically active compound may be in any form, e.g. including
ungranulated and granulated forms, extruded forms.

25 A tablet core comprises a tablet core of a normal tablet and a tablet core of a dispersible
tablet, i.e. a rapidly disintegrating tablet. A dispersible tablet may e.g. be used for the
‘production of a drink sofution or suspension or may be administered as such. Generally
dispersible tablets consists of pure tablet cores which are uncoated, e.g. due to the barrier
for liquid penetration in case of film-coating which may not allow quick disintegration, e.g.

30 further comprising in the tablet core sweeteners, sugars, flavourants and other ingredients
which may e.g. allow a taste masking of an unpleasant, e.g. bitter tasting pharmaceutically

active compound.



POLYSORBATE 80(r), , preservatives and |lubricants, e.g. siliciundioxide,
e.g. Aerosil(r) and antifoaning agents, e.g. Simethicone USP. Fil mibMAY H§t
agents are excluded. A coating solution or suspension according to the
present invention nay be obtained 15 according, e.g. analogously, to a

met hod as conventional, e.g. mxing a Cééfing m xture according to the
present invention with a liquid which is appropriate for spray coating,

e.g. including water, organic, water-m scible solvent (mxture), or a

M Xt ure Tie bedtRig rRtire beediting e EpreBMGiNEnton BdMites @Bugak g, indNidifg 9ani ¢
wat er-m sci bl e solvent (mxture) is a solvent (mxture) appropriate for
spray co®t§ AgNeresUdRRY g Hiaichde Jainfivaing-eRerinre stasehpsher 4 Rsarand)a starchpo
conventional. The tablet cores are coated with the solution or suspension
of the coating m xture according to the present invention by spraying,

e.g. as appropriate, e.g. according, e.g. analogously, to a nethod as
conventional, e.g. using conventional spraying equi pnent. 25 The sol ution
or suspension of the coating m xture is sprayed onto the tablet cores in an
anount sufficient to cover, e.g. uniform the surface of the tablet cores.
The thickness of the coating is not critical, since the coating according
to the present invention does not establish a barrier to water penetration
of the coated tablet. Preferably the weight of the <coat is 20% and | ess,
nore preferably 10% and less, e.g. 5% and | ess, such as 0.5 to 20% 30
preferably 1 to 15% of the weight of the coated tablet. It is preferred
that the geonetrical formor shape of the tablet core before coating is
the sane in the coated tablet after <coating. A coated tablet according to
the present invention may have very simlar disintegrating characteristics
and rel ease characteristics of the pharmaceutically active conpound as the
tabl et core has before coating. 1 8 MAY 20U~ 5 I n anot her aspect the
present invention provides a process for the coating of tablet cores, e.g.
including a nornmal tablet core and a dispersible tablet core; said tabl et
core conprising an effective anmount of at |east one pharmaceutically
active conpound selected fromthe 5 group consisting of cefuroxine axetil,
cef podoxi me proxetil, anoxicillin, sumatriptan and



ol anzapi ne, conprising spraying a coating solution or suspension
originating froma coating mxture consisting of a sugar, e.g. inclugiMAY?00i
sugars, sugar alcohols; or a starch, e.g. including starch products and
starch hydrol ysates, or a mxture of a sugar and a starch, and optionally
of parting agents, and/or pignents, andjg[ col ouring agents, and/or

sweet eners, 10 and/or flavouring agents, and/or wetting agents, and/or
preservatives and/or lubricants (glidants) and/or antifoam ng agents, onto
the tablet cores, to obtain coated tablets, e.g. which are ready for
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Cot ur oxi ABSHalY cBRPIE paiABRRHAL, 83 Fehihe TR 4f IR et
olhanﬁal_api mb?d@,rm:mtnihg?gleatsl, feWeekzz_mars;i, e.g_pgtlm.ei;ihgbzlmp?nam\eeila\{dﬂﬁn@?gentsf wettidg t hgt
the disintegratian tine a dispersible ta core without a coati an
of t he' PeSH dRRbIE sl b Rl SaRibiiens S an iy 44 Satieea dumcinclt
coati ng ROLYBURBAT®8LBE, Prees@atives dndalbiicantd, .9/ elliiufidioxtdd, e.ce AGrosil® and
practically the sane. In another aspect_the present invention provides a

di sper si #MEorANGAIEAENSI- SIMGthicongty<R - Filsptosmingi agentsoiprexslidedn ef fecti ve
amount o BafhPESBEGH S SRbkisiB bb¥stdmgTD M bheSsMGNeRtlon may be obtained
15 according, e.g. analogously, to a method as conventional, e.g. mixing a coating mixture
according to the present invention with a liquid which is appropriate for spray coating, e.g.
including water, organic, water-miscible solvent (mixture), or a mixture of water and organic
water-miscible solvent (mixture). An organic water-miscible solvent {mixture) is a solvent
{mixture) appropriate for spray coating e.g. and include a water-miscible solvent {mixture) as

20 conventional.

The tablet cores are coated with the solution or suspension of the coating mixture
according to the present invention by spraying, €.g. as appropriate, e.g. according, e.qg.
analogously, to a method as conventional, e.g. using conventional spraying equipment.

25 The solution or suspension of the coating mixture is sprayed onto the tablet cores in an
amount sufficient to cover, e.g. uniform, the surface of the tablet cores. The thickness of the
coating is not critical, since the coating according to the present invention does not
establish a barrier to water penetration of the coated tablet. Preferably the weight of the
coat is 20% and less, more preferably 10% and less, e.g. 5% and less, such as 0.5 to 20%,

30 preferably 1 to 15%, of the weight of the coated tablet. It is preferred that the geometrical
form or shape of the tablet core before coating is the same in the coated tablet after
coating. A coated tablet according to the present invention may have very similar
disintegrating characteristics and release characteristics of the pharmaceutically active

compound as the tablet core has before coating.



10 fromthe group consisting of cefuroxine axetil, cefpodoxinme proxeti
~amoxicillin, sumatriptan and ol anzapi ne, wherein said tablet core HSBMA”UUzi
coated; e.g. coated with a coating m xture according to the present
invention, e.g. and the disintegration tinme of the uncoated tablet is very
simlar to that of a corresponding coated tablet, e.g. both tablets
containing the sane ingredients in the sanme anounts, e.g. the
disintegration tinme being determ ned 15 according to standard nethods; e.g.
according to a nethod as described in Pharmacopoeias for disintegration

t ests, he t b of whjch the disintegratiop tinme is t e
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dust conprising the armaceutically active ound .g. which may be
unpl easa Id@HS)ammrwmm'e@.aggetﬁdoraeﬁ%eta@wtaW@Sdasabtmwoefed a@e@nwd in a

coated dlspr bRl RlaBy tatldrinBEaRi i rkide vBEGRER! | nvention. - di spersi bl e
tabl et according t he present invention may used for the production of

a drink solution or suspension avoiding the unfavourable behavi our of

film CO%S’Qe&%l@%%bt%ﬂ&&cd&d'ﬁ@?&th% L@é ﬁ’ﬁ{v% @WQ‘@%’ ng, due to its

characteristic o ormng a continuo 1 7 like structure,
remedSns in the liquid of the drink solution in the formof continuous

pi eces A% another aspect the present invention provides a coated tablet, e.g. including normal
tablets and dispersible tablets, e.g. ready for administration without further treatment,
comprising an effective amount of at least one pharmaceutically active compound, coated
with a coating mixture consisting of a sugar, e.g. including sugars, sugar alcohols; or a
20  starch, e.g. including starch products and starch hydrolysates, or a mixture of a sugar and a
starch, and optionally of parting agents, and/or pigments, and/or colouring agents, and/or
sweeteners, and/or flavouring agents, and/or wetting agents, and/or preservatives and/or

lubricants and/or antifoaming agents.

25



segnents of film In another aspect the present invention provides the use
~of a coating mxture according to 5 the present invention in the 1 8 MAY 7004
production of coated tablets, e.g. including normal tablets and di spersible
tablets, which conprise in the tabl et core an effective amount of at | east
one pharnaceutlcally active conpound sé-ected fromthe group consisting of
cefuroxine axetit, cefpodoxine proxetil, anmoxicillin, sumatriptan and

ol anzapi ne. 10 In another aspect the present i nventi on provi des tablets
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oy Be R o R sBRet 15K (At Rt Panconten il GRBRHarcoRIRg to e IEFON ng
exarrpl esinadnitioh @MWy inbita®Se. ) rablicaBytHesahedlr ee Cel sius. 1 8 MAY 2004 8

General procedure - Spray coating A honpgeni sed suspension conprising a
coating mxture is sprayed onto tablet cores until the tablet cores are
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e ingredients in the same amounts, e.g. the disintegration time being determined
15  according to standard methods; e.g. according to a method as described in
Pharmacopoeias for disintegration tests, e.g. the tablet of which the disintegration time is to
be determined is put into water of neutral pH and of a temperature of 20°C for dispersible

tablets or 37 °C for non-dispersible tablets, the tablet disintegration is determined visually

and the rhmnlnnrnhnn time is determine

- e AN FRANIEE

d.

20 A coated tablet core in a dispersible tablet may have several advantages:

- a coating according to the present invention may prevent disintegration of the tablet and
release of the active compound already in the mouth of a patient as is possibie with
uncoated tablets on contact with salvia or ancther liquid which may be unpleasant for the
patient;

25 - acoated dispersible tablet is better protected from environmental influences than an
uncoated tabiet which may result in improved stability, higher shelf life and higher purity of
the coated tablet, e.g. when storing;

- uncoated dispersable tablets may contain dust, e.g. originating from unavoidable abrasion,
e.g. during packaging and transport, e.g. said dust comprising the pharmaceutically active

30 compound; e.g. which may be unpleasant on administration; said abrasion and dust may
be prevented in a coated dispersible tablet according to the present invention.

- dispersible tablet according to the present invention may be used for the production of a
drink solution or suspension avoiding the unfavourable behaviour of film-coated tablets
which is that a standard film coating, due to its characteristic of forming a continuous skin-



(Ac-di-Sol (r)), 30 ng of siliciundioxide (Aerosil 200(r)) and 5 ng of
magnesi um stearate. The 15 ni xture obtained is conpacted and t he conpadhedl)i
material is broken up and equalised through a sieve. The equali sed

material obtained is m xed per tablet with 90 ng of mannitol (Pearlitol SD
20), 30 ng of microcrystalline cellul os€-(Avicel PH 200(r)), 40 ng of

cross- |inked polyvinylpyrrolidone (Pol ypl asdone(r)), 14 ng of talcum 3 ng
of magnesium stearate, 6 ng of sodiumlauryl sul phate (Texapon(r)), 40 ny
of a Na- giekesyRipd, Rymamklin RIRISHHE dAlk SALGidN ih 1RO brd TR oRfinidusigiddélor

di oxi de (Aerosil 200(r)) and the mixture obtained is conmpressed to obtain
t abl et coiegenty ofdda: i ng Tabl et cores obtainable as described in exanple 1
A) are coated with the following coating mxtures (amounts in % (wWw per
total weight of the coating mxture): 25 1) Mannitol (21.4%, soluble

st arch (12’ andifer aspédt theupnedembinvintioAgroddds tB6 Qe pj a cBatify) mixtuaé aocordingo 8% ,

titani umdioxide (21.49% , Aspartanme (2.09%. nnitol and sol uble starch are
i s vabe PrPSRal bremiandh s BRAPR Lo eT &-9. Dl arma abieds nd

resul ti n@spepsitleitatietdh vbithi conipried Getheablet Aorb ARRIRBIVECAMSURRE AEIeaBt orésabl e
for spray-coating is obtained and coating is carried out and results are

obt ai ned®hagpacautigallcagtive gormpaund ﬁHSCQAM!heFﬂ*@&a@n%tiaggbeefumximwtﬂo|
(329, seyf;ss(yg% oﬁm,(é’lﬂé’{?aciush%%ﬁg@%m 6|éﬁz%§|dém di oxi de (18%,

aspart anme .0% . Mannitol and so starch are dissolved in water.
Tal cum titanium di oxide and aspartane are dispersed in water. The two

nomSeni ot BGkect o 8RR a0 pfoyfodHbie e SORER A e Papesiontng | <
carri ed hawinganbittectmstet seleoted frointha gbuascatsisting bbcefumdiete dtuil, Cefpridokime
procedure I gqt cores obtai naglir(?th%?thdescr i bed in

ove. .@.Exa%te 2 Tag dvih
exanpl e PIO¥SUL amoxailin. symatintan aRd CRNZBRP AL #riof ey are coated wit
sugars, sugar derivatives, sugar alcohols and their derivatives, such as saccharose, lactose
or mannitol, all starches, starch products, starch derivatives, such as potato starch, soluble
15  starch, and starch hydrolysates, such as dextrins, maltodextrin, cyclodextrins, whereby they

may be used alone or in any combination with one another.

In the following examples all temperatures are given in degree Celsius.



m xture (amounts in % (wWw per total weight of the coating m xture):

~Mannitol (60.6%, starch (6.1%, talcum (18.2%, titanium dioxide (1EBM 2004
aspartame (2.6%, sodiumlaurylsul phate (Texapon(r)) (0.4% 14 Mannitol

and aspartanme are dissolved in water, and starch, pre-swollen in water, is

stirred into the solution obtained. Thegresulting mxture is m xed with

the remaining ingredients and the m xture obtained is honobgenised. A

honogeni sed suspensi on usable for spray-coating is obtained and coating is

carried out and results are obtained as descri bed under the General

pr ocedur Geagml@rocedureafiiray goatiaged t abl et s conpri si ng cef ur oxi me axeti |

i1 aror pAGEndERershsp 8RiEH offling E bah by B diS Fasinio iRl ettt
m cr ocr y #teatableh eoreelara hmﬁc&mlﬁﬁ)mm\fwtrh\l&ne%ahﬁg(mdwdi ?ﬁt? g?)ttegl(eggdavrahg Sol R

) and 4 of magnesjum stearate are m xed and t

Lompact e e AR SEMPSERTRRS S8 CORIPIFOETP® PRGN eli SRR PraEd i
through fssitRe0 %%l ey, 36 AMALN TBYLHftAS w&iyh@bf‘mé coéitedit¥@er. per tablet with 60
ng of cross-linked polyvinylpyrrolidone polymer (Crospovidone(r)), 6 ng of

siliciumdi OXIde (Aerosil 200(r)), 20 25 ng of talcum 4 ng of nagnesium
stearate § of Sodi um | auryl sul phate (Texapon(r)) and the m xture
obt ai ned gonpressed to obtain tablet cores. B) Coating Tabl et cores
obt ai nabr:eate;i tbiats icbeprisingeefupdxin® avetihgeamdateed with the fol | ow ng
coating 1 X1 e anmounts in % (ww per total weight of the coating

m xture)- aye itol (33.2%, starch (10.0%, |actose (19.9%, talcum

E_%_l. P99 , Per tabidt GOBMh @i c&furoé(ﬂ:rﬂe é-)?étll 2&39\6@ bﬁﬁrﬁolﬁ/ﬂmﬁ%rrolﬁﬁﬁ'é polhied (KblIfddnehat e
exapon

nd ot ar VABAB) ed fimg Bhavdinia uPSUREtegt PrARaRE) R ESY e A TN Y88t i nod.
The resuhtéthBe Bhd iwatér undlePh&ae h/éaftlh%tm écﬂurfﬁ:'nrﬂb'fﬁ]ned REHAH @darRigl t he
m xt ure obt ai ned i s honogeni sed onpgeni sed suspensi on
granulate is obtained which is mixed per tablet with 110 mg of a Na-carboxymethylcellulose
(Ac-di-Sol®), 30 mg of siliciumdioxide (Aerosil 200®) and 5 mg of magnesium stearate. The
15  mixture obtained is compacted and the compacted material is broken up and equalised
through a sieve. The equalised material obtained is mixed per tablet with 90 mg of mannitol
(Pearlitol SD 20), 30 mg of microcrystalline cellulose (Avicel PH 200®), 40 mg of cross-
linked polyvinylpyrrolidone (Polyplasdone®), 14 mg of talcum, 3 mg of magnesium stearate,
6 mg of sodium-faurylsulphate (Texapon®), 40 mg of a Na-carboxymethylcellulose (Ac-di-
20  Sol®) and 6 mg of silicium dioxide (Aerosil 200®) and the mixture obtained is compressed
to obtain tablet cores.
B) Coating
Tablet cores abtainable as described in example 1 A) are coated with the following coating
mixtures (amounts in % (w/w) per total weight of the coating mixture):
25 1) Mannitol (21.4%), soluble starch (21.4%), silicium dioxide {Aerosil 200®) {2.0%), talcum
(31.8%), titanium dioxide (21.4%), Aspartame (2.0%).
Mannitol and soluble starch are dissolved in water. The remaining components are
suspended in the resulting solution which is homogenised. A homogenised suspension
usable for spray-coating is obtained and coating is carried out and results are obtained
30 as described under the General procedure above.
2) Mannito! {(32%), soluble starch (20%), talcum (28%), titanium dioxide (18%), aspartame
(2.0%).
Mannito! and soluble starch are dissolved in water. Talcum, titanium dioxide and
aspartame are dispersed in water. The two resulting mixtures are combined and



1 8 MAY 206 -10 usable for spray-coating is obtained and coating is carried
. out and results are obtained as described under the General procedur@MAY 7004
above. 2. Mannitol (26.7%, soluble starch (16.7%, maize starch (16, 7%
talcum (22.5%, titanium dioxide (15%, aspartanme (1.6%, sinethicone USP
(0.8%. 5 Muaize starch is pre-swollen inywater. Talcum titanium dioxide,
aspartanme and sinethicon USP are dispersed in the obtained m xture.

Manni tol and sol uble starch are dissolved in water. The two resulting

m xtures are conbi ned and honogeni sed. A honogeni sed suspension usable for
spr ay- coat hagogenieéd.aAnkomaegehigasa suspgnisioncasabile dorospragiedatires i8 pbtairede and

Tabi et cor BEERL ARG S e ST RO PR B AR R B neca R d L Predure

foll ow ng abatd.ng m xture (anmounts in % (wWw per total weight of the
coating m xture): Mannitol (21.8%, soluble starch (21.8%, talcum (32.5%,
titanium di oxide (21.8%, 15 aspartane (2.1% Mannitol and sol uble starch
are dissekiffid p water. The resulting mixture is mxed with the remaining
ingredients and the m xture obtained is honogenised. A hom)?eni sed

suspensi dablgtedipe obtainably ag dessaibpd in exanye AiAede apated withithe fallowingreoating out
and resul.t: r |13 i r | procedure above.
20 Examﬁ)&g'%égg}ogﬁ{sarsﬁg?@ng&%{b @é%gg%pﬁo%gﬁ%g%g%zi cillin trihydrate
A) Tabl eMagoites(BPeG%}, asthesh (6163),ntplaim AMB.2P%)) Ititaniun rdidwide 12,1987 asgaddme

T oY BRI P o B e i o ear et ore T xed and
br oket umaanitol amdalspasamt are digholaedinewster, Bd stdrely, gre-swbian ialwabr, & fiedd
into the solution obtained. The resulting mixture is mixed with the remaining ingredients and
the mixture obtained is homogenised. A homogenised suspension usable for spray-coating
is obtained and coating is carried out and results are obtained as described under the
General procedure above,
15
Example 3
Coated tablets comprising cefuroxime axetil in amorphous form
A) Tablet cores

Per tablet 608 mg of cefuroxime axetil in amorphous form (corresponding to 500 mg
20  cefuroxime), 110 mg of microcrystalline cellulose, 80 mg of Na-Carboxymethyicellulose {(Ac-
di-Sol®) and 4 mg of magnesium stearate are mixed and the mixture obtained is
compacted. The compacted material obtained is broken up and equalised through a sieve.
The sieved material obtained is mixed per tablet with 60 mg of cross-linked
polyvinylpyrrolidone polymer (Crospovidone®), 6 mg of silicium dioxide (Aerosil 200®), 20
25 mg of talcum, 4 mg of magnesium stearate and 9 mg of Sodium-laurylsulphate {Texapon®)
and the mixture obtained is compressed to obtain tablet cores.
B) Coating
Tablet cores obtainable as described in example 3 A) are coated with the following coating
mixture (amounts in % (w/w) per total weight of the coating mixture):
30 1. Mannitol {(33.2%), starch (10.0%), lactose {19.9%), talcum (21.2%), titanium dioxide
(14.1%), aspartame (1.4%), sodium-laurylsulphate (Texapon®) (0.2%)
Mannitol, lactose and aspartame are dissolved in water, and starch, pre-swollen in water,
is stirred into the solution obtained. The resulting mixture is mixed with the remaining

ingredients and the mixture obtained is homogenised. A homogenised suspension



I's mxed per tablet with 120 ng of cross-Ilinked pol yvinyl pyrrolidone
_polymer (Crospovidone(r)), 30 ng of talcum 3 ng of silicium dioxideb MAY 2004
(Aerosil 200(r)), 4 ng of nagnesium stearate, 2 ng of aspartane and 18
ng, of a flavouring agent and the m xture 30 obtained is conpressed to
obtain tablet cores. The tablet cores ohtai ned show a disintegration tine
in water of 1.3 minutes at 20. B) Coatlifig Coating m xture (anounts in %
(ww) per total weight of the coating mxture) 1 8 MAY 2)g4 -11 Mannitol
(17.9%, soluble starch (17.9%, maltodextrin (17.9%, talcum

(26. 7% , t i uaabledor shraxComingid oﬁt?nedaswwda&l@iﬁ(chrr?é?@cl)Mndiré@]lts ar@bbrghedt r i 3
and sol uble starch are, dissqlved in ter, The resulting mxture is mxe
with the r@ﬁﬂﬁﬁ?rfpfd?Wémeeﬁ? ergmog%l,@xrﬁiak?m.e obt ai ned i s honogeni sed. The

5 honpgeri MadnioIgRE/79%)PBolableasitate (1675 MiiRe st (16784 Bl (220585 tigHigh ned
in step A).. Uniformcoated tablets are obtained having the same

geonet r i cafjfoé‘ﬁie?ﬂé5£- 3partamedadael. simagieanecdPB (08 wei ght of the coating
per_1abl et Matzd @afentifgre-30dfehlin Water! PRbGh, MENIGI dioxdd)asEaRRE ahglrfificon
obt ai ned show a disintegration tinme in water of 1Nt es At . it

di si nt egr aMSbharnej digrarsediiettbe abtainedapixtureti Mannito! andisnlehlel stascthargstisaolved in
descri bed e 1S t | S| S ript. in the
formof a 2‘? tw% sucgﬁhggq)g% aq%hﬁ’@i“%?’gﬁ“@%@?‘%ﬁ?ﬁH§§‘°ﬂ§{“ ng and
100 ng coasesheanalsineisablerfos sprawpratingig obleinedareticeenting ig cayrigebouttaatal resditsas 15

set out in A bel are prepared by wet qgrapul ating, m xing and
conpr essi n&?éﬂg%gpgbgﬂsnoges?% % %q(%ﬁggeréeﬂ%rf“ ag(?d 8388‘feai n tablet cores and
coatitmg the tablet cores obtained thus obtained with an aqueous suspension
of a coating mxture containing the ingredients as set out in the TABLE

bel ow. TEXpfPle 4
Tablet cores obtainable as described in example 3 A) are coated with the following coating

mixture (amounts in % (w/w) per total weight of the coating mixture):
Mannitol (21.8%), soluble starch (21.8%), talcum (32.5%), titanium dioxide (21.8%),

15  aspartame (2.1%)
Mannitol and soluble starch are dissolved in water. The resulting mixture is mixed with the
remaining ingredients and the mixture obtained is homogenised. A homogenised
suspension usable for spray-coating is obtained and coating is carried out and results are
obtained as described under the General procedure above.

20
Example 5
Coated dispersible tablets comprising amoxicillin trihydrate

A)_ Tablet cores

Per tablet 1163 mg of amoxicillin trihydrate, 57 mg of microcrystalline cellulose and 3 mg of
25 magnesium stearate are mixed and the mixture obtained is compacted. The compacted

material obtained is broken up and equalised through a sieve. The sieved material obtained

is mixed per tablet with 120 mg of cross-linked polyvinylpyrrolidone polymer

(Crospovidone®), 30 mg of talcum, 3 mg of siliclum dioxide (Aerosil 200®), 4 mg of

magnesium stearate, 2 mg of aspartame and 18 mg.of a flavouring agent and the mixture
30 obtained is compressed to obtain tablet cores.

The tablet cores obtained show a disintegration time in water of 1.3 minutes at 20°.

B) Coating
Coating mixture (amounts in % (w/w) per total weight of the coating mixture)



I ngredi ent ng/ t abl et CORE100 ng50 ng25 ng Sumatri ptan

. succi nat e140. 0070. 0035. 00 Lact ose nonohydratell6. 0058. 0029. 00
Mcrocrystalline cellul ose (Avicel 200(r))35.0017.508.75

Na- car boxynet hyl cel | ul ose (Ac-Di -Sol (r))4.502. 251. 13 Magnesi um

18 MAY 2004

st earat e4.502. 251. 13 COATI NG Per cent wei ght per total M XTUREcoating Mize

starch7.1 to 7.2 Mannitol 15.3 Sol ubl e St1

21.4 1 8 MAY 200 -12 Ingredientng/tablet CORE100 ng50 ng 25 ny

Pol yoxyet hyl ene sorbitan fatty acid 3.5 to 3.7 (Polysorbate 80(r))
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Mannitol, maltodextrin and soluble starch are dissolved in water. The resulting mixture is

mixed with the remaining ingredients and the mixture obtained is homogenised. The

5 homogenised suspension obtained is sprayed onto the tablet cores obtained in step A).

Uniform coated tablets are obtained having the same geometrical shape as the uncoated

tablet core. The weight of the coating per tablet is less than 10% of the tablet weight.

The coated tablets obtained show a disintegration time in water of 1.2 minutes at 20°.

The disintigration time is determined according to standard methods as described above.

10
Example 6

Coated tablets comprising sumatriptan in the form of a salt with succinic acid

(sumatriptan succinate)

25 mg, 50 mg and 100 mg coated tablet cores comprising the ingedients (mg per tablet) as

15  setoutin the TABLE below are prepared by wet granulating, mixing and compressing,

according to a standard methods, to obtain tablet cores and coating the tablet cores

obtained thus obtained with an aqueous suspension of a coating mixture containing the

ingredients as set out in the TABLE below:

TABLE
Ingredient mg/tablet
CORE 100mg |50 mg 25mg
Sumatriptan succinate 140.00 70.00 35.00
Lactose monohydrate 116.00 58.00 29.00
Microcrystalline cellulose (Avicel 200®) 35.00 17.50 8.75
Na-carboxymethylcellulose (Ac-Di-Sol®) 4.50 2.25 1.13
Magnesium stearate 4.50 2.25 1.13
COATING Percent weight per total
MIXTURE coating
Maize starch 71t07.2
Mannitol 153
Soluble Starch 15.3
Lactose monohydrate 21.2t0214




5 Coated tablets conprising cefpodoxinme proxetil A) Tablet cores Per
.tablet 260 ng of cefpodoxime proxetil (corresponding to 200 ng 18 MAY 2004
cef podoxinme), 42 ng of mcrocrystalline cellulose, 50 ng of

Na- Car boxymnet hyl cel | ul ose (Ac-di-Sol (r)) and 3 ng of nagnesium stearate
are mxed and the m xture obtained is cq )acted. The conpacted 10 nateri al
obtained is broken up and equalised throdgh a sieve. The sieved nateri al
obtained is mxed per tablet with 76 ng of Lactose, 3 ng of silicium

di oxide_(Aerosil 200(r)). 3 nmy of mnmgnesiumstearate and 3 ny of

Sodi um | auryl sul phalngrédiestipon(r)) and the mxturge obtal negftdiercONpr essgd

A—tablet-cores—B) Coating 15 Coating mixture anpunts in % w w_pdr

T GO

to obtaH iy

t ot al wép&rﬂ of the coating mxture Mannitol (26.5%0 mgol|d? @gst grafhmg
(39.7%—r€rtm-rﬂ8—@y ' ' ToxRTOe 15199 aspar-tare—+E-3%

si met hi cone USP (2.'3 gxﬁMﬁgoﬁ}gﬁ@ %gyﬁﬁide starch are disgég:i ggd i\;\ wat er .

Tal cum | titani um di (Polyderbaspa®) ane and sinethicon USP are di spersed in
wat er . re—HWo A8 H-eS—at-e bi d '

honogen| sed suspens%‘h“i 1S'dbl e for spray-coating i
carried; out and respilkgmare obtained as described under 13ye3 FHELal
procedure—above 1 8 MAY 2801 -13 Patent Caing 1. A process for the
coating| of tablet |[cHlaUmMgigdfe abl et core conprisjing an 2 tri4.8e anount
of at | gast one pn rcat 'y activetonpound—setected—frapthe—group
consi sting of cef ?%é(rl?grga“gxeti | , cefpodoxi ne proxgetil, amg}??iq lin,

sumat r i ptaiforamcbadédtabigls aes olotained| withg coptimy vaighBofa@atPigs ths edtal doakeddr
suspensi%%lqu%gditsi ng a sugar, or a starch, or a mxture of a sugar and a
starch onto' 't ht‘abl ets or tablet cores with the proviso that film formng
agents in the coating solution or suspension are excluded, to obtain

coat ed tebl etF y\,herei n the weight of the coat is |less than 20% of the

wei ght ofXxample '

5 Coated tablets comprising cefpodoxime proxetil
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A) Tablet cores

Per tablet 260 mg of cefpodoxime proxetil (corresponding to 200 mg cefpodoxime), 42 mg
of microcrystalline celluiose, 50 mg of Na-Carboxymethylcellulose (Ac-di-Sol®) and 3 mg of
magnesium stearate are mixed and the mixture obtained is compacted. The compacted
10 material obtained is broken up and equalised through a sieve, Tha sieved material obtained
is mixed per tablet with 76 mg of Lactose, 3 mg of silicium dioxide (Aerosil 200®), 3 mg of
magnesium stearate and 3 mg of Sodium-laurylsulphate (Texapon®) and the mixture
obtained is compressed to obtain tablet cores.
B) _Coating
15 Coating mixture {amounts in % (w/w) per total weight of the coating mixture)
Mannitol (26.5%), soluble starch (39.7%), talcum (18.6%), titanium dioxide (11.9%),
aspartame (1.3%), simethicone USP (2.0%).

Mannitol and soluble starch are dissolved in water. Talcum, titanium dioxide, aspartame and

simethicon USP are dispersed in water. The two resulting mixtures are combined and
20 homogenised. A homogenised suspension usable for spray-coating is obtained and coating
is carried out and results are obtained as described under the General procedure above.



the coated tablet. 2. A process for the coating of tablet cores, said

tabl et core conprising an effective anount of at |east one 1.8 MAY 2004
pharmaceutically active conmpound selected fromthe group consisting of
cefuroxi me axetil, cefpodoxime proxetil, anmoxicillin, sumatriptan and

ol anzapi ne, conprising spraying a coatkpg sol ution or suspension of a
coating m xture consisting of a sugar, a starch, or a mxture of a
sugar and a starch, and optionally of partlng agents, and/or pignents,

and/ or coup |qg gﬁents and/ or sweenteners, and/or flavouring agents,

and/ or '& and/ or preservatives and/or lubricants (glidants)
and/ or antlfoan1ng agents, onto the tablets or tablet cores, to obtain

coat ed tabl ets wherein th Wei%ht og@tﬂez coat |s | ess than 20% of the
wei ght of "the A DEI%EES 18h g CORMIAD e $5d r $UP FPMPRSHG At i ve

anmount of at | eaa@t:nm@mo@rlitadfrmm ofdIphdrmaddeli€ally GERGY BEMBEUrRICEAsLted om t he
group consi sti cef uroxi ne_axetil, cef)@gdom ne proxetil, anmoxicillin,

sunat ri pt an ang%”bl the, SFFURe, copsistingy i CRIUEPXIBE: BXRYT Wﬁ@ﬂ?@‘"@@n?[%mng of a

sugar, or a st akdxicilli®r samﬁterlaH anef oRinsaURE, BBWpasitd Appdying g db%t.hg)nally
of parting agents, and/or rrents and/or col ouring agents, and/o

sweet eners, andPBItioR| L FFPERYON LEBRISING £hBYGH. RE Pt FRAGNaGE R @'thﬁﬁo?foﬁ‘

preservatives %@gépénd HtdeRdh& thé%bl@l@rﬁr%bléﬂ"t‘:ﬂr@é witRlithd BRIVISBANATRAL S
wherein the wei the coat is |less than 20% of the weight of the

coated tabl et. QV”B”MQE%% the qopting solydian 9F suspepaionraje PriLded te OREIRt i ng of

a sugar, or a %aféahable(s heFbinithe Reftht 8f the ¥6aTs RRS thin0af BhthedGgARE 1 Onal |y
of parting agents, and/or pignments, "and/ or col ouring agents, and/or

sweet ener s, and?‘%@#tﬁ%ﬁhﬁh ng agents, and/or wetting agents, and/or
preservatives and/or lubricants (glidants) and/or antifoam ng agents in

t he production of coated tablets wherein the weight of the coat is
2. A process for the coating of tablet cores, said tablet core comprising an

effective amount of at least one pharmaceutically active compound selected
from the group consisting of cefuroxime axetil, cefpodoxime proxetil,
amoxicillin, sumatriptan and olanzapine, comprising spraying a coating
solution or suspension of a coating mixture consisting of a sugar, or a starch,
or a mixture of a sugar and a starch, and optionally of parting agents, and/or
pigments, and/or colouring agents, and/or sweenteners, and/or flavouring
agents, and/or wetting agents, and/or preservatives andfor lubricants
{glidants) and/or antifoaming agents, onto the tablets or tablet cores, to obtain
coated tablets wherein the weight of the coat is less than 20% of the weight of
the coated tablet.

3. A coated tablet comprising an effective amount of at least one
pharmaceutically active compound selected from the group consisting of
cefuroxime axetil, cefpodoxime proxetil, amoxicillin, sumatriptan and
olanzapine, coated with a coating mixture consisting of a sugar, or a starch,
or a mixture of a sugar and a starch, and optionally of parting agents, and/or
pigments, and/or colouring agents, and/or sweeteners, and/or flavouring
agents, and/or wetting agents, and/or preservatives and/or lubricants
(glidants) and/or antifoaming agents, wherein the weight of the coat is less
than 20% of the weight of the coated tablet.



| ess than 20% of the weight of the coated tablet, and wherein said taé)IM«z ?
conprise in the tablet core an effective anount of at |east one Y 200
pharmaceutically active conmpound sel ected fromthe group consisting of

cefuroxinme axetil, cefpodoxinme protexil, anmoxicillin, sumatriptan and

ol anzapine. 5. A dispersible tablet copprising a tablet core which
conprises an effective amount of cefufoxi me axetil, cefpodoxi me proxetil,
anoxicillin, sumatriptan or ol anzapi ne, wherein said tablet core is coated

with a coating mxture as defined in claim4 and wherein the weight of the
coat is less than 20% of the weight of the coated tablet. 6. A process

accordi ng 4 o anyseosfea oéatmbahmré.cbrﬁmé{mgvmgr@g@r torer takhebr § MiuteSofa
di spersible tablet ¢ ich contain an active i ngredi ent
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pharmaceutically active compound Selected from the group consisting of
cefuroxime axetil, cefpodoxime protexil, amoxicillin, sumatriptan and

olanzapine.

5. A dispersible tablet comprising a tablet core which comprises an effective
amount of cefuroxime axetil, cefpodoxime proxetil, amoxicillin, sumatriptan or
olanzapine, wherein said tablet core is coated with a coating mixture as
defined in claim 4 and wherein the weight of the coat is less than 20% of the
weight of the coated tablet.

6. A process according to any one of claims 1 to 2, wherein the tablet core is a
dispersible tablet core.

7. Tablets which contain an active ingredient having a bitter taste selected from
the group consisting of cefuroxime axetil, cefpodoxime proxetil, amoxicillin,
sumatriptan and olanzapine, characterised in that they are coated with a
coating-agent selected from the group consisting of sugars, sugar derivatives,
sugar alcohols, sugar alcohol derivatives, starches, starch products, starch
derivatives, or any combination thereof, and that the weight of the coat in said
tablets is less than 20% of the weight of the coated tablet.

8. Tablets according to claim 7 wherein the coating agent is saccharose,

lactose, mannitol, potato starch, soluble starch, a dextrin or a cyclodextrin.



