WO 01/ 37816 PCT/ EPOO/ 11590 -1 Coating The present invention relates to
coating, e.g. to coating of pharmaceutical tablets/tablet <cores. 5

Phar rrac“ﬁi% dosage forns for oral application of a pbaEPmasessdi cally
active {hd  include tablets. For administration of a pharmaceutical ly
active conmpound in tablet formit is <often necessary to mask an

unpl easant, e.g. bitter, taste of a pharmaceutically active conpound. One
p035|b|I|ty for taste maski ng is filmcoating with a filmwhich. is soluble
in gastric juices by use of filmforgeatiggagents which results in
filmcoated tablets. . 10 Filmformng agents are usual ly polynmers which
forma continuous, elastic and uniform covering, e.g. like a skin, around
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consi der abiee. barrier to the penetration of aqueous fl ui ds 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
conpofind Phameasepticsl desagedpimsdor ol amcmmdztuarmwmmjﬂ“na@ﬂve@on@wndou nd may
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cef ur oxi me axet’l phar maceut | active compound fromwhich 1t is
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i nventi on does not prov consi era arrier to th enetr
t hi s shethin layerof dilm crefingkasdo belappliadito ensure sufficient release. xamination 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 film-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 wherefn a tablet core comprisinga
phamaceutically active compound may be coated without the use of fiim-forming agents,
whilst achieving salisfactory taste masking and avoiding the hegative effect of a film coating

. on the release of the pharmacéutically active compound; and which provides a coated
tablet which may directly be administered without further treatment. According to the

30 present invention a thin and complex coating is unnecessary because the coating according
to the present invention does not provide a considerable barrier to the penetration of
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11111 111.. 11121111 11 WO 0137816 PCT/ EPO0/ 11590 -2 aqueous fluids into
the tablet cores, and thus does not affect or prevent the disintegration of
the tablgh, I n one aspect the present invention prpvi/EP®ASprocess for
t he coatlng OP tabl et cores, e.g. 5 including a normal tablet core and a
di spersible tablet core, sald tabl et e@re conprising an effective anount
.of at | east one pharnmaceutically active conpound, e.g. a pharmaceutically
active conpound having an unpl easant, e.g. bitter, taste, e.g. a

phar nac e hgidoak fiMids with ¥R 1BBIBTEEY] ahd tHik!does ABt éffeefrmemévém tHe disintegratibn af
penicillin . amoxicillin; e.g. anoxicillin alone or in conbination
wth cIaVWVﬁW?Egﬁ%l cephalosporlns e.g. 10 cefuroxine axetil; macrolides
such as erythronyC|ns antimgraines, e.g. sumatriptan, or antipsychotics,
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e. g. §ncinetiiding aicunahtabledebize hid akiispeisibietabley dore] salditabiet corercomprising ane of a
sugar and._a_.starch with the proviso that
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pr ef er abkmoxsicitiong guardoXicilin akjna or inrcpmbination witle clgvulaiic beids eephalasparinsce.g. a

) i ng Pt et EGRGSpth'ob oy thych & ficiengs, B Sfeloliy, of -,

in the aomw@TOtles.terg Mamnmee. e.g. anoxicillin alone or in conbi nat i on WI th
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deri vat i S4gars, @Jdﬂ%f alchhﬁls. el Q)ita@i'll e. bdn°|ﬂ¢lu9 §§6&Qh FPI’WlFFtS and stasch hydrolysates,
anmpi ci | | ppa mpure o?ﬁ%béér%‘iﬁ‘%fét%h tfhttgthe' tﬂl% iréd with Itﬁespmﬂé Hat ARA-H6RLA

t hereof, such as cefaclor, cefixine, phal exi n, cephradi ne, cef adrgxil,

cef r 8% adRe@Nts indhe F%mns-e@pbmwme 9%“2.')%&% fo oktain GP@%’ tablets,8.9.iwhich are
macr ol i d@d forGdmiinisttafidh Mh&at ilrther ftdatdieng 0l vat es thereof, e.g. Incl udi ng
erythronyci ns such as erythronycin A, clarithronycin, azithronycin,
roxi thromycin. 30 antimgraines, e.g. including salts and/ or sol vat es

t her eof , Aghgrmadeaticealy aawmﬁipbhmu &dtordingito thé prelsbt ihanfiow includbs all Kikd bat e,

succi nat Sharmraceutlcally active compounds, preferably a compound having an unpleasant, e.g.

20 Dbitter taste, e.g. a compound selected from antibiotics, e.g. including

-

- penicillins, e.g. including salts and/or solvates thereof, e.g. including amoxicillin, e.g. in the
form of a trihydrate, e.g. amoxicillin aione or in combination with clavulanic acid or salts
thereof, such as clavulanic acid in the form of a potassium salt; penicillin V, e.g. including
therapeutically active derivatives, oxacillin, cloxacillin, flucoxacillin, dicloxacillin, ampicilin;

25 - cephalosporins, e.g. including salts and/or solvates thereof, such as cefaclor, cefixime,

cephalexin, cephradine, cefadroxil, cefroxadine, cefdinir, cefpodoxime proxetil, cefuroxime
axetil; _ '

- macrolides, e.g. including salts and/or solvates thereof, e.g. including erythromycins, such
as erythromycin A, clarithromycin, azithromycin, roxithromycin. '

30 antimigraines, e.g. including salts and/or solvates thereof, e.g. including sumatriptan; e.g. in
the form of a hemisulfate, succinate; or |
antipsychotics, e.g. including salts and/or solvates thereof, e.g. including olanzapine;
preferably cefuroxime axetil, cefpodoxime proxetil, amoxicillin, sumatriptan and olanzapine.

—
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anti psychotics, e.g. Including salts and/or solvates thereof, e.g.

I ncl udi ng ol anzapi ne; preferably cefuroxime axetil, cef pOdOXI me proxetii,
amoxi ci | lyyBo188@t ri ptan and ol anzapi ne. een Repl aced RSIVEROUHESN [his sh
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phar maceutical |y active conpound nmay be-8sed in any known solid

nodi fication; e.g. cefuroxinme axetil may be used in anorphous form
crystalline formand in the formof a solid solution in a polyner or a
sol i d di spAmphannecentically acliyercbepoundmayebewsmflmany kmawresoditiinlodificatiore ieigher
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sol ution or suspension 0
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| east one ar maceut 1 ca active COZFEOUH t core u accor di ng

to the pr eMéﬁ* Indexetith Gﬁ'ﬂ(’ﬂnﬁﬁnﬁg 220r738 6@3&@% w&ﬂaear 1A36n 8480, 334,428, may
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tabl et core nmay conprise beside the 15 pharmaceutically’ active conpound
phar maceut 88 [y acceptabl e excipients, e.g. including excipients, such as
bi ndergp fi I l ers, disintegrators, accel erators, flow conditioners,

rel easi ng nts, |ubri an S, vvettl n preservatives, colorants,

agent s
sugar, sug%ut I8te; 35 4sed he a8 n&ﬁ?&-tﬂbf%%@éﬂf‘% allgagtampet core nay
be obt ai nepha’ﬂQaﬁélmbélmacﬁ\ieacompognd rmabteecorehxtsefumomihgrtbmmeaent invention

et SRR ML T NCRIRG  o R
equal i zi ngar@ivgousingd ashethsd as conventional. A tablet core may comprise beside the
15 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 appropriate, e.g. may be
obtained by mixing a pharmaceutically active compound with pharmaceutically acceptable
20 excipients, e.g. including granulation, 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 ungranutated and granulated forms, extruded
forms.
A tablet core comprises a tablet core of a normal tablet and a tablet core of a dispersible
26 ftablet, i.e. a rapidly disintegrating tablet. A dispersible tablet may e.g. be used for the
production of a drink solution 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.
further comprising in the tablet core sweeteners, sugars, flavourants and other ingredients
30 which may e.g. allow a taste masking of an unpleasant, e.g. bitter tasting pharmaceutically
active compound. .

The coating mixture according to the present invention comprises a sugar, e.g. including
one or more sugars, a starch, e.g. including one or more starches; or a sugar and a starch,
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and conpressing the m xture obtained. For tablet core production a

phar maceutically active conpound may be in any form e.g. including

ungr anul fioadseeie granul ated forms, extruded forns. A t ETEPORILYW conpr i
ses a tablet core of a nornal tabl et and a tablet: core of a dispersible
.25 tablet, i.e. arapidy disintegratiy tablet. A dispersible tablet may
.e.g. be used for the production of a drink solution or suspension or may
be adm ni stered as such. Generally dispersible tablets consists of pure
t abl et cdneludingrorEhoramere sngaraaed one ogmorbusiarches. Assugar inclades élbkind ofcauigars
penetrati 1.0 |

di si nt egr%{ai(‘o pgﬂﬁd:s, lﬂ{v*n é 4‘??&9 tlgt?l%’l“?lg g%ﬂfé&%ﬁ]nggkgﬁlgg%@rﬂé&@&u&ee s,
sugars, fswamlmsssmmcascaanmamseg lastnsermanrmol Wetaroh ineludes gll kinlllobw a t ast e

maski ng of taifbs gRJtl E&ﬁq&dllndf ﬁ?\gn%ccorrﬁi&alts?rﬁ&thﬁaﬁdé?%& %&eé’éthfcﬂ'h% 8 inBihy ©

conpound. esent 1 nvehtPon conmpri ses
a sugdr, reodified sterches, adch asnrotalp sm?b "!aﬁg@wchesobtb&rsiﬂ'cms.gtammm udi ng one

or nore aced
LTI ﬁ{ﬁmﬁﬁﬁ Py Sordind ol \/%@%?%"%s %%&%@P&ﬁ%&%&%%| ncl udi ng
one or ntﬂfeS%@é@@'O&Wf@'ﬁé'V(ﬂOmﬁﬂ?@ & sugag g ONA Of NP5e SYgRFS aarka stargh, Rignd of
sugars 36?\%&W&b&@%e@%%a&fﬁ&iﬂr&ﬂécoﬁiﬁg‘ﬁtt%Erélﬁﬁi iM@&htibh ff@ya chem cal

sugar structure sugar alcohol S, such as saccharose | ac ose,
manni t ol | 9NiepallySRMPTie BRIEA0 B9aNtS. ingludingrtale. dgraents, fig dBAuHNG HaNEY i ng a

chem ggal &&deusawrﬁug%emse@héﬁm e5d. Hchfdinghs anaiﬁélﬂadbm&g@n@ Wby
st arches, such mgIOt ato starch, maize starc sol ubl e starches starch

hydr ol ysZ#88!S, @ 9ginclyding Texapon@epelyryethylene s@?ﬁ?’b@&?@p@m’?\ e NAUNONi xt ur e

accor di ngpOLYSHRBATE so@,ntpréséme@éhdqn@ﬁoah&b&g SifdRhdisA8e, 2.6 MEMdsi@and.  One
or nore Z@% rs._and a star one_or nore starches. The coating
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(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, e.g. as appropriate, e.g. according, e.g.
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 16%, 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.



15 according, e.g. analogously, to a nethod as conventional, e.g. mxing a
coating m xture according to the present invention with a liquid which is

appropri a‘&soilgkl‘spray coating, e.g. including water, OrREIVEROH/11550
wat er - m scibl'e solvent (m xture), or a mxture of water and organic

wat er - mi sci bl e solvent (mixture). An ordanic water-niscible solvent
(mxture) is a solvent (mxture) appropriate for spray coating e.g. and

i nclude a water-m scible solvent (mxture) as 20 conventional. The tablet
cores are coated with the solution or suspension of the coating m xture
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present invention provides a process for the coating of tablet cores, e.g.
including a normal tablet core and a dispersible tablet core; said tabl et
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A coating mixture used according to the present invention is novel.
25 |
in another aspect the present invention provides a coating mixture for the production of
coated tablets, e.g. inclﬁcling normal tablets.and dispersible tablets; e.g. ready for
administration without further treatment, the tablet core of said coated tablet comprising an
effective amount of at least one pharmaceutically active compound, wherein the coating
30  mixture consists of a sugar, e.g. including sugars, sugar alcohols; or a 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 agénts, and/or preservatives and/or lubricants
(glidants) and/or antifoaming agents.
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with a coating m xture consisting of a sugar, e.g. including sugars, sugar
al cohols; or a starch, e.g. including starch products and starch

-hydr ol yseoads7816 a mixture of a sugar and a 20 starch, BEUEBMYII8al |y of
parti ng agents, and/or pignents, and/or col ouring agents, and/or

sweet eners, and/or flavouring agents, a®d/or wetting agents, and/or
.preservatives and/or |lubricants and/or antifoam ng agents. A coating

m xture used according to the present invention i's novel. 25 In another
aspect the present invention provides a coating m xture for the production
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according to a nethod as described in Phar macopoel as for disint egration

tests, €. gcodtB§ tablet core in a dispersible tablet may have several advantages:

20 -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 possible with
uncoated tablets on contact with salvia or another liquid which may be unpieasant for the
patient; ‘

- a coated dispersible tablet is better protected from environmental influences than an
25 uncoated tablet 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
compound; e.g. which may be unpleasant on administration; said abrasion and dust may

30 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 continu_ous skin-

This Sheet Has Been Replaced




15 tablet of which the disintegration time is to be determned is put Into
wat er of neutral pH and of a tenperature of 20C for dispersible tablets or

37 C for RepohsRersible tablets, the tablet disintegraticaErPd®iisest er m ned -

visually and the disintegration tinme is determ ned. A coated tablet core in
a dispersible tablet may have several adfantages: 20 - a coating according
to the present invention may prevent disintegration of the tablet and

rel ease of the active conpound already in the nouth of a patient as is
possi bl e wilike struustorwmﬂhmsalbltm Bouithoftleandrnkisoliomingné 1onh ob Cotinablispiedds@ri d
whi ch may be unﬁ eqzﬁ‘qt for the patient; - a coated dispersible tablet is
better prot? ‘environnental influences than an 25 uncoated tabl et
which may result in inproved stability, higher shelf |ife and higher purity
of the caoated, tabl et en storing: - uncoated dispersable tablets
Ty cont aiTh agl6pr spegt g prkspRUFYeRoT PioWRem o eh 8P BSero TR Seotreyd o | ng
packagisg thagrdseariayantion incthe pragiactibnai sbated tablets; ieny iricludingmarmalesbléts aad | y

active LC I nls tion: said

2br asi on petige whicls, ilsichiiie Bipd it 8GR HaaRn Rt et o

accordi ng nrmnnansupcaily@ntweimmuhwn. - dispersible tabl et accordi ng to t he
present invention may.be used for the production of a drink solution or
suspensi on avoi di ng the unfavourabl e behavi our of filmcoated tablets

whi ch i s tlhanothesaspedtihel presentinveatiomprovidesstablets whichceantain ar attiveiingrediertor ni ng

a_ContygUuqygin ?'%.'B?u&fiés?e,%ﬂ‘ér%te?@?? ﬁ‘i‘ﬁ‘aﬁtl&%ﬁ%?ﬁ@ﬂ &"@rt é"é?%sdl E?f%\'ffg 11590 -

-7 like structure, remains 1n 't qui on 1 n
of conti nisygar mbsar@rthens@gweweg Ychas sagchpresaylastase orangnnitol, 8|h§aph%€s e nt

i nvention d%r&th%ﬁct& @arh'ﬁ@erﬂfatn@escﬂ%'d%q:oiﬂt&&tﬁl‘cﬁ @&uﬁﬁé&‘aﬂﬁ &ﬁh starchhe present

invention in t roducti on of coated tablets q}.?lncum nor nal
"§‘é"¥

tabl ets artyd romsgtgef%acb@é dextins faltodtin, cyqipaent rebysheymagbe usak an

ef f ect i ve zidHalbrin &y cmbikaidh with Bne BAGRSEACEUt i cal |y active conpound. In
anot her. aspect the pr esent I nvention provides tablets which contain an

acti veldi ngredient 10 having a bitter taste, characterised in that they are
coat ed wi tifptheUgiowing exagriplestiintevipératuess are givgain dégeeenOélsiuand t hei r

derivatives, such as saccharose, |actose or mannitol, all starches, starch.

products, starch derivatives, such as potato starch, soluble starch, and
starch hydrol ysates, such as dextrins, maltodextrin, cyclodextrins, whereby
they may be used alone or in any conbination with one another. 15
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In the follow ng exanples all tenperatures are given in degree Cel sius.

This Sheet Has Been Replaced Il1I1ETil I ErEl~~tetrer 1 11 1T W 01/37816
-PCT/ EPOOLhInA%s1s- 8- CGeneral procedure - Spray coating Apcempgenssed

suspensi on corrprl sing a coating mxture is sprayed onto tablet cores until
the tablet cores are uniformy coveredguth the coating. A coated tablet is
_.obtai ned having the sane geonetrical shape as the tablet core before
coating. The weight of the coating is 5 less than 20 % e.g. less than 10%

of the ém}al mr&ﬁ)?ﬁ%éaﬁh$abl Exanpl e | Coated tablets conprising

cefurOX| me axet| ranu et cores 10 Per tablet 608 ng of
cef ur oxi rehemegenised 3yspengiopfcomppising aicaglingynixwre igspwypd ppiedebletasires urdhe

VAB4(r)) 4 ?@gg%é ?%ﬁggaiﬂ'ﬁfmﬂmg rca\%r&i With W“"J Q?&%&Mt&hh ﬁro%tﬂmg@d in a

m xture o under heating. The sol ution obfai ned
i s spray tbe sarde geemetrical shapg @ﬁ@eut%bleiwpéﬁ bﬁ@re\matm iThe wiejghtioftap coatifngds wit h

110 nmg ofieg 4 ﬁ@*ﬁ/p@m&&lmﬂncﬂ%simaeve.dhfenﬂémb&iaaet 30 ng of

si liclundi oxi (Aer05| | 200(r)) and 5 magnesi um st earate. The 15

m xture obtained is conpacted and the corrpact ed material is broken up and
equal i 'sectxar,,g;@qngh a sieve. The equalised material obtained is m xed per
tablet with of mannitol (Pearlitol SD 20), 30 ng of mcrocrystalline
cel | ul osdqated @g’?etPFPMEWP)cef%XW et geanyilate | niked pol yvi nyl pyrrol i done
(Polypl a orﬁ(,re}éo,eg4 rrg of tal cum 3 rrg of magnesium stearate, 6 ng of

sodi um | aur )65)) ate Texapon(r)# of a Na-carboxynet hyl cel | ul ose
(Ac- dho 2d°9;'3 t%?t 8 moleefgodme axe '&@@@PB&P@W'QMW“W"F%( eliidenene
m xt ure o/Xeag)add asngmm@dry@umnaﬁt(mafoa@}%d;%%d iR nfbl@biong Tabl et

cores obtai nabl e as described |n ”ﬁ) are coated V\nqtllh t he follow ng
coating a%etenaApd welsrynderoenty @@?‘Wg% ?)%9'“‘["893?5"%9 i gpray drie¢anddat i ng
m xt ur e) ‘grafulae id\$tihéPWhick e rikd peabubl witts1 @ ofaﬂa%box?mbttﬁlcdmldbeom de

0
hepart 'alné Ae-500p). um bt alcbiionind éﬁr%s@?g‘&w‘@# B0 SBonRUT g Lte The
I emai 45l ngnmraamanéds isdompacied apd tiekecbmpactedenaterta) is brokersup aitd equatidedch i s
hom)genl %ﬁrougha‘ a SVE gﬁ'nne' esq%gllsse'ésrxqaetgr%l %Btained 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-laurylsulphate (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 obtainable 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%).
Mannito] 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 resulits are obtained
30 as described under the General procedure above.
2) Mannitol (32%), soluble starch (20%), talcum (28%), titanium dioxide (18%), aspartame
(2.0%).
Mannitol and soluble starch are dissolved in water. Taicum, titanium dioxide and
aspartame are dispersed in water. The two resulting mixtures are .combined and



usabl e for spray-coating is obtained and coating is carried out and results
are obtained 30 as described under the General procedure above. 2)

Manni t ol 32%% sol uble starch (20%, talcum (28%, tit apdpEpedhse de (18% ;
aspart anme Bﬂ Manni tol and sol uble starch are dissolved in water.

Tal cum tltanlun1d|oxide and aspartanegare dispersed in water. The two
resulting mxtures are conbi ned and WO 01/ 37916 PCT/ EP00111590 - 9-

honogeni sed. A honpgeni sed suspension usable for spray-coating is obtalned

and oA | rhehl! SCnihodidar ST EatIl o Uty R5ctigo! dhgHod B | e

General proce above | et cores obtalnable as descri bed
in exanpl e doating wrc@mﬂﬁemééanshlﬁ are obtaines\asrdpsedlad unger thp Geneel pwgedies | n
% (W w) per t}&gal wei ght of the coating m xture): Mannitol (60.6%, starch
(6.10/6), acum(18 2%, titaniumdi oxide (12.10/6), - aspartane (2.6%,
sodi um | auryl sul phate (Texapon(r)) (0.4% 10 Mannitol and aspartane are

dISSO| and starch, pre-swollen in water, is stirred into the
solutlonota ed Theresultlngmxturels m xed vvlththererraln ﬁ
i ngr edi en'tl'eb@m?restqwalml?lﬁ as dessbed avamplerloMAye sPated With thesipigyeng %‘@3}

suspensi Oﬁudtﬁ@g&rﬁoﬁlﬁfﬁ ins’,@r(\ﬁM)ﬁ@latbtdllﬁelghﬁonﬁ% 6éaﬂiﬁ nﬁ;ﬁdre?oatl ng is carried out
and results are obtal ned

t he. Ge ur e bove.
15 Exanpl Mapnitoh {6@§%).a laEhs (& bieh  talcumy H@e%)p 65@'“‘\‘;’" ‘?q Q %f"gﬂo?sﬁﬁ 8t orm
'(A‘z:o-rrfglsegm}a§?%f&ggé@%@bhéi9ﬁémp&f®)qef4w)ox| me g?eﬁr: L i nr amor phous form
cel lu F@)g eMaB(‘} %ﬁsn@”%sr%%&;ﬁ@v%{}( é‘ﬁ&ﬁ'&séggwfe'aw S "C %?Eer,am ﬁm%drrg of
magnesi umngd ha rséhﬁorﬁélﬁaﬁbdﬂhe&éﬁhlﬁdg&mmwé isntixexbwith the dernaining dngpedigngsiandl he
SoarSs ST S i nespas ATl SRR ol OV oo BUYY, o,
pol yvi ny| pbtamddkmiecoptiig isearie@oataalresaitsee ):Mamdrag_desmbed uodartheli oxi de
o Sodi unBPRPUAEHRIG R B roxapon( 1)) and the mxture obtained ie
conprassed to obtain tablet cores. B) Coating
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 corﬁpacted 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 mgof talcu'm, 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, factose 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



Tabl et cores obtainable as described in exanple 3 A) are coated with the
fol |l owi ng coating m xture (amounts in % (ww per total weight of the

-coating ‘g}f&%ﬁ 30 1. Mannitol (33.29%, starch (10.0%crierevmase (19. 9%,

tal cum ( titaniumdioxide (14.1 %, aspartane (1.4%,
sodi um | auryl sul phat e (Texapon(r)) (-9 Mannitol, |actose and aspartane
.are dissolved in water, and starch, pre-swollen in water, is stirred into

the solution obtained. The resulting m xture is mxed with the renaining

i ngr edi ent gsapRckok §ﬁ816 t C?@s éﬁiélﬁé@ Sﬁd béatfﬂg ERHb Pt and rEUNB ArSbiStBRed

suspensi on WD 01/ aé usabl e for spray-coating is
obt ai ned af#dessHPedEndes the 9n%wdamwgu| ts are obtained as described

?Qger? %; hg ﬁ@ﬁrﬁtba(zechgawles 675%) Mgrzalémb? (%%Véalcugotzztégﬁ) ?if?w
ITHI Z anl um I OXI de

aspart ame @9**565‘,5 ﬁ?%ﬂ?@&r‘ 8‘“&%‘ Elé()P’,\yQ,SZ}Q starch I's pre-swollen in
\(/j\/f'it ers Tgl Muii? ﬁtdréhgi? ks Woller Inﬂﬁateﬂmhﬁ mnmﬁddusxuae,tdsbsmme B’ siriethicon

| Sperse e .0 ure. ar C[ .

iS00l ved VAP 'aEpBRerstd B indsteiteimi- Maboisd B¢ SHUSIR shasth Bl Sasivea in
ho(rjmgeni Sewate 'mnermgeeyumag mnﬁmpmcmmlnézahhwrgqusg@?e&mhonbgagsedds o(tj)t ai nﬁd
an coatin IS _garr resul t ar. e tal ne asS cri,ne under the
Coner ol pr SHeeaTTa iisbie. ot SmBESodife s diangh Bpd Bhid S etieh A ES e 1 bed
in exarrpl ear® oﬁ)aimcbas:dnst:ﬁhbdmndlarmb@érmkdlmmegummbmg m xture (anmounts in
% (W, %v) per total weight of the coating m xture): Mannitol (21.8%, soluble

stard (21.8%, talcum (32.5%, titaniumdioxide (21.8%, 15 aspartane
(2.1 9% Eramplect and sol ubl e starch are dissolved in water. The resulting

XL e AL S oGBS Al L5 2P P
obt ai nedmmi'ec(m'awmgml% (w/i) peckitad weightiof the soating meixtare)obt ai ned as descri bed
o L R o SAEO edRN ot RS A S T B o5 oL
anoxigi | asnaﬂamef(?df’/dt e 57 myg of microcrystalline cellulose and 3 ng of
* 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 silicium 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



25 magnesium stearate are m xed and the m xture obtained is conpacted. The.
conpacted nmaterial obtained is broken up and*equal i sed through a sieve. The
si eved ma%j,ﬁgmﬁbt ained is mxed per tablet with 120 ngcekrévnase- | i nked
pol yvi nyl pyrrol 1 done polyner (Crospovidone(r)), 30 ng of talcum 3 ng of
siliciumdioxide (Aerosil 200(r)), 4 ngipé 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 obtained show a

di si nt egr hdriafloll(1719%),solbletareh (ﬁ.é‘%{ﬂrﬁﬁé@mﬁ(ﬁ.@%), taﬁsuﬁﬂéé.fr*?g,ﬁ&ﬁﬁhg ng

m xture (apgount Yo vv/w%q?er total weight of the coating m xture) WO

In

01/ 37816 Ml@gbﬁ?@ artarg (ZG%hi t ol (17.9%, soluble starch (17.9%,
??l t7 00/(;1le>|\</1;.al Néhtnﬁtfl?mﬁﬁﬁiciext&iﬁb?u _r.asbbBﬁ-dsMch éﬂg}cﬁﬁ%bl?éﬂ inf]bi/éléﬂ. "}ﬁ‘-’ fe%ﬁ‘tiﬂ&%nixtéﬁﬁé‘{ tanme

: nni . odextrin and so e star are.di ssolved_in water.
The 1 sut ks YR GG igtedits B4 1R ST Bt HEIROR) ' GTRRSTUSRCe TR | ho
mi xt urg Obbﬂiotgﬁﬁisécﬁsdspémm' msd%? E!mrage@emtm' gedc&a§p?taﬁubaﬁh sztbﬁ g). ?eg | i ts
sprayed o e ta cores. obtained . in ste " i form coated tablets
are obt ai R%@°W5W%%§{aﬁ%%ﬂﬁggmg the %ﬁqypiwgiet'ﬁ?gs B 35 tRguncogiada
core. The tanletgbte. The weightofthe ogatingipet tabletls lass thars 0% btihe 18letofeigtie t abl et
wei ght . i S di.sintegration ti I wat er of
15 nut dU8 PGl Bibiep gy S0 p Mot inieuR W e Biules BT 20 T
st andar d rfibe disintigeadionl time iis determineslaccording té-stangidrd nitiaistasdtiesariiiedtabove.
corrpri13! ng sumatriptan in the formof a salt with succinic acid

(sumatri ptan succinate) 25 ng, 50 ng and 100 ng coated tablet cores
conpri si ngExample gedi ents (ng per tablet). as 15 set out in the TABLE

bel ow are W ' | ., accordi ng
to a st anggr% rre?%géjdas/?*ﬁs'g%tg g%%ﬁiﬂé%f; 'gtd% g&rrg'go% 'g'ggit? %ﬁ%éb%%cfdabl et cores
obt ai ned ($umatdptanistedinate)n an aqueous suspension of a coating mxture
cont ai ni ni i ' ' . ;
nr ed ene® Tk 53R {4 o6fed biepbired BurholsinkH noBBp 4 co BBabien =5, o9
70. 00 185. 86t out indhe TABLE heleydare prepanegl lyOved gramglating, 0uixing 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 25 mg
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-Soi®) | 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

Mannitot - 15.3

Soluble Starch . 15.3

Lactose monohydrate 21.2t021.4

IR



M crocrystal line cellulose (Avicel 200(r)) 35.00 17.50 8.75

Na- car boxymet hyl cel | ul ose (Ac-Di-Sol (r)) 4.50 2.25 1.13 Magnesi um stearate
-4.50 2. 2%de1s¥860OATI NG Percent wei ght per total M XTURBPGIERIWVEGIO Mai ze
starch 7.1 to 7.2 Mannitok -15.3 Soluble Starch:15.3 Lactose nonohydrate
21.2 to 21.4 m . WD 01/37816 PCT/ EPOO/12r590 -12 Ingredient ny/tabl et
,CORE 100 ng 50 ng 25 ng Pol yoxyet hyl ene sorbitan fatty acid 3.5 to 3.7
(Pol ysorbate 80(r artanel S Talcum?21.3 to 21.4 Titanium dioxide
14.2 to .

a coati 5l ¢ g
Coat ed t GQBFS conprising cef podoxi me proxetil |A007A%| ¢50d09 es| MY atfl et

260 ng Cel POUOX 11yt 200 1Y W =42 Ny

of microgcrystalling pﬁﬁﬁﬁ@'ehbsbﬁ{hﬁww Car bgxynet hyl ‘g’e f ul ose

i I't) and 3 (EplmrbatﬁaMSl um stearate arg mxed and the mxture

obt ai nedfts—conpac ﬁgp h'r’d‘e conpacted— 0 mater Tatobtarmed i broken—up and
t hr ough sieve. The sieved material dbtained s mxed per

tablet wth 76 ng ¢ffalcart ose, 3 ng of siliciumdi oxi de QA@rtoﬂﬂtt 200(r) , 3
ny of | gllcai tm—s o 1Y -of—Sodtumr y| Sttt Pt " apuurr )
and the m xture_ obtal nrﬁdfwﬁgormressed to obtaijn_ tabl eﬁ?ct?ﬂ?B) Coaltji
15 Coatipg m xture| Caloomnts in % (W w) per total| weight odtd®& coating
m xture) Uniform coated tablets are obtained, with a coating weight of ca. 4% of the total coated

tablet weight.

Example 7
5 Coated tablets comprising cefpodoxime proxetil

A) _ Tablet cores
Per tablet 260 mg of cefpodoxime proxetil (corresponding to 200 mg cefpodoxime), 42 mg
of microcrystaliine cellulose, 50 mg of Na-Carboxymethyicellulose (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. The sieved material obtained
is mixed per tablet with 76 mg of Lactose, 3 mg of silicium dioxide (Aerosn 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.



Manni tol (26.5%, soluble starch (39.7%, talcum (18.6%, titanium dioxide
(11.9%, aspartarre (1.3%, sinmethicone USP (2.0%. Mannitol and sol ubl e
starch arng Uggg gdved in water. Talcum titanium di oxi de pcasgraoatsse and

si met hi con are dispersed in water. The two resulting m xtures are
conbi ned and 20 honogeni sed. A honogemit3d suspensi on usable for
spray-coating is obtained and coating is carried out and results are

obt ai ned as descri bed under the General procedure above. WO 01/ 37816

PCT/ EPCOY claid- Patent Clains 1. A process for the coating of tablet
cores, said tablet core conprising an effective anount of at |east one
phar maceutically active conpound, conprising spraying a 5 coating solution

Oor suspensji O (566835 fdrithdcohting BAablePEorss, Bhid tablet cefe s’bniﬂri?sfngra% éifectvesugar  and
a starch onto the tablets or tablet cores with t rovi so that

fil mform ngamgunkef af lgastang pharmacgytically gtive, F|°'BP°“§‘6‘5 59 SRFaé"@)?cl uded, to
obt ai ngcoat e@o&tﬁ\@'s@luﬁon 3r suépéﬂsﬁih%ﬁ!phﬁhg hb&gﬂpﬁ’ia stercﬁf ortztinixkire oba &wgar sai d

tabl et core co r|S|n effectl st, on

phar maceut i céﬂng Uﬁtﬁc? Ya@’fﬁ’rﬁ?’@ mﬂﬁ “?p?’ﬁ‘{)?%@agﬂmcf%?'mag%? Wi on
or suspensi omecurdamgwedmtmgoivsmnsmm exgluded toiolstainwoatedttablgtsof a sugar, or
a starch, or a mxture of a sugar and a starch, and optionally of parting

agents, and/or pignents, and/or colouring agents, and/or sweeteners,
and/ or f| @yowprogss gmtlisscoating of tablet\erés, said tahdeticere mmﬂnsingmafeetwet i ves

or 't aiPet - coPteund S eBate bnaicBluct, fké LORBLG, B3R BRbhgd ", 7170
effecti ve amooatingsblution brsuspension qriginating-ison acaeating rama/eonsts@n@gtmwgacoat ed
Wth a coatl npggg}'cinhﬁﬁ%ﬁ@&ﬁ%tﬁf%%&Fﬂqfan&fa%ég&{ an 95 n%ﬁ)%ﬁpam g% f§‘ xture of

a sugar and § PRg Bgents. gnent s,
and/ or. 20 cahdlarpigments.candéor calnuvirmag@meamrsyveemwoanﬁfpaﬂayeunwgggwm s,

and/or wetti Qﬂa@%&ﬁ.ggeaq&&d ZR&XPﬁn‘ééé%éiﬁEé fiForDsHcahts! (%Imah&ﬁiﬁﬁ&'ox( gl i dant s)

and/or antifoamn ting mxtur roducti on of
coat ed5t abl eaetxfoamvegtaamtetor%%ihe tefylets o7 @b%%t"@%l to P@Bl“@ai%'rfﬁ? P ng an
effective anobunt of at |east one pharmaceutically active 25 conpound,
wherein the coati ng?m' Xt ure consi ts of a su a qxture -
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4. A coating mixture for the production of coated tablets, the tablet core of said coated
tablet comprising an effective amount of at least one pharmaceutically active
25 compbund, wherein the coating mixture consists 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.

30 5. Use of a coating mixture according to claim 4 in the production of coated tablets which
comprise in the tablet core an effective amount of at ieast one pharmaceutically active

compound.
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effective amount of a phar maceutlcally active conmpound, wherein said
tablet core is coated. 7. A process, altoated tablet, a coating nixture,
the use or a dispersible tablet according 5 to any precedi ng cl ai mwherein
t he pharnaceutically active conpound has an unpl easant, taste. 8. A
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Wi th sugar s yngldgedntd8étbvat i ves, sugar al cohols and their derivatives, such
as saccharose, |actose or rrannltol all starches, starch products, starch
derivatives, such as potato starch, soluble starch, and starch
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may be used alone or In%{%@'tao co |nat|on with one another. 10111{ U I

L1111 11111 % ¢laim 7, wharein rpgceutically artive comngund is selested from vafmﬂme IR
10 axetil, cefpodoxime proxetil, amoxicillin, sumatnptan or olanzapine.

9. A process, a coating mixture or the use according to any one of claims 1t02,4 105
and 7 to 8, wherein a tablet core is a dispersible tablet core.

15 10. Tablets which contain an active ingredient having a bitter taste, characterised in that
they are coated with 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 starch, and starch hydrolysates, such as
dextrins, maltodextrin, cyclodextrins, whereby they may be used alone or in any

20 combination with one another.
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