10

15

20

25

30

WO 2009/ 081216PCT/ HU2008/ 000100 1 Fil mcoated tablets
contai ni ng drospi renone as active agent and a net hod
wo evoog1r eparati on thereof Field of the inveptT/@w2898/000100
The invention relates to drospirenone containing
filmcoated tablet with inproved resi stance agai nst
t he environnent al influenceﬁ, especi al | y agai nst
at nospheric humdity. The ihvention further relates to
a Fibnivodtddatabletecqntainingdiospiréndne asaativel agenslaad cwethod
wher eby appl ying t ctive agent.to jhe core may be
acconpl i shed wi th |ﬂ%ﬁ5§§38 ar 869“*2 Backgr ound of
the invention Contraceptives, containing conbinations
of a gestagen and an estrogen conponent has been used

F1eld%f3&@ﬁ%ﬂﬁo€ecades The drospirenone (chem cal name:
nmet hyl ene- 3- 15

0x0- 17a- pregn-4-en-21, 17- carbolactone) is known from
eC|f|cat|o its.use

5276 t.ent .
The IGYERBR FEaieD KSR TP et POLRA rt ol Gles s5on iprBed rsistance

aga1n§tp£ﬁ8 eAviFotinedfhl iRt 8sebially akfind Girhydph¥ri® humitBty. The invention
onpound and its consequent utility as contraceptive

ﬁlrthqgelmes V28 roetBed quéhe prepagagon @ﬂmh?@ﬁted é@hietu qeees Whergly applying the
3 y al so be
actlvea% %nﬁtﬁ) é?"eg HE 3’9 et cggmf/’\ﬁﬁ%d ;h%r %I 20 In
case of hornone-contai ni ng conp05|t|ons generally two
ki nds of wet granul ating nethods are used in the
Back HpRdustry. One of themis the Foucault
current granul ati on nethod, which recently can be
conmbi ned with m crowave vacuum dryi ng. When conpared
Contriaceptilves, fcbufiathizge dorbbiaiatjkmsi Qfgp gastagonl and smdsteogeagpompofient has been

the F | t t t hod |

used 3 SPE Bebdont Bl PP lohEh S eha T R B 2o B R tnc. 5

0Xo0- 1I7at15}g§9%ﬁ%81 1&abolétsnd) 1D ¥hbwh U DE mm:q)ufehesipemﬁcauon in
incidentally and may result in a "hot

Whlclplttew@er@ﬁ ordinrEAe cabweund sodiseipiedt tn Wy 30 RB0G dstent spsification the

of. . t o S
pros Bk Yl BSOS S St ARCH RS AEbABehve agntwas
describedsit d@ﬁﬁ&eﬁ&es%nb‘bdlgi BEBU228 ETproifiegtiors ihat drodpiréndge kg also be
procedure the wet mass nust be transferred into a

adml@ﬁserq#gomwfm@hmé?%gmi ‘ncreasi ng the risk 300f the

hor none exposition significantly. WO

2009/ 081216PCT/ HU2008/ 000100 2 A further possibility
In caieonsf lidemoge-aonthiairigoniositivas generallyztwe kieds of wotigrabulating methods

dryl g net hod |n an ap araé S mherel a sol ution

are vged i, s Cicel AT, aneagh e & U5y Egpiigul eeiyeptgranulation

methOEWHEER fpéér?tl dA Hemoﬁatﬁl?&lexvi‘a?ﬂﬁ&%ﬂ% PRUbMASIREAWhen compared to
pressure the sprayi ng procedure provides controlled

the flgidizedtbedrirying mhthcpbdsadmntae@r ofghe Foh¢aylti ayrnent single @ot method are

nHII uid 5 art ave a
the 1G5 b i g S Eero e R RGN GasReb gl Qtriburion
which ﬂﬁyfdcéﬁréedaxhﬁiﬁihﬁt‘éllﬁ AP Ry r&aM if QMheCdpoit Iihbnél’ﬁendipmabove two
Another risk for the liquid particles is to stick:t

effectstaaywinifiuenge thequaliyofahe produpleadyerselye cABothenmpethpd u% Hhefluidized

bed @glckqﬁetﬁ&i"%?l? c!iﬁﬁo?fbe cg S K%% m&g@r}e&ﬁgﬁgy since during the

easing active agent oss

O

procedlgfnthe weemfascinaktibe tidnefehred imo @-deying appairatgs tetebl dmaressing the risk

that | eave the app ratus by the airflow always inply
Ofth%]é‘ffgloﬁééﬁwlqni%?“g%‘ thyt can 10 be seen the spraying
met hod does not afford the possibility to nmake
products w thout active agent |oss. The smaller the
active agent contents of the system the greater the
occurrence of the above di sadvantages. In case of
hor nrone cont ai ni ng products this problem appears in
hi gher degree. A possible solution for the above
problemis spraying the active agent in the formof a
suspensi on; however, in this case probl ens of
i nhonogeneity may occur.
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15 EP 1214076 di scl oses a nethod for the preparation
of drospirenone conpositions wherein due to the
wo 2000082¢é y hi gh active agent content of the PCI/HU2008/000100
conposition (3 ng/tablet) the drospirenone is
processed in mcronized forg%mﬁthout usi ng any ki nd of
-solvent. In this technol ogi procedure the

distribution of the active agent in the Sés_tem can_be .
A furthes posstyilityi fnh_timg@n@«us)nzs then@widizad bpd graauletingiand dying method in
an apgg.}a \ée\ylha gg%tslo \}m Sorr) %lgc'peﬁmf)nn 8?@1 acz:cgrafg ?%lrtr]%sgs rrf'feﬁ tn%{ {fe powder

massI abﬂl &hisl Edde pdl@@ﬁ(ﬂtig eon AOispeay pressbaahe isprayiig procedure provides
q whi ch. can, make the nanufacturln process of
contrpligd pﬁfm efn s dispersioar degree of lapid partigiear Haweyer (g small liquid
r t irfl
pss AN A B 8350500 AT i A8 By i
beford dlryaaatast with therlg)mfer tAveotheratbi dor tha liquig pastchesgs t(gstlckrtcl the wall
facilitates or admnjstration.of the.tahlets throu
of the FRPEIT SeSeGHECts HF WALLRTS B HAEIOBPIH Q0 Sechiopuib by gen cause
incre&<My Akt ggéi'\'i Q§ﬁ| NSO NEhal Ghtiwe agélﬁ:mesﬁé&zﬂ?y' thet Rétmone-containing
composi tion and construction of the filmcoated tablet
substamass thuit tegve thet dppatamsdnt the pirdpvmlwayseisnrdy sorse Bealthy atpkis As it can
be SCFlifl ttﬁeersgxtr us;u%: rer)'sgur ?h(g)r%g %é{u ?ﬁ%d r%ﬂv\él(')]?s%blﬁg}mrﬁ e products w1thout active

agent 105s. A $thd)@r EHedctiO hgentt bentﬁntﬁ foficte: Wbtetn Bieegreaﬁar tﬁhs occurrence of
The process according to

the sboyoflisadvarteeT/IPS2E0Sf (1)9{911% eontHeingrRFedictois groblgne appears in

S [ t I

high B2 So8sBRIE:fin BN HeBl pfAE £ SRR ) Mk hent in the

formafa equlensadsm dowiet/dr, 1nrthrsems:eprobbfrstqf mlﬁmogbnedtysmay cuon
of the invention 5 The present invention relates to a
process for the preparation of cores of filmcoated

EP 13 Afoh61asschréd @fnethea £k 188 PtepBRAABE 0Bl YifendAE BEmpPEIRi s Wikrein due
solution of the active agent I'n an organic SO vent 1Is

to thefrelgtively higinadtive @gentcontenpefithe dompeditoro@dtrog/tabtetlsthe dsaspirenone is

of the fluid bed wthout usin e .
procis, 1t e bR Bl Y3 BpR G o Oy iy Pgotogica
proceiafk thb @iskathudftof Hek 4bive G Sn diesykRADY @M hach mbee inkdémogenous

material by a hot airflow Further, the present
than jith therease ivhea | the agfiveqagent m@ms@é ingpylesularcdrnested; fagn. Using the

r ire S
actlvéj ggrﬁ 1%1 ‘?ﬁe‘?“e‘%‘% ir“o\éfn?lrre | n be('gtn eg%é%g%lfégczling#lfég Gffawback is the
stlckﬁngawhﬁ:h cam makelthedhdnyfavheing procsadf ths tadlcomd uocdrtairt. he

tabl et cores produced according to the above

procedure. This coat provides inproved resistance
In t@%@{aﬁﬁﬁcéuh@aleiﬂﬁhgt&n%[& 8dorésnufsérh'ﬁﬁ gshorﬁr%l;l@é:hﬁtl hiays coated. The

In nol sture I'n case 15of rair humdity:
coanﬁgpmdeéuteq:émrdopblmlasf 1ttdquamse¢ustlmg1 off e mrpétm rturing packaging,

nyenti o relate S t he eparation of
and s Rl e ST e 556 BB g B T i coat e
tabl et cores wherein a solution of the active agent in

an organic solvent is dripped continuously or
Our per wasitocpriovide diimeconted tallets sontaiting Awspirenone etivodgeniovherein the

L e

disadvahtap@&t &ff thalprdigssas ldescribed fih € technical literature. Further, our aim was to

provide a process for applying coat onto the surface of tablet cores. The process according to
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25According to the essence of invention the above
solution is dripped onto the surface of the power bed
wowRaobos21ei sper si ng the drops, hereby the dr opRCHHE20081000100

scattered and whole their quantity fall onto the

surface of the power bed. Since the drops are directed

to fix point(s) on the surface of the fluid bed, the

active agent | oss described in the technica
the inventénmais gafe anéyaSyetOpnd@tm uaiulstylahwimml appbyirgthe drospirenone active
agents) @lblce choo ol Eehe ) .une rreagel Pf solution of the
enttq (8 e MRS o RsmPra Syt Relsi ey sui't abi e

choose of the speed of air the wetted substance is

m xed properly and the systemis wetted uniformy. In
Briefideseripiomat the imyemtioBnous di stribution of the active

agent is achieved. In all cases, the average drop size

is higher (0,15 WD 2009/081216PCT/ HU2008/ 000100 4 cm)
The prisent idventioreredayes fpaa piocess for the méparhth)rdd)ﬁmcseﬂﬁlm -coated tablets

articles obtainable by the spr
contaiag GfAPTERpS: SRR HESP SN SUNIOR OT 465 AUy catient imyan organic
solvehis Ui F AEPLSHinRbudN&F PecRail¢ BhioYtha B&f&:eQﬂ\ch Amaeyel adithbut using
acceptabl e solvent is needed. Since the drospirenone
sprayi pgessutss A\ thd sﬂrrle/tlmnﬁlcﬂ tgimiperaiune ﬂﬁtl@rproclm i ertegilied and the solvent
| vents fall r_the SS

moteie B8 cSa e wht RareliDle Rovital Jr by BEAAR invention

relate t diMdlcoatddhablels dontaidifg dRShirébherictige agent Sathy Riprobedoresistance
t he environnmental and safety point of views. 10 The
againg; the egvirerrpentaliinfuenses, w&pch{lmga@ﬁt 315 hymisliyawhegeinrroat is applied
ki ty [ pr d
onto Sh@4ifertsorkf prifcel MR Pt BB plockficl! TRRCUA provides
imprmd&edﬁétmdel aghidlstzthe Ienﬂr(ﬁmmfianmﬂueacwo ksptecially (agaltlttenmsture in case
.active agent in ethanol is applied onto the conponents
thugﬁbwﬁg?Pgﬁeh, | act ose nonohydrate and pregel atini zed
starch) of the inner phase. Accordingly, the solution
of drospirenone in ethanol is poured slowmy onto the
Detail noft venti phase 15 w t hout using spray
air thereby mnimzing the active agent |oss. Then the
al cohol is stripped fromthe wet nmass. After drying
The SR Yhwatibmdélales its a?ﬁﬂ&@s ff6r theeprepitionPbR8®spirenone active agent
conponents pretreated with the solution of
contaifring filmeaatad tables sotep avhgrein o pelutien pighe getieAggntin@n organic solvent
u
is R AL ERRETY of PeHRe ] B AR50 U BEMAY bod without ysing spray
pressugrkitddontretlingnemperatur ot thel pyduetctile selvergnes¢ules are removed from
stearate and tablets are pressed. Then the 20 tablets
the wghmaterialbws Botaiflofeoat ed. Sinilarly to the spraying
nmet hod, in case of the process according to the
invention the drospirenone active agent obtained at
Accotdiag ¢ theoésserve qcfrinvmmiun ¢hé sbdve sahmiophiedsipped amtorthe erface of the

[ 2, duyri t .
powes bt tiflout Qiserraie 1S Qeivg: pesrivy Meldips, e, 93 Saflfbned fig whote their
quanﬁ'fyrﬁﬂ Qhtd the 3RFhdeaSt tH@b&N&rhﬁdCQHIE9 ARMrpLireldi@cted A Fix point(s) on

hase, uniformwetting and maintaining wet can be

the Smiaqtrtczfth@ fluid bed; the dctive dgdnédoss ldesdmdvnd)geﬂwschmcal literature may be

of the act ent nsur &

practtfgﬁ}q av%lg?cgyf epver ][e ch\a ry&&he&z 38%’8 gatlo %"fhsgpu 0{‘|°f the active
agenB LMk JoRes bed aHd TUyrk@uthS chodelsf tht isplddner 4if thbevartisvbstance is

agent to the wall of the equi pnent can be mnim zed.
mixedOpigpetherand; fhe pysiaens Wkieh Al atlesthis manner a homogenous
dlStI’lfO{I 5}*{ Sﬁ a% %gtl\tfea‘c?gpeﬁ% %egﬁr@{éésﬂl 2[%1%10«%5%3 Q{Ie; agigpagg éﬁ’&ﬁ Li¥&is higher (0,15
enV|ronnentaI i nfluences, especially against air
hum dity wherein coat is applied onto the tablet cores
produced according to the above
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WO 2009/ 081216PCT/ HU2008/ 000100 5 process. This coat
provi des i nproved resistance agai nst the environnental
w0 pfobognees, especially agai nst noi sture i n caB&r/a2008/000100
hi gher air humdity. The process according to the
i nvention can be acconplished by using weak
hydr ophobi ¢ 5 pol yners that %oat the surface of the
, cores uni formy. Suitable polyners for the present
cm’) jthane titei averagecpartiele $ize ofuthe dispers¢drpartigles mbtainablé iby the spraying
Indhqgid, nmet hacrylic acid, nethoxyethylacrylate,
¥l 1l ul ose acetate, et hyl ene oxi de and pol yet hyl ene
oxi de, ethylene vinyl acetate copol yner, nethyl
cel lul ose, polyvinyl acetate, polyvinyl alcohol, i
For disselytiomef sqsg erlange ameunt ¢fctiveegeat @ asgeanguns 9f pharmaceutically and

- iyl ' LRI sjngl - - -
I
insolubile i wated] the agitatdé selvems tfall hndee\tke ,,Chise 3%.dni the plhdpgtation process

resi stance against humdity, the followng in vitro
accorging<g) the i"b‘i?n%?fb q wivent $hesaeel. Fibagol i AbF oot afvapizgeous solvent

from @feldnVoRAERAI drd safétvﬁﬁﬁﬁﬁofwiw@.t he filmcoated tablet
wi thin 30 seconds en tested at 37 C tenperature in

wat er, above pH=4,5 and stirring at 50 rpm 15 The

resent invention is.now explaineddn detgil, by th .
The Q0T R S LB duvengia &5 iaied g s Fige ity b Hony Sipet of Figure
1 thd PrRBAreStépal &18rshblien. Aecdriifigt tol R fifORE&p MXanpfitablé: fluidization
I ngredi ents Anpunts Drospirenone 3.0

equipEeRy Aysobionaeh tie astiys agentiiacetbanel ri&)ﬁm%rfatt@ the comppggents (com
starc}?g%’ugo%; rﬂé@glyﬁgegg ﬁ!afg@ p%@laftihfzgd @{a?&‘ilo?tth@ Ay pﬁ!is%.r (AIEcordingly, the
solution of drospirenone in ethanol is poured slowly onto the components of the inner phase
without using spray air thereby minimizing the active agent loss. Then the alcohol is stripped-
from the wet mass. After drying ethynylestradiol is added to the inner phase components pre-
treated with the solution of drospirenone then the mixture is homogenized and granulated by
adding an aqueous solution of polyvinylpyrrolidone. The granules obtained are dried,
regranulated and lubricated by adding magnesium stearate and tablets are pressed. Then the
tablets obtained are film-coated. Similarly to the spraying method, in case of the process
according to the invention the drospirenone active agent obtained at the end of the procedure

is in amorphous form in the tablets.

As it can be seen in Figure 2, during the procedure wherein a solution of the active agent in
ethanol is applied onto the components of the inner phase, uniform wetting and maintaining
wet can be maintained. In the fluid bed the homogenous distribution of the active agent is
ensured without using spray air. By omitting spay procedure the active agent loss occurring

due to the sticking of the active agent to the wall of the equipment can be minimized.

Further, the present invention relates to film-coated tablets containing drospirenone active
agent having improved resistance against the environmental influences, especially against air

humidity wherein coat is applied onto the tablet cores produced according to the above
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Magnesi um stearate 0.8 ng Fil mcoat (Methacrylic acid
copolyner) 2.0 ng Total: 82.0 ng 20 The tablet cores
wWpe@paseds according to the procedure descri bedP@hEV2008/000100

are filmcoated. For the preparation of the fil mcoat

the followng steps are carried out. Under continuous

hi gh speed agitation stirriny detergent (sodium

| auryl sul phate) is dispersed in a part of the purified

procesmt This cHdD 00RO ShiptGRATtddidPM08/ PROKOAhE eamdlonrhemalt fluences,

aric acid and pol r. cor onets are added to the
eSpe‘WhS’tW’é‘St PRSI %ﬁ%gﬁﬁ]&eﬁﬁ Ytitan dioxide) is
di spersed into the other part of the purified water

then the two parts of dispersions obtained are m xed
The prodess Lacedrdingsto theeldvermona¢alnybe erompdishednby alsingi weak hydrophobic

polyr&ggﬁzﬁdcoof{] ttl?:;—:n ?11{ Ci?s%)ogsf Pﬁl?‘ﬁnog plgliﬁéaﬁ)?)engnl%rr%rs ?or thR present
inveniibh yiulhdes bﬁt&ﬁ*b abt llmlted to, acrylic acid, methacrylic acid, methoxyethylacrylate,
cellulose acetate, ethylene oxide and polyethylene oxide, ethylene vinyl acetate éopolymer,
methyl cellulose, polyvinyl acetate, polyvinyl alcohol, polyvinyl pyrrolidone,
polytetrafluorethylene, polyvinylidene chloride. Surprisingly, the coat according to the
invention does not influence the in vivo biological effect, however, due to its high resistance
against humidity, the following in vitro dissolution profile is showed: less than 70% of the
active agent is released from the film-coated tablet within 30 seconds when tested at 37 °C

temperature in water, above pH=4,5 and stirring at 50 rpm.

The present invention is now explained in detail by the following examples, which are given

to illustrate the invention rather than to limit the scope.

Example 1:
Ingredients Amounts
Drospirenone 3.0mg
Ethynylestradiol 0.03 mg
Lactose monohydrate 48.67 mg
Corn starch 15.0 mg
Modified pregelatinized starch 10.0 mg
PVP 2.5 mg
Magnesium stearate 0.8 mg
Film-coat (Methacrylic acid copolymer) 2.0 mg
Total: 82.0 mg

The tablet cores prepared according to the procedure described above are film-coated. For the
preparation of the film-coat the following steps are carried out. Under continuous high speed

agitation stirring detergent (sodium laurylsulphate) is dispersed in a part of the purified water,
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0.03 ng Lactose nonohydrate 48.67 ng Corn starch 15.0
nmg Modified pregelatinized starch 10.0 ng Pol yacrylin
wW@i0assi2um 2. 5 ng Magnesi um stearate 0.8 ng Fi PEF/ED2008/000100

(Methacrylic acid copolyner) 2.0 ng Total: 82.0 ngy

The tabl et cores prepared according to the procedure
described in Exanple 1 are f8 1 m coated. 10 For the

preparation of the filmcoat the follow ng steps are

and then the et¢anie acid and polyosn componentsdrg hddgdcte dheampixtarei dm the same time

pigm{ie By T A5RHrd PG 18 o e 28 ey the two parts
of didpefsicis@dtdifiedodt thiRdarofuyNEl stﬁﬁbﬂppﬁﬁny,&hewa@g%@hiﬁea is sprayed
the mixture. In the sane tinme pignent (titan dioxide)

onto the syffages of tablat sergs amdbdigdier part of the purified water
then the two parts of dispersions obtained are m xed
and further stirred. Finally, the coating obtained is

Exanplet ayed onto the surfaces of the tablet cores and
dried. WD 2009/081216PCT/ HU2008/ 000100 7

Ingredients Amounts
Drospirenone 3.0 mg
Ethynylestradiol 0.03 mg
Lactose monohydrate 48.67 mg
Corn starch 15.0 mg
Modified pregelatinized starch 10.0 mg
Polyacrylin potassium 2.5mg
Magnesium stearate 0.8 mg
Film-coat (Methacrylic acid copolymer) 2.0 mg
Total: 82.0 mg

The tablet cores prepared according to the procedure described in Example 1 are film-coated.
For the preparation of the film-coat the following steps are carried out. Under continuous high
speed agitation stirring detergent (sodium laurylsulphate) is dispersed in a part of the purified
water, and then the stearic acid and polymer components are added to the mixture. In the
same time pigment (titan dioxide) is dispersed into the other part of the purified water then the
two parts of dispersions obtained are mixed and further stirred. Finally, the coating obtained is

sprayed onto the surfaces of the tablet cores and dried.
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Exanpl e3. I ngredients Amounts Drospirenone 3.0 ny

Et hynyl estradi ol 0.03 ng Lactose nonohydrate 48.67 ny
wei0ans12¢¢ ar ch 15. 0 ng Modi fied pregel ati ni zedPGI/HURIV8/000100

10.0 ng Pol yacrylin potassium 2.5 ng Magnesi um

Stearate 0.8 ng Fil mcoat (Methacrylic acid copol yner)

2.0 ng Total: 82.0 ngy 7

Example 3.
Ingredients Amounts
Drospirenone 3.0 mg
Ethynylestradiol : 0.03 mg
Lactose monohydrate 48.67 mg
Potato starch 15.0 mg
Modified pregelatinized starch 10.0 mg
Polyacrylin potassium 2.5mg
Magnesium stearate 0.8 mg
Film-coat (Methacrylic acid copolymer) 2.0 mg
Total: 82.0 mg

The tablet cores prepared according to the procedure described above are film-coated. For the
preparation of the film-coat the following steps are carried out. Under continuous high speed
agitation stirring detergent (sodium laurylsulphate) is dispersed in a part of the purified water,
and then the stearic acid and polymer components are added to the mixture. Pigment (titan
dioxide) is dispersed into the other part of the purified water then the two parts of dispersions
obtained are mixed and further stirred. Finally, the coating obtained is sprayed onto the

surfaces of the tablet cores and dried.
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The tabl et cores prepared according to the procedure

descri bed above are fil mcoated. For the 5 preparation
w@oovkg12ié | m coat the followi ng steps are car rPEHHO08/000100

Under continuous high speed agitation stirring

det er gent (sodiuntlaurylsulghate) is dispersed in a

part of the purified water, "and then the stearic acid

and pol ymer conponents are added to the m xture.

Pi gnent (titan dioxide) i Lldimpersed into the other

part of the purified water then the two parts of

ons obt ai ne r.ther, stirre
1. PR e R ReParaiin B, Breamed bR BE B EREe active agent
whicH O&d#h rﬁ%@sd@écolﬁﬁﬁzﬂl@bﬁl%noﬁ@rﬁﬁ cfeolr tlﬁﬂ dripfng continuously or
2009/ 081216PCT/ 008/ 000100 8 Cl ai ns 1. Process for
periodigall thepsatution etagnedfantertheonrage Péﬁteeﬂlﬁd bedimp dluidjzing equipment

withd E g@gﬁg ﬁ%&&ré‘ Gl Gofd Hh% };’1142; tSQP&%Hﬁ’é bPfhe g%&%%ﬁf{nﬂgd removing

one I'n ethano ppl ng conti nuous
the s@ve malebubes! ffom tﬁwvaohaxtmaj rbyabllicﬁla[rﬂdwo atdthielveres lmbfaamad are film-
f the fluid bed in a fluyidizi 1 t hout
coateg With anpyeptieand) ?reaq\‘/tﬁ‘i"tséo P05 }SPFFgIOPH’ aftimaiorming pelygper-
the product obtai ned renoving the sol vent nol ecul es
fromthe wet material by a hot airflow, and the cores
2. A pioocEsn e@t:oadieg to iching olawwhgrem the film-domyEing polymbr ds selected from the

o S5 ] HABRELEL e bR e e

ethylédeCodiilé ahd 8b ?’bﬂﬁ?leﬂ@ lo¥#®! eth§lehé |vﬂ§)11 QdethieQBpblyened Mbthyl cellulose,
consisting of acrylic aci d; met hacrylic acid,

polyvimstl haseyase, hpolxinyl atcehole aolyviegepyedidene, pebykgjradyerethylene  and
yet hyl ene oxi de, ethylene vinyl acetate
p°h”@§%g§9§§?°gﬁéthy| cel l ul ose, polyvinyl acetate,
pol yvi nyl al cohol, polyvinyl pyrrolidone,

3. ASprokeyr Beeuih e At g: PeESaI Y A BIBRTE PRlgmer 15 amino alky

thid 3t & iy Eplyner |s am no al kyl nethacryl ate
me cé%gtyngr E. 4. Filmcoated tabl et containing
dr ospi renone active agent conprising tablet cores

4. Filfp e lebssnbying R TioDe ook TR T i ores coated with

a flMVRRHBASpIDRef TalérWigh Thp8vaPie¥RRhce Sgabidt @@ﬁ(ﬁﬁhérfcqﬂﬂrﬁlhi@y wherein
" ﬁ%Eoup consi sting of acrylic acid, methacrylic acid
e

tfhonipgtie)smeasriy Iseleeted diom theomeup cersisting eftaepylnacid, methacrylic

acid, gr)géggq?v%ylaewi%f &P:M%lg%]qe Lfg%( teg%thal(ﬁ yv: ﬁ Ie M' nWe%hgfe%E %Su‘:t‘ie ethylene

vmylpzﬁieta‘{é aypol Whﬁthylp@lMlUsB,ybolpylhyD bctdﬂﬂél,epolyvmyl alcohol, polyvinyl
ytetrafl uoret hyl ene_and pol yvi nylidene chlori de. 25
pyrr oqxq, pﬁtmﬂewettwiﬂné@néd@&‘am@e%cepaﬂ% 4 wherein the
flln}forntng polymer is am no al kyl nethacryl ate
copol yrmer E.
5. Film-coated tablet according to claim 4 wherein the film-forming polymer is amino alkyl

methacrylate copolymer E.



