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WD 2004/ 045587 PCT/ EP2003/ 050829 PHARVACEUTI CAL
TABLETS CONTAI NI NG TI BOLONE AND A CQOATI NG The present

WO pwe/0iisen rel ates to a pharnmaceutical tabl et PCTI/EP2003/050829

conprising an amount of 5 fromO0.1 to 10% by wei ght
of tibolone. Conpositions conprising tibolone, the
chem cal nane of which is (7a,17a)-17-
hydr oxy- 7- met hyl - 19- nor - 17- pr egn- 5( 10) - en- 20- yn- 3- one
(al so denoted as Org OD 14) and a pharmaceutically
acceptable solid carrier have been described in EP 10
389035. A known fornulation for tibolone is a 100 ny
tablet having 2.5 ng of tibolone contained therein, a
reﬁlﬁﬂzhxgév%ﬁix ﬂ?TkB]?ﬁ%u% G "il ch(f‘ﬁﬁh%‘t) of
pharnmacéuti cal I'y acce e aUXI |ar|es a carrier
maki ng up the body of the 15 tablet. The carrier
typically is conposed of approx. 10% by wei ght of
starch, e.g. potato starch, and approx. 90% by wei ght
of |lactose. Tablets of 100 ng containing 2.5 ng of
ti bol one are available in nedical practice under the
nane of Livial(r). Upon |long-term storage of
The ipraserd inveationtrelatas togp phayneceyticatigbletdempdsingoarpaimeunsofof 20
frotm (oblod0e kymeight of tildlenetraj or degr adati on product is
(7a 17a) - 17- hydr oxy- 7- met hyl -

P {tns mgﬁs‘ﬁ% b%[oﬁ@ t?nQ ¢ gal %ﬁ\ﬁ EY@%%QJ t he

hv o Emany 8ot P S Al onsda S0 iof edo%%s'géa °§n
14)hArd 8 RBamrceylicRlly Greeriaple; %""I’ Sﬁﬂ?réli’v%@f’%éﬁ?cwl iR iEns 5

388A85-10. This isonerization product is identified as
the major inpurity in tibolone and in

A f(r\ogfl @Hﬁg?dﬁ&ag?"ﬁgbl&% §5at tlgf ?f%blémﬂwhb gt Mg (d?ttlbéklg]r‘l?(:J ¢

co c!”t’t@{ Slatiel il amoun:

phf%ﬁ’l???ﬂﬁ'ﬁ?"éﬁic teRigb @ﬁare o1 eI Ik '¥"33'{9§ ! vgq%q@ 10 @
tablgthThe\qaier wpﬁw'«xl"bwm@eq SfeapBIvi| 10% by weight of starch eg.
potaktdostdreim @nd apprax 80% by weighteff kctosd. Tablsts bh’EQOenﬁgx:oatammg

2.5%6lYy oNntib3RROALE aldilablé MGndBRANSadtite GRIGHEGS ndheoflLpidi@t | on of
OMB8 and to prow de nore stable tibolone tablets with

ect tq nt o d
R gt Sipta0e, o RblRle Briaifa ehie i iRt apfists ol
“b?‘P'E?o?RRﬁ%r Lhrameipriingseatiandteductie -beYdr ey fegethy-
1909t Tebre@nid-ear20-ye3-one (NDOMSER MG d-ffgrafmnuvwgana ingthat

thep doubley bdnid kip lten eterozioskedtoni i8 dochited Hetwean pdsifidks by ameb,ght
whefeaSWBboloRB 6 i BcHEY 9&4\/‘4&5 sitioRS §'\hdi10ITHS Bemerization
pr&ﬁ%@iﬂ??’de% iff2d a%QﬁE’Haj%lr V% R'uB&lSne il uﬁ&\éﬁ et CZL 'Cy
tal fn?fﬁﬂmts fat & e ofth v weight of Qi) e gpPieied Y e 400,
of the Pesepfivavailsalg bivial® tehletsdo a m@tﬂmumﬁf Wat%c?werﬂb!e
advdntage isachielved i peolonging thepshelf lifelod tibolone-containing tablets. It

is therefore advantageous to find means to reduce the formation of OM38 and to
provide more stable tibolone tablets with respect fo the amount of OM38 formed

after storage.

The problem of reducing OM38 formation in tibolone and tibolone-containing
products was addressed earlier in WO 00/23460, providing high purity tibolone
containing less than 0.5% by weight of OM38, and in WO 98/47517, providing a
composition comprising tibolone and a pharmaceutically acceptable carrier, said
carrier having a high starch content, i.e. more than 10%, preferably at least 40%
by weight. Despite these contributions to the art, there still is a need to further
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WD 2004/ 045587 PCT/ EP2003/ 050829 2 inprove the shelf
life of tibolone tablets and for alternatives to the

welbises presented in WO 00/ 23460 and WO 98P@lBR2003/050829

In accordance with the present invention a stabilized
pharmaceutical tablet 5 conprising an anount of from
0.1 to 10% by wei ght of tibolone provided with a
coating is made available for the first tinmne.
Surprisingly, such a tablet has a | ower content of
OwVB8 after storage, in particular after several nonths
of storage, than a simlar tablet w thout a coating.
It is unexpected that a coating reduces the fornation
of the tibol one-derived isonerisation degradation
product OMB8. 10 The present invention further resides
in an unexpected new use of a coating for stabilizing
a pharmaceutical tabletgconprising an anmount of from
0.1 to 10% by weight of tibolone. 15 In the context

. of the jnven e term.” L4 zed"
imeftig e S gt HbBpas ek, 4, for e o ¥ SpoHE
prepentarkin WWEHOG346Rars! WRRMERr age. Hence the coating

of tibol one-containing tablets serves to reduce the
In bdorRahtd With T thé\fRskentS invertisp & etbiligedu pitnadcedtidah itdbist s .

co M %E %\:1 amoﬂntt&?roﬁ\o@i %ﬁo%fby%%hpéﬂﬁﬁﬁﬁe foviged wiat he

co 89 ﬁgﬂa v%lf?glg é&r%he”ﬁ%%e {&ﬁ%@‘ &:h aStQ I q\gg Qq&ﬂﬁ
content pf %38&@1‘@ SlAees "1 |cgl§r S7VE" 81%% g?gemfh n a
simifaitahliet withaut @ncoatimh Ut s uprxpectad éo??ﬁ?f@swaceér frol ded
forfatvh @t the tipmnéefesved@omeuéwen degratationenrodsict OMP capsul es
are also conprised in the term"tablets." Conpressed

Thé RL&t entl%g‘@ﬁﬁn f esiﬂéselntéﬂqin@%t:teﬁ heRWsa bl ¥ cé&nﬁﬁi forol i d
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weightaftibgleisat i f required (see page 5, lines 14-16). The
tabl ets made in accordance wth WD 98/47517 make use
In e ANRRBSINAE Présbrt atveltichodithpthalérn ‘smbiized! thuerié sieantng

stgﬂﬂrz@d Wiﬁf}eé'&&? topﬁwgff&’hﬁ%ry oflbM38afpbn 4tfadsy Méticghtheof
co?si@gﬁg eolone ! rrﬂ?@g tégeégve edE Q'fq?rgat teoitkb?%?%%' on
comBa?d REFFeSERIRE. H i 17 T x@ﬁ?@@e eI e o
term) “teblets és weant do refendo tsalid desage frpw | Wirk cap dgphpicd
pravidadivith zecbdtiyg amxp whicta typiallyoére zappliest fon graha@mnletirqtln@r
Thik, SRR HBH doRIpreR¥eNdH hdldedictablets, fdwders(lgranules) nonpafdilk
an&ecsé %Es L8 dee il the' RAHI “€Bfdts.| Oorhproed Aabiéts,

ﬁ bl h
A o b e B Lo oy (T e

Incidentally, in WO 98/47517 reference is made to provide tablets of tibolone with
a film coat if required (see page 5, lines 14-16). The tablets made in accordance
with WO 98/47517 make use of a pharmaceutically acceptable carrier containing
more than 10%, preferably at least 40% by weight of starch. In this document, no
teaching or suggestion is made with respect to the technical effect of a coating on
the formation of OM38 during storage of tibolone-containing tablets. Tibolone
tablets stabilized by application of a coating are neither disclosed nor exemplified
in this document. With respect to the words “if required” in line 14 it should be
noted that the Livial® tablets that are currently on the market are neither coated
nor require a coating with a view to typical reasons for coating pharmaceutical
tablets (taken from Remington, page 894, cited below), i.e. protecting the drug
from its surrounding environment (particularly air, moisture, and light), masking of
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nor require a coating wth a view to typical reasons
for coating pharmaceutical 35 tablets (taken from
woReigtSeh, page 894, cited below), i.e. proteRCT/RERIDIES0829
drug fromits surrounding environnent (particularly
air, noisture, and light), masking of WO 2004/ 045587
PCT/ EP2003/ 050829 3 unpl easant taste or odor,
i ncreasi ng the ease by which the product can be
i ngested by a patient, inproving product identity,
facilitating handling, inproving product appearance,
reducing the risk of interaction between inconpatible
conmponents, inproving product nechanical integrity or
nodi fying drug rel ease. 5 Further, WD 98/47517 only
mentions a filmcoat and makes no reference to any
ot her type of coating. In the context of the present
invention with "coating3 is meant any coating which
achi eves a stabilizing effect wwth respect to the

tora tabl et
”“%l%asg%nfﬁ%tﬁeod 98" 'Hcrﬁ£ aﬁ“&f atsg%P' ‘f'hlcr\/\&' rS&%E):?;Qr}]ot a
ingegtad brg RatigntdiREOViRg Proget identityfagifiteting aé'a'ii‘ge%f? Ipe
pradie¢teappearaticeh yredusings thel figkd of rinteraetionr etwepn ingempatiblies of
cofnpshefits SRRdving [peadutl madtanioal iftbgritaopmadifyng dil@Blqasesent
Fultibr: aNbéﬁS @517‘ Snly REHRREHRE cott andfRkbkesaidabiéfente toany

S way. 15 Suitabl e exanpl es of coatings
O“i%ﬁQ%/ can&Eg used in accordance with the present

i nvention include a filmcoating, a sugar coating, a
In thegantext;df thegweaentigventign Wi awing is "%?agttﬁj'%(rm?ti"igﬁ’{"ﬁ‘%at i ng
achiewes mciabijzitgefiast ADOR¢r@oUd Sielormatiuh of OMABapon gorage efg
a eaeArtEbieiast EonpSredli GA3thcodtbe tbREPURAthdran Mook dobtirge

achiGRk 4 ili% § kMR caRs A RfBe d&é}‘ﬂiirﬁg iy RA® SilelYn Waiptbnt hey

ik
S AR s R g g
defeaingd \éa B";pﬁtai}’éisﬂ"t““i‘-’%it‘f’ WPy Chapter 46: Coating

of phar maceuti cal dosage fornms in Rem ngton: The
Suftabile axsmnplesndl cBitings that caf b hsedimaycord2ftehwittdthe RSBO0L

mVthfoWﬁtﬁidga fi ﬁ%ﬁéﬂﬁg) a sbE§iricedting,ld RGEITHR bdatiny¥or dxa'ﬁﬁie &

a Xi'i lr(I ? gg 68 %Z)WMQY@SaHdnaU%r 1 Olafify4970
e i b ...
ang ﬁgmemerts by whiFk they precappliag prfp tgkiety ﬁfeaw%'dﬁ'ewn to\f Bgrson

skiede inetha Hrtyandcthey iaregdescuilygdo fir texample.clon Stiarki G Poriar Br  as
CHapter 961|Catiyl of phérmateutied) idesage fon@s sRemindton: (Tae iSciendear

antl BPaciQRSf PhErmiRy;BRtHH&E Lo, AHeR<Y ’latknRard! Editof, LppRESRS S nt

Wigiam rktagﬂklns Sl?a‘ﬂimo? | Cﬁ\fvélpgs in Pﬁ%@ﬁloéhb% %?@U:?gg or

o]
5146730 Rreferang i @lVER ta aqugous cpaiing %’Pl?fﬁ ons '"§‘H g s ng
of yyates and cpiir organiyselvsat sueh. ag an alcohol. ost preferably, coating
compositions containing water as the only solvent or vehicle are used.

In particular, the coating to be used in accordance with the present invention is a
sugar coating, a sugar film coating or a “wrap” coating. Particularly, the coating of
the present invention is a film coating, a sugar coating or a sugar film coating. In a
preferred embodiment of the present invention the coating is a sugar coating or a
sugar fiim coating. The sugar coating may be used with or without a seal coat
and/or subcoat.

With respect to a film coating, the present inventors have found that not all film
coatings give the desired stabilizing effect on tibolone tablets. In particular,
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preferred enbodi nent of the present invention the
coating is a sugar coating or a sugar film coating.

wah@®40458T coating may be used with or w thoutPEI/BRENN3/050829

coat and/or subcoat. 35 Wth respect to a film
coating, the present inventors have found that not al
film coatings give the desired stabilizing effect on
ti bol one tablets. In particular, W 2004/ 045587

PCT/ EP2003/ 050829 4 tibolone tablets coated with
Eudragit(r) E PO and Eudragit(r) L100, which are
acrylic polyner-containing coatings used for noisture
protection, taste and odor masking and for drug
delivery in the jejenum respectively, showed a higher
content of OVB8 after storage as conpared to uncoated
tabl ets. Accordingly, 5 these film coating should not
be used. As explained im Chapter 46 of Rem ngton
(cited above) the maj or conponents in any film

coat f or n. usuall
tib ?'Es{aplg z‘@’? o\glbq’%q@ E 'y?] C?ngséu%fa\g% L%@o‘l"#gﬁe%?ed ance
acwlq wlm—cmt@g@woqﬂn%vﬁqdaw mQStﬂﬁea‘g?tF@PE’eth 8799 2990
maskihg rapeh tforagdreg dplivieonial the rigjeradti, gespsctivply, showed ot higber
combBRVeF OM3ghaftes Gltorayet a cormednédC toeuncpated datddts. yAccardiagly,

théggﬁﬁp&gur%%hg@@got%uyﬁl cle or npost preferabl y it is
wat er. Suitabl e exanpl es of poI yrrers i ncl ude cel |l ul ose

et hers, suc ydr Q
AR BITEPECE LR P spol e mgwammaac’f"efé% arly
ank; il @@wfgrpyqlatloqgsq%x spppietal PupolyBeT agiasticlst . el ose
anetzh eslvemb nh aicoordance ovithi thg preseploinieritionsa alaetlca,z@rrﬁed @ ally
coRMt br@kﬂpﬁodénﬁgﬂéd'bﬁte af@ DEasOdtat&e pbdvie |- rildvsol@nadrr yehicle, and

preggrgﬂgg%h quaeous ot 6rQ/eIm8L- Xﬁﬁ&s‘f prekiedblyasis Welehacr yl at e

acrylate copol yners, 'vinyl pol ymers

s@%n‘iélﬁ?qsm%%' d papimmcncisirospidpae, e aish = BifoRgrar

celiudasp] imstipiseluinse.- @m%\hmemgosgo &nf nepriicyiapy J1veiosypsoryt e 20
metkyIaEIIcEea ISultabiy ablluist cethsrdentaihing cvatirg oémpasitiowsyiate( r ) .

comtetcy Gvarbily hndé? kRERRIme &% mhrw T@paay @) hﬁtﬂAquacoat@

Ac |<r:r8 thdrs QI 2 Bibiab !e%ob’é'lﬂﬁé' name
P°i‘yﬁ‘9'5§c s&gan %%EE:" oy P%Pﬁ% g Pl g,gg,gsﬁgldgr
ma@)f algp b lgag) §§‘@b\§t4?61“° PQFW?’W[‘@B&S‘B%@WQ&""@@' PA™ nore
commerqiegly tavailablar urderc thel ndms ef Eudiagit@o rSuifakle yipyl mﬁ)rﬂ}&'i'er
cc@ém-ﬁb Fﬂofaﬁdg Wﬁl@b@é l&o?;;lsﬂcianiela\gié?mhd’er (tltn;rga'nanéz23| of
EB! Bpalux»h 2R 3&9@9 nYeRticulaiPR | 266drédahce With tHe présent
m\fgghacet ' nlyr(agg Sl e‘ﬁul%fse étﬁ% Q%nﬂ Sdlymed &F to¥lafit, Gibre in

partlcular a cellulose ether or a vinyl polymer.

Typical plasticizers include glycerin (or glycerol), propylene glycol, polyethylene
glycol, triacetin (or glyceryl triacetate), acetylated monoglyceride, citrate esters
(e.g. triethyl citrate), and phthalate esters (e.g. diethyl phthalate). Preferred
plasticizers are glycerin or glycerol, propylene glycol, and polyethylene glycol.

As explained in Chapter 46 of Remington (cited above), a sugar coating typically
consists of a seal coating or sealing, a subcoating, and a sugar coating. In said
latter sugar coating a polymer typically is not present. In accordance with the
present invention the seal coating and the subcoating are optional coatings and
need not be used in combination with a sugar coating in order to obtain the
technical effect of the present invention. In particular, the stabilizing effect on



10

15

20

25

30

35

(e.qg. triethyl citrate), and phthalate esters (e.qg.
di ethyl phthalate). Preferred plasticizers are
w@bkooams3ss7 or gl ycerol, propylene glycol, and PCT/EP2003/050829
pol yet hyl ene glycol. 30 As explained in Chapter 46 of
Rem ngton (cited above), a sugar coating typically
consists of a seal coating or sealing, a subcoating,
and a sugar coating. In said latter sugar coating a
polymer typically is not present. In accordance with
the present invention the seal coating and the
subcoating are optional coatings and 35 need not be
used in conmbination with a sugar coating in order to
obtain the technical effect of the present invention.
In particular, the stabilizing effect on WO
2004/ 045587 PCT/ EP2003/ 050829 5 OMB8 formati on can
al ready be observed in sugar coated tablets w thout a
seal coat and/or subcoat. The sugar used in a sugar
in |
ol G e e SR Bh M Soof Lo 0GR iR £V
coptangigesubgrat ol yal cohol s such as sorbitol, mannitol,
and xylitol may also be used in accordance with the
Thersageused inravsighn avatinglypitedly isciueross (omsacharogpar sit ptgr be
sabdhBfldds "sudR GR' ladbes, Hictdie! BRI 1ciRYE BF ipdlyalchtiorf Suchbdsy
softh6l, FAATbL, GRERYIRG FFay G 125 Goen 10 abhoRlHEY with b gikht NO

e i 5 TR S 0 et
'"‘QBE%‘rB’Pf‘?@ablyoth%@%@?ﬂf’ﬁﬂ%%’?'@s?mkes use of an aqueous

sugar coating liquid containing 30-54% by wei ght of
A sagae filar tadesy s edating bdryprising agqiymer 2nd 8%uPar asadefidd of

abB@. ¥6tt é})éllnSIBethQ Eb@%@f Im &Bﬂ\g%é’o‘rdl oS YE2M0E497D makes

e -

2%1 Priweightef arg!wnvh@tr ope| gividdise to mEeReriaypred ghear ceptethr son-
talsiéti JP 20D1026534 eesuribesna lstigar filmebah corbprisind Isacrose, pellalang

an@Uy8reRjpRopyiatidtRideMilSsel BasedDAQRS, £ prsdnCsidled figthe BRawil
ﬁndWB ﬂ'&#bleclﬂﬁﬁaklﬂ@s@%ﬁg 'i/gr’iaﬂ&'ns |r9a Maariith@éaihgt Ypi cal Iy makes

a water-based 20 gelatln preparation having

about 45% by wei ght of qel ati n_and about 9% bly ght
TrgfwegP ORI AP BRT w%@ﬁm AR CBABE 0L YERPPR e

gelatin hsdargfonligvind AIBTEE5% by weightsf gelatia and pbays 8%y weight
of ‘avplapiiet (glycariraargifdr abibitolC Wath itegmétbodrefdIH §148p30, itablets on
ar® bnrbBs® Chilaped” infy §él§t|anoa1ﬁ‘Jga&hie8 by %b@kbﬁbnfdf te¥pdcive
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Iageé%ﬁfp&rt{) qygt yt tﬂ éh% % ur}agﬁ1 &)ogcli gecure Y toStHe ﬁl%%? anE ared

sealed together in essentially edge-to-edge manner at a seal line which extends
around the tablet at a desired place on the tablet. The coating is applied by feeding
a tablet into a cavity formed between a pair of dies over two elastic self-adherent
films. A tablet, which is enveloped in this manner between the films is finally
coated by sealing the films to each other along the lines contiguous to the tablet.
Instead of gelatin, (modified) starches, alginates, modified gelatin, acrylates,
polyvinyl pyrrolidone, cellulose derivatives both esters and ethers, and
polysiloxanes may also be used. The details of this method and of the “wrap”
coating composition are described in US 5146730.

The coating to be used in accordance with the present invention typically also
contains pharmaceutically acceptable auxiliaries such as arabic gum (or acacia),
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25 seal ed together in essentially edge-to-edge manner
at a seal line which extends around the tablet at a

waele®inedspl ace on the tablet. The coating is appl/ERH0H§50829

feeding a tablet into a cavity forned between a pair
of dies over two elastic self-adherent filns. A
tablet, which is enveloped in this nmanner between the
films is finally coated by sealing the filns to each
ot her along the Iines contiguous to the tablet. 30
Instead of gelatin, (nodified) starches, alginates,
nodi fied gelatin, acrylates, polyvinyl pyrrolidone,
cel lul ose derivatives both esters and ethers, and

pol ysi | oxanes may al so be used. The details of this
met hod and of the "wrap" coating conposition are
described in US 5146730. 35 The coating to be used in
accordance with the present invention typically also
cont ai ns pharmaceutically acceptable auxiliaries such

ar.abi ' 4/ . -
oo b T Slm AR b, thind DB, P Rl e,
Sugh uligties maypecused ffy Gogvenpiry! igifhes f OB GER SV e
alsglpe sedibdesiresk i es may be used in conventi onal
quantities if desired. A colorant may also be used if
AsU€ Ridwo 1R PeisdnSskilB@Wthé art o Eodflify SAMas kkdnipfibdiif tiehe
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ow, el .one_or re than gn I ng | a may
e o) uﬂ_fg‘eanea%adef 5 YR éh‘?nﬁaé(%sorﬂgy Ibgy‘gr,&‘lggé, aﬁ% ea'{ 8 '(rgﬁt
compgaifion. Rarficully.gp apgosdancg,withyhe prasprt iRvgntion 3, 3pgi’ 1aypio
coftimgis usaed.ar | y, in accordance with the present invention
a single layer <coating is used. 10 If desired, the
If AQHEE Khe %aﬁa%uﬁﬁ&éﬁticélaﬁblfg oﬂ)i‘het;i%fseﬁtlfa #96rilion | AN _eﬂé: i on
20 : ng or printing
sugga?agtgﬁwgg’tmphgﬁtoﬁﬂgfg% ?M%Le 'gﬁ?ﬁ@mc{g%t |H'c al tablets to
“be used in accordance with the present invention 15
Thagpharmzegutica] 1oty i banweddn agaerdanssoviihibe PirseRlpvention
mdyavdry dnl|vwaighy ,and/o0 imjbdlerisl ednéent. cRavticalany.nt0R ng tabletsf
cohtaliiph @1Band bf.tBolode G&02B% BEWEHHL) ara barently brethe mar@taridhe

65??%0 fotsPf\tainfry 125 M@ Rk Bbcone QY. Aid% BY whigke a@c&égge
)

keﬁoe.l.. .90/a wel ant ). . r
i et sosur A s Bolien i L bivkn bl
Thex efigFnaceuliialie RopRAtEblE carite MM aYaRA dR LTAPRPTSR ZBL R abl e
comppsed caf apprpx.v 1% by rweighhrpbeipnch @nd #Rerow 209 by avejsbteld of
ladig@p) oxXconfit/hibyervamophts of istaschaascdesented dp YVQ 08/40B01% by
pafRing!) theQarrick d6ritaRLIesPthak 209 2inbreh PBGEUIATIDINbSIe S by
we‘?g}h@rof; Qlal%ﬁ. ﬂeac, BFe'fé?.%&' e'nﬂo&%?el%%f ﬁé%@enﬁbﬁ‘, stabilized coated

Livial® tablets are provided.

The present invention is illustrated by the following Examples.

Example 1

Tablets of 65 mg total weight, containing 1.25 mg of tibolone, were prepared from
purified tibolone. The latter was obtained according to the method described in
WO 00/23460.

A basic granulate, consisting of 10% potato starch and 90% lactose, was
manufactured in a Fluid Bed Granulator, using a starch mucilage as binding liquid.
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particular, the carrier contains |ess than 40% nore
in particular 10%or |less by weight of starch. In a

w@e@iesysed enbodi ment of the invention, stabilP@BEEP2003/050829

coated LivialOtablets are provided. 25 The present
invention is illustrated by the foll ow ng Exanpl es.
Exanple 1 30 Tablets of 65 ng total weight, containing
1.25 ng of tibolone, were prepared from purified

ti bol one. The latter was obtained according to the

nmet hod described in WO 00/23460. A basic granul ate,
consi sting of 10% potato starch and 90% | act ose, was
manufactured in a Fluid Bed Granul ator, using a starch
muci |l age as binding liquid. 35 WO 2004/045587

PCT/ EP2003/ 050829 7 Uncoated tibol one tablets 65 ng
tabl ets having the conposition: 1.25 ng ti bol one,
63.29 ng basic granulateg, 0.13 ng ascorbyl palmtate,
and 0.33 ng nmagnesi um stearate, were prepared as

foll - approxi mately 10% of the basic granul ate was
U“B?%*‘rﬁ@’é‘&"%ﬁ?‘ﬁgt i bol gne and ﬁ: scorg I Igm' tate. After
65 aTsrigie e SREARFION, 2o GNPSOS 5549 BB Bogs OPRIFT. o
0.18fmg adserbiepsinitate: apdi.83 Mgveagnesiiie gteanate, Weiei RAPRIS
follows tapprogithatelyi 108d of the barig emulatn wastpeamizedevithdibolarenande d
as@RS) paMRitdtd. Mter Sorachin Q‘neﬁ@émik tHAduRh emo lubh didve| Bk Festdft h a
S hupd ek SR rkb?aia‘g;“d"ﬁg’eaah"?“ﬁ’gg&ﬁwg m
Stega?e AT S T IR BT By ' it £ 1D
of 5l oxypropyl nethyl cellul ose E15, 0.15 ny

pol yet hyl ene gl ycol 400, 0.11 ng titani um di oxide, and
Fildl.cé&ingy tal c. An aqueous di spersion of the coating

Tabi¥fs | pRipaRidSs\WRscridBd a¥ovd werd RodidkR Withtd ffnScodt(1 lQSrth‘I Per
aBARS HaR asbE Lseiladiled ) «
E15f- 1 me BRYRIPIRNG oY A0, B q9g ttaryen Hiyle. 3nd 818 ol of
Angzasyeens. digirsiongpihibe coating gaeipienia wap grRyeh onto hg teRlelst

usig ptandard fih éogting eduipinieat @cdald Ovte®aR4E)cht agoEtmcipedkof
thE&RMUIRy FMON 103 \briAGant iRBt temperature of approx. 60°C, and an airflow

of approx. 300 m¥hour.

Sugar coating |

A batch of approx. 16 kg of tablets film coated as described above (now having the
function of a seal coat) was further provided with a sugar-containing subcoat, a
sugar-containing layering powder, and a sugar coat.

For application of the coats, tablets were added to a sugar coat pan. The rotating
pan had a diameter of about 0.7 m and a rotation speed of 42 rpm. Room
conditions were 21°C and 46% relative humidity.

A subcoat consisting of an aqueous 60.2 w/w % dispersion of approx. 20% arabic
gum and approx. 80% saccharose was added manually to the tablets in the sugar
coat pan step by step. After each addition, a total of a few hundred grams of a
layering powder consisting of 64.3% talc, 21.4% calcium carbonate, 7.1%
saccharose, and 7.1% titanium dioxide was added manually. Between the addition
of subcoat and layering powder, the tablets were dried in open air without forced
drying. After finalizing the subcoat (subcoat and layering powder approx. 26 mg
per tablet), a sugar coat dispersion with the composition indicated in Table 1 was



function of a seal coat) was further provided with a
sugar - cont ai ni ng subcoat, a sugar-containing |ayering

w@owdes358and a sugar coat. For application of PEEEP2003/050829

coats, tablets were added to a sugar coat pan. The
rotating 25 pan had a dianeter of about 0.7 mand a
rotati on speed of 42 rpm Room conditions were 21 C
and 46%rel ative humdity. A subcoat consisting of an
aqueous 60.2 w w % di spersi on of approx. 20% arabic
gum and approx. 80% saccharose was added manual ly to
the tablets in the sugar 30 coat pan step by step.
After each addition, a total of a few hundred granms of
a layering powder consisting of 64.3%talc, 21.4%

cal ci um carbonate, 7.1% saccharose, and 7.1 %
titanium di oxi de was added manual | y. Between the
addition of subcoat an& | ayering powder, the tablets
were dried in open air vvithout forced drying. After

adg%ﬁa lslnlznlng% &rg EI%{EFS? ‘ﬁ? ﬁ'ate b%{il,ﬁ grr co gd {?agi@fjse.r

sug ar oat di spersion
wagidfied (SHQar ot BRRIP: %ngpﬁrcfﬁlﬂ ed in Tabl e 1 was WO
2004/ 045587 PCT/ EP2003/ 050829 8 added in a nunber of
Tablequential steps and finally the batch of sugar coated

Adpbdst s was dni3qd (gugar coat approx. 39 ng per
D )y Taple Arani c gum 3.4 Saccharose 43.6

Sa - a‘tr:o%:m L.almuncl4260. 7 Talc 10.7 Titaniumdioxide 4.7

| Casiymearpgiptene gll¥dol 4.7 G ucose syrup 0.7 d ycerol

TaR6. 5% 0.1 Chi 1404 ayy 6.7 Purified water 22.7 5 The

TitamBydioxidé t he carponents are provided in wei ght

po%ﬁ,glgﬁg@%is of |ighe tgtal weight of the conposition.

ar_coating 1

§ I Afatch of 8 kg of tablets film
%cgaggy,nupas '*"‘scriob‘?ed bove was provided with a
Glycerol 86.5%

China clay 6.7
Purified water 22.7

5 The amount of the components are provided in weight percentages of the total
weight of the composition.

Sugar coating 1l
A batch of 8 kg of tablets film coated as described above was provided with a
10 sugar coat, but now without a subcoat, as described above.

Tablets prepared and coated as described above were packed in open brown
glass bottles and were subjected to the storage condition of 25°C and 60% relative
humidity (RH) or 40°C and ambient relative humidity.

15 After six months, the amount of the isomerization degradation product OM38 was
measured in the tablets via HPLC analysis as a percentage of the declared
amount of tibolone in the tablets. The results are depicted in Table 2.

Table 2
At25°C, 60% RH" At 40°C, ambient RH
% OM38 sp? % OM38 sp?
Uncoated tablets 2.83 0.02 6.53 0.02
Film coated 2.45 0.03 4.83 0.09
Sugar coated | 2.32 0.02 3.19 0.04
Et—laar coated Il 2.39 0.01 3.44 0.05

20 " RH is Relative Humidity of the environment.
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above. Tablets prepared and coated as descri bed above

wowere/ogasked i n open brown gl ass bottles and RET/EP2003/050829

subjected to the storage condition of 25C and 60%
relative humdity (RH) or 40C and anbient relative
hum dity. 15 After six nonths, the anount of the

i soneri zation degradation product OVB8 was neasured
in the tablets via HPLC anal ysis as a percentage of
the declared anount of tibolone in the tablets. The
results are depicted in Table 2. Table 2 At 25C, 60%
RH1) At 40C, anbient RH OMB8 SD 2) % OV38 SD 2)
Uncoated tablets 2.83 0.02 6.53 0.02 Filmcoated 2.45
0.03 4.83 0.09 Sugar coated | 2.32 0.02 3.19 0.04
Sugar coated Il 2.39 0.01 3.44 0.05 20 1) RHis

Rel ative Hum dity of the environnment. WO 2004/ 045587
PCT/ EP2003/ 050829 9 2) SD is the standard devi ati on

ined fromt ree re
? %'géﬁ E'a 55%3 ’&‘@"‘8 n 1% the gt & t?)'épf ooI ree'l‘%gas?%egfj n% S in
eoofeddahints ¢fH 9 tabletreE BeRhi ng of t| bol one tablets in
accordance with 5 the present invention results in a

The essURHIS Tabla 2tsh@w that thatoading of tibblose tabletsdn actatdande with
thGREHE Al efiBn RisBfR L §dVRBs@fthk Hali®est Shd BorhiérzBiidnl zed
defyia &%93& ‘ﬁ’{’?‘ 2ofise amfme rleag)ﬁ%“s}aﬂﬂae@%{o%lo@@ﬂb?e‘is yits

A
coging S eheterpr R sl 67 el

U%coated tablets (65 ny, see
Exanple 1) was provided wth a sugar coat. For
Exappki2cati on of the coat, tablets were added to a
conventional filmcoat pan 15 equipped with an air
(Dunoulln | DA 30 X) The rotating pan had a

ug 0] t to 5
LA e, B B G BB P
withaeuga(ce’l i n Table 3 was added in a
For application of the coat, tablets were added to a conventional film coat pan
equipped with an air bypass (Dumoulin IDA 30 X). The rotating pan had a diameter

of about 1 m and a rotation speed of 3 to 5 rpm.

A sugar coat dispersion with the composition indicated in Table 3 was added in a
number of sequential steps until a sugar coat of approx. 35 mg per tablet was
reached and finally the batch of sugar coated tablets was dried and analysed as
described in Example 1. The results after two months of storage are depicted in
Table 4.

Table 3

Arabic gum 1.8
Saccharose 59.5
Talc 3.0
Titanium dioxide 0.9
Sunset yellow 0.002
Purified water 34.8
Total 100
Carnauba wax" 0.1

" Added after the application of the coat to obtain a shiny appearance
The amount of the components are provided in weight percentages of the total
weight of the composition.
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nunber of sequential steps until a sugar coat of
approx. 35 ng per tablet was 20 reached and finally

wo b@4batseh of sugar coated tablets was dried apdI/EP2003/050829

anal ysed as described in Exanple 1. The results after
two nonths of storage are depicted in Table 4. Table
3 Arabic gum 1.8 Saccharose 59.5 Talc 3.0 Titanium
di oxide 0.9 Sunset yellow 0.002 Purified water 34.8
Total 100 Carnauba wax') 0.1 25 1) Added after the
application of the coat to obtain a shiny appearance
The anobunt of the conponents are provided in weight
percentages of the total weight of the conposition.
WD 2004/ 045587 PCT/ EP2003/ 050829 10 Table 4 At 40C
anbient RH OV38 SD') Uncoated tablets 2.65 0.09
Sugar coated 1.66 0.02 SD is the standard deviation in
t he mean obtai ned from idree neasurenents from pool ed
tablets of 10 tablets per pool. 5 The results in Table
ihOMIthat t he coatlng of tibolone tablets in

accordance—wth present i nvention results in a
decrease in the Atﬁ”&ﬁmﬂﬁ“tfl H ¢ ho li somreri zati on
degradation pro 8|8RY thus | eads to stabilized

Uricbdied lametst abl et js2.68Exanpl €039 10 Tabl ets of 100 ny

Subélicaéteave' ght, clopggi ning[30b My q¢f tibolone, were

R §|5 P AL et ] de Al NG W mBE P SRR P dle ed REGukdhmdnia P! €

from pooled tablets of 10 tablets per pool.

The results in Table 4 show that the coating of tibolone tablets in accordance with
the present invention results in a decrease in the formation of the isomerization
degradation product OM38 and thus leads to stabilized tibolone tablets.

Example 3

Tablets of 100 mg total weight, containing 2.5 mg of tibolone, were prepared
following the procedure described in Example 1.

Uncoated tibolone tablets

100 mg tablets with a diameter of 6 mm having the composition: 2.5 mg tibolone,
96.8 mg basic granulate, 0.2 mg ascorbyl palmitate, and 0.5 mg magnesium
stearate, were prepared as described in Example 1.

Film coating

Tablets prepared as described above were provided with a film coat (1.51 mg per
tablet) having the following composition: 0.94 mg hydroxypropyl methyl cellulose
E15, 0.19 mg polyethylene glycol 400, 0.14 mg titanium dioxide, and 0.24 mg talc.
An aqueous dispersion of the coating excipients was sprayed onto the tablets
using standard film coating equipment (Accela Cota™ 24”) at a rotation speed of
the coating pan of 12.5 rpm, an inlet temperature of approx. 60°C, and an airflow
of approx. 300 m¥hour.

Sugar coating

A batch of 14 kg of tablets film coated as described above was provided with a
sugar coat in the same manner as described in ‘Sugar coat I’ of Example 1
(approx. 35 mg per tablet of subcoat and layering powder and approx. 8 mg per
tablet of sugar coat).
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Uncoated tibolone tablets 15 100 ng tablets with a
di anmeter of 6 mm having the conposition: 2.5 ng

wao kiwelerse7 96.8 ng basic granulate, 0.2 ng askor/BR1003/050829

pal mtate, and 0.5 ng nagnesi um stearate, were
prepared as described in Exanple 1. Filmcoating 20
Tabl ets prepared as descri bed above were provided with
a filmcoat (1.51 ng per tablet) having the follow ng
conposition: 0.94 ng hydroxypropyl nethyl cellul ose
E15, 0.19 ng pol yet hyl ene glycol 400, 0.14 ng titani um
di oxide, and 0.24 ng talc. An aqueous di spersion of
the coating excipients was sprayed onto the tablets
usi ng standard fil mcoating equi pnent (Accela CotaTM
24") at a rotation speed of 25 the coating pan of 12.5
rpm an inlet tenperature of approx. 60C, and an
airflow of approx. 3001p8/ hour. Sugar coating A batch
of 14 kg of tablets filmcoated as descri bed above was
provi ded mﬁth a 30 sugar coat in the sane manner as
described in ar, coat of Exa appr ox.
Thdaes wERATBIYSG o ecue BRISTESC P perRibs Sl
menyjsrapstorage arg depipted indllgbletd. of sugar coat). WO
2004/ 045587 PCT/ EP2003/ 050829 11 The tabl ets were
ToBRal ysed as described in Exanple 1 and the results

S Table b At osiRR: %9% RUGCISRLERH | 1 T80 oe o
OVB8—Uncoated—t ,R&m 3 “9 68 ed 2. 74 4.8%

MT LU O J. A% LA YA YA 4"

Urcoejed tebletsed 2 7p3.8783 1) RH 69 Relative Himidity of

Fillrhatedvi r onnent | 2.The res,hl ts|4.88 Table 5 show that the

Sugacdobied Of tibolgpe tablets ggaccordance pWith the

1”?‘3 e{bﬁlvé H(N{ﬁg'ltﬁhogﬂ’e e%ﬁ'gnr'n%nlj na decrease in the

I'sonerization 10 degradation product

OVM38 and thus leads to stabilized tibolone tablets.
Theytegyiis i Table 5 show that the coating of tibolone tablets in accordance with

the present invention results in a decrease in the formation of the isomerization
degradation product OM38 and thus leads to stabilized tibolone tablets.

Example 4

Tablets of 65 mg total weight, containing 0.625 mg of tibolone, were prepared
following the procedure described in Example 1.

Uncoated tibolone tablets

65 mg tablets having the composition: 0.625 mg tibolone, 63.9 mg basic granulate,
0.13 mg ascorbyl palmitate, and 0.325 mg magnesium stearate, were prepared as
described in Example 1.

Film coating |

Tablets prepared as described above were provided with a film coat having the
following composition: 5.2 mg Opadry® AMB, consisting of polyvinyl alcohol,
titanium dioxide, talc, iron oxide yellow, lecithin, xanthan gum and iron oxide red.
An aqueous dispersion (solids content 15 w/w%) of the coating excipients was
sprayed onto the tablets using standard film coating equipment (Glati® GC300) at
a rotation speed of the coating pan of approx. 15 rpm, an inlet temperature of
approx. 60°C, and an airflow of approx. 100 m®hour.
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Tabl ets of 65 ng total weight, containing 0.625 ng of
ti bol one, were prepared 15 follow ng the procedure
waele®enidsed i n Exanple 1. Uncoated tibol one tabP@r/BPHB3/050829
ng tabl ets having the conposition: 0.625 ng tibol one,
63.9 ng basic granulate, 0.13 ng ascorbyl palmtate,
and 0. 325 ng nagnesi um stearate, were prepared as 20
described in Exanple 1. Filmcoating | Tablets
prepared as descri bed above were provided with a film
coat having the follow ng conposition: 5.2 ny
Qpadry(r) AMB, consisting of polyvinyl alcohol, 25
titani um di oxide, talc, iron oxide yellow |Iecithin,
xant han gum and iron oxide red. An aqueous dispersion
(solids content 15 ww¥ of the coating excipients was
sprayed onto the tablets using standard film coating
equi pmrent (datt(r) GC30®H) at a rotation speed of the
coating pan of approx. 15 rpm an inlet tenperature of
Fil agﬁgl 60C, and an airflow of approx. 100 nB/hour. 30
- @\?% él/ 455(%7 PC;/ EPZOOS/ 050%2% 12 Filmcoating |1
abiels |PigPared, a5 deswihed 2o eTe ROYORH YL 3 Iy 8o PRVRHEE wi t h
follgwipg |cempesitionh A AY BerifiimPo PR sensisting @8 ihysirewprapyl2 ng
meByselfuldseilstedrio AW, andbtan dniaqueavt divpension \gfidpydntent 8
wiB}. dMthe €dating O&PienthvRRIdprayaf biflo thanabidtebising ABndaftHmMAUS
coblig RA[ipEA A égsm%ealnltﬂotﬁigé s}ﬁ%éﬁf%ﬂg &5@30&@: e
ap P'r%% r?@a?‘? }re(g&éeq |e%)(rr‘§%t° P?@?%Xt E %rcj 3 r&%‘ﬁé’gto g‘“’?%%‘ati on
10QBB}rof the coating pan of approx. 15 rpm an inlet
tenperature of approx. 60C, and an airflow of approx.
Thd (bletBwbresmalydddl dshdestdtieiddn Example 1aamal thes edulessaftbe sixr i bed
months GKArRYLard degidled inTabie8ul ts after six rnonths of
storage are depicted in Table 6. Table 6 At 25C, 60%
Taﬁé'&} At 40C, 40% RH OMB8 SD2) % OMB8 SD2) Uncoat ed

N 17 10 -0 60 Filmenntod | 2 E7 0N 02
Uo7 ™1 ca .

|l ot o QA N
rabTCctrtoS &, OF U.

10.69 0. 14 At 25°C, 60% RH? AL40°C,40% RH
% OM38 sp? % OM38 sD?
Uncoated tablets 4.84 0.08 17.10 0.60
Film coated | 3.57 0.02 10.69 0.14
Film coated Il 3.51 0.06 5.77 0.05

' RH is Relative Humidity of the environment.
2 8D is the standard deviation in the mean obtained from three measurements
from pooled tablets of 10 tablets per pool.

The results in Table 6 show that the coating of tibolone tablets in accordance with
the present invention results in a decrease in the formation of the isomerization
degradation product OM38 and thus leads to stabilized tibolone tablets.

Example §

Uncoated tibolone tablets

65 mg tablets with a diameter of 5 mm having the composition: 0.644 mg tibolone,
63.9 mg basic granulate, 0.13 mg ascorbyl palmitate, and 0.325 mg magnesium
stearate, were prepared following the procedure described in Example 1.

Film coating |
Tablets prepared as described above were provided with 5.2 mg per tablet of a
film coat having the following composition: 3.07 mg Eudragit® E PO, 0.31 mg
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Filmcoated Il 3.51 0.06 5.77 0.05 1) RHis Relative
Hum dity of the environnment. 15 2) SD is the standard

w@leopdas3s®h i n t he nean obtai ned fromt hree nmeaRCT/ERZONI/650829

frompooled tablets of 10 tablets per pool. The
results in Table 6 show that the coating of tibolone
tablets in accordance with the present invention
results in a decrease in the formation of the

i sonerization 20 degradation product OVM38 and thus

| eads to stabilized tibolone tablets. Exanple 5
Uncoated ti bolone tablets 25 65 ng tablets with a

di aneter of 5 nm having the conposition: 0.644 ny

ti bolone, 63.9 ng basic granulate, 0.13 ng ascor byl
pal mtate, and 0.325 ng nmagnesi um stearate, were
prepared foll ow ng the procedure described in Exanple
1. Filmcoating. | 30 Tajdets prepared as descri bed
above were provided with 5.2 ng per tablet of a film

a havi fO||QWI sition: .3.0
sofiiRlau FUBR. b 6me teai sy FRTAR bidegin oalite.
aqyeoy? ESpETIeN oSeide crontent 16, Wik 14 dhe, coaling rexpigienty was ny
sprayesioniacthe gablels using standard il eqalingeeruipment (Giati® GC30Ahat
a reati@osied iof ey Gatiny Pa0bfi hpror OT8 eind, ahGnlet tefperaturet bfe

145 RX &M RHBRLE piFOX. 1@)9‘53%3& onto the tablets using
o Igfte)gndg?g film coat?ng equi pnrent (G att(r) GC300) at

Fert%H En speed of the coating pan of approx. 15 rpm
MNP Et tenperature of 5 approx, 45C, and an airflow
Tabjets pranated. as1dsscrived ABRYe Wers Pioviderhwith 5:21ma Rerdpkletof a

filnp caspd aisingl am squkess filimbeet disperaionieaving heofeliaing conpbsition? ngy
(in W%t GEtthe tot fdispersibh) Ml SBAEUMENIOJD. 200, BHYE Miathyll titrdte,C 0at
3. 7@4 wqms; PAY %Mﬁeegwaté}earw bRV grrféoaaaeajstd.s%rs.o%%sl "

soiff s %%/ﬁ%'et‘ BT, Sl et it

| f| ed
a riaficr} spegd] $f dhegepating pan qftﬁ?P% ugb R @nd %%‘&F‘B?faﬁﬁs
apgipx. &?‘é"d apthemaitfinw of 2uprext 8 m¥oNy st andard filmcoating
equi pnent (datt(r) GC300) at a rotation speed of the
Fil@adting® pan of approx. 20 rpm an inlet tenperature of

Ta@QtP r?]?%\)areﬁsag de?ﬁ%e@'gb&)erﬂ;ér@w’oQEecﬁwm 8%- mg89er'1§é|é}%f - 15
film coat using an adueous film coat dispersion having the following composition

(in wiw% of the total dispersion): 39.2% Eudragit® RL 30D, 2.4% triethyl citrate,
52.5% purified water, and 5.9% talc. The aqueous dispersion was sprayed onto

the tablets using standard film coating equipment (Glatt® GC300) at a rotation
speed of the coating pan of approx. 15 rpm, an inlet temperature of approx. 456°C,

and an airflow of approx. 80 m%hour.

Film coating IV

Tablets prepared as described above were provided with 5.2 mg per tablet of a
film coat using an aqueous film coat dispersion having the following composition
(in w/iw% of the total dispersion): 41.7% Eudragit® NE 30D, 45.8% purified water,
and 12.5% talc. The aqueous dispersion was sprayed onto the tablets using
standard film coating equipment (Glatt® GC300) at a rotation speed of the coating
pan of approx. 20 rpm, an inlet temperature of approx. 45°C, and an airflow of
approx. 80 m%hour.

The tablets were analysed as described in Example 1 and the results after two
months of storage are depicted in Table 7.



Tabl ets prepared as descri bed above were provided with
5.2 ng per tablet of a filmcoat using an aqueous

WO doa0ess8t di spersion having the foll ow ng conpOFEP10051050829

(in ww¥of the total dispersion): 39.2% Eudragit(r)
RL 30D, 2.4%triethyl citrate, 20 52.5% purified
water, and 5.9% talc. The aqueous di spersion was
sprayed onto the tablets using standard film coating
equi pnrent (G att(r) GC300) at a rotation speed of the
coating pan of approx. 15 rpm an inlet tenperature of
approx. 45C, and an airflow of approx. 80 nB/hour. 25
Filmcoating |V Tabl ets prepared as descri bed above
were provided with 5.2 ng per tablet of a filmcoat
usi ng an aqueous filmcoat dispersion having the
follow ng conposition (in ww%of the total
di spersion): 41. 7% Eudragit(r) NE 30D, 45.8% purified
water, and 12.5%talc. The aqueous di spersion was
E@g ayed onto the tablets using 30 standard film
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at+ng—egt-prrent at tit n, FoU rotattomn——spee

of the coating ReR A T 9'\Atr4lrQnQ 49% RHy| ot

tenperature of BBHOMIS. 45(SD*And b QM3EF | owSEP apir ox.
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rayv

ﬂ_m,rmaieduh% RH % (MBB sD2) bRehB8 SH9®  UncdM08d tall ets

FilhcatieddVO1 4. 27 D1.02  Fi |l m @t ed]| 482. 65 0.{0326. 71 |0. 07

”Fﬁ#lsmeﬁﬂ@éﬂ&}nnhuiy&trfé%n%oﬂﬁueﬁ 89 0.33 Filmcoated 111
g rdoo%vﬁué?ﬁn d Jn@&Pgtiﬁt&H% eh/onl 1o Qre%re‘ln&@ 0 02
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envi ronnent
"f?]"edeéitt %}39{1\63@/?[{%??8?13“ h the mean obt ai ned from

S5 three measurenments from pooled tablets of 10 tablets
Thpaesuio @l Tatle Thesbow disaliinbisali epatings| of tipolgieotabletsaesuiton aal |
decregdd ingthe Gbrmatitrobbthe ibadrigétion r degtdationnpréduct OM38, in
particular when using Eudragit® E PO or Eudragit® L 100 worse results were
obtained as compared to uncoated tablets.
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decrease in the formation of the isonerization
degradati on product OM38, in particular when using

waeenagiss{r) E PO or Eudragit(r) L 100 worse rBCI/EPR03/050829

were obtained as conpared to uncoated tablets. 10 WO
2004/ 045587 PCT/ EP2003/ 050829 15 CLAIMS 1. A
stabilized pharmaceutical tablet conprising an anount
of fromO0.1 to 10% by wei ght of tibolone provided
with a coating. 5 2. A tablet according to claiml
wherein the coating is a filmcoating, a sugar
coating, a sugar filmcoating or a "wap" coating. 3.
A tablet according to claim2 wherein the coating is a
sugar coating or a 10 sugar filmcoating. 4. A tablet
according to claim1 or 2 wherein the filmcoating
contains a cellulose ether, a vinyl polyner or
gelatin. 15 5. A tabletimccording to claim3 wherein

t he sugar conprises sucrose. 6. A tablet according to

CLﬂﬂX one of clains 1-5 wherein the coating contains a
as

1.

ticizer selected fromthe group consisting of
gl ycerin, propylene glycol, and polyethylene glycol.
20 Aystahilized pifarmacsytical tabjetfeomprsingyan drduntef fom 0.1 to 10%
p hayvaightidfitibaldnetppdvidet witlhapoatiag.ng an anount of from
0.1 to 10% by weight of tibolone. 8. Use according to

¢l g Exbl@t YRGHRE b Lk F\Qﬁéré H%e‘ cdafthg f-é E'ﬁinf&a%hﬁd“g 'su rougar

25
9. C(ég@gg%l%l??rafi'mﬁg%gBﬁaalwﬁ?%%é%'ggel n the coat| ng |Isng

sugar coating or a sugar filmcoating. 30 10. Use

- ac dotabiieh gccowlingl taickxin® 2 wiheredi the tchating isya sugae iwpating s a

S UGG dim coating.

A tablet according to claim 1 or 2 wherein the film coating contains a
cellulose ether, a vinyl polymer or gelatin.

A tablet according to claim 3 wherein the sugar comprises sucrose.
A tablet according to any one of claims 1-5 wherein the coating contains a
plasticizer selected from the group consisting of glycerin, propylene glycol,

and polyethylene glycol.

Use of a coating for stabilizing a pharmaceutical tablet comprising an
amount of from 0.1 to 10% by weight of tibolone.

Use according to claim 7 wherein the coating is a film coating, a sugar
coating, a sugar film coating or a “wrap” coating.

Use according to claim 8 wherein the coating is a sugar coating or a sugar
film coating.

Use according to claim 9 wherein the sugar comprises sucrose.



