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specifically, the invention relates to
sugar-contai ni ng conpositions suitable for use in
coating solid preparations such as tablets, pills,
granul es and grains. Methods of using such coatings
are provi ded, SHSAR @OADINGS AdSAETHODSTIHBREEQRW t h
the conpositions. BACKGROUND OF THE | NVENTI ON Sol i d
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packagi ng and filling |ines during manufacture.
TRACKSGRQUNPHAF THEIMVENIONosage forns can be sugar

coat ed s%lﬁ% Ehé@;&g@rﬁ)&%o QQQY&%' e no‘fé‘rﬂ?fabﬁe‘?@tﬂaog been coated

COHDOSIt een epared as queous sol
oﬂJSlS\Q Gawide ggriety of matepgls a@é mmnﬂsya% i be OGRASONS fl thls lnclude the

Egthéf@é leéf éﬁ%&ﬁaleﬁ&eé)!aﬁgﬁ%%lﬂ%?ﬁndy é&'ﬁ%éékea%

SﬂDOt sur are obt al ne ormat 1 on of
t |ughiteasaj1t tastd of 9Aost Gandnaieass eFses g@ﬁsmlyttae patient and can serve

A@%‘rﬁ&r&'@fhe%ﬁﬁ‘été aF'ﬁ@J{aﬁ@)’of% boGlydsith. I%wga‘g&fﬁ% £ean

s 1 nclude ta used as a sugar coatin
dipsaiests pyadug) érntn)the gffeets pf ainteqistus andlight £pb émeroke product

( bRl .oﬂaﬁa eﬁre*é RS &‘nH Gédkggm %atf.h.ng 05dPdring

gum ar abi c an as stg coatTng
bm&i@f@)ureand carnauba vvax (often appl ied as a sugar
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is a mul |-ste I OUS pProcess, and
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hagiesstRictites bt dUgaFcrBalseAddRtiBEATagents that may be included in sugar-
coated tablets include talc (used as a sugar coating dispersion agent), precipitated
calcium carbonate (used as a sugar coating suspension agent), gelatin, gum arabic
and pullulan (used as sugar coating binders), and carnauba wax (often applied as a
sugar coating glossing agent).

Unfortunately, sugar-coating is a multi-step and tedious process, and is highly
dependent on the use of skilled manpower. The typical sugar-coating process can
be subdivided into six main steps: (1) sealing; (2) subcoating; (3) smoothing; (4)
color coating; (5) polishing; and (6) printing. In the hands of a skilled worker, sugar
coated products are elegant in appearance, but certain problems beset the process
and the ultimate product. For example, the sugar coating process requires that the
tablets be kept constantly tumbling, thus presenting difficulties such as fragmenting
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the tablets be kept constamtly tunbling, thus

presenting difficulties such as fragnmentingof those
units not strong enough to withstand the stress
encountered. Also, color nonuniformty, rough or

ovéthoge soifst nat stiongrersoughdsd avithstandthersiresmgngouatazed. Also, color

I . -

SRR A et el AP 5R08 by o bR
i ptobdsostoche addréssepghar naceuti cal i ndustry in the
1950 I :
1o00" S 1n i RFRAb UG bR oESr R URRARICE B Alatflg wes
s umwue&cbto tos ulaarhyacbytlml lsplusw in dEhtfiSgise Filrdecatinguinwelves the
t j . i
BB G R R B OB g 6 s, ualy
piby @epsayrigehriqres , Advadtaged pbthedllm esatmlgam@@ss inabsieppinimal weight
F jodai

RS RSB RY I BRcb R chBpgrves
exeﬁlnqjare;e toichippinger i ¢ coatings in which the pol ymar

0] {

Sgg tr ?’?ﬁrg‘j&g{lﬁb% £9€%+J%ée§ i ﬁ%ﬁ%'rﬁaécdr asé"?%feragé %rﬁle Rnstituents
i 1of thetdoreetablenas, for éxampdep vid erdericoroatings Ihlwhmintammtymar egployed

q‘ll {hgeﬁogfﬂ{dgy teggérﬁlallypﬂcm é%&l&ﬁdtn‘%lagﬁlc;ﬁgﬁ@é gsgédﬁued“&ﬁm th@ ﬁjfc][eased
a ppbafttme:mmrmesﬁe% fyidet appligatian of ﬂw@poaitmg lieg et edcprmulatlon of

extende ﬂrél@és%acgﬁyr?g‘?}hméhrﬁﬁﬁel?%%%d ot gﬁ%fel"dose regimens of

approacn Is a I on coatin
d @gstiquian ghesarssdic imggnt( Wauiaus gype$ ohexiended delapee apnroashey are

o 0 I

RawacOHB o urbict <N ooy Ay R gRns
r @petme(upmaﬂv |fnom @1 orghBictsheat oD @i selubliesitbstiate dgee with a porous
%rﬁsrsg%gaét rs*nwgatémér BB ot Wikt SHsoRBlelUBiHe ré!é9§é BRARSS the

rane ese Su tances are dissol ve

 HeTapesis ouenigonibearnodieg s he R eian, o At Sl sianoes witin
WighdinBribPahe 'T'h@se %{]\Ss?ﬁwsogg %?édl@édl\?é@ By ¥Re gastromtersTtJBnaI fluids,

gastr0|ntest|na pass th ro%ﬁ rane
affeerebyserenting pares wilkip Aselilm. cT**@g@ peregialiow the gastrogigsdipal fluids to

C EJ"a@sf(thT hqhé fﬂé?r\ﬂ?é‘né Qﬁcﬁdﬁﬁﬂvé)@ne (fﬁ’éib;ﬁéﬂtlk %geﬁ})&unimﬁthe tablet core.

ness and conposition o fusi on nmenbrane.

FJmetdfff@ogyateaanth@ qouheliqddw tb? 8}3@?"@?5 apdhecrppRfition: qf dhe diffusion

Ofm A—F‘@raﬁéf EorsthRRySieAt t'o%wcft@ﬁ map@hy qne §6\%ﬁi®n%'tm biffusion
mechani cal Strength an 'exi b

P SinG /RER RN SHOHEVBPIDTIBH MesaaIRy Sreborhiaad figKbiity

WiSiforflPRESH, hBRefdt, s ahisd forthBlatidlsC AHERbEYOSitRE l@nttﬁ@substrate

requi site mechanical strength and erX|b|I|t¥ t her eby
| dregrenlytlack the requisite mechanical strength and flexibility, thereby leading to

rupture of the deposited film during dissolution in the gastrointestinal tract. This, in
turn, permits the sudden release of the entire contents of the substrate containing the
therapeutic agent in a phenomenon referred to as "dose dumping”. Such a situation
is clearly undesirable for extended-release dosage forms given the higher amount of

therapeutic agent found therein as compared to conventional formulations.
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contai ning the therapeutic 3agent in a phenonenon
referred to as "dose dunping”. Such a situation is
clearly undesirable for extended-rel ease dosage forns
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water and a solids component that comprises: from about 30 weight percent (%) to
about 60 weight % of at least one sugar; from about 5 weight % to about 10 weight %
of at least one binder; from about 3 weight % to about 10 weight % of at least one
hydroxyalky| cellulose; from about 15 weight % to about 50 weight % of at least one
water soluble polymer; optionally, a therapeutic agent in an amount of up to about 3
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conposi tions conprising water and a solids conponent

that conprises: fromabout 30 weight percent (% to

about 60 weight % of at |east one sugar; from about 5

wei ght % to about 10 wei ght % of at |east one binder;
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aBbW?teS gispersible, in an amount of up to about 20 weight and optlonally, at least

one plasticizer in an amount of up to about 8 weight %; resulting in a coated tablet

core.
In further embodiments, the invention is directed to the products of the

foregoing processes.

DESCRIPTION OF THE DRAWINGS
Figure 1 shows plasma MPA levels in six beagle dogs following oral
administration of the tablet formulation described in Example 3.
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wat er sol uble or water dispersible, in an anount of up
to about 20 weight % and optionally, at |east one

pl asticizer in an anount of up to about 8 weight %
resulting in a coated tablet core. In further
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pr esentn gm,pmggglp'@ﬁt th%lﬁ!@'ﬁlOﬂdﬁ dlggfﬁdetggpmposmons swtable for use

in coating a solid preparation, such as a tablet, pill, granule, or the like. The
compositions comprise water, and a solids component, and also optionally may
include a therapeutic agent. Up to about 50% by weight of water may be replaced by
another solvent, such as an alcohol. Preferably, the composition is in the form of an
aqueous suspension, obtained by combining from about 30 weight % to about 98
weight % water, and from about 2 weight % to about 70 weight % of the solids
component. In certain embodiments, the composition comprises from about 75
weight % to about 85 weight % water and from about 15 weight % to about 25 weight
% of the solids component. In one such embodiment, the composition comprises
about 82 weight % water.
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the invention is directed te conpositions suitable for
use in coating a solid preparation, such as a tablet,
pill, granule, or the |like. The conpositions conprise
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the 1 nvention include at | east one sugar that is a

nERBUt Inrto el AURiglle’e SHE" exanpl e, sucrose, dextrose,

mal t 0S ghe BbIESHPpINEHCAISS EontdIAd A BINABE subRAas ﬁﬁ&ocrystallme
| actose. I n sone such enbodi nent, the s

s geluiase orgowdriedcellvinss. dhan ag‘ﬁ@%{‘rdé@ﬁl ?tf?g'§5 "‘(ﬂ’ﬂrﬁ e tgrabout 10
PRRigHE ofl MR sitiddRfiertdhe binder is present in an amount of from about

5.5 weight % to about 9 weight %, or in further embodiments, in an amount of from
about 5.5 to about 7.5 weight %.

The solids component further contains from about 3 weight % to about 10
weight % of at least one hydroxyalkyl cellulose in which the alkyl group has from
between one and ten carbon atoms. Representative hydroxyalkyl celluloses, without
limitation, include hydroxyethyl cellulose (HEC) and hydroxypropy! cellulose (HPC).
In some embodiments, the hydroxyalkyl cellulose is HPC. In some embodiments, the



contai n upwards of 80 wei ght % sugars, on a dry wei ght
basis, the conpositions of the present invention

w@onsarme@ sol i ds conponent that conprises froPCEDS2005/019972
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30 weight %to about 60 weight % of at |east one
sugar, for exanple, sucrose. In sone enbodi nents, the
sol i ds conponent contains from about 35 weight %to
about 55 weight % sugar. In still other enbodi nents,
t helidsalong®nemtropopeses ftamtabbutst Weight %AbtouaboB67 veighb¥ut

SRRl SRHABL ank1F R0l SR SARRARCPEmaABt: £ NI s

as mcrocrys
pwa@t&(dhmwmkmlscejlulpsean amount of from about 5

wei ght [ /&éd?tjo%b%létso?lg @@rh;%“eno h@*é??ﬁgfqg?tgﬂp%hf@c[&lg'lgwelght %

the bi nder s resen
wén gihmut %M@lm&uof =) Imt grm WB{ﬁr eolubla pblymenheYVater soluble polymers

L e

f w‘uialsabmy\tn te thesiegtiskidort mea&uoamd ibolude, iglet alia, blypeamelioas t

g@dwh]l%é}élﬁhmé}éklc%?gsgh %%?%I% nsc \gﬂLrﬁ Earl)?)g/n?étﬁ‘}f&d Blo’H pd<-:‘xtr|n

Relginic acid cgeilatio, dyatgory metiyiceivlobes sodis alginateozein,

Li);?gygiﬁ IB?Wblld}) W&yﬂ’é@duﬁ’%&@%l@éﬂéfi%& | dhﬁeg.:el%@crotomc
t heidropdolmmaarkq/ethw@lormtgmeth@crwm acndncomtymer In some
e'é%%ﬁ%?] 7'5 thet \D%%Péélgtﬁ\AEBgﬁgp rﬁyp‘?@rﬂ’é’lrds?kﬁl bthamAb&dients,

4 wei ght Yo iydr oxya
céha pRlymergs samumumrbmmnﬁwlcgwm ﬁmhswl othercﬁmmenta,

a dél?i{m lu I%s??e So?ﬁ%lfl@é?ﬁ(&fn%y\ﬂétgyéoh?ﬁé Eiilk/ﬁ’é?{% be (lsed in the

conponent refera cont al ns
f ﬁoImSaQ@mnonem waeieg)eepending amuthespolvmr gﬁbct%ioﬂn sgme

frﬁ)%d%té"@iee\g?ép%él%@ BR PRI pre st ﬂar?%h&l?r{t?rom about 25

mers suit or u e I'n coatlngs an
emlqdn‘t &mt@hont Hherightbuant irtheo sugreameyhdroar abait 88 weight % to
kggm sg of skill in the art, and include, inter

al1a, mel 1 ose ( oxypr opyl nethylcellulose
ac aci anééﬁ'Qﬁﬁméﬁmmﬁqf&@ﬂ%@né§§o capteinsiat | Ieasg one

. g sﬂélfera@uﬂablg SlRlitifers Q1B ar@ WaI kRGN thEdd éﬂll%%ﬁm the art, and

um al ginate, zein, polyvinylpyrrolidone,
vineudey for GK@fﬂplﬁePTOPYi?'l‘e alyeal ﬂ'@%’ﬁd@ﬂ?ﬁﬁyblpfo%ﬂﬁ polyethylene
a%%@lt FEd) ‘BB@FHer %ﬂiu@ll EQMa)@T%EetﬂBQd%Mglycendes

aCryl ate-ne ryl acid copolyner. In’'so

ﬁmlpﬁmﬂlgte t{nﬁ@etwaglgperglg]qg:g‘aée g@gtywtqtyhygcnrate and triethyl citrate.
HYPDESHER ERBEdimeRtsOh 'F’EE"G G 68 gi 'R, S&&ﬁpd?ﬁh%r@%rre b¥ailable

sodi um car boxynet hyl ose; and still

e FBGMaIEAtYDY gf@@mf@épfas%@féeculaféfvew%wh s BREUIRO0 tgPEG
Wt 0. 39 b&RE UEPEMBBImEeRtsPPEESY ié Osdd)€The plasticizer usually is

present in the solid components in an amount of from about 0 weight % to about 8
weight %. In some embodiments, the plasticizer is present in an amount from about
5 weight % to about 7 weight %, or from about 2 weight % to about 4 weight %, or
from about 2.5 to about 3.5 weight %.

The solids component of the compositions also may contain a second
polymer, which is water soluble, or which is water dispersible, i.e., capable of forming

an aqueous dispersion. Suitable polymers that can be used as, for example, a



solids component varies, dependi ng upon the pol yner
sel ected. In sone enbodi nents, the water sol uble

w@olognmBHed S present in an anount from about 25pe®UsINS/610972

10

- 15

20

25

30

to about 40 weight % and faurther, in an anount from
about 20 weight %to about 30 weight % The solids
conponent of the conpositions also contains at | east

one plasticizer. Suitable plasticizers also are well

K seoundt polyntey swithsddit InmEathnnartelmlwrrtyl acatates sodhuakeKolliamat® SR30D

e?é‘ﬁgﬂ: E:ﬂ- 1r @{r))g%g% eNB gtﬁ@t%lw%sé% gﬂér{‘as A?ua(CBEtG ECD (FMC Corp.,

p FPhitadisiphia, cHAC)umNmsthbemlates suak @5 ﬁudtagd“’ MEROD) NE4OD,(RS30D and

SRS\ BB, PR M BRI BB ASE ) an

cepolywnyi atcdhobkl swehtas Opad GMB) [Gatencon,INVestdrbintSash In some

fo.
2SI BB B BT RS Al g yian
| polyoness, mrcdxammeoammmutesqf RSB R30Ik euhd thuse the solids

| o Ly y :

BRI 1 ek, 8 10 BB Va1 fspuPRer. 1
wepktenibodimerdg rtiee sedond ipatyntes js a h@yrpeui@cny(l)atez eln siome such
LR, 1% ANGhal oD GRS foltE i Bhofh 808U i
vsome sticlo amabdiotents, thetpplyahsbacrga® agetajis n%rametmmrvldsamd
C SRl AR RS PR TR B oo o
vv_auetlerrmrxs pamoiniiinegroupe to, nesdabesiter arpusoefr: 20y oaim fadberous
JeARRHMNS, Pt ga*m ?orﬂé’E%%&lﬁﬁh&a{qe%rp&hmgte?&mi%neutral

exanp asecon mtation
pme;tlwwwhc acldteateeswmmh any funstiona chPS) Asm@dahersmsme term

Og{‘jggt'c?ggm %rO&éEé%e s:}#/e‘toégé erérﬁ%‘é P t?%f"?xample two to four

p@tcm)ttmtmubmaea@amtﬁmsmreegmtagmeortr)eawaamm cexfgiroBagents; for

SR YRR PR EEE oS URHER . Ak, oy

|hetms|. berzgoe, @mln@pmrwmymmemscalp@m%@l %@Qs kefopes and
P’/&arbokﬂlcz%ﬂﬁ eeaHL @ﬁ%a.metntsg tﬁeeé‘ézeﬁd eelgmﬁfhamw@r $luble or

m Xture one Oor nore suita y f or exan'p
a watsrtdignersiple [RS8 @D amynRirgn Laboa W@lsbts,% tp jaboul A0 wejght % based

C QARAL Sé\‘ceﬁ’cgg% Bﬁso@.emza SbRROMPShENtCHR IR Echfpdaitioheast
two additiona l'ymers. I n sone enbodi nents,

t he
second Thelcpmpesi @n%lmmmdw@m'am% 'ngrw'%ﬁewn @ other
g&ma%leﬁts Enl'tlnﬁc@loiv&é@?én'é?sc wbab@m%ﬁ@t mbnéad?@lg'haéﬂts

acryl i c aci d

esters. some such enbodi ents,
t ﬁéﬁﬁ‘aavﬁeﬂ-hﬁéﬁlﬂ:@"é’féﬁm é't%@atWéLﬂgfﬂqi'efﬂﬁéﬂ%‘y%? {he gkill of those in

aghdlart.

As noted previously, the compositions also may include one or more
therapeutic agents. As used herein, the term “therapeutic agent” also refers to a
substance which is capable of exerting a therapeutic biological effect in vivo. The
therapeutic agents may be neutral or positively or negatively charged. Examples of
suitable pharmaceutical agents include, inter alia, diagnostic agents,
pharmaceuticals, drugs, synthetic organic molecules, proteins, peptides, vitamins,

and steroids. For example, the composition may include one or more hormonal



esters having trinmethyl ammoni oet hyl nethacryl ate
chloride in a nolar ratio of quaternary amoni um

w@emepm46@© neutral ester groups of 1:20; or inpdUs1065/019972
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enbodi nents, of 1:40. In sone enbodi nents, the

pol ymet hacryl ate contains neutral nethyacrylic acid
esters without any functional groups. As used herein,
the term"functional groups” refers to atons or small
gstenpids, slchbe med(dxyprogestamine acetate, levohangesta! cgesjodehat
exhi bi h t d
cﬁL{d%g:?S?oen%gggt'aa% ‘? sﬁ' o) %twgétllaﬁloﬁ %g@%nol Eﬁpotn% dli%égirol
t hex&s&nofndmh@lslﬂmstrolabﬂogaﬁsconal temogsstred| foygestimatd, ky |

h )

G o PR BAE noPh e SHEDABhe SLAE norda it thégestra
eabetdterrmatrsjltesthstemeoetdylpstrqmbmethmtdler@nam@ndsadnngbl e
0 [ .

'im%%ees nt% 8.8@%%spfgd 'tite fll{%f aﬁgﬁoﬁgggl g%g @e%g\%: %r%tggsgtgrones
ofand/or pmge'_sta_rmheansagomsgs wb_rcpmmamr nody mdtéwawtr‘;edsplcal@teroidal
T%cﬁgﬁmﬁf‘ Héy%%@é&?ir{‘tﬁ¥ cb&?hé’l% Oﬂ”iés@”@élude but are not limited

t's, "su as ot her

I ngredi e avori ng ag
ata:iRU-48G(miapsistons) ZK Q&Zﬂaxpnpwr@mw K 3|'b?r1|6d§nh@1ng AG,

g'EiePlf’i\ 2§6§1ﬁ§§£@é‘rﬁm§t AG, rlz?erﬁﬁ ﬁfn‘n ggﬁf’lﬁggﬁto%{g; B(4-NN-

al ter Ive i ngre
i nlmﬂbylamtnopm@mﬁbﬂ %aomr@naoﬁgidyeneta:%o dionpo iVhérerdesiied o
P Ry RS ARG AR 1 Bt
subst aﬂ' e cpmipesitiorsofdhe atsisenighvasxion is pagticularlyeuipeiafargise in
b'c8£tﬂ-%' £ re%sft&% Id &o&i.lc‘/eoa sdl raedogag ﬂfl’ﬁ“t'l*hg (&3P Yol HBlerial
tral or t1ve y Or ne atTve char
Exefafsiteanptabiali w&ﬂtepm mé@lﬂtzﬁd Rartig na@w'a@t pellet, pill, core,
' %@Eerab%uledg%ﬂ%%é 's&aﬂ%l“s‘ssseeﬂh Q%Shéféé' &Zstglrsugéads
ynt etrc organi c ['ecul es, otelns
viagalemesates maixtsiresrtheresf amhe éﬁ%{rﬁyp@alm the Qr@fﬁﬂedmr%mateﬂal will
ih BSOS AR stdBR ﬁwﬁ%ﬁf?’f@d\/éﬂe‘%@élg% b? WRECtREly coated in a

roxygrogester ne acet’ate onor ge

geystemehat invabessgme mawement of thaitablet, e%fqrueesample in a perforated
ety . radiol, mestranol, estrone, dienestro
hexestrol, dlethylstllbestrol progest er one,

desogedn Adrefemest gubedimeant thergaie mamabgem&ﬂnméhe form of a tablet.

NQYsqlsBH mréw €he fé%efamem dafaes @%&@H%anﬁé&%ﬁw @bsage form
negestro acetate nmet yltestosterone gﬁestreno

mEOREINNGA theeareytiaAgrn MR or W!*F'Wféglé%tt'%H@JG iberesared by
a%ﬂhé%ﬁdr&&orﬁg%&blﬂg Methodst SRHUR 68 Wkt kh¥n to tvr\mlﬁse ﬁf ordinary

pr o esterones and %esterone antagonlsts

maill o thegapt. rﬁj{ltahlg\r@ethwés ehferming tablets aedigscribed, for example, in
f W?@Wﬁ#udn\fczk BB, b@ra‘PS@lﬁﬁlﬁBsdg@ ﬁdﬂrﬁs@m&ﬁfntgkﬁﬁ The Science
These include, but are not lim
and Practice of Pharmacy, 20" Ed., Chap. 45 Alfonso R. Gennaro, ed., Philadelphia
College of Pharmacy and Science, Philadelphia, PA (2000), herein incorporated by
reference in its entirety. In more preferred embodiments, the core material is a tablet
formed by compression methods.
Most frequently, the core material will comprise at least one therapeutic
agent, as defined previously, and at least one pharmaceutically acceptable excipient.

The term “pharmaceutically acceptable,” as used herein, refers to materials that are



to: RU-486 (m fepristone), ZK 98 299 (onapristone),
ZK-137316 (Schering AG Berlin), ZK-23021 1 (Schering

WO\ER0sBBubd n), and HRP- 2000 (17-acetoxy-[1 PCT/US2005/019972
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1b- (4- N, Ndi et hyl am nopheny$)]- 1

9- nor pregna- 4, 9-di ene- 3, 20-di one). Were desired,

estrogeni c steroids and progestogenic steroids may be

used in conbination. The conposition of the present

i pemmavaliyorot texiqarinjucelsao laypadient vetiEneusiedrin treecompositiats ofgthe
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Edomp@mﬂg supb, aS/H’EQ)rin‘ lRctose ARG pbier supars Hﬁ?ld&&d@qﬂlﬁmve)
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Wﬁ?lb}/l‘%hdh’% \ﬁn)II %@étﬁ gﬁ%athWQ 5t§§t§6teﬂlc'£€fd%gﬁl mer and

requent teria onpri se a
| ethyt aczﬁvl@tetmethamlatq @l%gmqusplasfqlmé% ssﬁle% BigpYkene glycol,

aggcéﬂn kiFRsth IQIB?oep%h@rFﬁﬁg%Ulyhfe?é bR SEdcaR, Gcet Iate"d

I ent. g rmaceuti cal |y accept abl e
umoalamdﬁs Jiethyphtha tenﬁrta@etlra|gév0ﬁwéttla6@rt@gea@tﬂtn?§vhvl@ttrate

t QM fric@y) Lifthief bﬁ’d’ﬁubﬁ@arﬁs RAEH 89talVARIYNLSIBRM été‘arbféecalcmm

onposl t| ons of present I nventl on, 1 ncluadi

t ﬁt@ar,asﬁrp%@arw@ws hmreg%rquw@eéab«lﬁuml?y rrtaaee%waﬂaw%@yléate sodium

TBenidatdna’ rﬁ&fu'r@ﬂit Soditi® bé'r%@tehﬁ{oeédahurﬁ gé5ate, §6Hu§ﬁ'c%h§e
i ncl udi ng mammal s Bre erably humans. "Excl pi ents,

t lﬁ&lcmﬁe?'lﬁ £arbgwa¥®H8P@i n, refers to ingredients t hat

provi de \ayk I&anét?’@ﬁt‘h@ra’%@hﬂléég’ﬁﬁ&hﬁy BE QEIRRAiM thedddfe material.

conpression characteristics
Specific examples of therapeutic agents include, but are not limited to:
acetazolamide, acetohexamide, acrivastine, alatrofloxacin, albuterol, alclofenac,
aloxiprin, alprostadil, amodiaquine, amphotericin, amylobarbital, aspirin, atorvastatin,
atovaquone, baclofen, barbital, benazepril, bezafibrate, bromfenac, bumetanide,
butobarbital, candesartan, capsaicin, captopril, cefazolin, celecoxib, cephadrine,
cephalexin, cerivastatin, cetrizine, chlorambucil, chlorothiazide, chlorpropamide,

chlorthalidone, cinoxacin, ciprofloxacin, clinofibrate, cloxacillin, cromoglicate,



hel p control the dissolution rate, and/or otherw se
gi ve additional desirable physical characteristics to

wao bmsaores naterial . I ncluded within this termPEDUS2005/019972

10

15

20

25

30

exanpl e, are diluents, bindéers, |ubricants and

di sintegrants well known to those of ordinary skill in
the art, as described, for exanple, in the Handbook of
Phar maceuti cal Excipients, Anerican Pharmaceuti cal
Asropsilyi, damtroleres ichtprenhen Ddictofenacl didhexaptiin; digumatdl,ctiflunisal,
Sgﬁr\e%ﬁwydrﬂ‘fat@dﬁg r th@b&’a é“a%ggrnoﬁgg%%gn% ]e%gfa)pril, enoxacin,
herer n” i ncorpor re erence s entiirety.
samtoﬁ@ta@lrenpalmsmtt @pcnayam essendial fafty acudxmpﬂamustine ethacrynic
c

cglrzh(l;étﬂétrrg& h a%tosis%&f@g%ﬁng g I né ce e{ﬂgﬁine%gonazole
elelpr@‘em |fly1|v@§gt|n fesinppril, éesphenyiein, fumaglllmmrosemlde gabapentnn

dgé@&@oki}/gﬁclgﬂﬁe ygﬂé@éa g g*;@é;‘ uﬁ@%@”%gﬁldesggaaﬂoxacm,
atbolesac, ibepiefen, intdesnen, rrndomejhaﬂlrc |rbe$ajtanet8h§retmm elopeofen,
r ﬁét'ofqlaog ?Arﬁ&thé]ne gé\ﬁ.'ﬁl ég}}fl Isﬁb*léﬂaeﬁelosart?]n lovastatin,
pregel atini z Starch I nate, starch, zein,
poleglefenantis a¢id) maf@nemnc\ﬁlcw rr]@;ahamlnq;l Mmashajiexate, metalagose,
ﬂﬁ)‘ﬁ}éf G, nghdﬂ/é aé\ﬁ (er?lr Rétgﬁ‘\g&in %ﬂn@s&iﬂ@%h’r%?arﬁ‘&ﬁ non-
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peasﬁnileh fafdy acids; @@Fﬂoagm@rrwggan@rfélog@%cqxac@ny@@prqzm
t Bk)‘HF\Teththsz?{eo B@ﬁ]&llm? Fp@nR’fB'aW"@f ﬁerﬂng Wheﬁ@@a’i‘&?atl ®henytoin, _
acetylated nonoglycerid di et
t pioglitazens, pipxjeasm Wf@mlpﬁé@t @r@@luk%ewrwasﬁat@a 9mbpn%¢'@ Paglucol,
apbpbfdl, %Mlthﬁua{cﬁtcﬁuna%ﬂfj raBEPFAZBR tepaghhlgd rsmpift! t‘ﬂ‘apentlne
magneS| um st earat €, cal ci’'um st ear at e, 95t earic aci d
hypRrBgeasiy sefabegzanige suiprelamidegsidiadiagineasHipodnR  at e,

S eeiwmrsﬁné Q@fEmefhoRd2bld! "s@lfaﬁurai&g' mpﬁwgsﬁa%a%zme
sodl um acet'ate, sodi um chlorid 1 euci ne nd

cawlw@mﬁwehaaeﬁeaneﬁwwé@eMmIé@@arbﬁemmrd&p@ﬁwtelmgent s

W?éfrah? r!a&érma%ﬁfal tifofibBE, t6RESmidB! BbufimideRERApdre, tolmetin,
exa es of therapeutic agents include, but are_ not

| iRiain) tioslitazena, sonflonpeie, Undeeenoiracid Uieodeqyyghplicacigealproic

abaar\sra‘léé?féﬁcmcoﬁwdt \%r@porflﬁ' \ﬂb@cfmwtarﬁln%smu &nd zafirlukast.
al prostadi |, anmodi aqui_ne, hot eri cin, anyl obarbital

2 &pional thar apesiis pAE INCids,AhaGeIe 2CRRAIIGH aVTIVaBTe, PlagPfioxacin,

baRERa! hibendi2dr! hiksrdr, aIBFaQHIfaﬁﬂ@Fprer{BI’dTBérﬁéth@ne amiloride,
but obarbi tal, candesart an, sai cin, captopril

 mURSlytethineide. ASTATONe GEHEEN s AURHPIAR A Gpiaauine, amoxapine,

C@Ffiphaghived, Bimpheidiicial AfprepBliRAHREAE | amddeting @d&h@imﬁ#ﬁ%
chl or propam de, chl orthalidone, cinoxacin

C@gt,emqogﬁ@gﬁqplol AtioRine; gqaéialgpnr}g 8zelasting; :flglt’hromycm baclofen,

C hep&BAmMal BerfidipiAB) wauhebwntﬂeahma@zolalb@hitwm ®iperiden,
di cl of enac, dic oxaC|II|n dlcunarol dif

sal , .
CEARAPYh IS ARESn S I AEBE, IRGIASGRINS, bEsERSaPh Biomeheniramine,
e peitizBIRAE buFdpiof PhutbnafB BASddhazole, cambendazole, camptothecin,

carbinoxamine, cephadrine, cephalexin, cetrizine, cinnarizine, chlorambucil,
chlorpheniramine, chlorproguanil, chlordiazepoxide, chlorpromazine, chlorprothixene,
chloroquine, cimetidine, ciprofloxacin, cisapride, citalopram, clarithromycin,
clemastine, clemizole, clenbuterol, clofazimine, clomiphene, clonazepam,

clopidogrel, clozapine, clotiazepam, clotrimazole, codeine, cyclizine, cyproheptadine,



enr of | oxacin, epalrestat, eposartan, essential fatty
aci ds, estranustine, ethacrynic acid, ethotoin,

wermdotres etoposi de, fenbufen, fenoprofen, PCT/US2005/019972
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ateasishial, mokipdens ﬁ@ni%@ﬁhnwﬁph% mqyflaxaaif; fagolol, nalbuphine,

AR tWi AN HalamRae |n@fa§8dor*éeﬂéﬁm R&viraB AR ﬁﬁbﬂdﬂﬁhe nicotine,
benzhexol', benzni dazol e, benztropine, bi peride

b M ediBiAgH TimBRIREeE RMSFAZ0ley PISASIRUIS M1 AP RATBMY ofpfasane, nizatidine,
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but enaf i ne, butoconazol e, canbendazol e, canpt ot heci n,
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pramipexol, pranlukast, praziquantel, prazosin, procarbazine, prochlorperazine,
proguanil, propranolol, pseudoephedrine, pyrantel, pyrimethamine, quetiapine,
quinidine, quinine, raloxifene, ranitidine, remifentanil, repaglinide, reserpine,
ricobendazole, rifabutin, rifampin, rifapentine, rimantadine, risperidone, ritonavir,

rizatriptan, ropinirole, rosiglitazone, roxatidine, roxithromycin, salbutamol, saquinavir,
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webmsazep@m clotrimazol e, codei ne, cycli zi ne, PCT/US2005/019972
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| i . i , 7 - .

SPABAREE BRIl o ERSHBnbeng G988 AL Sciopiae. imal
e nnldazmawmnazeteetmogbam tlzefpjduieel,rtbhqodiee gopetatare toremifene,
e t ; ' ne,

C AR ekdbor BRI bl A e R RPE
f énrhipranzing, n@matleamihedpminanﬁ@mttranngrﬂloxaclex\cefrenmdclnevenlafaxme,
f Y, L zJaes ol unl e :
‘ h@%@%@%@n%&tﬂgl \hgérlspﬁe vﬂoﬁlﬁéﬁé}ﬁ@mmxg?, ,R'/HéMn%, {iEdMhin Ko,
f lzaMasthzomtrlrdeo aotradem and appidnne.i @bcourses @ny nhitherieregoing
d | [
GEEAREHE sabh S SRAR S DAL INE cBmob LT o5 IdRlcBtbed
haraaustyr ameamhel top eransiutic Rgeds disnussed withirggard g the coating

i - A
[ ? g}gggﬁgéno?l{eerrhﬁgtgggﬁ%}ﬁaz olﬁ%ai(g’tng? ? ehc%'telt)et al ol ,
| ami vudihaeord raﬂtsgplrra@obeedesqudﬁbdﬁhdermg fée@plegtm@gew,ts intended
| hS b QQINel'eq é\}%pgfshgt)éﬁ%ki rﬂ)ep!)@BﬁTrﬁ'én % folllé\Xnﬁ% afd Rresentative of
| orazepam | ornmetazepam |ysurid mepacr |
mspeibtheranﬁetlc agents: dati-inflasnmaton: @nipyrelicc Nt-BprRsmodics or
QQSQ@Q@JEPJS |9&’64ﬁé1ﬁacnﬂ9dlé?&bﬁ§dndjc?@r§a¥§o@mm codelne ibuprofen,
rcapt opuri ne, nesal am ne, nesori dazi ne rmn,
w@hn@\d@ﬂ@zorﬁeemaa@mﬁa@nen@ﬁnwcpiﬁ,eaﬁpu@t @thenzamlde
”%Eg‘t\éhﬁlg)ﬂgpaa{n%@)ﬁ\)rme”ﬁ{em!é&fng b%bsc%é?ﬁnh@@?&%gemorphme
met opr ol nmet roni dazol e, m ansérin, m conazol e,
mictRiaidolng, pmtg;qqrm, fengpieésn Qﬁlqlumnmqqgm, pejecxip, valdecxip, and
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etc. The therapeutic agent can be used in its free form or as a pharmaceutlcally
acceptable salt. Moreover, one or a combination of two or more therapeutic agents
may be present in the core material.
In some embodiments, the therapeutic agent in the core material includes

conjugated estrogens. “Conjugated estrogens” (CE) as used herein includes both
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effect, and may vary depending on the specific treatment indicated, and on the
specific CE included in the tablet. However, in general, dosages of CE included in
the tablet can range from about 0.1 mg CE/dosage form to about 5.0 mg CE/dosage
form, with dosages of from about 0.3 mg CE/dosage form to about 2 mg CE/dosage
form preferred. In some embodiments, the dosage of CE is from about 0.3 mg
CE/dosage form, about 0.45 mg CE/dosage form, about 0.625 mg CE/dosage form,
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prostagl andin | derivatives such as beraprost sodi um

anti coagul ants, hypotensives, agents for treatnent of
cardi ac insufficiency, agents used to treat the
v abputus9 ogn@E/dosagedonn, afr abipetble2emg Giggesagedoroer Viewed

I .

2 e R, §aBaF ) e Sl Mol ing ATTRE)S B Bla By weight
ThesisHbe apwunt of Cijdoragedormmay sageifron abodt 1025 Weighh % 1to about
a 0/0
or- CWERRE TG S 8 RGRTE B0LF A0 2ol SRKER: sftGrerea.
be predéps, in additien todhe cmttnemomposmmnsmﬁmnmmmesiv ghe

[ t

%ﬁestghg *gb tar%é)elg ﬁi'?éctédgt(g) Jbﬁd ﬁggégg r?g{n?srb &c@ﬁgﬁsﬂ?&?&@ material

uaed one oemere mﬂtlua G§Pb%ﬁd1thalﬁ9n ads eanth edgmentdiais been described

Rl S SRS %ot R TatS Hidme
otenmodmms;@@wsohdcdoemfoaess e@nbwsetfrma @begui30| weaight¥ tdabout 70
Al feigHt % bHRE core &éHQ r?‘odfr&ﬁ*aw& rﬁfﬁﬁéaﬁ&t%tv@e’g%t%of
(0] S%J

ch conpqun such as the s esters,
oﬁhesmﬂng @Anddu stikfurtbercembagiraents Jmns abwﬁ 40amgié:~% éq @bcmt 60

igHo4 Sf tRE cSETHatER ﬂH R t?dﬁﬁ:g \}ﬁ‘n?% {8>eH EEwighP% of

dItat e ester, as well as ot h erivatives known |

t me eqating Sohe sweigsm@foma@iﬂoe@mqnamm includeingtna nagig

b%ﬁ@ftﬂr‘\ﬂkﬁgé@eﬁw {eiaﬁ‘npl@ i hR&Y srt‘Jgallgoaghg ha qabdib d hereln di (fposed
ta-di hydr oequi ['eni'n, estrone Soestrad

t Igisher CKUQP of iheoRina:nrewowsl destribRGLagHn bﬂwae@trtwre and goating.

gp}‘gb’&%h’d' ﬂH QQ@Eér?lnEBHPQ%W&O%tSAﬁGVbr%SpOﬂ% E@éﬂe In some

core materi al g f or mul
G ETReRImAt the:CalerRabCaTSiSdTor Abet & hFiatksedn |apout 10 weight

Se}, 8ftheUoBhgd fafth VArditila Sutibh e6& & cBﬁ&ﬁ&@@ﬂBﬁu abUi]?@Q weight %

may be of synthetic or natural origin. Exanpl es of
s%?b@#ﬁd’!ﬁ'g"]} P ebwacdegagasiorBgens i nclude, inter alia,

sodi umyesshe BRbsHinents thesébqlla H%ﬁlﬁohﬁ i iR lt'r'\ef f@ﬁrﬁ of §%€ét‘éﬂ‘tablet
17a- di hydroequilin sulftate, I um droequi li

s whezgie theseone Materiphcasarisgs ebleast Aredher: ap%‘&tﬂ’l qgﬁf‘t and at Ieast one

1?)%@1%&@%&‘% a§é€pftﬁ@exéﬁﬂéhtum §6HE 58H &n@é&%@ﬁl@ the excipient in
sodi um 17a- di hydroequi l enin sul fate, sodi um

1102 enrayRaterial GaN BRIUAE S0p PRMere eallujosisimaterals Hye eymuiatjye amount

ek frai Mout i@\%l@ht‘%'tb aﬁ”@&taﬂo vﬁé?éﬁtﬁ% of the solid dosage form; from about
9- dehydr oestrone a | kali metal salt

8, of
816 WRigh} &b M%ﬂ%wwlhf %t%f t'é%?‘é&d dogage|tosm; beféQj“ ARoyt 48 weight
Pat, ehbdwp 45 @e?gh@%o@flhe %lidCdbsb fieieiim sbhe QUAPERbSAImBIts, the

reference, also may bhe used %tura occurring CE
arcellulosic material mcIudes Hypromeliose, mlcrocrystalllne cellulose, and sodium

carboxymethylcellulose, and mixtures thereof.

In addition to the cellulosic material, in certain embodiments, the core material
also includes a sugar excipient, such as lactose. A preferred form of lactose is
lactose monohydrate, which is well known to those of skill in the art. In some
embodiments, the dosage form of the invention is a coated tablet that comprises a
tablet core containing from about 4 weight % to about 35 weight % lactose



usual |y obtained from pregnant mare urine and then are
processed and may be stabilized. Exanples of such

weeomsaezges are set forth in U S Pat. Nos. 2, 5855/0S2bB5/019972
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and 2,720, 483, each of whiah are herein incorporated
by reference. Many CE products are commercially
avai |l able. Preferred anong these is the naturally

occurring CE product known as Premarin(r) (Weth,

Matinebyrdratil) 3nd feerotabeut Abweiehtc’c 46 Bhout viiweidhit o Gellulosic material
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i nclude a col or coat and/or a rQn BSh co%t gng
optional color coat and/or polish coat also e applied, as descn ed previously.

In certain embodiments, the solid dosage form comprises a core material and

at least one coating, wherein the core material includes (based on the total weight of
the solid dosage form on a dry weight basis) from about 0.1 weight % to about 0.3
weight % conjugated estrogens; from about 4 weight % to about 35 weight % of at
least one sugar, for example, lactose monohydrate; from about 5§ weight % to about

10 weight % of at least one binder, for example, microcrystalline cellulose; from



enbodi nents, the color coat constitutes fromabout 0.5
wei ght % to about 10 wei ght % of the dosage form

w@nmsez0466 pol i sh coat that constitutes from abear/us2085/019972
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wei ght % to about 5 wei ght 18 of the dosage form 1In

sonme enbodi nents, the solid dosage formis in the form

of a coated tablet, wherein the core materi al

conprises at |east one therapeutic agent and at | east
onkoyiHAweighd 3 tacathduy 3aveight %hdfat isast pieewater solulsle pelymer, for
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desiccation with lactose. I n sone enbodi nents, from
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4 wei'ght %to about 10 wei ght %
comprise providing a tablet core and applying, e.g., by spraying, onto the core a
sugar coating composition, as previously described. The invention also is directed to
the products of such process, e.g., a coated tablet core. It should be noted, however,
that although utilizing such spray techniques provides certain advantages, it is by no
means required that the composition be applied in this manner. Other methods for
coating pharmaceutical dosage forms, such as, for example, use of a fluidized bed

application process, are well known to those of ordinary skill in the art.



of the conjugated estrogens desiccation with | actose
(about 4.3 wei ght % conjugated estrogens), is included

WO moshm4éabl et core. I n certain enbodi nents, tIET/US2005/019972
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conj ugat ed estrogens are pragsent in an anount from

about 0.1 ng CE/ dosage formto about 5.0 ng CE/ dosage
form or fromabout 0.3 ng CE/dosage formto about 2
ng CE/ dosage form |In sonme enbodi nents, the dosage of
CE i s 1n samebubodinedtsytheGRydoeaatipg Comppsitidrsudtiligedip they
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weight % to about 5.5 weight % hydroxypropyl! cellulose; from about 20 weight % to
about 30 weight % hydroxypropyl methylcellulose; optionally, up to about 3 weight %
medroxyprogesterone acetate; optionally, up to about 20 weight % of a
polymethacrylate; and from about 2.5 weight % to about 3.5 weight % PEG 400. In

some embodiments, the core material is as previously described.



5.5 weight % at |east one water sol uble polyner,
e.g., hydroxypropyl nethylcellulose, in an anmount from

w@bmeati20466 wei ght % to about 50 wei ght 9% from BODUS2085019972
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wei ght % to about 40 wei ghto% or from about 20 wei ght

% to about 30 weight % optionally, a therapeutic

agent in an anount of up to about 3 weight %

optionally, a second polyner that is water sol uble or
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dosage forms, such as, for exanple, use of a i di zed
bélugehe steps ehshiRYB@ 3olos Feataapor RAkRrFoabonta é@,eeStaar coat,
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(ﬂegﬁ@,teq pan withs sidgrvents, then sequentlally spraylng the tablet cores with the
sugar coating composition, the color coat, and the polish coat (if desired). Spray
techniques for coating tablets are well known to those of skill in the art, and are
described, for example, in Stuart C. Porter, “Coating of Pharmaceutical Dosage
Forms,” Remington: The Science and Practice of Pharmacy, 20" Ed., Chap. 46,
Alfonso R. Gennaro, ed., Philadelphia College of Pharmacy and Science,

Philadelphia, PA (2000), herein incorporated by reference in its entirety.



sol ubl e or water dispersible, in an anount of up to
about 20 weight % and optionally, at |east one

web@stizaasezer in an anount of up to about d weiRg/USH003/619972
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some enbodi nents, the secontd polynmer is present in an
amount from about 3 weight %to about 20 weight % In
sone enbodi nents, the solids conponent of the sugar
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agent, a control release agent, which has been used traditionally for controlling drug
diffusion from a therapeutic core, allows effective control of the therapeutic agent in
the sugar coating itself. For example, in some embodiments, the second polymer of
the sugar coating compositions of the invention functions as the aforementioned
control release agent. In some embodiments, the second polymer, which is water
soluble or water dispersible, includes one or more of a polyvinyl acetate, an

ethylcellulose, a polymethacrylate or a polyvinyl alcohol, that will function to retard



enbodi nents, the sugar coating conposition contains a

t herapeutic agent, such as nedroxyprogesterone
w@embarmes as previ ously described, and is di sppSEUS2005/019972

directly onto the tablet cete w thout a

non-t her apeuti c agent containing sugar coat being

first applied, or an intervening sealing layer. In

some enbodi nents, the sugar coating conposition is

afhel reledsé of the mativestherfapsutiseagepbtaer e ¢aating b lresorae prefesfed

apfbeyl” s ¥bnd poym. Wit ke Gol bR el o 2

1pdlymethacryfate, tshiols as Fudragii? NG3eD.c bhe teaturedbithe cpatingone

TR PN e R TPR S St er

5 nivhen delivering oentain G@Dapaulic egéde sugheas mrmones, whede, for example, a

fur. N . :
SO SioasBlr B i My, e oG 308he AR Gow
| austained egigaseiaharsesond hermoae from the tableteopse r @t eausss, this property

a : ¢ . . S
r 8PE st boseBe iR Aty of StkEa Y Bshleoya auick elease and 2
peusiained relegsetdi@ singisherapedticagantiwtene botbrthertaplgt geteland the

t [ I oat and/or polish coat
10 oE?aotﬁtb%gﬁ?ﬁgtg}%%%?aéttﬁggﬁ%ﬁf&sagégg are optional, and all
of the coating steps may be carried out in a single
coating pan. Also, the ste snting a | ogo,
trademark, word, synbol orE)t('she@PFFEe optionally may be
i ncl udéte inventinn ip futhes deorgtraterin thefodawing examplesn The
PLi L f V. i i+ W
CnbIBSafEt: BpRRTs TRt @ hof entE LML 8 scope of the
15 opresket ipyastient i nvention may conprise the steps of
provi ding tablet cores, placing the tablet cores into
a coating pan, such as a perforated coating pan
commonly utilized in fil m&%WPhE Tapplications such as
a_PRREPIEETOREDF WobMG ICENMIREA PED ESTRGEEN SHAERD YABLETS
sprayi ng the tablet cores with the sugar coating
conposition, the color coat, and the polish cdsmt/{abjet
desi r edYablehe ni ' mg)
wel | knSrDasiccatioswitbiaciesd @ 429 Mgég art, and are 29.14
descr i beaktodeoMorotadte, N (SpBeylried)C. Porter, " Coatl2d§
of Phar Mizecrystalithe Oothdgge, R6r ns, " Reni ngt on: The 36.0
Sci enceHgpdndlosy, IUSP, 2R0FHAN00RIOM 00,200icps). , Chap. 464.0
Al fonso@n@unngtéara@qr\u: Phi | adel phi a Col | ege of 0.600
Phar macyo@pd Sci ence, Philadel phia, PA (2000), hengon
i ncorporated by reference inits entirety. The

pr ocessa_ggg,fcggﬁ:iné%@ggeng[bmt)i on are nuch sinpler,

less la rok' fsé\ﬂ'c\é uloG8T{F €SS retTant upon operayglgg
experti ?!yprtomésl ose,%sz:{ aﬁlé,lég](%lcpg)l‘lgar -coating 59.8
Hypromellose, USP, 2910, E15 (15 cps) 16.00
Microcrystalline Cellulose, NF 18.40
Polyethylene Glycol 400, NF 8.05
Sucrose, NF 115.0
Totals 230

Color Suspension (B)
Opadry® Il, Yellow, 40L12916 15.00




techni ques known in the prior art. Additionally, due
to the uni que conbination of ingredients utilized in

WO bwssrged coating conposition and the vol une BET/682983/019972
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15

coating that is applied, thge coated tablets produced
by the processes of the present invention are

remar kably hard, durable, and resistant to cracking,
even when highly hygroscopic tablet cores are
utilizeBolisinSetutong@podi nents, a plurality of tablet
cores Ccoph§ds®i2 Ciddieoszuger3 coati ng conpositions ab.oo
the present invention contain cracking in less than 6
per cent Tof| FARhEQ@REREL WalghET COTes. Tn further SUCMygs
enbodi ment's, the percentage of cracks is about 1 to
about 5 percent; and in still further enbodi nents,

| ggplet B2 1 percent. Additionally, the coating

provi des an excellent barrier to prevent the rel ease

ofl- odoPddfheReioRe moaghydraigoNE, C & desiecation wathtlactose,
at MoS PRGELErySlafiAB BERIdSLONF! me mp?dmerraes r @\sirb ﬁ&obfemoom

therapeutic agent (s) in the tabl et core.

coat i n§remBipbLSIR)ite A didhnepr HEes sBigng al mgr%%ntwrterplows only.
ane pa@rb&ﬂét@rﬂhé’ bR l/vrtﬁ Wate? U S0P, BORAT idGhg®With Blows and
dosage forns that utilize therapeutic agents or ot her

mat er i &NePREKi ng strong odors such as,

syl fur s%rthélgrurmnsmrsragratb‘attmbramn he core material .
Mor eover , di scussed 'rl)Jr evi ously, the sugar coating

cén‘posrquHr?Q"?%‘é?tfondaﬁf fredEY¥ne or nore therapeutic

agent s sidethadeled g%uraﬂoﬁ 0énd BRUMRgWIN.C agent (s) that
are present within the tablet core. Thus, therapeutic

a§ent s é%[]?f%éh%éﬁéﬁr"éf'%t%v%dﬁ’ cB§P%r t ment al i zat i on

||7t0 e'A‘dBQﬁe ﬁﬁgn&%rﬁ stEarétQGNIﬁQﬁtheN/gB|eh&>ertn|51§fe9% Blend
m ni m ze unwanted chem cal interaction between t

aent s CORRILSS YARyIaYon teitarget tablgt weight AgrdaRss ?%Po‘lhé‘{‘ness using
core CcappRprigien frRbvatobRgessS rdta9itabiétaessi ent s at
dlfferent rates, the present invention may be utilized

to provide, in a single dosage form both a quick

r el eas it f@\'rrﬁll’éifoﬂs agpd rrfaﬂhfé@ﬁrﬁné grdéutr@ftes %Bv@f)eérh@eveloped and
t her apeut e ent een

uRESHRERY QHF%P' h&en %r'%“i“prczﬁ ?ng"ef‘ﬂthé °§8@e{r‘9 c‘b‘éﬁ F‘ﬁgo 625 mg and 0.9

| cwrg aining a therapeutic agent, a control release

20

25

30

agent, which has been used traditionally for
controlling drug diffusion froma therapeutic core,

alsugusceétfpargr iSuepereinr(@) of the t her apeut ic agent in
erbod Bredne pHATIRARIN 3G HE SEesristed] s3RBE8EL  ng
ccznpos Vyitromeirgf, atidehel hwmypr@pylfdemmaseq rmydmy;trbml methylcellulose,
o U S0 Sy 585 Do 12 535 e rlvtryine
glycol 400 to Step #1.
3. With mixing, add the sucrose to Step #2 and mix until all ingredients are
dissolved.
With mixing, add the microcrystalline cellulose to Step #3.
5. Allow Step #4 to de-aerate, bring to theoretical weight with purified water with
mixing, and cool to room temperature prior to use, if necessary.

6. Continue mixing Step #5 until the filler application is complete.



sol ubl e or water dispersible, includes one or nore of
a pol yvinyl acetate, an ethylcellul ose, a

weoiognBubacr yl ate or a pol yvi nyl al cohol, thatrpau/U$2005/019972
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function to retardthe rel ease of the active

t herapeutic agent fromthe coating. In sone preferred
enbodi nents, the second polyner, which is water

sol ubl e or water dispersible, is a polynethacryl ate,
such as Eudragit(r) NE3OD. The features of the coating

Cm(?%uts{;%%on the present invention, as described
above e par cuIarIy useful when delivering certain

t Her apédtlitiie pugified svzmrdh azsitakle staindgss sidat centainer.
4D i bod BoRRBo00 1 VAol EBAS, 1yBEAS ngtdbﬁ> to Step

r eI eas #1 oCoatlmmcsimmgmﬂnthaesuspmmhe completst core.

iy be BbY T Bihaa ikt e ultRadeTe Al ﬁh@‘*f

sust ai mecessetyease of a single therapeutic agent, where

¢ er apgoriiue e S EsRirh s KE8! gty € anpf fET

denDnstrat ed in the foll ow ng exanpl es. The exanpl es
are.f.o L es of illustration and are not i ntended
tg%,'élhmé?leﬁngﬁcope of the present invention. EXAVPLE 1
PREPARATH O QiFifibd AmtdrBo GEMIANBEATHERINI¢sS HREBGENNtABAT ED

TABLETS,,. [t abl L

wPen LB tties s Bt uttonB kS it PAN e Ste
( Spr ay #Dr iCed)inue2@ixthghdntil the rspktion Isicoenplege] ul ose, NF

36.0 Hypronel |l ose, USP, 2208, K100M (100,000 cps) 54.0
Magnesi um St earate, NF 0.600 Totals 240.0 Sugar Coat

Fill er Pﬁusmmiicaﬁo@ﬁéllowytde salytiorotoyde-dezbieldndteing [Sfep #2 to

e aR B e Wt g a5 piang is ot

necessary durlng the application.

Tablet Coating
1. Load the compressed tablet cores in perforated coating pan(s).
2. Apply sufficient sugar coat filler suspension (A) to step #1 tablet cores to

achieve desired coating weight gain above the average tablet core weight.
3. Apply sufficient color suspension (B) to step #2 filled tablets to achieve
desired coating weight gain above the average filled tablet weight.
4, Apply sufficient polish solution (C) to step #3 colored tablets to achieve
desired coating weight gain above the average colored tablet weight.

EXAMPLE 2
The tablet core composition utilized in Example 1 contains hydrogel
(Hypromellose) type polymers, which are useful to modify/control the release of the
active ingredient. This type of tablet core is flexible, and prone to swelling, however.
A conventional sugar coat tends to be brittle and is prone to chipping, cracking and

splitting due to processing conditions and/or if exposed to inappropriate mechanical



M crocrystal line Cellul ose, NF 18.40 Pol yet hyl ene
A ycol 400, NF 8.05 Sucrose, NF 115.0 Totals 230 Col or

weuepernason (B) Opadry(r) 11, Yellow, 40L12916PCT/US2005/019972
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15. 00Pol i sh Solution (C) Opaglos(r) 2, Cear, 9871 9
173 10.00 Total Finished Tabl et Weight 495 Tablet Core
1. Add the | actose nonohydrate, NF, CE. desiccation
with |lactose, mcrocrystalline cellulose, NF, and the
HepresmilhaosaceutisP L2208y [eQDoMgP: Gote inHogm) Ji AultornMgH 995,

Sibga g} %%gor% ?5? bfhlggl(ar{'@g ﬁ&%vg pfesﬂ\.ﬁ@ gt% %ﬁ?ﬂr@?&g&po@ition of

nithe prgsevittimveptiowts rasist aadingers. 3. Size the
g: 223: Z} :C%ﬁtrbl@ tggl}gf% &N% @@B)?ﬂrlaéel pétyn%é’ aﬁc{jﬁ% mq/taglet of water-

grsalubleastrogenss simjlantodhe tahiey cmGISI des@ribefiriaFxamplet havere coated

gLARY &;n'vgﬁ}{otngl Shghr é@”@\ﬂ{en &%ﬁte& d)hfggalta%ﬁse was applied to

magnesi um st ear a to the
Bitkenebated tactﬂtqmﬂw@sgmmtyamfutmtab@ts devpinped @tﬂcﬂss in the coating.

o Z?Q%Fthelg anri étsWé‘?e EEMES WRA S é&g%ﬁ&)a"fle&ﬁg@{iﬁﬁﬁt%{% present

ova on a rotary t
f dnrventien, |smm§\r mwth\en?ugaﬁ@@tlm suRpepsion etﬂuﬁém Rrareplpdeand

g%}é@%gﬁ eg%%@é&?iﬁé ?\% Jﬁba.&aﬂ% %gg\ﬂgﬁeadbgé%gg ggth@tcoatmg
Sdygse mtar¢p1$emtng@m i gg\lqomclqde@ra@eta mtrgﬂjhorfai adlet
W%BFefs (h6‘n g\gémﬁdg%*abggﬁé%{%ﬁ?n R Féqg%?ﬂ&é’l' Fﬁj&se Zata\é'fsto%how

ose r oxy

nﬂtaﬁyspa:@ qoat Qfg@lﬂngzga_r_obe etseniegaven poitogse! more stable tablet cores
ﬁw,thxq &ﬁ,lvgmtdagﬁsugg%&t E15, and the pol yet hyl ene

glycol 400 to Stép #
Table 1
NEW TABLET FORMULATION
Coated Tablet Cracking with Exaggerated Physical Abuse
Formulation Number of Total # of Average
Batches Tested tablets tested % Cracks
Hydrogel core and sugar 7 7x100=700 0
coating composition of the
resent invention
Traditional core and 5 5x 100=500 14
conventional Sugar Coat
Hydrogel core and 7 7x100=700 95
conventional Sugar Coat
EXAMPLE 3

PREPARATION OF 0.45 MG CE/1.5 MG MPA COATED TABLETS WITH
INTERVENING SUGAR COAT

In this example, 0.45 mg CE tablet cores were prepared and coated with a
sugar coat suspension, in accordance with the formulation and manufacturing
process of Example 1, except that the tablet core weight was 120 mg and the total

solids filler sugar coat applied was 90 mg. An active filler suspension containing



3. Wth mxing, add the sucrose to Step #2 and m x
until all ingredients are dissolved. 4. Wth m xi ng,

wa@emstitgedri crocrystalline cellulose to Step #3pCBUS2005/019972
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Al'low Step #4 to de-aerate26bring to theoretical

weight with purified water with m xing, and cool to
roomtenperature prior to use, if necessary. 6.
Continue mxing Step #5 until the filler application

| medmxppreyestEimneracSatp@ifA)dner( Bas appliaddoliowmedpyithe celor and

\rﬂrss)(llsh goatggag a#c%gﬁ 8?@?] ?«It?ﬁ’%@% f%e % H%Qfll@resrUSpéqesncw &njld be

Psprayed dASctly ontsttbe tablet cOmstwithoet art mtervengwgmtatlhg slep (e.g., afirst

< : . n
¢ BB SPrBh g BB iftertien Pl ShFBIEE S i ng

i f necessary. 4. Continue m xing Step #3 until the

col or applic ' (O 1.
Add  he- pur 10 el EuEPeR o Rg R KR Ao, )
container. 2. Wth m xing, add the Opagl os(r) lrdbull ear
(Col orcon, West Point, PA) to Step #1. ContDosagertinit ng
unti| Ingeediehtuti on is conplete. Prior to dpput cat ilnit
all ow the solution to de-aerate and bring Step #2 to
theoretical weight with purified water vvitE Q‘ixi ng'In i f
necesssuyar GbatedCdre not necessary during 9
application. Tablet Coating 1. Load the conpressed
tabl et nepr e FRSE SBLAIR %&88&% pan(s). 2. Apply

suffic ar_coa nsi on (A) 0 ste #
1 tabl MFQEO(W%V 9?%3595'&'6\?9 tedé‘@ red coat i ng ght ga
above BHeos&d¥age tabl et core weight. 3.

suf f i cMamnocrgsibline CaliydesesNGn (B) to step #28f3i1l | ed mg
t abl et Hydroxgsbpye Cellglesd, NFd coat i ng wei ght §aB8n abomg
the aVﬂpar%eilbéé Qdmmmtsa/zel By . 4 . Apply7sufficignt
p0|ISh IQ% ,§téa| ?B | ored tabgegs to

achi ev e%l I I [ ght i n above %Ié aver %é
col ore MPLE 2 The table ore
corrposPt"i'tﬂﬁ’W?’ﬁ" d°in Exanple 1 contains ﬁgdrogemg

Color Suspension (E)

Hypromellose, 2910, USP, E3 (3 cps) 7.79 mg
Polyethylene Glycol 400, NF 0.780 mg
Titanium Dioxide, USP 2.86 mg
Ferric Oxide, NF, Yellow 0.571 mg
Purified Water, USP * 69.6 mg

Polish Suspension (F)

Opaglos® 2, Clear, 97W19196 6.0 mg
Purified Water, USP * 114 mg
Total tablet weight 332 mg

* Removed during processing.

The tablet core and sugar coat filler suspension are prepared substantially as
set forth in Example 1.



(Hypronel | ose) type polyners, which are useful to
nodi fy/ control the release of the active ingredient.

wabios/1zoppe of tablet core is flexible, and proreEr/us005/019972
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swel i ng, however. A conventional sugar coat tends to
be brittle and is prone to chipping, cracking and
splitting due to processing conditions and/or if
exposed to i nappropriate nechanical stress

( PetiverdPAHiller us@arsiom(@) Technol ogy, Col e E, Hogan J.,
Ayl t on . j npl e
A ﬁovvs tI-‘Jr\]éec\e éﬁg ?énf.e‘a%?ﬁ?ﬁ% aCsZJE%l]iilé gﬁlrﬁes@s‘tee%[ Qbﬁ‘ta;ﬁ\?ﬁ t he
p2es eniWithhmixingi adld the M%lpswdmmlkum@rmmsdlmadol s,

t abl et 0 | 3R

rT%/ t abl%\é'fn rﬂw\%%ﬁ‘@t@%ﬁ’%ﬁéa@go ensI§6 %f\ﬂ% %m@l?%se %?110 E15,
t abl et hydnowgprapyd celiuiesg, pmyﬁhﬂﬁm glydql 408 apd suercee! mixtuntil all
a conv When exagger at ed physi cal
abuse séﬁgg%?géd&?%d%ﬁe coated tablets, the vast

mej or i Nowfsusmsmhb@te@ecmeel oped cr acks in the

ceat ! nquinRBiha. 08 SRTRKER|EIReEI fogpat ed i th @

sugar coa 05| present i nvention,

siémi | aBring thawwsgagwn tpdaemﬁ@ca;twg;g@hwltfonurtftadlwazterowitmmixing, and
o cr aRanyBHbEE nGhaMEA el AicERRt S RS L 37 ar e
presented in Table 1. Also included are data on

t il td 8 @A K;naﬁ)]et cores (non-swelling) coated with a

convent| on ar coat. These data al so show t hat
sdme c&laced pariiomef rubifieh watsh ea guithbie/etainess staet eonigner.

skabl evfhgg’(rk%ng Qggﬁe‘%ﬁﬁ ﬁld%%%%’igdlmeloxﬁj CE?I[—:-n&:QﬁﬁI uniform.
Tabl e PREPARATI MPA
COATEDATABEEralanyered theurwidieR wates tegcaialtestriniess siee) container.
exanpl %Vlthomf}(%gngd&:ﬁﬂet b%?r@rﬁelﬁ:%eéfi YRd PERS mair%dst@[]ﬁitll dissolved.

coat ed t suspension, |n accordance
Wit h t H@dﬂb? ﬁtﬁ Qﬂ*pfdwatufﬁamﬁ eqetinve pliTing bold she gispension is
Exanpl ¢4 ﬁ, igxcept that the tablet core weight was 120
and t g total solids filler sugar coat applied wa
- ng. Alawsuspension;tpderaesaie Ig@qa\ briggto theoretical weight W|th purlfled
cont & NG RN Y BRI %@aow%atc%néw%nwa@ was
applied foll owed by the col or and polish coats, as
descri bed below. Alternatively, the active fil I er
SERENSbRflors@y! d be sprayed directly onto the tablet
cores w thout "an intervening coating step

filrst 4ggdpe Ewgﬁdﬁ@@t%ﬁtotarﬁé"tﬁh"éﬂ?ﬂﬂ'eﬁsrﬁﬁ%ﬁhcpétﬁl@ﬂch as
E)Qarrpl &vith m%go‘é’)id t Ipadit¥d 2. EBhthuedRixMg/ UrdPhesolution is

A Preparati
complete. Allow the solution to de-aerate and bring to theoretical weight with

purified water with mixing, if necessary.

Tablet Coating
1. Load the compressed tablet cores into perforated coating pan(s).
2. Apply sufficient sugar coat filler suspension (A) to Step #1 tablet cores to

achieve an average filler solids weight of 90 mg (x 5 mg) above the average

compressed core weight.



I nput/ Dosage Unit Ingredient Input Unit Sugar Coated
Core 210 ng Active MPA Filler Suspension Coat (D)

wOo/Bms@0pd ogest erone Acetate, USP 1.5 ng Sucr oBer/u$#605/019972
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50.5 ng Mcrocrystalline Ce$lulose, NF 8.31 ngy

Hydr oxypropyl Cellul ose, NF 6.23 ng Hypronell ose,

2910, USP, E6 (6 cps) 27.1 ng Hypronell ose, 2910, USP,

E15 (15 cps) 6.75 ng Pol yet hyl ene d ycol 400, NF 3.63

3. Pur iApplyculficient activsiiller sippensipradl) do Sewstatablebeorego achieve

el 8o oot a8 vl s e psgg v
USP 2. gibedrigbleécorecveititde, NF, Yel |l ow 0.571 ngy Plurl fied

E :
081, A0 oo ok RS S 1 A e
ny Tot avertageicelor selidg h\telg'mﬁf mymy (Remy)eabode thenayerage MPA filled
proces b&%"‘éer'@’% tabl et core and sugar coat filler

suspen prepared substantially as set forth in

Béanpl épplyAtficient pblishrsolution (FSus Seeps#deol¢rdy tabletBk@achieve an
the purified t

cont ai Aur1a03 oB\Rlsh Fei@s WAL i nS heie i avarpoe colored
uni f or mdbletdvesgrr sed. 3. Wth m xing, add t he

Hypronel | ose, 2910, E6, Hypronellose, 2910, E15,

The utility of the 0.45mg/1.5mg CE/MPA tablet is further supported based on
actual in vivo data from a pilot bioavailability study in dogs. Figure 1 shows plasma
MPA levels in 6 beagle dogs following oral administration of the subject tablet
formulation. This data confirms that this type of formulation is capable of providing
reproducible blood levels and is a viable delivery system for this class of drug.

EXAMPLE 4

PREPARATION OF 0.45 MG CE/1.5 MG MPA COATED TABLETS - |
MPA-CONTAINING COAT APPLIED DIRECTLY

In this example, 0.45 mg CE tablet cores were prepared and coated with an
active filler coat suspension, in accordance manufacturing process of Example 3,
except the active filler coat suspension was sprayed directly onto the tablet core.
That is to say, the coated tablet contained one sugar coat, which contained the MPA,
and no intervening active-free sugar coat or sealing layer were applied initially to the
tablet core.



w@bdosmemes pensi on to de-aerate.

cel l ul ose, polyethylene glycol 400 and
all ingredients are dissolved. 4.

hydr oxypr opyl
sucrose; mx until

m crocrystalline cellulose296. Bring the suspension to
theoretical weight with purified water with m xi ng,
and continue mxing until the MPA filler application
is conplete. Color Suspension (E) 1. Place a portion
of purified wa#émg/iabket €&t abg/tablei MPASyeparatidn
cont a o vt . .
titani um di oxide; blend until uniform 3. Ad‘b&é&
bal ange. @ ietnli’e purified water to a suitabl e
st eel i Xt

5. Wth m xi ngeCcauskobiie9972

E3 and PEG 400 and stir until dissolved. 5. Add the

Step |l or m xture and continue stirring wgil t
Suspeﬁéib&g Ci°§ecorrpl ete. 6. Allow suspension ta °
de- aeICE Besicchtibn ity Lactosé@#20insgly wei ght  wi 1o mg
pur i f iLagtoseMhohfdratel NEESPRay iDligdpnt i | the coigoz mg

appl | Gtioesiafing @BLIBLE NFPRF sh Sol ution (F)1glo Addmg

the purltiedialsde 508 P?’rbotl\ﬁ‘@'o‘f)ocoto | QJ ess sgggl m
pIameJlotL P, TOOM &' OO | d ear.
Cont £ Magrsigin Steqrate NR B8 ol ut i on ggagoﬁiféﬁé’.% ALY

the solution to de-aerate and bring to theoretical
wei ghtActive MRA Filter SyspansipnvercoatyiGly. i f necessary.

Tabl etMethatypragesterareatetdte, WSpr essed t abl et 1Gores mg
i nto icfeeeaNEd coating pan(s). 2. Apply suf3g.8i entmg
sugar \ieRkryblalihe'CelusseNH &P (A) to Step # lgp@bl ety

COres thgr Hoggl%@ 1084 SKI3EA® EEIPHaImS Qe dS wej gnt Ofmgo
ny ( f()) &g10¢ Sge'f[:?ge conpr essed coreg\/\? ght . 3.
Appl y TYRFIMORF 298 Y ¥9 1 er suspensi on (II%' o st'@d
#2 t ablveropeiogd 390a¥RP et an average fill erd 9l i dsmd
wei ghtPobethyienefglygol 408gYF above t he average %66t  mg
fi || edPolyaotyidte dispersivni 3Pt (EutiragitANEIPD3ER | ci4érg* col my
susperririfgd Water! osBrep #3 filled tablets to ggdi evemgn
average color solids weight of 12 ng ( 2 ng) above the

aver age, | AMPé\d ddnstsh (H)

Hypromellose, 2910, USP, E6 3.40 mg
Polyethylene Glycol 400, NF 0.340 mg
Titanium Dioxide, USP 1.07 mg
Ferric Oxide, NF, Yellow 0.187 mg
Purified Water, USP** 30.7 mg
Polish Suspension (l)
Opaglos® 2, Clear, 98219173 2.0 mg
Purified Water, USP** 38 mg
Total tablet weight 217 mg

*13.9 mg solids
** Removed during processing.

5  The tablet core was prepared substantially as set forth in Example 1.

Active MPA Filler Suspension (G)

1. Place the purified water in a suitable stainless steel container.



tablet weight. 5 . Apply sufficient polish solution
(F) to Step #4 colored tablets to achi eve an average

wo edoatizqged i sh solids weight of 6 ng ( 1 ng) abepeEUS165/019972
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average colored tablet weight. The utility of the
0.45ng/ 1 .5ng CE/ MPA tablet is further supported based
on actual in vivo data froma pilot bioavailability
study in dogs. Figure 1 shows plasna MPA levels in 6
b2agl eWitbgsixihgl adshthe iRy pdwded mntili unifoumly disperfsed.he

T

r epr odgly¢dd 40 lahd sdcrbes enix until dlliingredienta lareeunitormlygligpersed.

Sy st ikl Sadtl A8 Fridhoi o B R ﬁﬁ?ﬁﬁrﬁ%‘é‘pg\éed Cool

MPA- CONEAUBPIGIONMATORPRIMIEDAIDNRECTLY I n this exanpl e,
0545 ”Wtﬁ'?? &fip 84 RO RPcHIE o S%neébt’ﬁgﬁb @@q\ﬂs Yoy ep
an active coa or dance

e ns | I N ac
manuf attmughragstplnl@@és@ebﬁcrmmmnBI urefmelptdlsphesedct ive

fell e Bfifhe PSRN 451 Y&l tR BhFiddater with
i theSRee R

t abl et . I's to say, e coat

cont ai mwwﬁ@egeﬁ}ew coat, whi ch cont ai ned the MPA, and
ng int L AG T g X ng | ayer
Wb e 25 g hlin: MR, RisPAbn A SeotE Rl
ng/tablet CE/1 .50 rrg/tabl et I\/PA Preparation | nput/

D@a%gg Liohn@s edi ent Input Unit Tablet Core 120 ng
ugﬂ%:ggtioor( \5/v|th Lactose @42.9 ng/g 10.5 ng

Léct osédql/ﬁmwlae@wéter ko2 paifable stpinjesa stesBeantaiger.

Mcr OCV\fftiﬁtn%klhb NSy4RL keHi®8%de Mhd tlf%RluJT‘BdIQXIHg blend until uniform.
ose P, 2208, 000 cps) 33.0

prone g
K/ggnesﬁdﬁf@t 'éW@I‘@"OSRIFQQ@PU@PBﬁé ang PRG #0Q copmue mixiag until
Suspenme%sgyr%q&ggko&@etévmr oxyprogest erone Acetate,

USP 1.
4. AIIome%\e suspension of Step #3 to de-aerate; and bring the suspension to
theoretical weight with purified water with mixing, if necessary.

5. Continue mixing until the color application is complete.

Polish Solution (l)

1. Add the purified water to a suitable stainless steel container.

2. With mixing, add the Opaglos® 2 Clear. Continue mixing until the solution is
complete.

3. Prior to application, allow the solution to de-aerate and bring to theoretical
weight with purified water with mixing, if necessary.

Tablet Coating
1. Load the tablet cores into perforated coating pan(s).
2. Apply sufficient active filler suspension (G) to Step #1 tablet cores to achieve

an average filler solids weight of 90 mg (+ 2 mg) above the average tablet

core weight.



Sucrose, NF 36.5 ng Mcrocrystalline Cellul ose, NF, EP
6. 09 ng Hydroxypropyl Cellul ose, Klucel (r) EF Pharma,

WOONB004/1204661g Hypr omel | ose, 2910, USP, E6 19.8 nBCT/US2005/019972
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Hypronel | ose, 2910, USP, EB5% 4.95 ng Pol yet hyl ene

G ycol 400, NF 2.66 ng Pol yacryl ate di spersion 30%

(Eudragit(r) NE3OD), EP 46.5* ng Purified Water, USP**

300 nmg Col or Suspension (H) Hypronell ose, 2910, USP,

ES. 3. 4CurgthBdalyets fay b ¢atdet@eddenpd@ture bF4H 53 A0 forcapproximately 1

Ti t ani mDIOXI de, USP 1.07 ng Ferric Oxide, NF, Yellow

0.187 A% Purified Water, USP* * 30.7 ng Polish

Sdspengipply s(,lff):leﬂ)ergd)m(spensmn (€) éa5tepIBANPA TBetabipts to achieve
t.abl et wei ht 217

f d ** .
15, ohgva aor ecr s A ohE s TIRaCalBIF e U miea

t abl et tauwt(we@ﬁ prepared substantially as set forth in

the DudppsifiirEpdteh salutip 1, SBE 3 cResiatpisp seive an

cont ai @%ra@e totWﬁoth%dhuamelghddf 2 hy (M?Am@)cwiﬁé thndverage colored
unlform¥ |s§3ersed 3. Wth mxing, add the

FNpro hydroxypropyl cel | ul ose, polyethylene

gl ycol 400 and sucrose; mx until all ingredients are

uni forndy dispersed. 4. Wth mx d the . .

1 r oc TSP TRAEIERS 5t BEYS dnpetve ghea oot Shriaipa MPA in an
Caftlouhi¥eors ABPEITES @110 Mglcan Metppsrsdhsidescribed inriytof the

m Xi ng_ aqid t he pol yacryl ate di spersion 30%

( PIRACEHP R 30 D) EP through a stainless steel

screen. Mx until uniformy dispersed.

EXAMPLE 5

The following prophetic example describes the production of coated tablets of
the present invention containing a blend of the synthetic conjugated estrogenic
substances sodium estrone sulfate, sodium equilin sulfate, sodium 17a-
dihydroequilin sulfate, sodium 17B-dihydroequilin sulfate, sodium 17a-estradiol
sulfate, sodium 17B-estradiol sulfate, sodium equilenin sulfate, sodium 17a-
dihydroequilenin sulfate, sodium 178-dihydroequilenin sulfate. Utilizing procedures
widely known to those of ordinary skill in the art, the conjugated estrogenic
substances are mixed with commonly used excipients and compressed to form tablet
cores of various strengths containing, for example, 0.3 mg, 0.45mg, 0.625 mg, 0.9
mg, and 1.25 mg CE. The tablet cores then may be coated as described in any of

the preceding examples.

EXAMPLE 6
DISSOLUTION STUDY OF 0.45 mg/TABLET CE/1.50 mg/TABLET MPA
PREPARATIONS

Since the active filler sugar coating and tablet core can be designed to
release their ingredients at different rates, the present invention may be utilized to

provide, in a single dosage form, both a quick release and a sustained release



6. Bring the suspension of Step #5 to theoretical
weight with purified water with m xing, if necessary.

wQ@20080ru6aue mi xing until the MPA filler applipet/Usr003/619972
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conpl ete. Col or Suspension3tH) 1. Add the purified

water to a suitable stainless steel container. 2. Wth
m xi ng, add the ferric oxide and titanium di oxi de;

blend until uniform 3. Add the Hypronell ose, 2910,
Uﬁﬁ&iﬁ&tian of AEGherapeutcagentis)e Timexelagsaitirhe fromttbe coating can be

ﬁgggé 'b? r‘for xagréorq@éltﬂgé E)talgolg)dspélf agﬁqe Jb? d%ggoot%?ﬁpep Et)hoe]c thickness of

t Itim)acﬂnve itker sugargd'uat apnlledparrd the eobsmt@of aveldaseiconingling dgent.

i 2atag MegSgh bR BT bidnch o 175y frpuisypnp of 0.5

t Imm/qablet CEéldS@\mgéabledeIaAs dhe pheparations meesprepared|as described in
i ;?Hﬁggél XI rﬁfﬁ!l%% tﬁr} fﬁ%%%pre@?rg ‘?%ﬁha%ﬂgw ﬁl{er %U%r%%rat applied

Puirectlytantaihel G tabied soreal ThevMRfefillen sugareoat Qf ahe-farerudaton further

a I h o

%??]tg neB% sIegor]i({'S&gr%Erls %g Fe%@@%bwé wzltO p&g&%&%@%@ 15%

t ﬁmlldaglt% NEéQD) rand tipﬂatotai sahctsobeFé& sugpr saat(applie@was\Bpimg such as

S Ll’rqt of E%H’l ngtt TN@ Fj r ﬁbﬁ%?n%' SR r(tﬁ% fér%uﬁt%gs &/eﬂe similar in
'RE %t 0 &c an aver age

vvee:pglhDSItmbn wohe@cmezsur@)' FélsoSuspension (@) ayb(S) gbFramplerdeand 11,

' .3, bl
b UGB A SRl 2 ]SRRI
s ¢hat apipéed bejog 80 rrng@rp:bm g, resfectivelBt Al thrge fapmutatiphsgere
n%lal g to achi eve an average col or solids weight of 5

ng) above the average MPA filled tablet weight.
5. Apply sufficient polish solution (1) to Step #4

colored tablets to achy ¢otal polish
i(DSr\fSrrmr@?PRYﬂ %ﬂ

solids weight of 2 ng ( ) above the average
col|{ordanet ap1ed mgdVIBAt+ 15% NE30D 1.5 mg MPA 1.5 mg MPA
(min.) @ 90mg @ 200 mg @ 90 mg
15 2 10 12
30 4 27 42
45 7 44 67
60 10 60 83

* Dissolution was performed at 50 rpm, in 0.54% SLS, 0.02 M sodium acetate, pH 4.5 in
standard vessels with sinkers; n=6.

The data confirms that a coating containing a second polymer, which
traditionally has been used to delay release of therapeutic agents from a tablet core,
can effectively delay the release of a therapeutic agent from the coating applied to a
tablet core. The data also confirms that a greater amount of active filler sugar coat
applied to the tablet core effectively can slow the release of the therapeutic agent
compared to a lesser amount of active filler sugar coat similarly applied to the tablet

core.



Simlar fornulations that have an active sugar fill

coat containing MPA in an anmnount from about 0.5 to 10
waorgposar4be prepared as described in any of thepCT/US2005/019972

precedi ng Exanples. EXAMPLB35 The foll owi ng prophetic

exanpl e descri bes the production of coated tablets of

the present invention containing a blend of the

synt heti ¢ conjugated estrogeni ¢ substances sodi um

est r oneExamIpfeat?e1 0 staxv thencequokitionssofl doated, talsetsiafi thelimeention

i_h t [ - di equi | i ,
SOPHarEE3ad ot e Eors B Sty PPl boerb. respectively
17I1neea;ttleta:®re)hncssugaat:eat ﬁﬁextﬁuspemaiph arerprepased Satistgntially as set
sodi 7 sul fate, sodium
1%“" |Wa1’1 ?8%%ﬁ¥%ﬁﬁ‘ %gﬁ Utilizing procedures
5 vvidely knovvn to those of ordinary skill in the art,
t he conjugated estrogeni c EXAMPARCES are m xed wi t h
conmmoNCHOMBPOSITION OFi ed CONIG ATE R EST BREOGEN CONTRD BABIET
cores of various strengths containing, for exanple,
0. 3 ny, Tabkbcmre 0. 625 ng, 0.9 ny, and 1.25 ng Aint'tablet
tabl et cores then may be coated as described in anfmgf
t he preCEDegicoatampitie facttee\EPLEI% CE SSOLUTI ON STUBYS3F
0. 45 nylLaéBseNMohbtytratd (Spray Ade& MPA PREPARATI ONS Semge
t he act Migotrybtatine Sethdosecoat i ng and tabl et core cansloe
desi gnediyponeibesa208, KaDOMi(m@O,e0D eps)s at di fferent 33.0
rates, MagnpsiemeSttarateventi on nay be utilized to 0.300
provi deTotas a single dosage form both a quick rebeage
and a sustained rel easefornul ati on of the therapeutic
agent ( s Bugah€oatFillasSuspemsidn @I t he coating can be
af f ect edubyosef or exanple, the total solids of actius.0
appl i ed Mierotrigstaliing €elldilbse t hi ckness of the active 7.20
filler $iygroxysropyl Gallpbsed, and the presence of a 540
r el ease Hyprometbse, 291008816 cpBhi s Exanpl e neasured tRe.4
MPA di s$lybtomelosgyr29fi0) Bt @b cpby ee fornul ati ons of 6,845
g/ t abl @olyethylknbGlyal 40k et MPA. The preparati ons Beise
prepar edotils descri bed in the precedi ng exanples. Allgo
three preparations had the MPA filler sugar coat
appl i ed CdlsreSuspensivinK)he CE tabl et cores. The MPA
filler ®paarye@mienof one formulation further contaismed
a second polyner, as described above, viz.
pol ynet patisk ISalutidnl(8ye Eudragi t (r) NE30D), and the
total s@pagdps®f2, BRArsugar coat applied was 90 ngy sBwD
as

10

Total Finished Tablet Weight 218
EXAMPLE 8
COMPOSITION OF 0.45 MG CONJUGATED ESTROGEN COATED TABLETS
Tablet Core Amt/tablet
(mg)
CE Desiccation with Lactose @ 4.29% CE 10.4895
Lactose Monohydrate (Spray Dried) 58.2
Microcrystalline Cellulose 18.0
Hypromellose 2208, K100M (100,000 cps) 33.0
Magnesium Stearate 0.300

Totals 120 mg



that of Exanple 4. The MPA sugar coat of the other two
formul ations were simlar in conposition to the Active
weuyan2iEsd | er Suspension (D) and (S) of ExanplBCBUS2005/019972
11, respectively, i.e., w Bh one water soluble
pol ynmer, with the total solids of MPA sugar coat
applied being 90 ng and 200 ng, respectively. Al
three formul ati ons were polished. Percent MPA
Di ssol v8dgdi QeatiFiBem@usgeasionl(B NE3OD 1.5 ng MPA 1.5
ng MPA Boetmose @90ng @200 ng @90 ng 15 10 12 30 29.0
42 45 ANMigdcrgdtalife 661Wl&eDi ssol uti on was perfornmed aRo
50 r pm HydroRyrdpsl Sleyloge 02 M sodi um acetate, pH 4.540n
st andar Hypreswsiibse, 2010, ES Blopss; n=6. The data confi 23w
t hat a Egpomejosm 2080, 1318 cpsicond pol ynmer, which 5.85
tradi ti Bnlgklhyleha$Slyoeb40Qsed to del ay rel ease of 3.15
t her apelittats agents froma tablet core, can effectivéDy
del ay the rel ease of a therapeutic agent fromthe
coat i ngCajgriSuspension (Nabl et core. The data al so
confi r mOpbbg® Blugr eat er anount of active filler su§ao
coat applied to the tablet core effectively can slow
t he rel Paligh Sblution (Oer apeuti ¢ agent conpared to a
| esser opaglbs®Qf Caati ve filler sugar coat simlarl $.00
applied to the tablet core. Exanples 7-10 show t he
conposi Toranbinhed PabletWerht et s of the invention 218
containing 0.3 ng, 0.45 ng, 0.625 ngy, 0.9 ny of
conj ugat ed estrogens, respectively. The tablet core
and sugar coat filler suspEXAMPLE® e prepared
SUbSOMROSITION @F 625 MG CONUUGATEDOESTROGENCOATED TABLETS
5 Exanpl es. EXAMPLE 7 COWPOSI TI ON OF 0.3 CONJUGATED '
ESTROCERabI@f\Coke TABLET Tabl et Core Anmt/tabl et Amtijablit

Desi ccation wth Lactose @4.29% CE 6. 993 (mg)
CE Desiccation with Lactose @ 4.29% CE 14.5688
Lactose Monohydrate (Spray Dried) 541
Microcrystalline Cellulose 18.0
Hypromellose 2208, K100M (100,000 cps) 33.0
Magnesium Stearate 0.300
Totals 120 mg
Sugar Coat Filler Suspension (P)

Sucrose 45.0
Microcrystalline Cellulose 7.20
Hydroxypropyl Cellulose 5.40
Hypromellose, 2910, E6 (6 cps) 234
Hypromellose, 2910, E15 (15 cps) 5.85
Polyethylene Glycol 400 3.15
Totals 90

Color Suspension (Q)
Opadry® Maroon 5.00

Polish Solution (R)
Opaglos® 2, Clear 3.00

Total Finished Tablet Weight 218



Lact ose Monohydrate (Spray Dried) 61.7

M crocrystalline Cellulose 18.0 Hypronell ose 2208,
WEKADONR66L00, 000 cps) 33.0 Magnesi um St ear at e BCB0S2005/019972

Total s 120 ng Sugar Coat FB§l|er Suspension (J) Sucrose

45.0 Mcrocrystalline Cellul ose 7.20 Hydroxypropyl

Cell ul ose 5.40 Hypronell ose, 2910, E6 (6 cps) 23.4

Hypronel | ose, 2910, E15 (15 cps) 5.85 Pol yet hyl ene

G ycol 400 3.15 Total s 90 EZAMRLESU@pensi on ( K)

OpadZQMPOSH I©NO5.(0DMBOCOBHUSATIED BATROGERHGGAIEDr TABLETS

, Cear 3.00 Total Finished Tablet Wi ght 218 EXAMPLE

8 COVPChableOSiofd- 0. 45 MG CONJUGATED ESTROGEN @mibtablet

TABLETS Tabl et Core Ant/tablet (ng) CE Desiccati onimg)

wi t h LaCEdesicoatior?@kh Cactdse @BQ29%aCE ose Monohydr 206879

( Spray Dactesk Mooty didte (Spray Btiad) i ne Cel | ul ose 18. 078.0

Hypr omreMiosay&aiide CklludeM ( 100, 000 cps) 33.0 26.0
Magnesi HgprShetiose 2208, BOQOM ¢t1G0,B001&4B) ngSugar Coat 47.6
Fill er Blagpesighd@tedrde Sucrose 45.0 0.433
Totals 173 mg
Sugar Coat Filler Suspension (S)
Sucrose 65.0
Microcrystalline Cellulose 10.4
Hydroxypropyl Cellulose 7.80
Hypromellose, 2910, E6 (6 cps) 33.8
Hypromeliose, 2910, E15 (15 cps) 8.45
Polyethylene Glycol 400 4.55
Totals 130
Color Suspension (T)
Opadry® White 7.00
Polish Solution (U)
Opaglos® 2, Clear 3.00
Total Finished Tablet Weight 313
5
Example 11 shows the composition of a coated tablet of the invention
containing 0.45 mg of conjugated estrogens, and 1.50 mg of MPA.
EXAMPLE 11
10 COMPOSITION OF 0.45 MG CE / 1.5 MG MPA COATED TABLETS - I
MPA-CONTAINING COAT APPLIED DIRECTLY
Tablet Core Amt/tablet
(mg)
CE Desiccation with Lactose @ 4.29% mg/g CE 10.49
Lactose Monohydrate, NF/EP (powder) 58.21
Microcrystalline Cellulose, NF/EP 18.0
Hypromellose, USP, 2208 (100,000 cps) (K100M 33.0
Prem, CR)
Magnesium Stearate, NF/EP, Hyqual Vegetable Code 0.300

Totals 120 mg



M crocrystalline Cellul ose 7.20 Hydroxypropyl
Cellul ose 5.40 Hypronel |l ose, 2910, E6 (6 cps) 23.4

wolg@somabé ose, 291 0, E 15 ( 15 cps) 5.85 Pol yethysmng019972

10

G ycol 400 3.15 Totals 90 G®l or Suspension (N)
Opadry(r) Blue 5.00 Polish Solution (O Opaglos(r) 2,
Clear 3.00 Total Finished Tablet Wight 2 18 EXAMPLE 9
COVPCOSI TI ON OF 0. 625 MG CONJUGATED ESTROGEN CCQATED
TABLETSA€tié MPAbiller BuspensivrOverapat (8) Desi ccati on
wi t h Labledexy@bdeftOsin€R cethtd; 68H°/ERCct ose Monohydr atleb00
(Spray bBucredg, . 1 M crocrystalline Cellul ose 18. 88.50
Hy pr oneMiasay2ailde ClIUeEVNF/BR0, 000 cps) 33.0 16.00
Magnesi HyuiSkgaopyl €efuldds) KlutehEE PhatnagNSugar Coat 12.00
Fill er Bypmeeliosm 200), SRESEDS 45. 0 M crocrystal | i 152.00
Cel | ul oslgprom2Uosdy @O WSREYS Cel | ul ose 5. 40 13.00
Hy pr onePblysthylef® Glycob40q, &NFcps) 23. 4 Hypronel | ose, 7.000
2910, ET®6ta{sl5 cps) 5.85 Pol yethyl ene dycol 400 3. 120
Totals 90

Color Suspension (T)

Spectrablend Yellow 6.00
Polish Solution (U)

Opaglos® 2, Clear 1.50
Total Finished Tablet Weight 328

The disclosures of each patent, patent application and publication, including
books, cited or described in this document are incorporated herein by reference in
their entirety. This application claims priority to U.S. Provisional Application Serial
No. 60/577,668, filed on June 7, 2004, which is incorporated herein by reference in
its entirety.

Various modifications of the invention, in addition to those described herein,
will be apparent to those skilled in the art from the foregoing description. Such
modifications also are intended to fall within the scope of the appended claims.



Col or Suspension (Q Opadry(r) Maroon 5.00 Polish
Solution (R) Opaglos(r) 2, Cear 3.00 Total Finished

wa abbe04¥i ght 218EXAMPLE 10 COVPCOSI TI ON OF 0.BCMB2005/019972
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CONJUGATED ESTROGEN COATED3TABLETS Tabl et Core
Ant/tablet (mg) CE Desiccation with Lactose @4.29% CE
20. 979 Lactose Monohydrate (Spray Dried) 78.0

M crocrystalline Cellul ose 26.0 Hypronell ose 2208, K
1WHAT ISSCOAIMED ¢®s) 47.6 Magnesi um Stearate 0. 433
Totals 173 ng Sugar Coat Filler Suspension (S) Sucrose

G Pl SMOLR AL Thith S5 e R tporses
Hypr onel | os &ommgt 3Gwaighti% to gbyuts0aLeight|% of htpestene sugar;
G ycol 400 ; j : .
qudr y(r) ?@%@%@"’E@?‘?g’hﬁggﬁﬁt ﬁ*ﬁaﬁﬁ%%@%@‘fﬁe binder;
d ear 3.00 Fomabopt hivelgati%Ttalabeut \iewejait %4 o8 abeashsine 11
shows the conposj, er{&&‘HJXl @ellﬁ%%ed tabl et of the

i nventi on cont ai n 1g conj ugat ed estrogens,
and 1.50 ngfrem atopt 5we|ght%to about 50 weight % of at least one water

soluble polymer;

optionally, a therapeutic agent in an amount of up to about 3 weight
%;

optionally, a second polymer that is water soluble or water dispersible,
in an amount of up to about 20 weight %; and

optionally, at least one plasticizer in an amount of up to about 8

weight %.
2. The composition of claim 1 that is in the form of an aqueous suspension.
3. The composition of claim 1 or claim 2 that comprises:

from about 75 weight % to about 85 weight % water; and
from about 15 weight % to about 25 weight % of the solids

component.

4, The composition of any one of claims 1 to 3, wherein the binder comprises

microcrystalline cellulose.

5. The composition of any one of claims 1 to 4, wherein the hydroxyalkyl
cellulose comprises hydroxyethyl cellulose or hydroxypropyl cellulose.

6. The composition of claim 5, wherein the hydroxyalkyl cellulose comprises
hydroxypropyl cellulose.

7. The composition of any one of claims 1 to 6, wherein the water soluble
polymer comprises hydroxypropyl methylcelluose, acacia, sodium



EXAMPLE 11 COMPCSI TION OF 0.45 MG CE / 1.5 MG MPA
COATED TABLETS - MPA- CONTAI NI NG COAT APPLI ED DI RECTLY

wqa alser0460re Ant/tabl et (ng) CE Desiccation w RET/US2005/019972
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Lactose @4.29% ng/ g CE 10389 Lact ose Monohydrat e,

NF/ EP (powder) 58.21 Mcrocrystalline Cellul ose, NF/ EP
18. 0 Hypronell ose, USP, 2208 (100,000 cps) (K100M 33.0
Prem CR) Magnesium Stearate, NF/ EP, Hyqual Vegetable
Coaiboﬁ;r@ﬁyld'eﬂumlse dex@inrglgatic acd, \gefatih| guaeguBy stethyddetiulose,

SHRRGR Blontgi s Y B BRFLBAT BB il cRfappbtimer

16Gin@iGackekatk-oroygmicogaid cdpallynuerpsresthydlacotdte-Eietitivaylata acidreopolymer.
12. 00 Hypronell ose, 2910, USP/EP E6 52.00

Hypronel | ose, 291 0, USP E 15 13. 00 Pol yet hyl ene

GBycoI Th@GombﬁsitVQrmI(claTmVaWBe@OOthé‘Maber sSilubpepayroer ¢omprises

%’d@ %&% K&,Cg@"%s% %81 ot afolaﬁﬁﬁét%'c%w or m%ylcﬂ ulose

328 The di scl osures of each patent, patent application

agd pu%%ocuhegq J}%‘aﬂq'Sng/hQ grﬁg vﬁdtéres%l e &9 éIJ(Q) rlses

i N thi e I'NCorpor erel e en

i hydrbeypropyhtriettgtoglluld$e. s appl i cation cl ai ms priority to
U. S. Provisional Application Serial No. 60/577, 668,
filed on June 7, 2004, which is incorporated herein by
r 40.er efibe composition of any one of claims 1 to 9, wherein the plasticizer

comprises propylene glycol, glycerin, trimethylolpropane, polyethylene glycol
polymers, dibutyl sebacate, acetylated monoglycerides, diethylphthalate, triacetin,
glyceryltriacetate, acetyltrietyhyl citrate, or triethyl citrate.

11. The composition of claim 10, wherein the plasticizer comprises polyethylene
glycol.

12. The composition of any one of claims 1 to 11, wherein the sugar comprises
sucrose, dextrose, maltose, glucose, fructose, galactose, mannose, lactose,
trehalose, lactulose, levulose, raffinose, ribose, xylose, sorbitol, mannitol, xylitol,
erythritol, maltitol, lactitol, isomalt, or polyalditol.

13. The composition of claim 12, wherein the sugar comprises sucrose.

14. The composition of any one of claims 1 to 13, wherein:
the sugar comprises sucrose;
the binder comprises microcrystalline cellulose;
the hydroxyalkyi cellulose comprises hydroxypropy! cellulose;
the water soluble polymer comprises hydroxypropyl methylcellulose;
the therapeutic agent, when present, comprises medroxyprogesterone
acetate;,



its entirety. Various nodifications of the invention,
in addition to those described herein, will be

wappanaate t o those skilled in the art from t hePCT/US2005/019972
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foregoi ng description. Suck9nodifications also are
intended to fall within the scope of the appended

clainms. WHAT IS CLAIMED | S: 1. A conposition conprising

wat er and a solids conponent that conprises: from

about 30 wethgldecénd polyrherwhel prasiegt) topridesat pdlpdrstl acatate, an
sugar; from about, 5 Lght %t o abo 10 wei 0 i

at | east one bi nﬁtg}”?&ﬁk’%ﬁ 388&@6%%@?%&”%?&@ ol/%llfg &1(6 and
wei ght % of thetpldstiaigér, when bregeoty garinfisidesqeilyethyiee; glfoobm
about 15 weight %to about 50 weight % of at |east one
wat er sol ubl e polyner; optionally, a therapeutic agent

i m5.an Aheuoorhpaditiomoftaay abe of cldimset o3, Whemir ihersalids/conaponent
second polymer that is water soluble or water

dF%rB%rlls rble, in an anmobunt of up to about 20 wei ght %
and opt i onafrbm,abatt 3asightfdo pbagtSsoveight % of atrieastooesugar;

of up to ab ' .0 bt Lo
O it s i ROTyabopEs 8 Weioh oo AHG: & HERRT Y 28 e Sl
conposi t i onfrom abloaf 4wigbt %db aboutZ weight ¥mipt keggtanef r om

about 75 weight % ight % water; and from
about 15 wei ght t%c{rgxé&gﬂ%eugésng\éi ght % of the solids
conponent . #tomHEbeutZihweight Y%odm abdutaiPyweighs % of atl ledstend water

to 3, wherein th ' nprises mcrocrystalline
cel lul ose. 5. Thgmgﬂ())lﬁ‘gg&m%?on of any one of clains 1

to 4, wher epptianially, fipdr abophDIRGN weight 04 tesabosbdpeight® of a
hydr oxyet hyl cel . droxypropyl cellul ose. 6.

The conposition %#L%%EF'%E%%MMHQ n the hydroxyal kyl

cel | ul ose coptmnatie $rohyatyovk 3 weigh % tocabiout 28 weight %Tdf@ second

conposi tion of agy, QBEHAL isGlbrBoiubid & Wate!GIE&5iBIet B

wat er sol ubl e
from about 2 weight % to about 4 weight % at léast one plasticizer.

16. The composition of claim 15, wherein:

the sugar comprises sucrose;

the binder comprises microcrystalline cellulose;

the hydroxyalkyl cellulose comprises hydroxypropyl cellulose;

the water soluble polymer comprises hydroxypropyl methylcellulose;

the therapeutic agent, when present, comprises medroxyprogesterone
acetate;,

the second polymer, when present, comprises a polyvinyl acetate, an
ethylcellulose, a polymethacrylate, or a polyviny! alcohol; and

the plasticizer comprises polyethylene glycol.

17. The composition of any one of claims 1 to 13, wherein the solids component
comprises:
from about 35 weight % to about 45 weight % of at least one sugar;
from about 5.5 weight % to about 7.5 weight % of at least one binder;



pol ymer conprises hydroxypropyl nethylcell uose,
acaci a, sodi untarboxynet hyl cel |l ul ose, dextrin, alginic

wawiodj2oged ati n, guar gum nethyl cel l ul ose, sodrP@INMUS2005/019972
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al ginate, zein, polyvinylpyerolidone,

vi nyl pyrrolidine-vinyl acetate copol yner, vinyl
acetate-crotonic acid copol yner, or ethyl

acryl ate-nmet hacryl ate acid copolyner. 8. The

conposi t i onfrom abloat 4weéightWieto @boutt 518 weghe o ofcdt idastone

pol ynmer conpri se met hyl cel | uose, sodi um
car boxynet hyl cel ﬁ%‘w’g’a%wer"%%%w cellulose. 9. The

conposi t i onfrom abloat 20 @eighhBrieabhout!8® weightr®% obhtubhst one water
pol ynmer conpri se opyl methyl cel lul ose. 10.

The conposition % UE!IQ Bfg}r({grof claims 1 to 9 , wherein

the plasti cp;ztmnatty;rilpm aleit 0100 wWeight Ygtoyatmiut 3 gleighe M of,a
trimet hyl ol propa Il ene glycol polyners,

di butyl sebacat e{h%rcd%%%(gé ' nmonogl yceri des,

di et hyl pht haptimnelly, tfnonaaismt A weighy detoydtiout 2¢ eeight% of a second
acetyltrietyhyl ¢j I j ' - NI

conposi tion of CFQW‘@E@’?‘ @\'hv‘éatrt%ﬂ Sﬁ’h{%éeo@%atéﬁlg?ezrégﬂe’ Jﬁhe
conpri ses plbyettioyt 2Aaveighy Solo. abbpt 3 Siweighd ¥ obattiéast oné

any one of clalnE lastidifer 11, Wherein the sugar conprises
sucrose, dextros na tose gl ucose, fructose,

gal act ose, mannose, | actose, trehal ose, |actul ose,

| eyul 0 S ose, sorbitol,

rrgﬁ'ni tgr © cBrﬂFéélo &é:}e%ﬁ?l ‘t%g?r)éwrral titol, lactitol,

i somal t, orth@(ﬁugar enropsises sacrostie conposi tion of claim

12, wher ei n tH§ g%gp;, 4. The

conposi tion of réoﬁé]l%ﬁqgﬁ 10 %swﬁegé?g'o;ev\her ein: the
sugar conpr tf@etydmalbxl@ellulme ¢simRfises @mfrpxymersyl cellulose;

m crocrysta .
conpri ses hﬁ?r@%%l)u@% BélngF %@gﬁ)&%%&%&{ﬁf&pygﬁéw&ﬁﬁlow
pol ymer conhe tbe@phytma@eypw\@pp|prmnh>¢pm@rlsqs| edroxypiegesterone
therapeutic agentgetyfaen present, conprises

medr oxypr ogest erone acet at e; t he second pol yner, when
present, cothsrseserd aolwoeywhﬁplpr%s@at go@prisgs a polyvinyl acetate, an
et hyl cel | ul 0se, gy PRLYITBIEPokhbtiacrithite omPbifl hicohol; and
al cohol ; and the r?astl cl ze:ibw when crﬁegent bc%r@?{l é:gso an
pol yet hy| entheg?@%@le" q@Nprisgs P@Wﬁﬁb‘&@ﬂﬁgb’ﬁobf any one of
claims 1 to 13, wherein the solids conmponent

conprlses
The composition of any one of claims 1 to 18, wherein the composition

comprises a therapeutic agent.

20. The composition of claim 19, wherein the therapeutic agent is
medroxyprogesterone acetate.

21. The composition of claim 20, wherein the medroxyprogesterone acetate is in
an amount from about 0.5 mg to about 10 mg.

22. The composition of any one of claims 1 to 21, wherein the composition

comprises a second polymer, which is water soluble or water dispersible.



from about 35 weight %to about 55 wei ght % of at
| east one sugar; fromabout 5.5 weight %to about 9

wowioght0486 of at | east one binder; from about 4pawEUsHDS/619972
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to about 7 weight % of at Heast one hydroxyal kyl
cel lul ose; from about 25 weight %to about 40 weight %
of at | east one water soluble polyner; optionally,
from about 0.001 weight %to about 3 weight % of a
t herapeutic agent; optionally, from about 3 weight %
t g, abo % r
R g
opolpviny @getate, @oiegfivicelltiase, lagrpktmeshacryhtes ot @bzlwmylmohol
The conposition of claim15, wherein: the sugar
conpri ses sucrose; the binder conprises
meér ocF?%PWPOﬁ@Om@flqlam@QeWh@fﬁ@ the geepnganalymerconprisesse
cgp‘gﬁ}bﬁ‘% hydroxypropyl cellulose; the water soluble

nmer c nprlses hydr oxypropyl methyl cel | ul ose; the
t herapeutic agent, when present, conprises
MBAr OXYR& 99 n_gsﬁtr kS c"l’é?rﬁtﬁt Whekmhéﬁﬁg%tm"ﬂﬁ@ 'comPh&SS neutral
present, rises a polyvinyl acetate, an
emWHY@éWIIQIB@Q@StGES pol ymet hacryl ate, or a pol yvinyl
al cohol ; and the plasticizer conprises polyethylene
glycol. 17. The conposition of any one of clains 1 to
126. mé‘h@pﬁmpﬁ%tlmﬁ%m@énwbe@mth@@ﬁpﬁrals"e@hyaqndlﬁwasﬁcﬁﬂers
3§o%i|§gﬁ|m()4tﬁy%nﬂ'ﬁeﬁ15etﬂﬁ rﬁ\ﬁh&é?’%lat%’d?flor@% in § <'f\%larci‘af?o of %uaternary
sugar; from about 5. Yot 0o _about 7.5 wei ght
oﬁrrmormmgtougﬁéo B‘?Hﬁ@éFStﬁfgfﬁP%@fu‘tle wei ght %to about
5.5 weight %of at |east one hydroxyal kyI cel | ul ose;
from about 20 weight %to about 30 wei % of at
| st dhe campesitiauefiahin ZSonherein the @?PE%&WWDYEIW@@P” esters
aROMbridk RbtHRINbnid_thQ rRdtAryIBte Ik iV Phold ratio of quaternary

ammonium groups to neutral ester groups of 1:40.

28. The composition of claim 25, wherein the neutral methyacrylic acid esters are

without any functional groups.

29. The composition of any one of claims 22 to 28, wherein the second polymer is

in an amount from about 3 weight % to about 20 weight % of the solids component.

30. The composition of any one of claims 1 to 29 suitable for application by
spraying.

31. A solid dosage form comprising a core material and at least one coating
disposed thereon, wherein the coating comprises:
from about 30 weight % to about 60 weight % of at least one sugar;
from about 5 weight % to about 10 weight % of at least one binder;
from about 3 weight % to about 10 weight % of at least one
hydroxyalkyl cellulose;



t herapeutic agent; optionally, from about 3 weight %
to about 20 weight % of a second polyner that is water

wonlosttogeor wat er di spersible; and from about BCBUS2005/019972
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wei ght % to about 3.5 weight % of at |east one

pl asticizer. 18. The conposition of claim1l7, wherein:

t he sugar conprises sucrose; the binder conprises

m crocrystalline cellul ose; the hydroxyal kyl cellul ose
conpri ses hfrdmabppt thweightdeltalabsut; 50t vineightb ef atdeasiiohe water
pol ymer conpri se?oln%%r gi%%rr.opyl met hyl cel | ul ose; the

t her apeutic agent, &R present, conprises

medr oxypr ogepliamatin @ therapeautis, agehtinsscamnelind of yprier gbowha mweight
present, conpri sgs a pol yvi nyl acetate, an

et hyl cel | ul ose, a’'pol ynet hacryl ate, or a pol yvinyl

al cohol ; andptidnally|azssicond pelymeotingt is svatersolupds tnwaterdispersible,
glycol. 19. The ¢o It gl.aj lto

16 wheroin the Eonbanot3hugle A5 A0Sy b 30T

agent . 20. Opionatinpbisasi ene plasticlzar in a9 amaketafiup to Bbout 8

t herapeutic agent, |gﬁ yedroxyprogesterone acetate. 2 1.

The conposition of cfal'm 20, wherein the

medr oxypr ogesterone acetate is in an anmount from about
035U saRPMsadd a1k of Sfaim B1CwhEGERAR tid QhiRG: any. one

of ¢l ai ns to , Whereln the conposition Tonprises

a second pothemsugar egthprises sue@ser sol ubl e or water

di spersi bl e P HE&%' ' . j , wherein

t he second E)%S%/'rr‘r%ér?%ggﬁ‘prl se?%&o ")'/r%!%)l/lpﬂ)g%et ate, an

et hyl cel | ul wdydsoxyalkylretitiass garaprises bydraxyrsppy celulose;

al cohol . 244..T SBIRAS bbil [ ' .
second pol yggr\pﬁg'rc'rpr ] ségslg&g[)%nﬁ@s%g::ﬁ}lﬁgiw%gﬁ&%{:@u'ose’
conposi t i onthsfithelapeuticcagenhivéresipiesent copiPyiprs madioyyriegesterone
conpri ses neutra%cé'{g{ehyacryl ic acid esters. 26. The
conposi tion of claim25, wherein the neutral

met hyacryl i $hessscanépelgmer, when present, comprises a polyvinyl acetate, an

ethylcellulose, a polymethacrylate, or a polyvinyl alcohol; and
the plasticizer, when present, comprises polyethylene glycol.

33. The solid dosage form of claim 31, wherein the coating comprises:

from about 35 weight % to about 55 weight % of at least one sugar,

from about 5.5 weight % to about 9 weight % of at least one binder,

from about 4 weight % to about 7 weight % of at least one
hydroxyalkyl cellulose;

from about 25 weight % to about 40 weight % of at least one water
soluble polymer;

optionally, from about 0.001 weight % to about 3 weight % of a
therapeutic agent;

optionally, from about 3 weight % to about 20 weight % of a second
polymer that is water soluble or water dispersible; and

from about 2 weight % to about 4 weight % of at least one plasticizer



conprise trinmethylammoni oet hyl methacryl ate chloride
in a nolar ratio of quaternary ammoni um groups to

wmenssnzil4eest er groups of 1:20. 27. The conposiedDUS®NS019972
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clai m 25, wherein the neutdal nethyacrylic acid esters
conprise trinmethylammoni oet hyl methacryl ate chl oride
in a nolar ratio of quaternary anmmoni um groups to
neutral ester groups of 1:40. 28. The conposition of
cl3di m Ibe soltbdasiage fdren ofelatimad3, wheleiraiortlye caatiagi d esters
are w t hout f I 29. The conposition
of any one g?en%ﬂggrg%é%ég sug@ggMer ein the seggnd

pol yner is ithre Bindexrooonprisés mioredoyatallir®: eadluighe; % t o about

20 i ght .
compost t| on 1 MsvaRY EiuEETBARGHEes hiioxHBpy spluioss;
applicati ontmaywatpr solubig polymer cgmprigesdydwxyriepyl onethylcellulose;
conpri sing & %Fap%creéeq&'t vﬁr{éﬁ# c:g ?én?%h'ngﬂg@s ﬁg%&ﬂ&o%asterone

di sposed there rises
about 30 wei ght %®ceteteabout 60 wei ght %of at | east one

o f ' t
ot Penst | onttpfathnd pUirah wiidh dredhRE Combeds BBy ) dcstste, an
wei ght % of at | @&Mcewﬁesmymmhmlateebﬂmp@st\envlramol and
abogt 15 \/\Elﬂx;gwﬁ'a{cyzgr gtse %0?%{@ h f) at least one

wat er sol ubl'e polyner; 10 erapeuti c agent
in an anount of up to about 3 weight % optionally, a

segond T’H ls).’)f?ao @%r’n?of‘%n‘ﬁ@ﬁ%ﬂ@n h@ 6ompr ses’,,
ght

dlsper3| In mount of up
and opt i onalfnoyn atmut B@a@tghb%etombagt%\rv@ght Yoref ahlea#mmtsugar

8; gIOait ?n gbiﬂcﬂn V\ﬁoo‘ﬁ%%ﬂ&elgﬁt % fo aﬂ_cnﬁ 7%%é| ht#R SRR Rk binder:

ereln in the coatling: e sugar

conpri ses siorakout ¢ neighit ﬁ(d@ka@@h@ﬁlwt % of at least one

m crocrystal | i neycgy L(g%| Belldi hydr oxyal kyl cellul ose
conpri ses hydroxy g S ceﬂ (fk% t he wat er sol ubl e

pol yner ¢ omﬁ'lons%kpuw b%‘ﬁ)ﬁbohﬁ%wlébﬂ Yo gf gtleast one water

soluble polymer,;

optionally, from about 0.001 weight % to about 3 weight % of a
therapeutic agent;

optionally, from about 3 weight % to about 20 weight % of a second
polymer that is water soluble or water dispersible; and

from about 2.5 weight % to about 3.5 weight % of at least one

plasticizer.

36. The solid dosage form of claim 35, wherein in the coating:
the sugar comprises sucrose;,
the binder comprises microcrystalline cellulose;
the hydroxyalkyl cellulose comprises hydroxypropyl cellulose;
the water soluble polymer comprises hydroxypropyl methylcellulose;
the therapeutic agent, when present, comprises medroxyprogesterone

acetate;



the therapeutic agent, when present, conprises
medr oxypr ogest erone acetate; the second pol yner, when

w@e®@saeni4e6 conpri ses a polyvinyl acetate, an  PCT/US2005/019972
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et hyl cel I ul ose, a pol ynet ha¢ryl ate, or a pol yvi nyl

al cohol ; and the plasticizer, when present, conprises

pol yet hyl ene glycol. 33. The solid dosage form of

claim3 1, wherein the coating conprises: from about

35 wei ght %theosezbod polphenmihghtprésenf, camprisesa papényl acetate, an

sugar; from abou |.ght. I 9 :
at | east one bi ngteh?!Céll!ql\%grﬁgg 8%‘%‘%@?%t &%ﬁ%&ﬁ%ﬁ& ol; and
wei ght % of thet plasimizer comaprisgd polyethlylene gtyebl ul ose; from
about 25 weight %to about 40 weight % of at |east one

wat er sol ubl e polyner; optionally, from about 0.001
w7 ght Phet splid ldosageFome bhdny dreodf chaims 81 dpatitwherein dirg therapeutic

ORL. | A ' % to about 20 weight %
o? 5%%@5%‘8%@%@?&5 #%s?erpﬁé \gvg%tgtré "sol ubl e or water
di spersible; and from about 2 weight %to about 4

>Rt _ | e T
e3a TH ol Ba T enf s b SR Pfto o104 i con
s pglymec ohtpeicoatingsapmprises a phiyvibylratetate, @ammthdestlulose, a

%ﬁ%&%{%ﬂﬂgtéj&% J%’?’\’g*pft?) th@ﬁl.t he hydroxyal kyl cellul ose

rrses “hydr ox ul ose; the water sol uble
pol ymer conprises hydroxypropyl methylcellul ose; the

tmggr aquﬂE is‘c‘slicﬁggs%ge chPne& a‘ﬁ? gﬁ@?h clafinf'$f ig%%s wherein the second

r oxyproges ne aceta e second polyner, when
pirelymer of thepatingssomprises gpolypiethasatatee, an
et hyl cel | ul ose, a polynethacrylate, or a pol yvinyl
al cohol ; and . the plasticizer conprises polyethylene
gkPcol Thesolidréesage foroh ef i 89 whernedt thelpalymethacrylate comprises

r@gﬁtgélrr‘nétﬁ%cm?@?tgak@%s rises: fromabout 35 weight %

about % of at | east one sugar; from about
5.5 weight %to about 7.5 weight % of at |east one

biyRder iThe solid dosage form of claim 40, wherein the neutral methyacrylic acid
esters comprise trimethylammonioethyl methacrylate chloride in a molar ratio of
qguaternary ammonium groups to neutral ester groups of 1:20.

42, The solid dosage form of claim 40, wherein the neutral methyacrylic acid
esters comprise trimethylammonioethyl methacrylate chloride in a molar ratio of

quaternary ammonium groups to neutral ester groups of 1:40.

43, The solid dosage form of claim 40, wherein the neutral methyacrylic acid

esters are without any functional groups.

44, The solid dosage form of any one of claims 31 to 43, wherein the second
polymer of the coating is in an amount from about 3 weight % to about 20 weight %.

45. The solid dosage form of any one of claims 31 to 44, which is in the form of a
coated tablet.



fromabout 4 weight %to about 5.5 weight % of at
| east one hydroxyal kyl cellul ose; from about 20 wei ght

wa@erdos1zaeait 30 wei ght % of at | east one wat er BOI/UR1085/019972
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pol ymer; optionally, from about 0.001 weight %to

about 3 weight % of a therapeutic agent; optionally,
fromabout 3 weight %to about 20 weight % of a second
polymer that is water soluble or water dispersible;

and fromabout 2.5 weight %to about 3.5 wei ght % of

at,.l ea kerzer, . S0

c%g'i m iée ggﬁde&eslgﬁg ikorc]rhtcﬁ é:lalrﬁgf) fmﬁersﬁdenl\ﬂilsﬁ@r Coor c%g{naggollsh
s agatpsehotts heolor nohirand@mli*&tse@tm crocryst aI line
cel l ul ose; the hydroxyal kyl cellul ose conprises

hydr oxypropyl cellul ose; the water sol uble polyner
cdnpr i Ibe shiididasage famydf claih 4yl ar slair M6 sehereinghe coating is

t ent, conprises
nggp%e%“ér.}oe%g@g@%%‘@g%a{egét he second pol yner, when
present, conprises a polyvinyl acetate, an

eLgyl cehb %Igis(ﬁ]saae ?&W&%‘i’\g QRE YF Abfns £f toa47p9/ln¥r‘é'|rr

al cohol’; ticizer conprises polyethylene

gl ycol . 37. thamrsmate;tladwag@es@om dﬁo@aQ\A@mt%‘toabaut@
3 1to 36, where [ t conprises

medr oxypr ogest er g}r%eg%gg)eéfqr?é GB%E f%n?%%gl id dosage form
of any one fe edatingrsorgprisesdrogyabamh 3P eveight fletosahoghdd weight %
pol ymer of the cgafes ;rhses a pol yvinyl acetate,
an ethyl cellul ose, a po (\sjérrT%t acryl ate, or a polyvinyl

al cohol. 39. The solid dosage form of any one of

clygi M8 1Re LofiPd ge‘ﬂﬁ}ﬁ\r{}'aﬁ% ESo?@I PR HRhefdin: t he

coating conprise acr ate 40. The soI id
dosage f or mthsf case maﬁ&f@@COWeﬁeélan't akoub 40 weighh ¥ctoyabgt60
conpri ses neutral, ek BYSGHY Hhsa Cfbr% ephers. 4 1. The
solid dosage for m%@I ‘Yal m 4 % g% wherein the neutral

met hyacryl i ¢heaeqating comprises from about 40 weight % to about 60 weight %

of the dosage form.

50. The solid dosage form of claim 48, further comprising:
from about 0.5 weight % to about 10 weight % of a color coat; and
from about 0.1 weight % to about 5 weight % of a polish coat.

51. The solid dosage form of claim 49, further comprising:
from about 0.5 weight % to about 10 weight % of a color coat; and
from about 0.1 weight % to about 5 weight % of a polish coat.

52. The solid dosage form of any one of claims 31 to 45, wherein the core

material comprises a therapeutic agent.

53. The solid dosage form of claim 52, wherein the core material further
comprises at least one pharmaceutically acceptable excipient.



esters conprise trinmethyl ammoni oet hyl nethacryl ate
chloride in a nolar ratio of quaternary amoni um

w@eospm46@ neutral ester groups of 1:20. 42. TheT/es100%019972

10

15

20

25

30

dosage form of claim40, wherein the neutral

met hyacrylic acid esters conprise

tri met hyl ammoni oet hyl net hacrylate chloride in a nol ar

rati o of quaternary amoni um groups to neutral ester
gibdups Toe sblididosaga forhef caiini5$, dbemiethk @xoipient of the norétnaterial

weEREles e RER Pl SYARLYS SRR LR 5 Cocage

formof any one of clains 3 1 to 43, wherein the

58807 TR Go e I S0, Wheleh 88 BT rLiG f e
d@saglenh‘ erthe odre anptenial és preserit i mamoanttfmmaabom,ﬁ Bboreight % to
¢ apbAS ihee 2P iR GARERNT G and WieXssbge AFRTO°,
polish coat, or both a col or coat and a polish coat.

4?36 Th@rhé%hdjdé’%@g&nf N nﬂf54clgﬂl(=ir@in4tﬁe%luﬁ$§é maﬁé(?i'alc of the

in the coatrng Is osé rectl
n&x@pleaﬂ of tlzn@cowmatgraﬂl mprewugeaﬁ emnuraiffromgb@né 8afeight % to

F PR o0 bened ORIl G BB (4% R e PG °°

dosage form and the coating conprises fromabout 30

"\’%'79ht T%gtsghﬁg ?S)m'}’\ﬁ"cw‘ﬁw 54 @Be%?ﬂh?%%ﬂﬂ@sgé %ra@riaﬂ%'the

osage orm of any one o al ns
V\Aeé@elent Oftﬂl’ﬂ%CQ!@rﬂéatﬂm| df Pegsenidmaniasaunt fromabioui40 weight % to

W%bsmus ghtama&e&&'?n Weltgar wgrgﬁ{o%@sa@}ﬁgs%}% and

coating conprises froma wei ot 0 about
60 wei ght % of the dosage form 50. The solid dosage

f @@m Ofrh‘é'sehd;g fféffH Siny GRERE ?Iﬁlnﬁg5 {o SRR thg stigar of the

ght %to 0 weight %o aco or coat;
f ﬁéﬁplﬁbmftth@cqre\matgw CWP@SQ%@@PSEBOMM@?& maneiydsate.
polish coat. 5 1. The solid dosage form of claim 49,
further conprising: fromabout 0.5 weight %to about
18%nei dhe sodcbdosage dorpy of @one ghelaims 55 to 58, wherein the

pharmaceutically acceptable excipient of the core material comprises a mixture of
lactose monohydrate and one or more of hydroxypropyl methylcelluose,

microcrystalline cellulose, or sodium carboxymethyicellulose.

60. The solid dosage form of claim 59, wherein the mixture of the excipient of the
core material comprises from about 4 weight % to about 35 weight % lactose
monohydrate and from about 20 weight % to about 40 weight % cellulosic material
based on the total weight of the solid dosage form.

61. The solid dosage form of any one of claims 52 to 60, wherein the therapeutic
agent of the core material is a conjugated estrogen or a combination of conjugated

estrogens.



fromabout 0.1 weight %to about 5 weight % of a
polish coat. 52. The solid dosage formof any one of

wehasnm48 1 to 45, wherein the core material CPOPUSBET019972
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a therapeutic agent. 53. THe solid dosage form of

claim52, wherein the core material further conprises

at | east one pharmaceutically acceptabl e excipient. 54.

The solid dosage formof claimb53, wherein the

efei pi dhe solid ddsage doren ofeciaimitd| wbenepr the esnjagated kestregsins are
I f 5. The solid

Bl leBias, Fodliten Siroert MR R Betosd o1 o

mat eri al of the excipient of the core material is

pggsen u
5%l e “oRLABBRE R ARARS bl dDh A B iehs are
domget ih dhercorp@yatechestogensidesicsatien stln lactsfse@t aicongshtration of
V\lﬁg&ﬁl‘ps b pql lulosic material of the excipient of

e core er| al is present in an anount from about
18 wei ght %to about 40 wei ght % based on the total

ght r T
e of No e aaob Ty aERg ng oFLihly o L Bkt 3 Rugated
t lestregens @represert in Be apwust: material is present in an
anmount t.4 %t 0 about 45 wei ght %
based ér%ht{lﬁo%?gﬁamg%mugghg,‘? e solid dosage form
58. Théfog‘oﬂlbq@lltﬂ@sm@@ifbwh?mg-any one of clains 54 to
57, mherein the sugar of the excipient of the core
mat eri al &prl ses |l actose or |actose nonohydrate. 59.
TRE. solThd sdissderage derm offany ope ohelaigfs &1 t9i Gfs whsreinthsgonjugated
V“%@ﬁé’déﬁs‘a‘?@ Fﬂ%@éﬁt‘ BekdldnRE 'téfal%@ﬂtoﬁmeesoﬁ?‘ Gb@ég%%rn?fon adry

core material conprises a mxture of [actose
rrwwwaawenan@muet or nore of hydroxypropyl
nmet hyl B d e, or sodium
%H%&% 0,081 gj}ﬁxyﬁat@chu Sv&lﬁéﬂé h B}

car boxynet el I'ul ose. dosage f or m of
cl ai m &gm mtenﬁvqw "/MQ(@MO&WQ'W %xci pient of the
core material conprises fromabout 4 weight %to about
35 wei % | act ose nonohydrate and from about 20

w8bght gfb)@ts@hch@ﬁﬁmei@mmc@w 61, wheleif kased ongbe fatalweight of the
Eéél?odd&s%gé *F@rmt eh %'dry\%@m bésfls ttlﬁ@c&@'n#éi'er%@%@rﬂﬁnéé%r m 6

The solid dosage formof any one of clains 52 to
60, wher ei nfropeakoykP dreaight S tyehnaut 818 weightde P@”JH&Q@? ealrogens;

is a conj Ug%ﬁﬁatﬁ)‘éﬁﬂ% t o toaab%gm walghPR 18¢tose monohydrate;
conj ugat ed estrogens. The sol1d dosage form of

claimé6 1, Jmm@?wtﬁrp@'%rﬁ@ge&pem%m Enmicip@ystalline

provided as a copppgedeed estrogens desiccation with

| act ose.
from about 10 weight % to about 35 weight % hydroxypropy! methyl

cellulose; and
from about 0 to about 1 weight % of a lubricant.

67. The solid dosage form of claim 66, wherein the coating comprises by weight
as a percentage of the solids in the coating:
from about 35 weight % to about 55 weight % sucrose;
from about 5.5 weight % to about 9 weight % microcrystalline
cellulose;



63. The solid dosage formof claim®62, wherein the
conj ugat ed estrogens are present in the conjugated

we@sdosogans desiccation with | actose at a conceptT/E5100$1019972
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of about 4.3 weight % 64. 49he solid dosage form of

any one of clains 6 1 to 63, wherein the conjugated
estrogens are present in an anount: from about 0.1 ng

to about 5 ng; or fromabout 0.3 ng to about 2 ng. 65.
The solid déremgaboubs meight Sintp abet Diveightenhydéoxypropylat)lulose;

the total wiPiHEtar2FRefBL g B ARRERCR B op "
wei ght basi s, i nmathycatiulese; fr om about 0. 05 wei ght %
to about 1. t tlo'gm fo Q,
about 0.3 mgpt‘fﬁaﬂ froé%a CEILho soll o&go/‘%gb%b%?%gqh{}&a
6 1, wherein basmr@nﬁwlh@gemit al weight of the solid

comr ses: PRy diofh B Ru IR of1o AR BRIV pgoond

% conj ugat ed est polyemes that Wﬁtarb@ublmomatghdlspersbleabo@t

35 wei ght O/%Jomcétﬁﬁ? Wé%?»d{oaatb%u %ﬂé@}{@@é‘ cot?

to about 10 wel /omcrocrysta I|n
about 10 weight % to about 35 weight %hydroxypropyl

ggy: ucs‘?th WhOSfR fg;ﬁﬁ‘?rﬁ%b:‘?%q*‘g%te rﬂat‘eﬁ iapa e]as}"@rlﬁélé‘ﬁa ing

ricant. e sol osage orm O

m§p9$¢d thRon ouberai Lomdlyi waieht basiaehasied oaghetotal weight of the

p%B&ﬁ&Es%ﬁSf& .the solids in the coating: from about 35
I ght to about 55 wei ght % sucrose; from about 5.5

wei ght the ¢ase mpderial gomeiisgst % ni crocrystal | i ne
cel I ul ose; f oM ?:%b%'b 14~é’?@r‘nt%‘io a% u@O%hﬁéi@htz’/o‘E’Shjg/ﬁ‘étea/‘éstrogens;

hydr oxypr opyl ul ose; “from about

about 40 weirgrt atiauhg weighy B toARoURSS W?Bbb%l%l%?éﬁ one sugar,
optional Iy, sbrPABRPE Weidht 90t HRLETE Wi %8B leadt one binder:

wei ght % of a
J from about 10 weight % to about 35 weight % of at least one water

soluble polymer; and

from about 0 to about 1 weight % of at least one lubricant; and

the coating comprises:

from about 30 weight % to about 60 weight % of at least one sugar,;

from about 5 weight % to about 10 weight % of at least one binder;

from about 3 weight % to about 10 weight % of at least one
hydroxyalkyl cellulose;

from about 15 weight % to about 50 weight % of at least one water
soluble polymer,;

optionally, a therapeutic agent in an amount of up to about 3 weight
%;

optionally, a second polymer that is water soluble or water dispersible,
in an amount of up to about 20 weight %; and

optionally, at least one plasticizer in an amount of up to about 8
weight %.



t herapeutic agent; optionally, from about 3 weight %
to about 20 weight % of a second polyner that is water
we adoshtmeor wat er di spersible; and from about PcTESDING019972
% to about 4 weight % pol yd?hyl ene glycol. 68. A solid
dosage formconprising a core material and at | east
one coating disposed thereon, wherein on a dry weight
basi s, based on the total weight of the solid dosage
f 68m The solid dosage dormadf otaimB8 whereirfin time edye niatérial

wei ght %t o,about wei gh % ed estrogens;
from about meqgah?org/gr{sgsg%cg @gﬁg\/\gg%&ﬁ’ % of at | east
one sugar; theobinddraomphisesemghicridtalineadediuibsd;Gandei ght %

of at | east f . [ % to
about 35 wel e S e ol E3RHsel et

5 polyner; and fromedindeeludsé.o about 1 wei ght % of at
| east one lubricant; and the coating conprises: from
about 30 weight %to about 60 weight % of at |east one
sfar ; The solichdhanage SormeofeiteimBtap chaliro 6O, Wheneii iglthe €éatihg:
at |l east on 3 weight %to about 10
wei ght % of %%)éqb%%?mék%@sag@géyal kyl cellul ose; from
about 15 went@wbmaertoomhee&mmomt@hnet%!lolbse.t | east one

10 {05 amounte R URly RLbEd Borhdised HELARGHICE AR
second pol yﬂmwaﬂeaSOIuwewatymer sohpilides hydroxgprepyl meth{/I cellulose;

di spersi bl e ét‘ﬂe eﬁ{@é’g{&nt Q/vheHFbré n?*%% rlggs M@Hl%%%pro/%esterone

and optlonal on c ze

of up to about saweua@ht %69 The solid dosage form of

cl ai m 68, [

compri ses | o8 Oscgna o%ﬁ%&ﬁ@{e@ e‘?ﬁ c"alngnggsea E%I?ﬂﬁw acetate, an

15 microcrystalline ethyIQeumlgﬁa rmlugnethacrylate or a polyvinyl alcohol and
the plasticizer, when present, comprises polyethylene glycol..

71. The solid dosage form of claim 68, wherein the coating comprises:
from about 35 weight % to about 55 weight % of at least one sugar,
20 from about 5.5 weight % to about 9 weight % of at least one binder;
from about 4 weight % to about 7 weight % of at least one
hydroxyalkyl cellulose;
from about 25 weight % to about 40 weight % of at least one water
soluble polymer,;
25 optionally, from about 0.001 weight % to about 3 weight % of a
therapeutic agent;
optionally, from about 3 weight % to about 20 weight % of a second
polymer that is water soluble or water dispersible; and
from about 2 weight % to about 4 weight % of at least one plasticizer.
30
72, The solid dosage form of claim 71, wherein in the coating:
the sugar comprises sucrose;

the binder comprises microcrystalline cellulose;



t he wat er sol ubl e pol yner conprises hydroxypropyl
nmet hyl cel l ul ose. 70. The solid dosage form of claim 68

weooshzi4ea 69, wherein in the coating: the sugapCT/US2005/019972

10

15

20

25

30

conpri ses sucrose; the bi nder conprises

m crocrystalline cellul ose; the hydroxyal kyl cellul ose
conpri ses hydroxypropyl cellulose; the water sol uble
pol ymer conprises hydroxypropyl mnethyl cellul ose; the

t her apeut i c tregeyuroxyatkgicatnlose oomprisesiy degpropyl cellulose;
Tedt OXYPr 090G FAGPEoAE baler hOTRAREHE ATBR methf] Biuiose;

present, conprisSes a

et hyl cel | ul Mthemppoﬂlq/mi\ml presentaompripes yredroxyprogesterone
al cohol ; and the e%tglsétl ci zer, when present, conprises

pol yet hyI ene gl yc 7 1. The solid dosage form of
claim68, wth sgaond helymeatwhegl presgnt, |c@ertprlsésamolahoyltacaﬁte an
wei ght % to aboute

fromabout 5.5 \/\efhéactew))?%ta ﬁet@éc |§@S{, @B&Y\ﬁ&?%{mhd and

| east one bithedglasticizeo noraprings pﬂomr@rglydﬁﬂto about 7

wei ght % of at | east one hydroxyal kyl cellul ose; from
about 25 weight %to about 40 weight % of at |east one
waBer Jbkgblickdgsage ferm ofcqmiﬂncﬁﬁawmreirf the epaling.eontoriges:

weight % tog 0 Rt

optionally, Bgérﬁogggﬁ‘@e?ﬂ % %fbo %é(}ﬁélgout Oggt I@Q&Q{Qe sa}gar
of a second fieol ghewt 515hm|gl1|t5% Waatmut & waiglet % of Waleeert one binder,

di spersi bl e, ﬁ'P?ooquW ?Pk?\?b}iittozab‘%{ggtwe(}/ % ?;ﬁégtl%aos?lor&e

wei ght % of at least o pl asticl zer
dosage form of clha@l’mqfa”ﬂw celtasei n in the coat i ng: the

sugar conpr ig3fsaptit F? WRight %eth %ﬁgﬁo \ﬁgigﬁi%%?ﬁt le st one water

mcrocrystalline ce se t dr ox ul ose
conpri ses hydr oxy%piubbyndw,‘@fl ul ose; the wat er sol ubl e

pol yrer comRpiciay i SKR O walgH ™ ko &bk Wit o4 Ba

t her apeutic gent n present, conprises
medr oxypr ogest er #irsapeutic agent;

optionally, from about 3 weight % to about 20 weight % of a second
polymer that is water soluble or water dispersible; and

from about 2.5 weight % to about 3.5 weight % of at least one
plasticizer.

74. The solid dosage form of claim 73, wherein in the coating:

the sugar comprises sucrose;

the binder comprises microcrystalline cellulose;

the hydroxyalkyl cellulose comprises hydroxypropyl cellulose;

the water soluble polymer comprises hydroxypropy! methyl cellulose;

the therapeutic agent, when present, comprises medroxyprogesterone
acetate;

the second polymer, when present, comprises a polyvinyl acetate, an
ethylcellulose, a polymethacrylate, or a polyvinyl alcohol; and

the plasticizer comprises propylene glycol.



acetate; the second pol yner, when present, conprises a
pol yvi nyl acetate, an ethylcellul ose, a

weoiognBubacr yl ate, or a pol yvinyl al cohol; andpd1es2005/019972
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pl astici zer conprises propylene glycol. 73. The solid
dosage form of claim68, wherein the coating
conprises: fromabout 35 weight %to about 45 wei ght %
of at |east one sugar; fromabout 5.5 weight %to
a55ut The suk disagédan eftany @astof daindd hivei4, whein themoating
t ight % of at |east one
éo%}ao@a:ino ﬂﬁ%tﬁeé@%gg%om about 20 weight %to
about 30 weight % of at |east one water sol uble
PeRYyITEe
B5ut - Jhe Bt (8Be Yorn! ARy RGN oS /<D Wherli fhe costing
f does athnmntafm asegind pymerabout 20 wei ght % of a second
polymer that is water soluble or water dispersible;
and fromabout 2.5 weight %to about 3.5 wei ght % of
atr7| eaJhesnid gosageifoinzefrany phe of blginssnd 1 b o whgeeir thernoefing
cl | ar conprises
< BeEhdebophliFh fihandbul aefi3f sbond S-AHON 12
cel lul ose; the hydroxyal kyl cellul ose conprises
hydr O.XWE% id a6 ?la%rﬂrc'?f n&%ﬁe%&g msc'fi féb}5emmg oii"fle second
conpri ses ydrox pr opy ose; 't he
t pelymeeista polpyethacrylateen present, conpri ses '
medr oxypr ogest erone acetate; the second pol yner, when
present, conprises a polyvinyl acetate, an
et7ﬁy| cdhe @phx:t@osaaem#gmmd%ywatcb further gomprigas ngalor coat, a
5 okt ot | Shd EpofidiiRal ses propyl ene
e so osage orm of any one of clains
3 1 to 74, wherei n the coating does not contain a
t rap di g5 form G ol i d dosage form of any
I% U% llercrig 1 tro 9@&%%@ n the coating
a tablet core comprising:

about 30 mg conjugated estrogens desiccation with lactose containing

about 4.3 weight % conjugated estrogens;
about 120 mg lactose monohydrate;
about 36 mg microcrystalline cellulose;
about 54 mg hydroxypropyl methyicellulose; and
less than about 1 mg of a lubricant;
a coating comprising:
about 115 mg sucrose;
about 18 mg microcrystalline cellulose;
about 14 mg hydroxypropyl cellulose;
about 75 mg hydroxypropyl methylcellulose; and
about 8 mg polyethylene glycol 400;
a color coat comprising about 15 mg of a coloring agent; and

a polish coat comprising about 10 mg of a polishing agent.

81. A solid dosage form comprising:



does not contain a second polyner. 77. The solid
dosage formof any one of clains 3 1 to 74, wherein

wo besamaté ng does not contain a therapeutic agetit/UsSI008019972
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second polyner. 78. The sol2d dosage form of any one
of clainms 3 1 to 75, wherein the second polyner is a
pol ynet hacryl ate. 79. The solid dosage formof claim
68, which further conprises a color coat, a polish

coat, artaljetdoracaoprigingcoat and a polish coat. 80. A

oS 2052058 A IS4 B0% b SRR i actose cotarin
desi ccati on wi about 48tvasght Sonorugated)estingens;4. 3 wei ght %

conj ugat ed ggé@?‘éﬁﬂ%cﬁg%"%ﬂ drgg.l act ose

nonohydr at e; nmg m crocrystalline cellul ose;
about 54 nyahguiri@xye migotrysteliing telkldsel ose; and | ess

t han about méb&q ﬁfm@!‘“ﬁﬁ%‘@?@%hﬁg‘yﬁﬁgﬁﬁ'hw aﬁ?rrpri si ng:

about 115 Sucros crocrystalline
cel | ul ose; &ssdhamabouty1 imgiofaxiybricantl cel | ul ose; about

75 nmg RQy met hyl cel | ul ose; and about 8 ny
pol yet Eyﬁ%ﬁ@%ﬁ%ﬁngﬂfoo; a col or coat conprising about
15 ng of a @bbwri.hmgagedioxypaogesterpnd actétateoat

conpri si ng QB?&%?W QGcr8fe-2 POlishing agent. 8 1. A
solid dosage form c%rrprl si'ng: a tabl et core conprising:
about 11 nyaboutjfuyamnicroeystabigeeeliudessi ccation with

ot rogens:  2pat Lat i toeopltelibes o Yahout 18
my mi crocry@bauti35mag bedroxypseiy! metwiaelldgsery
hydr oxy pr opyhodted iy bofEdhyleAs Giyca4bo; and
about 47 mg polymethacrylate;
a color coat comprising about 0.2 mg of a coloring agent; and

a polish coat comprising about 2 mg of a polishing agent.

82. A process comprising:

providing a tablet core;

applying to the tablet core a sugar coating composition comprising water and
a solids component as defined in any one of claims 1 to 30 to provide a coated tablet

core.

83. The process of claim 82, wherein the solids component of the sugar coating

comprises a second polymer that is water soluble or water dispersible.

84. The process of claim 83, wherein the second polymer of the solids
component of the sugar coating comprises a polyvinyl acetate, an ethylcellulose, a
polymethacrylate, or a polyvinyl alcohol.

85. The process of claim 83, wherein the second polymer of the solids

component of the sugar coating comprises a polymethacrylate.



| ess than about 1 ng of a lubricant; a coating
conprising: about 1.5 ng nedroxyprogesterone actetate;

w@bmwat20866 ng sucrose; about 6 ng m crocrystal | PCEUS2005/019972
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cel lul ose; about 4.5 ng hydsoxypropyl cellul ose; about
25 nmg hydroxypropyl nethylcellul ose; about 3 ng
pol yet hyl ene gl ycol 400; and about 47 ng
pol ynmet hacryl ate; a col or coat conprising about 0.2 ng
of a coloring agent; and a polish coat conprising
gut i Shi r
corrpr | 5 P%grél%?%\c} %llylnoa‘%a&t% !aﬁ'ﬁ%? 2 E:oo%% f“’ﬁ‘ﬁg |C%E§§?%“}ehséep of
t abplging @arotor gosh g olishocsat, ey bothrppeaon doahardbarpelisti sogt to the
a¥ﬂi ol i ds conmponent as defined in any one of
mggggd t%o O to provide a coated tablet core. 83.
The process of claim82, wherein the solids conponent
ofg,t he
7 e SPERRfecE B LB RATRENRER B SRR laiEBEt L8 comprises
ofa th¢rapent@Rgenhandeineg artmeore @ektmsl@mlatamels whelﬁhethg@lelltd@slc
RGN LorfbrisklHfon? R 36 92IdHR% CUBRLL 56 ReBNPR) of tidibiet core.
acetate et hyl ce ulose a pol ymet hacr ate or
pol yvi nyl aIcohoI 85. The process of claim 83,

nggr el AL REREE Sp&alﬁpﬁy Werdit tﬁeﬁ?bléf)&drgﬁlrﬁ@@&ﬂ@@e ?rlrom about

t he sugar "coatin npri ses a ynet hacryl ate

pr18 wepight §§ toeapub wetght:%damsesmowwwe,f kased en the weight of the
cpégpé icsld1g the step of applying a color coat, a polish
coat, or both a color coat and a polish coat to the

coat ed tabl et core. 87. The process of any one of

C|8§' 5 THE pkdte8 of MQH@Z RvHen tHlthsibt fb% BorR PSS! B&stdn the

erapeutlc agent and one or nore cellulosic
nammaft@etamerq@rm the cellulosic materials conprise

from about %rﬁ"@do@:hs wétdh@‘y%%buﬁﬂi \W@lbﬁh% céhfbbafea%strogens

tabl et core. process of clalm$8 wherei n
tabl et core furtﬁ@ﬂc%%'ﬁbwtbé%d@ﬁecﬁﬁnéﬁﬂ@m abOUt43W9|9ht%

conjugated estrogens;
from about 10 weight % to about 65 weight % of at least one sugarr,
from about 10 weight % to about 20 weight % of at least one binder;
from about 15 weight % to about 70 weight % of at least one water
soluble polymer; and
from about 0 to about 1 weight % of at least one lubricant.

90. The process of claim 89, wherein in the tablet core;
the sugar comprises lactose monohydrate;
the binder comprises microcrystalline cellulose; and
the water soluble polymer comprises hydroxypropyl methyl cellulose.

91. The process of claim 89, wherein the solids component of the sugar coating
composition comprises:
from about 35 Weight % to about 55 weight % of at least one sugar;
from about 5.5 weight % to about 9 weight % of at least one binder,



10 wei ght % to about 65 wei ght % | act ose nonohydr at e,
based on the weight of the tablet core. 89. The

w@emsesae®f claim 82, wherein the tablet core PCT/US2005/019972
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conpri ses, based on the weisght of the tablet core:
fromabout 5 weight %to about 15 wei ght % conj ugat ed
estrogens desiccation with | actose contai ni ng about
4.3 wei ght % conj ugated estrogens; from about 10

wei ght % t ofratmoakiout4 weeght) Pt todbotit Aweigbt%t of @ah eastuayer ;

from about 10 vveh%}go)é)@gcgm%%& 20 wei ght % of at

| east one bi nder wei ght % to about 70
wei ght % of fram dboat25 wrighttte mbsl A0bieigtdl wiret Ieast e water

fromabout 0 to ght % of at |east one
| ubricant. 90. T%glﬁglt;e&]o Ysf‘%rof claim 89, wherein in the

tabl et cor eoptidrall ftpar albautOra04 eeighi &b us@qmamm & efa

t he bi nder conpr ystalline cel | ul-ose; and
t he wat er sol ubl l"%?%fé&n'grw%ghprl ses hydr oxypropyl

met hyl cel | optarelly,grom atius 3meni"é§/stmabowlt a0 weitiht % of a second
wherein the sol | ?ﬁlg PR R Wat so‘in%eséHﬁé}Eh@Q@/é %B%
es.

conposition conpri rom about

55 wei ght 9dfrofm atout 2 aeight Pretosabgut 4 wembh%ectf@mteast @e plasticizer-

wei ght % to about 9 weight % of at |east one binder;

fromabout 4 weight %to about 7 weight % of at | east

oﬁé hy dhepyedery bf daim U, yaerein indhe solisistcopponentdti thesugar
P LWho#0 wei ght % of at |east one water soluble

po ymg optionally, from about 0.001 weight %to

about 3 wei {esugaptomprisesugsat i c agent; optional ly,

from about %%h@é}tcoﬁpglg?%f&ﬁcrfs@alm ‘9&8‘?%/% .of a second

pol ynmer that 1s wate or wat er sper si bl e;
and from ab&hg hVZif%ia@WtceWP%ﬁ eQyoRfises hwérogmrowl sellulese;

| east one pi"%% ﬁble% mEPEorp frgdfbﬁq&bayme?hﬂcenmose

wherein in onent 0
the therapeutlc agent, when present comprlses medroxyprogesterone

acetate;,
the second polymer, when present, comprises a polyvinyl acetate, an
| ethylcellulose, a polymethacrylate, or a polyvinyl alcohol; and
the plasticizer comprises polyethylene glycol.

93. The process of any one of claims 89 to 92, further comprising the step of
applying a color coat, a polish coat, or both a color coat and a polish coat to the
coated tablet core.

94, The process of claim 86 or 93, wherein the tablet core is placed in a pan, then
sequentially sprayed with the sugar coating composition, a color coat and a polish
coat.

95, The process of claim 94, wherein said pan is a perforated pan.

96. The process of claim 95, wherein said perforated pan is side-vented.



coating: the sugar conprise sucrose; the binder
conprises mcrocrystalline cellulose; the hydroxyal kyl

w@edosatoaee conpri ses hydroxypropyl cellul ose; pEEBUSBIE019972
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sol ubl e pol ynmer conprises WBydroxypropyl

nmet hyl cel | ul ose; the therapeutic agent, when present,
conpri ses nedroxyprogesterone acetate; the second

pol ymer, when present, conprises a polyvinyl acetate,
an ethyl cel | ul ose, a polynethacrylate, or a polyvinyl

e oor The BSteR SRl df chfhs SPRPEG, SR It uglt g
f qomhwtmmapptase@ gt arhair flow patebf fippapouich Q9 aubicdeetmsaminute to
aaB@higﬁao%gﬁéfeegéepﬂmtea col or coat and a polish coat

0

e coate et core. 94. The process of claim 86
or 93, wherein the tablet core is placed in a pan,

then s¢ ﬁggmaeeé Lfé @pan@yo?elam MJ%,?@% in ﬁ%dg%?c%igg

Con‘pOSI coat and a coat )
provpesitiaf is speayad stian aintiowrate Qéfr@rn@@nuﬁ H08 qubicifegtaree tinute to

Pap ut%oognﬁc?éeq 8Smindte Cl @l m 95, wherein said

per orate si de-vented. 97. The process of any
one of clains 94 to 96, wherein the sugar coating

ng’posggg% &€§s 89&5\%9@7 é\lclﬁﬂ 9% (Nhe et h%%tﬁ% s ord fsoéma

about m nut cubi ¢
f &mpqsehurewfrfmab% 35 @ oyt é@§ mth aminlelaé temperagirest about

94pi® Yggicei n the sugar coating conposition is
spr aytedg“ssoaotu an air flowrate of from about 1000 cubic

feet per mnute to about 5000 cubic feet per m nute.

9900.TNEnBIASESS ofdn ﬁr@ dTcfiim®B2 fd 99, rtFein AGRaPoddiftg

et co e I's at erature of 'fromabout 35C to
ab@mpoﬁmqmmfﬁeaﬁth?flalé@u'ﬂ&laﬂeﬂten'perature of about 500C
to about 80Q0C. 100. The process of any one of clains
82 to 99, wherein the sugar coating conpositiaon
cdRbr i Jbs procese phelaim: 100, wheiein thedherapeutis agppieidae sigar coating

C'ca.lnm.é&%emwp%gésté?sné herapeutic agent of the sugar
coat
102. The process of claim 82, wherein the tablet core further comprises a

conjugated estrogen or a combination of conjugated estrogens.

103. The process of claim 101, wherein the tablet core further comprises a
conjugated estrogen or a combination of conjugated estrogens.

104. A process consisting essentially of:
placing a compressed tablet core, which comprises at least one therapeutic
agent and at least one pharmaceutically acceptable excipient in a perforated film
coating pan,
spraying on the tablet core a sugar coating composition comprising water and
a solids component comprising:
from about 30 weight % to about 60 weight % of at least one sugar;
from about 5 weight % to about 10 weight % of at least one binder,



conpri ses nedroxyprogesterone acetate. 102. The
process of claim82, wherein the tablet core further

W@oupnemEes a conjugated estrogen or a combi nat PONUST005/019972
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conj ugat ed estrogens. 103. 5@he process of claim 101,
wherein the tablet core further conprises a conjugated
estrogen or a conbi nation of conjugated estrogens.
104. A process consisting essentially of: placing a
conpr essed frain atout dmejghtvii torabooinfl) weigbt %tof latlaast amee
t herapeutic agen one pharmaceutically
accept abl e exci p?’%ﬂ{a%faﬂ{yél"%@fb Srated film coati ng pan;
sprayi ng onfromeatboabll 2veigbt % ta abogth0 weighti % @f at least one water
conmposition conpris| r and a solids conmponent
conpri si ng: fromsg@glgt °Y373{e@ei ght % to about 60 wei ght
% of at | easptianadly,sautherape@ticorgeabinan @nowsit ghtp % alwut 3 weight
about 10 wei ght %/o.of at | east one binder;from about 3
wei ght % to about 10 wei ght % of at |east one
h;t; dr ?xg 8' kyppwd;mgwpnr polymabthat iswatwesogmlo e 06 water dispersible,
abou wei g .
pol ynmer; opti onaIrT Y, 3@5? ﬁ:"?aﬁl éﬁ?ﬁ?%d{\?gg{}etlg%?r{g?r?aamunt
of up to aboptior@liyeit igast gge pipsticizenlin an amosptefng to about 8
pol ymer that is mygﬁ)%sol uble or water dispersible, in
an anount of up to out 20 weight % and optionally,
at | easpraying qptcaricoal ode thersugar egatinatansf up to about 8

' o s iy
coati ngtroyR TS B ML EORr o *onto the col or
c wdiereimthersprayinggiepparg\allegrriedeyt insa einglelpanar ri ed out
in a single pan. 105. The process of claim 104,
wherein the tablet core conprises : from about 5
wdPght The procese at clai 14, gherein thenahlglarosziceprisggens
desiccati on gidh Bpb A% ASEhORRY 2ol 18 v % orfudRbPBdirclens

conj ugat ed estrogens;
desiccation with lactose containing about 4.3 weight %

conjugated estrogens;
from about 10 weight % to about 65 weight % of at least one sugar;
from about 10 weight % to about 20 weight % of at least one binder;
from about 15 weight % to about 70 weight % at least one water
soluble polymer; and

from about 0 to about 1 weight % of at least one lubricant.

106. The process of claim 105, wherein the sugar coating composition further
comprises medroxyprogesterone acetate.

107. A coated tablet prepared by the process of any one of claims 104 to 106.
108. A coated tablet prepared by the process of any one of claims 82 to 103.

109. The coated tablet of claim 107 or 108, wherein a ratio of sugar coating to
tablet core is from about 3:1 to about 1:3.



fromabout 10 wei ght %to about 65 wei ght % of at

| east one sugar; from about 10 weight %to about 20
wowioght0486 of at | east one binder; from about IBCTESTHNG/019972

% to about 70 wei ght % at beast one water sol uble

pol yner; and from about O to about 1 weight % of at

| east one lubricant. 106. The process of clai m 105,

wherei n the sugar coating conposition further

conpri ses nmedroxyprogesterone acetate. 107. A coated

t et -pr r he. f.an ne. of, cl ai .
13307 o TG EBAEA aoiet o SErDA0T 65 Fost s Bfbln ROy <fpd g to
p tabted corenib framyatmue2dfto @abautrts2.82 to 103. 109. The
coated tablet of claim 107 or 108, wherein a ratio of
sugar coating to tablet core is fromabout 3:1 to
abdut The codted tatiet of olaine d07 ab1 G, wirerein airatioldf Bugar cbaging to
[ : ' td. to tablet core is

> :‘Nﬁ}%rrlﬁg Béaltsl’f@?ﬂlg?ogﬁ ;%gﬂf%fgg& fi?%s The coated tabl et of
claim 107 or 108, wherein a ratio of sugar coating to
t et LS ridh i ~ihird 1
Aag?'ur_ aCFlgltJ?mgf% ' Egﬁ?%%%%?%?és%gée% g's%‘?i bedo* F%irﬁ%y)ﬂoﬁgﬂ K
ofWherein apengntagg of eracksindhesygas cpatingdmiasghand perges
in the sugar coating is less than 6 percent. 113. A
plurality of coated tablets as described in any one of
o 1133 ms ARty Of gaatedjablets #s dexseper i anyensiol etk 40719 111,
S ihdres'8 percefttig 't clatkiA@dld sughPcadtiylis Soduen &8 Bbout Blrrcent.
A plurality of coated tablets as described in any one
of clains 107 to 111, wherein a percentage of cracks

10 i n18ai @A puadty of 6edted tablets hed&scribedinlarnyaneaticlaims 107 to 111,

wherein a percentage of cracks in said sugar coating is less than 1 percent.



