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preparati on of bazedox e acetate has al so appeared
in the general liter . See, for exanple, MIler et
al, J. Med. Chem, 20 44, 1654-1657. Further
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Mller, et al. Drugs of the Future, 2002, 27(2),
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receptors (ER) but shows tissue selective estrogenic effects. For example, bazedoxifene

acetate demonstrates little or no stimulation of uterine response in preclinical models of
uterine stimulation. Conversely, bazedoxifene acetate demonstrates an estrogen agonist-like
effect in preventing bone loss and reducing cholesterol in an ovariectomized rat model of
osteopenia. In an MCF-7 cell line (human breast cancer cell line), bazedoxifene acetate
behaves as an estrogen antagonist. These data demonstrate that bazedoxifene acetate is
estrogenic on bone and cardiovascular lipid parameters and antiestrogenic on uterine and
mammary tissue and thus has the potential for treating a number of different disease or

disease-like states wherein the estrogen receptor is involved.
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Bf o (o BBME th@bresent invention provides a method of preparing the solid

dispersion described herein, comprising: a) combining bazedoxifene acetate with melted
dispersing agent to form a liquid mixture; and b) solidifying the liquid mixture to form the
solid dispersion.

In some embodiments, the present invention provides a method of treating a mammal
having a disease or syndrome associated with estrogen deficiency or excess of estrogen
comprising administering to the mammal a therapeutically effective amount of the solid
dispersion of described herein.

In some embodiments, the present invention provides a method of treating a mammal
having a disease or disorder associated with proliferation or abnormal development of
endometrial tissues comprising administering to the mammal a therapeutically effective

amount of the solid dispersion described herein.
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formulations containing dispersion and non-dispersion formulations according to Example 4.

DETAILED DESCRIPTION

The present invention provides, inter alia, bazedoxifene acetate (BZA) solid
dispersions and compositions thereof having improved properties relating to solubility,
bioavailability and the like. The solid dispersions of the invention have increased solubility
and bioavailability compared with, for example, crystailine BZA or 1nicrocrystallihe BZA.
The increased bioavailability associated with solid BZA dispersions has numerous
advantages including allowing for administration of lower dosages, thereby lessening chances

for adverse side effects and reducing subject variability.
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plopylﬁlﬂi gkymlyi pyiyroiylagetatespphasphatidyiahobines (lemkmimlglyols polylactic
acid; polyhydroxybutyric acid; mixtures of two or more thereof, copolymers thereof,
derivatives thereof, and the like. Further example dispersing agents include copolymer
systems such as polyethylene glycol-polylactic acid (PEG-PLA), polyethylene glycol-
polyhydroxybutyric acid (PEG-PHB), polyvinylpyrrplidone—polyvinylalcohol (PVP-PVA),
and derivatized copolymers such as copolymers of N-vinyl purine (or pyrimidine) derivatives
and N-vinylpyrrolidone.

In some embodiments, the dispersing agent contains polyvinylpyrrolidone (PVP) or

derivative thereof. PVP is a polyamide that forms complexes with a wide variety of
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In another example, BZA and dispersing agent can be combined in the desired weight
ratio when either or both the BZA and dispersing agent is (are) in liquid form (e.g., a melt),
and then the liquid mixture is solidified to form the desired solid dispersion. According to
such embodiments, the BZA and dispersing agent can be combined when at least one of the
BZA and dispersing agent is melted. The resulting mixture is then solidified by cooling to a

temperature sufficient to solidify the mixture. In some embodiments, the mixture is cooled to

about 25 °C or below. In some embodiments, BZA is combined with melted dispersing agent
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when orally administered to mammal. Methods for measuring the pharmacokinetic

parameters AUCy 4 (area under curve for 24 hours), Cpax, and tmax are well known in the art

and described, for example, in Example 4.

Dosage and Formulation
The solid dispersions described herein can be formulated for administration to a
patient in any of a variety of ways. In some embodiments, the solid dispersions can be

administered alone, i.e., without the addition of excipients or other additives. For example,
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some eipfodiments bis "ﬂlﬂi—’oé&opﬂ C%Fitélﬁé E@Mris’wo@i@e? D% el by aveasly of ghe solid

. dispersigg for AhRt %ﬂi‘tfogfmé}ﬁi{n tﬁé %Bﬁﬁgklﬂﬁgo c&n@au@a%o%@tl tda 50% by
of a variety of ways. In so I ments, the so

weight df thpepkd drspensxm de yadfmﬂhms«tmlv@iﬂmahﬁsnthﬁ chm@osition tdmtams about 1

to abouts@ ddl t I Qfo B%ébde‘%fs%%’rén ogj Iftléeg%dlt}oh\ég%g% ﬁliécomposition

contam?&k?ou)c IQQ '&B@lhtrEO% b# %ﬁg‘h@ b thd %Bh@ Qf% &rs%%ln %ﬁﬁ}tﬁ& énﬁ‘&ﬂhments
about 98% or greater than about 99% (by wei ght

the compobitidn dpstpias sbowt Iotesbeittdde b weight oﬁthe lselid drse@nsioy

Istered. to a patient enbodi . :
BB G CheiiGng & pStrotR P BB B P upinisBRd in daiy
doses rzﬁi@ﬂ{gnﬁ‘@ﬁlﬂ 1 68 tb)1 086 ﬁﬁg%faialz&lo&ﬁfeﬁé Setatd Y€ p&E@NnSIeed OPreferred
form a pharnaceuti cal ngosn tion for admnistration

dose rangﬁsafapsafroghio m&ﬁ@ﬂYc@rﬁb@B (?Oomg@@ﬁ, @@rﬂ prcferably fromp U me/day to
about 68 r%%s}, dﬂgén‘z&gl{ %agxrbneselnggls%{ﬁesiﬁgg ou L Rxg) rﬁcgr)e/: d\}\\éild%c}q%ioses per

day. Smﬂh dobes <l bechddiiniprrel ianny hianhetr thiit&’ﬁmhtﬁﬁ@dhﬂédiﬁmouﬂdhﬁentry into
onposi tjon contains about 1 to about 50% by wei ght
the bIQQIEIHA BeBidEse gilbh, Vien IpRlentsy rRakgieraltho JPRBRAYS, 1% Iy, and
. sition contains about 1 to about 30% by wei ght of
tlanSdeﬁ)ltgnﬂg)(s?ol id dispersion. In yet further enbodinents, the
Teampdeintal admisitasionsinalude bll hdindnisthadions 2@%shihe weifgdetofdlie body

the saqlid di er.si on t..further,. enbqdi nent t he
and the, gﬁsﬁaﬁmmt%?n ﬁ@ﬁé&ﬁ@ésagsso clydipg, eaﬁ‘g%lta? o Bconal gistuegs Such

" adminidR€ioR YhdyIbdiS BRI BHRNE aFBHAk @LdnPNSISRN EAR] PdcH, REs dpe:nsmn and
present "sol i d di spersions can be adm Ri stered in

the like.

Oral formulations containing the present solid dispersions can comprise any
conventionally used oral forms, including tablets, capsules, buccal forms, troches, lozenges
and oral liquids, suspensions, and the like. Capsules or tablets of containing the present solid
dispersion can also be combined with mixtures of other active compounds or inert fillers
and/or diluents such as the pharmaceutically acceptable starches (e.g. corn, potato or tapioca
starch), sugars, artificial sweetening agents, powdered celluloses, such as crystalline and
microcrystalline celluloses, flours, gelatins, gums, etc.

Tablet formulations can be made by conventional compression, wet granulation, or
dry granulation methods and utilize pharmaceutically acceptable diluents (fillers), binding
agents, lubricants, disintegrants, suspending or stabilizing agents, including, but not limited

to, magnesium stearate, stearic acid, talc, sodium lauryl sulfate, microcrystalline cellulose,
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doses ranging fromO.1ng to 1000 ng of bazedoxifene
acetate to a person in need. Preferred dose ranges
wo a00$/0p960m 10 ng/ day to about 600 ng/ day, nor ePCT/US2005/011678
preferably from 10 ng/day to about 60 ng/day. The
dosing can be either in a single dose or two or nore
calboxymﬁthw@ﬂul@@es @slcpen, dalyvinSlpytrotdewss gsiminbeilgidiei adidt ecasth gum,

nanner, that .facilitates.the ound'.s
anthan gflyd B IRAERs Cholef Sies e S ieRR il S OPRe; H5ifey il sucrose
sorbitol, PHEABIET Bhdsphatéaghltihl Yulf#€ Clhetobey, kaanﬁi m@mme ﬁdmhﬂnychlonde
Transdernmal adm ni strati ons i ncl ude al |

tale, dryatigfchessandapewipsedengsss anlefommia_a@és gred; hrseipongy afibize sandard
delay or tﬂ% eleagé’]fq?&%da?onp g %gﬁ%ﬁ&?%ﬁ}?ﬁ%}sg@ forﬁ]lglla?‘%hg E\Zlkf :bg ln%aﬁig from

nmucosa tISSUES Ion nma

traditionb Dmeedihls aink Ridin@Ncoco4 Bakr, widh bﬂmhoﬁtahﬂaddiﬁblc bf waxes to alter the
suspensi.on, and the |i ke Oal for ations, cont ai ni ng
SUPPOS“PH%S pw%&tp%tb iandg plyieeiin oMGterasolublep pirnosifory bases, such as

polyethﬁ&ﬂe %?édl@ dl%uﬁﬁﬁ)qerc%[a?lweié?ﬁ ay'a%%l pidisag tablets,

ucca troc | ozenges and oraI
H11m1 uoaimgs swsfpewithahs preami fdntraﬂdudne ar@amsm HSthO rart and generally

I ,
consist g b e grgﬁ%?l 3Iac\<}eﬂﬂl X‘&yg e}:g)?lyra?l a cg erg,r{dog P Alcizer,

Addltwﬁ:a‘? ']H,@‘éﬂ‘igﬁtsoguch NRI {vefiink| BEsts aBHaR, VLS a%ﬁcll'ﬂlbﬁ&nttsh €an be
pharfaceuti cal |y acceptabl e starches (e . g. corn,

includedoimt Blno cgartlrlgatfmma]atlgmsatocxh)partmgamschamqrfstlcs o the 'film coat. The

coo RYSCH T RIS BeeBOUES 0 R UMBRP S R gpogots

placed il lc@dultsfor@Ustkh a@h%elaﬁﬂbbﬁﬂe‘ Of mul ati ons can be mide
by conventional conpression, wet granulation, %/
recfillar ar idgHehoeh GEmPEBRANYt UbstpRCe e aE dig 118 éhart ys useful for the

preparatllchnogip Eoe}%[ grafl gngrﬂﬁpe%tﬁmgf | B ok uti é}delc@gptg’&g rHl%l S ca;n be selected

rant's suspen or sta

from, for@eahple, laﬂwsﬁdhi&&)crwmﬁw&elﬂulmts&xdrds@,, mamgtodsialoinm phosphaie

Stearate, stearic acid, talc, sodiuml auryl
caleiumeprhogateyRavalarechee iase upgliose Einp BprpHeh FF?TCé‘erHPL aid e tike.

%‘EL: g)!réjs%t R)(Pllnm/aln%ﬁg B GRb iA9A% iRt é1ﬁ'ag@111t9' nl{lfés@ﬁisﬁrtegwnts

'a gum  xant gum sodiumcitrate,
can be ﬁalldctddaﬂ’r@m thosl laiawn ma’uhb caﬂair&luc@ﬂlg/pnelge],atmhexdl sﬁamh sodium starch

bi t di cal h hat |
I T M T T e .
mospov;cﬁ'bln diH, %fsg?x{lgha Rl %B@uﬁpﬁ\%ﬁ{a@ c‘f’é’}@ g. QeBbum or xanthan gum)

t
rﬁJfatl on use herei n utilize st andard del ay or
ccllulose lﬂne ibe Ie&dmegé msmsl ataffm@smnt syserssy Isaeh asbpmmltzmg/food acids

de .from traditiaqnal
(such o EF g BB A BUREDE 2o FSEE Sy eHBOE T Sehip 2B ascorbi
acid, as%%rt%éﬁa te%%ﬂbftr atu'ae SHHPRRS hia! 288 JMbihicnGciaPianl, arfitkaline
gl ycerin. ter sol uble supp03|tory bases, such as
carbonate component (such as sodium bicarbonate, calcium carbonate, magnesium carbonate,
potassium carbonate, ammonium carbonate, etc.). The disintegrant(s) useful herein can
comprise from about 4% to about 40% of the composition by weight, preferably from about
15% to about 35%, more preferably from about 20% to about 35%.
Some components can have multiple functions in the formulations of this invention,
acting e.g. as both a filler and a disintegrant, and its function in a specific formulation may be
singular even though its properties may allow multiple functionality.

The pharmaceutical formulations and excipient systems herein can also contain an

antioxidant or a mixture of antioxidants, such as ascorbic acid. Other antioxidants which can
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pol yet hyl ene gl ycol s of various nol ecul ar wei ghts, may
al so be used. Filmcoatings useful with the present
wo ovosobwti ons are known in the art and gener al PET/US2005/011678
consi st of a polynmer (usually a cellulosic type of
polyner), a colorant and a plasticizer. Additiona
be used umgrdedspémrs asadtateagndrescoibyg pdgames OPQQI@élysm donpwngtien with an

nd |.ubri cants.can b clu coatin
amount Shpiaftlt agHe ArGERRAF Fvedrph R S idePibl STREE YrghFpgsw v
about 1584 bmfg@t frobh 8b&RMEYS itd his 18910hyf weihl, at fromsatdar es% to about
al so be conbi ned and processed as a solid, th

5% by vmgme&l pome chpdivieats Berpharpcguties] orgailaiqng Ceafaﬁuwstanhally
filler or diluent can conprise any substance known

Yhe art that is useful for the preparation of solid

ral for | ation naceutlc Ig aceen tab

Romt o i

P gﬁnzggugc‘& &QmpQsi 8@1@&1&% fpe(]ﬁlOl s cah also Be Sthilated

with steml&dl %twg%h@l ducR s C@hjushR8 RstrStab, OSSP, MBHWirhOknt THagbdiifene
phosphate, ‘cal ci um carbonat e, pomdered cel | ul ose,
acetate wrefl ti dlesx farfonlation rash thsl adjustesk agsording fq Hie, paigplathe lig; dégpersion

res far I at n. .
T e
therapeu‘&@Qﬂdicatibntﬁfb@ng’@lédl}sldef&ﬂ Uleli geglerat, elgebadet onifeed aSEwteCdfan be used in

sodi um starch gl ycol ate and the |ike. O her

an amougit shificeegk s ertageriruthe edfessehiveaareiarssHPERR i e fovel desired

The dosg fg@%% chgﬂgateé E&tro(‘ggrrxs %gg%ehrﬁéﬁnﬁﬁw 0.3 ﬂ&@gg{étgi P"i’ﬁge about 0.3

mg to albcﬁiﬂ lescihgn@eaboas0.3ang os alefuft @ré@ésngnt&nswtrmmngm dér asount of
t hose utilizing, foaod Cld tgsuc trlc cid

bazedoniigng ASIR 4 f GOMPHIALEN ABTRTaH RS PRV FE 1P ADEHCI% ey, For the
Qtermda?gslttgkgn ﬁ%%tganof"%c&%ﬁ 'd%s 'cgr& g%?ﬁ?{:éﬂaogt g‘h(’fjto zﬁ:fo)ﬁ sy QGCand for

ethynyl @sﬁﬁilblng dadly banRage oﬁd‘fmﬁ)mbﬁﬁt QS;L(GHOGL"SOOS adi Uain be used. In some
bi car bonat e, cal ci um carbonat e, magnesi um car bonat e,
embodipentaghé dariy:@sb dmtteceraahouh? uﬁﬁi %&*r@tb@hfal%) Hétc.). The

|S|nte t eful herein can.c o)
f&()‘%}‘“ 101 ﬁgntglg Sprteisec% solrrciJ d ?)glh{ {Hdatﬁg lJ;%llovvmo
@mqnmﬂ@§§§ﬁ@bly from about 15%to about 35@6 nor e

preferably from about 20%to about 35% Sone
@onpméﬁmsarcdadismmeanmgqﬂmr SOMPHSINE dipan jphoythgo to about 99% by

weight Ewt{) méllﬁ ;;103 QZfogglg#aﬂ?% g]i;l faﬁ)tl gmlre%ﬁt 1Ibunc - an?ﬁab%ﬁf B5% of the

formulaBBR Wil B6MHbati 490 terahoude 5% byoweight @f\»thmtdtzﬂtfuginulamm and
ropertl es may allow nultiple functionalj

17!Dhar nabbtica SPmpsising fEam é‘?@ltgr?t% ot éﬁ(o %%}13? %%%Posmon (wb),
where tl&e {u,%rlca g F@él’? %uﬁlﬁ Rl @bt %é}tlﬁégéﬂhg @&%leﬁéesr@. JTeNEMELst rate or

sSucn as ascor

zine steafagd),ofattglaigtclseMB ¢hg calen yer] |ftmnhm® fatigt agidsaS@o sbalti@ acid),
and ascor almtate, t
fatty aleghols, glyceryybehenate mfaneral o?lppr!tr? atins, Kydrgge%g{]ejdl{frégétgﬁg OVY‘S 1euc1ne

polyethylene glycols, metallic lauryl sulfates or sodium chloride.

no ant10x1|a

The percentages listed above for the filler, disintegrant, and lubricants are based on
fina] pharmaceutical composition. The remainder of the final composition is comprised of
the solid dispersion and a pharmaceutically acceptable surface covering, such as a coating or
capsule, as described herein. In some embodiments of this invention, the solid dispersion

comprises from about 1 % to about 99 %, about 10 to about 95 %, or about 20 to about 90%
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amount of ascorbic acid. An exanple range for the
antioxidant(s) is fromabout 0.05%to about 15% by
woweeglbge7f rom about 0.5% to about 15% by wei ghPCT/082005/011678
from about 0.5%to about 5% by weight. In some :
.gn‘ood' nts, the pharmaceutical fornulations contain
by wel td&ffr:?lp%hqqgﬁpﬁémam angthe| aQAting P SAPRLEIPIITEES Up to about 8 %, by
weight, G?MROBEHLLLASK Of the present solid dispersions can also
be tormul at e%[ with steroidal estrogens, such as
éodjtipgat exne@sty vgEms ,exuﬁi%nts]'lj@sagmmtbs, di‘sgéraizlg dxg&htfs QA& the like
~_acetate used in the foryul ati.qn.can_ be j usted )
that ?‘1‘%?8@%138 ?%“S? & e W’éﬁﬁ&rm&g i Rs @?éhedﬁvw@a,arq keown in
the art SPERErBRDInt YRQxShpRt RENIHAY, EPLEINRB AN SP8rces. 17th ed.. Mack
formul ati on as vveIPasth particul ar therapeutic ’
Publishingd Cempran Brastang Paonki8deméich {sningerpera¢d hetee by reference in its
entiretybazedoxifene acetate can be used in an anount
Sufficient to antagoni ze the effect of the particul ar
estrogen to the | evel desired. The dose range of
conj ugated estrogens can be from about 0.3 ng to about
Methody 5 ng, about 0.3 ng to about 1.25 ny, or about 0.3 ny

‘ t AN ra for unt of .
DR PR R NG O B AR bl T B i g scttive
estroge@guihists Owhly affnigh @it thd GstrigenRiceptbe URikel statr %2%&' @@RBtrogen
X strangl, a daily dosage can be from about 1 to .
agomstsr;@@a? Oféjenwd sl thereolosyamjiesteagenigdndhe ateas s epvsargegonize
i 0 3 e . (0]41 . .
e orfle LS O, R AORCIR GReDeAUaFyel %0 gpusions
of the imzation, Bha cofEpodtiomsxanpiigng flal safner can fadd @Any odek aélaed tdh8eating
: present solid dispersion and the follow ng excipient :
disease §§;|§q5éﬁss_yn§1ym§s esocigtedapidh gn ShERasyrdeficicpeyy et plepxcess of estrogen.
i1si f. 0 0 VY=Y, A ;
they SR BR01E ARG MAASy ABoUE ROPEEHIRLR Ly, o
proliferaimeh abadumorB8%deytlopment, ectinms atr igoowthaff entombtrfat omemdomstrial-like
4%t o about 45% by wei ght of the total formulation;
and b) a lubricant conprising fromabout 0.2%to about

BRIdekiftheace R asd thi %il(tﬁg% beMiR! Bk A edthddeh %@8&2‘@ Igy lowering

magnesi um st earate or ot [

fissues.

. r netallic stearates ( _
cholestergl aiduprcsensing droae dosszApeordingly @heegqhdf caspe_ysml@ isduseéitl dpstreating
many 1églggi'rels i\%@i‘éﬁ Ijn]‘)eglhf 3‘%@% egﬁ%lrg)g%glte?ebglf glﬁ: ¥e§€8%eglﬁ g%cgeisg'or deficiency
includin® Re%apordsib, pRATNAT BEperthyhy0 818! fiee ARIBREE Pididl and skin
| euci ne, polyethyl ene Igl (%/,col s, netallic lauryl ]
atrophys gpeatdysiugetianadiwierinenblseding. endeanqyes]cealypsgdsnignsbueast disease,

* uterine g&&\’lgoﬁﬁ& aﬁgﬁorﬁglclsks? rO’ValqlglﬂS Lﬁ{c&q riﬁ‘fétrt’ili@,ngrelaé‘fbgaingé%p teﬁdoqrrle%riosis,
ased on

endometrial cancer, polycystic ovary syndrome, cardiovascular disease, contraception,
Alzheimer's disease, cognitive decline and other CNS disorders, as well as certain cancers
including melanoma, prostrate cancer, cancers of the colon, CNS cancers, among others.
Additionally, the solid dispérsion can be used for contraception in pre-menopausal women, as
well as hormone replacement therapy in post-menopausal women (such as for treating
vasomotor disturbances such as hot flush) or in other estrogen deficiency states where
e'strogen supplementation would be beneficial. It can also be used in disease states where
amenorrhea is advantageous, such as leukemia, endometrial ablations, chronic renal or

hepatic disease or coagulation diseases or disorders.

10



final pharmaceutical conposition. The remai nder of the
final conposition is conprised of the solid dispersion
wan@sasphar maceuti cal ly acceptabl e surface coveCT/Ng2005/011678
such as a coating or capsule, as described herein. In
sonme enbodi ments of this invention, the solid
Thhe spbid slispersianspofi tlaeén\femtinm a&boatsolbeYtiged inboethod@Oof4nhibition of
‘abaut, 10 to .about 95 or abo ut
bone losf i oSy RIS, ancalanioist s Mohidian Rt af Py bgpe tissues
and the R3RPHLE of OIURF 1i§:88s, Wehdiry BROM: 18:s%f e VRIcHNHone Abplkhith results
forhul ati on. Additional  numerous various exci pi ents,
in a rangigsaf emdwrdmls dliagpxeliaglmgl a@@hmnwsalhwomene wadregn arhe have

in Cy nnect ion with t
andesgorf’ SRR eBbuH3(inkS, FORRT AL RAoWAS, AR Besgiyed, yrended
corticoste@$d ihdd@sled, thodeOExRKaiaME gofmalyl Q@'Egld’rheﬁs Pehlﬁf e utiffedhg from
Sci ences, 17th ed., Mck Publ i shin an East on,
Cushingpgyndreggs Spegial aedssfor hees. pasladiag twgb émho ’@ﬁ» dpRlpgsanent can

also be gﬂ%ﬂg%ﬁ%&e%ﬁﬁ%aze oé)%/% gﬁgﬁa%psa %i;ﬂntbﬁxgv}l all'é %ﬁhp%ne lﬂ%ctules

defectives Bbiecitincaires tand dlene agreiisg bond-telated ﬁmrgemqs a'ndfm tt]malmplantatlon

of prosﬂg@]én}ongq%gh {ogmg{cg %lopg%légq%g%pgég E}g?@glﬂ d§$ : {‘S? can be used in
tr eatmen?é“fé §§t5&?§1?1't1§ hg%&cal%ellrﬁae HDeRAR R %%@Q AZR, LBRomalacia,

hic e estrogen agoni st s uterine’
osteohaltstes;@ma suulfpleanykilogh ypd toﬂar sain doft¢amper lsivorgsdaétetioes effects on
i nvention, and conpositions containing the sane, can
bone tisiefd many uses related to treating di sease states or

MINAEIOBE Sreafif® Gh@l@@ayst dhdPBy1RE b1 00 8Rted ChdrEine AGY merddod to
excess of estrogen. They mmy al so be used in nethods

involve adminiseringetor arf mdindilend as msed pf dmcélofmaémsnwm ﬂ@rape@tmﬂw effective

fromproliferati ar__abnornal dev ions qr
amount of BB Eisbidhel e BP0R ornul oy B AP RRlin L 808, X usea
herein, tRAZSM0NichBAE idGEleAdnte hns didagseabinddahtolrefed epieRentinggindibiting
estrogen agoni st by | owering chol esterol and

and/or apeboighng thy dwaes-| oss. Accor di ngI y, the solid

zg elzs%ﬁrh%#e%] théc' te e‘flﬁﬂm )?%1 {:S itie S 1n@h@g g%f&@ to any

rom estrogen e estrogen ex

animal, detidihefeynmdis | prelieradlyo siieo pas.osther, rogest abbits, dogs, cats, swine,
hypertrophy, mal e pattern pal dness, vagi nal and skin
cattle, sheep.dstses: Qiotinater; apdAMOF| IRiErably BYRARS: bl eedi ng,

zﬁqg&(ﬁ{eién@ th® gb}ﬁgec‘ #“thBf Eé&ﬁa@; eaSdtive BRARE: reftiSId @1% amount of

el onyonas), enonyosi ovarian cancer, infertility,
active cdmlmmﬂd oﬂ:@hmma,ce\ﬁiudba@nt thaselx:l‘isruhh)hlatdgncal ocandiemal 1esponse ina

tissue, sg%ﬁ%( %g iﬂ%\%&%{al rllx(ljl{n%n?hat is e%é’ \slcgjlusg%%j %? A rgsegr% 1ere Veterinarian,
medical doctor or other clinician, which includes one or more of the following:

(1) preventing the disease; for example, preventing a disease, condition or disorder in
an individual that may be predisposed to the disease, condition or disorder but does not yet
experience or display the pathology or symptomatology of the disease;

(2) inhibiting the disease; for example, inhibiting a disease, condition or disorder in an
individual that is experiencing or displaying the pathology or symptomatology of the disease,
condition or disorder (i.e., arresting or slowing further development of the pathology and/or

symptomatology); and
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Al zhei nmer' s di sease, cognitive decline and other CNS
di sorders, as well as certain cancers including

woreboanossa; prostrate cancer, cancers of the coPONUSINS011678
cancers, anong others. Additionally, the solid
di spersion can be used for contraception in _ .
pheamehoigting dhe whisaase: 5 owamplesaneliorsiies reegisgewnmendition or

o s ~ : f ' .
aisorde, IELEIN 254 TERBRNSAL o SIPR S AL RATo LY of SifaRecis
of the désshse0 gemditied ocdienidyr (bt atdsrsifpethe pehbloggend/or symptomatology).

suppl enent at i on moqu§Pe beneficial. It can al.so be
Udednysrtigp swshe desstiped ihgicalcndgiBrivhway jof specific examples. The
followiﬁ%%?gﬁlgﬁg Qs Offéfé‘ahfo?%lll.lls%wg?@gﬁ?o &9 QB LEd @bt ﬁl@ér@l%& Q8Simit the
chroni ¢ renal or hepatic disease of coagul ation
inventich deamysmannati Jhoskeros. skile is dhe dirdivéeresdibn seafgnizhea variety of

.invention c | so, be used in t hods, of inhihition of
noncritsa g BSErs IR LB CIFBEEH ¥ TPORPAIP TR LaisSaLY Jhephun® resls.
i ndividual's formation of new bone tissues and the

resorption of older tissues, leading to a net |oss of .
EXAMPIAES Such bone depletion results in a range of

i.ndi vidual s,. partj.cul ar. in St-enopausal women,

Examplg e ByigoigoB A e e Baf SR DR Ryt hose
ISRGEIdYIpREi A foRalafaNEol BEedoseRne xEQNE 6br€ pfchh@aSicedring to the
t herapi es, those experiencing Honadal dysgenesi s, and

n .

proceduigs ses ferih beloin gl erdisnecsiensi wiye slldgungt iorhs. angpplequg| (npreeystalline)

for _hone, .i.ncl.udi ng.teeth o) . . t
by 3G pPEE ST LI, AP0 b BB RUERTRI B 74
disperstigSipfedit OMidhnvassiowhdo adistainickystdiineBZAact ur es,

defective bone structures, and those receiving

bone-rel ated surgeries and/or the inplantation of
i t ' . i1, 1 Ghe . i d
ExamiE 33 TR dothdhe B D B Ay R o

flar ®stadaded hof t3.800hypochl B¥RI a&1hy (RrASIDORH, aPovidone USP,

. IO N T —
30891??82130%%%% o L&%ks RRuthgNSy hg? P ehanMEtRO 48Rl and the resulting

I'ng the diseases and syndrones |isted herein are
suspensing evastwathedooi 6] fe adrnuies tetili snglerobrmn seditiandwag observed.

vy e P e G AR SRt RS, e e

flakes SRIPLSIdckQN &P gﬁ_ﬁﬁé@f Ratht HsrtsaamRt pAtleUdedvb 8@ kNof brd®mn-creamy
term"treating™ in reference to a disease is neant to

powder.efer to preventing, inhibiting and/or aneliorating
t he di sease. As used herein, the term"individual" or
"patient," used interchangeably, refers to any ani mal

Exampleq| 2B 08 d0ReHR Aeetite Folidl ik perbiotavith BV, (101 Wéw)

rodents, rabbits, dogs, cats, Sw ne, )

To a solution of 2.109T g of PVP K17 (PLASDONE, Povidone USP,
Polyvinylpyrrolidone, ISP Technologies Inc.) in 4 mL of ethanol was added 2.1028 g of
bazedoxifene acetate. Another 2 mL of ethanol was added to form a milky suspension.
Another 44 mL of ethanol was added (total of 50 mL) and the mixture was heated to 65 °C
for 5 min to make a yellow solution. Solvents were evaporated under reduced pressure at

room temperature to dryness to give a yellow-brown solid.
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cattle, sheep, horses, or primates, and nost
preferably humans. As used herein, the phrase
woO tésnegeut i cal |y effective anount™ refers to POEUS2005/011678
anount of active conpound or pharmaceutical agent that
its the @lologlcal or medi ¢i nal resgonse in a

[ ]
Exampfs L&, Bazednuifens Ahiesolid Riporaommie P Ve fhl W | s
*?S'a%lﬁﬁiﬁ%}fs 80518 J SSRRP KN&Tin 14GhETd A h@f‘wa&*&&’deﬁaﬁ 00671 g of
doctor or other ¢l niclan, i ch 1ncludes one or
bazedoxifent heethtsl \Ivmlmmgl_ng(Ablotbcreé[Ele dfg:tltdmel vias edded; anﬁohe mlxture was

xa e re ent i di sease, dition or disord
warmeq {50 TRy MR RaD B S o0 SOISpOLSE Solna. Sofvents veee
evaporaid S eRRe refiRBd 'pirésﬁ’tﬁe Qf rfHin® ‘%Hn‘ﬁ?é’ratgfét todR9ResBOThY ?éllow—brown solid
experi ence or "display the pathol ogy of synptomat ol ogy

was grigdedtwigh thostensmd pesily ta gike pellawmgreahe fitiesmester. f or
exanpl e, inhibiting a disease, condition or disorder
in an individual that is experiencing or displaying

Exampld B4 P Babed x@ftne AcSMWS&[@D@p@%o@@wﬂhWF' $GANFW active)
condition or disorder (i.e., arresting or slown

far eheeludionelbp P09 o2 tofie PyF hKI'Ugy(P IYpNE, Povidone USP,
o PP 0ALE) TP SO LRI Byt Gy

0.0499 gnf dazddodifinedatatatd. @athldléye@@ms‘dlﬁﬁﬁd Wk fbii*m@di apd 8)5i iy of ethanol
t he pat hol ogy or synptonatol ogy of the disease,
was adgegrigiths BB taifemh aéfﬁllw Viscouy %%tfcgi MPIYeRes PaterfoppRypted under

reducecg}ﬂgésgfebﬁg“m&lqgﬁgajaﬁgé’@ 4 rgﬂi% 'Tﬁé WEOYY'dlnllat%?al was collected and

escr i I'n greater y of 'speci
grindedexigimmlogtar ankhgeestlel | owi ng exanples are offered for
illustrative purposes, and are not intended to limt
the invention in any manner. Those of skill in the art

Exa}npm 1.5: BageidxitenAReNkE Soltd E?srp'eglé(n RhitheN6%ArhéCA8 (5% gv/w

paraneters which can be changed or nodified to yiel
active)essential |y the sane results. EXAMPLES Exanple 1:

31 R BBB: o IR0 mél 41 RGP ehabBh ol e bRt P BPienc-

po1yox3vw1{yqeﬂy®%m¢er§aﬁpp5 HIngr dtRadod 8ndP) BGEHUF a&&ﬁﬂ%&ﬂw was added
ow. The "di spersions were all found to be anorphous

0.0503 (gnofm bezedoxdene n@)‘-a‘rwo X‘omw padedess shltionadiolvents whiec¢vaporated

under rgﬁlécsgr ér%ﬁ%ﬁ?fa zlg é%?ﬁl aR‘;’ﬁngl’ﬁll‘ caI Xrtleusrs te%‘ﬁi; &E&iza%ly sc()jhd material was
collectedr yst al 1 i ne BZA. Exanpl e 1.1 BazedOX|fene Acet at e '
Solid Dispersion with PVP (1:1 ww To a solution of
3. 0004 g of PVP K17 (PLASDONE, Povi done USP,

Exampgoi.xv Gé&?@ﬁllle §‘i9 fe s§1§f DT%%E%&L RUnSFotbindr 188 3% Wik

I ence
active)

To Poloxamer 188 (0.9540 g; BASF) melted at 60 °C was added 0.0502 g of
bazedoxifene acetate with mixing to form a clear liquid. The liquid was cooled to room

temperature.

Example 1.7: Bazedoxifene Acetate Solid Dispersion with PEG 1450 (5% w/w active)
To a solution of 0.9522 g of PEG 1450 (Union Carbide) in 1.5 mL of ethanol heated
to 40 °C was added 0.0510 g of bazedoxifene acetate to form a clear solution. Solvents were

evaporated under reduced pressure to dryness to form white waxy material.
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wn

3.0891 g of bazedoxifene acetate. Another 20 niL of

et hanol was added and the resulting suspension was
woese®merd 65 0C for 5 minutes until a clear bPOWMIS2005/011678

sol uti on was observed. Sol vents were evaporat ed under

essur mtenperature to dryness,
nxamplycf 5 R PlagaEn, ediaic L DERession b RIcH S0 HoTo MR active
0. DL beoft Reléd PED: 450 of 7HrWRAE T
Exanpl e 1.2: Bazedoxifene Acet ateaéo aé(?/ sgﬁelfg;Pfor?azedOXﬁene
acetate wiithtmipim 1o foun welepr liquid. Bl liguidwastodled BAbo tofpEWRIrK
7 (PLASDONE, Povidone USP, Polyvinylpyrrolidone, |SP
Technologies Inc.) in 4 nL of ethanol was added 2.1028

Examplp f E@aﬁﬁﬁm:ﬁmﬁnﬂﬁgl mze&ﬁhﬂfém%rAe%tm sefid %%}%nws
added to forma mlKk %‘esuspenm on. Anot her 44

Atfswnsiligimspfsash of bedisnstsian ofifxaamdes hé toily& were placsd in 2

o of S 5085 058l 3 Ty BoFRGE HEDLILIEI. B w5

rotation/1eeNTor ergples At ind ﬂil&r&f Wiessh 0a59in mldﬁeAb@w&se)" @WBr. After 10x
solid. Exanpl e 1.3: Bazedoxifene Acetate Solid

dilutionpyyiglyerodile phasiet H) Pl/Pvas injected t9) HPECa The HPLiGowanéarBed 6&19ith the
foll h% of PVP K17 in 15 nL of ethanol was added 3.00671 g
ollowing: PYADKIGEKi f ene acetate with nixing. Another 60 niL of
Columr€t hanol wagpmeaagieped 1508 46 xhyre was warmed to 65 0C

for 5 mnutes to get a clear yell owbrown sol ution.
Flow ragg| vent s wédenbimiporat ed under reduced pressure at

.oom t enpe re.t 0 dryness. The yel | ow brown solid
Detecm\%\/as gri ndegﬁ}g{ Or%r}tar and pestle to give
Temperytekd: OW- Ccr eambiditne powder. Exanple 1.4: Bazedoxifene

.. Acetate Solid Di sgersn on wth PVP (5% w w active) To a i
Mobile Ebﬁﬁﬁt i on of20 1g50D agptesitrity/pngk 686 n(lblpA@D@NEloanm@mne 6 8 g of

ooy SR LS008, o SB LSS P31 Bl

bazedOX| fene acet at e A thick yellow sol ution was
anol_ was added to_the m xt

and 0 e
f{es 18 2FR afoyléieg SToble ébhegogfo s Qo o Folishdispargipe with DVP (5%
w/w actﬁ}é&%%é&]%qllg}]\%‘gg%}ﬁﬁ}mgol% goure at roomtenperature

ryness ow sol Id ‘material was collected
and grlnded W|th nortar Babde flest| e. Exanple 1.5:
nnnnnn i foana ate-Solid-bispersion—wi-th-Poloxaner

DispersiEE RSPl Sract 1 ve) To o sEISHGHIEN BI9SHE g of

1.1 (ethfrgng@ppf'lvaq@)( BASF; pol'yo <¥§’@qgé//kﬁnep0| yoxyethytene

1.4 (ethanol; PVP; 5% w/w active) 20.1 mg/mL

1.5 (ethanol; Poloxamer 188; 5% w/w active) | 2.9 mg/mL

1.6 (melt; Poloxamer 188; 5% w/w active) 8.1 mg/mL

1.7 (ethanol; PEG 1450; 5% w/w active) 2.3 mg/mL

1.8 (melt; PEG 1450; 5% w/w active) 5.3 mg/mL

Example 3: Intrinsic Dissolution Rate of Bazedoxifene Acetate versus Bazedoxifene
Acetate Solid Dispersion with PVP (1:1 w/w)
Pellets of each of bazedoxifene acetate and bazedoxifene acetate solid dispersion

(PVP; 1:1 w/w, see Example 1) were prepared by compressing 100 mg of each in a die
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copolynmer) in 1.5 nL of ethanol and 0.5 nL of
de-ioni zed water, was added 0.0503 g of bazedoxifene
wae@sabw7t 0 form a col orl ess sol ution. Sol vent BCTEE®05/011678
evaporated under reduced pressure at roomtenperature
dryness. The creany solid material was coll ected.
(WOOd’B&WﬁW%u@ 26108y pei qusastrerfer Ageingteewits lai Crrrirapesss i bhpellets were

e B0 00 MR B5HLF ) 13408 SRR 38R o o

with a hﬁf&d QXdafcﬁT(ES amét ‘Hicedigddlition 2kt 200 HOr & ROQUsERT acetlc acid was
The liquid was cooled to roomtenperatur

de’fermlesz%\ HlfiFlé the 'SP pbAaasbi@PPanEs A Bt AroBRIonct DOSper &i 3GC. From the
concen‘ééﬁtg% @E@%ﬁg%yg}?)ﬁ@w W %&}%@%mﬁe %er%%{fén?ﬁm‘?%sgg g %éﬁgﬁon rate

was deihmailned to 40 OC was added 0.0510 g of bazedoxifene
te to.forma cle on. Sol vents r .
3560 ek QisibpT e Re RN acqigedny haedok st solid
dlspelsi@'B' Jvi@h PRPY(1PBAR) %re@(@f@ﬁ%/&nzsmlrﬁwgqg 'rﬁﬁ@ﬁz-ﬁﬁﬁtﬁﬁﬁec‘[wely
lid D sperS| on wth PEG I450 (5% w w active)
The ba@ec@utfsneg aceftateresblie dlispEGion Boatmut 710 m@emteadu@dﬂ@ BB0dispersed

1lgazed X|fen .acetate with mxing to forma cl ear

‘ﬂmmﬁg gﬁitsmﬁ1“mmdﬂ Was' cool ed to room tenperature.
Exanpl e 2: Equili brl um Sol ubi ity of Bazedoxifene
Acetate Solid Dispersions Afewmlligrams of each of .

anmptlché diPepliminagti P’ hot megekipeias Analysisof Bagedaxitenp Acetade Solid
0005 M acetic acid, held at roomtenperature
'D'Sperflgﬁ lﬁoﬁﬁ%g 26 0C), rotated at 50 rotation/mn for 18

MMV&ﬂalﬁH@ bf Itaggdeatifthy avghte OfcdmulatioaNywaanevituanetl $i€)dogs. Six
er., After 10x dilution w th nobile phase, 10 nlL
female gs (6240 5ekR) T ePLEded i {HPReCeiRHRS, 2eqqes #8T iouPy foneach group

o o 5y LB BRSSO bl oy

one of thiecferpealadbns: e: Anbi ent Mobi |l e Phase: 320 niL of
acetonitrile and 680 nL of a solution containing 6.8 g
of nonobasi ¢ pot assi um phosphate in 2 L water, pH

3l H3hagh 19 17 & et BoMprResplIotG acid) .

Formulation B) one 10 mg capsule of bazedoxifene acetate solid dispersion according
to Ex. 1.1 where the capsule has the same formula as for formulation A but without SLS
(Table IV); and

Formulation C) one 10 mg capsule containing bazedoxifene acetate solid dispersion

according to Ex. 1.1 (i.e., without excipients) (Table V).

The study was conducted as a randomized, crossover study. The formulations were
administered following an overnight fast, and food was offered following the four hour blood
sample. Blood samples were drawn at 0 (predose), 0.25, 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12 and 24
hours after dosing; and plasma was separated and assayed for bazedoxifene acetate content.

The compositions of batches A, B and C are provided below in Tables III, IV, and V,
respectively. Capsules were prepared by mixing components in bag blends and filling the

capsule manually (a Capsogel #2 CS, white opaque capsule).
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Results are provided in Table Il bel ow. Bazedoxifene

solid dispersion with PVP (5% w w active), gave the
wheghesic7equi | i brium solubility. Table Il ExanptEUS82005/011678

Intrinsic Dissolution Rate of Bazedoxifene Acetate

.versus Bazedoxi fene Acetate Solid D spersion with PVP .

Résults\granpropaed dn g abl‘e Chatd Bfgubeaz eaP@@ahéNeseal@ étoat élea‘hHC (area

under ngg?%ﬁén%}eoglsil a%g\lét 6)?12@3{? §0e) ceé q‘éeglpﬁl u]ﬂ?é %a %spersmn

was fouﬁé%‘bé Abcut 0BG’ tﬁan%pﬁé@ﬁiéﬁérsﬁ)h f&@l@ﬂat@c&is pressure
for 1 mnute with a Carver press. The pellets were

then fitted into a dissolution apparatus which

resulted in a single ex urface of pellet with a
5 surface area of 0.5 cm &Oa%ﬁdngl ssolution rate in 900 .
nL of 0.0005 M aceti c Fegmilatim Alet er mi ned using the
ISP net hod (apparatus 2) with a rotation of 50 rgmat.
37 0C._ Fr dggnethlenﬁ concent rat i o% W mg/ (a/taple€)
ba¥&logitthe btdi@e priobhik®, the appar esé3intrinsi c 20.00
lactiseS@FuUt’i on rate was determ negb206he i ntrinsis.40
mibtos$ ki @Il ARcePbH BaREdOXi f erEsacet at e ando.00

éb%ﬁﬂ?é&é‘té‘r&?w stahase! i d di spegssi on with Pyghd 1:1
5 e (L @L§ o/ cme-nmin and4Q538 my/ cnl- memo

soggfgg%g %ﬁo%te NEe bazedoxi f ene sagetate sol i dog o

s’ about 10 tines f rthanthe
aso 18

.00 _.
S|I|ion m%pgg%@%? terial. Result zar_e sh_ovvn |O%OF| gure

klim nary PhaPfagoki neti ¢ ysi s of
m@&?\%‘%i ffeNRcet ate Solid Di sgéPsions in Dode>

\NBF6§V€Wﬂablllty of bazedoxifend ABetate for Mt ™ i ons
| was evaluatd@tdln dogs. Six 5 f#80H0e dogs (64390 5 k)
were divided into three groups, 2 dogs per group. To
each group of dogs, a single dose equivalent to 10 ng
of bazedoxi fene acetate was adm nistered orally as one
0 of three formulations: Formulation A) 1/2 of one 20 ny
tablet (Table I11); O Formulation B) one 10 ng capsul e
of bazedoxifene acet at e Bale8Vdi spersi on according to
Ex. 1.1 where the cap Ielgﬁéptge same fornula as for
formul ati on A but mﬁt ? able 1V); and

Eaormil ation ("\ one 10 rm C o nn
Ingledizatioxi f ene acet at e solid di so‘lérv!élWomglcapsule g/15 gram batch
bazedoxifene acetate solid dispersion of Example 1.1 11.23 22.13 1.6850

(45.191 % use at value) '
lactose , NF 31.00 61.07 4.6500
microcrystalline cellulose (Avicel PH 101) 35.53 70.00 5.3299
pregelatinized starch, NF (Starch 1500) 14.21 28.00 2.1320
sodium starch glycolate, NF 6.09 12.00 0.9137
ascorbic acid 1.62 3.00 0.2284
silicon dioxide (Syloid 244 FP) 0.15 0.30 0.0228
magnesium stearate, NF 0.25 0.50 0.0381
Total 100.00 197.00 15.0000
5
20
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according to Ex. 1.1 (i.e., without excipients) (Table
V). 5 The study was conducted as a random zed,

waee@ssmweer study. The formul ati ons were adm ni BCBUSZNNS/011678
foll owi ng an overni ght fast, and food was offered
follow ng the four hour blood sanple. Blood sanpl es
were drawn at O (predosefYabk. W5, 0.5, 1, 1.5, 2, 3, 4,
6, 8, 12 and 24 hourslg)ter dosin and pl asma was
separated and assayed 'ﬂ@?@%t&lfene acetate
content. O The conpositions of batches A, B and C are
pr ovl ded Dbel qp%_rlea]ientam es 1T, TV, dr:g ,\;,,erslpﬁﬂ'ul vgll”%
baﬁé%@%aﬁt‘f Py dgbyeEn SPBHPE Tdanaal 0 (a Capsdade #2

__Cg__wm_t_é_%.&q.ﬂ.é_%%@e)_geqmrQ are provided in

Table VI and Figure 2. As can be seen fromthe AUC

(area under curve) data, bioavailability of

bazedoxi f ene acetate when fornul ated as a di spersion

Lvas found to be about 50% hi gher than for

non-di spersion fornulations. Table IIl Fornulation A

I ngredi ent % w w ng/t ablgf,bggedoxi f ene acetate,

m croni zed 4.843 20.00 | actose , NF 35.206 145. 40

Meami %r©G¥) Bazediokiferee Aedthtel Rismr(a«vkmtic Phird:fdter St BOgs Following

0 i.Nni rc.h (St ar 150Q) 13. 559
Seel BT AR R S ety 1 R Bt dpo e Asaiate
starch glycolate, NF 5.811 24.00 ascorbic acid 1.453
6.00 silicon dioxide (Syloid 244 FP) 0.145 0.60

magnesi um st e&oamalation 8. 484 FoyeuioreBOpddBorimdaticigC
RBrap@etdiot al| 100. d&bdck3. 00 TabSaid Dispersion at|i SolidDispersion
Capsule without Capsule without
‘ SLS excipients
AUCq4 124 (19) 188 (52) 173 (56)
(ng-hr/mL)
Conax (ng/mL) 21.8 (43) 26.0 (37) 16.9 (57)
tmax (1) | 2.33 (120) 1.42 (65) 2.42 (59)

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 are
also intended to fall within the scope of the appended claims. Each of the publications and,
references, including books and patents, cited in the present application is incorporated herein

by reference in its entirety.
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I ngredi ent % w w ng/ capsul e g/ 15 gram bat ch
bazedoxi fene acetate solid dispersion of Exanple 1.1
wWQ 2002889927 13 1. 6850 (45.191 % use at val ue) | ae¢DES2005/011678
NF 31.00 61.07 4.6500 mcrocrystalline cellul ose
(Avicel PH 101) 35.53 70.00 5.3299 pregel atinized
What istlaiméd isSNF (St arch 1500) 14.21 28.00 2.1320 sodi um

tarch.glycol ate.. NF.6. 0 .00 0.9 or bi.c_agi
R N A e e S S e
0.30 0.0228 magnesi um stearate, NF 0.25 0.50 O. 0381
i Total 100.00Q 197.00 15.0000Table V Fornul ati on
2. Thysdi Emergenpielngr & st saéébé%?é%lﬁ“@}?écafé@tlaﬁ@dssehﬂd
f Exanple 1.1 100 22.13 (45.191 % use at
dlSperngéj%'gﬁPﬂgTso Mean (%CV) Bazedoxifene Acet aie
Phar rracokl net i c Paraneters in Dogs Foll ow ng Single
. e Admi nj stralon qui.val
3. Eh% é%@ I’FI&%%OW% ¢laine 1 gn/ ‘5%6%%}5 S@%%%CWISGS a
n [
celllog e AP L R o R S R e IR Bttt
poloxarhmee,@mhyhgledesyirapmﬁeopplyshszlhnﬂgkyp@h dexttiapnpolyvieykplysolidone,

o TS o W e BEoRe B SRR
mlglyolélgGiy%hB 9ciRORKShyRmk datRRIRid, Glik@eks o thvb8r Hfo%ﬂi&feof or

cation is’i'ncorporated herein by reference in its
copolymensitheregf, What is claimed is: 1. A solid dispersion
conpri sing bazedoxifene acetate dispersed in a
- dispersing agent. 2. The solid dispersion of claiml
4, e kel ddispdrsioR az eldi | § RReeRCRIBdCpdrsing aght 8omprses
di spersion i s anorphous. 3. The solid dispersion of
polyvinylpyirelidors, peloxpmerprpolyataylensgesdi ng agent conprises a

5. The solid dispersion of claim 4 wherein said dispersing agent comprises
polyvinylpyrrolidone.

0. The solid dispersion of claim 4 wherein said dispersing agent comprises Poloxamer
188.

7. The solid dispersion of claim 4 wherein said dispersing agent comprises PEG 1450.
8. The solid dispersion of any one of claims 1 to 7 wherein the weight ratio of

bazedoxifene acetate to dispersing agent is about 1:99 to about 75:25.

9. The solid dispersion of any one of claims 1 to 7 wherein the weight ratio of

bazedoxifene acetate to dispersing agent is about 1:99 to about 60:40.

10.  The solid dispersion of any one of claims 1 to 7 wherein the weight ratio of

bazedoxifene acetate to dispersing agent is about 1:99 to about 10:90.
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cel lul ose, hyal uronate, alginate, polysaccharide,
het er opol ysacchari de, pol oxaners, pol oxam nes,
wetbdngloesse7 vi nyl acetate, polyethylene glycol, BPerRUSEN5/011678
pol yvi nyl pyrrol i done, chitosan, polyvinylal cohol,
ropyl ene glycol, polyvinylacetate, ]
11. %h@ splivedispeysiemef ameene aficllims |l to govhereid thecweightratio of
I ic acid, m s of two or nore
bmwdoﬁ%%%&%%&%?ggg %%%%éﬁngﬁéyﬁﬁﬁgki_ The solid di spersion
of claim3 wherein said dispersing agent conprises
ol yvi nyl pyr.rol i done, pol oxamer or. paql yet hyl ene .
12, 3 he geJid dispersipip oL@y erecifofpimsil dp 7ovhessin thy wlighigiadp of
, Al ' i : ' Lyvinylapyr rol i done.
bazedo B B IR R O o Y P
di spersi ng agent conprises Pol oxaner 188. 7. The solid

15 QbRRICUSeer Sty ons lRRiE it TheEHR R BHER AR one

bazedoRiferel 8L td dlsPerbindHBERI 19 bR 11 ght ratio of
bazedoxi fene acetate to dispersing agent is about 1:99

to about 75:25. 9. The solid dispersion of any one of

ai to.7 erein the .weight,.rati o of edoxi f.ene .
4. Jhescliediosura FERG o gt 30 2 iinenSemiATROThS in
0.0005 8Padfic adid-at 4RGN S@hiuck 68 SRS N @Mbehit 2IC 6N 18dst St §Eng/mlL.
to 7 wherein the weight rati o of bazedoxifene acetate

to dispersing agent is about 1:99 to about 10:90.11.

15. mg Isczl?ch'h?%e%lgg GF %yogneoc];f c"f‘zﬁ%s qn§ 7§Lhe?%iﬁ\ia%s%?§tf§{% Cf)l(r)lprising

e Wwel g rati o of bazedoxi fene acet

about 10ins@®itA iofBaRdeLifericcalaruh t1e Bdm of2aid Bbkd 8B8pérdion is characterized
di spersion of any one of clains 1 to 7 wherejin the

by an Al ehereaisr thengbolalAdRdirfral avher oraltyadminigicssseiogpagmal.
agent is about 40:60 to about 60:40. 13. The solid
di spersion of any one of clains 1 to 7 wherein the

16.  Wakgblid digpdrsionbf hazeaskoxd dene laoftwliceina dissgeeiosh rRgmprising

about 1§68 561 F Graoxtins apSisprle SRt B Bipeaionis Plargeterized

by: in 0.0005 Macetic acid at a tenperature of about 20
to about 26 OC of at |east about 8 ng/nL. 15. The
aphn 4 Ufiyspefaboonl 4f toabyutdid® ngfhrghli ns 1 to 7 wherein a

sage formc risi about 1 total of
ggézgm&ff%%ﬂ%t R akpl R 78 m of said sol i d
@) 8PE! §f Mul PoehapAR B hized

when orally administered to mammal.

17. A method of preparing the solid dispersion of any one of claims 1 to 16 comprising:
a) combining bazedoxifene acetate and said dispersing agent in solution, wherein said
solution comprises a solvent; and

b) removing said solvent to yield said solid dispersion.

18. The method of claim 17 wherein said solvent is an organic solvent.
19. The method of claim 18 wherein said organic solvent comprises an alcohol.
20.  The method of claim 19 wherein said alcohol comprises ethanol.
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by an AUCO-24 greater than about 140 ng-hr/nL when
orally adm nistered to manmal. 16. The solid
waoeepessron of any one of clainms 1 to 7 wherei PCBHUS2005/011678
dosage form conprising about 10 ng total of
bazedoxi fene acetate in the formof said solid
di spersion is characterized by: a) an AUCo-24 of about

- 40..4,0.about 250 ng:hr/nL:.b x of . aho 12 . to

21 AR o o R o BT 180 s s
hr; when orally adm nistered to manmal . 17. A net hod
of preparing the solid dispersion of any one of clains

22. ém@thqigow%@m@ the solid disparpipn Phgnbenretfexims o deepamaising:
hantle BhAREKaL IR Vi hohfd g g HRBHRh BdPh Bauia
mixturesahd/ent to yield said solid dispersion. 18. The net hod

f claiml17 wherein said solvent |s._.an arganic
bhsalisiynessid e bRt SPrme paig AICEEISPRTIRTN sai d
organi c sol vent conprises an al cohol. 20. The nethod
of claim 19 wherein said al cohol conprises ethanol.21.
23.  Ahsolethpddif speni2omhgreiapaidenielipd didpersig dgsdt sfprepayeddmeheating
.. ..of clains 17 to 20. 22. A net of preparing the
said disGysfig AP R AL BT RS B OC ol e 1 0 16
conprising: a) conbining bazedoxi fene acetate with
mel ted di spersing a%ent to forma liquid mxture; and -
24, Bhe gsihodi dfylang 22air@ 3| wihpneid saidsplidiéying isf earmgdsettdysobling said
..o dispersion. 23. The t ho f,<Gl-ai m 22 wherein said
tiquid efFRElF Ppsfline UGB R Pa s e by heat ing aai d
di spersing agent to a tenperature above about 30 OC.
24. The nmethod of claim22 or 23 wherein said
25. dotoligidispersipn mrepaed P theguethed ol s pf shaims P2 dud
m xture to a tenperature at or bel ow about 25 C. 25. A
solid dispersion prepared by the nethod of any one of
26. @& @nifsdidnicompisingbhe sdliclaligessidd efengongof daing I tel6, 21 or 25
solid djspersion of anyone of clains 1 to 16, 2 1 or
and a phaymgpepticalin acosn@BISt G283 y acceptabl e carrier. 27. The
conposition of claim26 conprising about 1 to about 99
% by wei ght of said
27.  The composition of claim 26 comprising about 1 to about 99 % by weight of said

solid dispersion.

28.  The composition of claim 26 comprising about 1 to about 50% by weight of said solid

dispersion.

29.  The composition of claim 26 comprising about 1 to about 30% by weight of said solid

dispersion.

30. . The composition of claim 26 comprising about 1 to about 20% by weight of said solid

dispersion.

31.  The composition of claim 26 comprising about 1 to about 10% by weight of said solid

dispersion.
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solid dispersion. 28. The conposition of claim?26
conprising about 1 to about 50% by wei ght of said
waobosaodrsper sion. 29. The conposition of clai PCRES2005/011678
conprising about 1 to about 30% by wei ght of said
solid dispersion. 30. The conposition of claim?26
32.  Adnmge $dmycehpuring the sohdb dispergiotol ynengdii clainsslaiod! 6, 21 or 25.
solid dispersion. 31. The conposition of claim26
conprising about 1 to about 10% by wei ght of said ,
33. PR dollag BRAE RN 32. wifhrélA SAb [ok e Toe® tXot StalGranB@rmal, or
solid dispersion of any one of clains 1to 16, 2 1 or
implantgt®n agginifiiaticdesage form of clai m 32 wherein said
dosage formis for oral, transdermal, or inplantation
adm ni stration. 34. The dosage form of claim 32 :
34. Thedsshde BahdfdRsade Winkeh issid@otaklfeim tva RBRS U €aps@d, A
nmethod of treating a mammal having a di sease or
syndrone associated with estrogen deficiency or excess
{ ' Lo S . . -a
35 R TR o DEIE LB SRR TG i
estrogertdesioemsy onexakessaofiestrogenofongiraingmdininictetifig t@sdid aranbal a

36. A pgethod of treati manmal . havi ng di sease o
therapegicall gireins eaeat Sdinptl il SoRFripep SE GGt CLAe ARG 21 or 25
devel opnent of endonetrial tissues conprising
adm nistering to said manmmal a therapeutically _
36.  Afrietldd ofgreaanngamapimelHeveg 4 dsase pedisorder askocanypd ond of
... claims.1 to,16, .2 1 or .25 37. A nmethod of. | oweri.ng.
prolifer g1 BEPRTHIR IV LASHIRT SRS g A GRS A Ry g to
said mafiall a MRVARRutial iyETea R s hh 6@t oY t1ef Joli tdispersaiiDefiiny @he b €laims 1
solid dispersion of any one of clains 1 to 16, 2 1 or '
t0 16,2p6r288. A nethod of inhibiting bone loss in a mamal
conprising admnistering to said mammal a
therapeutical Iy effective amount of the solid
37.  AisaRsSbOBwefing@bloleN&obin L£haii] dohprisify adnihi@éerimo said
39. A nethod of treating breast cancer i1n a mammal
mammat & tsransitepllyifasiive appyiy of theselid dispassin ¢f any one of claims 1 to
16.21 tagrapeutically ef fective anmount of the solid
. 0§.2). . .
di'Spersion of any one of clains 1lto

38. A method of inhibiting bone loss in a mammal comprising administering to said
mammal a therapeutically effective amount of the solid dispersion of any one of claims 1 to

16,21 or 25.

39. A method of treating breast cancer in a mammal comprising administering to said
mammal a therapeutically effective amount of the solid dispersion of any one of claims 1 to
16,21 or 25.

40. A method of treating postmenopausal woman for one or more vasomotor disturbances
comprising administering to said postmenopausal woman a therapeutically effective amount

of the solid dispersion of any one of claims 1 to 16, 21 or 25.

41, The method of claim 40 wherein said vasomotor disturbance is hot flush.
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16, 2 1 oi- 25. 40. A nmethod of treating
post mnenopausal wonman for one or nobre vasonotor
wolk@swpdsances conpri sing admini stering to sai dPCT/US2005/011678
post menopausal woman a therapeutically effective
amount of the solid dispersion of any one of clains 1
to 16, 2 1 or 25. 4 1. The nethod of claim40 wherein
42.  Elm ldse\odsenﬁd dispelsnucoading to snhote 6 daimsd2to Th21 us2S5 of the
|d dj.s si.on. accordin one .of clai t.
manufadfy o i CHEE FoT G CRAMGP LA 0] O RERSARr et

estrogert Mcﬁén%?%ﬁ@ﬁes@&f &8 SL AR M e AN ATBRIHAL \@ftﬁ drodtBtion
estr ogen defi ci ency or excess of estr ogen, a di sease

or abnoxmal desdonieentad sodomstdal tissuds, ovaring ehelesteryl,gnhiatiingrhoat loss,
treati ge opment of endonetrial tissues, |owering '
Oll&”%% 84S i nhibiting bone | oss, or treating breast
cancer .
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