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BAZEDOXI FENE ASCORBATE AS SELECTI VE ESTROGEN RECEPTOR
MODULATOR FI ELD OF THE | NVENTI ON The present invention
WO edoaties1i o t he ascorbic acid salt of the sel eR€T/UB2005/011663
estrogen receptor nodul at or
| -[4-(2-azepan-1| -yl -ethoxy)-benzyl]-2-(4-hydroxy-pheny
[)-3-nmethyl-IFlindol- 5-ol (bazedoxifene), as well as
conmpositions thereof and uses thereof. BACKGROUND OF
THE | NVENTI ON Bazedoxi f ene
(I-[4 (2 azepan I -yl - ethoxy) benzyl] 2-(4- hydroxy phen
yI) Zm)XI hlk+ i ndol - bazedoxi f ene f
bas&Y " havi iy AF%OeRB%TFeﬁF caEPE‘FT&VFnﬁSER SHOwr “Bei dw: joBImaToR
belongs to the class of drugs typically referred to as
sel ective estrogen receptor nodul ators (SERMs).
Consistent with its classification, bazedoxifene and
its salts denonstrate affinity for estrogen receptors
(ER) but show tissue selective estrogenic effects. For
exanpl e, bazedoxifene acetate denonstrates little or
FIELDOOE{THI INVENTION ut eri ne response in preclinica
els of uterine tion. . Conver
D76 dEsE e ool DS Bl B qhoefelective estrogen
recep‘@g deatatdruk[a @fahfh- 1-y)-coR YRRz g 20@ N8 dlof$- phayth)-3-methyl-1H-
uci ng chol esterol in an ovariectom zed rat nodel of
indol ésctl ééb?@%@%fen% aspelvsreompegtions| thereof epd Hies USF@4st cancer
cell line), bazedoxifene acetate behaves as an

estrogen antagoni st. These data denonstrate that
BACKGROBNDI@Rd I%IPé‘éENEQ@Ni c on bone and cardi ovascul ar

i .
R B B e e B R Mcny)-3-mettd
1 H-intlole®bl ng bazedoxifee fioé bake], ﬂue‘rieglthe cthgelasle?omtulm@wé@ldw: ke
states wherein the estrogegm,receptor is involved. U S.
report the
preparation of bazed e_ag 1l ts thereof. The
%4 fene and its salts
has al so appeared in the deneral literature. See, for
exanple, MIller et al. 7 Med. Chbm, 2001, 44,
1654- 1657. Further de§ pti on of the drug's
bi ol ogi cal activity has&ppeared in the genera
literature as well (€.g. Mller, et al. Drugs of the
Future, 2002, 27(2), )117-121). Because drug
formul ati ons show ng{ for exanple, inproved stablllty,
solubility, and bioa ability are consistently
sought, there is an @ongonng need for new forns of
exi sting drug nol ecuhes./The ascorbic acid salt of
bazedoxi f ene and conpoSitions containing the sane
belonde cihe wés héd@gmtwpevlabys refereed torpsselesling astrpgan maeepths modulators

(SERﬂJ; %011515 nt w1 1ts'\'\{ei1£s'\rpcg\$n bazedoxifene and its salts demonstrate affinity

for estrogen receptors (ER) but show 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 ling), bazedoxifene
acetate behaves as an estrogen antagonist. These data demonstrate that bazedoxifene is

estrogenic on bone and cardiovascular lipid parameters and antiestrogenic on uterine and
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The present invention provides an ascorbic acid salt
of bazedoxi fene and conpositions conprising the sane.
wab@spomssent i nvention further provides net hodBCDS2005/011663

prepari ng bazedoxifene ascorbate conprising conbining
bazedoxi fene free base and ascorbic acid. The present
i nvention further provides solid dispersions

mamlﬁmisisﬁd B ﬂﬁl&&d@ﬂ_ﬁ] phentas dar battiad di sprbesad differant disease or

per si agent . e present .invention further
dlseai?r aﬂ? ‘%Ef caifogsR &5y WBIEd di sper si ons of

bazedexi Neqe AIUebhal %5479 3Pk J}%!rtntﬁe p?e)paﬁtﬁﬁib bRb@doxifene and
bazedoxi f ene ascor bat e and i spersing ent in

salts thetiept: | Bie; syaihatigprepassfionioh @a@éwéeﬁ@ a%ltwaétﬁ ag 4o pppared in the
genergl' ﬁﬁﬁl dpgé OngecIhg; Qiai'éﬁﬁg éYHll@lV eNg1 ON Ay ey, BOOY,I AL 654-1657.

of preparin I d dlsper5|ons of ~bazeédoxi f ene
Furthersdeserirgion  of dlengrm’sibiajogics) aetbityihab appested dol dhel geapral literature as

well @Sc%lgp%t§ ﬁrggf'glr%e ﬂst&’;le gs%glﬁ*)hggfﬁi pto form a

ure e’liquid m xture
(Beﬁmsmdtttgefosmhhauorm sbpeing) fon examplé) e'nmrcs'sé ratabiilitw eolubidity, and

b1oavaﬁa§)élg§ Qe {;(g)réli;ﬂe&ﬁg ﬁ%uég qge Oféls( gnr 58 t0'1 ) neefir Or Lew fgr%lvsl orf%x?stmg
drug @efldcaiesNChheOdsc@bicessd edit &deze@milfeﬁ@amf t@hp@itions containing the
m ni ster.i erapeutically

ng ma at
%Hwé?$@9?1W%mﬁﬁﬁmﬁﬁw@ﬁﬁﬁﬁfgg%£?ﬁ@ﬁ ‘ascorbate. The

present invention further provides nethods of treating
a mamual haV|n% a di sease or disorder associated with

SUMBIARYTQF JHTo AN ENagﬁﬂfnal devel opnent of endonetri al
tiggu ?es&ﬁnﬁfvleﬁﬂl &' $h ehdchBid Qucld&aliBBIaz@oxifene and

therapeutically effective amount of bazedoxifene
amn@&uombamemﬂhefmwggnnt invention further provides

ngf;h%??q%fagtf 1nven\@%{1lf{1]%1€9 Egov?ﬁ ﬁ{eﬁlodk Bf Ere W*@&Qﬁgﬂeﬁs@&ba‘[e

thera
compeising Qbhbﬁungrhwmoxdénetfmt é)dmanﬂ esertaseod.bat e. Th e

P:;ﬁ}%gﬁg]rtﬁehg\{lgvghtggqnsf (e% :l}r%&l %ﬁiﬁ(? edssgerswng c%mgrlsmg bazedoxﬁene(
ascorBEBdRbet &Y 1hrzlgh§p@rslrigfagémmm| a therapeuti cal ly
effective anount % bazedoxi f ene ascor bat e.
ifrihet ﬁéorvmg

pr&Sepessth T B dUAt Mo R0 osfoﬂﬁ rcg%)F{shOéls of

buec!ﬂfxﬁ@ﬁé aeBIMER! codipriidPRATBImEIANP HasddBgifad Hssurbdi€ bndg dispersing
he mammal a therapeutically effective anpount of
agenblagg]@bqri faah &) oeFs geluent to yield the solid dispersion.

The present invention further provides methods of preparing solid dispersions of
bazedoxifene ascorbate, comprising: a) combining bazedoxifene ascorbate with melted
dispersing agent to form a liquid mixture; and b) solidifying the liquid mixture to form the
solid dispersion. )

The present invention further provides methods 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 bazedoxifene ascorbate.

The present invention further provides methods 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

bazedoxifene ascorbate.
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The present invention further provides nethods of
treating postnenopausal wonan for one or nore

wo amerai3es di st ur bances conpri si ng adm ni st er i PQT/US20051€11663
post menopausal woman a therapeutically effective
anount of bazedoxifene ascorbate. The present
i nvention further provi des bazedoxi fene ascorbate for

USEe pridsdnb BfveRion fihBer i S8®R imdilivde of looveriby E:hdil&iﬁ:erplr i0\4 i@smal

use of bazedoxifene ascorbate for rat
compiygel aiteringtorike Ewwﬁeemrmqumﬂ‘rﬁgfe &{3 *ééﬁ?;%?fene
azedoxi fene, and solid dispersions and conpositijons

ascor fovides, inter alia, ascorbic acid salts of
~ t b pusbenhy awen’rg)n Whmgwéqsw@hqqsg iphibitipg h@net lgss in a2 mammal
compla;ﬁtu?é) hdrhihg erlig L Rle! hdn, d% i al tﬁ&Xﬁ’éuh@emtyl defe¥ti@NEn e of bdsBdoxifene

xanp baze ene ascorbate incorporates the
aﬂmﬂﬁMilOdeant propertles of ascorbic acid which can help

resi st co Si i i I

< B PLere BT e s L O e B B B Eyma
comp§ihgl @drhllnts}érmg AP @featantmblhn hedputitdyneTeofividraraooxf bazndoxifene

whi ch can result in increased bioavailability and
ascorpaiiper dosages. Bazedoxiferie ascorbate can be

CHAE Jedsiti i3RG1BS fdhed HicidRE etiodn o Alehtingf pd&&ﬂﬁﬂpaﬂlsﬁleweman
containing at |east about one ascorbic acid FD
for opgp ogv@rwvwg@%)@m@rﬁ@% CUBPEIE p%fx ]ﬁ’ﬁltg the posc‘imenopausal

wongrbaaztﬁgg§uft1@£1® AREN LRI Rt §f HaPbRiEd R hbcoesht@s havi ng

mol ar rati o of bazedoxifene to ascorhic
adThd present srowetienfghermseiides bazedot ope awRTREfaT WS AR SEPE

I%ltg " gr%seﬁlp en{g&]l\{l SRt 4,00e:C Erﬁ@s r QYR dosGleyst a’%hérbz{i@ for the

ormor a ure thereot. In further

pmpﬁmbﬁdfmﬁmﬂmmnmhe bazedoxi f ene ascorbate salt can be

anhydrous, hydrated (e.g., hem -, nono-, di-hydrated,

etc.), solvated or a mxture of two or nore thereof.
DETBﬁ%ﬁﬂgMESGE$FEEE@rba$e can be prepared by any suitable

met hod resulting in formtian the sal -

TN GTRERL SR WRYiToRTY el ASSETOarE I FOPRedpfone. and
solid <108 Ind BSBHRKIInS Merdof BBvib@ SBpranell popatibd rlainp do stablhty

For exanpl e, bazedoxifene freﬁbg sean ascorbj c

solubglatm, bg@avg@zﬁa@liltﬁ agd the liksofier eGP % ?§orbf)ﬁéncorporates the
antloxfagp[ Pljcﬁ ?sa%f be QB! @l IMcif 36K IR @8Mist | dbc@mpaitioante.g., by

| east one of bazedoxi f ene acetate and
ox1daa$0)aaﬂrd profupigcshhlfdifat Beeedexifene mecoshnle Blsp ,spg,ws frpproved solubility

conm(%e%g\}}ghs%tpe}zié doxf' a%@cﬁ)x fEr%ewlag‘F‘ gan%gllﬂﬁcf&rrpdsgd ﬁ%h\@ll%my and

vent, and then
loweS@sugRE can be rennved to yield the desired saltv

LS AOLISILE RS SLTRANE B ol BR of ezt
coniammg at least about one ascorbic acid molecule to every bazedoxifene molecule. For
example, bazedoxifene ascorbate is characterized as having about a 1:1 molar ratio of
bazedoxifene to ascorbic acid. In some embodiments, the bazedoxifene ascorbate salt of the
invention can be amorllnhous, crystalline, other solid form or a mixture thereof. In further
embodiments, the bazedoxifene ascorbate salt can be anhydrous, hydrated (e.g., hemi-,
mono-, di-hydrated, etc.), solvated or a mixture of two or more thereof.

Bazedoxifene ascorbate can be prepared by any suitable method resulting in
formation the salt. In some embodiments, the bazedoxifene ascorbate is formed by

combining bazedoxifene free base and ascorbic acid. For example, bazedoxifene free base



for exanple, alcohols, ethers, hydrocarbons,
hal ogenat ed hydrocarbons, nitriles, m xtures thereof,
wae@stis1d i ke. I n sone enbodi nents, the organi BCHUB20651011663
is a volatile solvent such as nethanol, ethanol
I sopropanol, diethyl ether, pentane, hexane, benzene,
di chl oronet hane. acetonitrile, m xtures thereof and
and abddgnik iaki@. cahrbeseafﬁblﬁémﬁhm%ﬁmmbtae aﬁfo@ﬁt@l Thé @bmemngl &n be
an al cohol such as net hanol, et han ropano
optional carpiah oM, in g sehvgrieia witdy @dtasiong of %ézqu&léene |aﬁet%t8 Ad ascorbic
acid mgés essolﬁkhl?t 0GB g?@'bé(z%ﬁ&mfe%e &bbeneland ascorbic acid can
azedoxI f ene asc rbate C al so prepared by
be dlsselpbchtpgptgert ihe whicoh and then dlicf S‘O@fﬁé’h‘fané%?l remgfed to yield the desired
Q ,
slt. AEBHREING ortonlp 2 B e S0l B AR o R 300 oo
for e, bilehalsj etherss, Aydrasciambahadogsated thydfoearhens, nitriles, mixtures

tllereqt}:fggﬂﬁ%hﬂ%gﬁ S%gl%%r%{ nge'nTsh{ 1% g?%rgmﬁgofvg 19%%&%@%1 SOIVC{I’[ such as
methWE ettagola lsopfopamil cdistiyl efer, pesiand, hexhnhebeizmne, Tlh[élloromethane

present invention f rOV|d s solid disper.s
scctoBirip netssn PR b Bt el R SOt i SREHE sgPet is an
alcohblN&ich BY ﬁﬁtﬂaﬁ(ﬂ bayl) r[lﬁfoﬁm dsprOpanbl, Iniktvired Nkreof and the like. In
bi oavail ability conpared wth, for exanple,
somﬁ@&@@@ﬁ%h$éh@®%@@éS@3§§15%h¥§{aII|ne bazedoxi f ene

a%‘i%gli%[%%sc%gﬁé ceﬁlaiﬁo lge(]ﬁ%ré?lfby%ﬁl@&lﬁg( t}fe%ﬂﬁm o-fBthferent salt

i ncreased bioavallability associated wth sol
cﬁtmdnbpéﬂsnmﬂsah@dﬁhunﬁnaﬁsmabvbﬁﬁégﬁ@n¢ﬁ%ﬁ%ﬂph§ﬂ§¥bﬁﬁﬁﬁﬁﬁne

salt ctalp.'i) d%{lﬁ@l Séhoa%tal) gﬁ 2hq bewe Esch?) R96H 10 b %)édé))ﬁ&ﬁ@ RiRthate.

I adverse side eftects an cin
This &tibj-eplacatacrt adactiért gan bElpticmilp osiied owtgn fsoltvm;t, wqb @nl} gganic
contain, for exanple, bazedoxifene ascorbate dispersed
solveptieseried BEEW ng agent. In sone enbodi ments, the wei ght

I atjeQor&fentbdzadoxi fiene neddsshalie disperdionpef bamgoﬁ@mmwsqosbate

about 1: 99 to about 99:1. In s od
The spif éﬁ,perlmg{lq of the 11)3512%)@(}3@? HqEease géBP‘gg&afidﬁa?‘?B@PQW compared

with a%? @;(anlépﬁ %Qéﬂoxﬂfel%gfrk@ bR&R Oy stAlfine 521@60}@&@6 tacdtafd 9ant1 O)ther salt

In further enbodlnents

h
formppf bmé@@fs@m efbe w%@ém{a&a‘akl@ﬁéwa@ w@@ ﬁ% Cf QS%FB%?RS has
nume]f%l%g fuﬁ\% %gé)sugncg{@ %Sall(ﬁ?iﬁgtflog- a%gurhﬁraﬁgﬂ Wt de®Uostes, thereby

further enbodi nents, t he
lesseminz (fotchnmak ifor agberasidaloffictsamnd redueiog be et v iadiliper si ng
is a out ur dokg bat
mgﬁ§h9”?%¥ QH%P?ﬁgaggg%?$eﬁéﬂgécggggggg?glﬁfg er%?nmworae
disped@@rih o Sispdagngd a@mr.79n tsomammbdlwnmsthea\w-ht mmo (0] btaz:ﬁdomfene

about 60:40 or abo % SO g? t e
sscogiegh ISP B GOk EHEoHORH ol B g Ty g eiaht
ratio @9 8iMedb:SfeAdMebrbate ko TlRBersidy spat Slahgutaglﬂtb abowr s 512§€exd about 1:99

herein, refers to any substance or %%) (P
to about 60:40. In further embodiments, the weight ratlo azedoxifene ascorbate to
dispersing agent is about 1:99 to about 15:85; about 1:99 to about 10:90; or about 1:99 to
about 5:95. In further embodiments, the weight ratio of bazedoxifene ascorbate to dispersing
agent is about 5:95. In further embodiments, the weight ratio of bazedoxifene ascorbate to
dispersing agent is about 25:75 to about 75:25, about 40:60 to about 60:40 or about 1:1. In
some embodiments, the weight ratio of bazedoxifene ascorbate to dispersing agent is about

1:1.
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subst ances that acts as a dispersing nmediumfor
nol ecul es/ particles of bazedoxifene ascorbate. The
wale@paosihg agent is typically conposed of a PCT/US2005/011663

pharmaceutically acceptabl e substance that does not

substantially interfere with the pharmaceutical action

of bazedoxi fene ascorbate. The phrase

" ﬂ][mar‘rm@ets%]rﬂgcagelnw;)a@ cepd aiz\klﬁn fﬁ:ﬁerﬁl’fmamyeﬂlbbllﬁﬁ@i br tagixture of

refer. to those sybstances which are, within th cope .
substggieess Sl dadie dF ctal APaEYI%e Aedivgy ot Bt ccplp/ogiggles ot BiveGT e
ascor¥ité h Itﬂéediﬁﬂe%ﬁ_&ge&%e%{ iHFRAIPRbAGSseand A phdfhseunitdllyostceptable

excessive toxicity, irritation, allergic response,

: or .
substsich &t BeespobTAbStENtEERe Mo, the BRFRHSBHG actipp(of bagedoxifene
- bepehlatbd b@blc! MRAgh BN to th
oo AEAEAES LIS a5, SopE Bt o 0o
substgreegwhichbruwitRia tGIopd of sound medical fustgaicn Atitabler fppuse in contact

. di [ : . : : u :
it G5B 080F ULyt BURPLALUIE B SRR s
respoage vt otteer podbidyh er icomalicatiogasinomesimaenwith Noreaganable ibegefit/risk

. exanpl es.of. di spersing .agents.incl.ud I r a

o FRAPR Geepiny BE APRaBe ARt LS 53 (RSB e PR

22 °aetiiyingie lebibodgigsntshyid dizsyipihg pyért eldtulaos esyperature between about
hydr oxypropyl net hy] cel | yl oses). hyal uronat es; .

50 and0 st G5 e kgt e SSPRb AL LB A 4 giggeic solvent
( RS iiffing RAhNXATETSersHR Q¥RNTIHRRRE pelyRitsanch ¥4 dililoses (e.g.,
acet ates; pol yet hyl ene I¥cols; dext r ans;

carboprwimgihylegllggscs.ol i dones me%ﬁ' qelulats: pol yvi MyRspepRBylgeliuloses,

Rlay: Pol Whiydnaest at esginates; lysaccharides,
hydf%ﬁ@%{@k%%?‘l&?‘}%ﬁoﬁes (g kb s); MG Vol s: pofylactic
heterapdilykacqhatigasy dpestiput pelosanaass;d; POMXRIINESS atydgneofvinyl acetates;

| th f .. depi ' . . d 1 .
poly i e T S e U DA, o BRE biPvinbikRonols
propyyisd @llyBolsulﬁdhyxla@m:ﬁtalyeeI plgdslplmﬁidig]lcbmi?lle; Hlotifhisast négleads; cpolylactic

.. (PEG- PLA), t en ol - I £V '
SN e
the li@EV?Fﬁ%kxan@?Q ﬁ?ﬁd’réiﬁ?hé@&dﬂﬂﬁ@do}bmmr _s;g_mhlsaach as polyethylene

copo ners o Vi n ri.n or ri ne . .
Syl v BByl agEal PP b buyric acid (PEG-

PHBY, I'ﬂW[Wn%l'd&{é o@}}v%{-}@c{ 18030 (FAgePY AT, Qi dlefi®atized copolymers such
gg¥€€?nyl y#rolﬁhone (P%E? gr derivative thereof, PVP

as coipglyglemf Winsleovring £ o1 oy Fip i@ ﬁtﬁql%ag@éggs a‘mitl\hviélymyg@lidone.
Vo Eis/Mdh iRylBGrolidone (PVP) or
cﬁ%lmﬁgrél %bogﬁlg&%ﬁ?% %F ogl céa?%?p?(ﬁg%ﬁ 5&&‘2% eéo tgfo me ( i ) or
derivative alireofPYP® isnelpotiampdd yivit rfotmesy epoplexrsnwdh Havyify vamnety of
aver age. nol ecul ar .wei ght . t :
s G SHTTRSEALRL W) A AR 0000 Bt
PVPhagl@e palyeinglperroidomes havingvei gletage incddvolat wegho00mtapout 10,000
In_fyrther

abo 0, 000. enbodi nent s,. .t h .
o sk J00Ry i ByprsiFipsrienenis 8 MBMAEPEP Gy o8 F i ot
weighPoPRRut 00,0601t b3 NNED0. AR featheThtbodiineatss thetpabivnyRyrolidone
has alt 1Snolecular weight of about 15,000 to about 20,000. An example of a suitable PVP is

PVP K-17 (PLASDONE povidone, ISP Technologies, Ltd.). In some embodiments, the

dispersing agent consists essentially of PVP or derivative thereof.
In some embodiments, the dispersing agent contains a block co-polymer of ethylene

and propylene glycol, often referred to as a Poloxamer. Examples of suitable Poloxamers



PVP K-17 (PLASDONE povi done, |SP Technol ogies, Ltd.).
In some enbodi ments, the dispersing agent consists
wes®snvisad |y of PVP or derivative thereof. |n BONMES2005/011663
enbodi nents, the dispersing agent contains a bl ock
co- pol ymer of ethylene and propyl ene glycol, often
referred to as a Pol oxanmer. Exanples of suitable
nmludé’%e&@rﬁ&r ﬁgsf‘(‘% LPP|6@XEK€F) BRxbkbTROL(IRBL BASH) BASF),
Pol oxamer 40 F 127, BASF). and the like. In
and the bk larbodemd I@entf,ﬁbe dipRepungasspt légewam%f %81 oxaner

11%8 ome? erﬁ%@m%ﬂg ﬁé HEE(EI@HI? tags%t Hofiafls S QEﬁe glycol (PEG).

con arns a ( PEG) . U|ta
Su1tabiaﬂle®$jchE6PEGC2003w,, 4&@(600,610)@0 1:{@13@31%@00 @Q@» 80@@0@000

5 ”OOOO?Q%gchreF% éof 21% %}gooﬂ}oson{g ﬁ‘fxwéﬁ‘éer}tp he Qfs @}ﬁg% taE&lt 1s PEG

{Eheé"e per’si ng gen
1450.1450. The bazedoxi f ene ascorbate di spersions of the

Irgl\gl% %zle ﬂx1 et%g raee %%@B&g P gyngfgrg?oﬂsca%e%$ Qdge tbp%y of
numerdPhBhodSheaZadox| foe Beangsi€ ar sbhﬂ ehspd:mloa m)f emamhb@ bazedoxifene

nmet hod, bazedOX|fene as t
ascortgtey s Pt jekanpla Msthodo heze %’flg’%i 3 ‘i%&batl% aﬁn§ 5 n% So&iafiive:

10 amorphfk, B )Hnd SR ¥i§ktd g &R Y% FHREVED VL Bispet edliver (torth
“m'“%eparatefy an&ﬁgﬁgﬁgﬁ%nblnedzllnvth pe(Hﬁ)i?at frogber

or sepatetsily el thercantined) nghereightiafio ée%rs@ g%vﬁm? the rdb?ﬁﬂélé‘a splyent is
1emox>éd q!} 3/161&~I he @%ir&? chiRokik s SlirS PefiR| ddpersilpesoliiend Sa[nsbd’lgl aqueom

an aqueous sol vent or organic solv
solverﬁ‘slmlr bedahie solvgatnl Spitgld weganis spivents dwluge @%ﬂqg@le etherh & Ocafbons

halog?#/agetdﬂmryggo%?rﬁgl? ﬁljﬂg%%g%{uﬁeg tlF&‘%rf %ﬁﬁlpﬁlgiee Ig 'rsT%rfolé }31%2?%1%%& the

15  organiché@lhg and @oktlevsdheni sich ay alheahanbe eduhole iropwpateladicthyl ether,
pentaghlggegﬂg! ﬁgtﬁlgeg 21 lhB)é %ﬁr %p%‘i% trlije %1{9%1&5 GhdIESF and the like. In
some %ﬁﬁgg’iﬂiﬁgﬁl gﬁaor e?égs:érvgﬁt ik Iaﬁzrafboﬁolanch sshecthirod. ethanols ofmopanol
isproppaph gﬁl@;ﬁuresethﬁlgﬁg pnd %hepi,lc Soos]\g?nnet ﬁ%ﬁgﬁl‘g t%hm %a%y h1feht is
cthanb€r €of and the like. In some enbodiments, the organlc

solvent is ethanol. |In another exanple, b d
20 aén @ndzthetr@xanuledb@w%ﬁmﬁgasﬁ‘ﬁéﬁ? a’&()gﬁlggeég% ﬂ%ﬁﬁ?&‘ﬂcﬁ Ofrf?éned m

the d%?ged Eive)dg tlg%heﬁzé&%é} PRER Jﬁé Bﬁ@&ox@ﬂén@&‘c&b&'a &nd dlspersmg agent

ene ascorbate an ISperSIng agent i's %
is (are)id liguid dofo (g ( e_rrg:lt) andntbent Jhe limved quygﬁlet%éoh@lagﬂ Ep orm the

desu{ﬁ' %‘%@r‘gf%ﬁ c?nzlclég%,of i dtt Quch® oﬁﬁgge %eﬁiert%‘%e(ﬁﬂ btk ascorbate and

O SucC i ments
dispe dent fc@lﬂ%eaﬁ)ﬁﬂbﬁhét\ehanﬂt ldast pae gifnige &@eqdpmé@ﬁ %@lbate and

, ~~ conbi ned when t
oSO e S8k 08 B PRI i
tempbafid fdefidedtitX bHagy ife thik@e. S sbfliefeindddiments ptbé miguteas gooled to

about 25 °C or below. In some embodiments, bazedoxifene ascorbate is combined with

O_

melted dispersing agent and the resulting mixture cooled to a temperature below the melting
point of the mixture to form the solid dispersion. In further embodiments, the dispersing
30  agent is heated to a temperature between about 30 and 200 °C, between about 30 and 150 °C,
or between about 30 and 100 °C, which is a temperature that is at or above the melting point
of the dispersing agent. In further embodiments, the dispersing agent is heated to a

temperature above about 30, above about 40, above about 50, above about 60, above about
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tenperature sufficient to solidify the mxture. In
sone enbodi nents, the mxture is cooled to about 25 0C
w@eoobabws | n sone enbodi ments, bazedoxifene aBCDUREN®011663
is conbined with nelted di spersing agent and the
resulting m xture cooled to a tenperature bel ow the
nmelting point of the mxture to formthe solid
70, abd S RISJuB 8O abével dboh T c@Niest aENétBer hbBodl &9 @5uBind Gechniques
agent is heated to a tenperature betmeen about 30 and
suitabizdor Heprepapietef th Aze O3B IO B SEBETIP LA e e Byt
30 and 100 0OC, which is a tenperature that is at or
above the nelting point of the dispersing agent. In
Dosadewni erm@mbodi nents, the dispersing agent is heated to
gﬁ B! P }m 2n@PQ \1% ﬁfgg%&m?so ’des%gg }égﬂptca@' Ope m\{@a‘ced for
a ove a above a out70 ove about
admin®@ratitn ’a)baop'&leﬂtkm lahy 90a OictyTbfosaysann sané emborimpigel shegall forms

rout.ine .techni suj t e for 1.0 e .
andsﬂﬁg ?W@ﬁ@nlgﬁgéﬁﬁ?ﬁmg i%373|bngﬁmﬁtﬁﬁg&ﬁﬁééﬁgg%ﬂﬁgﬁ;m
other g@@iﬁ%ﬁ anék E}girﬂﬁllé adghf{j) rairc]ﬁdge feaht (07 r?)lea,nchp&dbsi eltfc.) containing

i spersions descri be er can be for or .
e S 1 SR S R o e bR B BBEEk Qi o
salt io‘Pﬁy(ﬁ' soll Ui §REBo ARG IBEE R cah BE dB &l aﬁm[r_ﬁﬁeradﬂdu eSlﬁthlbﬁt

di spersions can be adm ni stered al one, i.e. %ﬂ h

t e serekipmbestimets.che 535 RS Obrolgt Hyersiiag GuEbIngdopith one or

[ W BipleBisPio f Eﬁlfa hemac@pgall Bpositi
more § ?ﬁﬂ;)%eg%ﬁflg dcgr?%?%%tlér (R ppefitepto fo 195 greater than .
for adabinistrat®8%p a patigpt. eaheeqonmqaﬁorammongg%r{ywl%‘i raly foym of solid
ormor_so L5 @R 992% b
coneiRpb PR PP SE AR AESehEaber el oo 5o v
weightt GD 6@isaie firs, ortsh]ﬁi &a;bdrsuﬁro rIrrEEuIther smboctlmdnts,ﬁbfr edneiresitigp gontains
conbi ned wi th one. nRceut | ce
svou QRS S P B0} FOBF BRI g o8 96 o
embo@ﬁx’f@ﬁ@ﬁ el @Mmpbsitiodehtalhsitoat 1 enaticat a0%étyi weight ofte salt form or
np03|t|on can cont%@g angﬁgnnunt .of sa .t for

solid §§p¢r§|103| g)pgqt Syrghsr empocdigeRis Wg co %Hgs 3634t R about 20%
by w&gﬂfpcﬁzhé %ﬁ@%nﬁ QPLRINEsRRMA Th }k@ﬁﬁtﬁi@ﬂlém&ﬂhr%rbs; thetogiptosition
S

formor solid dISEerSIOH further

contagnsiabolitrignebout il A% tyorRies pf the ralEoRR AT FRUGHBHEIIP t 0 about
5%11p¥laﬁﬁsggénﬁ§1fua%nen e s:(a-ntf QiMERnsSAdE SHIRPEKkSIrQsus bdh be

he CO”pOSItlon cont al ns
admlmb‘xateﬂ id dbity écmutangm%ﬂy}n (Ml;m@qto H}O()ﬂ%o%lé%]zpdcquﬁlpﬁ gsgorbate to a

- persog o‘ﬁﬁ‘(ﬁ:g? 4 ﬁp%lérg%cg?ose ran a.{fj%&gefo Q'tSf%BS& 6(*)hﬁ%/day, more

alr ns to about” 20% by wei
prefetdb® Saht10frog/dayom abodxtléﬂ mg/éqcye rﬁlecmsmg naryleq eithgr trweﬁ'lngle dose or
enbodlnent

the c oS Li cont a
two qroEIsy 1wé1{.=:€ ﬁ]{)seafpe{ ﬂgyp Sg}l?h ? ?nc%}wr mglpsg%réd i"nr éﬁ)y ARO: that
facilif@dsMHecabéRPSundRNE@yNiiMg thd eblﬁ@c&&eim ma]luthng oonaﬂy,avud/ mmplants,
solid dispersions can be ad nistered in daily doses
paretyterAldy, yasinglbatastaly pggd dnspisten h@ of bazedoxi f ene
asE9fRatei b@mehistrations include all administrations across the surface of the body

and the inner linings of body passages including epithelial and mucosal tissues. Such
administration may be in the form of a lotion, cream, colloid, foam, patch, suspension, and
the like. |

Oral formulations containing the present salt forms or 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
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person in need. Preferred dose ranges vary from 10
ng/ day to about 600 ng/day, nore preferably from 10
worglodagosid about 60 ng/day. The dosing can be BCT/B005/011663
a single dose or two or nore divided doses per day.
Such doses can be administered in any manner that
facilitates the conmpound's entry into the bloodstream
presen‘c B Ui ResiGH &dnl Mso ¥d Borh BTGB mif@IFes i @ik |ayt1ve compounds or

vaginally, rectally, and tran ] T
inert fdlgrsiansl/st didentirych %dh%ﬁ@ﬁaﬁqe“ 3 erﬁ?‘ngi’ﬁaé iS r &r%ﬁgmt prgato

or tap%{:raf a&RnPf su%% QﬂﬁYma"lmgvete{éﬁanE@hts' | Jokdg®d Obel1RRAYs, such as

passages i n¢l uding epithelial and micosal tissues.
crystalBue ndam v oviestallitei C@Huln@;? flpanrs, geletins, $BRRFGF a | oti on,

é‘ %Fi‘em formul%xtpotnl S cath B8 Wadp %& Cc%nveiﬁ&@ﬁ Q%fnﬁﬂ:sm@ﬂ‘ Cyd @?aﬂulalﬁgn or

ns cont ai e present salt forms or
dry gﬁﬁ)lﬂhttbndmsthealsamhstﬂ[zarplmzumybumeﬂsaﬁcheﬁ‘f@hlﬁechlu@@iﬁ afillgr)u binding

i ncl.udi ng _t.abl et
agents, ﬁ@)&lﬁggs rgﬁsgggg{@gg, SPSRn %1}1%'01? féblhglgg %génﬁé B%%%%gu{ Rthﬁmted
to, mdghsiurh K&ara@@@ﬁedﬂ@ﬁcmrtalcabcbcﬁtrs lmfrylcsmlﬁh‘al miiergery $idpne sdhitose,
solid dIS ersion can_als Wt h mxture

carboB R GO RGBS B R E Rgpe s gy gpe bSOk,

xanth$H $48 b SuSUGHat@ T ohpRxRNRERE Galdtunt airbgha‘ébg gB/pinabie&trm Sucrose,
starches (e.g. corn, potato or tapioca starc

sorbitgly ga:ablurraph@sph@p, galcivie U EHENECa e fpem, 6’6%}983?1280‘*“““ chloride,

talc, c&g 1 hOS Rt p pedas% &l y@fa@kdrmﬂﬁu@ﬁ‘ﬁudéﬂ GeRed sy atilir@andard
ul oses, urs ge atins, gums, etc. Tabl et

delay fbomma lra¢as@ﬁsmghnomeor waafeulby SOPROEADY TorRY AR EE s e from
ran

tladltxapzfll %1ayshlnc c%Eo g:ﬁ).‘teﬁ ARt %tgﬂg tﬁ@écﬁﬁ% ARRxes to alter the

ar mac SUTTC accept a | uent s
Suppo(sftd)rids elgasl)tmg bpoieti ragd agecmns, Ime @@lnbls supbesitate Grht such as
pendi r stabi I n but not
POlYthiy 'f" glye qgo Yﬁéﬁﬂ%gﬁokﬁﬁl Iﬁa%’ atlge %%l%gdac?d talc,
S @l ivdBatidsrigbfub with ateq;remu:ﬂomulymna latei knewneh fthel ?@'S@d generally

constégqrfgé))i%lggtgp éj\sﬁg lkyl glé}g Elo%% lgg%leuo ngﬁ;( Oleyffll’lt rgﬁld gg;néa%tmzel

Addn(fc?ntaf ﬂ'%?edle%%nmcﬁxassdvémﬁgﬂﬁﬁts S@dagd, lﬂlilvmar b aﬁde Jubricants can be
ycli dextrin, 'sucrose, sorbitaql, dicalci
mclu‘{iﬂdoa [ﬁ’hlat coatingaforpulgtiens| tp Anart Feé@fnog’@mqg%ﬁlqsﬁo %ﬁa@m £S5t The

ompomgonsrgn%,l}loll%lpgcﬁms halotr mal Yis$ bAk&hBineR Rl povaiesded a solid, then

ormulations used herein may utilize
placeﬂﬁﬁiﬂﬂé@ﬂﬁﬂe Gemayuchras e igeletin edpedlee f or mul ations or

Plj,a ) g%aqlr}g ROR Icgrﬁéﬂ,se %F&U&ﬁhée%ﬁﬁqﬂ eSS fideQMfor the

terira I'ng cocoa butter, with or
pledeﬂolﬁQjﬂsoh@ eradetintulaionof Phamessuticallyl aceeptatie fillers can be selected

fromzfgf 8}%?15 é e gﬂ?lﬁciﬂ;&?@ﬁ% %te]gulgs%ds&r%g erﬁérpzhto V\@Zﬂ@lﬁm phosphate,

calcitth X%B&t@fpo%(f@érb@é@lumé aaloddx trive Isquttsl,, stmkl >az|11gd), dné the like.
used. Film coatings usef ul wi tg t he %{tese

f o Bt PEpSIS farmayatiops, S alss e iide gjsintegr Gt al Pese disintegrants

can be selected from those known in the art, including pregelatinized starch sodium starch
glycolate and the like.  Other useful disintegrants include croscarmellose sodium.,
crospovidone, starch, alginic acid, sodium alginate, clays (e.g. veegum or xanthan gum),
cellulose floc, ion exchange resins, or effervescent systems, such as those utilizing food acids
(such as citric acid, tartaric acid, malic acid, fumaric acid, lactic acid, adipic acid, ascorbic
acid, aspartic acid, erythorbic acid, glutamic acid, and succinic acid) and an alkaline

carbonate component (such as sodium bicarbonate, calcium carbonate, magnesium carbonate,
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consi st of a polynmer (usually a cellulosic type of
pol yner), a colorant and a plasticizer. Additiona
WO p@sacizent s such as wetting agents, sugars, fPeEmOs®P5/011663
oils and lubricants can be included in filmcoating
formul ations to inpart certain characteristics to the
filmcoat. The conpositions and fornul ati ons herein
potassiBY cattdgaté) earﬁmﬁﬁlumedarmﬁﬂtep reoes She dmt@ram{sb aisefulhberein can

pl aced ul e such as t u
comphtscis i TGPPGS Ehlke ERRRY e ey CHLSE AR Kbt
15% tb fdb&tﬂ@s%r fnofeRbfetablyush bbout 20% tdgbor E_mr ation of solid

oral fornulations. Pharnaceutlcall%.z tabl e fth_lllers
c SAmp sompesEtsan hrnuktile fandtisps w1 e femydations of this invention,

actmgﬁq% a9 ﬁ&){%tﬂfﬁe{ A &iﬁhiegfaﬁls &nd BUGhARA in Q%H&iﬂc%rmlﬂ&i&l e be

ate, calcium carbonate, powdered cell ul ose,
smguhaweod@ugh ithpropenips may alloye mpkiple feygtiondity- and t he i ke.

ag he g)ﬁg%ﬁﬁéuhcﬁ Ahti MGG %ngleﬁgsy}sféﬁls Uidlicad B8 ILARN an

ese disintegrants c € selected fromthose
antiokdamnr 2 mixtive ofietioxidanisuicings Prargislagidi (itkedngexdants which can

BT RE TR SO R R
amouﬁtr @5&@&%@%@3 i etadple wngd: Iﬁmrcthatanmhm@otﬁ;)uimfajrrg At §,05% to

abou 57 BeRRNGEOGPRY. 1o BPFCy REE briERE gt FuRaBols (e sabou

5% b% b@?g%t Uil dotng icRbofidRetsathe arﬁﬁblﬁiﬁcﬂ&“oﬁmdlitio@s agitain substantlally
artaric acid, malic aci fumaric acid, lactic acid,
no angigfigerd aci d, ascorblc aC|d aspartic acid, erythorbic

aci d, glutan1c aci d, and su00|n|c aci d) lated with
a|Hba1r¢qqg1tJ(§:a]r W@O%WW1 PSLASHRT ate §?ﬂi fri]]ﬁ?n%e formulated wit
steroBElC ggtgg%t SuctC & Q:'ohﬁmg&@c{ Qﬁﬂ%teﬁs ALY NEBhelBinount of bazedoxifene

pot assi um car bonat'e, amoni um car bonat e
'15001bate ujed iff iti@ mrrgmlm@gqaa@p (dipstad échrdlmgeqoéh%p%ﬂﬂ%r@ﬁbql Fl@gersmn

used ﬁ? gw{%lgn el ac% s?e?@ﬁ&l e%gg gflnttllféefo?lﬁﬂgﬁgﬁ bd Qf@ll BY the particular

ron1a % t o about % nor e
therapu@it &ﬂicﬁch:ltlysn 1bemg1caﬂmmd¢ted2 (I%gemeralbtmtba%l%ﬁ@@rﬁécor ate can be used

Co n have. mul tipl.e fun o
in an H{I)ﬁa sg?t%cbeﬁxg? ernta[gﬂplggﬂ g?c] tloof r‘%l%: §a&ﬂec%ﬂ§ eétﬂ)&%ﬁ‘ gosthg éetVﬁl c}fsued.
The ddsk k£ Rloe 3Nebnpugdies ieftt@@hsadin, be drvth aliomt 6. Blmg fogthoutr. Samg, about 0.3 |

speciftic fornmul ati gn may be si ul ar, even t hough
mg t@ﬁbﬁp’érlt 5 ame oRoont OBl 15951 B SFTME 1SRG IR pie Ul bifount of
baz RBLEMbAE A 2 EQhBTHALR fsulaid iedoupl ®ng t6 memtsmg For the
erein can also contain an antioxidant or a n1xt8 %}
stero@iiat ¢strgatantseand rcdpilysiosage sabbeiem |a50utc11rﬁ%ro about 150 uG, and for

an ich c lu
thﬁEéﬁV%@ﬂ 3%&”@%?8rb§ﬁ*pa| &ﬁd&gﬁpopgg% F%pP%[muLInsmne
emb&RREMNGhd Rty Wbies BtwasDAbdLt DG ASE alsdak a:soam}d An
exanpl’e range for the ant|OX|dant£$QHjs fr%gm%?ou g1l
0. ABosanlaprelfornyuation cangingibe Presey edisgersigp gpd the
msOr from about 0.5%to about 5@6by
ﬁﬂo%&i%&mﬁﬁk sone enbodi nents, the pharnmaceuti

al
f ozt)mJI at filbarsing disird¢gnarg mwﬂ@h@mﬁwrusyﬂg from about 156 to about 99% by
weight (wt) of the total formulation, preferably between about 20% and about 85% of the

formulation, of which from about 4% to about 45% by weight of the total formulation; and
b) a lubricant comprising from about 0.2% to about 15% of the composition (Wt),
where the lubricant is magnesium stearate or other metallic stearates (¢.g. calcium stearate or

zinc stearate), fatty acid esters (e.g. sodium stearyl fumarate), fatty acids (e.g. stearic acid),
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no anti oxi dant. Pharnmaceutical conpositions of
bazedoxi f ene ascorbate can al so be fornulated with
wat@sadsas estrogens, such as conjugated estr oPENES2005/011663

USP. The anmpbunt of bazedoxi fene ascorbate used in the
formul ati on can be adjusted according to the
particul ar solid dispersion used, the anount and type

fatty Qéok@ls@él@béiﬁﬂ beB&ated @RbrAlbill PR, rﬂyhﬁigb&%d%g%ﬂ)ﬂe ofl§ leucine,
&%ﬂﬁ 1gartl cul ar thera eutic indication being

polyelbgicar glar e matHlicopwi ﬂilfatetstﬁ’és%’é‘%él]él%l@%ne ascorbate can
b?h@%@@eﬁtﬁ%@%s@%‘d&e S i"f'ﬂe? Nisih@ ﬁﬁlt %H{P tF€ardtd'8re based on
ef fect of articular estro F eve?

final H@gp%@aﬂcﬂrﬁéﬂmg@nr dig eerdindsy %ugaﬁr@hccequsa@emse earprised of

the Sag[[)fglgﬁ Q'P&)glg d%ﬁ)’@rsfgrg a&algo%?&’%%ag&ﬁigalggacc%%%é 6‘“&%% @gvetrﬁ%msuch as

a coalénanpéapsulary elefaibed rengint Infsobmzeexm)dlnﬁemmeomrsanmlen i the salt

om 8 SRR 85,5008 0. M5 o

about difs fg ebomia I@O%Gb)f weighg befuihe lﬁrﬁﬁcblﬁpmﬂiﬂﬁ and Ghdtwatiap tbr f @psule

dj ol a, daj dosage of fromabout 1 nGto
‘01“1’%%’*6%&% %  hegien ﬁ%ﬁ% PuTAO8: ment s, the daily
dQﬂG1tﬂoﬁalbﬂhMﬁﬁ@ vaia lexdpidhis Adiag@boks, RBertia afdhts and the like

npl e oral, fornulation contains the present salt
that a’ieéflﬁ%‘bé"r OF B4 18 cORTSpESYibnthy seft fomes ploihe SERIPReRe ksveYip the art

and RY&IRHISH, @ar Bxanigld, eRen?zHgtog’k SPM%QE@H&aZt%&ermh ed Mack
con’prlsmg rom about 1% to about 99% by wei ght (w)

Publiggingt hempatyaEasten Mt.atd86n whmhels enepipoyater howemn b beferenc@0s its
entlre%nd about 85% of the fornulation, of which from about
% to about 45% by weight of the total formulation;
and b) a lubricant conprising fromabout 0.2%to about
Meth I%EA) of the conposition (w). where the lubricant is
gnesi um stearate or other nmetallic stearates (e.g.
C &ls Glesemibed ﬁﬁ[ﬂ 8t EatONoZ$ 098,402 diAt6Ri{ent aid salt@@lieﬁieoﬁﬁsfeesre&ctlve

~ (e.qg. .sodi. tea umarate), fatt i d
estronbf o quiITREL £F P CORALD iRy r PG eHEH DB, of estrogen
agoni§ts, RAE&oxBérle, anB %El'tsﬂtfhﬁiﬁof ¥ 3HHSa0 R invee etk &dodah Sntagonize
| euci ne, pol gret hyl ene gl ycols, netallic |auryl

the trealiq gifects ofr SFBERNARCRISISTR | WREIne Fifaiepe rAcaprdingl's the witefgrms and
solid @Q&Yﬁoﬁs‘lff tﬁe"lﬁvén'tlbllx Ghd cglh?és‘iﬁ&lg 8 Rhinin@ Mk daHRT & LAHISH Ay uses

based on final ph armaceuti cal conposition. The
relateqd doraiepferer oloprey¢naing  disghseciptpb of Synsoragseaseesinied s@h 29f esgrogen

deficidy ﬂg cﬁaint e)Icgsrs;qfoerstrégén %P%é?&%?rﬁéooﬂe ﬁﬁeq i meth%ds of treﬁltment for

maceut | c surface coveri
chseasas oD dtsmnﬂgrsowhlcla wu]t efronasralhéea gtidnbedatinermesl rqievdlmprsmt;eactlons or

ti th It f lid
gromgggggfp gﬁf’g %8?‘?1?8% q%/eet?ﬁs‘éeggut 16%7% g aboSItr m98r°/§’ o

aBQZHdoﬂ;@enE @sodkiat ha8 Shedabilay t@bduie RE: dnestbguitag8% UM owering
choles(\%\%bg%ﬁdeprg\f/entngge bgrllenl%ss %)crégl%?ﬂg y, t ﬂe sa?tn%u%ho? sghc%l td{sgerswn of the
invention is useful for treating many maladies which result from estrogen effects and
estrogen excess or deficiency including osteoporosis, prostatic hypertrophy, male pattern
baldness, vaginal and skin atrophy, acne, dysfunctional uterine bleeding, endometrial polyps,
benign breast disease, uterine leiomyomas, adenomyosis, ovarian cancer, infertility, breast
cancer, endometriosis, 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

10
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conprises up to about 8 % by weight, of the
formul ati on. 10 Additional numerous vari ous
wez@spbent s, dosage forns, dispersing agents apdI/UE®05/011663
like that are suitable for use in connection with the
salt forns of the invention are known in the art and
described in, for exanple, Rem ngton's Pharnaceutica
cancciﬁs‘,l mtmgsgthet? tA&lch’(ﬂon,alletﬁk sBlitb Hispdibibg c£0BP AR, foERSHR eption in
_nwno v % 4s |ncqﬁg%rated herei n_by reference .
pre-siopqdildppnty ?%/We i AFofEPRfOARl e DAk dtiDgshmengauad promen

(sucth fortrQ88g 443moba RPNt &NAcRMChoS ﬂ'u§1§ ok Hled’tﬁé?fest?(fg%n deficiency
ective estrogen agonists with affinity for

q’fatese k‘?%&é‘i’ﬁogﬁécsélﬁ?lémm@fﬂm Werle s ienefigpd sltgpn @b‘prh@glesnd in disease
statePFRAE SiBnoPRA 96 Q&&&%@@ou@nﬁcﬁ al tlezlkglﬁﬁr eRfonRbu abla’% 1s, chronic
anti estrogenl c in thé uterus an can ant agonl Ze (B tF]e
renal of Bgpatie disease ex epagilatéant dispgens oagksmdsnss in uteri ne
ti and. s .
dl’l‘;l%;é?li I:f%xﬁfé%ggl%lﬁghﬁ% r&&ﬁl ozfﬁﬂlé meQ gtion 53 als3 %8 figed in methods of
treatrgeht fat rand goreveatigmmé, bopaniossi deci’amyn usal fremabedmbalance in a

t reve nti.ng di sease states _.or, syndro
indiv i8R A B oY BN S BT AR Se Dbt oy Sl o s s gya net
loss efSbemeg&nch Ehlmyddfmaﬁoﬁlrsmltben uiSﬁdgé Bf et 1@6hSs, Particularly in post-
ment for diseases or dis i ch result from

menOB?%;fﬂlt Yergrisror F HETC 2R RPDROKEIMm 08¢ reggving or

who lgivewsdeivell egtaaaRbIticalter0ld & Qﬁ@?&lﬁds@%}zﬂe‘ngﬁnﬁg %&H@zﬁ dysgenesw
azed? |fene ascor bate has the abil ave 11K

and those sy FiéRge Homgowh e s syndremer $rrgiak ﬁ?ﬁdésft)reb@le tglyding teeth and

oral %@V@%M‘l@enp BRLLOES ad AGSA HiRPHg  solily glsggrlsﬁm iR I8 Qbuals with

solid dispersion of the invention I's USEful for

bone ffagaasndeleaiing baad steicasesnand ﬁlosembnvlnfgrhmme@umbgmgeries and/or
f.e g ipogl wdi n

e RLBELS: 63050 UG 0he LU ALF MO Gy o

dispetsaindiae ds usedaigi troaimémmfoskstebaﬁthmm lhypocalcaﬁxa hypercalcemia, Paget'

e B8 S8 SPORTEL )P i

cmhuﬁmemdﬁm&&mimnsﬁambﬁn cancer, infertility, breast
c er donetr os s, end netrlal cancer pol ycystic
0\3@?%9/0%_\/?1““ Freftoe 36%?55883 | Sypdramee disted hesiip rea¢ aBsrainod to
mvolv‘g zid'ﬂlﬁhﬁ’%hn§ t(d h$ ﬁﬂ%ﬁdua@ QORdHI ofQuele ﬁédtﬁ@nt@@eﬁb&ﬁfcal%fec‘c1ve
rders, || as certain cancers including

amouﬂﬁe?fa% et fcrs%%rt solifl dispaiiorof theaieniionopr eompogigbpontaining the
same.CNGC 8038 HeSoin aﬂﬁ@'@&npt‘ths%ﬁﬁg” e L,QRal | ay dlséalgee iSHebll 1o refer 1o

di spersi on can be used for contraception
prevepfing, mbruivee pdior wopkeratingshedis¢asas . hor none r e pI acement

S B BRI S S
animagsinelodieg nchafrals, gmefyrably mice, rats, other rodents, rabbits, dogs, cats, swine,
cattle, sheep, horses, or primates, and most preferably humans.

As used herein, the phrase “therapeutically effective amount” refers to the amount of
active compound or pharmaceutical agent that elicits the biological or medicinal response in a
tissue, system, animal, individual or human that is being sought by a researcher, veterinarian,

medical doctor or other clinician, which includes one or more of the following:
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states where estrogen suppl enentati on woul d be

beneficial. It can also be used in disease states
wob@sao@nenor rhea i s advant ageous, such as | euR€mi82005/011663

endonetrial ablations, chronic renal or hepatic

di sease or coagul ation di seases or disorders. The salt

fornms and solid dispersions of the invention can al so

be(1 upedkriting miet di&dse Ofr ckagplemedenfins a dﬁQaSB [ @Yi8ifibh 8P di@brder in
can resg{t froman inbal ance in a

an in g GRSine B BRAGPTH (o fheritiBo homiidoabsoatra bihdoes ot yet

expeli@80 bPdibay BF pRheREy bi SElpesmatdl6AHbMEe LiGade;net | 0ss of
bone. Such- bone dep¥et|on results in a range of

I I’(Ql) MhiBuRlgShe @iddabd; GoH eRbh)le] AhBRARE a'@%ﬁ’s@%@lﬂoﬁ%ﬁ%@ordﬂ in an
) g who have undergone bi | at eral oophorectomy, those
indivpiggl ithgFnsrenging Halwlyaedhspihdsperdenvonatiensisholiase,

d#iBeLARIsERler RO QIR |

o e R A A R P ol Al b
sympfQspateegie; afidncl udi ng teeth and oral bone, replacement

can al so be addressed using the solid dispersion in

i {8 winglieretingnithch disorse; fioractampds , adfortingve diene, condition or
. on ed sur
disord i 8 MR o Ol B b OB i pRnRlegt o b Bioes
of the Hieeapc,at@héinﬁsn de disprderd. eabemeimg the m’dnlolo@y dihd/oeEghBomeaBlvgy).

used n tr. t or osteoarthriti
nybaar et &S pERcdee SheRpaGMt B b Srspeeisic examples. The
followsp easmplac ate, ofistde Gchalluﬁﬂaﬁﬁeﬁ‘ §1ln‘fzoseBUziridl £k RdABR (ANt the

ther forns of ncer g% delet I 0 s effects on
inveniigp énta}né’s’i‘}%%nel i} ghg |aﬁgwt Eeagily; dgeognizg g variety of
nonci$yoatpRaR&ers |Vﬁﬁ&ﬁcaﬂ®5 Bhdhodd & HRFREBHIRA Eﬁeﬂtﬂ){ﬁ tSame results.
adm nistering to an individual in néed of suc
treatment a therapeutically effective amount of the
ExAMBteg orm or solid dispersion of the invention, or
conp05|t|on containing the same. As used hereln t he
Example iy " Preparatign of Bazeddxafeandecorbata di sease is neant to
, r to preventing, inhibiting and/or aneliorating
'ﬁnﬂ%ﬁg?dlsease As used herein, the term"individual" or
" fatd eoittidn oS@071i3ng ef ashamgceaxbcﬁ yorystafiey @oxtrdbr}amy’} ali ﬁﬁéthanol

e DS I SO ol 8, 0y i o201

of bah@lbﬁ@éne ﬁaere tm‘sa: MBieaSsul @fyCsubRisitiop rv@% ekabd Yo BBHIRBE *CASr 10 min

used t he phrase rapeutically effective o
formig hHorlep e felyon, which évaaﬁaﬂFrf (ptoogk temperaRBf b dHaL Billow liquid

layerﬁﬂ?ﬁ%ﬂﬁﬁﬁé‘hés‘é%pftﬁég%ﬁoﬁl}‘lai elicits the biological or
medi ci nal response in a_tissue, system aninal,

i Rl by deun etheinvenadde do g peplesbmgtiuresy farm a faint yellow
pr ecuﬁ%?&:e ghe E‘lﬁj'ernv\}:alﬂg E&t:ug gJale g&:ant@& dhEale #g&gﬁ%lp‘?lﬁte%eg Riturated with

i nicia es one or
ether {?ox I owli)rig fc(rm) a preawe nowary of iwud D4 628 of bazadcecxfam)dseqrbate The

powdgxr \%/sq@}){ 1ﬂgheada(ljk gx?cﬁﬁ%hed: \9{%19 mtcrlo h i8¢ osec? con(teamer

Synthesis 2

A solution of 0.7494 g (0.0042499 mole) of ascorbic acid (crystalline powder) in 32
mL of ethanol with stirring (magnetic stirrer) was heated to 70 °C until all solids were
dissolved. The solution was cooled to 50°C. To the cooled solution, 2.04 g (0.0042499 mole)

of bazedoxifene free base was added at once, stirred, and heated 3 hours at 60 °C forming a
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an individual that may be predi sposed to the disease,
condi tion or disorder but does not yet experience or
walk@pliendit he pat hol ogy or synpt omat ol ogy of theCT/US2005/011663

di sease; (2) inhibiting the disease; for exanple,
i nhibiting a disease, condition or disorder in an
i ndi vidual that is experiencing or displaying the

clear @allc(kjwlbﬁg%n @ilutByPhoreattiohogy chbckiel @y diMaasbth (Y deietticnnt 220
or. di_sor.der .e., a ti or slomnng further

om FEp e B R Wl BB 0T B ACLy pt ot of 0gy)
anghe (r8ult@{Eed 140 fslutifg whd ool dSBASBlvehe FveX Bvipbited under reduced
anel i orating _a disease, condition or disorder in

presspiecip Vi enga toraie yallowehrpun selitk i Mgnisring BYpiBLY ﬁbowiethat reaction
pmgxeésm%q%up bt &y@&mghﬁgjmy e LBR HiafSASErs abOM L tTHRNellow

di sorder (i1.e., reversing the athology and/ or

solid Wﬁpﬂ]{b‘?ﬁa‘l\’@l oGy angpestle e gife Séﬁ gwaf pzegexifas ercodate- i n
greater detail by way of specific exanples. The
foll owi ng exanples are offered for illustrative

Puriffparigpo$es, and are not intended to Iinit the invention

n.an ner. .Thpse of |

Qo T e S rRRE arorBficr M Rl R wien
somedRft. MBe §hlangechsiccipidictbedictiy] yihed 1@ ghesendw atnoyphbisepowder.

sane results. EXAMPLES Exanple 1 : Preparation of

Bazedoxi f ene Ascorbate Synthesis 1 To a sol ution of

pwggwg&gg g of ascorbic acid (crystalline powder) in 3 mL
of ethanol heated on a water bath to 70 OC then ? g
t ol abdtw meEciChazadesitarpiesaorhpte fvatiadsryisprropd plgphgl followed by a

few cﬁ*ggsteéejfgféétgﬁg erfid x%ﬁlhl%%éﬁlxtlﬁp Gak ﬁéd’c'éci o9 BUSPEBTHhiANo Y& a clear

to about mn ornlng a colorless
yellogo$aiticmn Thhischitina svas dhﬁne@dqﬂ oodwert rpetoaforpiag aaygligmpprown
,edégulgﬁng %h_wjayer formed at the base of the reaction
precipifatp (00h CL A Y nhydr ous et her was added to the cool ed
m xture to forma faint yellow precipitate. The

atant liquid was decanted and the pasty
P”Wpsﬁﬁ”pff”gltate was triturated with ether (2 x 1 L) to

f OXBOR 1GF R cQRVRIRS asefrbab ot pﬁcéﬂﬁlﬁ&oglcdfﬂals]azmﬂabom %ﬁmL of

ascorbate. The powd e dark a ed
e S e St S R e RS
give 3 QbddidhRoRh sQutldD£i@r (Hs KRR EABuT @).) &f pragpierdihe saﬂﬁfo(ﬂmmg

(crystalllne powder) in 32 nmL of ethanol with stirr g
a clogndnewviucgusiny preeipitiias Humtieoy Wi fisr gey %‘?‘IPTOIWDG\IPTFCllee about

0.95 %9 l’[lh?ssorg\@ﬁ Bine solid was stored in a desiccator under vacuum at room temperature.

Example 2: Characterization of Bazedoxifene Ascorbate
Proton Nuclear Magnetic Resonance (H-NMR)

The proton NMR spectrum of bazedoxifene ascorbate prepared according to Example
1 in deuterated dimethyl sulfoxide (DMSO-dg¢) was consistent with the structure of

bazedoxifene ascorbate.
Mass Spectrum

Bazedoxifene ascorbate prepared according to Example 1 gave M+H:471.3
(MW=470.3) for bazedoxifene; 2M+H:941.6; M’+H : 177.1 for ascorbic acid.
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di ssol ved. The solution was cooled to 500C. To the
cool ed solution, 2.04 g (0.0042499 nol e) of
whamwsdesis ene free base was added at once, stiPCPUS20a5011663

heated 3 hours at 60 OC form ng acl ear yel |l ow brown
solution. The reaction was checked by HPLC with WV
detection at 220 m | for bazedoxifene and 245 nm and

High ZeEformumct DiquabCiovhinogaphd(HA® resul ting cl ear
sql utjon. was cool ed and sol vent s_ wer vapor at ed. u r
;RGP a: Pl Aot i Van R0 HEEE run

undeSi@k EsfowMndonafiong by HPLC showed that reaction

progression at 1 hour at 60 OC was substantially the
Columane as at 3 houPwdigy -8 Hies 1Yeemat @B d was

Daeﬁéégggxr¢th nnrtgﬁ%§ﬁﬂﬁgg§§&ggbgﬂgive 2.84 g of

ene ascorbate. "Purification 1 82 ng of the
ColubhaZeopxiafietie ascdi ate was dissolved in 1 nlL of

hanol /water w heat. The sol ution was
F]‘(’VV(|§%E%SCipitated by g?@?ﬁ%ﬁlether to give yellow anor phous

Mobibomghes:. Puri f i catdloml2f ToL af fveter nontahin @B8egl owndlesie potassium

phos i ARG BIPHL L0 O o PRB Y 0F e h P B AL ot edl

to 50 OC for 3-5 mn to forma clear yellow solution

The sol ution was_ then cqogled to about 4 0Cto fornigg

a Thel TeiRtipe dimes gPe Opfsriosteae (aﬁétaseqrg@t aiq g consistent With the
Su.uc{{’l?{sr'ification 3 About 1 g of bazedoxifene ascorbate was

pl aced in conical flask and about 25 nL of acetone was

added with mxing. A few drops (5 drops) of water were

: : 9’ . X} 0 give a reddi sh-brown sol ution.
me%?%@?wﬁgﬁﬁgg%ﬁg Eg%out 15 nL) to precipitate the salt

f oXRPDgunalyses oveaky gartiedoowt on guibpintagn Xe Y-yt naweler diffractometer using

Trituration wth ethe ave a braq I Rigtaten( -
cu gl G B, B Bof R UGB PSRY, Al AL ARl
The de&kekabad sdaneery siaciuesatt Poadteangeriag slitevas EtanpP e The

: Characterization of Bazedoxi f Ascaqr bate Protan
o B BB omaCls BRI RRE SSEOHRES G TR s e
Sam?l@se@&%l;bﬁél&ﬁi@@é@@%&&ﬁ@ﬂol@éﬁpr bate prepared according .

o Ex 1 in deuterated dinethy

anple 1. ( | | sul f oxi de éENB
WeBOVEiSH S5 B AHERGOPIST DEISH e OB T ERI S R0TF Bidd Rachple 1
ﬂmﬁgaggggggﬁmu§@§@ﬂgpectrun1Bazedoxifene ascor bate
prepared according to Exanple 1 gave M+H 471. 3
Differential Scanning Calorimeter (DSC)
3.542 mg of bazedoxifene ascorbate prepared according to Example 1 were placed in
PERKIN ELMER Pyris 1 DSC with autosampler and heated from 25 °C to 150 °C at a rate of

5 °C/min. The output was measured in a sealed aluminum pan.

The material appeared to be amorphous with a glass transition (Tg) at 50.02 °C.

Thermogravimetric Analysis (TGA)
1.377 mg of bazedoxifene ascorbate prepared according to Example 1 was placed in a
PERKIN ELMER Pyris 1 TGA with an open sample pan flushed with nitrogen. The sample

was scanned from 25 °C to 300 °C at a rate of 5 °C/min.
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(MAE470. 3) for bazedoxifene; 2MtH: 941.6; M+H : 177.1

for ascorbic acid.H gh Performance Liquid
wewsreseyr aphy (HPLC) Bazedoxi f ene ascorbat e PCEpPsI0e8011663

according to Exanple 1 was anal yzed by HPLC run under

the follow ng conditions: Colum: Prodigy ODS-2, 5 mm

of 150 cmx 4.6 nmmDetector: Utraviolet (UV) at 220

F 9 G0)dBT feh MRRE R Sip] S RsPibdnt OWIRADH &6 100 (Ebfredpand
Nbb?le Phagéz 680 niL o#z 2S & b&o (¥bfre8pbnding to

V : L of t [ 6.
sboutrpn GAIEIS glots P ish aphER lesy iy tIBH ot OReR LT and

16@{phosphpric acid); and 320 nL of acetonitrile. The
retention tinmes for bazedoxifene and ascorbic acid
were consistent wth the structure. Powder X-ray

cean i fEract.ion - XRR i
wan] A B OO B AL EH Oud
37°Caradi ati on. The tube power and anperage were set at 45

k\. and_.4 respect.ively. -Th i) .
R0 PR TLNEI R SSER Wbpreg prans
to Exkﬁtﬂﬁlg S/?W.e@tp(ugin? 1ﬁ'mo/f 10603 Nedcatit yuid tlvkethen ploceliin b owser dethrat 37
a mn .4 sec/ 0,02 step). f to 40 2
°C. lbe éﬁmwpxgsro eatpggcqgéagxoﬁ/ﬁzné férag% g%urg aﬁﬁlsgﬁﬁl\{\g’fagveeﬁ filtered
throuAPWE &k Kyl dtA Slbdike)amtet. Sam@les RazasakddsaIrISCor bat e

prepared according to Exanple 1 showed an anor phqus
Pefiberdaflibripmt ehBALY 2F bagedrwitang esBiF M&ite{lﬁgéﬁ to be 1.66

1ng1§;542 ng of bazedoxifene ascorbate prepared-according
"to Exanple 1 were placed in PERCIN ELMER Pyris 1 DSC
W t h aut osanpl er and heated from 25 0C to 150 OC at a

rate of .5 Cloin. The output was neasured in a seal ed
Exané?alﬁ% ﬁ‘lﬁlrlﬁsﬁ%qﬁf.ptyThe materi al appeared to be amor phous

WiA batah gf Bsddxifamsastombate (Tappredtac&dio@ tBxample 1 was stored for a
. Thermggrayhnetric Anal ysis,(TGA) 1.3%7
time 1525 RO R Soubc G A oy B arad SR Brtpand sp 25 deve
sever‘é}@ﬁglpslvﬁg @€lal lfbdabhyPngl_CI II:AEthNEeranmi $md poiGA FRL® showap@h86%
- sanpl e pan ushed w njtro ., The sanpl e was
recovgErarfehe 11 e tBe Py H{’%Gk‘b‘@ HOFAPETOf 5 O min. The
bazedoxi f ene ascorbate sanple |lost about 1 1 %up to

1000C (corresponding to
Ixample 5: Bazedoxifene Ascorbate Solid Dispersion with PVP (1:1 w/w)

Preparation

0.5128 g of PVP K17 (PLASDONE C-15 “Povidone USP’; ISP Technologies, Inc.)
was dissolved in 10 mL of ethanol. Then 0.5032 g of bazedoxifene ascorbate prepared
according to Example 1 was added with magnetic stirring. The flask was flushed with
nitrogen gas and put in a water bath at 70 °C for 10 minutes. The mixture turned clear brown
solution and was left in the water bath without heating for 30 minutes. Solvents were
evaporated under reduced pressure for 6 hours.

The resulting solid-glassy brown material was grinded with mortar and pestle to give
brown-beige fine powder of 0.9244 g with a very good fluidity which did not solidify
overnight.

The HPLC retention times and UV spectra were consistent with the composition of
the dispersion. XRPD showed that the dispersion was amorphous. TGA revealed 2.7%

weight loss up until about 100°C believed to be due to loss of one molecule of water.
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about one nol ecul e of water) and then another |oss of
wei ght occurred between 1050C and 160Q0C. Exanple 3 :
waEeusi1odns um Sol ubi ity of Bazedoxi fene Ascor bBtBUSI005/011663
0. 0005 M acetic acid at 370C. Each of 10.1, 10.0, and
9.8 mlligrans of bazedoxifene ascorbate, prepared
according to Exanple 1, were put in 3 nL of 0.0005 M
Exanﬂﬂef& SoRbilily ah BatdioRifalcakedridte SoN@Daspebddhwath BVP QC1 w/w)
e_sanp] es, were rotated at 50 rotation/mn for 18

in 0.099 M acehig asidA13dsCwere filtered through 0.2 urn (Nylon
A0S OF thiddbBifene 28EEHRS sORY s C}Qm&ﬁ/ gEBxanpldBLEa. 20h8g each)

equi l'ibriumsolubility of bazedoxifene ascorbate was

were @échi i Yialy te gvhish }_Lnggo%p(pﬁ_S MB@ﬁWbP‘éd yvas aggad, The mixture was
shakeht @9 ﬂédn{iyfdb‘ Rﬁtseébneé akﬁezt%gﬁ’ i eh e1na§ CREBABIPLEPET €d 4t 50

accorlngto arrpe stored for atine in a vial
rotatigns/minaitefen thheuwsp Hm/semeu:s wetmthql fifredidrqugh (syripge disc filters (13

mn A v BtnTY e TRoeARABLC Showla oo, b6

recovery. At the 75 day tinme point, HPLC showed 95. 3%

recover 5: Bazedoxi f ene Ascor bate Solid
ExmmﬂgaeBgﬁfoS{awlphof&?bd@spfrww Preparation 0.5128 g of

PRuK sta%ﬂ{tflef\%@gxgxi@e&% chome dene dipBsion! Wfth PVP (1:1 w/w) of

Technol ogi es, Inc.) was dissolved in_ 10 of et hanol
Exanfihef Vs 50%55eg abi lmfeepmtf%wem&g aePBling ioihe felfawgng procedure.

Samﬁgs‘:&fr gy gg)f Boﬁzeﬁ?ﬁf@ﬁ% %sc]or‘tyé@esso"l’iQQi@s%el‘Mohhn NBUREabBed with foil were

tirrin [ask was flushed with nitrogen gas and
placepiu:tn 4 penghtap eerooatempereturofop on¢ smontheorfpiipreesnonthe The samples

xture e n and was left in
Wererplﬁenana Zedwll%“ ﬁ%u@ggeatl Ilélgfrg 30 m nut es. :
Sollmxmh%m%(weet/‘&mm),at ed under reduced pressure for 6
ar | Tt SReR REPrAR I8 A2 Hed T Ve br own: bel ge
f i Ng1oRAWHRomOEmPerdRded 494090t (Biseant Vﬁﬁe}b good fluidity

whi ch did not solidify overnight. The HPLC retention
times and UV spectra were consistent with the

C OURQsHs tnh fA @fiodsh tEJé SREHRhOR- adHRBR 1& hRvedesthiRid Hebegn, will be
di spersi on was anor phous. TGA reveal ed 2. 7%
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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wei ght |l oss up until about 1000C believed to be due to
| oss of one nolecule of water. Exanple 6: Solubility of
w@awsdaosid ene Ascorbate Solid D spersion wth RYPUSHD011663
ww in 0.0005 Macetic acid at 37 0C Sanpl es of
bazedoxi f ene ascorbate solid di spersion of Exanple 5
(ca. 20 ng each) were placed in vials to which 1 nL of
WhaisGmedlisacet i ¢ aci d was added. The m xture was shaken

by, hand.f or nd then placed in a water bath
L A%iscgbéca%%gal’t(??g g?f%%ﬂ? nute for 18 hours. The

sanples were then filtered through syrlnge di sc
filters (13 mmaq on( man) ) . sul ts:
2. 122887 Y%CEmPE%%BFéal’?O‘[\%%} R 47 joaly frcgptable
carridd spersion Bul k stability of bazedoxifene ascorbate
solid dispersion with PVP (1:1 ww of Exanple 5 was
assessed at 1 nonth and at 3 nonths according to the
3. ol L,RW.RYr gfe}g&ﬁ%"fﬁgsah%% RLES Bh §s1§g %n‘i’&nﬁ%%%@&&eﬁ@ Gee
ascorbate di spersion in vials wappe ol |
base wed scpbraed- on a benchtop at roomtenperature for one
nmonth or for three nonths. The sanples were then
anal yzed by HPLC to give the followi ng results:
4. | nThei radtheof 2859m Guslerab abailt eplimolar arontnts etbazedloritene free base
d erat.ure: mi)?,. 4% (use at value); 3 nonth at room
an qs%q'}:glglagtpm;e COMPH449% (use at val ue). Various
nodi fications of the invention, in addition to those

descri bed ' herein, L1 be a nt to those, skilled

5. RERAREN GRS Sl G IS PR G RS out In solvent
nodi fications are also intended to fall within the
scope of the appended cl ains. Each, of the publ i cati ons

6. ankhe m@h@@ﬁm5wﬁé¢1&§@ﬁ§db@ék@nﬁﬁés phtleshol, cited in
the present application is incorporated herein by
reference inits entirety.Wiat is clained is: 1. An

7. asTorithocheficthim#l whestin baid elgobl pemprisep sthmnddonposi t i on
conprising the salt of claim1 and a pharmaceutically
acceptable carrier. 3. A nethod of preparing the salt

8. of Achlapmpdiecionpe insitrog of embonzi afiglabee2woki f ene free base
and ascorbic acid. 4. The nethod of claim3 wherein
about equi nol ar anmounts of bazedoxi fene free base and

9. asKebl @spedich @hrisiithd vl of claim 1 and a dispersing agent.

10.  The solid dispersion of claim 9 wherein said dispersing agent comprises a cellulose,
hyaluronate, alginate, polysaccharide, heteropolysaccharide, poloxamers, pcz}oxamines,
ethylene vinyl acetate, polyethylene glycol, dextran, polyvinylpyrrolidone, chitosan,
polyvinylalcohol, propylene glycol, polyvinylacetate, phosphatidylcholines, miglyol,
polylactic acid, polyhydroxybutyric acid, mixture of two or more thereof or copolymer

thereof.

11.  The solid dispersion of claim 9 wherein said dispersing agent comprises

polyvinylpyrrolidone.

12.  The solid dispersion of any one of claims 9 to 11 wherein the weight ratio of said salt

to said dispersing agent is about 1:99 to about 99:1.
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5. The method of claim3 or claim4 wherein said
conbining is carried out in a solvent. 6. The nethod
w@boosheisns 5 wherei n said solvent conprises an BET/ORING/011663
7. The method of claim®6 wherein said al coho
conprises ethanol. 8. A salt prepared by the nethod of
any one of clains 3 to 7. ) 9. A solid dispersion
conprising the salt of claiml and a dispersing agent .
10. The solid dlsperS|on of claln1g wher ei n,
13, gildhssplid dispertyanet aay eps pdamg Odel | wheel, thwgﬂgﬁ %H%?%Sald salt
0 sala'd%a%g ag&l@isya%a&tqh@ﬂo%omla@u@r opol ysacchari de,
| oxamers, pol oxam nes, ethylene vinyl acetate,
polyethylene gl ycol, dextran pol yvi nyl pyrrol i done,
14. © hqhte%§l"f'c{]111 a;%?élé(ﬁ/ 6%k%hg c%lma & Eﬂwﬁ&%nﬁh&’ Qf@ight ratio of said salt
Vi ny etate hosphat 1 dyl chol i nes, m glyol,
to salri@llispblamgmgena@l apoutplo?Ytoyetiowx 990t yri c acid, mixture of
two or nore thereof or copolynmer thereof. 11. The
solid dispersion of claim9 wherein said dispersing
15. ageptsoliddippersesofrmly yvie of/dlgiys Oad il Honhereinkie weigbt mob bflsaid salt

di spersion of an of clains 9 to 11 wherein the
to saigcliSpRISIng 3851 “H% é§?§$salt to said dispersing agent is

about 1:99 to about 99:1.13. The solid dispersion of
% one of clains 9 to 11 wherein %he, ratio_of
16. saihe sobd dispessiampliporrionp et diifg 9&@éhtw Pingf ekt §50 ppsaid sa
to saﬂ%&rsﬁg ?Qﬁ isltbout 6@ labslitdbgper si on of any one of
cl arnms o 11 wherein the weight ratio of said salt
to said dispersing agent is about 1:99 to about 10: 90.
1 ! Y 1991 b Bl Sib 0f dokd sl
7 et R o PLORSToRL BB 3 1PARpRin B AelBh: Aubrid s
msaduh@emﬁgngmageﬁxmiklabout 5:95. 16. The SO|Id
di spersion of any one of clains 9 to 11 wherein the
wei ght ratio of said salt to said dispersing agent is
18. abauhetdéd @ﬂ})r&lﬁnﬁ@ stsoBddidfkrsidivof ahpens of dladmdi9gpé7 somprising:
of _any_ one of 11 wher.ei ight.ra
ot ) Sap i st dad T patls GG enpi e BT i i
compres AsdMihadd of preparing the solid dispersion of any
one of claims 9 to 17 congr|5|ng g%HConblnlng sai d
s abtremping sidisalyenh i 8eld §21d gIK AIFRSTSEBY uti on, wher ei n
said solution conprises a solvent; and b) renoving
said solvent to yield said solid dlsperS|on

19.  The method of claim 18 wherein said solvent is an organic solvent.
20.  The method of claim 19 wherein said organic solvent comprises an alcohol.
21.  The method of claim 20 wherein said alcohol comprises ethanol.

22. A solid dispersion prepared by the method of any one of claims 18 to 21.
23. A method of preparing the solid dispersion of any one of claims 9 to 17 comprising:

a) combining said salt with melted dispersing agent to form a liquid mixture; and

b) solidifying said liquid mixture to form said solid dispersion.
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19. The nmethod of claim 18 wherein said solvent is an
organi ¢ solvent. 20. The nethod of claim 19 wherein
wa@aod/1003gaENni ¢ sol vent conprises an al cohol. 2 BRCT/TE®05/011663
nmet hod of claim 20 wherein said al cohol conprises
et hanol . 22. A solid dispersion prepared by the nethod
of any one of clains 18 to 2 1. 23. A nethod of
24. PrERahdRd it ivheetis el Stlesd difpedMg B8 iOprepdrad BPhddting
, %o 17 conprising: a) conbinin %ggd salt with nelted
said ¢PREpERS3TRL ta@éﬁquramre@bwbpw% “m xture; and b)
solidifying said liquid mxture to formsaid solid
di spersion. 24. The met hod of claim 23 wherein said

25. meTheguethrdsgfetainig vegeain saidsobiddyiag eemprjseh eeling gaig dinpid

nlixt%%&%ﬁﬁlp@&nﬁggﬂ% HeRwibbigeat ure above about 30 OC.

e net f claim 23 wherein said solidifying
conprises cooling said liquid mxture to a tenperature

t . bel -ab 25 0 . | | di '
26 AR Re AR ey o 0 sersien

conprising the solid dispersion of any one of clains 9
to, 17 and.a phar.maceutically acceptabl e rrier. .28. . A
2. o OO BEPT NS SR EF PR T8 OB SEgaisgyto 178na &
pharBYdRAfi Qe 28&pRBIlcataptir WM t h estrogen deficiency or excess
of estrogen conprising admnistering to said mammal a
therapeutically effective amount of the salt of claim

28. 1. AZftmob Jrekhag &Bmh&gla{am i IRITER by digdth O hsecistb S RAB €
W

or disorder associate th proliferation or abnornal
estrogenvdsfisisnener epese alienreee @mpripiag admit itg pigymammal a

theragg{necglitlf&?gcjtiogarhgur% ?f ?1% ORaRaiA (L herapeutical Iy

ctlve anount e salt of claim1. 30. A nethod
of |lowering cholesterol in a mammual conpri sing

admi ni.sterd ng.to said I r ' : .
20, SRR e SRhRaTRIR . bR ARG SR dded ity
proli@drationvi Bbricrngl dzoelephas sf émloalemahtishescomprising agministering to
admnistering.tQ sai d mamal th utical
soid G £ Jermnaisnly A Raany ofpt SLARTL S5 X i o

of treating breast cancer in a mamual conpri sing
. adnministering to said nPnnaI a thera euti%all%%. .
30. ef papathadeoLAPNTIE BPletiral W) panypal SPTPHFIRE ARBIMIET FE{Hf
manffal b HRBpk MNP SHIRNO RABSR b WORBRDof @4imOne or nore
vasonot or di sturbances conprising adm nistering to

sai d postnenopausal worman a therapeutically effective

31 aan‘fﬂ]étthif ofth'ﬂﬁbitciﬁé borR1o&ih Mathmal comprising administering to said

mammal a therapeutically effective amount of the salt of claim 1.

32. A method of treating breast cancer in a mammal comprising administering to said

mammal a therapeutically effective amount of the salt of claim 1.
33. A method of treating postmenopausal woman for one or more vasomotor disturbances
comprising administering to said postmenopausal woman a therapeutically effective amount

of the salt of claim 1.

34, The method of ¢laim 33 wherein said vasomotor disturbance is hot flush.
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34. The nethod of claim 33 wherein said vasonotor
di sturbance is hot flush.35. Use of a conpound
wae@snaizny to claiml in the preparation of a PCT/US2005/011663
medi canent for treating a manmal having a di sease or
syndrone associated with estrogen deficiency or excess
of estrogen; or treating a mammal having a di sease or
35. d| Seradfercoapsati /tadingitd hamr Dini tﬁep@par@mrwf aahdiddaiRht for

el o t .of endonetri tissues; | ower i
a2 A AGTR B SRR PGPS SR B BAER Blgersy o
excedt®TeBlGgeRlort reati ng breast cancer in a mammal; or

treating postnenopausal, woman for one or nore
treatipg & Gragiteal hayiag a disease asdisorder associated with proliferation or abnormal

development of endometrial tissues; or
lowering cholesterol in a mammal; or
inhibiting bone loss in a mammal; or
treating breast cancer in a mammal; or

treating postmenopausal woman for one or more vasomotor disturbances.
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