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developed to relieve menopausal hot flushes, its indications have expanded to
include the treatment of vaginal atrophy and prevention of osteoporosis. Partly
because such large numbers of women have used replacement therapy, a sizable
25 body of evidence has accumulated strongly suggesting that estrogens have
beneficial effects on many other organs including the bladder (improving tone and
reducing incontinence), colon (reduction of cancer risk), brain (improved cognition)
and cardiovascular system (improved lipid profile, reduction of risk of disease).
Estrogens can exert their effects on cells in several ways, and the most well-
30 characterized mechanism of action is via their interaction with receptors (ERs),
leading to alterations in gene transcription. To date, two ERs have been discovered:
ERa and ERB. ERs are ligand-activated transcription factors and belong to the
nuclear hormone receptor superfamily. Other members of this family include the
progesterone, androgen, glucocorticoid and mineralocorticoid receptors.
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compound can have cell-specific effects has not been elucidated, but the differences
25 in receptor conformation and/or in the milieu of coregulatory proteins have been
suggested.

Tamoxifen, a case in point, was initially developed as an ER antagonist for
breast cancer treatment. It was subsequently discovered that, while an ER
antagonist in the breast, it had ER agonist activity in the bone and uterus [Jordan,

30 C.V, Breast Cancer Res 1987, 4: 31-35]. This unexpected finding of mixed ER
agonist and antagonist activity within a single compound spawned efforts to develop
other selective compounds with improved profiles, and now tamoxifen is referred to
as a "first generation SERM" or “tissue selective estrogen” [McDonnell, D.P., J Soc
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The preparation of bazedoxifene and its pharmaceutically acceptable salts is

described in US Patent 5,998,402, which is hereby incorporated by reference.

25 Bazedoxifene acetate has been evaluated in clinical trials using dosages of 10, 20,

and 40 mg/day. Based on the results of these ftrials, it is anticipated that doses
between 5 and 80 mg/day will provide satisfactory results.

The ability of bazedoxifene to be successfully administered on an extended
30 dosing regimen was established in an in vivo standard pharmacological test
procedure which evaluated bone mineral density. (BMD), change in body weight, and
uterine weight using bazedoxifene acetate as a representative compound of this
invention. The following briefly describes the procedure used and results obtained in

the standard pharmacological test procedure.
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One week after BMD evaluation the rats were euthanized by carbon dioxide
suffocation. The uteri were removed and the weights taken. The following table

summarizes the results that were obtained. The sham group was not
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The results obtained in the standard pharmacological test procedure using
that
bazedoxifene can be administered on an extended dosing regimen, while retaining

bazedoxifene acetate as a representative . compound, demonstrate

efficacious results. Based on the results shown above, bazedoxifene can be
administered according to an extended dosing regimen ranging from once every two
days, to once per week. The dosage for a given dosing regimen can be given all at
once or given multiple times on the same day. Based on individual patient needs,
bazedoxifene can be aministered every second day, every third day, every fourth
The
administration period can also be adjusted depending on the needs of the patient,

day, every fifth day, every sixth day, or every seventh day (once weekly).

and still be considered to be administered according to an extended dosing regimen.
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once weekly, it is preferred that the once per week

dosage will be from3-15 tinmes that of the daily

dosage. Th¥ 08dgoNBhsedokitenkeSarBl dddiise@dn US Patent 5,998,402, which is
hereby incorporated by reference. Such uses include owering cholesterol
cholesterol, ftriglycerides, Lp(a), or LDL levels; inhibiting or treating
hypercholesteremia; or hyperlipidemia. Bazedoxifene is useful in the treatment and
inhibition of bone loss, which may result from an imbalance in a individual's
formation of new bone tissues and the resorption of older tissues, leading to a net
loss of bone. Such bone depletion results in a range of individuals, particularly in
post-menopausal women, women who have undergone bilateral oophorectomy,
those receiving or who have received extended corticosteroid therapies, those
experiencing gonadal dysgenesis, and those suffering from Cushing's syndrome.
Special needs for bone, including teeth and oral bone, replacement can also be
addressed using these compounds in individuals with bone fractures, defective bone
structures, and those recéiving bone-related surgeries and/or the implantation of
prosthesis. In addition to those problems described above, bazedoxifene can be
used in treatments for osteoarthritis, hypocalcemia, hypercalcemia, Paget's disease,
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whaadeptrableul start:hesm (eTy. eswmog_mhatef bectapioaadstasth) ogrigars, artificial
EX&fSctetih %ﬁgh@' E%Herb&Qeﬂ@b%ngﬁﬁﬁ%@&?ﬁblﬁne Qg@srb@dcﬁlstalhne

hypertrop tern ess 9
at Fqﬂymes aféhllés Qéﬁ'ﬂﬁrﬂf{m%r%q Useful fablet ormulations may be made by

conventional compression, wet granulation or dry granulation methods and utilize
pharmaceutically acceptable diluents, binding agents, lubricants, disintegrants,
suspending or stabilizing agents, including, but not limited to, magnesium stearate,
stearic acid, talc, sodium lauryl sulfate, microcrystalline cellulose,
carboxymethylcellulose calcium, polyvinylpyrrolidone, gelatin, alginic acid, acacia
gum, , xanthan gum, sodium citrate, complex silicates, calcium carbonate, glycine,
dextrin, sucrose, sorbitol, dicalcium phosphate, calcium sulfate, lactose, kaolin,
mannitol, sodium chloride, talc, dry starches and powdered sugar. Oral formulations
herein may utilize standard delay or time release formulations to alter the absorption



uterine bl eeding, endonetrial polyps, benign breast

di sease, uterine |eionyonmas, adenonyosis, ovarian

cancer, infertility, breast cancer, endonetriosis,
endonetrial cancer, polycystic ovary syndrone,

cardi ovascul ar di sease, contraception, 10 Al zheinmer's

di sease, cognitive decline and other CNS disorders, as

wel |l as certain cancers including nelanonma, prostate
cancer, cancers of the colon, CNS cancers, anong

ot loéthe agtiveicompeund(p). Baprnsiiery ffenmulations eayuke: thadgfrom traditional
oot Ay cot G bRy o7 LA SREGROf Wtkes 1o afer the
or SUAPHABE Bekropaint dor abicerity Mater sLbim sfRposten Bgaes. such as
S upplyethytenatgiyenis db vatausindiecuterrvedighis, ahay &laa be axed.ene
ghay al so be used in disease states where anenorrhea

i s advant ageous, such as | eukem a, endonetria

abl ations, chronic renal or hepatic disease or
coagul atSci# dalstsmaiations, areferaklt & the form of @f &l sgated tablet or

t habpiag edoxtufl &Be ths AREMHNSIRIRE el ddtive Brlrmacological agents

forpmul ati ons . cont ai ni ng the active conpounds of this |

i n\?&ﬁ‘lqs‘éﬂ BRIGINC SimsPrmbmation, Wit Faffier offargPienl systggs having the
100r gbmiponemts: i ncl udi ng tabl ets, capsul es, buccal forns,

troches, | ozenges and oral |iquids, suspensions or

sol utions. Capsules may contain m xtures of the active

conpoun@)s) w filteri angt disinitédramts campidnent dompesing feane habast 5% to
th . cal o
ESPPEIRES G by O HEALEP ol 1781/ il abou s
swaet akpHEB Mg @fithe fospulations f whiah fram aboutsiie fio about 40% by weight

15CT Wt @bl tdl ARRhulBtien O&dmSisds | b #onfofd | pHaAP8Seutically acceptable
flours, %elatlns, guns, etc. Useful tablet
f o iAiMeBBiSs may be made by conventional conpression,
wet granul ation or dry granul ation nethods and utilize

phar macgyti cal l. c I i n I ndi nts o

| ubri caﬁ’bJ s, %Pé%l 2@?%ﬁ@?_eaggﬂé%i‘ﬂfgﬁsﬂ‘&bfa?m ?P’gﬁﬁal??é? ABout 5% of

agéime sompesitiand(waht), isuch astselectedt feamttive gmupnefssaginm laury! sulfate,
20St 83 ' | gl og] f :

i EoyBfstler Sl b dpterd pRyRiehe SR Pty sorotan

calf@hufcid Gstprs. npPissthyiene advrels. geolyeathylengi eastoraell aderivatives,

ac Yotdsatd) $6tium, duBatdiRdly oG dofmpouhdsit Sugaf QIR %f fatty acids

sili gaLyes. calf$|¢1m<gqat onate, glycine, dextrin,

sulPrgglycetigsqfdalfy adds. al ci um phosphat e, cal ci um

sulfate, lactose, kaolin, mannitol, sodiumchloride,

25} o it 0o ¥ TR BN LBl F5 oo 0% o e
t i sempesitiors awahty suthaas sriectedsfrerm tha grokip ohitneonesiuro stearate or other
metallic stearates (e.g. calcium stearate or zinc stearate), fatty acid esters (e.g.
sodium stearyl fumarate), fatty acids (e.g. stearic acid), fatty alcohols, glyceryl
behenate, mineral oil, parrafins, hydrogenated vegetable oils, leucine, polyethylene

30 glycols, metallic lauryl sulfates and sodium chleride; and

d) optionally, a glidant comprising from about 0.1% to about 10% (wght)
of the composition, the glidant selected from those known in the art, including from



of the active conpound(s). Suppository formul ations

may be made fromtraditional materials, including

cocoa butter, with or without the addition of waxes to

alter the suppository's nelting point, and glycerin.

Wat er sol ubl e suppository bases, such as polyethyl ene

gl ycol s of various nol ecul ar weights, may al so be

used. 5 Solid oral fornul ations, prefe{ably ip }he

for afilmc d tabl et or su useful for

t h.tﬁn = BERVE A UROT FIEYOR I ESRUE .Stﬁ@reﬁg 8ijpatgy or metallic lauryl
agesifatesdi scl osed herein in conblnatlon MAth carrier

or excipient systens having the 10 conponents: a) a

filler and disintegrant conponent conprising from

about 5%/hie thebowtulai2®s bgsanibed herejmoiay beafsetl fireah ahedated or non-

gf f b bout

S A 561500 VBRGNS AW cons
abdcapiates; \Iéegwaml@otqglqaheommseﬁonsonmbatqptmnally coated with a
Corﬁﬁ'ﬁ'c%gﬁngi’rﬁeﬁl:aﬂl'@é&nﬂw NRGR WioGab 3%, ?&stt‘%% %y weight of the

di si ntegrants; b) tlonally, a wetting

corPdFTaéhCH@’PP?'Bﬂ'? aglmpoqjmgspgefgb\ﬁm tf@o/grgqsen%qu@ulatlons are known in
corm@&rttarﬂl’lge(n&ﬂiﬂy)conﬁﬂtcbf @@o@meeqmstaui Ea%eumb@icqywsf Bdlymer), a

107 el Rila pBARtE ) AipoBh BRI $yfh 86 Risting Sgents, sugars,
sorflavd?ranoilsaanq' Iutricante shay be lmnhjdpdtlhyﬂlmnebaghgdminwlatlons to impart
po#ﬂéh‘@éﬂ%)‘é&&%m&@?& e fﬁhl co%‘?r "I"ﬁ@tdo smogg %Hé?%@?%atigps herein

quat e
f atpgy aléP e ccamlmi}l 9@@ prqréssqdf as at scghdameospla@l i0) a @apsule form,

| ulkibie a8'h geitiRichgddisl from about 0.2%to about 10% of
the conposition (wght), such as selected fromthe

15group of magnesium stearate or other netallic
st ear at The(filegtorfpdrientiistsd aBsvat Map Utul&'erlﬁe Sl adradifder components

f a?(%%wﬁ% §1 %rtt ef&ssc!l? eog?l fgrg%%tg:)rﬁsm ﬁnag?@gﬁ@){ gcc)eptable fillers or
gl )bdﬂ@mg agmwac@d frairméhicsle kaiolvn |patheaa‘ri msludlng, but not limited to,

hy%c?)c%ie”%n@n@c%@%ﬁnﬁ?tﬂeﬁulﬁé Ssiufcagsgchﬁ%alt XuS.LIW hﬁgs%haé calcium

es an gram'c
20 an&a@)onaﬁﬁt POMERTEY celbﬂogm mamdeétmnpwrbitqigstancbmrawgt 0.1
% to about 10% (wght) of the conposition, the glidant

fromthose kno in the art, |nclud|n from
_sgl ect edIn conrjrl]mcrtllon with orwljgr place of the materials listed S;élbove for the filler

component, the present formulations utilize disintegrant agents. These disintegrants
may be selected from those known in the art, including pregelatinized starch and
25  sodium starch glycolate. 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
30  succinic acid) and an alkaline carbonate component (such as sodium bicarbonate,
calcium carbonate, magnesium carbonate, potassium carbonate, ammonium
carbonate, etc.). The disintegrant(s) useful herein will 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 may have

-9-



the group of silicon dioxide, talc, netallic

stearates, calciumsilicate, or netallic |auryl

sulfates. Wiile the fornul ati ons descri bed herein my

be used in an uncoated or non- 5 encapsul ated solid

form preferably the final conpositions are coated or
encapsul ated. The pharnacol ogi cal conpositions may be
optionally coated with a filmcoating, preferably

conpr,i. Si from apouyt 3% to about 8% by weig
ZFEU'W%?%OF'O%IH%%?%W&W'O% phrintedayaniey asieg gl wspath a filler and

t hea msm&@rdntfsmmd ammmnamyms(amrerréu tol &&°a Eﬁlll?r clﬂélﬁ'tegrant and its
¥ conS| nme usu e 0si C

0y S Bphin R el P rhe' ShdTer By FPLe e Proverties may

Admllowmaﬂlplehg!cmnadalyts such as wetting agents, sugars,

flavors, oils and lubricants may be included in film

Scoating fornulations to inpart certain

10

C h aract qTHeSbhé?rﬁ\aE@utch? erHu@tnGR@%ndTéﬁrléogp @ﬁ%ﬁléﬁ’tﬂ SystHis herein

SERBbY D50 1B an Pihuftep! aca e s
pr &5%5 80 & l§B'In|  aphgxidapt %éd“’?“l’“freamc%@ﬁ!dé“tﬁomﬁt preferably
su@scerbicaacik| @thenantiqilahts. whith Mag blei Uske incleienearit ascorbate and

i Satsggrbg\? ﬁ&%&ﬁ%& apﬁelnt %Jﬁc# J)r?r\/\fltﬂralp E\%ﬁnt of ascorbic acid. A

conpone
f oﬂﬁ%f?fabi%ﬁélge ferdhaaptionidani(s) is fsem abeaid.6%f fol dbout 15% by weight,

bi medst gredgrably Fronrhiesiit %% fOMIuUNIRLYRaYR. i N the art

including, but not Iimted to, |actose,
m crocry aI I ne, cel | yl ose, .sucrose, mannj cal ci um
phosphat h& @Hpulgﬁor}’sapfbg“%frgfengméer 8 rEECFH*I'C@é@rm“'atD“S

malcootaining & mhammdeulmdlly effeativeramaunt %y lahtaetive pMarmacological agent

500%513%;,@?0%%&??& dyBreh] I the materials listed

above fo conpo 2t t he present
f or mul a@ ons adfiller ippd disinteanant; comporant ompriihe detween about 50%

d| %hatﬂwuara?s' ofttvie bR rri@bsi it oM taBQét%%”fB"%bbﬂ‘t 40R of the
i\‘?r Pagu ud |rr%g|§re elatiniz dtstarc and
EW'3YPY ¢BINRIRNG Bpear maESisintegrast Agesiant s i ncl ude

croscarmel | ose sodi um crospovidone, starch, alginic

20 38 In;j 38 : ﬂr‘giﬁﬁg@%&qt%ﬁ rlglﬁgr{%guveegq@qt %O’Sr"/xaarr]!% ha%gut 2.7% of

ef ﬂ’LﬁrfOE‘B@iemn systenms, such as those wutilizing food

25

30

acids (such as citric acid, tartaric acid, malic acid,
fumaric acid, lactic acid, adipic acid, ascorbic

aci d, aShart A dubficagt cwymm bﬁ@e&ouabougpaf/cannd aboitd5.5% of the
ant‘brﬁﬂlaﬁuﬁcanal c acid) and an al kal i ne car bonate

corrpone su% as, sodi um bi car bonat e calciu

car bona '9ant, ARTRRASh hetweep orbaud 0yl &ﬂdbéh% 5.5% of the
anfoomilation.

The percentages listed in the formulations above indicate percentages by
weight of the total weight of the components listed from a) to d). The formulations
above also preferably contain an optional antioxidant component, preferably
ascorbic acid, at a concentration of from about 0.5% to about 5.5% by weight of the
formulation. The formulations are also preferably contained within a
pharmaceutically acceptable capsule, such as a gel capsule, or coated with a film
coating comprising from about 0.3% to about 8% by weight of the formulation.

-10 -
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30

carbonate, etc.). The disintegrant(s) useful herein

wi Il conprise fromabout 4% to about 40% of the
conmposition by weight, preferably from about 15%to

about 35% nore preferably from about 20%to about

35% Sone conponents may have -9 nultiple functions

in the fornulations of this invention, acting e.g. as

both a filler and a disintegrant, such a conponent

may be referred to as a filler disintegrant and its
function in a specific fornulation may be singul ar

even t hdhighinveérgiop ratgoecdnmrsesmyphaminbcoutioll darfldreor excipient systems

f ' ' ; ’ A .at i .and

U e ST SRR ) T BB e
corf Miencempeunds sleseried harein, ot atphaemadeutically accelztabls salt thereof,
D% desEitRidadRr¥in. afelk l?:'h‘érrﬁé‘dg_@tica@cﬁﬁfer %ptekagi%gtaévs?‘ems comprise,

whi ch may be used i ncl ude- sodi um ascor bat-e

as®¥Mf8Mtpal nitate, preferably in conjunction with an

amount of ascorbic acid. A 10 preferable range for the

anti oxi ds:\nt (s) .tes fr%,about 0.5% t o about 15% by

wei ght , @ nos@ PieEaod AiFigtegrashcampenent comprising thativesugbout 54%
by andiabbtt 8086 thet foemlation Ivathi ta8 HiskitegrihSaddhi(€) tHefdin comprising

o SRR ASE b Bk Y YBlarp B SGTiihrtiiee

phar macol ogi cal agent 15 and a carrier or excipient

system g?n‘pr bs\k&gn%gé%rﬁ cUnIg"iEFI %@ﬂve%h%b%?@.% ot and abayt 2.5% of

conponent conpri si et ween abou and "abo

of theformyatiafiati on, with from about 4%to about 40% of
the fornulation conprising one or nore disintegrant
agents; bet ween about

0 b) a wetiing agent conprisin
0. 5% an&gaboétluﬁq"ﬁg 8?'%"{'%%9 SWﬁﬁ“a‘l‘t?%ﬁ,%-?@’? apd about 5.5% of the
| ulbermuation;cawipr i si ng bet ween about 0. 2% and about 5.5%
of the or myl ation: : gl.d 0 i_si ng
bet veen“hbout GPEf saPRiAT eohvy ol Ar TR Badla g of the
Théorpelatient ages |isted in the fornul ati ons above

i ndi cate percentages by weight of the total weight of

t he conrl)_onents l'i sted from a) t_o_d%. The fornmul ati ons
he more preferred carrier or’ excipient systems above also optionally and

preferably contain an antioxidant component, preferably ascorbic acid, at a
concentration of from about 0.1% to about 5.0% by weight.

Among the carrier or excipient systems of this invention are those
comprising:

a) a filler and disintegrant component, as described above, comprising
between about 50% and about 87% of the formulation, the disintegrant(s) therein
comprising from about 25% to about 35% of the formulation, by weight;

b) a wetting agent comprising between about 0.55% and about 2.7% of
the formulation; ) '

c) a lubricant comprising between about 0.2% and about 5.5% of the
formulation;

-11 -



30 above al so preferably contain an optional
anti oxi dant conponent, preferably ascorbic acid, at a
concentration of from about 0.5%to about 5.5% by
wei ght of the fornulation. The fornmulations are al so
preferably contained within a pharnmaceutically
accept abl e capsul-e, such as a gel capsule, or coated
with a film coating conprising from about O 3%to
about ‘8% by wei of the formulation. -10
i nvent i s?og'g%%ﬁf’@égs'ag &?S’V‘??é‘cémqtcoap%caw |a&°ubﬁ 5% of the
exdbmim&:nsynﬁ ens useful in pharmaceutical
conp05|t ons _utilizi as_an act ve | [ dlent ne or,
more of’the ago ’B\S’ﬁﬁgntdeg%’P?%‘sa il {1 yor a§°°r ic acid, at a
pha;pnmwatwrc al frgm abew thlte asalt 5.5% by wefght 5 as
sdescribed herein. These pharnmaceutical carrier or
exci pi ent systenms conprise, by weight: a) a filler
and di si ntegrant conponent conprising between about
54 0 .
i araite 1 Bulediiif s Abpau PRI Auudh Fighigons
aljdngredient: o about 40%mithoutei d;NMthof the overal |
fgrnul ation; b) _a we ri sing between
aljout 0. 55% and aboul k%bi}?)) QQ&HBQ rmul ation; 15 c)
a|l ubricant conpri si 1Q\Cl§‘etvve(=ﬁ0@bout 0. 2% and about
5 [ Béz8doxiBfe addE@U al T Ofp 0@t Uyg3pTYi dant conpri sing
b¢t ween. about O. 1% apd about {5. 0% of [the fornul ati on.
20 8NE8Ye preferred carriel or excipient systens
alheectosd NP fagtlifloanal Iy apg 0Pl ef §1.881 Y contain an
ar.wge*i—d-aigh—,—ee#poaem refetably asgorbic acid, at a
cPritFREYERIBR of fro E@QP ). 128990 about 5. 0% by
le;ioylullose!%\rmNg t Pvigshrrier or}excipiept systens of this
i ')on are those {25 conptising: & a filler and
dilsi nt'egrant _conponent, as descri bed|above, conpri sing
tStarem 150 ut 50% an( aB@OO 1370/R<mDOt ne. formul ati on,
o~ T—Ther eoRPp ng from about 25%
out % of £y orrrEFat 1JFS?/ \ei ght; 30 b) a
NFl ng agent conpri ki ng bet Neen abopt 0.55% and about

2 "8%afn Starch Glycolate 10.00 10.00

Ascorbic Acid USP - 1.5
Syioid 244 FP 0.15 0.15
Magnesium Stearate 0.25 0.25

*Amount in formula is adjusted for actual potency of bazedoxifene as free base.
Corresponding adjustment made with lactose.

The formulations given above in Table 1 were prepared by incorporating a
port_ion of the excipients in the granulation and a portion is also added in the final
blending steps as dry powders. A dissolution profile generated for the formulations
demonstrated almost 90% release of the drug in 30 minutes. Thus, the unique
combination of disintegrants and soluble diluents plus the incorporation of both
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20

the forrmulation; c) a lubricant conprising between
about 0. 2% and about 5.5% of the fornulation; -11 d)
a glidant conprising between about 0.1% and about 5.5%
of the fornulation; and e) an anti oxi dant conponent,
preferably ascorbic acid, at a concentration of from
about 0.1 %to about 5.5% by weight. 5 Exanple 1.
Bazedoxi fene Acetate -Rapid Dissolution Fornul ations

r edi wi thout Wth Ascorbic Ascorbic Acid Acid

% lated. e Rewdered solids inty the copPoRitien sRsyes the fastest eelease of
NFdfmt flow 33.10 31.60 Mcrocrystalline 25.00 25.00
Cel | ul ose, NF (Avi cel PHlOl) Starch 1500 20. 00 20.00

?EIOdicglmafl'gé{ %Llalg‘gti%:a%ﬁh% Aé; Cor t%gs Rg%§§%%§ Sitf%,aectl] may be carried
Sy%éi PY2 4uiXip@ thel 3irgg 131d mm@l aTidStvatir &t epddtictb dJ. 2 lactose,
* Aﬁﬁ&ﬂ&wbtﬁlhfmé”c@hl@sé %r@éjélé{ﬁz%g sf&%rrch aa%“éclguﬂ.‘?ts‘?é}@( gRIfcolate The

bazedoxifene as free
ad P adymdaryheidiatest dissowed dr éhe water mpd maa@m gramugatwm mixture of

abpu@ders il @ high lsheBF misdr e iteCstaRiatidhc R dHXdh! 4'8uid bed dryer to a
moisture of 2-3%. The particle size of the dried granulation is controlled by passing
through a mill equipped with knife-edged blades and using a 20- or 30-mesh screen.’
The silicon dioxide and remaining lactose, microcrystalline cellulose, pregelatinized
starch, and sodium starch glycolate are mixed with the milled granulation in a
tumble-type mixer. The final blend is prepared by adding magnesium stearate to the
tumble-type mixer and mixing. Compression is carried out on a rotary tablet press
using appropriate size tooling. Coating is performed in conventional coating pans
and applying the coating suspension to achieve a suitable film coat.

Example 2. Modified Bazedoxifene acetate formulation

Y%w/w
Ingredient : 5%
granulation

Bazedoxifene acetate, micronized® 5.00
Lactose NF 41.00
Microcrystalline Cellulose, NF 35.00
Pregelatinized Starch NF 10.00
Sodium Laury! Sulfate NF 1.50
I-Ascorbic Acid USP 1.50
Sodium Starch Glycolate NF 5.50
Magnesium Stearate NF 0.50
Pur. Water USP® qs

*Amount in formula is adjusted for actual potency of bazedoxifene acetate as free
base. Corresponding adjustment made with Lactose.
®Used in process but does not appear in the final product.
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portion of the excipients in the granulation and a
portion is also added in the final blending steps as
dry powders. A dissolution profile generated for the
fornmul ati ons 15 denonstrated al nost 90% rel ease of the
drug in 30 m nutes. Thus, the unique conbination of

di sintegrants and sol ubl e diluents plus the

i ncorporation of both -12 granul ated and powdered
solids into the conposition ensures the fastest

rel ease of drug. Wet granul ation of the fornul ations

as Elesn me.obmd&bérﬁe Acéfﬁté ehfs %amha&t.oﬁ out by
ﬁlXIng t he ru ascor V¥ Portlon of
the | actgg e]e" 8?'88’ Vs?’ﬁlﬂ'%éyﬁé'l“ ar 8‘%’“ ating a granulation of from
pr eagmluamtmabedt sTo?wyobeugmcbfmdldﬁﬁh@harvérpr@lrma@m@g@l aﬁbﬂs of this
SO ol

codhidPo A dterBil B8 S a9 B, Hd B RS P B or evciient

she@mn@nge&s ofThee wpight Ljestentage; dactoseedromn abolil B2% kedibout 38%,
dr yrﬁiﬁr&c&s?all Héoée%l%@frgﬁw goo%f/ '?2"7*1% #80¢ éé:’}' ep%gé'sﬂ %ﬁﬁ’[ %arch from

drie ranu ation passin

a r\'=]bI°FJ é%f’(srltﬁp%’@llwfi% Wfbéc éd@é@"bﬁbﬂd&é"/atmabmtri@é asodlum laury!
20 suﬂéte&?bnﬁ@é&tsl(% 8L4bout INE s&nuh%%?cﬁjgl &I?\% AP about 4% to about

S m crocrystalline c

@é F‘%%H % i E’Pg'r%tf?,“t Qride & abewh G2%rand @‘P?@Qﬂ'laﬁ stearate from
ar eaboLk@d%otadbot®7%i | | ed granul ation in a
tunbl e-type mxer. The final blend is prepared by
addi ng magnesi um stearate to the tunble-type m xer
and mi xiAnfprmatatipn eéttiisoinve‘rmooantiliztir@bamtjomfem dstharaygtive ingredient
ta e r e

Cont i e SRndiptidt” WAl BB ol She edriRors N fied deipw in o
15apran 'W@M&Pmngnmmgdwmarb achieve a suitable
filmcoat. Exanple 2. Modified Bazedoxifene acetate

ormul ation 9%V w | ngredient 5% granul ation

2@16"6 Pf ene 138%AIANES i croni zeda 5. 00 Lact oseMgiUnit
41.00 Mcrocrystalline Cellul ose, NF 35.00
Pregel atinized Starch NF 10.00 Sodium Lauryl Sulfate
NF 1.50

Granulation Part:

1 Bazedoxifene acetate 5.00

2 Lactose NF 26.60

3 Microcrystalline Cellulose NF 25.00

4 Pregelatinized Starch NF 10.00

5 Ascorbic Acid USP 1.50

6 Sodium Lauryl Sulfate NF 1.50

7 Sodium Starch Glycolate NF 4.00

8 Water, Purified USP _ Q.s.

73.60
Dry Part:

9 Lactose NF (fast flo) 9.75
10 Microcrystalline Cellulose NF 10.00
11 Pregelatinized Starch NF 4.00
12 Sodium Starch Glycolate NF 2.00
13 Silicon Dioxide NF 0.15
14 Magnesium Stearate NF 0.50

100.00
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| -Ascorbic Acid USP 1.50 Sodium Starch dycol ate NF
5.50 Magnesium Stearate NF 0.50 Pur. Water USP gs 20
aAmount in fornula is adjusted for actual potency of
bazedoxi fene acetate as free base. Correspondi ng

adj ustment nmade with Lactose. b Used in process but
does not appear in the final product. -13 Exanple 3 -
Bazedoxi fene Acetate at 5 % Granul ation A preferred
carrier or excipient systemfor fornmulating a

granul ation of from about 2 to about 8% by wei ght of

one of tAdincbatvef Yhite Sarpgi(¥8L1- QYEITLA) WEStJ[‘Jpﬁed ® the tablets,
‘(/fHUH e Fnepfr§§3§8|8¥ f%tgom 5% may be produced
ti

1'ZI ng t car “&xci pi ent conponents on a
\NEI ght percentage; |actose from about 32% to about

538%ose'8f B%Qédo&ﬁéq’_l% i Q&l@@é%t"' ﬁ'ﬁ fr gﬁg; aP@%]“tﬁ 3§§A’gé fgg/t blet
abou 0 preg

about 16% ascorbic acid fromabout 1% to about 2%

sodi umelpagiryl  sul fate fraggpabout 1 %to aboyt,2%

sodi ughst arch glycol ate from about 4% to about 10 8%

si i cdH "™ oxi de from about?98. 1%t o about 0.2%.@nd

magne2Dumg st earate from apout 0.3%to about 41997% A

formulation of this invention utilizing bazedOX| fene
10as the active ingredient at a 5%granul ati on was

pr ddginéendedithatsaphy of the patemt applicatidnss aadl phletlea\mbl‘baﬂons

15 |rﬁ:fu%ﬂ'l§| KHoke Pnéﬁ%r&eﬁQB tfi8 %@Ef@aénc%p%ijg h%{fh/ rljnaé:rfrporateg @y

g%r edi ents
Ba?éﬁ' Fe ME%@@W&% 5.00 2 Lactose NF 26.60 3
M crocr )Asttlt’idslel §kﬂle@ﬁ{ %E'a‘ﬁﬁtﬁll %prgéa%on%éen%ru %ﬁgf?ﬂésnén%ied
15 St AlGhNE g %Ol‘bIC Aci d US 1.
odifica |ons may be made to the preferred embodiments of the invention without
departing from the spirit of the invention. It is intended that all such variations fall
within the scope of the invention.
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6 Sodi um Lauryl Sulfate NF 1.50 7 Sodium Starch

A ycolate NF 4.00 8 Water, Purified USP QS. 30 73.60
Dry Part: 9 Lactose NF (fast flo) 9.75 10
Mcrocrystalline Cellulose NF 10.00 35 11

Pregel atinized Starch NF 4.00 12 Sodi um Starch
dycolate NF 2.00 13 Silicon Dioxide NF 0.15 14
Magnesi um Stearate NF 0.50 40 100.00 -14 A film coat

of ite adry | (YS-1-18027-A) was applied to the
C et BatiS o3

ediiswer e conpressed as foll ows: 5 Dose of

Bazedoxi fene tablet weight, ng ng of film coat
apql i ed/t ab
3.0

1& meii]%tg ?fﬁq%iaégoqtiﬁlygitiég@ﬂnﬁ% cg)slgHg%maégpg% Arfiggd thereof,

ap iyihiahaadnmises aduinistenirigesh effdutive atrioantsof Bazedisxifend according to an

Sbo%&@n@@géﬁﬁi&girﬂe hi s patent docunent be hereby

i ncorpora
skilled in the art will appreciate, numerous changes

ang, 15 medinidthcd hemPdifgYo E’ISimd\ﬁRér‘%{ntthg Ha%& o%ifér%‘rjis bazedoxifene
enbodi nents of the invention w thou eparting tr
th@%€Bi&it of the invention. It is intended that al

such variations fall wthin the scope of the

réference in their entirety. As those

' ' - [ | aj i S:
10I n\égnt ! ci'p\é me]tﬁoc}/\ggéorcliiﬁg ?o cairrrne , wﬁerein the bazedoxifene is administered

15

20

25

30

once weekly

4, The method according to claim 2, wherein the bazedoxifene is administered
every second day.

5. A method of lowering cholesterol, triglycerides, Lp(a), or LDL levels; inhibiting
or treating hypercholesteremia; or hyperlipidemia; in a mammal in need thereof,
which comprises administering an effective amount of bazedoxifene according to an
extended dosing regimen.

6. The method according to claim 5, wherein the bazedoxifene is bazedoxifene
acetate.

7. The method according to claim 6, wherein the bazedoxifene is administered
once weekly

8. The method according to claim 6, wherein the bazedoxifene is administered
every second day.

9. A method of treating or inhibiting cardiovascular disease in a mammal in
need thereof, which comprises administering an effective amount of bazedoxifene
according to an extended dosing regimen.
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1. A nethod of treating or inhibiting bone loss in a
mamal in need thereof, which conprises adm nistering
an effective anount of bazedoxifene according to an 5
ext ended dosing reginen. 2. The nethod according to
claim11, wherein the bazedoxifene is bazedoxifene
acetate. 10 3. The nethod according to claim 2,
wherei n the bazedoxifene is adninistered once weekly
e nethod accordin n12 wherein the
oz oxi PEBeS ZaHTHG o st 3 e VRPN, thedrazedaxfena és bazedoxifene
A regetatel of | owering cholesterol, triglycerides,
Lp(a), or LDL levels; inhibiting or treating
hyperchol esterem a; or hyperlipidema; in a manmal in
neeld-t hérrhédnethOMPmﬁdlogmmclameso anhreingbes bazegioaifene is administered
 5ef ik wegkpnount of bazedoxifene according to an
ext ended dosing reginmen. 20 6. The method according to
claim5, wherein the bazedoxifene is bazedoxifene

acefzat e.Thé.mdthed BBIAGIHg 86 818t 6\ GuHePeif ItRd o
the bazedox|fene is ad?n ni st er ed 235l oncgé%eygtﬁreg# ddministered

Th& RSN L or di ng to claim®6, wherein the
bazedoxi fene is adm ni stered every second day. 30 9.

A t ho e r_i.nh i rd| ovascul ar
10 di ggaseq)? ﬁ‘fe}aﬂord S’ftfr{quﬁ or '5‘%‘5? @E&?P awegﬁoc%gﬁg?r?g\@sdlsorders
adndiAlzheimers diseasiel ecaviding aswoptotartiob az edgmitiére 8Rhancement in a
acq,qg,ﬁimglg t R n d
rre hod ac?or%ﬁt%&cﬁgﬁ% géﬁé/\}%gr ern tﬁfgngé agd%%c}g%@mount of
Zedoxtens %‘i?erd"lﬁ:@tae‘{t@de@fd dpRiag negimed. according to
cI aim 10, wherein the bazedoxifene is adm nistered 5

. ce ekl . .
15- QQC€ YR méﬁhod according to claim 13, wherein the bazedoxifene is bazedoxifene
acetate.

15. The method according to claim 14, wherein the bazedoxifene is administered
once weekly

20
16.  The method according to claim 14, wherein the bazedoxifene is administered
every second day.

17. A method of treating or inhibiting osteoporosis in a mammal in need thereof,
25  which comprises administering an effective amount of bazedoxifene according to an
extended dosing regimen.

18. The method according to claim 17, wherein the bazedoxifene is bazedoxifene
acetate. |
30

19.  The method according to claim 18, wherein the bazedoxifene is administered
once weekly
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12. The nmethod according to claim10, wherein the

bazedoxi fene is adm nistered every second day. 10 13.

A net hod of treating or inhibiting denenti as,

neur odegenerati ve disorders, and Al zheiner's disease;
provi di ng neuroprotection or cognition enhancenent in

a mammal in need thereof, which conprises

adm ni stering an effective anmount of bazedoxifene

according to an extended dosing reginmen. 15 14. The

met?Rod J%ewﬁh%aﬁ@r@inwwgim 1£ﬂ€wé¢lﬁthqw@aa@a@e@ogus agirginistered

i s ehegadexid @je acetate. 15. The nmethod according to

15

20

25

30

claim 14, wherein the bazedoxi fene is adm ni stered
once weekly 20 16. The nethod according to claim 14,
wherei n Usbeothbasdioxiidreni the p«épfiamitism &ff &4l mediinyert 560 Mdating or

s Souie S BHHR Sl bRt pBh hpd Sspt o peminstorng
colrpan edendathdasing reginam. an ef f ecti ve anount of

bazedoxi fene according to an extended dosing reginen.

18. The nethod according to claim 17, wherein the
baZ&doxiUsenef ibazedoxifersxiim the prapermtiore.of 3@ medicament for lowering

metch@ldstafdt Or tHodekides! q_ﬂ(é)ls’or"\hﬁlbﬁ' Neldl& b%%ﬁ%' f 8P€ treating
|s admi ni stere once wee The

10 5 OYPRIFRRIesterema oF 1@"’99{}?@?&'% ip h% B‘éE@%ﬂilesﬁlQnéWC@,Cament being

adridapted ésredimisivierig Pearndderntizy.dodihg réfimen]

bazedoxi fene in the preparation of a medi canent for
treating or 5 inhibiting bone loss in a manmal ; said
nedBcambise dfebarpdaditarect ther pradaliatibrstoéré meedidament for treating or

eXtfni éjé?éi!oo&c'h 'dfg‘égs 312a &%ﬁp ?gﬁ%ﬁ&é&ﬁe%@%eing adapted for

t he preparation o

c hgrmiviering Inﬁniegqt%r@éﬂ |ds@§9 regipe)., or LDL | evels;

inhibiting or treating
24, Use of bazedoxifene in the preparation of a medicament for treating or
inhibiting dementias, neurodegenerative disorders, and Alzheimer's disease;
providing neuroprotection or cognition enhancement in a mammal; said medicament

being adapted for administering in an extended dosing regimen.

25. Use of bazedoxifene in the preparation of a medicament for treating or
inhibiting osteoporosis in a mammal; in need thereof, said medicament being
adapted for administering in an extended dosing regimen.

26. Use according to any one of claims 21 to 25, wherein the bazedoxifene is
bazedoxifene acetate.

27. Use according to any one of claims 21 to 26, wherein the medicament is
adapted for administration to a mammal every two days, every three days, every
four days, every five days, every six days, or every seven days.

28. Use according to any one of claims 21 to 26, wherein the medicament is
adapted for once weekly administration.
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10 hyperchol esterem a; or hyperlipidema in a mamual;

sai d nedi canent being adapted for admnistering in an

ext ended dosing regi nen. 23. Use of bazedoxifene in

the preparation of a nmedicanent for treating or

i nhi biting cardi ovascul ar disease in a mamual; said

medi canent being adapted for 15 adm nistering in an

ext ended dosing regi nen. 24. Use of bazedoxifene in

the preparation of a nmedicanent for treating or

inhibiting denenti as, neurodegenerative disorders, and

Al 381 MBEe SicHbrRARYSS: anypéﬁé’bfjblﬁgné@li”tg gomié.mih@ined.zcgmem is

cognition enhancénment 'in a | ; said medi canent
be?i’@t%%@éﬂi"ﬁ@fﬁt'aﬂﬁi’W#%‘?'idrf&Vr n an extended dosing
regi men. 25. Use of bazedoxifene in the preparation of
a nedi canent for treating or inhibiting osteoporosis
in a manmal; in need thereof, said nmedi cament bei ng
adapted for admi nistering in an extended dosi ng

regi men. 25 26. Use according to any one of clains 21
to 25, wherein the bazedoxifene is bazedoxifene
acetate. 27. Use according to any one of clains 21 to
26, wherein the nedicanment is 30 adapted for

adm nistration to a mammal every two days, every three
days, every four days, every five days, every six
days, or every seven days. 28. Use according to any
one of clains 21 to 26, wherein the nmedi canent is
adapted for once weekly admnistration. -18 29. Use
according to any one of clains 21 to 26, wherein the
nmedi canent is adapted for adm nistration every second
day. -19
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