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invention relates to nmethods and pharnaceutical conpositions for providing
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post menopausal wonen through the continuous adm nistration of conbi nations
of conjugated estrogens and medr oxyprogesterone acetate. 10 Menopause is
generally defined as the |ast natural nenstrual period and is
characterized by the cessation of ovarian function, leading to the
substantial dimnution of circulating estrogen in the bl oodstream
Menopause is usually identified, 1in retrospect, after 12 nonths of
anenorrhea. It is usually HORMONERERLACEMENT FIERAPY of t en preceded by a
time of irregular nmenstrual cycles prior to eventual cessation of 15
menses. Fol l.owi ng the cessation of nenstruation, the decline in endogenous
estrogen GACKBROBNDONS is typically rapid. There is a decrease in serum
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concentrations is typically rapid. There is a decrease in serum estrogens from
circulating levels ranging from 40-250 pg/mL of estradiol and 40-170 pg/mL of estrone
during ovulatory cycles to less than 15 pg/mL of estradiol and 30 pg/mL of estrone in
postmenopausal women.
20
As these estrogens decline during the time preceding (perimenopause) and
following the menopause (postmenopause), various physiological changes may result,
including vulvar and vaginal atrophy causing vaginal dryness, pruritus and
dyspareunia, and vasomotor instability manifested as hot flushes. Other menopausal
25 disturbances may include depression, insomnia, and nervousness. The long-term
physiologic effects of postmenopausal estrogen deprivation may result in significant
morbidity and mortality due to increase in the risk factors for cardiovascular disease
and osteoporosis. Menopausal changes in blood lipid levels, a major component of
the pathogenesis of coronary heart disease (CHD), may be precursors to increased
30 incidence of ischemic heart disease, atherosclerosis, and other cardiovascular
disease. A rapid decrease in bone mass of both cortical (spine) and trabecular (hip)
bone can be seen immediately after the menopause, with a total bone mass loss of

1% to 5% per year, continuing for 10 to 15 years.
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PCT/ US02/ 07972 Estrogen repl acenent therapy (ERT) is beneficial for

synpt omatwo oeetr42ef of hot flushes and genital atrophy andPCaruspremwenti on of
post menopausal osteoporosis. ERT has been recogni zed as an advant ageous
treatnment for relief of vasonotor synptons. There is no acceptable
alternative to estrogen treatnent for the atrophic changes in 5 the vagina;
estrogen therapy increases the vagi nal nmucosa and decreases vagi nal

dryness. Long t ERT is the t nting. i S jt
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following table contains a list of some of the estrogen preparations currently available
15 in the US and Europe. Listings of such preparations are available in such as the

Physicians' Desk Reference, The Orange Book, and the European equivalents thereof.
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Fem Patch (wkly) products)
Vivelle (twice wkly)
Estradiol Dermestril 25, 50, 100 pg
Estradiol Estraderm 25, 50, 100 g
Estradiol Evorel (Systen) 25, 50, 75, 100 ng
Estradiol Fematrix 40, 80 pg
Estradiol Menorest 25, 37.5, 50, 75 pg
Progynova TS
Estradiol And TS Forte (Climara) 50, 100 pg
Vaginal estrogens
Conjugated equine estrogens Premarin vaginal cream 0.625 mg/g
Dienestrol Ortho dienestrol cream 0.1 mg/g
Estradiol Estring 7.5 ug
Estropipate Ogen vaginal cream 1.5 mg/g
Micronized estradiol Estrace vaginal cream 1.0 mg/g
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Progynova TS Estradiol And TS Forte (Climara) 50, 100 g Vaginal estrogens
Conj ugat ed equi ne estrogens Premarin vagi nal cream 0.625 ng/g D enestrol
Ot ho di ewegenoi29zream 0.1 ng/g Estradiol Estring 7.5 g PEStusepipate Ogen
vagi nal cream 1.5 nm®/9 M croni zed estradiol Estrace vaginal cream 1.0 ng/g
-3 WD 02/ 074292 PCT/ US02/ 07972 To mnimze the occurrence of

estrogen-rel ated side effects and to naxi mze the benefit-risk ratio, the

| owest dose effective in relief of synptons and prevention of 5

ost eoporosi s should be used. Al though ERT reduces the relative risk (RR)
for ischemc heart disease (RR 0.50) and osteoporosis (RR 0.40), the
relative risk of endonetrial cancer for postnenopausal wonmen with a uterus
may be i ncreasedlo mitimize theocentrentsi afeestrogen-cddted side affextd agd tchmaxihﬁm
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02/ 074292 RECokfeisbian 0797cihtm®usl c@mbbtedahommriéRTepFPaammm sthBregogd (MR with
Estrogen/Pr Op%?é&rfa?e dc'gsre%n&tcgﬂ‘y epi%g';e\{\eérl rgaésftl%dh been”ghown to be effective in
relieving vaginal atrophy and vasomotor symptoms, preventing postmenopausal
osteoporosis, and reducing the risk of endometrial cancer by prevention of endometrial
15  hyperplasia. The following table contains a list of some currently available oral
combination HRT products. Listings of such preparations are available in such as the
Physicians' Desk Reference, The Orange Book, and the European equivalents thereof.



Nor et hi sterone acetate (NETA) 0.5 ng Cimgest Estradiol valerate
(CAimaval) | or 2 ng Norethisterone (NET) 1 ng days 17-28 Cyclo Progynova
Est r adi olwoakerepe 1 or 2 ng, days 1-21 Levonorgestrel 25@Corussfoog days
2-21 Elleste Duet Estradiol 1 or 2 ng Norethisterone acetate 1 ng days
17-28 Fenoston Estradiol 1 or 2 ngy Dydrogesterone 10 or 20 ng Kli ogest
Estradiol 2 ng Norethisterone acetate 1 ng |Inprovera Piperazine estrone
sulfate 1.5 ng Medroxyprogesterone acetate 10 ny, days 17-28 (MPA)

Nuvel | e Estradi ol valerate (Pr gestrel 75 g, days
17-28 Prenphase COI’I] ugat ed est(?%égg?s{"%ﬁ] é%gHRTLﬁW‘{a O ng Prenpro
Conj ugat ed est roggnss : c - SBLL diol 2 or

4 ng, days 1-2 NG 1 Forte 1
my, days 13-22 A‘@‘%"?\o Pr ef esFSt’E('%' %XSU s 1-6 Nogesti mate 0.09
ng, days 4-6 Fenhrt 1/5 Ethl'f 'Stgrg'f aﬁﬂ?t%NI r?gé“w MNor et hi ndr one acetate 5g
Since it is posgnngb&tthat prgg,@&&uvé]&ata(m,lné@p; ate1toh2m§ avor abl e estrogen
effects on 5 |ipids and nayNgehieabreakdry | npai r 1odg dgysuic@se tol erance, it is
desirabl e, and an objective to find the | owest dose estroqen pl us

progestin HRT pPERT&Yhi chEedy ‘F’t‘rfefme zes or 1or2mg, days i-

Levonorges 250 or 500 pg, days 2-21
Elleste Duet Estradiol 1or2mg
Norethisterone acetate 1 mg days 17-28
Femoston Estradiol 1or2mg
Dydrogesterone 10 or 20 mg
Kliogest Estradiol 2mg
Norethisterone acetate 1mg
Improvera Piperazine estrone sulfate 1.5 mg
Medroxyprogesterone acetate 10 mg, days 17-28
(MPA)
Nuvelle Estradiol valerate (Progynova) 2 mg
Levonorgestrel 75 ng, days 17-28
Premphase Conjugated estrogens 0.625 mg
MPA 5.0 mg
Prempro Conjugated estrogens 0.625 mg
MPA 2.50r5.0 mg
Trisequens Estradiol 2 or 4 mg, days 1-22
And Norethisterone

Trisequens Forte

1 mg, days 23-28
1 mg, days 13-22

Ortho-Prefest Estradiol 1.0 mg, days 1-6
Nogestimate 0.09 mg, days 4-6

Femhrt 1/5 Ethinyl estradiol 1.0 mg
Norethindrone acetate 5ug

Since it is possible that progestins ameliorate the favorable estrogen effects on

5 lipids and may potentially impair of glucose tolerance, it is desirable, and an objective

to find the lowest dose estrogen plus progestin HRT product, which also minimizes or

eliminates endometrial hyperplasia.

In addition, a major factor affecting a woman's

decision to start and to continue taking HRT is vaginal bleeding, and many women

would prefer a bleed-free product.

Therefore, another objective is to provide the

10  lowest effective dose which provides an acceptable bleeding pattern. Doses as low as
NETA 0.5 mg, NET 0.35 mg, MPA 25 mg, levonorgesterel 0.25 mg, and



el i m nates endonetrial hyperplasia. In addition, a major factor affecting a
woman's decision to start and to continue taking HRT is vagi nal bl eeding,
and many worsef74290ul d prefer a bl eed-free product. Theref ece/usanomher
objective is to provide the 10 | owest effective dose which provides an
acceptabl e bl eeding pattern. Doses as low as NETA 0.5 ng, NET 0.35 ng, MPA
2.5 ny, levonorgesterel 0.25 ng, and -5 WO 02/074292 PCT/ US02/ 07972
dydrogesterone 5 ng have been used previously in continuous uninterrupted

HRT regqi | PTI HE | r LSy ] ntion
is to pr oﬁérolgggégﬁgengfl artlﬁg?_e @g?&%@%@ﬁﬁ?gﬁﬁwgﬁ?? n%ecr{:‘@ge?f lt]‘Fs‘feHRT
product, suegimeesPREMPRO (0. 625 ng conjugated equi ne estrogens, USP pl us
2.5 mg MPA), while lowering the dosage of conjugated estrogens and MPA

bel ow t hat whi ch has previously been denonstrated to be effective. This

i nventi on MESCRETIQN@T Mol ISVENTE2Ni ng or inhibiting nenopausal or 10

post mengpausal Gaoplielsol & P FIMEIPRE S BhrovE BT Al carR nABALTEN GPAUS A
wonman i N need thereor, Whi Th conpri ses pro it ng to s 'd wonan,
cont i nuousloprmemetciallynisncaassiup HRI prasivel; suble dsr EREMIPRO p0r625dmg econiugbtedat i on

o fonons” (HERERRE NS Ducco 8l A TS RyBRin Opbodh SOTHBRHEY,
ng to aboutes@ogensy anediiBRY pelogetiae vdneh deet @beoldy (Hden) defbestteshde bies
e et e e A S
conj ugaDed.mtm@gmaesaindisms Tﬁhiaspérhm@mpbusal,f meinbpguqat,omi de&tmnopausal
DD e PGB % Ao e Ra%s sPyora), ERhAEl e
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Lo crs! FpOHRRaHy PLABLE Y el AR Tl 8 Sl BN Bofen
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con Uoaked F O3B S osadd ARG VAR B8 o BRERASENACA GriIBSEs BFdsd Ih e
treating menopausal or postmenopausal disorders which comprises a combination of
conjugated estrogens and MPA. This invention further provides a pharmaceutical
pack containing the daily dosage units of conjugated estrogen and MPA for continuous
daily administration.
20 Conjugated estrogens refer to estrogenic steroidal substances in which one or
more functional groups (typically hydroxyl groups) on the steroid exists as a conjugate
(typically a sulfate or glucuronide). The conjugated esirogens may be a single
conjugated estrogen, or may consist of mixtures of various conjugated estrogens.
Numerous conjugated estrogens are described in the literature or are commercially
25 available that are capable of being formulated for use in this invention either as a
unitary estrogen, or may be mixed together with other synthetic and/or natural
estrogens.
Conjugated estrogens may also contain other steroidal or non-steroidal
compounds, which may, or may not, contribute to the overall biological effect. Such
30 compounds include, but are not limited to, unconjugated estrogens, androstanes, and
pregnanes. Preferred conjugated estrogens for use in this invention are PREMARIN
(conjugated equine estrogens, USP, conforming with the monograph for conjugated
estrogens in USP25) and CENESTIN (synthetic conjugated estrogens, A).



25 avail able that are capable of being fornmulated for use in this invention
either as a unitary estrogen, or nmay be m xed together with ot her
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ot her steroidal or non-steroidal conpounds, which nay, or may not,
contribute to the overall biological effect. Such 30 conpounds i ncl ude,
but are not limted to, unconjugated estrogens, androstanes, and pregnanes.
Preferred conjugated estrogens for use in this invention are PREVMARI N
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conjugates: 17a-di hydroequilin, 17a-estradiol, A8, 9-dehydroestrone,

17( 3- di hydr begestradiol, 1489-dehydigesiioneeqlif i-diRveroequilina- dirBypalediefui pewienin, and
173-di hydro L en : N.bs hngdi AN a ; ate
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conj ugat'ed estrogens, lets cont ai
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dihydroequilin sulfate, sodium 17B-estradiol sulfate, sodium 17a-dihydroequilenin
sulfate. CENESTIN is indicated in the treatment of moderate to severe vasomotor
symptoms associated with the menopause.
PREMARIN, CENESTIN, and medroxyprogesterone acetate are all available
20 from commercial sources (Wyeth-Ayerst - PREMARIN and medroxyprogesterone
acetate; Duramed - CENESTIN).

It is preferred that the daily dosage of MPA is from about 2.5 to about 0.5 mg,
with a dosage of from about 1.5 mg to about 0.5 mg being more preferred, and a
25 dosage of from about 1 mg to about 0.5 mg being most preferred, with a daily dosage
of about 1 mg per being specifically preferred. It is preferred that the conjugated
estrogen constituent is PREMARIN. It is preferred that the dosage of PREMARIN is
from about 0.25 mg per day to about 0.1 mg per day, and is more preferred that the
dosage of PREMARIN is from about 0.2 mg per day to about 0.1 mg per day, with a

30 daily dosage of about 0.2 mg being specifically preferred.

As used in accordance with this invention, the term "menopausal or
postmenopausal disorder” refers to conditions, disorders, or disease states that are at
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frequency i RroMifed &3t ey serdiisdsiat dasaasyis “B‘iﬁxcﬁﬁ?ﬁ%e nmore than once daily,

provi ded that anYhé’t@i‘ml"fccblﬁﬂanmH‘ Yof d@ﬁ@@&ed éstmyeneéﬁ@wm:e:dmeaﬁ@thtaﬂh@dany
"conbi nati on" con ugat ed estro r%ens and nmeans_ that the %% dosage

of each of @??@96 n®fs st carprRonesisn Ph Kie S?fnP'EatéR!“rﬁSn?@"f“@lsé"de@@W' thee

treat ment dgyatmEREd£H0TRRNEIMBonehtstdTehes esHabiRaidnCdte P sfeRbRT RIAREKred at the
adm ni stered at the 15 sanme tine; either as a umt;argp%osa e form

cont ai nlthg FRIP® ERmpBIHEARLES agynitgky dosaos dera ¢euiaming, COPRNEEEIn8HIt s of
t he combi nagdfate adbsBge AAME; NthetRPAnahts of the combination can be administered at

different times during the day, provided that the desired daily dosage is achieved.
The term "continuous and uninterrupted” means that there is no break in the
treatment regimen, during the treatment period. Thus, "continuous, uninterrupted
20  administration" of a combination, means that the combination is administered at least
once daily during the entire treatment period. It is expected that the treatment period
for the combination of conjugated estrogens and MPA will be for at least 30 days,
preferably 120 days, and most preferably as long term treatment, and possibly
indefinite, as one of the primary reasons for administering combinations of conjugated
25 estrogens and MPA is to treat or inhibit menopausal or postmenopausal disorders.
Treatment periods also may vary depending on the symptoms to be treated. For
example, for the treatment of vasomotor symptoms, it is preferred that the treatment
may last from one month to several years, depending on the severity and duration of
the symptoms. Physician evaluation along with patient interaction will assist the
30 determination of the duration of treatment. For the treatment or inhibition of
osteoporosis, it is preferred that the treatment period could last from six months to a
number of years, or indefinitely.
This invention, also covers short term treatments or treatments of a finite term,

that may be less than the 30 day preferred treatment period. It is anticipated that a
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different tinmes during the day, provided that the desired daily dosage is
achi eved. The term "conti nuous and uni nterrupted” neans that there is no
break i n wbez/oteent ment regi nen, during the treatnent periPOE/USIEION]2
"continuous, uninterrupted 20 adm nistration” of a conbination, neans that
the conbination is adm nistered at |east once daily during the entire
treatnent period. It is expected that the treatnent period for the

conbi nati on of conjugated estrogens and MPA will be for at |east 30 days,
pref er abl y. ig?fjmé?’ml‘gg,do%%etptﬁet%%,a&ley of'3 #es&”&stagég‘duiﬁ@%@Bé%rsé.%fﬂ a
possibly indeéfinite, "as one”0of the’primary reason or adm nrstering

conbi nat i onseadheniomggiganechaevest sude patiamid idVPAlli sonsideredao de redeiving
menopausal : l.saLd . Treatnent periods also may vary
dependi ng o(ggn%'ﬁlga%;‘&n@ﬁ%ﬂés@gaggﬁ'ﬁ?“e%féd. For exanple, for the treatnent of
vasonot or synpt o teim "fixedpdadlf elosagk” trhesinsttha the eamasiosagesgiveastvefy day one
nonth tq se I r ndi er.] . u e} ; he
synptom® - A ETalnr IR Apaeashro HE hishBh A bRk Buliipnd B, o,

t he 30 det ewhicimatfixed dafly tibsagduofahe ennjofated eatrogems. pléoiMPBheonbigstiones hobr

i nhi bition of t rosSk.S,al b i i ef e he,tr per.

coul d 1 ast ST BRLS e et BbRt ok PBmbB el SRR R ISR

i nventi on, mbgaeedicebe adjbsiet (ditramuprezalomahtis achieve tet dasired efféctaluringithes
term that e le he 30 day preferred treatnent period. It is
anti ci pat edmﬁ:é?t&a? tre—@%@%@?@?ﬂ% PCT/ US02/ 07972 patient may m ss, or
forget 100 take, Tmeteomn "ardveimglowillyesspdcirtomgovtidieg ealosage of ose ot bathtafbim

conti nuous. SrdreaR A ReER Ry leher SRR Effple S 8O B B b B e
means t hat thiseingentiendos agministexing armpredragy dekdwativéy atuanahgp whieht wil Zome ribe

period. One_aspec f Sl nventj o . cQVers situations in which a
fixed dail ye%\gai?gaﬁpubﬂ%ﬁt&%ﬁ?rﬁaé‘r{eggw@élﬁ ?%egg%a?r pl us MPA conbi nation is not
gi ven every day Mis prejerrdte that diag wenjugaied iesttogdrer plax MA epmbimaticdes afjhiof a

Gosi r od' %t 1 Buctat A geF RO SGI o P AR il of Silluated o 0bRt St o

"provi di ng, Commbihditione £ it inventiondivatdirendiseloskasizageinafre oraédasagest h of t he

In accordance with this invention, the continuously and uninterruptedly
providing of a combination of a daily dosage of from about 0.25 mg to about 0.1 mg
20 conjugated estrogens plus a daily dosage of from about 2.5 mg to about 0.5 mg of
medroxyprogesterone acetate is useful in treating or inhibiting menopausal or
postmenopausal disorders in perimenopausal, menopausal, or postmenopausal
women. More particularly, the combinations described herein are useful in treating or
inhibiting vaginal or vulvar atrophy; atrophic vaginitis; vaginal dryness; pruritus;
25 dyspareunia; dysuria; frequent urination; urinary incontinence; urinary tract infections;
vasomotor symptoms, including hot flushes, myalgia, arthralgia, insomnia, irritability,
and the like; inhibiting or retarding bone demineralization; increasing bone mineral
density; and treating or inhibiting osteoporosis.
The combinations of this invention also exert a cardioprotective effect in
30 perimenopausal, menopausal, and postmenopausal women, and are therefore useful
in lowering cholesterol, Lp(a), and LDL levels; inhibitihg or treating
hypercholesteremia; hyperlipidemia; cardiovascular disease; atherosclerosis;
peripheral vascular disease; restenosis, and vasospasm; and inhibiting vascular wall
damage from cellular events leading toward immune mediated vascular damage.
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conmponents of this invention, nmeans either directly adm nistering such a

conponent of this invention, or admnistering a prodrug, derivative, or

anal og wwoln2mr42b2 f orm t he equi val ent anmount of the conpeceniSomd™dnt n t he
body. It is preferred that the conjugated estrogens plus MPA conbi nati ons
of this 15 invention are provided orally. The specific dosages of

conj ugat ed estrogens plus MPA conbinations of this invention that are

di scl osed herein are oral dosages. In accordance with this invention, the

conti nuously an uni nt.err.u Vi din onhi, nat il
dosage of from al?&ﬁ nﬁ?%'oﬁﬁ E@Sdﬂg?iﬁ'oﬁ.aie %E;“OXE% goﬁ]’%&?ﬁ @Sreé%r{e r%S@ﬁg] );;I us
a daily dodageitiaf ditorersadralideade States Whiclamoolve Greb radjcalé. Medy partiguiantye #ieer one
acetate is usful in tr atln i nhi biti ngpausal t men sal
di sor der s (S9N BUATRRE ol a5 Mosrlan o dsefubin pEeqtign sp dntkiing e ookat o
part i cul ar Inyvolxleln&antbanbtheatdemeleprdastc of adcdrey eentralr eeveed Wystem td]smdere,g or

i nhi biting n vul yar atroph atr hIC va1n|t|s al__dryness;

orur it ub. AR B Bhess. B AsraR Vg BRTRIONLHBiret petiR A Vastlid
:c IncoRtl nencrﬁsleauelmeumatoicaarﬁhrltlsfaﬂb{rrmme dumes:g_bf.mrawmms, Gmirff!)'ﬁdmg hot

ushes a i nsomm ilit and..t he, | i ke;.
b by 1 no P en B s SIoR nl SRR Reerf. P epiesh G BoreliBsis
density; anﬂotuamwya’@m lupobidpythérngtossd, eppotroshis laté’ﬂaeSaemsisnagihgmﬁed&, this
i nvention aI exeéw (g%r di o r tectl ve, ef f ect
n

in al
menopausal AdSH0 S anngistin ST b ey Byen, RS EOR SRS uer i ng
chol est‘lerolmjuhmmhg @pdrflh.smhn br@\tediLBesl nhi bi ting or treating
hyper chol estere erli ar di ova r_di sease;.. .
o her ool or st <. ThessaBraiont of &R fferiBh Atct@Rf h BeaiedE M Bitpaciomeniapas
and i nhi bi tnamgode@sﬁerba\re mbidersdmgazlﬁmmm'gelisleué@rprevieingswduaaﬂbmgtidmwr d
i mmune nedi at ed vascul ar ?mage. -9 WD 02/ 074292 PCT/ US02/ 07972 The

conbi nat i orf©9BEOR APRENCEMNEREi on are antioxidants, and are therefore useful
in inhibiting disorders or disease states which involve free radicals. Mre

Par oY, L SRR LR bl A RSPt el RS,
nervous syshentioh sandsy sither Bimadigietess sepdirstedsisletsbamnas di weiasecorainaihn
i nf | ammat ortgblg{sor ders, peripheral vascul ar
Either of the components or the combination may be formulated neat or may
be combined with one or more pharmaceutically acceptable carriers for administration.
20 For example, solid carriers include starch, lactose, dicalcium phosphate,
microcrystalline cellulose, sucrose and kaolin, while liquid carriers include sterile
water, polyethylene glycols, non-ionic surfactants and edible oils such as corn, peanut
and sesame oils, as are appropriate to the nature of the active ingredient and the
particular form of administration desired. Adjuvants customarily employed in the
25 preparation of pharmaceutical compositions may be advantageously included, such as
flavoring agents, coloring agents, preserving agents, and antioxidants, for example,
vitamin E, ascorbic acid, BHT and BHA.
The preferred pharmaceutical compositions from the standpoint of ease of
preparation and administration are solid compositions, particularly tablets and hard-
30 filled or liquid-filled capsules. Oral administration of the compounds is preferred.

In the Physicians' Desk Reference, PREMARIN is described as containing
calcium phosphate fribasic, calcium sulfate, carnuaba wax, cellulose, glyceryl

momooleate, lactose, magneseum stearate, methyl cellulose, pharmaceutical glaze,
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di sease, rheumatoid arthritis, autoinmune di seases, respiratory distress,
enphysenma, prevention of reperfu3|on injury, viral hepatitis, chronic
active hepetieoir4e92tubercul osis, psoriasis, systenmc | upuPCeruspiiemst osus,
anyotrophic | ateral sclerosis, aging effects, adult respiratory distress
syndrone, central nervous systemtrauma and stroke, or 10 injury during
reperfusi on procedures. The conbinations of this invention are useful in
treating or i nhibiting dementias, neurodegenerative disorders and

Al zhei mer' s_di e; provi.ding neuroprotection or tion enhancerrent
15 The con NS SIF g Pt e et SRRSO auR int B bp e SRIBREEET
this i nvermhiowouldeketypictlformdlationfoaPREMARINepar at e tablets or as a

uni tary conbi nat | e Ei ther of the, compon or the co nbi nat | on
may be fornul at %ﬁﬂggﬁ-ﬁ\g '%m{}es%'ge%or?& e o%@"%q" @B?e hyerepropy!
phar maceut i methligeldasept labiose cmbnmhyldmté om@deslumstst@tate,n polyéfhyléne glyesipl e,
solid carriers i,n di cal ci,um S

i cr ocr 9t dveRisas P pEe8Rilzed SRt Hanit cfie Ry SRNA bfiate.a5 neshee

i ncl ude st dngredientsaThis, wquid yeamwmmr@umom for CrBNEEBT]Nl d?oeruulbmrtsamvernagtd

The. nat ur e GRNERENGare JeeorRes db-snPonl SR ooRarfichds 48y Rraspoiacd by ' ©

adm ni st r atrefafertbesi red. Adj uvants customarily enpl oyed in the 25
preparation of pharmaceutical conpositions may be advant ageously incl uded,
such as flavoring agents, coloring agents, preserving agents, and

ant :c oxi1®gnt f] f dmpexeﬂebmbed\astc@nterm@ ?@laomréﬁéara@c icorn JR&FEh; al}gdoBé%wném
preferred phar ceut i, ositions fromthe nt ease, of

Pt epar at | ofPlar A SHEOTDr ol 25 SarHeC BRI onlTe o I 3 PPISPhbI ot s
and hard- 3@rrhilhtoadoraviPAi qui d-filled capsules. Oral adm nistration of the
conpounds is preferred. In the Physicians' Desk Reference, PREMARIN is
descri bed as containing calcium phosphate tribasic, calciumsulfate,

car nuaba wax, ceCénjugsted egtrygarsydnd MRFDohedkefprrhalatedsia, a naagbes sliwagd ¢ar at e,

MR- T W MRl S e D
i nactive i ngitalitR@tSre of a compressed tablet and the progestin can be placed in an
evercoating consisting of a compressed, film or sugar coat, as described in U.S.
Patent 5,547,948, which is hereby incorporated by reference. The tablets described in
U.S. Patent 5,547,948 are suitable for formulation of the conjugated estrogens and
20  MPA described in this invention as a unitary tablet. U.S. Patent 5,908,638, which is
hereby incorporated by reference, also describes combination tablets which are
suitable for formulation of the conjugated estrogens and MPA described in this
invention as a unitary tablet.
Conjugated estrogens may be formulated in a core containing the conjugated
25 estrogens, and several components including alcohol, hydroxypropyl methyl cellulose,
lactose monohydrate, magnesium stearate, and starch. The core can be covered with
a coating made from components such as ethylcellulose, and triethyl citrate.
Both components can be incorporated in the compressed tablet core or in a
tablet coating formulated to maintain drug stability and provide adequate oral
30 bioavailability. For example, the progestin can be micronized.
Conjugated estrogens can be incorporated in granules, spheroids or other
multiparticulate forms, and, if necessary, coated to provide adequate stability. These

multiparticulates can be combined, in the appropriate proportions, with a powder
t
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This would be a typical fornulation for PREMARIN. CENESTIN i s described as
contai ning ethylcellul ose, hydroxypropyl nethylcellulose, |actose

nonohydr awe,02egeesi um st earate, pol yet hyl ene glycol, 5 pairysoromre 80,
pregel atinized starch, titaniumdioxide, and triethyl citrate as inactive
ingredients. This would be a typical formulation for CENESTIN. Fornul ations
covering CENESTIN are described in US Patent 5,908,638, which is hereby
incorporated by reference. 10 MPA is described as containing calcium

stearate, star | act .aci suc talc as

nact ve. | FBapEtons? sl SnaRing e oS ap nEHRRRS

Conj ugat ed heaig@gmne‘ep&ntésl\/PA can be fornulated in a nunber of ways to 15

provide a singl atlon dos e form u tro ens_can b

i ncorporated Wi ﬂ%ﬂ) néucﬂaée gﬁ%wr'ﬁﬁgoéaéx %B‘P Ef’ CH G HES 'S Cé%%‘u n can

be pl aced |andaplac®d/eincowsumg ftmnadrﬁhistrgtucmf ofi dmmpeesthatd ard iron specificaliyr

coat, g descri bed Pat ent 5,547,948, which is hereby incorporated
e

by refePen gmmq{glapya%\faﬁ?kgf ®described in U.S. Patent 5,547,948 are suitable
for formulation of t he conjugated estrogens and 20 MPA described in this

i ti bl Pat 638, whi .h b
| noor por at od by (1 SMERKEY ool § GREMDRRARL Pt PABT COHRNGIF o
Slﬁl tabl e f oiunfber refl dily Cﬂhaﬁﬁaéelmﬂ%ammsug@tlmﬁs eSFl?réthﬁcmB WC&Mnﬁkﬁmb g, ‘(hedl in .
this 1 nvention ta estroge mul at e
in acore cp@ﬁ?é?oﬁf%‘fbs ?‘H @8%’ @lesggn f}%?ad&ﬁg @@\)g‘? éqtegtg &‘ﬁents
i ncl uditog &Jo@@@‘@Unltd%(r@rt@)b,eﬁék)ﬁyd:qrnﬁéblhtwisly@i eh ulamﬁmsns hr&mtms'@ea’fmmhp'd[oat e,
magnesi um st ear at , an tarc e core ca C I N
Tade. {r om JbmgoHE S LEikfe RSk bay e RRISES. Sha PBYirechs s pe SiEeRir &
cog}mnent S tﬁ@me][&e doﬁ@@fungé aflagd For tcbmbmmpmsa@sgtdnrﬁrajalaemww Qioeagé Natdet
ta et coatin ate 1 mai nt ai n st,abl t ageguat e
oo & 50 doRthuting B epuonie Sandhtard KA s pleiehoR Rebhe ReEE sRSEy
Colnj ugat ed cﬁ%ﬁébl@fﬁﬁ@frés’pbncﬁigg ﬁ@]gmm@aﬁbfeabmnnnsgamul ESr, ccﬁﬂiﬂh@”{d@hdSomammgher
mul ti rtlcua or ns a I T.Nnecessar coat 0., provi.de, a uat
tabi | 1By SPRAGE SREAGH AR OTeAHE e SNt G Rkt Pt P O o
propor ti onsonevablét &f guBhdsirespond to each given day's administration, as indicated on the

pill pack.
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-11 WO 02/074292 PCT/ US02/ 07972 blend, granulation or multiparticul ates
containing the progestin and incorporated into hard gelatin capsules.
Tabl et s oWowmenja2gat ed estrogens or MPA nay al so be cut i nPpTASes)7902
crushed and placed in capsules for admnistration of dosages that are not
specifically 5 commercially available. This invention also provides a

phar maceuti cal dose pack, containing any nunber of daily pharmaceutical
dosage units. Preferably, and conventionally, the pack contains 28 tablets
or nultipl§§%%ﬂggeof. The pack should indicate that the 10 dosage units are
to be taken ecutively on a daily basis until the treatnment period has
ended, or until the pack has been conpl eted. The next pack shoul d be

started on ,the pext c ecutive, . For conmbi,nations containing a unitary
dosage tablbi - oMM Hg s o B oS Renapusel disoftits n
pref er abl e 4 patimthspagpask nepopaiusal, anpostrabh@iausslr wesmo ndinegd ttigerealt lwhikdy of
adm ni s{sr ation.. For (ilonbi\‘r@ti NS %ont ai ni ng. 15 slepardat e dos&g&l uni tfh of
conj ugaPed LUREER R RIOWBRI 1 Faldswiinan SPUIURusiK ANdqUHCTHREDY AP
ealeh corL eStmandz emtm()egi/agm g%rgﬁn%tgri?myég?zﬁlmgngagd iateirﬁ/ménom ﬂbndébrz]nag e.deSOﬁQ tdhe
pi pack. -1 74 PCI/ U 7972, Al 1. A netho reating
or i nhi bit i3y dB&d@@PgﬁPdﬁﬁE?%%ﬁHﬂEU%QP“@&%ﬁ@SéP§W%W°%ﬁﬁ€?ﬁ%ﬁ%@& sal
nmenopausal ,mgito fIEsit UEMg alifrbronpsregedteroneedetateer eof , which 5 conpri ses
orally providing to said wonan conti nuously and uninterruptedly over the
treatnment period, a conbination of a daily dosage in an anount from about
0. 25 noiat 0 2.abouthed.methdd GRBbidigt &5l kil ogenrandtha gaijligatedsagegéns an
anount from abou¥ 2.5 r'% to abﬁ%tp 0.5 ng of medroxyprogesterone acetate.
10 2. The nEHEFEIEWING I8 Y3 m 1, wherein the conjugated estrogens is
conj ugat ed equi ne estrogens, USP. 3. The nethod according to claim 2,
wherei n the3_da| I'?{hed(r)nse % (ajcftco%)lr% L%gactla?r% 2, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of

15  medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

4, The method according to claim 3, wherein the daily dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.

20 5. The method according to claim 4, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg and the daily dosage of medroxyprogesterone
acetate is about 1 mg.

6. The method according to claim 1, wherein the conjugated estrogens is
25 synthetic conjugated estrogens, A.

7. A method of treating or inhibiting vasomotor symptoms in a perimenopausal,
menopausal, or postmenopausal woman in need thereof, which comprises orally
providing to said woman continuously and uninterruptedly over the treatment period, a

30 combination of a daily dosage in an amount from about 0.25 mg to about 0.1 mg
conjugated estrogens and a daily dosage in an amount from about 2.5 mg to about 0.5
mg of medroxyprogesterone acetate.
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equi ne estrogens is fromabout 0.2 ng to about 0.1 ng and the daily dosage
of 15 medr oxyprogesterone acetate is fromabout 1.5 ng to about 0.5 ng. 4.
The met howoacooreti ng to claim 3, wherein the daily dosagePefl/uso2/07972

medr oxypr ogest erone acetate is fromabout 1 ng to about 0.5 ng. 20 5. The
met hod according to claim4, wherein the daily dosage of conjugated equine
estrogens, USP is about 0.2 ng and the daily dosage of nedroxyprogesterone
acetate is about 1 ny. 6. The met hod according to claim1, wherein the

conj ugat ed estraqgens is nth ti jugated estro t hod
of treatind-or i etth(?ijg glﬂgtg? CEEW?p? prgwelred at?‘ e??'ﬂ@%%%lﬁgf’gens is

nmenopausal ,cm[ugg@@tgmm@muﬁgénwm in need thereof, which conprises orally
providing to said wonan conti nuously and uni nterrupt edly over the treatnent
period, a 30 conmbination of a daily dosage in an anount from about 0.25 ng

to about 0.d ng Theonjetigait ecboedmg @gemlma&dwaemai the daiadesdge efncanjapatéd f r om

about 2.5 t 0o about st ne acetate.. -13 WD

02/ 074282 %ﬂrﬁs‘ﬂf‘gr/o@%si? m%ﬂoéé”é °H863d“%|38§?&?37$a%‘;§’r589?1°¥ he
conj ugat ed rasarb@gﬁﬁgestaon@amtaitgas ﬁdm@muun%m;trocajmuso.ad@?. 9. The net hod
according to claim8, wherein the daily dosage of conjugated 5 equine
estrogens i s between about 0.2 ng and about 0.1 ng and the daily dosage of

medr oxypr ogaEt erThte  metHoalt @dc@rofrfg)moabdu“m 195 whettetn atheutddlly5 dogagel Oof The
net hod accordin

cla I 0S
Ted oxypr ogBEVRRGHRoSREPE: acsaler BRMarah f Foty POTGbSIR 0.5 my. 10 11 The
nmet hod 1@ccord| ng to claim 10, wherein the daily dosage of conjugated
equi ne estr USP. i s abou e .daj |y, dosage of
medr oxypr og ter mefogk 3?"9 lag é%&[%ﬁ“a{bnd"hei%n%‘? dfﬂ)éd 19500 SXUEARhg to
claim7, wheudedifogens; 18P Iisaaibosy 0Rtrgrand tHeodaily fdossdeest. medroxyprogesterone

acetate is about 1 mg.

15 12. The method according to claim 7, wherein the vasomotor symptom is  hot

flushes.

13. The method according to claim 7, wherein the conjugated estrogens is
synthetic conjugated estrogens, A.
20
14. A method of inhibiting or retarding bone demineralization or treating or
inhibiting osteoporosis in a perimenopausal, menopausal, or postmenopausal woman
in need thereof, which comprises orally providing to said woman continuously and
uninterruptedly ‘over the treatment period, a combination of a daily dosage in an
25 amount from about 0.25 mg to about 0.1 mg conjugated estrogens and a daily dosage
in an amount from about 2.5 mg to about 0.5 mg of medroxyprogesterone acetate.

15. The method according to claim 14, wherein the conjugated esfrogens is
conjugated equine estrogens, USP.

30
16. The method according to claim 15, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of
medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.
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13. The method according to claim?7, wherein the conjugated estrogens is
synthetic conjugated estrogens, A 20 14. A nethod of inhibiting or

ret ar di ngwbon®74tear neral i zati on or treating or inhibitingCoatSenpOrnsi s in
a perinmenopausal , nmenopausal, or postnenopausal woman in need thereof,

whi ch conprises orally providing to said woman conti nuously and
uninterruptedly over the treatnent period, a conbination of a daily dosage
in an 25 amount from about 0.25 ng to about 0.1 ng conjugated estrogens and
a daily dosage -in an unt _from gbout .2.5 g to aboyt O of

medr oxypr ogést erf(.f)'ﬁe VH‘E@S& @F‘Cfirg'.ngTﬁg r‘?&frﬂocwacl’:vh?rcﬁ'mgkheo %ﬁﬁémﬁéﬁe wher ei n
t he conj ugahaioBprdgeganond scetato iy fugaedutelgup e aksitiodeys, USP. 30 16. The
nmet hod according to claim 15, wherein the daily dosage of conjugated

equi ne estrogens is fromabout 0.2 ng to about 0.1 ng and the daily dosage
of medr oxyigt og¥ieemethedaaebaligy tc clamor7abmeteird e dgilyt dosHyeudf dhnfugated - 14

WO 02/ 074292 PCT/ US02/ 0 , 7.. T t hod di t laim 16, wh i
Uhe dai by 045 £Epoetse bEity Bl e SR e sl Bb5gtty SikcinBPordiegstie ©'
about 0.5 nmetaldis abbat Tighod according to claim 17, wherein the daily

dosage of conjugated 5 equine estrogens, USP is about 0.2 ng and the daily
dosage of nedroxyprogesterone acetate is about 1 ng. 19. A nethod of

treating org. nhifidting sfageatiay odlinhbitingvagihdl apwilvaabtroghy; atreplge vaginsis;
vagi nal dryness; Br uritus; c%s_par euni a;. dysuri a; freﬁurﬁnt ur . nati on;
urinary 10%9RebnPPAETR e; PUI T Frar YSPRLEUIS nP¥Y FondreAtient JuipHthophiigy| |
TTEHOPS!JSEH ,inwntiﬁééﬁieﬂﬁnﬂmysaﬂacw\ﬁm%ﬁs nigeda tb‘arrﬁ@fopauﬁdl,chnermmuﬁaﬁmror ally
providing to sai wonman conti nuoys and .uni nterrupte over. the .
Preat ment epTaROPRU deRriet oot tadredh e St S i # sAidabou
0.25 ny t o vadiesH cohtihubTsicand udisteptipRsiyragene trexntledt phibl ya derslsigationnofan
:g‘e)tj 2: e]_c ' Orga?ht/) %géagze' ig arglt‘gar;%c())un?l?r(())lr%t al?o'u? O.r% r% to %g’ou%q{ Pn)éyc%rr)ﬁ%gfsebeersg’ggens

and a daily dosage in an amount from about 2.5 mg to about 0.5 mg of

15  medroxyprogesterone acetate.

20. The method according to claim 19, wherein the conjugated estrogens is

conjugated equine estrogens, USP.

20 21. The method according to claim 20, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of
medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

22, The method according to claim 21, wherein the daily dosage of
25 medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.

23.  The method according to claim 22, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg and the daily dosage of medroxyprogesterone
acetate is about 1 mg.

30
24. A method of lowering cholesterol, Lp(a), or LDL levels; inhibiting or treating
hypercholesteremia; hyperlipidemia; cardiovascular disease; atherosclerosis;
peripheral vascular disease; restenosis, vasospasm; or inhibiting vascular wall

damage from cellular events leading toward immune mediated vascular damage, in a
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20. The nethod according to claim19, wherein the conjugated estrogens is
conj ugat ed equi ne estrogens, USP. 20 21. The nethod according to claim 20,
wher ei n tWe odar42y2 dosage of conjugated equi ne estrogens iPSTfusomyzaAbout 0. 2
ng to about 0.1 ng and the daily dosage of nedroxyprogesterone acetate is
fromabout 1.5 ng to about 0.5 ng. 22. The nethod according to claim 21,
wherein the daily dosage of 25 medroxyprogesterone acetate is fromabout 1
ng to about 0.5 ng. 23. The method according to claim 22, wherein the daily

dosage of conjugated ui ne estrogen USP i 5 about .0.2 and .t h aily
dosage of LMo gk TR SIS, b AP OPRSA], PaT M 1Rt PRI o

| oweri ng wahﬁzﬁlbﬁ Ohally lppévding Qo sthNdJrameIcsmtlrimhisltbiam'dngmﬂe”ttmstediylongr the
hyper chol e

| 1 a; |
at her oscl e%@§¥r§&t%ﬁﬂ?¥peéqré n%t ?c%laa&ﬂggég%q%zclépga@%@ﬁp@ dpUt Q&L or
i ng! b![ ting abaa’f:u|16rhg\mh]ugatédragegérrs%nd:gga(%gb%?w;g?udastgg%gg)%Mt g.5 nmune
nedi at ed vascyl ar
per i mangpadg%FO, ﬁ??é‘ﬁﬁ%?{ﬂgaf meSP%Q@?PXDBB%ag%{[F‘ Swnan in need thereof, which

conprises orally pr oviding to said wonman continuously and uninterruptedly
over the t eat d, a .conpinati of, a dajly daosage, in, an anpunt

fr om about fr%?ho&iggﬁ?orgm_q Clalh ga"t"ée(ﬁe'as{hreoﬁ%m%g oh e5TENSy Sdosage
in an anourﬁonju@gtmtyqutnezag&ogemuw about 0.5 ng of nedroxyprogesterone
acetate. 25. The nethod according to claim 24, wherein the conjugated
estrogens is conjugated equi ne estrogens, USP. 10 26. The nethod accordi ng
to claiim 2%6. wherrel metHod glcaiokdingimag&n b, m‘rei@aheedaan&age efséonp@gatsl i s

from about 0.2 t o abaqut, 0. d the dai osa

e oy or o BT BHSSER B S0PTPamBD S0kt ol 0 Hdre Gal fgsase;of The
met hod accanhedrbgypregestebne aéatatehefreimbbiie! . Said tp abose@s nef. 15

medr oxypr ogesterone acetate is fromabout 1 ng to about 0.5 ng. 28. The

nmet hod according to claim27, wherein the daily dosage of conjugated
27. The method according to claim 26, wherein the daily dosage of

15  medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.

28. The method according to claim 27, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg and the daily dosage of medroxyprogesterone
acetate is about 1 mg.

20
29. A method of treating or inhibiting free radical involvement in the development of
cancers, central nervous system disorders, Alzheimer's disease, bone disease, aging,
inflammatory disorders, peripheral vascular disease, rheumatoid arthritis, autoimmune
diseases, respiratory distress, emphysema, prevention of reperfusion injury, viral

25 hepatitis, chronic active hepatitis, tuberculosis, psoriasis, systemic lupus
erythematosus, amyotrophic lateral sclerosis, aging effects, adult respiratory distress
syndrome, central nervous system trauma and stroke, or injury during reperfusion
procedures in a perimenopausal, menopausal, or postmenopausal woman in need
thereof, which comprises orally providing to said woman continuously and

30 uninterruptedly over the treatment period, a combination of a daily dosage in an
amount from about 0.25 mg to about 0.1 mg conjugated estrogens and a daily dosage
in an amount from about 2.5 mg to about 0.5 mg of medroxyprogesterone acetate.
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equi ne estrogens, USP is about 0.2 ng and the daily dosage of

medr oxyprogesterone acetate is about 1 ng. 20 29. A nethod of treating or
i nhi bi ti ngofoeea2eadi cal i nvol venent in the devel opnent of PCrarsom0m®72 centr al
nervous system di sorders, Alzheiner's di sease, bone di sease, aging,

i nfl ammat ory di sorders, peripheral vascul ar di sease, rheumatoid arthritis,
aut oi muune di seases, respiratory distress, enphysema, prevention of
reperfusion injury, viral 25 hepati tis, chronic active hepati ti S,

t uber cul osi g, th phic lateral
Sclor osi 5. Roi nother Ftad S0 rioc RS 25 RATED, beccorlyR e roRu 1ol -

nervous sysiofjiighledwiinaredirdgersk8sPor injury during reperfu3|on pr ocedur es
in a perinenopausal, nmenopausal, or postnenopausal wonan in need thereof,
whi ch conprises orally providing to said woman conti nuously and 30

uni nt er r upt3dl y TheemetHod écfceﬁdirigﬂd clpii i30( wharehoitd daily oosagk o cbniugatedosage

in an nmount . f rom about, abo 1 conj u e st,rogens, and a
Gai 1y dBeaquuine; STSSRRE e o gt Sa e 1 gt A%, GRuEnG Hhe g oSS
nmedr oxypr ogasdrexypRcyeatebind Scetaid o N@q%b@cm&@ tBEhLWSNZMY972 30. The

met hod according to claim29, wherein the conjugated estrogens is
conj ugat ed equi ne estrogens, USP. 31. The net hod according to claim 30,

ghgrei n theabzdai |'I§hed()r$1§m\©d3facﬁ@ﬂjngg&be@lalrﬁ eaqu} WBeRsSi I 6Rengailys dosags abput
ng to a and the da osage progest erone acetate
is from abdﬂ?éj@xﬁr?\%erg?%o%%‘iﬁtate' ‘!”h% abgyt 1 Ff‘ﬂg ﬁB&ﬁ%oE’oﬁ%cor ding to claim 31,

wher ei ot he dai |y dosage of medroxyprogesterone acetate is fromabout 1 ng

t o about O. 10 3 The t hod acc rd 2, wherein the dai |
dosage of C%D’hj ug-'a"teeﬁ‘e E@? 6'@%% é'?ﬁ)a '308936196 ArePriygateshi | y y

dosage of r&@ir@%ﬁ@bge%wweeboapepmyammwy ddsags of Fhediéxypfogeeteh@ie of
treating or I nhi biting, dementi as, neurodegenerative disorders, and
bt

Al zhei nmer’ %%553@0‘1 8% di ng neuroprotection or cognition enhancenent in
a

15 34. A method of treating or inhibiting dementias, neurodegenerative disorders, and
Alzheimer's disease; providing neuroprotection or cognition enhancement in a
perimenopausal, menopausal, or postmenopausal woman in need thereof, which
comprises orally providing to said woman continuously and uninterruptedly over the
treatment period, a combination of a daily dosage in an amount from about 0.25 mg to

20 about 0.1 mg conjugated estrogens and a daily dosage in an amount from about 2.5
mg to about 0.5 mg of medroxyprogesterone acetate.

35. The method according to claim 34, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

25
36. The method according to claim 35, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of
medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

30 37. The method according fo claim 36, wherein the daily dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.
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peri menopausal , nenopausal, or postnenopausal woman in need thereof, which
conprises orally providing to said woman conti nuously and uninterruptedly
over the woreatsarzent period, a conbination of a daily dosageTiusozasroanount
fromabout 0.25 ng to 20 about 0.1 ng conjugated estrogens and a daily
dosage in an anount fromabout 2.5 ng to about 0.5 ngy of

medr oxypr ogest erone acetate. 35. The nethod according to claim 34, wherein
the conjugated estrogens is conjugated equi ne estrogens, USP. 25 36. The

nmet hod accordi ng_.to cl.ai m 35, t he dai dosage .of co at

equi ne est r?@geng“?es methad %‘Eﬁ?[ﬁ'”@? hﬁ“ é{‘g@(ﬂxéhq dﬁ%’ Qﬂ%ﬁqeh%l??gy SEI‘?ﬁ’osage
of  nedr Oxyéum@e@t@g@w Fsretsadteut 8.2fmie an@bewail} d5s? dfanédroxdipréyeStefighe 30
37. The net ho rdi n?%éo claim 36, wherein the ily dosage of

medr oxypr o WEd e is fromabout 1 ng to about 0.5, ng. -17 WO
02/ 074292 PCT/ USOZ/ 07972 38. The nethod according to claim 37, wherein the

dai |y dosage of con at ed qU| ne trogens, USP i bout and the
dai |5 deag® of Aedialjproledt coamesISEelah ouss  bolpaiarymeasesaais o
phar maceut i yS"c%'tm@rﬁUﬁéQ%ltdlSBﬁdefr@rwhlélﬁcdd?prtsl’e@@bbzﬁ@a iRmeMsLER froRrabout 0.25 mg
post menopausal di sor ders, unt fr.aom about

conpri s osage in an a
0.25 my t oo&keHt0-4.m9 ﬁa”JHQﬁ{F S%[‘f‘&? %é‘f‘gé‘g‘gﬁég b2 2B98RIEPT AP ZpHitht
from about #3-abolT0.5 ey @hﬁwro@ﬁﬁgt%ndWaéyﬁmerma@@ﬁucap@?@re and a
pharmaceutical carrier. 10 40 e conposition according to claim 39,

wherein the conjugated estrogens is conjugated equi ne estrogens, USP. 41.

The composi4g.on 'ﬁﬁ‘é@érﬂb@gtldrpaé‘do?dlrﬁ@ &cha%%@eWHeﬁe"}ﬁtk@Om?a@efd artigesatLd
equi ne estrogens is fromabout 0.2 ng to about 0.1 ng and the dosage of 15

medr oxypr og%‘ﬂ‘&a@?ee%&%ﬁt@gie%s H%’m about 1.5 ng to about 0.5 ny. 42. The
conposition according to claim4l, wherein the dosage of
medr oxypr ogest erone acetate is from about to, a 20 43 The

conposi ti orthccollef r?@mPBS'E‘Prh@ﬁ?Q@'”gv%ﬁe?'@f’h‘l@hé’hﬁr@érhg?ug?’sqg&n? ﬁf?ft”&?te

equine estrogens is from about 0.2 mg to about 0.1 mg and the dosage of
15  medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

42. The composition according to claim 41, wherein the dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.

20 43. The composition according to claim 42, wherein the dosage of conjugated
equine estrogens, USP is about 0.2 mg and the dosage of medroxyprogesterone
acetate is about 1 mg.

44. A pharmaceutical dosage unit which comprises which comprises a dosage of

25  from about 0.25 mg to about 0.1 mg conjugated estrogens and a dosage of from about
2.5 mg to about 0.5 mg of medroxyprogesterone acetate, and a pharmaceutical
carrier.

45,  The dosage unit according to claim 44, wherein the conjugated estrogens is
30 conjugated equine estrogens, USP.

46. The dosage unit according to claim 45, wherein the medroxyprogesterone

acetate is micronized.
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equi ne estrogens, USP is about 0.2 ng and the dosage of nedroxyprogesterone
acetate is about 1 ng. 44. A pharnmaceutical dosage unit which conprises

whi ch compoiges2e2 dosage of 25 from about 0.25 ng to abowrCTQAISR2/0mYy72

conj ugat ed estrogens and a dosage of fromabout 2.5 ng to about 0.5 ng of

medr oxypr ogest erone acetate, and a pharmaceutical carrier. 45. The dosage
unit according to claim44, wherein the conjugated estrogens is 30

conj ugat ed equi ne estrogens, USP. 46 The dosage unit according to claim

45, wherein_t he gedroxyprogester eta m croni zed. -18 WO

02) 07429 HET/ USKS) BoRsEs Ujtrac 6%:53% ‘rt%‘i?tw QrElY n@%ec?fa?qw%@ted

wher ei n t hesqieageirafensoRj Bgat adoute QL mey etstamgmn@ﬂ gl &AM tabodbsade20m t o
about 0.1 nd the dosage of dro P este get ate is from about
1.5 mg to PRYPregaspron a%%i‘teﬁéorﬂﬁz’égte gmgcto I‘r@ MPto claim 47,
wherein the dosage of nedroxyprogesterone acet ate is fromabout 1 ng to
about 0.5 . 4QamTh§ dosa Lunit gccordl % to gz m 48, ergjl n_the r?osage
of conj dgat®id Sé'QFr nLCCRIEMY 5105 hERIM 0 r’?ﬁh%{ﬁ'& 05%%e

medr oxy pr ogR&drexPigesidlons 8éarite is Bordlk@biit Lmgdo abbut 0°6 net hod of m nim zing
or reducing levels of breast pain in a woman receiving hornone replacenent

therapy, which conprises orally providing to said woman continuously and
uni nt erruptsdl y meeaoédg@ Elﬂilﬁab(fﬁi‘diihg nerdlaﬂﬁh, 48, whefimaid @d%e@fa & ebitijlgatelb

dosage of from about to a tro ens. and a
dai 1y dos&50MST SR LST S S U b 500 DS STRgla T TR ORPRBSELOS: one
acet at e 5lacetdigisBionpdn@gcording to claim50, wherein the conjugated

estrogens is conjugated equi ne estrogens, USP. 20 52. The nethod accordi ng
to claimb51l, wherein the daily dosage of conjugated equine estrogens is

from about £b.2 g nmighaPsithinfnizing®r fstilicingaevlid biybréastaeth Bfa woman receiving
hormone replacement therapy, which comprises orally providing to said woman
continuously and uninterruptedly over the treatment period, a combination of a daily
15 dosage of from about 0.25 mg to about 0.1 mg conjugated estrogens and a daily
dosage of from about 2.5 mg to about 0.5 mg of medroxyprogesterone acetate.

51. The method according to claim 50, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

20
52. The method according to claim 51, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of
medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

25 53. The method according to claim 52, wherein the daily dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.

54.  The method according to claim 53, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg and the daily dosage of medroxyprogesterone
30 acetate is about 1 mg.

55. A method of minimizing spotting or breakthrough bleeding; or achieving
amenorrhea in a woman receiving hormone replacement therapy, which comprises

orally providing to said woman continuously and uninterruptedly over the treatment
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medr oxypr ogest erone acetate is fromabout 1.5 ng to about 0.5 ng. 25 53.
The nmet hod according to claimb52, wherein the daily dosage of

medr oxyprwoesnenene acetate is fromabout 1 ng to about OPET$02/6#72 The
nmet hod according to claimb53, wherein the daily dosage of conjugated
equi ne estrogens, USP is about 0.2 ng and the daily dosage of

medr oxypr ogesterone 30 acetate is about 1 ng. 55. A nethod of mnimzing
spotting or breakthrough bl eeding; or achieving amenorrhea in a woman

el v gL B T LSBl  ShoCT % o Bl

02/ 074292 RGJ cbigig4t6d 8strogens Bhod, daily GosHYe 1A ah@imalint Rordaibbit 219 Htpe dbdugn
anmount fror’aﬁbout 0(% t 0, about e%l ng conjugated estrogens and a daily
dosage in an° RfRe ?’8’ QESIFONe &Rt o about 0.5 ny of

medr oxypr ogest er one acet at e. 5 56 The nmethod according to claim 55,

wher ei n _t he. conj tro s at ed. equi ne estr ens, USP. 57.
The met Rod ccojr 63290@6‘&? @@ O\/\/ﬁ'@l”é ?W%erﬁ% q’x? geryugrie ?GSHBH?'E?Q&% ed

equi ne estr@gmggtedsethr@rgs@bgeﬁs Qsp.ng to about 0.1 ng and the daily dosage
of 10 medroxyprogesterone acetate is fromabout 1.5 ng to about 0.5 ny.

58. The nethod according to claim57, wherein the daily dosage of

nedr oxypr oggrst erwmmaé@orcﬁ Vg]wmaahm whefdin tthe ABMY Hoshde Bconliya®t The
met hod according to claim5 erein the daily dosage of conjugated

equi ne est rifyEiesestiagens ds é@&h@béutzo Ay TENE 2t $al me 6%5@% d@f’y dosage of

nedr oxyipr ogasdrexPiegestsieh@heatats ishomtabbuls nfPto abolBd.Besh. of i ncreasing bone
mneral density in a perimenopausal, 20 nenopausal, or postnmenopausal

wonen in need thereof, which conprises orally providing to said wonan

conti nuouslsg. andrmml mbmbaumc@@kldmgomr ddi taﬁamfgun Péid oatanga do%Qgﬁ@' Bation
of a daily dosa ?ﬁr} anpunt. from about Eg t o_about
conj ugat ed '8§ rp ?ﬂ?s BN ACRIRIEYS e Quﬁh”‘gﬁoé eh3S MY m about 2 5ng to

about 0.5 ng of nedroxyprogesterone acetate.

15 59.  The method according to claim 58, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg and the daily dosage of medroxyprogesterone
acetate is about 1 mg.

60. A method of increasing bone mineral density in a perimenopausal,
20 menopausal, or postmenopausal woman in need thereof, which comprises oraily
providing to said woman continuously and uninterruptedly over the treatment period, a
combination of a daily dosage in an amount from about 0.25 mg to about 0.1 mg
conjugated estrogens and a daily dosage in an amount from about 2.5 mg to about 0.5
mg of medroxyprogesterone acetate.
25
61. The method according to claim 60, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

62. The method according to claim 61, wherein the daily dosage of conjugated
30 equine estrogens is from about 0.2 mg to about 0.1 mg and the daily dosage of
medroxyprogesterone acetate is from about 1.5 mg to about 0.5 mg.

63. The method according to claim 62, wherein the daily dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.
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25 61. The method according to claim®60, wherein the conjugated estrogens
is conjugated equi ne estrogens, USP. 62. The nethod according to claim®6l,
wher ei n twWe odar42y2 dosage of conjugated 30 equi ne estrogem€TIGS0t/0M about
0.2 ng to about 0.1 ng and the daily dosage of nmnedroxyprogesterone acetate
is fromabout 1.5 ng to about 0.5 ng. 63. The nmethod according to claim®62,
wherein the daily dosage of mnedroxyprogesterone acetate is fromabout | ng
to about 0.5 ng. -20 WD 02/ 074292 PCT/ US02/ 07972 64. The net hod according
to claim63, wherein the daily dosage of conjugated equine estrogens, USP
is about 0.2 ng and the daily dosage of nedroxyprogesterone acetate is
about 1 ng.e4 65The°~n1éhﬂfdn§ét©bdmg2ad> clirf k63, avhevshe the dbin,edbgazﬁt @femnjug‘ated

phar naceat | CHnRTRBR R RIS abouE R G and R Shedt i anblodrsrens

conti nuous abetdlé &rapspt eehglai |y adm nistration of a da| | y dosage 10 66. Use
of conj gat ed estrogens and nedroxyprogesterone acetate in the manufacture
of a pharmaceutical conposition as defined in any of clainms 39 to 43 or

one or nor egpharapesiiaalticdspgsk Uor t Sseasin défd rr@éiatm@ntarnf olenobaigml 64 to
49, for the reat ment of geno ausal or ﬁ’(S @ér‘rg g ausal orders.. 15 67.
Uoe of cons RRSDSHPREGHT Ao e BhGd BROJR BE PONE eI B70%, iits o6

manuf act ur egéiihed irPAay Srdgbisi 42ab 49a6Kcatindals uititteiripted dbim &dminks@stidief a

treat ment of ausal or post-nenopausal disorders. 20 68. Use of

conj ugat ed ally FS@%&S and medr oxyprogesterone acetate according to claim66

or 67 fy the treatnent or inhibition of vasom)tor synptoms in a

eri neno ausal nopausal or post nenopau man i n, need thereof .
P P HEe cﬁ‘ cor?jugated pestrogens pan me roxyprogesterone acetate in the

manufacture of a pharmaceutical composition as defined in any of claims 39 to 43 or
one or more pharmaceutical dosage units as defined in any of claims 44 to 49, for the
treatment of menopausal or post-menopausal disorders.

15
67. Use of conjugated estrogens and medroxyprogesterone acetate in the
manufacture of a pharmaceutical pack as defined in claim 65, for the treatment of

menopausal or post-menopausal disorders.

20 68. Use of conjugated estrogens and medroxyprogesterone acetate according to
claim 66 or 67 for the treatment or inhibition of vasomotor symptoms in a
perimenopausal, menopausal or postmenopausal woman in need thereof.

69. Use of conjugated estrogens and medroxyprogesterone acetate according to
25  claim 68 wherein the vasomotor symptom is hot flushes.

70. Use of conjugated estrogens and medroxyprogesterone acetate according to

claim 66 or 67 for inhibiting or retarding bone demineralization or treating or inhibiting

osteoporosis in a perimenopausal, menopausal, or postmenopausal woman in need
30  thereof.

71. Use of conjugated estrogens and medroxyprogesterone acetate according to
claim 66 or 67 for treating or inhibiting vaginal or vulvar atrophy; atrophic vaginitis;
vaginal dryness; pruritus; dyspareunia; dysuria; frequent urination; urinary
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69. Use of conjugated estrogens and nedroxyprogesterone acetate according
to 25 claim68 wherein the vasonotor synptomis hot flushes. 70. Use of
conj ugat eao@gore2gens and nedr oxypr ogest erone acet at e accoPdirngor/a797zl ai m 66
or 67 for inhibiting or retarding bone dem neralization or treating or
inhibiting osteoporosis in a perinenopausal, nenopausal, or postnenopausal
woman in need 30 thereof. 71. Use of conjugated estrogens and

medr oxypr ogest erone acetate accor di ng to claim66 or 67 for treating or

i nhi biti ng vagi.nal or vul var atro atrophic vaginiti nal dryness;
pruritus; PG aUriegr¥ utegt 'f’%& ntMud kN payqa?rarrg)e %‘2‘ or

02/ 074292 Eﬁg{nh&@gégggﬂmmannﬁagéd herse®, urinary tract i nfections | n a
peri menopausal , nenopausal, or postnenopausal wonan in need thereof. 72.

Use of conjugated estrogens and nedroxyprogesterone acetate according to 5
cl ai m 66 or7267 flage btowugwedsbstt@@heraaa médlbﬂbprog'dstd;&ke laeat@ﬂeSaccbmﬂgoioti ng

or treating erc sterem a; ip c cul ar di sease;

at her 0sCl erddiins 86 Oﬁgrgl &ﬁé?‘g{?”%g'&‘ﬂ%@ L %sé’ri[)érs% 'tU‘QSBr gﬁgtfﬂ or

i nhi bi ting nya&&ublaétevahtb d@madémmﬂ C@rﬂldbﬁcuﬁverﬂh%ds@ﬁdleﬂ!lﬁbrb@l@rbéi@ mune
medi at ed vascular damage, peri menopausal , nenop

u
post menopaReEPhei8haaseian a?‘ﬁef%%?“of@ T4RSOBRAS T ¢ Ot:dﬁ“ 635@ eYPSE'éI?“P Mhs and

nmedr oXy pr ogRshRfedRin RERIIR S/epRCBadhg thvized wﬁﬂnahérhfe@natéd %Ysctnat dbmagé, iRt or
inhibiting free radical involvenment in the devel opnent ?ncers central

nervous sySteEMEAPRASREMACNORAYIRL] HrPPSIENERPRRAEEWORE @m%&g@o agi ng,

i nflanmgt ory di sorders, peripheral vascular disease, rheunatoid arthritis,
aut oi mune 15 di seases, .respiratory distress, enphysema, prevention of
reper f usi on’ % nj LH%P OvaQ'H‘Fgat‘?f%S%tf‘? § and HP%%P%&VP&Q%%O%%?PP. ggcording 1o

t uber cul OSIcﬁaump&w 6P K6t tre2HRg BNInkibltp Yite rabithINAVEN ISR in ma/&avé@pmeﬁt bat er al
sclerosis, a effects adul t respl ator distr ndr , central

nervous sy Fr?r r SRIMERI RRIYOWS Fysitem d b';Pr SUITRRS 3?@&?’?‘?& I§8ESep ABIREd Ur es
in a peri NBAMMAHSRY d@@@@@%&ﬁéher@rva@@ﬁérrmmaua@bmmanhmusnaﬁdlmra@ne

thereof 15  diseases, respiratory distress, emphysema, prevention of reperfusion injury, viral
hepatitis, chronic active hepatitis, tuberculosis, psoriasis, systemic lupus
erythematosus, amyotrophic lateral sclerosis, aging effects, adult respiratory distress
syndrome, central nervous system trauma and stroke, or injury during reperfusion
procedures in a perimenopausal, menopausal, or postmenopausal woman in need

20 thereof

74. Use of conjugated estrogens and medroxyprogesterone acetate according to
claim 66 or 67 for treating or inhibiting dementias, neurodegenerative disorders, and
Alzheimer's disease; providing neuroprotection or cognition enhancement in a

25 perimenopausal, menopausal, or postmenopausal woman in need thereof

75 Use of conjugated estrogens and medroxyprogesterone acetate according to
claim 66 or 67 for minimizing or reducing levels of breast pain in a woman receiving
hormone replacement therapy.

30
76. Use of conjugated estrogens and medroxyprogesterone acetate according to
claim 66 or 67 for minimizing spotting or breakthrough bleeding; or achieving
amenorrhea in a woman receiving hormone replacement therapy
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74. Use of conjugated estrogens and nedroxyprogesterone acetate according
to claim66 or 67 for treating or inhibiting denentias, neurodegenerative
di sor der swoan@7428¢ zhei mer' s di sease; provi di ng neuropr ot e®CITArsoL079¢OYNi ti on
enhancenment in a 25 perinenopausal, nenopausal, or postnenopausal wonan in
need thereof 75 Use of conjugated estrogens and medroxyprogest erone acetate
according to claim66 or 67 for mnimzing or reducing |evels of breast
pain in a woman receiving hornone replacenent therapy. 30 76. Use of

conj ugat ed _estrogens_and nedroxypr ogest erone acetate according to_, claim®66
or 67 for m'ni m'l-%en@f PBigatet e%fgogﬁf‘%a“lﬁf’ HRRRIGIYPHPIRSIRTALE ae?ta%gﬁcé?(ﬂ"?ﬂgto
anenor r hea didimese\engNfor e intObdHer mpBeal IdeRSIRGR FEpYrintdHRbaisal,-rAendfBusal,

02/ 074292 PCT/ US02/ 07972 77. Use of conjugated estrogens and

medr oxypr ogEPOEIEROPASA WrmaRiR Beefl WE'% claim 66 or 67 for increasing
bone m neral density in a perinenopausal, nenopausal, or postnenopausal
wonman i% need thereof 5 -23
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