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invention relates to nethods and pharnaceutical conpositions for 5

provi di ngweswgen repl acenent therapy in perinenopausal, pegruspze®al , and
post menopausal wonen through the conti nuous adm nistration of conjugated
estrogens. Menopause is generally defined as the |ast natural nenstrual
period and is 10 characterized by the cessation of ovarian function,
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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
disturbances may include depression, insomnia, and nervousness. The long-term

25 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 changeshin blood lipid levels, a major component of
the pathogenesis of coronary heart disease (CHD), may be precursors to increased
incidence of ischemic heart disease, atherosclerosis, and other cardiovascular

30 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.



Estrogen repl acenent therapy (ERT) is beneficial for synptomatic relief of
hot flushes and genital atrophy and for prevention of postnenopausal
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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.



Ral oxi fene (SERM Evista 60 ng Esterified estrogens and Estratest 1.25 ng
esterified estrogen and nethylestosterone 2.5 ng net hyl est ost erone

Estrat estwb9207%625 ng esterified estrogen and 1.25 ng net irgrasowemer one
Estradi ol valerate Climaval | ng, 2 ng Estradiol Elleste Solo 1 ng, 2 ny
Estradi ol Estrofem 2 ng Estradiol Estrofem Forte 4 ng Piperazi ne esterone
sul fate Harnogen 1.5 ng Conbination Estrone Hornmonin 1.4 ng Product:
Estradiol 0.6 ng Estriol 0.27 ng Estradiol valerate Progynova 1 ng, 2 ny
Estradi ol

wkl ) 0. 025, 0L BuRee HpgEem et B RERIRP I T TSRy Ul ol

rel eased E eneric e ! an . Strehgth " . . tch
(wkl y) produicf’sﬁ el le (tw ce vvkiyE EStradi ol D8MEStril 25, 50, 100 g

Est radi ol Edrilasedgens?5, 50, 100 g Estradi ol Evorel (Systen) 25, 50, 75,
100 g Estr d&njodateBeqritter i x 40, 80 drren@Edn r adi ol Menoses2s,25, 1.38/2.5mg50, 75 ¢
Progynova TS SE&eegdiedraland TS Forte (Climara) 50, 100 g Vaginal estrogens

Conj ugat ed %Hhéggedgé%&gens P/r emard.N.¥agi nal creag.Q 65_3%9 mg/ g Dienestrol
h

Ortho di enestya

etfef €am

Esterified estrogens (75-80%
estrone sulfate, 6-15% equilin

0.1 nmg/g

Estratab

sulfate derived from plant sterols)

Estropipate (Piperazine
estrone sulfate)

Micronized estradio!
Raloxifene (SERM)

Esterified estrogens and
methylestosterone

Estradiol valerate

Estradiol

Estradiol

Estradiol

Piperazine esterone sulfate

Combination Estrone
Product: Estradiol
Estriol

Estradiol valerate
Estradiol

Transdermal estrogens
Estradiol

Ogen Ortho-Est

Estrace
Evista
Estratest

Estratest HS

Climaval
Elleste Solo
Estrofem
Estrofem Forte
Harmogen

Hormonin

Progynova
Zumenon

Alora (twice wkly)
Climara (weekly)
Estraderm (2x wkly)
Fem Patch (wkly)
Vivelle (twice wkly)

0.3,0.625,1.25, 25 mg

0.625, 1.25,2.5 mg

0.5,1.0,2.0 mg
60 mg

1.25 mg esterified estrogen and
2.5 mg methylestosterone

0.625 mg esterified estrogen and
1.25 mg methylestosterone

1 mg, 2 mg
1 mg, 2 mg
2 mg

4 mg

1.5 mg

1.4 mg
0.6 mg
0.27 mg

1mg,2mg
1mg, 2mg

0.025, 0.0375, 0.05, 0.075,
0.1 mg of estradiol released
daily (dose options for various
products)

Estradiol Dermestril 25, 50, 100 pg
Estradiol Estraderm 25, 50, 100 ng
Estradiol Evorel (Systen) 25, 50, 75, 100 pg
Estradiol Fematrix 40, 80 ng
Estradiol Menorest 25, 37.5,50, 75 ug
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 mglg
Estradiol Estring 7.5 19
Estropipate Ogen vaginal cream 1.5 mglg
Micronized estradiol Estrace vaginal cream 1.0 mglg
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Estradiol Estring 7.5 gg Estropipate Ogen vaginal cream 1.5 ng/g

M croni zed estradi ol Estrace vaginal cream1.0 ng/g -3 WD 02/ 078682

PCT/ US02/W09Z07868D mi ni m ze the occurrence of estrogen-relParaboromel ef f ects
and to maxim ze the benefit-risk ratio, the | owest dose effective in relief
of synptoms and prevention of 5 osteoporosis 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

post menopausal wonen with a uterus may be increased. There are extensive
clinical data show ng that the relative risk of endonetrial cancer can be
reduced by the addition of a progestin, either sequentially or
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I nvent i tn pdccsagdem‘ rogedtinothadbfwilt nesitrizeg oo elinnimateb ehdorgemenbyzndadia. It is
therefore an object of this invention to provide low dosage ERT regimens that may
minimize endometrial proliferation so that the need for concomitant progestin
administration is diminished. Accordingly, the ERT regimens covered by this invention
are particularly useful in treating perimenopausal, menopausal, or postmenopausal
20 women when accompanied by adequate physician monitoring, and are also
particularly useful in treating subgroups of hysterectomized or progestin intolerant

women.

DESCRIPTION OF THE INVENTION

25 The purpose of this invention is to provide the significant benefits of a
commercially successful ERT product, such as PREMARIN (0.3 mg, 0.625 mg, 0.9
mg, 1.25 mg, or 2.5 mg conjugated equine estrogens, USP), while lowering the
dosage of conjugated estrogens below that which has previously been demonstrated
to be effective. This invention provides a method of treating or inhibiting menopausal

30 or postmenopausal disorders in a perimenopausal, menopausal, or postmenopausal
woman in need thereof, which comprises providing to said woman, continuously and
uninterruptedly over the treatment period, a daily dosage in an amount from about
0.25 mg to about 0.1 mg conjugated estrogens (natural or synthetic). The dosage is
preferably provided as a pharmaceutical composition for use in treating menopausal or
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30 or postnenopausal disorders in a perinenopausal, nenopausal, or

post nenopausal woman in need thereof, which conprises providing to said
worman, cowDiTessty and uninterruptedly over the treat me®CTaSo/o®71 a daily
dosage in an anount fromabout 0.25 ng to about 0.1 ng conjugated
estrogens (natural or synthetic). The dosage is preferably provided as a
phar maceuti cal conposition for use in treating nenopausal or -4 WO

02/ 078682 PCT/ US02/ 07971 postnenopausal disorders. This invention further
provi des a pharnmaceutical pack _containing the daily dosage unifs, of
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(conj ugrt edetgene estrogens, USP, conform ng with the nonograph for
conjugated estrQgens in USP25) and NESTI N. (synt heti ¢, conj ugated .
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nat ural sources, Bccu r'ng as tEF @gg'un1saLts of water-sol ubl e estrogen
Sul fates bl HRRNES Mellee BurATe ik imafied, pe PRERINEBRS S HO0E RS GRRC Al oA

derived fr offegh@@RarkrefifedSconiighiee. estrbgérts @r Wb irliis Plentadiry IPREVMARMNE
sul fate, and sodi um equjlin sulfat and_at | east the follo

ing 8,
concont 5ant (COBHEBRE RAUNC.FRIGIRES. JUSR FANGIG Witk &g Mgapaieph for conjugated
g?édidhﬁd& O@Q#dig_bliwili,n U%BZ(S?Z%H{@N&E&ﬁlNQ@yrﬁ;?@%ﬁﬂjﬁ@@lﬁgre@fﬂ_ eng, A). oni g
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contains a mixture of estrogens obtained exclusively from natural sources, occurring

as the sodium salts of water-soluble estrogen sulfates blended to represent the
20 average composition of material derived from pregnant mares' urine. It is a mixture of
sodium estrone sulfate and sodium equilin sulfate, and at least the following 8
concomitant components, also as sodium sulfate conjugates: 17a-dihydroequilin, 17a-
estradiol, A8,9-dehydroestrone, 17p-dihydroequilin, 17B-estradiol, equilenin,
17o-dihydroequilenin, and 17p-dihydroequilenin. PREMARIN is indicated in the
25 ftreatment of moderate to severe vasomotor symptoms associated with the
. menopause; treatment of vulvar and vaginal atrophy; and prevention of osteoporosis,

as well as other indications approved for estrogen products.
CENESTIN (synthetic conjugated estrogens, A) tablets for oral administration
contain a blend of 9 synthetic estrogenic substances: sodium estrone sulfate, sodium
30 17oa-dihydroequilin sulfate, sodium 17a-estradiol sulfate, sodium equilenin sulfate,
sodium 17a-dihydroequilenin sulfate, sodium equilin sulfate, sodium 17p-dihydro-

equilin sulfate, sodium 17B-estradiol sulfate, sodium 17a-dihydroequilenin sulfate.
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dosage 3f PREMARIN i s from about 0.25 ng per day to about 0.1 ng per day,
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progestin, it is preferred that the daily dosage of MPA is 2.5 mg or less. Such

concomitant administration can be as a combination (as defined below), or that the

progestin can be provided for only part of the treatment period. For example,

PREMARIN may administered for 28-days per 28-day treatment period, and MPA may
20 be administered on days 15-28 of the same 28-day treatment period.

As used in accordance with this invention, the term "menopausal or
postmenopausal disorder" refers to conditions, disorders, or disease states that are at
least partially caused by the decreased estrogen production occurring during the

25 perimenopausal, menopausal, or post-menopausal stages of a woman's life. Such
disorders typically include, but are not limited to, one or more of, vaginal and vulvar
atrophy, vasomotor instability, urinary incontinence, and increased risk of developing
osteoporosis, cardiovascular disease, and diseases related to the oxidative damage
from free radicals. As used herein, menopausal also includes conditions of decreased

30 estrogen production that may be surgically, chemically, or be caused by a disease
state which leads to premature diminution or cessation of ovarian function.

The term "daily" means that the dosage is to be administered at least once
daily. The frequency is preferred to be once daily, but may be more than once daily,
provided that any specified daily dosage is not exceeded.
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post menopausal disorder” refers to conditions, disorders, or disease states
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last fridm six bl al%erpeé?rscﬁwvémtre%}m%nmftf%tm@"tff of @ £inif, fegm,

i nvention, tAhSmMag ®eESs Eﬂéﬁrthet%erda ;Sr@@rﬂéﬂrtie%trﬁént e@n@&”ﬂﬂissarfﬁlepateﬂltﬁétt@ _
term that ma\éii e | ess th ref treat nent peri od. S
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dosages durirgimehe regitene Iwae’Wer such patlent is still considered to be receiving

continuous, uninterrupted administration.

20 + The term "fixed daily dosage" means that the same dosage is given every day
during the treatment period. One aspect of this invention also covers situations in
which a fixed daily dosage of the ERT regimen is not given every day during the
treatment period. For example, the dosage of a patient may need to be adjusted
(either up or down), to achieve the desired effect during the middle of a treatment

25  period.

The term "providing,” with respect to providing a dosage of one or both of the
components of this invention, means either directly administering such a component of
this invention, or administering a prodrug, derivative, or analog which will form the
equivalent amount of the component within the body.

30 It is preferred that the conjugated estrogens of this invention are provided
orally. The specific dosages of conjugated estrogens plus MPA combinations of this
invention that are disclosed herein are oral dosages.

The term "combination" means that the daily dosage of each of the
components of the combination is administered during the treatment day. The
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treatment regi men, however, such patient is still considered to be

recei ving continuous, uninterrupted adm nistration. 20 , The term"fi xed
dai | y doswge2/omssns that the same dosage is given every da¢T/u$or/imglt he
treatment period. One aspect of this invention also covers situations in
which a fixed daily dosage of the ERT reginen is not given every day during
the treatnent period. For exanple, the dosage of a patient may need to be
adjusted (either up or down), to achieve the desired effect during the
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speci fi ¢ dosages of conjugated estrogens plus MPA conbinations of this
invention that are disclosed herein are oral dosages. The term
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conponents, epar bl Sen T o] | hation
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at rophy; atdespherelizajiagi nineregsing agonel mineyale siensipy; uphd udreatings pur énhibiting
dysuri g fr togid i nation; urinary incontinence; urinary tract
i nfections; vasonotor synptons, including hot flushes,

The combinations of this invention also exert a cardioprotective effect in

perimenopausal, menopausal, and postmenopausal women, and are therefore useful
in lowering cholesterol, Lp(a), and LDL levels; inhibiting or treating
hypercholesteremia; hyperlipidemia; cardiovascular disease; atherosclerosis;
20 peripheral vascular disease; restenosis, and vasospasm; and inhibiting vascular wall
damage from cellular events leading toward immune mediated vascular damage.

" The combinations of this invention are antioxidants, and are therefore useful in
inhibiting disorders or disease states which involve free radicals. More particularly, the
combinations of this invention are useful in treating or inhibiting free radical

25 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 hepatitis, chronic active hepatitis, tuberculosis,
psoriasis, systemic lupus erythematosus, amyotrophic lateral sclerosis, aging effects,

30  adult respiratory distress syndrome, central nervous system trauma and stroke, or
injury during reperfusion procedures.

The combinations of this invention are useful in treating or inhibiting dementias,
neurodegenerative disorders, and Alzheimer's disease; providing neuroprotection or
cognition enhancement.



nyal gia, arthralgia, insomia, irritability, and the like; inhibiting or
retardi ng bone dem neralization; increasing bone mneral density; and
treati ng woosnbdeBi ti ng 15 osteoporosis. The conbi nati ons Pefi/ush/g79rnvent i on
al so exert a cardioprotective effect in perinenopausal, nenopausal, and
post menopausal wonen, and are therefore useful in |owering cholesterol,
Lp(a), and LDL levels; inhibiting or treating hyperchol esterem a;

hyper|i pi dem a; cardi ovascul ar di sease; atherosclerosis; 20 peripheral
vascul ar di sease; restenosis, and vasospasm and inhibiting vascul ar wall
damage fromcellular events | eading toward i mune nedi ated vascul ar damage.
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di cal ci um m Cr ocr ine ce ucrose an
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non- i oqi5c surfactants and edible oils such as corn, peanut and sesane oils,
as are appropriate to the nature of the active ingredient and the

particul ar for mlofthe dehnisivicsist Beslo Reflerences PREYARW S slescrittednas icbytaimingl oyed

in the pr ep(%'ic%r%oﬂhgphate tribasic, calcium sulfate, carnuaba wax, celiulose, glyceryl
momooleate, lactose, magneseum stearate, methyl cellulose, pharmaceutical glaze,
polyethylene glycol, stearic acid, sucrose, and titanium dioxide as inactive ingredients.

20  This would be a typical formulation for PREMARIN.

CENESTIN is described as containing ethylcellulose, hydroxypropyl
methylcellulose, lactose monohydrate, magnesium stearate, polyethylene glycol,
polysorbate 80, pregelatinized starch, titanium dioxide, and triethyl citrate as inactive
ingredients. Formulations covering CENESTIN are described in US Patent 5,908,638,

25  which is hereby incorporated by reference. This would be a typical formulation for
CENESTIN.

Conjugated estrogens may be formulated in a core containing the conjugated

estrogens, and several components including aicohol, hydroxypropyl methy! cellulose,

30 lactose monohydrate, magnesium stearate, and starch. The core can be covered with

a coating made from components such as ethylcellulose, and triethyl citrate.

Conjugated estrogens can be incorporated in granules, spheroids or other
multiparticulate forms, and, if necessary, coated to provide adequate stability.



pharmaceutical conpositions may be advantageously included, such as
flavoring 10 agents, coloring agents, preserving agents, and anti oxi dants,
for exanpwe,02eige8ami n E, ascorbic acid, BHT and BHA. The pcaftsor/en71
pharmaceutical conpositions fromthe standpoint of ease of preparation and
adm nistration are solid conpositions, particularly tablets and hard-
filled or liquid-filled capsules. Oral adm nistration of the conpounds is
preferred. 15 In the Physicians' Desk Reference, PRENARIN is described as
containing cal i i
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cont ai ni ng ttansderorgl pgithear asaatwagg\ahsreaandFeeemraﬂ;le,cBRﬁNMNsvagmal actany

al cohol , hydr I I o} r . esi um
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conpondlft s is @ctontiqualying lbaet lcohtaiég eatyl estaretay) calyltaledhel, wI‘@ervjlangtyeeIryl
estrogens c o I r Qi 0

il 1 par i UP R S LRBUEE Oy LAl i BRILRRe. AARFI oo B Ol sog
stability. IamyWDII@m QnsesR, #ATmvses /ol 2B7dxcipidnts. iBRIergginensatavergolr oy thikes a
phar maceut | nunber of daily pharmaceutical dosage
units. Pr ef'g\%’la 'B'q(&gn bg?&h@%ﬁ]ggﬂgl y, the pack contains 28 tablets or

mul ti pl es ther eo‘for Tiee planpbs@omﬂ dhis ndiscka)seret huansdeendosawlgéniﬂmmss ake to
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started on lnigsnext bodlIy passages including eplthellal and mucosal tissues.  Such

administrations may be carried out using the present compounds, or pharmaceutically
acceptable salts thereof, in lotions, creams, foams, patches, suspensions, solutions,
and suppositories (rectal and vaginal).

20 Transdermal administration may be accomplished through the use of a
transdermal patch containing the active compound and a carrier that is inert to the
active compound, is non toxic to the skin, and allows delivery of the agent for systemic
absorption into the blood stream via the skin. The carrier may take any number of
forms such as creams and ointments, pastes, gels, and occlusive devices. The

25 creams and ointments may be viscous liquid or semisolid emulsions of either the oil-in-
water or water-in-oil type. Pastes comprised of absorptive powders dispersed in
petroleum or hydrophilic petroleum containing the active ingredient may also be
suitable. A variety of occlusive devices may be used to release the active ingredient
into the blood stream such as a semi-permeable membrane covering a reservoir

30 containing the active ingredient with or without a carrier, or a matrix containing the
active ingredient. Other occlusive devices are known in the literature.
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consecutive day. The ERT regi nens described in this invention may al so be
adm ni stered as a transdermal patch or as a vaginal cream For exanple,
PREMARI N wagemnzdeszr eam containing 0.625 ng conj ugat ed eqrCraSexomoyens,
USP, is fornmulated to contain USP 10 in a nonliquefying base contai ning
cetyl esters wax, cetyl alcohol, white wax, glyceryl nonostearate,

propyl ene glycol nonostearate, nethyl stearate, benzyl al cohol, sodium

| auryl sulfate, glycerin, and mneral oil as excipients. ERT regi nens
covered by ghigg i nvention can be formulated simlarly. For the purposes of
this discloSure, transdermal adm nistrations are 15 understood to include
all adm nistrations across the surface of the body and the inner [|inings
of bodily ssag i L :
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al so be suitable. A variety of occlusive devices may be used to rel ease
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5. The method according to claim 1, wherein the conjugated estrogens is
synthetic conjugated estrogens, A.

20
6. 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
daily dosage in an amount from about 0.25 mg to about 0.1 mg conjugated estrogens.
25

7. The method according to claim 6, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

8. The method according to claim 7, wherein the daily dosage of conjugated
30 equine estrogens is from about 0.2 mg o about 0.1 mg.

9. The method according to claim 8, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg.
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5 conprises orally providing to said woman conti nuously and uninterruptedly
over the treatnent period, a daily dosage in an anmount from about 0.25 ny

t o about WOb2/T868z0Nj ugat ed estrogens. 2. The net hod accordirrugor/eroel ai m 1,
wherein the conjugated estrogens is 10 conjugated equi ne estrogens, USP.
3. The method according to claim2, wherein the daily dosage of conjugated
equi ne estrogens is fromabout 0.2 ng to about 0.1 ng. 15 4. The net hod
according to claim3, wherein the daily dosage of conjugated equine

estrogens, 4458 - ahonlo Oododiing S A BRLAGEIRGGO LI Shalom, b perer ei n

t he conjugatéd estrogens IS iC cbnjugé estirogens;

met hod of tflushes.ng or inhibiting vasonotor synptons in a perinenopausal,
menopausal , or postnenopausal woman in need thereof, which conprises orally
providing to said woman conti nuously and uninterruptedly over the treatnent
period, a ail yThdosesieod raceordingo tmtcldimof akremin Oth25cenjugatedhlestrogénsl ismg

conj ugat5eg %étﬁeﬂggﬁiugastg@e&mg‘égg Aret hod according to claim®6, wherein the

conj ugate roge conjugat éd equi ne estrogens, USP. 8. The net hod
according to claim7, wherein the daily dosage of conjugated 30 equine

estrogens is,fro .t o _ab 0.1 . - The. net ho rding to
cl ai m98, vmfazr'ei n'mtrﬂgﬁggi 8@/%&1@5& eogf r%c%gé%'ﬁ%g%{%d dg%nlﬁ %gg@%s'?rogg@%agﬁgugP IS
about 0.2 nghibitidd 0$¥BoP@L6IE 86 &2 eAGENDSAZYa) F8&tbpal€rl, drmsire¢iopdusal samtkmg t o
cl aim 6, rej t i flushes, 11. Th t ho
accordi ngwgﬁ & egi th?%o Kaﬁ@‘r@@icﬁﬁ? ﬁ%&gé%w&%@@}’%st? rs§§de‘&§mlag Cogt'ré‘i% nﬁe r?of:i
conj ugdiled wintemgmeadly oder 1 tréatmenhopdriad, a dhiybdosagg ioramr emaurdi frgm kaboeat

pert menopacar e RsiEEL s el Rasb el voman - -
13. The method according to claim 12, wherein the conjugated estrogens is
conjugated equine estrogens, USP.
15
14. The method according to claim 13, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.

15.  The method according to claim 14, wherein the daily dosage of conjugated
20  equine estrogens, USP is about 0.2 mg.

16. A method of treating or inhibiting vaginal or vulvar atrophy; atrophic vaginitis;
vaginal dryness; pruritus; dyspareunia; dysuria; frequent urination; urinary
incontinence; urinary ftract infections in a perimenopausal, menopausal, or

25 postmenopausal woman in need thereof, which comprises orally providing to said
woman continuously and uninterruptedly over the treatment period, a daily dosage in
an amount from about 0.25 mg to about 0.1 mg conjugated estrogens.

17. The method according to claim 16, wherein the conjugated estrogens is
30 conjugated equine estrogens, USP.

18. The method according to claim 17, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.
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in need thereof, which conprises orally providing to said wonan
continuously and 10 uninterruptedly over the treatnent period, a daily
dosage i rwam2amsent from about 0.25 ng to about 0.1 ny ceojrasar/en7i
estrogens. 13. The nethod according to claim 12, wherein the conjugated
estrogens is conjugated equi ne estrogens, USP. 15 14. The nethod accordi ng
to claim 13, wherein the daily dosage of conjugated equine estrogens is
fromabout 0.2 ng to about 0.1 ng. 15. The nethod according to claim 14,

wherein thejglai Iphadpeaa Scokfly Hosipd 182%h‘éFHM e @§|W 888y ofl@?udg%tépom

0.2 ng. 16. A nethod of treating or iIn |b|t|ng vagi nal or “vul var " atrophy;
atrophic vdijiumetqsﬁrogeﬂﬁabﬁ?dﬁ 389%{19%5‘9 pruritus; dyspareunia; dysuria;
frequent urination; urinary i ncontl nence; urinary tract infections in a
peri menopausal , rrenopausal or ost nenopausal woman i n need thereof,

whi ch conpriGses Amatngd gf lsxweanag:hp stese! dLp @b nenLRlo trvels: dihibifnga A treating
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f rom about nﬁ]to about 1 ng conjugated estrogens. 17. The nethod
accor di ng tRerieheipm vegculah slissape:t Iﬁ%s’f%flﬂﬁjsug%ﬁséépaﬁmr 8 dnRkibiting \B?@C@'@hj\u@ibt ed
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dai ly dosa njugated equine estrogens IS om about 0. about
0.1 nyg. -12%\?@6@2%@88@6@%@@02qrommenqr@usafhwomnhladn%@cmaue@fg whichc| ai m

18, wherei rboﬁ”rﬁﬁlsgﬁ'o déflyqﬂ % s%Ri”\iv ah %gn nﬁf&ﬂ g%n‘asﬁﬂlﬂgﬁﬂﬁtedlyﬂeef fheabout

0.2 ngy cho stero
i nhi bi t1|0ng tepatmeriznarieg. asiamygewg%mem amewitaTorn @bevt §.85 degriaabout 0.1 mg

car di ovasculff,qdic36a88ged heroscl erosis;  peripheral vascul ar di sease;
rest enosi s, vasospasm or i nhibiting vascul ar wal | damage from cel | ul ar
events | eadi ng toward inmune nedi ated vascul ar danmage, in a

peri menopaugal , fﬂ%nmwlacc&amgo%t BB PRLSAerdRTBR ESh &ﬂ%ﬁgdtéé%g s jgvhi ch
conpri ses oraIIy prOV|d|ng to s wonan contlnuously uninte ruptedly

over the 1CConjusateseagui regensaU$hl. | y dosage in an amount from about 0.25
mg to aout 0.1 ng

22. The method according to claim 21, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.

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

24. 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

25 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

30 thereof, which comprises orally providing to said woman continuously and
uninterruptedly over the treatment period, a daily dosage in an amount from about
0.25 mg to about 0.1 mg conjugated estrogens.
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conj ugat ed estrogens. 21. The nethod according to claim 20, wherein the
conj ugated estrogens is conjugated equi ne estrogens, USP. 15 22. The

nmet hod acworodiorsgsz o cl ai m 21, wherein the daily dosage of pPconjSoyemed

equi ne estrogens is fromabout 0.2 ng to about 0.1 ng. 23. The nethod
according to claim 22, wherein the daily dosage of conjugated 20 equine
estrogens, USP is about 0.2 ng. 24. A nethod of treating or inhibiting free
radi cal involvenent in the devel opnment of cancers, central nervous system
di sorders, zh i ban I DO, ~ngh: Eangech

di sorders, 2|¢L)§er| SLer E'Pe?hv%aﬁﬁﬁé'@mﬂ. fsaeglsagﬁ Sﬁﬁ:‘ﬁrﬁeﬁrt@% (q‘%arC ?'ltquégt‘tl S, ttr(aéaé()rl)srrr'fe'une 25
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i njury, viral hepatitis, chronic active hepatitis, tuberculosis,

psoriasis, system c |upus erythematosus, anyotrophic |ateral sclerosis,
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perlnenopau ausal or post nopausal nan in need 30 thereof,
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PCT/ USOZ/ ommne @@ogmusah@@oa&anm ng to claim24, wherein the

conj ugated estrogens is conjugated equi ne estrogens, USP. 26. The net hod

according to claim25, wherein the daily dosage of conjugated 5 equine
est r ogeifs i%Bfro@wnwﬂmﬂofaratin@ot h)lhmﬂmgtdemelltiag.nezmdeghre;era’tbtemi@braefsoamﬂ ng to

claim 26, h [ ' t i ne S; Pis
about 0.2 razhaseoh Fsce; IAAaRanalrofRRER, B coffitb o ERhRRER"In P
neur odegenepeximampdms;ad)r d@nspataabl orApesteienepausaldiwogmsein peeditagragf, which
neur opr ot ec ; e r sal ,
neur opr ot eClfheBt FAIrblfg S AEREREh o R AP IRRRHEBBRPRSE)
to sai d wontentwent pericdusgl dailgridsags it @ pmoteidirgm @beut 0126 mg to about 0.1 mg

15  conjugated estrogens.

29. The method according to claim 28, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

20 30. The method according to claim 31, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.

31.  The method according to claim 30, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg.

25
32. A pharmaceutical composition for use in treating menopausal or
postmenopausal disorders, which comprises dosage in an amount from about 0.25 mg
to about 0.1 mg conjugated estrogens, and a pharmaceutical carrier.

30 33. The composition according to claim 32, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

34. The composition according to claim 33, wherein the dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.
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treatnment period, a daily dosage in an anount from about 0.25 ng to about
0.1 nmg 15 conjugated estrogens. 29. The nethod according to cl ai m 28,
wher ei n tWe ocor§eeyat ed estrogens is conjugated equi ne esPCagsnz)79usP. 20
30. The nethod according to claim31, wherein the daily dosage of
conjugated equine estrogens is fromabout 0.2 ng to about 0.1 ng. 31. The
nmet hod according to claim30, wherein the daily dosage of conjugated

equi ne estrogens, USP is about 0.2 ng. 25 32. A pharnaceutical conposition
for use in treating nenopausal or postnenopausal disorders, which

conpri ses dosage in an anmount from about 0.25 ng to about 0.1 ngy

conj ugat ed st r odensompaesiticn pecarding datdiaiml S4.awherein. treodage Tofecaniigatast ti on

accordi ng te(a1 Heaésqpeé%w ‘g}‘l}"@'aﬁo&l}t?z nj ugated estrogens is conjugated

equi ne estrogens, he conpo | tion according to claim 33, wherein
t he dosage of conjugated equine estrogens is fromabout 0.2 ng to about

0.1 ny. - 14, WO 02/ 0 : n i to
claim3 6ere% %ﬁ'ﬁ‘gé%@%'/ o?g%{)njaagéﬂlhe@:) ?éﬂ&lﬁggg@ﬂg%eeﬁs n:";!s%ag@;’lbout
0.2 ny. 5 wsa@e mmmowutftmab@bﬁa@ewm abauti0chmg wepiupsied estogangandd
estrogens, d.%p anount from about 0.25 ng to about 0.1 ngy

conj ugat ed es{rogens an a pharmaceutical carrier. 37. The dosage unit

according to cl ai m 36, wherein the conjugated estrogens is 10 conjugated

equi ne st roaen el Sisagdin ThRoATAAP R bo2GREEH] Y SRy bRl €l 1

t he dosage of COI’]] ug equi n rogens Fom abouy

0.1 ny.1015 @9jugdied thgems &Sfbrding to claim38, wherein the dosage of
conjugated equine estrogens, USP is about 0.2 ngy. 40. A nmethod of

m ni m zing or reducing |levels of breast pain in a woman receiving hornone
r epl acenment3& herHy dosdgec hnit angorilisg so oslaim $7 pwbetedti tp tosagei of eanjngated

equine estrogens is from about 0.2 mg to about 0.1 mg.

15 39. The dosage unit according to claim 38, wherein the dosage of conjugated
equine estrogens, USP is about 0.2 mg.

40. A method of minimizing or reducing levels of breast pain in a woman receiving
hormone replacement therapy, which comprises orally providing to said woman

20 continuously and uninterruptedly over the treatment period, a daily dosage in an
amount from about 0.25 mg to about 0.1 mg conjugated estrogens.

41. The method according to claim 40, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

25
42. The method according to claim 41, wherein the daily dosage of conjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.

43. The method according to claim 42, wherein the daily dosage of conjugated
30 equine estrogens, USP is about 0.2 mg.

44. A method of minimizing spotting or breakthrough bleeding; or achieving
amenorrhea in a woman receiving hormone replacement therapy, which comprises
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20 continuously and uninterruptedly over the treatnent period, a daily
dosage in an anount from about 0.25 ng to about 0.1 ngy conjugated

est rogenswo420786B2 net hod according to claim40, wherein Prhe/usonj1egat ed
estrogens is conjugated equine estrogens, USP. 25 42. The nethod accordi ng
to claim4l, wherein the daily dosage of conjugated equine estrogens is
fromabout 0.2 ng to about 0.1 ng. 43. The nethod according to claim42,
wherein the daily dosage of conjugated 30 equine estrogens, USP i s about

0.2 ng. 44. a@f@?&@ﬂg o Qéuli"v&Hrr’réH“Qor?tl?ﬁB&éué%HBrur#?ﬁt&ﬁu‘%t@{lgébg%% tH\%nt or

achi evi ng man receivin erap

whi ch conpriesied, a ddity dagage incars@scuit@dirUSERt 02879 taoakalul Q. 1pmevi di ng to sai d
wonman conti nuously and uninterruptedly over the treatnent period, a daily
dosage in an anount from about 0.25 ng to about 0.1 ng. 45. The net hod
accor di ng t4H.cl alhe aethathexcedrdinghte claim udrat wiereist thegenrjugaied Sestroggnsyéet ed
equi ne estr od according to claim45, wherein the
daily d;%sagcg)g\ E:egn ubne(?t&g 5eqU| ne ‘estrogens is fromabout 0.2 ng to about
0.1 ng. 10 47. The rret hod according to claim46, wherein the daily dosage

.Of conj ugat e% Rfet 5&%?(?@9 touglglrh 545a%f&e19 tﬁe rEgily ﬁgs é{%‘ usa(%h%%?éd

i ncreasi ng bone ninhera I menopau
post nenopaumalme/\m’mgenmlsrf@edabm{)e&)ﬁg tmblbcm’a Oclomnprl ses oraI ly 15 providing
to said wonman conti nuously and uninterruptedly over the treatnent period, a
daily dosage in an amount from about 0.25 ng to about 0.1 ng conjugated
estrogets. 4749. Tiee mathddodcaeding do wiirm o6 Ivdieneid 8he \dhaidy dbsagehel canjygaded ed

estrogens Iéqu\/\ﬁ &t%ﬁé@ﬁ%&ﬁﬂfé'éﬁ% £5b,ppens, USP. 20 50. The nethod according
AN - . 2 . . :

to claim49 I osag of conjugated equine estrogens is
fromabout 0.2 ng to about O. 1 ng. 51. The nethod according to claimb50,

wher ein the4éd.ai l)( q%%l‘?&]e <9ff iﬁc?@és'i%at &Q\e mineral density in a perimenopausal,
menopausal, or postmenopausal woman in need thereof, which comprises orally

156  providing to said woman continuously and uninterruptedly over the treatment period, a

daily dosage in an amount from about 0.25 mg to about 0.1 mg conjugated estrogens.

49. The method according to claim 48, wherein the conjugated estrogens is
conjugated equine estrogens, USP.

20
50. The method according to claim 49, wherein the daily dosage of cdnjugated
equine estrogens is from about 0.2 mg to about 0.1 mg.

51. The method according to claim 50, wherein the daily dosage of conjugated
25  equine estrogens, USP is about 0.2 mg.

52. - A pharmaceutical pack for use in the treatment of menopausal or

postmenopausal disorders comprising a plurality of pharmaceutical dosage units as

defined in any of claims 36 to 39 for continuous uninterrupted daily administration of a
30 daily dosage

53. Use of conjugated estrogens in the manufacture of a pharmaceutical
composition as defined in any of claims 32 to 35 or one or more pharmacettical
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25 equi ne estrogens, USP is about 0.2 ng. 52. A pharnmaceutical pack for use
in the treatnment of nenopausal or postnenopausal disorders conprising a

pl ural i t ywofo2fpotsasaraceuti cal dosage units as defined in amgTafSopdmrns 36 to
39 for continuous uninterrupted daily admnistration of a 30 daily dosage
53. Use of conjugated estrogens in the manufacture of a pharnaceuti cal
conposition as defined in any of clains 32 to 35 or one or nore
pharmaceutical -16 WO 02/078682 PCT/ US02/ 07971 dosage units as defined in

any of cl aic@aéﬂré@%g@deﬁr@b ih Qﬁ}gtof ERIEES 159 ) Toh R A nedt fnPe‘?x%Palﬁ‘Q%”BPausa'

di sorders. conjugated estrogens I U
phar maceut i past-meacpkaussl drsorderfs; ned in cI aimb52, for the treatnent of

menopausal or post-nmenopausal disorders. 55. Use of conjugated estrogens
according to claim52 or 53 for the treatnment or inhibition of vasonotor
synpt ons i rbda pedsenehepiugsidd estiogepainstie manufpdetensfro pbarsmceviimahpatknaseed

thereof 5 10ypfieq g |m5§%}4tH§ﬁ§§t eﬁ?&( REdbausa o b ét’}ﬂer‘iog)a% 'd@f erein

t he vasonot or synp conju ro [lens
according to claim52 or 53 for inhibiting or 15 retardi ng bone

dem neral i zg{ i on,Qf of Eog@ga'f'eqj ertrdggpé %Ect,drgﬂ g? LEARUOS £5 | éﬁ% freatment of o

peri menopausal , meno pau WOImMEN 1 n nee ér €0
Use of conj Iukyalmer(d e‘&ft r\@gemgtoaccswrmbrtmgp t cm claai perbermpabalf omenopatsahgoor

i nhi biting Bﬁaggrh&%ﬁa%mw&(ﬁﬁn%%rﬁ)my?ofat rophic vaginitis; vaginal dryness;
y

pruritus; spareuni a, surra, frequent urination; urinary
i ncontil®ence; wuri nary tract infections 1in a peri rrenopausal menopausal , or

ot Tnonahg SO gy S50l oSl iR VHELER A R0

according to'c I'hg ero

| evel s; i nhéymipidmds loot fluslkesst i ng hyper chol est er em a; 25 hyperlipidem a;
cardiovascular di sease; atherosclerosis; peripheral vascul ar di sease;
restenosi s, vasospasn or inhibiting vascular wall danage fromcell ul ar
events | eaddhg Wsewaf donjvgated estigeans ccowrdingl tar cldiam®geor B8 far inhibiting or

peri rrenl%pa%?elrdinge%SRguﬁ%ine?alization or treating or inhibiting osteoporosis in a

perimenopausal, menopausal, or postmenopausal woman in need thereof.

58. Use of conjugated estrogens according to claim 52 or 53 for treating or
inhibiting vaginal or vulvar atrophy; atrophic vaginitis; vaginal dryness; pruritus;

20  dyspareunia; dysuria; frequent urination; urinary incontinence; urinary tract infections
in a perimenopausal, menopausal, or postmenopausal woman in need thereof.

59. Use of conjugated estrogens according to claim 52 or 53 for lowering
cholesterol, Lp(a), or LDL levels; inhibiting or treating hypercholesteremia;
25 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 perimenopausal, menopausal, or

postmenopausal woman in need thereof

30 ©60. Use of conjugated estrogens according to claim 52 or 53 for 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 hepatitis, chronic active
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post nenopausal worman in need thereof 30 60. Use of conjugated estrogens
according to claim52 or 53 for treating or inhibiting free radi cal

i nvol venewpD /78682 devel opnment of cancers, central nervou®CT4ReL/emr1

di sorders, Al zheiner's disease, bone disease, aging, inflanmmtory

di sorders, peripheral vascul ar di sease, rheumatoid arthritis, autoinmune
di seases, respiratory distress, enphysema, prevention of reperfusion
injury, viral hepatitis, chronic active -17 WO 02/078682 PCT/US02/ 07971
hepatitis, : i pSOri.asi.S em ea{ﬁ‘r’ﬂo

anyot r ophi cﬁ%;ﬂ{ég’a BQ‘SQIP%IE,OE§%’%§I§QF%%¥@£%€ ?Ssle Saﬁui %[B%Gesgpl r a?gt’l@c oll? tharl ess
syndrone, cederpsis, aging effectsyadutimespiraionedisiress styndioge, geniralj naryougusysiemn
reperfusio r LN AR i p ; | r ausal
wonan i n neSl Thargr kg of 1B L MepBor B in bR
52 or 53 fomeneravskingr Restmenenaysaliwanareideed deredfeur odegener at i ve

di sorderg, and Al zheiner's di sease; providing neuroprotection or cognition
enhancenent in a perinenopausal, nenopausal, or postnenopausal woman in
need t hereof1.10 Ege 19fecapfugetad agisagsets eatcoutirg o aiaimr 82 y 5 for &eatirgp oor 53
for mnim zing: i ' : P&t NaALRA

nor mone. T epl dung e, Mulc G et RS ML AR o O TRBaLE TS
cl ai m 52 orn@gopretectivmiari eagmijion1enhaneement i pedmRndpavagh rérspdusal, oor

achi evi ng aﬁ@ﬂrﬂéﬁ%s&ﬂu&néﬁ?%eﬁgﬁﬁwﬁ ng hornone replacenent therapy. 64.
g or

Use of conjugated estrogens acc ing to claimb52 or 53 for increasing bone
m neral1@ensity in a perinenopausal, nenopausal, or postnenopausal woman in

need 20 thgseof yzd&¢ conjugated estrogens according to claim 52 or 53 for minimizing or

reducing levels of breast pain in a woman receiving hormone replacement therapy.

63. Use of conjugated estrogens according to claim 52 or 53 for minimizing
15  spotting or breakthrough bleeding; or achieving amenorrhea in a woman receiving
hormone replacement therapy.

64. Use of conjugated estrogens according to claim 52 or 53 for increasing bone
mineral density in a perimenopausal, menopausal, or postmenopausal woman in need
20  thereof
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