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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
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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
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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Europe. Listings of such preparations are available in
such as the Physicians' Desk Reference, The Orange
Book, and the European equival ents thereof. Estrogen
repl acenent therapies available in the United States
and/ or Europe Generic NanmeBrand NaneStrength Ora
estrogens Premarin0O.3, 0.625, 0.9, 1.25, 2.5 ng
Conj ugat ed equi ne estrogens (natural) Cenestin0. 625,
0.9 ng Conj ugat ed estrogens




(synthetic) Estratab0.3, 0.625, 1.25, 2.5

Esterified estrogens (75-80% estrone sulfate, 6-15%
equilin sulfate derived fromplant sterols) Ogen

O tho-Est0.625, 1.25, 2.5 ng Estropi pate (Piperazine
estrone sulfate) Estrace0.5,1.0, 2.0 ng M cronized
estradi ol Ral o) afene (SERM Evi sta60 ng Esterified
estrogens andEstratest1.25 ng esterified estrogen and
met Egtregenosplaceoran therapips arailapleds thedinited Siatéssandéair EsitopklS
0.625 ng esterified estrogen and Estradi ol

val eferee®eineraval 1. 25 ng nEeM\Na@st ost er ondrensthy, 2 ny

Estragjeglrﬁe},seste Sol ol ng, 2 ng Estradiol Estrofen ng
Est r eshjugdidastuiref em For t e4 prgmdih per azi ne egs §E2NKg, 1.5, 2.5 mg
sul f aestddanstmtyeil. 5 ng Conbi nati on EstroneHor noni nl. 4

ngy P&%uu td:estr%setng adiol 0.6 ggeéﬁt riol0.27 Est r adi ol

val er@n%,agﬁcf)gy?]oval ny, 2 ny bstradi ol Zun®efPMy, 2 ny
Transder mal estrogens Alora (tw ce wkly)0.025, 0.0375,
0. O5Estefied p&ogers(78-80% ol 0.3, 0.625, 1.25, 2.5 mg

estrone sulfate, 6-15% equilin
sulfate derived from plant sterols)

Estratab

Estropipate (Piperazine
estrone sulfate)

Ogen Ortho-Est

0.625, 1.25,2.5mg

Micronized estradiol Estrace 05,1.0,2.0mg

Raloxifene (SERM) Evista 60 mg

Esterified estrogens and Estratest 1.25 mg esterified estrogen and

methylestosterone 2.5 mg methylestosterone
Estratest HS 0.625 mg esterified estrogen and

1.25 mg methylestosterone

Estradiol valerate Climaval 1mg,2mg

Estradiol Elleste Solo 1mg,2mg

Estradiol Estrofem 2mg

Estradiol Estrofem Forte 4mg

Piperazine esterone sulfate Harmogen 1.5mg

Combination Estrone Hormonin 14 mg

Product: Estradiol 0.6 mg

Estriol 0.27 mg

Estradiol valerate Progynova 1mg, 2mg

Estradiol Zumenon 1mg, 2mg

Transdermal estrogens

Estradiol Alora (twice wkly) 0.025, 0.0375, 0.05, 0.075,
Climara (weekly) 0.1 mg of estradiol released
Estraderm (2x wkly) daily (dose options for various
Fem Patch (wkly) products)
Vivelie (twice wkly)

Estradiol Dermestril 25, 50, 100 ng

Estradio! Estraderm 25, 50, 100 ug

Estradiol Evorel (Systen) 25, 50, 75, 100 pg

Estradiol Fematrix 40, 80 pg

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 .25 mg/g

Dienestro! Ortho dienestrol cream 0.1 mglg

Estradiol Estring 7.5 g

Estropipate Ogen vaginal cream 1.5 mg/g

Micronized estradiol Estrace vaginal cream 1.0 malg
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Cimara (weekly) 0.1 ng of estradiol released

Estraderm (2x wkly) daily (dose options for various
stradi ol Fern Patch (wkly) products) Vivelle (twce

wkly) 25, 50, 100 g Dernestril_ Estradi ol Estradern5,

50, 100 jig Estradiol Evorel (Systen)25, 50, 75, 100 g
Estradi ol Fematri x40, 80 jig Estradi ol Menorest25, 37.5,
50, 75 pg Estradiol Progynova TS 50, 100 g And TS Forte
(Cimara) Vaginal estrogens Premarin vagi nal

creanD. 625 ng/ g Conj ugated equi ne estrogens
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appropriate doses of daily estrogen and progestin, has beén shown to be effective in
relieving vaginal atrophy and vasomotor symptoms, preventing postmenopausal
osteoporosis, and reducing the risk of endometrial cancer by prevention of endometrial
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
Physiclans' Desk Referénce, The Orange Book, and the European equivalents thereof.
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can be reduced by the addition of a progestin, either
sequentially or continuously. The 10 addition of a
progestin to estrogen therapy prevents
estrogen-induced endonetrial proliferation.

Cont i nuous conbi ned hor none repl acenment therapy (HRT),
Wi th appropriate doses of daily estrogen and
progestin, has been shown to be effective in
relieving vagi nal @nelepnginatien HRISURSHSY synpt ons,

pr eventing paost mannpauqal st eopaor osis._and reduci ng
the ri¥®IYendonet FFRPEHREER by prevertiews of
endoweslel al 15 hggedigpl asi a. The folllmw ng tabl e
contains a |ist Ofetdvanrse eagleledi{Try Avaigl abl e oral
conighablion HRT phosiGlesie Gl NS 18f2 guch o
preparati ons ar enastdtdraabinen | N SUCh 1&g ahyB€r-2ePhysi ci ans'
Desk Reference, The Orange Book, and the European
equiVH? BPRY2OVE her EpdO Ee Conbi nat il 82 74 dars =1oduct s
Brand NaneEst r ogend"BPEGest i nSt r engtHfdr 500 ug, days 2-21

Act ievelelbaétst r adl edrhdiomg Nor et hi st er gge Rcet at e

(NETA) 0. 5 ng C i Negjétros scetaldi ol val ewasye1728 i maval ) |
or2 rethisterone (NE7)I ng days 17-28 Cyclo
Prog']:f/n'?%'\légEstradlgﬁgﬁff;{e,@g@tel or 2 gl Mays 1-21
Levonorgestrel 250 or 500 tig, days 2-51 |l este
Duet<tigest adl ol | o‘FStfgg;‘hgqnl\lor et hi ster@me acetatel ng days
17- 28 Fenost onEstYAUEN? 2679y Dydd B8est er one10 or 20
My Ishgrovgest Est r apipenkide ssgpndlaiiad hi st gggpe acetatel ng

| npr over aPi per azilglexpenyesigne weldté at edmd) ddyg)17-28

Medr oxypr ogest er®R® acet at e10 ngy, days 17-28 (MPA)
Nuv@ljefEst r adi ol eyadoRERLE (Fﬂ'f%lﬂg%noy 2 ngy .
Levonor gest r el 75.ebcaggeseby S Iq -28 Py As@epnj ugat ed
estr og‘enso. 625 rrgonjl\/PAS. 0

Premphase ugated estrogens 0.625 mg
MPA 5.0 mg
Prempro Conjugated estrogens 0.625 mg
MPA 2.50r5.0mg
Trisequens Estradiol 2 or 4 mg, days 1-22
And Norethisterone 1 mg, days 23-28
Trisequens Forte 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
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
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
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Pr enpr oConj ugat ed estrogens0. 625 ng MPA2.5 or 5.0 ng
Tri sequensEstradl ol 2 or 4 ng days 1-22 ,

AndNor et hi st eronel ng days 23-28 Trisequens Forts, 1
ng, days 13-22 Otho-PrefestEstradioll .0 ny, days 1-6
Nogesfl mat e0. 09 ng, days 4-6 Fenhrt 1/5Et hi nyl

estradl ol 1.0 ng Norethindrone acetate5 lig Since it is
possi bl e that progestins aneliorate the favorable

SRS 5508 B R R B v

olegiewdnsve to find the | owest dose estrogen plus
progestin H RT product, which also mnimnmzes or
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bl eedi ng pat Low as %y I\F
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dé‘ffé{cﬂ@hesﬁ'ﬁfsqm%nﬁomrdvme ebﬁﬁﬂhod&ﬁdreai‘ ng\/brOinaibjtmg Mmenopausal or
conti nUous yni

TR RRAERNS NS 180 O IPL AT TERRIE b opiercpausal
pwmiia:dm hdwrl thegof, Whichndonipeisesd prosidng ta said ovomears icahtinpously and
c %&gggétg%y }6&%[ the ggée{fs%\{ep e‘r‘?g ?WW&Q@J %éﬁ%ﬁ of between
whtidué 0126 weg tq@outw mwygéfed@@h?q@at(r@iurab@rﬁya@ém apghg daily
'\/Eéb g@l d?}'lf% ecé’én UhE D H138g RS ABbRUSEYmE ‘?ﬁéﬁr@@ﬁ%@;‘é&t@%@ Cheetate

tive. This invention provides nmet hod ?
t (MRA); Tle slosaaens Breferally REqYiisd @8 & pl'@fmaceutlcal composition for use in

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.

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 estrogens may be a single
conjugated estrogen, or may consiét of mixtures of various conjugated estrogens.
Numerous conjugated estrogens are described in the literature or are commercially
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
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).
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10 postnenopausal disorders in a perinenopausal,
nmenopausal ,” or post nenopausal wonan in need thereof,

whi ch conprises providing to said woman, conti nuously
and uninterruptedly over the treatnment period, a

conmbi nation of a daily dosage of between about 0.25

nmg to about 0.1 ngy conjugated estrogens (natural or
synthetic) and a daily dosage of between about 2.5 ny
to about 0.5 ng nedroxyprogesterone acetate 15 (MPA).
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%%W%‘\'[a‘f‘se° Fr ansf?ﬂPFH)’PQ UFSTAENRERAUCES- ¢ hi s i nventi on
el t heCENBSHEN (umtha:cmomagate@emogegl? m;)ytalﬂetsrfbv(a‘dl administration
at ur
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!;Ioedlbychieéqwjm adfatestsedlomdwa-esimn‘pbtsnlme, sddiurh evaijenirorsulfate,
but ffect.
S 1z RRHbERME S e lile, KGR, oot ORbfftr oo 178
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sources, occurring as the sodiumsalts of

wat er - sol ubl e estrogen sul fates bl ended to represent :
t he Inlegrefgeed thapibs idbityodosage bBUPAIigifromebouel5 td abut 0.5 mg,

BPHIARGLY 5 s Nl s o] atr B, one o
qicgage of fram bdut dvingntp @out 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

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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concom tant conponents, also as sodiumsulfate
conjugates: 17a-di hydroequilin, 17d-estradiol, i

8, 9-dehydr oestrone, 17p-di hydroequilin,

17(3-estradi ol, equilenin, 17a-dihydroequilenin, and
17(3-di hydroequil enin. PREMARIN is indicated in the
treatnent of noderate to severe vasonotor synptons
associated with the 10 nenopause; treatment of wvulvar
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t@atznefrg rg@medayiumrm ﬂ'@oh@atmeﬂt pefiqder THas;, "comtinwoes, Winterrupted
a@ﬁinﬂuéfra@%ecﬂ’ea égmtﬂr%ﬁ% rgeé)nsnigaplﬂé Q:gm%ﬁgﬁ% i %@Hiﬁfstered at least

preferred used i n accordance W t s 1 nven
Rh b R AR HEAEIENT RSO He Ppacisd At e deatment beriod
forethe redomibinatiom df t:ori}lﬂgﬁtedje&ﬂfg@ﬁf %nd CMPN' lvﬁlﬁ@é%ﬁétﬂé&‘-{ 30 days :

AP e 2 el T o BE eURFRHY .o e remiment, and: possibly

lrmermltee Bopae saihe pmmaqpmas@s fooadrpmlstenn@ wpﬁustainsfbf ogfsgated

g ?gaegr K ng}ﬂﬁf« ib f 1r8§{18pmgﬂgshgérn% gsa'i% %gﬁ%ﬂéﬁ%glucgsdrders

Tyegtment 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
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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atrophy, vasonotor instability, urinary incontinence,
and increased risk of devel oping 5 osteoporosis,

cardi ovascul ar di sease, and di seases related to the
oxi dative damage fromfree radicals. As used herein,
menopausal al so includes conditions of decreased
estrogen production that nay be surgically,

chem cally, or be caused by a disease state which

| eads to premature dimnution or cessation of ovarian

fyét@ht Ay nlibs drerbu@ef &t ik, oriﬁi‘ams fé\haibsédee diringdee bsurt® of a

be adm ni stered at | east onc he frequenc
i Gegimente Feqimen, o hBWe i SUEA A entbfft ﬁlLféB%'g {ot %gnpec%wmg
OBSHEnGs| Whintepupsisd dﬁdmtshaﬂonany speci fi ed dai I y dosage

. PO RS 0 BT e D A 6y o

oﬁurtrigethe dreptoment tperied. One aspedsi af 4his arwentsmaajw ﬁo@r%ﬁlé@ﬂons in
Q f%(gﬁ3 daﬁa’ g@'& tr@at?bn ggl@d eordyens plus I\ﬁF‘A E&]ﬁblnatlon is not
inaton ef erab

dm nistered at th

t gwen eary ey da@ngathwqa&mntd@@a@e Feopamplen the H?ﬁ?ge @Z@hpaﬂent

QABENoShe éﬁjuﬁéd (HBBRURSEIMAT A8 BchidVetthe dbdiRd effect during the
co onents of the conbinati on can be adm ni stered at

& tragfed PEEGd-ng t he day, provided that the
deSl I ethedidirh yprdqamge With ragdweme:raowdmgea degage” of @né ionbath of the

B PSS S RSk SR 6 o o

ttmentrwemmns or admintséaring 2 pebdru@) derikativel, sF maalog rwhichf wili form the

t ion is
a%ﬁgﬂnl S er eantﬁﬂ-}’é ast o%@gﬁg@?l{l@ﬂ) uring the entire
t r eat nibrig prederragdthat thej eoniugpiedtas i/meﬁ’atpht%M Péy espbipations of this

P ' ek RS plus MPA
‘ﬁ{gb@gn afré’Pro(n'an 62&;@ a‘tf'ﬁé é‘é%gltﬂ@g% BS élﬂébh}grgaetzg ‘ alg@é P 83

d&gmbinalions RbEs ipyastien Het & egiscio %@? Al qral °ﬁ€3ﬂs and

possibly indefinite, as one of the primry reasons

Lo B Bk BBl e, o EPUNERRE 5FE perypteay
p(padvmmgaﬁwani\bmht@n rofl @r daily da'saatqfrﬁnm gbeni @88 my ©a@bout/0.1 mg
o ﬁ\pﬁ;a%)ae ”Qlo'agﬂé’ﬂ u%*beg%'@sggﬁ@oﬁ #on?%b&ﬁtefé ﬁ:& toFéHout 0.5 mg of

|an§irwmpc@a§erpn@taqerﬁéetlﬁ esefib nip tr??étym arstnhrtﬁtm swaomusal or

gtb?gltpweggpagﬁéﬂeﬁﬁbrdé?@rnﬁ p%ﬁéhﬁﬂédéﬂl OfefdpRusSHY @F | ﬁdétrﬁér%pausal
urati

qumeﬁatl\{l%ﬁpartlﬁltﬂ@ql)ég;{i)q Wthlesag%qc nedte %Zél%%trel Ssefuef in P eqatlng or

dedHiitighaddisen &f vilbsr dtﬂmﬂiyl @froptfic tveg:altla‘EMagméFodrymdrse pruritus;
treat nent ost

T vt e o e e 8RR ehse: drnkR rect nfections:
sivasomoibrhsymptoras, incladieg hoff flusbes, snyalypia, th@lglmunsejnyua, irritabllity,

;r:l:éwg tt%x?@tlh@ﬂgnf:oﬁ I‘??tél%z’ng: %r%hﬁnliinérglfzgliérﬁ SrEEsHgSbdte mineral
density; and treating or inhibiting osteoporosis.

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;
peripheral vascular disease; restenosis, and vasospasm; and inhibiting vascular wall

damage from cellular events leading toward immune mediated vascular damage.
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that may be | ess than the 30 day preferred treatnent
period. It is anticipated that a -8 patient may m ss,

or forget to take, one or a few dosages during the
course of a treatnent regi nen, however, such patient

is still considered to be receiving continuous,
uninterrupted adm nistration. The term"fi xed daily
dosage" neans that the same dosage is given every day

5 duFheepmbfinationsseftthie inveplion ase antiyxidantspard ar@fth@rﬁfoge Gsehul n

|n i‘B‘ﬁﬁngéBRieFQ o°er s%Q Edtstes WhitATAVBRS fleB radibdls hMérefdaNE:dlarly, the

osa e conj ugated estrogens

cqy@mﬁtwm.@fntm% |thorg,av%nu%%r|9 Hegtingu Py |IP|Hrég free radical

m%l@é’i‘ﬁ&ﬁnlh %r ldé%lo phifeint €of 28aMcEers, tdéﬁtréioﬁﬁgajﬁfsyﬁeﬂﬂaﬂisér@brs
need to be ad sted

N AR ey Nk
dibéRal ﬂi{%ﬁ?a@ﬁf Arfhdtis, laQtoTrhmuﬁ@ﬂlgéasI@é oebsliaiay dltsr]beiil emphysema
respect .to provi one of
oo LS 0 503508 Oy 0E p0h OO 1 ikeuicss,
paﬁnﬁkxﬁl S/ fiid [psesi stythenatosus reEmyotephic tdters! saleresis,i aging effects,
t
55 S R, O BNl B,

mwry turimgt lteperlﬁmtw proécedurespr ef erred that the conjugated
est r AdClin db[?rh 4\@'%1119 ﬂ'q\'(‘EhtfbﬂterU fQfin Er@étﬁg o}ﬁpﬁm}ﬁﬁ%hﬁﬂtlas

are provi e S eCI dosa
nwnqieggaereaveegrscprégréngnq)N@ews %&9@5@ ri%fPY'@HQ ngrropftection or

c?gﬁ\‘t%ﬂtehﬁ dehaht are di sclosed herein are oral dosages.

accordance with this invention, the continuously
and uninterruptedly providing of a conbination of a

dai | ‘Yhéjf&ﬁ\%téaf esfrbgéﬁsaim uﬁe&%%rd@gstbmné lmm@]:at?de‘scn@dZB this
nj uga us a S [
Sl anches BRI TR Y SeRAPORyBRogest 8 iied el dyon
tab®tuseful in treating or inhibiting menopausal or

post I
P R RF RS onHoABRE B thd AR IRAD Bimulated neat or may
be aembioed with gne omnore@hanmmumaﬂy aeospiablecagrivss tor administration.

FUrse&%jm)}ﬂé‘ tsroﬁé‘t Eder®’ indiidd bithicRD Dé%bé‘mdléh’lmm' \WRbsphate,

atrophic vaginitis; vaglnal dr
wmr@w&t@ﬂwe zgluwgpaw%ﬁ and fpslin. ‘é{h"ef P%tﬁjéﬂfﬂem inekide offerile
wter rEBI)bétHyfé‘ﬁ@ rgtycae ﬂﬁ)ﬁrlomlé Bm@a"c}/arﬂsr afdedmﬂé eng s$uhXs com, peanut

sonot
a5 SR Pl 217 ARpiaPote, oyt ey, of U i ot and the
phnﬁbmlbn fdrmgobbdmiats&aﬁbmgeklmde AﬂmvantsrajsrtMrllplemployed in the
ncr asi n 7 L

PIeRAI0g Prg 0 0r el B2 eostHRE Ml s a0 il it o, such os
flavoriegtagents ataloingxagentsa preseingpagsnise tahd eantigxidants, ifer 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-
filled or liquid-filled capsules. Oral administration of the compounds is preferred.

In the Physiclans' Desk Reference, PREMARIN is described as containing
calcium phosphate tribasic, calcium sulfate, carnuaba wax, cellulose, glyceryi
momooleate, lactose, magneseum stearate, methyl cellulose, pharmaceutical glaze,
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30 perinenopausal, nenopausal, and postnenopausal

wonen, and are therefore useful in |owering

chol esterol, Lp(a), and LDL levels; inhibiting or

treating hyperchol esterem a; hyperli pi dem a;

cardi ovascul ar di sease; atherosclerosis; peripheral
vascul ar di sease; restenosis, and vasospasm and

i nhj ng vascyl ar fromcellul ar

| ERPRYPE Al ol R ausrhB oA U e p e hgpgients
¢ ditnisi wiastd bmatwfcatfhmmlaﬂnn&:nﬂﬂﬁwa?lﬂ antl oxi dants, and

are thel fE%"Tﬂ‘l |

di sease gt ates %sc}l%yol ve Pér‘te%lﬂ? 9di% ?:rg{cgm@%r hydroxypropy!
panathydesiielpsey laptnee reenebydiatei oneonesiumh steatate; epalyashylenee glycol,
U%@fy%rbétg ETOr E@gbﬁﬁhlﬂd ey tlltédltﬂﬂ dfo&ﬁ@ éﬁbdﬂngﬁﬂgl dltratp as inactive

i nvol venent eveﬁb ment cancers

ndoRslignts J@tSéVﬁLUﬂ %@ tygical, fowu}tﬂt@h éqr@ﬁNEsSTm s Bergwllatigageovering
diCENESTIN 28k Bscrib&d InfDE BNy 50508 ®38 SWisich RERdrBB\E In@brporated by
vascul ar di sease, rheumatoid arthritis, autoihmune
dif¥BRBE  respiratory distress, enphysema, prevention

of reperfusi on i nj ury, vi ral hepat itis, chronic active
hepati {j tuber c . . PS syste

o bt heMEPs HERE 58 Bhiisiniol BAPUASH CaraBY i Flafchs g, minera

efofl,estrbic acidubtcroses galc asoinactivies ingegientsy ndihsmavpuldebd raaltypical
n trauma and stroke, or 10 injury during
rZ{)ﬁé?%ugﬁéﬁhgg]ocedures The conbi nations of this
invention are useful in treating or inhibiting

dement Caﬁjugaté@ GERSHRES AR AP A Baliba GbMlisted #HH number of ways to
di sease; provi di ng_neur oprotection or

Al
e N R SR H A AU R

rrusmthmxmpragesdfea @ampmﬁdataaleﬂmr theestobéstih Néhm be placed in an
I hvent 1t her

ed t bl I
o DERbURE CetstiG &4, inoreRted: 1l B6 00a Rb s, feseitapd in° U
c Gatenh& 645948, wihivh l&herbbmaMrpmateay)yb@‘erfeocmuTraItebIetsdascnbed in

oy, émiyat%rﬁes E81&lensd ﬂtélﬂe gﬂ%ﬁlﬁt{lmb of WE%@&&& &s%lobgns and

accepta e'carriers mnts
eMfifprescribes indhis dpveniiansas aghitane tabletr hS. Patentds208,638, which is

d'h@l%'b?'lh%rm}%ﬂhw ?efer@h&r Oeﬂ§d’ %E%r‘bbg‘ecoﬁfﬁinla%rp%lets which are
? f \,Jgp‘ga}atllln CL& carriers rnclu b

slslé'a] glor y %o?@%h%@ﬁ?@ | GiEngens #5H - MBA; ‘EBSC" ed in this

sunvbat(ﬁneustasurﬂtad'temletbl e oils such as com peanut and

2T OB S PR B B nd s

aéafrogens, rm.dl semrabmmpedentd\mjchmmg lak:obmshyumaypﬁopylemhwyemlose

' Ehc{cES mfoRo o@&@rlﬂ%%rﬁglu&fst@%% n?ﬁ?deé{éﬂﬁﬁ alr, £ 5B SH bb UVered with

e adva t ageo
a coatmg 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
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 approp'riate proportions, with a powder
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15

flavoring agents, coloring agents, preserving agents,
and anti oxidants, for exanple, vitamn E, ascorbic
acid, BHT and BHA. The preferred pharmaceutica
conpositions fromthe standpoint of ease of
preparation and adm nistration are solid conpositions,
particularly tablets and hard- 30 filled or

B B SR oo e P S oo i
IRed geletiwegpsBREMARI N i s descri bed as cont ai ni ng

caI Ci Ci um fate, carnuaba
f(ﬂ;f’h@ p o@éﬁfgs oh'ek VE er@sengl%:ﬁ@:l& glgyg o |bgccyb|§ Pleces, or crushed
amlg.ptgg@@nn sc@gul&s e‘or ragtriinistratioh | ofl desagep hhatmaeewbi epécifically

ajn%gm,a“y].‘g,ap yethyl ene glycol, stearic acid, sucrose,
and titdnium o‘l oxide as inactive ingredients. This

woul d be a typical formulation for PREMARI N. CENESTI N

is deﬁﬁiﬂ%@ﬁlﬂﬁsaﬁé’rﬁrﬂlﬂﬁg Sﬁé}mafigdtacéﬂ Soe: a(‘[’f é:ogtalgmg any

gpr?gﬁé P/ cel | ul ose actose no
'H%‘g}?é e %{F&P@Ut Cﬁbﬂ?ﬁgﬁyql@ﬁe Grefasahly, arg conventnonally, the
qrackys;orabstm 8&blet§ro€gﬁulﬁs§lé§1 tHePEOFSt RRE Back SHAM HE dgate that the

SRS iy 0 L e b o Vo ot o
Has rendéditor ontil tleopzek ihag) beéiENEﬁﬁ' étNd.alTﬁe ﬂ@)&‘béblbﬁ%uld"be%rted on
ncor por at ed

t 3 e
108 r 8% ooty Ty ' Pof Seiosine Coniinet 1 s tablet
copigining: oth @Qmmg@e(aeﬁto,gehaendJWA Iiti im @reférabloitthat tisppdtk Contain

dﬁmg'l}lﬁbletsdgﬁ*aegﬁcﬁvdu?% “ea?? dﬁ‘{, ?F%&ﬁ{fﬁ &rQ%P%oer ggs Plﬂ@&qr@ fontaining
S@E?@E?gmgawtwphcwmaw egfraggnaicpd MRA, dt isupriferabisf that each

onaMsblétaf edbh BoR3sHER] B édcﬁﬁﬂl\%n%@a@ﬁ%l&%tl Sﬁgﬁdl%ﬂé%n the
gpﬁg%gat ed estrogens can be incOrporate in e
‘'of a conpressed tablet and the progestin can be

pl aced in an overcoating consisting of a conpressed,
filmor 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 formul ation of the conjugated estrogens
and 20 MPA described in this invention as a unitary
tablet. U S. Patent 5,908,638, which is hereby

i ncorporated by reference, al so describes conbi nation
tablets which are suitable for fornulation of the
conj ugat ed estrogens and MPA described in this
invention as a unitary tablet.
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Conj ugat ed estrogens nmay be forrmulated in a core
containing the conjugated 25 estrogens, and severa
component s i ncl udi ng al cohol, hydroxypropyl nmethyl
cellul ose, |actose nonohydrate, nmagnesi um stearate,
and starch. The core can be covered with a coating
made from conponents such as ethyl cel lul ose, and
téugﬂgyl citrate. Both conponents can be incorporated
in the conpressed tablet core or in a tablet coating
formul ated to maintain drug stability and provide

apl equal Re®bdbf tré’é@in@ loP ﬁq\hﬂilting hdriob¥usal &y pRirierBb&usal dSorders in
gestl n can be nicronize %qsgat ed estrogens can

PETBRIIOpBYSSH dBENCRGRA Y| RostmelioRsE| wemap "bf‘ﬁ%’r thereof, which
fﬂd)hﬁirl@e%fér‘awlbr@h&né ab %Eld Vadiilan ccfntnnmsjsmyumm&ﬂlp@éﬂw éver the
pr oy ? adeguat e, st abi | ghese mul ti ticul ates

P& AEUTO RIS 2ol OSFPOR A P B P aBolhg ama to
aabpowiermg cohjlugatel estlogayisaint | addilg rRiosagenttlah igpuhi fidth ab&s 2.5
con a| n| the E\reg%est n nd |nc q}‘gorat ed into hard

dB? t |b Utca%?ﬁl 5’6‘?%%%5 DY at ed estrogens or

MPA nay al so be cut in pieces, or crushed and placed

ca I { sage a
2,520, b0 sl B B 0 by e 0°Gy At
aqoglygeiﬁ@wd@sesarom He&€eut i caI dose pack cont ai ni ng

any nunber of daily pharnmaceuti cal dosage units.

Prefer bI , d conpventionally, pack contains 28
t3bl et’§e etmﬁ]??ﬁ%@ {9 Eleipi2, Wﬂ?ée"bé!& daifyotnsacs Qkiicenjugated

tdmahetés&?d&sdﬁiﬁwﬁ altamttrisz aﬁgta td e?&m a. awaﬁ@ﬂ@e@mwld&bge of
al asl| S he I ne
el Ploptaifipit Scale lnfear” Ak SRS BatBiid 8o The next

pack should be started on the next consecutive day.

Epr CQHQ' Qnsac‘égrﬁﬁ% %ngzl urg t%greﬂmos edtaﬂplc%sage of
contai ni ng both conj ugatéed rogen It TS
phesFeeyRI9pesternar awﬁie fsefeam aw airg toabeutt%ﬁblmgt
corresponding to each day of adm nistration. For

conbi nati ons contajning 15 separate dosage units_ of
Sonj ud it epterd pergEding i glamA; VY"le“?'% ther €31 dasege Pﬁ&P“JUQated

eeaohe efreich§ WSH is @bo@akh nyaindand 081§ doSadeast rf*n@kdi@;&ogesterone
{t‘a .adm nistration, as indicated on the pill pack.

.aLb erﬁ?thod of treating or inhibiting
menopausal or postnenopausal disorders in a

ﬁé'd”?ﬁ 5&! \ﬂg&'&ﬁlﬂ&%salamof RRSLAEMEPEH AhtedCIRBGLAL is

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
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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5 conprises orally providing to said worman

conti nuously and uninterruptedly over the treatnent
period, a conbination of a daily dosage in an anount
fromabout 0.25 ng to about 0.1 ng conjugated
estrogens and a daily dosage in an anount from about
2.5 ng to about 0.5 ng of nedroxyprogesterone
acetate. 10 2. The nethod according to claim1l,

gher eThe trighdd AbtHaihg do €8AIMOFE Whetdin th® Horgighted é%%gé}fé is
estro met hod according to claim 2,

T

m?gﬁgﬁn%%@efﬁfr?%?"aoggge of conjugated equine

estrogens is fromabout 0.2 ng to about 0.1 ng and the

ailyr 0 d r e5.ane  ac e _J .

Fr om 1o e ipachocorihg BLAGNY BT BRESHG"BIF ERICof Sonlugated

eaing estigensis cbebrfawebow gigrendresodt0. 1 yngdwhfge deify dosage of
5 hg0 L0

iR e [ S L RN T R SR

wherein the dai | y dosage of -conjugated equine

f3L I OBRNSmelHSE iaScatdingt (& dak gn%ﬁé?enda}hé yd&k@S%%a&f of
ITEdFO rogest er one acetate i s about
&53/ g%?ﬁ“aﬂerﬂfe%e igifrem ahoyt 1 HEde bayt 9%56'“@0 nj ugat ed

estrogens is 25 synt het| c conjugated estrogens, A 7.

F"a. T ikt el Sl et PR GV e AL aeeted

equinenestiogerse VSPHe abaft 0.2vhg ahd thenaily sesage rofi iMegroxyprogesterone
LML S5 DYt pmgal d woman conti nuously and
d .

uni nterrupt edFy over the treatnent period, a 30
combi nation of a daily dosage in an amount from about

925 11 Rt 0Hcofding clalfPR] %@tteﬁﬂtr%strés%%'fb? %&Q'% is* hot

dai |y dosage in an anount from about 2.

sgesrrg of medr oxyprogesterone acetate. -13 8 The
nmet hod according to claim?7, wherein the conj ugat ed

tragens i,s , con ated equine estraogens,  USP.

t hofhenmeiog: AT, G TRt Wndiered fsimgens i
syntlmﬁnpmgwgawﬂesﬁogmﬂjqe estrogens i s between about 0.2
ng and about 0.1 ng and the daily dosage of
medr oxypr ogest erone acetate is fromabout 1.5 ng to
houtA Onghad). of 1iphibiting: oretdtajdinacbmueddergine-hzatiah norOtreating or
Wﬁlﬁﬁ:ﬁ BstEBSorgé’?él g&ﬁﬁ&% Qusal 'ﬂ? oBétYs%f %gﬁ)gﬁgtﬁ{eﬂgﬁusalwoman-
acetate 1s from a
in need thereof, which comprises orally provuding 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 dally 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 estrogens is
conjugated equine estrogens, USP.

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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10 11. The nethod according to claim 10, wherein the
daily dosage of conjugated equine estrogens, USP is
about 0.2 ng and the daily dosage of

medr oxypr ogesterone acetate is about 1 ng. 15 12. The
met hod according to claim7, wherein the vasonotor
synptomis- hot flushes. 13. The nethod according to
cIain17 wherein the conjugated estrogens is

tic nju estrao S, 4. h
i el TEeB ; Sl ooh Mg e, tod Fly Welle of
edraxypnagesteroneracetatet is frgmcabbefo‘lpmg dsabout B5 ang.
peri menopausal , nenopausal, or postnenopausal - wonan

in need thereof, which conprises orally providing to
i d Thenmethed rcrordpade wiaimd 7, Mﬁﬁmnethméﬂlwpyage \veqnjugated

édlﬁwetés?raééﬂ%nbsﬁ% higght 02 rﬁg?Hde fhatdawh&fag@oﬁaéarmxﬁeég%@rone

I'n an ampbunt from about 0. 25 to about
@F@Fﬁ%@aﬂb%f‘ ©®8r ogens and a daily dosage in an am)unt
fromabout 2.5 ng to about 0.5 ng of

{5 TR et o ERETE Hpdla b OBy e vagnits
vaynaUQatyedsseqlprunmsesﬂymmla UBsurid0 figueiheunnetibrgd urinary

ﬁgon?r %lnc%g r?na a{rgatl eéffgﬁsr ei'nn trb%n%héry gglsagl%pgja{usal or

ted ui ne estrog ehs i & from
MU@nqpaQsalrgvm ph@ee@laﬁhp@oﬁo@a@gc@pnses orally providing to said

N@%‘P é%ﬂ%@&%ﬁléﬂd%ﬁwt&ﬁﬁﬁé%ﬁ)ﬁo\)e tr%rtl%mn?éﬁQHérloﬁ a cHHstQtlon of a

according to clarm

dagly deprgedn ﬁntaﬁpuabfrw agerd DS B9 o aRayt Byl yRe sfngaéﬁdoﬁ'ﬁémgens

At taalagin Sdofsggb’nu@kéwtanﬂouﬁﬂ fiofh apewt 2@ ngrde dtbut 1018 mg of
thod accordin gq]cl aim17, wherein the daily dosage

BedrosygreRsstesye ine estrogens, USP is about 0.2 ng
and the daily dosage of nedroxyprogesterone acetate

¢ ¢ : i nhibiti '
S el bl edbafh T 5 Lfah, 00 Sl bl i
Ota‘glgawd @Nmn@t@gqﬂﬁdﬁ?us dyspareuni a; dysuria;

frequent urination; urinary 10 incontinence; urinary

tract_infections in a perinenopausal, nenopausal, or
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 accbrding to claim 21, wherein the daily dosage of
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.

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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post menopausal woman in need thereof, which conprises
orally providing to said wonan contl nuously and
uninterruptedly over the treatnent period, a

conbi nation of a daily dosage in an anount from about
0.25 ng to about 0.1 ng conjugated estrogens and a
daily dosage in an anount from about 2.5 ng to about

0.5 mg of 15 nedroxyprogesterone acetate. 20. The

nmet hod according to claim 19, wherein the conjugated
estrogens is conjugated equi ne estrogens, USP. 20 21.
ditEndiBb AR AnERIALOg 6O SAtﬁbH@:&p’a[%sal‘W%Sﬁ In LR84 Wereds, which
osage o conj d(j) fro

corgprisgs prsallatmw g o ?ﬁgd a/nman rq:@ntzmouyy @bd atpintesfuptedly over the
i?%agut ﬁ%d&l@@ eeﬁ&cﬁﬁkﬁ?ﬁh%ﬁ@ﬁé éél@ do§aé¢=,r A @h%@%t flom aB&JtthQS mg to

. The meth according to claim?2
obreit 8i1nmg m@maa@tpsi/ eaw&@% aeql daily ﬁe%ﬁ%ay ANGRIBRUYNG frgmabout 2.5

A absut b rhg BMadiexbrobesBrone aabltet 0.5 mg. 23. The
nmet hod according to claim 22, wherein the daily dosage

of conjugated equine estrogens USP i s about 0.2 ng

and the dwithod dafo&gﬁg o5 chEmalr 2 YWergiasther eitfugai@etiiogens is
é met hod of | owering

E‘?{Wg@&deerqb'lnn%fg?gﬂ‘ A\{)‘T‘ LDL I evels; inhibiting or

treati ng hyper chol esterem a; hyperl | pi demi a;

o di ar %mo@rac%r%ﬁgstg CI%% %Celre% ‘ﬂ’?é ﬁally @cga ﬁr&wg ?Il)ju ated

vascu | Ssease,; stenosi S, vasos pasm
eGuinRy esiroogas (is frqalndgxgt Or2omactel akeuk 0. bmm@d rd@adlallmgdosage of

Fn@%?rgp %@gﬁﬁ?&&?&!ﬁé REoMAstoul £5 nilAEBB6ut d.5

peri menopausal , or post nenopausal monan in
need thereof, which conprises orally providing to

sai d W&&eﬁn@ﬂt laBetPdIRg Y toANGlaitNi 28, eWhdRliredine Qafy ddkRge of
treatment period, a cqonbinatjon of dal I%gdosage in

ARARIPgeST B afistlk 'sdro tad tBB

conj ugat ed estrogens and a daily dosage in an anmpunt

0 u . .
%réd?%%pboéiegt er onegatgec?aq{?'%7 %éh tﬁéﬁg?u%gosgg% (?F gpwtdgated
equind estiogeds, URRis @beut Otemg angl U«;ﬁadaale desagecyf emesirdxyprogesterone
‘a‘&ﬁétlé?éb%@t? i ne estrogens, USP. 10 26. The nethod

according to Iai m 25, wherein the daily dosage of
conjugated equine estrogens is fromabout 0.2 ng to

290Ut A GrethddbfRetidg s irfhditlng rée$adi8al Hvolvement 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, amyotrophlc 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
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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medr oxypr ogesterone acetate is fromabout 1.5 ng to
about 0.5 ng. 27. The nethod according to cl ai m 26,
wherein the daily dosage of 15 nedroxyprogesterone
acetate is fromabout 1 ng to about 0.5 ng. 28. The
nmet hod according to claim 27, wherein the daily dosage
of conjugated equine estrogens, USP is about 0.2 ngy
and the daily dosage of medroxyprogesterone acetate
is about I ng. 20 29. A nethod of treating or

i nhibiting free radical involvenment in the devel opnent
of S%Za% ?‘n él‘\:oggéésc% du%g E]o\é %%?SZ%QEEM@}\ StPura dc%rnjsugated estrogens is
i n¢¢w9mdcﬂqymele§t5¢9%$#3$erl pher al vascul ar di sease,
rheumatoid arthritis, autoi mune diseases,

resglratory di stress, enphysema, prevention of

r epbr f uSeomethep Aegordipg rtalclazfs Heyierain e daily sissageet paniugated
5 he@@luhé bStrogeHY &' Forh oS Oﬂsﬁbltaséb%ut BYShgNAre hERMAy dosage of
%sgemat osch, E | ateral sclerosis, aging
HOXYPrOgfs elroqegcﬁga &) HPS'/" ahout T-agg to §9?H§|°&1‘B9 central
nervous syst emtrauma and stroke, or i nj ury duri ng
re i on rocedur eri
ﬁ%pau ,m83%°‘§o§?°ﬁé atl‘,?s a‘?"ﬂp Herﬁ@eothet Aaiedtosage of
whinetirogypnpgestesaneacetateyis fromabdutmgmy cbo atagutl 05NN
40 continuously and 30 uninterruptedly over the treatment
period, a conbination of a daily dosage In an anount

f 3 abte methog agePrdipg 4o slaim (B21 wigrebro theudgily sigsage of conjugated
esédtmﬂﬁébiroéé}% asfad é%u@@%ﬂﬁ@ and the@RiNPIENARE of ﬁ@&’og{b??&esterone

out 0.5 ng of nedroxyprogestérone ac
-f@mggem*ﬁ@”H%Wﬂod according to claim29, wherein the
conjugated estrogens IS conjugated equi ne estrogens,

o 50, b SR DB SRy,
abbllmelmer rigease; apouiting. heurgpratedtidr er deodnitlod Oslﬁt@ac@ﬁent in a
mﬁ&ﬂ%%gg&%g?ﬂg%ﬁﬂ%ﬁ? e&raéc?séhgr& é)ag I vg 9#%\ geﬁ? 3tliereof which
nheErearises Rl Aroviding s gt wpmammawywwgecsuemmptedly over the
aCt?éa%h&t'p‘énM %'Eoﬁ*Bi?n‘dﬁoriLoerJde(l@ d88Yetin On 5 nt fh@n gbg’put EES mg to

oﬂ ccor to claim3 erein t
20 734 VR OBt ik i 209 ATORTION! Fompbout 2.5
andg tdlﬁ)dﬁad).Bynghiwq?owﬁrogEﬁé:@m( REQgeSt er one

35.  The method according to claim 34, wherein the conjugated estrogens is
conjugatéd 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 to claim 36, wherein the daily dosage of
medroxyprogesterone acetate is from about 1 mg to about 0.5 mg.
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acetate is about 1 ng. 15 34. A nethod of treating or

i nhi biting denentias, neurodegenerative disorders, and
Al zhei ner' s di sease; providi ng neuroprotection or
cognition enhancenent in a perinenopausal,

menopausal , or postnenopausal worman in need thereof,
which conprises orally providing to said wonan

conti nuously and uninterruptedly over the treatnent
period, a conbination of a daily dosage in an anount

38r omThbauéth6d 26cantjng to 2BinaBDUWhEreth thy daiydugkrieast conjugated

S53bb 85 s8 Y A93 g) FRALy 5Hroe

aa@teteaseboaiﬂ m@he met hod according to claim34, wherein
the conjugated estrogens is conjugated equine
estrogens, USP. 25 36. The method according to claim
335, Whebkarmageiicalaidopnpasitieryefosf usenjimigieating emenapeusal  or

p8§tHeaes£1fsa| @sséra&@ Vit ontbrided Bosage MY m&nt £r5H aa§\ﬂ 0 d¥Emg
osa e of drox esterone acetate 1Is

t%femﬁ 041 @grfs@nwaata% e%rfogsnsarpéa dggagein arpmoket: frasyabout 25 mg

tRSEUt 0i518g bPmedBkyprotsteydnezebEtd Bfd ﬁlahérbhaeélﬁéa %a;%r

nmedr oxyprogesterone acetate is fromabout 1 ng t
about 0.5, ng. 38. The nmethod according to claim 37
40her &ha dohmposition ycodairoR QdimC39)jwHepdie the igad estrogens is

cﬁ@géaqggg lné@%)rop%hsapﬁt 0.2 ng and the daily dosage of

oxyp 0ges tetate is about | ng. 5 39. A
phar maceutical conposition for use in treating

42 NORRY inpRkiiord SECHAPRE B 40 SMCAE e BOLSER of copiyoates

npri ses osa eln anmount
eawafate%fomemﬁg ig m@ap@doésmogkmbomammoaa@éhe rdosage of

niERProlge ABRAB Qbktatd iSfrdM abdiR 13094 to Shodt OTH

medr oXypr ogest erone acetate, and a pharmac 1t i cal
carrier. 10 40. The conposition according to claim 39,

42er Tha tobmpeardmga&oeﬁau@stroog@a? | 31, %r%lﬁlatﬂ%? é‘&:abéle of
est rogens sitjon according to claim
mﬁ%iro @pg%tﬁropﬁgc%%lgésgﬁoraggggﬁ 3@8 °e§m negestrogens
is fromabout 0.2 ng to about O 1 ng and t he dosage of
5 f b t

Bpout o, rpeaRTs el 3 Shlth 42, Inclel W fifeng of ybetes
eqq'ne WisEPeens, USE isoshayt 06k mgnesntt tbey«fmagesxf dnesiiexyprogesi¢rene
ab&tafei®BbARQYRg.1 N to about 0.5 ny.

44. A pharmaceutical dosage unit which comprises which comprises a dosage of
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
conjugated equine estrogens, USP.

46. The dosage unit according to claim 45, wherein the medroxyprogesterone
acetate is micronized.
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20 43. The conposition according to claim42, wherein
t he dosage of conjugated equine estrogens, USP is
about 0.2 ng and the dosage of nedroxyprogesterone
acetate is about 1 ng. 44. A pharnmaceutical dosage
unit which conprises which conprises a dosage of 25
fromabout 0.25 ng to about 0.1 ng conjugated
estrogens and a dosage of fron1about 2.5 nmg to about

d d .
ar maeC R AP RER. )88 S B D e Pens orapivpgted
eqmmﬂ @strogbhs ehitorei abouh . Zo*ng ugadbexit €5t mogems the d@age of

&88#0%@%%@ e%% Jb%ta‘?e% "frB&ﬁJb%ut +’§Fﬁ tééb%g%%rﬂ sage uni t

accor erel r OXypr ogest er one
acetate is n1cron|zed -18 47. The dosage unit

46 COrfieN0dds8gé! BhiN d&oordie! & Noldife £0SABErel the dosage ~ of
conj ugated equi ne estrogens is from about 0.2 ng t

RBSGRYRIogestgonEReetatRds i QB‘a@@UbT mg ﬁ%a@%‘i& SMigest er one
acetate is from about 15rTgto about 0.5 ng.. 5 48.

e sa e unit ,according to c m 47, mhereln t he
%@sagﬁ‘ OS%W)&F&WS@QS e?"'i'iﬂ‘e”'gc‘@tfeé?'@ the dopags ofherpjugsted
aquined esthyehs, OUSP 1ig abdi®t. 0.2 Ay &aG abe duside SCMeddkypeodedterone
% ?itm 46??, ut\/\ﬂ%r ein the dosage of conjugated equine

se?%bse s?, B is about 0.2 ng and the dosage of
nmedr oxypr ogesterone 10 acetate is about 1 ng. 50. A

56t hOgl Qb d i d?rrecﬁtﬁzf#\%qé\fé% +f%¥§a’s§%§m rﬁé @l@r%gn P¥eling

N a wonan recel vin e repl acene
b@fmeRe cepipFsnasy tbfﬁrapy-ywwpfmommge& gradlyj Rfowémﬁo "ia woman

s&mhudusgwdyurmﬂ&rwfédm EVer URd &eét»heﬁvsénoahs cbhﬁﬁbﬁ%n&f a daily
ri od, .a conbi nati on of osa f from

a e o
g6 6 135" AP O S BBt ORI | cF; SRR E869asGe R84 ngaly
dosdge b/frordl@bag @.5ahg o apsutln 6 wig of nfedrixyprogédiaithe Ssetatéll
of nmedroxyprogesterone acetate. 51. The net hod
according to claimb50, wherein the conjugated
&6t r ofenmettod aaojdinga te dlaig ush ewlese¢in dhe nenpjugBed éfrobéhs is

?ﬁ’e‘d dinBRsRs 'Q 4@ claim>51, wherein the daily

%@j ge E)b?‘ Ic?onjgu atne' equi ne estrogens is from about

0.2 ng to about 0.1 ng and the daily dosage of

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.

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
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

-19-



10

15

20

25

30

medr oxypr ogesterone acetate is fromabout 1.5 ng to
about 0.5 ng. 25 53. The nethod according to claim52,
wherein the daily dosage of nmedroxyprogesterone
acetate is fromabout 1 ng to about 0.5 ng. 54. The
nmet hod according to claim53, wherein the daily dosage
of conjugated equine estrogens, USP is about 0.2 ngy
and the daily dosage of nedroxyprogesterone 30
acetate is about 1 ng. 55. A nethod of m nim zing
spotting or breakthrough bl eeding; or achievin

Pefiedcr sambipatian af aeatyrfdsage inANRMAIEH fFemeaboei 82 gwéﬁ@bout 0.1

rhd) B6rRItedVdBrbBerERNATd &G doSigR!ih ¥n RFRYhCHIN absut 23 flg to about
worman cont i nuousI%/rsand uni nterruptedly over the

49 BQOhEIFErOXYRIOBRMEBLP a8 nhi nati on of a daily dosage
in an anount fromabout 0.25 ng to about 0.1 ny

897 8 oS4 80RY Ml L ngPR LR BRens
wBjigatest pauinesstmgens, UBRt ate. 5 56. The net hod

according to claim55, wherein the conjugated

estrogens is conjugated equine estrogens, USP. 57.
SThe ribetroethod @ocatding te laih fibmvaereimitie daily ddsegelaf cgnjugated

' t j NS,
GRBENG oD H4F dpout B3 LA BOT g S BT fidkage of
medpoRigsesigese acelate i Femabeul 55 maimabpe®Smgs ng to
about 0.5 ng. 58. The nmethod according to clai m57,
wherein the daily dosage of , nmedroxyprogest erone
et 3’1‘"‘8 i"%d?‘?%n? B9 1o faiy atouivnere hije dsilodospge  of
madrbpragesterathegetats is frammbobt 1 migas aboutOlfemglai | y dosage
of conjugated equine estrogens, USP is about 0.2 ng
and the daily dosage of medroxyprogesterone acetate
9% alibetméthod) ac&iding\ toretdiro b8 fwhenain dizs dally dosage of cenjadated

[ i n.a kd 0407
SRR loddhe Py Rl BRPB2HAEand HRudlE RBA mecfbaprogesterons
agetate g appwVlimdng to sai d woman conti nuously and
uni nterruptedly over the treatnent period, a
conmbi nation of a daily dosage in an amunt from about
. 25 %ng'BOQbBDt'“@f?iS'?V\% benshj miggteb ddenstty olferfs Reifegopausal,
riléndprushhS & PostimeAdpauBBILWbMER UM ridedutherboh WRICK @ombesds orally
p%vsldingmaa soafid \rnrlgr%r? )éXlﬂ{nggl?Sﬁ)tl ghd Hr%nt%(r:rg;tat%}il)e/ 'ovezrslhe 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.

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
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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61. The nethod according to claim®60, wherein the

conj ugated estrogens is conjugated equi ne estrogens,
USP. 62. The nethod according to claim®6l, wherein the
dai | y dosage of conjugated 30 equine estrogens is
fromabout 0.2 ng to about 0.1 ng and the daily dosage
of medroxyprogesterone acetate is fromabout 1.5 ng
to about 0.5 ny. 63. The method according to claim62,

erei d
$aet arte Moo iRE RIS o3, VERIAOMBY BARCARLEE8 qonugated
Eheineresttugens d4357 BiahguttQ2 oiganchtigsdailydesagiere! medrayrirbgesterone
gated equine estrogens, USP is about
%8%3%33%%& hmedeal | y dosage of nedroxyprogesterone
acetate is about 1 ng. 5 65. A pharmaceutical pack for
45 | ﬁahsrrﬁgc@aﬁéémsacfef fd?engfamsme UeatrRSH! BENRERMSHMal o
| sorde risin ra har maceut i cal
@@gta@eowwsd%deraépmﬁwq A P&ﬁ?*'%Pf emaamﬁﬁetmaaltd@sam prits as
"él@fﬂe'd M BRAB ofiMifG Q4 ! B el cBtinbiyusAGHItESItéPddilp RdMistation of a
a| %Jidosage 10 66. Use of conjugated estrogens and
W 99t ogest erone acetate in the manufacture of a
phar maceutl cal conposition as defined in any of clains

to, 43 one . of re ph i.cal e_units.
T e R R P R A IS
tmrepatanterd ofaf ptnmnepathsailcoupoq)mt asaafiopd insarly o ickimldd ©.43 or
%ﬁ% rgrg Tg%ggé?%?g%ag ggéca Eu e§ %Qgﬁ'ﬁéd ?H"Q'R/uo clajms 44 9,49, for the
ﬁnamb@mer@aauq@h@woatsmamnah@aﬂ disprdefrsai m 65, for t he
treatment of nenopausal or post-menopausal disorders.
20 68, Use of conjugated estrogens and .
Rédr oY¥§%rPgetieaadere esteqerseant ch‘?‘EP’ﬁ'QFQQSSte@“Si fAvede op the
Granlifattutenef & rphaintazBlticar padkhaddtéfined iwiclaiABBTRrake treatment of

t ons sal , menopausal or
FHOBiARR st Ao EShal AERHER. { her ool Go. ke of
conj ugat ed estrogens and nedroxyprogesterone acetate

ggcor 9’5@ gr Eﬁﬂé%g?a%cﬁésﬂ?ggl?@aWﬁl@&tjo?yptr%sfém@&e%e according to

nptom |
cPa/nm 66 or 67 for the treatment or inhibiton of vasomotor symptoms in a

perimenopausal, menopausal or postmenopausal woman in need thereof.

69.  Use of conjugated estrogens and medroxyprogesterone acetate according to
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
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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70. Use of conjugated estrogens and

medr oxypr ogest erone acetate according to claim®66 or
67 for inhibiting or retardi ng bone denineralization
or treating or inhibiting osteoporosis in a

peri menopausal , nenopausal, or postnenopausal woman in
need 30 thereof. 71. Use of conjugated estrogens and
medr oxypr ogest erone acetate according to claim®66 or
67 for treating or inhibiting vaginal or vulvar
atrophy; atrophic vaginitis; vaginal dryness;

RicHhtineHSs; %ﬁﬂgr QLB AnfeliGRET il af f)? gr?:‘p %dln%én% ausal, or

urinary -21 onti nence; urinary ect'i on
EO%@PPmﬂa’(@éﬁ” in Aeetbibereshl . or  post menopausal vvoman
in need thereof. 72. Use of conj ugated estrogens and
gfd 6¥£ ?gester e acetate according to 5 claim66

© elvgpPRs Y Bledroxpragestasenq. peetale \asparging to

tlai BBtOrn@? @cﬁr lbwa&igl EHIdRYERE CH@), esit IQILeleélis inhibiting or treating
E erI carg?ﬁgvascul ar,.dis

G Pé?%‘?r s :NyPeyinidemia; alca‘i?é%'aiﬂ”%" dfiseaser. atherosclerosis;
Pmmsvasculﬂamaw Ntestehosish wbwspm@n vas apmipling\alakcular wall

e o) event s l,eadi n
BB o MU ¥ Lol B oo B mrlRinseier Gomage, in
penrogropsasal, menqpatﬁahwnpqzﬂmsradpa\amfmman imee:d théresfeof 10
73. Use of conjugated estrogens and

medr oxypr ogest erone acetate according to claim®66 or
63 f o¥Se PEaenivgptast estiopens enchgetiioxypregastarone aeptath \agenrding to

tigint B& ofl6Y %rQFé@ﬁr'i& oﬂﬁhlblﬁ@]ﬁ@é %dl&?lﬂ@&l@émé}ﬁrﬁ’ e Seveicpheht of
dlsorders zhe di sease, bone di sease, in
B R PP MBS cIsaraei hishalmers: A ensar Do edes, aging
hiﬂamnﬂtc?y dlsafdéhi périp&eraavﬁs&uIﬁfﬁl@é@s%riﬂumt@ﬂﬁﬁﬁﬁhntls, autoimmune
rator i str senma vent.i on o .
SR eh O TPy oS, R norelon cat, Bfteisigy Iy, vira
hepeditis,t | mromlub@ctml olse;:atlth)s dubexsilssis, s \sbaasis; | syplemic  lupus

S { e I.n
S on PR iy RN BT erb il Sfecs, BT tosBERIAY cltess
RENORIE; W@'ﬁbmwt@mtemmama @ke stroke, iamjinjusy diwing ngeperfusion
bl%fé@(']l]crb@ 'er% pdRAESHUS SIS nﬂéﬁoﬁ’a&gf 'o??%gtﬂ?e%ﬁﬁéd.lsa&aloman in need
ausal , or postnenopausal wonman in nee
Eﬁ% of 74 Use of conjugated estrogens and
rredroxyprogesterone acetate according to claim®66 or
ealing o nhi biti enenti as, .
neur ogegé’ng?rﬂ’tqu‘\} J%ﬁt@g?ﬁse? dﬁ%&ﬂ?ﬁ’xy%?%ﬁ%rﬂ%er acetalp agcuding to
pleinv B8 ion §7rfeutrerting e gthibiting atlemeotiss, heaodegenertiedrasbrders, and
Alzheimer's disease; providing neuroprotection or cognition enhancement in a

.I'

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.

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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25 peri nmenopausal, nenopausal, or postnenopausal wonan
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