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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 changes in blood lipid levels, a major component of
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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.



-1 Estrogen replacenent therapy (ERT) is benefici al

for synptomatic relief of hot flushes and genital
atrophy and for prevention of postnenopausal
osteoporosis. ERT has been recogni zed as an

advant ageous treatnent for relief of vasonotor

synptons. There is no acceptable alternative to
estrogen treatnent for the atrophic changes in 5 the
vagi na; estrogen therapy increases the vaginal mnmucosa
and decreases vaginal dryness. Long termERT is the

key to preventing osteoporosis because it decreases
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Qgen Ot ho-Est0.625 Estropi pate (Pi perazlne estrone
sul fate) Estrace, Mcronized estradiol0.5,1.0,2.0 ny
Ral oxi f ene ( SERM Evi sta60 ng Estedfied estrogens
andEstratest1.25 ng esterified estrogen and

nmet hyl est ost erone2.5 ng net hyl est osterone 0. 625 ngy
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Conjugated estrogens Cenestin 0.625, 0.9 mg
(synthetic)
Esterifled estrogens (75-80% Estratab 0.3, 0.625, 1.25, 2.5 mg
estrone sulfate, 6-15% equilin
sulfate derived from plant sterols)
Estropipate (Piperazine Ogen Ortho-Est 0.625, 1.25, 2.5 mg
estrone sulfate)
Micronized estradiol Estrace 0.5, 1.0, 2.0 mg
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 1ma, 2 m
Estradiol Elleste Solo 1 mg’ 2 mg
Estradiol Estrofem 2mg
Estradiol Estrofem Forte 4mg
Piperazine esterone sulfate Harmogen 1.5mg
Comblnation Estrone Hormonin 1.4 mg
Product: Estradiol 0.6 mg
Estriol 0.27 mg
Estradiol valerate Progynova 1mg,2m
Estradiol Zumenon 1 mg 2 rr?g
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) dally (dose options for various
Fem Patch (wkly) products)

Vivelle (twice wkly)

Estradiol Dermestril 2

Estradiol Estraderm 22’ gg' ‘1188 ﬁg

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

Estradiol Fematrix 40, 80 pg

Estradiol Menorest 25: 37.5,50, 75 ng
Progynova TS

Estradio) And TS Forte (Climara) 50, 100 pg

Vaginal estrogens

Conjugated equine estrogens Premarin vaginal cream 0,625 mg/g

Dienestrol Ortho dienestrol cream 0.1 mg/g

Estradiol Estring 7.5 g

Estropipate Ogen vaginal cream 1.5 mglg

Micronized estradiol Estrace vaginal cream 1.0 ma/q
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Estraderm (2x wkly) daily (dose options for various
stradl ol Fern Patch (wkly) products) Vivelle (tw ce

wkly) 25, 50, 100 pg Dernestrill Estradl ol Estraderni5,
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amett;l%u%‘h@, Gt ﬁ&”@eslrably been an objective of HRT regimens to use the lowest
15 dosage of progestin that will minimize or eliminate endometrial hyperplasia. 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 postmencpausal

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 saild 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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of the favorable estrogen effects on |lipids and nmay
potentially inpair glucose tolerance, it has

desi rably been an objective of HRT reginmens to use the
| onest 15 dosage of progestin that will mnimze or
elimnate endonetrlal hyperplaslia. It is therefore an
object of this invention to provide | ow dosage ERT
regimens that may mnimze endonetrial proliferation
so that the need for concomtant progestin

adm nistration is dimnished. Accordingly, the ERT
regi mnens covered by this invention are particularly
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CENESTIN (synthetic conjugated estrogens, A) tablets for oral administration

contain a blend of 9 synthetic estrogenic substances: sodium estrone sulfate, sodium

30 17a-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.



Conj ugat ed estrogens may al so contai n other steroida
or non-steroidal conpounds, which may, or nmay not,
contribute to the overall biological effect. Such
conmpounds Include, but are not limted to,

unconj ugat ed estrogens, androstanes, and pregnanes.
Preferred conjugated estrogens for use in this

i nvention are PREMARI N 15 (conjugated equi ne
estrogens, USP, conformng with the nonograph for
conjugated estrogens in USP25) and CENESTI N

g S YCENESTH r@gf;.w&at&aﬁ ad tﬁé&tkr)'rlieﬂg&f‘rﬁ%igg))e }o%@%Rfaé‘dmotor symptoms
co ted estrogens tablets or ora
adrﬁs%‘?cgﬁerda"i" NP DR BP s a m xture. of estrogens

obt ai ne@REMARN:andeCENES UM ar BYAilable Fomrcomaercat gerreasry/yeth-

as ARRt SOREMARIRADIram&d - grNEsTINO! Ubl @ estrogen sul fates
bl eided to represent the 20 average conp03|t|on of

Sraterial derived from pregnant mares' urine. It Is a
m xt ur eitaé prefeped tirat det conjugated lebtedgen aobtitventi isi PREYARIN. nlt is

su Lﬁp@f&ﬁe tﬁé‘t%{‘&osbgeaér‘ P%ﬁiﬁAF‘lﬂl % £ 36018 0,26 %Wdﬁ@ﬁtabout 0.1

onen m sul fate cor|1:JM %
17angj peﬁylgy,@@e] [gimarepreferred thatdbe %ﬂffa%ef of PREMARIN is from about 0.2 mg

A8, fir dghy dbaf o ey per daly/ pittda bl noaxga of aboyt 0.2 mg being specifically
7(3-est '
167 PR e es prEfed e prf (iR UEL A ki arffored
t r eat rnw@tﬂecmmwé dMQERNe O OWRJRRFe Wi \Bils BISBIS oRCCRPRFRiEdnRy careful
jﬁh@él&&@ﬂomohﬁg ol dorfEia paseseasid. r eat ment of vul var
vag IIfn geSl F%r 9\8 hé{dn uggt?d pésﬁ'xgérﬁt 'reg;ﬂne(?'ng &S Kh?so ﬁmérﬂiﬁh Sean be

as wel | "as™o d for estrogen

pr oqqmumsere@emsrrncﬂpr(w\ﬁ piegestn, @6@%&%’%‘?&?@‘@%8 agefate
18 ab('l\/ﬁ’AS ey a@éﬁ&bl@lfgdm &VyeﬁﬂAyeﬁ‘éi)ﬂt girenavibA andised a the

synt het troge

sul ?rﬁqeéhn dg% 'ﬁﬁﬁg"%;o&iég' chaﬂ){/g?sagauci 1NN su?f%a Q%r B85 Sven

17 acopstntitadi adminjstiafient ean broel arpmbjnation fasndefined helew), or that the

SOF‘% st/ %arg'bQY;%\ﬁ&@ Wot @Al NpaftUbsl Mk Qreaﬁr@ﬂt %BﬁldﬂqUFbﬂ Example,

sulfate, sodiu n,s

ey Sl OLB e Ay rEin R roeC At MR may
26 Ul BecddministéreCRINEEST 115428 of thenshimecR8edhy Irgatmiaet periecat ment  of

noderate to severe vasormt or synptons associ at ed Wi th

t he nengpause. . PRE ﬂ%NEST N are a| l.a

@8‘5 (

from coffeFt&dain 26FF RGP the Em@?"ﬁpausal or
DU r pustbnop=OEMESTIIR ref&s td canditignsedieardesel of Hisgase lyietes that are at

'\%é@ %gﬂllﬁ §§u§&g ﬁf‘ theP Bé&réésla'@ %Etrdg’én %?ﬁ%%h Naccurﬁnd aunng the

erred that the osaltg 9 tleffro SWB uch
RSB YT CR oo PO To gL B, SN iy O

pr ednmrdewltybbaw inchige dng ampenad fimRrREAGIeNbri reoré oh ivagiibaed vulvar

FSgh Q%orr%‘?o\‘ |rk%biﬁ@omna9 ﬂcoﬂﬁheﬂé‘é aﬁé‘)ﬁcre‘ééédrhsﬁ ofl@dvkiping

osa of about ei'ng specif ll

osteoporosis, cardlovascular |sease d seases re edto 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 "dally” 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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10 preferred. It is also preferred that the ERT
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uni tic%{e %;f'i%ae gall*er% fr{ﬁé E[-'iﬁerre&mg?itls nB tgl everg atagf. unr:g the

trea perit o
" coffatRnd l9§”°du nFrmeéamPJg-t ¢ dogatei ofiaspatiget; ftﬁ*v nesfl tg be adjusted

C ONgitidRlup @R doWRR IS adhitRé teh@esiredTBIfébRULMG thé middle of a treatment
2?0@ ?ibg‘t ered at least once daily during the entire
atnent period. It is expected that the treatnent

peri od Zhe tamt"previging,” wilyiearass togfrovidingsa fespamefi asa ohpeth of the

be doipofdntd sfasd invdhtichayeandditBbeadi r@&ly}édﬂn%téﬂlﬂy Such a&Bfhponent of

in olél‘sllr}]veptéonéglgX%rﬁﬁis%ﬁn%?ﬁfg?ordﬁgr ﬁ%r v)§ Br%io%f \@l‘?&\sxlvm fgrm the
adrdguivalertramegntERiheicampanent vatain toy deM-hI b| t nenopausal or

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 hereln 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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post menopausal di sorders. Treatnent periods al so may
vary dependi ng on the synptons to be treated. For
exanple, for the treatnment of vasonotor synptoms, it

is 10 preferred that the treatnent may |ast from one
nonth to several years, depending on the severity and
duration of the synptons. Physician eval uation al ong
with patient interaction will assist the

determ nation of the duration of treatnment. For the

t r ampesnts obihej qembibitionane plefesablyearminigisied at the shme time; either

pr ber Jnﬂé*#db?dgetfcﬂﬁl Joﬁi%ﬁﬁrﬁ%th RpoRéhts: @H bl sdRdte flé's%]a units;

I'nit

0
1ol B of o QR Gk fph b e o e
t r ey, pesnided tht the deshed@nly dosape istalobieveday be | ess t han
sthe 30 day preferred treatment period. It is
anti ci pated that a patient may mss, or forget to

t ake, of@°ERdaRCE Wifp *&Eéfa@@é?"d inHpusiy, ancnintereuptsely groviding a
t r daityndneiger fegh Bmut Olasvv&Mera,boﬁtL[I:h moabhjegkted Sstrdgdnk lis useful in

r u ninterru
T e ey
ne&??§°ﬂaﬁéﬂ' ©h é’%@‘?@%é%g‘@"ﬂ@ gi Mera eartiquipriyjafhe mmblwgons
10t h@edcripat HEpdh af@isefadn tréftRg 38 PaBling Vadirll &r VuWHﬁﬂfobﬁ&F atrophic

al %?%rq %gﬁna? 'dI-yHQL.;t ?I[L]Jﬁtrl]% ?dysmétﬁnh]aév suna,df:l re u%llbtlrt?/nﬂ%loph%mary
t r éngentiagrcep eme@ﬁ traqtdmfe@',@asm\faeomWesmpé@@e insfuding phet iflasties,
naynyaigiad attitralia, MmeEbrbrsd, Siftitabliig, tahe rthe! mk@rlnﬂm%) or r"e&rdmg bone

ac Iaér?mgraﬁéaﬁ%gel%&#égsgn ety ect?“(g.ur %P%B’I d'.?rﬁ 9, eaprt ﬂr inhibiting

15r e§ﬁé@ﬂ°fq3§ provi ding a dosage of one or both of the

Con'ponemescd?rfbir{ahén% d)fnt)ﬁ%nﬁﬂ/é?lﬂon %Qr@eﬁ 14 R&biofioleftfih! éffect in
adm ni stering _such this invention,

onent o
ad AP ATEERS ol aﬁ%ﬁgfl?f\?a?wse'ewow apLarB e toreset
wi Inl loweningt heholegtgeal, vellpéalt ambuhbDL oflevelse ohivpiegent treating
Wi hyﬁefbhblgﬁeljeﬁ%iiy h%rllpfdel’n% Préafdifvh&tial Nseldde  ather sgeross;
Con at ed ro {? his invention are provide
P BbaS e LR o et 2 P at BN ey vl
pI damagefKoomethilaravéntrigadirfy towdrd imrumeamddiated vasuatar dangage.

d' scl osgd cblﬁﬁlﬁétﬁn%ﬁhlg fn@éntigﬁ’&%gﬁﬁoxu gﬁtg aJn@ aF% therefolg]e ustul in

1 on
¢ P ERB ey & Rors A EOHTHAMG P S Wocarargdary, the
duecdnminatiores of dhdd rimvebtionayre Tkeful- iR Beatipg N NinBibitihg tlee radical

2500m‘9c5|miewfh M dNRHREARL Y cgﬁé'é? S'c@{ﬂ%ﬂ efndls (& Jlg

tine;, .eith unitary orm contarnin

C oﬁ'ﬁ%ﬁl{@?ﬁsg'seﬁﬁe E@’eéj&ﬁﬁﬁ"’a?@“% dflagmaleny qisprders, ﬁgnpheral vascular
c odipmse mbeunmnatoid drthrittso atitbimaiuine diseases, hespaatolyniisib&y @fptgbema,

d' Br"e?ern%ﬁ oft r’eﬁ@ﬁ.’lsﬂr\‘ frbund v‘rgﬁ]%ap%¥ s cHPSR Y A ndd2dds, 1BE culosis,

desi red n¥ dosage 1s ac
psoriasis, syste ic lupus érythematosus, 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.



5 In accordance with this invention, continuously and
uninterruptedly providing a daily dosage from about
0.25 ng to about 0.1 ng conjugated estrogens is useful
in treating or inhibiting nenopausal or
post menopausal di sorders In perinenopausal,
menopausal , or postnenopausal wonen. Mre
particularly, the conblnations 10 described herein are
useful in treating or inhibiting vaginal or vulvar
atr OPhy;CoﬁjgéQWbﬁroHéfr%% tid f%imd(ﬁz?i Rt o NNES Sombined with one
pruritus; spar euf a; suria, frequent ‘urination,
ur i Ydpge PPWE@H?H"F&!’M@@?GPLﬂ)élerFéFWSt fenadmipiptatien. ersexample, solid
V aSE@imiED lincRePtanas,, laciosd, Ugltanguni Qihodphah eﬁcrocrlm_(ﬂlng | &llulose,
rt [ 0 r e :
B EfRes el odiBMleaul daeB e stel heleh poyllfions avo,
| ncheBdningprisetaats mng @fﬂa% Qe §4¢ht 38 coih peanut &0¢ sepape oils, as are
i nhddprdptistg tlolfheoﬁita@p&’f Rl 3c_.~,ﬁvér hﬁgr@&fﬁﬂi arat %r?nﬁ?r@c_fulaﬁ' odn of
invept.i.on.al sp exert .a cardipoprotective effect in_
per TN, s FRE Aufats) sRatoiriRe 0 Amreion o
andeharmeacetiisple tampositionsf mby be redvaniagepurly ihlotiesk tsechoks flavoring
16-P (Shents dtibrih@Page Ry, lederving BhdHtd, lahd aftioxilidrRe fdrtample, vitamin E,
hyper chol e,a;@_g_lem ;. hyperlipidem a; cardiovascul ar
di s¥5eacay oY sis; 20 peripheral vascul ar

di sease The eseferrdsprmmaneuticalasapositions feantl thendtariziobintngf ease of

;/gs&gaaafﬁo%hh a@@{;ﬁ?@nf&g gagﬁﬁégbqagitron@,\ép%m%ﬁghﬁaﬂm Gnd hard-

conphot R EesroEbniks Dral BTt o i poropptis i Refempt
1@re therefore useful in inhibiting disorders or

di sease st tﬁ%sﬂwhé} tbés@%“e\‘&!cg,rﬁ@%hﬁﬂﬂi\lc@!o%scrﬁ@cf 8s containing

particularly, "the conbinations of this invention are

us eflum W%@a i fhatie PR Sulfplg fcArBRabaa WK acelitigse, glyceryl

| nviabrieeaty, lactost heagheyeinpstagrate, Mbthglasamedss, pikehadetlical glaze,

ner ; ! ' S . _hone,

e URENE LD o348 Syt SRR o35 s
2Q, 5 STVA wauld ke asteriead forpylationdar FREVARIMri ti s, aut oi mune

d :C SeaseSENESTIN It @estribédst éfseontaﬁﬁ?@hy&ﬁ}lﬁéllulos@{ eMRIFIxy R Epy!

0 0 u [ roni tiye

o AT ool JRAAI il Sy oo

er WOIYEPRR® S0sPregaiariBieechpinich titanjuat gipxides pig tiigthyl citeats apgnactive

ef flﬂgréclﬂents? (Foatiulbtions e8BINgEEENBSTIN Sieldeschib&d/in WSPHkant 5,908,638,

ent; t a r v QL i

25508 s BN e UAE D S ALEAE o B Ok o

t hi<ENERT&ht i on are useful In treating or inhibiting
denmenti as, neurodegenerative disorders, and

Al zhei " ' : i di tecti .
0 e 8 i O 205G B0 g
f orastipeen®d @nd sarera) Eomrpene inclyding Aleaholyhydioxyprepy! methyl cellulose,

30 lactose monohydrate, magnesium stearate, and starch. The core can be covered with
a coating made from components such as ethyicellulose, and triethyl citrate.
Conjugated estrogens can be Incorporated in granules, spheroids or other
multiparticulate forms, and, if necessary, coated to provide adequate stabliity.




or nore pharmaceutically acceptable carriers for

adm ni stration. For exanple, solid carriers include
starch, |actose, dicalcium phosphate, mcrocrystalline
cellul ose, 5'sucrose and kaolin, while liquid carriers
include sterile water, polyethylene glycols,

non-ionic surfactants and edible oils such as com
peanut and sesane oils, as are appropriate to the
nature of the active ingredient and the particul ar
formof admnistration desired. Adjuvants customarily
enpl oyed in the preparation of pharmaceutica
conmpositions may be advant ageously included, such as
f1 avori figs ivertiyartss prayvises aiphgrmagarical pagk esndaininghany number of

ageq haﬁﬂsiceamar @agbgem.e pré?érawaarmlcsnvewoham e Back contains
ascor I c acid

ph SRk Of @H‘F'P'%‘i‘?ﬁ@gﬁ tTErS‘Br’PéC'? ?’BHHE{'WJ&A&‘E\??&%?%?Q%H‘”"S are to
easte tefen consseativalyionra detigi bastinuntil e trabtiment @eried sad erdied, or until
ﬁw'm@g;g;w Age 3e8~’?’”c5ﬁ1 E!eé“ ! 'Yhﬁt ﬁ%%a%k ARG 3 starﬁéd‘ hrzqheornext

i qui ca su mnistration o
corfeBeaselye day. pref erred 15 I n the Physicians' Desk
Ref er entes ERREMRAN described ortmbwemnmtauommmrn:stered as a

CO et SRR o ol VBB Gaarf G UM REEMRAPL AP B
rrameeemw@émganoerugafed emne@étrmneé@i’ rsﬁermvﬁ@éid@ perdgin USP
1ch a;r a,nonrra@éfy.ﬁg Byéeedaatagrrrgeeryr estdre ¥k, cceggérébhtoe WAKeDW X, glyceryl
| | real gnt s
o TeronBa e e e Tttt b AREER AR e gl B
i s leled shlfdles @lyasrinc end mingrahgil es exdpinals. UERE eegimens covered by this
hydﬁ@xwdarcewéforrﬂ@&t@a&.ﬁm&rl ul ose, | act Ose rmnohydrate
magnesi tearate t ne ol
S0 " SoLHE e s Pl HiE WeBe S s RGBS are
18 r |Lmtiérytbod:iotlmtzktde aaedmhmmatrome acrbssgthe dulrem of the body and the inner
For @tdfoﬂédng g %E% | QhitREIRl AREC Hubsd 'uesdé§ Such

Paten IS hereby | ncor orag cé/
r ef®d é'°”?rﬁ“aé’ r"ad B%t “5'”9 V151 RESient copeaynds; o phargjaceutically
CEMESEDhle <aits jthegsof, 6l lotists; ogems foanys, lpatches; sudpabsihs| solwions,

cor ated estrogens, and several
a‘?rd% tgioﬁ%ﬂk&cﬁj o chajngﬁ hydr oxy.

20cel I uI og@“s@ﬁ“ﬁl‘ a%C{”B %‘rartr%d’PﬁYdP%taémwg'??@%mHggttﬁ%rtﬁ?e°f a

andrastdarncdl .pafEh eontainiag dlenadiiee conmauad and ahcarrizr tatitsi ingt to the

nada%tr\fe ?ﬁ’g&%ﬁg HSrWo%O %diﬁ@ s AT gﬁé Q%Wé %El&\}éry%? ﬁre agglq for systemic

triet estrogens
| n@BF%I"at"@a th%b'@?da?ﬁﬂa@s"'a tsrekinoi The C@F”ebf’ﬁlér*ake any number of
nulfdrirpasuth Gl c&éafnsf andreintnentd, padted)eeRsand Yocdhatdetlick) The

2807 %Yéaﬁr@ aﬁ&j &i ﬂ Jg%lé \)rsc ué: llgurg Jeh’ﬁso\ﬁ]grﬁr'ﬂgrer%rbf @Jth%P he orl -in-
provi des a rrrac |ca cont al ni ng dy
of Water or water-rn-orl type. Pastes compﬂsed of absorptrve 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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dai ly pharmaceutical dosage units. Preferably, and
conventionally, the pack contains 28 tablets or

nmul ti pl es thereof. The pack should indicate that the
dosage units are to be taken consecutively on a daily
basis until the treatnment period has ended, or until 5
t he pack has been conpl eted. The next pack shoul d be
started on the next consecutive day. The ERT regi nens
described in this invention may al so be adm nistered

as ChAIMS ansdermal patch or as a vaginal cream For
exanpl e, PREVMARI N vaginal cream containing 0.625 ny
conj ugat ed uine estrogens, [ for nul ated to i
ol ST Bigiod st featiaa A6 AP UL FETRa A QPSP e Rorders in
Cetayﬁeneﬁhcﬁﬁaasauanmno@emsysl o lpostinehgpaudal iemaanin nepdytbaryf] which

I I
St aanbiak Sy pRARY 6128 HoHEl, oS Bl e plety cver e
gl yreatment pesiag éhﬂfﬁ'érdaﬁagél in ap @MEYR @ﬂb@hogt 0. ﬁwgrtegb% Ad mg
coxég,ﬁjegj,tgw(astrbg@.s i nvention can be fornul ated
simlarly. For the purposes of this disclosure,
transdermal administrations are 15 understood to
i N@ udeThe Imefitpdi adcordingt fooplaimadr wdsreinh thes carfugeted (istregess is
obo%,ggweotéaambemgens Uebngs of bodily passages
i ncl udi ng epithelial and nucosal tissues. Such
adm ni strations nay. be carried out using the present
corfpountiig methog raseardiog ta cleim Rywherelodhe dbilyedasage f conjugated
t NehBRé estiofertsd 1 fré'?ﬁ‘ 8bout 0.2 #idRe abROE mgPat ches,
suspensions, solutions, and suppositories (rectal and
vagi nal ). 20 Transder mal adni ni stration may be
18acdonpl Tisheethotirascyting e claige 3oWhereintthadeityedesage placanfugated
Confy@ihdbidobireuds id But®rgund and a carrier that is
I nert totﬁ active conmpound, is non toxic to the
skin, and allows delivery of the agent for systemc
absor pt Tie netiiod tach:erdbigomdclsitrf d¢amheieln theecwfigated Tdsrogens is
car %tﬁéﬂc ia ngw‘oer of forms such as creans
and” ol nCvent pas gel s, and occl usive devi ces.
20The 25 creans and o nt nments may be viscous liquid or
S e rﬁ sol Adnettnadl of i waxtingbr iehibitey vasbraotor dyriptomsviaaguerioenopausal,
nobaﬂj Qi lor &:XQﬁlencP 9§§a¢§vo 3Rk IRed ﬂggrecfi‘b@ﬁ’iErp%Mﬁses orally

po ers |se pet rol eum or oph

petFyIdngrie éﬁiﬁl”a'i"ﬁ" ﬁ‘gj‘t'f“l'Pé'S".!\é‘f“F W*F’Hﬁ’hteé’&' Rt th?rH?"ﬁF"o‘ 8etipg 2

Suidamjdogagelin @ inedny froth abaut D125 mgeio disaut 6.¢ sngayijufited ES@chens.
o release the active ingredient into the bl ood

stream such as a seni - perneabl e nenbrane covering a )

r eder vofhe 3wthegnagePisinggtor faink 8¢ iwhareim iee ernigetedi ashogsps is

W tcBfludatetl @iht leStfoges, UBPMAL i X contai ning the active

i ngredient. O her occlusive devices are known in the

literature. -10 CLAI M5 )
8. The method according to claim 7, wherein the daily dosage of conjugated

U'l

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

g, The method according to claim 8, wherein the daily dosage of conjugated
equine estrogens, USP is about 0.2 mg.
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1.. Anmethod of treating or Inhibiting nenopausal or

post nenopausal disorders in a perinenopausal,
nmenopausal , or postnenopausal woman in need thereof,
which 5 conprises orally providing to said woman

conti nuously and uninterruptedly over the treatnent
period, a daily dosage in an anount from about 0.25 ny
to about 0.1 ng conjugated estrogens. 2. The nethod
according to claim1, wherein the conjugated estrogens
is 10 conjugated equi ne estrogens, USP. 3. The nethod
according to claim2, wherein the daily dosage of

conj ugated equine estrogens is fromabout 0.2 ng to
aboif: 0.Thengethadsaceordipgdlorflaimdl VST H1en\§c‘st”6°t€'l gimptagn is hot
whefehes.t he daily dosage of conjugated equine
estrogens, USP is about 0.2 ng. 5. The nethod

according to claim1, whergin the conjugated estrogens

i s TkyntTivet ingthed wcepidinge do i Fy ewereim theg gogugaednestiegens is
of $yntatid Bjughted BdlloBérs| Ag vasonot or synptons in a

peri nenopausal, nenopausal, or postnenopausal woman

In need thereof, whi ch conprises orally providing to
sai t2.worfamaetiedt ofninbibidihy oaretardirignberer denieetblizationeoer treading or
tr eﬁﬁlﬂﬁﬁ&zoﬁﬁpbﬁgs | p&%énﬁpﬁ@&%@ndpguﬁp o?‘ﬂ&%@noﬁéu@ﬁﬂwogwan

abou : t o about conj ugat ed estrogens. 2
7. rneeddher ‘é{'E!E’bFQi‘PR’i'éest Brag?@‘n"}‘ﬁj%g fRIF @orap igantinuously and
1€ O Njinigterrgtbdsdven therteeaingent perindy g akiyddesgge Mearesrhouny ore ,about

USP, h gclaim? wherei n the

dai 2§5‘8g§ oﬂﬁ? %gnj u@g cfgg%‘% equi ne estrogens is

from about 0.2 ng to about 0.1 ng. 9. The nethod

acctsd.di Myet methddriaccoiingMre cleimn 12,hwehalein | tie dosjagatedoéstrogens is

con&#ﬂggﬁg?ﬁwggc Hstyggens, USP is about 0.2 ng. -11

rding to claim6, wherein the
19asonmotor symptomis hot flushes. 11. The nethod
acceq.di n@etr@etnddaamﬁmgmebm 3.t kerél® KeU@Hly @osage tof egfR@ted

S . ' S A. 12. A nethod
@@é@@%& '%lfr%?' ?I ng oa‘ri?é&g)gl %ieral i zation or
treating or inhibitlng osteoporosis in a
per igrenamaUhdthod SRHEPYS dlaim 94, PRFSIMERORAY SodagdRfBshjugated

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
Incontlﬁence; urinary tract 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

sai d woman continuously and 10 uninterruptedly over

the treatnment period, a daily dosage in an anount from

about 0.25 ng to about 0.1 ng conjugated estrogens.

13. The nmethod according to claim12, wherein the

conj ugated estrogens is conjugated equi ne estrogens,

USP. 15 14. The method according to claim 13, wherein

the daily dosage of conjugated equine estrogens is

fromabout 0.2 ng to about 0.1 ng. 15. The nethod

acct?.di e treethrddagogerding tevslaine 1, wheesind tiel dailyi desage ob tonjugated

CongdifiRteSfbgerd) UBRHUL ARUESE R9ens, USP is about 0.2 ng.

16. A nethod of treating or inhibiting vaginal or

vul var atrophy; atrophic vaginitis; vaginal dryness;

pr u2o.t usy meyispaf Pwaiirg; crablesteral, &p(d)r erciDinevels; inhiltihg or treating

yri ﬂ%%kéhosé&ecr nfl%‘ n‘ﬁg&ﬁrgldlé ranaro\érdbgés%xaﬂ ”E@Eéstef’”%ihb.%séerosis;
[ usa

per nopausa ost nmenopausa
I n Pfé@ﬂe’?'hé?séwﬁf dtﬁﬁ?S@h re%ﬂ’ﬁﬁ'ﬁeé%sowaaw \Pr pipigkiting ygscplgr wall
sai gamaye e deuldrieRerisl BaYingiodiardrimmues nedistedl Vascasiedantae; in a

tr e@n{ ﬁ%ﬂéqaaeggl &gnoggugf %yaé!:%‘e%g&aukﬂ \%@ﬁhgaﬂoh‘&td &Er%?. which

estro
17 comprEisePeqrAldPreiding: @i Al ‘t"‘ém‘%ﬂ ‘%H”H’?”PBS'Y Wﬁ’e‘l"ﬁ"tﬁﬂtPFPé"y over the

10 ONfre A GoiRsl b ABBNGoshde i3 HWBLLIELRE S5bue 025 AR to about 0.1 mg
estrg& s sEtJS 18. The method according to claim 17,
whef&r F%S

%er?y dosage of conjugated equine
estrogens is fromabout 0.2 ng to about 0.1 ng. -12

19. 2qThe m@trhélﬁbcﬁﬁ&féfdﬂ'ignﬁ) aarrc b&i Whekéln tMd@bifidatddnastrogens is
dai | dos %@meﬁ&g&n equi ne estrogens, USP is

abo od of | owering chol esterol,
1ip(a) or LDL levels; inhibiting or treating 5

hypgs chahg %e@r‘o@@c@mrdd‘id R& Ella!np bl Qﬁﬂe@em he rdéllyoé(é’s%gé‘ |ofﬁléonjugated
di sease; ather o% gg 5[0 $)e%gkf $r1a vascul ar “di seaSsé€;

r esPRHEEpEoges;is fom 28at 0gmy 19 i'MY-vascul ar wal |
damage fromcellul ar events | eading toward | nmune

medpat eq'h¥%$é§ﬁ8daiccgﬁiﬂﬁg§ clain{‘zi1 wHeRdil FBNERANSAke of cc%njugated

menopausal ost menopausal ‘woman I n need there
z%lﬂ?'ne@é‘m%{‘% Pd”r%qu??oi"@w ding to said woman

conti nuously and uninterruptedly over the 10 treatnent

perbnd, adndadd trgélﬁagﬁnhlﬂitl reéd Ym\gcf\fémeﬁtt?ﬁﬁk dgve?r%nggt of
to about 0.1 co%ul%%ﬁ estr F’I‘?g"sns
ac cENBYFrGeRtER! BENLRYS:S BidgieAIRIRIMRES jserya; kape disease, aging,
est infipenesory 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 resplratory 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 equi ne estrogens, USP. 15 22. The net hod
according to claim?21, wherein the daily dosage of
conjugated equine 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 radical involvenent in the

deygel oﬁ'ﬂ@%etﬁ’gd abRRRRY & cIGfYA awgé?gﬁ Vtgéf' %oniM%aq&inEstroaens is

dlsorderf zhel ner"s di sease one di se
| nfaniiasrat erneskRea® S peri pheral vascul ar di sease,
rheumatoid arthritis, autoi mune 25 di seases,

r efeo' r %? rr%tl'?sdsatcE&aﬁ% toe m’%? rmiere?r{ ﬁ\éecpaﬁ* gaﬁagg 8{: Pc?rwgated

reperfus

5 heqsvatnmeﬁt@gemmépre@b@s pé’ me@@b‘P‘é@ﬂsng systenic | upus

10

18

20

25

30

er yt hemat osus, arryot rophl c lateral scl erosi s, aging

ect res tor | stress ndronme, central
ey oudhe, Jethet Pt T o 1 ket e i gpoes of Fgivosted
reqqelnfalslogans }dBBaxabuuteﬂsZ g, a peri nenopausal ,
rrenopausal or postnenopausal wonman In need 30
t her eof [ rises orally providing to said
wortan émﬁtﬁ%&éﬁgﬁtﬁ ghighioiting %ﬂwpeeémdygwaﬂvq §igorders, and
t rAbzieimers  Qieembe dproddidgi leyroptsttien ioh cQniteiD @hkantdrdht in a

?J%Hr%enog%ﬁsél 'mer{?g Aﬁglgc%g ngstﬂne %{”\%%b ﬁ’ r%%& tﬁ)qug}swmch
c SANBTEE QERle Stavidine e spid wopwh j%@t@y@&ly@j@l W@t@@fﬂﬁ@g omey, the
USteatri26t pefibe, ane4ilp ddszae o bliamgurit Grof 4ol €26 mghe Bsdud 011hAg
d%'ld%(gag%%@ﬁgg 8; conjugated 5 equine estrogens is from

0 about 0.1 ng. 27. The nmethod according
to claim 26, wherein the daily dosage of conjugated

eczeu neTre«SHewug@rh&coraﬁ& th Tl 28! wherkinTthe ddhjudSred %sl@ehg%
t| ng i nhi bfé%lgng denenti as, neuro egenerative

dIS deq astmﬁ?"fh mer' s di sease; providing
neuroprotectlon or cognition enhancenment in a

peu.i fTETHéF}ﬂétﬁ@d d&ﬁﬁ}@p@ 0 t
need there W Lhfth 31 {Vhé}g'gﬁfgjaﬁg?\‘}?% négqaﬁlngétéh

sard"se G 545%%85%‘:?@”5 %’P'r upt edl y over the

treatnment period, a daily dosage in an anount from
apout ‘ﬂ)ezfﬁetﬁ@ é&o@%% chrrl 3Ugwhe4én WBMIQ%%e of conjugated

B Rara L B TR 8% Mogens 19 ' con) ugat ed’ equi ne
est rogens, USP .
32. A pharmaceutical composition for use In treating menopausal or
postmencpausal disorders, which comprises dosage In an amount from about 0.25 mg
to about 0.1 mg conjugated estrogens, and a pharmaceutical carrier.

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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20 30. The nmethod according to claim 31, wherein the
daily dosage of conjugated equine estrogens is from
about 0.2 ng to about 0.1 ng. 31. The nethod according
to claim30, wherein the daily dosage of conjugated
equi ne estrogens, USP Is about 0.2 ng. 25 32. A

phar maceuti cal conposition for use in treating
nmenopausal or postnmenopausal disorders, which

conpri ses dosage In an amount from about 0.25 ng to

abggit  Gnd dIBpssRidh LRy &5 LEROSASWheddiNl tiR dosage of conjugated
pharmaceut i cal .garrier. 30 33. The conposition

0
ac%%'f“&ieﬁtéogFBs'Hrsgl'srﬁbgﬁt,o'%/\m%'r ei n the conj ugat ed
estrogens is conjugated equi ne estrogens, USP. 34.

5 TN, CONPBRIrhb A CLLBBNGhil Qrigh Aoffrichs WARKELA deBiens, 2
dosage of conjugate equi ne estrogens IS Troma
0.9PsAgs Ip 8N amekt rem ebeyd 0.25 Mg tagboutfd massepiygated estrogens and a
agmharhceglickiacagikeni m 34, wherein the dosage of
conjugated equine estrogens,. USP is about 0.2 ng. 5
36.. A ghar maceutical dosage unit which conprises
colf} ugdhe dosage LBl asesrding to gleiade whereln thentsnivpated estiogens is

10 ahRHjugflePEuirg ebogalutpP0. 1 g conj ugat ed estrogens and
a pharmaceutical carrier. 37. The dosage unit
according to claim 36, wherein the conjugated
esi® ogéhe dpsage 10it @osrrdingatoedaimgli, ivheesdt thegdosege ofSRnjugd@ed
Thaure saegensNt o S5t 6l R 16 Sbdut 8 Mg37, Wwherein the
dosage of conjugated equine estrogens is from about
0.2 ng to about 0.1 ng. 15 39. The dosage unit

15 ad¥®or diTey dosege |uait rc@8ingnloediaimn3s, vherktrs thgedoséige of conjugated
CRLHE B iRLensSOEP RELGRDIGRENS, USP is about 0.2 ng. 40.
A method Oof mnimzing or reducing | evels of breast
pain in a wonan recei ving hornone replacenent
t HOr aph metiitidol mindmipng sresdusinglidvgls pf bread ipaig it ® we@artreceiving
WRBEFbNE Orepafiment fésdpy, .@Pigh E}Bh'\gﬁseers.r&glé/ewoyidiﬂ% et§ s%l?iewoman
t r eat ment gerlqd, a dail'y dosage in an ~anoun rom

20 4 5BRfNueslysAangyuRiieraiptedly qyen thegtreabineri periedy s dailyoipsage in an
4 Bmoutitéromedbbatd. 25eerto ebauy 0. engedonjubatddestiobensei n t he
conj ugated estrogens is conjugated equi ne estrogens,
USP. 25 42. The nmethod according to claim4l, wherein
t Ba- daﬁ@”@%ﬁg”@cﬁ‘iﬁn%é‘hjc@%t"@d erein 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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equi ne estrogens is fromabout 0.2 ng to about 0.1 ny.
43. The nethod according to claim42, wherein the

dai | y dosage of conjugated 30 equine estrogens, USP

s about 0.2 ng. 44. A nethod of minimzing spotting

or breakthrough bl eeding; or achieving anenorrhea in

a wonman recei ving hornone repl acenent therapy, which
conprises -15 orally providing to said woman

conti nuously and uninterruptedly over the treatnent
period, a daily dosage in an anount from about 0.25 ng
t Ooraioptbviding to18hid Womanl bentiniullp dnd cioiotediiptedly ovet it teatvient

e AR H SRR ROA JRAR 20 o P aRRO 4R, T,

cl ai m 45, wherein the daily dosage of conjugated
eql‘r% ne ﬁ%t%&S&iW%cdoﬁiufgr @nuahpm WheleillGhd @orgliated Estrbgeng . is

ing to claim46, wherein the
Sdamfupga@g 3&‘&”%?5% 385’&

equi ne estrogens, USP is
about 0.2 ny. 48. A nethod of increasing bone mnera

g?' t yrhier}né}hcfaeédc&@ﬂgﬁ@eﬁﬁ‘l 45, WHRRGP BeSdilly d&dage of conjugated

menopausal wonman'in need t'ﬂ@reof whi ch conpri ses
or 8RyiRe eptogens FifgMahot9-<ng 1 aRBHEH ®bnt i nuousl y and

unlnterruptedly over the treatnment period, a daily

0d0gR9€e Jﬂ&h@?&é@&im& rt@%ab@@tw&a@ HEOAhP dad@ulof Qonjughied

con ugat e st rogens he net hod according to
cl 89%@94@"0%%-#@ st"“i‘?é“%%ﬁ]gugat ed estrogens is
conj ugat ed equi ne estrogens, USP. 20 50. The method

acgprdi /Dgla\gtﬂocfl & mcr%g nd"’hﬁ%‘\g | R\mteré? &gi\hskyy uﬁjoé a&ﬁn@f\opausal

conjugat e I'ne est rogens I's from about

abownomusalngy. P menyPRSHOVHERD Reeasdhergoh ahieh a<i°WPn%i?S orally
15Wh Sfoe!dfﬁg ‘td"@idiﬁdrhéﬁ amaselyaind wainjergstediylove? heagatmest period, a

pa 8R|81%6 gﬁ éréan am%uﬂ?f% uet:bopt’ &gm%?%out OAi rﬁ@@c{nﬂ@&%’ Eétr%aéns

rea ment menopau
post menopausal di sorders conprising a plurality of

phagmaceiét inefbd A&y tickin as, wiabinnte donjugaied eitrogens is
i nuous uninterrupted daily

adﬁ?r?‘\‘r'gf'%%fw%e%?g%{‘sc@%ﬁ ‘dai I'y dosage 53. Use of

20conj ugat ed estrogens in the manufacture of a
ph%b TMRCRLY in6iBbd 2SRRI tdah 48Swhkeélh Rrddin dasage @l conjugated

eqLTse es%rogens e b3 Ll WRArGuiiphgaceut i cal. - 16

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 pharmaceutical
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dosage units as defined in any of clains 36 to 39, for
the treatnent of nenopausal or post-nmenopausal

di sorders. 54. Use of conjugated estrogens in the

manuf acture of a pharmaceutical pack as 5 defined In
claimb52, for the treatnent of nenopausal or

post - nrenopausal disorders. 55. Use of conjugated
estrogens according to claim52 or 53 for the

treatment or inhibition of vasonotor synptons in a

peri menopausal , menopausal or postnmenopausal woman in
ne&epage Hhitss definpddmany & elaises 3otaj39gfat e treatmenicas menopausal or
ac pestehiengpdusal diseridérs 55 wherei n t he vasonotor synptom

is hot flushes. 57. Use of conjugated estrogens
according to claim52 or 53 for inhibiting or 15

r ebar diYig o eariugitedi asegens imihe erenufactinead i phgrmeceutical pack as
51 nBéfipkbd inRthirk 52 @&Wtﬁé%hﬁeﬂﬁfrﬁeno%sbl@ﬁ@ﬁ%ﬁ%&au al disorders.
nmenopausal , or postnenopausal wonman I n nee ﬁereo

58. Use of conjugated estrogens according to claim 52
or 5%3 fUse of ceniugateg estrogens lacdordingnig claing 52t 5®for thel tisatment or
at [ABRAY 61‘ r%@ﬂn&toN a@nﬂitérhe.s inVagi B@r!fr}eq&ﬂ&@ S \ menopasal . or

pruritus; cIys pareuni a;, dysuria, frequen
urP?féfP?me?H?B'rW mABLeeed herepkr y tract Infections in a

10 peri nenopausal , nenopausal, or postnenopausal wonman in

negsl thgk e@fwnjgéaatecf%&rogénss%ﬁ%ﬂdﬂattg &ofp 55 %%EE rr the, vasamotor

accordi ng to claimb 'ower 1 ng
LpPRPIoRE hprlushesyel s; i nhibiting or treating
hyper chol esterem a; 25 hyperlipidem a; car di ovascul ar

di geas %ssagf%ﬁjggﬁécﬁgﬁl%béns B&ﬁ}dﬁ-@e{:a&alr\éa&c I gé f%ﬁlﬁblfg ing’ or

restenosi s, vas t1rng vasch
15 aieketing r'?ﬂﬁ’?cé?m'ﬂ?fa'r‘zamrﬁf s treatiagi 9y Inhlblwm dostaoperngis in a

megbriaieAshavsd thBndpaudd & PestmeRopauste WoBA PasPRbreof.
menopausal , or postnenopausal wonan in need thereof

30 60. Use of conjugated estrogens according to claim
52581 %3efafreopjgaied mgragens iaederdiiat fongaify 62 or &@i tdaltreating or

I ﬁﬁlﬂblt(r@ﬁ%’dmdl ror tRad @M@dh‘}? Eﬁ@ﬁhl&ﬁ/adﬁﬁtﬁc &&§inal C&Qﬁefsgl pruritus;

di sease

ne

20 e M e Wy R eeinence: Rt fectons
v d@ e @Pwer@p@t@ab wenapheaahet péstmenopdusalivosan drubesid ithereve
d| seases, respl ratory distress, errphyserm pr evention

eper r vira atiti ronlc actlve
Ol EPOEL ! B Hdtt SeBERSA G TP EEA S,
er%”’ﬁ@ﬁ'ﬁt obe(g) amldilr deMelsc inbibingal or stnelatmgoﬁuysercrm@stegamna
25 efﬁyﬁ@ﬁﬁdenﬁﬂtdatdldi/%mbf alts&a"s)é Qh&&éc%?o%lsslﬁ&%@m?va EREH didhse;
n m
; gr%ée{r us‘i s ﬁos orla,é)a@ﬁg@ngt; Hasgf?lﬁ \q«qlfl,ggw Lgﬁpell}./llar events?eadlng
toward immune mediated vascular damage, in a penmenopausal 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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15

20

menopausal , or postnenopausal worman In need thereof 5
61. Use of conjugated estrogens according to claimb52
or 53 for treating or inhibiting denentl as,

neur odegenerati ve di sorders, and Al zheiner's di sease;
provi ding neuroprotection or cognition enhancenent in
a perinenopausal, nenopausal, or postnenopausal woman
in need thereof 10 62 Use of conjugated estrogens
according to claim52 or 53 for mnimzing or

reducing | evels of breast pain in a woman receiving

hor none repl acenent therapy. 63. Use of conjugated
ebepatitije beraalosis, disoripsisosystemienup@s eryth@atosys, mmmétrophic riageral
Locicriud, tablﬂ@ eﬁéctsb %@tﬁkﬁe@ﬁu‘éw dBh &8 Qkﬁl%mé’ lcoRiE] 'n@NbJ&gsystem

anenorr 1ea in man rece|V|n or none repl acenent

t FRHMg,nd BEpke, L%re‘”JB'FY UERs uGReHY %P’Pﬁﬁj’éﬁé %@o?ﬁfmeﬁ@va{uaal
Chanapeisa!, or pdstnehopausalwoenas ingeeb deesof M neral density in
a perinmenopausal, nenopausal, or postnenopausal woman

in need 20 thereof
61. Use of conjugated estrogens according to claim 52 or 53 for treating or

inhibiting dementlas, neurodegenerative disorders, and Alzheimer's disease; providing
neuroprotection or cognition enhancement in a perimenopausal, menopausal, or
postmenopausal woman in need thereof

62 Use of 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
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
thereof
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