COVPCSI TI ONS AND METHODS FOR TREATMENT OF

CYCLE- RELATED SYMPTOVSE CROSS- REFERENCE TO RELATED
wORRA00286k ONS [ 0001] Thi s application clainms treT/US2006/025449

benefit of U S. Provisional Application No.

60/ 695,077, filed June 28, 2005, which is incorporated

herein by reference. FIELD OF THE | NVENTI ON [ 0002] In

one aspect, the present invention relates to nethods

for treating cycle-related synptons through

adm ni stration of at |east one progestin and at | east

one estrogen to a femal e subject. BACKGROUND OF THE

I NVENTI ON [ 0003] The term "cycl e-rel ated synptons”

refers to physical and psychol ogi cal synptons

associated with a woman's nenstrual cycle arising in

the luteal phase of the nenstrual cycle. It has been

reported that nost women report experiencing

cycle-rel ated synptons. The synptons generally

di sappear soon after the onset of nenstruation, and

the patient has markedly reduced or no synptons during

the rest of the follicular phase. The cyclica

occurrence of the synptons is the key characteristic

of cycle-related s tons. [0004] Cycle-rel ated

oyt oSOMEORITIONS AR NEETHODS bR LB ARMIRST OF

nenstrual cycl e CYEEBREBAIEDLSYMEFOMBose wonen

experience noderate to severe cycle-rel ated synptons.

Wnen vary in the nunber, type, severity, and pattern

of these cycle-related synptons that occur before

nmenstruation. One thing common to all the types of
CROSSyBEFERENGE &0 RERATER APPLIGATEONSSE; df i M Mii e i

PN . ANO: fter at l.on t.0 t.he

b8 Prb YRR B kEleATREE S B0 al Bobeshiff .
60/69 GO, fiked dmtd 282 2000r which énitespoyelddsrefn byereferergecat er t han

consecutive 2 1 days of active drug) to reduce

IHEL%¥ﬁ$ngﬁ5ﬁhﬁgr tons with tolerable irregular
["eeding has's

own vari abl e success. Extension of
g[o002je Ipioht ayped, the ppsad ibeniyttlRtes Y@ yihbes fof GBatthg cz@le—related
W t

84 days. has. been studjed in smal| paopu] ati ons,
SyPIgHY PR B A DIATe R b B0 & RO IR AR A OaRIrOgF fp a femal
subjec/ar i abl e success regarding cycle control. Tonkel aar

and Oddens, Contraception, 59: 357-362, 1999; U S.

| ' ..2003/0139381. Extendi ng
:BACBgaﬁgi%gfﬁﬁ&gﬁﬁ&gﬁﬁwgﬁgﬁfive use from2 1 to 42 days
riedos) e drukt@attichde e SAANHAL” RYGE SNy REQIHE b chdbbikar
and Hughes,,Cbgtet. Gynecol ., 101: gg%-GGl, %%83. %
sympteipepsesigted with g wopan’s menpigial cycle arising in the luteal phase of the menstrual

cycle. It has been reported that most women report experiencing cycle-related symptoms. The
symptoms generally disappear soon after the onset of menstruation, and the patient has markedly
reduced or no symptoms during the rest of the follicular phase. The cyclical occurrence of the
symptoms is the key characteristic of cycle-related symptoms.

[0004] Cycle-related symptoms occur in about 95% of women with their menstrual
cycles. About one-third of those women experience moderate to severe cycle-related symptoms.
Women vary in the number, type, severity, and pattern of these cycle-related symptoms that

oceur before menstruation. One thing common to all the types of cyclic-related symptoms is the
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an i nproved nmethod for adm nistering an oral
contraceptive to wonen to relieve cycle-rel ated
weynptors2 SUVVARY OF THE | NVENTI ON [ 0006] | n @O®/US2006/025449
aspect , t he present invention provides nethods for
decrdasi: @@dmm@ﬁﬁl&ﬁx oé theisprpigijsan thetters iwegksoafiet menssiuatiouip to the time of
ovulati%}ﬁ”pt ons. Certain nethods according to the invention
conprise adm nistering an effective anmount of at | east
qoaos:]r ogeské of exehdad oﬂab@cﬁﬁra@@ﬁveﬁﬁ exigededicpclsa(id,, frart than

ere ffectjive amount is m . ni
conseclivh 51 fags OLetE Al pitee fbedelyer SO R &0 Gable degsular
bleedifEhs @m Gt TloR-si6dehd. Skt SHITRLA DL SRité ﬁﬁﬁ&cdybhé@varylng from
amount can be effective for treatin ng%e rel at ed

42 to 8dapt bpsdeomrudied pgymal lwajﬂémnswﬁh i } qonfragentivel
formulAHSR! HEwi 9&[1‘1&6 g?s re%aﬂgg%l OP r’l‘gﬁf?%%g HhEOE ens,

severe cycle-re ate ctive
Contrageption ST 71362 5998 U S/ é’afeot Applmhqamlljo P03/613BRBAL Britending
of nor e h i cal
cyelio SR kot VETRPE 21 df T SRt MRtehisr e Pt vaisns
productd VI REbiOdSglRE, 85k SC%/ntebUrlt 16098466 ¢€, 2ad5 AlrﬁéchExmglrﬂHe art for
effective am)unt of. at st one estin a at
an impreyveg medhnd fasadrygisieripg ap H’@ ‘F%‘&F"é’ug q’é‘?ﬁ‘en tEF‘f E’c‘f? CYRiEelated
symptérd.€rs to the conbined amount of steroid in a daily
dosage unit taking into account the potency of a given
steroid. The effect dose of a given steroid can be

SUMMARS, ¥ TRE INVENTION | | ed in the art. In certain
qobey]i rfﬁ%h@ asp@&t 1he %?etserﬁ '%léhu&l PBviats rh@nﬁocﬁtfoﬂ t?fﬁﬁﬁg [ ?&nale

progestin (prefera from about 60 to about 120 ng of

subject kayizcwglegeiper syrnmeyns &eriptp methade pecpedingjio almmer@l@n Refnprise
admm%fség{qg bn Qitfecltl%‘g&oﬁe? | a%ﬁ lgfas S ?léro% Q{%«%At e%§tt ng @?n‘ogn to said

femalecﬂubﬁtmwhmielmtdrdﬁcme 2(rIEE1)11; is (admnmtﬁecpdaalyefmadj Ilqasiaﬁboutt 10R@lays.

st er v, d are net hod .
e g Pl G FeRar e donr B At PRy Bre Sp iR Srectve
for treﬁwg'myﬂﬁﬁelhthagyrﬁlﬁtmlﬁﬁ 1 $he ﬂﬁfiﬂd’ﬁuﬁjeetfdaﬂ gax&tcyblfeaslhtlea B@mptoms, for
Qgestin, and at. | east one estrpgen to a fenmnl e
example, g Byseporhsa qF npqsleratg to|sgvesy o sebsorstteriG ofl RS, ansysaidetiegiive
amoun®BAN ¥k eFfsetivd T8t Hefig @&ﬁe-?é]ﬁ@@sfnﬁﬁémé R BndRAe Yr other physical
adm nistration for at | east about 4 nonths, for at

and psyehalagicaboisle-wlamskiymptonss Pasforred Frersrabngthpdrargthosethal
comprfggJ J au ﬁfﬁg% t«%ﬁ?ectiv@ tﬁﬂf Bt TRk %Héjﬁm%%hﬁ ﬁ&@gf%z{gt cérlgtestrogen to

cycle-re synpt ons a
the felmi@s@gqgg dsfiféch denedefats t4> d@gpm(bn*@d empn @€ stermickin a daily dosage unit

taking?lﬁm L | Sttecfl egot%lﬂiy%? paiv ﬁ s{ero% f ﬁl’? ! if}'é%t ({os? of hg?’lvén SELIR cgﬁ be

ereo er net ea one
deternfiteddgint Bkiflatlinahe dre alitcennia eﬁﬁ)bdlﬁgﬁﬁ A le@statout |5 ﬁrthtd at least

one pepgRo RN RO R S OVF Hole et Hianiyonl i) & ore

preferdbpitRGt 9d"||§lgf)|aﬁd/oﬁ ¥akRf foat g of the at least one estrogen (or preferably from
about 15 to about 25 pg of ethinyl estradiol (EE), or more preferably about 20 pg) is

administered.

[0007] Also provided are methods for treating a female subject having cycle-related
symptoms that comprise administering at least one progestin and at least one estrogen to a
female subject daily for at least about 100 days. Preferred among such methods are those that

involve daily administration for at least about 4 months, for at least about 6 months, more
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synptons, conprising at |east about 100 dosage forns
that individually conprise at |east one progestin and
weatol7adsde2one estrogen. In preferred kits, thepduABg®6/025449
forms conprises about 90 ng of |evonorgestrel (LNG or
prefétahib st caktasnt omentps,; ogesdni more refeubly fdramicagabsutd2@sonths. In

and/.or f ethinyl estradiol E) or the at
certe 356585 38 Moy Bhbo s Bl O e B preb G heplist i wogestn
and aCie#st bak estiofen 410 bimbiisterb®in BreatiRhaffebliveof theRREMEPhereof, In
ot her swtabkg dosage form arrays, and can include at

still fughes meghodat leges oag E’f?g%@é@é at lsasﬁﬁne @rogErase adipinisteradid an

amouﬁmcgg;@ﬁ)g@m{t&gﬁmnpr eferably at |east about 275 such
dosage forns, or nore preferably at |east about 365

sUeM8liodag énveniionealsoRmRp HHeES ORI (FEmtig: @ﬁaa’rmbwwmg&ycle-
tem P
e Q0B 40 S PAS ah O b BTR BBy TR R s

one progeginatng at kaseuestrogye | k- prabmmdtssmaﬂmgs e bhe 968 bise® hbout 90

he cycle-r ted, s ons st ud 0010] Fi gure
2 oE 3 RS IV s TR St it g an T Sout 2
ug ofl@ﬂﬁﬁymﬁﬁdd[dl AE)IECR R sE6R e §g3h of Etﬁumlef)@t%ﬁcléso The kits can
severe gq)c/)cl e-rel ated synptons sub

take th«;/fﬂﬂ@ REEHPYy RitteRscks u@her o gbe dome fqr}n magwaezdzan include
at leastABYE 166 gﬁ&%&a \é\g bitnsPLAEEATOG 195 sﬁgﬁ{i@saé%éﬁﬁg &)tré}%ﬁ{)ly at least

score for the erafe to severe cyc
abouty frgeairdosageigmou pr woretphefealyl ag lqasilahméd6§ yughtdosage forms.
subst udy. DETAI LED DESCRI PTI ON OF | LLUSTRATI VE

Bmﬂ:'\ﬁ@b@lfﬁn{&%ﬁ{ &gthods of the invention

I nvol ve treating e subj ects for cyclerel ated

SYH90Db Eigassbdionsdab Li-tém Phen Praihs$mysbm Repbie (DSSR) agled
rs to

premetﬁgtrn?al ?déaltscore o?err € m%crlee atte tﬂ %Vﬁgloprélf; 5%atgﬂgyd?ptgws Flﬁigmqy of the

SUCEEEE
cyclepaathd)by)gptommstudp((mSS)on | ncl udi ng any objective or

SZ‘mlggt Lgve %h%%gt -rlfﬁs g%;ﬁlﬁ g%%rggpt ?%J;glin(fﬂ)lé%)}plgsotmenstrual

subschlBsatry for faf Hed Ry 1o Rbert PdE-tdIR8d %}Iﬂ{ RorhOWBERRD 8f th c}dl€-related
patient; slowing in the rate of degeneration or

Sympfeé’élﬂuﬁé(cﬁ%@i ng the final point of degeneration |ess
dedvih] t?fg:ufw_’r sH3Wws TR O MRS Pr iR tSc§le @WS? ?cltal%c%re for the

nment a bei ng. The treatnent o I ora
modexgiatpserese evate-lebutddaympitonns subgreup pitbe p;anieamt@i symptoms substudy.
subj ective paraneters, e.g., synptom scores and

DET&!L%]) bEs@fmbTﬁéN%ﬁ'IEEb's‘i@éﬂ i3 1(\:412% BRisesul ts of

hysi cal exam nation, neuro exam nat| on,
a[ﬂﬂ)llé} peyain mﬂmdfcofsthainyamtlcrmnnvo‘rveeiaetatmgfemalet mmmémtcycle-

lat n cli i t .6 onsget
relate A BRI ERER T bRt T8 o2 pie et 4845 e o
“treatipentt] rdférs o zhiytmdieleS)f B@tesy e arﬁe(ltlﬁditioﬁm&n pjure xhitiildgy, or condition,
of the .condition (p phy{ﬁ%\ctl c treatnent),. or
imotud R RPTeA G G LRI GBI YR S S omes I Btk G ssion
diminBhihg S kyiptbhs ohaMEhO BRIy, pathology, or condition more tolerable to the
patient; slowing in the rate of degeneration or decline; making the final point of degeneration
less debilitating; or improving a subject’s physical or mental well-being. The treatment or
amelioration of symptoms can be based on objective parameters or subjective parameters, e.g.,
symptom scores and quality of life evaluations; including the results of a physical examination,

neurological examination, and/or psychiatric evaluation. Treating or treatment of any condition
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Accordingly, the term"treating" includes the
adm ni stration of conpounds or agents to a subject to
wpnreyvmnbtsear del ay, to alleviate, or to arrest @CT/US2006/025449
i nhi bit devel opnment of the synptons or conditions
disclivsiy Siowirbiticlchtive mﬁﬁmﬂﬁ& ‘e wuset pHsymporakin 4 subijeptstiatardy be predisposed

to the gor{%g ‘lr;()lrrr]’lt brtllg H%% &P e!t e %e?%O%%ﬁbg e]?]t%n% gfh?l Q n«{d??? d rop%ylactm

treatmemg,lce 1@1&;5@@3 smﬂptbmf ﬂﬁ@ﬁﬁk%lﬁoﬁ@k?\?ﬁg m@trre@uingmﬂebelopment)
Bade perore aadm nl.s tlon o1, .an e ctive anount

AGCO@?‘%’@ eg’ﬁ fgmy rga té@tIrl HQfé; s iy @ppnisfration Ogﬁ‘fﬁll?ﬂug %Ft“igS‘ﬂs to a subject

to preteBPdHelal R diglile, 616 hfed: 8l Ahffk EYEBHRER of HRfsPhptoh or
psychologlcal synpt ons (for exanpl e, npod change,

conditjonp pgsgeipted wjth tbmsanétnyn PBeskilled tedisabRAgttipnp ol I@pw how to use
standapc?ﬁgﬁﬁéﬁo RieRfiH @1@1351{6)1%2) w@l?tde{ﬂé?ﬁ,{ 3 #)Q@ént ﬁé’sﬁ%lgﬁglﬁ{ésa Wmptoms.

ysnenorr ea, breas enderness,
Such a‘édtergmmnom carf podadertafdre gdhinassto eftandfiactive amonoinefipregestin and
cle-related synptons occur after

u cle
esmg%ﬁ?dgqu %ﬁr té?@f‘e nmenses and usual ly termnate at
t jpO13t aTHe t6fm tdyelereAft syRbtoRRr kelieks & psybiadlbdiyal symptoms (for

her e cl relate tons i ncl ud but, are
exmnnifoenq‘)ﬁﬁfwa l%a lggvs AR 1 Pé%f) SARCEBEHID, B‘I-Ff}'?’feé%ﬂ in gggpal desire)
and p%%ﬂ@?h@%ﬁ%for ‘éiﬁﬁhﬁe rc@‘sﬁ&&ﬁ‘ﬂﬁ% rﬂ?éa@f@ndeﬁ'x%g- L 4loatiig f&t?g'ug‘ or food

snenorrhea" refers'to paln ul uterine cranp

cravmaﬁr@g@glate@mw WPMER' 8 RSHERG! 9iiEa %iﬁ-r@kp?érswmt@@swgewéter
ovulat%ﬁﬂrﬂﬁ B&Qre n%/n@ésra!ﬁﬁ su ;Q&ﬁﬁ{l\?@a’t @f@%@@istﬁe P@Hé#ugf ﬁrlod or shortly
nptons ma

inting vary in severity on1c
thereaﬁqrc ICefclebglategsmmp@m:syn@@dﬁ butiaee 1dt diouigH o)ty srhenorrhea and other
snenprrhea can be an

physma %g;?g%&t 01%*"%“6%’0%} %\Symg ('51°hg signi ficant disruption
i [00114]\/\/0%1?1& 1‘dyfsﬁ|eﬁﬁﬂi&f1’mfdéhto fdatFdinjterAe c&fgﬁ;ﬁgg Witk menseg
treatment fqr cycle-related synptons ga termn
Womeg With (SR RQTEIR FEY \PXPSFICHER %Y(gmgpg,ﬂgga@gﬁ?eﬁgagﬁas Wegkness
andloxSE 160 eSymAORIHGY LAY RS IREALSR SYRPAT A ontinue

, and measuring a reduction in cycle-related
throughguthegprodiactive iyasee. aDY%ﬁX’&V hesprndg an ippppaciigiinerpllpmy eaysing

mggﬁa%ﬁakﬂﬁ%_ Q&%Pghﬁﬂﬁéh nﬁpbjects who report
dy

smenorr or 2) other physical and
p@QIﬁiol Ay eﬁ@ﬂtwe, yea@em@aww&-thwmtOan beidetermined by

s TR BT S pSABB SRR MR e it symptom
study @m),raeﬁmﬁamfngcayredm’tmlmctyelé—xs})mpltspmptom vioetimicat stndybean
det ' b t f. th R
evalus R TR E YR BB Soberalins oF SBieeeo BRI oL OF: 1)
dysmehib@Rsaps: BlotiRt ﬁhﬁ&ﬁpﬂda}is?%oR@&ﬁﬁéﬁ:fé-l@ﬁted%?mﬂ;&@ns 1896us

i ncorporated herein by reference in its entirety
measuqq%eélésqa%?é £81 2 tssdh too@aflfafa/tcwéﬁ-r%lﬁtsﬂ SHRRIOHS 1 WorBeR- vlf Y &yample, a

measuldMieRit I)i‘lﬂ/"clefx@ﬁ{e@ sy SPRaE3 §8mert bad MO idnifed by QMI@ b¥the Penn
irritabi’lity, depression, nervous tension, mood sw ng,

Daily &mptp@éiqpng (BSR) whlcb aneludss 17 itaps. bissafor oxamiple, Freeman et al.,
Psychiatry Research 65: 97-106, 1996, incorporated herein by reference in its entirety. These

factors can be further analyzed and subdivided into four factor subscales: 1) mood (i.e., anxiety,
irritability, depression, nervous tension, mood swing, and feeling out of control); 2) behavioral
symptoms (i.e., poor coordination, insomnia, confusion, headache, crying, and fatigue); 3) pain

(i.e., aches, cramps, and breast tenderness); and 4) physical (i.e., food cravings, swelling). As a
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synptons (i.e., poor coordination, insomia,
confusi on, headache, crying, and fatigue); 3) pain
woizoe/o02ehes, cranps, and breast tenderness); pamaisd)06/025449
physical {i.e., food cravings, swelling). As afurt p i
ﬁmh@rﬁkwnpﬁe“ itk s endst b cftct of cloi-reliesitspopoymmongk productivity

GBS 0 B S R Bt B B85 ant s,

Psych@%dmk\deﬁl og?S%)dwbhrﬁmﬁaﬂﬂaﬁpl 99? yinBetbbratet! hei@di byhidfetdice kdidsentirety.
parat ed herein reference jn its enti

[lﬁ%] Wtlered F@@Oﬂ%@ﬁﬁa@nﬁ&r dimigighipg g@?-re&?tﬁﬁ %ﬁ?fﬂigmvolve
adminiSiéBhEarn 6#&%i0E AU P BBledsDUR HE:REMhAY A 145( 018 eftfogen to a female

effective anount of at |east one progestin and at
subject. s tterahépragasting anused hereine rrftre tosantyjpeegestatignally a¢tivie compound,
e, sy BRABRRIA e b1 SR NGHE Dy Rl Bind RoBfbl Representatiye
progestisinclode peogegeramsyathetiv ddrastivas pugdy sgies bmm,pie 17 éydpixpr .

Re esent ive estins include p one
progesEpRSET: | HEPL LET o0 et cage S Lar oS rgns 8,
derwaWGQ YeerdRr Pﬂ)@etﬁﬁx&ﬁ [95 norkBst8Qerode/ addVidF P e PHORES hleMiirone,

esters, 17a-eth I nyl testosterone and derivatives
norethinﬂeme @éetati,mhmﬂpphgahcel@e niydrogestarost meduosy-pragesterone acetate,

norethgxg ') iyY rﬁ&orl] qgr?o%gtreéﬂg %LZ%%{S%EI C?@gr ate nﬁé(ﬁggsﬂﬁj& Hdfeestrienone,

oges
dlmetﬁm(ﬁrﬁé( )ét}ﬂita@ﬁé tceproftor@iCdtat elevdi@fg@ﬁthﬂ ribabeestrel, d-17o-acetoxy-
al | Iestrenol | ynoestrenol, fuingestanol acetate

13p-cthirch ggaHEmA-£oRdr B oRe @ﬁ@ﬁegeswwét JrseRspigFhestonorgesirel,
0
norgest "?ﬁg“t}lﬂeg{bﬁggﬁw’gﬁl aﬁ%ggt Gk &xgtg pkn%\é&?ﬂngﬁ&ttfvﬂ used in oral
contraee@tlmshndyde giermidiens, @@ngesgﬁncﬂrégosgmgpm &P preferred progestin is
hvmx) o%estrel et onorgestrel, norgesti mte and
H%FE gestram n. G her conpounds wi th progestationa
o017 tHheusdl “dsﬁogﬁha’l as it cddd e ptfersas a igromb wdl eynthetlc or natural

chl or dlone @8 est, nd drosqﬁgenogg
CS“OgTSPelP@ 188 SFdidal p ROSErdid aﬁ&g@%sst Ratug satfﬂge%@ﬂtbsr m
mammaBHi-H98LA or pRSt-EREd. "R RidAns, leSf ks 4r fam@d GLifBe 6Yary, possibly the
synthetic or natural estrogens |nclud|ng@%}er0|dal

adrenak priterioths fiestipiand fedeioplagpaind Unttprd higye yptiqus SancHepn Sotgxes.
Estro gg’?lsqﬁfﬁ@éd' T Q Efaé’se& o%laﬁ&r@ﬁ“ﬁbﬁ@xrs ey Sidverk BreBk't‘EPdﬁéh (mid-cycle)
estrogens are fornmed in the ovar possi bly th
bleedn@d@nﬂglthﬁz@ﬂﬂ@wn cydle Thetingsysiamd hestfagen Bl ea@@m att 1&zedrbon
Y r
tetracyc (%ocgirly rh;%%ﬁsa {hc ggﬁs o HI\Fa ! ?c&fﬁtﬁ%%%og%tﬁ% 5’{91%% E§trogens
typlCaM laa\»era_h alrmeaictAring igith 6 phehotiy GH@H ghdup eoid mgox,ygen ﬁglctld!reon C17.

ovul ati,on cy cle. The ste estr IS
Estrosgi o oY S omand LRtERR A Sy AP X O sty The
synthetib 8dtrogéns d'étﬁ bB @srahmple! dthibiilr strafiol] dikyrdiol aigesiite, mestranol and
steroids. Estrogens typically have an aromatic A ring
quinesiiprq). Batpipelagy pf:m@rmr@ r1 desthind estrediok prsbestartandstlsss %Freof One
n t
preferizd Carcgeh LU Cee RO A BEn A SOTRUG hehlaB oI,
conjugattifeqias sstegans) estér!frede:xmgahsa 17@edriadipl, estsddicd dvnlstate, estrone,
et hynodi ol acet.ate, .nestrano n ui.nestrano
piperafit {0t AYPRG RSN Sruds s s Ty PESEhRRG Pt usegble
esirog@BliRISdcanE e Rérh 6f Sstrhdi6l, 6Qfone GMEethinyl estradiol such as the acetate, sulfate,

valerate or benzoate, conjugated equine estrogens, agonist estrogens, and selective estrogen

receptor modulators.
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preferred estrogen is 17a-ethinyl estradiol. The
natural estrogens can include, for exanple, conjugated
wequessst rogens, esterified estrogens, 17b- eSCras2@ic/025449
estradi ol val erate, estrone@ug perazine estrone
1

S0 B! Mf@é@drm%hw $&ttreating mﬁmg Qeit-ehlkedegnptoims involve

the ester
admuﬁ’ﬂé}ﬁg tr ag&mﬁ,E> eStr O%Pgﬁg%ﬁé 1%%?%?% ?Iagféias Pn%fﬁgﬁg%adsmmIStered
in a cortiouaisend ueintesubfed regimvm i ey, adsrmnuﬁushee,zto atfémale eitjjetg ahed

I
ottectfI BTl RSB o SRR Rcaly S Qe Tagssed. dpr exaiple, in a
grouplof iwotnlen ‘wikhi dysihéRa#heE) 1B cohtifhdts ¢ RYIgHC At [8dtdhe Brogestln and at
i nvol ve adm ni steri n% an effective amunt ~of

least ogf © nFt&)Seg{? Wgh Elgb%fé%gtwedn sieaifigantlyeadycingrdy smsnordige gver the 3-month
treatm@A PeRiba! F&re&afnﬂleal fa(o%' b M@ﬂgﬂﬁjﬂo érgtre%' Eetvgge cycle-related

regil nen, . con us use, enale Su
symptems.dbe Mnéllnyousem cdgfmgercyfeit @aﬂealnapmgestquﬂ(ankast wpi esaadoggn was

B MR T KT

assessed oireedmt&mnﬁthpfea@zmtpmoﬂnd at | east one estrogen was

ffectlve nificantly reducing
TR o Pttt oSt e AR b st op gistergebin any
amour@ %8818 to tréat By dE-BdlRe@EyntNERE aW/btoRBRTAL Sitth&pBisY, efn%freferred
enmoé ycl e-rel ated synptons, the continuous-use regimen o

meptgpt %Caﬁﬁéo'ﬁﬁdg?e%ftaﬁ Ipagtioae grogpsingfor owanRelpigergesie
(prefeﬁli)fyq?&dl YSout B 1QSuEYId NGk, @no?é R e}‘r ?f{g{)m a%g ol 18 Guduld 1 8 gg or

derate to severe cyc e-re OnB assesse
more m‘r@rabbr@ogt o) land ﬁ@&@sﬁebﬂut begiobet. 1648001:1@96]5&@'@1, for example,

ethmypés%gglﬁf pe%ergﬁ? ffond HIR4E p%o et? %@I %gep ]E)rlg?etr?bixéﬁ‘om about 15 to about

ere n any anDun
25 pgoraiaze pl@feaet‘réjd als))atrm pgEis admibistared. dt B@lﬂéfa\tﬁi that the progestm dosage

con ce ferred enb dlrre t
be not 35ty %ﬁmﬁ% 58 oyt SylaGes IenpROBet Fir): P a@k@ﬁﬁﬁt@gm dosage be
not gréabst AR@rYestfeetay (Wheh emabil ¥staapMsabay! 1tds hgo 18!elﬁted Jd%@the

%% nore preferably from about 60 to about ny,
progestiBapd pitopel Btdmiamsistad abe cargiank eratdeast edaivelyisenttant, cl@gy dosage.

0fo0206] | KRRk BEm BTG |
er;t r gdl ol ( %r of er ab| 6&%&}‘0@#}{1%@ ggt%‘:f@llﬁmtaga ggstagé nydgproxunately 20 pg

per daygpdleppnorgesadiiaya flesaas eftapproxisately SQngwer &%y lﬂyref@'rednmee:an use

at leasp£‘t% g{ ?g gy etﬁlﬁ?f’%ﬁ%ﬂcl@reﬂe@bﬁqﬁﬂoﬂg gt?’otél‘te % %bootuE 25% é% agre preferably
from abbla'rlSIQ@qugZ@Bg: ouia;oré m&maﬁlyedmuoz(ggg)t ami atllesastUeﬂaedtM naoid

levoncg el ST RGO S Gra 1PCh sS85 pRershiy Raf ot 7 abou

110 pgy befnefer;ﬁdfetablgft abbXEO0NI) J Ofick Bstdgehsesl HRGRRIHR&ary in Ipotency from

thi ];é\ (? gr ed at a gonst ant %r at | east relative

ety esHag: &Irsﬂ“ leyaneresish Agseectvela P e e Bt as qsrrggqnasxieoﬁed

either Qf)neﬁérhh BithbigstdnasikiPdthy1 Aws@siad s RbeALe f}ﬁ%(ﬂlgﬁfn%{lﬁ’t o%Qstrogen
per day and | evonorgestrel at "a dosage

used C@rﬁﬁp@a&i tRah efyivajent phargaeolggip ppisngyrte that phe S@tﬁé agnnty S8ethinyl
estradlaf digagdty, @(p@lb' Extlnﬂ'fgat%fthe?b n&@s)fi!ns gRtsaf Seh Ffﬁl)er aFleg ?I & 3Rlo¥hation

fr om about t o about nor e erab
with lexpenggestrs], it és mbfgmed gt ﬂmg mnountmﬁp@gpﬂtmﬁmchdmrgesmdm ar?@quivalent

phamé&}dglc%(gen% tcl fasle ﬂ:i"e s?elLJ[ed amg{glts of levonorgestrel. The correlations in

potency between the various estrogens and progestins are generally known to those skilled in the



| evonorgestrel (preferably from about 4 to about 120

ng, nore preferably from about 60 to about 110 ng, or
wounnE/qezssk er abl y about 90 ng). O her estrogensPamasS2006/025449

progestins vary in potency fromethinyl estradiol and

art, $od i\ o FB RSB ER SR AR gRn NeD 953 07; The AnpliestiontNia 2003/0E19381,

I t
cac PR or O S o o AR o o SRR L
aﬁﬁﬁmﬂt e m@hasdsg“mtrmegi oﬁdlhﬁﬂslﬂﬁglé&cla;remne(bsympmgﬁbferably

o B ORGP SOl s R AR

embodamage SinSsteion hRily f&iat a5t BbAEMGHthd, BaiBPHP bBisk Mt 6
| evonorgestrel, it is preferred that the anount

W th
mon‘fh%,fdaﬂy By @k lepst abets § reesithse agsorsiaily fort @qﬂ.abawtéﬁtmonths Certain
d
e HORGSL S PRI il S ARG
dosageashier & comsesutizs tlaysg 8he 28-day pea;tglesttcycﬂss aleeoxyam\ed frinyultiple cycles

to profBA kBl ARG St a0 ralabd b soptabale Rurepts w o

18 mohths, upfte 24 noaths or ohgért Iﬁpﬁelfefrfbﬂ)érr@ﬁdinfeﬁfs @binepbileRASBEstered an
eating or dim nj

h ds f sh
oral "“’E’%‘F? YLy E@ﬂ%@bﬂogﬁﬁ%w%ﬁwm\ﬁswwg' O g levonorgestre

and 20360 8thin$L Bfrhdi6l g@f 848 Sthub, vAlta @@Biﬁ%ﬁnéiﬁ 'cﬂf&le fiRére &fe about 13
| east about 100 days. In certain enbodi nents,

treatmerd ¢y ¢lpssher yearohus @maa@w arlldneratwal exdles iawayeay, Hhmtrmnent
eﬁ%hls EQfiinld foPARE ! ¢
regim Ban b b r“%lm é) ng nxt«/@}gfrwg %erglaefg}s‘ te{ il lj i !igge& or longer,
or two jyeers R longsar {Thene isvex hrod 4o thfe atrhenu qf Viewst along aptbe weman may
rogen and progestin, preferably in
]E’Otenﬁggﬂ'%‘}refinTtl Sésf'gage C%Sf or 28 consecutive days. The 28-day

- t[Pe2] melie fmymjlamnaoﬁhe drventivnedn be kdministdrgd eally,phstetdly,
V|d and progestin

sublin, ugﬁy, B eam%l yn%rtﬁfx‘ tm(ltlﬁga gm%féy,est . ?gga b/pl tranzisgﬁmlflﬁgally ina

varietyW stiabRAd¥BsH fHEND THeGRARId oflaBmiHifa86A 86beBBPQHLEBHeS of
wonen are adm nistered an oral contraceptive on ays 1

estrogeng, R pfieessinypserlips wabhps the amovaisaier uribdsag s Fhgromeniral
formulﬁﬁ‘df@ 109 b&?é‘%ﬁ(ﬁis c@ﬁ'tgmg% 0ok laAYls o? il 1ﬁﬂén‘ﬁ|on B&d a ble carrier
treat nent CyC e, ere are about
can be 1@14 qasaganferves wlyleh @mlup@ tabletyr dragdessapiulos; mhermgneﬁms pills,
povdefFE R, MG Bde8 St S nct SR BB Php bRl BRutsions,
fluid sqsgq:nsanhs sﬁ:ml-scdxbrmhmentsnpas’gee,alreamts sdnggellieq Ifoetmmanyleamﬁolled
unt of tine,

reteasei2epet DAL i nlinlsmgt o Bk PR e e mpiantor Bage
forms lelch ﬁﬁ:ludb@@ﬁﬁion@’ hespensionsl ehilonss &fdry Bewddr\¢em bhﬂﬁ &i@d8ffective

be. adm ni stered orally, parenterall sublin .
amountfisIEP%FRIANS ProgPinE - hi 1@“8 tRy By ?Pepcrtnp? a%%@%? |Tpfers to a

reservoif Yo @MAse EohsitioH @R kd pldhted i8I drgh Yord f28Mb @&ln@cted to a
dosage fornms. The nethod of adm nistration depends on

patient speh thytghecestponnd iselglivriediodhppaigats tThaslepefentty cagnayeiol regulate

the adrﬁllr']f%tr WS Refhokltl t dosage. Pharmaceuti cal
fornmul ations or preparations containing the

23| Fhirorsewsicaltyhaecéntatdncanoers aredlerminet abpaet nyathe paticular

composition being administered, as well as by the particular method used to administer the

composition. Accordingly, there is a wide variety of suitable formulations of pharmaceutical

compositions for administering the hormonal contraceptive product. It is known in the art that
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can be solid dosage forns which includes tablets,
dragees, capsules, cachets, pellets, pills, powders or
wgnreoTwozss2 t opi cal dosage forms which include PCT/US2006/025449

sol utions, powders, fluid emlsions, fluid
activedtidipriioniiehdie <SBRSliiugh forpintttiveninsidditias tesharaeatis]ly
sccep @B RG] FULEC S in AR, Myt i P get GoBE I atBRbe vebictes,
water fsminbtu vetticlen smubifobryp bnﬁa‘rt udlectian Ag6isfudizers, sofubilizers, preservatives

a¥ es sol utjio uspensi ons, enul sions or dry .
and the Bk e s A 4ndl o T a?‘@wsv@lmlﬁtowmé%wb@éﬁnaﬁ&an can
refer tp Rf@@:ﬂﬁ tphﬁtni&ﬁolb 80 Terehdbs Y ghridMVE WdeOFlg., REBRRIon sPharmaceutical
depot” refers to a reservoir confai ni Rg a

Sciencegy NI D GThin o FSIaBAdSE ed. 198 Mofrs Rheomesitissaker &

e t
Rhod EOMRREIISELO 148 H990: 08 Cobllynd Buinlal BTN ea! Basis of
Therapesigot, theEditien, MasMillat Publisling 65., Nee Yfmﬂrplﬂmdeac[l B@aPbrated herein

[ t abl e rriers are determ.ned in
by el O TR kb o XA R T R RS o e
generai]sf ftﬂmidlatetsasksyterﬂd‘; eulnamhglwﬂs?zbnmﬁm Qﬂﬁlﬂfc@ﬂlphﬂlgadﬁﬂh&ll%&ﬂ
t t
L NN N
C[ll)’!kq3| GérRRSly fspaka@ Mg EshRildtidgs %%ré}ﬁfeﬂ%@@rdmg to conventl,onally
contraceptlve product It is known in the art thata

knowrnprpeaduces g ageordanqg ng)(thg msthod wé adpinistrgiion. dhus, ghe active 1ngred1ents
agﬁﬁﬁ TBGRMhS Ao BEAERTs
e |S|ntegrants Oblnders %?&E??%%ﬁ%@&él é*%%ﬁﬂé¥mnﬁ”
admmh?&t@ltmp’ﬁb%p angyeshdnts, esthemmq@rre@ glianbities are borohinsd with the appropriate
ff hu t.ant | Stur.i zers
pharm SRR AL sl o Bery WG S0P P RO REE tibgnces These
substaacwd catrebdmﬁ:sred tr asatillvents, didats o habrizats.q@ind, Btatches Al isugars are

also cqnétfl%t} ?Iypa? 3@% rg%gsro %%gggrsex%g?ﬁﬂl%%wa%lggceuﬁcal grades
of marfhval, %@@Mith@ﬂm@bﬁﬁlﬁ@&araﬁ@@dfdlﬁﬁ RhdcBAYid) ehideen, acelﬁfﬁs% Oflucose,

PA 18th ed 1990; Modern Pharnaceutics, Banker
sucrospypgBes vk enatTRidkihs like. dbe actig zogredientis) mmp&sed‘wmhout
0.01% b whidh GEgEoY ShARAME

b§| ti oﬁ%qaﬁ/;ch )y aﬁﬁ%ﬁg@?ﬁéﬁﬁg%ﬂ@ 4 aﬁ(ﬁthe%gg%nder
comprisagihe phaswasestiealiydcerprablercajery Ehearreem@gv of dchieé mgredlent(S) can
vary oG Bl AR i P ROS B2 GBS ARG B accondance
WMhc@ubsmumhnah¢¢ﬂm$wnmn&eaand in full conpliance with al

turln Practlce ( i ons of

01 PO e RS s bhecF R gasie-GBe Pl isteation
(preferaplg akiabigt ortdapsullOforfd) i3 thodTorogiiefeRE® PRHAHRGERI 8bsBEE fofins for

conventi qnal hgown proc%gﬁﬁgs i n accqrdance with the
oral sk €T POUFIHPOHEL § SR OF HComPRBIC OF fh rsshgBsmieR ith a

solid eR¢ifieR! SRANEAE, %ﬁﬂﬁ{g‘?ﬂ rRghifiy KRAWE, R ARASidoth@mixture of granules
har maceuti c acceptable formfor admnistratio

after a Witphle pdditieng gompqundmeﬁdeﬂr@qtn frhéftln tablets dricoess. @aﬂ:éet forms
can indh@RERNE 8mWeldt 14cRRe ARRLQP Piaﬂxtn?ol chﬂlu'nﬂg{ ﬁﬂliers rieog‘g starch,

such as addi tives,” vehi ¢l es an Iavor
potato statshi miswesystafineselldodes gelative soldmdal lsrhcoredxemdegdalbﬂn@ﬂesmm

stearat%blge%r?@&czc}, éag(ll t‘ijlglr excﬁl)?eqltsl &6 lioraﬁfﬁ nﬁﬁers (gijnrg%fs uents hblﬁfermg agents,

moistening agents, preservatives, flavoring agents, dyes, disintegrating agents, and

pharmaceutically compatible carriers. Methods for transdermal administration, including the
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al so common terns. Typical of these types of
subst ances or excipients are pharmaceutical grades of
woamwTidzde2 | act ose starch, magnesi um st ear at e, PEDAISROVG/025449

saccharin, talcunk ceIIquse gl ucose, sucrose,
aSSQC%SF?@@P@%uW BéHidtdldEnvelt keovimi inghe arh dnalgs commection, reference may

b B S S o Lot Feo et o) S Pl
hereinYyerefeeamad motbeir erunpiylanéﬁortahq)qumaﬂfsnaceut i caI ly

rrier rcenta e of active
" F8H B faet ot Abpuf b s oot bn lacel e appropriat
packagelaiddﬂbdwd foetrdenf Sﬁ%d&k@%e% Al hedibr aghe |f&nﬁ$mi§t@r be{éks tablet
accor%gnce mnth conventi on met hods known in the

disperspigonthavies) aredeipBElindeasin apkitsgrpicphs inghude theglaily d@@gw\peranged
for prépaflsdqiatiial AdshifisQbuid Britotld Bl Aalddth Bl Moo hnds 3Pk ot

or capsule form 1s therefore preferre
synchnizedetred §¢cnlamcedwb@rg@ theseqeerfce or m’eangemsr& tleaeofloarresponds to the

T N e e

contaiging atioutd 8 & ah@aum fablgtsrfoxd 28-8ay @pchen, ﬁéﬁﬁ&lﬁ@oﬁf@l to about 28
after addin SU|tabIe addi ti onal

table] Pt 1Bt oft AR Piron B ShoreisaTS FoF Crsh doseee forms

can beﬁﬁbh&éd Th @it TBrn€ EchtdiRiGh WBit 08 € SMouty @blels thitthie® $fmore 28-day
sucro mannj t ol , sorbitol, calcium phosphates, corn

Iegimens pre ra'bbloetbgpto‘i Itp gp@ﬁ 59 Aahlsty, a}hy@ttgblptp aee iplended) f@tglggestlon on
succesIRb AhysN Fof 2o WA tedin! rbélﬁx@ ﬁésqge fohﬁé gan %gﬁm&éd%kn form

stearate, stearic acid er - excl
contaipigg gt lagst gbout 60 fablets, ai md@raé).ly a1|1¢a§’mbpst 8 1kmf89 ¢atiletg and up to 110
tabletsagl‘?é?lﬁéd fomggtﬁ)g oﬁ%u?cggspxgaefcli grlgre%r%f)"flt | %x%aistrgtko%vlg dalﬂfgfor at least
100 dtha})mmlmnxs’adttiqu fonzrma!st Iﬂ8&ia§za tfdn o feast 3%&1515&5(}1 6r foP4 year or longer

can als];o be. e%%cteﬁorlagrrpﬁmr}%% 1|E>r611 tQ 1p}Aerff | Udl 31%{ elﬁg % t!gg pl%v%gd
labelingoviti @gii¢a0) indh@fegfoe Biﬁnﬂaunﬁ%cﬁ@ﬁ cbﬂbekﬁu%tg?@%lgiﬂoﬁequﬁncy and
eacC

;11 g 78, .4,685,91 1, 4,438,139 and
methog! %51%2}8\5'5% ticg o gradi dosasp T cprefesed ikiks amm dhose Bat ineladgatdengt 100
dosagd RfmHhbt 1ﬁ&hﬂ/ﬂﬁ§l@}51nc1h99%%asm§ﬁ£§gefsﬁﬁ IR AGGO @chcggnt 8&h kits

i nvention can | aced 1 n an appropri ate packag
can, in| C&H@né@bp@rnemseaﬂﬁémt leagt ahouip ERSkad geesdogagedotnes; afi least dtwut 275 of
the doga S Eﬂr&% alﬁh)o§5tqgas M%ét &kq}&{losgé i%%ﬂ ers, or the like)
e referred to ereln as caIIy i ncl ude the
dﬁm'&] d@ﬁ@gglswa dp anigeidh fobe i@uogdby as;elﬂarrmﬂara]heory or mechanism of
Preferred Ki con | ti dosage
action qp@bgﬂl&tﬁﬁ gn sy nc RO r 9(’{9% © 8% ﬁ%‘BO Oé %?’? Py fon

suppreseitjel hyplﬂxadﬂmlalp[tamgﬁmm’hntalﬁfsﬂﬁﬁﬁo BRUICEES FhS’ﬁ&Str&gbnhﬁﬁ because of
s of dauag stratlon For .exanpl e, dosage

the ex gl ESEhed b Sy f e desion iplasss g Supsressed

dogdnousdr@ufen? 8t Ts@@lllé%& HaPthe @ordBm!
enogabgut Zgi tolabout Eg tgb?etsgﬁ¥ﬁg§gh%§gag?g ggﬁﬂgiy“mﬂmﬁ

dosage; ypRIAHEteIigrerP YRy OB fhiktugiensesssiallas daguan Fetyity and the cyclic
variatihsaRleSro OB 05 Bégﬁ oﬁr@%‘esgt?oﬂ%gﬁ%’e'lrgﬁ 5}{% ta%ng FRicle-

cont ai ni ng about ree or
stimulatgg domgongay r egi mens, preferably about 5 1 to about 59

t[ﬁ&?ﬁ UShe m%% s B%L flvenntah g@aql?a(iiedf 13F thICIIi]‘ %E‘gét iog r(!ycgg-related

symptoms using, for example, psychometric scales that include a prospective daily symptoms

chart or diary, such as the 17-item Penn Daily Symptom Report (DSR) to evaluate physical and
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successi ve days. For a nore long-termreginen, the
dosage forns can be provided in kit form containing at
woeasooadsout 60 tablets, and preferably at | easCTaisenns/025449
8 1 to 89 tablets, and up to 110 tablets, intended for
psyghpiagisaisy il é%ﬁ}@%@h“@éthg aywlcaparef layeh:dlqglcal symptoms is computed.

The 1748 olh DAR 98 424 fhbabulelyo Ry G Simapls SE¥R 53 SRyecgpho mer
predeﬂm;ﬂt@la fooa sxﬂ)gm@nmﬁrdylsmﬂm;&fhe@ arsubgieop hitheddderted severe cycle-

m ni on of dosage for froma
relateq Rymitoe, 8 5 5eselh S FtHge Mooyt gap Ryt FrEPORE. 1 or
exanpl e, instructions concerning the anount, frequency
EXAMiRi.ESet hod of admi nistration of each dosage form
Preferred kits are those that include at |east 100

e forns that individually include at |east one
EXA?ﬁiggEtin and at | east one estrogen. Such kits can, in

ce:yuamlafw@ssimwﬁsssmuyMétﬂ&‘dsat | east about 185 of the
dosage forns | east about 275 of the dosage forns,

AMRSE Bee pelesklasumps sty (RS 659 8-othsudy dopepluated
the eff%l:tts '39&1 %tfﬁﬁo&%s@ Ploitb S ¥ JrOeeddn wggoé%je@r}é\cllg 351%%8 giflﬁ%toms

th eory or mechani sm of act on, It
Cycletrelaigd ﬁmmtorné gieresielustedtameng séwenips effsodierehjects fwithisgmptoms of:

aIa C- PRIt vari.an
1) cysRHGRlcs BR  WRBERED LI S BB B R e B oo o
severemyokgefnlateé smpwongesnbgrom; amdarhb nﬁfd tb e dentagcivasitedsyipoms
i nv e he su ssed endogenous est
subgrgep S peE ToHe hioRe LT RR ah O TELeR R gRoSHe 0 severe
cycle-pilagEstiptonad ardl 165G ﬁmrmetdlmg@ RERPIOE 55 STl CRUAILRAHoms
hormonal fluctuations, as ovarian activity and

during the, sqEsFRR NSRS Py éﬁswﬁﬂhd%@lbﬁté@ DEOsPesHYYY 0B 8 vplidgiad cycle-
relatecpmq)@&ﬁ 1RB%onnhit, §len l1 7ii10% FReh mang 8Tﬁ{i}t@m Report (DSR). which

f ol I|clest|nulat|ng hor none.
includpchy &ppinphikerscle vesddiysabieets foaatetﬂmewemsffoé sYmuinms. Each symptom

was ra@éﬁ%nﬁa 9. rrgt ﬁttﬁger% {52 :%rfﬁllckwl U Sjne 89 £ %(n%%aﬁ 2= modeaatle |(r>19t

ric sca € a prospective
affectlgg dptycmsvmhs)[ 8 =orloticamtinuosy, ofuntmfenhgwitﬂ acthetiespend 4 = severe

Ly Synptom Report. \ cal an
(overwl}r%,:lna%g a%/cgg %ﬁve %flaﬂg& D%S%]?sc 013- gm%aq%e cycle—
related:syﬁtptmmhssoﬂimecﬂ.\%rth b evBnREanmdaSitiaNegeld) Sﬂﬂcli iAcl®ABUI Re not limited

C e-related synmptons i n CRSS subjects whqg net
to, s lped! SRS A PRl 100 e A T ApsHilan's e,
concelﬂraﬁbhb O QétRedbb ihsoxnslQle At aﬁ@gl@@i\éﬁlrﬁm@(ﬁﬂsﬁf&l e?hrffle, dysmenorrhea,

tOﬂB and a subgroup Wi o noderate
breast éf‘%é?fé@éﬂ%t@a fatigw, hiod EXRRVBIES EXAMVPLE 1

it Sk Do iy LR SRl i g -
item e SRvailyLduring thirbaseliiceels aocﬂ dringill paks 052,186 3 mgdmmoses
pmimpﬁmgiogestln and estrogen on cycle-rel ated synptons.

[0031] The Endicott Work Productivity Scale (EWPS) was a questionnaire
administered to all subjects who qualified for the two cycle-related symptoms subgroups or
dysmenorrhea subgroup of the CRSS and who received pay for work or did volunteer work. The
subjects were to complete the EWPS on days 7, 14, 21, and 28 of the baseline screening cycle,
and during pill packs 1, 2, and 3 (28 daily doses per pill pack).
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Cycl e-rel ated synptons were eval uated anong subgroups

of female subjects with synptons of: 1) dysnenorrhea
wonrpo7ap2d6a0 gr oups of cycl e-rel ated synpt ons WRCTHhIS2006/025449

include the noderate to severe cycle-related synptons

SWW]H&EXW!W AeRdishtidwed thamdemaiueusg/mgenqneif araggstin and

estrog%y trr%rgﬂg S Sb { Qfkeq %?Ql&géi%t?d %PW o ﬁvgos ehc!@oog%éfu

norr aor Sy

(levonﬁx}geétfﬁ nal@Et %@Wéme@%ﬂmﬁum EEIEN |id) e Séomtiduous-use
definition_ of cycle-related synptons during_the

regimesitp Eeapal wba@ﬁﬁsqulféﬁec%‘gﬁdn aapidly reslugiag awclequleted Hpptoms associated
with nR0QS P @fdatrih ¥t Ao mhe : ?stn%ﬂ H&! &b éﬂoaﬁ = SYRRLARR! that the

questionnaire, 1i. tem enn 'y~ Synpt'om Report
LNG Q008RE 20 ccbntmmoumiedegnﬁn pai highlyi dffectivesio a¢dmcing echnipg during

the se R L Gt i o S o 1 T TeSRRP Rt e fist month

and coh@li@Mhroudhaut MRS Weatrhert pBHdY. ”Hleahn%nt-of%%n&h he(hdilerate to severe
affectlng dail y act|V|t|es) a laot (continuous,

cycle-fejptask yBWIOR SHPEIRURER T VB shesd a gﬁﬁlectzpn—byeevé faan 30% in'a broad
range &f%‘&@fe"i‘@ﬁ{emsﬁg t%ﬁgl 1951u@ﬁ1§‘é;ﬁﬁ&lawo d@fekd/c ffé—ﬂe}é'téd' s§SiptordiEstarting

7-1tem Penn nmeasur e yc erel ate tons
durmbahtsﬁtst mpetl Oﬁmwnantmdr@ﬁn@unmmuglmut ﬁydfteetmqnhpqmd Treatment of

o D BB 000 G BSOS 5 e L

90 ug/EE)QiOng\,eonhxaﬁas-uﬁe xegmn»trars affeaive inreddaiag ensiecytle-releted 8ymptoms

) desi re and siC ons (for exanple,
m wo Fsrff‘?e%lfec g g?te‘iéfn\;g‘@?rﬁ%ss bl oating, fatigue, or
food cravings). [0030] Subjects in the CRSS who net

tnﬁnwﬂotﬁfeh:suugf@pexpect ed to conpl ete the 17- item
n _DSR da gédurl ng t he basel i ne cycle an%raurl

P
pi03$31pa% fagalpf UbiRGSINgIIke pratopgl-ergeed crgeria isr fysmegeypea and
were &Q%@]m Hhesubpdig Qltratl ¥ Wtfé@%j\erc‘csvﬁyhaﬁ% le@%éPaSﬂ)r P@Sack 1,

a guestionnarre ad m ni stered

a total g 324 Hiddeegmplsite daieior pill pagk |2eande1|9aﬁ)é@| c Hgﬁtle@lﬁ@ fglublé Pelips(28

. hea subgroup of the CRSS and who received
daﬂyc{éz%\eys%;ég@:}%él{)' or did volunteer work. The subjects were

t [0034] inlretneeahheorENBScmmpd dyrsngrpill back 24nd il gacks3 wére dbareased
ba eI ne. scre cle durin il packs 1
from b5y (ot 5o HLRE Waie/BP B RH kol Biss R R oy Gty
effech{l@m%]e&l ir &sSin (G S WHRE HYBEQndchuBled beRRAIOPEK 1 hGhe first day

dosage o estin (levonorgestrel, LNG 90 ng) and
of meregse ot gleﬁlﬁe@ttwg fagtof €§Wnﬁa‘i o1 dySpgnorghsa Ng§ exageigd dSting pill pack 1.

: PSS NUBKSE 45 fhe niah TBRinhfn EAIRL Sco?tRipEAEBANAS the ﬁrst five days of

ective in rapidly reducing cycle-related Sy
the basedinoeicit et cashtphll paskstbe severiatl dusmenyfrhom aerefiesied Wéhe mean

mammng Sg’éﬂg{)srcglee?dé&%%@&ﬁh ga[bh é)ll?é&%)( f&o&@%a%g%ﬁ? b&@llﬁe'\@sgg(?eatest

ng’° cont nuousS- us gl nen was
duringgfifl paki Aendipii] patt3c Baguss aubrjpsts degangll phad lsectha firsaday of menses,
nificant effe

no sigxt%igiﬁarég teggcrg tpﬁﬁ?%}@%r{t%%&]{x‘?%%ﬁﬁtﬁ ff gys%enorr ea was expec%ed dunng pilt
pack 1.

Moderate to Severe Cycle-Related Symptoms Subgroup

[0036] A total of 78 subjects met the protocol-defined criteria for moderate to severe
cycle-related symptoms symptoms. The moderate to severe cycle-related symptoms subgroup
comprised subjects that had one or more moderate 1o severe cycle-related symptoms. Of those
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and continui ng throughout the treatnent period.
Treat nent of wonmen in the noderate to severe
woysl@ozssk at ed synpt ons subgroup (n 78) showedPa@T/US2006/025449
reduction by nore than 50%in a broad range of
subjigetsy 0, bad iitied duiidpthilipacki 1 e tayeliof §4 iredi eoraplete data fenygH pack 2, and
t r '
s6 had Kot g FEQRETR L oS K b sk Dt T it svmproms
were fep@aidfensix pxemleﬁsﬂruaﬂ'd@a(zrmmhyﬂﬁ @8 and gix pdeemenstrdaitdays (i.e.,

cays QR Oban HER SHEERE S0 HPBE2S RSP Ph SRl then
mﬂbcﬁﬁgyﬁﬂﬁeﬁ@§nﬁﬁ£§&ﬁéVe in reduci ng nost cycl e- related
ﬁﬁgtons in wonen with | ess severe cycle-relate

ThorEhe mpasrtpiagbicerss AersuBsd fo pEemenstsal symptemng Kdacw 236028)
durm%@ﬁj gl 1? Pﬁpeé\%k Beax%ﬁﬁ 064 % @g{ él@&‘gas‘é{l] g By Bagelfng ! The mean score for

antd were’inc in this subgroup
each ol aluthdual gfentehsisml sulgjtens slso Q@ﬁeahcabfrm rpdcne Meadaate do severe

i1l pack 1, tal, of 224 had co ete for
cyete-figied § o whsRlae REMhppEctecthat SORBI T Db Pagnd a pos
menstR {o¥al 4Q3EE 59%5&@1'7&&@?&%13:&1@%@%6 mean scores for
cranps during pill pack 2 and pill pack 3 were

d E938)a s Wil moan m@emrn éor mﬁmenamahgfntm@ns waeslighily ogreased
durm%@i Eg‘flglo &R g)géxﬁéﬁ%ﬂ'ﬁal Y& src&%' %sé’é‘ﬁt?alﬁ) e%t] vilent o the Imean

veéi'n reduci ng cranp h I's ‘subgroup. Becau
postmsmﬁtxjue]csbsre kmegrhlrpaﬂ{sl P! m}d&ﬁoﬂFlg’ure) h) tIh edditios tthmyscafe snmasﬁn; the

nificant. e of treatne on _dys or r hea
modefg 18 R GG oot PR e O P TR RO fodih pehavior
pain, m&r}jﬂ?sﬁkfaﬁ%t@rﬁ@ﬂ@rda@mﬁmg pilpdcRy, iddefufthdrSiberbaséé during pill
ys_of the baseline cycle for each pill pack, the

Pmksgéﬁéﬁﬂf$wﬁf dysnmenorrhea, as reflected in the mean
maxi mum cranps score, decreased with each pill pack.

Tlvﬁldiam&ﬁe%@tefcﬁmhawdl p’l@ﬁ‘as SﬁB%«foﬁﬁt during pill

pack 2 and pill pack cause su cts began pil

pH@§911 %trbﬁcrﬁem?l}lﬁieéitm&wn%ql orfaprlseae iR &yn&oms subgroup had
symptBinb &4 se@grettﬁeﬁxathé@% Q&qu‘i’r@d rf&%u%@é’t? fd by ngﬁe@%%@ga@fer&@@-re1atcd

was expected duri ng pi pac . Moderate to Sevére
sympt@yls B@gmpaztefeﬂﬂlsaﬂdwdn@d&@ gyrmatprnﬁ 60ddined\by Giearotodol 7.,
cts t col - def | r
preme%qﬂlgf%ctoxée (%P; 50t gr_gfr% y d Pgsu%lgxﬂsgtugle ccs)r)&/a rr%p %(? dd fe flfrthm Penn DSR).
ThirtyTdte (35D dﬂﬁeﬂs&n&t@hé}ﬁ‘tb&bﬁ diab®eriteliaOFdhay Biljes 35 Mlgfommete data

N T L W S ) SO I

pmk3 Mf k 1, a total of 64 had conplete data for pil

pack 2, and 56 had conplete data for pill pack 3.
sm%]s Mein totd anchingan igdiyidpal ssoxey éqréysaléﬂ%l@fé@ SYEYRIPTS PrgTe

report@@fog g?&%@&%én@gugl Qgéys f(& &, @itﬁ UA @Uc‘i Si%?)\gﬁn{egstﬁxal da‘;@gﬁe.,%%ys 6 to

SIX P nme n S , ays .
11). Thd necarmtoth] veores rsmmé rfwlmcinm;wai éda’y‘e an ta2Hspmpioms during pill pack

1, ]311151335{;[13 i AWE pﬁ’le;%@lr gi’w re) de%{]egsedqgom baseline.

[0041] For individual iterns, the premenstrual scores were reduced from baseline during
all three pill packs for the symptoms defined as fatigue, aches, irritability, mood swings,
swelling, craving food, breast tenderess, and cramps. Individual items were significantly
reduced from baseline during pill pack 1 only for symptoms defined as poor coordination, out of
control, and nervous tension. Anxiety and insomnia were reduced from baseline during pill

pack 1 and 2, but not pill pack 3. The symptoms defined as headache and confusion were not
-12 -



collectively as the nmean total score. [0037] The nean
total scores reported for premenstrual synptons (days
w@3od7mo28) during pill pack I 5 pill pack 2, ardTisk006/025449
E ack 3 were decreased from baseline. The nean score

signiffegntlietdduticdiin nitbisidlbiitwerde %P@m&lﬁls 2 audibr &ynmrmmd orying were
YT T T

1ncreaaeckﬁr<ﬁnbmtmml pill phckl 1 Acidiné no ﬁ&ﬂleﬁnﬂreaseplﬁﬁll paRS? bhids. A
. .total score < 50 0 -item DSR at basel i ne
Slgmf{"é‘ﬁé’%‘jre% M I?é’smeé‘ﬁh"t‘%ﬁ%ﬂreé@b%wflﬁﬁiv A THRIRLQS s observed in each
of the pilpdcRers was slightly increased during pill pack 1,

the nmean prenenstrual total score was essentially

ui.val epnt to the nean postnenstrual score in pill
Eeﬂlgofé%’gﬁrd‘%roclPF*g‘GWe%f In addition, the subscale

S [UOE@]S TR EAdQWER! ﬁ{)@uctt@lty$ SV GEWB‘@ tofal ?Ao?és%%re evaluated for

ynpt'ons subgroup with synptons rel at’ed t
SubJe%selhahﬁ dyisme@fa*rhﬁ:a sehgreupHwth @tl’oﬁsqlmaancbgtwpaluﬁmdmkdaﬁedch pill

pack. %H C{?@zﬂb@ g\hg%c%fﬂéeua} g& ! ch%{é%&d%??%ﬁ@ c?cdl g n%e&eases were

obser@(ﬂom bstlategd WSyl bHersh Suiisgqtmnml[l Pa3d9] Su b jects

i pel pd [ 11d to noderate_.cycle-rel ated
R DB RdrrE! e Sy e er S sSaEve b Raerirggssvere
cycle-feemw Jy@thtdray subpidup Gbth ak Past e JHadEEARLBO wWeeY £ bLeach pill pack
related synpt ons subgr ou et still had

<F1g“r8§?:| il SRSy S {48l SERIP FHaIBgoR Tieekst domseend from baseline
to pill phel€l andRIBRBRA MR iS5 Sﬁck@thaﬁd 80 T inein ?o?alWPS scores at

post nenstrual score < 5 7-item Penn DSR).
evalu'mﬁn Piegk 4 pkeacB pill pagks e all ¢Pétea$eldérqm baseldesl. - def i ned

ri for

o0l | B o QyshERGRY B, IR EBTRIE & Al fmptoms

Subgrcmacmdzhe aild tczﬁloﬂmaite cyeiprdited s}mt;ﬂommubgrdub tha ERVER scores were
n n n i.ndi vi I f.or
cecreeg 4t bATIR b i B e et PRl 1o o LB nd were 53% and
37% optiermsdine lsk&ulre daspSct{vayﬁby pidysk 2, 3ndintid8 impidsleSiwdrk productivity.
menstru e., days 6 to 12), The nean

These? 1 IBE rP 6@?@& erpegits ’&r"é‘i‘fﬁ REQdpEiity that s sgidens as garly as

pill pasxy [T'Bﬁcpﬁﬁﬁt St 19 ithproRd@koubn pi pdek Back 2, and pill
3 were decreased from basel i ne. [0041] For

pac
i Wﬂfﬁlu othel L@ 8fie/BH20 g eantinequstraé reg@mnewaméfeetvreed waedly
[ th
redumﬁ%/%}lég%za?%fes?ﬁlﬁgogﬁé tg&]g:ﬁp aésl%gel a?e% 4th meI Srer :‘ifes%l% fr m ﬁ‘le nood
dysmenuirieg Subgvi (ni=n259) ehcamedngatfdmm G 190 e@AE L@ngl edSrfﬂﬁ&6us-LESB gegimen
I ndividual ite e significantly reduce
was highIg oIRGB REUEIDR PGB PY PLLIPAEK 2 Eo6mmd 8 e mghpt bt thor

continGkf thiRsh B3l REIOS (18R Qgidﬁﬁfoé&ﬁl ReSis Rfm gRMIR ate t%@gvere cycle-
nervous tension. Anxiet Yy and i nsomi a were reduced

relateck sygptgsesswPgrqBD G 7 Plgphpived a reduction by more than 50% in a broad range of
moderate to severe cycle-related symptoms by the end of pill pack 1 (first 28-day pack), and a

reduction of 80% during pill pack 3 (third 28-day pack). Results from the mild to moderate
cycle-related symptoms subgroup (n = 36) showed that the LNG 90 pg/EE 20 ug continuous-use
regimen was effective in reducing most cycle-related symptoms.

[0046] The reductions in cycle-related symptoms observed with the LNG 90 ng/EE

20 pg continuous-use regimen were consistent with improved work productivity among CRSS
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pack 1 and 2, but not pill pack 3. The synptons
defi ned as headache and confusion were notwere in pill
woack/d2snd/ or 3. Depression and crying were neCT/US2006/025449

.significantly reduced from baseline for any pill pack.

subj et ipraidnetisna/rppuntard (ysmencsder sulizrapend swdetaterto severe cycle-
C in

fe‘atéﬁ IpbIRE sl o7 rn e I ot L EVS 28RS el

signifirestiyrésssaasaddions banckine dfter thedirst riilh daaki (firsa R 8-SyypdchrsTveas resulis

rved.in each i1dl..packs. Endicgott Work )

repro BB S oy S L E i b Ao e PB A o Fcmpove through pill
pack Pribildie8-dny packcal e (EWPS) total scores were eval uated

for subjects in the dysnmenorrhea subgroup both at

basel i ne and at eval uation week 1 of each pill pack.

The nmean total EWPS score at baseline decreased by

pill pack 1. Simlar decreases were observed from

baseline to week 1 of each subsequent pill pack.

[0043] The EWPS total scores were evaluated for

subjects in the noderate to severe cycle-rel ated

synpt ons subgroup both at baseline and at eval uati on

week 4 of each pill pack (Figure 3). For this

subgroup, the nean total score at eval uation week 4

decreased frombaseline to pill pack 1 and decreased
further in pill packs 2 and 3. The nean total EWPS
scores at evaluation week 4 of each pill pack were all

decreased from baseline. [0044] For the dysnenorrhea
subgroup, the noderate to severe cycle-rel ated

synpt ons subgroup, and the mld to noderate

cycl e-rel ated synptons subgroup, the EWPS scores were
decreased from basel i ne over the appropriate

eval uation week after pill pack 1 and were 53% and 37%
“of the baseline score, respectively, by pill pack 3,

i ndi cating i nproved work productivity. These results
represented rapid i nprovenents in work productivity
that was evident as early as pill pack 1 and that
continued to inprove through pill pack 3.. [0045] The
LNG 90 ng/ EE 20 ng conti nuous-use regi men was
effective in rapidly reducing cycle-rel ated synptons
typically associated with nenses. Results fromthe
dysnenorrhea subgroup (n = 259) showed that the LNG 90
ng/ EE 20 ng conti nuous-use regi men was highly
effective in reducing cranps by pill pack 2 (second
28-day pack), a benefit that continued through pil
pack 3 (third 28-day pack). Results fromthe noderate
to severe cyclerel ated synptons subgroup (n = 78)
showed a reduction by nore than 50%in a broad range
of noderate to severe cycle-related synptons by the
end of pill pack 1 (first 28-day pack), and a
reduction of 80% during pill pack 3 (third 28-day
pack). Results fromthe mlId to noderate
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cycle-rel ated synptons subgroup (n = 36) showed that
the LNG 90 ng/ EE 20 ng conti nuous-use regi nen was
woehb@aiesse i n reduci ng nost cycl e-rel at ed synpPOWHIS2006/025449
[.0046] The reductions in cycle-rel ated synptons
Whatgp€laiped: wi t h t he LNG 90 ng/ EE 20 ng conti nuous- use
regi men were consistent with i nproved work
1. PrOgdesbsd Mirb¥at m%%%j@mag wa@.@elawgrn%&né%pﬁsmg
.hoderate to severe cycl erel ated Synptons “subgroup
admirgsiering an/saﬁfsﬁg/em@usuﬁjy g lepst opy progastisdind ehleadEWRSetrogerets said

(e TolIA ' ed fr.om basgline ter.t
femall B0t il SR R B RR L BE flafpg o0 daye.
represented a rapid i nprovenent in work productivity
t [ ' N R ird
2. T8 EROE PR, | QR APl b5k 23 Bl o
physidab pydleeredaidl syotptdnasandgaichecieativeahmiueats sffeqiive fe treating said one or
[o30) ﬁisi g a@pin'stering an effective anount of at
nuﬁepﬁgg?o%ﬁﬁ pP §5?l$wngﬂa'at | east one estrogen to said

femal e subj ect, wherein said effective anount is

agi ni r j r af.least, .about ,100 days. 2. .The .
o 3R BRhFOEaRT PRl b RYn B o Smpb B g s Becve
amouditis efifactivgRy chaimpglysmenmthephysi cal cycl e-rel ated

synptons and said effective anount is effective for

treating said one or nore psychol ogi cal or physica
4. sYhpweied oBanyTkine ofrelaingd] ©f3 wheatims2id ddedle subjeaha hakpdteto

subj ec as_dysnenogrr.he nd said.effectiye anpunt js
sever Gt PR S SRy Ne TP v et iverlE oBatedate o
severeadyyleanlatedsy@p@igs 1t o 3 wherein said femal e subject

has noderate to severe cycle-related synptons and said

effective amount is effective for treating noderate to ,
5. sEhemethod of ayramk af eldinsyinpt3omitereib said fgndi@iubgedt s ngilyto moderate

one of clains 1t erein said femal e sybject has
eyele-{iied ptti G B B Uyt B Grareaii s ip moderat
cycle-giift@bdympeorarount is effective for treating mild to
noderate cycle-related synptons. 6. The nethod of any
one of clains 1to 5 wherein said at | east one
6.  progasthodof syt ef tieithsf Ir o h witeeid 608 Bt 16450 5heSrbgBtiR s selected
hl or madi nane tatSJ nor et hi st er opne acet at e,
from tF OHP BTG LA BN HRU el BYTe i PREFate, Syproterone acctate,
desogsbb81S Fés&ﬁi@ﬁ?é} G_rosﬁiréifd)%,&@&bfg%lstrel,r}%%@ﬁﬁlhm&elgestromin, or
norel gestromn, or |evonorgestrel. 7. The nethod of
levonogggsirglne of clainms 1 to 6 wherein said at |east one
estrogen is selected fromthe group consisting of
et hi ny radi ol , mestranol, estradiol, estriol,

S . 2 .
7 eSheBf od Srerggps ghelaimg | tyhevhicerimerkd gifloaghgnecivsogsm is selected
from t6d SoliP cohsisBng oMIBLAI Btratioll SeStanAPOML ], @E:ri@lf, estrone, or estrane.

| evonorgestrel, or” a

8. The method of any one of claims 1 to 7 wherein at least about 4 pg of levonorgestrel, or a

progestin dosage of corresponding potency, is administered.

9. The method of claim 8 wherein from about 60 ng to about 110 pg of levonorgestrel, or a

progestin dosage of corresponding potency, is administered.
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progestin dosage of corresponding potency, is
WO 2'3@%0% tered. 9. The nethod of claim8 wher %&/ﬁ§296@/025449
Ongto about 110 nmg of Ievonorgestrel,

progestln dosage of _correspondi ng_ potency, is
10.  ghpinsthedofany REiohaniph o SWheren It opgPEPEAYtinis ast

r
levono%ggcgeg Eetﬂﬁgl?sttééé}ie égttsctedrogééﬁ A6t %’@e?t&r tﬁpe ? %gér%f &4 6)?5 e@tlr% clionsage of
Goﬂ€$@o§agpm§m%ooa@etﬁmmding potency is adn1n|stered 11.

The nethod of any one of clains 1 to 10 wherein at

| east about 1 ng of ethlni/‘1 estradi ol, or an estrogen

1. ddsagthodiof ey mesqfoiﬂemﬁ@tq) @h@ym af lpast@houtil gteerfethiny 2stradiol,

orane&%%;?@%%&gmﬂfp%g%h %% es fa H?Q%%agguésgfoggnto

dosage of corresponding potency, is adm nistered. 13.
12. -Elﬂg ln‘gg‘g [d%g ﬁfegt rre1 g? %’élglgﬁl @ém gt%ﬁdt 1% lug o]a?-zél‘@g Bleétﬁl@ﬁésgradml or
an estr@mdnsage ef emreapondinggsizgey, mmdngnﬁ‘at‘edr than 20 ng per

day, or an estrogen dosage of correspondi ng potency is

adm ni stered. 14. The nethod of claim1 wherein said
13.  gthelmetiwd of aey esstofelans 7 & b?t*hhmryiln seidtat bdst ohe estrogen is ethinyl

: { e
estradlcaga 1n1§(§éfgd S{j a os%igae] n%? g%gtga %1 07 oggg) %0 ng &ggalgF gf
mqumdmngp&bmneda@hm&&ﬂasage of apprOX|nater 90 ng per

day, or an estrogen dosage of correspondi ng potency

and a progestin dosage of correspondi ng potency is
14.  dienriledet ekim 15vheiiéﬁresa1irh¢tﬂm<it afe eemn(ygen mfetlmhylods‘aéxdml aintimistered

14 erein sajd.e
o o W PR iy o0 s v PR P RoeeL B Gagreeste
adminidtéred Iﬂeddﬁeg&kﬁ'dlpproxmy’elp 0@ ngbercdad] cfankstiezed 50%@6 bei N
sai.d effective anount %%nlnlstered daily for at
correspopdiag PARRAYIAnd 2 pEegestE d Oﬁge KETSHRP agmter&ws Hignigtered.
clainms 1to 15 wherein said effective anount is
m ni stered daily, for at st. abqQut. 6. nont hs.
%ﬂs%m&é alafomf cloifes bio 14 V&ﬁﬁmﬁo £ CWSPE‘PH“%%\? inistered
orally,ﬁﬁﬁsﬁé&’iﬂald?, @Vl 1B tadkibjebst ered daily for at |east
about 9 nonths. 19. The nmethod of any one of claim1l
to 15 wherein said effective anobunt is adm ni stered

16.  daé netHodlof atiy dieafclagtholiio I52vingéth RSid eBectivd ARotifttidhadnialstered
one, of claim1l to 19 wherein said effective anopunt

.. .an
&myﬁngﬁﬂﬁFWFgﬁé?gﬂmrn a dosage form 21. said dosage form
is a tablet or capsule. 22. The nmethod of claim 20

rf?‘lg hg&’g’fls Iﬁ.ﬁ?}g/cgrgzso%%glrgso { {n 1SS Wﬁaegg]n rs]al teﬁ'loc%ve grrngunt){é administered

daily for at least about 6 months.

18.  The method of any one of claim 1 to 15 wherein said offective amount is administered

daily for at least about 9 months.

19.  The method of any one of claim 1 to 15 wherein said effective amount is administered

daily for at least about 12 months.

20.  The method of any one of claim 1 to 19 wherein said effective amount is administered in

a dosage form.
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or via depot to the subject. 23. The nmethod of any one
of clains 1 to 22 further conprising determ ning an
wexvemnin2dee whi ch said fenmal e subject has cycl epcelsb@d 025449
synptons. 24. The nethod of claim 23, further
21 o%hq)m@m@@@lw@wmmm said desagerfornt i athibleitor sagisulef emal e
subj ect has dysnenorrhea. 25. The nethod of clainms 23
or 24, further conprising determ ning an extent to
22.  whhenrethgd af ‘fl@ﬁh?(b‘gg‘ﬂﬁﬂnéé desegefoueisatminiverséowhy transdermally
. - f-el at: synptons. 26. The nethod of clains 23 or
Orvm%l?dt u?ltgﬁﬁe‘%’]g%bnpri sing determ ning an extent to which
said femal e subject has mld to noderate cycle-rel ated
23, SYRPhLOME4 012%1}' R8s Eiﬁﬁﬁkoldto%.fﬁHP{erg&%Bﬂ%inghéérﬁﬁxgﬁéaﬁ &4 10
erern sal etermnation i's nmade before sal
whichaeidifernale eulijeny hat @ple-2Bted Fmpiorishod of any one of
clains 23 to 26 wherein said determ nation is nade
after said admnistering step. 29. A kit for treating
24.  aThemrethed efdipierd3, Hathenepraprisie: detdrmindak @yerpinbtvewhich said female
. 1.Si | east about 100 dosage forns that
Subjec?ﬁ%?@?%%%h?}abonpri se at | east one progestin and at
| east one estrogen. 30. The kit of claim 29 wherein
25. S”f‘i’ledm@&xoél 8@51%@9 38 o Q@,Qﬁﬁltnér %o}nﬁ?ﬁﬁ%gﬁ&%ﬁmgé M){tgﬁ tIHRIR said
consi sting of progest’erone, chlor Inone~acet at e,
femalenmbirhlies nerderaés taceteat ecleeratalt syepames. acet at e,
desogestrel, drospirenone, etonorgestrel,
norgesti mate, norelgestromn, or |evonorgestrel. 31.
26.  THee tkethodof dhimis 28 op @4,dnrtl30 comprishgdsaindniag ah edett towkich said

el R it R B RIS BB O™ et Pl

estrone, or estrane. 32. The kit of any one of clains

o6 1 . _ . C '
7 (B e SR Sl o e 23 15 26 S ERAAR AL oBfore s
admingtzsiagestep.or m of correspondi ng potency. 33. i ki| im of

sai d dosage forns conprise fromabout 60 ng to about

110 ng of |evonorgestrel or a progestin dosage form of
28.  cBrerreghotheli any opepbelaiyns 2340 26 wheieirt sagt detampinatien isfmade after said
admim%{e?ikgﬁte 9 to 33 wherein each of said dosage forns

conprise | evonorgestrel in an anmbunt no greater than

90 ng or a progestin dosage form of correspondi ng

p Y/ I o ) l.ai .34
2. PRI reatng o KNI R A S ot PR Sohfhict o ens
about Hiadesage fagnsathatandividyallyewtpaide ali least omrpregststingeint tastage

estrnggnc_)rm of correspondi ng potency.

30.  The kit of claim 29 wherein said at least one progestin is selected from the group
consisting of progesterone, chlormadinone acetate, norethisterone acetate, cyprotherone acetate,

desogestrel, drospirenone, etonorgestrel, norgestimate, norelgestromin, or levonorgestrel.

31.  The kit of claims 29 or 30 wherein said at least one estrogen is selected from the group

consisting of ethinyl estradiol, mestranol, estradiol, estriol, estrone, or estrane.

32.  Thekit of any one of claims 29 to 31 wherein each of said dosage forms comprise at least

about 4 pg of levonorgestrel or a progestin dosage form of corresponding potency.
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36. The kit of claim 35 wherein each of said dosage
fornms conprise fromabout 15 ng to about 25 ng of
weedvoyiseest radi ol or an estrogen dosage for m BET/US2006/025449
correspondin otency. 37. The kit of any agne of
33.  dhakifpfolgin éfsgﬂr\m@@éh Al wictdosage orpsicansisg &ompbet 60 pe to
I N .
about B B o o ol B D B ng
potency. 38. The kit of claim29 wherein each of said
3. SBRSLAY AR FOIRAL HCi0ABANRLIRAG) of s&H i€ Etiribmprise
estradi ol” and approxi mately ng | evonorgestrel, or
levonorgestes i ayemougbaageattiothan 80 dg ar p pogesin desags Segreof aprmesnonding
nCcorresponding potency. 39. The kit of any one of
¥lains 29 to 38 that conprises at |east about 185 of
sai d dosage forms. 40. The kit of any one of clains 29

h 0 i tn . , '
5. e o o BRIV B PBabntptlr 8T 05 b SRR s
about Capf dilsiepl eatradicas tn atiwigen 36agoformaif domapaging pitersy. 42.
The kit of any one of clains 29 to 4 1 wherein said

dosage forns are tablets, capsules, or a conbination
36. tTherkdteff claim 35 wherein each of said dosage forms comprise from about 15 pg to

pote

about 25 pg of ethinyl estradiol or an estrogen dosage form of corresponding potency.

37.  The kit of any one of claims 29 to 36 wherein each of said dosage forms comprise ethinyl
estradiol in an amount no greater than 20 ug or an estrogen dosage form of corresponding

potency.

38. * The kit of claim 29 wherein each of said dosage forms comprise approximately 20 ug
ethinyl estradiol and approximately 90 g levonorgestrel, or an estrogen dosage form and a

progestin dosage form of corresponding potency.

39.  Thekit of any one of claims 29 to 38 that comprises at least about 185 of said dosage

forms.

40.  The kit of any one of claims 29 to 38 that comprises at least about 275 of said dosage

forms.

41.  The kit of any one of claims 29 to 38 that comprises at least about 365 of said dosage

forms.

42, The kit of any one of claims 29 to 41 wherein said dosage forms are tablets, capsules, or a

combination thereof.
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