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PHARVACEUTI CAL PREPARATI ON FOR CONTI NUOUS HORMONAL

TREATMENT OVER A PERI OD OF LONGER THAN 2 1 - 2 8 DAYS
WESNBBSBIING TWO ESTROGEN AND/Y OR PROGESTI N COVPESHEPIONB013545

Technical field The present invention refers to an

ext ended use of a pharmaceutical preparation

PHARM&&‘.@HC%E.”QR&%H&%%”?Q@%N nﬂﬂ)%%tﬁdiﬁomeﬁ’s?ﬁrmm OVER A PERIOD OF
LonceR THIEST V€ HalET ERSET Sifct

N2

progestins dosage after t typlca 28 day tine period
achi eves a continuos stimulation of the endonetri umns.
This leads to the desired endonetrial stability and to
a bl eeding free extended reginen. More particularly
Te&ﬁﬁmafﬁéﬁpt invention refers to a pharnaceuti cal

preparation to obtain a continuous hornonal treatnent

over a deS|red perlod of tinme |longer than 21-28 days
n, cont ai nin

con%)ri ‘%@PB A1 %?g‘g,?es' Y e&g@%@f?&h mgceufE 1 preB8ration

combﬁgnﬁgeémr@@eshsamntprégbslﬁas adiiers d ersregres@wtehméreasb of the
21-28 s and a_second canpasition containin

eslyeEens yEorRP8EH$ %ﬂ@@ﬂ&f theslygicabsfeday Sﬂ&lgf‘r‘ripoﬁ Achieves a
co@frﬁi@‘étsffﬁﬁﬂlé‘% BW&n&m&ﬁHm‘éthsF IBSdS P Y d8birdd'&ndometrial

I rst conposition and conpri ses a nono or
stafilityt ammsa biseglinghfree exteptiad negimeni cal dosages.
Furthernore the present invention refers to a nethod
of inhibiting ovulation in a manmmal, in particular a

Mdﬁ@l mﬂncm%mypthespm&ﬂ mvehiidreréfog tooa madnaaam‘dal prépasdtion to
mposi t.i on contalnln acertalng t of an estro

obiayn, AGOBHNHGHS BRTOn GATUE TP VRr 3 diRiedineiosh A FTe donger than
2158 Gays Ot drapBind ¥ st wrh;ls&rmﬁdeérnwrfgaéﬂ IBBsPbne e88688H and/or

conposi tion cont al ni ng an estrogen and a progestln to
at tgashione propestim iloa Predetasniaed tareeuntdatberadminisiesed da the first

2195 S at R Ao e AR b BERRT P o a

least gheprodestintihea predetermiredt dﬂﬁoﬁmtrlaghemthpnshe lamnunﬂm‘ the first
second co 03|t|on further ri ses nonq.qr

COMBPEHIBA 2 B0 SHUER o SOTINISER aAndBRNR | 05 Milisiase sequence  of

pharmaceutical dosages.

Furthermore the present invention refers to a method of inhibiting ovulation in a
mammal, in particular a human, comprising administering to said mammal a first
composition containing a certain amount of an estrogen alone or in combination
with a progestin for 21-28 days followed by a further administration of a second
composition containing an estrogen and a progestin to obtain a continuous
hormonal treatment over a period of time longer than 21-28 days. The second
composition contains an amount of estrogen and progestin which is higher than
the amount of the first composition. The second composition further comprises

mono or multiphase sequences of pharmaceutical dosages.

The use of a pharmaceutical preparation for the manufacture of an agent for

inhibiting ovulation in a mammal, in particular a human, for inducing long term

MogesTIN CQMPOSTITIONS



10

15

20

25

30

The use of a pharnmaceutical preparation for the
manuf acture of an agent for inhibiting ovulation in a
woreeosmb1400 n particul ar a human, for induci ng |PCEP2004/013545
t er manmenor r hoeaand for di mnishing synptons related to
hornmonal withdrawal is also an aimof the present
amenvaTtiiosaand Torediptisisking sympaorns celated tohlkeornoziaé ndthtiawal is also
har eutical . acﬁa e to be used in a pharmaceuti cal
a ?'E‘a{’]ﬁgﬁtpr?\ﬁrﬁ"ﬁ’ﬁ“ 98ended regi nen. Background of the
i nventi on Pharmaceutical contraceptive preparations

containing a | arge nunpber of hornmonal conponents were
Thech@sspliventian fusher defers tnaiphagnpeaitical pgckagevterhe used in a
pHinhbEo @) U Wil diPBBRIGTRSiménc! assi fi cation
I'vi des the common contracepii ve preparations on the
mar ket in two general groups. The first one refers to
contraceptives containing a constant anount of
estrogen and progestin prepared for exanple in the

BdcKgroahd oF thaphwdition t h t he conbi nation of active
agents and 7 tablets with no active agent. The anount

of active agent is the sane in each tablet. They are

PHEMRYReGfcaTRD tive ?r%@%ﬁ(?f}%&bﬁ%@ﬂ'@% (r|)ae; b ALk of pormonal

related to these Kin ome ext en
companentsalwere edévalopsth withe regandotee rtheindsuitability dgeeary ndifferent

. of contraceptives conprises
adﬁ@ﬁﬁ?@?‘?%ﬂi&ﬁﬁgml ch the levels of estrogen or
progestin vary over the tine. According to the nunber

of hgrnpnal | evel s bi phasic or pol yphasic preparations .
A &E@S@B@%memdeﬁ W&%ﬂnoaa@@&@ﬁgﬁﬁé praparafiogs Prothe market in

twggjrﬁrfe?ﬁegj}bw&sTﬁ@ Hipdt &%S ret8rseft 6&&%egﬂ9es°l':&t§k§ﬁﬁﬁd“ a constant

nistration in which a relatively dom nan

anaeunt i @stregen and| ripgestin pregateshfostexampld éythenforny off21 tablets

; r C . e ogest Qgen
witfhe, BB bR Y st o AR A L RPE P PGB g, The
ansaaisf botivechgent ds thebsdrhe in eacholat Bhesh@birioviryas mono phasic
[im h,i ng breakt hrough bl eeding or spotting due to poor
PrePRPH@Mi al i sati on of the endonetri um Contraceptive
reliability is mainly provided by the progestin
conponent
Undesired effects related to these kind of pills depend to some extent on the

balance between the estrogen and the progestin.

The second group of contraceptives comprises preparations in which the lewvels of
estrogen or progestin vary over the time. According to the number of hormonal
levels biphasic or polyphasic preparations are obtained. A typical pattern for this
group of contraceptives comprises an estrogen and progestin administration in
which a relatively dominant estrogenic formulation is given at the beginning of the
treatment cycle with an increasing progestogenic activity towards the end. This
administration pattern seems to achieve a better endometrial stability limiting

breakthrough bleeding or spotting due to poor epithelialisation of the endometrium.
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adm ni stered during the treatnment. Therefore at | east

the m ni mum progestin dosage to effectively inhibit
wosasison shoul d be provided with a daily dosSBGEEPIDN4/013545

the other hand the estrogend increases the ovul ation

inhibitory effects of progestin and ensures cycle
Ccmtrabe;bﬁi\tw religbilityal isr agaimiyn Providadr roynahec grogestinpt ¢ongp onent

s R B ] M o 8500 by i rogst
do‘é@@é @Eﬁé@:ﬂ\)@@f it Shegibrmehildbbairedded avithed ldiaa* dosage On
nses. Thus, as nentioned above, 21 da%al nterva

th%@mﬁsﬂﬂ@nadherﬁsérpegﬂureﬁ{eawsemawlwmnnb alyselirats ﬁ{;progestm
are adm ni stered. Since the
an\ggéygﬂﬁgci ca %{Q ‘physical ability in wonen duri ng t he
pr enenst r ual phase is subject to limtations,

TYRESE "Boitar AERIPRGR Do et &Qiﬁﬂig'?%e%sém dhe natural

cober &f tenprid Withnan agaihistalicn-free diteplal exakdud? days whereby
certain travel  situations. A del ay Qlf menstruation i
ar

in
witheFavalthieed ag W?'ﬁt%thﬁmﬁbmeﬁﬁ% ruis; @7 Meioned abeve, 21
dapr.ﬁterw | of Mdr@ﬂ§amlrﬁs@a§dnl AitGthb® dah! £ s @RI flich no

he literature Kontrazeption mt Hornonen: ein

horepoésmamnadminisieeedPr axi s", Hans-Di et er Taubert and

Her bert Kuhl, 2nd editi on’ 1995, CGeorg Thiene Verlag ,

pp. 199-201). By nonophasic preparation for exanple it
Sniu? tmsp'sjuhlmkbg:;;aﬂcarhdamysniauablie'iyaiyl womany detizg ttlhengprmenstrual

t he, K 22n of treatpent a w kit of contra

PSS i SHpIRCI DR doenth Bewteharumaacescs deley, e Menses is
ouPedéy%d oftbn! tdtireR. (ypicat XS BRS 96 e&Eﬁmp‘l@%ﬁo@ﬂ competitions,

w t hidrawal bl eeding.” Only the dose of the |ast phase
pastinpiaranedicalmxamaior egrtain fravehsityatianse nenstruati on when

pol yphasi ¢ hornonal preparations are used. n general

with the nethods previously nentioned a wthdrawal
A bélag«bif ngarrwuayOImﬁn abniepatsdatéd ddthsarchornienat psepdaration like those

oht a '1-'5 or.nonal treﬁ megf can be djrect edt not
Pr%\ﬂ?@ﬁ'ﬁ{o”gﬁ PRRE  JF e GRSy AHORdaRIEs 3% repored in” the

(“Kontrazeption mit Hormonen: ein Leitfaden fiir die Praxis”, Hans-Dieter Taubert
and Herbert Kuhl, 2" edition 1995, Georg Thieme Verlag , pp. 199-201).

literature

By monophasic preparation for example it is possible to achieve said delay simply
starting on the 22™ day of treatment a new kit of contraception pills and maintain
the treatment for the desired period of time up to 2-3 days before the desired
withdrawal bleeding. Only the dose of the last phase should be applied for a delay

of the menstruation when polyphasic hormonal preparations are used.

In general with the methods previously mentioned a withdrawal bleeding delay of
at least 7 days can be easily obtained.

The hormonal treatment can be directed not only to prevent pregnancy but also to

avoid all derived symptoms related to hormonal withdrawal like for example
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avoid all derived synptons related to hornonal

wi thdrawal 1ike for exanpl eprenenstrual synptomns,
waely®sesanr hea, endonetriosi s, nenstrual m grai PET/APIH04/013545

acne. n these cases a longer inhibition of the _

ovul ati on obtai ned through the hornonal contraception
Pramenatraall symptoms, edysoremnophed, endometriasizgl rhendtaraleighaine and
acﬁpanges revealing to be well accepted and particularly

erfective over a three nonth period (84 days). Such a

treatnment |onger then 21-28 is al so known as extended

e regi men. W003/ 049744 descri bes fenal e oral
In g@?ﬁer SRR 2 Jgerdahibjipa\afdlhe pialgtion optained thresgh the hormonal
r [

N R e TG e IRl FoffiBhal changes
reyralingitbere wellecneptedfansr garticulary efiectiyeanney satttee month period
(83[1 ing PVMS including PVMDD, by avoiding conplete

w?g%fawal of estrogen at the end of the treatnent

peri od, or between treatnent pe(rji gds, by adni tnlhst;arl ng

oral contraceptives in_an extended reginen without a
S%F@a%?atm@f%f% then ¢1e8dnalse knewnasrxipndeuse ragimen.

synptons are rare when nenstruation is infrequent, for

this reason users of oral contraceptives would have

WM 44 slesefibes éernalet erahrontyansptives thdtepreemptqtsltre]:gnamy and
f est erone W a .

e Bt R o o, NS BTG S ehS AT pisrtie cisorcer

(PMEE)r Baisdacuraehioftirthér gesyiess ianmetHoagdsm@nb_ ¥enwwy p@gr?g?]%y and
i 1.ni i t conbi nati on regqgi

g PAFS it SO DDy SHade,GRBRRIF LW AWAI of estiogen at the

end@iflthe drdadheht PEAGE BHBtRelRYBatmbRt P&YidHs] rb?"‘é)d?}ﬁfﬁstéﬁng oral
the nethod reported i n W03/ 049/44 concerh the

coRigageptives ipan adendediegimenawithaut dubiaak. ﬂwoedim@mjéhgb above
' easi of .est.rogen an

ok e RSO SR Ol BB ASE ns, or

thie nemsoet usens ofi ofal aontraveptives noulf have oved ©eés of bksmenstrual

h bl ing., An alt d standard )
oy B o 0o P o Bt essne v
a pedtestive effect against PMDD.

WO03/049744 further describes a method of preventing pregnancy, which
involves administering one or two combination regimens of oral contraceptive. The
hormonal treatment is applied for 110 consecutive days.

The main drawbacks of the method reported in WO03/049744 concern the
variation of the hormonal levels during the extended treatment. Increasing and
decreasing of estrogen and progestin dosages determine instability of the

endometrium with an increasing of side effects like breakthrough bleeding.

An altered standard 21-day/7-day oral contraceptive regimen with the use of a
monophasic pill with 30 to 35 ug of ethinylestradiol and different type of progestins

to delay menses and reduce hormone withdrawal symptoms is also known in the
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nmonophasic pill with 30 to 35 ng of ethinylestradiol
and different type of progestins to delay nenses and
WO edaos14bor none Wi t hdrawal synptons is al so knPGEFEP2004/013545
theart (PJ Sulak et al., AMJ Obstet Gynecol, 2002;
186: 1142-1149). Also in this case one of the main
ars(Rle Sefidleet al.r AhatleSbstet &yinegbl, i20020dB6e 1042- 1149) Also in this
br eakt hr, h bl eedin IS, a conmon cause
cage Sh O (RITIR B %@C?gg@éﬁ@ﬁ to\@dy%g@@éea%ef Preatrough
bl&eHifg avhisP R 4 éémﬁ‘idrpélads%%%i@c&mrﬁﬁtl@ﬁ'HPTHeSreeglmen
sequentially adm nistering two or nore progeStational
agents exh| biting different effects on the human
[y n S - whi .
g@gtl cul a yslcgﬁgé;rt%engﬂgrgpu(s;,ecjamk’i25 ﬂoﬁrg E;he{:“tr '8Bt iCGHPrises

senaghtialy atﬂnmmmngaﬂNMrcrhomopmglesmlohhleagaﬂﬂ@lxhlbalng different
two, Oor nore est afl onal

o5 Ph 3h¢ Bt fnasieiein foromBlradoR yilin ot st BdserteuCulary

an' &déndsy use bpaGoral %ohﬂﬁcé’ﬁlféﬁ'régin%h %freFBﬁed Wthh comprlses the
progestational agent with a wavi % ern t he

segyeniR) admipistatierhaf iy elgnetaproge |@ﬁ€'eﬁﬂ%n§%lnr@§jﬂbiﬁﬂt$0n with
an"@%*d@e*ﬁefqﬂc@ aln gf‘esé*t@ﬁéepd Fé%tu?eﬁci’ 'bEF &)bh tﬁé( W ton of the

ree romne Fuar
prcpgeatairmal Lagend ywith arsvaving qmattenﬂemhdeethaa%trogen idose remalns
Su ext ended use regi mrens woul d al so have a
co t%IElrabl e therapeutic use in prenenstrual -type
synpt ons, dysnenorrhea, nenstrual mgraine. The
conti nuos use of an oral contracegtlve can al so have

d$ Eedineas ol be ﬁéeasfliyrpte@lra leebath 3p dahib ovulation and to
offeP Gr&ddom Cﬂ’b’n"l NGehbFudll ﬁéwfé bﬂglir ugxﬂnﬁ‘tfoﬂﬁt A9 extended
d I ong ed

parti cul ar for the inten
pepeds caf BmauIS‘de‘ioexi]snde@mset hegimens denuld afsobhmmjlan@avourable

R Y e ——

mlgraﬂmmrﬂé C@Ihtlrm@snh;é oftsn obd woniratestivecdart Aol ey fa%urable
resent. invention ajns to set aside the drawba

Th
effpg) ab RSN SRRBVIPIEAlY Z9RSCHES CHAGY dne \Pikfras Reiod. Such a
mdth8y 'p@ﬁlcﬁllé}ﬂafo‘?ﬁﬁ@%téﬁ@éd anﬁp&ééélhﬁrfr%eogé’mc%ﬁb@d Dot present

cont i nuous hornonal treatnmeft over Ired peri
the ineidengagd blaasting abnoalities such as spotting or breakthrough bleeding

while exhibiting a favourable effect on endomentrial morphology.

Description of the invention

The present invention aims to set aside the drawbacks related to the known art
and particularly aims to provide a pharmaceutical preparation to obtain a
continuous hormonal treatment over a desired period of time longer than 21-28
days comprising a first composition containing at least one estrogen and/or at
least one progestin in a predetermined amount to be administered in the first 21-
28 days and a second composition comprising at least one estrogen and/or at

least one progestin in a predetermined amount higher than the amount of the first
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days conprising a first conposition containing at

| east one estrogen and/or at |east one progestin in a
wEe@desanm ned anount to be adm nistered in theCT/EPED4/013545

28 days and a second conposition conprising at | east

one estrogen and/or a t |east one progestinin a
coprpesétionr nanmmkd aMDUGS%mblrsjh@r at haoné heramuitiphade t S&quence of

firstco ition and al so conprising a nono or
PhaTng %‘Hﬁn}éga Q¥ Fnce of pharmaceutical dosages. The use

of a pharmaceutical preparation for the manufacture of

an agent for inhibiting ovulation in a mammal, in
Theaise Qf arpharmaeeuticah dPreparatiomifal ¢ manfagiutemef an agent for

r: l.s 0 of . t

'n%rsié@én?vqlﬁtﬂﬁt'ﬁ%%i%ﬁrt hevﬂﬁ'&u?'o']?l % gﬁ’ﬁ?'egléﬂtfm Bifinishing
sympiems irelatadstot lorponal wéthdramel iscismd goahofithéiprgsent invention.

ovulation in a mammal, in particular a human,

conprising adm nistering to said manmal a first

A R@TRRP Sirh ldﬂh@ pridsahDinBnidn seBProRde aghbihedest lﬁlﬁigftlﬁ{g dAulation
| east one %ﬁstl nin a predeterm ned anount

in legmra@ysn ea Hlag.%@uraanuwrn@wswmdml@ﬁteamdﬁ sald gammal a
f.r%tggﬂg{%sﬁm&;hmg é%‘?é‘és?l“oﬂb'&traber]} Sgéfor ap %a@%ﬁ%gﬁdr;qestm ina

east one progestinin a et'erm ned
predetéonined armoublt fnrnZ‘&ZBodaymumnpriﬁng rep fadtherr adimimisitation of a

d d I th
o4 oBubRBbEsoRERE R ies ZrneSTPSen 207 2t sk Spp Bdgestin i
a pretletdmdhed emsdurtNserfirA@astd Bbtah a dUrRiRabes Hoi®dnal treatment
anount which is higher than the anount of the first

OVED ApdRS At RCHPRI OF ST 18T AaRd-2 Y.t aseond composition
t t o

SR, RRERN b0l SPRMEBre SR 0 v

armcmrﬁmddcls;mulgbaetwwrthm amount if ige ﬁrsérwnmtasiii@h and comprises a

. e endonet.r Lp nmenst r ual
AR A o RS AR o oeTons r acapt i ve
according to the above nethod have al so a favourable

n ache since acne typically reoccurs duri
Sa@ FPq? 9aNe e6%¢h%fdad\fﬂf@a$ﬁ%§a/nws%vbhprmﬁnalmthf&aw related

s ﬁ@ﬁoﬁféfdrqa mﬁmﬁg bineRtriPR SyAPForh " d @Y A Sndometri
y I men trleat nen %:Honger rt hggﬁ% g’ ays corn'prl Slnnome riosis,
mqsn rsial pdgieds. tihencontinuos use of an oral contraceptive accordlng to the
above method have also a favourable effect on acne since acne typically reoccurs

during the pill free period.

The present invention further refers to pharmaceutical package for an extended
regimen treatment longer than 21-28 days comprising a first composition
containing at least one estrogen and/or at least one progestin in a predetermined
amount to be administered in the first 21-28 days and a second composition
containing at least one estrogen and/or at least one progestin in a predetermined
amount higher than the amount of the first composition to be administered in the
following of the treatment and comprising a mono or multiphase sequence of
pharmaceutical dosages.
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contai ning at | east one estrogen and/or at |east one
progestin in a predeterm ned anbunt to be adm ni stered
WO pooshg14do r st 21- 28 days and a second conposi t PONEP2004/013545
contai ning at | east one esttogen and/or at |east one
progestin in a predeterm ned anount higher than the

Théfﬁmﬁéﬁopéf hhrofonged hopfpasl frédtmen® td éntalsitiovuRitien efbrigxample
the following of the treatnent and conprising a nobno

oveyy antiires srRIB tipgratiod and pWHY Faenptantastegydsedicragse of the
hoﬁﬁ&?ﬁ%s%e%r@ﬁﬁté’&‘%ﬁm Ry 8%@{/ Hn%%f@[]t] % rééﬂr;éler?ytgéeedmg

ovul at1 on exanp e over ree nont
abaonhalities axe aaidnmrqbssn@pw@ahemor@asi@nog geséatioor thenfzormonal

VBBl rlBT R SBTHER LRG58 WA ha Hnbser vea.
Furthernore, during gestation the hornonal |evels of
est rogen and gro gestin gradual ly, increase

with the
Acgorging tecths, RieRgnk 'avw@npﬁd%r@afesweémrﬁaﬁe oé the esnogen and/or
prdyfeRfih %%bp@ élﬁWseé%nﬁﬁuéﬁﬁnS%téﬂﬂﬁﬁ iREY&a8ingPEAGREdM of the

osage al F'ows a conti nuos and stepMAse |ncrea3|ng
endomatﬂum iwitichhfeadsdo dneldasired siapiliynefdhe eadametrium laad bleeding

ty of the endonetrium and bl eeding free
freg)%?(ge;@%gsr'égprﬁéﬁ

gi meén. The pharmaceutical preparation to
obtai n a continuous hornonal treatnent over a desired

Thgfp@é?rgpﬁéutﬁcé l on%&gfq[‘ %qﬂlééehgglgfp%gs %olrr%pnal tréatment over a

de&%&’ Stidd 8NtiMBNSRASHRSh 2t -Jsedd)s UMsprsek! QG&S‘rdﬁ‘i@%Qhe present

| eas one progestln In a predeternlned anmount to
invgatemi %f@t e@mnesitiva gantajpingatdgasione estepass and/pr gt least one

prcfp%ggl‘[? a0 Ithides o d@ﬁﬁ?@pe%ﬂmt&ém ﬁx%“?ﬂ%f %1?% dg&s. To

rogen an ["'east ~one” proges
saidr étﬁtmmpasmﬂbrarfoblqu tai gbeond rmxmpdsmomlrmun'mnefngt laé least one

t [ L d
oslipd] ARIGE L IegsL ARG PLSSSUR Ao Bt Sleainegearau™t Highey than the
anfiRingi df, tHe firflecsPpesifior WP SIdd @Bniprising®a mono or multiphase
phar maceut i cal pre?ar ation only the anpbunt of estrogen

segyensgl §f phaemaseitieal épsagesgestin or both the ampunt of
estrogen and progestin are higher than the respective
anmount conprised in the

More in detall, in the second composition of the pharmaceutical preparation only

the amount of estrogen or only the amount of progestin or both the amount of
estrogen and progestin are higher than the respective amount comprised in the

first composition.

The estrogen used in the first and/or in the second composition can be at least

one synthetic estrogen, at least one biogenic estrogen or mixtures thereof.

According to the invention said synthetic estrogen can be selected from the group
consisting of: ethinylestradiol, mestranol, quinestranol, precursors capable of
liberating such an estrogen when used in the present pharmaceutical preparation
and mixtures thereof. Most preferably the synthetic estrogen is ethinylestradiol or a

precursor capable of liberating ethinylestradiol. The daily hormone units for use
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first conposition. The estrogen used in the first
and/or in the second conposition can be at |east one

W@ ywshed@ estrogen, at | east one bi ogeni c estPOHEP2004/013545
m xtures thereof. Accordin®to the invention said
synthetic estrogen can be selected fromthe group

duwingsthetwhigde ekierriei thydterint prafetablyTeshtamidle, synthetic estrogen in
ui nest r anol recursors capable of liberating such a

areaPlgkeArRIEnt oAl 0p3-0. 9RO Flacalesthinylesiragio e Areterably in an
a6 B ARivakint 88100056886 Fnd BEEtA |esg‘i9§fo|_preferabl y the

synthetic estrogen I1s ethinylestra or a precursor
capabl e of liberating ethinylestradiol. The daily

TR RO Uk SRS, IR Wl cprpie o

estradifio Usstrongli esiramt dstridl, 08stefro)5@ogjugited equine estrogens,

t hi nyl estradi al ,, t bly i nt .
PrEPO%T B © BRASEHNG FUCHgHR reioaPr, Mgk rURcoIn thepresent
phRIAEE&ItRaF PrEReaton Bndl fbaIRR! thersdeMGd freRiFabilehe biogenic

roup consisting of: estradiol, estrone, estran;
esirogen ois, exEadiolr of a @oegurser capakjai ok liberatiogeesiradiol, the term

oD GV LR SRR POl I RS0 6 MR Mithen
esiradiolioes ptémremfthefdadt preferably the bi ogenic

estrogen is estradiol or a precursor capable of _
| i berating estradiol, the termestradi ol enconpassi ng

The’ betlyp-tal hefthehe Mass 1o elser abiting tthe Whegerikfended treatment
estrogen is estradiol or a precursor thereof. The

prefgraly spaaimitebiosenis esiragen insen amaung eaualghbite 0.1-5 mg of
n : t :

osEEHBIIRCH pSR1ABI 81 SIRCATLU BN 40 Bl il
estradiol, nost preferably in an anpunt equivalent to
0.1-3.0.mg of estradiol. The progestin contained in

The, BTogeRfNCeclpiiBe! Thrtap ATMBe Y]  RieRgalign; Ageording to the

invenyient isopraferaplyefsetatidd fRsth efhiee @rd P BonbRtifg ObFP levonorgestrel,
consi sting of | evonorgestrel, norgestimte,

NoFgRsiMARt er BRESIhigiRIPRRest dYRESSIarsi r eiofirenone,  3-beta-

F eser :
PRSI ARAERLS ol [ EAE acey norgestimate
19narprqgestpesneasr onegcehmaporegnenetpnenol oadylestréndlest r amagestone,

ch%‘?ﬁ%ﬁﬂoﬂge’acetate, cyproterone acetate, demegestone, desogestrel,
dienogest, dihydrogesterone, dimethisterone, ethisterone, ethynodiol diacetate,
flurogestone acetate, gastrinon, gestodene, gestrinone,
hydroxymethylprogesterone, hydroxyprogesterone, lynestrenol (=lynoestrenol),
medrogestone, medroxyprogesterone acetate, megestrol, melengestrol,
nomegestrol, norethindrone (=norethisterone), norethynodrel, norgestrel (includes
d-norgestrel and dl norgestrel), norgestrienone, normethisterone, progesterone,
quingestanol,  (17alpha)-17-hydroxy-11-methylene-19-norpregna-4,15-diene-20-
yn-3-one, tibolone, algestone acetophenide, nestorone, promegestone, 17-
hydroxyprogesterone esters, 19-nor-17hydroxyprogesterone, 17alpha-ethinyl-
testosterone, 17alpha-ethinyl-19-nor-testosterone, d-17beta-acetoxy-13beta-ethyl-
17alpha-ethinyl-gon-4-en-3-one oxime, hydroxytriendione ((21S)-21-hydroxy-21-
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chl or madi none acetate, cyproterone acetate,

denegest one, desogestrel, dienogest, dihydrogesterone,
walovsiohi4gd er one, et hi sterone, ethynodi ol di acePErL/8P2004/013545

flurogestone acetate, gast®inon, gestodene,

gestrinone, hydroxynethyl progesterone,
métywlrm;ymtbgnsﬂer:mqoreglymﬁﬁ 1 §renet3;ROwiarsd)r en®H2-hydroxy-3-[1-

PR e RS EToP ek FiTGrmE iy Prop oy amino}-
phtfilige @hbi Te8IireBR) of tAesESEMPOERd., norgestrel (i ncludes
d-norgestrel and d norgestrel), norgestrienone,

nor net hi st erone, progesterone, quingestanol,

Sﬂeg@!z%@ﬂimé% o??é%g@%gg’:ﬂregﬁisg?/*\/gﬁﬂ ﬁH% B Qﬁggﬂggﬁa éat’%bgfldance

one 85t One Acet
withe gheo ipoeses nt pinuemtipss tcomprisé7 -anbgestony pacaiatst qyestmdlene acetate,

nar - 17hydr ox est er,one
hyﬁrﬁﬁy i@rﬁgﬁﬁe{% ost eg«%ﬁ%t% hydroxyprogesterone acetate,

hydl @Jygfb’gegidﬁblﬁb" - 19-Hexanbget 0st ehpdrdxyprogesterone caproate,
et a- acet oxy- 13bet a- et hyI ~

hanmqypmgegtqﬁpm@ _e@@ﬁthgi%n rmegawralyjapetate, melengestrol acetate,
r| e
no?'}/ézéff%;iw éfér,‘ _ Efrethlndr?n 1c7eta e, noreth|sterone acetate,

r oxy met h ano- 19- nor - pregna-
nofetBisiesone i @rmentheﬂel dqlﬂngestaﬁel{ Zacletaie,ox@@qm )-17-hydroxy- 11-

ur05tr|fl h cyclo 2-t
iR Tl die i B PO B R | e anhoffish . < or albbstone
acefophbaiie, nemmiwlqoroﬁ@gesfone ¢R-AYBtox§pDgeptar@ss bbters, 19-nor-
7precursor whi ch may @aéed In accordance with the
1 bw@:@éﬁ@r%ﬁ%@ﬁ@n%ﬁsf@&rﬂ?ﬁ RiRyktestosieraeet at e,

gest odene acetate, hydroxymet hyl progesterone acet at e,

hydr oxypr ogest er one acet at e, Xdroxyprogesterone
Pratexably doe progestixigpsalgeted dramd & gpeumceensisting of levonorgestrel,

iR BB NG U RaPL SR, AdrodogR et ' ©

nor et hi ndrone acetate, norethisterone acetate,
Tr(ne(l)é%y | S;negp%nﬁvg]ggr}wsaetlgﬁrin%u rc]agwﬁct)l%n&ten ec; ?reatment preferably
coﬂ?atnﬁ‘ﬂ*eeﬁﬁeégr H9¢ PFSHERAN4n 335 shena-t®. 0803 PRRy of levonorgestrel

bol one, Igestone acet opheni de, nestorone,

aqdr‘erﬁa@@smGrm‘ digrrogssd ra@ﬂwr%@%é)ﬂ@r waeofaastdene; gndior 0.5-5 mg
O@%ﬂrﬁ%x §ﬁ|§/§fe?\ %5‘94 %Lc;f of 2 ea%in? the progestin

'S sel ect ed fromthe group conS| sting of
Bels?vrg&ﬂ{sggrset og{amed with the pharmaceutical preparation according to the
invention when the estrogen is ethinylestradiol and/or estradiol or a precursor
thereof and the progestin is selected from the group consisting of levonorgestrel,

dienogest, gestodene, drospirenone, and their precursors.

Thus in a preferred embodiment the pharmaceutical preparation to obtain a
continuous hormonal treatment over a desired period of time longer than 21-28
days comprises, according to the present invention, a first composition containing
ethinylestradiol and/or estradiol or precursors thereof in a therapeutically effective

amount to inhibit ovulation and/or a progestin preferably selected from the group



10

15

20

25

30

di enogest, gestodene, drospirenone, and precursors

thereof. The daily hornone units for use during the
wobmsesent ended treat ment preferably contain tPEr/EP2004/013545

| east one progestin in an asount of 0.03-0.25 g of

| evonorgestrel and/or 0.5-5 ng of dienogest and/or

coﬂsr@ﬁﬁi@ df5 lemrfrg@strd] o dverogest) dgestodehe 5 di‘ﬁsplfenone and their
dr ospi renone or equrvalent dosages of oth

Prequssfdsin APredetarmingd iheeapeutica]lyrqffactive \ﬁin'llchurtt i@ be administered
in WWIP@C@PEB% PrePaaat frr@ﬂ c@r‘h‘fo%éﬂbﬁ %Fléwé he se&‘!r?d“cbﬁlﬂosrtron

when t he estrogen I's ethinylestradi ol and/or estradi Ol
comprigingraideasicone asiragehn andion didepstogss piagestin bethe seledted from

i 5 D T IDA B AR TRl = receemines

therapsukicaily effedlivesamount higiedrehar theeaipodntefithe tfinst composition.
pharmaceutical preparation to obtain a continuous
hornonal treatnent over a desired period of tine
ACCBRERY td RARarikuRiydRYSuEBB EhbRBIMmERCOr mé‘?rés‘éni R®ention the
present invention, a first conposition contalning
see@mﬂ pghpesition icompsiagi# ermera praiutiphase ﬁeeuan@e)pépharmaceutlcal
f h I C
achiffEte ipr e SaTas oL pledSsE IO liehRation can be
gra&l%yhmﬁe&s&dmﬁér&hgrtrmmconsr sting of |evonorgestrel,
di enogest, gestodene, drospirenone, and their
precursors in a predetermnned therapeutically

Thef herhova @ s o E&raydm ahat prRféstin br%@rd‘dslyStreBért&B refer

days. To said first conposition follows a second
paﬂmtﬁrly. toj @Al fsmationag The fqnerwd@tl%ef ar ©shgenn angd/ rrpgestin for
£ . .
nd BRFBCANS SR ST B BR SR BRI o fectod i
a praavhetr esampletély reradqpeuisi talthat elfréadyt ikrnevvarrfnmmlhnregrhrenal oral

the fi
coblFaSkRES MEVINY Pot B BB EERTHER b T et drgfEnts” such
asi for @xairple, t#@ném@nmemaﬁéf%h@ iMirelie® TemirsasstadiBlyesidene), or

rrultl(ghase sequence  of Bhar maceut i cal dosages so that
erar@vestarerbe'woaﬂ@wwogé@ raneﬁHa%Hlswowﬂeéﬁela,atoro}ﬁa%raw and

Ya?lo égtggg!@ftrjaﬁrdl)&% g&)vcﬁfv&IQﬁe@ e‘ﬁ'ﬁn IEBEadiBlgRA est),

estrogen progestin pre Iously report
refer particul arly to oral fornmulations. The
The ormu?t’u'ogno {hearex&aér\r/glgepnroagsdt 2 cr:cg)rﬂgr‘?rtn%gn ufnr "doses can also be
carried out in a completely analogous manner to that known for progestin-
containing agents designed for oral administration that are already available, for

example Microlut® with 0,03 mg LN.

The unit doses of the first composition of the pharmaceutical preparation
according to the invention may also be in the form of a plaster (iransdermal
application), an implant, a vaginal ring or another depot formulation and thus

administered continuously.

The hormone units according to the invention may be also administered

parenterally for example in an daily amount of 0.01-0.10 mg estradiol or
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the preparation of a conmbi ned preparation according to

the invention is effected in a manner conpletely
wapabsogaes to that already known for conventi oP@i/EP2084/013545

contraceptives having a 2 dtlay adm ni stration period

of active ingredients, such as, for exanple, Fenovan

equiyalerte lof atlﬁ(rrb)o@”mb dbtr ang( él)blmgually, transdermally, intravaginally,
est odene M ranova(r) and

d
'nﬁ(w %@iﬁﬁtlﬁ%ﬁ {fﬁ?rﬂﬁ'éshqrﬁmnal Nﬂé%di@@r&étﬁh'&éb? adgpinistered

orXp Hiahslernsdll 0¥q,:ﬂ(-5\)a &b nyl estradi ol / drospi renone)
or Valette(r) (ethinylestradiol/dienogest). The

formul ati on of the excl usi vel y progesti n- conlt ai n: ng
I ' I R a, co ete .
o SRR et bt e PR ESRRUBBlbe nge ae
aohagalstered,esﬁorg:amjnbmr loweal d@&t{gesl of Ibaigletn:b( l‘e)bﬁrbgiét’:]sﬁ gqgg/alent to .
olut(r) w
O@#%ﬁ% rﬁé%’ltfe @%St@‘{'?' ;H)er'éste’\gcg:moswl on of the )

phar maceuti cal preparation according to the invention
al so be in the formof a plaster (transdernal
Aaﬁﬁwaﬂy dayourghle ripmanef, embasinaeal afi this dnventionheefers to a

or5aRloh SMYendctnd Wrkutandl ) Shahtih R RRUBLY pistr

coalpisirgd rsaid irstr exd gegont eoaipbsltllbnr s&itai:ﬂ@lfermulat:‘emf daéreih, for

GRiT BB T  CPYGERE. PUGBNBHGRIA FonTiomRb ke Rikpiologically

acc8ptadlkageinigat iy microtisperdl ih ¥ QbssMRKked SilconE BlasiBivey.
hornonal units can suitably be adm nistered orally,

transdermal ® or intravaginally. For such

In a&%F" 8t Hé‘ﬁehﬂlﬁe""@bé@a%\ﬁﬁ decffe%t(/éré%oﬂﬁ‘és ftlﬁﬁ%\l@%&\‘?&iol and

hornmone units are tere
estrediofjen tife bhedwmaridc aadtofo@ﬁfeaanshcpmgaﬂmt suoh as levonorgestrel,

oS B BR8Pl B Pt SElbrere s mac t
thé noatat giosnr pf ERAL® Z6Preerarkirtit befails' ARsd&eining dosage

nistration for exanple_ in the formof a plaster
eqHB’%‘T‘%l‘i’fg diftgrents Pragestgenic aifive olfgsedientsn mayi babfaund, for

exhffpiB! AU ol BREHEy Dbeksfi On%){?)aﬁft@{'n%ﬂg" (Brdblems of dosage

conveni ent per cent age |n a
defgrpinationgisexualyhormones); F. Neumann et al. in "Arzneimittelforschung”

(Drug Research) 27, 2a, 296-318 (1977) and in "Aktuelle Entwicklungen in der
Hormonalen Kontrazeption" (Current developments in hormonal contraception), H.
Kuhl in "Gynakologe" 25; 231-240 (1992).

According to the present invention the pharmaceutical preparation can comprise
pharmaceutical dosages for the administration over a total time of 56, 84, 112 or
140, 168 days. The preferred administration regimen cover a total time of 84 and
112 days.

Between the administration of two sequential pharmaceutical preparations, a free
hormonal administration period of 1-7 days can be provided. Said period can be

accordingly to a particular form of embodiment of the invention of 4-7 days.
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acceptable gel that is mcrodispersed in a
cross-linked silicone elastoner. n order to determ ne
weowswsi4sent s ef fecti ve anmounts of et hi nyl oest redi/BP20a410i3545
estradi ol on the one hand aadd of different progestins,
such as | evonorgestrel, dienogest, gestodene and
Ther pse;s‘emérimvm]tionnfm"lmer aelates Haral methbdr@fnmmittnmmﬂreldtmn in a
thﬁa?ata i.ven in EP-A-O 253 607. F.usﬁher et aJJ or
MY NP Cu'agggau'@aul SafBs B i o Said ammal said

flrﬁfd@ﬂﬁfdsﬁmﬁl%cﬁﬁéiﬁhp\éﬂ lédng bﬂ@'e%ﬂb?eﬁféﬁd}é? al Re8eoné Brogestin in a
in "Probl'enme der Dosisfindung: Sexual hor none"

pr%qﬁ?t%n@ﬁé agrouns Jaig21-@8tdaysi anst @ durthes administratiem pésid second

R&é.elélgfréﬁ?&ﬁh@a?t i@%Stéﬁ'éé‘?fgly%ﬁ'J@* ?ﬁhé%t ur{i%)pv&zestln in a

prégateinciked rgeourit pediermed torobidirea déotinuarsepoinwrial treatment over

{ | t t H.
2 qefec o T Bhge R 2345935 1562) - aecor i no 1o

t he present i nvention the pharmaceutical preparation

n conpri se pharnaceuti cal dosages for the
Saifh seRPRd FAMPERIB) &S Brevistaly deseabed coptainy at leagt ong@strogen

an@lﬁﬁ eﬁ%‘a%t oH&Epr @étﬁ{ eq gg&!s@tgﬂg%é@tah‘mhnﬁ SHICEIS FGHE' thdn the

t ot al tlrreof8 and 2 twee
amaiit of the st compdsition a@:\dcpmmnwls gomanoew eatltipldse sequence of

ph%Fr‘éQg%y g@%s%% free_ hor nonal admi ni stration period of

provi ded. Said period can be
accordingly to a particular formof enbodinent of the
i nvention s The grese t invention further

4-7 d
Thegn ?BC%{dWQttﬁo@' SinveRtiemican ke Birthesradyantagegusly used for

dwﬁiﬁiﬂﬁiﬂ dyfhiémt| Fé!ét@ﬂ o tHHi‘l"ﬁESnaIC‘?)\ﬁ‘ﬂ%ka“"ul/élgsuch as premenstrual
adm ni sterlng to said mammal said tirst conposit

sy@ginas.niyanenorrhess endametinsisgas menstoel mngnamstqu@ontmuos

usBef i Bl ccfrcbePl e 6 OIER s HBNBlr e fidsith AN 508 acne

tymmilyaencmgsdtmhg#&d pitificeqsdriodgen and at | east one
progestin in a predeterm ned anount perforned to
obtain a continuous hornonal treatnent over a desired

Th@%bﬂfb@écédrﬂhg' NGl plcBant tertorfMith- a %?éﬁN@@‘h%lgase of the
onposi tion as previously described contains at |east
hogﬁ@n@gnﬁagg@xhlbﬂs an optimum combination of contraceptive reliability, cycle

control and minimum side-effects along the whole extended regimen.

According to a particular form of embodiment of the method according to this
invention the user of this particular extended regimen starts the intake of the
lowest dose on the first day of menstruation. Said lowest dose corresponds to the
said first composition. The individual takes this first dose uninterruptedly until
experiencing early signs of spotting (e.g., brown vaginal discharge) normally for at
least 28 days. On this day of first signs of spotting the user switches to intake of
the next higher dosage form corresponding to said second composition or
according to a particular embodiment of this invention to one of the multiphase
sequences of said second composition.
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and/or at |east one progestin in a predeterm ned
anount which is higher than the anount of the first
W@ 09p05i400 on and conpri ses a nono or rmul ti phasBCT/EP2004/013545
sequence of pharmaceuti cal 18dosages. The net hod
according to this invention can be further
Thedueet fodleassihis siptvidelingteading Shiake scheduRMBIntilesPétesy during

. to hornmona i t hdrawal  such as_prenenstrual s t ons,
intaffe REHG PSS! ARaEREIRecS A eI IR IR RefeY comes to
anléid R0 bI 7148 frd8 SntBfvaR WilPAIw GRREFRGR Bldeting %‘té}'tﬁi? Iv\)//eek the

have a favourable effect on acne since acne typica

treedivectiveriagwoulg staitagainl free period. The net hod
according to the present invention with a stepw se
i ncrease of the hornonal intake exhibits an optinmum

A phatmanzgutioal pdckagetfonar @ixtereletelegithén ireatmenicloager than 21-28
control and i ni mum sj de-effects al ang the whol e

433 { AR F 21 INE RICSRBE BVENTRN £R9 SOBRAESE Ul ar f or m of
enbodi nent of the nethod according to this invention
the user of this particular extended reginmen starts

- t Refirsht earapesitiem contaipisy alodeasbronehestrogen angd/opfat least one

ti . ‘ ) .

FProyestRin Ahreefinb BUSHho 38 HERTRRRIER i e fif) 2728 days
dose uninterruptedly until experiencing early signs of
spottin e. g...brown vagi nal, dischar normal ly for

- 2Bl Snflayioh BAPAITGE &8, edtt ne stibogRarior al Rast one
Spedddsiifl hhe predeteriiiiced @dndudt IMgmretRin tHe dieant of the first
hi gher dosage form corresponding to said second

c 6AMOSBtipan iy rbe crdimipisteredo im har following ehiibai eatmest and
{his i . ¢ .

S SPPLSHE o of o lecichAuEcs PR E N ERRate .

i ncreasing i ntake schedule until spotting during

I ntake of the highest. dosed. tahl ets occurs. At this
A BRI telaiarle BT brREGHret T e BNBRGRY caMpligeg as a form
of fpagRingnfoe rtie! pharimacalitical prepdrdfienal bikteedbther fAiof packing
this week the treatnent period would start again. A
kngwafapbalpupese g igyevebraligpesgitided regi men
treatnment | onger than 21-28 days is also part of the
present invention and conpri ses:

Description of some form of embodiment
Other features and advantages of the invention will become apparent from the

following description of some favourable form of embodiment, provided purely as a

non-restricting examples:
Example 1
The following clinical study is performed to examine the efficacy of the suggested

step-up dose regimens for the extended use of hormonal contraception. The study

is designed to test the hypothesis that a phasic regimen with increasing dosages,
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a first conposition containing at | east one estrogen
and/ or at |east one progestin in a predeterm ned
W@ewans140® be administered in the first 21-28 PEIBPR04/013545
second conposition containilhg at | east one estrogen
and/or at |east one progestin in a predeterm ned
foraexamplehofgdatrogehararichprogesting, rebultshin bleedingcipa distetviatsnof 84
to k@ adrri%tlsteihed in the foll vving of the treatnent
day R yhig maineining rREEPHYR PIOIREOR- sequence of
pharmaceuti cal dosages. A particularly favourable form
of enbodi nent of the invention conprises as a form of
In dae Kiragert otudih éwe Hdiffetigpe phiasiel regirapas atithoa conyentienal:21 day
I .
roq il esRTh, Be REAIS,TS oM, bials Likhg Bl oB3ST PR period of 64
dagsiaceliconmider&iher features and advant ages of the
invention will beconme apparent fromthe foll ow ng
description of sone favourable form of enbodi nent,

Ther Auimbesl dnd @/pe ¥F adveRse rfghtd Gré NébripaeR!l 88d thsaAdhBer of
1 The foll ow n% clinical study is perfornmed to exam ne
r

pregnansiss ygsggisterehas Wallgest ed st ep- up dose regi mens
for the extended use of hornonal contraception. The
study is designed to test the hypothesis that a phasic
A tlergienarmsyi multiceoterasandordissdgepeh ostudy depdasigrfied with a study

oBRebBOTHE pad R Walin, o oA (R menShuar cyoles.

Exchiidnegigrid ¥emprisddedmipdindibatidits for RE@Rdnal tortyadepiives.
different phasic reginens with a conventional 21 day

regi men based on the nunber of bl eeding days during an

Teepﬁsav@etﬂtg(s@se{rgfgﬂg%ra%fionsﬂempﬂ!&roepﬁéﬁ&%ed- The

nunber and type verse events are conpared and the
nunber of pregnancies are registered as well. A three

PrEbERIAE Lay  popuitd PO e Bty B0 e for B8R oF
18- 35 havi ng regu.e20mgEE plusl2. 81§ IDRSP for 28 days
0.030mg EE plus 3.0mg DRSP for 28 days

Preparation B 0.020mg EE plus 2.0mg DRSP for 28 days
0.020mg EE plus 2.5mg DRSP for 28 days

0.020mg EE plus 3.0mg DRSP for 28 days

Preparation C (reference) 0.020mg EE plus 3.0mg DRSP for 21 days plus 7 days

placebo

0.020mg EE plus 3.0mg DRSP for 21 days plus 7 days
placebo

0.020mg EE plus 3.0mg DRSP for 21 days plus 7 days
placebo

The primary efficacy variable is the number of bleeding days (slight and heavy
bleeding) during the whole observation period of 84 days.
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Exclusion criteria conprised contraindications for
hor nonal contraceptives. Test treatnents (EE=
weedsnyl4est r adi ol , DRSP= dr ospi renone) Prepar apCDRPA04/013545
0.015nmg EE plus 2.0ng DRSP1for 28 days 0.020ng EE pl us
2.5ng DRSP for 28 days 0.030ng EE plus 3.0ng DRSP for
Tf@&ad:aydaﬂ?remmeyt\iamab% i8 tﬁéﬁnmbEEoﬁszdx&ré’e amt@aaa dreégnancies.

28d sO 20 DRSP. f o days 0. 020
3PS lEtofiinad Siomelsieall Wit ouahly 2bodt 200
Sub{e@fﬁ@fﬁggt) rquZOrTg EE plus 3.0ng DRSP for 21 days
pl us 7 days pl acebo 0.020ng EE plus 3.0ng DRSP for 21

days plus 7 days placebo 0.020nmg EE plus 3.0ng DRSP
for 21 days plus 7 days placebo The primary efficacy
vari able is the nunber of bleeding days (slight and

Exasaple 2l eedi ng) during the whol e observation period of
84 days. The secondary efficacy variable is the nunber
of adverse events and pregnancies. The nunber of

Arsotheeeliricdl studstie pefbafed aosmtingaathy pVbtholrd?'é&Ehmle 1 but with
about 200 subjects ger test group le 2 An ot her

the fallawing test tﬁ@@tm%n% EF&M@H@&(&%G@% gestadeprlot ocol
of exanple 1 but with the follow ng test treatnent
(EE= ethinyl estradi ol, GSD= gestodene): Preparation A

Prepa@rationd EE p0.045mgd80 piys@l60rog GED fiery28 §a@20ny EE

plus 0.075ng Ius 0. O75ng
GSD for 14 da@?gﬁ@%\%é L%@IQZ%E gﬁ%@ﬁ?‘ ¥ or
days 0.030mg EE plus 0.075mg GSD for 14 days

0.030mg EE plus 0.100mg GSD for 14 days

Preparation B 0.030mg EE plus 0.060mg GSD for 28 days
0.030mg EE plus 0.075mg GSD for 28 days
0.030mg EE plus 0.100mg GSD for 28 days

Preparation C (ref.) 0.015mg EE plus 0.060mg GSD for 24 days plus 4 days
placebo

0.015mg EE plus 0.060mg GSD for 24 days plus 4 days
placebo

0.015mg EE plus 0.060mg GSD for 24 days plus 4 days
placebo

Example 3

An other clinical study is performed according to the protocol of example 1 but with

the following test treatment (EE= ethinylestradiol, LNG= levonorgestrel):

Preparation A 0.020mg EE plus 0.080mg LNG for 28 days
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Preparation B 0.030nmg EE plus 0.060ng GSD for 28 days

0.030ng EE plus 0.075ng GSD for 28 days 0.030ng EE
WELws/ 004000y GSD for 28 days Preparation C (reET/EPD0OA13545

5mg EE plus 0.060nmg GSD fon624 days plus 4 days

pl acebo 0.01 5ng EE plus O.O Org GSD for 24 days plus

4 days pl aceb6.03001y BiagED.p00mgl NG fom2888ys or 24

days plus 4 d I o] | e 0, r clinical
Ctnay"1 & por | BEROREEE B 3285 NC Tortd s of

exanpl e 1 but 0\30Md BE pi® 0.080Mmg LING ot Z&akyent ( EE=
et hinyl estradi ol, LNG= | evonorgestrel): Preparation A

0.020mg EE plus O O Oy LNG for28 days0. 030ng EE KIIGus
NG f gr . I ng L
PR s o0Qaomy B P SO NS I 2P e e oy
Prepar ati on BO@BOB@'@EEES@.W@OI@QW@OWQ% 28E<éays
0. 030 EE pl | r S, .,030Nny
oi us 0°125m0 @8&&%@“&2@&%‘@%?@2@%&5 0. 150Ny
LNG for 28 dag93BrepRE alusa18DmhyaiNG fér 22@ays EE pl us

O 10O LNG for 21 days plus 7 days placebo 0.020ng EE
plus O 100 LNG for 21 days plus 7 days placebo

P%F&%QBE G&eP) U926hgOBED plddCof@onty 1NEYRr PP HSiafs IS 7 days

place%%ebo

0.020mg EE plus 0.100mg LNG for 21 days plus 7 days
placebo

0.020mg EE plus 0.100mg LNG for 21 days plus 7 days
placebo

0.020mg EE plus 0.100mg LNG for 21 days plus 7 days
placebo
Example 4

A further clinical study is performed according to the protocol of example 1 but with

the following test treatment (EE= ethinylestradiol, DNG= dienogest):

Preparation A 0.010mg EE plus 1.50mg DNG for 28 days
0.015mg EE plus 2.00mg DNG for 28 days
0.020mg EE plus 2.50mg DNG for 28 days
0.030mg EE plus 2.50mg DNG for 28 days

Preparatibn B 0.010mg EE plus 2.00mg DNG for 28 days
0.015mg EE plus 2.00mg DNG for 28 days
0.020mg EE plus 2.00mg DNG for 28 days
0.030mg EE plus 2.00mg DNG for 28 days
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0.020nmg EE plus O 100 LNG for 2 1 days plus 7 days
pl acebo Exanple 4 A further clinical study is
w@essosed according to the protocol of exanplBCIWEP2#D4/013545
with the follow ng test trdatnent (EE=
et hi nyl estradi ol , DNG= di enogest): Preparation A

Prep&hivn Oofren) 0.930H9NEEDN (B! Qtocﬂﬁ%dams fo021568ySEhIM Us days
2.00mg DNG for 28 days 0.020ng pl us 2.50ny for

plageb@ays 0. 030nmy EE pl us 2.50my DNG for 28 days
Preparation ‘ E PR ber
0.01 5ny EE ?'ggg@%gg%ﬁeﬁoo@“g%ays 0?828% %%yss 7 days
pladelre 2. 00ng DNG for 28 days 0.030ng EE plus 2.00ny DNG
for 28 daysPr at i G, (ref 0. EE.plus. 2,00
NG for 23 day0opgs B s 2AcmdiiNG iong” w5, HE P days
placeBony DNG for 21 days plus 7 days placebo 0.030ng EE

pl us 2.00ng DNG for 21 days plus 7 _days placebo
0. 030my EE pl %930Me0kE BINS 2H0ma RIGE Tl @4 daymyius 7 days

pldicdeebo The results deriving fromthe previous exanple
are conpared to those of the reference preparations
with the follow ng remarks: Lower rate of

o RLBE L B Pl Bl Lo o of o

refairérivdy @roparatiehainditl thy figllowimg remarks:

- Lower rate of intermenstrual bleeding, shorter period of bleeding and lower

bleeding intensity;
- Lower rate of hormone withdrawal related symptoms;
- Improved women wellbeing.
The invention is described above with reference to preferred forms of embodiment.

It is nevertheless clear that the invention is susceptible to numerous variations

within the framework of technical equivalents.
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‘pha

| mproved wonen wel | being. The invention is described
above wth reference to preferred forns of enbodi nent.

W 2008/050@®rt hel ess clear that the i nventi on i SPCT/EP2004/013545

suscepti ble to nunerous vanBations within the
framewor k of technical equivalents. CLAIMS 1. A

phar maceuti cal preparati ogLagviSbt ai n a conti nuous
hornonal treatnent over a desired period of tine

| onger than 21-28 days conprising a first conposition

. CONpabid b BUtit4 ?}ﬁ%ggfb‘? ioff tb! A& Qrt?yn%géﬁs 'h%ﬁﬁbn&lnﬁe%tment

progestln In a pre erm ned anount to dm ni stere
in over aud@lreglp%odmf/ilrrmwdpr@esetbarrnc21e2ﬁrmlas15tq:Qmprlsmg a first

cot POTESUH o uling s dost 3B HeihaBh ARy 4188t one progestin

pr ettes predeiechins® aniount ghbe atihannstelned &nmwrsommedays and a
first conpositi.ogn and conpri ses a nono

seqd@ mBﬁ%ﬂ*%é’ gfactesisedda gg%tslt cgntams at IeasP one estrogen

PhapAgee d: |64t d?feeﬁﬁfg%tshﬁnn JLERdRtEHhiIREY ahumt higher than the

characterised int it conprises pharnmaceutica

dosagesint of mﬁeﬂlzsamcrmmsﬂm @ndogemnpesestaalmenareorofmultiphase

56, A pharnmaceuti cal

pref)g nﬂc%nofﬁi%gp {;%lé% l&ic?%’a PR 1 and 2 characteri sed

in that the second conposition conprises a one phase

seq ce of ar rraceut cal dosages. 4. . . .
A e ce BicH) PR e alioo oS oRa i glins L ehpracierisad 19 that it

ch abéﬁbﬁéés’s BHarnaddifitalt d&a@% %ldtlfeoﬂa}ﬁﬁilétfé?iénc&i”é?fé &ﬁél time

a two_phase sequence of pharmaceutical dosages. 5.

phaph®e.dift i1dal 140.eplgtdays. according to claim 3

characterised in that the pharmaceutical dosage of at

| east one estrogen of the second conposition is higher

.t haA prhmrnmmummqrmepmhem acooridirey fd cleim cbapds? thamctedised in

A pha ceutical pre tion accord ngto clhim3
cha S&8FONf] PH ﬁ8n comprises oné phase Sequence of

pharmaceutlcal dosages.

A pharmaceutical preparation according to claim 1 and 2 characterised in
that the second composition comprises a two phase sequence of

pharmaceutical dosages.

A pharmaceutical preparation according to claim 3 characterised in that the
pharmaceutical dosage of at least one estrogen of the second composition

is higher than the amount contained in the first composition.

A pharmaceutical preparation according to claim 3 characterised in that the
pharmaceutical dosage of at least one progestin of the second composition
is higher than the amount contained in the first composition.

A pharmaceutical preparation according to claim 4 characterised in that the

pharmaceutical dosage of at least one estrogen and/or at least one



phar maceuti cal dosage of at |east one progestin of the
second conposition is higher than the anount contai ned
WO pooslog1460 r st conposition. 7. A pharmaceuti cal PCT/EP2004/013545
preparation according to cliaim4 characterised in that
t he pharnmaceuti cal dosage of at |east one estrogen
andpfygestin be &sd sosRr egapdsitiornard highee grirdthecarmesitt dadtained
are_ hi gher t han t he anount contained in the first
confotbet ‘|r§§r?°n9°°3}i'%‘har maceuti cal preparation according
to anyone of the previous clains characterised in that
the at | east one estrogen is selected fromthe group
8. condi pharmgcetitidad|drepanatjos yascorsling te anyore 0§ the previous claims

S o oREERLSEY D TR 4 RS o ESERRAIT I SelefiEnrorm the group
est cogsistingn @f ofollbwiny tshathgtioupstrdgeinse éthinytestradiol, mestranol,
bi ogeni c estrogens: estradiol

strope, estran, ,
est AiBestrangle O of | p@%ﬁp@%‘t%ﬁpa@fﬁ; Plgglafgg,eﬁéch an synthetic

pr eéé‘t‘r@é&rﬁ eﬁ\@ﬂﬁfblﬁ%npfthb' ?%Lﬁ‘)t |07 9theU G8lIGiRg OBiBBERic estrogens
est rogen. har maceufi cal preparation accordi ng t

cl aeaﬂail@lh@rsér@n@r estran; astrioht estﬁtéolathnﬁmted)mume estrogens
10 est Pe%%PsorécSHBlé%‘f RSdL: ﬂﬁgghcﬁg%’o&@enﬁ%ﬁé& 10. A

pha naceuti C Fopar at acco one of the
previ ous cl ai ns characterlsed in that the daily
hor e units o estro fer

bl
9. o1 nivRHRERPS I PP TRt I8 18 SR Sehgcieried in that the
pr eheeabl ohd élst?’dgec’r\ﬁ@@Mm;?ést@ad?&%r@/&%tf&h@nd/ or the

estradi ol in an anount to O
pharmaceutical preparation according to anyone of the

15 10PT CK GhnfloBUE THabAslieh ‘éﬁrdlrgbr 1d13hybRE oflind g@gowaaims'

progestin s se oup LOnsi%sti
| evonanagiesisealin thabrtkg;eslallyrbolenonmumtdwoSesiragw preferably contain

gygéﬁﬁﬁeﬁ%ﬁ‘jr ol a%dr Y r&o??)g)%e?% nbpe%%%tﬁr?fglrably in an amount

(=ebP0.008L.03Y Ing dr?o‘/dﬁtﬁé@s%dl&b@fr%‘ﬁhrrmhﬁof to 0.1-5.0 mg.
9- nor pr ogest erone, acet oxypregnenol one, allylestrenol,

anagest one, chl ormadi none acetate, cyproterone

20 112CehAbEamfieBBIEs [F8Faratles WESii) to Sh§BRISF the previous claims

characterised in that the at least one progestin is selected from the group
consisting of levonorgestrel, norgestimate, norethisterone, dydrogesterone,
drospirenone, 3-beta-hydroxydesogestrel, 3-keto desogestrel
(=etonogestrel), 17-deacetyl norgestimate, 19-norprogesterone,
25 acetoxypregnenolone, allylestrenol, anagestone, chlormadinone acetate,
cyproterone acetate, demegestone, desogestrel, dienogest,

dihydrogesterone, dimethisterone, ethisterone, ethynodiol diacetate,

flurogestone acetate, gastrinon, gestodene, gestrinone,
hydroxymethylprogesterone, hydroxyprogesterone, lynestrenol
30 (slynoestrenol), medrogestone, medroxyprogesterone acetate, megestrol,

melengestrol, nomegestrol, norethindrone (=norethisterone), norethynodrel,
norgestrel (includes d-norgestrel and dl norgestrel), norgestrienone,

normethisterone, progesterone, quingestanol, (17alpha)-17-hydroxy-11-
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di hydr ogest erone, di nethi sterone, ethisterone,
et hynodi ol di acetate, flurogestone acetate, gastrinon,

w@embsosikane, gestrinone, hydroxymnet hyl progest er BEIEEP2004/013545

hydr oxypr ogest erone, |ynest#enol (=Iynoestrenol),
medr ogest one, nedr oxyprogesterone acetate, nmegestrol,

mel argegéne19- Bats, 05-digner20-ph3dssEe  tibolone, algestone
—norethbsterone norethynodrel norgestrel (|ncludes

d- n8Fgier pRideq RgsteroRs. grér@me@eftor\%r g?eBNrP@fRfﬁéeStem“e esters,
nor A8ty ﬂtﬁggl%%gpwg@g@?&ﬁé 0”@7aﬁ’Hbr&ﬁiﬁ PRQlosterone,  17alpha-
(17al pha)-1 roxy-1 -met rpregna-4,
5- dethieylA®- mr—tsswﬁ@rome bc.bﬂah@ta -agetmert tihetactdiTalnhdesthinyl-
nes n ton - r

g8{191 .3 d&géxggghg esﬁgg@%@fﬂhé}?&é@ W) LRGSR 24 Shethyl-
7a| pha 7etl’ranmy1 9—hesprmner439 d5-triahgBR0-dlohe))yb5-{2-hydroxy-3-{1-(2-

ooty SRR MR T WDy P QBiPPY 1 TISo e oN pigpionylamina)-

hydﬁﬁmuuaéaﬁalp?@@réér%ltﬁére%i hydr oxy- 21- net hyl -
7et hano-1 9-nor-pregna-4,9, 5-triene-3, 20-di one),

5-{2- hydroxy- 3-[ 1-( 2-

2f ! “ghghénﬁédeh'nb‘él Wp?ﬁ%.BH%thﬁ%% aRL8RY |k tha garéx‘?ibb‘&%laims

ronyl e and precursor

t hecearfactetidedAn nhatrmcz&ueastadneppmgesm i prefeabhydsaigeted from

f th h t
£ o ORuR NS RO B e 4oL Breeasl wesmsBe e ospsEone,
t heafd prscLronsithéiedfl of | evonorgestrel, dienogest,

13

gest odene, drospirenone, and precursors thereof. 13. A
phar rraceutl cal preparation according to anyone of the

Pr e} ol hﬂ@ﬁl%b?&ﬁl‘é[ﬂe?c%grdn‘gl;bew%hyw@ o‘?“"lhé rewous claims

hor none unlt eas use u

t hechévaicterised dmdieat the alailyrbotmene fibitabf at bast ai progé&:hn for use

progest i

e g0 s PoBl APTEe Phalre seratly Gontainfhp grogestn in an

0. 08mduhb oftD.08-00%s hafl & devatidigsttred a':'noﬁorfTG 5% mg of dienogest
drosplrenone or_equi val ent dosages of

t
pr o88d/or ({503-P415 N‘Qﬂ%ﬁrgﬁé‘%‘iﬁﬂecaﬁndfﬁreﬁégﬁtmgmfaéwpw\aﬁ@“e or

10 gRyivRRnPHosdY sRr & toGedtingd

14.

15.

16.

A pharmaceutical preparation according to anyone of the previous claims
characterised in that the hormone units are administered orally,
parenterally, sublingually, transdermally, intravaginally, intranasally or
buccally.

A pharmaceutical preparation according to anyone of the previous claims
characterised in that the hormone units are for oral administration.

A pharmaceutical preparation according to anyone of the previous claims
characterised in that the hormone units are daily units.
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characterised in that the hornone units are
adm ni stered orally, parenterally, sublingually,
wao e@smdsignoal |y, intravaginally, intranasally oPCTI/EP2004/013545
buccal ly. 15. A pharnmaceut 2tal preparation according
to anyone of the previous clains characterised in that
17 Re User nﬁaephmhtas:eaﬂicalfmépareabn md briliisg tatdlaims 1?@ 1;;6 for the
phar utical_pre tion according to anyone of the
br eI A AlEIIPEINENNG AVUialien R TR Rghé particular a
uni hginfdre daily units.17. Use of a pharnaceuti cal
preparation according to clains 1 to 16 for the
manuf acture of an agent for inhibiting ovulation in a
0 . .
1 - PREa P Fobiln storchREL bplly 17 charecterised in
chartlaatt thei adrdinistratibatof tdadd peparatidrr akiepdsafvesa time of 56, 84,
pre at i on nds over a tinme of 56, 84, 12, 140 or
168%2}/@48%%@@ Y9f a pharmaceutical preparation
according to claim17 to 18 for the manufacture of an
agent for dimnishing synptons related to hornonal

1941 t MECaRBP @mﬁfmaﬁgutmaérpéﬁmraugm aspaistirgrio claim 17 to 18 for the
dys'ﬁ?‘%ﬂ] ﬁ?e o?%ogﬁéﬁq ot GimitEAR é&%p% o féd %Ohormonal

ar maceu pr epar at i acc
17 t\l\othﬂ&vflalrsucheasrmen‘fealstrualcsymmptamsagys'rheﬁmhea, endometriosis,
di m ni shi nge_,a@/ ons related to acne 21. A
pha rlE@ckage for an extended reginmen
treat rrent | onger than 21-28 days conprising: a first
conposition containing at |east one estrogen and/ or

20. eadiseppapphrgmaceviiqah pseprratien acrprging ierslaim 16 t‘be18 for the
admipd FSERFE b Q%rft 'féﬁalnﬁéshlﬁéogmﬁorﬁs $85R°do gene

conposi tion cont ng at ast e estrogen an
| east one progestin in a predeterm ned anount hi gher

t ha% bngm?g%lﬁ?calopackage for an extended regimen treatment longer than
21-28 days comprising:
- a first composition containing at least one estrogen and/or at least one
progestin in a predetermined amount to be administered in the first 21-
28 days
- a second composition containing at least one estrogen and/or at least
one progestin in a predetermined amount higher than the amount of
the first composition to be administered in the following of the
treatment and comprising a mono or multiphase sequence of

pharmaceutical dosages.

22. Pharmaceutical package according to claim 21 characterised in that said
first composition and said second composition correspond to the first and
the second composition as defined in the pharmaceutical preparation

according to claim 1 to 16.
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the first conposition to be adm nistered in the

follow ng of the treatnment and conprising a nono or
woosiopliase sequence of pharnmaceuti cal dosagesPCREP2004/013545

Phar maceuti cal package acceéeding to claim 21

characterised in that said first conposition and said

23$eC<B'4hdrmadm§1&ial packafe dccopdingl td clatm1fands22 @hdrddieised in that
second 88| t1on as defi ne in the har maceut.i cal
pr egéﬁ gﬁ Qgg}ﬁgepq@dtqpn%p mnlarg(g jnistered in daily doses.
Phar maceutl cal package according to claim21 and 22
characterised in that the first and/or the second

24c omPbermaceitisel patkaae saenosding rfodanygnaicfcthe ziaims 21 to 23
o1 acTBREEsER g ARRLRRCTAF RN e SReAY RBMpBStbR Brg agpanged

t he f@'esapaobte(snsnuenﬁalwnanletraﬂtdmln@dr Erdimplepiarsabarate blisters.

sequential adm nistration |like for exanple in separate

blisters. 25. Pharnmaceutical package according to
Z@ny@'h%rrﬁécéd‘t%aﬂrﬁ;idlfﬁg@laéc%r&flg CtBaéﬁ%r%'o?eﬂ\é Ridimat 21 to 24

the adm nistration o first and second conposition'

ext Eha@ctariseddn thatethgfadsainisgation of thefirs ande@cang somposition

extends over a time of 56, 84, 112, 140 or 168 days.



