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particul ar a human,
15 21-28 days comprising a first composition containing at least one estrogen and/or

at least one progestin in a predetermined amount {o be administered in the first

21-28 days and a second composition containing at ieast one esirogen and/or at

least one progestin in a predetermined amount higher than the amount of the first

composition and which comprisess a mono or multiphase sequence of
20 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
25  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
compositicn contains an amount of estrogen and progestin which is higher than
the amount of the first composition. The second composition further comprises
30 mono or multiphase sequences of pharmaceutical dosages.

The use of a phammaceutical preparation for the manufacture of an agent for
inhibiting ovulation in a mammal, in particular a human, for inducing long term
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related to hornonal wthdrawal is also an aimof the present invention. The
present invention further refers to a pharnaceutical package to be used in a
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nunber of hornonal conponents were developed with regard to their

sui tabi | i h¥ehBri&daund b @Rffishing SiFhpiofls’ Rldt@NtSKERBRGI withdthRSIS isfaisat | on
di vi des the conmon contraceptive preparations on the market in 15 two

gener al gaBajm of the@resant inveAton.ef ers to contraceptives containing a constant
anount of estrogen and progestin prepared for exanple in the formof 21
tablets wth the conbination of active agents and 7 tablets with no active

agent . Th&he present inventinnt fustbenmaiens tba phasmagetticahpacikegetabedisedrineg are
known as ' [ ired effects related to these
? pﬂﬁ%a@%ﬁﬁdaﬂr{em&mﬁ a?lrb &'@gyﬁﬁﬁﬁfeb

kind o pend TO sone exten al ance between the estrogen and
the progestin. The second group of contraceptives conprises preparations in
which the levels of 2s estrogen or progestin vary over the tinme. According
to the nunber of hornonal |evels biphasic or polyphasic preparations are

obt ai ned. BAckytwunal ofithetimventionr this group of contraceptives conprises an
estrogen and progestin admnistration in which a relatively dom nant
estrogenic fornulation is given at the beginning of the treatnment cycle
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A classification divides the common contraceptive preparations on the market in
15 two general groups. The first one refers to contraceptives containing a constant
amount of estrogen and progestin prepared for example in the form of 21 tablets
with the combination of active agents and 7 tablets with no active agent. The
amount of active agent is the same in each tablet. They are known as mono phasic
preparation.
20
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 levels of
25  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
30 administration pattern seems to achieve a better endomefrial stability limiting
breakthrough bleeding or spotting due to poor epithelialisation of the endometrium.



3 Contraceptive reliability is mainly provided by the progestin conponent
adm ni stered during the treatnent. Therefore at |east the m ni num progestin
dosage to effectively inhibit ovulation should be provided with a daily

dosage. OnyobfiReSlmer hand the estrogen increases the p¢qlmhicRiidsii bitory
effects of progestin 5 and ensures cycle stability. Typical reginen for
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In general with the nethods previously nentioned a withdrawal bl eeding del ay

of 30 at |east 7 days can be easily obtained. The hornpnal treatnent can be
direct ed neince e, peychalagical iang: Blyysicab Abiiyt inawemen duritigothe Rremenstuged

Synpt oms 1 g3k &¢l stifjebtObNPmtiols A detdral citdukiftdrides aXadiRY 8f the menses is
15 our days often required. Typical cases are for example sport competitions,
particular medical exams or certain travel situations.

A delay of menstruation in women treated with an hormonal preparation like those
previously mentioned is easily affordable as reported in the literature

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

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

25 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
30 atleast 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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endonetriosis, nenstrual mgraine and acne. In these cases a | onger
inhibition of the ovul ati on obtained through the hornonal 5 contraception

woul d al '\96’25@0 Yigh come problems rel ated to hornonal oRamgesesosveal i ng to
be well accepted and particularly effiective over a three nonth period (84
days). Such a treatnent |onger then 21-28 is al so known as extended use
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pregnancy and treat premenstrual syndrone (PMS) including prenenstrual
dysphori c®#&order (PMDD). Said document further describes a nethod of
preventing pregnancy and treating PMS including PVDD, by avoi ding conplete
wi t hdrawal of estrogen at the 15 end of the treatnent period, or between
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protective efTect agai nst PVDD. WO03/ 049744 further describes a nethod of
preventing pregnancy, which involves adm nistering one or two conbi nation
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effects | irsat Bremadrisiual @indrofRd[PMS) including premenstrual dysphoric disorder
{PMDD). Said document further describes a method of preventing pregnancy and
treating PMS including PMDD, by avoiding complete withdrawal of estrogen at the
15 end of the treatment period, or between treatment periods, by administering oral
contracepfives in an extended regimen without a break. According to the above
document premenstrual symptoms are rare when menstruation is infrequent, for
this reason users of oral contraceptives would have {ower rates of premenstrual
symptoms, when exposed to peaks and troughs of endogenous progesterone with
20 a protective effect against PMDD,

WO003/049744 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.

25
The main drawbacks of the method reported in WOQ3/049744 concern the
variation of the hormonal levels during the extended treatment. increasing and
decreasing of estrogen and progestin dosages detemmine instability of the
endometrium with an increasing of side effects like breakthrough bleeding.

30

An altered standard 21-day/7-day oral contraceptive regimen with the use of a
monophasic pill with 30 to 35 pg of ethinylestradiol and different type of progestins
to delay menses and reduce hormone withdrawal symptoms is also known in the



30 An altered standard 21-day/7-day oral contraceptive reginmen with the use
of a nonophasic pill with 30 to 35 pg of ethinylestradiol and different
type of progestins to delay nmenses and reduce hornone withdrawal synptons
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the main side effects relates to a high incidence of breakthrough bl eeding,
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2s Description of the invention The present invention ains to set aside the
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Extended use regimens would be clearly desirable both to inhibit ovulation and to

15 offer freedom from menstrual flow and premenstrual symptoms for extended
periods of time. Such extended use regimens would alsoc have a favourable
therapeutic use in premenstrual-type symptoms, dysmenorrhea, menstrual
migraine. The continuos use of an oral contraceptive can also have a favourable
effect on acne since acne typically reoccurs during the pill free period. Such a

20 method particularly for the intended long bleeding free period should not present
the incidence of bleeding abnormalities such as spotting or breakthrough bleeding
while exhibiting a favourable effect on endomentrial morphology.

25  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 freatment over a desired period of time longer than 21-28
30 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



and particularly ains to provide a pharmaceutical preparation to obtain a
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free perio
15 contains at least one estrogen and/or at least one progestin in a predetermined
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amount which is higher than the amount of the first composition and comprises a
mono or multiphase sequence of pharmaceutical dosages.

Said method can be further advantageously used in hormonal withdraw related

20 syndrome for diminishing premenstrual symptoms, dysmenorrhea, endometriosis,
menstrual migraine. The continuos use of an oral contraceptive according to the
above method have also a favourable effect on acne since acne typically reoccurs
during the pill free period.

25 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

30 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
phamaceutical dosages.



25 The present invention further refers to pharnmaceutical package for an
extended reginen treatnent |onger than 21-28 days conprising a first
conposition containing at |east one estrogen and/or at |east one progestin

in a predegghhispehoo amount to be adninistered in the fig&tipRdussdays and a
second conposition containing at |eagt one estrogen and/or at |east one

progestin in a predeterm ned 30 anount higher than the amunt of the first
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CoNMposig i FreccOiéicd raginfdn.| east one estrogen and/or at |east one 15
progestin in a predeterm ned anount to be adm nistered in the first 21-28

days. To said first conposition follows a second conposition conprising at
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hi gher than t anmount first conposition and al so conprising a nono
or mul ti prdesired peted ptimefongesthanc128 days ermplifes, acgprding to the present

invention, a first composition containing at least one estrogen and/or at least one

15 progestin in a predetermined amount to be administered in the first 21-28 days. To
said first composition follows 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 composition and also comprising 2 mono or multiphase
sequence of pharmaceutical dosages.

20
More in detail, 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.

25
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
30 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



More in detail, in the second conposition of the pharmaceutical preparation
only the anount of estrogen or only the anount of progestin or both the
anount of estrogen and progestin are higher than the respective anount
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estrogen is radi ol or recursor thereof. The daily oral hornone units
for use du?sftﬁ’glq éamﬁﬂ”és%if%ﬁaéd treatment preferably contain the biogenic
estrogen in an anount equivalent to 0.1-5 rrg of 15 estradiol, npst

preferably_in an anount equivalent to 0.1- ng of estradiol. The progestin
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preferably contain the biogenic estrogen in an amount equivalent to 0.1-5 mg of
15 estradiol, most preferably in an amount equivalent to 0.1-3.0 mg of estradiol.

The progestin contained in the pharmaceutical preparation according to the
invention is preferably selected from the group consisting of levonorgestrel,
norgestimate, norethisterone,  dydrogesterone,  drospirenone, 3-beta-
20 hydroxydesogestrel, 3-keto desogestrel (=etonogestrel), 17-deacetyl norgestimate,
19-norprogesterone, acetoxypregnenolone, allylestrenol, anagestone,
chiormadinone acetate, cyproterone acetate, demegestone, desogestrel,
dienogest, dihydrogesterone, dimethisterone, ethisterone, ethynodiol diacetate,
flurogestone acetate, gastrinon, gestodene, gestrinone,
25  hydroxymethylprogesterone, hydroxyprogesterone, lynestrenol (=lynoestrencl),
medrogestone, medroxyprogesterone acetate, megestrol, melengesirol,
nomegestrol, norethindrone (=norethisterone), norethynodrel, norgestret (includes
d-norgestrel and dl norgestrel), norgestrienone, normethisterone, progesterone,
guingestanol,  (17alpha)-17-hydroxy-11-methylene-19-norpregna-4,15-diene-20-
36 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-



I nvention is preferably selected fromthe group consisting of
| evonorgestrel, norgestimte, norethisterone, dydrogesterone, drospirenone,
3-beta 20 hydroxydesogestrel, 3-keto desogestrel (=etonogestrel),

17- deacet WyonReis@sshe et e, 19- nor progest erone, acet oxy@paaRnNAloHIRss
al lyl estrenol, anagestone, chiornmadisnone acetate, cyproterone acetate,

denegest one, desogestrel, dienogest, dihydrogesterone, dinethisterone,

et hi s; er or\ﬂeth@LWthaﬂaoz-dba@gipaégena-4,ﬁ,l1laxtmm,aoaim,t ﬁtsa{z-wéxwmpn,
gest odene, _gestrinone, r oxymet t erone, r oxyprogest erone,
| ynest renﬁ%ﬂ]ﬁ'&%ﬂ’("ﬁ’@ﬁ%yy, e“)‘r@'&ﬁ?}@é?ﬁﬁ%ﬂﬁﬁ@m ﬂfﬂé@'?i‘é%ﬁ'ﬂ@ "acet at e,
nmegest r ol , pHiRAIRIBGRAPretursord GTHERBIdofpoundd. et hi ndrone (=nor et hi st erone),
nor et hynodrel, norgestrel (includes d-norgestrel and dl norgestrel),

nor gestri enone, normnethi sterone, progesterone, quingestanol,

(17al pha) - %{edmedé)@mﬁésloﬁsﬁd@bbﬁ%réc%w WOy ‘ﬂ)eléﬂﬁlb%tﬁr?%:?c%@défﬁe:”' one,

ti bol one, al gestone acetopheni de, nestorone, promeglestone, -
hydr oxypr oyi¥ls tthe gwesant tiBventionoceropriser ranagesippe cifelater gastodens gsatatet hi nyl -

t est ost er - ' -19- sto
d- 17bet a- g@gftr%)ggéfﬂ 1'%'2&09{3%? y °. 17%?%%23-6’& hiS1Ji yf%@ﬁ’-gz?-s teeg?%% one ag%art%,
hydr oxyt r i ydidxypegesi@)e 21- hhexanoatel WOhZdosywogestioroneT/ EPZRpmats. 3545 9

gez gylhy éf‘owwﬁﬁb%e&%r&% - Bh&haet ?ne]g%atréli fetate 2OmdichgEiirol  acetate,

(2-f1 uas o- Berhegdstrol o naddtgtep hengrethindrohe pr aqstate; 2- horethisteromeet acktabe,opi onyl am
I no}- phthalide and precursors of these co und S Lfic ex | es of

b oest i n BEREERe MerEHaE,  SnsaRO0E oot o7 ARREE T WP el Br csent

i nventi on wietiylensel9-RatpagRboy eS-apbaiteyn-goag.odene tibolehet €,  algestone

hydr oxynet hyl progest erone acet ate, hydr rogest ergne acetate
hydr oxypr ogéég%\egmﬁ REXIQFRSE: ETOMm ﬁgé‘gg HRgetifng giers, 19-nor-

hydr oxypr ogafifRIxgpRgesRidNéfers"EBAhd-BlhinyrRERsRron@! engestrol acetate,
nonegestrol acetate, norethindrone acetate, norethisterone acetate,

nor et hildt er one enant hate, qui ngestanol acetate, (17al pha)-17-hydroxy- 11-
Preferably the progestin is selected from the group consisting of levonorgestrel,

dienogest, gestodene, drospirenone, and precursors thereof.

The daily hormone units for use during the whole extended treatment preferably

20 contain the at least one progestin in an amount of 0.03-0.25 mg of levonorgestrel
and/or 0.5-5 mg of dienogest and/or 0.03-0.15 mg of gestodene, and/or 0.5-5 mg
of drospirenone or equivalent dosages of other progestins.

Best results are obtained with the pharmaceutical preparation according to the

25 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 phamaceutical preparation to obtain a
30 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 estradio! or precursors thereof in a therapeutically effective
amount to inhibit ovulation and/or a progestin preferably selected from the group



met hyl ene- 19- nor pr egna- 4, 15- di ene- 20-yn- 3-one, tibol one, al gestone
acet opheni de, nestorone, pronegestone, 17-hydroxyprogesterone esters,
19-nor- 17hydroxyprogesterone esters, 17al pha-ethinyl-testosterone. 15

Pref er abl ywhhgspsp@gstin is selected fromthe group consgiStsnfePisss
| evonor gestrel, | enogest, gestodeney drospirenone, and precursors thereof.

The daily hornone units for use during the whol e extended treat nent
preferably LLontai e LN 4 u o} .03-0.25
my of Ievo%oonr%%gg r'eif1 lé\é&nr@‘f%%ﬁ!ﬁﬁgho of %rglg%ﬁgg%stdrg%r@% ggﬁg %gd Ot.hfg my of
gest odene, prapirsors i0 agpredetgrmisied dherapeutisathheffentive qunowsnlt énbe adeinigieredf ot her
progesti ns; resyht r &.00t:al (.t 1. e ration
accordi ng 'Polﬁgfﬁem g‘EEPn@a nt ﬁ-gn v{ﬁefﬁat o@é‘&@ﬁg@ﬁ%%ﬁ%ﬁ?l &T%ﬁ% and/ or
estradi ol compisingeatleastronet ésirogen andhbr ahkeapt oge pragestins bethl satectet frorom t he

Thei T of octies B beein S0 PlooBitn, sPBH HsntRFRl N A netleba "o "
pr epar at i othetapeotidaily effactivéOamounitihighenthandheramaunt ofdhé fiesticompesitien. desi r ed

period of tinme |onger than 21-28 days conprises, according to the present
I nvention, a first conposition containing ethinylestradiol and/or estradiol

or precur spicordingnec phficaldrip eaanestie Grbadiéhtest thee preagu mveitidni thei bi t
ovul ati on and/or a pr,o_gesti n Eref erably sel ected fromthe grou

. p YO
2005/ 051408F000d CRBPOBIHOD compESes a mapqdr Myliphage seguenis gidhiampceuliralnogest ,

gest odgge, d&b’a@é@isfoeﬂ%?theaagtrég%i Bnd Pr8§eHtHChSrmMdhal donERtAioR! &a( be
therapeutical 'y effective anobunt to be admnistered in the first 21-28

days. To s@iadudllydagreasnmhevaritheimeol | ows a second conposition conprising at
| east one estrogen and/or at |east one progestin both selected fromb5 the
group estrogen and progestin previously nmentioned in a Predeterm’ ned

t her apeut i the Ihomabhalc dbsagesnol restrioggmeand ipsogestie preyiguslyorenorted f iefast

COMPOST 1 0frie AP A drh a8, e ot Likib 8P h Al Bg BT Rk iR fort N

present in
15 the preparation of a combined preparation according to the invention is effected in

a manner completely analogous to that already known for conventional oral

contraceptives having a 21-day administration period of active ingredients, such

as, for example, Femovan®, Meliane® and Mirelle® (ethinylestradiol/gestodene), or

Miranova® and Microgynon® (ethinylestradiollevonorgestrel), or Yasmin® and
20 Yaz® (ethinylestradiol/drospirenone) or Valette® (ethinylestradiol/dienogest).

The formulation of the exclusively progestin-containing unit doses can aiso be

carried out in a completely analogous manner to that known for progestin-

containing agents designed for oral administration that are already available, for
25 example Microlut® with 0,03 mg LN.

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

30 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



second conposition conprises a nono or nultiphase sequence of pharnaceuti cal
1lo dosages so that the estrogen and progestin hornonal concentration can be
gradual ly increased over the time. The hornonal dosages of estrogen and

progesti Ny SoekHisdey reported refer particularly to opai/Ebgosussdsi ons. The
formul ati on of an estrogen and progesiin for 1is the preparation of a
conbi ned preparation according to the invention is effected in a manner

conpl et el yecmwlé?ﬁ@aﬁother Bi'aaémele@.ﬁagbhskgmm fi8iy ﬁanyﬁ?manmﬁtr%ainany,
contraceptlves avin n1n|strat|on perlo of ‘active |ngred|ents

Such e, Inanassilir duceallo i 9y MITIORALERYS A1 SMtAG I8 gministorad
(et hi nyl esérg%?%b%?%@{gﬂggpﬁﬁmvg# ?aIM ranova(r) and M crogynon(r)

(et hinylestr rgestr or Yasmin(r) and 20 Yaz(r)
(et hi nyl estradi ol /drospirenone) or Valette(r) (ethinylest rad| ol / di enogest).

The 1 or 1l ol SnSlarhRBUSIG] HAICHybigh! £ BRE Hals 6RBLARREN ke HESFecan S0

be carrie In a conplete anal ogous "nanner t
pr ogest i n-admintstared nfprageample dewelg desiag‘asr ob binigeaitnestragenst eguivaldrhttoar e

al ready av ut (r) with 0,03 ng LN. The unit
doses of t Qb€ Ogipreg%%tﬁﬁy?%ﬁngpfe?dr\ﬁb%ﬁ%rdtrraceut|cal preparation according
to the invention may also be in the formof a plaster (transdermal
appllcatlo ant % |na ring,.or _an er. de t fornul ati on and
this 50 danparicueb i, Gl ot SHESHIBPRORE B reBEen 8IS Bot ne

i nvent Iuon muaﬁaﬁoﬁlf@:otraﬂhumat admﬁnstmmrfb%ﬁéwef @r thexfaral of 4 (l'ghla%mrdal Iy
armount of 0.01-0. % estradi ol or WO 2005/ 051400 PCT/ EP2004/ 013545 11

equi val ent@r@i?”sdﬂgﬁéﬁ' el Seeand syBmResition ppyiable; formulated \tgesinmiary
i ntravagi ”éla' le dié%bfvéﬂ%@ Edn\/éhlehtlﬁéélehtége-rh% Aeh nywase @ﬁ@lol&t?]ééi@ can

sui tably mnistered orally, transdermally or intravagi na
such adnmi rﬁ@ﬁpﬁ’tbl&ﬂﬁlmtdﬁnww'%e@ed l”r%@roﬁ%ﬂ%k%'\‘ﬁ"&?ﬂeledﬁ%?mﬁormne uni ts are
adm ni stered, for exanple | ower dosages of biogenic estrogens equival ent to,

15 In order to determine equivalently effective amounts of ethinyloestradiol and
estradiol on the one hand and of different progestins, such as levonorgestrel,
dienogest, gestodene and drospirenone, on the other hand, reference is made fo
the data given in EP-A-0 253 607. Further details for determining dosage
equivalents of different progestogenic active ingredients may be found, for

20 example, in "Probleme der Dosisfindung: Sexualhormone” (Problems of dosage
determination: sexual hormones); F. Neumann et al. in "Arzneimittelforschung"
{Drug Research) 27, 2a, 296-318 (1977) and in "Aktueile Entwicklungen in der
Hormonalen Kontrazeption" (Current developments in hormonal contraception), H.
Kuht in "Gynakologe" 25: 231-240 (1992).

25
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.

30
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.



0. 005-0.030 ng of ethinylestradiol can be used. A particularly favourable
form of enbodinent of this invention refers to a io0 preparation for
transdernal administration for exanple in the formof a plaster conprising

sai d firsty@bessqed conposition suitable fornulated theqgiphyosHkes exanpl e
di ssol ved 1 n a conveni ent percentagegn a non-flowable, physiologically

acceptable gel that is mcrodi spersed in a cross-linked silicone el astoner.

is In ordefhd Pr herﬁvehﬁo@quwérl Rty t6fd eﬁéthd@ omﬁhmttmg%vmmnnml gestradi ol
and estradio on t he one hand and of djfferent gestl ns, such as

| evonor gesTa@Mal, ig; Rarbgtat a 'B’&ﬁ%d‘@ﬁ@"ﬁ‘ﬁﬂ Qﬂ”@ﬁ'ﬁﬁ’@ﬁ Resai¢yMammabsdidr hand,
reference frgt doRfdsitien cbh%wﬁﬁé at Ighé‘ﬁﬂle' el?strEEerPalel%ﬁét 1885t onEYrbgdtinGehal | s for

det er m ni ng dosa e equl val ents of ferent prog est (ggenl c active

i ngr edi entrgewwrwee@ ameynt fo5r21928 émnwdea furt’ner laﬁitmnls:t ioneaf spisksemonddung:
Sexual hor o) f n F.
Neurrannhpetgaahfb.c’sft'ﬁh ritihing, ?‘?%??%?‘s‘%ﬂ%?@w@’ Sgggﬁgh‘irggé/&az@s;zge 318
(1977) andpredetemiined imoulh peifarkiadtgeabtaim admntmum:srimmoaal treaitnentzeysri on”

bs: 251 2t BgReed ot Ao Bt EPRABRRE nl | nventfon the phor maceut cal

preparation can conprise pharmaceutical dosages for the adm nistration over
a total 56 2 or 140 d ._The PLS ferredamnistration
ot e coBd Shoath apodiich, B8 erddfiy' s RS conBfePaCaR! R tERh
ﬁdm ni $c|t r aegncm a!fieést@naqswgmmah alqb‘réd@téﬁﬁnéd afloupt #pRha$ lhmr ﬂmnfthee

or monal admi ni

rat 7 days can be v| ded. Said period can
be. o cor CATRGHTY oF B TabeaTHERAEN 21t FTBP RS IPRB O TEHLRHASS SROGRIGETN of 4 7
days. WO ZH¥haeduteal &¥ehgE§2004/ 013545 12 The present invention further
relates to a nethod of inhibiting ovulation in a

The method according to this invention can be further advantageously used for

15 diminishing symptoms related to hormonal withdrawal such as premenstrual
symptoms, dysmenorrhea, endometriosis and menstrual migraine. The continuos
use of an oral contraceptive can also have a favourable effect on acne since acne
typically reoccurs during the pili free period.

20 The method according to the present invention with a stepwise increase of the
hormonal intake exhibits 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

25 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
sald 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

30 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.



manmal , in particular a human, conprising adm nistering to said manmal said
first conposition containing at | east one estrogen and/or at |east one
progestin in a predeterm ned anount for 21-28 days and a further

adm ni st r @fg Rfs/Riaefai d second s conposition containi ngp@f/ppRfGdi130ane estrogen
and at | east one progestin in a pregeterm ned anount perforned to obtain a

conti nuous hornonal treatnent over a desired period of time |onger than

21- 28 dayghe Sitef fémﬁgﬁ;sggﬁé rfaaea%'ﬁmgorrmeoga%éau@ﬁﬁm Qﬁ&tl@ﬂ&ﬁid’s at

| east one estro 10 st one progestin In a pre determ ned

amount whindake @‘%he Highest Medttﬁléletsmum %thwe peint thedntake mesad £Pas Ehd
COMpri Ses 53 %d%r 7! @é}/%ﬂeghﬁt%ﬁ:afﬁﬂrﬁraﬁﬁwﬂ{ \Hﬁlaélé@cﬁﬁt\h;tAﬁ‘e?Jtth%@Q% The

met hod acco to thi's 1 nvention can be rther ant ageously used for

15 di m ni %am@ﬁrﬁyaﬂmbmulddtateﬁamo hornonal withdrawal such as prenenstrual

synptons, dysnenorrhea, endonetriosis and nmenstrual m graine. The continuos

use of "an oral contraceptive can al so have a favourable effect on acne since
acne typiAcphdrnaceutioalipackhgeifogan lextepided régimenteratment RogFhthanslkas

according to th i.nv n_wth se increase of the hornonal
i nt ake exﬁ'f"ﬁ s ?%"EP%‘E?% %Hglnﬁg?tfomnéfc m&%ceptl ve reliability, cycle
control and m ni mum si de-effects al ong the whol e extended regi nen. Accordi ng

t ticulay f £ enb f the methad
 nventon-t h8- {18k POPOEHEY. BEHINEa S 28t OMRctP OB ARc/el B2 i ake of

the Igwest gagesmintdgrddefesihinddantunierisd tvinisired Itk firen2HL8 dage
corresponds to the said first conposition, The individual takes this first

dose uninterruptedly until experiencing early signs of spotting (e.g.

brown vagi.naj é@cﬁﬁ@%ﬁ%siﬁeﬁ Bhtainihd at @éast |oﬁésést|§)%eﬂ3éf§1loroél feBbtsorftay of

first signs of spotting the user switches to int 30 the next higher

dosage for m B®gES¥pIhd@ ngedﬂtﬁrgmqﬂ aawyRt highepdBan itbe apounicefothgi fiigt to a

O sald sccont Eomtt 0, BB oJprBNFRHC R BB RlEa g0 Yyl canc cauences

15 comprising a mono or multiphase sequence of pharmaceutical dosages.

A particularly favourable form of embodiment of the invention comprises as a form
of packing for the pharmaceutical preparation a blister; other forms of packing
known for that purpose are, however, also possibie.

20

Description of some form of embodiment

Other features and advantages of the invention will become apparent from the
25  following description of some favourable form of embodiment, provided purely as a
non-restricting examples:

Example 1

30
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,



13 The user follows this stepw se increasing intake schedule until spotting
during intake of the highest dosed tablets occurs. At this point the intake
period cones to an end and a 7-day free interval will allow w thdrawal

bl eedi ng. v bRkl Week the treatnent period woul d $kafdpr@dishes 5 A
pharmaceuti cal package for an extendad reginmen treatnent |onger than 21-28
days is also part of the present invention and conprises: - a first

conposi ti Ghr eRAth@le Uf @trajensSand phoifRsBsd, BSER ANBIE&ding frebtiAtivalIBf 84 0
progestin in a predetermned anpunt to be admnistered in the first 21-28

days - a davéuiie mpipiaiping e coptiacaptivegrotectivBast one estrogen and/or at
| east one progestin in a predeterm ned anount hi gher than the anount of the
first conposition to be adm nistered in the follow ng of the treatnent and

1s conpri dnrihePresans sbrdyniwa diffesend phagiceregimes pHlranseevantioasl gbdages. A
particu a%gi&rlieﬁ\‘g’ﬁélfééa%hethéﬂkmb%F oPH’QQ&lhgﬁg s Qlridd%h b toRberiBlf b2 €S as a

form of pa or the pharnmaceuti ca epardtion a I'ster; other forns
of packi nglaykmosworisideredhat pur pose are, however, al so possible. 20
Description of some form of enbodi ment Ot her features and advantages of the
invention wll become apparent fromthe 25 follow ng description of sone

f avour abl eTHeomumber emdotyipeeat adpersei ekt are | gongpared anan thee siumbet iahg

exanpl es: 1 30.The foll olgi ng clinical study is performed to exan ne

Exa%gjl e .

the ef fi cdUGIUNAGTRIE [RAINERYAS Welbp- up dose regimens for the extended use of

hormong] contraception. The study is designed to test the hypothesis that a

phasi ¢ eg) TR MR, | AGHEBRLPTSaSANEE, 0200 5 HASRAETTRT 298919545
population with young fertile women of 18-35 having regular menstrual cycles.

Exclusion criteria comprised contraindications for hormonal contraceptives.
15 Test treatments (EE= ethinylestradiol, DRSP= drospirenone)

Preparation A 0.015mg EE plus 2.0mg DRSP for 28 days
0.020mg EE plus 2.5mg DRSP for 28 days
0.030mg EE plus 3.0mg DRSP for 28 days

20
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

25 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

30 placebo

The primary efficacy variable is the number of bleeding days (slight and heavy
bleeding) during the whole observation period of 84 days.



14 for exanple of estrogens and progestins, results in bleeding free
intervals of 84 days while nmaintaining the contraceptive protection. In the
present study two different phasic reginmens with a conventional 21 day 5

regi men baseth.ops @e number of bl eedi ng days during anpphsioidbised period of
84 days are con5| ered. The nunber ggd type of adverse events are conpared

and the nunber of pregnancies are registered as well. 10 A three arns,
mul ticent e s(e%@ﬁ’dﬁﬂ%ﬁféac??&ﬂihb‘?é léQMe hEmBESOFHAGErsd dvanis i | ation
havi ng regul ar nenstrua

with youngl_fertlle Wwonen ©0

C
Excl usi on Tdi pempar é&n%hl%@%l i@odﬁteamnen m%tﬁ§a|fYoNVlﬁ‘ionHﬂMﬂ %@Wt PBRept i ves.

is Test tr fe% hi nyl estradi ol, DRSP= drospirenone) Preparation A
0. 015rrg EE p uere? EIS?R@}P for 28 days 0.020nmg EE plus 2.5ng DRSP for 28

days 0.030ng EE pl us 3.0ng DRSP for 28 days 20 Preparation B 0.020ng EE

pl us 2.50ng DRSP for 28 days 0.020ng EE plus 2.5ng DRSP for 28 days 0.020ng
EE plus 3.0ng DRSP for 28 days 25 Preparation C (reference) 0.020ng EE pl us
3.0ng DRSHExXampl@2 days plus 7 days placebo 0.020nmg EE plus 3.0nmg DRSP for
21 days plus 7 days placebo 0.020ng EE plus 3.0ng DRSP for 21 days plus 7
days 30 placebo The primary efficacy variable is the nunber of bl eeding
days (sl i ghi othedclintay studp ispstforaed dictording td ¢theptscob bsexanaplé drbupeithod of 84

days. the following test treatment (EE= ethinylestradiol, GSD= gestodene):
10
Preparation A 0.015mg EE plus 0.060mg GSD for 28 days
0.020mg EE plus 0.076mg GSD for 14 days
0.030mg EE plus 0.076mg GSD for 14 days
0.030mg EE plus 0.100mg GSD for 14 days
15
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

20 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
25  placebo
Example 3

30  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



WO 2005/ 051400 PCT/ EP2004/ 013545 15 The secondary efficacy variable is the
nunber of adverse events and pregnancies. The nunber of subjects is
determned bionetrically with roughly about 200 subjects per test group. 5
Exanpl e 2 o qkh&loec! i Ni cal study is performed accordi pgriep2dolerspysot ocol of
exanple 1 but wth the followng tegg treatnment (EE= ethinylestradiol, GSD=
gestodene): 10 Preparation A 0.015ng EE plus 0.060ng GSD for 28 days

0. 020rrg EE plus 0. 075ny §8drh§EE ﬁ@MSOm L@@f@g@&j@gus 0.075ng GSD for 14
days 0.030nmg EE plus O. 100rrg GSD fo s 15 Preparation B 0.030ng EE
pl us 0.060nmy GSD for 28 QIQ%“QEE@%@@“& Pr@PHAYSGSD for 28 days

0. 030ngy EE plus 0.100ny m,{,@gE?'ﬁugjgygo,%g LW@R#rﬁtdég@ C (ref.) 0.015ng EE
plus 0.060nmg GSD for 24 days plus 4 days “placebo 0.015ng EE plus 0.060ny
GSD for 24 days plus 4 days placebo 0.015ng EE plus 0.060ng GSD for 24 days

pl us 4 day ebo gc?m [ id%@r%, study is perforned
accordlﬂg frg tg%gat)r%gt oco@ % ?ﬁ%ﬂ?@%@?'ﬁﬂ% r2'It@;he ol l owi ng test

treat ment (EE= et hi nyl es?.030gEE plog®.10emg NG fastdBadadys Preparation A
0.020nmg EE plus 0.080my ¢ hea [ oEEaG d8%55mg LNG for 28 days

0.030mg EE plus 0.150mg LNG for 28 days

10  Preparation C (ref.) 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

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

placebo

20 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

25 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

30 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



WD 2005/ 051400 PCTI EP2004/ 013545 16 0.030nmg EE plus 0. 100ng LNG for 28 days
0.030ng EE plus 0.125ng LNG for 28 days 0.030ng EE plus 0.150ng LNG for 28
days 5 Preparation B 0.030nmg EE plus 0.080ng LNG for 28 days 0.030ngy EE

pl us 0. 100w® sbddesi@s 28 days 0.030ng EE plus 0.125n0 Lpa£mbosndssdays
0.030nmg EE plus 0.150nmg LNG for 28 days 1o Preparation C (ref.) 0.020ng EE

pl us 0.100ng LNG for 21 days plus 7 days placebo 0.020ng EE plus 0.100ng

LNG for 21 | gge 0, L r 21 days
plus 7 dayg%%?tgba@cgégpgbg%ﬁgeggg?S%Q%H%Eﬁg EéNHC?? ocria%ngjgydeﬁ%s 7 days

pl acebo 20PEgelpl e 4 A further clinical study is perfornmed according to the
prot ocol of exanple | bu f h kN e (&Ex:

et hi nyl estradi ol , DNG= d(?'gg?)@gsltz§: ﬁﬂ%g%g@gpi g”bi?%r BEO@W%EEEBSI 55633(550@ DNG
for 28 dayplacél®® 0. 01 5ng EE plus 2.00ng DNG for 28 days 0.020ngy EE pl us
2.50ng G for 28 days 0 r s-Preparation B
0. OlongPEE ol us 2.00ny &@6@5"55@%?0@@05@% 22 %%%39@.&06”%%6 for 28
days 0. O2piagelicE pl us 2. 00ng DNG for 28 days 0.030mg EE plus 2. 00nmg DNG for
28 days 0.030mg EE plus 2.00mg DNG for 21 days plus 7 days

placebo

10 The results deriving from the previous example are compared to those of the
reference preparations with the following remarks:

- Lower rate of intermenstrual bleeding, shorter period of bleeding and lower
bleeding intensity;
15
- Lower rate of hormone withdrawal related symptoms;

- Improved women welibeing.
20 The invention is described above with reference to preferred forms of embodiment.

It is nevertheless clear that the invention is susceptible to numercus variations
within the framework of technical equivalents.



WO 2005/ 051400 PCT/ EP2004/ 013545 17 Preparation C (ref.) 0.030ng EE plus
2.00ng DNG for 21 days plus 7 days placebo 0.030ng EE plus 2.00ng DNG for
21 days plus 7 days placebo 5 0.030ng EE plus 2.00ng DNG for 21 days plus 7
days placebo 0.030ng EE plus 2.00ny DNG for 21 days plus 7 days placebo to
The results deriving fromthe previous exanple are conpared to those of the
reference preparations with the followi ng remarks: Lower rate of

i ntermenstrual bl eeding, shorter period of bleeding and | ower bl eeding

intensity; 15 Lower rate of hornone guAMgawal rel ated synptons; | nproved
worren wel | being. 20 The invention is described above wth reference to
preferred forns of enbodinent. It is nevertheless clear that the invention

i s susceptible t Lak.Lans 1. 1R f ni cal
equi val ent s?’ 18 Rm&ﬁﬁ%ﬂ% céetg%?ll tga t%)lp e%éar@@f%él@{ 0 051% %ﬁ%até]%fcignti nuous
hor nonal treat meoder degired paiid ofl tiprr londerothahi 2iB2§ alagerwitthancoaitar8 days

W th a constant stepw.se i ncreESE1 of the hornonal .int aﬁe conprising a first
conposi tion condRWISH ANEease Af| the hpaensl 1{aAke SOBPIRYBE @j Hirst EPBRSFP™ r om t he

amount o b adninrarDECEAMEHyraE AI°G o BhaR) LENRTILA BufieRilg erm ned
consisting of dienogest, gestodene, drospirenone in a predetermined
amount to be administered in the first 21-28 days and a second
composition characterised in that it contains ethinylestradiol and a
progestin selected from the group consisting of dienogest, gestodene,
drospirenone in a predetermined amount higher than the amount of the first

composition and comprises a mono or multiphase sequence of

pharmaceutical dosages.

2. A pharmaceutical preparation according to claim 1 characterised in that it
comprises pharmaceutical dosages for the administration over a total time

of 56, 84, 112, 140, or 168 days.

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

pharmaceutical dosages.

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

pharmaceutical dosages.

5. A pharmaceutical preparation according to claim 3 characterised in that the
pharmaceutical dosage of ethinylestradiol of the second composition is

higher than the amount contained in the first composition.

0. A pharmaceutical preparation according to claim 3 characterised in that the
pharmaceutical dosage of progestin of the second composition is higher

than the amount contained in the first composition.



conposition characterised in that it contains ethinylestradiol and a
progestin selected fromthe group consisting of dienogest, gestodene,
drospirenone in a predeterm ned anount hi gher than the anount of the first
conposition and conprises a nono or nujgiphase sequence of pharmaceuti cal
dosages. 2. A pharmaceutical preparation according to claim1l characterised
inthat it conprises pharmaceutical dosages for the adm nistration over a
total tinme of 56, 84, 112, 140, or 168 days. 3. A pharnaceuti cal
preparation according to claiml1l and 2 characterised in that the second

conposition_conprises a one phase sequence of . pharpaceutical dosages. 4. A
phar maceut i &al pfdibarmaceBical PEPAEIAR aeording toslainy A sharagtgrsedandhatded in  t hat

the second com o S0l OAPAISIES of ol IRRATR SEAUCRRGeal sBOAIMERUL oa

dosages. 5. A pharneceutlica eparation according t alm 3 characterised
in that the phahoagen casistiigsdgiemoiest! fdstydenstdrastiehomd of e ssearind
conposition is higher, than the anouynt contained i_n}the1 first conposition.
6. A phar maceut i $ARPsHIgsATS highsr @%gﬁedﬁrrwgmf ePrEmgdanghe HEY SOMBISIEUY i n t hat
the pharmaceutical dosage of progestin of the second conposition is higher
than the anpbunt contained in the first conposition. 19 7. A pharnaceuti cal
pr epar at i on8.accoAdghagnacutitaiprephraivaracordingsechnyond bfithet greviptsaclameeut i cal

dosage of ethinylestradi gl and a progestin selected fro t he group
consi sting of di ‘élﬁfﬂj‘é%rtnggé%tgébn@‘F %ﬁ@%pp‘i’@?‘ﬂ?ﬁe UGHLS ¢ H@T%ré@and‘on@@rrposi tion
are higher than ¢ 16 aj i sidor 5ROk £l if-
phar maceuti cal pr"g%é’?ég??% glgcr}%lr I ﬁ%lttgf g!r??one g#g, tqﬂe S@JSVEE‘%{I}‘; lclazgflqms
characteri sed i narhbnatt of 090840.030 thgr nrone units preferably contain
ethinyl estradiol in an amount of 0.005-50 ng, nost preferably in an
9. A pharmaceutical preparation according to anyone of the previous claims

characterised in that the daily hormone units of at least a progestin for use

during the whole extended treatment preferably contain the progestin in an

amount of 0.5-5 mg of dienogest and/or 0.03-0.15 mg of gestodene, and/or

0.5-5 mg of drospirenone or equivalent dosages of other progestins.

10. 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.

11. A pharmaceutical preparation according to anyone of the previous claims

characterised in that the hormone units are for oral administration.

12. A pharmaceutical preparation according to anyone of the previous claims

characterised in that the hormone units are daily units.

13.  Use of a pharmaceutical preparation according to claims 1 to 12 for the
manufacture of an agent for inhibiting ovulation in a mammal, in particular

a human.



anount of 0.005-0.030 ng. 9. A pharnaceutical preparation according to
anyone of the previous clains characterised in that the daily hornone units
of at least a progestin for use during the whol e extended treatnment
preferably contain the progestin in an,, anount of 0.5-5 ng of di enogest
and/or 0.03-0.15 ng of gestodene, and/0or 0.5-5 ng of drospirenone or
equi val ent dosages of other progestins. 10. A pharnmaceutical preparation
according to anyone of the previous clains characterised in that the

hor none unij4s arngseads phash&deftc padpabation RAERAINE 1@ klaym 18 WhhiaB@HSdl i,
transdermal ly, intravaginally, intranasally or buccally., 11. A

phar maceut i cal phatghe adménistsationrafisalyd prepaalyahextends: gxer griine 6036c¥4i ns
characterised iriltzhf%%mshﬁ&gone units are for oral admnistration. 12. A
phar maceuti cal préparation according to anyone of the previous clains
characterised in that the hornone units are daily units. 13. Use of a
phar maceuti cal preparation according to clains 1 to 12 for the nanufacture

of an agent!¥or Wssheths phargaseuticat pshataton apgoadiae o ickripalt i it 4or thg hunman. 20
14. Use of h - - : _ uran. 2
in thate ? heaagmﬁﬁl Stra Ijieg(ﬁl ﬁgéﬁ‘?ﬁhﬂnﬁﬁﬁggﬂh@%ﬁ&%@h%%r@t}ﬁmac erise

repara S over a tinme of 56,
84, 112, 140 orwillaflawal)stich dSprebirastafal sympamipdBuicnofhed) eafanaiiogs) accor di ng
toclaim13 to 14 for the _manufacture of an agent for di m nishing synptons
rel ated to hor ndRENStruglmigRiBhal such as prenmenstrual synptoms, dysmenorr hea,
endonetriosis, mnmenstrual mgraine. 16. Use of a pharmaceutical preparation
according to claim13 to 14 for the manufacture of an agent for dim nishing

synpt ons 1 eléat edJdeootas pharndadeutdap brepamdaen at@adinpac kbdm Do a4 fexthended

regi men treatnment | gnger than R
manufacture of an agent for diminishing symptoms related to acne.

17. A pharmaceutical package for an extended regimen treatment longer than
21-28 days with a constant stepwise increase of the hormonal intake
comprising:

- a first composition containing ethinylestradiol and progestin selected
from the group consisting of dienogest, gestodene, drospirenone in a
predetermined amount to be administered in the first 21-28 days

- a second composition containing ethinylestradiol and one progestin
selected from the group consisting of dienogest, gestodene,
drospirenone 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.

18.  Pharmaceutical package according to claim 17 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 12.

19.  Pharmaceutical package according to claim 17 and 18 characterised in that

the first and/or the second composition are administered in daily doses.



21-28 days with a constant stepw se increase of the hornonal intake
conprising: - a first conposition containing ethinylestradi ol and progestin
selected fromthe group consisting of dienogest, gestodene, drospirenone in
a predeterm ned anmount to be adm nistgred in the first 21-28 days - a
second conposition containing ethinyléstradiol and one progestin selected
fromthe group consisting of dienogest, gestodene, drospirenone in a
pr edet er mi ned anmount hi gher than the anount of the first conposition to be
adm nistered in the following of the treatnent and conprising a nono or
mul ti phase sequence of pharmaceutical dosages. 18. Pharnaceutical package
accor di ng t249- c| dharmacentienl apackages aerording Hat anyeng off theselagangdsia il8n and sai d
second conpositi e tion as

. . ciracRieed {ﬁﬁt 2 el ar[dfér%e %E'c%nd Oc'&ﬁad)%g%ﬂ%ec %ﬁ&g{%&

defined in the p arnace reparation 0 12.

Phar maceuti cal ﬁapée@@@tea@qaérdian@dmmstﬂaﬁomlwfoa@ﬁaﬁhﬁleqﬂaé t€bligad. i n that
the first and/or the second conposition are adm nistered in daily doses. 21
20. Pharmaceuti cal package according to anyone of the clains 17 to 18
characterisgd i f d reparranged
e Pl HRbe b 5 BRSPS SRR 90,8 122
blisters. 21. RhafaoReeed inabat theadanestRtcs bithedirktandnyeitd ®inpobigios! ai ms 17
to 19 characterised in that the adm nistration of the first and second
conposition exte&iids oy ting phao, 8¢, 5E, 14hor 168days40 or 168 days.



