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NEW REG MENS FOR ORAL MONOPHASI C CONTRACEPTI VES The
present invention relates mainly to the field of
wo eonaligssnepr oducti ve nmedi ci ne, and in parti cul P€T/US2006/023382

contraception or to treat and/or prevent "other hor mone
ThY ptRe eRRAL SN FelatBrinamly RNAe LD fFmAY SHRBAIKNE 8RR dicine, and
_nmenorrhagia, irregular nenstruation, nenstrual
impgtigilae tahempr &redls contaaceptjordr dhe pedekB) inventionsrelates to new
st.andagog prac [ ontracepti.ve
t

~

1mtqic[e inthe field of oral . ¢
g o IR raoRet sl mignopes o NesnV e loSiaehyfs o-e to
athigke dorttrceptidnX el te Urdae fan@br dayend thepeRlcihond NBSR-depBfent

_of reginmens evolved due to the need to mmc the
indiepsiopy aychcgscfwmenorrheeag aveapahrgint irggulan mepsicuabon, menstrual

r art a new cycle of
n@%ﬁﬁ?@é k%&ﬁﬂ%@gﬂ%&ﬂﬁﬁ@?ﬁ%&of a week, e.g. a Sunday,
a Monday etc. Another result thereof is that patient
packs with identjcal content and form (such as oral,
lidg sigpdeEd practies ’él_tth‘F Bedaloral sontragepiog rpgieg fhat e %émﬂon of
R QARGALHAE lkdd b UIHTkeB RBHBES REINAT FflsORME LA of

nmet'hods and hel ps the user to acquire Its needed
régimecsoryslvet dne tosthk heettiviminst thetmenstrodl dyoke it disl detvslopment of

SRR EE A IREI S ORSER S RIS
FROATHRY 61 Atk 3 B@&ia?i ANNARMASH CA BtBEr rEQIM tha@E Pl RS

are I\/Brvel_cl)‘&gr'), Mercilon(r), Mcrogynon(r), ) )
pytéespegks withAfendical gonteng pnrbiprml (such, as Opal gpytegceptive strips with

r i : i
N N -
ahd helpihe (Egr,to Beyuiteihabity neeBed e tcOnsistert@elftadiniistyation of the

z(r), etc. Most nonophasic oral contraceptive pills
t g‘?ﬁ & GOMECAPYP oy 0gest ogen and an estrogen and some

contain a progestogen only.

Monophasic oral contraceptive pills or tablets are well known in the art. Examples of
commercially available monophasic oral contraceptives are Marvelon®, Mercilon®,
Microgynon®, Yasmin®, Alesse®, Minovral®, Ovral®, Cyclen®, Minestrin®,
Estrin®, Ortho 1/35®, Ortho 0.5/35®, Brevicon 1/35®, Brevicon 0.5/35®,
Micronor®, Demulin®, Select®, Loestrin®, Yaz®, etc. Most monophasic oral
contraceptive pills contain both a progestogen and an estrogen and some contain a

progestogen only.

The most common regimen for oral monophasic contraceptives is that a woman takes
the pill for 21 days, then stops taking the pill for 7 days (or takes 7 placebo pills) and
then restarts taking the pill again for 21 days, etc. These moments (stopping the pill

and re-starting the pill) that have to be remembered fall on different dates each time.
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The nost common regi nen for oral nonophasic
contraceptives is that a woman takes the pill for 2 1

walays/13¢shen stops taking the pill for 7 days (BPeT/U84006023382

7 pl acebo pills) and then restarts taking the pill

F al 0 1f, %ng%%%/fogaeci %1%:}&? }311{'%5n?nt 3 (fttﬁgrggxe a‘é I@c? restart
tH'eeﬁIH 'mefa%{;arfyaé bnd®Boflial %ﬁlﬁr&manda{tye& egnh p‘ill '?Kfﬂl FBdn have to be

eXanple, if a woman stopped taking the pill on January
regtartedhon Fshwata§ andrenesied ragaltlwa Fmbmarjo A6 3ten at@r yit & chopg that it

ai.n on J hen ha
i PR BR 2R T R it Agtes " M b ool WRiHEn theet to
sth@ Raliad the H81 8téi-th@icken HA lbl‘éaléin%atﬁmbl@'éfﬁsﬂlén tesuldhg fd witvdnted
to keep track of these dates. As a result thereof sone

PiRBREIPorget to start taking the pill after the seven
day break in a tinmely fashion resulting in unwanted
pregnanci es. The subject invention now provides for

Thevwubfgt nenetioar now abrovides pfas hew C espimeanse ivd wes @@mdphasic
for the adm njstratjon of or# nmonophasi c

cwﬁem{@émwe@r the adﬁé%\iﬁﬁ%rm/ oralr@%?ﬁhaae [FERITAREP R o treat
egglﬂe mﬁnfmfnﬂ)ﬂk Endeﬁ?%ﬁléd’tl%ﬁs)' gesgmfi’x:'g ¥efnproved

con'p ance e main g contracepti'v cacy.
cothplsanicerprhile edain@imihg amtleacmtlvleruﬁﬁcaemalﬁﬂmsjnmrovdnbcomphance is

ol e e g B el o biaftiont, GF B AP S TEsERi Yomntpiving

m%HBﬁHa@iceé'}ﬁl E&Htra@ébﬁv%tdds@@sﬁnﬁs\’\@fﬁbﬁ‘éhﬁﬁﬁr AT dtNeasdltwo cycles)
| east two cycles.” Conpliance starts with the

duiing Al estaiwooayadds. t Remplipnpe dasayéhuhe tad@nm@th'célogle@foth@ first
dces%%g Pm Rf‘ the Sﬁ%on%u %se?chr %1‘[1}10%@%%}/ gfel(égfgec[\?gﬁ gés\ég\}gcg (containing

asi c ora

moRbpIEEicO aﬂﬂ V\&mitldcdpﬂtre hdijsegd amiteplonat woaldphoamaee to look at
Therefore to obtain the effect of inproved conpl

cqupRligngpic tihsredtre 4o B tain theorffast of Hapieyed aPmaklaI}Céa@l@ai%&s?}ional
cdGIRANE §15nd Sseb R %&r . h’b %steﬁ/mryi%ea ﬁl%%qﬁ?sﬂb mens of the

present invention result hat wonen wil |
have only 12 periods a year as opposed tothirteen in

it b reampese betaha e eRE o anRiim e Ry TR only

1Pberiods a year as opposed to thirteen in standard 21/7 regimens.

Oral monophasic pill regimes do not impose the constraints to provide for a cycle of
fixed duration. The present invention now exploits this new facility by providing
regimens which are not constrained by identical cycles of fixed duration but enable
flexible cycle duration. The subject invention has the important advantage to help
user habit acquisition, because start and stop of a regimen of the subject invention is
enabled on fixed numerical days of the month. Thus, the invention provides for a
contraceptive regime with cycles of hormone administration for defined cycle
durations, such that the cycle durations vary in order to correspond with the number

of days of the calendar month in which the cycle is starting.
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fixed duration. The present invention now exploits
this new facility by providing regi nens which are not

wa@omsisgdhed by identical cycles of fixed durap¢DOS1m0$/023382

enabl e flexible cycle duration. The subject invention
has the inportant advantage to hel p user habit
acqui sition, because start and stop of a regi nen of

Rdth “swhihe ahd Fenterdbr @onthS agoeaImReEIOMehh RS MR/ i e? %nuary,
th. Thus, the invention provides for

of the
Pgegﬁ{apéé\@gplp v’ﬁ’ﬁe%ﬁ%efuw 1MLy PpERes, IpteraenBetober, November or
gistration for defined cycle durations, such that
the cycle durations vary in order to correspond with
t he nunber of days of the cal endar m)nth in which the
ycl e IS ta;tl n Eoth ‘nmont h" and "cal endar nont h" as
4 SBESISALINE [ ASHREd BFTpino Abrxitemd ety ok aamgnth B eranple,

J b@faﬁ}hhas@qrﬂdmerMEIYdate&U Ugnuaxé}mi)ﬁan@xggsfanuﬁ Ei%g%aﬁi Diebryary

Oct ober, Novenber, or numsr
has 38012t mymetical éa’tgls, edreh kast3 1dameeriohl datespAphl h4&sB0 numerical
dgéglrgeée January has 3 1 nunerical dates. January 1,
anuary 2, January 3 etc. etc. February has 28 or 29
numsrl cal dates; March has 3 1 numsri cal dates; April

has 30 nuneri cal dat es, etc. "Cycle” or "cycle of
“CHFET i syeliedih contrmcapsion”ian usdden shebjubisict invetfrin isithd durdthm of

f f t.h f th th i
PN B P BRI 8 B2 e T
threos ismriehedd- m@m& aﬁﬁldi lorieh&raee pﬁis@eF&rk%ﬁﬁpleFQ Eycle
rrE cycle which is started 1 n January is
Wg’é@’s‘ St&“%@’é’l @YY & | daysi agstctegwhish Fetsartesrip Eebruzsv 1@r282>9 29
t
SRS PO IS el ol oty 90 MG iy e

i deys;i ascysteawhicld is stariadrin A prib is30 dhgy,stc, et In@tiditioh/ cycle of
ect i nyvent ion is a

| f. th bj
thggéﬁ@% Ciiysriop {¥ e parky) i SHEE QffrEbls Whencin e hRBRRG levals in 4 n
waman iffeds 61 CAGLea88 @%Qﬁ@@s%%f@?@o&ﬁn%ﬂ@gﬂéﬁ% 8k rﬁéégtlve In

oral nonophasic contraceptive. In order to conp
ofdgitocoppleie Bie caglernfsvanie eemitHormone ldvelséhgeisagcdeeamee,

indRASEAIBr and decrease again, a woman must complete at least two cycles of oral

monophasic contraception.

“A dosage unit” as used herein is a pill or a puff (from a spray device).

“Starting” as used herein means administering or spraying or any other form of
contraceptive or pharmaceutical administration. For example, pills are administered

and sprays are sprayed.

“Stopping” as used herein means ‘not administering’. For example, pills and sprays

are stopped, i.e. not administered.
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i ncrease agai n and decrease again, a wonman mnust
conplete at | east two cycles of oral nonophasic

W@ eovbnassepti on. " A dosage unit" as used herei NnPCBHUS2006/023382
pill or a puff (froma spray device). "Starting" as

used herein m ni steri.ng.. in
A FREOF ot ST BEST A iy it iR 8 by coficptive
stRHl 1 N hbPlimRed tol @ botels @ RloRopiRisld daladoftrastplie Sills #pray
and sprays are sprayed 'St oppi ng" as used herein

dm@mmrnga@mnﬁﬂ@qpéw (rgal orprsns¢gaal Isprayp baxscogidning pills,

s are . not adm nistered.'A
raféée}?e{}lger conaasmugggl her e| n means a reservoir suitable
to hol d an oral contraceptive such as, but not limted

a bottl e of nonophasic oral contraceptive pills

Ag Bhe hageigia o tiscHoB EOTHracERit e SRRPPYC Pilp Ereajust that 2
b%ﬁl@ Qﬁﬁrgréﬂ@' th {59 (il Lﬁ;yeﬁt ﬂwgﬁsn% %‘Srﬂ)' 1@11%& nerésga%y Pfrofide female

I Spenser con used here
paimntsawth standaodstripe eb:t]r w2 hanapbapsive pﬂlslblu!srarm yust yvuthta

a bottle t, l.ls e subj ect venti o
botde %% Gapnb ﬁ%&@ﬁ%@h@ &nﬁrrérﬁs%eﬁrdéﬂar@uﬁ%ﬁrséﬁﬁ i
fo? h?d?ﬁ?ﬁ&é&fal &ﬁltl‘ﬁf:ep%vé Pﬁfduglg obS1Ete 2k BB\ nRinloi)ﬁasMral
rather just with a e wth any nunber o

corttiaseptiongéliscan ralsor’v@eldnopcomﬂr pitls ora bispetser ‘s'lﬂapdﬁsr ran}osther
f or .nmonophasi ontraceptive products obsolete. A

b5 Pf f5° HﬁBﬁ%ﬁ%%@?&&Bﬂ% contraceptive pills can al so
be a box with pills or a dispenser with pills or any

other type of reservoir suitable to hold pills.
“SulfieieniCi ent usedsinsthel PlateheapHsaeir gontamas, gngnophasic oral

co%?r?%: Giten St ‘&gft?sa?lggcz%fna'for%’cnfe 5{0&3{: ng%s?' %Qecoﬂﬂéc}eﬁuon

ci en st any cyc es raception
mewdnthattthatestiveirhas er avdtdin baficicot dmagaumitss elff pitls,antast for the
dosage uni t ills, to last for th§éspe0| fied

SsExies geppd egmq%ég%\%rlo AOT PRI Afy3 @ 1) segipen iy b used for
th%Q%rfEB‘ntBQ AQlﬁuédeﬁg JePlentole thVResBRBINRuAYBLEn @73!@6 pills is 53

Sept enb e reservolr nust contain 27+26 pills’is
pifis

“The pill” as used herein means any oral monophasic contraceptive pill.

‘A pill’ as used herein means any discrete dosage unit such as a pill, a tablet, a dragée

or a capsule.

A spray device as used herein means any spray device with sufficient active

ingredient(s) for at least one cycle of contraception.

A dosage unit useful in the subject invention may comprise an estrogen, a
progestogen or combinations thereof. It may optionally also contain other active

ingredients such as anti-microbials, folic acid, vitamins etc.
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pills. "The pill" as used herein neans any ora
nmonophasi ¢ contraceptive pill. "Apill" as used herein
wore@nd3ssny di screte dosage unit such as a pil | PCHUS2006/023382
tabl et, a dragee or a capsule. A spray device as used
herei n neans any spray device with sufficient active
ingredient(s) for at |east one cycle of contraception.
PAgdasage asinbdd lderefnUbani l‘ie e ssitdbile ptogeste gex, i suth B ydesogestrel,
conprise an estro pr ogest ogen or conbi nati ons
clopegestel, 1pYonREapsts tin@’rgﬁi"’t ng/ata &5tdgpe agrelgestmig e pppgeestrol
e n [ fali I
odsRE TSR, SRRl bl ) ST ghdou & A BBl compound
withipredes® gpiiogetbtingen, such as desogestrel
etonogestrel, |evonorgestrel, norgestimte, gestodene,
norel gestrom n, nonegestrol acetate, dienogest,

THE Qemé(aﬁl%%ﬁxﬁoaﬁd 2seQthRRNn Sl Auitqble %9@0%%5 qbPéthereof
conpoun W t ro estogenlc aCtIVIt The es rog eni c

o estpo thedeods susledts h:stredml @&ﬁiObeanne]uam@bthmmmm@nor any
fi’lg tal({ltheref J %ter t reto htas estradi ol ,
other §tpiofdal HRRqT-SIRRoTdal fRFFOSE R eStE e?%?oﬁc %r any ot her

steroi dal or non-steroidal estrogen with estrogenic
activity. In a specific enbodi nent of the subject
I avperifioambedimept ofthstsubiset mgemgoéesmeeqstqun is desogestrel or

et%hé’ge%%ls i ?Aoﬂfer %m%%ﬁﬁ‘e% J@S gésf%h s ndl g%ét?&fa%ét%? :

subject i nvention the estrogen S ethlnyl estradio
I n anot her enbaodi ment, the estrogen is estradi ol or n

Inp gpe embrdinaest ofrthg subjest inNentions the girAsers Iseetfjnyfjesiradiol. In
aﬁlﬁﬁ@rhéﬂiiﬁcﬁﬂﬁentl 'Eheaesg&?ﬁﬂ td &iaaRPdt rﬁﬁrgsteﬁttﬂé?e&f Q08341 gl?éileof
e estrog

I's etonogestreél en i s ethinyl estradi ol
sych aamsitdtes] hepeleydrate. enbodi nent, the progestogen is

nonegestrol acetate and the

In a specific embodiment, the progestogen is etonogestrel and the estrogen is ethinyl

estradiol.

In another specific embodiment, the progestogen is nomegestrol acetate and the

estrogen is estradiol or a salt thereof or an ester thereof.

In a specific embodiment, the progestogen is etonogestrel and the estrogen is estradiol

or a salt thereof or an ester thereof.

In another specific embodiment, the progestogen is nomegestrol acetate and the

estrogen is ethinyl estradiol.

As used herein, both non-hormonal phase’ and ‘hormone-free phase’ is a phase (or

period or interval) during a cycle in which no hormones are taken or administered.
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estrogen is estradiol or a salt thereof or an ester

thereof. In a specific enbodi nent, the progestogen is
wet@nasssst rel and the estrogen is estradi ol orPeEr/E8t006/023382

thereof or an ester thereof. In another specific

nbodi , th t ' I t at
TRqe0as PR EAP e BT TRGDPASIEE: PARE soid regh of o thet
thB Bbim AR whaioTRad)e Wilds ehe RAM]e ddynoOne-free phase’ is a
phase (or period or interval) during a cycle in which

no hornones are taken or adm ni stered. The terns

' -.hor. | phase' .or ' - .nhase' )
AR DS R R AR Sse ¥ f gHRTRE el o eR sBRRD apfiRgARycte in
whitg hbaedes akodyen/Aniuiegdedrer ei n, ' hornonal phase' is a

phase (or period or interval) during a cycle in which
hor nones are taken/adm ni stered. Thus, the subject

Thi! tsiugi% ﬁﬁQ&i&ﬁﬁ? cﬂ/i&gﬁtar}ﬁghgé ofgﬁ{g\[ﬂh difem Sontraception which
contrac p%lon P Eh conprises: (1) a nlnlsterlng a
comypiigelrasi ¢ oral contraceptive dosage unit once a day

starting on nunerical date. ' mt4' of a ponth )
cont {thuoudJWnisREnge ady gt O%f@traﬁ?ptWF%Pﬁ%gef“&Ftl Bee Agay

mont h; anga&ihggnaafneﬁémdla{e%ﬁmi’ 882 hidRHRRGRIGE Fuial
contraceptive dosage unit in the numerical dates

bet ween ' mimerial date-fn’ ofithe fallawihgrinonth; andhuneri cal dat e
of a.nonth from.1-24 and wherein the nethod i.s ..
patlon PoteaRiiat e Hotenh s dubl Suligt afile lsaepppit in the
subj ect | A¥RERdaPMtEIBINBEn BiTIngaged’;a met hod of human
femal e contracepti on which conprises: (i

wherneiming'tie p nngercalgaissh asmantifram ko tsail%‘gylé)ﬁlteirv@e asdhagels
AR5 AR R S urer cal date oSl a
The subject invention further envisages a method of human female contraception
which comprises:

(1) administering a monophasic oral contraceptive dosage unit once a day
starting on numerical date ‘y+5” of a month continuously until
numerical date ‘y’ of the following month; and

(i)  not administering the monophasic oral contraceptive dosage unit in the
numerical dates between ‘y” and ‘y+5’;

wherein ‘y’ is a numerical date of a month from 1-23 and wherein the method is

repeatedly carried out for at least two cycles.

The subject invention also involves a method of human female contraception

which comprises:

1) administering a monophasic oral contraceptive dosage unit once a day
starting on numerical date ‘z+6” of a month continuously until

numerical date ‘z’ of the following month; and
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nunerical date 'y' of the follow ng nonth; and (ii)

not adm ni stering the nonophasic oral contraceptive
waemwagsssohit in the nunerical dates between ' yPCHOS2006/023382

"y+5'; wherein 'y' is a nunerical date of a nmonth from

L 2 RO BB LR PO B e

i nvol ves mamegichiathtedbetweeniz’ fagtdédi® contracepti on whi ch
conprises: (i) admnistering a nonophasic_ oral i
comkergiBept is g alumssisy dateat e namdla framglay? gedyvhpisip e method is

n ' ' ; Drr%)g conti nuously until
nﬁﬁgﬁtégg*cﬂgtggouéﬁpgfﬁ{sh@f Ifecg)'vvi ng nonth; and(ii) not
adm ni stering the nonophasic oral contraceptive dosage
unjt in the nuperigal tes hetween 'z' and ' z+
whEieeaRiochnveiog %ﬁﬁwﬁﬂgfamowg?sea Bethgd o Fpman ff‘dliﬁaﬁi- 22
a%n%%ﬁbﬂﬁmlw&:i s repeatedly carried out for
at | tp two cycles.

eas The subject invention
addi t i onadmjniptedug demnaphmsichwal cohtrimentive desapé anit once a day

f SNt Bleod ol Hhsetel
ronophas ArGReST BORETALGe e abs Bt Sy
starting imdideaRlatE Rt ofidb @oﬂowiﬁ'% nRhtt afi@Nt h

a

continuously until nunerical date 'p" of the follow ng
mdfid h;  ar@t pdminisieingdbernenenphasic nepl chetrapspidyshdosage wiikin the

contr ace&gﬁﬁ/egiﬁ%lo&g%%e%@éé,n%hgﬁpuneri cal dates

bet ween Is a nunerical date
of wizeraiarip his farmeticd Hagnd awh@ite font 1e1 aBd hbereirsthe method is
repeatedly carried oyt for at_ |east tw cycles. The
neEPRSEEdSY Cared eefpedileashierticlss can be used for any

nunber of nonths starting

The method of the subject invention can be used for any number of months starting
with at least two months, i.e. for two, three, four, five, six, etc. months. In one
embodiment, the method is used for at least two months. In a specific embodiment,

the method is used for at least three months.

In the methods of contraception of the subject invention, the hormonal-phase between
months is not constant. The non-hormonal phase on the other hand is constant
between calendar months. In spite thereof, in all embodiments envisaged by the
subject invention, ovarian suppression (necessary to achieve contraception) is

maintained and in certain cases even improved.

Compliance is thus enabled by the fact that a woman can choose a particular
numerical day of the month which she finds an easy number to remember. On this
day, the last dosage unit of a cycle will always be administered. Contraceptive

efficacy is maintained during the period of contraception independent of the fact that
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with at least two nonths, i.e. for two, three, four,
five, six, etc. nonths. I n one enbodi nent, the nethod

WO 2006488503 or at | east two nonths. In a speci fiPBCT/US2006/023382

enbodi nent, the nmethod is used for at |east three
jon of the subject

t.hods  of contragcept
tﬁ%@éﬁ?ﬁﬂ%@ﬂ%ﬁﬁs PPy BiinieR migBitRe kheTieiA §oR-goHpenal phase
is omstaanbetwtempathshor nonal phase on the other hand is
constant between cal endar nonths. In spite thereof, in
al | enbodi nents envi saged by the subject invention,

| ] ' sary to_achieve .y
I Rl 573 O PRI & R A chovses iy b any
numerioaleldte Ketwdn 134 dndepehduns oLwhaich@chnpy t he fact that

a woman can choose a particul ar nunerical day of the
nmont h whi ch she finds an easy nunber to renenber. On

i , i le will al
il 5L oohe 98, 1y B e LI
edempleg in enp ent4)degiinenp atwanapthiooses ‘adapeedent. Bk firfeof the

fact .thatth nmonal .phase i S. not constant between
R R 0D i ardonh 2 by e of e
nREANERD-ANMBRhBEcal BARSOf the Eno%ﬁﬁ?nmot? gkfgneﬁg,nt&%th%ﬂ'anuary, the 5

r(}l%l nen, a V\tgman can choose ' nuneri ca
ofi dickruget Wee A 1ofMarchrddepeinddiite loft dasagh unibntftthatFeycle is then

' . h i |
e T YT
of Befirnay, tha 1Mo B urethafs €3 of Arit, @tcb6tc Th w@manhew thli$bnly has

of the rmégé h. Then, the first dosage unit of a cycle 0
19 Zemagmher dhe B te RUmeRER] dedgs enah enaitth,t irenaly theh 1T and-the 5

B t . ol the 5th

RO 8yt AR Mo RinE SRRty odlih Threto

agsumingTthet thadirstdbsagpeuninof a ofcldé Battaredcdnethe Sifthh@mnerical date of
nuneri cal date of the

dm nj stered on each, fjrs
AR OB R e Rame fime B e e fas8ee WHECAe Tgmer durlads yiministered
od 8e fitbt ¥HoE the mbMA, the UukioABF iHe hoBhbnal Phiye i&N€ Woman

now thus only has to renenber the sanme”"two nuneri cal
- ddd<eyeickebmay h, namely the 1st and the 5

- 25 days in February of a leap year

- 26 days in April, June, September, November

- 27 days in January, March, May, July, August, October, December

Within the same assumption, the duration of the hormone free phase is constant and
lasts 4 days. If the time of the day of the administration of the last dosage unit of a
cycle is not the same time of the day as the administration of the first dosage unit of
the next cycle, then the hormone free phase can be longer up to a maximum of 5 days
when e.g. the woman takes the last dosage unit at 00.01 hours on the first of the
month and starts the first dosage unit of the next cycle at 23.59 hours on the fourth
day of the month. Thus, in the subject example regimen, the hormone-free phase is

between 4-5 days but not longer than 5 days.
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i ndependent of the nonth. Although not Iimting the

subj ect invention thereto, assum ng that the first
walomagsssonit of a cycle is started on the fiftPhCT/US2006/023382

nunerical date of the nonth at the sane tine as the

| ast d of the fo i s adm ni st
Figh Ot RLey oot It ot #Gomaieta, (PG el Fgnity o fgdary and
a3 @@kt fh'éq:%@t dl(ﬁsag@ﬂm@' 8ys ¢ Zéle e hdMMHidered 28 tH¥iSithi dhmerical
February of a year - days in April, June,

d@e ptf eademontiioat éhfb é&me e addls adrnmmrauam 9f thelagsivlosageyunit of

il SRS e TS G OF R o ot R s o o
reégfh&t éth n@d’iﬂh h@sd Borfhoda YiSe- [pblflod 64 Ha}’ﬁn@fhohﬂ&ldje@ﬂmﬁfstrahon

the adm nistration of the [ast dosage unit of a cycle
dyys apdellawfe same tinme of the day as the adnministration
of the first dosage unit of the next cycle, then the
hor none free phase can be |l onger up to a maxi numof 5

Jan da5eb Whetar ] gpr t halapofriumet fkels { el aSepddsage ot [aDec

0,01 hoursion the first of thelnonth andlistartls the

27

flidst |[dbsage2@ni t26f tRe neRf cyéfe a#623.|39 hddds on2?

thefourthrday ot the montt—Thus, T the subject
exanpl e regi men, the hornone-free phase is between 4-5

Thayendept is Bihildr Fogde (¥,hais) andl ez);s+6pdnde(papﬂﬂt)&eg1mm Although
| ooki ng at a_conpl ete (non-I| eap) yea{%t é‘artl n
S

nofalHIE fétﬁoﬁuh@%m‘fﬁ@ﬁ%@@re@% ESFYmIRg ¢ @eﬁrérn gsag ugit of a

cﬂ&ﬁeadhﬁmﬁfépédrﬁt MELHE Bhe b ﬁlefzﬂdfrtlltﬁst?%{ﬁrdﬁﬁé lag@&c%agé unit of
eac he same time as m ni stration of

the rwclleaﬂabn doza@ey-thiregiofens the hogmcbr@ fore p:hlaw iSiat kst 5 days but no
n dat f the foll th t.hi

(o L M GABHAO O TR e SRS bt 6 favs

b&wlo@?& hah Tod/s 25HA Rl $ 1, k79 vaegimﬁ 88 hbRhéRMee fiRe is at

concept is simlar for thé (y, y+5) and (z, z+6) and
lepgs,7 dayy puirgyiongerdhan €45ugh not |initing the subj ect
invention thereto, assum ng that the first dosage unit

of a
A regimen of the subject invention has at least two advantages: First of all,

compliance is enabled because it is much easier to remember, for a woman using a
particular monophasic oral contraceptive, that on a particular day of any month she
has to administer the last dosage unit and 4, 5, 6 or 7 days later (depending on the
regimen she chooses), resulting also in a fixed numerical date of any month, she has
to start the first dosage unit of the next cycle. Secondly, a regimen of the subject
invention also maintains or improves the suppression of follicular development due to
the longer in-situ period of the dosage form and the shorter hormone-free phase; in
other words, a regimen of the subject invention maintains or in certain cases even

improves ovarian suppression.

The subject invention also provides for a contraceptive kit for human female

contraception which comprises a reservoir containing monophasic oral contraceptive
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cycle is admnistered at the sane tine as the
adm nistration of the | ast dosage unit of the cycle,

w0 b@a/18850an (y, y+5) reginmen, the hornone freeP@iTaS®06/623382
at |east 5 days but no | onger than 6 days; in a

d6§a§é Hfiks §1§Eél@i?trfor attl {‘F&g)ecy@feg of g&llﬁ‘[n%%%ﬂtﬁg?ly%é_k%%ﬁée St to

ut no longer t
be e(lmrmesﬁered hmshh}:ayrstmlmg memlmda’rmbdats ‘at-41 efashonth day stopping

no Ion r, t han Are of e subj ect

op m}’é‘ﬁfl a8y a? the?éﬁ?ww 8{ %z;}*e‘fé,lg’ lrzamgmeaﬁalélﬁte ofa
nfoRPkb@NCe4 1 s enabl ed because it is much easier to
remenber, for a wonman using a particul ar nonophasic
oral contraceptive, that on a particular day of any

ad t th e un
g R R B N R
c6RREHfoh, wiiels bbrhpriks alréRrvol cdntainifg nﬁﬂgﬁ{dsfé@ral%hﬁa&fntlve
any nonth, she has to start the first sage unit

dpgese Haify sugfeipnt forsedenstinny, twe ayelgs ﬁﬁﬁplﬁlfacm’ﬁ@ns@m desege unit to

S yes. th essl on.

o P20 A U TRl e AP R SR AR SRy Pbine on
npeeiied dak ‘y’he tlofAlgeidomonthrvehetdis ¥ h@ & hemefl O] afRe T hn@shth

hasg in other words, a reginen of the subject

%lon mai ntains or in certain cases even inproves

ovari an suppression. The subject invention also

grovides for a contraceptive kit for human fenal e
T @ﬂﬂﬁamépmmﬁﬂnawﬂhh@b@ﬂpc@ﬂ&&qﬁh&ﬂéﬁmvbmmamﬁmﬂﬂéning

0 ral contraceptivedosage units sufficient

o oG a5hift Gy o SRl GRRRORE PBap R Rl sRBaceptive
dekas@amitsiitici& fCat36H dHySHhe Sele® @P&)n@@b‘eﬁﬁ)ﬁréﬂe‘&s% unit to

nunerical date 'nm+4' of "a nonth and stoppi ng on
boadrpinisteipd erghday glartisfe ernmimfesichlodate g+ﬁo hmahibrasidstopping on

k nth from. 1-24.

e A R e BB P s

fromrtg22.f emal e contracepti on which conprises a reservoir
cont ai ni ng nonophasi ¢ oral contraceptive dosage units

sufficient for at | east any two cycl es of

TEORIRE FREARIY al Yo IRBEEE a¥BhiradeBtive kit for human female
contraception which comprises a reservoir containing monophasic oral contraceptive
dosage units sufficient for at least any two cycles of contraception, one dosage unit to
be administered each day starting on numerical date ‘p+7° of a month and stopping on
numerical date ‘p’ of the following month wherein ‘p’ is a numerical date of a month
from 1-21.

The subject invention provides for a reminder system for a dosage regimen for a
reservoir containing daily monophasic oral contraceptive dosage units comprising
choosing one particular numerical date of a month from 1-24, independent of the
month, as the numerical date on which administration of a daily dosage unit is always

stopped and always starting administration of a dosage unit again four days later.
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be adm ni stered each day starting on nunerical date

"y+5' of a nonth and stopping on nunerical date 'y' of
w0 b@ofizfshdwi ng nonth wherein 'y' is a nuneri caPCTHES 06623382

a nonth from 1-23. The subject invention also invol ves

a contraceptive kit for human femal e contraception

whi ch conprises a reservoir containing nonophasic oral
TEOAILREBREAIR ARSRBGIdYok & rébinbiértyslin foPh dadagk ﬁ?@%ﬁneﬁlﬁ% a

two cycles of contraception, one dosage unit to be
reseimdinicentainig dady mapaphasiceareli gegiratepiivereesagarniteqoaprisig

of .a nmonth.. i ical te [ 7'
oH PR B iGN E el e O LIRS i 122, fiencBher e
mOBiht B the auSeli¢ dhteioAwAHiEH Qfnialstatigi Of4 @igly dossigeaunit is always

contraceptive kit for human fenal e contracepti on i ch
st@m%ramé@gwa{s slesiEna asmpnis#ion; Aty saasisHragaindive dgys later.

contraceptive dosage units sufficient for at |east any

two cycles of contraception, one dosage unit to be
Thelsdbiécs ingesttbnedaherisg st saretnimdgr systemu foara dvabgedagienengoi a

of a nonth, and. st oppihg.on Pumeri cal date 'p' of the
repRV PIS PGSR Y wpenoghayio gyl qoalracepling fpRage Uaikt COTHIISHE
cﬂyaai&lg g‘hé B 12d nunl Bfoab8RE 6£4 moRMERIth AP LR ERRNT SHthé

rem nder systemfor a dosage reginen for a reservoir
mootl as the ngmdacdl dawomopids admioisthtiooetf o dalyplosage uhdlsiaghvays

uni t.s conprisj ng choasi ng. one. particular nuneri.cal
stiBfed 496 AL g i s Bt on O acRasec S M R ORE R
as the nunerical date on which adm nistration of a
daily dosage unit is always stopped and al ways

The sbiqchipvarfiamiustheriny dnesof repingies systeny irta dagagaregisugn for a
. I . The. i ! i . i .

TS b S S Y S e

clvosingiont pgrtidalat yumaivaptss bfa ooath feantl r2¢ aptepasledosiabe

units conpri si choos;i, ne. particul ar, nunerical.
mggtheagihe au%ﬂ@aq%eﬁe&%%hlgge TR 5%%%1?& Gy oRe IRt always
stg%)eltd;bﬁd RUHPBK sefin A8 nQRatM a1 c@géfﬁenilﬁttargﬁ%rﬂ R0erPaya later.

dosage unit i s always stopped and al ways
starting adm nistration of a dosage unit again five

qug g/u%j éc?}n%[aﬁtion also encompasses a contraceptive regimen for dosage units of
the subject invention wherein hormones are administered for a defined duration,
characterized in that cycle duration varies such as to correspond with the number of
the days of the month in which the cycle was started. The defined duration can be
any number of months starting from at least two months, i.e. two, three, four, five,
six, etc. months. In one embodiment, the defined duration is two months. In a

specific embodiment, the defined duration is three months.

The present invention is further described in the following examples which are not in

any way intended to limit the scope of the invention as claimed.

EXAMPLE 1

11
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The subject invention also envisages a rem nder system
for a dosage reginen for a reservoir containing daily
wWOoroweseEss c oral contraceptive dosage units coOPEI/USI00§023382
choosi ng one parti cul ar nunerical date of a nonth from

i,ndepe h, ;as the nunerical date
é’?TIWﬁ gwladﬁlr‘hq QE’F’S'PT%%SP%E’ al| y dosage unit is
1Y-$ab‘é1 Apdaizad)dobivatise siaahhdodgnaaiiidl 3 ¢agdiddosut diirieg
e unit amn six days |later. The subject
the si Rshreragy, fWhaseh mwmé@ﬂaﬂlﬁéﬁmﬁ@émalbfy@ﬁ@hw %}ntfécepﬁve

e
e@hidivs imgmondlpeginenwf dre subijeer 1imzait1od athered tha fingd @tlhoﬁacmde

1%@3%%%&??%5@%#&% o T o s b e pitie ©
Osa g%m%hﬂl%?s@s Ak AHanry: /??%iﬁllaﬂ‘.gﬁ af‘is%%frﬁﬁ'oﬁf‘mqeaﬁhy

unit agai n seven days 1ater. e su
fanmlendlioaera ks assess tlongifes s e thee Qralrctonuwphvamall uretjpusmanthb’r

dosage uni,ts_.of .t he subj i nv ntlo nes
ROk RTIE BRSUOT GPa AP ABRC e ot e D oo
cofirab8ive UL oA R0 Al the StaSdhed2 B3 ré%m@@r respond

w th the nunber of the days of the nonth in which the
cycle vvas started. The defl ned duration can be any

n nont hs st ar t -
FPIQQPAR{) \%Salﬂqtyrpfggenquusa Iélbeg)]sllexen 1é ta%é h%r@% Eéé']agt r’%}ée time
oLsdeslinRRtticiphe itk ltm@ozotufeattte@ﬂnm cyolgs. months. In a

speci fic enbodi nent, the defined duration is three

nont hs. The present invention i s further described in
ThOG o RS XATRLE 3ol Gkl A6l ARl il #RVBIY
nten mt the cpeo elnventlon as
cl ai med. EXAMPLE 1phar rracodynam c trial: m m4

TR AR AR A P D BRSSP ARG ot hs

nf&B LR YesdREEd] 2890 'ﬁﬁéﬂokra‘ﬁﬁst dihih {ees&RAOB afd #lloxving the

aval I abl e contraceptive pill Marvel on§r) cont ai ni ni

stafidardriagioe wheretetho gikis rt@ienefmrzlsdﬁymf@l ayepdchysa eeay piyirfree

period.

Trial arm B is provided with a bottle of 77 Marvelon® pills containing 150
micrograms desogestrel and 30 micrograms ethinyl estradiol and uses this
contraceptive pill in a regimen of the subject invention wherein the first pill is taken
each 5™ day of the month and the last pill is taken each first day of the following

month.

Three times a week serum estradiol (E2), Progesterone (P), LH and FSH is measured
and a transvaginal ultrasound scanning is carried out. A physical and gynecological
examination is carried out at screening and at the end of treatment (or at premature

discontinuation) and cervical cytology is checked at screening.

12
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estradiol in a nonthly regi nen of the subject

i nvention wherein the first pill of a cycle is taken
we@awh/1585h3 of t he nmonth (m+4) and the | ast pil | PCBHUSEREOR3382

the first (m of the follow ng nonth versus the

standard 21/7 reginmen. This trial is carried out in

healthy femal e volunteers to assess the effects of the

ERAMPERY raceptive pill in this nmonthly reginmen on
ovarian function (pharmacodynam cs) versus the effects

plsirmdvedynahicdviat y,ad8prhereingi L on -ovarian function in

the s 21/ | t
ABPB%%S&@E% %‘gﬂmg%rﬁnﬁﬁeeqp a%éé gnag% %azrssc%edaoél L oat
esk&@iftially BRIQErSE DO MRS, {_)ld Finpﬁﬂe@mhd’m dftilee dubjet infverition

three treatnent cycles. are divided into two

whersinghe first ill e o7Rleie ke cagh (o vtk TRt Y-+ ot A apped
| |
OBl YRS 5y R8I ltopf o BEtE e o

pifls proadtiedltd t@aﬂdmhtﬂ J:cmtan'ng74ﬂ51ﬁs.st andard regi men wherein
the pill is taken for 2 1 days followed by a 7 day
pill-free period. Trial apn Bis provided with a
ERQNIpERSf 77 Marvelon(r) pills containing 150
m crograms desogestrel and 30 m crogranms ethinyl
pbﬂtﬁ&ddmamnctrnakasz%hvlmranM? dceptive pill in a

A epp el aptoin et AP B Re B e Ry

es@edtiauy s akBPe®Aele f Extinplay inof ré ert @Fth@wlbj@:t fAvehtion
hree ti nes a week serun1estrad Progesterone

W(lﬂ)?m theHﬁesh tillr}a dysleneiaken axeash a af thﬁ m%@ﬁhqmd the Jast pill
ofd a.c IF gag(e%é %er%rs ja(? t th & Fd1 o@xfii d? ’%epsl&( ﬁ{e%ﬂndﬁflpzlﬁ

gy e exam Ion 1s C out at screeni ng

R The betterd pilfs groedéedrntial @m Blt:ox]ilalasrﬁl pils.
i scontinuation) and cervical cytology is checked at
screeni ng. EXAMPLE 2 pharmacodynanmic trial y, y+5

EXANIBLE & =

pharmacodynamic trial p, p+7 wherein p=1

An open-label randomized, comparative pharmacodynamic trial essentially as
described above in Example 1 in a regimen of the subject invention wherein the first
pill of a cycle is taken on each 8™ of the month (p+7) and the last pill of a cycle on the
first (p) of the following month versus the standard 21/7 regimen. The bottle of pills

provided to trial arm B contains 68 pills.

EXAMPLE 5 — exploratory comparative trial

An open label, five-arm, randomized, group comparative, multicenter trial with
different monthly regimens of the commercially available oral contraceptive pill
Marvelon® containing 150 micrograms desogestrel and 30 micrograms ethinyl
estradiol is carried out versus the standard 21/7 regimen in healthy female volunteers.

Contraceptive efficacy, vaginal bleeding characteristics, safety, compliance, and

13
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An open-| abel random zed, conparative pharmacodynam c
trial is carried out essentially as described above in
waEx@apdssod i n a regi nen of the subject inventiBOT/US2006/023382

wherein the first piII of a cycle is taken each 6th of

BBt R 2L ORBE by e

217h§eg§ﬁéﬂl e of pills prow ded to tri aI arm B cont ai ns
74 pills. EXAMPLE 3 pharmacodynamc trial z, z+6
wherein z = 1 An open-|abel random zed, conparative

.phar nac ] ri 1S C
r SR BETRSEE Y BB s BRI A e
ths e eaFlscietM BRI paroibipaedn hatribhfor bhé gdardid. i3 ﬂ"eatmeﬁlechaslfsr
taken on each 7th of the nmonth (z+6) and the_ | ast |I
theﬁtaadeggl el/d rpgmegies A 2 srpithslor thegleor{ﬂzly regimengokthe p
mgprmolﬁ versus the standard 21/7 regi men. The bottle of
pri1s provided to trial armB contains 71 pills.
EXAMPLE 4 phar macodynarri c trial p, p+7 wherein p =

open- 1| abel rand conpar ative phar rracodynam c
Tﬁnwame%g@é*mlii%c{w gge éﬁ&‘}‘ﬁpﬁed above in Exanple 1 in a
reglnen of the subject inventiaon wherein the first
Trigljarm g wepmeperepio¥ided vith commeagpllgtvrilghlesiipsihbisters of

MG (150 il Grop bty Rsbiestll BUSOTHE ARG Siraiibh @
usBién betandagd ﬂ:fglrmri. b$ dpysoofipiledse; Bollowiedby armafgs pitl e mgod;

68 pills. EXAMPLE 5 - exploratory conparative trial An
open | abel, five-arm randoni zed, group conparative,

Hﬂla}rh(ﬁs Woﬁ{entafé Rovided k’wﬁiﬂ dirnest 77"'101@1’\)@!%@ Bidlls E&ﬂ&nﬁfg 150

the comercial 'y available oral contraceptive
mmogrem@ désogestrisharad 30 mgcrmmme&md @ﬁn@l@e@MPE 1 a magthly

reglmen 0 o %%Et 1Iel€/ent10X wherein the first pill of a cycle is taken on the 5% of
each month (m+4) and the last pill is taken on the first of the following month (m).

Trial arm C: women are provided with a bottle of 74 Marvelon pills containing 150
micrograms desogestrel and 30 micrograms ethinyl estradiol to be used in a monthly
regimen of the subject invention wherein first pill of a cycle is taken on the 6™ of each

month (y+5), last pill is taken on the first of the following month (y).

Trial arm D: women are provided with a bottle of 71 Marvelon pills containing 150
micrograms desogestrel and 30 micrograms ethinyl estradiol to be used in a monthly
regimen of the subject invention wherein the first pill of a cycle is taken on the 7% of

each month (z+6) and the last pill is taken on the first of the following month (z).

Trial arm E: women are provided with a bottle of 68 Marvelon pills containing 150

micrograms desogestrel and 30 micrograms ethinyl estradiol to be used in a monthly
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estradiol is carried out versus the standard 21/7

reginmen in healthy fenmal e volunteers. Contraceptive
webdoeasssy3 vagi nal bl eeding characteristics, sPEPUS2006/023382

conpl i ance, andacceptability of these different

hl
e vt ST okt SRR B S PRRLE ok 1 PR R e
eab ARhtD gvip e the lanslll 4day@edrsthe firsagftha folloReng indathab).
screening participate in the trial for one year, i.e.

13 treatnment cycles for the standard 21/7 regi nen or

Ao TR P AR It el TR 4GP Rl el angat
6,19 iral 12am0hiAs ovaiPeematte disoouiinietomn Atthe sumaﬁmg' wikit,ysubjects

s of rvelon

aj l abl e strips/blist
P%Vd%@?c{a ala%gﬁbe@glpgleﬁﬁaﬂalvsﬂ@ mné?raa@ahxﬂ@%l ﬁpﬁwnecologwal
ays of
S RHiRAR k) i RO Diofog A PR Acecodicfly®, 2
emnmﬂlomnarﬁelepentﬁl qilﬂﬂlﬂllladsﬁld\m\’ﬂdlt n iIItdltudIE cbrﬁmé&?éafety laboratory
Mar vel an(r ills.containing.,l m cro
teatsp Geeppi aﬁﬁﬂ@%ﬂ%ﬁ*@r%@r e od TN etel 3t Vit blgod
pléSREe hitl Bo RN Bhodard BEAHRIA. Aftrdnb@aotdPliRGE0Und VBN s @8ment of
mhereln thé fIrSthI|| of a cycle is taken on the 5th

ergforedinH tlmglmeﬁs [srmeny rrmdoattser@emag ambxepbawctaﬁeamn YOWr-t he

%c?ore p r épgsgesfa(r)? k:g @g}et ou% 1&)’%‘ Rfi rr{}%{i%ﬂflglql?ss O or

MOLH) l&ir@tmegq@@lcm@m%ﬁmn@agage Siitj&dts BafereIBe start of study
m crograns, ethinyl estradiol to be used in a nont hl"[¥1
6f

tregtmenie At qaeh sivdy SisHjapd if 4 ProEHICYHIS sHpRected uping &ie taal. |
oérl:uf:ﬂél‘féeec)fi aﬁv&@g gvrbn%rﬁnhpﬁer 1§ste tE)f ?Brtxcﬁgrﬁ?xé{ﬁﬁgﬁlbat(c%ﬁé }ecoh%ﬁt

aken on the st o oW n
th'fmu@butathextr[ﬁl Vigieal beeéding pattérde aind/wdnliplmnhmstrécmdﬁd oh diary
rvelon pills containing 150 m crograns desogestrel

30 micrograns ethinyl estradiol to be used in a
nmonthly regi men of the subject invention wherein the
first pill of a cycle is taken on the 7th of each

EMHL@ZGFG) and the last pill is taken on the first of

Saih Er an% efﬁcacerlnP m+£l gvherem m=1

An open-label two-arm, randomized, group-comparative, multicenter trial is carried
out to investigate contraceptive efficacy, vaginal bleeding characteristics, compliance,
safety and acceptability with the same oral contraceptive pill as used in the examples
above in a regimen of the subject invention wherein the first pill of a cycle is taken on
each 5™ (m-+4) of the month and the last pill is taken on the 1°* (m) of the following

month versus the standard 21/7 regimen.

Thousand three-hundred and thirty (1330) healthy premenopausal women between 18

and 40 years of age at the time of screening participate in the trial for one year, i.e. 13
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Trial armE: wonen are provided with a bottle of 68

Marvel on pills containing 150 m crograns desogestrel
w@r@638835n3 cr ograns et hi nyl estradiol to be useRCT/HSH06/023382

nnnthlyreginen of the subject invention wherein the

first ta t f
Bl Fhtes o p s F 2L hER £ T2 SRR B Pfyesgpen
of fhe siitgbdt @wiengomont h (p). Assessments occur at

screening (wWthin one nonth before starting treatnent)

-and at 3 6, 9 and 12 nonths or at premature

ening visit, subjects
Tﬂ%%@ nggLKQ Hgﬁﬁwseﬁéﬁ&{gglcal hlstory and under go
and necol o exan1 tlon clu
TP Sy PR B HES ARG o ORS anat S YRfeks of
waﬂ@rﬂ@so @rﬁ@rogfa@ng&l@@%ﬁs@a a@ﬂ 30 hﬁcfo@@émésétldﬂyl tiadiiol) th Be
addition, clinical safety |laboratory test

are
ussdrin o sieaderd regimen oh2 hgaysrd vl usehiolleived by affidaxs pillrfee pariod;
all study visits, blood pressure and body wei ght are
measured. A transvaginal ul trasound for assessnent of

MR B s B SB PS
chrddiamgl 50 ﬁlﬁ@(ﬁﬁ’f@h‘@ ldesdgasthl ap 8@ ARErb gﬁ{nstethlﬁ%r&:@ﬁ&ml&o 1;@ used

nmm or nore ri nary pregnancy test is perfornmed by
insuppetblysegiatesod therabisetdpyengpn stherpin the &istt pahis takgn Oééhﬂﬁ of
TR I BUPFTRNE S SSRER S U A
concomtant nedication is recorded thr oughout t he

trial. Vaginal bleeding patterns an | i ance
ASEERHOBHT o sarepiog . lneoymnéh Be fg S n&ﬁaatgferlﬁéaéﬁt 3

619 hfd 12%01%5@ or %ﬁf&rﬁétﬁre‘ﬁﬂcoﬁﬁn&@i%ﬁ Agdse |sc11e¥ﬁ:in§(/f§it subJects

Tandom zed conparative, nulticenter trti al
poaideinealicl anct gynenvlegtcalglasterycamdtund@gptal pheysigflfand @w@cologlcal

vaqi nal di ng characteri anc ety

R R A R DR (T g R B P
efinkihatR®s UBE thel Rl & cRORIBi Sepaiey & the1a3t sted viein 1afaddifien,

subj ect invention wherein the first pill of a cycle is
cliriged gafely laboratory test is performed at screening and at the end of treatment. At
all study visits, blood pressure and body weight is measured. Urinary pregnancy test
is performed by the subjects before the start of study treatment, at each study visit and
if a pregnancy is suspected during the trial. The occurrence of adverse events and the

use of concomitant medication is recorded throughout the trial. Vaginal bleeding

patterns and compliance are recorded on diary cards.

The investigated regimen is found to result in very high compliance in comparison to

the standard 21/7 regimen.

EXAMPLE 7
Safety and efficacy trial y, y+5 whereiny =1
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each 5° (m+4) of the nonth and the last pill is taken
on the 1st (m of the follow ng nonth versus the
w@@adassad 21/ 7 regi nen. Thousand t hr ee- hundr edPEmuS2006/023382
thirty (1330) healthy prenmenopausal wonen between 18
and 4 ears of the tine of.scre
AR apei-iabfire s RESpMed; Pyp-BRefuls Hif
aslBh &Rt IR Bk artiyle 688 chied bﬁﬁoﬁh‘@e@,ﬂgdtél c&itfa@eﬁtﬁ/@leﬂﬁ@cwvak&al
nmonths for the nmonthly regi nen of the subject
blperiemehavarcterities, womplianpeesafity ﬂ@lfb@lcqeﬂﬁblhtwﬂb the sy pa:

T A |
B AR AT A R ed, S DB
s@@sﬁagﬁsﬁmﬂ wiadein38e fiise pidigs aiken esidhi 61y (ly+6pé ftheinonih 4nd be

SpmA b 65 0Bt ek mpiRanth pessiybe Hgwereret Alregpifnplial arm

B R BT RE B Gl GRSl Diniorozrams
deangesgel mdcfi(ngrc&@amt bihinyl eﬂmﬂrcﬂ.dl ol to be used in a
mont hly regi nen of the subject invention wherein the
first pill is taken on the 5 of each nonth (mt4) and
Thd'Bivb@hied 'réém'eﬁ id RKRDtPRsEING Yeby Bilsh @bmplighck $h b&Wb&on to
month (N ; sessnments occur at screening (wthin one
thewtantardefl Gregstear t i ng treatnent) and at 3, 6, 9 and 12
nont hs or at premature discontinuation. At the
screening visit, subjects provide nedical and
ESWMPPE®i cal history and undergo a physical and
Q‘ynecol ogi cal exam nation, including cervical
Salptyoinsksft ICﬁPBrérlthﬂFééNhe&% Zgyhecol ogi cal exami nati ons

v g _ t
iy ggrﬁ Fa%ef:two é %hﬁé&h;&o@f’i nﬁl@gﬁ%{l fnﬂltl&{ﬁ? T (:EI?% egsre;}tlally
ad mmbeﬂ lﬁ @xfamphseijls ahrried oaet ingestipate abnttdneptarecbfﬁéacy, vaginal
tr atnent. At all udy visits, bloo
?fg% GRaraieristis, comBLifes Sty o §og5Pe@, Ewish ﬁ%ﬁm%ml
meﬁgﬁ}%&%gnt?é/cef)tli‘\?e H Rk 86 Bin IdaRtpfesti 8IS I%Bﬁthﬂf reSinéyof the

atnent, at” each study visit and |f a pregnancy is
subjrspavertibrduhdéreig théErst p111alls takphsadc B Lz nefihe fnoadvmds e

NN T A

arm B is provided with a bottle of 71 Marvelon® pills containingl150 micrograms

1ceenger trial essentially

desogestrel and 30 micrograms ethinyl estradiol.

The investigated regimen is found to result in very high compliance in comparison to

the standard 21/7 regimen.

EXAMPLE 9

Safety and efficacy trial p, p+7 wherein p=1

An open-label two-arm, randomized, group-comparative, multicenter trial essentially
as described in Example 6 is carried out to investigate contraceptive efficacy, vaginal

bleeding characteristics, compliance, safety and acceptability with the same oral
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patterns and conpliance are recorded on diary cards.

The investigated reginen is found to result in very
wh@h/18530pl | ance i n conparison to the standar dPCLIF2006/023382

regi men. EXAMPLE 7 Safety and efficacy trial y, y+5

wh i = 1An - | I - domi zed, .
PGS S SHEIEP A PR AP P 15] MODCONE Ry gt the
subRRE friveRshd Whiérsanié RrsBpillSis eeh ech BUlz+bpof thy gohitgaide

contraceptive ef fi cacy, vagi nal bl eedin

stopreddle bt (3 of the, folbowipk inzontle versusfthe 9taadﬁdg abdepgigsn THgl arm

b ek OPRRMRE RS BB Gy bt

d&bBdsasl addBoaRidreRamb ethaiyh edthididli rst pill is taken each
6th (y+5) of the nonth and stopped the 1st (y) of the
follow ng nonth versus the standard 21/7 regi nen.

TSR P Pea e AP dibinehPhish Sofiplidthe in comparison t

thd emadadn 6 regimder30 mi crograns et hi nyl estradiol. The
investigated reginmen is found to result in very high
conpliance in conparison to the standard 21/7 reginmen
EXAMPLE 8 Safety and efficacy trial z, z+6 wherein z =
1 An open-|abel two-arm random zed,
group-conparative, nulticenter trial essentially as
described in Exanple 6 is carried out to investigate
contraceptive efficacy, vagi nal bl eeding
characteristics, conpliance, safety and acceptability

Wi th the sane oral nonophasic contraceptive pill as
used in Exanples 1-5 in a nonthly regi nen of the
subj ect invention wherein the first pill is taken each

7th (z+6) of the nonth and stopped the 1st (z) of the
follow ng nonth versus the standard 21/ 7 regi nen.
Trial armB is provided with a bottle of 7 1

Marvel on(r) pills containingl 50 m crograns
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desogestrel and 30 m crograns ethinyl estradiol. The
investigated reginen is found to result in very high

W@ vpl1388nEe i n conpari son to the standard 21/ 7PCEYBI0061023382
EXAMPLE 9 Safety and efficacy trial p, p+7 wherein p =
1 An open-|abel two-arm random zed,
group-conparative, nulticenter trial essentially as

CLABMScribed in Exanple 6 is carried out to investigate

contraceptive efficacy, vagi nal bl eeding _
characteristics, conpliance, safety and acceptability
1 A Bndii SYaHimeh a0 e AR ORIAShGorCARIch 36RpBLita¢e Pill as
used in Exanples 1-5 in a nmonthly reginen of the

subj & tadimivistering a negnephisic erabconttaeptive Hbsags ubikece edayh

7th (z+6)..0f the nmonth and stopped the 1st é t he.
fol | owi Sggdﬁﬂ%ﬂ? RS ERe Q= @nar 3t ARG uISndmions sl nirica
Trial afars i of the fliodlest mbhth; andoottl e of 68

Mar vel or'nﬂgr% pills contal ni ngi 50 mi crograns desogestr el
and §0 net edy dernathamepppkastorasal contraceptive desege ighinetie
regi nmen..i t ull R 5y high conpliance in
compar ﬁgﬂ(r)r?}e Cgl gegb%%‘g%galrnd aE(T/ﬁé% égi nen. CLAIMS 1. A
metvitein Ofn” nEuImM Ertuahtste oM ioathefpdrh AR AMtidolhes einplid method is
(id) adni ni st.e ingf a nO{)hasi ¢ oral contraceptive

d gge@ge%h?atm e 1T YAGASE Y YIS on nunerical date

"mt4' of a nonth continuously until nunerical date 'm
of the followi ng nonth; and (N) not adm nistering the

2 nohopttasliof humah fenale cacteptptivn wWhishgemprises: i n t he

numeyf.{ cal .dates between ‘'m_ and 'nm+4'; wherein 'm is

a nu r;ﬁ%glé 1St81§f‘%a8?°n8p%ﬂﬁ (Hal?(i%‘ff?(fpﬂe dergesimt enge "‘i‘#?é’
et hod stastineoeaimetioal a6 ry-e8 oPHindn® citinh8@% ultMumerical

cycles. 2. A nethod of human fenal e contraception
whi ch ¢8| ekihe following month; and

(i) not administering the monophasic oral contraceptive dosage unit in the

numerical dates between ‘y’ and ‘y+5°;
wherein ‘y’ is a numerical date of a month from 1-23 and wherein the method is

repeatedly carried out for at least two cycles.

3. A method of human female contraception which comprises:

() administering a monophasic oral contraceptive dosage unit once a day
starting on numerical date ‘z+6’ of a month continuously until numerical
date ‘z’ of the following month; and

(i) not administering the monophasic oral contraceptive dosage unit in the
numerical dates between ‘z’ and ‘z+6

wherein ‘z’ is a nuﬁnerical date of a month from 1-22 and wherein the method is

repeatedly carried out for at least two cycles.
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(i) adm nistering a nonophasic oral contraceptive
dosage unit once a day starting on nunerical date 'y+5
WO 2@6/13850Dnt h conti nuously until nunerical datBCT/B552008/023382
t he foIIovvi ng nonth; and (ii) not adm ni sterin% t he
no, L BGER in the
4nu‘zrqnerl caI é‘g e{ﬂ&/ge yé%i‘ﬁgéﬁg%ﬁrgeelgn 'y' is a
nume(i) cadhnxﬂlaﬂcang)ﬁ neonoplmsie dralmn&adé@hwdbsw@eﬁﬁlt Bnddeday

t f at | east two
Cycl o5 SnGOH BTG ol SN oA EpYR pumrical
whi ch cappt §€§lefém(}Wl MRS h&l | ng a monophasi ¢ oral
contraceptive dosage uiit once a day starting on
nunetii) owt adtamtermgﬁhe xmfon@phmn bhal comtadeplmvesdt h QSa%lmd(imt 1)n the
nunerical dat.e ng non an i
not adrﬂmgf:%quaﬁeéb?ﬁ%ee @Bﬁ oral contraceptive

dosagdn Ystiib a nlmehSal @Wh%ﬂlnt}gﬂbﬁsl @FEH@%ﬂeran Il;j@ thod is
"z+6 wherein 'z' is a nunerical date of a nont rom
1roeatedly eavaedeout fotras lepsttvodyblss.r epeat edl y carried out
for at least two cycles.4. A nethod of human fenul e
contraception which conprises: (i) administering a
5. menoptediaccadial t6 oRimare Dﬂiek@i’n fRIAGRPHMIE 01%[‘ eéntrhcBiftWe
starting,on nunerical date 'r+7' of a nonth
c SAaEs uHitds yPikht i | nunerical date 'p' of the follow ng
nont h; and (U) not adm nistering the nonophasic oral
contraceptive dosage unit in the numerical dates
6.bét method 'apéording to pleitnsahé méierein fhic enophasicreral caliradeptive
a nmonth from.1-21 and . wherein the nethod is
rgﬁﬁf’@a}ty}s%ﬁ?g}ﬁgﬂﬂ%iﬁrwger“% | east two cycles. 5. A

met hod according to clainms 1-4 wherein the nmonophasic

oral contraceptive
7. A method according to claims 1-4 wherein the dosage unit comprises an estrogen

and a progestogen.

8. A method of claim 7 wherein the progestogen is desogestrel or etonogestrel and
the estrogen is estradiol or a salt thereof or an ester thereof or the estro gen is

ethinyl estradiol.

9. A method of claim 7 wherein the progestogen is nomegestrol acetate and the
estrogen is estradiol or a salt thereof or an ester thereof or the estrogen is ethinyl

estradiol.

10. A contraceptive kit for human female contraception which comprises a reservoir
containing monophasic oral contraceptive dosage units sufficient for at least any
two cycles of contraception, one dosage unit to be administered each day starting
on numerical date ‘m+4° of a month and stopping on numerical date ‘m’ of the

following month wherein ‘m’ is a numerical date of a month from 1-24.
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dosage unit is a pill. 6. A nethod according to clains
1-4 wherein the nonophasic oral contraceptive dosage
wairioh/18850R puff from a spray device. 7. A net hBdI/US2006/023382
according to clains 1-4 wherein the dosage unit
conprises an estrogen and a progestogen. 8. A nethod
of claim?7 wherein the progestogen is desogestrel or
1 et Arogerbptble kinfdr hingae fniadg eshtiaseg®hvadtioborBprises 8 dservoir
t hereof or an ester thereof or the estrogen is ethinyl
e stonEdfiBg mogophasitOrH sanistceptivs FRsPESWRtSeTFiGions for at least any
pr. ' e I : Ny o) '
e R S
estirogeatichisdagd hiHay bf @stonthdind|stoppbhg oh mmmdricalcdypd §w ef iet
for . .human femal e contraception ich conprj ses
oY g S Bone S8 ST 2 Gl Beerc T e
dosage units sufficient for at |east any two cycles of

contraception, one dosage unit to be admi nistered each
1242y contraceptivg kifonhwmei temhaleleandraception vdfictacorprises anghervoir

st opping on nynerical date '.m ,of the, follow nt h
SR G fon PR oo R o iR ore USRSRTIFTR: G oast ny
1-t24. chdles éf spnbEaRiOR! dneRiokide dn@rto Y ABMidi§BRHE @ach day starting
contraception which conprises a reservoir containi n&Ip

noopiResicel dsfaiztoet 3 menihtand stoppingga numarisalslatd z¢ pe

f : ) f
%ll%mg:l:‘@ﬁl% gtﬂ 1@&%‘% . 29111 erpcg,l ey {)j %&%Bé’lt %@?il%fon

dosage mnistered eac ay

nunerical date 'y+5" of a nonth and stopping on
uperical date 'y' of the follow ng mgnth wherein 'y' |

1§ K BRI LRS! Tk {AFAFFRIIGR Fiaeh COpprises & restrvoir

C QBh{aBEHPIhbNSHAE o ATcoMtARPLTEIRES: GRRLLARSR ifcs}lrat YhkChy

conpri ses a reservoir containi ng nonophasi c ora
c dworciclepof aoatrdempiige, aneidosageumititc be admingstermt chahadty staniing

L TR Bl 520 BT Bh R DB SR R a7 S the
following month wherein ‘p’ is a numerical date of a month from 1-21.

14. A kit according to claims 10-13 wherein the dosage unit is a pill.

15. A kit according to claims 10-13 wherein the dosage unit is a puff from a spray

device.

16. A kit according to claims 10-13 wherein the dosage unit comprises an estrogen

and a progestogen.
17. A kit of claim 16 wherein the progestogen is desogestrel or etonogestrel and the

estrogen is estradiol or a salt thereof or an ester thereof or the estrogen is ethinyl

estradiol.
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on nunerical date 'z+6' of a nonth and stopping on
nunmerical date 'z' of the follow ng nonth wherein 'z’
WO g00a/18850®r i cal date of a nonth from 1-22. 13.P@T/US2006/023382
contraceptive kit for human femal e contracepti on which
18CANBY 6S8RAmP § RREEN IS pro@EkeR i orTEBROPEIAR biatednd the estrogen
contraceptive dosage units sufficient for at |east any
t isestrydibles achlt dumeatae epestartherentordbe e gemist ethiylsstradiol.
adm ni stered each day starting on nunerical date 'p+7
of a nonth and stopping on nunerical date 'p' of the
19f Al AeRUAJRP s YHRIA ForhiRkBictegifion S AreBetiBik comhindatdilgf a
month from 1-21. 14. A kit according to clainms 10-13
whrenephasicrrsal ¢ostaepspiive doshge wnitsicomprizing chogsing GREGWFIERUIY

to cl ai 10-1 er.el LE ] f

PR Qug o PP 2 TadBaRRE ML aloBuf aPHsmplfeRCh

WhgE oh RvHiicadidgisRaetidNbfla QA dob SR Smitrs sistayogepparmidatarting

progestogen. 17. A kit of claim 16 wherein the

prépindsishen of & derage yais agadn Ty daysdalhestrel and the

estrogen is estradiol or a salt thereof or an ester

thereof or the estrogen is ethinyl estradiol.18. A kit
2001\ relnddder dgten forai dostdeareginmydst ogservos contrmgesdailyl

acetate and the estrogen is estradiol or a.salt .

¢ FOP@BHasisOrah POBHREP Y ILaBT VR RPrSLE BaRIRE CediisAT

estihdiR Hate b? a ot FbRIED3, SH BRI nO6S Be ARMAE Qs FRMUFRRiCal
for a reservoir containing daily nonophasic oral

c date pacdpch sdmidiagen offd daslyclonaseiwitig alorrys sioppedomd starting
articylar n rical t f th f 1- 24,
P iraisesttRiie ObF Sohe® hofAestn Bee B IRS et | ool date on

whi ch administration of a daily dosage unit is always
stopped and starting admnistration of a dosag&iunit

21a daticmindsy sysieny o adaspge tpgimen frppToepIr soataping dily,
d | ; 31 G0k b particut
BRIl S50 O SO B e prtclr
c homsficy dewefpandntic fibar 1-22, independent of the month, as the numerical

date on which administration of a daily dosage unit is always stopped and starting

administration of a dosage unit again six days later.

22. A reminder system for a dosage regimen for a reservoir containing daily
monophasic oral contraceptive dosage units comprising choosing one particular
numerical date of a month from 1-21, independent of the month, as the numerical
date on which administration of a daily dosage unit is always stopped and starting

administration of a dosage unit again seven days later.

23. A reminder system according to claims 19-22 wherein the dosage unit is a pill.

24. A reminder system according to claims 19-22 wherein the dosage unit is a puff

from a spray device.
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nunmerical date of a nonth from 1-23, independent of
the nonth, as the nunerical date on which

w@diensssns ati on of a daily dosage unit is al wapST/US2006/023382
stopped and starting adm ni stration of a dosage unit
again five days later. 21. A rem nder systemfor a
dosage reginmen for a reservoir containing daily

2aoh cpniEadepti v raBimeswheseio hoimenead esaainistdral fooapefisédng

ch I i.cul ar nuperj.cal date . of a nonth from
g 8@%@‘%@@#‘ g e s O Sied Nicl e e isaipoR D the
omuatibet bf derags ofl thehioath Afwidck el ycldesaggedni t s

al ways stopped and starting adm nistration of a dosage

unit again six days later. 22. A rem nder systemfor a
dosage reginen for a reservoir containing daily
nonophasi ¢ oral contraceptive dosage units conpri sing
choosi ng one particular nunerical date of a nmonth from
1-21, independent of the nonth, as the nunerical date
on which admnistration of a daily dosage unit is

al ways stopped and starting adm ni stration of a dosage
unit again seven days later. 23. A rem nder system
according to clainms 19-22 wherein the dosage unit is a
pill. 24. A rem nder system according to clainms 19-22
wherein the dosage unit is a puff froma spray
device.5. A contraceptive regi men wherein hornones are
adm ni stered for a defined duration, characterized in
that cycle duration varies such as to correspond wth
t he nunber of the days of the nonth in which the cycle
is started.

23



