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NEW REG MENS FOR CONTROLLED DRUG DELI VERY DEVI CES FOR
CONTRACEPTI ON The present invention relates mainly to

woOheo7iooedssl of fenmal e reproductive nedicine, an#CTmS2006/023383

particular to human fenal e contraception. The present
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of controlled drug debi\yRNCEEMORES to achieve
contraception or to Trealt and/or prevent ot her hornone

cycl e-dependent indications such as dysnenorrhoea,
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nst rua [ he devel.opnent of. contrac pt.i ves.

sucl 3 St Sl s e REE o e Bo ptgtacns and
prefRBthal spidraie M. f | xed day of a week, e g. a Sunday,

a Monday etc. Another result thereof is that patient

packs with identical content and form (such as oral
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regRsPHR BT onto thy 197449 BYPIGYe fsaninel 6ysle dnide deyplopment of
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det er m ned by 'y i’ntake of activé ingre
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21 pedEhigs) cah Ok PRstiabed WhicR inHueh berdQ¥bsosic ptddaslion SRIRAMS
devi ces, etc. used for achieving contraception are

andiclnmrihe Hser freacgiitre hatits nesdadifoecnsistegt seif-administiatiomof the

tablets for contraception.

With evolving technology and new methods of drug delivery, the cycle is no longer
determined by daily intake of active ingredients but by determinants of the drug

delivery device or system itself.

Controlled drug delivery devices are known in the art. For example, vaginal rings,
implants, patches, hormonal intra-uterine devices (IUDs), spray devices, etc. used for
achieving contraception are known in the art. For example a vaginal ringis a

controlled drug delivery device for a complete cycle.

EP 876 815 discloses the only commercially available vaginal ring (Nuvaring®) for
contraception which is designed for the simultaneous release of a progestogenic

steroid compound and an estrogenic steroid compound.
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controlled drug delivery device for a conplete cycle.
EP 876 815 di scloses the only commercially avail able

woagi7vaissgi ng (Nuvaring(r)) for contracepti on wrOTAIS2008/023383

desi gned for the sinultaneous rel ease of a

pr ogest ogeni ¢ steroid conpound and an estrogenic

steroi d conpound. Nuvari ng conprises 11.7 ny
Nuedringogmspruisels (1 hepstenbgrtirel (releasedfat @. BROofig. |38rmeper 24

hqurs), 2.7. et hinyl .estyradiol (r sed at r at
hous$s 6-10is e eSS S SRRy 2o and
ethfIRROVMYBLcetaldiboolyiignt regimen for this vaginal ring

Is that It is inserted for 2 1 days and then renoved

for a period of one week (7 days) to permt vagi na

bl eedi.ng.. After .the week.to. gl |l.aw.for j N
The G Ageinien 811 TeERe e gl ISt Ralef 2 feys and then
rem638d Tar b HeHb@\of dRie GRRk(ACRPE) PNpdrmit Pasimne tectpiFnl Bfter the
cyclus or cyclusses. The di sadvantage of such a i
wegketyi #Haw oy Yaginal plecdiaga pew riggip insertedinte thenfsmal engagina to
Ay ' woman has to
prol R TadePibi Hine BB (R0 oL 58finsd IO o e over
fromthe day of insertion and then to renenber to

insert a new ring when 7 days are over. These cruci al
Thegfatasiagnal sHetva remee it glﬁ%ﬁﬂswaes faaYY PgH, Q) Fqupea s many

moHRh8SH 8 Fér'Bich Eﬁ% uSBAR) Snard fiasdo WOBRLESBRYEE Ethe ring
ring on January 1, then a newring has to be inserted

whem?2 ) daysaary ogerdfron therdoy of irsgriion aod thrarto agnyer@iger tohinsestva new

LI i, 1.l then have to be. | nsert on February 5 whi
ring iy Py HE R Hay hosocmigil BRBtRG oA e (Pt B
on Bffferent ldhtek SadH @6, FbAéxahipld, $f AlivbidagUbhol & X8LPoh Tafilery 1,

of these dates. As a result thereof sone wonen forget

thep @ nepsiég hagrig bgAnseeph o Jammarnyr 8 ppdugmayed aggipen Japgeh2Hna
i . . ) _ :
nev, B3 il e P SRR R SNBSS Tl O %
renfoyat ve Reheiary 2@ pticr etcepltiiv elefisthet # igdiffdaltlid Kédgldack off these
woul d be desirable to have a regi nen ich maiptains .
gt aej%ﬂﬁfti e pos SRREPEE CAPEG MU BBORE Nsirare in
tim@H R8RS Flilkivg ™ udited pregnancies.

Even though devices are available to help women remember to start and remove their
contraceptive (see e.g. EP 1257244), it would be desirable to have a regimen which
maintains contraceptive effect and which also reminds a woman automatically of the
crucial dates, thereby avoiding the risk of a woman forgetting to remove a ring (or

other dosage form) or insert a new ring (or other dosage form) and becoming

pregnant.

The subject invention now provides for new regimens for the administration of
contraceptive dosage forms (and for the administration of dosage forms to treat and/or

prevent other cycle-dependent indications), resulting in improved compliance while
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cruci al dates, thereby avoiding the risk of a woman

forgetting to renove a ring (or other dosage forn) or
wone®roisasnew ring (or other dosage forn) and PeTwseowg023383

pregnant. The subject invention now provides for new

maitginiignsorfiaceptive dfedci sThiatinphovell aPlaA6S R k®led by the
doswge forms (and for the adm nistration of dosage

Cpalber%aélan ohAtlleatt tye dosage formpeds d,ﬁﬁ@leé hdl@pledmmgt at least

It
oot AEEL! 5l RESH, G IPEQHR SO ROGS s,
leastotlhpISBcanﬂeidsSgeefwrhl e 1tbyuttdm§> at Usust bee0ad desuEdi Bk o walild
| east, two dosa}ge forns as_defi ned herei n_duri ng at

nof' by WeOk ya| enplingrat i hsaethesr &9 rbtannihei efiect afsimproved
coﬁﬁl"i‘eﬁfc@ th‘!"'f&rf&hf)ﬁh? c@ﬂﬂ?nﬁiuﬁ{ 0! e%@t @o fsa o% gi%g{“l }sha:p ?r%ﬁl%&ge

dosage form Wthout any at east sec
one woul d not have to | ook at oorrpl i ance. Therefore to

obtain.the e r.0 an t he
TnP B8 seitnars GhE Phrati s BRI e bEnERl faume il baveioaly
12 BefS a0t 84 dfposetS tRRYeT BGINBAY 277 tdgnpisesent
i nvention further result in that wonen wll have only

12 periods a year as opposed to thlrteen in standard
r dru ver. evi c do no
Cog&élgesd e e co%?ggél RS ? Pm}?ro 8% hﬁec Ofl%fal%ts g‘y@%l 5104 &
of ﬂmdaturm:mn The prsas éfvientiVier &051o IO S ﬂt'cﬂﬁy bPpovIENS
facility by providing reginens which are

regipRTSTIF &R 16y CYIENIFE b 1eyeradsyales o eed dacitian |b@herwbte
ﬂe}ﬁ'ﬁ@ 8lefduatioR! BhEN D) aast AVERh s F]h-elepﬁ)pﬁﬂgﬁteaﬁg%étgeetgth

has fhe inportant advantage to user
useab@iut Fiquisiron, bewasssstars srair emanal dfanimv@e fofm asditaalgye

ed.i.n the regi 0 ubj ect |nvet|on|
re G AARE Syifst B infis PR oA RGN trrnenth
Thﬁshchel ivEiioh RoRIR\thidESont@bepfive %giﬁle%@ltd es B?Hor{’fﬁ)n\%‘" th
ycles of hornone administration for cycle

adnél‘ﬁ}%sérﬁl@lhﬁof defiaed metdurﬁ@n&)ﬂeﬁetmuﬂ!awdn ﬂuxﬁ@pys vary o obeher
to Jﬁ%ﬁ%&%ﬁﬁg\ﬁ I;}M%n%@r c;fl?ﬁypo'ﬂgg [ %lgnc%aga o%tl{)lfn vtvl?eh ﬁae cycle %

'S S
starting.

Both “month” and “calendar month” as used herein means any month, i.e. January,
February, March, April, May, June, July, August, September, October, November, or

December.

A “numerical date” as used herein is any existent date of a month. For example,
January has 31 numerical dates. January 1, January 2, January 3 etc. etc. February
has 28 or 29 numerical dates; March has 31 numerical dates; April has 30 numerical

dates, etc.
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Both "nonth" and "cal endar nonth" as used herein neans

any nonth, i.e. January, February, Mrch, April, My,
woung/00ksBy, August, Sept enber, COctober, NovenBer/US2006/023383

Decenber. A "nunerical date" as used herein is any

“Ckd s @88d ahesudfjec idtRAtidh i 1s R A @ %P Bhe dARVETOf hAHayS bf

numeri cal dates. Januarx , January 2, January 3 efc.
the gaanth meibhlglaﬂy ek ip gaved. Journgreeycbathertds eémnmﬁhklhas
umer |

sty (or BETR] bERlec LG 4 Wi 038 pERe WA R Bl B

exaflipl@licoele ®fhidthie stuueb et J@ladyhe3 dayys; @tydlo Qhiannt kaitéd in
which the cycle is started. During a cycle there is a

Febganrpisis araadi days 69@?@9@117@@ ‘b‘éﬂ*h%dt ig e leaptysay el notaheycle which
is s%%@ngflgl’af&qg 3 P'a (cggle Q\%éht ?l{’tga ﬂ{ &gé{ﬂs)zo da ?sr etsgletc In

cIe anuar

additays a ccle ytihe subiecthinventish w zt pattiblrcifcisfleaeyts Méheéé&h e 29
d dependi ng on whet her. is a leap year _or. not; a
g? vERIE Aoy st Wi dnsiees s t%tiwdla? ot th degage dorm.

In d’f@ércc@ chiiplRtcht @ﬁiclb 'E)f é@éﬂté wh el%%oglﬁ)fﬁe le%lg mc?éa@e deBrease,
|t|on a cycle of the subject invention is
lncmas*et dgain aoil detreassfageing atvemenanast nomhletdw lenshisvd mkls sfthe
mma<¥§nan increase and decrease due to the use of the
8% BB'fornl In order to conplete the circle of events
wherei n hornone | evels increase, decrease, increase
B ain and decrease again, a worman nust conpl ete at
Stilrgaét as\bsedy bpteH @Roanp cappbiang) corf Bsating Sprrany nethemdorm of

con#’ﬁ@e%ﬁb? Bﬁgﬂﬁr&ﬁ@&ﬁlcﬁpﬂﬁhﬁg Hin. FQPS{&AC;J“? pHchB¥re Qb8Ld and

ntraceptive or farraceu
ringschng ms@tadat i on.  For exanpl e, patches are applied and
rings are inserted. "Renoving" as used herein neans
renmovi ng or tearing or any other formof renoval of a

“R&@ﬂ/‘iﬂgf’%@ RiséV RerBin RBAISTRGEHLE R lteagiﬁg%g %ﬂr St} f(FrH{ of removal
exanpl e, a vaginal ring is renoved and a patch is
of a gemiraceptive or pharmaceutical dosage form. For example, a vaginal ring is

removed and a patch is torn.

A dosage form as used herein means a controlled release drug delivery device such as

a vaginal ring or a patch.

A patch (a transdermal system) as used herein can be any (contraceptive) patch of any
type, e.g. a matrix type, a reservoir type, a patch with multiple layers or a patch in
which the drug is present in the adhesive as long as the patch that is used has

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

The only commercially available contraceptive patch currently on the market is
Evra®. The Evra® patch however contains active ingredients sufficient for only one

week of contraception, i.e. not for an entire cycle as defined herein.
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A dosage form as used herein nmeans a controll ed
rel ease drug delivery device such as a vaginal ring or

we 2pEtooiess A pat ch (a transdermal system as usedThse®sn23383

can be any (contraceptive) patch of any type, e.g. a

matrix type, a reservoir type, a patch with nultiple

| ayers or a patch in which the drug is present in the
A watiedi veg as Usehdiersin tdae patoh (coattacktives edghak ring such as

sutficient active.ingredient(s), for at .le 0
Nugifingshy BE SBEReh RS STy comiercPaf| P auin agredi6s,
PCTEHO5A52 P89, US DAIXH63; woenyd1 9 etdzeorar ket is

Evra(r). The Evra(r) patch however contains active

ingredients sufficient for only one week of

t] | . for._an.entire cyc as defined
A BEBLESRER, L0y b o 10T BANEPLHAS ffGSe Oy StAAS
progesogenhage pirhbigdtionaghabf. r it Neays betoradly NMINA i@l btheF active
. vagi nal ings,sug%gas described in WO 2004/ 103336,
ingefoneng asAntiggicreldals, ndo a0dpyitaningeic02015, EP887074.

A dosage formuseful in the subject invention may

conpri se an estrogen, a progestogen or conbinations
Proghstogenf as ited nteeyein pan dreahdyy saitabte popesogenotsher aadkiogestrel,

¢ iqg;eqi nts s%%% as antj-mcrohials, folic acid,

SRR oS I LVORESHIEh Ji B ShQie g et ioBtRy Reslogienge hoprggestrol

acefid, { B8loedll BVEFIRABRE, oSHEN oS HRAAEE M Bln-steroidal compound
_etonogestrel, 1evonorgestrel, norgestinate,

with pregefesenioitivity.gest odene, nonegestrol acetate,

di enogest, drospirenone, or any other steroidal or

non- st eroi dal conpound with progestogenic activity.
TheTestrogsiic ogapundes npediicteRsScandRthnl 8uRible 6a&FgHL (A4l thereof

suitﬁgle estrogen (or _salt thereof or ester thereof),

or efierhthgeoBs i pstragialy pytiol, pacstrangl Andagthinyl-estradiol or any
oth& Bkt &SToh&tkrSlialUst:BEN \Qﬁfl‘ Eltropefitc %b@xﬂéf or

non-steroi dal estrogenw th estrogenic dactivity. In a
speci fic enbodi nent of the subject invention, the

in e8P e i S B RRRL BrioR B goto o & cilogetael. n

another embodiment, the progestogen is nomegestrol acetate.

In one embodiment of the subject invention the estrogen is ethinyl estradiol. In
another embodiment, the estrogen is estradiol or an ester thereof or a salt thereof,

such as estradiol hemi-hydrate.

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

estradiol or a salt thereof or an ester thereof.

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

estrogen is estradiol or a salt thereof or an ester thereof.
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In one enbodi nent of the subject invention the
estrogen is ethinyl estradiol m another enbodi nent,

woOheo7@eiss®gen i s estradi ol or an ester thereof POT/US2006/023383
salt thereof, such as estradiol hem -hydrate. In a

In 8 geeifid entsodacitméitiprogdito goh RORGHIRESTE] bisd BleRRAgRE S el
and the estrogen is ethinyl estradiol or a salt

esqaa&lé’ﬁfiS@Fﬂlﬁﬁ(’@g‘t%%fﬁﬁ@?%@ﬁﬁ I n anot her specific
enbodi nent, the progestogen is nonmegestrol acetate and
the estrogen is estradiol or a salt thereof or an

In astler spérdfieahbddimantsthe prddestogabizdiofRéstrol hkdtate and the
rogestogen is_etonogestrel and the estrogen is

eStg’gﬁ‘?%t]&‘gyﬂffSt%dlg It thereof or an ester thereof. In
anot her specific enbodi nent, the progestogen is
nonmegestrol acetate and the estrogen is ethinyl

As gsed hatéio) botisnonstedimheal phase’ bod thormone-fres piosell is plpasse’ (or

a ".harnmone-free phase..is hase (or, period. or
et or G Dk SuBE pE b o RS o
adm ni stered. As used herein, 'hornonal phase' is a

phase (or_period or int erval/8 during a cycle in which
As Hegdrhsiieis, ‘Rpenenshplfise’tis peliaseAoyperiadalr intervgl) dugug 2 eydlaen

Whﬁ}ﬂ%ﬁﬁ?#g%%%ggﬁw conpri se one or nore

conpar conpartnent may conprise one or

nore | ayers. Such vaginal ring can be nade of any
A mat erj al sui tEFfb,I e to ke such dosage forns. For

SRERAl ding, Yse yive the 1FEPICEt ANYRALIOR e BNAY n CORBIATE ©NAQO% Haore
corh on . | .
e o A comtbol Rl RofiPrig Ve BPRORRIGL Such vagina
ring peay brameda ofaly meserjal suitdhleate rhakw stielndodaye fininy e Fbyéangple, a

polgxgglﬁg El?agte%a\élngé( ll%%(f &1223%@(&13:?% ﬁ}r{:ggﬁc’\}en 1(?11 ¥r§a{y| ?nx %plg(’:iple be any
theioplasic polinge o2 REs®ING leri® BEIHIET? phhthReSREChde QE%) as

enbodi nment, et hél ene-vi nyl acet at e copol ymer (poly-
low ¢ dgagdly whplypthylsne onefbylenevinylagetaiel aponolymeter eolé.sﬂqxlaae,

polwr@ﬁlﬁné] Wcrﬁa!ltg Hd s@f@ﬁe@%adikgga%ﬂe copolymers. In a specific
embodiment, ethylene-vinylacetate copolymer (poly-EVA) is used which is
commercially available under e.g. the trade names: Elvax, Evatane, Lupolen,

Movriton, Ultrathene, Ateva and Vestypar.

Thus, improved compliance is enabled by using a method of human female
contraception wherein a dosage form is started on numerical date ‘n+3’ of any month
and removed on numerical date ‘n’ of the following month wherein ‘n’ is the
numerical date of a month from 1-25 independent of which month and wherein the
method is repeatedly carried out for at least two cycles. When using this method, the

non-hormonal phase is a period of no longer than 4 days.
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Movriton, Utrathene, Ateva and Vestypar. Thus,
i nproved conpliance is enabled by using a nethod of

wauanamoisssal e contracepti on wherein a dosage f BCmUISS006/023383

started on nunerical date 'n+3" of any nonth and

Thiseipte vedo Bomphaict Galalwat@bld bPfusingea fradtheMoh hufAt Amale
wherein 'n' Is the nunerical date of a nonth from 1-25

. n . .
coptrpgepimdeiareipf dosrgerfomn it Hierted pnivaresical dase nired’ 98 @ny month
d iadiout.f0 t en
o SOREHELY AR S B 00T M GhER o e
numtricad datengfes mohtnfrdmdiag4 inkkbsndentpo Owhithanoarh iadd Gehetesn the

| so enabl ed by using a nethod of hunan fenal e
mefhogis aw&a@ﬁ%%% %oraat&%ba@ $35ish Wehegugingdhis gpethod, the

noﬁlﬁaﬁﬁdxﬁg#hﬂéﬁseaﬁégbﬂ'ofm% 16 thand renoved on

numeri c date 0 ol Tow ng nonth wherein 'ni
is the nunerical date of a nonth from 1-24 independent

of. whi ch nmonth and rein e met.hod is_repeatedly
T e tr e gpoa s et R RIFCyE RS Amehonsit i fmale
corltRcBRbn Witdeil QNtodsSeBAAls fRAREd SurferR@l HAH Pf5° R® any month
| onger than 5 days. This i n&goved conpliance is

and gernpead emaiinesgicbl detsi Wy of thetfebawiofes mentin whereih 8y° is the

; ptd .0 ef.ei a formis,staried,o .
LA AR EDMIELE 2 IRSPRBRIEE bR ShB0A il Pheein
methodds repahtedigtaarried oudffort d1geakOivioOmichg. Wikith lusidaehigintethod, the

is the punerical ,dgte of a npnth from 1-23 i1 ndependent
norsﬁownehpl}?émsrﬁ%ﬁw Wik ep danget han fdered i s repeatedly

carried out for at |east tw cycles. Wien using this

nmet hod, the non-hornonal phase is a period of no
Thisomgeeveadneompliabay ds adtiitionaltyp eoabéell dbypngslinganceethed of female

addi tionall nabl ed, b i n t hod of . femal e hunan
oo Bl T h e e Rt i At wndrigef G o o any
mofRthR{d efloved b nusisfcal UateRY of MHBLDI SRE g BHRY OFheRin 7 is the

nunerical date 'z' of the follow ng nonth wherein is

nurpefécah datsrqfamonthy Sorafl-22 insispendenionh whizh moendle padh adwreimthe

e . ' t I §nl.epeat edl
RSP RO 00 S0 O D! SRS by o
nomykdnadhal phaee is a period of no longer than 7 days.

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

embodiment, the method is used for at least three cycles.

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.
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non- hornonal phase is a period of no |onger than 7
days. The nethod of the subject invention can be used
woano7anesaunber of cycles starting with at | eaBCTIUS2006/023383

cycles, i.e. for two, three, four, five, six, etc.
Comphhrﬁs 1sl thua @pblidf by teeriied NG, wohen T’Bﬁhh&ﬂ)obé aUp@ficular
for st three cycles. In the nethods of
nur&%‘?&a ;9? mmopth Waichshe dags alh%%mnumber o eeopsnbasn 410 this

dasP RS Goshed el {IE Qmﬁ/s e ré}%ve‘c‘lo I:%)t 0es c%gg% Fsgﬁxggl{fﬁned

phase on and 1's cons ant
duningnthb periocho§ pirttecetmneandependenabf therfb@dhattﬁﬁé Bor@gibnia bR is

b S ect ipvention, ovarian suppression
not ‘?V‘PBEt ba%?vé%mge SV BeIEEhihe ABtorDay q.l%laﬁﬁaxsrﬂoaﬁtﬁ@dbeawaen
nmhmscertaln cases even inproved. Conpliance is thus

enabl ed by the fact that a wonan can choose a .
particul ar nunerical date of the nonth which she finds

h da h
T 50 ST gt e D osten oEPHBCHR 6i0%at  Rodpei 41y

nuri@idal it betwdei i 105, indepRaetd waficleapithacept i on
i ndependent of the fact that the hornonal phase i s not

const ant bet ween nonths, whereas the non hor nona

j ths, Thus r exa
r%&%(%ﬁ%e’, 2}1&?&% to?@llie Qx%hmess‘\gnn%glgcagneag st of relnbe 1. ZIH);ﬂat
exampher incal(n,dat3d Ibgﬂnwmea viorZin, chicodepandemt 1Qfi.eWktieChirst of the

he f ft th tl
moff" K, TR AREEC Rt iigien CHeReCDreath ALpINg the ot (s’
nuniefi2hl da89b BB mdtYO TRP LRI 88e 4Mof faﬂu?'g? the 4G F elt)lli]l?rgd the

,first of the nont'h. Then, t’he dosage mis 1 nser
4 ehegte. etechThe dogheyp fofm tiféhemoretoved ma3sachirer dgabf the
e - sy

T T

Thedwsmgﬁ roov MisSoriletas rerevesiban Raghhmd twé hufRyicaf datt&eeach
gxanpl e, the 1st of January, the 1st of

mo&ﬁﬁ}a%l}y&etlh énd dhe Hi ingdspendentof th@m@nthméthmg}mpt higviting the
subfggtglﬁvﬁﬁ oh tﬂé‘}%’tc{ ‘Assﬁlﬁﬁﬁéf’%%{ tﬂerh%sggae%n%\qg stl?aﬂe on %ﬁe fou?‘tﬁ‘ietfay

of the month at the same time as it has been removed on the first day of the month,
the duration of the hormonal phase is:

- 25 days in February

- 26 days in February of a leap year

- 27 days in April, June, September, November

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

Within the same assumption, the duration of the hormone free phase is constant and
lasfs 3 days . If the time of the day of insertion (start) is not the same time of the day
of removal then the hormone free phase can be longer up to a maximum of 4 days
when e.g. the woman removes the dosage form at 00.01 hours on the first of the

month and inserts (starts) a new dosage form at 23.59 hours on the fourth day of the
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nonth, nanely the 1st and the 4th independent of the
nmont h. Al though not limting the subject invention
woher@mwss assun ng that the dosage formis staPCeaSM6/023383
the fourth day of the nonth at the sane tinme as it has
molntte Thog nn\the suitjedt e athbtestn, 83) REinidhe tHORShont MRee interval is
duragion of the hornpnal phase is: - 25 days in
betpsph rdrdpys butgoflanger thardifatiary of a | eap year - 27
days in April, June, Septenber, Novenber - 28 days in
January, March, May, July, August, Cctober, Decenber
Fomexdmpie,t Wiens bokings stumebinpiete (m-ldagr)laydaﬂ @taﬁtindg heJ anuarfy and
hor none free phase is constant an asts 3 days . |
oSSR 0% R T 5 rSef A 6 e AU 4 ¢ ear’s mowih e same
timSQ8 R Hab BBenQembled 8@¥heOtirst SRR e ﬁh@&i@lﬁoﬂﬁfﬂmmﬁ (L6+3)
phase can be |longer up to & maxi num o ays en
regemen eachaaondnieas a lrmpes fiehgedod ale ddysrami abrHéhedinkinistrstion
irst of the nonth and inserts (starts) a new
da}%@é%@"‘%@rm at 23.59 hours on the fourth day of

tHemoik:  (TAps, | Mayt heuubragt %%W_F"S% { M.0d*+3)Nov | Dec
regit tlhe nelfreelintefva |s%e1v\zeen 3-4 days

12Y8)
B noA8 | orlfer tHan #2@ays$28 For 28xanplie, |wBen |I250ki |28

nd
(]

at—a conptete(non-teap)—year—starti-ng—+n—Jandary—an

assum ng that the dosage formis inserted on the

Thé ooticept Waymiddr foacte (NER4RL(y! hes)sarezt L8 @ginhdnshas a (m,
een_remved on the first day of the fol 'ow ng nonth,

mrHehesginnep, Ehehprmanefrep phasedn atdaash 41en butmedongd dharohdays, in
R 1 0dinaf r ) Al i %}a

O PR Ar o) B AN ORARAS SO Bl Bhetdf¥ Sers

and(ip a (3,45) sagiinérg thek@monedieaphsse ik at laast Bidapsrt dodghger than

the hornone-free phase is at |east 4 days but no

7d?}f§nger than 5 days, in a (y, y+5) regi nen, the hornone

free phase is at |east 5 days but no | onger than 6
days and in a (z, z+6) reginen, the hornone-free phase
A yegimen [ofdbe sbital Snyrmtionohdsonigdaast bwm advantages: First of all,

compliance is enabled because it is much easier to remember, for a woman using a
particular dosage form, that on a particular day of any month she has to remove (stop)
the dosage form and 3, 4, 5 or 6 days later (depending on the regimen she chooses),
resulting also in a fixed numerical date of any month, she has to insert (start) a dosage
form. 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 period; in other words, a regimen of the subject

invention maintains or in certain cases even improves ovarian suppression.

The subject invention also envisages a contraceptive kit for human female
contraception which comprises at least two dosage forms, each dosage form to be

used in one of two sequential cycles, and each dosage form to be started on numerical
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7 days. A reginen of the subject invention has at
| east two advantages: First of all, conpliance is
weneleskecause it is nuch easier to renenber PCTAIS2@6/023383
woman using a particular dosage form that on a
datparitd’ ofih arontteandatmanyd ermirherfdabdhie s’ tof tHeeoNYWingIhemh
ht he dpsage formand 3, 4, 5 or 6 days |ater (depending
WIREHY Relsy W@Waléﬁée%ﬁ?dﬁg’é@)ﬂoméﬁiti ng also in a fixed
nuneri cal date of any nonth, she has to insert (start)
a dosage form Secondly, a reginmen of the subject
The snbgaet inyantainsadsonaivishgésrescontracaprivokie SortHuemanfpaessi on
f follicular devel gpnment due to_the | onger in-situ
confapeagian hicH GompEi R 6t iR orER sasboRer FsREOPEee
use@ @ bRlof thid seGHRHa VLIS and h&DHJREE RimthBe SHREEEA numerical

invention maintains or in certain cases even | nproves
datgyyat4 21 agogiph esdiesoved he numisiiea aterimé of therfoldwing month

e

contracepti on east two dosage
forns, each dosage formto be used in one of two
uential  cycles, and each dosage formto be started

Se . b .
Theo%ﬁlﬂfﬁﬁhw Pritondfyrteer ipvodves grcontragsitive kih friemendeman
. . 'n'  aof f ' th wherein ''n'
oo Skl K101 ALt BILRREE 1
used iverst dfowoab@mnial wyslag end @achodusagcfont ity Be Khtted O nivdB@dnl

femal e.contraception which conprise t |east, two
datey5q ggf?’ES‘PPr@, aﬂ@é?}ﬂ‘)%?&@éﬁ&lﬂ?%ﬂﬁ% o ai Oﬁ@@éolilqwﬁ@mﬁh,
whdr¥ ‘§e@ Ushidefbal et 9 m&hf earnogdosage formto be

started on nunerical date 'm4' of a nonth and renoved
on nunerical date 'm of the follow ng nonth wherein

‘m.- s )i ate qf a nth fr -24. The
The $ibickSpPeilehl fRhal il So ROk iy B o Bl oels
confraceptiomaviichesaipsis&i ldasiiptdosipetbingd) cStsh LB rmto be
uSe(Least two dosage fornms, each dosage formto be used in

Reonsrofi sepighien cyeres @pé pach dosaae Terme Fo brosaites dromymerdcal
{ - 1 1 ¢
dated?e+61 GF £ 60 tR An B HIRScS gkgtnea{egpa%g@t ﬁgéfftg? @m%gaﬁ%ﬁ%,

renoved on nuneri cal
wherein ‘z’ is a numerical date of a month from 1-22.

A contraceptive kit of the subject invention can be provided for any number of
months starting with a kit for at least two cycles, i.e., a kit for two, three, four, five,
six, etc. cycles. If the kit is for example for three months, then of course each dosage
form is to be used in one of three sequential cycles; if the kit is for example for four =

months, then each dosage form is to be used in one of four cycles, etc.

The subject invention also provides a reminder system for a dosage regimen
comprising choosing one particular numerical date of a month from 1-25,
independent of the month, as the numerical date on which a dosage form is always

removed and always starting a new dosage form three days later.
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wherein 'y' is a nunerical date of a nonth from 1-23.

The subject invention additionally provides a
woani7reacsspt i ve kit for human femal e contracept POWUSRI06/023383

conprises at | east two dosage forns, each dosage form

to be used in one of two sequential cycles, and each

Thd8R50¢ AL B Be SLALLEd on BHTer cal dal e e e @

corfsHi i@y HYR SIR 1B parto@kLininerical date Bf NHFRA f idate of a
month from 1-22. A contraceptive kit of e subj ect

indppapgentiad ﬁhq:laﬁnvbeaqcth@wme@caﬂ date anwlnchrtbécvsagé fommrit h]svays

fo east t cI es, i. a
renﬁlt\/@&%ﬁ 91%‘% E]tfaﬁmgane?vo Orsagef‘ilo %O%rlci%\io cycl es If
the kit is for exanple for three rmnths "then of

rse. each dosage formis to be used in one of three
Th%%g’ ifshinvantion addgionally invplyeg Mem@dﬁrcﬂyst@maﬁopa dosage rdgimen

confBEuhob 150 8P AR AU Sl A RANIERT 112, 07 o

four Tcycl es; I hventl
1ndaoe|némt rod gre mynth,eem tﬁ@nuraeru:tras a@e ofi agmﬂwdas@g@fohﬁl i$1¥ways

one ticula date of a nonth from
remfv ; 41%?%?5%?{(8‘2{% AgeW gfng Vﬁga?t’sn]éteﬁunerl cal date
on which a dosage formis al vvays renoved and al ways

starting a new dosage formthree days |ater. The
Thesyyhj e@thmemmlmm ovides desminder |S$ﬁgesfmaa dc&ager@gtmay stem

conilsyft oA hE P Bl RPRHsH % S Ror ot 24
1nd¢mdé¢m nﬂ&mmmhtdaehmnﬁéhcaa@até b@Wth&% o RhEs Afrays
dosage formis al ways renoved al ways
femQY%ff M@’dwéy Hting aagw dosran Py pixgayslateit er . The
subj ect invention additionally involves a rem nder
system for a dosage regi nen conprising choosi ng one
The@bleptﬂm/m‘tlonwﬂwrancahp&tadisea @htracapoint PegimenfotadBsage form of
nont h, as.the nunerical date on

e ende
the R Yo S b BTG o R PGV G i ag iy aton,
chagbRFikéde tﬁatnﬁa\bmesa&%&ﬁ R du¥R aél ﬁyc%nle%ﬁ - ‘withfhe number
subj ect invention al so provides a rem ystem
of tlgp %&5, gé glerr@@}th@hwhmh the cycle was started. The deﬁned duratlon can be
any number of months starting with at least two months, i.e. two, three, four, five, six,

etc. 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- pharmacodynamic trial: n, n+3 wherein n = 1

An open-label randomized, comparative pharmacodynamic trial is carried out during
the months February, March and April with a commercially available contraceptive
vaginal ring (Nuvaring®) in a monthly regimen of the subject invention wherein the

ring is inserted on each 4™ of the month (n+3) and then removed on the first (n) of the

11
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conpri sing choosing one particular nunerical date of a

month from 1-22, independent of the nonth, as the
wauneroocas date on which a dosage formis al wapeT/US2006/023383

renmoved and al ways starting a new dosage form six days

folloati®g montheyesdil tiRCitaddaMETIyT eogirabs OTlEH aIMA&GSEE] Gut in healthy
contraceptive regjinmen for. a dosage form of the subject

fempale senisers dhassessihneffastsme Sheareginaliing indbis meatlflp regimen on
[ 2
o B ORI 0 SRALTASEL BE oL, el i EEA G
standard b7 degrmennf the nonth in which the cycle was
started. The defined duration can be any nunber of
nmonths starting with at |east two nonths, i.e. two,

F oxtetﬂgﬁﬁ hed1BYF preﬁﬂél’{ ausill Yromfh GetwBRA 1 B Snd 4o g@ar§ Bf ;3% sé.t Cchﬁ]téme

odiment,” th efined duration is thrée non
of sereppogtpairtinipaie irotheitsal florthive treatasnt cypdet. i n t he
foll ow ng exanpl es which are not in any way intended
tolimt the scope of the invention as clained.
Th&EXOMeh Breldivilla s eR6 YRRADE ial bind and trifB3mB e TRANarh A udes
An open-1abel randomzed, conparative p.har_macod%/nam c
thetviepizpl ting iowirgithe gtandard regimemwhensin the ringts warnyfor Rbhdeys
ri j t rGi vaj le .contraceptive
fOl@%Fﬁgla’r?a grS 'usézjlﬁl ng(?['ﬂ%l %ﬁr%gu%%gntﬁgflygl?@gén lﬁagfsglfl}%
of the Emg'fectt iveneoh mﬁler(etmm;e eing ésl ihﬁerfédmgcﬂ g gﬁlﬁ&fﬂhﬁ @hc]gml gach
4t h_of _t he nont n+3) ~and then renoved on the first
ren(c}‘()edS?Cht%é?‘éﬂﬂQfﬁ%@lwm&#nwhsus the standard 21/7
reginmen. This trial is carried out in healthy fenale
vol unteers to assess the effects of the vaginal ring
Thien titrtes 8 wrshtshiun estgilivk (E2)Progestdrame (Prichl iand FSH is measured
ar macodynam cs) versus the effectg on ovarian .
onct RS BAR G RoNEY sohBivPiate Aot Authy SR ofgolosical
exdi@adtionVis PArSIER BEPAWERENIMS BRDatiRS WRIEST thdtRal AR &eass of
age at the tinme of screening participate in the trial
cytplogy isfiheekadrab sereeting.cycl es. The women are divided into
two groups trial armA and trial armB. Trial armA
uses the vaginal ring follow ng the standard regi men
EXMMPEE®R the ring is worn for 2 1 days

pharmacodynamic trial m, m+4 wherein m=1

An open-label randomized, comparative pharmacodynamic trial essentially as
described above in Example 1 is carried out in a monthly regimen of the subject
invention wherein the ring is inserted on each 5™ of the month (m+4) and then removed

on the first (m) of the following month versus the standard 21/7 regimen.

EXAMPLE 3 ‘
pharmacodynamic trial y, y+5 wherein y =1
An open-label randomized, comparative pharmacodynamic trial essentially as

described above in Example 1 is carried out in a monthly regimen of the subject

12
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followed by a 7 day ring-free period. Trial arm B uses
the vaginal ring in a reginen of the subject invention

woher@orssshe ring is inserted each 4 day of thecmmwstde/023383

and renoved each first day of the foll ow ng nonth.

invéitiopevterdi® theaingde lnsertedsn @sh 626t Bk nldal) (y+55 ﬁgﬁﬁéﬁfeﬁ{b@ed
Ong}] LH and FSH iis neasured and a transvagi nal

erfirs{{¥haidh soRRREmpsthesrsp g stmdardR1fhyesingert. and
gynecol ogi cal exami nation is carried out at screening
and at the end of treatnent and cervical cytology is
EXAMPKED at screeni ng EXAMPLE 2 pharmacodynam c tri al
é wherein m= 1 An open-| abel random zed,
ph?fé‘i‘ﬂf& WA tHaLs 226 sehekelRizc=1ri al essentially as
A SR PR, BT B aRREEL Bl Bt s 1
despliﬂmg abgvd indxatopl lois celamki oBtin aoﬁoxtthlg reginieh of the4jibjastd

he fo h
i B R Sl Bl e
on 1hB &kI1eA) O YO 16w infgl BbntH veﬂéﬁéth%%h&éxﬂ M /Frefink¥h.
open-| abel randonized, conparative phar macodynani ¢
trial essentially as descri bed above in Example 1 is

E H'JE%.—O rgtﬁy\'}szpélr%m{ en Of the

subj ecti nven |on |ng is inserted on each

An 6pén label five-amntixddnyiz&), gesi cohparati @eMBECcRTEr tig withrd
re éééFOf th foI owi ng nmonth versus the standard 21/7

AEFPSCERANPERMPISH Ar a8 drigrme thersiaarard, 21é74lsgimen is
cardBS R Wwith ZhsamABnRRE R all ?Q&%laﬁl@@ @H&lzcg ac ﬁ%
esc ove

phar macodynam c trial essential
inv¢stig®e diffsrent mOII@llscmgmlw of thte subjeet mmmtlhh ¥n Ineatthyrfmats

ol S 58 Sk, bUES! LS50,

eac
and acceptability of these different monthly regimes is assessed compared to the

standard 21/7 regimen.

Five hundred (500) healthy premenopausal women between 18 and 40 years of age at
the time of screening participate in the trial for one year, i.e. for 12 months for the
regimens of the subject invention or for 13 treatment cycles for the standard 21/7

regimen.

The women are divided into five (5) groups:

Trial arm A: standard regimen, 21 days of ring use, followed by a 7 days ring-free

period;

Trial arm B: monthly regimen of the subject invention wherein the ring is inserted the
4™ of each month (n+3) and removed on the first of the following month (n); (3-4 days
ring-free period) ;

13
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on the first (z) of the follow ng nonth versus the

standard 21/7 regi men. EXAMPLE 5 - exploratory
woaopgawesgsve trial An open | abel five-arm randomiusems/023383

group conparative, nulticenter trial with the reginens

as described in Examples 1, 2, 3 and 4 versus the

[7 re rrled o] wth the s
Tﬂ%&%ﬁg}a %fr ?I} g@ﬂ%@éﬁ&? e B fheiting if ms@ftttdoon
the 'Sﬁ‘6$§£dh9ﬁ$rﬁh ghi4)ene dmarabhlie fsetﬁ‘ﬂ%ﬁoﬁkga@%tg@ Si

i nvention in healthy femal e vol unteers
dayerrmgffmpewb)gu nal bl eedi ng characteristics, safety,

conpl i ance, and acceptability of these di fferent

nmonthly reginmes is assessed conpared to the standard

Trid bl :@800ER regih¥Eo O SlitHskt (R onRBRILiR YheFHr%n@ ﬁfé@@é@@ﬁ

wanen bet ween 18 and 40 years of age at the tine of

the § c oéeafhipenta bt askiemoved embetl | p’éthe fgltovdng n;peaQT ) (5-6.
¢ﬂ$%5§%%:g%9%$3 for the regimens of the subject

for 13 treatnent cycles for the standard
21/ 7 reginmen. The wonen are divided into five (5)

rou s: Trlal arn1@ standard reginen, 2 1 days of
Tﬂaﬁ thipTeeEmaPLiske sybreckiayention whersinthe sagiipaserd o
‘Ih | 3
e e E?CR‘H?‘H B or ¢ ARl 1) 7 days
ring-fregeraddl r enoved on the first of the follow ng nonth
(n); (3-4 days ring-free period) ;Trial armC nonthly
regi men of the subject invention wherein the ring is
Assess@intedle 0itribd utht Berbéni £2 &R Bh@m()ﬁﬂh@ef(ﬁfe drabEIIYEHM O

the 1st of the follow ng nmonth (m (4-5 days ring- free

and gk 3 ©d) andTiraenthy on abprqwmrﬁld}scpetgma’e@n dft thhrecremingeisit,
o EBURARO RIS 15 IR i PR B0y M o
gynéailb givalregaminatibn, (ydludibg Gemcal cytology. The physical and
gynecological examinations are repeated at the last study visit. In addition, clinical
safety laboratory tests are performed at screening and at the end of treatment. At all
study visits, blood pressure and body weight is measured. A transvaginal ultrasound
for assessment of endometrial thickness is performed at screening and repeated after
one year. Endometrial biopsies are taken if the double layer endometrial thickness is
10 mm or more. Urinary pregnancy tests are performed by the subjects before the
start of study treatment, at each study visit aﬁd if a pregnancy is suspected during the
trial. The occurrence of adverse events and the use of concomitant medication are
recorded throughout the trial. Vaginal bleeding patterns and compliance are recorded

on diary cards.

EXAMPLE 6

Safety and efficacy trial n, n+3, wherein n=1
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days ring-free period); Trial armE nonthly regi nen
of the subject invention wherein the ring is inserted

wonod7lve1888h of each nonth (z+6) and renpoved onPCHAISI®E/023383

~-0f . the foll.ow.ng month (z)(6-7 days ring-free period).
bt bel oot BhalRi g ot he-apga e rmioqirthitlns omeed
t® tivestiRtOs Rt il tead at 3. 6. 9 and. 12
o nmont hzb%r at p‘tﬁ%ﬁg{: g%&%?g% n{ﬂik)ln%ég | %l.ar%{entgw‘és’ comf)jhance,
safefy pad acosptabilisy with shemametvagipabrngles wediug BkarAsles 1-5 in a

[ hi st or nd undergo a physical and
moSBIES! Ghe SR IRteiTii WG I Hek Bapvredpach 4° ()
of thy tnohthand r&hevéivash ¢aln bzt ' 1 0RS

re.repeated at the Igg?ﬁgﬁ%{}@%@sgﬂt%&ﬁXelgg%ﬁeig%&ﬁ?ara
21/@}‘%@% safety laboratory tests are performed at
screening and at the end of treatnent. At all study
visits, blood pressure and body weight is neasured. A
Thouszndshegituatired lahd d8ay (1630 Pheattss PeaABDaRh SOSLTBL-al 18
i ckness is ger,forrred at screening and repeat ed aFter

andg"ﬂé/ei‘zféé) agERdBHHDE OAFCIenGRRPasticinnte 1o tedriali for onveyedn bl for
12 théMBs inoR6 8P b tﬁﬂu@@ﬁ%ﬁgﬁ%&@bﬁw %{Wﬁ Iél%l?[scygrglf g%[gﬁ/e

pregnancy tests are p
standprd 2d{Aregiron. st udy treatment, at each study visit and
if a pregnancy is suspected during the trial. The

occurrence of adverse events and the use of

: The@ﬂjmmréaﬁlidddﬁﬂﬂ&%g%ﬁﬁs:recorded t hroughout the

trial. Vaginal bleeding patterns and conpliance are
Trial @BOANSTH QBmeh A cibRE H %&%M’ Qe Aty and. ef ficacy
trial n, n+3, ﬁv\%rgcrﬂgi A e op}éeg}rg?na%;ﬁt% O g use,

folloxtedipy antidays pétng-freo (ip- bampaedteeyperiodyl ti center tri al

is carried out to investigate contraceptive efficacy,

vagi nal bl eedi ng characteristics, conpliance, safety
.Wth the sane vaginal ring as used

. and accept abi | it
Tﬂ%ﬁ@@ﬁ 8‘1:9“1‘2113’_&?‘}?113?% IRl eegien obthesiieds ibjeatien
wheiefMB8 g & ARHE oA ' Jtiehh hSnh 5 e5H 5 A5 4L td £53)

the following month (n) (3-4 days ring-free period) ;

Assessments are carried out at screening (within one month before starting treatment)
and at 3, 6, 9 and 12 months or at premature discontinuation. At the screening visit,
subjects provide medical and gynecological history and undergo a physical and
gynecological examination, including cervical cytology. The physical and
gynecological examinations and the cervical cytology are repeated at the last study
visit. In addition, clinical safety laboratory test are performed at screening and at the

end of treatment. At all study visits, blood pressure and body weight are 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
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of the nonth and renoved each 1st (n) of the follow ng
mont h versus the standard 21/7 regi nen. Thousand

wohoe@oisssadred and thirty (1330) heal t hy prenmeropass@b/023383

.. wonen between.18 and 40 years of age at the tinme of
hraughestha irida¥ egioalfueedinigpatténes and edmpliance iserey@ded ori diary
carfi® 12 rmonths in the regimens of the subject invention
or for 13 treatnment cycles for the standard 21/7
regi men. The wonen are divided into two (2) groups:
Trial arm A, 330 wonen participate in a standard
The wyestiggtediregimendnipsne fo seppingeey high lchmpliendeyin gorpatizgs to

th (g{ 5 f .(i.e. hornmone-free) period; Trial arm B:
6168813%%é%§%g§1}cipate in a nmonthly regi men of the

subj ect invention wherein the ring is inserted on the

4 ach nonth (n+3) and renoved on the first of
EX{AﬁI@Pth?eowi ng nonth (n) (3-4 days ring-free period) ;
Sa E‘ﬁc%rt?fa?npﬂ{-lf4'\?ﬂer9ﬁﬁtma—11tscr eening (within one

month before stafting treatment) and at 3, 6, 9 and 12
Angpen-febebiwoatrnp rawetuized, gosg-oohpaative, omultidintdr higal essentially

eni.ng._vi sjt,. subj ects provi.de nedi cal  and _
as d;é}g/%rgbg II% gﬁglgpiehq gtceﬁriyg aHbto d]ﬁ\@ép%aée gorg)@}(;gptbvg ef%qg@y, vaginal
bleglifiectoh @érisaks, @3 Aplifi] @oty hiteAWEhABIHEEHWh @ same vaginal

. cytology. The physical and gynecol ogi cal exam nati ons
ringgiisedh &1 Bxampleal -Sdp asnandyly semer pbthe subjatt invratibastherein

. . Visid naddic | clinical saf daborat ory
the AR mtertblsep b PRt el SO by s B b BREP S
followemtmenth vedtis tHel stamtiard\2 1 ¥ 8jingen. bl 0od pressure and

body wei ght are neasured. Urinary pregnancy test is
performed by the subjects before the start of study

The ih®&ki I8l ' pols d
Ty el B! i Yy ¥ Lo B B BB G o

the gipedard 24fdeginenuse of conconitant nedication is
recor dedt hroughout the trial. Vaginal bleeding
patterns and conpliance is recorded on diary cards.

EXAMPLE 8

Safety and efficacy trial y, y+5 wherein y = 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 vaginal
ring as used in Examples 1-5 in a monthly regimen of the subject invention wherein
the ring is inserted each 6™ (y+5) of the month and removed on the 1* (y) of the

following month versus the standard 21/7 regimen.

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

the standard 21/7 regimen.

EXAMPLE 9
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The investigated reginen is found to result in very
hi gh conpliance in conparison to the standard 21/7
woeni7reress EXAMPLE 7 Safety and efficacy trial RCTMS2006/023383
wherein m= 1 An open-|abel two-arm random zed,
Sa&ﬂbmpidﬁmpaﬁwblm@ﬁﬁnmhmbhﬁm%ér trial essentially as
e 6, is carried out to |nvestigate

AERETAERye- Bt SPMPnes, Bl i B iocnter il dSeaaty

as Gdyatiealie HxaiblR isCaRRdl cﬁtﬂﬁ)einv&@fg%)éoﬁt@éjcegﬁ{?@%@g’d})l ’vé%\jlnal
with the sane vagi nal ring as used in EX

blegding shapgjenistigh. eempbianqcheafetyioné ecceptabdity moﬂn tivk eare¢ Vegitmd

of...t he nD
ring a0l FRARHES ﬁ’éﬁ?%*}flérﬁtﬁlg(r Steaiht dl BRER R S iagn
thesrtrayisl asertedildach 78 gi-r@nf tHENRoAtAUES Fnitaed bntBYI YBY) of fhe
ound to result in ver hlgh conpliance in conparison
follogyipggonth yiserys thestandarded)y FriagimenAVPLE 8 Safety and
efficacy trial y, y+5 mhereln y = 1 An open-| abe
two-arm random zed, group-conparative, nulticenter
The mva$t1ge®é e‘tgunah lwfoasd teseult inedry highcanpliends ih So@@hridoado
the F q ves ate contraceptive efficacy, vaginal
nggﬁ]ﬁé eristics, conpliance, safety and
acceptablllty with the same vaginal ring as used in
Exanples 1-5 in a nonthly regi nen of the subject
i nvention wherein the ring is inserted each 6th (y+5)
of the nonth and renoved on the 1st (y) of the
foll owi ng nonth versus the standard 21/7 regi nen. The
investigated reginmen is found to result in very high
conpliance in conparison to the standard 21/ 7 reginmen
EXAVMPLE 9Safety and efficacy trial z, z+6 wherein z =
1
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An open-| abel two-arm random zed, group-conparative,
multicenter trial essentially as described in Exanple

WO 20/00e88i ed out to investigate contracepti vePCT/US2006/023383

efficacy, vagi nal bl eeding characteristics,
conpliance, safety and acceptability with the sane

CLAII\\/Iggi nal ring as used in Exanples 1-5 in a nonthly
—reginmen of the subject invention wherein the ring is

inserted each 7th (z+6) of the nonth and renoved on
the 1st (z) of the follow ng nonth versus the standard

- 21/ 7 pegpdahhunmefomaleeantigeension mddihnemprises sartidg halosage

res ' Fgh. l.iance in conparison to the

o1 atcr il LUAC- £OPRES RRA 4o} ERPRB B Shsbeudyrn on
f emahieedaih tatacepif the follineiy GOATS WEESinShaista fighRicHOERISE
formon nunerical date 'n+3 ' of a nmonth and renoving

t he 2 getyomdr % e whetsin themethedds repeatedly corsief ot Huihg
monids: (WaekEkH 'n' is a nunerical date of a nmonth from
1- 25 and erein the nethod is repeatedly carried out
for at least two cycles. 2. A nethod of human fenmal e

cont,r ac ion which conprises starting a dosage form
" on "S&i&f’h‘wﬁ eﬂ’rﬁf%&pn&ﬂcea?ﬂ%wgw BrriseroaTHES f Hasage

° e , ;
0S 888 JrofMRIRaTAHIE Fh €4 of4ah&hth Fha %g%ogﬂ%thg hl%%gtb ﬁ&}nr on_

month, wherein 'm is a nunerical
1- 2gvEericah e enn of the foltawiog nioth;, epleatie diny iscamurh@itabddte

f | les. 3. A d_of f enal
cont FLEbRtorh IRt Bt o BB Bress e Pty

on lwastewbcgdledate 'y+5' of a nmonth and renoving the
dosage formon nunerical date 'y' of the follow ng
nonth, wherein '"y'" is a nunerical date of a nonth from

. 1- 2R RAFoybEnBhdh f%ﬂl%leg@;(‘)'hgg&p.ﬁén {vﬁfbﬁ%gﬁl%hklescs?e[r{ihg g dgs%tge

for at least two cycl
form on numerical date ‘y+5” of a month and removing the dosage form on

numerical date ‘y’ of the following month, 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.
A method of human female contraception which comprises starting a dosage
form on numerical date ‘z+6’ of a month and removing the dosage form on

numerical date ‘z’ of the following month, wherein ‘z’ is a numerical date of a

month from 1-22 and wherein the method is repeatedly carried out for at least

two cycles.

A method according to claims 1-4 wherein the dosage form is a vaginal ring.

A method according to claims 1-4 wherein starting is vaginally administering.
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4. A method of human femal e contracepti on which
conprises starting a dosage formon nunerical date

wO26@00t888a nont h and renovi ng the dosage for NnPOWUS2006/023383

7.

10.

11.

12.

13.

14.

15.

nunerical .date 'z' of the follow ng nonth, wherein 'z
is &m ?C@aﬁdllt%@élasmsé-%h@rﬁmfth@gvs_ag@rawa aglatohei n
the nmethod is repeatedly carried out for at |east two
cycles. 5. A nmethod according to clains 1-4 wherein

t heAdoghgkactording to caimadihahertintle dsagd\fdiet d@prises an
according to clainms 1-4 wherein starting is vaginally
adnfSHP8T B API98esk08%Bt hod according to clains 1-4
wherein the dosage formis a patch. 8. A nethod
according to clainms 1-4 wherein the dosage form
conpmitlesl efivlant§ wheninhed peogpstograst egaogesel Adhé batgen

e Qi ahe FUinbraol B 4 el Reovgan et

est&fradiber eof or the estrogen is ethinyl estradiol.
10. A nethod of claim@8 wherein the progestogen is
nonmegestrol acetate and the estrogen is estradiol or a

sal f { thereof or the estrogen is
ot 1 AR ol SN RinThe OBk Seondt nomiFsrg TP eI, dndghe
whesserbgentib estchdid @€ a kgik theied f BRELeRr tRerbdtR MRPEADLELs

[ 2. A nethod according to clains 5 erein

mat er.i al .

thee%aﬁglafﬁféacg@rm conmpri ses one or nore compartnents.

13. A nethod according to claim12 wherein each

conpart ment conprises one or nore |ayers. 14. A

c orh medwdtacem dingtto Claim Bumtemeih eireed Bagofotmhaceatié ofa whi ch
at | east two dosage forns, each dosage form

fg é{nlsffggaaﬁ‘f]??a@ﬂéf'of two sequenti al

A method according to claims 5 wherein the dosage form comprises one or

more compartments.

A method according to claim 12 wherein each compartment comprises one or

more layers.

A contraceptive kit for human female contraception which comprises at least
two dosage forms, each dosage form to be used in one of two sequential
cycles and each dosage form to be started on numerical date ‘n+3’ of a month
and removed on numerical date ‘n’ of the following month wherein ‘n’ is a

numerical date of a month from 1-25.
A contraceptive kit for human female contraception which comprises at least

two dosage forms, each dosage form to be used in one of two sequential

cycles and each dosage form to be started on numerical date ‘m+4’ of a month
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cycl es and each dosage formto be started on nunerica
date 'n+3 ' of a nonth and renoved on nunerical date

wonbo7obigske foll ow ng nonth wherein 'n' is a nBOEMSZ@E/023383

date of a nonth from 1-25. 15. A contraceptive kit for
humaid fesipyied os srmesed gleleom’ wh fhetfollompeineenth athetebmn’ is a
t wo r d e formto be used in one
of P%%@%g&ét%to@imo%%ﬁgrgoggg each dosage formto be
started on nunerical date 'm4' of a nonthand renoved

on nunerical date 'm of the follow ng nonth wherein

16: 1y 4 confgagrphing ki dor hyamas fgmals cepiadepfierbythich zampriges atleast
con ' [ onL.r Lon i ch
comer 4GRS KA boch AL TR e S R GRaRER
t 0 byclessmd each dowagoforinno bs efytted bh alimeyedl dstednes af@inonth
dosa forn%to be st%rteq on nunerical date 'y+5' of a
ronf ! P VPE AB PRBreBfAl dattey | Qidhe tpllowingmogih, yhgren Y is a
f ol LoweRG aRALR . IS b/ 1-¥3. 1S a nunerical date of a
nmonth from 1-23. 17. A contraceptive kit for human
femal e contracepti on which conprises at |east two
dosage for h .dosage formto be used in one of

174 o A a i ebhs R BERE b e dibonter REicmopp R i least
st atwedosae B/ dacRloshat ornztbbe BEd & SRR HwE Bel iRV ed
on nunerical date 'z' of the follow ng nonth, wherein

' 7+ cyddesangd gagh desage Bamdo be startadon huhereal datez+G @f amonth
con ' ' Ic e 14-17 ich ,
COMLAPRBRN Y6y e ACR 8L P BB, AR o
cl anwrsericdl d8e ofiensinth frbwa ld2kage formis a vagi nal

ring. 20. A kit according to clains 14-17 wherein
starting is vaginally adm nistering. 21. A kit

; i A= i f i
18.aC Cﬁr&ihﬁgceﬁs%v&k@ h&%réiﬂ% a@clxyﬁsfﬁ:-ﬁz Whgh qe&gﬂ%? "fefbshol

patch. 22. kit according to clains 14-1

dostg@sf or m conpri ses an

19.  Akit according to claims 14-18 wherein the dosage form is a vaginal ring.
20.  Akitaccording to claims 14-17 wherein starting is vaginally administering.
21. Akit according to claims 14-18 wherein the dosage form is a patch.

22.  Akit according to claims 14-17 wherein the dosage form comprises an

estrogen and a progestogen.
23. Akitof claim 22 wherein the progestogen is etonogestrel and the estrogen is

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

estradiol.
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estrogen and a progestogen. 23. A kit of claim22

wherein the progestogen is etonogestrel and the
webmgerssi s estradi ol or a salt thereof or anPestse006/023383
..thereof or the_estrogen is ethinyl estradiol.24. A kit
240f & kit of daimplewbensin the progetiegands spmegestrohagiate amsl the

acetate and th stro is. estradigl or. a.salt .
herbieB ool d PliPunir §an Rt BorBhgtnRisrescnisy
est eailiydbstradfl. A kit according to clains 19 wherein
the dosage formis nmade of a thernoplastic material.
26. A kit according to clains 19 wherein the dosage
for ' o) r - I e 21, Ki t

25 cocarl Mo g o Risfe BB A0S is ffdo
comrergeslasicangteriator e | ayers. 28. A rem nder system
for a dosage regi nen conprising choosi ng one
particul ar nunerical date of a nonth from 1-25,

261 nd %plﬁf‘&%ﬂfdirg% to}é?ﬁm@g @t\xgheréri'ﬁ tﬁehﬁ)s%ﬁg %gingﬂgés%ng gr more

whi ch a dosa ormis ways reno tartin
newcaopateerior m t hree days later. 29. A reninder
system for a dosage regi men conprising choosing one
particul ar nunerical date of a nonth from 1-24,

271 ndapenstesidify toldEmM W Rereid BadiNEopHFRAd i RbmPAER 088 or more

whi ch a dosage formis always renpved and starting a
newla¥®Sage form four days later. 30. A reninder system
for a dosage regi nen conprising choosi ng one
particul ar nunerical date of a nonth from 1-23,

281 ndapemdieidt syatent f aduside, regigneh BmipriNiBgicbadsitkabde ifticular
whi ch a,d?aage forn1i§ almays renoved and starting a
newiumerical dat€ of a month from 1-25, independent of the month, as the

numerical date on which a dosage form is always removed and starting a new

dosage form three days later.

29.  Areminder system for a dosage regimen comprising choosing one particular
numerical date of a month from 1-24, independent of the month, as the
numerical date on which a dosage form is always removed and starting a new

dosage form four days later.

30. A reminder system for a dosage regimen comprising choosing one particular
numerical date of a month from 1-23, independent of the month, as the
numerical date on which a dosage form is always removed and starting a new

dosage form five days later.

31. A reminder system for a dosage regimen comprising choosing one particular

numerical date of a month from 1-22, independent of the month, as the
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dosage formfive days later. 31. A rem nder system for
a dosage regi nen conprising choosing one particular
wouneviocaB date of a nonth from 1-22, i ndependeat/usk006/023383
the nonth, as thenunerical date on which a dosage form
i s nimeysl dgaouedhicnaddetage formgs alwayeraased end starting amew
days | ater. 32.d A.rem nder system according to clains
28- SOSPEGIITSHI8e?§hsage formis a vaginal ring. 33.
A rem nder system according to clains 28-31 wherein
starting is vaginall%‘adninistering. 34. A rem nder,
32.5y s Aarmatsisen Bxbiany acevraihaiondains 28-311 whereiaithe deragelfsage a
5 formi.s %_gatch. 35. A contraceptive regi nen wherein
horﬁ%ﬂ%@ Afe administered for a defined duration,
characterized in that cycle duration varies such as to
correspond with the nunber of the days of the nonth_in
33.hi Arfersle gysten pecosding tedains@ 8-l whsentating ipeaginally
r egh R rding to claim35 wherein a defined
duration rs~at |east three nonths.

10 34, A reminder system according to claims 28-31 wherein the dosage form is a
patch.
35. A contraceptive regimen wherein hormones are administered for a defined

duration, characterized in that cycle duration varies such as to correspond with

15 the number of the days of the month in which the cycle is started.

36. A contraceptive regimen according to claim 35 wherein a defined duration is

at least three months.
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