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EXTENDED TRI PHASI C CONTRACEPTI VE REG MENS Cr oss
Reference to Rel ated Application This application

waeb@sossshe benefit under 35 U'S. . 19(e) of PCT/US2004/032497

provi sional application Serial No. 60/507,536, filed
on Cctober 1, 2003, which is incorporated herein in
its enti EXTENDED TRIPHASKC CONTRACE P ID RISIMENS
invention relates tTo extended cycle oral contraceptlive -
regi mens for nmenstruating females. Mre particularly,
the present inve tIOI. elatgs p- e Qen ed.mul ti-phasic
oral contracept i e Sciiim-im A Mhgestin and
an eSThl@g@ﬁhcaﬁ@ﬁ"égﬁxﬁyﬂﬂ b@ﬁeﬁthﬁd&ﬂmts org W(E) oﬂﬂ?@ﬁbl@nal
oral contraceptive reginens that conbine both
ﬁmﬁ@@@lﬁ Pereah dNoa A0/E8T,6 8 dhedaoreOkiobeml ,i2003 hehigh is. 1ncorporated

i call t hese conbi nati on-type products are
g%rﬁ\nrﬁlétfépté ¥%0 as to increase or decrease the dosage
of one or both of the conmponents over the nenstrual
cycle. A particular three-stage, or triphasic,
corrbi nati on-type oral F:iehlttrfatheb_wanem egi nmen is

k,ﬁ%ed b Ortho I\/t: Phar tlc I nc,. unde
t he : t@%ﬁ LG leicfa tCﬁetr?qepgve gelgg@f‘éls for

I

Bepktishs ??%%Eg‘ a“#?fedﬁ?gﬂaéfyﬁ?*?a%@%ﬁ%ﬁ% TR pilded
paiti-phasicerrededntraceptive regitags. coltaiirsing 8 pfoglebtived dyesarogen.
second stage, wherein a tablet containing 25 ng
ethinyl estradiol and 0.215 ng of norgestimate is
adm ni stered for seyapkANUfd of lhd NS ehfldf d stage of the
regi men, a tabl et co'm‘a%'r'rrg%‘rrg—erﬁrn estradi ol
and Ol\/mﬁﬁ}phg;smbram corgestitiva reimsnsitiad aumiﬁm bathfagrogstnemd an
days. er the three stages have been conpl eted, a
Bt @@b@eﬁ@ogm thestter Bapigeyy. ﬂg@%@ﬂ@&gﬁ@%f/@ﬂ Pradpdtoire
e B oPAER, IR Kod 7 (B BB drihe gomponents
oretr treahemeual cyeld. & parttieylamdhide- mmsbxrun@ham cemﬁfaheﬁttypa oral

occur follow ng.each cqnsecytive-day period, of horno
CRIeRFRAVE ZE5IBIST lﬁl@%@é&yéﬁﬁw@wg)@bwwutwals Inc. under the

ﬁ&’(@iﬁaﬁg BTG r@?@EEN(L% ;ﬁ tﬁg;q?srt sﬁg Bﬁth‘fkelre nli]ena§ tablet

"conti nuous adm ni stration' er el
bartaming 26 epeofi etitiayeatradioll (EG)Mimd0 1 Be Mgc&motge@mme-(umm is

cyc of ho none administration, is a conmon practic
gﬁg{qgstered for seven days. Tlrllls ?s trollowed by a second stage, wl?erem a tablet

+ containing 25 ug ethinyl estradiol and 0.215 mg of norgestimate is administered for

seven days. In the third stage of the regimen, a tablet containing 25 pg ethinyl estradiol
and 0.250 mg of norgestimate is administered for seven days. After the three stages
have been completed, a placebo is administered for seven days to allow for withdrawal
bleeding. Accordingly, the regimen is administered in a standard 28-day cycle to mimic
the natural menstrual cycle, with menstruation expected to occur following each 21
consecutive-day period of hormone administration.

Extended administration of contraceptive hormones (also referred to herein as
“continuous administration™), wherein there is no hormone-free interval following the
traditional 21-day cycle of hormone administration, is a common practice among

women wishing to delay or prevent withdrawal bleeding. This is often done as a matter
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wonen wi shing to delay or prevent w thdrawal bl eeding.

This is often done as a matterof conveni ence, for
wWe2@spsms8 t o prevent wit hdrawal bl eedi ng duri NnBCT/US2004/032497

vacation periods or while participating in athletics.

In addition to the conveni ence of del aying w thdrawal
.65 ce, F6 %Fﬂ}@e NOE R AR WA 12HinR! REFBB Qacation periods
Ai?r?t erval c%’f cyclrc ’ggm ni strat iron redulc?gs magyaCal .p o
wielegtarticipatingl i tthdetiy Nt afvitidota ttheoanyenimmres fidebgyingrwithdrawal

during the hui none-free interval than during.the rest
tedinge sipripg thedaprmosgise GhRIaPTHO| inigEoh eberslf él}nrﬁgr*\?ﬁoe

| L 4 Lé8 during th
Al R e R AT g Pl b SRS v
homnoRnase Tasealthayéiridtgothbesbol the vrdld. Swdhesyatpeamsindlude
effective in preventing pregnancy and in, reducing the
headisaes, 1V Ravrtacaat tepAeBeS ) opEIEBdS™ENPer i enced over
a gi cour g :
| &g s RS s e R TR B P oAb have proven

16 BB o BCRE i01@stch ane cf@ive e prenBdRRSian egidiansducing the
there has been a general |ack of interest in pursuying
rumber phwithdrapehbleeding peréeds exnwicasedeyes 2 edraequise §f pended

Those skilled.in e ar I LS|
T T o A
1R e ekantinkd rﬂo@sFMsid RgliteN Abat as Blepedicngral fiak ofnsdrest in
make this nodel unacceptable to wonen taking oral

pustinge tfnhasie oral confracapijveas anteatepdedsisaimry. t Higse pigfed in the art

her et of or | ded t he,pnri.or . | i
6 1 Setdnddp e My PUOH wEb b GL BB L et e
126041 hAT eRfult e uh©giebRA bldRaing \hdt lwoatdhimekethaceefil abh&eptable to
cycle control. Summary of the Invention The invention

wemen thien ganraleoontneRptives: | Gandishttodhareaseing dakhashgeetofore guided
egi.men. that conprises admnisterin f .

R PR PoreS O R PRTPL A S B el B Fphosc orl

Rn@aesphive rde@hethat RAS hctAdcGOBPRMIE Eycte ehaydl. This is

foll owed by a hornone-free period of from4 to 8 days
to allow for withdrawal bl eeding. Once the

hor none-free period [s_conpl eedI ex&ended hor none

adni ni strati on resun@%ﬁﬂw—%%d_ progestin are
adm nd BKEstidnpravidedid aGaiabi wehysie ot ebhtyepivd i¢gimen that
dosage for a sequence of at |east two cycles of at

¢mgmise@ ddrdimysteringrtoa femnlsl of ghildheativgage aconplypafen afiapestrogen

days of hor adm ni stration. e esiroge

PP RE 6T ArFbor B e Jai%e: iRV LR P e R one ree
PrRAST I 48 8d8yd BGI18ASBEwitAdk e e e&dif eOn& thp Ramesne-free
over each cycle. Preferably, estrogen is adm nistered

paricd islapmpletids exjended diovaprerpdntinis @I e pynest The estrogen and
progestin are administered in a contraceptively effective daily dosage for a sequence of
at least two cycles of at least 21 days for a total of at least 42 consecutive days of
hormone administration. The estrogen dosage remains constant over each cycle;
however, the progestin dosage increases in three stages or phases over each cycle.
Preferably, estrogen is administered in a daily dosage equivalent to 23-28 pg of
ethinyl estradiol (EE) over each cycle. Thus, for example, if a sequence of two 21-day
cycles are administered for a total of 42 consecutive days of hormone administration,

the equivalent of 23-28 ug of ethinyl estradiol is administered daily for the entire 42-
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et hinyl estradiol (EE) over each cycle. Thus, for
exanple, if a sequence of two -day cycles are

wa@evsnsstered for a total of 42 consecutive daRpeT/U$2004/032497

hor none admi ni stration, the equival ent of 23-28 ng of
ethinyl estradiol is adm nistered daily for the entire

42y ptabpdpelsinottd pheviD@l R dhPdRuEOUShBgestienil@sa0® thfee phases over
progestin increases in three phases over each cycle.

eashicyglea Duripg £ ﬁpﬁ@@@seaa mpg@é@tdaﬂy dasagy cqiosalent to 0.03-0.25 mg of

3‘2’.%65\{1%% ¢ {1%%191) mlngsgqr %C? 'gl%% %38\%%@ g\?% ﬁ%‘:(om%se during which

g Pfdg@ﬁm\/ﬁuﬂfﬂcﬂoé’age 1629850.5 5 nthad finor SQ6RAR 195diRindstQed ST Bthird

norgestimate is admnistere In a third phase a
phasg eesprpgeSda |dbu§ry dosggequvplent 46 6ri6-Q.50 mig oF nOrgstimgfe af

T B L T8 e S T
f&taetbtap(ﬁf @Zdag@k‘ﬁhﬂnoﬂg LIRSt BETh WS dudh ir}fhesit ‘GBS'%S 3&1mens of

tri phasi c doSage regi nens of progestln are provi
Progestinraeepphalsds of progestin administration in each

A cor BTFSF PHRHES i g ERDOLRRRSUGHOR HLCHrh Gt TgH be &f the same
Bf SOBELER 1@§gth>’ A@@osréﬁl% f ﬂi‘bﬁ’eaén%gdlﬁ@nt%f% Bvéario gxrog?stln

norgesti mat e ( dmnistered in a first phas
ﬂalbfﬂcﬁagemqamakeylmo Or 0:3 -9.2i5ang of hagestiniaye ANGEG ma:ﬁnmhaﬂaeed ina

b AT SR 90 o

HWRtdhd ﬂi‘@ﬁ%ﬁn akil dsd(;sg%g oid@Y% 99 ﬁér?eﬁlngﬁé |s%ddRSRQRd. ma

equi val ent to org timate i s
tinhm]l hiast &i3etd.7 delysis pro gestixhéalbfakueagdmuezaknsmqn enoe0ahg of

21- day cycl es admnistered for a total of_ 42
a%fﬁgst@?atmaﬁ%@s (i ?ﬁhgf:rlaﬁ?eo%\se PREFCSFERIDET Bhiag 21- day cycles

| fs
2P 84 0y 9 USRI REGHEtn, e BB

d«ysager@nnemfofpmgemaiaaprdME@th each cycle extends for

at least days and is a pl.e of 3. Thus, the

i nventd %??S%W %B%gléeéesa%agféﬁe adgnigiationdn pRutle pre of
ggg%léﬁf@é %1&1 1ef Qe a;fd}aﬂ%astzﬁa%%y%d £4 Iﬁilﬂylﬁle o%% Thus,

et ¢ “Eac ase of progestin nistratio
thietiventian elycrolng)as@s demmemm@ﬁ:byb})es ahiheteith exghichele epteadls for 21 days,

i(yismthec For exanple, if each cycle is
% ey’ 4y yaa et? rE@% P iPFPge%tlfa%ﬂlﬁ‘lH}Sg{”é?féwlthW acycle is

: r
L LS ESi s 14 RS R Bep Y ERLAR oot
dziyséﬁtdng@eﬂleq:m@gepmm gesihiinisereel iadhica pBatsesr eftll odess each.
cycles for a total of 84 days. of

Ui nt B °f1@ﬁé’ ﬁ%ﬁréd AEPPAInaEY of YhﬁﬁnVeAtl%lth%/C%@ﬁ@@n of
QJtroéén 5% ﬁggestln are administered over a sequence of four 21-day cycles for a
total of 84 days of uninterrupted hormone administration. A daily dosage of 25 pg of
ethinyl estradiol is administered during each 21-day cycle and, accordingly, for the
entire 84-day period of hormone administration. A sequence of four 21-day cycles of
triphasic progestin administration is provided. Each cycle includes a first phase of 7
days in which 0.180 mg of norgestimate is administered daily, followed by a second

phase of 7 days in which 0.215 mg of norgestimate is administered daily, followed by a
third phase of 7 days in which a daily dosage of 0.250 mg of norgestimate is
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ethinyl estradiol is adm nistered during each -day
cycle and, accordingly, for the entire 84-day period
w@bookosasese admi ni stration. A sequence of fourPQUUswY4/032497

cycles of triphasic progestin adm nistration is

provi ded. Each cycle includes a first phase of 7 days

édi‘m\fﬂ“s'té%éh 0T141§ Qoﬁg %hd@&ﬂ@%%éﬂﬁ%@até@ea%ﬁ?l Ha$s ﬁfr&%h 84 days.

l'y, fol % a second phase of ays’in
Ac@I&mgig’ (»v"errnlmf gest B4radrsedugivadiay pesodoEitbrtent ydmlmstrahon four
owed . by a third phase of i n which dai

Lﬂ%@ Ysfesp @Qm%métfs r@‘é’é‘f’ﬁz n'gl%@ FeHPQ pEheon?

& g Jn W

tcﬁllrughsg I{]g ays %or ngI ?/ﬁ eg\%@?&‘? groglﬂépﬁ%aaég low for

withdewul blmhd@afuaﬁwhmﬁ entendwl romena ddministatiah resnmes.our

triphasic cycles of norgestimte are provided. The

84-day period of hornone adninistration is foll owed by

a hornone-free peﬁhﬂg i 4 iR By ss t O al |l ow for
wi t hdrawal bl eedi hor none

adm nfigt t dliseates @RUfEs nuBLee bt hesiahicuigh blbedlfngtah&/or spotting

Drawings Fig. 1 illustrates the nmean nunber of

days alwflag thedhtendsd Reamanbegmeapbhase of thejudydles¢rigd imBExample
tended Regi nen Treat nent Phase of the study

described in Exanple 1. Fig. 2 illustrates the

per ceRigagdl@traky ltheqfét&nw?é bf flbeetd Wih Brddag aggot kdiithg for

for days 1 through 140 of the study described in

@%@dﬁ@@ugh1E@P§ﬂmé§@E@§%m®9@Hbﬁx%ﬁpFHe | nvention As

noted previously, nmulti-phasic oral contraceptives

have not been utilized for extended hornone

adm ni strati on hpengled@dstiEption of 8Inetndién phasi ¢ or al
contraceptives, those skilled in the art have reasoned

that £ @Oﬁerl@irﬂgoubd Hﬂ!émmhﬁ:gc @ﬁbg@%ltapepuVés/bal@ nopeaudized for

LRARR HEhBRAR TRy Yhide LRSUIL: &0 MAEXRASLEE
tHRGE&HHvad) |tEo§e@kméHﬁDthE akinage wa@éneaqnzttrﬂa@ﬁﬁhg t(ﬁ'ﬁfall'ﬂge
present invention is based on the reasoning that the

piogestindeveds emploved in the/ iphatieatodel will ltehultam uneapected bleeding,

nt f ?ngp ; Ie\>/< engF:% tg%? | %énqosglﬁ,gcf ?ﬁ ? 81%15{1 P éng ASral
&frftﬁ@éptiv@i Uﬂﬂ@p&}z’éﬁh avieion 8 IBhﬂ‘,HdtanHe réaﬁbrﬁﬁ@ﬂﬁﬂthe critical element
cervi cal nucous, and an atrophic endonetrium The

proglssontiol with g@gtaﬂ penteceltiive ibe slablsidogs efieseeem svbeesay the
th h £ q |
st RicuPUAETRE phptet Sotafiris Bkt tyiotel SRSt Rk R,

t1edKleBéd @fvical mucous, and an atrophic endometrium.

The progestin, norgestimate, has been studied extensively. It is a progestin with
a high affinity for endometrial progesterone receptors and low androgenicity, reflected
by its relative lack of binding to androgen receptors and minimal effect on serum
hormone binding globulin (SHBG) levels. It is also referred to in the art as an
“endometrium sparing” progestin because in animal models the endometrium remains
relatively thick and supported in comparison to other, more androgenic, progestins. In
the ovariectomized rat norgestimate maintains pregnancy as well as progesterone.

In the clinical setting, no difference in endometrial thickness is seen between

monophasic and triphasic norgestimate-containing oral contraceptives. The
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by its relative lack of binding to androgen receptors
and m nimal effect on serum hornone binding gl obulin

W@ 3E®25hevel s. It is also referred to in the BCT/USEOEO32497

"endonetrium sparing" progestin because in ani mal
nmodel s the endometriumremains relatively thick and
SoRROIRE chllaib 1Io%ﬁﬁaée?ﬁ%sm@pearrﬁ@ﬁﬁveqegre%a&ﬂbﬁi,al
progestins, h the ovariectom zed rat norgestinmate
srppreseion shaprodiym amd yosisacsplive progeptiogeshes damgedirel ik

linical ting, .no differen i.n _endongetr.i al .
Eepiteius® TadedHh oS RinmRTRonlb AL SR eISA (Hagresstimste may
BRgaRE ’td"@{hﬁﬁééﬁ'bér@l'e RbRGo1h &lonk@Nt r acept i ves.

Thenor gesti-mat e-Contal ning oral contraceptives appear

t o halnght exs of addptesiciraginenppmbssngn 2§ hgdaidy Hesagoofdthinyl

contraceptive progestins such as de estrel anpd

F%@W@W@ Serestimed by a@ﬁm{t%é FaPelY ai%vyer. tpiafgipopes fo both
| o qe

EARSHLSYEG) LRl RERIRSLL TR Sp I ERELMLE e 35 u

tailypdvasgeco freignytestratiobi Iniadditian &5progidita dyyledoaagk thef

et hinyl estradiol with norgestinmate, the advantages

BrasmpgRlogie peptile of prgestimpte pliers gerpanctits assogssHfamely, low
[ [ to a

%?rﬁ%%%gs éﬁgrqu}?‘g?%&bg ﬁ% Sﬁﬁgpg’@ggege of et hi nyl

est r aBoroheselreasatdiht istngld-arnpstosty déstgbeglyia [Bxampid Iwis purfied to

%har macol ogi ¢ fﬁl‘ ofile of norgestimte offers other

sl Plesding pepfe aprbrationt satisastion Withan sKigRdykHPBass orghd

L . e Eor '

BB RO TR0 G, 00O B B GR Fsu i

vedacqiutysidedntrdl, i.e sinctdasedbregidinoggipbleédih@adhshopig, @Mtre the
satisfaction with an extended trjphasic oral

Pi9aestindope isvbasedgyhinenthe Hhand esfragiol dadnfosepamaing spnstant gt 25 pg

| e : [ . ed . .cycle control,
B PR e o b B e R 1 ot 1
where the progestin dose is phased while the ethinyl
estradi ol daily dose remains constant at 25 ng over

ext ended period of hornone adm ni stration.

BYANELE ¢ stud Lyhew of Study Design This is an '
mﬁﬁ%&—s\g&gyé- val uating the bl eeding profile of
CRTHOIRS CHCEN b (Al bl od 0B CURDOr MR bR :
Phar rraclgdstq?c , Inc, rei tan,lg{\U§ gi vleggfn an extTgIr%g :
C¥GILENMN L Of (aVdilablenfgpra QrtledivicNoi @hamegeutieal, ddic, RRitdD, NJ) given in

ehpiFIdee egipen s Tt rbirenen e G B RRCTCLEN LO.

Approximately 50 female subjects were enrolled. All subjects received ORTHO TRI-

CYCLEN LO in a traditional regimen for two 28-day cycles. Following the Traditional
Regimen Treatment Phase, all subjects received ORTHO TRI-CYCLEN LO in an
Extended Regimen Treatment Phase, consisting of 84 days of treatment with ORTHO
TRI-CYCLEN LO.

The Traditional Regimen Treatment Phase consisted of two cycles of ORTHO
TRI-CYCLEN LO administered as follows: 180 pg NGM/25 pg EE taken daily for one
week (7 days), followed by 215 pg NGM/25 pg EE taken daily for one week (7 days),
followed by 250 ng NGM/25 pg EE taken daily for one week (7 days), followed by
placebo taken daily for one week (7 days).
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LOin a traditional reginen for two 28-day cycl es.
Foll owi ng the Traditional Regi nen Treatnent Phase, all

WG 95082588 r ecei ved ORTHO TRI - CYCLEN LO i n an BER€CEDN®04/032497
Regi nen Treat nent Phase, consisting of 84 days of
treatnment with ORTHO TRI - CYCLEN LO. The Traditi onal

Regi m%m%&@h@?%n?&ﬁ?ﬁggiﬁﬁﬁiﬁ&a%ﬂlleﬁtf PHaYE sGbieti§ feclifved ORTHO
ORTHO TRI - CYCLEN LO adm ni stered as follows: 0

THENM 26 LY 1B ghvaek éim axl Ex tepddOR epmenywekikh (s7dafimgd ys: rlrgo pg of
f ol d 215 . 25 t aken. dai | 0
W@@fﬁg aﬁ%@,)t?kqnﬁquw%? fEYNcorowe YE%r RERSM2S e

. b _
ki bRl TGS i Rk R eGPt o gPen gy
Regieneeek T eaydye ThisRbqsmce subjepettsd flreemvactiriR o total of 84

TRI - CYCLEN LO given in an Extended Regi nen, which is
d3¥¥i ned as: 180 ng of NGV 25 ng of EE, taken daily for

one -

o RS Lk B 2L TN A EE o
MdidaZongeeEE t aken daily for one week (7 days). This
sequence was repeated three nore tinmes for_a total of

]§4| :Jla%@j ecttkeretereeet Réq IR O Eaihesnd hopbl ndepost-
ng%r&rc%‘é?l?pr?%e%gﬁ%umlﬁ gSSu%Zec%gﬂgf }10%‘:\1/!3 %%g%g&'o:‘r ﬁf“egg%:g of disorders

wer e years o

daamhdrly asudptee ap ositrnBcibaato stgort lnemopaubabpy. Subjeeet Bere
did not have a hi st org or presence of disorders o
seon{es I Sprespgplisig updo dAtsaivaicdasing o haye & physifaljexamination,

hor. ther >UR) re 3 ' .
PETRAGk LS AR, BHOL 6L S pUBLE ARG L, 1 SRR Bag v

@R Meffatrhal), In ¥ AieieN) OBpCatheatwashadbintd of tecdcsbiniig Vaisit unless

breast exam nation), nedical history, and vital signs

et sorareas flencavidiinitesmpreeedmmd Bipats thaishewed v eadense of

he. S i it . i t hi
R85 RERRIRGY » SR PR Rl R TR R0
rSsildas Vasio?, widkh gaasdydul&dbp @ct days@apedtto Dag 1, defined as the

el i(%ib{bi lity criteria for this study returned at Visit
first deistudywaestienting drutielsen) ppiot t the gapestqdrssart of theif gexbagenses. At

ef ined .as the f.irst t ud i op i
FIGPE P B el B B o HRE) B0l B8 po more
 thit B d¥ysSirior t6 MBhiRGhSti HRBS the it ddkgaSmedik@ibn),adverse events

pregnancy test performed (to occur no nore than 7 days
rpmrg@dmfy

wehi mpdieationiang disfics Hispensedt Suliges yere instructed to start
tggnd IStcl:l §1 irn%ﬂ}catiglg 3§ {hsé%rgtvcﬁgto‘% their next menses. Urine pregnancy tests were
administered to all subjects at Visits 2, 3, 4 and 5.

Subjects returned for Visit 3 between Days 50-56. All procedures from Visit 2
were repeated. In addition, subjects received all four 28-day dialpaks (with the 7 inert
medication tablets removed) as well as a backup dialpak for replacement medication.

Subjects returned for Visit 4 between Days 88-94. All procedures from Visit 3
were repeated. (Subjects received another backup dialpak, if necessary.)

The Final Visit (Visit 5) occured between Days 141-147. All subjects had a physical
examination, gynecological examination (including a breast examination), and vital

signs performed. All unused study medication and subject diaries were collected and

reviewed. Subjects and the Principal Investigator also completed a Global Assessment.
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recorded and study nedi cation and diaries di spensed.
Subj ects were instructed to start their study

wore@sozsson on the first day of their next nmenB&BUS2004/032497

Urine pregnancy tests were admnistered to al

subjects at Visits 2, 3, 4 and 5. Subjects returned

for Virae SueherrepainPossrRAo® nd QLAlitp bPERE W RSH MRS were

Visit 2 were repeated. In addition, subjects received

adminigered 28Visiy3, didFipak¥isitwi t h the 7 inert nedication

tabl ets renoved) as well as a backup dial pak for

repl acenent nedi cation. Subjects returned for Visit 4

betoseeBviaN$om38- 94. Al procedures fromVisit 3 were

repeated. (Subjects received another backup di al pak,

i f nedukjsets yeye dingenBedalliakg tirecofd/bkeding Yatac e édmber of pads,
et ween s,.141-147. Al subjects.had a physi cal
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unusedugaudy nedicaﬁion ang sugﬁect a?gr?ggqﬁg%%ebtﬂd

validatch @dstaomaairesy | BweSt 12 Subgigs bB1Aiteng fremRyhiok ppaderived the

I nvestigator al so conpleted a G obal Assessnent. The |

%?se%f %#@@?W@Oﬁ@m%ﬁ%{%ﬁﬁm%% Rhyssp! grle) hodgly pain,

%ﬁ&lih%lﬁéivﬁgﬁt i i S] a8 FRalm
Isit. Effi cac3}/,’ \?gﬁl ﬂﬁlgﬂgé’%&gﬁqlggélsr}ﬁfé?}gné}gpensg&QyHI >

dommisys ¢fd it@cofrdmbilselirgcaatfer. onEhienmainyhemtad hegiatd $s derived.

npons, and ntiliners used were recorded on their, ,
EP PSFs BsFfdso %ﬁw&&r  9atlille Heairasri i actien gpaspiogpeire which
_ - i N : i ' "
ot Ryt s AR o A S A g

tiethods.ores for the foll ow ng domai ns: physica

functjoning,  physical role, bodily pain, genera
heal t Pﬁge {AvESigatay coadnating the idyiagd ieagh Su@lﬁ‘ig Plomigded jagouerall

J t T - ' [ 0
SR flopE Bl Buarp8 righach BRI PLt. g AERRsCalL R the fna
gsedsuedt bySihbjieestSgaer eddlyshe adidcoimshdeeekcrllsg] gsbalt e or poor.
treatnent satisfaction questionnaire which includes
assessnments of several aspects of satisfaction with
Py L: ntracepti ve nethods. The investigator
tﬁﬁ%%gggﬁgathe study and each subject provided an

over aThe éNlahiad defmivdnstwee ddan decvRr@tiokof difieadyeidria:
Phase, The rati n? scale for the final assessnent by
t he i Rlrsdinggacsial hirgdmg thah sequires w@ttarypepigeféan of at least one pad or

&ﬁ&%hlp@p&ay_good, fair or poor. Efficacy Criteria

Spotting: vaginal bleeding that does not require sanitary protection (use of
pantiliners is acceptable).

Bleeding day: a day on which bleeding is recorded.

Spotting day: a day on which spotting alone is recorded. If spotting and
bleeding occur on the same day, bleeding is the dominant event and the day should be
recorded as a bleeding day.

Bleeding-free day: a day on which neither bleeding nor spotting is recorded.

Bleeding/spotting episode: any set of one or more consecutive bleeding or

spotting days bounded by bleeding-free days.
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The follow ng definitions were used in the eval uation
of efficacy criteria: Bleeding: vaginal bleeding that

WO e@ai0s28s8 sanitary protection of at | east one PemUS2004/032497

tanpon per day. Spotting: vaginal bl eeding that does
not require sanitary protection (use of pantiliners is

- accepsabtiflous ﬁb&%@i‘ng Qn%i/ spcﬁtn‘xjg'%] ééﬂm‘é‘%'r Spbiih eedildtestudy

recorded. Spotting day on whi Ch spottl ng al one
drsg-laémumimﬂmn hxﬁteszpabﬂhaﬁ in @eﬂlﬂfd chhtepwunyith coug-frembletdng or
sane d bl eeding_ is the dom na event and.the d
DRBRP e MEEOHBEe 35BN q&?lnt@ép@@ap o fieidrug:-free
HdR¥sa12 day on which neither bleeding nor spotting is
recorded Bl eedi ng/ spotti ng epi sode: any set of one or
nor e Dans.ahelfirst dapbrestddnmedicas@ot t i ng days bounded by

bl eedi ng-free days. Breakt hrough bl eedi ng and/ or
spotting: bleeding or spotting during the study

dr ug | .
O PSR AEEG) ghntkEoNELLA sodrspine co
fldaué puBb&YTibisedin@rdagofvr isp&bﬁ)fﬁai tivhé Roervals miwhin thp 84 days of the
into the drug-free interval. ¥ tthef|rst da

8

stendpd reeimentin patticriss the euspeipt oF inteastys tha bl eﬁémgép%’élg

h [

éon? a%%gpﬁét%/?éng aggi algy\g olrl qgegg(%?%nd vg&%(d]a}{r?d %tggei{r % 2l d week 10.
whst dirihgtthee %eﬁﬁyﬁt 0F stjectexliengattncegdroprfror the hi ghest
particul ar, the endpoint of interest is the

plogesiiniigsaiodhe lawgstonpar i son bet ween week 3 and week

4; week 6 and week 7; and week 9 and week 10. It is

during these weeks that the subject will experience a

gife Hvahmibie hi ghest pr ogesti n dose to the | owest.

Saf ety Eval uations The foll ow ng safety eval uati ons

will i@élpwmgrfééetm avalypjionp wild be agrfergedslysing thesily to measure
af e a L-CYCLEN LO

%Eg%ftreé'e ”E\(; ﬁ¥a E}”@‘trf’é?frﬁe%m%ﬁ (gd by the subj ect

(or V\Aﬂﬁc&s@%@@mﬁt)eAEwafé&epthHdQ@tthésdb@@&[drywhere appropriate
aut hori zed representative) for the duration of the

by tha ypubjert esPlveythonicgd mpsesentativg) det the Hurgtian of thg study.
Pregnangy P%e%%gnc%elresg rémo(]jec?soha'gloa ftine pregnancy test performed no more

than 7 days prior to the administration of the first dose of study medication. Subjects

had a urine pregnancy tests performed at every visit, after Visit 1.
Any clinically significant abnormalities persisting at the end of the study were

followed until resolution, or until reaching a clinically stable endpoint.

Completion
A subject was considered as having completed the study if she completed

through Day 147 of the study. Subjects who withdrew from the study for any reason
before completion of the Extended Regimen Treatment Phase were not considered to

have completed.

Study Results
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than 7 days prior to the admnistration of the first
dose of study nedication. Subjects had a urine

w@e@gnzessy tests perfornmed at every visit, aftRCT/USBNL/032497

Any clinically significant abnormalities persisting
at the end of the study were followed until

resol Big. @nllugdfated fild thedre@Giben 9f BreakthfiugB bt dBi @M dPor spotting
endpoi nt. Conpl etion A subject was considered as

Haxsi ah ghedimpition detvien censaetivefcyelae dedngthe Caterided Ragimen

47 of the. study.. Subject it h fromthe.
SRl fafla S8 wBD B A s AR e R e osce
BegirdIe 8., TeaRls ARIYT nBRASEMHNR L1 edCRdE D40 18P AaPAY e third
conpleted. Study ResultsFig. 1 illustrates the nean

miged ef a plecestingkitche toudh Hglpse diynig thaiirso weslp of thengextiegrsecutive

at .the transitjon hetween copsecytjve cycles. duri .\
Ph EXeLavER 8 mar Phate RoRE-pHaLein e pE ige {Beigansition
bEtReh boRBSIWRRY8ed WBerb MO sEAMER: Aol 3983 ddthe and/or
dosage occurs, i.e., the dosage of norgestimate IS

sowengdofldmre@s0Thndaepresayed in Rigd urivkpettedglshofs that this is not
recedipg. cycle to O er day i,nt fjrst k of
ek VsBlGaBubrsaea] eRanedobunr b bicakbreh Seeding andror
£hSEAR S AGr R only @i rh@tid e dAeh e itst i diehs %lﬁ;second cycle

the transition between consecutive cycles where
motht Bsitapded Reginten diveumentdfhake. eldd siggifaant increapotrt thagnean number

| d..occur. The, data presenfed inh Fig,.1 unexpected
_gﬁﬂkﬁgd% E&C{f oS ing Jagh SicHachee 1t Grgion; Eamne second to the
MRS §RREor durfd&hdB ARG gg@f ﬂggp 3@@%@&&9?}6@% e HeMktended

and/ or spotting days occurr uring

 Reginsint TreatnfentPhaséie first cycle to the second cycle in

the Extended Reginen Treatnent Phase. si gni fi cant

No
i ncre I: r bl eedi /.9r .
or £ FAE 2 G BRI b o BLESHR BB B sppyin or
degantirdughtie of thersthdyy aihe da@rin B, RRPothBat tha i é ke in
fromthe third to the fourth cycle in the Extended
Resgkheayginbésedingrppd/or sraiting-thgt oczugs)in the thiyd decakpef each cycle

f J: i ' or _Spotiin
PEREEELE0%: B TR0 Rellof B S Fh R E B pRERH! e e
FasdigamsteavechiBe ¢yRleg @dmpiikeret in HedRdé e RERiabe Geiangent Phase.
and/ or spotting that occurs in the third week of each
cycle adm nistered in the Traditional Reginen
Treat ment Phase is not present during the transitions
bet ween the cycles adm nistered in the Extended
Regi men Treat nent Phase. C ai ns
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A met hod of contraception conprising the step of:
adm nistering to a femal e of chil dbearing age a

W@ ooobioseass on of an estrogen and a progestin f oPCEHUS2004/032497

| east 42 consecutive days followed by a hornone-free
period of from4 to 8 days, said estrogen and

fAaestin being adm nistered in a contraceptively
effective daily dosage for a sequence of at |east two

cle [ estrogen
g%sagéjggﬁg?ﬂgag%%gﬁﬁﬁgq%él?ﬁggﬁﬁsﬁ§gﬁg and the
pr ogesdmimistarange aifantleasdekildueartify @2 qaabHhatvedf gaedrogen and

day cz%%@ 2. The method of claim, wherein for each
& praeestithior é%lF‘f‘%éé ﬁon@cw %V%f%lp&vad |bbﬁ adergiong- ftﬁ@sp@ged of from

progestinis a ase
cifsaige deﬂwdmgeﬂir atseq&n%oﬂat Zéils’gtvs@)f cyﬁl@b gk ﬂdﬁBtt X, days wherein
fol | oned a second phase in a daily dosage

@ﬁ%&e@rﬂosqgﬁ remaing camstany our cael gieta dndetthe Progastindesnesy
|
e 5%5%‘433“ B B By Bt R889S SVt hod of cl ai m

1, wherein each phase is of equal length. 4. The
met hod_ of claim2, wherein the estrogen and progestin
dre adhs Actododglaim laWbé@ubﬁ?é éacéifCWlQ tie esfrgeenytpdminisered in a

8&1@960%% eoJau%%le%‘?y 2 ? Qs&[% 1|g|) Ozltrﬁrfft%elpéogr%s%n is

n ‘adm ni stTa

Miﬁihﬁslté}edi fira BR€phasédaya @M &)sa%e"édﬁﬁla&fnt £ bioayo. 25 mg of
estradiol is admnistered daily, and 0. 0 ng of
wggségmthéﬁléow@ @daﬁeﬁp@d p,laaé@llrd@dalky dogage eviselepttadel -635 mg of

b estim
oyl PR b i T TR iR Sl 0 0150 50 me of
hecbsvinede. by 0. 250 ng of norgestimate admi ni stered
daily i n a third phase of 7 days. 10

3. The method of claim 1, wherein each phase is of equal length.

4. The method of claim 2, wherein the estrogen and progestin are administered in a
sequence of four 21-day cycles for a total of 84 days of uninterrupted estrogen and

progestin administration.

5. The method of claim 4, wherein for each 21-day cycle,

25 pg of ethinyl estradiol is administered daily, and

0.180 mg of norgestimate is administered daily in a first phase of 7 days,
followed by 0.215 mg of norgestimate administered daily in a second phase of 7 days,

followed by 0.250 mg of norgestimate administered daily in a third phase of 7 days.
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