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contraception that provides for the reduction or
elimnation of estrogen in the initial phase of a
mul ti phasi c estrogeni c/ progestogeni c contraceptive
regi men without conpronising contraceptive efficacy or
cycle control. The invention is also directed to a
mul ti phase contraceptive kit that may be used to
practice the nethod of the invention. Related
Background Art [0002] Contraceptive conpositions
cont ai ni ng both estrogeni c and progestogeni ¢ conpounds
are well known. The progestogenic conponent of the
conposition is primarily responsible for the
contraceptive efficacy of the conposition, while the
estrogeni ¢ conponent is enployed to reduce undesired
side effects, such as breakthrough bl eedi ng or
spotting.- 2 - [0003] The earliest of these
estrogeni c/ progest ogeni c contraceptive conpositions
contained a relatively high | evel of estrogenic
conponent. A constant goal, however, has been to
reduce the estrogenic potencWTfi such conpositions
wi t hout reducing contraceptive efficacy and increasing
undesired side effects. As described in U S. Patent

No. 5, 888,543, in at chi t hi I,
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Field of the Invention

[0001] This invention is directed to a method of contraception that provides for the
reduction or elimination of estrogen in the initial phase of a multiphasic
estrogenic/progestogenic contraceptive regimen without compromising
contraceptive efficacy or cycle control. The invention is also directed to a
multiphase contraceptive kit that may be used to practice the method of the

invention.

Related Background Art

[0002] Contraceptive compositions containing both estrogenic and progestogenic
compounds are well known. The progestogenic component of the composition is
primarily responsible for the contraceptive efficacy of the composition, while the
estrogenic component is employed to reduce undesired side effects, such as

breakthrough bleeding or spotting.



dose). [0004] A particul arly advantageous techni que

for reducing total estrogenic adm nistration is
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a triphasic nethod of contraception using a

pr ogest ogen/ estrogen conbinatign in which the anount

of estrogen is increased stepw'se over the three
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[0005] There is a continuing desire, however, to further reduce the amount of
estrogenic component in an estrogenic/progestogenic composition with continued
contraceptive efficacy while avoiding undesired side effects. Heretofore it was
believed that at least 10 mcg of ethinyl estradiol or its estrogenic equivalent was
needed in an estrogenic/progestogenic composition to assure contraceptive efficacy.
It has now been surprisingly discovered that the amount of estrogenic component in

the first phase of a triphasic regimen can be significantly reduced or eliminated

without compromising efficacy or cycle control.



a female of child bearing age the follow ng

conpositions: (a) conposition | for about 5 to about 9
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and (c) conposition P for about 8 to about 12 days.

Conpositions I, and all cont a| n a progest ogen in an
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acetate. Conpositi ogUmg&%ﬁi@m'ﬁé nin an
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elimination of estrogen from the first phase of the above-described triphasic regimen

without compromising efficacy or cycle control. It is also preferable that the amount
of estrogen be increased by at least an amount equivalent to 5 mcg of ethinyl
estradiol between composition Il and composition IIl. In a preferred embodiment of
this invention, the estrogen is ethinyl estradiol and the progestogen is norethindrone
acetate.
[0008] Yet another embodiment of this invention is directed to a multiphase
combination and contraceptive kit comprising a package containing daily dosages of:
(a) a Phase I composition containing a progestogen in an amount equivalent to about
0.3 to about 1.5 mg, preferably about 0.5 to about 1.5 mg of norethindrone acetate
and an estrogen in an amount equivalent to about 0 to about 10 mcg of ethinyl

estradiol; (b) a Phase I composition containing a progestogen in an amount



estradiol; (b) a Phase conposition containing a
progestogen in an anount- 4 - equivalent to about 0.3
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equi val ent to about to about 50 neg of ethinyl
estradiol; and (c) a Phase conposition containing a
progestogen in an _anpunt equival ent to
abougauiyaisnifg abegt 83 abaw L g Preferaply @O&bggﬁo iboeﬁb% gre of
nor ef Rihidlf:RRCa RER! Al &n A AN HRER EqhFalRAt t8 BT 0 to about
equi val ent to about to about 50 neg of  ethinyl
est r¥tined of efipvel estradiokiand fr) aphassfll égmpfafgt&ﬁ copfaining aapagestogen
conposi i
o cap Py el ol B ou 80 MRDL PEY HOICERLy . Fbkoou
est rofer df notethéndrhre sectate andosdstrogen.in &r aﬁ@mabdwyaletrh & about 10

t dip the kit th
© oo aby R e oRehug s u By i B Rhg R Mace m
DESCERIpbbitibh fofat bk ah NHEME k&I 160 093 mI@é‘f dﬂﬂhf/l@étrﬁ(ioltgkdafer

|nvent|on is practiced by adm nistration_of th
conpibat the emeunt et estivgre e ReeIe ARIBPARIICR: PReETHR e gstrogen

COMPQAgH i ¢ g@klPFs' ﬁ‘gnyll' %%dfo'l ﬁrﬁf the ﬁ REestdes & nofAR@BHE dRfte.

bei ng used secon packagl ng and/ or ot her
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Wil e the sequence in which Applicant's conbinations
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s houjododgerts epithddrof Mididvédtiah isyasdtiaéd lﬁyrmlninlilsﬁdtm'n r@@ thand
dosage can be tol erated when npedi consi der at i.ons $8
di ct ERPOSIFIORFID P NG LSS FiF Btk cnBaoDon g eed frst

| nveRt ipRfe ﬁrc%}ﬂpgﬁﬁoﬁ ity Usbeses &L en! idhciaghisRhdbf @théon
of conpositions I, IS repeated after a period of

aboutequirenenty @mte,dlmybom L) Q@ﬁyg@gd hgreip can pgeemployed as part of
COmDL BP0 S ARG 1 5 EESARL U\pe o
of t Mu@dmnn;vlﬁd:}r Applhmnttsfconmnpmstatmdnﬁnismad leeigiportamido their
the cgpeep %%11’:1 eli(ij sh%&lﬂ Lllt)e T(ept in mind that variations in timing and dosage can be
tolerated when medical considerations so dictate.
[0010] Significantly, the method of this invention provides that the sequential
administration of compositions I, I and 1T is repeated after a period of about 1 to
about 4 days has elapsed after the completion of the administration of composition
III. More preferably, the number of days between the completion of the
administration of composition I and beginning the repeated sequential
administration of compositions I, Il and II is from about 2 to about 4 days. During
this interim period an iron supplement and/or a placebo may be preferably

administered on a daily basis, although there is no requirement for the administration

of anything during this interim period, i.e., the period between the completion of the



adm ni stration of conpositions I, and P is from about
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Estrogens whi ch may be used in the present invention
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progesterone and esters thereof. The amount of progestogen used is described herein
as that which is “equivalent” in progestogenic potency to an amount of
norethindrone acetate. The equivalent progestogenic potency of a progestogen to
norethindrone acetate may be readily determined by one of ordinary skill in the art.

It is contemplated that each Phase could employ one or more different progestogens
that deliver a potency equivalent to the recited amount of norethindrone acetate. It is
also contemplated that the progestogen used in one Phase may be different than that
used in another Phase. In a most preferred embodiment of this invention, however,
the progestogen for each Phase is norethindrone acetate.

[0013] Accordingly, in a preferred embodiment of this invention the compositions

employed in accordance with the invention will contain in Phase I about 0.3-1.5 mg,
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[0016] The particularly preferred compositions employed in accordance with the
invention in.Phases I through IV will more preferably have the administration times
and drug contents set forth in the following tgbles when a four-phase system is used.
Each table sets forth relevant values for one of Applicant’s preferred embodiments,

or configurations, for administration of the system to females.



particularly preferred enbodi nent the Phase |

conposition is substantially free of estrogen,

and

wore®s/opref erably is substantially free of et hiPgI/US2004/037975

estradiol. As used herein "substantially free" neans
that estrogen is not detectable or only

phar macol ogically insignificant mnor |levels are
present. [0015] An optional Phase |V conposition,

whi ch contains an iron supplenent, e.g., ferrous
fumarate, and/or one or nore placebos, can be used in
conjunction with the other three. [0016] The
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0,10 1.0 3501V 4 - 75 Table 2 ny
{%dr one Phase Days acetate neg EE ng Funmarate

Nor 6L

71000 /7j1.0300 mg Norethindrone
Phase Days acetate mcg EE mg Fumarate
I 7 1.0 0 0
I 7 1.0 30 0
m 10 1.0 35 0
vV 4 -- -= 75

[0017] The norethindrone acetate (NA) and ethinyl estradiol (EE) are well known
and readily available. Clearly, the amount of NA and EE may be varied in
accordance with the disclosure of this invention. For example, the amount of NA set
forth in Tables 1 and 2 could readily be adjusted from 1 mg to 0.5 mg or 0.4 mg.
[0018] The designation “mcg” refers to micrograms and “mg” to milligrams.

[0019] It should be noted that these tables are presented for illustrative purposes
only. The substitution of functionally equivalent amounts and kinds of reagent(s) in
these schemes is contemplated. For example, the use of sugar or other placebo in
place of all or part of the ferrous fumarate is envisioned. .

[0020] The compositions used in this invention are administered using a suitable
daily dosage form. Tablets, pills, capsules and caplets are exemplary dosage forms.
[0021] In addition, the use of other conventional additives, e.g., fillers, colorants,
polymeric binders, and the like is also contemplated. In general any

pharmaceutically-acceptable additive which does not interfere with the function of

the active components can be used in one or more of the compositions.
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be effectively administered to human females. Combinations of various dosage
forms are operable.
[0026] A unique dosage pattern, i.e., a unique sequence of administration of a novel
estrogen/progestogen combination has been discovered which minimizes the
administration of estrogen in the first phase of a multiphase regimen, while also
minimizing certain side effects, notably breakthrough bleeding, commonly
associated with conventional low dosage pills.
[0027] Reasonable variations, such as those which would occur to a skilled artisan,

can be made herein without departing from the scope of the invention.



[0024] Wile the invention is discussed as potentially
one enpl oyi ng four phases, it clearly may enploy only
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the other three distinct phases. Thus a nethod or kit
whi ch does not contain the Phage |V conponent is
operable and, in fact, will be preferred when suitable
fact nony, dictate the non-use of the
Phaé@ﬁﬁ%rg%gk%ﬂ@ﬁﬁi As previously noted, whether a
Phase 1V conponent is used or not, it is preferably
that_ the period hetween the conpletion of the Phase |
conpbsi t ifgﬁleﬁﬁé of FRIIagERRen eAMRTISIE Hhedeps P IR | on
in tLeniSURARIIME emER USRS, Sxceed about 4 days.
[0025] The terns "nethod" and "Kit" are used herein to

enconpass any drug. delivery systens via the use of

whi cf®) t het compgsition KoasEReHRIRESsiogen i dmaBphAguiyalsntje about
ef f egt ky/Blo¥t £ HgHord 1h B Gnd Rt B afd mkﬁﬁin an amount equivalent
Conbi nations of "various dosage forns are operable.

[ 0028]2bgut@rip dpsethen syl pacy efrathingl cetradicd farmbeute to about 9 days;
S€q U@gc € aocfomagm i ﬁtccrm L g aOfoggstcr)]gpgla\ﬁ%ll n amount equivalent to about
est rogen/progest ogen conbrAat1EeH Hras” BeEn o EEoVeTed

whi ch3 md dbio & sgtdfi@crathiridrins tacaite aml Of eseSgeh Gy emarhourt he

first phase of a | ti phase reginen, i al so
m ni ‘iﬁ“g’iaﬁﬁt tBéL?‘&il t%‘i‘bd’gt @rmwf?e,thlwﬂeﬁ%‘ﬂvll E(Fég%t RriQ gnt
bl eegliyg§gndconmonl y associ ated with conventional |ow

dosige pills. [0027] Reasonabl e variations, such as
t hos® whiaclempesitien ORINRg APregasioptingp eMeER cqpigplenfdo about

q . \ .
ot Bl 58 b ARt B0 B i
contagacelehi tonbaviPta aonigp Ot thes cftediisyl eftragdd) toz aboa Blty about 12
adm ni stering,to a fe e of chil.d bearin e: a) a

o ot ettt Serdat Rl RSl n ot CormR RS A gl Rrefeatea
equi afet epériddvfabaiitl t@abdut NdH0BaH eldps&d Fiod He@RbMbRE6OHBhe

acetate and an _estrogen_in an anmount equi val ent
administration of composition III.

2. The method according to claim 1, wherein composition I contains an

estrogen in an amount equivalent to about 0 to about 5 mecg of ethinyl estradiol.

3. The method according to claim 1, further comprising the step of
administering on a daily basis a composition IV containing ferrous fumarate between
the completion of the administration of composition IIl and beginning the repeated

sequential administration of compositions I, IT and III.

4. The method according to claim 1, further comprising the step of
administering on a daily basis a composition IV which is a placebo between the
completion of the administration of composition IIT and beginning the repeated

sequential administration of compositions I, I and III.



to about 0 to |l ess than about 10 neg of et hinyl
estradi ol for about 5 to about 9 days; (b) a
W@ 0Up04d1ti on  contai ning a progestogen in an aP@O$2004/037975
equi val ent to about 0.3 to about 1.5ngy of
nor et hi ndrone acetate and an egfrogen in an anount
equi val ent to about 10 to about 50 neg of ethinyl
est radi ol for ut t bout days; an ) .
corpost ¢i B etttk © AR, sBebR SiprBRboh Ch afhigpoiany fee
equi ofadseddent 0 about 0.3 to about 1.5ng of
nor et hi ndrone acetate and an estrogen in an anount
equi val ent to about 10 to about 50 meg of ethinyl

estradi ol t rej e
sequ@ntié¥e%%ﬁ]n|g%?%?égﬁﬁggH%gé%%%ﬁ%?%%émﬁ?F&gﬁ%%fg

I e pe@bmeposifondll isgrpeeritich thd anadamudf ebtrogenlin tidpadaips THasat least
el apsed after.the cC | eti gn of the adm nistration of
conpbat ik eusslttofd Bsatstud £6dohg ro cf ai m 1

wherein conposition | contains an estrogen in an

anount equi valent to about 0 to about 5 neg of ethinyl

est radi ol The3netidiacereding tb Aamdyr, dihegint the plogésgén irf aach her
conpri Si tep.of adm nistering on a daily basis

g th
a co??ﬁ?@?‘%%}?eqo%ﬂe‘gﬁ?%ﬁar‘fﬂﬁ ‘ferrous fumarate between

the conpletion of the adm nistration of conposition
and begi nning the repeated sequential adm nistration
of c®nposiheinastisod|accordingliolcldm ITwheneit thoestragaon daghgpomposition

clain1&?f rther. conprising the step of administering
on dsgapre%rgpg a conposition IV which is a placebo
bet ween the conpl etion of the adm nistration of
conposi tion P and beginning the repeated sequentia
adm i st rEeingathadfaceudmpotol daimrds wheremaoedpositidrol conins Fhemount
nmet h acecarding.to clai-m.1,. wherein conposition | is
Ut ARG BbR PO R st SR ST o
according to claim1, wherein the anmobunt of estrogen
in
10.  The method according to claim 9, wherein composition I contains about 5

mcg of ethinyl estradiol.

11.  The method according to claim 8, wherein composition I is substantially free

of ethinyl estradiol.

12.  The method according to claim 8, wherein the amount of ethinyl estradiol in
composition III is at least 5 meg greater than the amount of ethinyl estradiol in

composition II.

13.  The method according to claim 8, wherein composition I contains about 0 to
about 5 mcg of ethinyl estradiol and the amount of ethinyl estradiol in composition

II is at least 5 mcg greater than the amount of ethinyl estradiol in composition II.



Conposition is greater than the anmount of estrogen in

conposition by at |east an anobunt equivalent to 5 neg
wo@Roosnktimy| estradiol. 7. The net hod accor di ngp€DUSL084/87975

1, wherein the progestogen in each conposition is

nor et hi ndrone acetate. 8. The Flﬁ't hod according to

claim1l, wherein the estrogen each conposition is

et hi pyl tradial . 9.. The nmetho ccordi.ng to claim S8,
eher B clinseSrhaseorting Brafinics Brtgroame o0 *SpfiRyine ob a
est r giy®hsif § edthbhiRidh I'0 whichQoRRRY ferRuReharatOer iJ B@lacebo for

met hod according to claim9, wherein conposition I

cont #oHE! bS5 meg of ethinyl estradiol. . The

met hod according to claim@8, wherein conposition | is
substantially free of ethinyl estradiol. 12. The

met hpgl acnemeiting aterdih@tooldm Mhehekh thdRqadEbbdndistration of
ethinyl estradiol in_conposition | is at |east 5 ne

gr eat@ipopitigns & Hellland i is tapeated iper sorepletion pif e adppinistration of

CoMPQRidos#®ibn Iv.13. The nmethod according to claimS8,
wherein conposition | contains about 0 to about 5 neg
of ethinyl estradiol and the anmount of et hinyl

estradiol_in conposition I is at |least 5 neg greater
Chantd he HfglodGrudhg HRyaiEsly %(a?rsm_th%?aéas At atiey o
11 - coltposifib®s MBLINQEHd &8¢ 066 Mol dal BéiBdl3, further
conprising admnistering on a daily basis a
conmposition IV which contains ferrous funarate or is a
pl ac

o fqr about 1 .o4ias. 1ﬁ. The method. . .
P ceof i ng teardiedisnordine (ot 1 ERiseibdif iy panisuation of
adm ginlokifibAsANI Al 26@ P RSbE 4 D&aylperiod.and 1V is repeat ed
upon conpl etion of the adm nistration of conposition
V.
18.  The method according to anyone of claims 1 to 6, wherein each of
compositions I, I and III contain a progestogen in an amount equivalent to about 0.5

to about 1.5 mg of norethindrone acetate.

19.  The method according to anyone of claims 7 to 17, wherein each of
compositions I, II and III contain norethindrone acetate in an amount from about 0.5

to about 1.5 mg.

20.  The method according to claim 17, wherein composition I contains about 1.0
mg of norethindrone acetate and is administered for about 7 days, composition II
contains about 1.0 mg of norethindrone acetate and is administered for about 7 days,
composition III contains about 1.0 mg of norethindrone acetate and is administered
for about 10 days, and composition IV contains about 75 mg of ferrous fumarate and

is administered for about 4 days.



The met hod according to claim 14, wherein the daily
adm ni stration of conpositions I, , HEand IV is for a
wa 0604842 day period. 17. The net hod accor di ngp€DUSL084/607975
16, wherein the daily adninistration of conpositions
I, , and IVis for a 28 day peg 18. The net hod
according to anyone of clains to 6, wherein each of

oot eqtivaTbE et RE S o 47 PR faon gl about 3

nor efbj; BEKHKEIRA BERlAL Rm &uonT heorteh ) SduescatdoMghihg estradiol
anyone of clains 7 to wherein each of _conpositions

anrospATi P foneing |ah@méﬁ gcgobething sshadigl ampunt
fron1about 0.5 to about 1.5 ng. 20. The nethod
according to claim 17, wherein conposition | contains
aboupy.. O THE ¥thdiicedrhing & ElRigh G eheded o@ﬁiﬂomﬁon Lis substantlally
adm ni stered for about 7 _days, cqnposition

aboufrea OfGHRyA FstFgiobcAmReR el sRieat oW e et Sradiol
adm gﬂdsctoﬁfpggtl&f’ﬂl RRRMs b0 8Y $ncg ©PEMASH dstetloll cont ai ns
about 1.0nmg of norethindrone acetate and is

adm ni stered for about days, and composition |V

cont aj ns about 7 of ferrous.fumrate_and i.s
admi A-st ek gthog ?s%%afepﬂma svgpnsmﬁéﬁmst@s of §g98etidi K o
aCCOﬁﬁhBﬂ&%ﬁgRhﬁkﬂh%%f&MHﬂdﬂdgQ&HDOSItlOn | contains

about 5 neg of ethinyl estradiol, conposition

cont ai ns about 30 nmeg of ethin estradlol and
conp@i ti HePgsitign heoniping abpyt %é )ﬂorethlndrone acetate

est r ati Bbut (%8-abddi8 n@td? gﬁlnr@@ %@bf‘ﬁr E%u% & amoat19 days;

wherein conposition I" is substantially free of ethi

ny
estr évdl ol 3 covmepition HicorainingrbeitAs? talsbait 13ongragyethindrone acetate

ﬁ;gl a abo Itz::?;zﬁ)' Igc&e%ng ?t%[%gosllf& '&ggut 5 15 gwu?b Qi§ysabOUt 35

cont (¢ e pd wmpo@mnmm &intdnihdhabost @p o acbkm‘s]eﬁq mgmbiedlhihgrone acetate

n rin
adm allldsgb%utl 2595 0 mcgaethmy elst?ad?ol fc():rhalbo&j[ 8btg eaflgcl)urt1 % g%/s and

(@ optionally a composition IV that contains ferrous fumurate or is a placebo for

about 1 to about 4 days,
wherein the sequential administration of compositions I, IT and III is repeated and the
number of days between completion of the administration of composition IIT and

beginning the repeated sequential administration of compositions I, IT and Il is from

about 1 to about 4 days.

24.  The method according to claim 23, wherein composition IIT contains at least

5 mcg of ethinyl estradiol more than composition IL

25.  The method according to claim 24, wherein composition IV is administered
on a daily basis between the completion of the administration of composition Il and

beginning the repeated sequential administration of compositions I, I and I,



(a) a conposition I containing about 0.3 to about 1.5

g norethindrone acetate and about O to about 5 neg of
werdvsnydi4estradi ol for about 5 to about 9 dayspPCY/b$2084/037975

conposition containing about 0.3 to about 1.5ng

nor et hi ndrone acetate and aboujs 20-40 neg et hi nyl

estradi ol for about 5 to about 9 days; (c) a

t
mor ot it e iR BBt AR ordsind & 828 bpeheitTin of
est r epwkitibuy I, Hhod II &ntain stoath.5 iabdaykss n@nxﬂ nélté)hlndrone acetate.

optionally a conposition IV that contains ferrous
funurate or is a placebo for about 1to about 4 days,

I Bk ¢ TR AR kA BA R S ERC AR o SOARAS LR

conptatdiong dilytdesagadofi ni st r at i on of conposition I Hand
begi nni n he rP%Q ﬁt ed Sequ uentj al adm ni tstrat ‘
conposi t| aAndoTrPPY °8Pﬁa5‘bft§ftprige€ SEEbh 3t aﬂ‘o‘m

day sequiAlentlt th%b&&ﬂ)hﬁd aB&R QI5Ghf6f ofethihdiofid %taté/d’l\ﬁraﬁ leftrogen in
conposition P contains at least 5 rgrggthof et hi.n

est r GATUnheuiraleRtiq abeiHYde Aqubm mee shethipkestradinl

accor di ngpy 0 %'Pﬁh@[?éomﬁ@&%ﬁb&t&ﬁﬁ@%f %és%geh‘iﬁ ér?amount
adm ni stered on a daily basis between the conpletion

of t¢rmivalém taiabout 4t3i topbaft léong)@fmomﬂ@ndrpn@mta@ee@d rniesttpgen in
t he iti;ons
"¢ SERSEhPeRERIEabal AWHOEY Al Sl CRERRT ke
of cI ai ms(c)23 b ®hs I whepesitioneanhindly aqoogesisdn ians amount
gggt %&uéva{] §t7to a}g\o&ﬁ %ttf) 0 oglgg 5 abou -r}qg'leiﬂ?su&%oge;qut%{eeatn Ial[l] gsrtr(%)%ee:n in
cont fmsefhi aq@ivkieht 16 APRILI16 kdbodt TVABEAGTRIERA batadiolGyherein the
dai | y dosages of: &l % a Phase | conposition containing
Hie

a prBwRst gstiogen | hasg A crppAsition dngreates thandhe amowit ph
abo f F
o rdelTD (R PR Oy ASEk SR ARnERRE 893
et hi etyihylestradaai ol ;

28.  The kit according to claim 27, wherein the kit contains about 5 to about 9
dosages of the Phase I composition; about 5 to about 9 dosages of the Phase I

composition; and about 8 to about 12 dosages of the Phase Il composition.

29.  The kit according to claim 28, wherein the kit further comprises about 1 to
about 4 dosages of a Phase IV composition which contains ferrous fumarate or is a

placebo.

30.  The kit according to claim 29, wherein the progestogen in each Phase is

norethindrone acetate.



(b) a Phase conposition containing a progestogen in

an anount equivalent to about 0.3 to about 1.5ngy of
wonehitiimdr one acetate and an estrogen in an aP@UO$2004/037975

equi val ent to about to about 50 neg of ethinyl

estradiol; and (c) a Phase | Hep osition containing a

progestogen in an anount equi valent to about 0.3 to

about. 1. of nor.et hi ndrone acetate and an e ogen . .
O L TR gl oS B S R e s e R Eh O ehiny
et hi gyrhdigist radi ol , wherein the anobunt of estrogen in

t he Phase conposition is greater than the anount of
estrogen in the Phase conposition by at |east an

anou equi val ent ..t o, 5. neq,.ethi nyl tradiol. 28. The.
o0 B o e X RS e B o Y b o
abougbobt 2000 ab&is 110 thed 08 afiRgl BfradiblenflirFhade MRBMPSIitidn0ddntains
about 5 to a?out 9 dosages of%éqe Phase conposition;

‘6 o

and 29BLA 18 2byt 3B Bige of othiggles of the Phase
conposition. 29. The kit according to claim 28,

wherein the kit further conprises about 1 to about 4
dosaifes dfhe&itRbasding ¥ m@oAeas claintd b 28 Jwita¢ih aachsf the Phase I,
fergﬁgg marat.e or i s, a placebo..30. The kit

acc GBIPLFLEPHH CoBAING A BFOSPTIOZER I Y YILE L lquhtoghey 0.5

Phas@ absut 1078 b iéiRneroas fleitee. - 14 - . The kit
according to claim 30, wherein the estrogen in each

Phase is ethinyl estradiol. 32. The kit according to

cl ai m 31, erei n..the Phase 0 sition cantain

Cbouth 20 TS KGR AT T GBI A TIGD A ] hefbase
Phasg asdMdsipbéifensConthik Rorefb@ttine 38etit® intddtondOfr6¥8 @bt 0.5
ethinyl estradiol. 33. The kit according to anyone of

cl ai f@beut 1t5d129, wherei n each of the Phase I, and
conpositions contains a progestogen in an anpunt
equi val ent to about 0.5

35.  The kit according to claim 32, wherein the Phase I composition contains

about 1 mg of norethindrone acetate, the Phase II composition contains about 1 mg
of norethindrone acetate and about 30 mcg of ethinyl estradiol, the Phase III
composition contains about 1 mg of norethindrone acetate and about 35 mcg of
ethinyl estradiol, and the Phase IV composition contains about 75 mg of ferrous

fumarate.

36.  The kit according to claim 35, wherein the kit contains about 7 dosages of the
Phase I composition, about 7 dosages of the Phase II composition, about 10 dosages

of the Phase III composition and about 4 dosages of the Phase IV composition.

37.  The kit according to claim 35, wherein the Phase I composition contains

about 5 mcg of ethinyl estradiol.



to about 1.5 g of norethindrone acetate. 34. The kit

according to anyone of clains 30 to 32, wherein each
we@booshe@1Phase |, and conpositions contains  PCT/US2004/037975

nor et hi ndrone acetate in an anmount from about 0.5 to

about 1.5 ng. 35. The kit acc ]Lsdl ng to claim 32,

wherei n the Phase | corrp05|t| ‘ofl contai ns about 1ng of

nor et hi ndrone acet.at e, S tion.contains
abow®- 1ng M5 AItAGFEiRg T’i’o‘ilad’i‘f @?%{Pg’e?%‘gsegﬂbc(‘?ﬂ’lp"% “hig of
et hi (bl 464 eﬂethlaﬁ%s@me conposi tion cont ains

about 1ng of norethindrone acetate and about nmeg of
et hinyl estradiol, and the Phase IV corrp03|t| on

cont aji ns ut 75 of .ferrous .f kit
accotdi nﬁf’%“t@lc%rﬁ{lng%’ cliReOey er?lﬂéﬂﬁrhfisegrocﬁfngomgon Yelii g
7 dogReesmed of diEinfikaealidl. conposition, about 7 dosages
of the Phase conposition, about dosages of the Phase
conposition and about 4 dosages of the Phase IV
conmpgsitign..37. The Kit cordi.n o
wher@&n t kﬁr?ﬁ%oéa;flg{: 18§|%t YV% elg%t%a%sﬂg%)g?lh%n eg
of eiuhktwﬁ/da\l}zﬁteé aﬂétﬁihyl-es&ﬁloi 38. The kit according to
cl ai m 35, erein the Phase | conposition is
substantially free of ethinyl estradiol. 39. The kit
according to claim 36, wherein the Phase | conposition
contai ns about 5 nmeg of ethinyl estradiol. 40. The kit
according to claim36, wherein the Phase | conposition
IS substantially free of ethinyl estradiol.



