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of pregnancy with hCG >25 mIU prior to ultrasound observation of a sac). Dickey, et al.,
Hum. Reprod. 11(12):2623-2628 (1996).

[0005] The safety and effectiveness of clomiphene citrate has been widely evaluated with
respect to use in the anovulatory patient. Although some studies have suggested that
clomiphene citrate possesses both genotoxic and tumor enhancement effects, others have
found no significant relationship between clomiphene treatment and cancer or fetal

abnormalities. Clomiphene has been associated with side effects including: blurred vision,



found no significant relationship between clom phene
treatnent and cancer or fetal abnormalities.
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[0009] A second composition comprising clomiphene may be administered starting at
ovulation and up to fertilization. The second composition may comprise a mixture of cis- and
trans-clomiphene, in percentage of approximately 50-80% cis-clomiphene and 20-50% trars-
clomiphene. The clomiphene of the second composition may be administered in a dose from
about 0.5 to about 100 mg. The dose of the second composition may also be from about 0.5
to about 10 mg clomiphene. The dose of the second composition may also be 12.5, 25 or

50 mg clomiphene. The second composition may be administered in a single or multiple
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stimulating hormone (FSH). In women, these increased levels of gonadotropins are
necessary for the recruitment, growth, and eventual rupture of a mature follicle (ovulation).
[0014] Ernst et al. have also noted that (the trans-isomer) is antiestrogenic (AE) while the
cis-isomer is the more potent and more estrogenic form and has also been reported to have
anti-estrogenic activity. The authors attribute the effect of clomiphene citrate on ovulatory

activity to both forms stating that the mixture is more effective than trans-clomiphene alone.
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[0017] A second composition comprising clomiphene may be administered starting at
ovulation and up to fertilization. The clomiphene of the second composition may be
comprised of cis- and frans-clomiphene. The second composition may be administered in

one or more doses. If multiple doses of the second composition are administered, at least one



1. Conpositions and Activity [0016] A first

conposi tion conprising clom phene may be adm ni stered
wonroaroitwsovul ati on. The cl om phene of the firBCT/US2006/030053

conposition may be conprised of at |east about 70% of

or each fsﬁ’dbﬁisi\mnibmﬁ@ebe dBmpnsedtqf iroveabing proportiphseof géseclemiphene
rvis-cl om ma

relatl\{eﬁ% Frgﬁgglﬁ@lp@ Q\Nﬁ- hF éé/cr%f ‘éﬁ‘? Ogllftlff)r? %ggg:?)ggigﬁ&ﬂ rogid hos?lgablllty of
the ceﬁflf; 8Cdperns Whicdries) 16ad tb heproadd fénmlzaimn; amg inoraaeiéct itering/blood

cl om phene citrate treat
flow, yaieh Ray dRRIoNF desPegPtbiity ng‘%s Fndr?B'reS‘“athém ﬁ%ﬁi’% &
fertiliSRCROR. ARFBARE] HRMLIHOABS dofitifg, fof eanplegthe patisnt’b estradiol
adm ni st er ed startln at, ogulatlon and..u

evelso0f ERIamEREA BHETTITAD BRGTRAAEN ROBY OGS gond composition

may &mﬁn ﬁ’éhtslmmlg@o&é? IR ndRkhl @ftrabioStevélfghd/or insufficient
hene. The second conposit

endom@tmlﬁh@h@sse hierseqond compasision My $lsg tregta 1\‘1‘5{1&'}%?@‘6&8% es
[oolsgf t‘hﬁﬁ oéﬁﬁ&%n%ﬁl{g%hé LIORiRER rﬁ'@fﬁe&uﬁﬁxﬁgt&ed b@gﬁndl@aﬁt

each succes dose may be conpri sed
fertlluzatronewkmplm gapboppintdrenese st argificiel léfrﬁl]é‘?f?é‘ﬁ’é 9 @peft ‘ih9 fransfpr of

embrt?or%?to QU bhene. LiteIEEe %%ﬁ%ﬂpl&ﬁgpﬂﬁé {hiir@ RoMBkitRINGYAydR:

ove ospi e cervix to sperm which
comphiggd dfaakéastGO%prQwemh‘tr@rtl lization, and increased

[00193&[218 Igg’?q c%:[q%ggltlo r‘é’bfélggb ed. u%’fhg Yool h@w which may improve

r|un1to I npl ant ati on’ by
the ssbéptibBity oﬂthaaﬂiom\mm 3 veplsitatidndry tid fertilizedovurrnyThe skilled

consi der, a {
i e TR ol S s el el
to deﬁﬁtﬁlﬂl ﬂie pTcﬁI;tfér G8a8d) dutciol@paﬁemplamd ﬁmythbﬁurdselfnpd)smlqm will be
|en s, havin
el e e oL S Bl
mmoﬁg%?gﬁkky?ﬁ ngy also treat a |uteal |nsuff|C|ency
] .

O s WAL NG AR D
such Q?mtl‘)ésés mh@feq:ﬁé«'?eﬁl@nw prégesiefdn€ lexbls hﬂ’eSﬁiIfﬁmim @n where agppion

he transfer of embryos into the patient's uterus. The
luwaHn@ﬁﬁﬁh@hés@ﬁfWH@EWHWﬁd conposi tion may be conprised

of at |east 50%c -clom phene. [0019] The third

2. ﬂo@i@%ﬂtAd}ﬁnMﬁBﬁ Répifieni NCreased uterine blood flow,
whi ch nmay i nprove the susceptibility of the

[002%?]%'%{ doHPbdiflor WY BdddAlihiorel s pdneofian btrmlhmczsddmumeglmen
Ki

[l ed cl
The gapinbire of xR FHBPINRVBILCSTIS g er-SP e R e Be

com]% Ese&l @§s§ﬁtm12 f Lh- d%lgnglﬁcﬁed&m%ﬁ cbmf)rlseﬂ of &t 1emmb@np70a’o &dns-
cloiphepe Tierogassay HSh (A4 DGR ORGP REN crgtee D 1 TRV Ed
may 8 db A 25986 fle) dal, GO atB HARERIagd, Sthrtihf ht‘-‘d{flaﬁﬁxﬁd days 2-5 of the
menstrual cycle, at the convenience of the amenorrheic or oligomenorrheic patient, or at the
recommendation of the treating physician.

[0022] The second composition may be administered starting at or after ovulation as detected
by basal body temperature, LH surge, or by other means. Dosages of clomiphene may range
from about 10 pg/kg to10 mg/kg to more than 10 mg/kg. The second composition may

comprise both cis- and frans-clomiphene and may comprise more than about 50% cis-
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ition tered for 0
e R e
cis- c%ﬁhﬂeﬁ%c@lﬂ‘tﬂﬁ@dﬂﬂﬂs&rﬁ& amhé]&ni ccfmiﬂm]ioatwmhmnw’dymomﬁpvﬁ tyns-

nore than about 50%

hene, |In ot h
clomighgncs oF AReraRWEHdneRRBBEra B poeairrah LR HeaGhap KD
abou{ ] ,E%;kg’:\{ol 1@ﬁﬁg/k§ﬁen5r@ﬂﬁﬂ|laiﬂgﬂ{g dIE&Mpmﬁp n*ha@M@ﬂ%m
hene, while a second Lise

fo
may b STk bR BB e ORI ATt ST 2P S ey
dwm&ﬂgﬂgm§gﬁggﬂygngﬁﬁgCMFcIon1phene QG her formul ations
dosage reginens are also contenplated and will be
understood by one skilled in the art. [0023] The third
3. Eymydatienson may be administered starting at or after

i nsem nati on or fertlllzatlon a det cted
[0024hSitable pharmsgeuticsl CRRBRRIEPNS PRt §Hspgs 1 fé‘h‘fﬂ’&%?ﬁry 1“3%%’“ of

solids %Bf ésstgblgts oPﬁﬂE?i‘ BPRNS 0Pl KaLIShs sORSieN: slu@;iehylom;t emulsxons
CWC hene. In sone patients, the third co

elixirsey camukh’éﬂect%ﬁbihi? san Al fgoralyse THgaPRPettigns ma A6 bé Athe
form mﬂﬁqmeaablg Qb 1uEHRIPLRulsiON ®r parenteral (including subcutaneous) use.

Such pharmaceutical compositions and unit dosage forms thereof may comprise ingredients
in conventional proportions.

[0025] Compositions according to the present invention may also be administered by the
intravenous, subcutaneous, buccal, transmucosal, intrathecal, intradermal, intracisternal or
other routes of administration. During the course of treatment, hormone levels may be

measured as described above and dosages may be altered to achieve a sufficient change in



patients whose corpus luteumis insufficient (i.e
does not produce adequate progesterone) it nmay be
woenwioigical to augnent progesterone through soreTmws2@b030053
of the first trimester until the placenta is able,t?
FSH, pHoehtrogena togertarencysy oieshasmenss 19 echiayp fsrdesitedhysiologica
resuESARAAEN bR BHENARTRT abdher THOEURRASTRNCRAN fo Rinitored
daily, abnlainscpsodiphEerexarople, the ¢commasitipnsghay, bej admmﬁ@‘rwh aftd doping

om0, SSTEI 100 PN 4 U l0

[0026]'|Tﬁe ﬂilllbwing(HXambletls maztrltrmiie lﬂmyratme ccfelneanvnnnem anghis aet intanded
. history, and/or
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Formul ati ons [0024] Suitable pharnaceutica
conpositions or unit #OSEYBLEdrm may be in the form of
su Clh% og Ci%lpﬁ)lh?lge égrggtgs%tz()ﬁlgrl Im inngll %‘Eiselﬁklﬁg’ntq{e)ghh&f'“ ds

1 ons, Sl ons
[0027i %pﬁrlg c%?npg%] S&nﬁ%nﬂrfsﬂg&vgﬁﬁe%at% {Ao?ﬁe% S%rrﬁﬁ ?cﬁmm-gﬁ?ed
daily tomnembaﬁiterysadhlu fenr[alesfooi deystagingos thedhlrcpéaryeqftthfrlamstrual

ovelol SRE SRR SRR Gt e BTt
ovulatieiayr desetet by bawd] el seniperatoray € firsthdulsagsrod gerst¢and somposition

comph,geg %gérggongge?yzm 81?3 021}(,:1 5% Ianc?ﬁt? trt r}?céé\al{élﬁ:gﬁlg T'h@ ¥e%5'11id on
dosags WD thd sedad usmpdsition abmpxﬁsreaa;mmmnstally 75Vidis-cloméghathe and 25%
, _l.ntraci,s routes o
s St P SO S BL0Eh o BEbEaf presmancy
(hCGhQZSEEHU? theal Sompositien 1smi‘lﬂﬁb&§teﬁd asa slegledodagel above and
dosages may be tered to achieve ufficient chan
argy g Siigps

[0028j rﬁhDSHCOlEHe %tffia%fé’ﬁ‘”lth s ieslt piided HEMIRER S oHwS
the acﬁﬁ%rﬁme shda&ss BB b eP MSuthiagh pREndnepul t s associ at ed
wi th pregnancy described above. The conpositions may

be adm ni stered daily, non-daily or episodic. For
exanpl e, the conpositions may be adm nistered at a
dosing reginen of 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11,
12, 13 or 14 days between adm nistrations. [0026] The
follow ng Exanple is neant to be illustrative of the
invention and is not intended to |imt the scope of
the invention as set out is the appended cl ai ns.
EXAMPLE 1 Use of C om phene Conpositions in an
Infertility Treatnment Regi nen [0027] A first
conmposition conprising purified raw cl om phene (50 ny)
is adm nistered daily to an anovul atory adult female
for 5 days starting on the third day of the nenstrua



cycle. The second conposition is admnistered in two

daily 0.5 ng doses starting at ovul ati on as detected
woyodrasaies body tenperature. The first dosage oPCThS2006/030053

second conposition conprises approximately 51%

cw-cl om phene and 49% nns-cl om phene. The second

dosage of the second cofbadMSi on conpri ses

approxi mately 75%c -cl om phene and 25%
rfir ar - 8lmenthqgtndireatingiiermale HECTBRY iCOMPHIENERCG | evel s reach
level s aZS SOfhAtiGeiy tbh g@ﬁ&_@ﬂﬁﬁ@& thef6Eprivt Btbvllatioh A Eirst

third nmposition I's admnistered in a single dosage.
[ 0028] Uporcoowegitien ¢omprising slomaphengivthgroiige plopdghene is

second, and, il ORAPUEAE OATRASLbhRHEns e adul

femal e succe Ieves and sustains a =
pr egna()y. CldaliniBering tA thegtationd bofween exalldtion and ferfilization a

et it ; )
i need t herEaRg P o BRI bOhTEh et fRthlifithe
conpri si ng isbanpried nfyanshrdoneiphent iad ob-olvmiphene and optionally
conpr gr ioz{%n&}{liétleg?aét%6lgetb1?oa§%qt7a§08/f) é!tﬁ%fﬁ%%iﬁ‘%&%?pﬁi&?ﬁ

adni ni t\een ovula
fertilizati @mpristgchnipleagpdsic tha clomipensisegmprised of at

cl om phene erein the. cl.om phene is conprised of
/r",y-cl oni ]ﬁﬁé%u}:\%@%’éwc&qnblpégﬂﬁene; and optionally (c)
agm ni $hemehed bcliilel, Rakiciithe afnhRkitibey dré hdmiatsteonl ia a single

third conposition conprising clom phene, wherein the
or muipdefiailyedosesi s conpri sed of at |east about 50%c

- &l om phepgthod of Aiif JTRhBRH 8¢ n@hidr BT daily\Wosysed seldctee from the
conpositions are adm nistered in a single or nultiple

groupenigtingeed ds2, 334, SThe %l Ml0f clai m 2, wherein the

nynber 9f Ldabh ¥r d98LE wWhtreifthé it conhgodiiioh Readeniiitered starting
consisting of 1, 2, 3, 4, 5, 6, 7, 8 9 and 10. 4. The

at abavé tioditootboet day ﬁ{oﬁh_’e\mt%qné’i’s mepgiwiaf gyclst ¢ onmposition is
adm ni g4e fn%ﬁlloﬁ tof"élaikrpﬂ V\?ltere?rpt?é'&logﬁ&hege $QhSRREdoneRYitién Of

the patient’ s nenstrual cycle. 5. The nmethod of claim
considts esstigiadly nf rves-dorsiphgitene of the first conposition

B R R
transecbompipanel on i s frr-cl om phene.

7. The method of claim 2, wherein the first composition is administered in
multiple doses.

8. The method of claim 2, wherein the first composition is administered in a
single dose.

9. The method of claim 1, wherein the clomiphene of the second composition is
comprised of about 50-80% of cis-clomiphene and about 20-50% of trans-clomiphene.

10.  The method of claim 2, wherein the second composition is administered in
multiple doses.

11.  The method of claim 10, wherein at least one successive dose comprises an
increased percentage of cis-clomiphene compared to the previous dose.

12.  The method of claim 2, wherein the second composition is administered in a

single dose.



7. The method of claim2, wherein the first
conposition is admnistered in nultiple doses. 8. The
wortdtaddes claim 2, wherein the first conmposit POWUS2006/030053
adm ni stered in a single dose. 9. The nethod of claim
1,13 wheTks methbdoflaimi lpwbereinglie lérvipbensodthedbingessiposigion i s
. Js ; 0-80% of c -cl om phene and about
“mmiggg%ggggogf%ﬁgﬁgﬁg%iphene. 10. The method of claim2
whér ei Tih¢ inethsdelmadmdowpesintthanomiphemdmif tieghied eminfiosition is
d&dnuighgle doses. 11. The nethod of claim 10, wherein at
PRES"one successive dose conprises an increased
péscenThgmethdd eielaindrivhtreinehecaomiphant df thetthied @mepositios is
dose.. 12. The, nethod of claim 2, wherein the second
Compgﬁﬁﬁggﬂﬁ?gﬂmﬂ@mgﬁninistered in a single dose.13. The
mebhodTed methad 6f claimwhehétin thdwire tanpdshidadurdier térepristd rd
conposition consists essentially of cw clom phene. 14.
Progesifioifet hod of claim 1, wherein the cloni phene of the
thiyrd ¢ROReSEbd bhinD, MhéretRthRE ehposikion isTdRinElRath of
. .claim1, wherein the cl om phene of the third
singlecd9s$rosi tion is conprised of /ra/Mcloni phene. 16. The
g hodTRE methad O laimWSh&ER thd¥8irl BbhsbsRRAROAIntihSRred in
further conprises progesterone. 17." The nethod of
multiplp dps¢5.2, wherein the third conposition is adninistered

| o SR EmAPS i, wﬂ'}@ingﬁémﬁg c&flp(%ltﬁ')in'ﬁ iHefaI N

the third conposition is admnistered in nultiple

throughpybibe fitsy frimTister pEthtipdticot's pregtaneyl, wherein the third
conposition is adm ni stered throughout the first

trimester of the patient's pregnancy.



