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PHARMACEUTI CAL COMPQOSI TI ON CONTAI NI NG A

TETRAHYDROFOLI C ACI D FI ELD OF THE | NVENTI ON The
WQe@wseo43l nvention relates to solid phar maceut PECHEP2007/005764

conpositions, in particular; to oral 5 contraceptives,

conprising a tetrahydrofolic acid, such as cal ci um

' ) b

PHZ\#&E&%dT%?\i%%&BPé?én(?ﬁ f&?})\(ﬂe I%&HE% TE?HP%?D:#OO Ic AcID

stability of the tetrahydrofolic acid upon storage

FIEYD oF it INVERFEOANNg a fast and reliable rel ease of
t he estrogen and the Ero%estogeq_ resent_in

Th%BFFﬁS%tI ipyglkion {glatea R | RTMERT RS |rhpart|cular to oral
corniragpidnes, mmms,mgca)tertahtyds@fbhofacidoswdhcﬂsacta@mBtrnedhelveﬁse-

tetfﬁ&gr%fdg}gtel %ﬁ?to%ﬂ&lt@gtpp&mde%gﬂ/ trh@%%s\éﬁtsmg?rﬂ naaﬁlkrvqar good

as a 1ew wee Accor

staiify, picie teledmdEn Bl acshuPosy fltor\ﬁﬁ?ré\i‘?"%'ib" %ﬁﬁ’”B%é‘dﬁ% and reliable

reldse PR @ ethReh @ntl gy ploge&ogmsridsant 40 then@hthayitioh. fol i C
acid to reduce the risk of birth defects (MWR Morb.
Mortal. VKIy. Rep. 15 1992;41(RR-14): |1-7). Folic acid

BACKGRQUMBQR TOR INVERITANe| y before di scontinuing oral

In PRIJHEACEHhEY. @ oHE&ionddf Iém%fﬂeﬁhﬁ( I@EEQﬁke% R st tWEmonths, and
nan%Ft est has been clw(bt ai ne insufficjent

e BBSGeT AT P3PS GE B R GV EPBHInG 3 BETGLEn fervice

recaddihdndetion, ralll vdrpérewBs uah bscoofe wogremt sadkildh thebefate consume 400
pgﬁﬁo rf?&l%%% 'd\%'c?%e(ﬁn:g%gﬁgl{ %ﬁq dfegggs:(ﬁ/‘mﬁ lf‘/mré q\)(ﬂaﬁ Wkly Rep.

ive contro ated nmechani s

19?%;669%’96% bT7)t '?ﬂ"§ apHSHBPIBMSALatIAR Aedigksdy B%f@'@od'%’”t'”u'”g oral

coxbepid @, of infrabyiglelyt é:’ffﬁﬁtaQﬁ),smivB(bF@aﬁﬁdl RXCh&the@n odtained, may

befmoslutflaenﬂo optdnaﬂﬁ/r erosé%tdth% l'ﬁCtrlno?o g\]:s fIr01 gdl ortlJI nqglk PI% studies of
proteins, on o epende

worriegrtakingraral émtyc'méstlvemlhsw dacr@éwaa@ée WUﬂHeveﬂ%r%qte/e to negative

cor&edusu Mok@V:Red mm.m@epw@@ F&Qﬁl@tplh&@orHWnSn@&lﬁedé%Peased
|onal is r such users. wh

b O G e TSRS FE B 1 AL Qe PR A Bflection o
folare-hirsiing Stedes amdiimyiction pofolate-depahdsiiondrdtic deabsgmajenzymes.

Théd %ea%cte%s@ Baéhecfaew ACERYENER S mshy %?al @&%@h@vef et ool H
| nt ake duri ngtbt e pepconceptl onal per.l od I‘Ot ect

adgagnarllgﬁk gprﬁ,ﬂ é?erﬁf"’he&ﬁ[jfé'ﬂ? PL"ﬁgnP&q WIS}IW&'{FF%H%SIX months following
discereinudiistgofneser al t ube defects, such as spina bifida

(an i nconplete closure of the spinal cord and spi nal

col um), anencephal gsevere under devel opnment of the
Acgardingly iefieag shoide} alhobe PedediReraliseairacaptives nce adequate folic
ac.anr&tawdmnmb peficdriteptsdtlanpdricdMeds pbieer sgﬂmsmaemmnﬁr bAcongenital

maﬁfg ?StIOélé %{dudmgfneura pu% degectse%Lgh %Céjaw ?Pda ?agm mcomg)!ete closure of

regnancy ofe‘a Wo
theesping! oré ard W' F@Ufp%gmfpf}albfv(éwre uridgdsr gjerregnit @hthgfbrain) and
endephdiGceRCiwHen Brad tilsud pridtri dapt to/®8 sKiBYropOSEaboed bpetsng in the

skJ?q?.%utJ? tl(ésg‘ %ef’e&s occur during the first 28 days of pregnancy - usually before a woman

even knows she is pregnant.

However, incorporation of folic acid in oral contraceptives may pose a serious health risk in
that it will suppress symptoms of vitamin B12 deficiency, such as anemia. For example,
folic acid can correct the anemia associated with vitamin B12 deficiency, but,
unfortunately, folic acid will not correct changes in the nervous system that result from
vitamin B12 deficiency. Permanent nerve damage could therefore occur if vitamin B12

deficiency is not treated. The present inventor has therefore suggested to incorporate a
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35 that it will suppress synptons of vitamn B12
deficiency, such as anem a. For exanple, folic acid

W@ 2098600382ct t he anem a associated wi th vitam PCBELR2007/005764
deficiency, but, unfortunately, folic acid will not
correct changes in the nervous systemthat result from

tet{%ﬁggm%falc :E% ggghl % t%g%turgﬁrogggg ﬂ%ﬁé’ & %%W§6§)otléltrqwdrofohc

ore otcur If vita i énc

whichdafasaned ThEhqyREE kPP HsAseft @qtatm#s p?ﬂ@@éf%r“éf RGgEHesTPlrgacid, in an
ord! Qohtﬂ&@bm aﬁ@patae.bﬁ a)hyéirahfye,ldf&.caa@ide,, sUBHGB 5aetilyB(65)-

et iy e ARy B FAONGFR R BICLIBiPYRe Pt oRelci! e fepls ossocited
withdblitegcid dup hitbattatie pateabel disadyattapa gl obskime therargmigof vitamin
Blg%hge&gl d, in an oral contraceptive |Incoporation of
t et rahydr ofol ic acids, such as 5-nethyl-(6S)-
tetrahydrofolic acid, in oral contraceptive could
Hopleat, ekerahlytirofdiie abiaaafé extedmelf Leahbleas8 @cé AighY swsddptible to
folic ' t, Wi . j ' qge of .
ol e AR LAl A0, ot o
PheraracattjcdisoFeiti @5 el eptarertiire rrentessntaniapadieagriimame
forfH oY Pt GERieWb Bt bRy @KbE@thORsaBAg Q&idS[SHéHﬁaceutlcal composition

exﬁﬁﬁgrsghgfg%t\égr%{?&ﬁ (m@trlsgf?chg e tgtb%:lﬁ/dﬁcgglgg;a%ld) upon sgorage but
thec oy mapefHctwe of theepmamsitios ltaelblsgcoohaedeerwg@alémm @b exposure to

oxid%‘ﬁ&’éx@b‘ie‘?m& m‘ahﬂ(yltyngna\/bne(‘ﬂéenw dlﬂmthé ALt process are

resulting solid pharnmaceutic nposi tion exhibit
expegtedioL@HsR g}e%'ﬁ%|o|nqu>;he( thﬁy?r@%é@fldtaadtshguld hence be avoided.
FuittBérvadny,ciinalf 6l Wit baGipdredpbomshekagreplebptovided heedily, the problem of
sta%ﬁ@%lgz%ﬁé wt%hggroq‘(n% a%%lrg?agﬁbtt Beogbl\}e‘ﬂ%ﬁl sfolat%n %ansﬁaqet[qugd out that
S exposure to oxidiSing exclp
Staﬁ’dﬁ?tmntfgf taﬁél?tm*‘yéff%?i'ca'llcld 'duf?qf\”{gcaﬁ?ﬁes%afhw%bﬁ%ieﬁQ‘SUff'C'e”t
rel B4 RCR DB et X ARG LEF the cempssatighegr adati on of the
tetrahydrofolic acid and shoul d hence be avoi ded .
Furthernore, and as will be apparent fromthe exanples
Fughewadedn kerealiirontrheeppr o bicctetrohy &otehit Pidiimgpntidered an active

mgtrt&il%r?chywr@fo% 's@ari%l%tﬁst%@ﬂ%tonbﬁea%g,r&prltﬂly'L%@(Ij & ViimiASupplement
| as ur ne

eradeany i or ST oig A TR PR LR e8¢ g PAUSIBL
connestibt with erdl coeirampbvest Tppibe ovarcibsesgn agemirssupbletreat products are

upqg%@osértd ﬁ@ dongf MB&FJT‘HE ﬁ'n sdnﬁ‘e @&ﬂﬁ%hpﬁ@ﬂ%ﬁ@&%@@dté’% from 0.6-
hydrofolic acid is considered an active

>. Ef ﬁ‘@r"é%eéﬁ*l‘a” theeperprendesidaiy e G 4bM9)-s2bfotiehiiaqipiems are
mdry prcsmhhgedusmh intbrgbiaged in pHapPPdRIBCH cEhPEHitInS in BCtonasntrations,

pre%\é?'%tl% gab%n&apﬁwg@ﬂﬁ{calsc%ﬁ% %k 89& o%@alh bgqé(%:vz d?ﬁr Ss QP;S

n-connec
te“@wﬂ%@"c&ﬁé’r'é@s@é”ﬁwlﬂﬂ &aammt%wpreéMt pr oduct s are
up to 25% and the dose of l\/btafohn(r) in some vitamn

dyct f .6 i_gher t ,
NeDHER S o Aty s pge davns el sdeSlan gty
exg@pightsems/ ameanfigctunrooprocessesd sukread¢dio orgrarab exdalicantraceptives

whmﬂaBH@%%HeQ?Andcm§btsb@?§cter sltém\l'lt‘(‘ WG@&&&E tm@ tetrahydrofolic
ratjon of p ar nac

BRIt O BOC RSB ng T EEt s AR GrOTTEs Hf desnecto refease,

and hahdeengavagatiibitgk ofi the iessogamandetb p @cdgestogen present in the composition.

WO 03/070255 describes kits for contraception and hormone replacement therapy which
contain one or more steroids, such as estrogens and progestogens; one or more

tetrahydrofolate component; and vitamin B12.
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Nevert hel ess, the present inventor has surprisingly,
via careful selection of critical excipients and/or
worwehesur i ng processes, succeeded in prepari PGI/BP2D7/005764
contraceptives which, one tHe one hand, exhibit a
satisfactory sta bility with respect to the
tetrahydrofolic acid, and, on the other hand, stil
fulfil the necessary requirenents with respect to
USrall @683 isatitkcirdifeehpimaaceatita isPmpesitionst syikdleeat eraeantraceptive or
in AGYehdnBEePhOGR&T R8&BpPI @B &IMind it REaconposi tion . WO
03/ 070255 describes kits for contracepti on and hor none
repl acenent therapy which contain one or nore
USst, et nDAR relsties o b ewtaf deteaty denidaims dgeistioggeing;the hemocysteine
Iemri# gr%ﬂt{llgpyoq 9! &'u%&%e?&'ﬁ@@ﬂ%@&m o?‘HSJmM&Js?éMW Bl12 . US
6,198 693 Is dlrec ed to pharnaceuti cal conp03|t|ons
suitabl e as oral contraceptive or in hornone
U &p4 peesraadcribbestapy, credaligd $HitQf SohetyReirghydrddSicGacid.
11,040 relates to the use of tetrahydrofolates for
i nfl uenci ng the honocysteine level, in particular for
SWMMABY i Qig THRENVENIIEN at i on of honocysteine. US 6, 44

In b, fk&EsHB&CHHe ph@&rﬁﬁrﬁ*éhﬁorﬂe\(&ﬁ&@ld 4 B8idSHak®a&futical composition

met hyl tetrahydrofol ic ac %E
ComRVERP%GRPQW °Pi L ESTHMSB? tetf"ﬂ‘é B’P@%ﬁt" It hargor. and at
leasebrd pisartr@ceutel actepiablersxcipieht catardenposi ti on

conprising a progestogen, an estrogen, a

tetrahydrofolic acid or a salt thereof, and at | east
In 3ARthphatAeale &bk P@é?“tdﬁteé‘épakﬁ?'éteé%?ﬁP%?rabFoﬁ?ﬁ? fgra} compprising a
cofpasiodrhetcoadmeat thetim@npb@sent i nvention relates to a

solid oral dosage form conprising a conposition

according to the invention . Qher aspects of the
Otperexsentts phirernrpeant viiventigewillgisaarpatent from thgebelp digglosure and the
appéeleEithe, and the appended claims. BRI EF DESCRI PTI ON

OF THE DRAWNGS Fig. 1 shows the stability of cal cium

5-met hyl - (6S)-tetrahydrofolate in a tablet prepared as
BRIEE YESSRIPTRONQMHPHE DRAWHNGS- axi s i ndi cates the

FiP8rHeRt @Ig@stgglllﬁlaéf(‘c'alémé‘smﬁ&hw (6(S§§étraﬂﬁpéféliayéjlﬁ%f @bRt Brepared as
remalnlng?ate as he sum o

deFEO8HAPLEXTTRIR 1pFB%I catx§ '”ei*ﬁ?—:te%'b?x‘?%“i”l’i?ﬁec%ﬁcég “t”hé methyl-(65)-
tetsdrgiagelatd menaimngreiiéhsorag@ 545 w@PaRiHe (sohogfetkcaopdsitianeprpducts.

The X- a%QsC(nZ ‘Zee%'#hé gégya;%q iR O %nﬁe) ‘25 é%o@%g (%ldsé& L&ﬁg.qen,

cont al ner éC osed al ner . I g.
* 456> RY (6ﬁo§%q)1:qﬂtqnaﬁ)of ,%g%%rpéﬁ(ﬁl@ed contamer), A 40°C/75% RH
(cleddui dayitasdry.adi ol and cal ci um 5- et hyl - (6S) -

tetrahydrofolate fromthe tablets prepared in Exanple

1. The Y-axis ind icates the anount dissolved, and the
Figk2eshipws ithriiliest etiont Helrelpgsodnet ietinesstadiot and palciym S-methyl-(65)-
tetﬂéH}HF&&ateAfr&hQﬁ@téb@etﬂ@ﬂ#baredah ek BdbRST. FadivOdxis indales itk imount
dlssolveé % t‘ﬁ6§) axis Fn{jlacg es thg 8|ssolut|on testing time in minutes. A drospire-

none; m» ethinylestradiol; e calcium 5-methyl-(6S)-tetrahydrofolate.

Fig. 3 shows the dissolution of drospirenone from tablets prepared in the Examples. The Y-
axis indicates the amount dissolved, and the X-axis indicates the dissolution testing time in

minutes. ¢ Example 1; » Example 4; A Example 5; X Example 6; A Yasmin®; o Yaz®.
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Fig . 3 shows the dissolution of drospirenone from
tabl ets prepared in the Exanples. The Yaxis indicates
W@ pwsAassht di ssol ved, and the X-axis indi cat eBCT/EB2007/005764
di ssolution testing tinme i mnutes. Exanple 1,
Exanpl e 4; A Exanple 5; X Exanple 6; D Yasmn(r),; a
pefai(£d REFRPFRREIRHETNUNTOR E | NVENTI ON The term
rogen” Is meant to enconpass all conpounds
The krifruTealrogRn "4y AeRBY focencemepes AllafoMouASh (NPfwrbergwynthetic, steroidal

or ﬁ@ﬁ@%@ﬁ)co%hbrkﬁsl) |eRQ|bQﬁbre@€}6@ebrﬁc 8& ity $lych SWpdunds encompass

G TP BIt P ORGP Bp GBI T4 SN STE. BRAOTr Sl ah dlreica
compopuid e Bibaigidstrogergc edtvitygém ®rads furthtey meBnetd eraemipsss all
|so |t: Qﬁ& fpﬁ?.@&q fctrﬂ'ls%?qpé"p?c eﬂg llndL%Q@QWd?at@sto%Ye%' Qﬁ{s and

forns o estrogens i ncl ud I nNg rates sol vafes
corgglexes, SHE BOFITRINES, W'%%Wf"’%"%‘ﬁ?rp’]"%r)‘%é?%“ﬂaﬁ'yf the estrogen may be
seleytedl adaxthei grsup ditsetipgiot emuiyaerswd.ot leetred@bl; egrestisrayifiraates,

est%%q&(i/t e(rjatef %bdhoq bgr[\ olépe egrra\ E:?Iwgll estrio estrltol guccmate and

est sul
coreaswta@;l ﬁmrogﬂaﬁe'ﬂétlémg égmnua@ﬁeéle%@ﬁ £6ekeeenssyEl apestrone sulfate, 17p-

estiBHIIsARSe, 1ﬁ&%&%d.o@@tfgﬂeoleq@wgu»ﬁ@é & 78 Hih &P IRt RFate, 17a-

|nclu n ui ne estrogens such
rg SRR S kA £SpRE B 88, AUl NS el iodent speh
dihydtoeguilénirt 8yifabgWialtiqolas untbetstng éstbegednk yor sedepted from the group
co%r%t{-ato? eth%??@eség'dmdé’s%glw t@z@té&&“&ﬁf@ma%uéét%nd’i valerate estradiol

ydroequ 1'l'en in sulfate and
beggagifd reétéﬁftﬂ I”é‘?ﬁ'"ﬁ”%'m’\daﬁtséf onpsyifateylee H'ﬁﬁeéﬁbé\éttﬁss”oge” Is
selegkd ﬁgaﬂ&eagreupsedrs&tuegl of etMyldieragion ptrédbisdreit rhé&gradbl. The most
estra i ol, estradiol sulfamates,
pre%rred“X t 019V '?et% r{yle%%éé't%?adl ol benzoate, estrone,
mest r anol and estrone sulfate. Mire preferably, the

In &% HrogaN chbseSEltRE LA fw@astd@eng(moﬁmwe%trm&eafto as "gestagen")

cofi L rRNbER e PRt s Pl BT P EA S e BBk e
effegnbegdtrogehgint e rpolpr ageaitogerddofrabis dinb itingi the groduction of sex

stJr&E@Eﬁ@goﬂa%sﬁﬁropQIQ%E AgER ik &A¥BIS of YRgRSohENNREITBN G ut is not
npounds whi ch exert anti-est ro eni c écount eractin

|lmtltﬁg t%fqrg%etsgoq?ps é%'F?tBEj érﬁ;gﬁ m? glrﬂ%p &;Pn ﬁa evo- norgestrelg norgestrel,
nomnmundr@oaamenﬁpemn(a) rhenbhédt ngorktréndpomel(retetbistapbney excetate,
8@8! (ﬂg‘ce@zﬂg M?&e}}ergﬁ@ gﬁ%érb%ro?%?ﬁaqbrﬁé gce?g%@nrpérgﬁlyﬂf)drel,

gens 1 nc S not
a”ﬁ?%@é‘@t 6\§@ﬁ'§e'§é4 @e'ﬁ%ﬁﬁ@f\%ﬁﬁeﬁﬁé @\eei?ﬁeﬁt@ﬁ%'l WQ%&'P@P%
dlﬂhﬁﬁ@td’ﬁ@{@%Sﬁlfte}qnenﬂflgeﬁdd’lﬁine Aaeraed, mh@EGBIe promegestone,

de{on%gt$t h 8@50%;éstgélepc{rg§s§ q;'e o%%tolyeﬂg t%? cyproterone acetate

SF et hi ster Ooney acet di acet
angd yicrsegjesngr S mertiayad mos(ym@gé@teéqoeﬁ*eﬁabe%pmeeone
nor et hynodrel, allylestr enol | ynestrenol,
gui ngest anol etate stone, norgestpenon
TheFerat BhupBriralY ety e %9’?8%*&%%@8 Tegtnat other
eshn@gga@star@bcjmpws@ereggstarmpentsdﬁg@ggasﬂ rigd to the same therapeutic effect as

dog’s %%tsgegﬁébo%éﬁrﬁedf etMWIQﬁ%‘uM:%Wl&eiﬁ@F@R\e thdrh tQQI?y
proterone acetate and drospirenone. e?{%art i cu

eqﬁ»’@?@r?@%"%r"éd@?i’ﬁ%ﬁ‘% meqps Ehat oEhes REC9 @e?%iarmadmmlstered in
amouhenapeugive aké yo gepaval rtapaniueffecdbs does the specified amount of

drc?s%mer%ﬁle.eﬁtig ?(S:“tl(?‘lle for %Q@&lﬁ&ﬂk tRé Qﬁrto determine therapeutically
equivalent amounts or dosages of such other estrogens and/or progestogens when the
effective dose of ethinylestradiol and/or drospirenone is known. For example, the paper of

Timmer and Geurts provides guidance of how equivalent doses may be determined (see
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estrogens are adm nistered in anmounts which give rise

to the sane therapeutic effect as does the specified
W@ pwane348% et hi nyl estradi ol . Li kewi se, the terP€T/EP2007/005764

"t herapeutical ly equi val entg anount of drospirenone”

means that other progestogens are adm ni stered in
Buoequdvglesnc%mhlegegsrgl Mtf of th?e% Jlﬁer%.rhteefs%%g%l F iﬁ:gg Knlc?oeslirfggr?otpausa
WONEANtip Re oPemn, flah@@'élss%lﬂlﬂgé@dpff? t3hea\a¢rpss OVQIet'feElrfPP@n Journal of

Drid) PleaiB8lidrh A4 PharftlebMAdRR! 2HTPUNL S, pssgg;oaa&@serofref@wae is made
ot her__estrogens an ffecti

ens
B T Sl A
anﬁ(untse)f&ﬂ'ph\eesttddml pag estragfiol Tinnhve onahdnGaundtvarippopiogegogens on
th%whgfe‘ﬂ% Qt)r HJ e?g&'a\(éécﬂa&rn%@e??rrmxa% (q‘%tosé %lﬂ@gents of various
see" Bi oequi val ence assessnent o hree different

esE_9qNa dNE IPrIGSFIPIPaT iIMBiSEeICR IpBItHEN SHaiear dRbReHs induag:
SeRPRRormoaBdFTbISERs of DBEH-Endiag £5ex3HYRYorRE DS NRUAann iefal. in
B EEBK R ] e Sapeied Fo8aFSTRNS7. 2025048 (1977), a5 wen
as tefAtesileeEntwickindeen o dep thfQ@BB'GﬁOWOf\MﬁZ@MIqM bGurdeny Revelopments in
HotabAd I lcBHLr-H&SEh PIH. MunPh dyMakeBSat icgabdYoaby-abBNba0 (1992).

amounts of ethinylestradiol and estradi ol on the one

hand, and various progestogens on the other hand . For
wriamntslaemew ahé sergomgieronisag’ idettendrdi@tmean tiat tesearticle size
aistASRIELS $haPht 1K3L RIF PR 206AS, AR PERGEE LPBRREr of tess than 30

rererence Is Dosi .
HMSER (faiRFRSY AR dhe ["F‘I"”@i‘ﬁldésrt@b%ﬁ’nﬁé'@@ ndsy f:l?f’gpFESlg@Rtlon of spherical
paHIgZDNRS h dy, Valud\BTRAE niist 80 pmi. Mherefore, it is important to note that
w enix?ar?légletrlt}\ggg%rtaﬁlghuz%%gs}r(j %rnnaceﬁfcllecg ?‘2}( Pt?gfﬁ% are used
hef&in Wlsbkqlldlll?gmdﬁﬁﬁt@éﬂhwmﬁ%'f@ﬁvmtqraﬂmsl usad in connection
thér@“ftlﬁ %FH aID@Vselln@QrﬁEBthb% deﬂermﬁm&% thODbILARaRtHBMNon cuFve under the

Eé‘g‘ oge l% Gynecol og| st] 25: 231-240 ( 1992)

pres“W'?é'ﬂ”B eﬁ'é‘?sﬂ Fhe term "ni cronised" is intended

to nean that the particle size distribution is so that

As@s.n L@@ﬁ&er%ofe ﬁfomt fie a@é;ekt elsaésJ@V%dad.ﬂartﬁé giﬁnaé@m%waed herein,

[ ess than &ca culated fromthé vol une
PGS TIORAF VB IRIBT 978 S5 EUUAT0F SFPISF 0GRt Telogped n a ast
anpa¢ltablzl resyneriunger reuti@0ovadidie cafditednst NieusDsthe3Desamt context, the

termef'é&f r%re%s% 'Jr 'irﬁm!egg&f Lot thréﬂtq‘éeé [haéon\”@&fb%vv@{h {He&erm

st ze distributi
eSUP%P‘@\a”S thaﬂ@@*easw%’/o oérﬂee @%@ﬁeﬁeﬁ‘ 8i ﬁhlw'%ﬁé@m'@l isygissolved from
thél&dﬁ;ﬁcgttmdmtmso heutspes Jdt@rnv:aéw@,str@rusrpamexspadaedwfttnod II using

wa, grnne Nq-lrkl glefﬁ atsrt]heare oqutlo Sednlqae%ﬂ(tj 0 be sq:% s{nrrlng rate. In a
e Vvol une S ri | ONn curve un
{ 75 batd

prﬁﬁ@scm apbpdimeot ofsthh émvieotipn phlepstc] S8, Mok mﬁfelratb\e at least 80%, even
m&e%eéfértaeg%tﬂééms%eofnhgéa%geql sgl @Mﬁestﬂaw UdbRG IV dErrom the
exa Er %VI ded ¢ her ei n, dI s of {L-i7 gl)g% | rrport ance
CORSY’ ‘Erh‘é"t 8¢ Pd@'@H eéé"”lﬁ@l"‘lSS%@ t"‘\%é’eﬁ? g8sr8%en i s
released in a fast and reliabl e manner under neutr al

In gh aﬂ‘éubfj’é& rﬁgrmyrt Jv Q%veuﬂ%é%ern‘w nfagp?elé%rsgsgptlm%ma?%(\}']elease is used

tefm aSt're ease' i mmedi at e-r el ease”
in gEgCtiqn wighHscerm rprqufpg@hethtserpﬁ?rgstp@b@telﬁast rﬁga{ﬁgf g grogestogen,
e.@tdropasbont) % disolvea fesh tHeg®impogitign witkirhBmimgses,adidetermined by

thé ESQB&BPLEYG%% &Et%‘% IT using water, or 0.1N HCI, at 37°C as the dissolution media
and 50 rpm as the stirring rate. In a preferred embodiment of the invention at least 75%,

more preferably at least 80%, even more preferably at least 85% of the progestogen, e.g.
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the composition wthin 30 mnutes, as determ ned by

the USP XXI X Paddl e Method | | using water, or 0.1N
WOEB08/0634387C as t he di ssol ution nmedia and 50 rPei/EB200T(@05764

stirring rate. I n a preferged enbodi rent of the

invention at least 75% nore preferably at |east 80%
droes\é%?rhoney og{sr ag{l ﬁf&‘r‘ryth%tcahwggglfio# g%‘%%otﬂ u?ésstv(lﬁ&e&say?edgas
degdiribpd APBE@- mi nut es when assayed as descri bed above I n

an anaI ogous manner, whenever the term"fast-rel ease”

rel ea s used,.in conne t he ,

Lot BPoEt SgeR ¢ Recrdiaest HaMaRHT EtsCy BOAsGH 1 fpmection
withrtbg estrogenrhydrofplic add odis memoItbat atdealit YOI viethe ftetmanytdnafolic acid,

gqugpglﬁ'{ g'nQ&hW(%E?\/EetaaQ’lymo@&lat%S Is oqéof;i/@& %m Bw%dco%ob%@n W|th|n 30

P XXl X Paddl e usi ng .
minytes. 25 defrminedstyl heileh %&"addﬁd"@@dﬂdnﬂna@ % %83% %o ascorbic acid
aq8&duk lsbligof asdeustéd to pH prekvet ped e phegihabufet) dthereC as the
venti g Hast 759 ef er abl a

d'ssa%onn?freg'apr eferrgm A té% Egr'n '%%501/‘ ofpr?%geﬁr‘*@eé'&e”gn? the
invengordatdspﬂtr7éﬁ(oneore|psefdraépé/oaﬁt\)eaft Boymevpe meoerpatéreplyrat least 85%

orW{ Febétrbo'aﬂ omHeL{Eﬁ‘r§hWF&Bll@§c$@Y@ c%&lﬂﬁ%%b@?ﬂ(@;Q\éﬁfahydrofo!ate is
whenever ast-rel ease

or
d'ss?'?‘rﬁ%df’r&t%e F%mB%%té"“ 'éh'i}§8d“’PHteé SHIFBESPDRIRP RS T ihed above:
termtetrahydrofolic aC| d, this neans that at | east

ThZQe/ﬁrpfgr at ‘%Bﬁwﬁbé’é Q#e §: oaa:hgnpc%t n of(‘a‘%o anherel the particle
Vs L SR nereip

era ate I's ssol ved fromt

S'Zédﬁﬁt?sﬁctwd@h 'Svﬁ"'thﬁr WCB‘@S?ﬁ wz&ne%rocaémaéw@r?ﬁ%@%?v fprgpression. The
liqliSkhapdearadeld ef dabretgliedususidngaric £b13Ye, as Cakidres hetddf,
e
9f650'|qspﬁ¢'_f§§5 @rrﬂe?osmnrﬁfslen@owd@reqr any rartiniefosmed @y antsudatinenpelletation
or @6mplREsibMYEFYWRRA sadh thB8S tnebd Yartitky 8zd(Lf)erablessddbout 100 ym is
egst 80% even nore preferably at |east 85% or at

st 90% of the tetrahydrofolic acid, e.g . calcium
5-methyl - (6S)-tetrahydrofolate, is dissolved fromthe

ByQR@P@ﬁHs g%u%h&' %&%réﬂﬂkﬁs W(be?s‘ié&ﬁ%e@ﬁamcal process
descri bed above he term' granul ate conposition”

whepsby agpawsieq C%’Bﬂ‘ib%%‘-? theqistivg A pRakEs) a%%’fcé?'?f‘tf REe partly
ag@|amtefeaécem$d> zmnorfes bhdyop gratheles inaviey tahenger penuelass&de tupothe

unplroggs%gé Ra\gd%ﬁ Erhor‘?e %(rjln% rq]erw tljpé/p d@y ﬁﬁf‘c‘up&ls cor-‘wggted with a

aqueous or organic
araniaFen IS ot RAAY @S AME BRGET. “opslisbrharhydirANRa completely

dlsé&ﬂw In&hé@ra’:hubjtlﬁdGﬁﬁwdThh@grath@tlérerdm!d fHag &l Ay suitable solvent, but

ition" covers. ran | es | Lets and co sed
ener aqueous solutions or er are a ellcagle I e emgdod’ument he powde
€0 erq or any partl of med 5)/ Fanul ati o P Y

mixelre etcaﬂ'iaewddwtfbf@nmfeséat@n 'eﬁ'dp@mﬂeﬁwtsdemvnmenafqvm

gr%fattﬂoﬁl QJC%|a§@Iu(dﬂerég)beefeq@bﬂeﬂﬁ%r@@%re1Qigh @Héér%;rgrm’lm can be
anul ating" and "granul ati on" are

Usiﬂq'&gﬁeg?865”'&'5%[3%%@83&3“%? ‘ocess whereby a powder

conprising the active conponent(s) and excipients are
ThQ@érH yesﬁ@?é@%o%‘e?ﬁm'c@%lega@ '&kr%@er@@&”tﬂ@x&f RHIN Icﬁ:?odextrln is

havi n arger particle size than t
intended to mean a complex between an estrogen and a cyclodextrm wherein the

estrogen molecule is at least partially inserted into the cavity of a cyclodextrin molecule.
The molar ratio between the estrogen and the cyclodextrin may be adjusted to any
desirable value. In interesting embodiments of the invention, a molar ratio between the
estrogen and the cyclodextrin is from about 2:1 to 1:10, preferably from about 1:1 to 1:5,

most preferably from about 1:1 to 1:3, such as 1:1 or 1:2. Furthermore, the estrogen
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unprocessed powder. In one enbodi nent, the powdery

m xture is contacted with a granulation |iquid, which
wWOorzaeseerszai n a bi nder, swelled, partly dissol vRCI/BP2007/005764

conpl etely dissolved in the granulation liquid . The

granul ation liquid may be any suitable sol vent, but

ch&'?err 915' %t %g#%yt?a@q;e%% ALY |9tro thﬁ%gwg\?%f%vo F ﬁ'\ore cyclodextrin

one enbo m xture i1s
m%?frw&&cﬁ G2 wingle EHEIgH amcaﬁ TBW bg tﬂ‘é?r&e%§‘F%@V%€Mct°§B¥té'” molecules

to Qi 2P Mstio ﬁ@We&VE&@[o@@kﬂnatdna ré,strsgkﬁ'h S&Sllefr|yl,l tlH Spebideshay contain

nment Furt her rmir ﬁ at | on ca Q
T T T A oS e
molesds, @gﬁmwgyeﬂrm‘)«holpcma‘cmﬁpbem leggt ﬂ@galyyog@fted into a smgle

cy&@&mkr‘ﬁ'x%‘éle\%% Ro g¥el068%htid Betwesn ICW'&HEQ@’Q\ 3 fRRYeR Complexes
| ex between an estrogen and ycl odextrin,

DelHEPEHORHS BE(YOGURTTHE BeuPe Pame qveragbé"%%\kmn yhe art, e.g.
asidaseibbe th U0y a8has scand BPy1 863 aoeycl odextrin nol ecul e.

The nol ar ratio between the estrogen and the

cycl odextrin may be adjusted to any desirabl e val ue.
The ferinhiathiegiestirf i @rlooulofexiris compiere s IRleEARq Enmean asp@aplex, of any

mdl@t dao bt%t%@&ﬂe%h@le@ﬁb(ﬂ@lgﬁﬂ [ﬁ@ﬂldd@ﬁtrﬁ\y abre¢t thierbtlﬁlﬁylestradlol B-

fr out to, 1; er abl 0 bout 1:
o8 e Feaet e o Pl DY 3 S rpls<PEBERS, e gefute of
etiinylesyradiol 2nd Pur triegcnies ef B{Ch@oct%trrrogenml Zethinylestpdiat-p-
cybi§@striPashpgl! y be inserted into the cavity of two or

nore cycl odextrin nol ecules, e.g. a single estrogen

nol ecul e nay be inserted into two cyclodextrin
ThBME@E Uregestayegicyelodextdn eabhplex’bat \pewjestwyeh ocdepiekedwamd

| [ ,

o/ SSAHORF s R rtgor BRI IPY R OR, T8 S <y Qffbcrn
wherejp Hifl RFogetPIIERPIeF e ioitdeast éart@'hgmsew B5e fhegemity of a
cy OB SEH ﬁfé)ld&ﬂl}é e ablal eart beﬁﬁééd mehifoc_i]e@:&@]%h eédithd 8ycbdextrin may

bebag{«%g d t%ga%e{l eXt I‘é Dalmgnlg |L{e{es %m%e%lments of tﬁ%er}ventlon a molar

r|n I'exes
ratetswtwgemgmmdg@}meocb@mthe n\sdmtrbes érbmaatml@l 2blytonietlRopieferably

frdfNaMAL 111 tde: samost ge@eram fr%ﬁs%duqul 1 @SF@R&&O@%
53 700. The ter estra

and EP é&i
o B AR TR A FES o QTR U R Y P 8% more
cydbdextryn noleanles,at.§.05 sibgt weareseighn molezsterraaly bé insaded into two
cygo %ﬁ&rj&'g%%?g:ulgs tb b@‘ﬁelvﬁc{tvo &Bﬁe&t&%h%hﬁ %F“:I ‘Bl'ogthogen Similarly,

xt pn conp Pex “described herein 1s typi cal

th% 6‘?Fﬁ'P'é’k ”@ét%‘@ﬁ“ BAE e @BﬁlpépgﬁFtoé?rh MMACEiStat éﬁﬁsbPa"é'ﬁW inserted
intb\sOsid egdiddestrif mble@Y€,| cogletrtordtogdstaenandliédiles may be at least
pafilal ahgw ﬁ%& i 'g%' g fo%sx&q%g&ne%r%eé 1; Tgag.to R Len
CY@W@(@W WoﬂﬁSt@W‘l &4 e{*?ﬁbeﬁ‘”@ei‘ ﬁf‘@l‘?é‘é’éeftsoa’h’e%(ﬁloéexmns may be
obEAMEY BXmBEIUE Ribveh PItAEaR] 8@ as aBstriBe® Vel DEBLDIE70,and references
thV\/hereln t he progestogen mol ecul e is at |east partially

fiferted into the cavity of a cyclodextrin nol ecul e.
The nolar rati o between the progestogen and the

Th@X@randcﬁ&pﬂr‘eﬂorﬁ@M Do ESEILE 1@ MetRYIth Waﬁ aVé%J'n%ﬂex lof any

n |nterest|qg odi nents of the |nvent|og
molar ratio, betwee drosplrenone and B-cyclodextrin as describéd |n US 6,610,670.
However, the drospirenone-B-cyclodextrin complex is typically a complex between one
molecule of drospirenone and three molecules of B-cyclodextrin, i.e. a 1:3 drospirenone-p-

cyclodextrin complex.
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rati o between the progestogen and the cyclodextrin is
fromabout 2:1 to 1: 10, preferably fromabout 1: 1 to
waz2@8/0p382 preferably fromabout 1: 1 to 1:3. PCI/EP2007/005764
Furt hernore, the progestogen nol ecul e may at | east
partially be inserted into the cavity of two or nore

Th8¥§rjn9q$1)él¥)5éﬂnﬁolls%“tw‘n@e% 8%&n 9C)§:I|dagl<t$mmr%gc?e$rv99\%1thereof as well

serte Ccy cl odextrin
as iy KteEes Qis\’af'eusgﬂﬁ@dz"tl'”?raf‘IX6" B%Pﬂ/\)@éﬁ“%&‘%’l' e Pfi Gyclgaextrins and
m|Wu9@e&t\@96lﬁb c@lo@bkt@ahk)ﬁnd ther @@mad.@s MRY cye WAk RriR MY Be selected

b PR PHREERD 3P R BB BBl Bl BB b g
thgeo‘géw ogiaeninevay s mraifiedesuch thabagme parll patheyprimary or

se&dﬁ%gfyt %ré@‘ ?ro@ pS bpg‘le%wgéygge%& 5I‘k0|af@?i| S Brdd0 MRS Bf
1:2 ratio ween cyclodextrin and progesto

megfpedRess *Wéf%éﬂroﬂ%@&W%bwnéﬁﬂh%9@$%é‘&d?"rq 'ﬁ§h?rﬁv and many
sutremobifiatl Bedodeytrimetdie dsmkieeaillyi dvaitdvee. ahtis, sen@. orasl of the hydroxyl

gr<§j Ejécorf k%ﬁ%cloﬁe%?’n%gl]‘gav% %eﬁggb{t%utgé %ﬂ?\eﬁ% (B 'Pzegﬁr%hé‘ or yﬂ% C(0O)-R

| renone-
aremy ahgesin Bos ﬁ'jeaﬁt'ca\adibﬁw@kute@ﬁl aﬁlyv'nem aptignafly gubstituted C, ¢
al@apmeepd&mplsaw@LMd @gg amyﬁ\MCiarogﬁ?ﬂnastﬁtlﬁ_@&@éﬂyb&dheteroawl

gr%“pctfgi‘%d‘e??f"y gﬁ c%%ly' <" GE“V yapPré’BYr 5 bé{tyéoanﬁ?”é&' Be? WewH 9roup,
i.e0feC(PiRemaY be @h ade@spifughemeorantethiydeeyinaybersuines befper-

bepzyqéfgé o&@ﬂen%latbd eoen?ylgt'eg ofl %Q%lyra?é?nomjuspone face of the
odext pn cog%‘4 he term "¢
[

m"i‘cﬁ?céfﬁ'aebe toé"ynb yor édé’)?'f"r’ﬁyhg@l-’p%\'s@é? P%’M‘E\?%d or benzoylated.
Natlhﬁmecuﬁe agdrogyllgraspsimhast alseBe pér-yaylbted or pychodaxt, quas as per-
mé%{/j%t%{i%‘cr‘ pgi ayquzla&lﬂsaﬂw e\ég&r a\(:%%te%f s&c%césqqg%glapéasoraar&gtylated on

ures of ous Ea
jug @Pp J2ge) of dlae m?ﬁ@ctf)}%l'@déﬂ't/rllr ﬁ \ 5b@f %éY‘é’@i‘\é@f‘?%rﬁ/?fﬁea'kY'ated

or GERsHRd CARRIas nhdtbylefedar G¥alyReaext pn, b-cycl odext pn,

g-cycl odext pn and derivatives thereof. The

cycl odextrin may be nodi fied such that sonme or all of
Astwik bpmnﬁgﬁtyo@;thg@@mmgosnmrqjxm ingermppgoofaiqqﬂ; least one, such as
on%r%@&@ be d@frrfedaéb%Vé aﬁh%des%g@f?%'a?ﬁa@@eleé@ﬁ I'f‘r‘%@"ﬁth‘@:fgroup consisting
of n&@y&%trgaﬁo[ eggfgg ﬂyﬁﬁtge)x(%?l S%E gtﬁa,n%;trgeleLv%raﬁ eétaadlolrl)enzoate
esgynd, ouksxianpres dagsgrooe ruiphate aintlydiay anitrabibed fofimashersofimn a highly
prétrr8h Lem%d.mﬁt BN%QMnt.Qﬁ QHQ%st‘P&he‘hh?eGMﬁJlé%gr%H I.%quuar

ave been substit roup or an
migiogisad etpprestiRdiR!- I§ Oaﬁ eB}S’PF'B??&F PS/”@UB‘S%”F'PM@G egifogen. in
paeddaial etrafy|exptad@nas tymplakst withib edeléix6rirglskemnyd desafibed in EP 1 353

708 Hom%dX)g?th?qup clé )Eg?légeéfrgkktxg%l'dupacﬁlﬂgam &al Lyyci)odextrm B-

tut
cyﬁ@Qqafqu,L;amclgfiW[m apd gp@fj.\);qves gle[ﬁgfyqn a @arﬂ@ﬂ@vptergﬁtmg embodiment
of E@(Ml/erﬂfoﬂuﬂne dycl@de@nqg cﬁlmytrh%r%rlaﬁ%atﬂgereof irhet! esgrogen—
u ernor rLox rou er enzy at e
vl SRR STy et B BerIGr el B BUTOSTLIER on | ust one
face of the macrocycle, i.e. only 1, 2, 3, 4, 5 o0or 6

In Igﬁg#al?ﬁythe gBIW&ﬁnﬂé(ti@ﬁ%f k:)r%‘l%yérﬁtoﬁ‘%&gllrgga@%%\“ quee@uch as one,

dr ox rou
pr%‘stogrsm%g? éﬂfd(ﬁboﬁﬂ% rédvg exelerEe iR NG PRRYP consisting

of levo-norgestrel, norgestrel, norethindrone (norethlsterone), norethindrone
(norethisterone) acetate, dienogest, ethynodiol diacetate, dydrogesterone,
medroxyprogesterone acetate, norethynodrel, allylestrenol, lynestrenol, quingestanol
acetate, medrogestone, norgestrienone, dimethisterone, ethisterone, chlormadinone

acetate, megestrol, promegestone, desogestrel, 3-keto-desogestrel, norgestimate,
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or per-acetylated, alkylated or acylated, such as

nmet hyl ated or acetylated, on just one face of the
worzesoe3#dl e, i.e. only 1, 2, 3, 4, 5 or 6 hydrBXIEP2007/005764

groups is/are alkylated or qcylated, such as

met hyl ated or acetylated. As will| be understood, the

[

ge&%hér@!&églgﬁggg cg/hpd?er‘ea)ée%ge%géﬁnaas e%’]r ggﬁgagg\%} @f%hljeg%%tbodlment of
th%@e/ﬁ@tgéh t’?PaVOB@StQQﬂrb'élsé'GCtﬁﬁ oo We aPeuEPneishag st levey nefgestrel,

noedelawd astetindrohe (ﬁﬁtatrh@dérehe) ﬂSIbeltlaﬂdir@he shirb@isdrete) acetate,
enzoa

estr | valerate 0
it FarBr ot Sl Por RSRSHEL oS RRTRH A MCRopRseigrone
acéetenand dresmoné. In ahibhly prsfepedtmboditheattfotie meentiof, the
prbdbetdgBY RNk AflrenbRE, SLARERR alisroRLAMIloesta ol 11

particular mcronised ethnylestradiol. In one

enbodi ment of the invention, the estrogen, in
AcpatingyU ines peffdriad @sbsdanded of_thé irﬁ/_@ﬁfmdremedompbhtx@w comprises levo-
noft e(s‘*rgp%terth|ﬂy|.e§t¥§£ola§or‘a?$¢tgl IaPS %%Himl%?ra%lo‘?’ %retggdronlge

dextT 'S typlcall'y sel ected

(n@r@ﬁgﬁgr[qnﬁbar@ﬁ etﬁlwﬂp@trg@jgkpon@ﬁbin@pngymrg@@mropﬁ acetate and

etﬂnyﬂ&ﬁlé@dﬁxéigrﬂﬁje&l%ddﬁﬁ|inVI@§ﬂré/<ﬁ§| Eﬂﬂ@ﬁ&ﬂél-didc_@ta@e and ethinylestradiol,
ere

ti | ) th t
e D e B otk o G SR s s SR Pl e stgghe and
ethidestaidiol, Tdyeratertone gestetecd ruidakiny lpstradtivipbek dnwagirenone and
ettﬁﬁ%@éﬂa@gﬁoﬂf\% Nugp@ plré]‘eme@ ERBb&RRENE Of e |M’én99r¢'t¥1é Q&np&ﬁ%n

osition of i nvention contains at | east
COES‘H@“%‘!EB?P"%"%%“ ‘ﬁﬁhﬁ‘@{?éfréﬂféh mage REFRIABY RipGpised frpspirenone and
miptoages eogeMestfayiohe. @ehem@ddfdrmmrémegarrﬂwmmsseﬁt i ng

etb?i\ylles(:t‘ya%hd’]% (ggdg%r?rl conrl][g‘] II; gé mlt?grqgédq%%g[% roerr]lgne ?nd a micronised

rone nore rone nor et hi st eronée
ethipdedtagiol ¢ yplegedtin C@T’HWodl ol diacetate,
dydr ogester one, rredr OXypr ogest er one acet at e,

in G0 G B tnadh s B2l i Gisee RE ToRERGen ripg aventin frther

coghpristsh etrahpdrefoliephid or arselidheredfl. Speqifiti examwlescdtsathetetrahydrofolic

aci@?gfcﬁld@gi memygmeb%h@ﬂ@droﬂ)ﬁf?99@566"S§Jtetrahydrofohc aC|d 5-formyl-(6S)-
eso nor

t
e T g Saup v R P G b ST e ePei RS
tetgatlyd difolierdcido f5, 1h emethrengR(aRO) rietrifey dpofoliestid) geformngnino- (6S)-
tet‘?ﬁy@%@lg Jchoch‘iJlﬁ Vﬁagg‘?éélﬁl A&‘th%le sgl\(foinE&et%tr%ﬁydrofohc

norgestrel, nore rone (norethi'steron
aC'HEP@? ﬁl“Ff’i‘J’PHr?é”(’WétoﬁF@ﬁéf%@ydﬁ%‘étcaﬁcé’s Ll %H'@éee’ﬁfid embodiment of
theinkymash, e w@trabpdratoic acle sOFasdtha! (6S Nestamgtiormic @cid or a

phgl%’?%cl%g&&‘ﬁg]@gé/e?[agﬁee Qﬁ%e%%?tﬂt mﬁ.%dprgfeﬂ%l' meb%QPr‘?%nt o theAnvention

theys 'g@y T mgéwh@S)d?eé@pwremﬁec'dwswarpa'hah'r@tﬁaaﬁh Metet sk, deperticular
th&m@@mrsemonee saft¢ cQEHd Gk Yalciuin Sait) o & ahéragl- @Bhest-dmatofolic acid

] I
sy bt g B HRun Bt e oRich 2atat Mk e g fogpescribed in Us
6,441h1 68y Tes typadi wystalhog i afdeioiver §mastey!Hi6§)-tetoaheirobriate is

co:%WraﬁW K358 8 mBRK REBANAHONG e tRRERLN ALRFPA®)IL is preferred
acetate and ethjnyl estradi ol, dienogest and

thaéttﬂ‘? ﬁg;pgﬁtfogoqfdhe re(faﬂwb%qeanoa FOpiaip AtReryigmins, in particular that the
co@bbiityr efshe aidieotion dessoge sdmtain avithneit B, sydresdt vigthih @6,and/or

vith%fn‘El@f'z‘. iA'gPr;rSinaﬂ/gineé Bf'e?é/rt'eedsérﬁ%lrglemt &%ﬁé %@@%n@% composition

contains a tetrahydrofolic acid as the sole vitamin component.
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et hi nyl estradi ol, cyproterone acetate and
et hi nyl estradi ol, and drospirenone and
we@emstgd4dstradiol . In a highly preferred enbodP@EEP2007/005764
the invention, the conpositpon conprises drospirenone
and ethinylestradiol nore preferably m cronised
The rssgl‘rs'cprlnriraerﬁ]ﬂopngt%Qi com %E.?”h %? %@énrt%'n %grtrtra%glogle ‘or ?ﬁoge ’
none a mcronised
phetrhiorylicady pa@peabl%ymlm@éitﬂpsrr exariphte xnays frrexaple, be:
nicronised drospi renone and a m croni sed ethinylestrad
ol - -c pext p nconplex . In addition to the
'IEQ?FBﬂ%ﬁ ‘?ﬁe progest ogen, the conposition of the
sutmyenicranr, £Qrbltdnesugampmarsﬂsl anitretnyatixyide ablollose, stlerahegrsodium
ch@nﬁ@ dfu:.ir Ehat@p%bur’n(‘taﬁf@g@ @§Ici9r‘n %@Bhate calcium sulfate,
tetra |c acids inc
Iacgoqeeg{gwa_c{ogsfnqn@py%{ﬁw PHREPMpEaten g\ereof The inert diluent or filler is
typ(r@ﬁ)/-pfrﬁehﬁi?hyﬁfeﬂf\@hntlfﬁbna@OQQO@W %@y\t of(t@rS)composrtron Preferably, the

ingarg%:ii&?ap\g %rlr]sc r%ge err]ne:elir%)_é%oun e? %@9 r°§¥ 8hc f?h%composmon
mdre prefetadtyyin aoeﬂ)wefmahwﬁa%cﬂy wegfamfdhe sorﬁmsmanrren@ more
pr&Brabty ih @hrAMWHE bRl 8¢ 986 Kl wiigkd mh@gorab@snmp At selférxbry in an

acceptabl e salts of these tetrahydrofolic a
oGO B P A R B FUBESTUAT ARyl BT e taed Ham the
exhmplas preidedrredeientoolly meeferred inehdiliersvantiadose, trhgarticular lactose
mdBhYAELAG Ol Bc3elflink LeRng®t Y| - (65) -t et rahydrof ol i c

acid or 'a harnaceutlca y acceptable salt thereof. In

a nore preferred enbodi nent of the invention the salt
ThQé, iBal’BiéfBMbd (eﬁﬁ)nd'hﬁint athy emed Bltioh ©f aed »dvér&noartoaiphaésj I8&ose
mcgngnfw%/(?ra rcroES,ryFﬁgmgac '(g”q‘lgftﬁ: (§S:rU| cg%rmgu?a%o%%f ‘I:ac\flose%‘?1 noheraLee and
migoﬁ%@lﬂﬁ(cele)loqeet\ rtemm\pertélmql@tertrtwre Hygprdinshe firepragingeresting
enfRdinter® wareahrérrﬁenf@reraowﬁ;ugrho.asorhBrfaseIrhmerol:ry@ramte&leirdrdsge The

sScri

mrgp&g@?ﬁ,ne&gmﬁeﬁeﬁs (S\fpl(tagy (?ﬁfﬁ]nt |n an amountt¥r%m {0 99% by weight of the
codppstidry Ipr¢feSpivt i tansmyadmo frolmab @ 9P % mowehtcéfethe yomposition, more

pr@fgr%'b‘ya\plaﬁ afnlrcﬂrm N%Fnci‘S g%y“\ngﬁﬁt (Sfriﬁe E&@Q&WJnk even more preferably
Met af ohn(r) . is preferred that the conposition of

in P'P\é”TOHUFeﬁ?T&‘? TS LRSS {58 PP S rRigragiy,in an amount.
frop@B5i9CeUd by weigat oft the comppsison.iThr noitrotilystallimeentulore dagbe the only

or QQIL_ fﬂgpér%%%xt% Wetc%@&sﬁon 1%0 I'Ehéaéorr{é(;esﬂgggyf %ﬁn%go%g? may be free
fro[nh@th@holgaﬁ@ mﬁﬁ‘ MCHRE qeﬂlpl@ﬁe éa@paﬁhﬁgméerestmg embodrment of the

inve@ti6 e eorh pbdittonacinthriags taitse elamokydratd. Mhe erRraeitnol® ate is

typrc(:)alllI dr Sféa {rrlaacneéjr%e&n%lfro 05{'8%%{,} l)on Ofﬂ E)iht%elc ;8 % grp preferably in an
contyg ns one oOor nore phar maceu IC accepta

amouet iP@rftOs 99 %PHyseeigkcdf ihe Aerspesiion, frmre eseéerpb'e in be amount from

75l 4@k tbydrel.dr%r ﬁheocfonﬁdols‘ti%ﬁSeveﬁ%&e%?ef@kla{%rﬁrﬁ%n Xk FOh 80-97%
ne ce

oy A £ SRR RB RGPS HIETE S04 AR BHOLIHIES 85 SZP Py eiont of the
cov@apHooaiTde laddsel rnonghivdsipd atag beché onlyr soleffiderepresent in the

CO}T\EG&Q&@ i.eCrrd corrlﬁ%g&|9§ %f WQM%ﬁ%y &rfr@e ﬁgmtﬁ@’tfm@% than
ereof. The inert diluent or

'ac}gqsgsrgmohvﬂragen 19 2dtighly Pf%ﬁﬁrqq)ergg% angl taﬁfnr\)/spthrhéhe composition
copARBShictaarystalliPreedeitiakd ynd tabwsé hrenbhytirbteeMive miicrédridteltine

cellltﬁos%rlg)?y%mally Bre@gntaimw}atméJn?Woﬁpz@%o/g/o \Y w’grbgth&f tRé c&rhSosrtlon and
Iactose monohydrate in an amount from 20-80% by weight of the composition. In one
embodiment of this aspect of the invention microcrystalline cellulose constitutes the major

part of the microcrystalline cellulose-lactose monohydrate filler system, i.e. the
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nore preferably in an anpbunt from 75-99% by wei ght of
the conposition, even nore preferably in an anount
WO p@A108B3D7% by wei ght of the conposition, nosPCI/EP2007/005764
preferably in an anmount frem 85-97% by wei ght of the
conposition . As wll be understood fromthe exanples
cor%éo%\{tlodnec%rrlﬂpenrsg%Paicto%%lgrg)rnxpgérgeelk ra%qanllci#mékrgf I &(B g6‘§ W\gelght of the
compesitaary sk ralcrqcn\estajbfrq wdllgloge inTudMOoUMN faﬁr@ﬂ@f@r% é\d weight of the

coRPLRAHTBGEN mgct@@@%sbwo%teofﬁ ah RECURY @B DNASRIA U SES of the
| act ose nobno ocrystal li ne cell

corElBﬂ%tl %?r]dorﬁlc&%/cr\fsé@wbesceell%ﬁ% 4t %ngurgrfbom 40 l'90(3/0 Ey welg?\t of the
compaditigy, ysi. dddtoseenaredhlydtads @ amarhbentdrmpu25-S6P/mty eatgbd of the
COI%HQJI@OH ari%cﬁ&?&yr{@élwne &&UBQ@JH £H %S\‘%t' i %E’%%d/t B?We gq\i of the

e I nventi on erOSl I on conmpri ses
COMPRIIIY. JEE ANEPRSRBINE grlhdese ankdhedackese ol drakremay be the only
ﬁll@r@HréHeﬁSﬁh thé cbr}ﬁﬁbﬁt&&ﬂ y epfr%&@ﬁ{pohlﬂorﬁlﬁf ﬁiéDbN’Hnt‘Bﬁ @fBy be free from

other flﬁe ?r om r@g} %e c IuFosnER fact%e mcpnoﬁzs rare IX an&hgr and

anou n i'on,
cupersfyepratsiredi ﬁmam@ﬁnum thfSrat§n¢CI5>f gg%wwwtmu lgri@secmomq’md rate

cofRMMEs tHd PBior BYRBF BRY RidPE S L5 1AM Uellbﬁs@%c@d@”ﬂ&nJh?@r@e filler
80-97% by wei ght of the conmposi ti ?'”ngﬁﬁt pr ef er abl

SYS'RMahe-dRb (AT PPYYMR SBTRIPSE BY) r\%éf Yot %SedBﬁBSE]Ot“P%HO’“ 20-
60% Erheen@hcnfcxmeycsmabidmeamlatmb@mnnmﬂrhxe it lbe aoruyit fypm 40-80% by

we?g%lt %f IHel Aoﬁ{ oBLi6s. el\ﬁ](greld?efteré%lf Y [Sds [dn éon%rlsésh#ncrocrystalhne
fipost ot e

|nvent|on ree from ot
CGW'CPSleé'P §” Pﬁé’H”?ﬁfefﬁ“o?&r Y24 Wﬁ%htdélt'l‘%%@f@s'tloﬁ‘ a&‘ﬁd?qﬁ%?e
mdrmhsacrre&tuh Rg LmEuedmarndo-ebud Hiyewé@mediﬂth@ﬂombbkﬁtlon Most preferably,

the c &]oo%gntrogtocgm%%s srrlm‘c’c?oscers%glF SgellnBQeop %gunt-lg %? IZQ%Q/S gy weight

of m&@g%owomh@!ﬂct@fe mmhwﬁtﬁ)l@m amourmf@rreﬁ%d@ﬁg/o 'P\nwaﬁht of the
coﬂH@éﬂtﬁHn frh@l?ﬂléf‘rgc&&%lm cBRiigatarafthé ha%tc%@rﬁﬁ)&foh djr@fb m 'b@ the only

ably in an anount from75 we
ril r8r?|5%§§f‘i inghe C%’\‘?B?ms'mé epf“@fcé’P}?BFVO” ﬁpﬁ}‘? '%%ﬁ AP ”?aryotiﬁ free from
otig0 fi9§ %ot han mairgdrystalfing belusepod lactasa,maresvdpteef er abl y
in an anount from 85-97% by wei ght of the conposition
. The | actose monohydrate nmay be the only or sole
M'?"PFIY%F”'B? sallipse; |§]cqrﬁr§em8§¥|ﬁb@nm dilffeéenttpﬁ)étlcle srzes and moisture
grmﬁpmmtpl@rbf@bnirﬁmamlwamﬂame nifepcrystafline eelivia poe pegations include

thef }\v:l’;eng PH %Qﬁ%oilr%%tﬂﬁe& |ﬂ¥|d rtﬁ’é gmc!)créle Qlﬂ.g&! #om Penwest

erre ment O e I nventlon, onposi ti on
Phewmﬁv%f@é,s - @Péé?%tvawr@r%ér'%feﬁwulFiféf@f\am?r I&a%‘t'"@§<_§mbH
pamwrah)bfaf@w@i coTnh}aeman bﬂﬁwtscbaiel usae ferahk puaReed Gescribed herein is

AVIC¥|@ P%la dly ISFI var|OUﬁaac|tose monohﬁDraEn érg)dsooavn?flg M\ﬁflel%m physical

act ose
PreneouAst Stﬁqhoam ROHGD b yistiught aod flowsheatsostias are commercially

avRBIeS Fmggrtaraer& e laEﬂBb@ 9 BRfdrat@fmd\arl R¥EEHdeANon the specific
m crocrystalline cellulose constitutes t ﬁg?a# ;)Eﬁpl)art

dogsraeRE" i &Y BIEPPStlal i REMPE IUPES R TRIET6Y "
mdrioh} drates yathean Tablettosehemglvpesateid Dor gedgs fios pswliadliasie, such as

thwedrﬁel 1I (%p@a"\]/ &%5‘ nl";avferb% 290@9ﬁp@?&.e‘é’%in9réﬁ-e prIoré E’(ﬁnpressuble

03|t|on and m crocry st al ne ce ose I n an
th%}mme“fq o] rﬁr%a'SO@/AaSSPS@\@C@HPY%Ftet RECBRSS Manshy dratgatieparations
ar@fotl ReliQsRlynpraRied fat ®e iparpdead@idnbed eBin2 RathaP/othy more fine

gré’d\%l Igcl%seor;o%g]\eydrate preparations are preferred, such as powdered or crystalline
lactose monohydrate, in particular crystalline lactose monohydrate where 90% of the

particles have a diameter of less than 0.1 mm.
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conposi tion and mcrocrystalline cellulose in an

anount from 40-70% by wei ght of the conposition, e.g.
WO 2@sed3honohydrate in an amount from 25- 36%1%]”1&%2%71005764

of the conposition and m crecrystalline cellulose in

an amount from 52-63% by wei ght of the conposition.
) B'm]% crocrystalline cellulose and the |actose

nonolydrate may be the only fillers present in the
SugbAPBISTISROBIUCeseesOorPifel, eeidolioinioribfsodivg ?laipate IeRtingystarch,
pr&Ridtineed koM, ohdipesiliin dighmidrh amcdte C&dﬁﬁdwﬁ{e@MMdﬂﬁlose sodium (CMC

el | ul ct t t
sof oo <Arts PSR SR MR o ReBn R Shse APYigphvoronr-
propyeehtlpen(HP&R L ey inparetatel papdyetbiste plutadsTheeinde)istypically
pr&%“ mcgn Jrﬁ&rﬁ‘f&hﬁ)@ rlyfd%lbly'vs‘/‘begrﬁ%lf Itﬁg %ds@ﬁhoﬁr%ferably, the binder is

nmonohydrate filler system t he conposition .
PresSRpIN XM PHE (98 §<Le Aol qyﬁ’ée'%*étl qflﬁ!‘%&‘é’“‘?%'té’ﬁ AT P Gm>% by
wedht ob B doynpaeitight mofe irberayTposi dmhountdnn i &88% @y eveight of the

co 8893 rlﬁta ré r%g em IF\]ieni opme4i ve%Ql(g?w %e%ﬁo%p IQIIC.tnghould be
BT O o R Te hrar oy

noEashnp Ry ‘g@éﬁ Wﬁ"@’r"@)ﬁﬁﬁéﬁ“d@’l‘q ﬁ’é’PNﬂ 'I“QPbS'éJalt'ﬁn%ﬁ tbﬁo@ﬁﬂerquéh‘?‘ce": n

paaQUﬂﬁ% @%n@@cicﬁnhﬁntl’pi‘/s/e@ @%n@l@mﬁﬁot:éé%@s aﬁ%rbﬁﬁil&ﬁ@f PVP in the
e in an

CO@B%B@] ?faj')\ﬁ mVﬁBg?n Brrg)klgfa%[ﬁb? d‘{ehté’ 8%%%?”9 ng entlaT oftthns excipient.
In ¢antrpit wse fount diydbe petsant inventereihbu P& ecceteratad el k-dpgmof 5-
m&ﬁyle’(@%{) p&ré@@ﬁ%hc@adﬂ@@ta@%&ﬂ&hé}.On and | a_Ct ose
nmonohydrate’in an amount from 52-63% by wei ght of the
conposition. The mcrocrystalline cellulose and the
Thugatuese degraaktyatr afttee BRaten -tdraitvaltytrahyldr&ois quic seabmbant of PVP

in Erl% %ﬁ)%??%h tok EH% mvétrﬁlontsp&ll {}grgg(g?f{%t a%nabgglutéqﬁ H M\Fﬁngﬂdosl?\ould

ree romo an m crocry sta
prefaiabll hesavoided: Taits Hreecammnnsiip cathe mmrmoaéve»gq"anqomws less than

296 eUb Ul Qefyhk Bf BRMEFRIPBEIBbH ypraﬁéaédnabk@tﬂan 1k ol lbe melght of the

cle si z noi st ur

coR R e o B BTt or o PRE B iR U iipggtion: Host
prefeeablys did @mpqsm@mspﬁéwet Iheem@noétf(sey\tlwfsa@p‘e@n fPBm FMC

Bi opol yner, the Encocel (r) M sepes from Penwest

Phar maceuticals Co. a Vi vapur (r)-ser ies from

- LRp AR ding SRRt a@r‘?‘cﬁqt'a%‘eﬁﬁ’ref'l cul ar preferred
sucoasmergneiunpsEdurte, 4 Searaspdtdacr atitiesifas pogiesgenated vegetable
OIlggﬁfard k?ﬁg IJE)chrlltr]s Ey?) d%\ﬂ/ Spés(eﬁt)m a'ﬁl'aln'gunt Hohfne(\f“lsﬁ)’% by weight of the

various | actose nonohydrate grades having different
COEPH?%T'%IP“?{F'@B@’P ttheelgbn%&ﬁ %{gseﬁ‘ém PR pREOUNG féom 0 2-5% by weight of
thdt@'ﬁﬂidshlml euchadsdrdrh OVB-Efalsyaetight &ftthe 8omassition, more preferably in an
Akl i d
an?o%mrﬁ'g ti /&’%&6@.\9%@94 tgté cé—ﬁgeg{(ﬂ'\ §n gﬁ)réljsgﬁgé I%&tbgag'ient of the
'”\fe@F'ﬁﬁ‘rttbe b@rls@réparr@enew sesesdpl e, direct - conpr essi on
grades of |actose nonohydrate, such as Tabl ettose (r)
éﬁg@longrated) or grades for powder blends, such as
Se(r) DCL 11 (spray-dried), have better flow
sugr apeprdivesstand gancelatmmealwtprrcbsmetﬁtermhmtamm@he@ow”nked

poCnGMr?‘é & édr%@(yh@@ﬁﬂ&ﬂulwgmrﬁlﬁegrgH@ Cla%&9|$|@thylcellulose based
m)no % rat e
ES

diard partat IfOﬂS g) not Eart ﬁ f(y i It, th
ITHBITBP B B PRE A3 [ﬁ?s%éd HE B t1'1"’e'|f‘et IR PHesalt €.9- in the
fornhef avpalkalf maEal salt, such as the potassium sait or the sodium salt, in particular the
sodium salt, or in the form of a salt of a divalent metal ion, such as the magnesium salt,
the calcium salt or the zinc salt, in particular the calcium salt. The carboxymethylcellulose-
based disintegrant may be cross-linked or non-cross-linked. Specific examples of preferred

non-cross-linked carboxymethylcellulose-based disintegrants include carboxymethyi-
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grade | act ose nonohydrate preparations are preferred,
such as powdered or crystalline | actose nonohydrat e,
WO p0gap8Z ul ar crystalline | actose nonohydr at ePGIHEP2907/005764
90% of the particles have gzdianeter of |ess than 0.1
nm - Bi nders, such as sucrose, glucose, sorbitol,
celﬂ{foas% c%lcmw\ géagljlngltlol%% cglé: &%@dénlﬁr%]%o%gggghglcl??ﬁﬁé téoﬂﬁfm I(ﬁarmellose
so@uwnu)clatp@mqybaf lsesbymhshmelw'Qﬁed@@'%dhmﬁlgmr%‘@d% fgnbodiment of

théTﬁt/QNt'ithIhle%E%Qym@ﬁhbhﬁklﬁﬁésle'»ﬁa@&'@dlsmtegrant is cross-linked. A specific

th
e P YO DR EIFAI BEe (bR SO SAUPRSE Besselidnigprant s cross
linkeal geebdnyheteyigliiyiosd sedidhdcrobqudmellass sbyipmg aCiogcqmesesetsodium is
coh%e@HaIWMblé LR&QrQhétrag!Qr@nbéé A’@bigﬁh@ ngptolagl@’ and Solutab®. The

COfT'pOSI ion . Preferab y bi nder present I N an
disiteaAnt £ vty Prewnbip Qﬂeﬁ”@ﬁ%”té'foni Re- h‘bﬁﬁdéfvﬁt'%r?’f thg eqnposition.
Pr@érabl‘yomeodlﬁnﬁ%dhy |9/\@1egéﬂt iwbn Tahﬁuﬁ@ﬂmﬂ?d 145%1 by mrgeat of the

cor(%rgos&gnaglugh as fr?m &‘?%‘JPE elgmt 1f % X’}Pé)SIkg ?eeore%rably in an

osI'tron . rred
arﬁOﬂlVéﬁPmohqu leeWbllghtj@frthﬁSOIHP@'t'Qnt shoul d be not ed t hat
vvhi I e pol yvi nyl pyrrolidone (PVP) in many situations is
bi nder of choice", in particu lar in connection
%Mrﬁaﬁtaﬁfegta”&r"é‘?fﬂ?%?g%ﬁs processes, incorporation of PVP
sutad heuciigpogirting phasphbtines) av;eretlhltm or soybetn tkebitinabéredensation
pr(?ﬂu%tsté? eEWeM@déWn?ﬂe%ogqgmy Q&ld O:I Io}\E'Cﬁalﬁ)fgtEPéI@mol (Jr anpartlal

It found by "t pr esent 1 nventor
estex él@u[l\éqdaf((ga f?tﬁ\éa%ﬁ’%ﬁ?{j ‘HBWHtObPr a! hexitol anhydrlde for example

pol’VBiMhydlér@Séteéreter @bwdkm‘tmenecsoaﬁml nahablaate) bolgthoptylene sorbitan
t 0] e
m%n ? e, EFC forl s%@gam ﬁ& ?Hm all ctpq%]s% gu&}%%od n?lauryl

SU@bﬁ‘fﬁosnl on of the invention shoul d be kept at an

absol ute m ni mum and shoul d preferably be avoi ded
e DhEaioh LSRR Ran S Py GRIer T DR My belncorporated i
the sntigaeiatrnageutipal ebmpadilign dfebs invieatonl MRy chprants, Glavousing agents,
plaTshSz&QrmRﬁé&érQB bUifeFiRg RE&fterabl y | ess than 0.5% PVP by

wei ght of the conposn%l on . Most preferably, the

conposition of the invention is essentially free from
In B\VRBe casdsuivere et sharinacdutidalrfgrngblatttanit $n evediorm of a solid oral dosage
forﬂpt |1\ %Qﬁ%ﬁa}’?%oné%f‘d g F}e(%' é”g %E%@rs‘gkﬁet o‘?&gﬁsule, in particular a

steari acl |1 Cas, rogenate
tat%}‘é@etthélﬁ’loéa‘?(ﬂ fpgm dﬁa‘iaﬂ%’ fO‘TH@' PeBITSt %i’ﬁ'?” |a§d Ay Regrpyided with a
co&fr@ﬁ eiidh ddTa AN E0WRIAD] a BligxNcOating] APaHayikeeTIORY acliththe coatlng for the
dosa ngﬁgnbj%llfc%Fdln?n?%ﬁ\felé%blt%h ngenl ({rl’g;(%llnﬁﬁn%e Iassugg ectSO%plt’\g ora film
cogtmrbaasd PP ene or swse/@'bshemmrgw?ntéf Hvﬁexwm@ﬁthmﬁ“u'm@wcx

m&ﬁﬁgélhﬂ)l%,yethﬂc@ﬂIo@,mo{yﬁﬁmrﬂetﬁ%@bﬁld@ﬁ| W&oﬂfpr&dﬁellulose,

caft TRyl ying ol Bartath BT G hedtaste ypalvethviene giycols or

poBveyipyegidmes, such as, sodium starch glycol ate, nuaize
starch, rice starch, potato starch, cross-1linked

In a highly preferred embodiment of the invention, the dosage form is in the form of a

tablet, preferably a coated tablet, more preferably a film-coated tablet.

The uncoated tablet typically has a weight in the range from 50-150 mg, such as in the
range of 60-125 mg, e.g. in the range of 60-100 mg, preferably in the range of 70-90 mg,
e.g. about 80 mg.



10

15

20

25

30

35

povi done or carboxynet hyl cel | ul ose- based
di si ntegrants. Carboxynet hyl cel | ul ose-based
WQIRMBHOEHr ant s may be present as free acid, buPCT/EP2007/005764
preferably in the formof gg4salt, e.g . in the form of
an alkali netal salt, such as the potassiumsalt or
the sodiumsalt, in particular the sodiumsalt, or in
the formof a salt of a divalent neta | ion, such as
The desaagdfaes itypisadidicontainig@ncan@int At RreDestegen ¢nsrezpongingfota
thér@p@ﬁfcﬁlilyﬁé&malérﬂ%nﬁﬂﬂnﬁbm%}eﬁwonghﬁm 0.25-4 mg, such as in an amount

b d t
o PRgoT Bk By Be8%leatpunt 8 daberabns fam kg mo. eg.m
angimqneterespdndion te e oBsapeutkelty equivalent amount of drospirenone from 2-4

md, %Qf@?‘%‘{ﬁfn@ﬁ' é‘rﬁ&dr#ﬂ'c@ﬁ@sd%%%g tdls %h&taS&ItQQﬁysedJ\Qlé#Q%mount of

car boxynet hyl cel | ul ose cal cium (carnel | ose cal ci um
dregpieRte 6%y et Hyl B8 MePoEfesaRlY (3 aP W PTSEPWGIURYR,
thérBp@archilyCeduavalarapmiyitret tipbgeinbud essbotaBanhgims disdissed above, the
refer odiment | 9 e invention the
pro%e%gog n%% {:OETI(FI gngsvg'hb écdo ﬁxgsrlmnt egrant is
Cross- I [ nked A specific exanple of a preferred

MdrEQRS,-th lr;mﬁor%aa&%y 'F@'H"Wpfcﬁilyl tHreses E’@Sﬁl@uﬁ’t‘ S 3tregerant
is cr 888 I N

[ 1 ul
oy ErBRaRper BeE eI vt et Bl lsalT et fom 0.005-0.05
mg;cnmn@as:nradari ymavdi doadebondingep attherapeatiteharegvalent amount of
etﬂyl@tra%%l (‘rro)n 0 I(:i)fm @§ ?Ag( p)ef@t%gly%qlaHta%(Jm cor;ré}Sondmg to a

disintegrant 1s typically present in an anount from
theyageut(s Vo%%'ﬂﬁta”m””f AlectbimrsssPdiP!dP™ BridpPel-88% {19 f1pst
préfeibit lﬁgfn&nﬁOUnS cpiresenting fo amhaﬁmuntcalfyr@mlmart ot of
etIWRYIg%{a C)c%l o[‘ E!gougg)r@?é to:r%ﬁbutsrrdéggn% er g%%eé ago/ve ¥he estrogen may
beéﬁﬁwiﬂxeﬂmmalm%deytrm/eu ght of the conposition. -
Surfactants and wetting agents, such as naturally

occurrin hati des, e.qg. | hi t
TG SRS e B Bk ERvaTistins PRt RE UESR R Loy pmprises
0.25-4 madifoapirgnoaeiadd 000500 §5 omethinfyiestrydial, sediods, 1-drmmdrosplrenone
ane@rédsab ogsﬁ?%&h@lﬁ;ésvr%g.of regn L aHgvdr%Q,b %oaélqn@o R Xd. b@lmg

hexi t for exanp et hyl e ne

et@?ﬂs%atdé" lﬁfsfey%tswét%§/|5éﬂ%d§%PB?'t°8Fa r?o éf’éf’ mg ethinylestradiol,
mqre|pyefrrpbtynatioanad nsg)pmspnaarnonelaoalaemteq 0kt ethipylestaddid, of about 3
md BRI FOR 28k BOGLJ 62 RIOKRARGIES,aigUch as sodium fauryl

sul phate. Exanples of other pharnaceutically

accept abl e exci pients which may be incorporated in the
wisiel thd ppliairempeidbitogdn 8 AEEPEELhdr@n irdbrpobhaionrvf @tHer Fogestogens is
xnc’qeg%cvstggqlqu% H'La%l%)ée of h% %JJ %np%vé‘.%o%t ?’I’oré’{yﬂétulg#lyz qF\é tdosage form
m%wrﬁh@emﬁ'ﬁ%ema@munf ErpmLY- A% 00 Mios Prafere bl ffrom h0gp-0-25

m@ ssa@m laaoqrrab 09586y &om ﬂTS nigq el&Wani@Ub@EetQteSﬁ'ah@nﬂﬂhi from 0.25-2
achet or

g B ORE0 Ta e fie BP0, E ips 4G ol BP Sty Hrogp 0.025-0.3

morpaefecadiy MProtd.@15-6125amal svaly ab@. lpmo\orr §ekb mit horgthindrone

(n&r@%ﬁuét@r@ne?%% Adodhtlrtdnh 08k Rg pr@fe%!ﬂ,aﬁ 30995 Nele sua{as 0.4 mg,
the |i a suitable coa

Thus t he
o 48kt g 0 THRToR b RO AN et oo rBorn 03-Smg

pr&fagadly Lodt mggswth & f imlgrar 1.5 mg; norgestrel in an amount from 0.1-1 mg,

preferably from 0.25-0.75 mg, such as 0.3 mg or 0.5 mg; norgestimate in an amount from
0.1-0.5 mg, preferably 0.15-0.3 mg, such as 0.18 mg, 0.215 mg or 0.25 mg; cyproterone
acetate in an amount from 1-2 mg, preferably 2 mg; dienogest in an amount from 2-3 mg,

preferably 2 mg; gestodene in an amount from 0.05-0.1 mg, preferably from 0.06-0.075



coating based on one or nore of the ingredients:

Hydr oxypr opyl net hyl cel | ul ose (HPMC), net hyl cel | ul ose,
wWe@emwpesB? ul ose, hydroxyet hyl net hyl cel | ul ose, PCI/EP2007/005764

hydr oxypr opyl cel | ul ose, cagboxynet hyl cel | ul ose sodi um

acryl ate polyners (e.g. Eudragit(r)), polyethylene

lLycol s yinyl r ol i i ghl eferred. ...

QbR Rl B P UL P SRBE: 2 THB oL B e,
whilg the yefesred gistregen isregitieylagradial, iperpe@tieapl ether grdragens is indeed
alsBWather @Rls¥op &f thepeaahedvéheMorelRetitingBatedddbabk &drm may

corgiine" ol P YR T Gt TNt P O (el P dreferably
froof 0.605-D0Y Sgg, prcefaeadsl yoi Bpedife eanpiesaff presed®@gemyestrogen
o R g W Setib 2l e an
t herapeutical |l y equival ent anount of drospirenone from
Prdde@tdaéh N, Such as Hstrogéh amount Coproeésq@iadieng to a
org B RRR L 07 1 an R aopondi ng o & o
O.ZtSh‘érTHJpéuti cally equl-Q3-8/5 ragount of drospirenone from
1-2nfy My, preferably ¢ .6o50.03ynt corresponding to a
therapeutically equi al e0g1t anmount of drospirenone from
299 3 5 ng, nost prefEPal P9 n an anount correspondi ng
2.%-8.5ang her apeut i cal |o/0Ext0ioBalremt anmount of drospirenone
3 ,ﬁé about 3 ng. As ¢ ggHzsed above,Ygsnﬁn@rn%%?gggg@n may
e conplexed with a c%cl odextrin. Mreover, the solid
3m%al dosage formtybPeHAy cont ai nRZanMaRRIREICof4 day regimen
estrogen corresponding to a therapeutically equival ent
cype}'g}%lflcla’]rye aocfeta%%hi nyl esétrr/%d);egtlra icg/om 0. 005- 0. 0.5 my, such as
I N "an anoun corresponél ng to a therapeutically
1-20gi val ent anmount dF0EOHIyBest radi ol from 0. 01-0. 05
ZrH%, preferably in anosymignt correspRéizvyg, henddhasic
therapeutical |l y equival ent anount of ethinyl estradiol
fromO0.015-0. 035 ng, nost preferably in an anount
Diepogestspondi ng t o a Athieylapreadio/cal | y equi val ent anount

2-Phget hi nyl estradi olg gf oapopy 0.02 ng or about 0.03 ny.
As "di scussed above, the estiogen may be conpl exed with

2md cycl odextrin. ThU93 M9 a parti cufHftE nfea"aR3SHy
enbodi nent of the invention, the dosage form conprises
-4 ng drospire 005-0. 05 ngy
Gege)ftoﬁc?nneyl estradi ol , gﬁ@'ﬁy%%ﬁic?% ng dr ospi renone and
0.03-©853v®. 05 ng et hi MPET=E@Pol, e.g. 2-4 ny
0.08£@8ps Frnone and 0.0drPo@BsMHEg et hi nyl estradi ol ,
o.og{sef erably 2.5-3.5 Js gnr ospi renone_and 0,015-0 035 ny

A%yl estradiol, nore preferably about 3 Hy oPne

drospirenone and about 0.03 ng ethinyl estradiol, or
DedRRUtre/3 MY dr ospi r enpAgeaiRshigbout 0. 02 ny _

et'hinyl estradi ol . W]élﬁ the preferred progestogen is
0-Gr¥sp¢ enone, i ncorpBtAt9°0R%f ot her progestogens is

0.075-0.25 mg 0.015-0.035 mg
0.15mg 0.03 mg Desogen®, monophasic
0.15 mg (21 days) 0.02 mg (21 days)  Mircette®, biphasic

0.01 mg (5 days)
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i ndeed al so within the scope of the present invention.
More particularly, the dosage form nmay conprise
wQieshessr el in an anount from 0.05-0.5 ny, prREEERWDTY005764
fromO0.075-0.25 ng, such age0.1 ng, 0.125 ng or O0.15
ng; ethynodiol diacetate in an anmount from 0. 25-2 nyg,
preferably 0.75-1. uch as 1 ; - estrel
O'll{?san anount from gj.'g%%[n .3 ng, pre (Ieersg |'$” rc'?%
0.13507%- 0. 25 ny, sucH-8% 091 ngy or 0.15 ny;
0.130hgt hi ndrone (nor &f.b2skgrone) in an anount from
0.2-1.5 ng, preferably 0.3-1.25 ng, such as 0.4 ng,
0.5 nmg or 1 ny; norethindrone (norethisterone) acetate
Ethynodip/ digaetate fr om (EtBnPleptgadighr ef erably 1-1.5 ng, such
0.5352 ;g™ or 1.5 ny; dﬁ_g{_@qg,qqgl in an anount fromO. 1-1
ng, preferably fromO0.25-0.75 ng, such as 0.3 ng or
0.78°55M8 nor gest i mat&OIHOH dRBunt from 0. 1-0.5 ny,
1mgeferably 0.15-0. D.085 rmguch as 0. 28mogn 10321 mamgplagsic
1,9? 25 ng; cyproterongiacgtate in a”oé\%féﬂ%ﬁé@?g%o%}bﬁ%&%
preferably 2 ny; dienogest in an anobunt ffom 2- )
preferably 2 ng; gestodene in an anmount from 0.05-0.1

LeVBnoBE&fgr ably frorefinQRsPadddSmy, such as 0.075 ng;

d. tibolone in an nt_ from2-3 ng, such as 2.5 ny.
0'%2[(% i"Se, while theoagf‘éfisr?"gd estrogen is

0.05M.ayest r adi ol , ieBF-Pd3&tmon of other estrogens is

0.1 fgeed al so within 4 peqgcope of the ifeesAndVAY ERbAQhasic
. re particularly, the dosage form may conprise
0.128tP&di ol in an andluP? M om 1-4 ngMBROSERSt FRRBPNaSICOm
0.16./Ag1-0. 1 ng, prefeoablgy from 0. 02bAN®OMErdaynos Glbonaphasic
0.05 ny. Specific exanpl es of progestogen-estrogen

conbi nations, including preferred dosage@s, are given
0.05Mmghe bel ow t abl e 0-0Pfsyest ogen EStRTGGER NPradert THawWE ™,
0.075a8fi renone Et hi nyd.esti@adi ol 0. 25¢#HhagYc 0. 005-0 . 05 ny

-4 ng 0.005-0 .05 2-4 mg 0.01-0 .05 ng 2.5-3°.5 ny
0'%5(5"35-0 .035 ng 3 92@36?903 nmy Yasmin(r), nonophasic 3

mg 0.02 ng Yaz(r), nonophasic, 24 day reginen
NoFtRLAtpEONe acet at el biebybgst radiol 1-2 ng 0.0 1-0.05

2 nmg 0.035 ng Di ane-35(r), nonophasi c D enogest

O'ZE?ﬁi’H% estradi ol 2-B3°%§-® ©91-0.05 ny 2 ny 0.03 ny
0.3val2strb@(r), nonophasdt5-0.035 mg

0.4 mg 0.035 mg Ovcon-35®, monophasic

0.5 mg 0.035 mg Modicon®, monophasic

1 mg 0.035 mg Ortho-Novum 1-35%, monophasic
1 mg 0.05 mg Ovcon 50%, monophasic

0.5 mg 0.035 mg Ortho Novum 10-11%, biphasic
1 mg 0.035 mg

0.5 mg 0.035 mg Ortho Novum 7-7-7%, triphasic
0.75 mg 0.035 mg

1 mg 0.035 mg

0.5 mg 0.035 mg Tri-Noriny!®, triphasic

1 mg 0.035 mg

0.5 mg 0.035 mg
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Gestodene Ethinylestradiol 0.05-0. 1 ng 0.0 1-0.05 ny
0.06-0.075 ng 0.0 15-0.035 ng 0.075 ng 0.03 ny
Wo-2008063482 ) , nonophasi ¢ Desogestrel Ethi nyl est PEIER1007/005764
0.05-0. 5 ng 0.01-0.05 ny 97075-0. 25 ng 0.01 5-0.035
ng 0.15 ng 0.03 ng Desogen(r), nonophasic 0.15 ng (21
days) 0.02 ng (21 days) Mrcette(r), biphasic 0.01 ng
(5 days)0.1 ng 0.025 ng Cyclessa(r), triphasic 0.125
Noraghigd®28 ng 0. 15 ng¥&t@28 ny Et hynodi ol di acetate
0. Ei i fy! estradiol 0.25:3. MHg0. 01-0.05 ng 0.75-1.5 ny
0.015-0.035 ng 1 0. 035 Dermul en 1/35(r),
0-3rdrigphdsic 1 ng O. O%ﬁjoﬁgggp%n 1/50(r), nonophasic
1 rh@vo- norgestrel EtHh.050 estradi ol 008B&NdYBmmG50®, monophasic
0.01-0.05 ng 0.075-0.25 ng 0.015-0.035 ng 0.1 ng 0.02
mg Levlite(r), Mranova(r), nonophasic 0.125 ng 0.03
NorihinBieoS PEREF9 , norfdPRESFEad0/15 ny 0. 03 ng Levl en(r),
o.é}&%gﬁgynf?(;),l\bnvnqphﬁ@lc;s ,9%0_5 ngl 0. O? ;Tg 0 075
i phasil(r), vas riquilar (r), O. ny
110%% ng triphasic (ﬁ@%l")rﬁ%ﬁ%g nmg Nor et hi ndr one
1 r&g hi nyl estradi ol 0.®02nr® ng 0. 01- OL@Strirgl-@O3-rhorkBhasjc

1 g 015-0. 035 ng 0. 4 gmghr hg035 Ny OvCoRdri 34 FEBRRPISIifen
0.5 nmg 0.035 ny l\/bdol 8§)pn(gr), nonophasi c

1.5 mg Loestrin 1.5-30%, monophasic
1 mg 0.02 mg Estrostep®, triphasic

1 mg 0.03 mg

1 mg 0.035 mg

Norgestrel Ethinylestradiol

0.1-1 mg 0.01-0.05 mg

0.25-0.75 mg 0.015-0.035 mg

0.3 mg 0.03 mg Lo-Ovral®, monophasic

0.5 mg 0.05 mg Ovral®, monophasic
Norgestimate Ethinylestradiol

0.1-0.5mg 0.01-0.05 mg

0.15-0.3 mg 0.015-0.035 mg

0.25 mg 0.025 mg Ortho Tri-Cyclen Lo®

0.25 mg 0.035 mg Ortho-Cyclen®, monophasic
0.18 mg 0.035 mg Ortho- Tri-Cyclen®, triphasic
0.215 mg 0.035 mg

0.25 mg 0.035 mg

0.18 mg 0.025 mg Ortho- Tri-Cyclen Lo®, triphasic
0.215 mg 0.025 mg

0.25 mg 0.025 mg
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1 ng 0.035 ng Otho-Novum 1-35(r), nonophasic 1 ng

0. 05 ng Ovcon 50(r), nonophasic 0.5 ng 0.035 ng Otho
WORMEMHI3#e2 11(r), Diphasic 1 ng 0.035 ng 0.5 ngPOI/BBBOTYS764

Otho Novum 7-7-7 (r), tripgasic 0.75 ng 0.035 ng 1 ny

0. 035 rrg 0.5 rrg 0. 035 rrg Tri-NorinyI (r), triphasic 1
g0 7 D 2 AL B HBR AERh Ry rom 01
5 16,00 By inGent BoodsViram 0-50(3r g, mn@pma@n@umkﬁfom Ri2n@8ane

pré'?gr%t')@t ﬁaﬁtamomﬂ ﬁ§rtnr@g100i’ rr% Picke fg'targlljynngfgggmnﬂ-frém% .4-0.6 mg,

H@&fa%'w " ﬁ@wenfofzomg) %00 ’264%@@?3 abz’&edﬁg? tetrahydrofolic
acuﬁegpmaﬂly 5-mgthQL- CﬁS)thtrhlm,eBbfblmadd br 3parmacrotaphasieptable salt

thede%g%uch a%,\?o'}‘iga@i'ﬁé %?RE%J&I’ ﬁtr | Lﬁ r]thg‘QiIQmQSsﬁg Tﬂ1e an such

estre 1°estra
as@heoqal@urosaﬁgofcﬁ Bty ?@Smftr@hmrsfocbcegg shguld pgegfﬁ@bty gz3in
cry¥hitleR-FEMA AuCh s tHONHRNAS faln&fdvEh dbsBfbddyn Q6 @hi1 hes.
nonophasi ¢ Norgesti mate Ethinylestradiol 0.1-0.5 ny

0.01-0.05 ng 0.15-0.3 ng 0.015-0.035 ng 0.25 ng 0.025
ThayafrushexcipientCyey ba inco(porated in the dosage form of the invention in the

amount indicated previously. However, in an interesting embodiment of the invention the
dosage form comprises microcrystalline cellulose, lactose monohydrate or a combination of
microcrystalline cellulose and lactose monohydrate. Accordingly, in one interesting
embodiment of the invention the dosage form comprises microcrystalline celulose in an
amount from 5-80 mg, such as from 10-80 mg. Preferably, the dosage form comprises
microcrystalline cellulose in an amount from 40-80 mg. More preferably, the dosage form
comprises microcrystalline cellulose in an amount from 60-80 mg. Even more preferably,
the dosage form comprises microcrystalline cellulose in an amount from 65-80 mg. Most
preferably, the dosage form comprises microcrystalline cellulose in an amount from 65-77
mg. The microcrystalline cellulose may be the only or sole filler present in the dosage
form, i.e. the dosage form of the invention may be free from other fillers than
microcrystalline cellulose. In another interesting embodiment of the invention the dosage
form comprises lactose monohydrate in an amount from 5-80 mg, such as from 10-80 mg.
Preferably, the dosage form comprises lactose monohydrate in an amount from 40-80 mg.
More preferably, the dosage form comprises lactose monohydrate in an amount from 60-
80 mg. Even more preferably, the dosage form comprises lactose monohydrate in an
amount from 65-80 mg. Most preferably, the dosage form comprises lactose monohydrate
in an amount from 65-77 mg. The lactose monohydrate may be the only or sole filler
present in the dosage form, i.e. the dosage form of the invention may be free from other
fillers than lactose monohydrate. In a highly interesting embodiment of the invention the
dosage form comprises microcrystalline cellulose in an amount from 15-65 mg and lactose
monohydrate in an amount from 15-65 mg. In one embodiment of this aspect of the
invention microcrystalline cellulose constitutes the major part of the microcrystalline
cellulose-lactose monochydrate filler system, i.e. the dosage form comprises lactose
monochydrate in an amount from 15-50 mg and microcrystalline cellulose in an amount
from 25-65 mg. Even more preferably, the dosage form comprises lactose monohydrate in
an amount from 15-35 mg and microcrystalline cellulose in an amount from 30-55 mg.
Most preferably, the dosage form comprises lactose monohydrate in an amount from 20-

30 mg and microcrystalline cellulose in an amount from 40-50 mg. In another, and



0.25 ng 0.035 ng Otho-Cyclen(r), nonophasic 0.18 ng
0.035 ng Otho- Tri-Cyclen(r), triphasic 0.215 ng
WQ@2@8803#32 0. 25 ng 0.035 ng 0. 18 ng 0.025 ng O REGHEP2007/005764
Tri-Cyclen Lo(r), triphasigg0.215 ng 0.025 ng 0.25 ny
0.025 ngThe solid oral dosage formtypically contains

cugrﬁéﬁq ér%pé‘ga fe%'bbg’lm%fﬁ{ ?f fh\l %‘ai&g}?gﬁe nnt/grﬂanagtose m'cmohydrate

copstihuies the AicD PRCtEf shehrgl'crwé?rtéh%cgiIUIOﬁeéaﬁ@ﬁmmohwm filler
sy&esr, @e7th€[&ios£6¥f6rrﬁrc6iﬁ19ﬁ§é%| rﬁlcid&ry%fhllﬁféméﬂﬁloﬁé W’Gnoarﬂo@wt@rom 15-50

@it B eBaturotela op et sl RP B2 b mige ey giore prifarably, the

5 dopa@fferrabblylpﬁsasehhgdcrs(sﬁﬂ)netcetlmIa:twldramfayhount fraol d5-G65 rag and lactose
mmﬂmp@wancm%t %Fr?@é @Q'n% -%?dst pFJP&%SQf zhesdbgg‘gét%n%%mpnses

kaline earth netal salt, ticular the cal cium
m'§E§’FTY.5taT*W§ cglhylpse @@@r?"%%lnf Ffémc é? (e 3] 'la?toé? monohydrate in an
arfluRetrbirl 20-6&8)d et rahydrofol ic acid should preferably
be in crystalline form such as the Type | crystalline
formdescribed in US 6,441, 168. The vari ous exci pients
10 Thewyedsat inMesPpasratisicdly founddhetdba geotfiesp gpaderning stability of a
tetrfMRRS bR adidad el agmrﬂrobnmlt &@&f?éie@ UvﬂWo‘BHﬁrInMg fzjd@\e@gssre, of the
nt of i nve

n an t ere
PrihsElEh PRSP a 0y BE SRR HCoDl] P at teast partly,
solvad b $eepaoing lyedccaad posion dy coedmis A gramoladibn, i.e. in a preferred
erfHAE XSS BlrhbdiRich il RSB AT bIFLARRe EBARIYAASue to the

Accord ngly, 1n one IntereStlng nbodi nent  of
15 expospEnifq BRCMEHTEREFENE OBy PIring dke ﬁfa@P@&'P9§f%F‘ﬁ fie skilled
pe€sdh| v ults €oti don & P38 Whdpatin @ an thtr 8 dRgFoliSatedy c@Raihim@Momposition by

f f
grélnula%onr Sr}eavil?%lgg%%c epr- aqgmgureogems lgmgétr;h}grtgghc acid to

ne ce U ose 1 n an armun
deggade StﬂnEffCé'FtéVo'l”yj,ertsh@ MerHadufing FMneBinpei Neugrtheless, the present

.nmnedrwnysgahiti thl &@bhl@é 8@ fduid 2By esbIAihg foF A RNEAtH Broper

20 sel i By ep BTy R Gatilr G5uF FRoes A RBUHE P 5.258) gpruiete
co[vtpgslthm e/freqf‘aﬁmﬁyltandq)gsld@galg@j the matreseanyregw@ements with respect to

fadllrefe@&d ¥thalebirSlnClal tHé ?ﬁfge!;t%g@rﬂ BIRWt oth&ifgl.65- 77 nu.
The m crocrystalline cellulose may be the only or sole
filler present in the dosage form i.e. the dosage
Thiigra®n vafi b vedemtoedtficomtieadisdoesién serd o mettah e Exdnhmesprovided
he}QﬁthICG%Bgé]tYoﬁfoﬁ‘Jhé ﬂﬁ/eﬁt%rl lglppéfgrably &eﬁ'{ﬂ% IB?rmeans of a granulation

I nt erestln I ment I nvention th q%
PresFmi Co sy fgééuq’%@‘t%éé”%%%ﬁtﬁrt&fréhwfo@ﬁc aﬁ’éu‘ﬁ’ﬂe EOWItH
appropbiat®excBitdbs, ase $utgearddtoddgimulaioepaicady, )ereféthlydEO\S&ge

ise n te
gr%lrg.[l%l?%??ggge rsZJcllbrgsg % gibtP% QQ‘FXLﬂgtg) S e{'oges O?%]QFC)&OMFBd IF\ %@referred
enbedinesnd therspasitionef ﬂme 'aneramauﬁﬁ gfarwmtetgomeww Aftge Ehe
gra‘mﬁalolag%&eatthy grdrfes a8 a0 rdREIBIGOARE! in@Sthk aisb0&Rage form. In

one em %oglmen of he mventlon the granules may be filled into sachets or capsules, such

2

851

3

o

as hard gelatine capsules. However, in a preferred embodiment of the invention the
granules are processed into tablets by compression and subsequently film-coated. As will
be understood, the tetrahydrofolic acid may, in one embodiment of the invention, be

35 added before or during the granulation process. In this case the tetrahydrofolic acid can be
regarded as an "inner phase" component since it forms part of the granule as such. In
another embodiment of the invention, the tetrahydrofolic acid is added to the granules at
the end of the granulations process, or after the granulation process has been completed,

i.e. the tetrahydrofolic acid can be regarded as an "outer component”. Thus, the
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amount from 65-80 ng. Most preferably, the dosage form

conprises | actose nonohydrate in an anount from 65-77
WOorgo893d31 act ose nonohydrate nay be the only oPCHBP207/005764

filler present in the dosage form i.e. the dosage

formof the invention may be free fromother fillers

t i ng.

e P AT ROl Bt g Iy B PYRIDs L FAEE ERR component,
as g CP\PeF Phasal FeARONEEF PUPDS EOMRINAP LIRS IRY - 1N roprefesreg e mgpdiment of
theindedtdnl @feetfan@ity@iabad isprasent @DEAt oditeOphake: 65mpEhent.n

one enbodi nent of this aspect of the invention

m crocrystalline cellul ose constitutes the major part
Acofrdinble, friecaresany gtvanlidmie abseldingried éo barewsse farshe mpdptceire of a
corfan)sl,l@Jn SESESRY tol th@mv‘ehﬁorﬂ%ﬁ&%oﬁrﬁiﬂ%&ﬁﬁ%&ég&@ﬁ: | act ose

nmonohydrate in an anount from 15-50 ng an

m crocrystalline cellulose in an amount from 25-65 ny.

Evein meugeqinefepabbstogdrhencdesagm draraniesnpne peamaceutical

| act os 15-35 ng and

m cr oc(r?jy F%%Pél/%[ec%%tltg agdgerﬂpﬁ%gr{)rg%g%nnt from 30-55 ny.

Most preferably, the dosage form conprises | actose

noNPNY @iRhg aitBrrawydedreiticid 6108NAOthedddbf MithaRE granules formed in step

m crocr, sta l'ine cellulose in an anmount from 40-50 ny.

I n ano{% andcurrently preferred, enbodi nent of this

aspect of the invention |actose nonohydr at e

COongy | toldiu&i‘r%lll}/ Q@ntﬂ%r@th@%’%inﬁt:oh'?ﬁoé@sgraQu‘a,Vdet al l'ine

cel'l ul ose-1actose nonohydrate filler system i.e. the

dosage form conprises mcrocrystalline cellulose in an

ampinrnt opri@rall} selkEQting trengtah@ed.ose nonohydrate in an

anount from 25-65 ngy. Even nore preferably, the dosage

form conprises mcrocrystalline cellulose in an anount
In peprti)1 B1e3mogRFiasd Fecasteeehpbhly/8?A 08¢ iPhaERACEHT A Pcceptable
ex&ipiont, 80ctods Iﬁ@osé\/BﬁhoWdeit@f ﬁhhﬂr(}’qwsitﬁlﬁnéjwla@ee bPBE @ombination
theiangﬁ lg’aedsedrn\ %raoé:rtraosltg%r preﬁera ] a glu%?]segr?gd %gan%nqgrntArﬁramWatlon
liayid- '{’{D'Cﬁ’@’ Cnméalwﬂegémdar ﬁv@nmlrlP%m prengipnligdjaridp imthet dgae of

fluldR@d @@@@Lma@@n C%ryr&m@oahiqut i sprfay@d E&Mnaay@,r 6ftalthé fluidised
m. as

ved i Pericte 3F el e CPHGER BRd dinir b eSO Bpeaton o the

tetghydrafdctactiopingsbé grenctibal pratessadtis pesferaed thehBte tetrahydrofolic

aciB@% bl it tpOkYyEd nhyed%@rparel a@nmb@f&a@f@mt@b o abyherr@r@ﬁér near the
granul ation, |.e preferred enbodi ment the

f
eng Bh%grtfellr,dﬁe gvfantjﬁgon H(R?ﬁﬁ 6f dqsge% tB? gl:ﬁﬂuggl@n process may, however,
be comrast taften addifbreoft the ttérealgd positraeid. Jyprediyaaidcsidtegness a

Iub@u@gntmtlgnagbtr%xéw&rkngraé Er%ngllééﬂ}”'ngh'l@gtegéﬁqgge%hert\mgﬂ the

skill per son woul t contenplate eparin
tetfdy FEdigligrasidol i ¢ aci d- cont ai ni ng conposition by

gr anuI atl on as he woul d expect the air- and
The grganu es ob? ma%I E) g}e %E%B%‘éés"s}f gc ﬁ? ?Lﬁr{hdert oacgeg |rn§o a desired
doméprtrmefl @s@tabtethebxpﬂé@@ms'qmvémm amlneraagamﬁé'ne prmssnt invention

is Q§c§h#@'t&19toad"§rof:@§éngr th@yn&mlnbrw aGbANblaRtbRBe Wrihaccording to
h‘fr) ection of tﬁxc:l its, that a stable (with
t @g&éw PBIP KMPHPF ARG G 8158 ic acid) granulate

() preparing granules according to the process according to the invention, and

(it) formulating the granules into solid oral dosage forms.
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conposi tion, which sinmultaneously fulfilled the

necessary requirenments with respect to fast-rel ease of
WO pseeshgen and t he progestogen, coul d be obPEI/ERW07/005764

Thus, as will be understoog;fromthe discussion supra

as well as the exanples provided herein, the

Wh(\ﬂe e corflposrhon oftthf?ar}vQXt?({%t ||s %pef%%lerlﬁ I?g %bljnyof% ?Ql?lflgtg c%%position

wfmn'bamaﬁd@squanﬁltzIb@mr@rgSﬂﬂe'ntOeﬂJﬂﬁ&hymdoﬁ%E@%foa@» d is contemplated
thdtQQ @$QQBWVM0E@ pRIYREBRER %ég@*&h‘@' £8bPapafdd® tl%»'ﬁlsteﬁ‘etl&@e bPoblems

ranul ati on I OCEeSS, a wet ranu at |
as e B A0ER briS ReRE G pBte B B GO P g r el So g higer doses of
thé\pogestbgel, yn particelapdebpiranede carb oefivired tin theedosaggivsmt Acrprdingly,
thé)&retsgﬁ lh Yﬁgﬂ 'a@g r}.=3l§te'%l tg Qgﬁkéﬁ@p%wgﬁé H ‘Peg prreﬁ% E@By dlrect
gr anul at1 on process, ranul es can pr ocessed
COMQFEsHER, GAMRSISIEE POABITODS agésv@ﬁ% aF?fféﬁW@f%MN@rﬂ

ph@efmatcbemamyaedelpcabld £t Gledsol| £9 drvdasbend phdr@dcdutical acceptable
ex?_BlﬁetvcgrSca?rn%' ng’l'r%lleetererazrlljculg\ﬁ%gah%tgqe%?(#g%% :;]sgﬁ? nveOc‘#Jl gn% mg, such as
0.02%! groalulSes mar @. G150e @5 sealor Gl atd. dt shovld eomstessiapdbihat all
stREHeSYRSREUBRBLE Yin bhH R &l atefentd (!olncg'ﬂmé %ﬁ%@@gel lents

the tetrahydrofolic acid nt of
Py Eh o DR B n BT LT OB PRI G DY JPE P 6f hel 25
relpyant es&untsmftshcrsccﬁamehtse ap@y mahyth ofiehiic tachis asmat biethe
inJcRggy ded as an "inner phase" conponent since it forms

part of the granule as such . In another enbodi nent of

the invention, the tetrahydrofolic acid is added to
Fu&h@rnﬂfréleht%Sthatcoﬁwbes@@donﬁeﬁﬁ@n@ﬁr&ﬁr@kéﬁbﬂ)l@ﬂ&npﬁ@@&ﬁ;&pgestogen as
wefﬂrasazlafnt eS,Erotehe (g%h%nf'clj t In°d%rs?5§oc§1§§coh osk%%%gagggyiaggggr’ms may be

AR i =t ol'I'Cc acid can
prénmcb@cce@mmmthe Dreserrh'usenttqﬁeb@tw%ﬂwd\d@f QﬂmR@S&@nr@jamwsage

forbr% ddas QBP@J@&IS@M(E@UB@@'\ @fr@@*b%leﬂﬁ s8h a tUBQa@E fRRRAZMicrolut® (also
qnponen

e T a2k R e R et R R e
Actardieglyi ong furtner betech hiyel podsenti ioventiod relgteptesenlid pisaranaceutical
comBUén%n Eﬂ?ﬁﬁ%mg%) g@&géen %QEQEWJIJ&‘ONQ acttchgr QE@%eutlcaHy

invention 1s I rect ed process fo
aceapR S 83! '{J'ihére@f @d@élﬁjﬁg PP Blharg@{i%tft&?lr@c$%a?lﬁgxcnplent or carrier. As

will bey @ndérsiopd Vil Thteo@n ms@satidve, dtpapscutd thd stajements concerning

pr§gﬁb§ 8;«3 H?Ttga[ﬁr Regl%%t Q(g%{;tog%ns &%F}gg Qet%@du%ﬁ‘ol#c%@@g agr\]\%ll as

ar maceu acce t e excip ranul
r e'BYQﬂE@wU”(ﬁ qf)sueh quﬂf@f’”&“tseta?%{hm‘iffsdm!@”ﬁ’é ite) this a@%ﬁf’ftthe
indeRgseof With the granules forned in step (i), and (in)
optionally continuing the granul ati on process, and/or
(iv) optionally collecting the granules. | n step (
Congerninhghgptabititt efgba tetrdhw detelicagidn thenbrane! $regificatipndimits of an

acm@ﬁgﬁﬁ%t k@t b &SRk a,bls@t:ﬁ:?@fa@ér@me is SCOs R xDH@SbRSS aph "Folic
cr a\(st allin

aC'Eéﬁ'P}F%art\%ﬂ‘ fl}f@%@gf OPBPI%EB&? rhlg %ofgtpslﬁiﬁagriegra’mount of the
foljgragfdemadsl %abaeq‘ubumhdbs ei@nbfmblegmahenlpactdopt. The gorapeditidnis@nd the

dosage forms provided by the present invention fulfil the above-mentioned regulatory
requirements. Expressed differently, the composition or the dosage form of the invention
has a stability such that at least 80% of the initial amount of the tetrahydrofolic acid is
present in the composition or in the dosage form after storage in a closed container for 24
months at 25°C and 60% relative humidity. In addition, or in the alternative, the
composition or the dosage form of the invention has a stability such that at least 950%,

preferably at least 95%, of the initial amount of the tetrahydrofolic acid is present in the
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liquid, typically containing a binder such as HPC, is

then applied and, in the case of fluidised bed
WQ@ewadEs: on, the granulation liquid is sprayeBCT/EP2007/005764

conti nuously onto the fluidghsed bed while heating the

air stream of the fluidised bed | n order to avoid
dat
comlpa |€l Z I%Iglﬁlhg g% f!)l%ti ﬂlé]lyg ?é'*rg %g%cﬂcéjnq hgrgfoF Ii]fmonths at

25f@ﬁﬂ<éﬁ9%rrﬁfa@|*’¢ buﬁ‘éﬂ"’d Ur t'”@ r§a$etnt torapxiothe tormyi"idtp! gpRtAnt”, when

uswﬁa cg:rnaeetloﬁsmtrps eaebrﬂyards&u@rac@l }ef@ts th ke RREsPEd ameaﬁt of the
nul a ocess

B A 1P ROr AT BROBOLRLE hag e HERGTR ! thsgompositon or
dosmgmtﬁon*a@d aferreativalyd efterostombe irhe cloe¢d amyalneaffot nat ragiedhan 5 days

at-ExQ'.l § (yDﬁ r@lagbéh%gﬁgaﬁusa% t@rr‘wumda‘? Q?&)u?{ %eﬁlllleQi*Qefers to the

ran or ned
deﬁa[eﬁl qrmyn[t ef FWHPBYCUP"O&C a‘éﬁj'd"o"ﬂ’l éh&gw&ﬁ'iﬂt 63 aﬁlﬂuﬁF Hfa(@Idéed)
te@&hﬁd?@oﬁb&%ﬁ blak %IB&&OWH& nﬁ%suﬂéﬂ taRRIUNP OB S8t rdHYdeOfAlic acid present

ez%orrnerﬁl |gn ?P?]agr ng ggEer tl)m%tedla%)f){ C{t)grl:p i[S manlﬁacture or after

presen nven i on
starbgofod iarsbottarivd oatlme@@ei@scrft@ﬂ abbee. manuf act ur e of a
solid oral dosage form accordi ng to t he i nventi on,
whi ch congrl ses the st S of : é egarl n'% 3r anul es
In20e8FHFRg ?B‘ef‘héh%F%B tonrdhePRtFae doThar RVRYRfig, has @
stanity Gudh thaf et leadtafoiom gf tHeejeglaaerwdre&mt ot thestetrablydyofalic acid is

prgs%ﬁfgeth%QB%OW%rl & ﬂh*}ﬁe ‘&P&EQ%H Qﬂ?erOJtoJagg ir £‘¥|%E$d QediSer for 24

era ranul
m%h%ﬁt 1 a@&@@&q EPé?fNeWLﬁ@d'E)\f 36 Ssdian; ¢t tftqq@t%a}weaﬁe
cofpsafen bt dostgd Bra@itenplaiten Habatstamitgasen tHawatlrs& 90%,

pr%)f‘r%ﬁ% Y athgaeslg 9gg}ré)bfhef gecm?'e(?amo tgoq:fl{m? ﬁe’t ahygrofohtc ac1d is present in

ease N asSoOoCI a
the oPmPReRTN Qiin Ithenmsabe fas ptayrsdurage aa@owhlmntﬂ"@héw 12 months at

256'@5% e@rf/o rfers%v@hggmﬁﬂyogeﬂwe dr@séﬁ@E&dtiﬂe&' e t@rrasewaere@aﬁmunt refers
ccordin

to She BN fied aionSy Pareiay St SERTEront Fhtne tomposition or

th@aoiageuTrmdexlarablambu:pxrcénm mﬂrd@ydr@fmle@tudosn@rmls|apparent from the

BANRIdNSAB9d&y Y R&Sdegen. an estrogen, a
Intetrat?)sldclrr o?‘gci1 I C ac%té or a pharmaceutically acceptable

salt thereof, and at |east one pharnmaceuti cal
Inaagepstabt emsowrinahte fBite GXmEBtionar thavliedage fortrhef taaivahti@f has a

st%h?t QE%Q%%E G%GJM 8 lfhsggg %yggcgohc]acﬁj %bm?t%norgﬁrogug%% at the

m@ﬂﬁdgf/ﬁ Db%‘e@ﬁﬂ’e?tstt‘émpst B¥t mdre Péetf%naé'ffé’rﬁtt%e ﬁ*&él‘é“ébé‘(@ more
préf@rddff it thel st 566 n%sgbﬁ:!f@r@bﬁ & GRC Ao EY m m@ff@ds&ag@l in a closed

S, re ro b erred
cogéﬂegécgnrgsmogl?wéfoeﬁ?éndor}tﬁ 192515 g?%ﬁ /o Peéa% Shugnsl’dlt Tf*-e gum of
tetrafiyeivetnlic @frbmnomp@fsltlgnm@rpd@onmomm deteapipey asrdesatiped in the section
enw&@fweltémﬁ.ﬁa&aﬂ & d%%&%ﬁ&sut@fn srBgudcdMRREHON .

Furt her nore, he conposition of the invention
preferably conprl ses a progestogen as well as an
Inget sageer, emtiodshent] theb@nmyrndigivs botd ddsage ompshé ingastion has a

stQﬂQy gg&\al,glgt Ih%rm Hﬁ%tr@ﬁ};\(ﬁ'&%ﬁ@&g&j d@&%oq,tllag p%)dutCQQS at the most
resent I nvent1 on ere such onposi tions and
loa’g)sqiaférably at the most 8%, more preferably at the most 6%, even more preferably

at the most 5%, most preferably at the most 4%, after storage in a closed container for 1
month, 2 months or 3 months at 40°C and 75% relative humidity. The sum of the
tetrahydrofolic acid decomposition products may be determined as described in the section

entitled "Determination of decomposition products” herein.
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fornms does not contain an estrogen . One exanple of
such a dosage formis Mcrolut(r) (also known as the

WO pi0R1003382 1 "), which contains 0.03 ng | evo- nor BEEEP2D7/005764

and no estrogen . Accordingky, in a further aspect,

the present invention rel ates to a solid

pha utica osjtion i sin rogest oq
ARyl gﬁ@ﬁ?’&f‘ c%)rl‘e Cciz'scg(gslra b)?re'ar\‘ DhaFreRSE P gség V Ogjcc%e { abf‘ gFthe
imgalkion preesuiteble famldh@ttldneté@vuléh@ p\h%famcteaum fmlprowdmg female

coRGS&Rtiak! 18 a%ﬁfén'oﬁ' & tothe GRAIsEh & of aat%tr\é/h{/érogﬂc acid or a salt thereof,
under st ood, all statements nade above, Eartl cu

the AYMRYSHABERE §°E%9r‘?cf€'i’ﬂ? ﬂfgthﬁr”é‘feéf?'éaree%‘% b? iy, the Ratment or
prpveation bebigpe dgesdnageinsipdipy ehemraeghdt iwéedidysdr of ol i ¢
acids as well as relevant anobunts of such conponents,
Ho % mutatis nmutandis to this aspect of the invention
In a fagheeraiticidietaePosiragit rwrewmweﬂ@w EfRFEY B HPharmaceutical

prékfdréhont m.trwnaadmgs&@,@htﬁawaiﬂz@nzi 1 18 érs20fin géria@bd ¥Eor 24,

seb Al S PRl BBR et B SRt SRR G o e
ingeicn Plaged tnhempackagiontueitt argf 7,90-5 dri 96 oértickler dechasepdrately

paflRUIHd iRbividD S r%l'rlo@a@@ 'sghcr'yt%t dSd4Bs GARERIItYinRE a tetrahydrofolic acid
identifiable in product. The conpositions and the

asdB%é@f% aFV(b‘fenasgeBF B\‘?F?Pe'& ao'j’/aci‘ﬁ%”?)f’@éent i nvention ful fil
t he above-nentioned regul atory requi rements. Expressed
[ 0 r h
Thg dfogng{ ?f’éh&%mr&gﬁﬁm %g@ﬁ%hidrgﬁgggaﬂg? tlget chtIvgzgagkﬁtf ?1!3 Be
Dr???éeiﬂ Y ePaMmelipsumewafin thieart @6 foRieyasrtoe satravdefeliciagid still fulfils the

staﬂfl&$ Qﬂierllarﬁilstcbﬁsea PREGS. ThiddB eBibodindritethdapagee foah Roadhinglg a
nt a

tetéﬁl'(% f e Iéct Ic\llea&hlhr% s&get aC?IVf ﬁg%ngds {esseng;ﬁla/ngentlc?l to thézgosage QOrms
deg¢ribed ﬁnatq'mé)utmh@rmmsns prrherogeheangosegéedt or m of t he

i nvention has a stability such that at |east 90%

preferably ?( I eastb 95% of the initial amount of th
Thedy 'f%ﬁ’i?/tbq”o(% TEMAY P8 3 %“ep?’E@%erpaFFttOﬁeb%er%@P?raBﬁ” B’Pere'” the
amaquntshe te pagestogemuiad theresstogeraganain canstérasedthe @ntied ey 22-, 23-
orf2grda:y2pem5]tA\?erﬁétw%@ca%qné%f/ rtﬁérarw 36%1 Qé’cmeda'gEMts (i énche

present context term™init cont ent

Prﬁ%“-’éEPgleH 386r‘irr‘Fe%%tT°<9ﬁ”W‘laM bS VREEG awd%?& i aet @ zf‘ecfaé(r%e”Od to
geheratdhe rrrmlaﬂel-lbaﬁiseaﬂ’épmbtl@f ddien twet-roalyrde @hedd @reaarladon such as
de&“@r e%r Al {‘? 5 JsTBsl 6?&'%#@&,% %Q% {%Q&foﬁ% [ Be 9% PE gﬁase or a

n or ddsage form or er nat d%/
m@t'@'?@@ésq F?feaar@F'@@éﬁe aaweral ?féf‘eft%irafwéfOf%raé' materaphyegains
coAdtarBbraitlo G0He leatiat dywrR, helodbil Y8 ddydis, the term
"initial ampbunt” neither refers to the decl ared anount

of the tetrahydrofolic acid, nor to the theoretical
A pansagitg ohit Camdesi)g thet ¢azhgalfoofeldescrided dbovsunay he heapateg! in a

midher gﬁﬁ§éﬁu§@o m%@%a@fngtﬁﬁert(ﬁfﬁlrc%lﬂ%@féyti@gé rhaGh&Y for instance be a
coF resent 1n osition or orm det er m ned

h‘%?é'&P%théFS‘?r 8?‘ike‘?r ”tys"t'i‘redrfﬁ"f”é&‘f‘%"?”é?Ogrth'éfpf“é"ros%'t%? Bg@nFop Pack
coanpsibiog thepapprophiané ntmiber efsdodagconitsedh titosese typicaipn@Blvera multiple

of 8P RA} g@arg bifsh? p%BUEvﬁﬁ' tc!aPJonLd tp'ﬁBer‘BQ%?Ponfo‘P psAf b%%g and

|nvent|on as a st ity such'that at [east 80% o
encireedied wteble£R¥tint of the tetrahydrofolic acid is

Likewise, the compositions or the dosage forms of the invention are also suitable for
treatment of diseases, conditions or symptoms associated with deficient endogenous levels
of estrogen in women. In this case, the above-mentioned progestogens are preferably

combined with an estrogen selecetd from the group consisting of estradiol, estradiol
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present in the conposition or in the dosage form after
storage in a closed container for 24 nonths at 25C and
W@QBH0ed432 i ve humi dity. In addition, or in thePCI/EP2007/005764
alternative, the conpositigg or the dosage form of the
invention has a stability such that at |east 90%
sul?aéﬁ%tgé)a/egk%ggf\I/a(l:ergm st'irgs/al%l(r)bfeegtzeoﬂ e. Ae srfeﬁcurﬁ%dexgrrrrlg% fa%re%e?u%d dosage
forimcarhierisge § Ape3 fax drosfiteppne pod aéeZ My %str@ld@se;@cfc anflal mer
drésgrre%erg?lﬁtm§ 28hg %%(ﬂad p@@eﬁhﬁl?llag 'Z\SemB%s%rENone' é‘hdt@g 1.5 mg

present context, the term "decl ared anount"” refe
es"(ﬁ%O'ofooF %Prélf?r?b'MQEP‘éIr%H‘gaqu?H‘ﬁe”B'?e FHehost ﬂam%?ta%cr' (énge"q )-
Ot ekapipes emtludencoip@sitionp osddsa ge fd:ll’nstcbmpdasggetradfdﬂe/alerate and

cyg‘%grg& chﬁ‘JIQU&*traQTo Eggraﬂﬁgrﬁdﬁ‘g% Pleltl%nf)\gétpadi' gnd I,c1;|estﬁdene and

parent Y omt t'ion provi
et"!'@dﬁt'@ld'o' Iaﬂd ?D’Pmo"gﬁ?ﬁ'?h@teﬂ@ﬁ'ﬁfdm%ﬁft estiogen EYhPET far@nvariety of

red¥ond her dsa&a,ge ddicinofevbber bﬂV&g\éhlrﬁlé’y tb'tﬁ&au@e@b@bld inbdOral
such that e sum drofo

MAERT0RT |”b‘3ﬁ‘°B?‘i§8uB?5§ W‘%“OB?“iehﬁy%%gPadmﬁ/o Caﬁ?@f 2 gbPym2Y
ovartiart fadunepaw BYelsob eetrggent Bresbédtivatof tHrecayeatleBfo aveverall

de%gﬁd%ﬁ x@rcﬁkm‘eyfoﬂ/vo% gvr%bto'én@ d@@ac‘stesgﬁgfcgﬁ@m)% r%hgé h@m merely

after storage in cl'osed cont ai ner for
beWBrﬁT‘ﬁ’é‘V%ﬁ'e'HO NEsthReat '”%Td‘é QRRCBHYRS H1d:495e8e fnms d‘FfSF ibed
herdie pewreaiffettdter Alleyidtioh of aleta,cslombgd:eCarrmm/lchmo@cqus@mhs@f sstrogen

deﬂ%er%%eTgﬁg glrl H/ﬂﬁ)? rgg' &%ﬁ%g Iv?&a@ndtgr § gr?sc %l&ﬂéa‘l tsYrﬁgtoms are

rmnatlo oSl t1 on pr odu
cerpaiplyATohddiad WHbHBE rﬁé'm 0 tﬂﬂﬁ@%oﬁ%ﬁ@m%qr@gr@@m&%%‘aﬁé not
linfit@d b @bt Itld'k‘ﬂei &V@@t.h@@u&@g sacshabight dweasd)GRd tpb@ttat.dnﬁ

PSé(iLglnlOHéa n%tg{p a_% I’ec*ggr %Bfmlenac?/%fo)ﬁ}éggﬁljtb{ugg&orﬁoqqlmlted tO insomnia
anproetfeers@bbyom'twme pwsnerﬁ%y, osenf eanfideqree froodishgnaes, arhdety, loss

of ma& oﬁﬁfwﬂpssh d%@érﬁra@ehyd.ﬁku&m rmaﬁg ée/e.s.éﬁst @rm.aisﬁé@g@ergy and
| osed cont ai ner

t hs
dr'ﬁ%rffrﬁéb'BEY Y53 ape}'éey;”eeeﬁrsﬁtr*\?@t H W&.f%rﬁmewwgmfoms can be
asduaatécetitia hedveof-olencpasalcohaee ohpesiransifpoeoaitat sometimdzelong time

aftgﬁtn%rmpggs(iz #Sis qg?&ﬁét@@@wétrﬂhé E‘(ﬁné&m Qrén&m)iatglqurms described

term nati on of deconposition pro ucts erein .
her%n K7 IRHEaDle tonkhesfeansl LRPOSRRSLT §YBPYYMS ¢iiing the peri- menopausa'
phsmobmﬁasoronsosthreer@esla@eprﬁasénﬂo@bvémehe Ffonidnbibnéd &/ mptoms

ca?%g taﬂgl aeteg % hzje ?gusglotf Itf?ene%(e;oggx% ﬁlgl n%o |§ mﬁggﬁg‘gﬂn? cdastrgtlon or

pripgry h\earmné@'éﬁe elndfnoaﬂetr@mbszﬁmﬁnépbmednwfnt'anoweéompf't'ons or
dOEJb%rfeﬂfls dédaﬁbé‘d)memldré Qﬂéd A ﬂw@@éﬁ@ﬁnf @fr;s@rr@ﬁerttmfects of estrogen

ae O PR EER st Sribr eh il okt S witsnte! avephy.
atiobledi thg dredsts, garfdinveherdarpbgepie whamges b balir distributivhethickness of

hal?l 8%7Ls in@ﬁmdngft‘loﬁ ehalbeRop&odis mh%b&ﬁ&?%rbw and condltlons
re aration or kit consisti n%?ressentl al |

50 Wb T s LR APV Es, BreaE mge%'a?'a%?fgﬂ SipsFlent changes
in ami bneNentdwiikth Jear eoBvabiteordy| suthcisalecasasge vasdulsity,

fragﬁ%ﬂgaqiioﬂg)f %Bstﬁg]@orkyvfﬁagﬁ Qpcorﬂkgé%et%rlag ot d@@%gée@ |HQFIP%IEme are
) articul ar 4, Par ate
symptoms thought to be partlcularly relevant to be treated W|th he composmons or

dosage forms described herein. Furthermore, the compositions or dosage forms described
herein are thought to be relevant to other urogenital changes associated with estrogen
deficiency, decreases in mucus production, changes in cell population, decreases in
glycogen production, decreases in growth of lactobacilli or increases in growth of

streptococci, staphylococci, or coliform bacilli. Other associated changes that are thought
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packed and individually renovabl e solid oral dosage

units containing a tetrahydrofolic acid as the sole
W@2a0B0e343ent pl aced in a packaging unit. The BGEEBH07/005764

forms containing a tetrahyggofolic acid as the sole

active agent may be prepared by any nethod known in
to ;alpﬁvlegtat%ﬁaebys?oq?)m|str€pon ofet{hrgraclgﬁgégé%nusl és:regg?]%e t%rms dizscrlbed herein
areptiose thso diaverndertthe vagygag@scﬁ@tptmz toimiwly or n@eqﬁlon such as exudative

distcﬁzsrbéé;)umftel hitd Bfdpdredial RERGHRr&Ghie¥EorRde Me ur$nary tract and
essenti all I dentical to the dosage forns d

INGRBYRENE SFPRLCPTBGR SYBHORY Tngc'd ?Wb‘ﬁéﬂ‘gerﬁgésmgen evels. Other
enibodinehedof thhenvengpamatude the previntion areflevietian oy phalsbanges

. . f
L N e e
distutent § cé(ngs_Ls_of haiy, atrg@my AEthe ce@at'§ Breqaqtgﬁpoross The prevention and

maNabenBat df\eeteppodBioUibst itaty bbﬂfm@rﬁodéﬂ§ah oax@bp&res@ge Btp%rtlcularly

intg&féﬁhq %E%&(@Eﬁggg%&g grgv_e% |{;jn.t E%&grsng%g?en ({I’g 'a%rﬁlésrag re\ Ezductlon of
bonghtaspbed gérsde, himeyar aitd oterruptign oftrebgsulagr andipeeonshagmt

indPERR BEAORactres br @én@@éf@ﬁh&g)n% Rre tholght tg%edpaﬁgclﬂalé}zla'elevant
aration may be a one-pha

Thwmqhﬁiggtubﬁggt@eﬁf %&qoa?f.xs |15ﬁ1 '%tﬁfﬁfﬂf\g g?el’?l?%tlc aEpllcatlon of the
comebfladimdrrcafoségecfoam; df yeafvenabh ya patmailagy coersttant embodiment of
thég R&EM%J%OH%HIF‘#& ?&Eggreﬁlsrfbyt%g(?reqhg?cg EQ’EIP@eIn 203.!escr | nd%r severity
of Hploius ﬁ%}ﬁwﬁét"pﬂ @tﬁ%ﬁkédpal'mtaé'oﬁ%rﬁ‘?@f) can%ir @geomooﬁéh?'h%ﬁs of
nePRIERG s Odrbk&lty Qodk neeidry a6epsfi csasdentdi 16ssd@@Yiblde) poor concentration,
dlrpmls%e(il( en(\équ,f mlr{l%vgrgrljvg nuantaglI|#ygtu%gﬁggé:]r?éré)phy,nzx%q%kv %F the breasts,
cagginvariuidridisepbe caprpﬂﬁspm hatr distrihvvien, fdj\fckdeﬁa@@amnmaggei i skin
coﬁau.e% sﬁcssst&a/dwr@sad .ycn@c&ngﬁbreaemantdfrals@oeéroaéy rhdbt aotably hot
er board

i |
iR Faing ek G PARKC B SPGRET P BBPY GETeEipeyeleness,
ankietye wregenitdlreeropbyypssaphly ©h shedrrebdie, adoselges Hrevergioofor tfemagement
of b&\é@&irb&? AHotheRitBreSthd 8RAb&aifRht & tﬂ@'irm%ﬂllorpfs FHeBRBIE Sreatment

conditions or synptons associated wth deficient
of @ﬂﬁ%‘{j’@ﬁ%&&’e?%"\ﬁe?%""c&F @é@'%‘@%ﬁ SI$§PRBREHONS A AOHchargESe,
nebJo@srad3e vanxigey\t pooh ecnpirpgest cﬁg:@hﬁd@ute, lpgsedfaibalb) yoor concentration,
. j Al t e C
d.ngg@{a@tsg%réx,ﬂmggshgg P PydBhECSldbehtg Jopgé,?gt%ﬁsny o the breasts,
Café‘ﬁvﬁa‘aﬁ'ﬁild'ﬁﬁaﬁ%rCQP'éQeSé%f‘?'adIsm'b%'éﬂrz%‘ﬁkéess,@f§‘Bt§c¢ftai”@es in skin
coRK B @s‘te@ol%sﬁsf @rﬁdhﬁdngjmag&lcfnmfn%feawbk@)esn&t 35ta3|yrm>t

r os non such as
oGS BTG Bt PO P20y B8 S Bs: PR e hebusness

angie®s zrtwengalcht@@pv,rasmhe Oéﬁdi t@regsta, 5 wil! @snremt@h or mAn@gement
of B&ebsdradily about 2 ng drospirenone and about 1 ng

estradiol (Angehq(r)) . Qher exanples include

conpositions or dosage fornms conprising estradi ol
The ahvenadreisdndheyifrsttaceDinethedellating nastimitthgaixavralesr at e

and di enogest, ethinylestradi ol and gestodene, and

et hi nyl estradi ol and | evo-norgestrel. Deficient |levels

of estrogen can occur for a variety of



reasons. For exanple, deficient |evels of estrogen nmay
be caused by e.g. natural nenopause, pen-nenopause,

W@ awBeEdbpause, hypogonadi sm castration or pPCHEP3P07/005764

ovarian failure. Low |evel s¢0f estrogen, irrespective
of the cause, lead to an overall decreased quality of

mbte A AT OEEE: 20 nconveni ent o 1ite

t hreat eni ng. The conpositions and dosage forns

pERSREANRFh Sei&idmpsStibApredtast i ve al leviation of all

pnys
Segafatien én

hysi ol ogbﬁg%{ffggg?rg%%/c%%g%%g{hyg{%ﬁ-stgtgefzvgiz%{qjg?eg?s well as of its

5 degiagiasorattopsycéd by gPo@bn syawdrestsplaase comntraiPhl Fur. 2.2.9, USP
. 25 . _ .
<30 8. ] S, LR Bl R e SO B S
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HioubewRdY-such as ni ght sweats, and pal pitations.
Psychol ogi cal synptons of estrogen deficiency

but are not limt i a and ot her

onpri se, to,.in
Dechggrb condi tions, poor memotydSFFEL %%@mi dence,

nood changes, anxiety, | ossFooidentity: dd\D dhtédtpralq-28&nimn

InfRAGEMILALI on, difficulty i eking decisions,

C
St

di m ni shed energy and drive, irritability and crying

Y. :
WUHBM s. The treatnent of thdeHf 5PaRertIGH8ESYAPESHESE MM

sadhabeplessoci ated wi t h t he mmptiseaopaiisalorglgaseleof a

' i f ter, so L,aes long tinme after,
Te\ﬁ@nopwse Af coFJtn%r oﬁefn. dd ge

ause. IS anticipated that the conpositions and

Fletpsrige forns descri bed her e mV/gre applicable to these
MéUbHathier transi ent synpt ons @os MgH,Pe, ABPRstER BOPABSH]-3.55 with

phase, nenopause, or post-nenopausal .dphase. Mor eover ,
t he aforenentioned synptons’ Can' D& &l eviated if the
cause of the estrogen defi dd:dmeghanad hypogonadi sm
castration or primary ovari@anyf@k!l ure. I n another

enbodi ment of the inventi on, t he compositions or o
Grads8ge forns described her e%@é[’luseé‘—f(é‘fit—he—(—u—(—u" e Aduiv)s heloB (WIV)  %Clv/v

treatment of permanent effectssarof estr®$en defi cilency. 0
Per manent effects conprise phgéi cal changes suchas 0
urogenital atrophy, atrophy of the breasts,

cardi ovascul ar di sease, changé® in hair Xistribuion, 73

t hi ckness of hair, changes in2gkin condigion ang7 73
ost eoporosis. Urogenital at rogyy, and condition 10
associated with it such as vaginal dryness, increase
in vagi nal pH and subsequent—éhanges in%lora &0 10
events which |ead to such atrophy, such as decreases

[

Cca

in vascularity, fragnentation of elastic fibres,
fusion of collagen fibres, or decreases in cell
T £y 6 s F |

2K |a b B 206 Q_De pa . s:_ﬁﬂi%ézrly
AHE evant to be treajgiadbtoh prdticEONPOSi hifns or dosage
h

forns described herei'n. Furthernore, the conpositions
YFF¥sage forns destGI PR Yt are th8ught to be
rcalneBanéthylo(eshher usaigemdradiesthanges associ ated with

te§§Nd‘P&‘8f?atéjefi ci ency, decreases in nmucus production,

changes I n cell population, decreases in glycogen
production, decreases in growh of lactobacilli or
i ncreases in growth of
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streptococci, staphylococci, or coliformbacilli.

O her associ ated changes that are thoughtto be
WQr@WseM4dbl e by admi nistration of the conposi t PGHEP2907/005764

dosage forns described herein are those that may

render the vagina susceptible to injury or infection,
DI éh .as exudative discharges, vaginitis, and

YPRunia . Furthernore, infections of the urinary

Dtsspaxtlpn ahethimsstretliobanskdraskiranohe wag orvephinatgchpt tresUSP XXIX Paddle
MASSPH 1 RINgdvatbt &t 300RE @k 8SLJIRERMLEARY 8h§ 50 FbRA&Ss the stirring rate.

enbodi nents of the invention include the prevention or

al l eviation of physical changes associated with
Digsstutiog @n caleifinci-etetlyyl- (68: tetasy drogutaye svais inekBgatkd hy the USP XXIX

Pag%“’élg&ﬁﬁo ]? J&ﬁ' r <9'b§$/oré488$b' Q:ld L@e%hpgcﬁétl%laﬂjs{ed to pH 3.5 with

reasts or ost
0-¢r @\Pé'ﬁﬂ?ftﬂﬁe awéer hﬂhé@éﬁfﬁﬁe @fssﬁ'st'@bﬁ‘ﬁﬁ"@sﬁ@ SOrrpgt as the stirring rate.
not abl y post - nenopausal osteoporosis, is a
Eﬁgﬁé%%$larly I nteresting enbodi nent of the invention .
nore, bone dem nerahsation, reduction of bone
mass and density, thinning and interruption of

EXanf18GU BRecPBSH BresRIIS GRILPOE ryE i fESOIIBsDONE
fractures or bone deformations are thought to be

A t38lef £16194 8P1)9 PaYiRy Hift follaWag SPBpRRTUCY PTPEPYAE ¥ ftirent
comptepor osis i s an interesting therapeutic application
of the conpositions or dosage forns of the invention
—A particutarty Tnteresting enbodi ment of the {nvention

Ingredignt ect ed to | esseni ng the frequefesunt §@gsi st ence,
duration and/or severity of hot flushes, sweating
ita I ep conditio nood changes,
ﬂW8¥@%U¥%%§§ Rﬁﬁ%“%¥P§Cﬁ%‘%Xﬁéhnry, %% of confi dence,
cotnpgs) of I|b|do poor concentration, dimnished energy,
milloRisBd Shelirdidnke, irritability, urogﬁ@ktal at r ophy,
atrophy of the breasts, cardiovascul ar_di sease,
Mel#faliyes in hair distribution, thickfe®¥ of hair,
Michatygesine rethkoge (mndli@tPiHemland osteopda3®si s (i ncI udi ng

Qgggxﬁgkgggoagmosteopor05|s) most notaly y hot flushes,
|n% attacks palpltatlons sleep condi ti ons, nDod
psteara .

atrophy of the breasts as mell as preventlon or

Theng%g%}{rng %al 9?}/3é8%€') tsetraﬁ‘né)rég?ate Iug((gjn %St qu.gtder V?FIOUS

ion i rect reifne
copditiprest wédg @sWésThsWéawunsg‘»tw'tta@R@ (sp%ttrtﬁlt%\t POH3 belpmgeyere
obERRLH &do@%ora@@@dzﬂmﬁ&H SF ¥PUBES RH, ARREAIVKEIY. BEBlity was
onfidence, |oss of |ibido, poor

te B Do ol e E R ks ov. i mi o shad o) ve.
irritability, urogenital atrophy, atrophy of the

Tabld ©3SISr adeathisbiOMASCHtaln oli sease, changes in hair

Moﬁehét Fi BRI QBrnt N kNS0T Bl fse.rfNanges, shikuski n

cond |t|on and osteo orosis (inc udi ng greventlon of
los
osteoporosls) most™ hot abl y 16T° f | usheS," sweat i ng
| ; ges,
(ﬁervousness, anxi ety1 urogeniz al atrophyl atrophy of

the breasts, as wel] _as prev ion or agenent of
]Dsteoporosls The f%%entlon sgbfurtherqﬁglustrated by
X he foll @ ng non-13-&ri ting exadpl es. MATBR ALS AND
VETHODS 3.2 - 4.2 -

9 3.6 - 5.1 -

12 5.2 - - -
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Det ermi nati on of deconposition products Separation and
guantification of calcium
WG2008003482 ( 6S) -t et rahydrof ol ate as wel|l as of PEBHEP2007/005764
degradation is conducted bygHPLC on a reversed-phase
colum (Ph. Eur. 2.2.9, USP <621>, JP No. 27) using an
external calibration standard. Sanples nust be
anal ysed V\/lthout deI ay. Detector: UV detection at 280
< 210-250 nm I njection
MOMOSI urre25°IG>0‘7iiSRHCoI4m¢W5°/oBtleel l ength: 5 cm Inner
di anet er codd6 nMm Sloadd onary phase: Atlantis (r) C18; 3
nm or equi val ent Tenperature of colum oven: 35C Fl ow
rate. 2 m/mn NobilT phase: A: 0.05 M NaH2PO adj ust ed
Oto pH 3.3813 55 wi tiR1phosphoric acid B: Methanol C
itWater Gradsant: Timei(mn) %A (v/iv) 98B (v/iv) %(v/v
sstart 99%0267%%702602773270277
327009%%4 035%08% 010 Peak assi gnment Comment s
6t (re\) AB&R& degrad&tion product 0.39 L-MEFOX
gdegr adat i @g gor oduct o@.¢/5 cal ci um 5-net hyl - (6S)- active
i ngredient 1 tetrahvdrofol ateDi ssol ution Dissolution
1 i i renone was investi gated
by the USP XXl X Paddl e Method | | using water at 37C

As ?g? EQ @Blg'ls, zag%hi%%g%%gﬁgfliﬁcmcﬁgn Ej%tﬂ?l-{é@?—té@rgﬁyfdir&glate was

obRinedt A 252§, 6P UateraIpditien o Vet gdab phyast!|oygd 48l bByExpered to
opUSBr.Wr?ﬁermore, a satisfactory stability was obtained at 40°C (closed container),

whereas a significant degradation of calcium 5-methyl-(6S)-tetrahydrofolate was seen

when the tablet was stored at 40°C and, at the same time, exposed to open air. The above

stability data are also depicted in Fig. 1.

The dissolution profiles are shown in Fig. 2. As can be seen from Fig. 2, ethinylestradiol

and calcium 5-methyl-(6S)-tetrahydrofolate were released immediately from the tablet

composition, whereas the dissolution of drospirenone was unsatisfactory slow. This finding

was surprising, in particular since the tablet disintegrated within 5 minutes under the

conditions used.

Example 2 - Direct compression; Cellactose® (lactose monohydrate/cellulose
powder)
A tablet core of 80 mg having the following composition was prepared by direct

compression:

Ingredient Amount (mg)
Ethinylestradiol (as micronised B-cyclodextrin 0.030
complex)

Micronised drospirenone 3.000
Metafolin® 0.451
Cellactose® 73.319
Croscarmellose sodium 1.600

Magnesium stearate 1.600
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Paddl e Method I | using a 0 03% ascorbic acid aqueous
solution (adjusted to pH 3.5 with 0 05 M phosphate
WhefoBes3at 37C as the dissolution nmedia and SBCT/PP30a%005764
the stirring rate. EXAMPLESyExanple 1 - Direct
conpression; mcrocrystalline cellulose A tabl et core

hav f it
Th%flta@?}yn%tca? g d S%I%ES' 844) %V\ﬁr%%dg%ng%h%%l o rr?ﬁjz uR(rj varlous
corfélitivina ylas sestedi Thle fokmving strabmhséc’da lisesyBibtrseX andoh belodBOvere
obt%f?}@'@lf%?s% sMé‘deoeR' z%eé/eﬂﬁ/Qﬁn'afn@%F@n%o/QQﬂ Mé‘&&fn%lﬂ ﬁtrablllty was

M crocrystall'i ne cellul ose (Avicel (r)
testegl 'BP@e'CP%J%V@HPﬁé!OP%%%O@%'H?r&m 1. 600 Magnesi um st ear at e
1. 600 The stability of cal cium

1 Sk sk bialic o o 2l e upon storage unde
o L OU5 ARG 008 MBS L eSTER o TE TahoMAg STabi ity

(Se wer e obtained upon
stor age “41925C/ 6098RH and 406€F7P5% RH, P¥spectivel y.

ocontai neps; Table 3 sSum of decpnpositigm products in %
I\/bnt hs 25C/ 60%RH 25C/ 609RH 40C/ 759%RH 40C/ 75%RH cl osed
lopen closéd open 032 . 12 .3P2.12 ¥4 2 .42 .6
93.0 7 .243 2.7 2.6 3.2 15068 .2 - 4 -2 - 9 3.6 -
1 - 12 .2 - - -Table 2 Agount of Metafolin(r) in %
' ' : 01.2

1 103.1 101.2
Table 4: Amount of Metafolin® in %

Months 25°C/60%RH 40°C/75%RH
closed closed
0 96.0 96.0
97.0 S95.0
9 97.1 94.9
12 96.1 -

As can be seen, a satisfactory stability of calcium 5-methyl-(6S)-tetrahydrofolate was
obtained at 25°C. However, like in Example 1, the dissolution of drospirenone was

unsatisfactory slow.

Example 3 - Direct compression; Tablettose® (lactose monohydrate)
A tablet core of 80 mg having the following composition was prepared by direct

compression:

Ingredient Amount (mg)
Ethinylestradiol (as micronised B-cyclodextrin 0.030
complex)

Micronised drospirenone 3.000
Metafolin® 0.451
Tablettose® 74.119

Starch 1500° 1.600
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3 99.2 96.0 6 99.8 94.3 9 98.8 96.6 12 103.1 - As can

be seen, a satisfactory stability of cal cium
WG2008008482 ( 6S) -t et r ahydr of ol at e was obt ai ned aPCEREBE3007/005764

even under conditions weresphe tablet was allowed to

be exposed to open air. Furthernore, a satisfactory

M gsqurlwr]lsgé/ar%s obt ai ned at 40C (cl oseodsgq(zn.t ai ner),

5-met hyl - (6S) -t et rahydr of ol ate was seen when the

Thbakdftey ﬂﬁ@al@f&rﬁrseﬁimﬂ{yl %Qe%@ﬂydr@folattg‘%/a?; @tmfhdtdﬁ% be satnsfactory
ove stabilit @(ga are

exposed to_open )
WRISERERA PR CEAQs M1 ol G COb R FReGh (66 P& ERgRA ond 2
theé Hissalgtion2of dﬁ«sspdmnorh%w&ematnsfemoﬁ; gow?2,

et hi nyl estradi ol and cal ci um

S5S-net hyl - (6S)-tetrahydrofol ate were rel eased
Examrle |4art Rirgck eomprassiani gnisrorypipding reffplogpdpetpseimenohydrate

In d)lrc$e$% mvb&rga@é wHEDSP tHEdBRLIE Df ur&atre.ﬁd‘na%ordyoesh@%sed it was
r|3|n i cul ar_, since

art
defide i PRPEeh BB FAEET e b Hashile R P apBIE® hiE or the
mickpadyistallmeseligest. wiE@pisiced By JacDise eainobpdnpreiespite lactose
m&@hk@r%%@@és@bnl(sllrgféf%%?oﬁ"éﬁ\@uhbfﬂﬁff %&ﬁﬂ%kbyk&%yﬁﬁﬂi&@ A
et. core of havi ng the foll ow ng conposition
ExqR8'e5Pe’r¥d by direct conpression: |ngredient Amount
(mg) Ethinylestradiol (as mcronised b-cycl odext pn

il QRS M0 . RTRRCERRI RACONBLRI drec
compgrsioMagnesi um st earate 1. 600The stability of cal cium

5-net hyl - ( 6S)-tetrahydrofol ate upon st or age under
vari ous conditions was tested . The, fol | ow g

In%red'ff 1ilty data (see Tables 3 and 4pbe? ovv)

Etﬁ.ﬁﬁeﬁ%fd.méymm%rﬁ@dlst cdRstiest ed iglonpen as wel | as
%&S contai ners. Table 3: Sum of deconposition
COB’lrp ct

sin %
Micronised drospirenone 3.000
Metafolin® 0.451
Microcrystalline cellulose (Avicel® PH-101) 48.899
Lactose monohydrate (Pharmatose® DCL 11) 24.420
Croscarmellose sodium 1.600
Magnesijum stearate 1.600

A satisfactory stability of calcium 5-methyl-(6S)-tetrahydrofolate upon various storage

conditions was observed.

The dissolution profile is shown in Fig. 3, and as can be seen from Fig. 3 dissolution of
drospirenone was unsatisfactory slow and almost identical to the release profile obtained

for the tablet prepared in Example 1.
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Mont hs 25C/ 60%:H 25C/ 60%RH 40C/ 75%H 40C/ 75%RH cl osed
open closed open 0 2.3 2.3 2.3 2.3 13.03.33.9 12 7
wW@20p8/0834325.9 - 12 5.1 _ 7.9 _ Table 4: Anmount PGFEP2007/005764

Met af ohn(r) in % Months 2564 60%RH 40C/ 75%RH cl osed
closed 0 96.0 96.0 1 97.0 95.0 9 97. 1 94.9 12 96. 1 -

As ca seen,, a,satisfactory stability o al Ggj.u
Examels Ry FIpRESTY o8 SRARAREHOlera B it BliubReglitbee
moéqmbendeate | i ke in Exanple 1, the dissolution of

A tAPRE Birk @R 80 & B itFRILIRIASS B pSHitRW- wdeAapired 3 -
Direct conpression; Tablettose (r) ( lactose

Indredieoa Ng conposi ti on was prepar ed Aryoudt (r@g)
conpression : Ingredient Amount (ng) Ethinylestradiol

—(as micronised b-cyctodextrin 0.030 conptex) —
Ethipdessiadint (esamnisspsisedfornslodedoo Met af G199 (r) 0.45 1
complRkgttose (r) 74. 119 Starch 1500 (r) 1.600Magnesi um

M.st e.ar(ﬁte 0.800 The stability of cal SW
ISORBTRYIOSRESP It et r ahydr of ol ate was Follid not to be
Mesafolirsf actory when stored at 25C 60%ORH1and 40C/ 75% RH,
Mi(g'_gé‘p?clgﬁihg\!gél}{rloslegk@cél@Pﬁxl@'ﬂ)l es 1 and g the

I ssolution of drospirenone was unsati sfactory sl ow.
LagtRsmiprrohydratey ¢xteitdnpr essi on; ni éPodPystal | i ne
HPceliktdsage/ | act ose nonohydrate | n ond®o to investigate
Crmg'tnbeqlrosé lsﬂoediL?_LSSM ution of drospirenopg could be

Increased, 1t was
Magnesium stearate 1.600

A granulate preparation was prepared by charging a fluidised bed granulator with
drospirenone, ethinylestradiol, lactose monohydrate, microcrystalline cellulose and
activating the fluidised bed. An aqueous solution of binder (HPC) was sprayed continuously
onto the fluidised bed while drying by heating the air stream of the fluidised bed. At the
end of the process, calcium 5-methyl-(6S)-tetrahydrofolate, crosscarmellose and
magnesium stearate were sucked into the granulator and mixed with the granules by
maintaining the fluidised bed. The resulting granulates were compressed into tablet cores

using a tablet press.

A satisfactory stability of calcium 5-methyl-(6S)-tetrahydrofolate upon various storage

conditions was observed.

Furthermore, and as can be seen from Fig. 3, an immediate-release profile of drospirenone
was observed, i.e. the dissolution of drospirenone was comparable to the dissolution profile

of the dropirenone-containing oral contraceptive Yasmin®.



deci ded to prepare a tablet according to Exanple 1,

but where about one third of the mcrocrystalline
W@200B10038%2 was repl aced by | act ose nonohydr at ePCHEBDT/€05764

| act ose nonohydrate's destabilising effect on cal ci um

5-met hyl - (6S) -tetrahydrofolate, cf. Exanples 2 and 3).

Ex-gm’lﬁé Ga- I‘-:Ialbcliseéd ggcrl grgrgulggggpancar\gc tg Il%efc%lllluPoV\sA_eng
COMBSition ‘was prepared By di'Fectyconpresst'on:

A tiahlgt eefie i 80 And haMing Hhy) fokavring goreresitindi wis Krasaraiicr oni sed
b-cycl odextrin 0.030 conplex) Mcroni sed drospirenone
3.000 Metafolin(r) 0.451 Mcrocrystalline cellulose

Ing&IECEI (r) PH-10) 48.899 Lactose dyErat e

Phar r 11) 24 .42 rmel | ose sodi um
A i g 0 A saty ctory

Et@? \gglﬁ[e{% '@%{h&g} rﬁ%egi?nﬁr %{Cﬁ’é’% ﬁﬁ% (6S) - :Olétﬁoghydr of ol ate

comptsR) var i ous storage conditions was observed. The

Mi€tohis&d ditospirerphefil e is shown in Fig.3.¢bo and as can be

endromFig. 3 dissolution of drospjrf.enone was

Melsﬁgfgé? i sfactory slow and al nost i den?ﬂ:ggl to the

Migretryazéinpceifildse (bicell REALOLOr t he t aBlAO prepared in

HPEX 3Ry L. Exanpl e 5 - Flui di sed bed ;g4gnul ati on;
m crocrystalline cellul ose/l actose nonohydrate A

CreseBInet!oee P YR 80 ng having the fol Hf%g conposition
Magassiphepasrad | ngr edi ent Anount ((ng) 1Edei nyl est r adi ol
(as mcronised b-cycl odext pn 0.020 conpl ex)
M croni sed drospirenone 3.000 Metafol n(r) O0.451
A gypeylaterRrsRptiomwag pieparedy JsAlgsedied(in FxPppledl A 2hisfgdory stability
of kaeti@ss nTBmeRgd)-alt@hy &loysdtalubbM@akddusItGabPEon dtiche Osdstdbserved.
5 1. 600 Croscarnell ose sodi um 3. 200

As can be seen from Fig. 3, drospirenone was released slower from this tablet compared to
the tablet prepared in Exampie 5. However, the drospirenone-release was still satisfactory

and comparable to the dropirenone-containing oral contraceptive Yaz®.
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Magnesi um stearate 1.600 A granul ate preparati on was

prepared by charging a fluidised bed granulator with
WQ@lzwspdHdhone, et hinyl estradi ol, | actose nmonohBCF/EP2907/005764

m crocrystalline cellul osezgnd activating the

fluidised bed. An aqueous sol ution of binder (HPC) was
c%%@yed conti nuously onto the fluidised bed while

rying by heating the air streamof the fluidised bed.
At the end of the process, calcium

1. A-sORd Bl?{érn{a@tect)trchF—‘%Jn%&ﬂbﬁfcgllnﬁhﬁng %%%g%@ﬁfg@ﬁ'ér%ﬁ;@@ﬁ a
um stearate were s | at or

S e S A s S Y A T
phiredhceltm! pesptablenexcipienn ot adreisr.wer e conpressed into

tabl et cores using a tablet press. A satisfactory

stability of calcium 5-nmethyl-(6S)-tetrahydrofol ate
2. b FerRASitiNAcserdindde cBIRdi MNEFRN hesPregrsErdrpads selected from the
grdupr doRSEFY &, led AoragstedIndrge R Mok étamMdFdn@. (nSrett@gterone),
norebrélggr\cl)ga noreéh;s %rﬁngr OfSSO u gnodresSe{d{ygggfr)]lrdel%cggaete,\Aaydrogesterone,

me@mmaml@ist@rqr@ gchatelinosethynddog, ginﬁsrrbeoiorynefﬁeenol quingestanol

ac&ﬁ@olrﬁe%mgfo@u@nﬁ(ﬁbéﬁtﬂ&ﬂdﬁ@ablrrre@‘rﬂgt%ﬁﬁﬁpéﬂh\‘s?erone, chlormadinone
Yasm 5‘@&;%9?( nﬁ'@ - FJ ui di sed_bed granu atlo

acefpler ROSETA) PTOMEoRE PS4SR Ela BT et BBtog e e glr gstimate,

gettayenzg tibblend, alybiernge ecarpresintidoospivasore: epar ed
I ngredi ent Anount (ng) Ethinylestradiol (as mcronsed
b-cycl odext pn 0.030 conpl ex) M cronsed drospirenone

3. §h‘t)%“mﬂ§tt5’ﬂcﬂcﬁ‘trﬂ)”9(5° A3 g Wéiﬁ'ry%rleaquﬁl%&)‘?@él"f fifosrigenone.
(Avi ceI (r) PH 101) 71.719 HPC, viscosity 5 1.600

4. 9; p @Exon acgor% g mpg'l ger?:lleng cbammétv% (Ia‘raanethBéeatro%en is

gr anu r e ar e escri
selg&aﬁmoaﬂ t51e %Olgmqr@fsam of sthw@mrathlye@rad@w egtagiol sulfamates,

estpadBItA)erate S&Btrdaf)) bambdtd ettt miRBANYaINL RG0S QlipRe.
condi ti ons was observed. As can be seen fromFig. 3,

drospi renone was rel eased slower fromthis tabl et
5. Companpwition dcherdinglib etairprie paeeih the €sivangl s eBhinHesteada .,
the dr ospi renone-rel ease was still satisfactory and
onparable to the drop| renone- cont ai ni ng or al
6. E'&%?‘?"é‘é‘@ﬁt"”xﬁé@&?@ tp apy Al W1S Prece’ingd'3ias pHBF RIECEEPreggstogen is
draspipasietandnhe estpsdesiingthinyrsogeist. ogen, an estrogen, a
tetrahydrofolic acid or a pharnmaceutically acceptable

salt thereof, and at |east one
7. The composition according to any of the preceding claims, wherein the estrogen is in the

form of an estrogen-cyclodextrin complex.

8. The composition according to claim 7, wherein the cyclodextrin is selected from the

group consisting of a-cyclodextrin, p-cyclodextrin, y-cyclodextrin and derivatives thereof.

9. The composition according to claim 8, wherein the cyclodextrin is p-cyclodextrin or

derivatives thereof.

10. The composition according to any of the preceding claims, wherein the progestogen is

micronised.

11. The composition according to any of the preceding claims, wherein the estrogen is

micronised.
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5 pharmaceuti cal acceptabl e excipient or carrier. 2.

The conposition according to claim1l, wherein the
WeerwgesHdyen i s sel ected fromthe group consi sRCHEP29P7/005764

| evo-norgestrel, norgestreky norethindrone

(norethisterone), norethindrone (norethisterone)

acet ate, dienogest, ethynodi ol diacetate,

dydr ogest erone, 10 nedr oxyprogesterone acetat e,
12ndreetdnyprsiioslaccating lte sty ehdbims| 4rhbswiespip|the estrogen-cyclodextrin
cofiPleREESIREHeqacet at e, nmedrogest one, norgest penone,

di met hi sterone, ethisterone, chlornmadi none acet at e,

nmegestrol, pronegestone, desogestrel,
133T1+ree<tannpi:emoge:stdreilng to@ngetthematedingesddime enieereini the keaxrehydrofolic
o A PR ST EEP Br O RPN PEIRREeud I y5cdfBol satethereor.

progestogen is drospirenone. 4. The conposition
142CROESHhRBitioR aa&ydm& tb BRIrpIECRAEMRG the 3hESf 5\Whehat@sy-he

ected fromthe group consisting of

td&%wdﬁ§$é§FP Qﬁca%%Tﬁﬁ fol, estradiol sulfamates,

est r adi ol valerate estradi ol benzoate, estrone,

15MRsd EWSN@H %c%ﬁrne RE it ﬁha%ﬁere%th caltifh SMBRCS et (65)-

according to claim4, wherein the estrogen is
tet Y AFRIPlie A FY S8 NG i ™ onposi t i on according to any

of the preceding clains, wherein the progestogen is

d e I r
t6 *ﬁ’%ﬁd*&mﬁﬁ?ﬁqgﬁgigE%Er’a?%g”?%égﬁbg SRR B Rreg oo
CW@P&FWﬁo"mhereln the estrogen is in the formof an

estrogen-cycl odext pn conplex. 8. The conposition
rl?egécirréodg*tliogrﬁ%f%gm§gb S\rl\‘gﬁét%e ﬁg(l;eg{ng c?alr%]gevg;\%reglthe corpposmon is a
gﬁpwkﬁb5@ve¢QMMMt p n, g-cyclodext p n and derlvatlves

thereof 9. The conposition according to clain18,

erein the cyclodextrin |§‘ -qy | odext pn o

18d£'?e| PIERAFEON PHEYEIRP to 3BY phtherigced kg %'ﬁer‘é'é‘&B? 4 e
dissauidery ofathe tphageptoger i ugh ¢thati atbgastwi@Yoe prefdrhlgly at least 80%, is
dlsQJSIQ&?ﬁBHQﬁQ cbr%p&n%'no\mtﬁﬁ@o n]rJnuteIhgs grptgﬁéé byQ{he USP XXIX Paddle

accord precedi ng alnms, wherein the
Meé'%‘idr%g'é'ﬁg |“?t?ﬁ 8? BHle'”é%l it237°‘?h’é “&%ﬂ‘ﬁ%ﬁ%‘i’tﬂndﬁe‘% @Bt aP mgm as the
stitrihgaaye. of clainms 7- 11, wherein the estrogen-cycl odext

p n conplex is mcronised . 5 13. The conposition

according to any of the preceding clains, wherein the
19¢ Ere eimrpstiop|acecrdivp do jagy St W@tqﬁ%eﬂ(ﬂss;ja'méx whergiartbe &1 vitre
dis88ILEorDbf the @B@B@'@\QQ @Lmaalat ¥t IR ebarerefiy att B 800, is dissolved
froé"g?hte-rcg?npg& r?rsqu); |n( |nu ersd Ias[,]gettecr)m%leglbryntl;lfe?’USW%)?I’anddﬁehl\e’lethod IT

using water, or 0.1N HCI, at 37°C as the dissolution media and 50 rpm as the stirring rate.

20. The composition according to any of the preceding claims, wherein the composition has
a stability such that at least 80% of the initial amount of the tetrahydrofolic acid is present
in the composition after storage in a closed container for 24 months at 25°C and 60%

relative humidity.

21. The composition according to any of the preceding claims, wherein the composition has
a stability such that at least 90% of the initial amount of the tetrahydrofolic acid is present
in the composition after storage in a closed container for 12 months at 25°C and 60%

relative humidity.
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tetrahydrofohc acid is the calciumsalt. 10 15. The
conposition according to claim 14, wherein the cal cium
WQ 2008/005435- et hyl - (6S) - tetrahydrof ohc aci d i SPEHEP2007/005764
crystalline form. 16. Thesgonposition according to
claim15, wherein the crystalline formis the Type |
15 crystalline form. 17. The conposition according to
any of the preceding clains, wherein the conposition
22i Shacgmeositlcategcadimgdsiany ohthe iecetifhg ddimscohpesi thiegamposition
coRBRMdhREFRLAME Qiuibbe preceding clains, wherein the
in vitro dissolution of the progestogen is such that
at | east 70% preferably at |east 80% is dissolved
23f medrcdrhigosapAEessrtingrtowiairhi2z, 3Bemsimuieesmpasitice t@nprisee d

d o US] ,
A HEE LS AP URRE bt 00gHElSe Bl
prefefabiy Inganraam%mt Fem $0-9FHeb Yo WRiIE Biseftthe Aorapesiiad, mPre grefergbly in an
arTqun§ hFemPrLeedi Hyawah R ({T’fthe Mﬁﬁ&iltfbnt Bﬁ’?d' rﬂtoMﬂ.i ér@fbrably |n an amount
on 0 estro [ _a
fraﬁrll é? %]%ﬁ)xlwgltg{wf 8P dp%si %@gﬁ‘/rlaﬁ‘n aﬂ'éounE from §5 97% by
welgit6 shet Goompogitiphi n 30 m nut es, as determ ned by the

USP XXI X Paddl e Method | | using water, or 0.1N HC,
at 37C as the dissolution nmedia and 50 rpm as_ the

245 T1¢ FOTRRPSItigN@CCHEingdo afk O BRIBEUN%oT A c Pt nE GOFRgSition
cofbpritdrdapbecedhstydedtal ns, wherein the conposition has a
stability such that at |east 80% of the initial anmount
of the tetrahydrofolic acid is present in the
25¢ bR BYNRISBIPNAHCEXAINGttO CHRYR 240 WhEEI e FOBBASIHPThEIMRIERES fartose
mmnp@%tea.h a%%@mdro%%rgeb@w Me.ghum t@lbtcympaﬁn&i prJB.eabuy in an
cor rec
=B B 1Ree Bttty Rk Ea L Fofs GSiiehy ifaf 2Bpunt from
75+ ¥x% tby 3696 fof threcammasitiah, evepunereairefetrbiyt istanamyalmo from 80-97%

by&dightich tiY &nei¥sition, ta& SRAPAS i MadbdRifrodt 8536, b wRight of th
ycI gggd (t:ont ai nelrtofor 12&gm)nt h% at ?25C an[:l 60% r el a?l vgJ cofthe

CORRATHPYy. 22. The conposition according to any of the
preceding claims, wherein the conposition conprises

26ml'ﬁé E’@%é(o%&%' la’cP&rdFﬁS' 5léan%?theSprggﬁ%ijh@aﬁgnwgérjem A8 composition

according to e conposition
CORBRERS @@?CMS&"W%P'QFGF pRblagiers moﬁg@’qrﬁtean anmount from
10-99% by wei ght of the conposition,

27. The composition according to claim 26, wherein the composition comprises
microcrystalline celiulose in an amount from 20-80% by weight of the composition and
lactose monohydrate in an amount from 20-80% by weight of the composition, preferably
microcrystalline cellulose in an amount from 20-60% by weight of the composition and
lactose monohydrate in an amount from 40-80% by weight of the composition, more
preferably microcrystalline cellulose in an amount from 20-45% by weight of the
composition and lactose monohydrate in an amount from 40-70% by weight of the
composition, most preferably microcrystalline cellulose in an amount from 25-36% by
weight of the composition and lactose monohydrate in an amount from 52-63% by weight

of the composition.

28. The composition according to any of the preceding claims, wherein the composition

does not contain a vitamin B, such as vitamin B6 and/or vitamin B12.
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preferably in an anmount from 50-99% by wei ght of the
conposition, nore preferably in an anmount from 75-99%
Wh0300gh2 of the conposition, even nore pref ePEHER200TI005764
an anmount from 80-97% by wggght of the conposition,
nost preferably in an anount from 85-97% by 10 wei ght
29, ‘ﬁ %)f?né:q%g%&aé%oer | to a[néopt%e r?%%?r{gtélé?nﬂwgavglgorgSI composntlon
corvewpﬂesselsari é%t@beﬂrrvmyovfwm@t @vPiby 2@9htrh@thc@nmgwtmrorpreferably

Ies@@t%?\r oY Pty KdightBrdhe CHMBIRIOA, A pRIINABI 1dQMhan 0.5% PVP by
nprises |actose nonohydrate in an anount from 10-99%

Wet%?t\%?rﬁfﬂo”tﬁ’los'f'ﬂ% conposi tion, preferably in an amount

from 50-99% by wei ght of the conposition, nore

p EE}"IH” 0
30! A%Elgfsg‘?! %(I)qéaaee@cgn Sel ersu'nflgea?ggrni%sﬁgr{ alegor{\qgﬁgman?]pf I:IQ%S 1-29.

80- 97% by wei ght of the conposition, nost prefer abI y
311 Pheasblia 8P4l Hosd JeOrdt R 2 &r8ng Yo WRIng B, @hich h&n20unit dosage form.

conposition. 26. The conposition according to any of

the preceding clains, wherein the conposition
32cOmpsadlid @sal mioszgecioyrp tagtdriine te eleinuBbsehemath thastlgseral dosage unit is
in m%r%em(‘éf 8k &blet2Rarklie oF@cKRMPOSI ti on according to claim

6, wherein the conposition conprises mcrocrystalline

ceI | ul ose in an anount from 20-80% by wei ght of the

33Cﬂﬁm§lﬂlhtoira]rdoamﬂz floerataaseding ne bigthi 32 pwheremithamlithdraf desage unit is
(ght of the conposition, preferably

n %%cfrg%gr yst%ﬁl ne cellulose in an amount from 20- 60% by

wei ght of the conposition and | actose nonohydrate in
3421PheA5BId Hralfdoesg 43 r8 Q¥ dningd giaim 88, Wh@emOoRp@siIét i9Boated.

nore 30 preferably mcrocrystalline cellulose in an

amount from 20-45% by wei ght of the conposition and
35| Heg edid omriokyar fatre aceprding 4prolaimt 3fir wheraD-the etk indingriepated.

of the conpositi on nost prefer abI y mcr ocryst al l'i ne

cellulose in an anmount from 25-3 ht of th
36¢ Drpediftr Y Hloade fpgetaagOéd'ng AOAYY Pfai @”Ty 8%%&'”% ?’b?ﬁ“"“”t of
prdg2s98e6 byrrewpbgditg of a tingaponipalyi etqumalenBEmZ:Bnt dffdgospirenone from
0. £OHRRS 'sLaﬁys fafa%ogr%m cmeép%xd% i Q%haras&ﬁ%meﬁ vaa;érﬁ,amount of

wherel'n the conposition does not contain tamn
drespiEgnong At At H‘QBS -Fa HH DR MO LRI §SHEY ingg 0 aT"I'?ér ape“t'ca”y equivalent
an‘(bﬂﬁp@"Sdrmml’énam‘d:ﬁbﬂl g nbd) paergradly ibhe mmdonﬂgspohahgm a

thé’ygfé’u%cg)yl &@r s %\h‘éh?ﬁﬁ?&g@hgﬁe #rﬁ $—I§a§ﬂm%0/9nost preferably in an

an@@nb@grqspwmqom téreaémeyt'mé'quwaﬁml@mwp % yregeirgpnedit about 3
md.he conposition, nore preferably |ess than 0.5% PVP by

wei ght of the corrposi tion. 5
37. The solid oral dosage form according to any of claims 30-36 comprising an amount of
estrogen corresponding to a therapeutically equivalent amount of ethinylestradiol from
0.005-0.05 mg, such as in an amount corresponding to a therapeutically equivalent
amount of ethinylestradiol from 0.01-0.05 mg, preferably in an amount corresponding to a
therapeutically equivalent amount of ethinylestradiol from 0.015-0.035 mg, most
preferably in an amount corresponding to a therapeutically equivalent amount of

ethinylestradio! of about 0.02 mg or about 0.03 mg.
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30. A solid oral dosage form conprising a conposition
according to any of clains 1-29. 31. The solid oral
WQIaWahes48r m according to claim 30, which is i PCHEP2907/005764
dosage form 10 32. The sokjyd oral dosage form
according to claim31, wherein the solid oral dosage
38%‘§nl.et Sﬂll@ olga ldltc%aeggﬁfgrrmmagcsoégrég obanet %fccgolgs %06370<Eon§[far%mer%t %55 4 mg
droshieer@ing apH@. G5 QScDmmethdU@ag'evahlsvch & 114 madrdspiranasfe apd 0.005-
0. dsahb%ﬁh.nylét%ﬂ.on 13@ ﬁalméﬂd%aﬂrerﬂ)@a%e of AL §108GE em.m,mesh@mon

wher ei n IS GO
pr%s‘frap'v&’oéég‘-?emedﬂmﬁpéreemedwgo 553 %Snm%&th'wﬁ%%t H’"trﬂ%re referably
abéwald Y drsspirehanecoat adut Q03369 ethivgylestlailid!, @rabOLdo'Salgeirosplrenone
anéQB&kQF&fﬁgkﬁﬁn 19, 0f ¢l ai ms 30-35 conprising an

anmount o togen correspondlng to a

t herapeutical |l y equival ent anount of drospirenone from

390n2e5so4hd sl d%'_d&j% fafm iaecoamn@m@am ofCaiFre Hoo¥8lidtgprisihgathe
tetia ?(Ei%g%lbclgcf:aln -a a ﬁ@raﬁ{]& &%ggﬁucgc?sqrg gﬁ %Imro%ﬂpﬂgmf({ 9'9 5 magq,
e.d. Ireprapeotintciadrh Y. 2q wal preferatrioimen amodntgsyn IOe3"r@r?em§r oere
preferibln aRGBRIGRERLY d.8-028 rRITGRE pRSERS ROBS bRGUAOHéM 2542-0.49
t herapeutically equival ent anount of drospirenone from
M%P 5-3.5 ng, nost preferably in an anobunt correspondi ng
to a therapeutically equival ent amount of drospirenone
400{'h ?ogH ra’?l dggz%\gne?fzrr? -EQ?‘O'&IBI% 289%24 clg%é%e%t Qc;rmmsmg

nprising a mount
mimbcr:x@taé@? F@'é}lé??ed@ PP @SHAHITAG ]toos%”tghé’Feé%’éB'b’l e aP Wount from 40-

Soﬁﬁgllrﬁ&b%&feﬂiwmtan()fmcﬁhhlﬂﬁw €580 &k, @veh e Brdf&ap®).iDSn amount

ook fount corr 0 to a
fro %? §§é"u‘% Ipreq%rﬁw valagﬁ{noéfrrfgﬁrﬁt é;% 99{7}% nyl est radi ol
fromO0.01-0. 05 ng, preferably in an anount

410%4 g&.@%ngldagage%an ta@&fré‘iﬁglﬂé bﬁ@b# NaifBWoVA) EsthprdimBttose
| estrad |g{ from 0. 015-

m%PBY‘EF‘&U%?”uW%‘Ht RBUH 32 5% é’§?§8’i‘?‘gﬁ'rfagﬁc?”é°””t from 40-80 mg, more
préfr@bype bt iacaluhy frenpuaos8d ety easroonete priefeéddbly in an amount from 65-80

t hi ' 92 or about 0.03 ng. 38.
mo’el‘tﬁésg'\gh@%%g?g':‘ % g%ggpﬁgﬁné%accgdﬁgl ng to any of clains

30-37 conprising 0.25-4 ng drospirenone and 0. 005-0. 05
42Mpheeddiid Ryaleptigdionh acsiiding as ady 4f dgnarinsi cenpiengand
| -

mlg’ogrgéta}hgﬁgglleﬂ%ﬁja gh% gﬁgé'gg] %%ﬁgﬁn@éecftg%monohydrate in an
ampuet @@ratiﬁy@m Br%erﬁ@'vdwé@swlsaﬂmée eSO FPSIR U8 § oYy 15-50 Mg
an@tidtt i Iresiohadtagd in dM0ErBoUMt ottt 2016y rﬁé)QH(Sre?pré'fErably microcrystalline

Celg%%sﬁﬁ'!‘ rgrel%%glpgggrln?lgsng aa%\él In:g( et hl n%'?l%%ttcre ?ndlarg)lamount from 30-55
mgatrtlnsnvkéslab'admolrocr»@@llmeteéldb$€d'nmﬂailmm é’@en 2@Bhmg and lactose

méHoR i ahrive Bbnfd@baBn30- 38 conprising the
tetrahydrofolic acid in an anount fromO.1-5 ng, such

as in an anmount fromO0.1-2.5 nyg,
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e.g. in an amount fromO0.2-0.8 ng, preferably in an
anount fromO 3-0.7 ng, nore preferably in an anount
WO p@A10@432 0 6 ny, nost preferably in an anmount PEF/BP3007/005764
0.42-0.49 ng. 40. The soliggoral dosage form according
to any of clainms 30-39 conprising mcrocrystalline
43R oS e, BOn RURE of £ MM AL B0 JTH o) ShPRE Ualkh £
cofposm® heB8Bepryof: even nore preferably in an anDunt from
65 80 ngy, nost preferably in an amount from 65-77 nyg.
.. .The solid oral dosage form acco ng to a Y of
o1 KD S9BRI GO ABEP PR PACEBSR Ty T o8 PRYgtpceutica
anount atceprabldedipien, toprgzﬁr&iﬂaﬂtdnyprbcesa,n amount from
40-80 ny, nore preferably in an anmount fron160 80 ng,
even nore preferably in an anount from 65-80
pr éfder abkpaiaretphediefghc add ene 63t EreR) W'wzhevn@%| fPa“ed in step
oral dogages formaccording to any of clains 30-41
conprising mcrocrystalline cellulose in an anount
from 15-65 ng and | act ose nonohydrate in an anount
f r @i 15pB&naiy coptirafier tigl gramrlgicmarrgessal dndier cel | ul ose
in an anount from 15- 50 ng and | act ose nonohydrate in
an anount from 25-65 nore preferably
i élr"écroy?g?%q"lylcﬁ'éeq:'@? I”tﬂ $8BUPH an ampunt from 15-35 ny
and | act ose nonohydrate in an anmount from 30-55 ng,
I WS
44”?!':\'(5 Rt é;sgarr% %Jg%g%%ra% ffvg%:lieﬁ)ﬂgtgle%%{gﬁétg)r gsttéedqtsﬁ)'%gormed by fluid
beﬁﬁﬁﬂhﬁ“ﬁﬁon140 50 ny. 43. A process for the manufacture
of a conposition accordlng to any of clains 1-29
kegting;4a. L ogest ogen,
a5 AP i e B R st TG el Bg g est 0
acceptabl e excipient to a granulatlon process, (ii)

46mt\)8r&gzs§fotrféﬁé AN Ofefpd bCa 88idthral dRagtokmtRes -8Rk thiah of claims
ranul es forned in step (i), and 10 (iii)

3%ﬁﬁ 8ﬁ@f?996%%?ﬁﬁh?ng the granul ati on process, and/or
(iv) optionally collecting the granules. 44. The

P Qfes3rasen 5@5}%%@@ B 3ne BRELSI dRRedAMILAL Bus, anc

IS pertorne 15 bed granul ation
Granul es obtai nable by the process according to claim
43 (0y 4érmUd&ingAhplgeness ifirsotitheraraosdgacérumse of a sol i d
oral dosage formaccording to any of clainms 20 30-42,
conprising the steps of: gy preparing granul es
47a6cseh<apwgdt>f@9ﬁrﬁ@ﬁp9'@i@@§§'e tHe PrIcees 39ROEing ' mmate- 44,
and

48. Use of a composition according to any of claims 1-29 or use of a solid oral dosage form

according to any of claims 30-42 for female contraception.

49. Use of a composition according to any of claims 1-29 or use of a solid oral dosage form

according to any of claims 30-42 for inhibition of ovulation in a female.

50. A method for female contraception comprising administering to a female a composition
according to any of claims 1-29 or a solid oral dosage form according to any of claims 30-
42,
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(ii) formulating the granules into solid oral dosage

forms. 25 47. A solid oral dosage form obtai nabl e by
WO p8f9382ess according to claimd46. 48. Use of PEI/EP2007/005764

conposi tion according to any of clainms 1-29 or use of

a solid oral dosage forn1according to any of cl ains
30-42 f femnl e ner cepti of .a
stcaard o THEEGh B Py G ang T Eieamife=is 28 My teins gy female a
compssjmrda@paiingj@sagenffcmm 4c2%00rdl srgidtavaladegagsf fooh acemsding to any
of 3823495 i nhibition of ovulation in a female. 50. A

nmet hod for female contraception conprising

adm nistering to a femal e a conposition 35 according
52t Os@obfya 6dmpedsitiomBactordfhgab ady $6klathor-ab odeasagea @rddral dosage form
acgocl:'ﬁgr Qct) no’ﬁg ?Ig aéttfl(‘)o% tgg m%g%ufaé&llrér’ gﬂ' a ﬁ\e'&’}%EP@Qt ffop the treatment of
disgd$fisn pmd@mnﬁ@rswnatmﬁﬁ@c@eé wﬁpo@f'@'r&@tner@@e@mis teyetsof estrogen
in aWernfn.clains 1-29 or a solid oral dosage form

according to any of clainms 30-42. 5 52. Use of a

conposition according to any of clains 1-29 or use of
53aAswdéthad tordteatrosatge disepsasacawiitging @r symptoynsofssadiapdrwith deficient
engggedngué Q:(/elts I?)? e%&%@r@"a%&naﬁf co%ﬂ?%ﬂg%ﬁﬁﬁu‘étef’n% t5 Qﬁd woman a

treatment of diseases, conditions or synpto
comeetitmpeearding e A9l laims 1e?r?d?fgae?ﬂiﬂ§ri"é3\?é‘?9§ fgfm according to any
of eainiog®r2i n a woman. 10 53. A nethod for treatnent of
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