;e3eJJLJ*6 Tial A NEW HORMONAL COMPCSI TION AND | TS USE The present
|nvent| on relates to the field of therapeutic chem stry and mmmmww
'partl cularly 5 to the field of pharmaceutics. Mre precisely lum,wwl to
. new pharmaceutical conpositions forned from an estrogenprogest 0gggy,ses
" conbination with the aimof correcting estrogen deficiencies in wonen,

all origins, and nore especially in nenopausal wonen. 10 It re
particular to an estrog r ogest ogen combi nation, characteri ZB@MWM@ ﬂ!wm
consi sts of dosage umtéUgW ORMONALGRMRREIYAN a progest
estrogen the two conponents of VWIIHP T8M§sEr esent simul taneously i N*GEREN

y 1

unit dose. , It relates specifica 0 novel pharmaceutical conpositions
i ntended for hornone replacenent therapy for nmenopausal wonen, containing

i L S R
ang t hetHeOof I 9RpRaMeRIeUBEENS - Th| s conbination is intended to be

adm nistered orally, continuously or intermttently. 20 As is well known,
the |ife expectancy of wonmen has increased from50 to 80 years in |ess than

Chang P RrEEE B oS SRS G Bip Bl F QT RRPRIR S P el

est rogpemgeﬂrﬁgm mmlymagorvwmg thésai'zmtmf conreicticg eategen deficiefcies ireapomensio§ and
cardi 1(l)ayas.cul ar _di sease ﬂ;ﬁ\g ment t ra%\é during the nenopause has

t her efPdP8CH¥Ec8 m\Pé?fSBS In rpgnc?ga% WAM®R: stered either orally or, at

| @St If @Natbs In PAHICAGE o EHTBSRE EN- pr@@é%ébéﬁQ@Hﬂiuﬂatndﬂowuﬁcteri‘z@ﬂﬂhltﬁ@lcle seens
better in the case of oral admnistration (ETTINGER et al., 1998).
Sequerﬁ’Pf‘&'ﬁtsr%f glosagainits Pﬁ@ﬁaﬁ}ﬂg Acombinalien<ia Rigaestogan asd r?@rﬁﬁé’é’@ﬁlthe

synpt r I ar di ovascul ar

di seag\'gg co{rﬁpo@rgggtcg‘élﬂg%tfla@%rﬁg Rt;é;@luggﬁ’élﬂ) gr%q'himo by W t hdr awal

bl eedﬂhgelatﬁs specificallyetn navel rmarmacm;mau@lrrhgosntnons mberldaekd dorf tnormon@n

1052 GRASENAE 61 Fa, rinabohsp it U IS b
FAHRE ﬁo es@tﬂ@@éé)ﬁl solect@d Zrond Homebks80and Hts TestérsedmPaR dshiogeficargemtk,

conbi natl ons_ have been devel oped in which the two conponents are taken

si mul sgirsérasfrom estragig! aegr'nttslef‘?g%ﬁ@lnﬂ toe CoALERRHQSYIRERYS. the progest ogen
having the effect of permanently countering the proliferative action of
estrogen on the endonetrium by causing atrophy of the endonetriumand, in
consedlsicembination lissibtensdedfto et adininistéred losallyi nontindareR@VENterMittenipnXSON
WS., 10 VENTZ A . C., BURNETT L.S., Qbstet. Gynecol., 1989, 73: 606-612). In
fact, in these conditions, there is considerable endonetrial atrophy (WOLFE
ak@ PLANISELE) khoRd, tHel HeS¥xpettanicy of Wiiien Mablintréesed fram 50 k0B yedrbdne i s

( STADBERG et al 1996 d bl df
o At 2 ERE hheraad (9 Busiean ags of AB)-Of CARARPAPRISANSS G0, |
ETTI NG@rBnged afhus, #Wd8fen spiddnddt Hga eraebf‘?ﬁelﬂﬁfetlﬁ %%tﬁﬁrﬁf esﬂ'@géﬁ ABfiSiehdy,

general | y good (EI'KEN and KULT and better
t han \/ﬂl\!lhgséq%uehh%n inceeasadnrisk Epkmtecopcup&s EBQGPard@MﬂSﬁ?UWodISBM@ al so

eens 4 , of

tr oat rsacRfen e Rl b ngthe meiiiuse ige el BYte VB ooriiibpo XD 1,

et25al . adlrﬂlafk&reﬂ?.Eﬂtﬁﬁkt 8 er}allyalor al%%t fc?rOth'I“estrogegl wnp?nemthcpar?nanemw |s
arti ar Sui e for ose man s LS A

D nagever, EotmpBRncssseins Bl 8 M Gafhat S AT SuthtoR i TNGHET il ons
for imygaying the long-term adher ence to hor none repl acenent therapy at the
menopause. 25 In sequential treatnents, the dose of progestogen selected is
that which leads in the long termto less than 1 % of endonetri al
hyperpé@%le%tié@%{ﬂléc@%e%%ﬁgﬁﬂ?&ehﬁ A04H) Worhil Etes Théd ahESPéaJréa((ptoHRrﬂ than

10 days per " enopalsal wonen recei ving estro en repl dcenen
t 188 apyreyeitts TastEGvrosisaand the dRspt of.cakiidvascuiiB2dis@asedy It Tisatest &artifltldERSON

et al. 19 he dose. of progestogen
Co be QcEy AT cieadoiaisd gw"&@@ﬁ%‘ﬁ?'h‘f'ﬁ%ﬁ% Bﬂy% éf@%ﬂm%g'a@dn@easnp what
is usually prescribed in sequential reginens. Exanples of this are

m croni zed progesterone, didrogesterone (FOX H, BAAK J., VAN DE WEl JER P.,
AL- AZZAW E., PATERSON M, JOHNSON A., MCHELL G, 5 BARLOWD., FRANCI S R.,
7th International Congress on the Menopause, Stockholm 20-24 June 1993,
Abstr. 119) and nedr oxyprogesterone acetate (BOCANERA R, BEN J., COFONE
M, GUNLE |I.) MAILAND D., SOCSA M, POUDES G, ROBERTI A, BISOT.,
EZPELETA D., PUCHE R, TQZZINI R, 7th International Congress of the
Menopause, Stockholm 20-24 June 1993, Abstr. 40) which have been used at
10 respectlve doses of 100 10 and 5 ng/ day, W|th encouragl ng results in

v o . Y b o .




modern derivatives of 19-nortestosterone. 4 1ts use in sequenti al
~admnistration in the nenopause at a dose of 5 nglday, 12 days per cycle,

" “in conbination with various types of estrogens, makes it possible to

prevent endonetrial hyperplasia as shown in a multi-centre study on 150
“wonmen for 1 year (THOVAS J.L., BERNARD AAM, DENIS C., 7th International
Congress on the 5 Menopause, Stockholm 20-24 June 1993, Abstr. 372).
Absence of hyperplasia was confirnmed in a study in which nonegestrol
acet aseitakds fadvomen whose ragnapauise dsreecgot but itis mtyﬁwwf wel eceepted imkheen

treat e ERAF

eval ug)gpwh}ng‘f\ﬁﬁ\%g%%ﬂ& %ﬂﬁ%ﬁeag&&r a%%maﬁéﬁie nwe(?g% tﬁ'@ﬂ W tﬁ‘lhh‘é3
nonegEes tGyiécagia ti@oR 4@ MMeR80) epl acenent t her apy. XI V 10 Worl d Congress
of Gynecol ogy and Qostetrics, FIGO Mntreal, 24-30 Septenber 1994). This
use is the object of French Patent 2,737,411 in the name of the Applicant
Cogpamy Nl”ér@&n@' ﬂilmrmbm%&ﬁblﬁ%cﬂ% Hﬁw\ﬂféenldévélaﬁe@ ifMOwhieh ether ffY Y
between 2.5 and he estrogen used is estradiol, free or

est er companentad aéepméé(eal simtanequslyl  eithesr gertinuauslyatair intewrittenti, hEhs c

whi o PARRIGERIY AEGRY e afled! ¥ BLmaRryZbadfieiif Ind rphBitie SSRRPE . |
was slesetnogérhadn ahdoendmheem aby otaumigweatrophyaofi menghdametrmthe and,passi bl e
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ang agUERTZIRCCIBURNETET ¢fSt tEifbsfté’tr ynBesIM ‘1989'193”6% @l‘i’?‘ ﬁ\' f‘a‘bf 3hitREse
capsul es, cachets, pills, powder sachets, ta coat ed |'ets, | ozenges

etc. vhrdiferssdhere isveansiderable mﬁlanwémairatm@yu(w(t)halﬁ and BbHﬂﬁEJérs 19%ew
estro 0 o] 2 r

adm n?ﬂ??%o‘ g?satl Tg‘gﬁ’gr ?ﬁﬂm d?\\%tn ‘lno%%é)s\e{ﬁ?e a es e%ﬁérﬂ%ﬁggg&@?ﬂ ﬁ?éa
conpossSTADBERﬁ eballj 1896) antideedfreqienay is fow ed decreasés withdimes (RIEGEH

defi ci jn v | O si s .an rdi va cula
i seacbels n9thosRRANZATIHA 68 E1TTHBER Straiant odhy. (818, 857 Hpe o
chsr a@rb@fméﬁ’td adhefenge i$ geh8rlly idooH (EMEN én@ I@UL‘FFIUF‘FQGI@QBF OTRENGR I,
combi nation different fromthose described previ OUS|€}FIQQior the sanme type of

i ndi cdOPBhandhsiier rarewith seaugniial Heatirant dEIKEN ebaken! 9860 gayaliy eflife also

conbi Ny 0, o r hi s
appl i SaeTngiole) TUPRTH, et TR 3° B Bousb loRRL sl bR SRR e henf (2
pat entpsotetisabbye chassn(BINEN setqalent 926; EHEEN retnals, W997 ElARTges abf 1998; doses
of th i or ents. This also applies to patents filed in the USA
(US 4%@%&@@% 1@ )36247) and in Europe (EP 136 011 ) in the name of
PRONKETT. These patents claimthe use of nunmerous estrogens and nunerous
progest ogens in reBI acenent therapy in the rrenopause It appears) 10

howevdtis fegiep hwdtaog} aqsrpgdsdg,s ﬁéft'CEWéﬁrSUﬂtHEeu@éWS’F“%ﬂ whege ’?ﬁ'@fﬁ@é‘ﬁ%g‘éns on
the ongehapds itho siah&Rb! fiican' ﬁv%%ﬁn@élijtooé‘ltérﬁﬁtfe% Softdétlial 8omBHiaRBhS | C
and Iega easo connéct e e wordin the cllains o ese

pat entfer. impyoving tbselom‘g heuneadherqnceg&sthxgmma seacwventn therapy adlertbes with
one of %'Pog)rg s%n this case | evonorgestrel. This approach does not seem

adni s<f! YPRce the various 15 progestogens are characterized by very

digbf erent pharnacol ogi cal profiles and it is not possible to deduce t he

doses to use b stem of sinple and singl e equjval ence,

po5 I BEAREg Al ERApen By o A0S [of RIOGoN P ESISRIEY B ek w@pcrbtelamn dies o
di f f engy tQFngf%Stlé&e%rPrﬁ,@C’éF%n'd ﬂehﬂiér RSRNWHeA! B Srodédth

can be seen that the | ower ous progesto en ra ges |n a
rati o asiministered iptereltamtiyr eaeret mmmd@erdauesperr av@]es in rmenopausal oromeno 50.

AccordiLpgl indi IRRgv Y

consi depeuhy esftonelriebRbptiht hehE RAFTERED & Hal B008RY, 92 ence
SBot erp7d689-548, PRTERSONEL al.| Bt.\Méd J o80ckatMaghhg2s-84pt m ght be found
bet ween progestogens. 25 2) In addition, it mght legitimtely be thought
that the doses clai med ought to be based on previously published and
general |y accepted pharnmacol ogi cal and/or clinical data. Now, if we
consider the doses defined as in the PLUNKETT patents, it can easily be
seen that, in the mpjority of cases, the active doses published a long tine
ago, i.e.



before these patents were filed (NEUVANN, 1977) or nore recently (KUHL,

-.1996), are 30 very consistent but are only rarely within the dose ranges
claimed in the patents in the nanme of PLUNKETT (Table 2). s 56 This
statenment is also valid if we take into account, instead of the active

- doses as previously, the ratio betwegn the active doses, taking norgestrel
as reference (=1 ) (Table 3). Tabl e 1 Doses (Ngl day) of the various
progest ogens cl ai med according to the patents PROGESTOGENPATENTDOSE

(wg/ ddhe ddse. olVaxadestageor tye be redenind 6o Binedc@pisieovent dhgeplyr il g@nedalho07 A
12510QLevon est.rel PLUNKETT257 st odene 5/.171945075CGest odeneEP 025607
A |1096§é%96’3{é®‘r"€1 S IE ¥j%%%%ﬁ%ggﬂfﬁe§%%‘é%l\ﬁgé?edﬁnﬁ%eo7 A
1251083amplesdsfahpearermicinifsd proh@4e0did) HidrohestersraeROX IH-PBARKEN 7 VANL25I

OONor est hi st er oneWD 95/1 7194350750Nor est hi st er oneEP 025607
A1853BENONEMER sPer Ak ANMETF 156 BIRRP Yt M- st LPBNSON A, MICHELL G.,

Acet . BURDNETTHOBHIRMERS ReSHhTRIGFHAIGHR ECHBARIGP HNRRBHA S b G
di aceRB4RIUNGEION. (Rist00DEhgnd oyt oxynIogsRiteNKE BT Giie 1B OUNFERA BNKBENL000150

00Ner gt ygediel NI P0RAAPANDYC Y ERT PALEETIGOMGERT RE st o PLUN

Acet atre PIHZFEETTO 0D Q0PMSHB gRS t TOFAINNKR T THBO (ite A ivpab eSdrigrese nefPEHINKETT20
200D net hi st er oEePIT(gNKETTSOMSOOOEt hi st er onePLUNKETT100025000G pr ot er one

Acet atiEDOPRKES T 0C20reft clUbfe 18881 Abstho 4B/ Whichshggeobeen #sedi @ty 5 ea
41 dr&dpécivéddsdd b 100210 ghds mg/d%,)é\ﬁthérfbo%ébﬁ%kés@lts iPcMical téfms alld ~~0 ©
oooeyeV ~-000-~n~0 ~,~1I -, VINKk™>=NVzU>0000000 ocoH
a . . withrespectto epdemetnal effects. n z ~ . ..~ . t~~, ~ .. v/~ #0.F O jOq ~
© 0 Oy on i 8o el Iyl gt o, Sigy
O O OtierdbistsD Koviavar OfdVolr Qs itCirermittestty, Wol) éXample 125- days per- thontto ~ o 0
0 - N(§IRI\P|<AA\U§/E§ Dl et al.: Horin’onléI r~ep}écement: well-founded indication and individual

15  treatment regimens are decisive for successful treatment, Méd. et Hyg., 1995, §3: 1770-

1773). The break in therapy has the aim of eliminating the inhibition exerted by the
progestogen on the synthesis of receptors of estradiol and progesterone and thus avoid
the drop in receptiveness of hormone-dependent tissues.

20 The progestogen used according to the present invention is nomegestrol or one of its
esters, especially nomegestrol acetate. Nomegestrol acetate is a powerful progestogen,
active by the oral route, and having a novel pharmacological profile:

- in contrast to derivatives of 19-nortestosterone, nomegestrol acetate does not display
any residual androgenic and estrogenic activity;

25 - like the derivatives of 17a-hydroxyprogesterone, it has a pure pharmacological profile,
but in contrast to the latter, it has a powerful antigonadotropic effect.

It belongs to the category of progestogens described as hybrids (OETTEL et al., 1999)
that do not have adverse metabolic effects since the 17a-ethinyl function is absent, and

30 that combine the advantages of the derivatives of progesterone with those of more
modern derivatives of 19-nortestosterone.
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Its use in sequential administration in the menopause at a dose of 5 mg/day, 12 days
per cycle, in combination with various types of estrogens, makes it possible to prevent
endometrial hyperplasia as shown in a multi-centre study on 150 women for 1 year
(THOMAS J.L., BERNARD A.M., DENIS C., 7th International Congress on the
5 Menopause, Stockholm, 20-24 June 1993, Abstr. 372).
Absence of hyperplasia was confirmed in a study in which nomegestrol acetate was
administered at the same dose, 14 days per cycle, in women treated with percutaneous
estradiol (BERNARD A.M. et al., Comparative evaluation of two percutaneous estradiol
gels in combination with nomegestrol acetate in hormone replacement therapy. XIV
10  World Congress of Gynecology and Obstetrics, FIGO, Montreal, 24-30 September
1994). This use is the object of French Patent 2,737,411 in the name of the Applicant
Company which claims a range of doses between 1.5 and 6 mg, preferably between 2.5
and 5 mg.

15 The estrogen used is estradiol, free or esterified, and especially estradiol valerate, or
natural or synthetic conjugated estrogens or an alkynyl derivative such as ethynyl
estradiol, which is presented according to an active formulation by the oral route. It was
shown that a dose of estradiol between 1 and 2 mg/day made it possible to counteract
estrogen deficiency in menopausal women.

20
Nomegestrol acetate and free or esterified estradiol, or equine conjugated estrogens,
are administered in one of the forms permitting oral administration: capsules, cachets,
pills, powder sachets, tablets, coated tablets, lozenges etc.

The present invention is characterized in that it comprises a new estrogen-progestogen

25 combination, active orally, with combined administration. The present invention aiso
relates to the use of the compositions according to the invention in the correction of
estrogen deficiencies, in the prevention of osteoporosis and of cardiovascular diseases
in menopausal women.

30 The present invention is also characterized:
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does not include nonegestr ol its esters. Eur opean patent only
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cla t ; ferred
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PORer hblidler, thatefe86 @aimsAHo tieR doR¥ethePlisé iR ﬂ%@”ﬁ‘b@éé’t@ﬁe@y ol fh@"éhe
antimtotic activity and, in consequence, a stron ro effect.
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en as reference nly

e erroneous. reover, norregest rol acetate is
char ady dihezase by numeyompmgbsiogeaﬂctsbaséd memuwmeﬂirfe\samlmy)neodﬂ themorn t he

profil e of ids, tol ce t o car boh tes, bl ood essure, and
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( BAS et al 1997). This” aspect is very inportan si nce

obj ectPoseiblertardadyrsitee goses tosusayby éﬁwa@mr@hwmnl@aawlmeqwabnee |Ba%t
tOX'Cer Gsdi [ b%%b@@leﬂp o kiR & pé‘gﬁhgceggta%% sEs 4f5d|ﬁ8@?€?” to

al | the apls | S respect, homneges e frers Trom man
deri v@trogmogn‘nsjpﬁepm&cbmttbﬂeedxﬁmntrpaﬂents(é’@blm1)t he PLUNKETT patents, they

consedt e Speh thal e, PSR U toF hecytofinroca L oikmavanden Bt a AR ¢
epbectsd. whereas the upper dose ranges in a ratio of 1 to 50. Accordingly, for indications of

the same type, the dose ranges vary considerably from one patent to another, which

shows that the equivalence system does not lend credibility to the relationships that

might be found between progestogens.

25  2) In addition, it might legitimately be thought that the doses claimed ought to be based
on previously published and generally accepted pharmacological and/or clinical data.
Now, if we consider the doses defined as in the PLUNKETT patents, it can easily be
seen that, in the majority of cases, the active doses published a long time ago, i.e.
before these patents were filed (NEUMANN, 1977) or more recently (KUHL, 1996), are

30 very consistent but are only rarely within the dose ranges claimed in the patents in the
name of PLUNKETT (Table 2).



3

For the sanme reasons as those mentioned above, none of the many published

- wor ks concerni ng continuous conbined treatnent in the nenopause can affect
‘the present invention because none of these publications deals with a

combi nati on of 11 nonegestrol acetate with an estrogen. This applies for
exanpl e to conbi nati ons of estradi ol gand norethi sterone acetate (STADBERG
et al., 1996; DOREN and SCHNEI DER, 1996; DOREN et al., 1997; EIKEN et al.,
1997; PIEGSA et al., 1997; HART et al., 1998), of estradiol and

medr ogestone (AFFINITO et al., 1998), of 5 estradiol and norgestrel (WOLFE
and P AN f, a5t &agl v r r ' agSdeRt §5 ( RAUCH
and Tzﬁgéga}-er?ég%@’ alg? ‘é"g@i llr?ég%:g%\‘j(euyéige%cggﬁpgagﬁégvmb%rﬁgxypr ogisst erone
acet atpee\iGEB| HeFFatiet batweenl §85 activel FBses,dtalivF holgedtel MisZafemnencet(=4) . |
1997) grmnﬁﬂrogestone (RECKER et al., 1999). 10 b) in that it is an

estroé ﬂ-ﬁ gest ogen conbi nation that differs fromthe conbination

prgvi ously patented by the Applicant Conpany French Patent 2,754,179 in the
nane of the Applicant Conpany clainms a conbination of estradiol and
nomegestrol acetate for conbi ned repl acenent treatnent of the nenopause.
The range of doses clainmed on the basis of previous 15 experience with
nomegestrol acetate in sequential treatnent, ranged from1l1l.5 to 3.75 ny,
and was preferably 2.5 ng. Cinical trials on a |larger scal e showed)
unexpectedly, that nuch | ower doses of nonegestrol acetate, and especially
fromO.1 ng to 1.00 ng, were able to ensure endonetrial atrophy and very
good control of bleeding. This is an inportant observation as it neans that
t he doses of nonegestrol 20 acetate can be further reduced, and therefore
it becones even safer in use. The doses of estradiol clainmed in this patent
ranged fromO0.2 to 3 ng. The doses of estradiol used here are sonmewhat
different in the estrogen/progestogen ratio, i.e. 0.5/2 instead of 6:1. 25
c) the method of manufacture of suitable pharnaceutical fornms. The
invention relates to a nethod of manufacture in which the two active

i ngredi ents can be conbined in the sane pharmaceutical form The
conpositions according to the invention, based on nonmegestrol acetate and
free 30 or esterified estradiol, or conjugated estrogens, are adm nistered
continuously or intermttently (from21l to 28 days per nonth). According to
a particular enbodi nent of the invention, the conpositions contain a
quantity of nonegestrol acetate ranging fromO.1 to 1.8 ng and a quantity
of free or 12 esterified estradiol, or of conjugated estrogens, ranging
from0.5 to 2 ng. Preferably, the optinumfornulations contain fromO0.125
to 1.0 ng of nonegestrol acetate conbined with 0.5 to 1.0 ng of free
estradiol or 0.5 to 1 ng of estradiol ester or 0.312 to 0.625 ngy of

conj ugat ed estrogens or ethynyl estradiol, per daily dose. 5 This kind of
conmbi ned admi nistration is indicated for wonen who have becone nenopausal
either naturally or through surgery; the estrogen-progestogen conbi nation
is intended to counteract the functional problens caused by estrogen
deficiency of the nmenopause, while maintaining atrophy of the endometrium
and 10 preventing, in the majority of patients, the occurrence of

wi t hdrawal bl eedi ng. The present invention also relates to a nethod of
production of new pharnaceutical conpositions that consists of mxing the
active ingredients: nomegestrol or one of its esters and free or esterified
or al kynyl ated estradiol, or conjugated estrogens with 15 one or nore
inert, non-toxic, pharmaceutically acceptable excipients or vehicles. Anong
the excipients, we may nention binders and solubilizers, conpacting agents,
di sintegrating agents and slip agents. This m xture can be subnmtted to
conpaction that is direct or in several stages, to 20 formtablets that

can, if desired, be provided with surface protection by covering with a
film coating or sugar-coating. The production of tablets by direct
conpaction permts maxi numreduction of the proportion of diluents,

bi nders, disintegrating and slip agents. Capsul es can be produced by m xi ng
the active ingredients with an inert diluent and 25 a slip agent. The
tablets contain, in particular, agents for diluting the nass, such as

| act ose and sorbitol for direct conpaction, nmarketed under the name NEOSORB
60, Palatinite which is the trademark for an equi nolar m xture of isoner of
[ D] gl ucopyranosido 1,6 30 mannitol and of [D]glucopyranosido 1,6-glucitol
crystallized with two nol ecul es of water, mannitol, sorbitol or |actose/PVP
m xture sold under the name Ludi press. The binders for conpaction are
generally mcrocrystalline celluloses, such as those sold under the names
AVI CEL PH 101 or AVICEL PH 102.




13 Pol yvi nyl pyrrolidone also plays an inportant role, facilitating the

- aggl oneration of powders and conpaction of the nass. The

" pol yvi nyl pyrrolidones used for this purpose have nol ecul ar wei ght between
. 10000 and 30000 such as Povi done, Kollidon of grade between 12 and 30. 5
* The mixture also contains slip agent® or antistatic agents which prevent
aggl oneration of the powder in the feed hoppers. W nay nention, in this
connection, colloidal silicas sold under the names AEROCSIL 100 or AERCSIL
200. Takledi xture al so contains disintegrating agents which permit

di si nDeses{jigidayyofcthentarious progestogens/\cliaimpd accacdingitothe padentsr ds. The
follow ng may be 10 nentioned as useful disintegrating agents: crosslinked
vi nyfpyrrolrdonée pol ners such as those pol d under the nanes Pol ypl asdone

or Ppl ycPROGESTQGE t hy| PATENGhes spch as DX¥Se (wgdaylunder the nanes
Am j ¢l or Expl ot ab, and crosslinked carb xyrreM%I cell Ios uch s t he

C onp peE—s-ot-e—theer—the—trarre—Ac—b—SE—fr—adettom; B+ \,V‘ar a4 on

cont @i ns |l ubricati ng aggnt s Whl ch faci I ifate corrpactl n 15 and ej gection of
t he {abl etevenofgsstrglap| etfi ng WA IHd 24 | ubri &ting agent32%e may nmention

gl ycgrol paverorgestdar at soIEd?QZﬁﬂ@ﬂrAﬂ he hame P2&cirol | magnie&i um $tearate,
steali c adiedororgesmtlc. Afft er BOUPEETon, fhe taBfets cqn be Toated|to
incr;aase their storage ljife or make thenjeasier to swgllow 20 Thg¢ coating
agengs are either cell uljosi cel | ul ose_phthal 3te (Sepifil

Phar fracoat )(e’e%‘?d%%l yvi nyjl i cc%?)%ph'ﬁ?% e PPADRY®VA or |Sepi fiA m ECL, or
sacchar osi cOetiRdnas sugar f &P QI6%FA oat ng of 1@he tygpe Sepi®persg¢ DR, AS,
AP, ¢r K (coloured). 25 |The tablets, her coated off not, can ifp addition
be cl our edesogestid sur f ace 0W0|95/t7hé4bul k, Wit BOni ner gl , vdgetabl ¢ or

synt fheti c dmdsogeam¢ls (for| exaPpi2s6ouAnol i he yel bdw | akg¢ or E0A04 of iron

oxi d¢s). The proportions| of the various fonstituents Vary dependipg on the
type|of taphedeségesta@ producego 9’5@17'@5; di | uent sgyary from 2G50 75% of the
totall masggerbdiogihi-l ageNt s gpr @RxE7 Ajto P% of QFe totdl masgy the
conpaction binders vary rom2 to 20% ppl yvi nyl pyrrolji done rom(ﬁ 5to
15% |t he tegrating rorr2to 5% fonl cro i nke

pol yyi nyl wﬁesn"l's?%me thy star%ﬁ, and [from bO to]|3.0%for
crosgar me ‘i‘? isterone The | libri cafng agdnts valy depending on
t he fat ur &5t Sﬁ%’o%f’gent T3 0% The bsé)rrposi f|i ons!'%%or dilng to the
invefption are intended t be adm ni sterej once a day. [However, dependi ng on
t her apeuvorethistegeneragebnt s| adM-HNSETE i on| can bE0spl it jup 519Q0wi ce|per day)

or, g¢onversely, repeated (two tablets pef day). The fqll ow ng exanppl es

i |1 ugtrat eNotgestimatent i onf Th&D @DIHOE i it it200n any |way. 3BXAVPLE | :

exampl es of fornul ati ons| The conbi nati on|]of nomegestrql acetate apd
estradi ol |iNogeasented ip theLimKRTAf 10| bare go fil m{coatgdot abl ¢ts. The
m xtgre of ingredients cpn either be subpmitted to dirgqct conpacti¢n, or a

premix offiidictdigebiaan pe PpedNgad i TS| therbo' ncornoratmﬂ) the

nomegdest rgh @6 éspe}&ean TT he ¢xcipisgggs in|dry 4 The

est radl ol p?/ X 1s made :v[i,[ng the est, 6!?' ol i n an 6;ohol iC

sol utji on ON crodc ystal]i e, PVP an act ode ‘ga ol | oyed by
drying, gri a d siz hod|is adt¥htagedus b he

t abl gt s thét” nuf ac om ar%8%¢ r adiol p]rO x e hibit an

g f
est r 4di ol sltﬂnEr‘tt'l'eBﬁl prof i e tﬁale%ETsT {i cant9? i nprdved 2¥Gtive to those
made |by Qfllm@éﬂan@oﬁrm@&ql oh. ZBLWBETnaI H1 xtur 80can cqntai h0¢d om 1.5 to 5%
of egtradi Mediogestanei done| (5 POUDBHTT mi cfocrysdO80|ine |cel | 10068e (F to 15%
and llact oNorgeygfend@09%) . |t nBLUDKERIVant fgeous 200 add |an ar20Doxi dgnt such
as al|pha- tiaefhieerohe or apcor BLUNKETL dufi ng pseducti dn of 1%0be prgm x. 25 .

The flol | ow pgisteBdnhebe nenfi oneduakExanpl ¢s of jpoem xeq: FCORYOLATI inng /
1 Tahl eti nEstradi ol 1. 501 82PVP K2513 5016¢. 36Lact ose

819540. Oeﬁ%n&%WQ ystall| M osel. 509. OGHTOTAL,] DRYfR,§D10Q. 00 15
Thi s preak%m%% g& {h%ture to o (ain a tablﬁ& y dilrect
conpgcti o are iﬁlshe h ets general Iy weigh fro 80

and hewve—the—folt-ow-hRg—cbrpl-ot-a—forrt-a TABLETS
Conposition I n ngl per tablet - Estradiol (premx qsf)0.2 to 2.0-

Nonegestrol acetateO.100 to 1.000- Colloidal silica0.400 to 2.000-

Cr ospovi done2.500 to 4.000- Lactose60.000 to 80.000- Cellul osel0.000 to
25.000- Stearic acid0.900 to 3.00- Talc0.450 to 1.500 10 As an exanple, we
may nmention tablets weighing 185 ng, of the followi ng fornula: Exanal e of
formulations (UF = unit formulation). tablets of 185 m FORMJULATI ONSOF ngl 1
tab. 185 ngOF15Estradi ol 1. 5000. 811Nonegest r ol

acet at e0. 1250. 038Lact ose131. 79071. 238Cel | ul ose (AMICE| PH

A PN AN PN™ O NA PN A D= PN NP NSNS N S U™\ A PN /NN NN~ "




25 TOTAL 185.
unit formul at

" acet at e—tactq

00 100. 00
ion),
sp Cellul gse (AMIPPLAPH,1O1\ Pavi done (K?R\

16 5 10 15 20 25 30 Exanpl e of

Col | oi dal
185
ngOF0. 5000. 27

si |

ica (Aero il 200) Cr ospovi done (Pol ypl asdo
00. 125@ 013@78773 93432.81317. 7364. 5@)2

tablets of 185 md FORMJLATI ONS Est r adi ol

formul ations (UF =
Nonegest r ol
Precirol ATO5
e XL) OF ngl1 tab.

4322.7751. 5001. 0000

. 5406. 0003. 243 TOTAB 1B5. 00" 100. 00 Exanpl e of formulatignsg(UF = unit
formul ation),| tablets f 120 ma FORMULATI ONSCF ngl 1 tab. 1%0
ngOFEst r adi ol gestTot
acet at e0. 250%. 0 Lacto : 4@0070 000Cel | ul ose (Avicel PH 1&1
) 11. 2509. 375 ) 8. 50011. 250Si lice colloida e (A@r osi |
200) 1. 0000. 833Cr ospavi X --' ypl asdone XL) 3. 0002. SQJI\/Egnem um
stearatel. 0000. 833Tal c g, 833Stearic acid &
AC/ 50VR. 5002 ) nsE UF = unit
formul ati on), E=EN | Mpmegest rol
acetate Lact PH 101"- OF rrgl 1 tab 12& ng OF
0. 5000. 4170. 74 é6716 87514562 17 5 Povildofe
(K25) 4. 5003. 50COI I ; |ga (Aexgi | :200) 1. 0000. @301 o:aamw done
(Pol ypl asdone vegnesi umt ediat e ; 8
(veget abl e) 1.} % 0000. 833St ear 3¢ acid AC/50VG| 2%
(veget abl e) 2.15002 083TJ‘I’&§20 00100. 00 18%Exanmal e of forfnufagi ons (UF =
unit formul atj or&, tablets of 80 nQ 15 20 25 30 35 F LA@@\ISG: mgl 1 tab.
80 nyOFEstradf ol¥. 5Q00f 625Nonmegestrol acet at e0. 2500. 081 Kol I‘g‘_@o
254. 5005. 625Ljacttise N6Y. 78»5&4o6690el Q1 ose (Avicel PR10GL : §
) 12. 00015. QOO[Cr g3 povd dpneTHel $pl asdorig XL) 0. 8001. 000l 0. EPEO. 875Col | oi dal
silica (Aetbos | "300)0. #400. 550Magnesi um st ear at e X 5
(veget abl 70%. 875T )TAL80 0100. 00 Exanpl e of formul atj orﬁs*{ UF = unit
forrrulatioo), t abl eTS ¢ ma Stradi o msges:trol acetate
Kol I'i don 2% Lpct@se M el J uI ose (Ava ce] PH 101 ) Crospovj dc&ng( Pol ypl asdone
XL) Talc GBIIpi dgl %H §<29r03|l % ngl 1 tab. 80 jhg £E
1. 0001. 2502 2p01556 3 5054 ]i 7. 63712 00015. 0000} 8®HE. 0000. 7000. 875
OwA4400. 550 = 5 g2
2 % = ek
2 &2
5 5%
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18 Magnesi um stearate (vegetable) 0.700 0.875 TOTAL 80.00 100. 00 These
. tablets can be filmcoated with, for exanple: 5 - filmcoating agents based
“on pol ~wi nyl al cohol of the type OPADRY PVA "noisture barrier" (polyvinyl
. alcohol, titaniumdi oxide, purified talc, |ecithin, xanthan gum pignents,
* "lacquers), or filmcoating agents based on cellul ose of the type SEPIFI LM
L.P. [HP.MC 10 (hydroxypropyl nethylcellulose)], mcrocrystgline
cel l ul ose, streatt+e—aere—rpHgHenRtss . 20k Di ssoci ati on
of the antinijtotic and diffferentiating effects of nonegestrfol Zacetate on
the endonetrilat cell Pomgn who were nenopausal, either natyrafjy or as a
result of surjgery, un@ervent sequential _estrogen-progestoggn geat ment .
They receivedq 30 pg of etlhi &R @tradﬁ)@fr@n D1 to D122 tHenSfrom the 13th
to the 22nd day they g ecdived the sam& doseof ethinyl éestrladfol conbi ned
wi th various |[doses of Enorfegestrol acetate or chl or madi none facet ate. The
doses were ag foll ows® ndnegestrol acetate, ny E
: 0. 10. 250. 512. 55and10¢hl qrmadj none ace e o - 0.10 ad1E 25 The
nunber of worfen was betwden 2§3nd 11 @ggandi ng on the grougs. ¥There was
then a theragdeutic pa@se |of 7%gays, f wed by a 2nd treat|rerg cycle. 30
The paraneter|s taken igntq accggnt wer he delay in occurrlenge of
menstruation |after st@opijng < er the 1 st and the Zhd treat nment
cycle; @19 -| the histol ggi & t he endonetri umlon&bi opsy
bet ween g_)ohe A7t b, and the [20t hHay of second cycle. The re%ﬂ ts show
that: 53the fti@ forZap ear afitle of ruation depends on the dose and is
simlar ®or tlhe pr o i s Q_preven pp@arance of
menstrugli on jpefore the s between 0.2 and 0.8 ny/day for
both pragucts| (kable L.); of the endonetrium irhto secretory
endonet rgum is “npl e ] : ) 1 g/ day; it
decrease® for| the higkest| dogss|f|10 no/ gay); proli fera@-on agdivity,
expresseg by fhe nunbed [ gl and cells) appersvtto be nore
strongl Yai nhipi ted by &o BT 26 than by chl or madi phore acet ate.
Mtosis @0 | onger occurs | n wonen treat with a dose 15 eq aIEto or
greater @han P.5 ng/ dg i llosesgare still

pmesent @ith p daily dose At ¢5 (Tabl e 2).
W can tﬁeref re conclade ur@ nomegestr ol
acet at e &nd cpl or nadi rpopne ctigyity of
. = .
secretor® 20 fransformati cetate is
char act e@i zed| by very ’?t r vegactivity.
20 Tabl es1 . Pelay ingcc er gessation of
treatmen§ Pr opest ogeni®se egest r ol
acetate085.t fl.50.5 t 0.5[L. 438 t
0. 8Chl or I npRre—aeetater .5%.51t 0.5
$F i lasssnggonassagis | g
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5 Table 2 : Evaluation of the nunber of mtoses (% of section with mtoses
-present) Dose (nglday) 0.1 ~ 0.25 ~ % 5 ~ 1 Nonegestrol acetate 50 50 0 O

- @ ands Chl or madi none acet at e 90~~~5022550000~010 30 0 10

- EXAMPLE 111 A study was conducted for testing the effects on the

* endonetrium of the conti nuous conbi ned conbi nati on of a dose of oral

estradi ol equival ent to 1. nﬁ and several doses of nonegestrol acetate. 15
21 This co t e consecutive nonths, 179 wonmen who had

conbi HEd @#f%”fht%ﬁéﬂ@ﬂﬁd?ﬁé %t@ét*étv%@slz o ]
gl day ( Bortirlibus tﬁadim@?ﬁt dhy ohly progéstogens Tldimedadte (d-norgeitiel @n825 no/ day (n
= 47) and 0.125 nglday (n = 5 47). The effect of these conbi nati ons on

the endolevPRPigesitab Té\ﬁasqbéeeaebyclems eedatertg Rlyrisequentiekistaravtiery of genit al
bl eed t t

ul '? ?a:Ouﬁgﬁ@ﬁ%ﬁgﬁ%f@]eﬁrgég&gbﬁ%@a@e?tﬁi@‘?e eﬁﬁpﬁgﬁttbég@r@% ts Sgﬂg“‘g&gb%%gperfor m ng
a bi opsypafent hpphnaimnreFor this tzst-onentmndddype bethenapeaitic regahem rd largére

et Cea. - Roathen rase e RHpA TRk AR NGRS R %

doses of ¢ GeSe er day
The perce@@g%svﬁglgﬁ%sfg?%g@ té?set?g?ead;fﬁ gtélsgtml @ginﬁ’éiagl ffeES[egrllilte %P\%er@npgroups,

but the deesnobimchelewsemedesteoland itsesteesnce of bl eeding is significant. The

t abl d f t th | t
o Ul B a3 BATEHEBSRE PRI nbpd et éﬁwﬁe@%ﬁﬂwq@ﬁe&aﬁ@itﬁdt the end of
the 6 20egppgérs hd brcrfggswéns étémtéuea lfst@a fﬁg%ﬂgo&m

t hi ckness of“the end triumis not er ent en trite gr oups. The
i ncr easeteéxt apddvawefersgd torin ctlkenelasmanOece egem: momegestrol 319d ltsneeteravler age

with the | pwest dose n est.rol a Thi s I ckeni ncreases
o 1 oht 'y "8 PrPeardn e Bots PR BERRR b denElrh Bof veibert NATeeN BT afStAlt B ving s
ngl day otharpesied apBWerttJhprd gitivereffert iR ntl of cHSI0GE anarégemtsness and
the change in dose oes not reach the threshold of statistical

si gni f i candestrogenisieffesteas welkascbypdpomeartul antiwsiienaeis paweriBatiid of the
ok or e fefBted SRR | RSB §5 SrorBARIONR ARRTREL L L

uteri ne nucosa. secret or I'a Wwas observed

i N wonen cohsequareiey adtiong dtraphyirig effeat. Abcardinghs titagmmot be likened & the
progresswely and statlstlcall significantly with the dose. On the other
hand, th&thgrgiedestpgersarddeb 6 &’@{)ﬁisca SREBRRENIENCRRS daseRdN FRIEHOR he

| ovest d p%gg&p ﬁlg% ese
results g?é Q{neegg tt ?%ey g%rgc?ftﬁﬁ nb}‘bé@ oﬂ@ sse'\éloo V-rglk])megestrol
acet at e aomeagestrel acktate scntrlalranteuaed:bymeryegbddatalemncda lado&ehobgwe are able
to preven

wher eas. 3 AstE5 A e ProwR T YRR, (RISREe 1A Gprtabcratenr nped sressute alfoe
secretor )éobgé\l%ﬁéﬁ Eé@bt&é\/eﬂ;] thﬁ’ |t€t§‘ dQBB k| ht@ﬁer Hokas ﬂiétﬁtho%@‘ﬂ’esbﬁﬁ@@irﬁ a
surprising decou e anti-estrogen effect and of th
the present patent application and for long-term treatments (BASDEVANT et al,,
1997). This aspect is very important, since the objective that consists of using
replacement therapy that is the least toxic possible, employing doses that are as
low as possible, is common to all therapists. In this respect, nomegestrol acetate
differs from many derivatives of 19-nortestosterone mentioned in the PLUNKETT
patents, they are progestogens that have androgenic and estrogenic effects that
can have consequences for the endometrium, and that also have adverse
metabolic effects.
For the same reasons as those mentioned above, none of the many published works
concerning continuous combined treatment in the menopause can affect the present

invention because none of these publications deals with a combination of



progestative effect of nonegestrol acetate, adm nistered in continuous

- conbined 10 formw th estrogens. Theqanti-estrogen effect is dom nant since
it can be detected when the progestogen) adm nistered continuously with an
_estrogen, is given at |ow doses. These doses are insufficient to give rise

- to seqighegestiol Jeetae with anSesvffogbheThtseappIiésrmces@mp% tbicohtbindfiordoses and
with the sane therapeutic reginen, the secretory effect redomnates

t hougkﬁaﬂﬁd?ﬂiu?nﬁeﬂﬁﬁthﬁfﬂoéﬁcéggﬁaﬁ FTAPBERS i &in abs 1 Niand ™ N

P SRANEIGER, 98 BOFEN Y W\ SN e e 1%70%%%’**3‘ 01%97 acc

N v_ tHART &t at, t‘rQQﬂ!)oob estradiol Nardi ‘vzhedr@géktel:‘teI\A[ANFFINHT(DCeiOa(;~ 1I99MTJ\b1I | M Ne-
5 ~ EO~ sttad?olyc ghd nUrgestreI (WOLFé\IaNQ PIRJNT(ECHVI 1%94) ofCN| stragv ol valerate arld ~oU
chlormadinone acetate (RAUCH and TAUBERT, 1993), of equine conjugated
estrogens with medroxyprogesterone acetate (REUBINOFF et al., 1995; WOLFE
and HUFF, 1995; MIZUNUMA et al., 1997) or medrogestone (RECKER et al., 1999).

10 b) in that it is an estrogen-progestogen combination that differs from the
combination previously patented by the Applicant Company
French Patent 2,754,179 in the name of the Applicant Company claims a
combination of estradiol and nomegestrol acetate for combined replacement
treatment of the menopause. The range of doses claimed on the basis of previous

15  experience with nomegestrol acetate in sequential treatment, ranged from 1.5 to 3.75
mg, and was preferably 2.5 mg. Clinical trials on a larger scale showed,
unexpectedly, that much lower doses of homegestrol acetate, and especially from
0.1 mg to 1.00 mg, were able to ensure endometrial atrophy and very good control of
bleeding. This is an important observation as it means that the doses of nomegestrol

20 acetate can be further reduced, and therefore it becomes even safer in use.
The doses of estradiol claimed in this patent ranged from 0.2 to 3 mg. The doses of
estradiol used here are somewhat different in the estrogen/progestogen ratio, i.e.
0.5/2 instead of 6:1.

25 c) the method of manufacture of suitable pharmaceutical forms.

The invention relates to a method of manufacture in which the two active ingredients
can be combined in the same pharmaceutical form.

The compositions according to the invention, based on nomegestrol acetate and free
30 or esterified estradiol, or conjugated estrogens, are administered continuously or

intermittently (from 21 to 28 days per month).

According to a particular embodiment of the invention, the compositions contain a

quantity of nomegestrol acetate ranging from 0.1 to 1.8 mg and a quantity of free or
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the optimum formulatlons contain from 0.125 to 1.0 mg of nomegestrol acetate
combined with 0.5 to 1.0 mg of free estradiol or 0.5 to 1 mg of estradiol ester or

0.312 to 0.625 mg of conjugated estrogens or ethynyl estradiol, per daily dose.

This kind of combined administration is indicated for women who have become
menopausal either naturally or through surgery; the estrogen-progestogen
combination is intended to counteract the functional problems caused by estrogen
deficiency of the menopause, while maintaining atrophy of the endometrium and

10 preventing, in the majority of patients, the occurrence of withdrawal bleeding.

The present invention also relates to a method of production of new pharmaceutical
compositions that consists of mixing the active ingredients: nomegestrol or one of its
esters and free or esterified or alkynylated estradiol, or conjugated estrogens with

15  one or more inert, non-toxic, pharmaceutically acceptable excipients or vehicles.

Among the excipients, we may mention binders and solubilizers, compacting agents,

disintegrating agents and slip agents.

This mixture can be submitted to compaction that is direct or in several stages, to
20 form tablets that can, if desired, be provided with surface protection by covering with

a film, coating or sugar-coating. The production of tablets by direct compaction

permits maximum reduction of the proportion of diluents, binders, disintegrating and

slip agents.

Capsules can be produced by mixing the active ingredients with an inert diluent and
25 aslip agent.

The tablets contain, in particular, agents for diluting the mass, such as lactose and

sorbitol for direct compaction, marketed under the name NEOSORB 60, Palatinite

which is the trademark for an equimolar mixture of isomer of [D]glucopyranosido 1,6-
30 mannitol and of [D]glucopyranosido 1,6-glucitol crystallized with two molecules of

water, mannitol, sorbitol or lactose/PVP mixture sold under the name Ludipress.

The binders for compaction are generally microcrystalline celluloses, such as those

sold under the names AVICEL PH 101 or AVICEL PH 102.
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conpositions, characterized in that they are formed from an
- estrogen-progest ogen conbi nati on intended for oral admnistration and 5

per m Poiwinyipyeradidooe talse iaysaa@ni impartanti rote, diaciitatingt thegagalomeratiemtofat a

dose ranging from0.5 to 2 and a ogest ogen conponent deri.ved from 19
nor pr BOWREER s’ Fompastn“plilhe iars o " Boly My by rRBGHER sedly i s or
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stearic acid or talc.
After compaction, the tablets can be coated to increase their storage life or make
them easier to swallow.

20 The coating agents are either cellulosic such as cellulose phthalate (Sepifilm,
Pharmacoat), or polyvinylic of the type OPADRY PVA or Sépifim ECL, or
saccharosic such as sugar for sugar-coating of the type Sépisperse DR, AS, AP, or
K (coloured).

25 The tablets, whether coated or not, can in addition be coloured on the surface or in
the bulk, with mineral, vegetable or synthetic colorants (for example quinoline yellow
lake or E 104 or iron oxides).

The proportions of the various constituents vary depending on the type of tablet to be
produced.

30 The diluents vary from 20 to 75% of the total mass, the slip agents from 0.1 to 2% of
the total mass, the compaction binders vary from 2 to 20%, polyvinylpyrrolidone from
0.5 to 15%, the disintegrating agents vary from 2 to 5.5% for crosslinked
polyvinylpyrrolidone or for carboxymethyl starch, and from 2.0 to 3.0% for
croscarmellose.
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N("109& () -. M("10%& (). ~("10%& () -. (" 109 ()-. A("10%& ()-.s!100& ()-s!10%
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Estradiol 1.500 0.811
Nomegestrol acetate 0.125 0.038
Lactose 131.790 71.238
Cellulose (Avicel PH 101) 27.810 156.032
20 Povidone (K25) 13.500 7.297
Precirol AT05 2.780 1.503
Colloidal silica (Aerosil 200) 1.000 0.540
Crospovidone (Polyplasdone XL)? 6.000 3.243

25 TOTAL 185.00 100.00



L eF+CM("10%& (A(" 10%& ()-. A("10%& ()-. (" 10%& ()-. (" 10%& ()- . #30~"A(" 10
O ()-. .. +.T.:.>. 2. eA+C’\(" 1096:30~""(1&0%& ()-. ~("10%&' ()-. ~("10% ()-."("10

o0& ()-.#30~"2. K Y.\. _dJ+CN (" 109 () -. (" 109%& () -. #30~""("10%& ()-. "("
- 1O%& (). ~(" 109&: 0 A( 10%& Onoee F+C"( 109& (~("109%& () -. ~( " 109%& ()

TA( 11 QO . ' 1098/ 109&

A (109 . TE n LML %Fj.g.s.(n.‘...eAS-C’(\( 10%#%2%

A" 10%&() A" 10%& () - A( 10%&() A( 10%&() C#30~". 111112/
fdJ+CM (" IEORMULATIGNS& () - #30~UI=(m799%Ea16)185“{mglO‘V&'()-u#(%lo‘y&'()--“(" 10

%R
/7/D/E/R/E?tB?Qé¢+C’\( 1098 (A("109& ()-. (" 9508 ()-. ~(" 1ocy&0-879.#3o~"A(" 109%&
()5 ~(" 1046mepestofdaptate] / / / eF+CN(" 1ocy&'(0(1zsocy& ()-."("10989()-. (" 10%&' ()
<A 109 tos§30~ ACULOYR () - 1111111 eAre) %#3o~ A %ﬁ?é‘) (" 10% ()

A" 10%E! 109& ()-.#30~"1/1/11/1dJ ( 0%& ( #30~"1("
109 () - @ellulos&(/{\\)lceI/RHﬂm ()-. (" 109%& (52813////00eF+CA17 IB@’&( (" 10% ()
- A (" 10% #30~" A (" 109 10%&
00$§) 0/ oﬁ@é‘@ ”%’% A( 109 () - .(A( 10%%) )5UOA( '10 0«%)() %00 ()-. #30~""
(" 10%& ()E’reloambAaiﬁéJoooPOeAmA( 109%#30~" " 71@%& ()-. ~("108@00) - . (" 109%& () -
’\‘(0( (ioo/ag; Con |&§|0§md%0 8&i PZ@G)OOOdJEf)C’\(O(l)gql’ ;:+’C‘:((1g°o/fﬁ/t&(0 Hfg;&’\g)m%(i?i (12)
- N 0 e \ (0) 0, N("
0% () -. Cg‘%ﬁﬂ@%dﬁeﬁeﬂws%@é@ & 108«@0‘{%) OOOOOOOeFéré“ 8" 109& (~("109%&
T - A" 10%& ()-.A("10%& ()-. (" 10%& ()-.#30~"~("10%& ()-.0000000eA+C (" 10%
#30~"~(" 1 A" 109%& (). ~( " 10% () - oR ()-. #30~ 04&1: 1F1dJ+C"
(" 10%&! ()%ﬁe ("10%& #30~" A (" 109 () - A1§§ R ()= A (" 10%&@9 A 10% () -
FlJlNlOlPlQlRlSlV\lzodC"( 10%& "K10%)$& ()- 10 10

20048 e : : bbl hi0dC (
! i - ‘. R TOSE ) - ’\K10%)$&()

NKLOYO$E () - 1111111|[ odC"( 1 }10%& () 28 1 10%& () 28 Y. 1109% & () - 28
110% & () FORMULATIGNS) - 28- } 10% "UF mg/48a 21?261%?{ Z90dCMJEp\
1 109%6& () ﬁ OL 0%& ()-288 }10%&() 283! 10% & ()-28 } Jzéb&()-zs- }10%
& ()-28C2KBH8%9%5| [ odCr ("1 2 PY10% & () - 2’5’]‘%’10%&() 28 %ow&'()-zs
R} 109%& ()meew}sﬂm%&tabe 28- 11098 () - PRZBMB( 3E3c33| [ : ocume 1 z

6& ()28 ééowc c& ()-28 }10%)10& ()- 23 0@ 10%<& ()-gg 10%'&' ()-28-
?dl/O%& % 983333333 éHodC" A <0" &10% @89 @1@ 5 A" &10%)
A 810903 & Iulgse (&v_lg% (N3 A" g109% & () -31.28010%4p1& () - 98333 3444}\;

odCr ("1 A"- ) 5 0" &L0%0SH () -5 135P%H& () -5 "118eW0$E& () -5
~@ &109%0% 5A"&T A444] 444<4| [ odCM("1 " &10%y# 55

AR &100/@$§"'é°ga 0950'% ?e&@méﬂ#?m 55 A &11)([)/d$@({§ 55 AQ" &10& 8 55

™" £1090$&CF9spwiGHeAPbIvidstinet XL NA4100$1908000$5 ~F" &1026558 () - 55

%% N %%
g(@/@wggw%%%t( wiL{ 8 4|5F NAﬁg /9&(%0%’955 re100 83 5

"P&lO%& (pics ~"@O%CH& ()-5 ~@OUCI& ()-5 1\@00/&3& ()- }44ﬁz8&34| [ ?NA410

1 10% g &(s§éarﬂ,5acu8@t9%%_& ()-5 " &10% C3| g50p-5 &10%CSs& gz 5

N&10UCH&

N&I10UCS&, () - 444444440S7411 10% CS_& ()-48 10% CS_& ()-4110% C_& ()-4110% C$

_& ()- 41 1G@THL & () - 41 10% C$_& () - 451 10% GPo&q ) - 4444444 BoG001! 101 10% C$_&
(30 40M

G 10% C$_& ()-4110%C$_& ()-4110% C$_& ()-444444444k0B4A1 10% C$_& () -4110%
El)*p §4§1 Exéh a(omn&nmawdﬂ@ ﬁuéroﬂhaﬁmkﬁbﬁétsﬂdfl%@r& ()-4110%C$_&"
G 10% C$_& () -4l 10%C$ & () 4| 10% C$_& ()-4110% C$_& ()-444444444cGH 10% C
$ & ()-4 FORMULATIONS 10% C$_& ()URM@ntad. 420 mg! 10% CSUE %) - 41 10% C$_& (
)-4110% C$_& () - 44444449cGH 10% 10% C$_& () - 4MJ

G 10% C$_& ()-4110%C$_& ()-4110%C$_& ()-444444444pT81 10% 10% C$_&' () - 44l
1086 C$_& (‘:‘)stradmd)%w & ()-4110%C$_& ()-410908 C$_& ()-41 10%81F & ()-4110% C

$ & ()-44 0% C$_& () - 4MJ
' G 10% mllbi'éﬁb&?ﬁ 10% é‘:‘l& ()-4(110% C$ &2%?5914444455& X< 10h 10% C$_& (
4110% C$_&EEYSR| 10% C5_& () -4110% Cs_& () S cs_ &' () - aV40%R7Cs_& () - 4l

_C$_& () - ¢EHGRBE(BUNE| PAAGN% CS_& () - 4M 16.875 14.062

TG 10%C$ & ()-4110%C$_& ()-4110% C$_& ()-45555

5555kCB1 10% C$_& ()-4110% C_& ()-4110% C$_& ()-4110% Cs_& ()-4110% C$_& ()
-4110% C$_& ()-4110% C$_& ()-45555555B831 10% C$_& () - 4MJ

)-4
10%

!GIlO%C$ & ()-4110%C$_& ()-4110% C$_& ()-4110% C$_& () - 4555555550571 10% C
$110% C$_& ()-4!110%C$_& ()-4110% CS_& ()-4110% C$_& ()-4(110% C$_& ()-4(!
10% C$_& ()-4(110% C$_& ()- 455 5! 5" 5#5°BoS71 10% C$I 101 10% C$_& () - 40M

| G 10% C$_& ()-4110% C$_& ()-4110% C$_& () - 4#585(5) 5- 5. 5/ 525gK+I 10% C$_& ()

L A A A~ = A 1 A N7 o~ ~1 1 A /N7 o~



| G 10% C$_&' () - 4555555550571 10% C$I 10% C$_&' () -4$1 10% C$_& () -4$110% C$_&' (
)-4$110%C$_& ()-4!110% C$_& () - 41109 C$ & ()-4110% C$_& ()-4555555z2>0571 1
0% C$1 10% C$_& ()-4110%C$_& ()- 40|1 % C$_& ()-40110% C$_& ()-40M
. 1 G65555555t X<I 10% C$I 10% C$_& () - 4' |10%<1$ & ()-4110%C$_& ()-4110%Cs_&
©C4110% C$_ & ()-4110%C$_& ( 5555z >t X<I C$l 10% C$_&
- 41 10%%{’%’“%%% C$_ & ()-4110%C$_& ( %‘51’@1? 37%
I05555555€ou«ualo%mmems¢ﬁoa)() 4' |10A)_C$ 000() - 41 10% C$_&BBB- 41 10% C$_&
&

- 41 10% o % C$_& ( 5555vZ>t X<I C$1 10% C$_

-4 100¢ ceoepoviol B PER e e -0 23033@5 28%

| G5555555Magresiom siepnale, reastabje)s— |10/0_ Q00 ) - 4-110% C$9-838) - 4-110% C$_&
) -t 1 10975k & ()-4110% C$_& ()-4110% C$ &c(c)o 45555552 7: t X8830% C$! 10% C$_&

(
l%sggég%@P@%@M@&VﬂQ%%%O? ()_ﬁz‘éaﬂ)% c$ & ()-4298% o5 & ()-41 10%

3 & ()-4110%CS & ()-4110%CS. & ()- 4555556275k T1 11 10% C$_& () - 41 10% C$__
& ()-4110 (Y-4M | G 10% C$_& ()- 46

666669K/If§% & ()-41110%CS & ()- 4l 103?%&() 4110% 88989y - 41 10% c$_&
() 4110% C5_& (]~ 41 10% C3_& () - 4666666uY=gKd T110% 10% CS_& () - 41 10% CS &

) - : . \te
cﬁ’}ocﬁ ple of formulations L forpunat ST 80 MA ) 100 c3 & ()-411
0% CS_& ()-4110% C$ & ()- 4l 10%(3 & ()- 4l 110% C5 & () T4110% C$_& () - 486" 6(6)

?a61-(6)%6€$ W%ﬁ%@“ gl %;)%4| 109 %‘@M}?b 8%%616263648§64@I 109 10% C$_

& ()-4110% C$_& ()-4110% C$_& () - 41 10% C$_ & () 4110% C$_& ()-4110% C$_& ()-
4| 10% C$ &s(réd|65666768696 6; 0625

&31 100 0% C$_ & ()-41 10% C$_& () - 4M
Id 0% c&%@"’@gzﬁi’)ﬁb %@te@ () - 4: ﬂ%é‘) 0.081
676 @AGB6KBIABAES7| 10% C$I 10% C$_& () - 4$! H0B0ES_& () - 451 16%265_& ()-4!110%

C$ & () & ()-4110% C$_& ()-4(110 () - 4E6F6 3624BoS7I 10%
C$T 10l 10/"%% - 401 10% C$_& () - 401 10%c§95§"§ SVl
| Gl 10% C$Celliglpse (AniBrBREPEIBR6S60S71 10% CHR21006 C$_&' () - 4$M150R0CS_&' () - 4$1 10

% C$_& & ()-4 41 19%dfe5_& () - 4S6T6UB
V6V\6X6YES)ZAB&I %&%ﬁgéﬁg % &(%) 491?6/& c‘:$_) () - 401 10% m(g ()-40M
| Q0% csTalq) - 4Y626[ 6\ 6 6" 6a6b6pT81 10% CH - 1AD% cs_& () - 4PH%H Cs & ()-4110%
_CP_ & ()- @oﬂ@ﬁﬁ@hﬁaber@bﬂ@%ﬂﬁ & ()-4l 109@@&& ()-4110% G%59 () - 4b6c6d6e6f

6?§3h2§/38& 10% 05 & (1ol 109G’ ()- 41 10% L5 & () - 4110% (88 () - 41 10% CS_&

| Gh6i 6MBN6P6G6S6t 61 LOI 11 10% C$_& () - 41 10% C$_& ()- 41 10% C$_& () - 41 10% C$_&
()-4110% )-4110% C$_& () -4l 10% C$ 4t BUBVBWEXBY 0l 11 10% C$_|
1(();;/ ?)E’ 'jf'10%6$ & ()-4M ~800- 18090

%0%(15 & ()-4110%C$_& ()-4y6{6|6}66666KkK/ I110% C$_& ()-4110% C$_& ()- 4l
10% C$_& ()-4110% C$_& ()-4110% C$_& ()-4110% C$_& ()-4(110% C$_& () - 466666
662 B& | 10% C$_& ()-41 10% C$_& () -41 10% C$_& () - 4MJ

| G 10%ExEnple)ofAotMilatiorns (UF 4666i6 666Halatich) AablétsE 80 Mg 41 10% C$_& ()-411
0% C$_& ()- 41 10% C$ &—wWT—Q_ﬁT_j‘q() 71 10%CS & ()-4110%CS_& ()-4110% C$_& ()- 46666662
A>PT4AT 10% 10% C$_&' () - 41 10% C$_&' () - 41 10% C$_&' () - 4M

| G 10% C$ FORMUAATIONS69G+ 10% CIUR mghataboB80asgs () - 41 1B %S & ()-4110% C
$_8p()-4110% C$_& ()-41 10% C5_& ()-41 10% C$_& () - 46666662~>gG+ 10% C$_| 10%
CS & ()-4110% C$ & ()-4110% C$_& () - 4M

'G 10% cs Estrefiol66666666kQ 110% C$ & () - 411080 cs & ()-4110%8% & ()-4110% C
& ()- 4l 'l hodtal®% C$_& ()- 41 10% @H280 () - 46666666@m88d 10% CS_& () - 4
10%C$& 6 C$_& ()-4110% C$_& () 0 C$_& ()-411Q0%,C$ & ()-4110%
C$_& () -4&’@6’6’@%m4 110% 10% C$_& () - 4l 13@% & ()-4110% ()-41110% C$
_& ()-4M Lactose M 54.110 67.637

6666 4110% C$_& 10% C$_& % C$_& () - 4l
LB LA AR ()t L0 8 0 0 10Ty L M T

1 Gl 10 ogpovidamePolyplasdenecdlas6666| P4IQL809C$ & ()-4110%06%5 & ()-4110%C
41 7036 C3_& ()-4110% C$_& () - 41 10% () 41 10% Cﬁfﬁg;@ 466666677pP4

& ()-4] 10% C$. & ().-4110% C$_& ()-4110% C$_& () -4l C$&() 41 10%
4((@'%%5&10 \Aerosi 208) 7>pPal 1 10%% @ ()-4110% CP-2Q)-4110% C$_&
0 C_& ()-4

$_& 0)
1 10 /0_
C$_&

()-4l
1777t 110

& ( | G7 777
Y% C$
()-4110% C$_&
10
C$_&
) -

& () 4-110% C$_& ()-4'110%C$_& ()-4110% C$_& ()-4110% C$_&
()-4110% C$_& ()-47777772Z>t X< 10% C$_& () - 41 10% C$_& () - 41 10
% C$_& ()-4M) | GT777777

()-4-110%C$_& ()-4'110% C$_& ()-4110% C$_& ()-4110% C$_& () -
4110% C$_& ()-4

rS ~1 \ AL A N7 o~ ~1 7 \ AL AN — 7~ A1 X - AL A NN N Ar-7\ - ——a1—

<Z
C$
() -
41 10%
7t X<
% C$_& ()-41

7t X<1 10% C$
4110% C$_& (

-y Al = 7] = AN — A~

1
&
I



| Gl 10% C$_& ()-477777777pP0I 10% C$_& () - 41 10% C$_& () - 41 10% C$_& () - 41 10% C

$ & ()-4110%C$_& ()-4110%C$_& ()-4480% C$_& ()-47777772Z: pPOI 10% C$_& () -

4110% C$_& () -4M

1 3 10% C$_& ()-4110% C$_& ()-477777777t X<I 10% C$_& ()-4110% C$_& ()-4'110%_

%_& () Ghig () - 41 10% & ()-4110% ()-47777777>t X

1 T0% C$ és%@téﬂrafé @\%6@ .80 o GPats

G| 10% ciél'QL h-4110% C$_& ()-4110% C$_& (30897777777t x<1 1R & ()-4'110%
& ()-4110% C$_& ()-4110% C$_& ()-4110% C$_& ()-4110% C$_& ()-4110% Cs_&

() CATTTTT77>t X< 10% C$ & () -4M

Ne 10%@9&@)&@9@0%@&:@%mtb%cwxanmle477777777t X<l 10% C$_& ()-4'110%

Co5& () - AL 15a.ESatthd ) Mmaf-mel%emmwpw\%m &

()-47777777

| G 10% C$_&Q§Vs WSI% _@aiyv niLgy gioxide. pudfiadopiss '8citite, cs_«
() - 41 10% GEinfhdn gdm] BRIntSnte, lapqdersP% C$_& () - 41 10% C$_& () - 41 10% C$_& () - 41
10% C$_&' () - 4777777zz t X<l 10% C$_&1 10% C$_& ()-4110% C$_& ()-4M

| G 1098'C$_& () - 4l 10%(3 & () 47777777CG<I 10% C$_&1110% C$_& ()-4110% C$_& (

) - 41 10% C$ $s& of )the Ity0ecSEPIETYN-14P7 1 PIMIC<I 10% C

4 sgiy‘tﬁff‘%%@gyt&*?%&) heiRalinG) - MRS Sephed g

() - 41 10%RigMents, Tagaies)cs & () - 48" 8&8 8(8) 8UBI LOI 111 10% C$_& () - 4MJ

| G4110% C$_& ()-4110% C$ & ()-4110% C$_& ()-4)8+8+8, 8-8.8/ 808t X<I 11110% C$_
& ()-4L10% C$.& ()-4110% CS_& ()-41 10% C$_& ()- 41 10% C$_& ()- 41 10% C$_& ()-
41 109% $ABPI6 4081 30838485868"Ba<I 10% C$_&' () - 41 10% C$_& () - 4MJ

! G5l O%Mléﬂoﬁ’f'&p%@a‘ﬁti‘ﬂ|‘téﬂ|&0%ﬂ:$dﬁférbhﬁ§ﬁﬁ§8%% & of ~omeges tro

8<8=8t X<| 10% C$_& | 10% C$_& () - 41 10% C_& !&()-4|
10% Csagetaje antbecetsiothétrialicelon C$_& () - 4= 8>8’>8@A888C82’\B&<I 10% C$ & ()-4l
10% C$_& ()-4110% C$_& () - 4M

| G 10% C$_& ()-4110% C$_& () - ACSDSESFSG8HSI 818t X<I 10% C$_ & 110% C$_& ()-4

0% C$ Wdrﬁeﬁ’fM\%O/w%_ﬁﬁe(nbgéh&&‘yﬂé@ﬁel&néﬂtré’ﬂyl&o/éﬁ_r@sm'o‘ffls@i drivedit 10%
& ()-A4J8KBL8MBNSCBPSz B&<I 10% C$ & () - Ar10% C$ AI10%C$ & () - 41 10%C$

_& () -gedquential estrogen- progestogen treatment They received 30 pg of ethinyl estradiol

0% C$ R8S8 8 % C3 0% 0%
L s VI G T EAhE R hey B e ates Sl o sbi o1
B) 67628 AR) Lalinkiof Combirkef s it &b 1%@& 5 oGP ekiutdh 4% 5. &

| & 8_8cliasaadisga agetades U doges wendas fgllows0% C3 &' () -4110% C$_ & ()-4110% C
$ & ()-4110%CS & ()-4110%Cs & ()-4110% C$_& ()-49g8h8i 8j 808t 8zZ: T8I 10% C$_
&1 10% C$ & ()-4110%C$ & ()-4110%C$ & ()-4110%C$ & ()-4M

| Gt 8v81Eme 8&8&galé/etétéoﬁﬁg0$ & ()-40.40%.25_1806) | 41| 10%.63 & |( nd! 10% C$_& ()
-4110% C$_& ()-4110% C$_& () $ & () 4888888z7>gK/[ | 10(%#&0%_(3_&' ()-4

110% C$_& () - 4|10%($&() 41 10% Vi

| 388 4 541369 ' ()-4110%

c$_ & (- 5 F12te, Y 877" 4|?10%_C$_8 “4110% c$_& (

)-4110% C$_& () -4l 10% C$_& 10

| G38888888gK/ | 1 10% C$_& () )-la1110%Ics & ()L 41l10% c$_& () - 4110
) - 41

& ( !
% C$_& ()-4110% C$_& ()-4110% C$_& () - 4888888z BgK/ 1110% C$_| 10% C$_& () - 4l
) - 4MD
%9{3“0%(3 & ()-4110% C$_& ()-48888888cG | 110% C$_| 10% C$_& () - 41 10% C$_& ()
- 41 10% C$_ & ()-4l 10%(1% & ()-4110% C$_& ()-4110% C$_& () 48888880G 1| 10% C$

| 10% 41 101 10% 0% 10(V -4]1 10% C$_& 4]
10% @% %é&ﬁ%&%&’/ﬁs Eﬁ”é Wﬁ*%@%é‘”&‘t’? 9 96 §C$_& () - 40l (12)% C
$_& () ﬂ@tel\%/&%r&a(tﬁerﬁ Mltlc ; Bauss, of 7 days, followed by a 2nd freatment cycle

| G8888888pT/ | 10% C$ | 10508 &t () - 4P 105 O3 @ () - 4PT0% C$_& () -
41 10% C$_& () - 4l 10%C$ & () 4110% C$_&' ()- 488888882AB&II10%C$ & ()-4110% C

() |10%c§ Eé.?; 10% C$ & -4110% C$_& () - 4M
8 PR "&’W % PRS00 C5_ & () - 41 10% C$_& () - 4I10%C$&()

4I 10% 3 aqe(ae@ 108eshrafide) ofthd Rt iatioR éﬁer%&&%ﬁﬁé%r%a%éﬁt)&&éﬁh& 16t 10% G5
()-4110%C$_& ()-4110% C$ & ()-4110% CH_&
| G88388388pPihe Rnddreatmeni gycie;10% C$_&' () - 4| 10% C$_& ()-4110% C$_& ()-4110%
_C$_ & ()-4110%C$_& ()-4110% C$_& ()-4888888z7>pPOI 11 11 10% C$_& () - 41 10% C$
& ()-4110%C$ & ()-4MI 1 G 10% C$_& () - 4889999
9g@01 11 11 10% C$_& ()-4110% Cs_& ()-4110% C$_& ()-4110% C_& ()-4110% C$_& (
)-4110% C$_& ()-4 99 9999Y>R01 11 11 10% C$_& () - 4M
1 10% C$_& ()-4110%C$ & ()-4110% C$_& ()-499 9"9'9/9;9}\:011 S
n$10%& ()- SL$&I0%H& ()- SPL$&IO%H& ()- SL$&L0%t& () -



SL$&10%#& ()- 110% C$_& ()-4; 9=9?9E91 9a9¢c9| [: 011 S$T. e10%&' ()-"
- SHI"10%t& ()- S $10%F& ()-R S$10%48 ()-R S$10%t& () -

Sn$10%t& () - c9u99999999| [ NA4l 110" 10" 10" SL$(/10% & ()-x L$(/ 10%& () - x
OL$(/10%t& ()-x SKL$(/109%+#& ()-x SL$(/10% & ()-x999< <bBLCMJ| [ : - 4107?!
S@#lO%?m& r(l§tolpg@mmmxa&w pf the endarpetrigny pn biopsyilgstween dhe y17th and

- #10%R0 h (1%70(@@98@&/& —FFbA410’?I S YO0YEH& ()-F YO0YEH& ()-F
A9 @Y4.09 E jh day- '()-" S3109&H#& ()-107?! 102! FGHI 1 J|[: A4107!
S@ Y0%& ()- SS(109EHE& ()- &SYAOUEHE ()- S&$U0% & ()- IAOYEHE ()-

94 09EH#E ()- JZJJAKCK LLL L|[ NA41O10E#10E#10E# 29409E#& () - 29409%&' () -
Sszy&'ﬁbﬁ%tﬂt)s showthalooess ()- @ 90%E#& ()- LLhLLMXMZM [ : NA41010

S0k b %*%ﬁ%&%%%ﬁ%ﬁﬁa%?ééﬁé%&d%m??%@%éﬁ%m jé Yoo -

S @ 10%th& X )prodilicts.1 THeYdoée -neBes@i0t YPrevantSafseRRLE  diAhERSfuation
S(10% %' ()- SL' @10% % () VA0%Br 9B& ()- _S' TH10% IR &p S t10% % () -
SF@tlo%h%%Pf@) tmdmmotmtmwﬁnﬁswsw@/amwa 3 yo/dagianaptgproducts
sowlow(ﬁb )1 0 Sf/ @10% % ()- Sf,, mL0% %& () -

S* @10% % Ti TTTTTTU, WU410 9%40%& ()-$ 940%:& ()-$

SS10%# & tfansidiiation %0t sddmemudin(td se%?éiﬁﬂ;D&(ﬁ&’&néinurW KESAplete: witht 10
+OQ0UBHSE' () - +YA0YEHER ()- S YA0URH@E ()-$ YA0%R#2& ()-$ St 9A0%t& () $
oD og #( Loty -rEedyGts kstartisg) fr#m/ lume/dayait enpreases for dhg shighestseasepstd

Sf 100/#&,‘(‘%[%8‘&0100#0100#0 +OA0YOHOR' () - # WA /| [:vU410 S SSm

109%4& () - 1094&' ()-S S10%#& ()-S S3  10%& ()- S: 10%& ()-
S@#lOW#&rbl)feratlonFaemﬂ[y \ehipt€ssBAShY #heYdinber Df SBtd68¢ 8N (theSgiahtdésmes () - S
S@#10%:& () - SSHIOWE () - S S#lO‘V%g aI\/bbbcAc| vU410 S Sf, MLO%#& ()- S
S( 10948 PP sts&tor Q)O/@& )S%O@Ja‘# ysﬂ@%@@é@()ace@fe than by

o SrosishitadiitiL GE6GRE Midds Do langer pepurs in women tieated with a dose |

DY (e)qda#tdimﬂgmtér)tham@%ﬂg(d)ay of Ity dstrol Acetbismtiereas mitoses @fe-4. #10%t

§ QIS T o RS 55

S 109%8& ()- S109& ()-S S@O0WRE ()- S @10%& ()- S@10%t& () -

Sy1l0%&' ()-10#dd ee! eOeleDekS73

Sv @ oV¥&can tiisrefare wRciudedhal abie I¢ys! ©f thagdndem@etriundradimegast(ol acetde Tecer es
ey ees . ..

si@o% Glratinme (3°Y3tra dten?y - SRIRBADIE: (18- At ec] ) SARIE N ceex X @
Py AL @4P&ormafivrglie ‘V@/&nf))aréb?é’ @ @7 Emiehedi L AkltEté ) is Ocenaerfizyl f By very

D&" 109BY& () - $100/<:30m§°I

$10985toTg aptandotigany antipaliferpdive retitgLose ()-Of fffffffi M 3

' D&M 1098YR () - D&'1098Y%&' ()- D& 1098%&' ()- % " D& 109BY%& ()- D& 109BY& () -
fffffffeE/3 '"D& 1098%& ()- D& 1098%& ()- '"-D& 1098%& ()- D& 1098%&' ()-
D& 109BY%&' ()- fffffffgeG3D&" 109BY%& ()- ' "D& 1098%& ()- D& 1098%& () -

D& 1098%&' ()- '"D& 1098%& ()- gggg/ g6g<geE+3D&" 1098%&' () - D&" 1098Y%&' () -

D& 1098%&' ()- D& 1098%& ()- '"-D& 109BY%& ()- D& 109BY& () -



<g=gKgQy\WgXgwg} ghL, 3D&" 10989%& ()- D&" 109BY%& ()- ' " D&" 109BY& ()-

D& 109%8%& ()- D&"1098%: ()- '"}g9ggegggeG 3D&" 109%8%& ()- ' " D&" 109B%& () -
D&' 10989& ()- D& 109B9%& ()- ' "D& 10989 ()- gggggggggvU4D&' 31098& () -
910988 ()-%9, 1098& ()- Fy10%8& ()-108%108%108% 5! 109%8%: () - ggggsh;

TooseTRRIS & 0 RelAY Y\ ARFHTRARS o Benatiisior {Bhys) afted Ebsation of s

10% Sirehtidend 10%& ()-9 °S 10% & () - 9hhhhhh|
| SWSLOYSL0% & () - S109% & () -1S10% & () - SL0W & () - S10% & () -
P00 # )i *i xX@109810% & () - S109% & () - S10% & () - S10% & () - *i 0i 6i 7i =i Gi Di Ji p

X<S1 1094 & (3 ~-S10%4-& () —S10%-& () —S10% & {)—S10%-& () —FH-P-Q-R-Xfiii4 1) 10
% & ()- @8f10%&() Ylo%&()

Y1094 &Progestagang: |( ) - SlO%&()-iiiiiii@gsﬁ)%‘g!qaﬂtb%&() 109 & ()-109% & ()-!
| 81098 & ()-109 & ()-iiiijjjihL,108& ()-10%& ()-

10% & ()-10% & ()[-10% &[() - jjsjvjamujeulo%&()-

109% & ()-10% & ()- 1®98 &|(0.25 0.5 1.0 2.0 2.5 5 10

10% & ()-Ui\jcjdjfijjeE+10% & ()-10% & ()-109% & ()- 0% & () -

- 10%& ()~ J.U"/O&() jjjﬂ[”nr_ 0% & (|- 10% & ()

1098 & (Ja's 11114 ElKe W& ()-

10%6@@: %gaﬁoi o %4.3 i 0.5 19@%5 ‘ﬂ Gy1p 32 | 43 | 38
kkkkH 10%& -11 9 %’)5 1008 %0() -|tPe& ()-+ |02 |+ 04 108
- 1098[& () - m%&-()-o Tk kwkk cribe & (210% & (}- 5100 ()- @
oMo & ()- S/T104 & ()] 10% & ()-' KkkkkkkKkS7103)510% & () - 03§510%
& () | epwibasisors -|&3w5a 096 & () - ByRL0% (& @)0 kkki 8.8 1| | sXK{10%By501&18.53y510%
& () - 3ypétae% & ()-3yRE0% & () -3¥508% & ()- | 11kio"3 (11171983 4809 &0(3 -

y10%& ()- y10% & ()- 7,s10% & ()- Yy109% &|() - 10
[ N THzZH{tz 73 y109 & 71 yI09-& )= &)= v &)= v1i09% &) -
y10% & () - IIIIIIIIhLle%&()

5 Table 2 : Evaluation of the number of mitoses

(% of section with mitoses present)

Dose (mg/day)

0.1 0.25 0,5 1 2 2.5 5 10
Nomegestrol
acetate 50 50 0 0 0 0 0 30
Glands
Chlormadinone
acetate 90 50 0 0 0

10 EXAMPLE lll

A study was conducted for testing the effects on the endometrium of the continuous
combined combination of a dose of oral estradiol equivalent to 1.5 mg and several
doses of nomegestrol acetate.

15
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10 performing a biopsy of the endometrium before and at the end of treatment.

The percentage of the women not presenting any genital bleeding during the entire
treatment was respectively 40 - 42.5 - 58.1 - 52.4 and 68.1%, with doses of 0.125 -
0.625 - 1.25 - 2.6 and 5 mg of nomegestrol acetate per day. The percentages

15 observed are not statistically different between groups, but the relation between dose
and incidence of bleeding is significant.

The accompanying tables show, for each dose of nomegestrol acetate, the results of
ultrasound scans and biopsy of the endometrium carried out at the end of the 6
20 months of treatment.

At the end of treatment, the average thickness of the endometrium is not different
between the groups. The increase in endometrial thickness under treatment is 0.39
mm on average with the lowest dose of nomegestrol acetate. This thickening

25 increases slightly with the dose, reaching 1.56 mm in the group of women receiving 5
mg/day of progestogen, but the relation between the change in thickness and the
change in dose does not reach the threshold of statistical significance.

The biopsies of the endometrium examined at the end of the study did not reveal any

30 proliferative or hyperplasic aspect of the uterine mucosa. The highest percentage of
secretory endometria was observed in women who received the highest dose of
progestogen,; it decreases progressively and statistically significantly with the dose.
On the other hand, the highest percentage of atrophic endometria was found with the
lowest dose of progestogen and it decreases with the dose.
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Table 2 — Histologic appearance of the endometrium after 6 months of continuous treatment with various co

containing oestradiol (2 mg estradiol valerate) and of nomegestrol acetate (NOMAC) at various doses
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Doses of NOMAC
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No endometrium
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A from an estrogen-progestogen combination intended for oral administration and

5 permitting the simultaneous administration of an estrogen component at a dose
ranging from 0.5 to 2 mg, and a progestogen component derived from 18-

norprogesterone at a dose ranging from 0.1 to 1.8 mg, combined with or mixed

with one or more non-toxic, inert, pharmaceutically acceptable excipients.

10 2. Estrogen-progestogen compositions according to claim 1, in which the estrogen
component is free, esterified or alkynylated 173-estradiol or conjugated

estrogens.

3. Estrogen-progestogen compositions according to claim 2, in which the estrogen

15 component is 17p-estradiol.

4. Estrogen-progestogen compositions according to claim 2, in which the estrogen

component is an estradiol ester, for example estradiol valerate.

20 5. Estrogen-progestogen compositions according to claim 2, in which the estrogen
component consists of natural or synthetic conjugated estrogens.

6. Estrogen-progestogen compositions according to claim 2, in which the estrogen
component is ethynyl estradiol.
25
7. Estrogen-progestogen compositions according to one of the claims 1 to 6, in
which the estradiol, the estradiol ester, or the conjugated estrogen, is present at
a dose ranging from 0.5 to 2 mg per unit dose.

30 8. Estrogen-progestogen compositions according to claim 3, in which the free

estradiol is present preferably at a dose of 0.5 to 1.0 mg per unit dose.
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1094 0700 Eetr@danpRodestogalr 66@RpOsitidns according to claim 5, in which the natural or

5 synthetic conjugated estrogen is present preferably at a dose of 0.312 to 0.625
mg per unit dose.

11. Estrogen-progestogen compositions according to claims 1 to 10, in which the

progestogen component is nomegestrol or one of its esters.

10
12. Estrogen-progestogen compositions according to claim 11, in which the
progestogen component is nomegestrol acetate.
13. Estrogen-progestogen compositions according to claims 11 and 12, in which the
15 nomegestrol acetate is present at a dose ranging from 0.1 to 1.0 mg per unit

dose.

14. Estrogen-progestogen compositions according to claims 11 to 13, in which the
nomegestrol acetate is present at a dose between 0.125 and 1.00 mg per unit
20 dose.

15. Use of the estrogen-progestogen mixture according to one of the claims 1 to 14,
for production of a drug intended for the treatment of estrogen deficiencies in
menopausal women.

25

16. Use of the estrogen-progestogen mixture according to one of the claims 1 to 14,
for production of a drug intended for preventing osteoporosis and cardiovascular
diseases in menopausal women.

30 17. Use of the estrogen-progestogen mixture according to one of the claims 1 to 14,
for production of a drug intended to be administered continuously or
intermittently.
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