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USE N-.6540 P. 5 The present invention relates to the field of

--therapeutic chem stry and nore particularly 5 to the field of
pharmaceutics. More precisely, it relates to new pharnaceuti

. conpositions fornmed from an estrogenpyogestogen conbination mmmmlwumumof
correcting estrogen deficiencies in wonen, of all origins,

especially in nenopausal wonen. 10 It relates in particular to arisoss:

estrogen- progest ogen CornNEW IHORMONARCGVPOSITIONt hat it consists of

o Component < of “wnl 6h ar o pr oo BUSRancover v neach o GNANMIIN:

rel ates specifically to novel pharmaceutical conpositions intendegofopr

hor nrone repl acenent therapy for nenopausal wonen, containing as active

i ngr edhengreséntlibveritigessistes (e tikg fiald cfeheabedtid themiztyepeshon patidulatp
esters and_an ?strogenl c, agent selected fromestradiol and its esters and
the chffglivid® Qgﬁfrﬂﬁ‘é?fg'csThl s conbination is intended to be adm nistered
orally, continuously or intermttently. 20 As is well known, the life
expect ancy of wonmen has increased from50 to 80 years in less than a

cent utMQrewiteciealy, it elatascloatpw pharmdceutisaltcompasitisngdoamned femmasesingedhanged.
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cardi @Maﬁ@uﬂsﬁlrandIm@!@é@ecﬁﬁl?hr&mﬁﬁuﬁiwmﬁ&h during the menopause has
t heref ore becone very comon, is 25 adm nistered either orally, or

| d8st If tpiategdn M%@@nt%%ﬁﬂeﬂ?” PERSIESIRASRCCRTRPIpatian, GhAEICtRNiZeY) 'f‘a"HEE'tseenB
bet t ereq h5||s§ eAUniR' AntAAFh Y SdrhBhbih 65; EH%?EFSQ% #Hd an é&&@en the

Sequential replacément therapy”in nenopausal cures nenopausal
synpt dwe.comp@@nts elwhich a@%m@gﬁ@ﬁ siggtanaduslipén @ﬂ@’eunlbdomr di ovascul ar

ol ccarhaciaien SHEFERREID' baf nenditicBiytal torfbSeitgie BRI g8 WiSHBYE,
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271- 28Q)ected TRnPYF&NERarid S este VR the é?f?n’m_:la"t@d ESsgemye been devel oped in
whi ch the two conponents are taken sinul taneousl y, either continuously or

intermttently, the progestogen having the effect of permanently countering
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of the ‘endonetr consequence bsence 0 dra bl eedi ng
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AFFI NIid§3 ehala ceAQPB) whbi‘é%l’sethlesa\ﬁ&agélchyéebf ioAbet P &g nistiopa (ST NaBERSE et
al ., 1996) and bl eed frequency is | ow and decreases W|th time (Pl EGSA et

al .. 1d@rgegaRRusOMERAPend ggareathiceRhelr [ig in a skl esijagenidsfisiontpe of
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aI nown.that, this t oft ctsbonemas [ N et al.,
G ER ehéy B Breal ST B S5TSasn 2RRdRR, SveliabeStof 1 o
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menopause i s already of long standing. It can be prescribed to alter nat e

wth sb‘iﬁﬁ%ntl al conbinations for inproving the |ong-term adherence to

hor mone repl acenent therapy at the nenopause. 25 In sequential treatnents,
t he dose of progestogen selected is that which leads in the long termto

| ess tBequarviabiepacement tharapyyipengnarsiusalivementoeirgs mgaspaggah symptoms. It

ni stere nor.e th 1 er cyc n I
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to be used in conbined repl acenent therapy |s general | y deduced from what
is usually prescribed in sequential reginens. Exanples of this are
m croni zed progesterone, didrogesterone (FOX H, BAAK J., VAN DE WEI 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 medr oxyprogesterone acetate (BOCANERA R, BEN J., COFONE
M, GUNLE I., MAILAND D., SCSA M, POUDES G, ROBERTI A, BISOT.,
EZPELETA D., PUCHE R TOZZI NI R, 7th Inter natlonal Congress of the
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adv Y%E|A&3I]% drogenic and estrogenic activity; 25 - IikeNfd§48erﬁvatives
of 17a-hydroxyprogesterone, it has a pure pharmacol ogical profile, but in
-scontrast to the latter, it has a powerful antigonadotropic effect. It

bel ongs to the category of progestogens described as hybrids (OETTEL et
~al., 1999) that do not have adverse ngtabolic effects since the 17a-ethinyl
function is absent, and 30 that conbine the advantages of the derivatives
of progesterone with those of nore nodern derivatives of

19- noguRstile FoeWwonRn whékerhenopa@edis Idcent bt A3t Aofalwdyd wellmcoeptetnin the
sequentlal adm nistration in the nmengpause at a dose ofngﬂﬁkﬁié iLﬂ:ﬁzdays
per  cyeiIGtenmn waisikoparHy iexplains:the pepr aé@erﬁpﬁe@ te tmatnggb A
possi |d e n i hyper pl asia as shown in a nultl-centre
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st udy ©oh year HOVAS J. L., BERNARD AM, DENIS C., 7th
| nt er nati onal Cbngress on the 5 Menopause, Stockholm 20-24 June 1993,
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Conpar ative eval uation of two percutaneous estradiol gels in conbination
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which is presented accord IB& to an active formul ati on by ﬁﬁ oral rqute. It
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acet at ree or 'esterified estr or ‘equi ne conj uga ed est rogens,
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admi ni stration. The present 1nvention also relates to the use_ of the

comoﬁ%ﬁ%ﬁémamdd(%w ehali 198RL i s jalsor kieown thatcthisofyrsr ok ieathoen
def | ol GRAAS bdrid MRBSPEAKEN P 0T 088! SIRENCRE 218NBo9! HART! &VaRCYHoS

di seases 1 n nmenopausal "wonen he present Inventioh is also
char acRECKERIet al. 21098)i ~ 2003 13;14 N-.5540 P. 9 5 a) inthat it relates to
aqggstrogen-progestogen conbi nation different fromthose descri bed

iously for the sanme type of indications. Some patents claimthe use of
e?]t I 0gEhis regpest ﬁ\githnmctjlmioda']t Isqsaﬂiadatlgv suitakie YOrfwomeaSp/blmsenm()Sggopmfeaqsy in
t he menopause, This applies r exanple to patents US 5 5
30026 PRSI STRERS ot 67 B il B PO p AIRAIP (W OCRBGBIRD el CorRISTYAD: <
with Cfb"f‘”ﬁﬁﬁro@fn { e dBﬁ Seh adKerafdd U8 hBEhEE SiRbicertiaing Mefdby2RP! fhes t o
patents filed | the USA (US 4820831 A and RE 36247) and in Europe (EP 136
011 ) menppRausfane of PLUNKETT. These patents claimthe use of numerous
esjg ogens and nunerous progestogens in replacenent therapy in the

nmenopause. |t appears, 10 however, that these clains do not cover the use
of alllnt heqtmragae:t:teggnestspthd uesmné pmaguitdgmn salectad i itlcatrvehisbrieadmioh the t he

ot her and f or sc d | e easqns nec th the rdi ng of
CheC ol BRe Y Bolesd iian: 480 it SomERRE TR T WESR he plabestran e’ o
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approach es not seem adhi ssible since t ri‘ous 15 progestogens are
char actes:en\ww es{rogen yepliatemeahthesapy MEHETEHEAR epebr i/l Bepeatd Med.i 983t
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of actlve doses of different progestogens proposed in three different
patents (Table 1 ). It can be seen that the lower limt for the various
progestogens ranges in a ratio of 2.4 to 20 50 whereas the upper dose
ranges in a ratio of 1 to 50. Accordingly, for indications of the sane
type, the dose ranges vary considerably fromone patent to another, which
shows that the equival ence system does not lend credibility to the

rel ati onships that m ght be found between progestogens. 25 2) In addition,
it mght legitimately be thought that the doses clai med ought to be based
on previously published and generally accepted pharnacol ogi cal andl or
clinical data NDM/ |f we con5|der the doses deflned as |n the PLUNKETT
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s 0 tf‘neraplsts, however, favour using it intermittently, for example 25 days per month
(BIRKAUSER M. et al.: Hormone replacement: well-founded indication and individual
15  treatment regimens are decisive for successful treatment, Méd. et Hyg., 1995, 53: 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, nomegestroi 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 {o 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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C_ C R ueadn BeqWbMlidt fRninfstration th BeOmanopa®e at a dose of 5 mg/day, 12 days

10

16

20

25

30

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
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
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.

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.

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
combination, active orally, with combined administration. The present invention also
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,

The present invention is also characterized:
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connected with the clains 1) In the aforenentioned US patents, clains 1 and
=2 are oriented towards continuous treatnent; the only progestogens cl ai ned
are dl -norgestrel and | evonorgestrel. The subsequent clains relate to

_ plurisequential intermttent treatnegt, i.e. a therapeutic reginmen
different fromthat proposed in the present patent application. For this

| ast-menti oned type of therapeutic reginmen, a |arger nunber of progestogens
i s clgi madhabittreldies to ah éﬁrdﬁé&ﬁﬁﬁ@e@légéh Ebhﬂdnaﬁon différent fionP Rddee
version of the Markush t e said clains of the reissue cited and it
does notdesrcrllmlepmg@ytfpbrheﬁameftypeetfém@catwns-he Eur opean patent only
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cl ai E?i&'ar %gtf%ﬁést g%ﬁ)l ntht%ag?es%?gelsygggb'ﬁgi%ﬁ%%y o{nbﬁﬁggﬁex aﬁ"c‘ia%?)gtfé}gf erred

to i nretpta%en:-ceent mﬂnerémcen atgel menopaegrsThisl appiles for examp& t® puiénteppSar in

t e ts of praoges at can be use estrol acetate is
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power that is reflected | evel of the endonmetriu ron

ant i npatsniscliledin the SJSa‘nZ!JS |4ﬁ2@8)31‘s éoﬁf@hB& 3624} roAdD mmgﬁ%@%m actn
Accor glnglne bt pUNIETPEThESEIRAAO ddIfy Bd'SEe RIAARALARE EARANL Q! T eve

there'i's a cofrespon ence 0 ses 1 On to anot hel progestogen,
t akennarseraiseprogestogams onl yepglaceamnemindioerapy Mor dloe emenopaesgesitr appearst ate i s

racterize y. very good  tol erance; it does not have any action on the
Bt ey Matiinese ddimands Tl SR ie e LI Bevassratses endig one
coaguhgﬁd 4Br fs@létn‘ﬂfné 1RSSR bk t'h§ Mﬁ@?’ l‘étndhfcﬁhéiﬁerﬂ%eénd fl@dhltﬂé%&s
described in the present patent application and for long-termtreatnents

(L~ Asmnmtedawnblthe wooding of the elaimpeicthess twepgtentgsor t ant, since t he
001 2h] $fie i (3 of RRERYR: BlogdBloidnk SPHACENTA cdARERESIM ohe drlRelr !

t ox1 ¢ PpoOSSI oyl n ose are as OSSI 1's cohmbn to
al | ttrds aaisetlevorimgéttra rratspambrpaalmmesmdstoéeemetdmssmlnefime tie eariomny

ATt PSS IRSBOR T IATAEIo R BY OB PReiAT RRerPaGARPIESEPIOGEIT 1= 2h have

consegu%se&ofdérdube%e AE9821d idkThby angs{chfbf Sihfifle BAY QirRfly 84HiPalBRES DIMid C
effec For the sanme reasons as those nentioned above, none of the many

publ i EnReEsHlity becomes svident dnwenernsides Shirapaes 1ob Acivatdosas i diffeiepbause

i tn BB dRRsERGTEA R i sFRRER 0B Wl ssdo p. "15 nomegestrol

ac et attecani behsean ﬁ'eeﬁrtlurgmerﬂmntsfoam varpusrogesiogers raogesirba ratto afris4 &6

SEonEP Rt Ho6s 4% HReR 6BR indtsThEh Fale GER Ve 0, FocBisingl. 187 iclcas 7

1997 tHeARamet typk, thel 488e ra@@eseeanya@hn@ldeam TR @uespatant (oAGRdther Qvisith al . |

1998 of 5 estradi ol and norgestrel (V\U_F and, PLUNKETT, 1994 of

est raél’%\r\’s\)B%F"&ﬂ eqawale@ﬁrao? fnes Relelend cremhlibHton e T‘?i@JBTERQ\‘“PSﬁ@é of
eqU| nf’hl@%é’ﬂﬁh@% 9€}:Sé?,snedroxyprogesterone acet ate (REUBI NCFF et
al ., 5; WOLFS a F 19 M ZUNUMA et al., 1997) or nedrogestone

(RECKER et al ., 1999) 10 b) in that it is an estrogen-progestogen
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Conpaoy pﬂealdmlyapablidbuedaamd)rgenéraﬂytarcadpteu phainaesgeal raaulommmebdiam
conbi n d acerrent trren of the no e range, of dosges, cl ai ned
on ¢ haladf WeaFonaes Besaasrecdeiareht in 114 BLHBKE oS PA b an G55ty bE

Seque%bﬁﬂthhf Qﬁttﬂﬁ%a{]&r&r'%?%a%é@ﬂh% §cth% §os7e§ FiblisREd é’% ﬁﬁfaeéﬁéﬂl)é 2.5
Clinical trial's on a |arger scal e showed, unexpect edl t hat- nuch | ower

ny.
doses beforadhese patarits aese &ﬂ@ (NEIMANDE 1i917) yr fnaenrecentiyy il . 1@@6)7garewer e

ahle to ensure e tr| atro Qod contro 1 Thi s
305 VBRp P SiReRDBECR R M BleLy PR SR iaRERe oB0ed i efleBBa B 20
acetamgnﬁaafbeuﬂumnme dpbsipped, 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 sonewhat different in the
estrogen/ progestogen ratio, i.e. 0.512 instead of 6:1. 25 c) the nethod of
manuf acture of suitable pharmaceutical forns. The invention relates to a
met hod of manufacture in which the two active ingredients can be conbi ned
in the sane pharnaceutical form The conpositions according to the
i nvention, based on nonegestrol acetate and free 30 or esterified
estradiol, or conjugated estrogens, are adm nistered continuously or
intermttently (from21 to 28 days per nonth). According to a particul ar



mﬂﬁcW'WSZMﬁe‘%?édenark for an equinolar m xture of isoner 3?5540 P10

[ 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 |actosel PVP

m xture sold under the nane Ludipress. The binders for conpaction are
. generally mcrocrystalline celluloseg such as those sold under the nanes

AVI CEL PH 101 or AVICEL PH 102. 24.Juin 2003 13.20 13 N-.5540 P. 17

Pol yvi nyl pyrrol i done al so plays an inportant role, facilitating the

aggl onerati on of powders and compaction of the nmass. The

pol yvi nyl pyrrolidones used for this purpose have nol ecul ar wei ght between

10000 Thisds enks isc Alsasvatigyif dvm dakekinte i arsaunt ipstaad afdbaeagtive doges a0, 5
The . xt.k I t | i anh ' S ' Levent
2g01 oREr IR OB FAR' Befihet i 280 Joke Sirt) AblgpsRR0 oL Srefiehte REFYETS
conne¢tawa3)col | oidal silicas sold under the names AERCSIL 100 or AERCSIL
200. The m xture al so contains disintegrating agents which permt
disintegration or crunbling conplying with pharnaceutical standards. The
foll owi ng may be 10 nentioned as useful disintegrating agents: crvsslinked
vi nyl pyrrolidone polynmers such as those sold under the nanes Pol ypl asdone
or Pol yclar AT, carboxynethyl starches such as those sold under the nanes
Am jel or Explotab, and crosslinked carboxynethyl cellul oses such as the
conmpound sol d under the name AC-DI -SOL. In addition, the preparation
contains lubricating agents which facilitate conpaction 15 and ejection of
the tablet in the tableting machines. As |ubricating agents we may nention
gl ycerol palnmtostearate sold under the name Precirol, magnesi um stearate,
stearic acid or talc. After conpaction, the tablets can be coated to
increase their storage life or nmake themeasier to swallow. 20 The coating
agents are either cellulosic such as cellulose phthalate (Sepifilm
Pharmacoat), or polyvinylic of the type OPADRY PVA or Sepifilm ECL, or
saccharosi ¢ such as sugar for sugar-coating of the type S~pisperse 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 mneral, vegetable or
synthetic colorants (for exanple quinoline yellow |ake or E 104 or iron
oxi des). The proportions of the various constituents vary dependi ng on the
type of tablet to be produced. 30 The diluents vary from20 to 75% of the
total mass, the slip agents fromO.1 to 2% of the total nass, the
conpaction binders vary from2 to 20% pvlyvinylpyrrolidone fromO0.5 to
15% the disintegrating agents vary from2 to 5.5%for crosslinked
pol yvi nyl pyrrol i done or for carboxymethyl starch, and from2.0 to 3.0% for
croscarnel | ose. 24,Juio 2003 13.21 N-.6640 P. 18 14 The quantities of
| ubricating agents vary dependi ng on the nature of the agent fromO0.1 to
3.0% The conpositions according to the invention are intended to be
adm ni stered once a day. However, depending on therapeutic requirenents,
adm ni stration can be split up 5 (twice per day) or, conversely, repeated
(two tablets per day). The followi ng exanples illustrate the invention.
They do not Iimt it in any way. EXAMPLE 1. exanples of fornulations The
conbi nati on of nonegestrol acetate and estradiol is presented in the form
of 10 bare or filmcoated tablets. The m xture of ingredients can either be
submitted to direct conmpaction, or a prem x of estradiol can be produced
first, then incorporating the nonegestrol acetate and the rest of the
excipients in dry form The estradiol prem x ~s made by dissolving the
estradiol in an alcoholic solution of mcrocrystalline cellulose, PVP and
| actose) 15 followed by drying, grinding and sizing. This nmethod is
advant ageous because the tablets that are manufactured starting from an
estradiol prem x exhibit an estradiol solution profile that is
significantly inproved relative to those nmade by direct conpaction. 20 The
final m xture can contain from1.5 to 5% of estradiol in povidone (5 to
25%, mcrocrystalline cellulose (5 to 15% and | actose (gsf 100% . It may
be advant ageous tv add an anti oxi dant such as al pha-tocopherol or ascorbic
acid, during production of the premx. 25 . The follow ng may be nenti oned
as exanpl es of prem xes: FORMJULATIONSIin ng ! 1 TabletinEstradiol 1.501. 82PVP
K2513. 5016. 36Lact ose 819560. 0072. 73M crocrystal line cel |l ul ose7.509. 09TOTAL,
DRY82. 50100. 00 24, Juin 2003 13 21 1J.5540 P. 19 15 This prem x i s added
to the final mxture to obtain a tablet by direct conpaction. The bare,
finished tablets generally weigh from60 to 200 ng and have the foll ow ng
conplete formula: 5 FORMIULATI ONS OF THE BARE TABLETS Conposition In ngl per
tablet - Estradiol (premx gsf)0.2 to 2.0- Nomegestrol acetate0.100 to

a NN PN ~ 1 1 _ " 1 _ 1 e AN 2 PN NN N ~ . o NN 2 A NN PN



FARMU AT 3 ngl | tab. 185 myOF15Est radi of 1. 5000. 811Nonkgdett o+ 11
acetate0. 'l 250. 038Lact osel31. 79071. 238Cel | ul ose (Avicel PH

»107) 27. 81015. 03220 Povi done (K25)13.5007. 297Pr eci r ol

AT052. 7801. 503Col | oi dal silica (Aerosil 200)1.0000.540Crospovi done
_(Pol ypl asdone XL)~6.0003. 243 25 TOTAL 185.00 100.00 24.Juin 2003 13.22 5
10 15 20 25 30 N-.5540 F. 20 16 Exammie of formulations (UF = unit
formul ati on~, ~ tablets of 185 m g FORMULATI ONS Estradi ol Nonegestrol

acet af ﬁ? actose Cellul ose (Avicel PH 101) Povidone (K25) Precirol ATO5
ol | Obds ihhdsf) bf HeVdriodd BloddABHON BRI LR PRI Whefatelds MOl ! tab.
ng OFg—5886-—2+86—2~0—0391-36—F8+4+3—03432P+3++1364—5662—4322—+5%4 5001. 0000
. 5406. O0PR RS éﬁﬁgq185 00 1@Q: amule of f Rag) 1UF = ni t
fornulatlgh), egblets of| 120 ggjggkNULAT ONSOF g§|1 ??E i ngOFEst r ad
i ol 1]5001. 250Nonegest rol | acet at e0. 2501. Of2LactMime84. 00070. M@@CEII | ose
(Avi ¢el PH 101 ) 11.2509. B75Povi done (K25]13.50011. 250%ilice coll oYdal e
(Aer ¢sil 2Q0dor 9@}833Crospngﬂgpggapol pl asdgpe XL) 3. 000232500Magnesi um
st eafat el.;Q Po | cl. 300% eanc agid 5 100
AC 50VQ&2. %? né %FALlZ male of EgrnulationsNépF = dnit
formyl ati on) ™9 éts of 1a0 ng LATIONS 35 Est radi ol megestjr ol
acet ate Lactose Cel lul osg (Avicel PH 101} OF ngll tab.] 120 ng OF
0. 5000. 4170G2508:5021%9. 0)074“&ﬁ§y@7ﬁﬂ514 062 s584. Juir 200375.3. 22 |Povi done
(K25) Col | oidabdsik! | ca (Aer A 1Cr ogpovi dqge (Pollypl asgpne XL)
Magngsi um st earate (vege able 5 Talc Ste¢aric acid AC/50VG (vegetable)
TOTAL 17 N 6640 P 21 4 50:&% 56% 0
8333.{0002. . 83314000 02. (83 12§P00 104. 00 Exanrle of
formyl atio ﬁ°@ﬁ'§ unit | Zgﬁ alpl et s 80 ny EATICNS OF nyl
tab. |80 OF Jo 15 20 2% 30_35 Estradlol0.500b.625NodegestroI
acet 4t e0. 2%6009e88%bEl | dop 25X BBYE7WI5 adt ose W§9. 73574, 66981 | ul dse
(Avi del Phketodgsegestob15. POOCERIPHP doine( Bol ypl &3done 100
XL) 0.]18001. 000Tal c0. 7000. 875Col | oi dal silijca (Aerosi
200) 4. 44008 Ge0NEgoesi um $t eale@ 85/(178et aljl e) 0. 3000. 87HTOTALEE. 010d. 00
Exanyjl e ofNdresthistesine ons =ERAR2860axInul 4t i on) ,85t abl etls of BO nss
F(Rl\/ﬂJLATI Mpeshibteanie ol megeUUNKERT et atle Kol hs@on 25 Lactios®e M del | ul ose
(Avidel PH 101) Crospovi glone(Pol ypl asdong XL) Talc Coljoidal silida
(Aerdsil D. 8 00
1 o0ds, DNaRutEn TRl (o8 SR e 7 dar- 2/ %0- 0
5. 000, 8004, 9000, 7000. 8730. 440058579104 200 300
Norgestrel PLUNKETT 50 150
Ethynodiol diacetate PLUNKETT 100 1000
Dihydrogesterone PLUNKETT 5000 30000
MPA PLUNKETT 1000 15000
Norethynodrel PLUNKETT 200 5000
Allylestrenol PLUNKETT 1000 10000
Lynestrenol PLUNKETT 100 2000
Quingestanol Acetate PLUNKETT 50 1000
Medrogestone PLUNKETT 1000 10000
Norgestrienone PLUNKETT 20 200
Dimethisterone PLUNKETT 500 15000
Ethisterone PLUNKETT 1000 25000
Ciproterone Acetate PLUNKETT 100 10000
Ciproterone Acetate WQ 95/17194 100 200




Zﬂlﬂi’iiﬁ 2?(983' 31::]%.623 18 Magnesi um stearate (vegetabl e) TOTALN%).5%Q) 8%‘. 68)

N. 6640 P. 22 0.875 100.00 These tablets can be filmcoated with, for
exanple_5 - filmcoating agents based on aol yvinyl al cohol of the type
OPADRY PVA "npisture barrrer™ (polyvinyl alcohol, titanijum di oxide,
~purified talcl, |ecithih, xanthan gum pignents, |acquerg), or filmcoating
agents based pn cel %1 dse og the type SEPIFILM L. P. B4 H MC. 10
(hydr oxypr opy] net hylgel ul o®e)], mcrocrystalline ce&ul osé stearic acid,
pi gments, | acque_rls). anple Il 15 20 25 Dissociation of|f tHe antimitotic
and di fferent) atggng f nonegestrol acetate on t dometrial cell
Wnen who werp [Enopau , 't her naturally or as a result oof surgery)
underwent sequenti aloegiliio - progestogen treatnent. Th secei ved 30 pg of
et hi nyl estrafdiol frdm tig@ D12, then fromthe 13th30 het 22nd day t hey
recei ved the pane doge ; inyI estradi ol conbi ned &i th various doses of
nonmegestrol afet at e “or [ di none acetate. The doses L-e as follows:
nonegestrol agetate, 0.1l. 250. 512. 55and10chl or madi none Bcet at e, ny
1 0. 10. 5125and[l0 The purfbeiiiof wonen was ween 2 and 11| débending on the
groups. There|was then a erapeutic pau of 7 days, follaned by a 2nd
treatnent cycle. 30 g‘he ggers j@iht o accountowef ez —~ the delay in
occurrence of manstrguati Ser stgpgln r eat nent ter t§‘| ¥ 1 st and the
2nd treatnent|cycle;& [244fGi 0 2003 . 5540 P. 10 -s £i he histol ogic
appear ance of |t he eridoretiitum on bi opsy ween the 17th arE:I;t he 20t h day
of the second]|cycl e—H : f f org &ppear ance of
menstruati on glep@nds or] the dose and is simlar for the p Q‘Xducts The
dose necessary tx prgvgnt appearance of menstruation ef ol en-tghe end of
treatnent is betweeng0.[2 &&E @ 3 nyl d@y for both prodgctf Hable 1);
t ransf or magi op 0¥ ths gndomet Ff um i nt® secretory endcmet i ,.l s conpl ete
with 10 bo®h progucts startlng from1l nmg/day; it decreasps b'r t he hi ghest
doses (10 | daye; prolli 3 ity expressed by fh unber of
mtoseg |n:?h< )g; and.ce “f“‘“”‘i; be nore strongly nﬁ:@ ted by
nonmegest r oy a¢ %\Me Eha I‘; jbne acetate. Mtos|s#& | onger occurs
in wonen t.geafe tB 3 Mgy 0 or greater than 0§§ng/day of
nonegest r olL a¢ etEte ‘gﬁ%  still present wih g'sdaily dose of
1%ng/ day of chl oEmadEng i We can therkfaf & concl ude t hat
at the levegl ¢f Zhe end e acetate and chgogﬁ' madi none
acetate arg n¢t conparg Jiy ik secretory 20 trg@sformatl on is
conpar abl egbuj nonmegest H ik hafiiact eri zed by veryssdrong
antimtotig apd anti et 24. Jui n220p3 ¥3: 24 N. 5540 P.
24 20 Tabl@ 1). Detag i i :3‘ truation (gayg) @fﬁ er cessation
of Erteatorrght 1I3r589§s:'68e51 5(2) 5% (233 gZ g:ig(g()fd@m% gestrol
acetate : 15 LG ikt O. s
0. 8ChI or negi ngne acerarfez. 3 t U.52. 0 0.63.03.8 0355 1£%.51 0.5 5
Table 2 : bvaljuation off the nunber, @f nitoss <(:% of segtipn migh mtoses
present) d;esFr o! ;?ace;&@@@a&@gﬁ & Ead BogeSaBeBat ¢ DHFe (nu/day) 0.1
0.25 0, 5 £2[2. 85 0 POSESESCREKIB S L 302 o &
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9%)4 %'n 2(90% I3 b7 10 EXAMPLE |11 A study was conducted for tNaspPArpg tPhe

I 3

effects on the endonetrium of the conti nuous conbi ned conbi nati on of a dose

of oral estradiot equivalent to 1.5 ng and several doses of nomegestrol
acetate. 15 24.Juin 2003 13.24 N. 6640 P. 25 z1 This consisted of
treating, for 6 consecutive nonths) 179 wonen who had been nenopausal for
at least 3 years, with 1.5 ng per day of estradi ol conbined cantinuously
with 5 different doses of nonegestrol acetate: no/ da = #7); 2.5
ng/day (n = 42); 1.26 ng/pday (n = 43); 0.625 ng/day (n = 4 anhd 0.125
mglday (n = 5 47). Theeffect of these 5 conbinations on the ghdonet ri um
was eval uated by coll @tl ng the characteristics of genital |l €eds,
measuring thel thickness of thes endonetpiam endovagi na ult r@asound

scanni ng bef

re and atgth

v

-

efdeof tredGr@nt @nd by 10 pesf o)

m=hg a bi opsy

of the endonefrium bef®re{and at the end of treatnent. The pergentage of
t he wonmen not| presentifg pny genital bleeding during the enfirg treatnment
was respectively 40 - 42.p - 58.1 - 52.4 and 68.1 % with dps of 0.125
?56§gs;ar\%é§5ate2hgt “stati bt oo ,m’fiﬂ”}] betnro -ll)-% Phe 1 20es
rel ati on between dose %nd i ;;b[f[ 'i\“"m[d"ﬁ eding is signifi cantfﬂ The
acconpanyi ng fabl es sh®w, |f b i M nonegestrol acet at% the results
of ul trasound| scans ang b op<yiiy gbet rium carried opt gt the end of
the 6 20<Drmnt ns of treatnent. Ji bf treatment, the hvéefage
t hi cknesg of [ heZendo um i #f ent bet ween the gf oﬁs. The
i ncrease@in epdagetrial thick it eat ment i S 0.39 mn aver age
with thesl onebt Hose or—Tmmren e Remrmy 2% i ncreases
slightl ygwi th|t dose, re¢achig :MI n the group of woren§recei ving 5
t he cpang’e in _(Ij_ﬁseb_doe_g_ n:)t ; me‘\” d of stgtlétt[ tal 5 dof th
:Itggly :j?gmr:\gt re\e/ea: OQELQ Oop e Iolrjmh%gnplngm é&as ;gcgnof Ot he °
b Pie
uterine ﬁucos . The highesgt p f jﬁ% secretory endonet §i agwas observed
in wonenzwho feceived thejhig i _ M progestogen |t d¢crgases
E&ogr essgvel y|land statTstiTa _t“ W ' Hv Wt .,;\ =] OB the other
| and tth hi g11est per;:ggt qge .Ptm nifﬂ i}tl orrﬁ]rltﬁ l“ hu dzgn t]h_ t h§003
owes se off proges ey andjii ec e Wi e do§ 4, Juin
) = i | lg; i [
15158 o gead] o 26 2oginiec R (o fvpecio’n (e ciey how'
formwi tE an ¢strogen &re -J’t O pre jﬁéﬁtﬁ {t‘t‘f owth of f""'if'l i n& nucvsa and
A o [ 9 8 '[ 3{5(3 P '{;‘é 1“ i {i«fi Pﬂi

keep it g] a gtate of gtrcphy W qf} . contrast .‘[RM g erégosgs, t hey
are insugficignt to cafise secr.ory Wf{[ f rratl on of t sl: trium This
study th@sTreyeal s a surprlisi decou o;f[m the anti-d#lir dgef ef fect and
of the pﬁogestati ve effect] of norregestrol acetate, admnistgreg in
conti nuo@ orfbi ned 10 forimwi th est ns. The ant I zestroggn éffect is
domi nant ust-'nce- it can Fe q&t &rel Whehd ﬁ}e\cpf:b@e Ogehg &dni|ni §t er ed
conti nuowsiey With &h estrdgden 95 §i ®er a3 ow d&es~< Fn®se [doses are
|nsuff|0|§e81 o] ggﬁglse to secretory transformations of the _@terine
mucosa i dhersg %eeee ' ' i m@n, the
secretoryg @f f dct ﬂpgg m nat es, though without permtting exdes$i ve
prolifer@icon|of the epdonel ik Wo o BIW L 22Q313 26N0 fa ENd CO'0
d N ca grg;. ¢ Owco € QV-NOONE FGINO KFNZ&Z N ~d cg Ewy a 00
~z C ~. 8 dOONpwWwWI|GNOOE a ase~EOdCOCGAv§.Q/Sv~_47
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continuous treatment; the only progestogens claimed are dl-norgestrel and

levonorgestrel. The subsequent claims relate to plurisequential intermittent
treatment, i.e. a therapeutic regimen different from that proposed in the present
patent application. For this last-mentioned type of therapeutic regimen, a larger
number of progestogens is claimed, but the list is precise and limited as is clear
from the version of the Markush type of the said claims of the reissue cited and it
does not include nomegestrol and its esters.

2) The European patent only claims the continuous combined treatment; the
estrogens and progestogens claimed are listed in tables given in the body of the
text and are referred to in the claims. Once again, nomegestrol and its esters do
not appear in the lists of progestogens that can be used. Nomegestrol acetate is
characterized by a powerful progestative effect, absence of residual androgenic
and estrogenic effects as well as by a powerful anti-estrogenic power that is
reflected, at the level of the endometrium, by strong antimitotic activity and, in
consequence, a strong atrophying effect. Accordingly, it cannot be likened to the
other progestogens and to believe there is a correspondence of doses in relation
to another progestogen, taken as reference, can only be erroneous. Moreover,
nomegestrol acetate is characterized by very good tolerance; it does not have
any action on the profile of lipids, tolerance to carbohydrates, blood pressure and
coagulation factors even when it is used at higher doses than those described in
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
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24~Jui ~ 2003 13.26 N-.6540 P. 29 25 CfLAI M5 1. Pharnaceutical hornonal

* conpositions, characterized in that they are forned from an
estrogen~progest ogen conbi nation intended for oral adm nistration and 5

per m himegetins! édthld AR U e365HEH STHIddPNed ffotBxARpleO@CEormBifBOsRNbf at a
dose ranging fromO0.5 fio 2 and a progestogen conponent derived from 19

ng,
nor pregfeadier ane anorethisieonearasetater (SAADBERG et salvg,1986HPREEN amd or

oo pPLRNERER o Tog; SOBEN o e 1e8fehke ol 1Kz BReaBasEalofRa: m 1,
In WhHART ke £St 1098y SOEDPARBL ahd Fn"e@?osge%fﬁél% I(AFPINITO &tkanyigggdof
17i -estradi ol or conj u%at ed est r'%gens. Est rogen- progest ogen conpositions

adt or estfiedioband aiargestrel{\WIRLER ang PALINISGER, 1894k} msiradial yalerateeand adi ol .

4. Estiy -proge | ti in cl.ai i i t he
cst r ot RSN o e (ABEH; A SLAGPERY, Yab8) b e, s APL O
20 5. eEBOGOUE Wil agRiTbREROgeStBRR bicetdte IREURINGFF atcalgi 1995, WOMFECh the
estrogen conponent cansists of natural or synthetic_canjugated estrogens.
6. EsERddie br bees MEUNGMipekal %) a6 aindivasione (RECKER ef al-vid98) ¢ he
estrogen conponent is ethynyl estradiol. 25 7. Estrogen-progestogen
conpositions according to one of the clains 1 to 6, in which the estradiol,
the ep)rinditivat ¢sieran wstidier-phog@stogeneebhilsination sthatedifers afrom dhee
ranging fromO0.5 to 2 ng per unit dose. 30 8. Estrogen-progestogen
conposomiinatiandereyiensly patented by the, Applicant GemMpany estradiol is present

pr ef ek o] f t . r i ~Jyi = 3,13. 26
N. 5648?%\&58153%"8 525519 r‘%@eﬁp pm%eg?‘g‘ge%?cgﬂﬁégoé?ﬂﬁgﬁg %?:%@ra éynglaﬁggc?ai m 4,
i n whicombimaticrst sfadistraditt @and i pomegeeind! Ricetatealdry combaneseeptdcetnentt o 1 ng

per unit dose. 10. Estrogen-progestogen, conpositions according to claimb5,
' whiiSRATRE! RLERE Menspagse, fhRdange & osgataamest oo dom bas sy o toUs

py ef er, it G i

Ei?r ogeg(ﬁ-E }g?@%eegvt'tggen C (:"rrsgrc?ilét8 ?ttc?(relesg‘acc réﬁﬁgﬁ%%tmﬁrg’l %g]%%dtf%&nlg;s’fon&mi ch the
pr ogesh@gemncdc onae nprefeiablyn 2régesd.r dlinggal otrialof omt a derger sscald diwed,

Est rogen- pro tqgen conpositipns according tq claim 11, in whi t he

ot 0ge SrBYBRCEIRbAEN RS Ritr Esesar Suaparetd dretel, abiershaty bk oen
conpog § ingdfo 20OMY! Weré abkl 1l dfsuld eABEmELial 'dﬁo%&ll%dt\}t@y §BoARBREE Ol
acetate is present at a dose ranging fromO0.1 to 1.0 ng per unit dose. 14.

Est r oddeeginagERisdyan iawmepast eberrvatier 8t i mgansthatdhegoses ohnomegpstrahi ch

t naQ tr ol I ; d 1.00 ng per
uzlst %%ega%l%gﬁ&hgeﬁ?&?%%’ggﬁ 3 hﬁ%ﬁg%r'ggég?rggéegggnﬂfg Le}ié gc%’or ding to vne
of theThd doses df estrddiol élaimed trdthis batentfrargett from 0.2etod® ehg. orhet tesedsr @fat ment
of estrogen deficiencies in menopausal wonen. 25 16. Use of the, .

est r oRENANQ gesch §ere ﬁ%t&?ﬂ@%o&ﬁ?@tt‘ﬁ thReedronendrepastogen raloqke. f or

pr oduct ke i ntended for preventing osteoporosis and
cardig%gggwgg?ﬁﬁﬁgggSes i n menopausal wonen. 30 17. Use of the

estrogen- progestogen m xture according to one of the clainms 1 to 14, for
roduction of a dr i ntended to dm ni stered copti nuously or
ip,@tSelrJrﬁ)lttll'n@rmpy)od of thanufacture of subl?ab% phalr%aceu ical 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



2214~'Jjﬂi'?1 258%)31 31]39 27 1°.6640 P. 31 27 18. A nethod of pr epar%gt'ig)g‘*‘p ofP‘n(!)Q/eI
est rogen- pragest ogen conpositions according to one of the clains 1 to 14)
“in which the estrogenic active princ1i | e and the progestative active
principle are m xed or incorporated with one or nore inert, non-toxic,

- Pas( . BB E ReppaRE IR R I efBostes. Ap YR T ULt Ao MRy
. A& Aje<dBbiitim formulations contain from 0.125 to 1.0 mg of nomegestrol acetate
AChxsni d_Z] ca] ca] ca] ca] ca] ca] ca] ca] ca] qagﬂsgb‘%ﬂ cal ca] ca] ca] cal] ca] calca]calc

a] ca] eapbifjeshviiad.5Tig d4) by ehlfies) estrag o 1'mg of estradiol ester or

cal cap P Spe nd 8] EANERRER Sl aE A S0 ghsdut Berabhrdedl STl pol 0
axl2l 202222{vpke_Zzni d_Z] cal] cal] ca] cal] ca] cal] ca] caU] ca] ca] ca] ca] ca]ca]ca] c

a] ca] ca] ca] ca] ca] ca] ca] ca] cal ca] ca] ca] ca] ca] ca] ca
22222 Fhisp kineh 9P Trpyagdeadministration Is Indicated for women who have become

3F31 3 i dix k i .

R A o S E S TR SR 6 S e B R

333338330atibhl il kerBiHd bk eoidbiekact Zhie Uuhctiduad girobldpresataugerh by estrogehcal cal

o ek ke e arhoat canheshaarlismboahsoR) S h LR ale shael caix
=y YhkeirdpeUhhjrR-bepadatd aabloeiireads atlvirdraildl rlidua). cal ca] cal ca]

AP AT e A A R fer oA e

ca] ca] ca] ca] ca] cal] ca] cal] ca] cal] ca>5D5GMR5USX5[ 5° 5d5¢g5j
505t 5555555555555555555ysnhc” Xpke_Zni U] | c

14
o] e DFLAECETE BB Ayt e 8 scasa st BERERUES) S8 kpR R TRESRIER) (o b 2
Upke_ 2aimddsttighd thaf beRdistsadiGrixihesadtvalifglddiente dragdssitdl epbaadrée] cal ca

¢ aU] ca]calcal ca] caU ca]caU ca] calU] ca] cal] ca666666
3\7/]777% r$]1631§]7fmg7<7r7]¢$tﬁ5 'sé%csoéimlhtegjl @e_t]m}ckdﬂe oygonjudatad gsfreggnsawitbal cal c

1B URE R op e Pl oy ehmagevtiali Aesepiallp X BIRNS 8] ¥liEREEs! sracel o
8_8d8f 8h8i 8k8n8{ 8| 8888888888888888| vakf " [ Upke_Zni UUU] ¢ a] cal] ca] c
aU] ca]cal calc aU ca] c al] ca]

a] caU/YBPRS %are'mqr&a]wam%ﬁ@mpeéaiwuf@@F@h}bﬁ&ﬁ&@%ﬁ%@p@%ﬁgggg%g
&9) 9 n%i;g iJ LoviM w mhc” Yni UU
] CZB.] ca c'z?g?ﬁtl: C {%tg]ﬂcdg%lg] &l cg’] caj ca}N(r:a] ga] (r:]:a] cg% ga] ca]ca]ca]ca]c”alcal]c

al] ca]ldad/noixairk cadnc bé/|suibatijted to compaction that is direct or in several stages, to

N+Q, P~PPP Rl RRSf ST, TTTTTUVWWZ o id ZU . .
[Bh] QT FStR it Apea Aepeafchs Pig dae ulbia\Eeeat elaetan oy coupeng ioa) ca) o
a] ca] calph) «dhfing M SabaREoAHY The flodudRp BRRARERC byddirkiitdsrpsdrpeCe\ ef e
~e}wpj d_YTni d_]| caU] ca] calU] ca] c*a U] c*a] c”*a _ L )
U] c”a]redindta] rcaxl]wa]‘\cradpc@qrta] the) propos|aapt dijurits divdgrsafisinteanating @nd) ca) ca)
321322 IPAYSNS1( h+h>h@ChEhI hLhCh~hahhNi siiiiijj{vake X d_YTnid ]ca]cra
U craldesddieskanlbe produced by mixing the active ingredients with an inert diluent and
al.ca] ca] ¢c™a] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ca] caU] cal] ca] caU] ca] ca] cal] c
a%éaqa:amﬁg?rm kkkkkkk<l Sl “Iel I 111 6mcnrNmmmmmmnzt ohb[ UPj ] cal] ca
U c”a] cfa U] c™a] calU] ca] ca] ca] ca] ca] ca] ca] cal] ca] caU] ca] caU] ca] ca] ca
U c”a] c”a U] c”a] cal] ca] cal] ca] cal] ca
U] canTime tedbyiets Reoitain] dne pacivudddp Xaepispiop @ilptiogl the mass, such as lactose and

A R L K

| cal calfEATE T TAHEIATA A Shiide e ot o e bR S B Cali

aB@g] ahanhitdl~and-ofcfD]glucopyranosido 1,8-glucitol crystallized with two molecules of
Pea c VOeTclppoakes o be Befeskrols shith s skl bal AL sabsL st o ) ool ool o
SRS O e S o A e o VR 5 R L e

c" YS! gidlld alndeathenhameps AVICEL PH 101 or AVICEL PH 102.

a] ca] caU] calU] ca] caU] ca] caU] ca] caU] ca] ca] cal] ca] ca] c”a] caU] ca] caU] ca] ca] ca] c
aJjcal]ca]calcalc a

05RU x} 78" _km{ vpke [ Vhc”YSI gU] ] ca] ca] cal] ca] caU] ca] cal] ca] cal] ca] ca] cal] ca]
cal] ca] cal] ca] calU] cal] ca] ca] cal] ca] cal] ca] cal] ca] cal] ca] cal] cal6=ACl PVXf m~-G
,wp!'u' | wmhc”YIl gU] ] c] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]
cal] ca] ca] caU] ca] cal] ca] cal] ca] caU] ca]caU calca ' *yLS[c
_20xsnid_Z]]c]]ca]ca] ca]lca]ca] ca]ca]ca]ca]ca]ca]ca]ca]ca]lca]ca]ca]ca]ca]ca



18818 A0 - 1 ya- 100 () -1 @@10%: () -1 ~@@a0%& () -V Fiboef ()]
dBPE: 9$ 10! X3&10%& ()-s| %40% & ()- 4
© #10% & ()-G "10% & ()-1t10% & ()-‘10%&' ()- }"?PE: 9%
10, ,10% & () -, *#10% & () -' #10% & () - S&
.. 10% &Po !MWQ%&oﬁé sl 3NAPYE N ImSdrtdnt e, Jfa&u&tih@"/m@&aé%oﬁqel@tm ¥ q
10" q294.0% q& ()- !t29%40%& ()- @#10% & ()-3. 10% &
1I#1opmd@ys ambmmqe)cimo he)m@#aom pplwmmtrr@§ldom31md( jorgdHaB] =9%
1! #10
e+ L0MITRTS DRYS S YSIRLY: bS™pesr ARB9RrRPY 200R0sHER (35 RRYoces
1! S) # KoM (of gradd B¥fledn 12%4Ha%0% () -, &&L0%M& () - #, 10%m& ()-!ty &10%& ()-
WOSdE]_ =95 1! &6&10%M8' () - 4#1096m& () - 2#10%& () -/ 10%&' () -
8510‘V e( )mixkreosrise ) cshtaing ogliroo@ognts | w 0%atistptic! agantsooyitieh ( preventFM 109&

Lo RSBt TE VEE phvib T Fiel 884 “ASR8erk) W ST diton, in this

11" Cadhie OBy c&ﬂ&%@ﬁ&lléés $dd GHAURIHe) namé9 HER QS Lz HOYRAEROS I 200,
109! % $LOYR' () - CHXHHH#EHTSS~\ : 9B! f YA 0% (& ()-1U ' 10%&' ()- U ' 10% (& ()-

10 10 G&@?L'BWP(?BSsEBW@"ﬁ dsiptegratingx@gentsc Vehigh cpaKY &iiptegration or
:?%g‘%ﬁ(é& é%mgﬁﬁmd‘( 562(1) PHAFL ORI &slahiardEHAU (idding may be

1(IQ 7 1@94r&lonedy 38108418l (&snﬁﬂe@yﬁ&tﬁ%ﬁéﬁ{s& drpssTinkéd - &ﬂtﬂ&@(rﬂ(dbr(e) polymers

ly" S#- &10% (& () L SH#- IO T& (), - -- - gH= 10(  10Ts10%& () -
10%-&5(15%)@51 & £9d1 wndarotis n?@eﬂpoly@damq@/&r BalyclanfT, carboxymethyl

(1;3 o8t "h§s sugﬁ'/aTsYtHc%éﬁ Solft) uridiet thd Wdrfred Janijel ‘N f16tan, bindOfb&sIinkeds10% &
10T . Ratbgxyknathylcelutbédy S1avasihe aavpautd sad#mr)ﬁe/haﬂ%/xcml-mty 10% & ()

(). B VBT e STepRestip seoios iteaia Bag s Yheh racilale SelgaioRos Ty

1 & T B..
984 4 I?hm}\jl/ gealf%rg%%?_};ﬁ;‘e(ltb%%t W tﬁg%ﬁeﬁ%% '?nfc?rm‘?es yl%slﬁ%@%i‘%gﬂ?? %g Ttsl%éi)/fﬁ&ﬁl() 5 i
I

De" T m@qmm glycgol pa!mwostearate sold under the name €cirol, magnesium stearate,
//eAnNiﬁ 10943De" Ty" 10% & ()-B. Ty" 10% & ()-B. Ty" 10% & ()-B. Ty" 10% & () - B. #
3De"/ P %/r}"?C of 8J+/Ty 10% & ()-B. Ty"10% & ()-B. #3De" Ty" 10% & () - B. Ty" 10%
t& () AbteFycorifadidn), the Tiubk@9tcsh (D Bosled/ 10 MekdavkathRir<tdragD ifedol maké0% & ()
-B. Ty"10% & ()-B. Ty"10% & () - B. #3De" Ty" 10% & () - B. Ty 10% & () - B. q/u/v/////e
F+/Tyﬂ1@%® elfy*@fd%@'\'\( -B. Ty"10% & ()-B. Ty"10% & ()-B. Ty"10% & ()-B. #3De" T

y%? Ty g T SRR S s @10%039?@%@ Sty s &

BPMTﬂrfmzb&t)()elB polVighcs. of ) thz 'IiybéO%P@\U)RYBFMA Ofr Sépifim ECL, or

0) 0- OeF+/ Ty" 10% & ( Ty" 10% Ty" 10% 10% & ().-.B. #3De" Ty" 10% &
()-B. ﬁ?’cﬁbéﬁo&“’(?“‘g‘ aé?@@@@%ﬂo&@ﬂ%ﬁﬂ‘ﬁ? Oi%é'ﬁ% éﬂﬁ%@e(g)RB De'?)ﬁ/r& ()-B.
Ty" 109% &cga Bd Ey 10% & () - B. #3De" Ty" 10% & () - B. TOUO 0i 0l Op0gOeA+ Ty" 10% #3D
e" Ty" 10% Ty" 10% & ()-B. Ty" 10% & ()-B. Ty" 10% & () - B. #3De" q00000000dJ+

I Ty" 10%&() BTy 10% & () - B. #3De" Ty" 10% & () - BTy 10%&() BTy 10%&() B

. "10% & - 000eF & (.T O & 10% &
88 antielible; WhEMe Satady 500) o Bedibutkt isubsial IR iR I p 1y 1
0% & (he B, vﬂaﬂ%rﬂnér)ai Bxeb\efél&é/ﬁu&s MBI TS Mﬂ B HITEYRABITY 10%

#3De" Ty’ 10%&%BT "109% & () - B. Ty" 10% & ( 0%& "1(12161;
1<1Q11ql6r%1mr’q':y1 of ion pxigesy 10%& ()-B. #3De Ty 10%& ()- B Ty 10%& ()-B. Ty"

() e RROAE & b robSABeNtyy dpbde R hbiyd f iaidi Bk oo g

Ty"10%r&d(}¢ed3 Ty"10% & () - B Ty"10% & ()-B. Ty"10% & () - B. #3De" Ty" 10% & () - B.
1lllllleA+_/ Ty"10% #3De" Ty" 10% & {%9 B. Ty"10% & ()-B. Ty"10% & ( %‘ B. Ty"10% & (
) 38. #3he diuents ¥apoomy 2@ do &% pt Betptal mass, the slmawwyfrom% tq ¥%Bofry 10%

e OB R el ot fa5 B Sttty P DR S Lo et

_2bAT>0 50% E%W@?&&&sm)e rati@ X&gent ) varyl@ford 02 to 5.5% for crosshnked
10t Ty" 10% & () - B, #3De" Ty" 10%&() B. 2222222|[:bATy" 1 - +3x1006& () -

L610° )(yyréohqu_rmm@i&ggpqrposvmgfﬁw%@&r% end 100D X298 tp)sof for
WQXS?&&% fl.?%lgggSSzY%ATy -0+3x1098& ()-8- $X+3x10% & () -

Z+3x1 V+3x10%5$$& () - 8- Bs+3x1098& () - 8- lW+3x10%0b& () - 83#393;
3F334| [ bATy x+3x10%6%& ()-8 E+3x10%& ()-8 P+3x109%$& ()-8 (+3x10%& ()-8
M +3x1096& ()-8 d+3x10%R& ()- 84441 4g4{44|[: bATy  +3x10%$0& ()-8

+3x109% & ()-8 0+3x10% & ()-8 {  +3x10%*d& ()-8 0+3x10%l*d& ()-8

| +3x10% | & () - 84444444] [ DATy 96 LOUX&&' () -2 " 109X&9& () -2 "1090 90& ()-2
"1090X&9& ()- "1000X&I&' ()- +3x109& ()-84444555| [: bATy " 10990& ()-2

1 A AN NNZON O 1 A PINAZSNNTZ O 1 1 A ANAISNNTZ OSSN 1



6k BB IBY A 1 1 u109@X89&: () - 5! u109@X89&: () - 5! ulovexeos: (VB P I

N s& ul0%9X&9&' () - 5! ULOYBXEI&' () - 56666666|  DvUa

- 11Uu1099X898& () - 5! UL0UDX&I&' () -5/ K

N s! ulo%ax&9& () - 5&! UL0YOXEIE () 51 UL0YDX&I&’ () - 56666! 6" 636Gy Us

1 ul oS T KBRAAE bl VGBI o URHESE 1 S DS ()
5(1ul e tan ()-5%6(6) 6" 6°6.616553v UA ULOUTXEI&' () - 5! ULOYOXEIE' () - 5! ULOYOXS.
9& () 03! toIDOBXEIL' () - 5/ K

N oyt 85‘3?%3%‘811%&%8 4333‘?%6% D6 ARITEN o0 B BecNBRIeTED. 98

6<6= /g &X% EIQ '%QQ@ uirements, administration ¢an be spl

| UL09RXEO& () - BI ul %9x& & ()-5! u10%9X 9&?1 51 U1099X&I& () - 5! ul oS 898&' (
O@A@wmaamﬁﬁa&)@rmwﬂmyfmeate@etwouabje@m@a(y) 5! ulo%ax&9& ()-5! ulo%ax&
9& () YOX&I& () - 5% K

N sFGEBﬁg DERaRIes Hstate b dRentions THew 69,08 Amib it &y aMo¥aksoe: () - 5! u10%
9X&9&' () -5/ K

N s! uL09OX&9&' () - SMBNBCBPEQBSEVE| \ <vUA! u109OX&I& () - 5! uL0YOX&I& () - 5! u109®X
89&' ( FXAMPLE I: examples of formulatlons

N s! (V(QX&Q 100/(9)(&9 6V\BX6 6Z \ 9& 5/K

N se THEoeREBmalion St HRmesas ) JCRRE A peatlc] S PrAtESE ok 116 Tea At G asn6e
k

ﬁowﬁ%g ?f)"?gfjﬁtfgot/gggg& () - 51 ULOYOX&I& () - 5! UL0YOXEIE () - 5! u10YOXEI& () -5

d6e6f hejrekéirepafiiogredients can either be submitted to direct compaction, or a premix

51 LPbBBE (PnopE IR Rpieetb o Tie DA RSB PR B adadle 395 2006
X&9&' (ne P IR &IGipiantd it HOYEXROS He) estrdiol premix 1s made by dissolving the

N ss6t 6uUbWEX6Y 626X\ @ U4/ | uL09OX&I&' () - 5! ULOYOX&I&' () - 5! ULOYBX&I&' () - 5! ul109%®
X89& €ptradie!l in an alcoholic solution of microcrystalline cellulose, PVP and lactose,

glké 0 %‘gﬁw By (ary R Finty 8RS siZNFHhid HESHOE ddvanta bR e sy theu1090X&
N s! uldS@scintit (re Snah OPARUROE (tpriDGH6GGOH) eBtradio! piarHBO@dshif anSesite@i@X&9&' ()

_5/K . . . . . .
N s! uf@%‘?@&r‘ef)'%ﬂlﬁo%iﬁ‘éﬁaﬁﬂsI Mrroysdoelatives s cheER BRI PY 18RS 08! () -
5/K
N 5! uSSIRRASHRN ) - 51 u100BX&9&: () - 5 UL0YBXRIE () - 5! ULOYDXRIE () - 56666666t DvUa
//K
YOXE9E () 5! U10YOXEOE 10% 1099%80& PX&I&!
G0 d0unBaRL DR SR 9T bioReaR B ShiadBbaNEuaPre UP Bt RO () -5
&l u é?ﬁ%&&ﬂnﬁb%&?ﬁ%&éi ég 255%)%@&&%& (g3f Wﬁﬁﬁﬁ?é\l%m‘i@débl@"/ﬁxw&
s' uiqmmaojlos anioskeaxalphasesensge| orasgaihigwsid, dyipggyedygtion ef1090X89
&
Qu%%f&%() 5/ UL099XE9& () - 5! ULOYBXEIE () - 56666666° D04! UL0YD! U10YOXEIE
() 5/K
B AR, g SLALRES, ) 8 SARRISER, )l 0v8ese (- sessess oo

N 8! U10%9XEI&! ()-5! ULOYBX&I& () - 5! ULOYBX&I& () - 5! ULOYBX&I& () - 5! ULOYBX&IE' (
)-56 ﬁﬁﬁﬁﬁﬁnTAAl w1090 X&9aA&! ()- 51 1109%09X&8A&! LL Bl 11000X&8A8" (\ 51 y109%9X&9&' ()-5

| UL0YRXIE; HRNERI& () - 5! 56666666X\ @4} loy109OX&I&|() - 5! U
1099XR9&' () F}51 ulmx&g& ()45t ul /@% gq%\b(%tl L10YOXLI&' () - n%

N 366@6:7@% @14"u10%)X&9& ()-5! ulOfV? & () - 5! J10%0X89& )gb! ULOYOXGI& () -
5/ K N Joxeo& () - 56666466x\ <44! BX&9& () 5! uL0UDXE: &5() 5/ K

N's!uw%%&() 51 u0%9X89&’ () - 51 u}QYQXE9&’ () - 466666660 744K

N sO! ()-5

| UL0YRXS: "UTOYOXRO& () - 5T UL0 2 () -5(1 UL0YOX89&_()-.566666661|P44/ K

N s! ui{ﬁﬁ)fg%%é ?? 51 ulo%BX&Q& ()-5! @éﬁg’)@& () - 5! u109@x&9. 7(%6 51 u109GX&98&’ (

) - 5! UTOVIXEIE, 1 ]~ SECBEEEEXY @R KN TTOVXETE () - STUTOVIXEIE (15T UTOVRRIE ()

- 51 u1jisxeerEsia)iins eallydasesod: () - 5/ K 9.

N s66p67TTRT @A KT IO XSE =5 UTO9OXEI8 T =SHU 09O X8 =SHutovex98’ ()

-5/ K NQTALORRREO&' ()-577717 82 50 100.00
V4

77 ~ AL L] 1 000NMRORL £\ L1 . 1000M0 0! Ol :1000Ve LEARY C/ 1
LAY u.LU/W/\oLUOL ) 9 Ul U70ANI™ \; [CAERT s m v a/dr/pa s avie’s U)o Ix

N s! uL09OX&I& () - 5! UL0YOX&I& () -5778797: 7;
7<7x\ @4/ K u1099X89& () - 5! uL0YOX89& () -5/ K

N s! uL09OX&I& () - 5! uL09OX&I& () - 5! uL0IBXEI& () - 5<7TM/N7P7Q7TR7STW

44/ 1 u1099X8&98&' ()-5(/ K

N ss! uL0%0X&9& () - 5! u10MXEI& () - 5! uL0YDXEIE () - 5! ULOYOXEI& () - 5STTTUTVIWX

—N g T~ A A




Hodi k209 198l 100088 ()- y& "10%88& ()- ' X" ggggggggeGHaye: Yddua &e: Y -
X'Y& "10%8& ()- y& "10%8' ()- y& “10%E&& ()- ~X'y& "10%L&& ()-
gggghhheE+3y& " 109488 ()-y& "10048&8 ') - y& "1004&& ()- y& "10%&& ()-
TXToy& "10%&& ()- y& "10%4&& ()- hhh(h)h*h+h>h@” =y& "10%4& St 10%8& ()-
S y10%& ()-' 10181018&101& S6 " 109%A8&! () -y& " L0%LER: () -
X" @ChFhI hLhOhAR| [ A=y& "10% SOl " 10%&&' ()-1 SY. 10%& ()- S 10%&& ()- S
1096t SHO¥added SR Fx NSOl oy 586 Somiioh) -1 S

0

S1oveEht 0 Trished fAtIe, Gaaslalh Yilarom A aaitmo 2n bave dhe folepitge () - &

S‘ complete formula:
QA& () - MsiyiiiiiiipX<=y8y10%& () - &y10%4&: () - 8y10%H& () - &y10%H&: () - &y 10%
y-& iiiiiiisW y&le%#& () SYL09& () - &y10%&! () - y10%H&: () - &y 10%4& () - &

0YES ()- leOAE&& ()- y109%E&& () -
y' 105&@#@@#& ()-&Lj g Pj [j aj gj hj l] eGH=10%E&& () -
10%E&&' () - 10%E8&' () - 10YE&S () - n mg/per tablet

109E8& () Esfradigl Ksprsﬂmxm%‘&& ()- 10%28&2(9a2_0%5&& () 10%E8& () -

- 10%E88&" ( )+ LOYESE' ()= iiiiiiii hL, =10
10%E&E! (§ ré')aib “J i Iﬁﬁ‘i‘ﬁéi‘%é} 0%5&& () -
109288 () m%ﬁ&& flika 10988 () 0.400 to

10%E&&" () - 3k9k 7k @Sk Yk_keE+=10%E&&' ()-10%2&8% ?00 109E8& () - 10%E&& () -
- 10%E&& € Crosp@ddone - k° kekkkgkr kkkhL2. 5@@1@&&3&9 109E8& () -
10%E8&! 10%E8&' 10%E8&! kkkk 9
10%E_&" 8 Lagtgses 8 10%E_& 8 S0 866 80 BE* -
10%E&E () deflardesl Y1 _I |\ <, =10%E&3510% 28060 1o 35008 9&' ()-- y3s10% %& () -
5109ADSA& ()- T y3109&&& () -
y, LOz10%E&#eqnc acidi {111 m t1 {1 || xX@ 10080084008’ () - - 35109 %& () - - 3510% %&
--3510 TP T wi | 109%E&
§)flo%<&&% (12)* O/(la 10* 94.0* %\5/3\410% R ()--43'391@%3(9&0()--3510% %&' ()--11 mbmenN
M[:w110%y Y's109X&& ()- ylO09X&&' ()- y&LOYX&&' ()- % 109X&&' () - -
S 109X&& () - -
{0%& ()--(NanTrrer[ manhni nonkS71 10109X&&' () - &~0109X8&&' () - 109X&& () - ~109X&&' () -
1@@@(&&\4% @Qyﬁyﬁ 1'%'0 fmsgill \{%%g%rg?@@@ts(\&eléﬂ?@%s(&g~éﬂ?@&§4ldﬂmé@8ﬁﬁtﬁa() ~109%X&
fle%&& ()- 10%(&& ()-~109&&' () - 10%(&& ()-~nnn!' n$n' nin|[; 7110 109&& () -
f°6109%8& ()- ff/10%&& ()- f' 109&& ()- fy 10%&&' () -
fy10%R& (
1%%&& 1B I :. eoRi formla grwrxnnnhl, | 1098& () - 10
%R&' () - MMQI;AIUDM& ()- 10088’ ( F mﬂﬁhiﬁh\ &@mm%&& () YRR ()- 10988 ()
-39%&& ()-' 109%&& () - nnnnnnneE+l 109%&& () - 109&& () 109%R& () -109&R& () - -10%&&
10%R& #oBoHohL, | 10%&&’ 10% 10%&& 0 10%8&'
()- Zéf?é nnoo” o#0Bo ()- &ég‘ééb ()- Jog/%%/&() ()-

HoNo Qo Uo Ze#ttstiRloe G, | 109&& ()- 109&& () - 10 ()-10%&& () & () - co0000#p
Bp| [, | 104eiheQedtPSpdobtdte- 0.125 0.038
Lactose 131.790 71.238
Cellulose (Avicel PH 101) 27.810 15.032
20 Povidone (K25) 13.500 7.297
Precirol AT0S 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
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(Vd.O%\l$N& ()-Ao Co! % | | | | | XH410’\( } ‘Vd.O%\l$N& () (Vd.O%\l$N& ) YAOYNSENE' () -
Y0NS l% N(&I?WS() UF mg/1 tab. 120 mg UF %
Estradiol 1.500 1.250
Nomegestrol acetate 0.250 1.042
20 Lactose 84.000 70.000
Cellulose (Avicel PH 101) 11.250 9.375
Povidone (K25) 13.500 11.250
Silice colloidale (Aerosil 200) 1.000 0.833
Crospovidone (Polyplasdone XL) 3.000 2.500
25 Magnesium stearate 1.000 0.833
Talc 1.000 0.833
Stearic acid AC/S0VG 2.500 2.083
TOTAL 120.00 100.00
30

Example of formulations (UF = unit formulation), tablets of 120 mg

FORMULATIONS UF mg/1 tab. 120 mg UF %
35 Estradiol 0.500 0.417

Nomegestrol acetate 0.250 0.021

Lactose 89.000 74167

Cellulose (Avicel PH 101) 16.875 14.062
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15 Nomegestrol acetate 0.250 0.081
Kollidon 25 4,500 5.625
Lactose M 59.735 74.669
Cellulose (Avicel PH 101) 12.000 15.000
Crospovidone(Polyplasdone XL) 0.800 1.000

20 Talc 0.700 0.875
Colloidal silica (Aerosil 200) 0.440 0.550
Magnesium stearate (vegetable) 0.700 0.875
TOTAL 80.0 100.00

25

Example of formulations (UF = unit formulation), tablets of 80 mg

FORMULATIONS UF mg/1 tab. 80 mg UF %
30
Estradiol 1.000 1.250
Nomegestrol acetate 0.250 1.563
Kollidon 25 9.000 11.250
Lactose M 54.110 67.637
35 Cellulose (Avicel PH 101) 12.000 15.000
Crospovidone(Polyplasdone XL) 0.800 1.000
Talc 0.700 0.875

Colloidal silica (Aerosil 200) 0.440 0.550
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"moisture barrier" (polyvinyl alcohol, titanium dioxide, purified tale, lecithin,
xanthan gum, pigments, lacquers),

or

- film-coating agents based on cellulose of the type SEPIFILM L.P. [H.P.M.C.
10 (hydroxypropylmethylicellulose)], microcrystalline cellulose, stearic acid,
pigments, lacquers).

Example |l

15 Dissociation of the antimitotic and differentiating effects of nomegestrol

acetate on the endometrial cell

Women who were menopausal, either naturally or as a result of surgery, underwent
sequential estrogen-progestogen treatment. They received 30 pg of ethinyl estradiol
20 from D1 to D12, then from the 13th to the 22nd day they received the same dose of
ethinyl estradiol combined with various doses of nomegestrol acetate or

chlormadinone acetate. The doses were as follows:

nomegestrol acetate, mg : 0102505 |1 255 | and
10
chlormadinone acetate, mg : 0.1 0512 5| and
10

25

The number of women was between 2 and 11 depending on the groups.

There was then a therapeutic pause of 7 days, followed by a 2nd treatment cycle.

30 The parameters taken into account were:

- the delay in occurrence of menstruation after stopping treatment after the 1st
and the 2nd treatment cycle;
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5 e the time for appearance of menstruation depends on the dose and is similar for

the 2 products. The dose necessary to prevent appearance of menstruation

before the end of treatment is between 0.2 and 0.3 mg/day for both products
(Table 1);

» transformation of the endometrium into secretory endometrium is complete with

10 both products starting from 1 mg/day; it decreases for the highest doses (10
mg/day);

» proliferation activity, expressed by the number of mitoses in the gland cells,
appears to be more strongly inhibited by nomegestrol acetate than by
chlormadinone acetate. Mitosis no longer occurs in women treated with a dose

15 equal to or greater than 0.5 mg/day of nhomegestrol acetate whereas mitoses are
still present with a daily dose of 1 mg/day of chlormadinone acetate (Table 2).

We can therefore conclude that at the level of the endometrium, nomegestrol acetate
and chlormadinone acetate are not comparable: the activity of secretory

20 transformation is comparable but nomegestrol acetate is characterized by very
strong antimitotic and antiproliferative activity.
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Progestogen Dosge (mg/day)
0.1 0.25 0.5 1.0 2.0 2.5 5 10
Nomegestrol - 0.5 |- 05 1.5 2.7 3.2 4.3 3.8
acetate +1.5 +0.5 +0.5 +0.2 +02 |+ 04 |+0.8
Chlormadinone |- 2.3 2.0 3.0 3.8 5.5 55
acetate +0.5 +0.6 +0.3 +1.5 +0.5
5 Table 2 : Evaluation of the number of mitoses
(% of section with mitoses present)
1
Dose (mg/day)
0.1 025 | 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 Il

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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The effect of these 5 combinations on the endometrium was evaluated by collecting
the characteristics of genital bleeds, measuring the thickness of the endometrium by
endovaginal ultrasound scanning before and at the end of treatment and by

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 - 2.5 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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progestative effect of nomegestrol acetate, administered in continuous combined

10  form with estrogens.

The anti-estrogen effect is dominant since it can be detected when the progesiogen,
administered continuously with an estrogen, is given at low doses. These doses are
insufficient to give rise to secretory transformations of the uterine mucosa. At higher

15 doses and with the same therapeutic regimen, the secretory effect predominates,
though without permitting excessive proliferation of the endometrium.



uip, 20001310 0.5 :
109818 1307 4% & & ()-7 10% & & ()-71L, 31 10% & & ()-7 1062 % ()P-727
10% & & ()-7;cVo{ 10% & & ()-7 10% & & ()-7_?31 10% 10% & & ()-7
10% & & ()-7 10% & & ()-7 10% & & ()-7 10% & & ()-7 10% & & ()- 71 P031
10% & & ()-7 10% &8&—{)—710% & &f)~—7+10% & & ()-7 10% & & ()-7; cVo{l L031
10% & & ()-7 10% & & ()-T7:cVo{ 10% & & ()§-7 10% & & ()-7 10% & & ()- 7t X31
10% & & (-7 10%& & ()17 10% & & ()-7 10% & & ()-7 10% & & ()-7
10% & & ()5 7 10% & & (- ;dD$ 109 & & ()-7 10% & & ()-7 10% & & ()-7
10% & & (57 10% & & Q - ;§V0flt(:-l'{510 & & ()-7 10% & & ()-7; cVo{
10% & & ()87 10%&.&?(&-7 004 &() w7 0S[10% & & ()-7 10 10% & & ()-7{
10% & & ()87 10% & & ¢ ; 10%2.|& (V-7 10% & & ()-7 10% & & ()-7pT8 10%
10% & & ()m7 10% & & ()-7 10% &[& ()-7 10% & & ()-7 10% & & () - 7; cVo{ pPO
(»)
°
[+]
o
(3]
Ke]
@ —_
-t —~~ ~
= R R T I T
E c | €T T
a e
£
)
Q
0N
° w
153
>3 = — —
S o SO 18 218 B
32 T T )
C = ~
g?
£ W
. iz
o mE
g2 &
~ wn W0 ™y =
£ o DX I R
o ocg | T|° T
08 ~
S ©
©w o
K =
R
s 8
E o
?E &
g2 8= |g &8 §
-~ “n c “loe ©
O OC SN’ L
23 <
m:
e«
N~
88
zs L g
T o — =
£> 2 o= 05 ©
23 =_ | sE | 8§ | 3
£ ST | uS | 852 | o
5 £ Z 5 8 < 2wt e
c =S ) =99 =
w 2 © = Ec o 2 S
@ wn E c E 2
~ O w £ o E':.)(D 8
o o Q o= OEL [
s E 0o S 2 il
A = Z




1098°¢'&0 3707 P04 & & ()-7; cVof 10% & & ()-7 10% & & ()-7 1086834 ()27eba
10% & & ()-7 10% & & ()-7 10% & & ()-7 10% & & ()-7 10% & & ()-7
10% & & ()-7 10% & & ()-7K/ 4 10% & & ()-7(;cVo{ 10% & & ()-7 10% & & ()-77
10% & & ()-7 10% & & ()-7 1L, 10%& & ()-7 10% & & ()-7 10% & & ()-7
10% & & ()-7 10% & & ()-7 1p% & & ()-7]| 10% & |& ()-7pT8, 10% & & ()-7
10% & &I(é 7 10% & & ()-7 10% & & ()-7|10% &|& ()-7: cVo{! #pPO, 10% & & ()-7
10% & & (2-7;cVof 10%|& & (]-7 10% & & ()-7 10% & & ()- 748" (, -/ 0l LO
10% & & (-7 10% & & (1) -7 10% & & ()- 2| 10% & (& ()-7 10% & & ()-7
10% & & (-7 10% & & (1) 7 (2p79<SHDE 18% & & () -7 10% & & () -7 10% & & () -7
10% & & (£-7 10% & & () - 7: TVo{ >RBA INE 10% & & ()-7; cVo{ 10% & & () -7
10% & & (B-7 10% & & ()-7 10% & & () - 7NOORTUKI L0 10% & & () -7
10% & & (§-7

/]

=3

]

‘- 0

g9

S | L3 & &.qd &

EX) d o 2w N *

22 |YeTeTENYT S

mh

ES

P

3

3=

22 &

s |87|egegegd - g

S o

wn ®

£%

3 g
< ? @
RS 2

58 (98| s _ 3 9 &

®E ST v 62 ale v o =

=) O e I L a o

S =~ &

5E 2

TR ©

s 8 2

U - O

cQ =

o F iy

2> — 8

- 0 w08 o] o] =) 5

S5 AT 1o S| |~ @ o e

o8 O = Z L ) Qo

ovl-l ~— ~

e 9 =

wﬂ) [0}]

;U’) =]

o E Z

QN

i E | §

Qg Q e | 2 | £

g (2| 2 |8 | ¢

— b ’; -

s8¢ |25 E 8|2 8 |¢&

o0 - o) c & s .(9

Im oo e )] o o [

| £ wnE| © O e @

o~ E i v = o 2

= @) o ‘q", @]

2 3 8 | 2| g5 S

-%: &-‘ O i

=S8 | 9 Z




10% & & ()-7 10% & &)y R ddnL, o

1094 &0 (3103 Wodbe & ()-7 10% & & ()-7

& ( 0%&&()710%&&()7
5.2
7

) -
10% & & ()-7 10% & & ()-7 10% & & () -
. cVo{cdfghnriL, 0 10% & & ()-7 10% & & Vo{ 10% & & ()-7 10% & & ()-7
10% & & ()-7ruwy| ~_ 20 10% 10% & & ()-7 10% & & ()-7 10% & & ()-7
10% & & ()-7 10% & & ()-7 10% & & (i R0 10% & & ()-7 10% & & () -7
10% & & ()-7 10% & & ()-7 10% & & ()-7,CVo{l P40 10% & & ()-7 10% & & ()-7;
cVo{ 10%& & ()-7 10% & & ()-7 10% & & ()-71P0 10% & & ()-7 10% & & ()-7

10% & & ()=7 10% & & ()-7 10% & & ()-7 10% & & ()-7 10% & & ()- 7pP40
10% & ()Eharme&t'gak%orm ocemeogﬂovs, ﬁract&"% MJ@V&?réfovﬁe%{ pP40
10% & & O 0/ 7t X0
10% & & (19" T0ve B DY PPeR e T e Pt ieg e oA pegn ehe
10968, & & ()pefniiiitigdh& simulfaiaiusladmiRistiatipn ©f an estrogen component at a dose
ranging from 0.5 to 2 mg, and a progestogen component derived from 19-
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 17B-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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mg per unit dose.

Estrogen-progestogen compasitions according to claims 1 to 10, in which the

progestogen component is nomegestrol or one of its esters.

Estrogen-progestogen compositions according to claim 11, in which the
progestogen component is nomegestrol acetate.

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

dose,

Estrogen-progestogen compositions according 10 claims 11 to 13, in which the
nomegestrol acetate is present at a dose between 0.125 and 1.00 mg per unit
dose.

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

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,

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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