WO 2008/ 104342 'PCT/ EP2008/ 001451 PHARMACEUTI CAL PREPARATI ON FOR THE
ALLEVI ATI ON OF ENDOVETRICSIS 5 Technical field The invention relates to a
pharnaceutlcal conposition for |essening endonetriosis wthout reducing the
bone densi®/,204H/cH 4 Hdri ses a progest ogen haviBE/BP 248 /Adddgeni ¢
activity in a daily dose which does not exceed tw ce the

ovul ati on-inhibitory dose, together wth one or nore pharmaceutically

acceptabl e  exgipheAtSHEREAL bR pARRT T O ebk OfuAl S0 BVHRRI &% @ nonophasi ¢
product which has no negative effect on bone 15 metabolism This product is

therefore suitable for |ong-terMYETREV2ET hel ess, the use of progestogens
havi ng anti androgenic activity in the above dose for manuf acturing a

phar maceut i cal. product, for the prophylaxis and/or therapy of endonetriosis
S S el - Ton ||

W t hout ~“a t on bone nmetabolismand thus a reduction in
bone density makes it possible to keep the side effects known for
conventi onaI| ephar rraceutl cal 1 %% nposi ti on such uq%%for exa
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defined in t e ‘spéci al i Ilter re as renc of en% rium or
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def ecation. metriosis patients frequently conplain of painin the
pel vi ¢ regﬂ@ﬁl Loviite abd®Fi naMoFs n RRaFmaerpticathe 2nacraPEabiet he cycl e,

fol l owed byxaiRaldMl/R8Mi@Gs. The invention also embodies a
monophasic product which has no negative effect on bone
15 metabolism. This product is therefore suitable for
long-term use. Nevertheless, the use of progestogens
having antiandrogenic activity in the above dose for
manufacturing a pharmaceutical product for the
prophylaxis and/or therapy of endometriosis without a
20 negative effect on bone metabolism and thus a reduction
in bone density makes it possible to keep the side
effects known for conventional = pharmaceutical
compositions, such as, for example, hot flushes, acne,
alteration in the lipid profile, within tolerable

25 limits.

Prior art

Endometriosis 1s a chronic gynecological disorder
30 occurring primarily in 5-20% of women of childbearing
age. Endometriosis is defined in the specialist
literature as the occurrence of endometrium or
endometrium-like tissue outside the cavity of the
uterus. Typical symptoms of the endometriotic disorder
35 are dysmenorrhea, dyspareunia and pain on defecation.
Endometriosis patients frequently complain of pain in
the pelvic region. Lower abdominal pain occurring in
the 2nd half of the cycle, followed by a painful period

and subsequent freedom from symptoms until the middle



and subsequent ‘freedom from synptons until the mddle WO 2008/ 104342
PCT/ EP2008/ 001451 2 _ of the follow ng cycle, frequently suggest an
endonetriotic disorder, but permanent pain is not uncommon either. However,
about 30-40WooRopayieass2with endonetri osi s haveproo/syppbeyso1dbe di sorder
is then 5 found only by chance in connection wth other diagnostic
neasures. I n about 50-60% the diagnﬁs?s‘ "suffering fromendonetriosis" is

made as a chance . di a%lngﬁi s when seeﬁi ng af ex Iani\ti on for sterility. 10 It
is known frBfm t H'Spedicdic¥iignd F¥ELRr | tEFSHERELYt 0 T19RStenddHet ri osi s
medi cal | y wehBodanazot &c adidertwali veuef péamankymryl eshostier ongyt GhRH

agoni sts, progestogen/estrogen_conbi nations or progestogen-al on pr oducts.
15 US 6, 569?%%‘%“8?&%@@%%hgoW%‘éFmeﬁEoBig gr?g'flé’geﬁ)%c Dk E0rders Wt ¢ h

di enogest i endowattyoddse hafved. Bot aynplong.. COhe eshcrdidey phar rdceut i cal
conposi td on ovi as,_exanpl whi ch coul l.sQ be widely . ysed 20 for

t he tre%ﬂt rre]?ft)ulg eﬁ%g%et ??gsi srg,?la%zsad\(/ee a}“?ii eﬁ:()oglé%&lco%lnt evr‘{\t%%f z?(fg‘leer%g to 2 g.
More, C. ediapnosThe tmessuress. oflnendbretri b8t €03 Dr ugse ofiafodeyis1999, 35
(Suppl O ~4le B2 i Ay estignl e dhie: 20610 cagy ghadi enguest dibjde
treatment of endonetTiosis in clinical studies conpared with the treatnent
regi men w @hedapareleher TpRMREOML sexplanayior Hpensgesilikye

adm ni stered each day for 24 weeks to those affected by endonetriosis. The
result of the treatnent is 30 conparable with the result of a treatnment with
danazol’d oft GARH A skEom Upheo seewict! isfhosandif PREEBE rdsGHPdd s rregul ar

bl eedi ng, btb nepeat ependiedet Pt OLeEabiedibheedi ngithhe dehbizeaey ofs the

standard trgalient, it

17d-ethynyltestosterone, GnRH agonists,
progestogen/estrogen combinations or progestogen-alone
products.
15
US 6,569,845 digcloses the treatment of angiogenic
disorders with dienogest in a daily dose of 0.5 to
10 mg. Corresponding pharmaceutical compositions
provided as examples, which could also be widely used
20 for the treatment of endometriosis, have a dienogest

content of 400 mg to 2 g.

Moore, C. et al., The treatment of endometriosis, Drugs
of Today 1999, 35 '(Suppl C): 41-52 investigated the
25 -efficacy of dienogest in the treatment of endometriosig
in clinical studies compared with the treatment regimen
with danazole or GnRH agonists. 2 mg of dienogest were
administered each day for 24 weeks to those affected by
endometriosis. The result of the treatment is
30 comparable with the result of a treatment with danazole
or GnRH agonists. Up to 90% of those affected reported
irregular bleeding, but none reported intolerable
bleeding. The efficacy of the standard treatment with
danazole 1s curtailed by significant androgenic
35 effects, whereas GnRH agonists are connected with

“menopausal symptoms”.

Schweppe, K.-W, Stellenwert der Gestagene, Zentralbl



danazole is curtailed by significant androgenic 35 effects, whereas GhRH
agoni sts are connected with "nmenopausal synptons". Schweppe, K -W
Stell enwert der Gestagene, Zentral bl WO 2008/ 104342 PCT/ EP2008/ 001451 3

Gynakol 200%o 2298/20@3280 states that |ow estrogerT/Eerelos/ana4sa be found
on conti nuous oral progestogen treatnent (for exanple with
nedr oxypr ogest er one acetate di enogest3 dydrogesterone, |ynestrenol in a 5

daily dose of 5 to rgg&referred to as Ioqugfe gnd cateﬁgrlzed as
ef fective pFYRéXple ?%?3tr Ting?78ndBfet FFRSFS - reted ed ¥y npEoh8y=" Spotting

and irregul aeveblseegiengrar ®ef riequent ofi egvhts nudbiss Jrerlcesradescgease in
t he dose and/ or addltlonfpf estrogen. Recurr.ence O rates long-term are

above 50% ATSAFEFPtdat a ifeet on & Tredr BRIDPHGRELET Bh ro%.%etate
pr oduct indacate$ethaﬁlpnogestpgemydﬂ@gﬁst¢ram&uct§gmmasunaﬂdl ahnadzer se

ef f ect o b%nﬁ deqﬁx&y ép ec%gl ¥ gp qugﬁt rg@tEgat@pni §¥ ggntrast,
sone proges? éhs tonbrne h~esfrog enis ‘exert  a posntlve Y hifTence on
bone netabobménlcamégorheedsaaatyﬂﬁékansheeprlmmépzt-584r FDcaing

22. 03. 2005 > g2 qbgreqlggﬁ RLQVRLA Js%‘ur?l; s>("%%@ge%ylm§9§3% fii;ﬁ%@f&%ate i.m

- 104 cates t hat n u5|ng er a loss of
bone nlnerabléédQMGyaMﬂ(ﬁr¢quﬁ@%ségsmltﬁ t RBisddioaciesn &t ikerefsehe

product andjis @Helqmeer a%é/%?”pél@af%i’oﬁe\éﬁfsbglt? Kpautfige, R-&de Habeni cht
U. F. Levonorgestre has beneficial effects, C?ln Endocri nol di abetes

106 (1998) r8ufsl 1PnI3¥esHoREE PROYS98OBhat i n thls 30 connection the
partial androgenic effect of a progestogen (levonorgestrel) and not the

rogest at i onal
prog A safety data sheet of 2005 on a medroxyprogesterone

acetate product indicates that progestogen-alone
products may exert an adverse effect on bone density,
15 especially on long-term treatment. By contrast, some
progestogens combined with estrogens exert a positive

influence on bone metabolism.

A further safety data sheet, NDA 21-584, FDA
20 22.03.2005, on depo-subQ provera 104™
(medroxyprogesterone acetate i.m. - 104 mg/0.65 ml)
indicates that women using this product suffer a loss
of bone mineral density which increases with the
duration of use of the product and is no longer

25 completely reversible.

Knauthe, R and Habenicht U.F., Levonorgestrel has
beneficial effects, Exp Clin Endocrinol diabetes 106
(1998) Suppl 1: 37 showed in 1998 that in this
30 connection the partial androgenic effect of a
progestogen (levonorgestrel) and not the progestational
activity is decisive for this positive influence on
bone metabolism. Moreover, Kuhl, H., Klimakterium,
Pogtmenopause und Hormonsubstitution, 3rd edition,
35 Bremen, UNI-MED, 2006, 117 emphasizes that certain
progestogens are effective via their partial androgenic
effect. Kuhl further states that androgens considerably

enhance the positive effect of estrogens on bone



activity is decisive for this positive influence on bone netabolism
Moreover, Kuhl, H., Klinmakterium Postnenopause and Hornonsubstitution, 3rd
edition, 35 Brenmen, UNI -MED, 2006, 117 enphasi zes that certain progestogens

are effectiy e yodsyheussparti al androgenic effecperikubbobdybbensgt ates that
androgens consi derably enhance the positive effect of estrogens on bone WO

2008/ 104342 PCT/ EP2008/ 001451 4 densi4y. Description of the invention 5
The object of the invention is a pharmaceutical conposition having a

steroi dal c8aREAEYwhich is as |ow as possible for |essening endometriosis,
the intention being that the conposition does not at the sane tinme exert a
negative influenge on bone density/bone 10 netabolism It has now been

found that PESFEBEISPLPE EBSadRVEDELICR | eviation of endometriosis without
reduci ng the bone density by a pharmaceutical conposition with a | ow 15

hor nonal _ dosage, specifically a progestogen havin anti androgeni c_ activity
whose déiIy%ggsec%5§§tnofﬁ!e%€¥%d %ﬁyeat?ﬂ% ovfl ati orPRHMATTEr ) Hose, and
one or noreofppastratett healihy acoaedldaexeoptent swhaehi éss.a20ldM the sane
time, the pharnaceu&hcal conposi tion an t her eof QL .hq%corresponding

d. us t
monophasi ¢ B o&G&E P Fedi Yes %f?%%?%?iﬁ&dgwagﬁéP?F8$i§ﬂ Surpr s hgty

achi eves nobaéggt ithat nfheenceposibdoa mteabhohosmatsothe habmeo time

decrease/ redygiion I n bonecfonst Ly dnace 025 Laynd deyeribaless. the

phar maceuti cal'” conposi n-and thé "usé thereof or the corre
nonophdsl ¢ peodbetissurprisingly keeps the side effects known for 30
conventional nedicanents for the treatnent of

It has now been found that it is possible to achieve
alleviation of endometriosis without reducing the bone
density by a pharmaceutical composition with a low
15 hormonal dosage, specifically a progestogen having
antiandrogenic activity whose daily dose does not
exceed twice the ovulation-inhibitory dose, and one or

more pharmaceutically acceptable excipients/carriers.

20 At the same time, the pharmaceutical composition and
use thereof or the corresponding monophasic product,
besides alleviating endometriosis, surprisingly
achieves no negative influence on bone metabolism, so
that no decrease/reduction in bone density is to be

25 found.

Nevertheless, the pharmaceutical composition and the
use thereof or the corresponding monophasic product
surprisingly  keeps the side effects known for
30 conventional medicaments for the treatment of
endometriosis, e.g. hot flushes, alteration in the

lipid profile, within tolerable limits.
The progestogens having antiandrogenic. activity which
35 are used according to the invention are dienogest,

cyproterone acetate or chlormadinone acetate.

The daily dose of dienogest not exceeding twice the-



endonetriosis, e.g. hot flushes, alteration in the lipid profile, within
tolerable Iimts. The progestogens having anti androgenic activity which 35
are used according to the invention are di enogest, cyproterone acetate or

chl or madi noR® 20eisat®43kke daily dose of di enogestrdiytEr0eeodionastiM ce t he
WO 2008/ 104342 PCT/ EP2008/ 001451 5 ovul ation-inhibitory dose does not

exceed 2 ng. Cyproterone acetate or tTht or madi none acetate are al so
enpl oyed according to the invention in a daily dosage not exceeding tw ce
t he ovul ati GNIARIIET drR1dd$€TYThed8SBy Ul FDN- i bi €FFFSHose? of9di enogest

and of 'Cypltg'fpﬁwlé%o@\l@et@é@té& 1omy, craskdid@inse chbetgadi nare aagetate is
1.7 ng. The ail%ﬁﬁpse of the progei%Pgens may be.once npot. nore 10 than
- r

twice the oRIPAO iHH DTG 88sEGr FWTE1He *8afe ndPS@%eeedi ng
hal f the ovuloat icreddthily tOwyce dose. olhg adlijcecti nhs Hitsa-yacdd ey edTrecor di ng
to the i ventign 15 b%_a phar maceuti cal composition conprisigg d&%ly dose
uni ts wht ch %4Fe 3Fdtked " Edparstel y &9 %an r eovVER %t ngl §74nd Rhich are
i ntroduced icwproacpack widcdwr Bs pengpdasl Zdhaar @D cbhsenadinendays,
where the d%ngat%o§% #ngt%lconprise not nore than 2 ng of dienogest or 20
an equi val ent “anount "o ‘cypﬁbterone acetate or chlormadi none acetate
together with one or nore pharmaceutically acceptabl e excipients/carriers.

docPack AT RS SLRANY OISR RICES SHED 4 Uheetiaf el Sl
sui t abl 0 f oichgle friophytBRi SVard@/tdon-Hiahdpi teiry edremeki dsiisse sthgri singly
exerts no negal Vieo&d fget Ik QUedene ARi abAlHs M aNtaPoB8- 88ASHI Yorgnd the
lipid dose.
The object 1s also achieved according to the invention
15 by a pharmaceutical composition comprising daily dose
units which are packed separately and can be removed
singly and which are introduced into a pack unit for a
period of 28 or 30 consecutive days, where the daily
dose units comprise not more than 2 mg of dienogest or
20 an equivalent amount of. cyproterone acetate or
chlormadinone acetate together with one or more

pharmaceutically acceptable excipients/carriers.

The pack units are preferably 2 blister packs each with

25 14 or 15 daily dose units.

It has been found that the'pharmaceutical composition,
which is suitable for the prophylaxis and/or therapy of
endometriosis, surprisingly exerts no negative effect
30 on bone metabolism and bone density, and the 1lipid
profile. The pharmaceutical composition is therefore
surprisingly suitable for long-term administration,
especially with a continuous administration of the
dosage forms for a period of at least 169 days or 25
35 weeks up to several vyears, preferably more than

2 years.

The object 1is also achieved according to the invention



profile. The pharmaceutical conposition is therefore surprisingly suitable
for long-termadministration, especially with a continuous adninistration
of the dosage forns for a period of at |east 169 days or 25 35 weeks up to
several yeaws, 2poefgpabky nore than 2 years. Thepehjeebobs/absasachi eved
according to the invention WO 2008/ 104342 PCT/ EP2008/ 001451 6 by a kit
whi ch conprises at |east 28, preferably 30, daily dose units not exceeding

twice the ovulation- inhibitory dose of a progestogen having.a parti al

ant i andr ogeR¥Yc %f ¥ttt Whar e?%%@?l%‘?%nﬁﬁes]t‘?a% cypr otpé're%ﬁéa%&éft at® or

chl or madi noseiagetddes togeishehotwdtron®ing rvieephahsacenilcad bry-

acceptabl e .excipients/carriers. The present invention further relates to
155 BrbGRLT oBBHE haYi g ot

t he use of §&¥t 0§BAS hBYi ng antTARTr3FeNi c"REt Yity iRFE AT 1y  dose
whi ch does aotiexdeedehwicce t hefbwatati on-prabebabbyy dosdidmwgemmuf act uring

a phar eut cal roduct . f.ar. the prophyl axi d/ ra

endorre??f 05|E¥§§PF eﬁgggng‘;ﬁ eézcéglr? 5 o%ﬂdcgﬁgﬁlgéﬁigrﬂlgsia%éelt%&%ﬁpé/nocgo nt_é%% ive

i nfl uence owibbne meEabolédsm mpdet huphramadesrteasd liyn borecaefenghle, is to
be found. AL EQEi%H@/cEE?‘EerEhe side effects known for conventi onal

medi canent s fof “the tfeatrent  of endonetriosis, e.g. hot flushes,
alteration in the lipid profile, are kept 20 within tolerable limts.

Further embedimentss ot t RevkR¥aRh Ofy2F Be£Vidant I omy the fgakurgs of
dependent clainms 9, 10, 11 or 12. 25 The pharmaceuti cal product may be in
the for¥f of PrPEBPEPESTIEapSIIES FWatBH AWATS, 2GRt BEEY EParfs ded bl
ther apfaut! cqsyst e%icfh”p%e%& lﬁ@@poék&@éﬁes twdeksS, tHal ntaentss idmpl ant s,
vagl nal ri ngs nasa ray. n
g gnhggitory %gsey for manufacturing a pharmaceutical
product for the prophylaxis and/or  therapy = of
endometriosis, it having been found that, surprisingly,
15 no negative influence on bone metabelism, and thus no
decrease in bone density, 1s to be found. At the same
time, the gide effects known for conventional
medicaments for the treatment of endometriosis, e.g.
hot flushes, alteration in the lipid profile, are kept

20 within tolerable limits.

Further embodiments of the invention are evident from

the features of dependent claims 9, 10, 11 or 12.

25 The pharmaceutical product wmay be in the form of
tablets, capsules, coated tablets, wafers, transdermal
therapeutic systems, ampoules, suppositories, gels,
ointments, implants, vaginal rings or nasal spray. In
this connection, the daily dose of  progestogen

30 delivered by the non-oral forms of the pharmaceutical
product, such. as transdermal therapeutic system,
ampoule, suppository, gel, ointment, implant, wvaginal
ring or nasal spray, is equivalent to the daily dose
unit not exceeding twice the ovulation-inhibitory dose

35 for the oral forms.

The invention further relates to a monophasic product -

for alleviating endometriosis which includes at least:



this connection, the daily dose of .progestogen 30 delivered by the non-oral
forns of the pharmaceutical product, such as transdernal therapeutic
system anpoul e, suppository, gel, ointnment, inplant, vaginal ring or
nasal sprayyol 206@yiivakent to the daily dose uni pcRypeyoegdongstiw ce the
ovul ation-inhibitory dose 35 for the oral fornms. The invention further

rel ates to a nonophasic product for -all1eviating endonetriosis which
kncludes at | east WD 2008/ 104342 PCT/ EP2008/ 001451 7 28 dosage units,
preferably 36 d83888CuntRLts whateeLarmRopr i3 e IPR2g8chUBAEE. 2 BAFE®er packs

of 14 or 155p¢eepaeakBi tish S36R ¢ARRSiSi PYiatprogesikegest havi _Rg- 15
antlandrogenlc activity with not nore than twi ce the 5 ovul ation:inhibitory

dose, selec?@&aﬂﬁonFHFgﬁogegﬁc. cyprBE LFoha aEet%¥%9%?t%%?%rh%ﬁYH%%e
acetate. Thantiwedirogenakbsadelvites wita nmmoplm&ec phaduetvilcer tlaél evi ating
endonetriosis and.wt a,negatiyve ence on bone. netabol i sm and
thus a r%du@yPgﬁg?ﬁnﬁéﬁglaéﬁgFg wreEn |ﬁ%ﬁﬁﬁ§:cfhé85 vésﬁﬁgﬁﬂi hi ts,

each conprisypgoaembngeateganehQV|nglammadmdbngeacetaaetlV|ty with not nore
than twi ce the ovulation- inhibitory dose, selected from di enogest,

cyproterone 15 acetate or chlornmadi none acetate, where the dosage units are
adni ni st er eFheonmnivemgusiny lgo atel st 169at monmphesilvarprz8biataysor The

ronophasi o B19dystclisesUidahlefofodhe PLABNYI 2K 0. 20 andlﬁé%g;@fv@py of

endonetri osi s sens endonetriosis, but does not have negati ve
i nfl uerc® ARLBBRBCABIAbOPPEAT IRsi@ hidrisin yaaﬁd %@psabéﬁduﬁﬁéoﬂ(nmn si de

effects rel abgd 1988 WHRfH S;jhhenany &ﬁ@d%eboaesgga%rylt@ot
flushes, altered lipid 25 profile) within tolerable |imts. It is therefore
each comprising a progestogen having antlandrogenlc
activity with not more than twice the ovulation-
inhibitory dose, selected from dienogest, cyproterone
15 acetate or chlormadinone acetate, where the dosage
units are administered continuously for at least 169 to

more than 730 days.

The monophasic product is suitable for the prophylaxis
20 and/or therapy of endometriosis, and lessens
endometriosis, but does not have a negative influence
on bone metabolism/bone density and keeps both the
known side effects related to endometriosis therapy
(reduced ' bone density, hot flushes, altered 1lipid
25 profile) within tolerable limits. It is therefore

suitable for long-term therapy.
Exenmplary embodiments
30 Example 1
Tablets with the following composition are produced:
Dienogest, micronized 2,000 mg
min. 99% < 20 pm, 100% < 30 um
Lactose monochydrate 62,800 mg

Microcrystalline cellulose 18,000 mg
Potato starch 36,000 mg



suitable for leng-termtherapy. Exenplary enbodinents 30 Exanple 1 Tablets
with the foll owi ng conposition are produced: Dienogest, mcronized 2,000 ngy
mn. 99% < 20 m 100% < 30 sm Lactose nonohydrate 62, 800 ngy

M crocryst ajbi Bgogehbukgse 18,000 ng Potato starghr3fp909sHoY@52008/ 104342
PCT/ EP2008/ 001451 8 Povi done K 25 8,100 ng Magnesium stearate 1, 350 ny

Talc 4,050 nmg Crospovidone 2,700 nyg -Difenogest is enployed mcronized with
an average particle size of 20 mand mxed with | actose nonohydrate,
m crocryst aPPviadogel Kukbse and potato 5 starch8.F¥R€ pevi done K 25 is sprayed

in during thegnatankl atkgpecAfter drying and admixignggof talc, crospovidone
and magnesi um stearate, the m xture of substances is conpressed to tablets
with a di anB8&F of 7 nmand a nass of 135 ny. 4165Ex&@ple 2 In a clinical
study, 252 wesBpovwibbBnendonetriosis di agnosedoatolpapgr oscopy were treated
over a period o 15 6 nonths either with the GiRH agoni st | euprorelin
acetate (LA) 3.75 ng s.c. every 4 weeks or with 2 ng/d of the progestogen

di enogest (DNehogeat!y.isl2&msident s merent addonmvied t art hextdt-gyoup and
124 patients tg.t e DNG rouE. TQF efficagy of.%%f resggctive t her apy was
20 exani nedPPhteF1Sl i £1RF nme8hs A0 4% cafBlof WHASH (vIFSGEl  HHIOHue scal e,

VAS) to be monphgtiedtby the qatdrgnttalAtine cellulose and potato

5 starch. The povidone K 25 1is sprayed in during the
granulation. After drying and admixing of talgc,
crospovidone and magnesium stearate, the mixture of
substances is compressed to tablets with a diameter of
7 mm and a mass of 135 mg.

10
Example 2

In a clinical study, 252 women with endometriosis
diagnosed at laparoscopy were treated over a period of

15 6 months either ‘with the GnRH agonist leuprorelin
acetate (LA) 3.75 mg s.c. every 4 weeks or with 2 mg/d
of the progestogen dienogest (DNG) orally. 128 patients
were randomized to the LH group and 124 patients'tb the
DNG group. The efficacy of the respective therapy was

20 examined inter alia by means of a scale of pain (visual
analogue scale, VAS) to be completed by the patient. At
the end of the treatment, both comparison groups showed
a similar reduction in pain compared with the start of
the study (-47.5 mm for DNG; -46.0 mm for LAD) .

25 Statistical analysis showed non-superiority of DNG over
LA.

In addition, common side effects of hormonal therapy
methods for endometriosis were recorded:

30
Alterations in the menstrual bleeding occurred in both
treatment groups, frequently as absence of period or in
the form of slightly irregular bleeding - but these led

to  discontinuation of the therapy in only a few



the end of the-treatnent, both conparison groups showed a simlar reduction
in pain conpared with the start of the study (-47.5 nmfor DNG -46.0 mm
for LA). 25 Statistical analysis showed non-superiority of DNG over LA. In
addi ti on, ceemdnosyte4zérects of hornonal therapyPCHEERRAE8fBGO1&ARUoNetri 0Si S
‘were recorded: 30 Alterations in the nstrual bl eeding occurred in both
t.reat nent groups, frequently as absenc€ of period or in the form of
slightly |rre?ula bl eeding - but these led to discontinuation of the

t herapy in few WO 2008/ 104342 PCT/ EP2008/ 001451 9 patients. Hot
flushes, a typlcal synpt om of estrogen deficiency, occurred substantially

ess ofen ;e OUG-0r ol 5.0, 89, daveo L hole Llusheslusalg bpan [n (he

LH group I'n a the s roup
decl i ned du@tﬁgrm@ 65\Woplt 3N bk Hpy , L astfer @§§etnheyn i e ed2Ed \ﬂItCHlH_A 10 The

influence ofothe i t%&w'ﬁ%m Abol L5 VaS ceganined-diyp a
subgr oup of patlentwgS At the end of tHgR% nmont h 't her apy, the?%:dgé found to

be a stati$tieal PaYsV/YREKY cadtt AGdidricibe the f aVBPLORS DA thf tINDNG t he

bone densityr¥as MEELuabRYauRehanged RY mbdtCOMPRIa$RN WHddde wiaft of the
study (+0.2%%, wh reas a distinct fall (-4.00) had occurred in the

conpari son @PSE%aS e¥ethekftts were confirnmed by |aboratory paraneters for
deternining bone netabollsn1 mhich i ndi cated an i ncreased bone resorption
during

dur; ng 14 he?fi%;%%ﬁw *Be (OaﬁxeF%% %ﬂfré’?gcﬁ"gellta}%éreeéﬁzymggé’wb%% Al unchanges

was examined in a subgroup of patients. At the end of
the 6-month therapy, there was found to be a
statistically significant difference in favor of DNG:
with DNG, the bone density was virtually unchanged by
15 comparison with the start of the study (+0.25%),
whereas a distinct £fall (-4.0%) had occurred in the
comparison group. These results were confirmed by
laboratory parameters for determining bone metabolism,
which indicated an increased bone resorption during
20 therapy with LA.

The estrogen levels were substantially unchanged during

therapy with DNG (average before therapy: 256.3 pmol/1;

end of study: 249.9 pmol/l), whereas there was a
25 distinct fall with LA (before therapy: 299.0 pmol/1;
end of study: 68.5 pmol/l). 'The other laboratory

investigations concerning safety did not reveal any
significant changes in either of the two treatment
groups.
30

Overall, the two treatments were equivalent in terms of
the efficacy, whereas DNG showed distinct advantages in
terms of the side effects related to estrogen
deficiency, such as hot flushes and reduced Dbone

35 density.



end of study: 249.9 pnol/1), whereas there was a 25 distinct fall with LA
(before therapy: 299.0 pnol/l; end of study: 68.5 pnol/1). The other
| aboratory investigations concerning safety did not reveal any significant

changes in Wbtb@mgqﬁoqhqztmo treatment groups. BQCQW@@beQ/bbq4gmp
treatments were equivalent in terms of the efficacy, whereas DNG showed

di stinct advantages in ternms of the-sife-effects related to estrogen
deficiency, such as hot flushes and reduced bone 35 density. WO 2008/ 104342
PCT/ EP2008/ 001451 - 10 Cainms 1. &lpABFmaceutical conposition for

| essening endonetriosis and w thout a negative influence on 5 bone

nmet abol i smand thus a_reduction in bone density, conpr|5|ng a progestogen
having ant iandr BgenPEAAEECHYY 3t a EAMRPHdSEThot T ceetFPEELWSe t he

ovulatign inhibibﬁﬁbm%@&Q051%0gﬁthW1Nhéﬁtann@gamWV%lﬂﬁﬁlﬁﬁﬁ&ﬂl§ﬁ||yl 10 g
accept abl e ex0|p ents/carrje ar maceut i conposltlon as claine
in clai cha%&@?erW?éabpalFWataFH EgHaes?ogﬁﬁ dohpohent? jRon
17a- cyanonethyl Béneatpydroxy@ﬁpfﬁsﬁm@ di en- 3 @EOgaetbgeanogeB&ang
cyproterone aceta cetate. 3. The & ceutical

at

conposi tion as CFQE&gEdFﬁgSFéIm % lv‘%ﬁéct%?|z%d A I da'?y dose is
2 ng of 20 dienegeeédmnganbmmmauﬂuhd znunmﬁtxﬂnfmnhxbxﬂmmya @cstate or

chl or madi none ac har ceutlcal 0Sjqf ] i in claim
%F?%gose un|¥sﬁ ggp L1 L o &8, €] &L {Rg

3, conpr|S|ng dai whiTh ar € pacwe
acceptable excipients/carriers.

2. The pharmaceutical composition as claimed in claim

1, characterized in that the progestogen component

is 17a-cyanomethyl-17-B-hydroxyestra-4,9-dien-3-

15 one (dienogest), cyproterone acetate or

chlormadinone acetate.

3. The pharmaceutical composition as claimed in claim
2, characterized in that the daily dose is 2 mg of
20 dienogest or an eguivalent amount of cyproterone

acetate or chlormadinone acetate.

4. The pharmaceutical composition as claimed in claim

3, comprising daily dose units which are packed

25 separately and can be removed singly and which are
introduced. into a pack unit for a period of at

least 28, preferably 30 consecutive days, where

the daily dose units comprise 2 mg of dienogest or

an equivalent amount of cyproterone acetate or

30 chlormadinone acetate together with one or more

pharmaceutically acceptable excipients/carriers.

5. The pharmaceutical composition as claimed in claim

4 with a continuous administration of the dosage

35 form for a period of at least 169 days or 25 weeks
up to several years, preferably more than 2 years,

for the prophylaxis and/or therapy of

endometriosis without a negative influence on bone



25 separately and can be renoved singly and which are introduced into a pack
unit for a period of at |east 28, preferably 30 consecutive days, where

the daily dose units conprise 2 ng of dienogest or an equival ent anmount of
cypr ot er one W& @088¢ 184338 chl or madi none acetate t6§€Vﬁ@?%ﬁ&V@°&ﬁélor nor e
pharnaceutlcally accept abl e exci pi entshgarriers. 5. The pharmaceuti cal
conposition as clained in claim 4 mﬁt% a continuous adm ni stration of the

dosage 35 form fakaaonakhod ef ld @askald dayarbhote WREKS cyp Lo several
years, preferably nore than 2 years, for the prophylaxis and/or therapy of

endonetri osis w thout a negative influence on bone WO 2008/ 104342

PCT/ EP2008/ @0145% kltl%onffﬁ:tlaﬂ(ﬂgi s anch dthusg ade{ﬁ;{,ucaw@ hRibongrdgnsity. 6.
A kit conprising at |east 28 dose units of ggarnac utj cal

conposi tion as c PRAFEG CEM EAIC4m GOmMP e B ifn gas 7¢l ?ﬁ@ i e @i mbd in claim
6, conprising 302daid B, dose units of a pharnmaceutical conposition. 10 8.

Use of progestogens having antiandrogenic activity, selected fromthe group
of 17a- cyanonet hyl -17-(3-hydroxyestra-4, 9-di en-3-one (dienogest) ,

cypr ot er one7acet ahe &1 tcllsorairdineehel n ackedat 5 ] ncamplal $yngose shith does not
exceed 15 tw ce the ovul tIO% |nh|hb|tocyu Qse, f%rnl ga%qfapturlng a

phar maceuti cal ppgﬁ&cﬁnﬁ e 85ﬁ$1§k|§ and ptherapy of endonetriosis
wi t hout a negative influence on bone netabollsn1 and thus a reduction in

bone depgity. 209, Th%ﬁﬁse §F085998§E989”5ké§u9k?'”EQntPaﬁéﬁbgéﬁlc

characterlzed in that t he da ose
activity, ected from the group of 17c-

cyanomethyl—17—B—hydroxyestra—4,9—dien—3—one
(dienogest), cyproterone acetate or chlormadinone
acetate in a daily dose which does not exceed

15 twice the ovuiation—inhibitory dose, for
manufacturing a pharmaceutical product for the
prophylaxis and/or therapy of endometriosis
without a negative influence on bone metabolism
and thus a reduction in bone density.

20

9. The use of progestogens as claimed in claim 8,

characterized in that the daily dose is 2 mg of
dienogest or an equivalent amount of cyproterone
acetate or chlormadinone acetate.

25

10. The use of progestogens as claimed in claim 8 or 9

for manufacturing a pharmaceutical product with
continuous administration for a period of at least
169 days or 25 weeks up to several vyears,

30 preferably more than 2 years, for the prophylaxis
and/or therapy of endometriosis without a negative
influence on bone metabolism and thus a reduction

in bone density.

35 11. The use as claimed in claim 8, 9 or 10 compfising
daily dose units which are packed separately and
can be removed singly and which are introduced

into a pack unit for a period of at least 28,



di enogest or an equival ent anmount of cyproterone acetate or chl ornmadi none
acetate. 25 10. The use of progestogens as clained in claim8 or 9 for
manuf act uri ng a pharnaceutical product with continuous adm nistration for a
period of awol easg/10694glays or 25 weeks up to severgkpyeasgpoB@spreferably
ore than 2 years, for the prophylaxis and/or therapy of endonetriosis '
wi thout a negative influence on bone hetabolismand thus a reduction in
- bone density. 35 11, The use as clained. in céain18, 9 or 10 conpri sing

dai |y dose unitsPHRFERIEIE pHEKEARSEFHFAVEl yIANY ¢AF e FRROVERRL S ngly and
which are introddgeed 1niesa pagkrueet Lomga peri ededlorist! east 28, WO
2008/ 104342 PCT/EP20084001451 12 prefgra2§&>30‘consecutive days, where the
dail'y dose unitSIeoRPrise 2 FMPYIE di BhogedPTit P % quitGat8ht arffunt of
cypr ot erone acetahtopnadthbne madidtene: acegateetroget tier oniet hovnenae nore 5
pharnacgytically ﬁCCﬁ%tab|e egﬁipients cgériers. .12, The use_of
progest ogens as RIAFNegS Rt Gf rm gccghta eo?xiiPl%ﬂa?ag?EF%gﬁﬁ'in that the
pharmaceutical product is in the formof tablets, capsules, 10 coated
tablets, wafers,pfLansderal  IDEIARGULIL o Y81 £l qammoul ey, uPROSi tories,
gels, ointnents, Inplant’s, *vagi nal tings or nasal spray.

10 or 11, characterized in that the pharmaceutical

product 1s in the form of tablets, capsules,
10 coated tablets, wafers, transdermal therapeutic
systems, ampoules, suppositories, gels, ointments,

implants, wvaginal rings or nasal spray.





