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WD 2004/ 069260 PCT/ GB2004/ 000414 COVPOSI Tl ON
COVPRI SI NG A COVBI NATI ON OF AN AROVATASE | NHI BI TOR, A
PROGESTI N AND AN OESTROGEN AND I TS USE FOR THE
WiREATMEBMNE: OF ENDOVETRI OSI S The present i nvent pOVGB2004/000414
relates to a nmethod of treating endonetriosis using a
conbi nation of an aromatase inhibitor, a progestin and
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conblwat%ﬁ’?STB‘OEFPﬂ é*ﬁ%tIrTrgo‘é‘-’lEs Fers TER %&TWF@UE@DWE\@OSB
presence of endonetrial-like ti ssue outside the

uteripe cavity and i 51 | ar Ch%ﬁondi,tl on_seen in
pr emeHEPALER] VAR relgtes o %%ﬂtl‘? RGPS endepedidqsis using a
QRIDMRR0N 2f H0HoRNAOTBIbIEE, AR detiPAR AnGs@Rn. THE Savention also

endonetrial -1i ke tissue responds in the sane way as

1ekaées ﬁ@phmma@qwaeﬁé@m&aﬁomcmnﬁ@@ssaitdnccmﬁenmnno nal
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Medikinel e (’416116 WB}) gBdth hdicalemdanges] aiRvddie@dd a combination of the
this extra-uterine tissue giving rise

i nfla tion in
G A m@a&%&%«é}w Feerpdipgic thy disgpsrehrt e ven 4t Depn siapess fgatment is

%R cREQHUGHIRNGKasd DRI BBHs Yot QAU &Rt sths RESELT 0gen in
premenopausal wonen, nanely thé ovaries, or which

cr eat@esHEogegit Hicmeqst wglé@a%mﬁémms éhah ankenpresemo wbead fnflammation in
ttﬁﬁ L2 ﬁfel(’jhé MSSBE g%@k@qgﬁfcféa?e% ﬁi\ué h %reen%&?s thgi! 1.?1?1%11: the

e gonadot rop nmone rel edsi ng Hor one ag
rodictgues the@ndie mnk of oestipgéminipbérerntoneausal wchuext mamekyfthe ovaries, or

H.and to a | er ent F [ r
R b SR s G R Do T R wed e B e B e
eﬁd&hétﬂdslmm the ;fbhﬁer@:‘}/a’ﬁf itlesgonddiitopBiz Hodveiid Iﬁ&aﬂﬁg hormone agonist
concenfrations_into th
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26?1953% a1alomAy dtpis H!etpéoqt“ﬁ“%ho Wﬁvwewé%ﬁ@r gtent FSH from

t@@bfﬁh@r}pghl{ﬂ @mngfoqﬁﬁ;wu%n%ywp%@ma&@ of &LLERSI mh%vanes This
endonetrial inplants. Danazol” and progest-ogeni'c

lag el apeulgtiag opdiadiol enncemdrationshiatading ea@menm@@ remge results in an

@%%%eﬁ#o@rﬁtoﬁ ?E‘@H C@a grﬁ‘%#@ﬁﬁr% %ﬁ;{?é&%{; f f e 5510 Sof grhdo e(fjrrx]ag implants.
Dvinaer ahd prepsstdgenic bipess mermtso\msédltodﬂaﬁﬂme ldisb&ea ITS@tment with the
(Iinlﬁ]i' ana%g?lgg zﬁ!fho%gl?];fféctu%e 18 montgxs bec?égseec]:f the poten’aal effects on
bone mineral density. Treatment with danazol is also limited because of its androgenic side-
effects.

Not infrequently, patients may not tolerate and/or respond to currently available

medical approaches. Additionally, there is a high incidence of recurrence.
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Not infrequently, patients may not tol erate and/or

respond to currently avail able nedical approaches.

Addi tionally, there is a high incidence of recurrence.

WO 2647689260 PCT/ GB2004/ 000414 -2 For exanBfF&GCBgH/000414
nont hs after conpleting a 6-nonth course of

LupronTM depot (which contains the GiRH agoni st

| euprolide), only 52% of patiénts had significant

relief of pain. The recurrence rate of pain in

r egfor Si{affll?ié: ISampetht aftergemalsprD Orah 90155%%@@911 éi_gpot (which
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anal ogues I nhi t he  production of
(2000xErdtsrin iﬁhdrﬂsmomg@ mld h@dpﬁmcm (Br32-g¥land, reduce

glo; ﬁflgﬁ%nqgug?s Ej‘aﬂ%lo afo%rl] %nt Htlo Q%hﬁhﬁé&%chgg o%olﬂagotrophins

opaus ange: faraRs T ors
fromahe Peritxpeaid deduoe bmﬁhng eesmmm stricatliratlons into the postmenopansal

concentr at | in pre-neno ausal .
o O BB AT DL R 6 SR O TR SO st P popeentrations,
howdvek!iit AleYm@ohsusaPRofhbR the¥hiSNolthe edetipdck RcBRS aHE BYpothalamic-

concentrations fall the pituitary gland produces nor e

pityBmadt fo Prahwhempiraipting opyiadiol sedeahtzations frél the BauRE gand

pro@.{!lceg GRLd é’cﬂﬁﬁotﬂ?n‘l;‘ @fhlc‘ﬁ\{ﬁ‘[‘dn@§t1m1|11tateriﬁ'?pl%ﬁﬁ&ioﬁwggéﬁ%éérﬁ%dﬂm
t hat e~1 ncreased concentrations o

ovagios étﬂmas bephiypotteSisédihki the memkiatidontdntgtibroraitiregchFBIHophin,

follg(g%%t%%elﬁ%g%% ﬂo?rntgrl?ee?i:f ng) g?@aatggosgi{tﬁ% tl'ge)g(ts %ﬁatimrﬁ I'(lesn‘[so%%ﬁé/ ovar? ©The

conaﬁmrfatt aseof o Pstia fag s thigh tbcﬁzarﬁﬁﬁ%@é eaititr vcb#m iﬁﬁb@dpe?ted to
this surge In iLtuitar gonadot r opi ns. er enefit

dingpish Hgs S@é%?clarﬁig‘éi%y SORAPRIOPEISr ArPET bFeht Bﬁi}@ EYCPRItY

dntg]ggfrﬁeéan AU GehBn BHRAGE B6lIl Be BifeBRlihY AFAYS b RItRARRG of the
eutopic endometrium due to the dominant progestogenic effect.
Although oestrogen has a pathological role in endometriosis, it also has a protective
effect in a number of tissues, such as bone. Thus, treatment of endometriosis with oestrogen
lowering therapies may have side effect due to inhibition of the protective effects of oestrogen

in addition to inhibition of the pathological effects of vestrogen. For examples treatment of
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‘eutopi ¢ endonetrium due to the dom nant progestogenic
effect. 30 Although oestrogen has a pathol ogical role
in endonetriosis, it also has a protective effect in
a vy adeehnets tissues, such as bone. Thus, treat gAlic®hoesn00414
endonetriosis wth oestrogen |owering therapies may
have side effect due to inhibition of the protective
effects of oestrogen in addit3on to inhibition of the
pat hol ogi cal effects of oestrogen. For exanples
GHEEHERR o A RN RE Sl Ra A ey Feplang n ice
dfevg lischafinpeatsienyergirabblebding ot flashies eagindlideprtess, decreased libido,
i ncl udi ng transi ent, vaginal_. di ng...-hot. fl.ashe .
kg BT e B BT g O peA i Breopgrosts nd
d0RQMMAI Fasricleiressd@n, irritability and fatigue,
headache, osteoporosis, and decreased elasticity of . .
the sKivg, stgtepicsdhat ihibit B PETORHLE IYCA RYIBPIOWS (g€ cudometriosis with

' t RGN E G Q5 iiAHibitor with a progestin
R T e lor with 2 o
aouldberatead to hdviebbme rdvdntage an ysiasige s2 bene logsu Hpwsaer, the further

expected to_ have, sone advant i '

FRER et B oA G PRI ARG ol S bieRlby B RBGmore
dfeectitdl$ tiea i aiditlopro Nl gdstirodlomn byt woeuwdd elst bbenected ssstop

nore effectjvely than the . dditi?n q& a_pr eﬁhhn £

PO OB ST tTHPERY SR TaKJLRPRH Ry NP pghe addition of an
BUs88kdnhb higkitdd Rie Sl doeh G RIMELA bymBiaionWy ihthp hagiabbdstegen-reducing
However, "the addition of an oestrogen to Eatlents b
{hetahy eherorrerpiassinBibiter BORBTEPTHAl PRER VABC g epegfed to exacerbate

RESLL OGS EAME el NG LR Ql)f%tﬁ’lfen%ﬂ@ﬁl@ DR aSRe il Bldeed, using

I'n prenmenopausal wonmen” wou be expected to exacerbate
shendoowtticsis ampdel inrsbrfirsan MhIE tafefricneyd pmpleesimeskqut priegFang et al

he . ar tase inhibjitor. d i Q- ..
I&:ﬁlﬂ% ﬂ)@ﬂ}:ﬁ% 6@?@0% d% s{r?%en Sf;? llljl : agcgnq?tﬁéé\‘jim glt%r;}g%ozg%ecrgsuétﬁ% inn Increases
Y faretdsr irkoredleiit sitds aad Fmngxaetrbales e chdomerivhalFanhet al (2002)

addi ti on_  of strogen t h ro e J.nhihi tor .
Pt S5 ARt L0l BB TR b A Y oo e
L&hiaRionl A8S aishtdsh %i@i@@,‘-‘@rb%ﬁsﬁﬁ aldér eREeFataht] @&iltve surprisingly
gfan%wgt a .92002 Journal of Cinical Endocrlno%ggy 4
upe (b Biciadditigr 031 oiregrnda 8] companatign 8 W HEPREsS aibor and a
gx%gps!tﬁaédn%rnf{g 3 V(\:le iﬁﬂﬁtﬂ%ﬁﬁs in@?fe_@ﬂi&e%’aﬂiaﬁoﬂ 69@?1?;?@% %rewomen with

n-oestroge ave surprisingly found )
soidictdndometfiosin Detterogmnthisconthinatonierray iwsn wetl telgrated with only
ar. se i nhiphtor . r ' t : .
DAL P Dokl 3P, B AL OB R et po
SYdkOITEp bl sporsbonaidelsitosetr e reasinchomet r i osi s.
Furthernore, this copbination thera s .wel | .
{ol er SPBARPIIPERIT Dt 1A Ot VT SeRbS ChrdbRic s gpmetod o
SRALLhNT Al &1Q08 Ghiriseantc shangestideifwasmbiaseh bfa aromatase

and post- treatnent hip and spine bone densitonetry
rodsion-amspgestin LN 0efEe¥Pdi ng to the first aspect of

the i M&ﬂ&{hg B4 gﬁ{hgr é:r_?ecﬁ W8 nBoMBERAE pRF 188 the use of a
treatment of endonetriosis conprising the _
acinbinitsinr eten erpnedtase infovibirraprogstioindian egsERgANs dhe manufacture of 2
medicament for the treatment of endometriosis. '
According to a further aspect of the invention there is provided a pharmaceutical
composition comprising a combination of an aromatase inhibitor, a progestin and an

oestrogen in admixture with a pharmaceutically-acceptable diluent or carrier for the treatment

of endometriosis.
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i nhibitor, a progestin and an oestrogen. According to
a further aspect of the invention there is provided

se of a conbination of an aronat ase |nh| bito 5
ﬁ?ﬁ@%ﬁ%?ﬁgand an oestrogen in the manufacture PGFIGE 200400414

medi canment for the treatnment of endonetriosis. 30
According to a further aspect4 of the invention there

is provided a pharmaceutical " conposition corrprl sing a
conbi nati on of an aromatase inhibitor, a stin and
anfordbs gyadpaRe PR bineueh @p%rpﬂceéltmal composmon the components may

y-acceptabl e diluent or carrier for the
be?(!}gﬁlt rreﬁaté%o Jendorret riosis. WO 2004/ 069260 )
(i) PCIhk GBR 0045 A0 Hitt, progesHopnd pestragoi wied toasthetipubiinglp formulation;

. h h t | Lt t
e e
]ICOY ﬁgﬁ;&taterdl s&pkdat@lgzs t‘cfr@glaﬂtaﬁézcme dr l;an;gattimedosmg, arsingle
ormul ati on;

onents ni
(i3 o@@bwempp?ﬁﬂéf i Sﬁmrﬁtafyafqr me%ﬁ@r ews%wéﬂ?%%
fornul ated separately, for S|mJIt s or sequ
dos Ihips secifipatiop ag SRS AHEREHE lﬁr a%%aowﬁaﬁ Q{aéPSF"entS
oeéctﬁ’)rgel?s' 0t LERE P8k AFronCHUR ek Ab1id 91%b1ﬁ9®rs b8 itHibiSing the enzyme
cification an aromatase inhibitor is defined as a

arcmmmguﬁaamﬂaﬁ ofpremeiatesinligie® isdedss fr om bei ng f or med
0§ thch“Qt&Q&b bt ng{;~%99'1j g&&%ﬁiﬁ%% i3, POERLS) I i Bcribed in the

ase aromat ase i'nhibitors
i ﬁItJuudiés Df G:nmcai)Enﬁhantoéc%whéMam’e@hsm " 49, 672 (1979);

0 i ene- that
(H)d%% 8?1?1 c[}ﬁsga g b C,c?;‘f]nren afL’ glfomf:l | %iloc%:t alﬁ%ggggzlﬁ |b% 01 § one
a@&i&(@ta@bﬂistasmﬁ t4&he- ﬁ?ﬂd(oﬁ&?lga)ndrc(stdn): 19@1@@3116@@&33 4-
andr ost a- 4, 6- di_ene- 3, 17-
aABHEYEnE- 364 7diien et FeAGS s Brocinglaes 1t 'g73, Vol 92, No. 3,
andtosisa- 1, 4, 6-tri ene-3, 17-di one,
4-andr oSt ene-19-chl oro- 3, 17-di one
(it iy el leyrelagodostarpice b e derraibed HEC e ppisateRplication oumber
I ogy" 1973, Vol. 92, No. 3, 15 page 874,
(i |§)&trhe 19- al kynyl ated steroids that are descri bed
(ivi) theGEr (T ppoapk diaty rplotdidsatiatere drserfed in OErBaREr@o apylicetjon numbg

t 2, -propadi enyl )-steroids that are descri bed
' Eﬁg&‘%&# pat ent application nunbei DE 3124719, 20

(VXN&: 154880 L9ddobtiate @stblatisdsalne attaickaritictl ieBudopadn patent application,

descri bed in_Eur op an patent application, - publication
nFULERIYYDSEE, H{%? t he 4-androsten-4-ol-3,17-di one

(m?'a% 4-bir§8d.31-8 NataiHeQnd 85 6dtérb atht it defRled ki Rdegtology” 1977,
Vol. 100, No. 6, page 1684 and U.S. Pat. No. 4,235,893,

(vii) the 1-methyl-15.alpha.-alkyl-androsta-1,4-diene-3,17-dione that is described in German
patent application mumber DE 3539244,

(viii) the 10.beta.-alkinyl-4,9(11)-estradiene derivatives that are described in German patent
application number DE 3644358 and

(ix) the 1,2.beta.-methylene-6-methylene-4-androstene-3,17-dione that is described in
European Patent Application EP 250 262.

Further examples of aromatase inhibitors include: atamestane, formestane, fadrozole,

tetrozole, pentrozole, anastrozole and vorozole.
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Vol . 100, No. 6, page 1684 and U.S. Pat. No.

4,235,893, (vii) the

1- et hyl - 15. al pha. - al kyl -androst a- I, 4- di ene- 3, 17- di one

t cribed in German 25 patent appli cabr®/tr2004/000414
nﬁﬁ%g9§%€§%539244 (viii) the 10. beta. - alklnylbt@g;(l0 00041
| )-estradi ene derivatives that are described in Gernman
patent application nunber DE_3644358 and (ix) the

1, 2. beta. - met hyl ene- 6- et hyl ene- 4- andr ost ene- 3, 17- dion

e tha : t Anp tion
250 21%5{ 0§%g1% re{d %&‘%%Sn”g# I(Belg&g ar om?l);1 s@PﬁS{’S qgaglbg admmmered
dtnclosdand/atsaneisteaneglifep bawetand anfl ad ngdHyﬁpreferably, between 0.5 and

etrpzol e ozol e, anastrazol e and vorozol e.
é 5’6@%&%%%’ ?%@ﬁ‘?lﬁbg(ﬂﬂmm?d& gﬁ?ﬁ’é da¥r ef er r ed
ar oratias epdciittalibt #prdpSstANASSIR4E Ql § naﬁh@&t §}Qﬁﬁh§ pRRBstRfnal
adm ni stered at a dose and/or schedule to ['iver

pestarcsiha Mimigions orgll ghthe aplies of atsizgsteroag. v@@m;@es@f arapesting
%tcﬂ%é @n%%(ﬁggg%‘ct%f 18! q‘:ng‘t@gt&%&{nea BB Q20 Ged zﬁic%g) A St %rd%nvatlves of

I's specification a
H?@Jf acrﬂtentypm gestﬂsramm(paégnames}? )E*)xhllnﬁle’s 6f @Hsﬁ@x&ﬁﬁr&ﬂmdb;nﬁ&re&mdmne and its

%, e tha nlcs % g of the actions_ of
gz ﬁ%ﬂt%gsﬁgzpmﬁ 8 GEEYIRE inplyde peygestrel and levonorgestrel
ﬁﬁrtheve&g ahﬂﬁog@ﬁcllgnﬂﬁkaﬁﬁl@ﬁn%f%%@@el s 8SoRRELT AR8Sstimate, and

and gonanes and derivatives
gevigdeiice FR B Bgmwics pEPROEEHRR e sYrectehipranstassirel, norethindrone,

ReShiARes abcqgtle U855 B04; %&Q%%Q@%§@%6é01 ALelal % Preferred

and et hynodi ol di acet at e gonanes 1 nc
mogayis tsrlevonargtstraly énmr@wstr@ Ican bnadihstdraba aatosk aglémischedule to

v St u desogestre
‘ﬂegf’%r\ébs Her?gt% e(%fandg) 1%88 Hesr dder grfel&y&[}lr Itnﬁ/éiF 'exanpl es of
pr ogés thingperifichtiteocnns gas bk elefinddei @baheesds iMlich has agonist activity at
ore hlndron nor thlndro cetate, desogestre
8 PGS ETHET® Sin d SH P SRS G AP L SR e ApRgPd Pyl agonists are

RERGES T AR ckBnple ¥ PR PAHAH DMkt is L@WRVOR IBRINMALs GBI BSonists include
adnm ni stered at a dose and/or schedule to deliver

peiaserPostraBolapgsiorps! ang ety opsteriiol aBughe examppeffull pgonists
%ﬁ& SREGH 6akh B eﬁ%&q%@&a@gg 9%%&&%%% éggm&ﬂﬁedémmyl

has agoni st activit at tro
creettﬁelml @nd mRsfraniod| A@Wﬂp@fmedmdstfqgeh isaegioinyIstestralic. Ethmyl oestradiol

u | erred. An
% SRR oL R SR B oI R L S PRI
mm&mmsﬂxommgﬂuﬂe oestrogen oestradiol, nestranol and
et hi nyl oest i Ol Furt er ex les of full agonists
i ncl 3%’8" 333 OBgsHE AP a“fSHPg%{%H&tOH?IHy pt %‘é%@fﬁ%?ftﬂn of the
ilveafies eadd B@pﬁd’vﬁ@@ B$ aicB@birdGorL8iRh RYhtrol 9@%6}:&}5}139@ AMstrogen and a |

mestranol. A nmore preferred oestre%en I's eth |
DERESH I Il |SH§11 bigh sertepd pls ipdndsdablele cqammm& ered

teitfn A 0S8 A AN nSER .to deliver between 0.01 and
(g Bﬁg dg&, pr2§ér§@#§ 0. 02ny/ day.

(1) cf;hmyl oestradiol and norgestimate;

(iit) ethinyl oestradiol and desogestrel;
(iv) ethinyl oestradiol and levonogestrel;
(v) ethinyl oestradiol and gestodene;
(vi) ethinyl oestradiol and norgestrel; and
(vii) mestranol and norethindrone.
A preferred combination birth control pill comprises ethinyl oestradiol and

levonogestrel.
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Conveniently the progestin and oestrogen conponents of
the conbination of the invention could be provided by

a conbination birth control pill conprising an

VOREPHBYEH and a progestin. Exanpl es of such H5if¢§e004/000414
control pills include tablets conprising: 25 (i)

et hi nyl oestradi ol and norethindrone; (ii) ethinyl

oestradi ol and norgestimate; " {iii) ethinyl oestradio
hi nyl, oestradi ol and

and, desogestrel ;. (iy) et _ _ i

| ev Bh%l‘&e’gﬁ%f’f,efke (W)g’“té{“hﬁ’ﬁ)?@%@‘fqﬁaa iotargsccogBaycydentor at least
6 péhthsY iHowRivBY, R¥AmRESHE aey P rgesLdal i I

nestiaﬁ%l and norethindrokgﬁy%éggégggééﬁ"gg%@?%%&%%%&ﬁwwmm
2 vt irplecornkeapigied- | conpri ses et hinyl oestradi ol and

| ev 4/ 069260 PCT/ GB2004/ 000414 |

one TR28E3} biire ndBonal S O B R Py e o
pogamaniopadisglontrhenuoadd yiso bororatmplerd in t16s¢RBkBS for MAMEY &lstrogen

p%&gatﬁgﬁt for | go 2 years | S algo envj saged. .
TePHCRRPHENT R0y OYF Ba UIdETrg yet gutpatly thoughtoggamdicated due to
cozeiik esgatdteechdodeerkiyent of pre-menopausal wonen is

nos referred, however treatnment of 5 post-nenopausa

wonerfReT $Pstt Sty watirtee rpibstwgntion isivortemplatrelrfof patients who
are WORIBR9 8 & BGERnatlBR)e {Egﬂteséohﬁxii Aol 89)?6 course of prior or

consi dered yet currently thoug contraindi ca
subsgnuepidivsiappad tedtgenidi Fxgrpted ofrsichiboshenal Hrerapyatdiete treatment with
%gﬁs%gg conbi nation of the invention is
conte ated for patients who are refractory to a

conbetatn Gnrgdal swegion alefareRent i ras/ab6f RABmetio® ifplants
mﬂ@&qrﬁeo§g ggior or %O subseguent _hornonal treatnent.

aftp] O Br LSt CRUKO PHEHEINE heP ApJonTiErtit Suph eaarehfould

cortprish ablatiRbafeakagiesa lakfle term " surgical resection

refers_to surgical rempval of endonetriotic inplants

andPFdar {Rgasrydiut Hgiaeniens the sombimation ewidd bs prgvidedin a single
for@I QS ih @RilSple BHERI1FIERDY ﬁﬁlg% | L.ag
° by for exanp?%ea |a§3§&91%£?n %%?ﬁggyégfﬁﬁ%gﬁﬁ&rﬁ%CEﬂm
conjlinadioni Snmimattationisf ateleprentsonfitie dventpuivi deald iba administered
S i ' | t.i.pl e .fornul atj.ons, ..
oLy Dl L ol b B e LG HBRR Simtancon:
adnpotpitivatis preferdm Thesbmbination ahy bberoRi®Rientaict férh@lations such
as %gﬁﬁﬁpgtion coul d he adm ni tergg si mul t aneously or

FERCH" ¢ OB otReRT™ Qo OGS BRSHRPHiT XL Zatiablsts- wardere, capsules,
grafil €9 aqueSis il dilgREHESsions). Preferably, the combination is provided in an orally

available formulation to be administered daily. However, slow release formulation or depot
or transdermal formulations could also be used to administer the combination.

Thus, according a further feature of the invention there is provided a pharmaceutical
formulation comprising an aromatase inhibitor, a progestin and an oestrogen, preferably a
pharmaceutical formulation for the treatment of endometriosis.

For preparing pharmaceutical formulations of the invention, inert, pharmaceutically
acceptable carriers can be added to the components of the composition which can either be
solid or liquid. Solid form preparations include powders, tablets, dispersible granules,
capsules and cachets.

A solid carrier can be one or more substances which may also act as diluents, flavoring
agents, solubilizers, lubricants, suspending agents, binders, or tablet disintegrating agents; it

can also be an encapsulating material.
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adm nistration is preferred. The conbi nati on may be
provided in various fornul ations such 20 as parental ly
(e.g. aqueous or oily suspensions) or orally (e.qg.,

t abb edos/pepemder s, capsul es, granul es, aqueous 1@T/@BIoY4/000414
suspensi ons). Preferably, the conbination is provided

inan orally available fornulation to be adm ni stered
daily. However, slow release fprrul ati on or depot or
transdem al fornul ations could al so be used to

adm fy g&%geré,ftﬁe SRR ipgma? diviiES0iaGeRIhds Rt @ikt herthe finely
feature of the invention there is provided a . .
Jinidedregivacompnent 5n fabletiuthatacdre eootnep ingixed vatdhataser having

i nhi bitor.,. [ tin - ahl :
bhareeniyraf PREERT DR P AP HE orle b B b and size
&Reledretri osis. For preparing pharmaceuti cal

formul atj ons of .t fle i nvent.i on, .inert har mageeugi lc'lXctose
acceptABPlE cagersi Ry Ul npensE R AR S TS TBRIERER & ot 0%,
stug%_, g@&i‘ﬁ%ﬁtﬁ@ Ria¥dh Ghs26a0h, ehdthflceR@oses Sdditin Qirbbx yaithlyl cellulose, a
Solid form preparations i nclude powders, tablets,

ivsipelting blas, epeembiitiss andthedi§sul es and cachets. A solid
carri-gf I ixH ERYHiR! Rhponent with
et e dFlEhRaRf QinbRAS SHCHBAANRL SRR Shponcnt
tnebssubing syatesiabpendimiyg pagading 2 chisnltdn shichrthe aghive component (with or

di si ntegrati.ng agents,. i can . ‘e s

SiiEap elE Cig AR et b 58557 REn Bniin associarion with it

B hEB200KH 9 DQ 4rdkduded 7 Thisletoopuleless, cdchets camd chigsnlel sambe used as solid
finely divided solid which is in a mxture with the

fiospgg %j/i’mﬁﬁ‘%ﬂaa@(fo%@ﬂ PEISHRent . In tablets, the

act i Vg GRNBRR ethpdsiionh 1RAdWss 1Rt SME 58 pEsIRE, AAd vindBionk Mterile water
necessary binding properties in suitabl e proportion

emdatcoproRritecizlyep! splatiensh éheashve porpougdspR e mgntioned as an
Sul t b - i . s i QE}%}J@L. .d .t.
AL R DR s e ARG RISSkE it compostion
diex be forpuktediric bolutiomigagasanh polyethiighe gbolublytien. Aaeioyspolutions for

car boxynet hyl cel |l ul ose, . low i, .
R e e
E@mbI%QJoluﬁﬁ;ﬂ, R Grngt a@gel[qs,mtabﬂimsaax_td ﬂa‘mkaﬁng)ggwmas vikditvd. Aqueous
encapsul ating materia a.carrie raqvi,di. a,. .
@1&9@%}1@5 ioF qx%i“é?] CRRE 15 efﬁy@@&%&ﬁ ?m?clwd{vlacpegractlﬁeocomponent n
WatcDQ4tkmet HER 2 GRbHIsSASrid! SudhlUls rathRd @fntbé’cicaguﬁﬂnﬁﬁmwﬂnﬁhyl

is thus in association with it. Sim a‘%ﬂy, cachets are
celbilosd snpdinmaparepemegiherdiudose e pEies SusprTREAES T Bowa fp the

b Mse ti@§f§$dlg'qn%§age forns suitable for oral
ggam nrs £

ration. Liquid form conpositions include
sol ut Thapharsasptrd fonsyation daeheinsingrivsagstiem. [le sygdtferm, the

O P AR ML SRR Y50 AR R e e
RE@PScAL. TaBanE Bbdagblcemfcat bpapeckiagedprepaaion) iepatkiagn containing
hlisgr%!tedqu%gtqglgeosséf ttﬁeopr;gpa(r:a?i%ns, for example, packeted tablets, capsules, and powders in
vials or ampoules. The unit dosage form can also be a capsule, cachet, or tablet itself, or it can
be the appropriate number of any of these packaged forms.
The invention will now be illustrated with reference to the following non-limiting

example.

A clinical trial was designed to assess the efficacy of a combination of an aromatase

inhibitor, a progestin and an oestrogen in the treatment of endometriosis. 18 patients with

severe endometriosis-related pelvic pain, who previously have not responded to &
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al so be fornulated in solution in aqueous pol yet hyl ene

gl ycol solution. Agueous solutions for ora

adm ni stration can be prepared by dissolving the

¥R BAponent in water and addi ng suit abl 8CT/GB2064/000414

colorants, flavoring agents, stabilizers, and

thickening agents as desired. Aqueous suspensions for

oral use can be nade by dispgrsing the finely divided

active conponent in 20 water together with a viscous
com’@metrqnanf suigtenl rgsection emcdnesy mdne chwsey wirborpans} fxeatment were

T

ovafrmn Iﬁ:ﬂca[bn o’ﬂhae patichivew@h aeand eith itieadralf @omethat inbibiteg andseozole

form_ .In. such for t he osition is
[ASHNACRE of RN it OB RO PRy P B B Birth comuolpil,
Aldisantritdne sabeh pérhﬂﬁ A8 1ck 2 126 c6ARRS nzeaﬁorgaélﬁﬂ @rllnﬁg)d.@ﬁ@@@stm and
form can be a packaged preparation, the

ethinyh pestradiak(0- O&ﬂgéraétOéstw&ﬁl i Retigs grerg %@S&’rﬂefswedﬁlwrﬁ pain and for
seJeﬂ{y YRRk ts. p@?ﬁl%feefk ﬁa%ﬁht@} atfé@t@%&!ﬁqgéted%ﬂ@stﬁ ers
vial's or anpou The un osagé form can al so
be a capsule, cachet, or tablet itself, or it can be
PaIhe appropriate nunber of any of these packaged forns.
*he invention will now be illustrated with reference

t 0AtshiE-af@bdnoant vigudl @mibg paih baging IPsien AWASE .vaAingd innkealty from

trial desi gned.to assess.the efficac f .
0 GebPPHA DGRBS CRS b T A Bite G CeL ey o pdgpafippts had
baRiek S %%srb@%&n and he. Thgad Ment2 afovwend Bty biahe §a111 18
patients with severe endonetriosis-rel ated pelvic

mepgreueifing thy eigh olrdia! thews thiodaty s Bsrorsdicnts vhogprpleted the study,
Taii® 9%{19@?1%@ QB &/ a@gQBAfGQQQﬂ% shid®, &8 ﬂﬁhﬂ@ﬁd%@u&ﬁs at each time
surgical resection and one or nore courses hor nonal
point andieated. vide gesulth glontesi ghificari deqredsain pabh g thapiteantsat each time
ts had
%gﬁﬁ@ﬁmq%%g??a Rﬂ%§&§%t$%g%g%Qm?#eH§% me?e treated
with the oral aronatase |nh|b|tor anastrozole
gArinideng% at 1 ng/day in conbi nati on wit
Taplest: AygEge ﬂ’i‘%‘hﬁ?‘i‘f@ SﬁPlfetSfﬁorc@ﬁtﬁ‘rHﬂﬁemsﬁhat @wl%fgwww
one t @tgﬁﬁfcal%%mﬂ%}ice[ WhER5&s b iM ROV wed by Newman-Keuls
| evonorgestre , aprogestin and et hinyl
oest rmditmle f(omp@zﬁgl)? tEShn oestr ogen] Pat i ent s were

assessed—fot T Y of
side effects. Epﬁ?ﬂéée pé?lg%?%, ﬁgﬁ?g
conpl et ed t hep st ushbre Pal n Sik@ifAcarbkf !l &gﬁﬁﬁ:ﬁﬁm vi sual
anal og pain sgoring system (VAS), vayying in seyerity
from O (no pain) to 10 (naxiﬁﬁn1pa|nrmﬂa§“@%ﬁﬁﬁ whi ch
was recorded daily. Al p basel i ne pain
scores between 7 and 10. $&%?£&5P and 2 show t he

Preegedthterf the paifie neasurenents infthe trial. |Table
1 _shows the data for .thel9 patients Wwho.conpleted the

T'sngath 6.1 " p<0.01
2" month 5.3 ' p<0.001 p<0.05

6" month 4.6 p<0.0005
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Table 2 shows the data for all the patients in the

study, the nunber of patients at each tinme 15 point is

i ndicated. The results show a significant decrease in

Pavd 2009066y Patients at each tine point, wth @RAGB2004/000414
increase in pain relief up to the final 6 month tine

point. Table 1: Average Monthly Pain Scores for the 9
patients that conpleted the stugly Statistical

signi ficance was assessed by ANOVA fol |l owed by

Stat stﬁ aﬁ%"sl\gfpﬂgﬁ g’gﬁ{ g%‘%%?g‘ﬁr Sélgﬁ?!??%tgz}é glygan Pai n

Significance vs$ Wedd Paipnt h Npfdbek béal ment
Pre-treatnment 8{6 1" nopth |[6.1 p<0.01 2"d nonth 5.3
p<0. 001 p<0.05 6' "StRIth 4.6 B%Be’(‘)*OOS WD 2004/ 069260
FPETL 00414 Tapl&—2: ragelMont hly Pain
-bgcf)éf gséé o?ﬁt; bat i eﬁ'tas iniri ar\ysjl\/ban Pai n Nunber of
Sabpeintpati ent [Pre-68eatmgnt 8.8 15 1" nonth 5.8 14
2 mont-h-5.-2..1 6" month 4.6..9.' ALl esults showed
stzatm%ﬁhcal si ghi i carce betweentfach pther. Side
E 5—Srde—¢ffect $ were-capt itr-ec—+h t he schedul ed
onlce Visits and recorded |in patient ¢harts.
Patigadulta khasted 8@kt @CEiEnWoARD b¥e/cen BRAIEREed i ncl uded
| ack of tolerability (i.e. lack of hypoestrogenenc
synptons, for exanple those associated with GiRH

. such as transient vagi nal bl eeding, hot
ﬁr‘&@%ffg&gvagi nal dryness, decreased |ibido, breast

tend §ﬁd¢’ees%pts wers@yrivired indh@scbs@ila:m;fﬁbar visita bid setordedth patient charts.

Lo SRS S25 SRR SB B B EREL 0
ik@ﬁ@&&ogdneﬁlc S?Qpﬁd.ﬂisg forieRargplo ARt haptiand meddhirgH trl'aﬂment such as
gléﬁélﬁ:%g'ﬁgl}:l% Mt | oﬂc@;g’gigﬁeg,?/%}gpém rmésls %gcrggs%d é%%eﬂr\é?s? tenderness,
insomnia, depression, irritability and fatigue, headache, osteoporosis, breakthrough spotting
and decreased elasticity of the skin) and safety issues (i.e. no surge in gonadotropins leading
to ovarian stimulation and cyst formation and preserved bone densitometry measurements).

The most consistently observed side effects were mild hot flashes and breakthrough
spotting, although breakthrough spotting occurred in a few patients almost exclusively as a
result of inadvertent tnterruptions of the oestrogen-containing birth control pill.

No significant changes were detected between baseline and post treatment DEXA bone
densitometry measurements of the hip and spine. 7

Monthly measurements of FSH, LH, oestradiol and oestrone did not show significant

alterations from the baseline. Thus no surge in gonadotropins was observed.

Thus, the combination of an aromatase inhibitor, oestrogen and progestin results in an

ethcaceous treatment of the symptoms of endometriosis, with a relatively benign side effect

profile.




The nost consistently observed side effects were mld
hot flashes and breakt hrough spotting, although
br eakt hrough spotting occurred in a few patients
al nost exclusively as a result of inadvertent
interruptions of the oestro6@en-containing birth
control pill. 15 No significant changes were detected
bet ween basel i ne and post treatnent DEXA bone
Claslassi t omet ry neasurenents of the hip and spine.
Mont hl y measurenments of FSH, LH, oestradiol and
oestrone did not show significant alterations from
1. Th@sbaseddntiténatibh w$ am aroglatage inhibitgn nPdatespimisanwastrogen in the
observed. 20 Thus, the conbination of an aromatase

mak IRt LB meAREMEAUBAhE MdalicAOThildnEEsYLt S in an
ef caceous treatnent of the synptons of endonetriosis,

whéﬁeﬁlnheaarf)ﬁlaﬁ éleﬁibYtopg%lgae§frgﬁ il &Ghe, Bffiahe fadrdfis,

e use of a conbination of an aromatase
|nh|b| [ n n oestrogen in the
letr?@or%ﬁj OuﬂlPlé‘3 0 asggzer?z%énc%a‘?r’e OPef or the treatnent of
endonetri wher e e aro hi,bi t
the SRR 1 O] SR ATBGERARS: oY D RS e g5 dlogt findrone
| etrozol e, pentrozole, apastrozole and vorozole t he
acelicp gesoessiel, §0§@Fté’ﬂﬁt§6n4 ?tBYﬁoﬁb)gé’é‘é?t?téi and) eyonor gestrel ,
nor et hi ndrone, norethindrone { acetate, desogestrel,
the pettrpEst 1Sr$aheete@afr@zwmywé@1 otsigEene eesiadiol, gHnyl jegstradiol and
oestrogen is selected fromtanoxifen, oestrogen,
megeabk adi ol , ethinyl oestradiol and nestranol. 2. The
use according to Caiml wherein the aromatase
i nhibitor isanastrozole. 3. The use according to
2. ﬂl@hs@ abcd8ing (ORI 1Ry iidi@n Ble@@BithdR inlsbit@vonegessieel .
. The use according to any one of the preceding
clalns wherein the oestrogen is selected from
e radi
s FEHE ARn gL Sl RN prpss el
precedi ng clainms wherein the oestrogen is sel ected

om et hi ny| oestrad and..nmenstranol .. 6. The use
4. eGP SRR 00 OB e OF RS BF Baet Aren Dot REREF n
the oestrogen is ethinyl oestradiol
selected from oestrogen, oestradiol, éthinyl oestradio and mestranol.

5. The use according to any one of the preceding claims wherein the oestrogen is selected

from ethinyl oestradiol and menstranol.

6. The use according to any one of the preceding claims wherein the oestrogen is ethinyl

oestradiol .




