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to the same hormones that the uterus responds to, it may bleed during the menstrual period,

often causing cramps, pain, irritation, and the formation of scar tissue. Moreover, it has been
demonstrated that endometriotic tissue expresses aromatase activity, not seen in normal

20 endometrium.

Endometriosis is estimated to occur in about 10 to 15 percent of menstruating women between
the ages of 25 to 44. As many as 25 to 50 percent of infertile women may have endometriosis,
which can physically interfere with conception.
25

Considerable circumstantial and laboratory evidence suggests that endometriosis is an
estrogen-dependent disease. The main source for circulating estrogens in the premenopausal
women is the ovary, where androgens are converted to estrogens by the enzyme aromatase. It
has been assumed that estrogens are delivered to endometriotic implants via circulation.

30 However, it has been recently demonstrated that significant levels of aromatase activity and
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invention I's to provi 6 use of exenmestane 1 n the manufacture of a
medi cament for preventing and controlling an estrogen dependent di sorder

VO 9(? / Oztzi:quge object of the present invention to provide a method for preventing and treating
estrogen dependent disorders selected from endometriosis, uterine fibroids, dysfunctional
uterine bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic breast
disease and fibrocystic mastopathy, said method being not as invasive as surgery and not
characterized by the adverse side effects that accompany administration of drugs that suppress

25  the activity of the ovaries.

SUMMARY OF THE INVENTION

A method of prevention and treatment of estrogen dependent disorders selected from

endometriosis, uterine fibroids, dysfunctional uterine bleeding, endometrial hyperplasia,

30  polycistic ovarian disease, fibrocystic breast disease and fibrocystic mastopathy, is disclosed
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25  another therapeutic agent, in amounts and close in time sufficient to achieve a therapeutically

useful effect.

A further object of the present invention is to provide the use of exemestane in the

manufacture of a medicament for preventing and controlling an estrogen dependent disorder
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I's A therapeutic agent m xture, according to the invention, which can be
adm ni stered in conbination with exenestane can conpri se: one or nore,

pref er ablwo@2021d6 1 n particular 2, therapeutic agents, ascggpin@dzsgabove.
20 Danazol, an androgen derivative which suppresses the pituitary-ovarian
axi s by |nh|b|t|ng the rel ease of GhRH is well known in the art. A COX-2
i nhi bitor, according to this invention®is for instance a conpound accordi ng
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- 2- f | uohpheplagangnlfdititarvads) disease, fibrocystic breast disease and fibrocystic mastopathy.
5-chl or o- 3-{4- (et hyl sul f onyl ) phenyl ) - 2- ( net hyl - 5- pyri di nyl) pyridine,
2- (3, 5-difluorophenyl)-3-4(methyl sul fonyl)phenyl)-2-cycl opent en-1-one, CF3
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10  The invention also provides a product containing exemestane and another therapeutic agent as
a combined preparation for simultaneous, separate or sequential use in preventing and
controlling an estrogen dependent disorder selected from endometriosis, uterine fibroids,
dysfunctional uterine bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic
breast disease and fibrocystic mastopathy.

.15 The combination preparation according to the invention can also include combination packs or
compositions in which the constituents are placed side by side and can be administered
simultaneously, separately of sequentially to one and the same human being. Accordingly,
exemestane and the other therapeutic agent may be present within a single or distinct
container.

20 Accordingly, the invention also provides kits or single  packages containing the
pharmaceutical compositions useful for the combination treatment of the estrogen dependent
disorder discussed above. The kits or packages may also contain instructions to use the
pharmaceutical compositions in accordance with the present invention.

The inventors of the present invention have also found that prevention and control of the

.25 above mentioned estrogen-dependent disorders by combined administration of a
therapeutically effective amount of exemestane and a therapeutically effective amount of
another therapeutic agent, can produce a therapeutic effect which is greater than that
obtainable by single administration of a therapeutically effective amount of either sole
exemestane or the sole “additional” therapeutic agent. Namely, such combined therapy

30  provides a synergistic or superadditive therapeutic effect.
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paralleled 'by the toxic effects, otherwise caused by single administration of either

therapeutically effective amounts of exemestane or, of the “additional” therapeutic agent.

Product exemestane is compound 6-methylenandrost-1,4-diene-3,17-dione, which is known
for instance from US Pat. No. 4,808,616.

The “additional” therapeutic agent for combination therapy with exemestane of the above
10  mentioned estrogen-dependent disorders is for instance an agent selected from danazol, the
class of COX-2 inhibitors, a non-steroidal anti-inflammatory compound (NSAID), a retinoid
compound, a matrix metallo-protease inhibitor, an anti-estrogen, GnRH agonist or antagonist,
a selective progestin receptor modulator (SPRM) and an angiogenesis inhibitor, or a mixture
thereof.
15
A therapeutic agent mixture, according to the invention, which can be administered in
combination with exemestane can comprise: one or more, preferably 2 to 4, in particular 2,

therapeutic agents, as defined above.

20  Danazol, an androgen derivative which suppresses the pituitary-ovarian axis by inhibiting the
release of GnRH, is well known in the art.

A COX-2 inhibitor, according to this invention is for instance a compound according to claims
34 to 41 of WO 00/38730. These compound are as follows:
25
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SOZNHs,

4-(5-methyl-3-phenylisoxazol-4-yl) benzenesulfonamide,
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15
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NHSO,CH;

sge

N-(4-nitro-2-phenoxyphenyl) methanesulfonamide,




. 3-di hydr o- 2- oxo- 4- oxazol yl ] benzeng

WO 02/ 117210G 14 to 1~ 1-fluoro-4-[2-[4-(methylsul fonyl) phenyl]

cycl openten-1-yl] benzene, sc PCT/ EP02/ OOG38

4- [ 5- (4- olkbarepdibenyl ) - 3- (di fl uoromet hyl ) - 1H pyrazol - 1- yl bct/epo2/00638
benzenesul f onam de, 3-[1-[4-{nethyl sul fonyl)
phenyl]-4-(trifluoromethyl)-1Him dazol-2-yl] pyridine, N/ )NN .a s H2N
\O WO 02/ 07210G PCT/ EP02/ 110C38 15
4-12-(3-pyridinyll)-4-(trifluoronethyl)-1H ign dazol -1-yl]

benzenesul fonam de, 10 4-[S- (hydyoxymet hyl) -[3- phenyl i soxazol -4-yl]
benzenesul f onam de, Hzl 4-[3-(4-cC DN S

4-[5-(di fl uoronet hyl)-3-phenyl i soxazgl - ZyIYcrbenzenesul f onam de, NHS 15 [1,
1':2', 1"-tezphenyl]-4-sul fonam de, ¢

3-(3,4-difluorophenoxy)-5, 5-dimethyl-4-[4-(methylsulfonyl) phenyl]-2 (5H)-furanone,

NHSO,CH; F
S
F
o

N-[6-[(2, 4-difluorophenyl) thio]-2, 3-dihydro-1-o0xo-1H-inden-5-yl] methanesulfonamide,

Cl
0
QN%
HaGo_

10

o)
e

s
N
O// \O



wo u2n~zioc 16 OCH3 OL / \ \ 4-(nethylsulfonyl)-1, 1', 2], 1"-terpheynyl,
NHS 10 15 4-(2-phenyl -3-pyridinyl) benzenesul fonanude, 0 Il ~c~H

PCT/ EPO2/ Wd@387M0é 3- (f or myl ami no) - 4- oxo- 6- phenoxy- 4H 1- bem&qm%d(;jg yI ]

met hanesul f onam de, 0 cl ~O-Na+ O CF3 Cl WO 02/ 1172111G 17 O C

Ol -CF3 G QZNHZ S( 5 cHs PCT/ EPO2/ OOG'38 Preferred exanpl es of COX—2

i nhibitors are conpound T 6l 4 (Toyama) 10 dar buf el one (Parke Davis), conmpound

L745337 (Mp(£lnblopRishyn-498 Gt Riosaimer Fa) behamg!

N/<°

——
//\

4-[3-(4-fluorophenyl)-2, 3-dihydro-2-oxo-4-oxazolyl] benzenesulfonamide,

SO,CHy

OQ

3-[4-(methylsulfonyl) phenyl]-2-phenyl-2-cyclopenten-1-one,

10



- 1 buprofen, naproxen and ket oprof en,

Terapeutics), rofecoxib, compound L783003 (Merck & Co.), conpound JT3 522
(Japan 10 Tobacco), conpound 754 (Phytochem ndo Reska), parecoxib, conpound
S2474 ( Shwwenr@hos conpound LAS 33815 (Al mirall - Prodesfar mprq/ipad/eireoxi b and
conmpound MK 663 (Merck & Co.). More preferably cel ecoxib, rofecoxib,
parecoxi b and val decoxi b, in partlcular cel ecoxi b. 15 A non-steroidal
antl-lnflannatory conpound (NSAID), ac brdlng to the invention, is e.g. a
conmpound s n, sullndac
phenylbuta% @@ﬁSSP I@?%ﬁgfhﬁbhzgpgzéh}ﬁ$ﬁ$g g@g&gﬁgggicanl t enoxi cam
mecoxi cam el oxi cam ci nnoxi cam i bufenac, |buprofen napr oxen,

ket opr of en, nabunetone, niflumc aﬁ%d and nlnesullde or a pharmaceutically
acceptabl e salt thereof. Pref er rés NSALDs are di cl of enac, piroxi cam WO
02/ 0721 00 18 PCT/ EP02/ 011638 tenqﬁlc nMecoxi cam neIOX|can1 i buf enac,

phar maceuti cal Iy acceptabl e salt

t hereof. Exanples of retinoid conpounds adlcono to the invention include,
for exanple, Accutane; 5 Adapal ene; Al gay’ AGN- 193174; Al | ergan

AGN- 193676; Al l ergan AG\-19383G Al l an AGN- 193109; Aronex AR-623;
BMS-181162; Gal derma CD-437; Eisaig 617, Etrinate; Fenretinide; Ligand
LGD- 1 550; lexacalcitol; Maxia Pharmaceuticals MX-781; nofarotene; Ml ecul ar
Design MDI-10l ; Mol ecul ar Design M -301; Mol ecular Design MI-4083;
thrgtlnld

W ST 0 S B ohenyDel 45 Grt st phosl - G Drars Bety B LE-B¥EOle o s on 10

& Johnson NH;
N-[4-[2-thyl-1-(1H i m dazol - 1- yPF%utyl phenyl ] - 2- benzot hi azol am ne;
Sori at ane; Roche SR-11262; Tocorgﬁ Advanced Pol ynmer Systens

trans-retinoic acid; UAB Research FoyndaLi on, UAB-8; Tazorac; Topi Care;

Tai ho TAC-101; and VESan0|d Exanpl es “of RHat{i x petallo protease inhibitors
according to the invention include knawn;
1-cycl opropyl - N-hydroxy-4-[[4-[4-(tr \Woronethoxy)phenoxy]phelryI]squonyI
]-4 piperidinecarboxam de nonohydrocy] g#i de;

N- hydr oxy- 1- (phenyhnet hyl )-4-[[4-[4-(trifluoronmet hoxy)phenoxy] - 1-pi peridi ny
| ]sul fonyl]- 4p|per|d|necarboxan1de nonohydr ochl ori de;

B B e RSSere e

N-hydroxy- 2, 3- di met hoxy-6-[[4-[4-(trifluoromethyl)phenoxy]-1-piperidinyl]su

| f onyl ] benzanlde,
N—hydroxy-l-(4-pyridinyIinethyl)-4-[mjlm4-(trifluoronethyl)phenoxy]phenyl]s
ul fonyl ]-4 piperidinecarboxam de dih |.oxi de; 25

N- hydr oxy-1-(3-pyridinylinethyl)-4-[[4-]4- tr azpr omet hyl ) phenoxy] phenyl ] s
ul fonyl]-4

10 0% o




pi peri di necar boxam de di hydrochl ori de; N hydroxy-1-(2-pyridinylinethyl)-4-]
[4-[4-(trifluoronethyl)phenoxy] phenyl] sulfonyl]-4 piperidinecarboxam de
nonohydr owbloanirdes British Biotech BB-2516 (marimastat), pcT/EP02/00638

N4-[ 2, 2-di met hyl - 1- [ (et hyl am no} car bonyl ] 30

propyl ] - N1, 2-di hydr oxy- 3- (2- met hyl pr op?/ [2S-[Md(R*), 2R*, 3S*]]-);

WO U2/ 0721UG 19 BMB 275291 di scl osed ih WO 97/ 19075; PCT/ EPO2/ UU(i 38 Bayer
Ag Bay-12-9566 (tanomastat),

4-[1(4' -chloro[ 1, 1-di phenyl ] -4-yl ) oxy] - 2[ (phenyl t hi 0) net hyl ] but anoi ¢ aci d;
Agour on PHal5éeBudroplany])A(t8 8dGromisty))d dpyrdzoR 1 -yt berkzdnebulforfairdde| 45

- pyridinyl oxy) phenyl ] sul fonyl ] -3-thi onor phol i necar boxam de; Col | aGenex

Phar maceuticals CMI-3 (netastat), 6-denethyl-6-deoxy-4
dedi met hyl am not etracycline, bati masgsb.cBB-94); and Chiroscience D 2163,
- 2-[ 1 S([(2R S)-acetyl mercapto-5-ph hald m do] pent anoyl -

| eucyl ) am no- 3- net hyl butyl ]i m dazo 0 Af )ti-estrogen, e.g. a selective
estrogen receptor nodul ator (SERM I il pre ably a SERM devoi d of
uterotrophic activity. Exanples of SERMs, aCtording to the invention, are
tanoxi fen, torem fene, arzoxifene, inmpxifene, EM 800, fulvestrant and
drol oxi fene. 15 Exanples of GiRH (LHRH) agoni sts according to the invention
are,”e. g., leuprorelin, deslorelin, triptorelin, buserel in, nafarelin,
goserel i n,NgV. S PHRREA
(5-oxo-L- pr%p&éﬁh h?{}sd{a:x%iﬁlﬁ}dtp??/%?op -Luggllrla;ﬁag tyrosyl-D-tryptophyl-L-1e
ucyl - Largi nyl - N-et hyl - L- prol i nam de) (Pept ech), conpound AN 207
(6-[N6-[5-[2-] oo | |
1,2, 3, 4, 6, 11hexahydro- 2, 5, 12-t ri hydrjoxy-.7- mghoxy- 6, 11- di oxo-4-[[2, 3, 6-tri de
oxy-3-(2,3-di hydro-1H 20
pyrrol-1-yl).al pha. -L-1yxo- hexopyr g
yl]-D-lysine] ,(2S-cis)-) (ASTA M
L- t hr eoni nam de,
N[5-[2-[(2S,49)1, 2, 3,4, 6, 11- hexahydrm- 2, 5, 12-tri hydr oxy- 7- net hoxy- 6, 11-di o
X0-4-[[2,3,6-trideoxy-3-(2, 3di hydro-1H pyrrl-1-yl). al pha. -L-1yxo-hexopyrano
syl ] oxy] - 2- napht hacenyl ] - 2- oxoet hoxy] - 1, 5di oxopent yl ] - D- phenyl al anyl - L- cyst
ei nyé - L- t \W96Y(2 -4 iffupphekakly)-2; 3-iytird-1-6RbNIFE-lndey-St ] ﬁh)éihaﬂe’iuﬁ?{ﬁdnhﬁe
(2. fwdarw. 7) - i sul fide (ASTA Medica Inc.) and conpound SPD 424
{LHRH hydrogel inplant) (Shire Pharnmaceuticals Goup), or a
pharmaceutical |y acceptable salt thenegdy, Preferred exanples are
triptorelin, leuprorelin and goserelj N, ,Or 2 pharmaceutical ly acceptabl e
salt ther eof in particular tript .| ¥ phar maceutically acceptabl e
sal t thereof, e.g. as triptorelin g ate WO 02/ 117210G 20
PCT/ EP02/ 1111638 Exanpl es of GiRH (QHRH) anfagéhi sts, according to the
invention, are e.g. cetrorelix, ape§EPix, ranorelix, teverelix, ganirelix,
conpounds A 75998 o
(Acetyl - D- (2- napht hyl ) al anyl D- (4- chl or ophenyl ) al anyl - D- ( 3- pyri dyl ) al anyl -
ryl - (N-nmet hyl )tyrosyl - N6- (ni cotinoyl)-Dl ysyl-1eucyl -N6-(isopropyl)!lysyl-pro
pyl - D- al ari-tachilowphenvdypd §a8ahylgalfnyrapdnof henaeneRulfdiantide,
yI cz{ bonyl - gl ycyl - D- ( 2- napht hyl ) al anyl - D- (4- chol r 0) phenyl al anyl - D- ( 3- pyri dy

anyl -L- (N

2- napht hacenyl ] - 1, S- di oxopent
conmpound AN 238

NHSO,CHg

N"S—

3-(4-fluorophenoxy)-4-[ (methylsulfonyl) amino] benzenesulfonamide,



met hyl )tyrosyl - D- [ N6- ( 3- pyri dyl carbonyl )] ysyl -L-1eucyl -L-(N6-i sopropyl)lys
yl - L- propyl - Dal anyl am de) (Abbot Labs.), GiRH i munogen (Aphton Co.),
conmpound Wo 9847204 | sopr opyl PCT/EP02/00638

3- (N-benzyl - N- et hyl am nonet hyl ) - 7- (2, 6-di fl uor obenzyl ) -4, 7-di hydr o- 2- (4i so
butyrylaninophenyl)-4-oxothieno[2,3-bpyridine-5-carboxy|ate hydr ochl ori de)
(Takeda), to and conpound M 1544 3

(Acetyl -D-trypt ophyl - D-cycl opropyl - al anyl - D-trypt ophyl - L-seryl -Ltyrosyl -D-1
ysyl - L-1 eucyl - L- argi nyl - L- propyl - D-al ani nam de), or a pharmaceutically
acceptabl e salt thereof. Preferred e¥&¥fihe i schabarelix or a

phar maceutical ly acceptabl e salt thekgofs. ’Exanples of selective
progestin receptor nodul ators (SPRIb ac[gégjng to the invention, are e.g.
di enogest or a pharmaceutically accep It thereof. An angi ogenesis
inhibitor is e.g. an (err)3 integriniinhibitor, . a protein kinase

i nhi bitor, angiostatin, platelet ﬁﬁCRﬁ? 4 (endostatin), a VEGF inhibitor or
t hal i domi de. 20 Vascul ar endot helial 9rowth factor (VEGF) inhibitors and
telonerase inhibitors are well known in the art. For instance, conpounds SU
5416 and SU 6668, cited herein, are also VEG- inhibitors. 25 Mreover known
VEGF i nhi Bi-f(bmeethyi- 1&hiraigaanl<X-wl)thid-4Hgoathylsuonyi) amippl benzenesylfonparidei s by
redugci ng binding of VEG-F to cellular receptors, including but not imted
to, Tor exanple blocking nonocl onal antibodi es agai nst the growh factor
(e.g. rhuMAbVEGF, Ryan et al., Toxif¢ol Pathol 1999, 27:78-86), against the
receptor (e.g. DCl0l1 and derivati , M{tte et al., Cancer Metastasis Rev
1998, 17:155-61), soluble fornms ofo Vi tQrs (e.g. soluble FIt, 30
Aiello et al., Proc Natl Acad Sci U A-1Q9K” 92: 10457-61 ), or conpounds
which directly WD 02/072111G 21 PCT/ EPU3/ OBG38 ant agoni se i nteractions
bet ween VEGF and cell surface recepto ) Fai rbrot her et al.

Bi ochem stry 1998, 37:17754-64). A gt ei n kPnase i nhibitor, according to
the invention, is for instance a tyfosine kinase 5 inhibitor, in particular
conpound SU6668, i.e. 3-[4-(2-carboxyethyl-3,5-di net hyl pyrrol -2

yl ) met hyl i denyl ] - 2-i ndol i none, and conpound SU5416, i.e.

3-[( 2, 4- di wdtdigeipy-4-d-(metayiseifonyl) Persiylt3-plrnoxra(THHoEanomsi ch axe known
fromWD 96/40116 and WD 99/ 61422. Exanples of (err)3 integrin inhibitors
are known: 10 Vitaxin antibody (I1xsys); Merck KgaA ENMD- 121974,

cycl o[ RGDF- N( Me) V-1 ; NHS0CH,

(10S)-10, 11-di hydro-3-[3-(2-pyri di \Q)spr opoxy] - SH-di benzo[ a, d] cycl ohep
t ene- 10aceti c acid;
(2S)-7-[[(1H benzi m dazol - 2-yl ne
r o- 4- met hyl 3- oxo- 1H 1, 4- benzodi azep] ne- 2- acet+aksaci d; 15
(25302,3,4,5-tetrahydro-4-nethy|-%- o[ (5-nmet hyl - 1Hi mi dazo[ 4, 5-b] pyri di n-2
yl ] met hyl ] am no] car bonyl ] - 3- oxo- 1H 1, 4- benzodi azepi ne- 2- aceti ¢ aci d;
(bR)-b-[[[(3R)-2-0x0-3-[2-(5,6,7,8-tetrahydro-[1, 8] -napht hyri di n-2-yl) et hyl
] 1-1pyrr oljgli@yéthaoetydzbancmie]-1 03-dgdicddeko-3-i¥dbeRgsruamgiic aci d, and

(3R - N-[3-hydroxy-5-[(1, 4,5, 6- et rahydr o- 5- hydr oxy- 2- pyri mi di nyl ) ami no] benz
oyl | - gl ycymetBarrgulf@ammidszo- 5- chl or o- 2- hydr oxyphenyl ) - b- al ani ne (conpound SD
7784) . Angiostatin, endostatin and thalidom de are well known in the art.
Phar maceutically

l
met N /n1no]carbonyl]-2,3,4,5-tetrahyd

NHSO,CHy  ¢li
S

v}

HN-$=0
15 (o}

3-[(2, 4-dichlorophenyl)thio]-4-[ (methylsulfonyl) amino] benzenesulfonamide,



. once a Wek for 4 consecutive weeks, or

acceptabl e salts of the conpound nentioned herein are well known in the
art. 25 PHARMACOLOGY The therapeutic effect of exenestane, either al one or

i n conmbi RpdO2M¢G h an addi tional therapeutic agent, in ppeyepbidagssand
treati ng estrogen-dependent disorders, according to the invention, has been
shown as an exanple in an ani mal nodel of endonetriosis. Intact adult
femal e rats were used. Endonetriosis wis induced by autotranspl antati on of
a 30 section of endonmetriumto a site under the renal capsule. In
nontreated rats, the endonetri al WO 112/ (1721 (I1Cr 22 PCT/EP112/11f 1638
transpl ants grem1progressrve|y d&k§ﬁ© the follow ng 4 weeks. The effect of
the aromatase inhi bitor exenesta S1878 the’;-" agoni st triptorelin on the
grow h of the endonetrial explants ' by giving the conpound al one
or in conbination for 4 weeks. Eith . ne, given intramuscularly
'|ptoreI|n gi ven 5 subcut aneously
once weekly for 4 weeks, caused a dose- at ed decrease in the vol une of

t he explant, nmeasured in aninmals |aparotom zed one week after the fourth
weekly drug dose. Wien the conpounds were given in conbination at

o1 oot wae Bl B R e oS e Y POy ep @, B bbbk 00 7701 Peat ment. of

a paient in a therapy/prophylactic nmethod according to the invention,
exenestane and the other therapeutic agent can be adm nistered in any form
or node whi ch nakes the conpounds bioavailable in effective anounts,
i ncluding oral and parenteral roudogs, 15 By the terns "controlling" and
"treating" an estrogen dependent dysoxder, used herein, is nmeant a
nmet hod of achieving a therapeutica usef ef fect, in particular of
curing such disorder. The term "theraps cally useful effect”, besides
curing such disorders, also neans givifig Yelief from pain acconpanyi ng such
di sorders, in particular in patients sufiffering from 2o endonetri osis.
Accordingly the invention al so providescar.nmethod for inproving the
endonetriosis pain synptons of di snenorrea, dyspareunia and pelvic pain, in
a patient suffering fromendonetriosis conprising adm nistering to said
patient exeregteiierophdiyd-R(difhdrbmei)DE-pihebR PSAtictza@@ilfonamflednOUNt S and
close in tinme sufficient to achieve a therapeutlcally useful 25 effect. The
terti"close in time" nmeans that in the conbined nethod of treatnent
according to the invention, exenestane maysbe adm ni stered simnmultaneously
with a further therapeutic agent or the _gonpounds may be admi nistered
sequentially, in either order, to achigveda therapeutic effect. 30 By the
term "adm ni stered"” or "adnlnlster' used herein is nmeant any

accept abl e manner of adm nisterin dr ug a patient which is nedically
accept abl e i ncludi ng parenteral and¥

15 HN O




WO 02/ 072101 23 oral adm nistration. PCT/EP112/0O0G38 By "parenteral" is
meant i ntravenous, subcutaneous, intra-nasal, pul nonary, intradermal or
i nt ranmusownbab!deg ni stration. 5 O al adni ni strati on i ncl udeg/Epedogssst eri ng
exenestane of the constituents of the conbined preparation in a suitable
oral formsuch as, e.g., tablets, capsul es, suspensions, solutions,
emul si ons, pomders syrups and the i k®. 10 The actual preferred nethod and
order of | a [ i nvention
oy vary abUshdmeepDo gk e, et R RS Stk BE AR,
formul ation of exemestane being utilized, the particular pharmaceutical
- formul ation of the other therapeutic ng utilized, the particular
estrogen- dependent di sorder to be pre ed or treated and the parti cul ar
patient being treated. In the conbine 'ﬂd of prevention or treatnent
- according to the subject invention, exs ne may be adnini stered
si mul taneously with the other therape 4 Or the conpounds may be
adm ni stered sequentially, in eit 26 der . Preferably t he conpounds are
adm ni stered sequentially. In partvcuﬂar when the conbi nation treatnent
conprises 20 exenestane and a GhRH agoni st or antagonist, preferably, the
conpounds are adm nistered in such a way that in the patient both
i nhi i ti on-f-(bydroxymetinlit-pphemiistrazolod+gl] beszeanchifonhmidet | on/ i nacti vati on of
aronmat ase enzyne are contenporaneously provided, and thus a therapeutic
useful effect is achieved. 25 Dosage The dosage ranges for the
admi ni stration of the comnbi ned prepdafap may_ vary with the age, condition
and extent of the disease in the patiEE:EEk‘/{an be determ ned by one of
skill in the art. 30 The dosage regi men-mrusl erefore be tailored to the
particular of the patient's condltlons‘liz 42/0721OG 24 PCT/ EPU2100G38

e

response and associate treatnents in a ner which is conventional for any
t herapy, and may need to be adjustﬁﬁs sponse to changes in conditions
and/or in light of other clinical cdntitions. 5 According to the method of
preventing and treating estrogen dependent disorders in mammals, provided
the present invention, exenestane for instance can be adnlnlstered orally
in a dosadkl3-Eneiorpnhenyig2.fi-dilydiochpxopd-oxpmplyhbenzenesulfapamidsoo ng daily, in
partgcul ar fromabout 10 to about 50, nore preferably fromabout 10 to
about 25 ng daily, or parenterally in g _dosage ranging from about 50 to
about 500 ng per injection.
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4-[5-(difluoromethyl)-3-phenylisoxazol-4-yl] benzenesulfonamide,

’ &

[1, 1°:2°, 1”-terphenyl]-4-sulfonamide,



As a preferred enbodi nent of the invention, exenestane may be orally
admnistered in the formof a conplex with cyclodextrins, in particular
exenest angb(@tiiecycl odextrin conplex, at a daily dosage paigipigodssm about
10 to about 20 ngy, preferably about 15 or 20 ng. 15 The effective

t herapeutic anmpbunts of the other therapeutic agents to be used in

conbi nati on with exenest ane, accordin91§o the invention, are in general

t hose conmonly used in therapy for such conpounds. More specifically, a
therapeutically effective anmount of another therapeutic agent neans an
anount of a conpound, which when adm nistered in conbination with

. exenestane, is effective to prevent @ treat estrogen- dependent disorders,
as herein 20 defined. Determnatiofishf a therapeutically effective anmount
is well within the capability of thds& sRilled in the art. z5 For instance
- an effective anbunt of conpound SU 541%& .« 6668 i s an anount in
accordance with the teaching of WO 99/ 6] 421 n effective anmount of
conmpound SD 7784 is fromabout 10 to 3 0 ng/ kg, preferably per os, in
particular fromabout 20 to about 200 Ygfkg. 30 An effective anount of
thalidom de may be in the range of about |00 to about 400 ng/day. WO

02/ 07210C 25 PCTI EP112/ Q1138 An anti-estrogen can be admnistered in a
dosage accprdi t@ the co ,practice, e.g. in a dosage of about 0.1 to
about 30 n%ﬂlkﬁtﬂglgﬁ@oqk@"bﬁt’%p% .eygyl,in effective amount of tanoxifen nmay
be in the range of about 10 to about 40 ny/day. Au effective anount of

ful vestrant may be in the range of out 50 ng to about 300ng/day i.m, in
particul ar of about 100 to about hg/day i.m An effective anmount of

ral oxifen may be in the range of abgiti to about 350 ng/day, in 10
particul ar about 60 ng/day. An ef f &ct | amoyunt of a COX-2 inhibitor may be
phef erably in the range of

een about 1 and about 200

. 0 ng/ Kg body weight, preferably
bet ween about 0.1 and about 50 ny/Kg body wei ght nay be appropriate. The
dai |y dosage can be administered in one to four doses per day. Mre

parti cul ar4.y2-pRsnyl-9-pBURSDYehzéhes\AERERIdd, oM about 50 to about 500 ng, in
particul ar 20 about 200 g, once or twice a day nmay be appropriate. As to
rof &oxi b the dosage normal |y ranges from about 12.5 to about 50 ny/day.
The route of 0

Q H (e)
X 0
o “cH, | i
0 N7 H
H
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N-[3-(formylamino)-4-ox0-6-phenoxy-4H-1-benzopyran-7-yl] methanesulfonamide,

D

Cl
x O'Na*
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adm nistration is preferably systemc e.g. oral or parenteral, in
particul ar intravenous or intranuscularly. 25 Therapeutic dosages for SPRMs
range betwg@soR182 50 no/day. Therapeutic dosages for GRPCT/EPI2/00638
agoni st s/ antagonists |like leuprolide are adm nistered i.m in doses varying
from1.5 to 15 ng, preferrably around 3.75 ng per nonth or 12.75ng per 3 30
nont hs. WO 02/ 07210( 26 PCT/ EP02/ 00838 Goserelin can be adninistered as
goserelin acetate by subcutaneous adm ni strapi on of slow rel ease goserelin
at a dosage from about 3 to abou& 12 nmg. 5 TQiptorelin can be adm nistered
for instance as triptorelin pamaotg by ntyanusgul ar admi ni stration of a
sustained rel ease fornulation, in 3 ay that there is an interval from
about 1 to 4 nonths between each ad i sbfatclmn and at a dosage from about
3 to about 20 ng. In particular tripfprelin panoate can be adm ni stered
- intranuscularly in the formof mcroparticles as described in US Pat. No.
5,225,205 and US Pat. No. 5,776,885, and nore 10 specifically as 1-nonth
depot formulation 3.75 ng. An afbecti ve anpuntsopdi, @ NSAI D, according to the
invention is generally the one co |y us€dy(i n therapy for such conmpound.
For instance an effective anount pro may be in the range of about
300 ng to about 750 ng once or tw .15 An effective anount of
pi roxi cam may be in the range of about) 1§ ng to about 50 ng once or tw ce a
day. An effective anount of acetyl salfgylic acid may be in the range of

feature of the invention it is here provfded a nethod of treating and
preventing an estrogen dependent disorder selected from endonetriosis,
uterine fibroids, dysfunctional ubgpine bleeding; endonetrial hyperplasia,
pol ycistic ovarian di sease, fibro | C brea di sease and fibrocystic
mast opat hy, in a mammal in need of h tr nt, including 25 humans,
conpri sing adm nistering sinultane . SEPS
manmmal exenestane and a COX-2 i nhi bitom (Iected from cel ecoxi b, rofecoxib,
parecoxi b and val decoxi b, in particul acCel ecoxib and rofecoxib, especially
cel ecoxib, in anmounts and close in time gufficient to produce a

t hergpeutically useful effect. AccordingHo a further preferred feature of
the invention it is here provided the use of 30 exenestane in the

manuf acture of a nedi canent for preventing or controlling an estrogen

Preferred examples of COX-2 inhibitors are compound T 614 (Toyama), darbufelone (Parke-
Davis), compound L745337 (Merck Frosst), celecoxib, compound CT3 (Channel
Terapeutics), rofecoxib, compound L783003 (Merck & Co.), compound JT3 522 (Japan

10  Tobacco), compound 754 (Phytochemindo Reska), parecoxib, compound S2474 (Shianogi),
compound LAS 33815 (Almirall-Prodesfarma), valdecoxib and compound MK 663 (Merck
& Co.). More preferably celecoxib, rofecoxib, parecoxib and valdecoxib, in particular

celecoxib.

15 A non-steroidal anti-inflammatory compound (NSAID), according to the invention, is e.g. a
compound selected from acetyl salicylic acid, indometacin, sulindac, phenylbutazone,
diclofenac, fentiazac, ketorolac, piroxicam, tenoxicam, mecoxicam, meloxicam, cinnoxicam,
ibufenac, ibuprofen, naproxen, ketoprofen, nabumetone, niflumic acid and nimesuhde, or a

pharmaceutically acceptable salt thereof. Preferred NSAIDs are diclofenac, piroxicam,



WO (12/072111G 27 PCT/ EP02/ OOG38 dependent di sorder selected from
endonetriosis, uterine fibroids, dysfunctional uterine bl eeding,
endonet r ivah ohReIGP! asi a, pol ycistic ovarian di sease, fi brgeygbdwobigeast

di sease and fibrocystic mastopathy, in a patient undergoing a sinultaneous,
separate or sequential treatnment with a COX-2 inhibitor selected from

cel ecoxi b, rofecoxib, parecoxib and 5 ¥fal decoxib, in particular cel ecoxi b

oxemost Mg, FEEEL BASIERR, Wiyl Bk, QuiUeh BRE (BpRIL G U o

adm ni speagdcarniahllyacatptabldesiageref. about 200 ny, one or twice a day.
According to a preferred feature of the invention it is here provided a
met hod of treating and lo preventing an estrogen dependent di sorder

sel ect eqLipm SRAATE tiof MRS trhi0BBmpH, A doline;

bl eedi ng.',xgﬁel rna fd%&gde@nﬂgé%mp f[dy{glrregwe? lggélr?‘ff an ér)seas«g ?[l:c)r ocystic
br east (Mdapﬁa& arhldrgfantﬁt@dylé)t%‘lm nfelidrggra A iN-193676; Adlorgah AGIN+16888 6 Alkergan

g T TENIUD I TR b AV R T

ant agonigsh .56 h@coigg?ﬁ{ %@% éefgh @?%allcgtgl qﬁttlgrﬁtahﬁaceaﬂgatwkem@r RlotH6tend;n

particular tript I'n anounts and close in tine
suf fi ci evidledubarpPesigic SMBIt10éy a‘{delatmlmall)eﬂgxshmﬂ] 3(HffM®iecum:chmgm@~/[Db4%ch

PrF ot or StatiFai FoapEoae dthar Pehdbeotias2 R aDbdRaste PSR
or apouly 2fHhikbn rr@gO[ez:tuymL@tH-inrtdmitL;q)ﬂueyl]pﬁénﬁpgmenz”otﬂlazam@%ha&ae 75

nmg, respectively According to a further preferred feature of the

i nvent i &eche S&-ll@ﬂe Peasvetinate; t Advansed ofolpmeneXistonts imans-Féingien acidc tUAB of a

el oot oRers RRSHER A8 € TR RS, TG TNGRTHFRERERE, o, 7™

bl eedi ng, endonetrial hyperplasia, polycistic ovarian disease, fibrocystic
breast di sease and 25 fibrocystic mastop athg in a patient undergoing a

si mul t akeamples obpairxraetglo-prieasa intapitars agpording tofhe wvgn@mncygﬁhnw or
e b i S B D L 0 T

exanpl epﬂaehdtneearb@radnd\fgmbﬂohymocﬁﬂc&imm i nvention provides an exenestane 25

For mut adY- iand?gxw G B SN T iRob e b6 SRR al 1

conposi E, ﬁ&rgé,,@hﬁge S0aoBRkEMorRlad/ or anot her therapeutic agent
accordi e |nvent|on can be preépared according to well known

t echni qm@hydroxy-hdsmmlmeﬁwl)-h[E4h[é (@nifuorsmethphphemaselphérdlsudenledi ti on for

intr rruscul r ad ni s ntaining triptorelin panmpate in the form of
a dépot Pf egﬁr Wlﬁa%g{t'j‘éf&ﬁ’?@@ Hi%d for instance as described in US Pat.

No. 5, 222nhg8exyind-dieffRky-oN4-[ A tfifRoffoth ﬁt»h&@mﬂmﬁwtnﬁmtmmposn tion
cont ai ni ng” exenest ane can be prepared according to No. 4, 8(8B, 616.
I n partrb@mamldein exenestane/ (err)-cycl odextrin conplex fornul ati on can be

obt ai neqq s4h0)-h WSy TRELANA- £ 1M BriidBloflethyl)phenoxy]phenyljsulfonyl]-4-
piperidinecarboxamide dihydrochloride;
25  N-hydroxy-1-(3-pyridinylmethyl)-4-[[4-[4-(trifluoromethyl)phenoxy]phenyl]sulfonyl]j-4-

piperidinecarboxamide dihydrochloride;

N-hydroxy-1-(2-pyridinylmethyl)-4-[[4-[4-(trifluoromethyl)phenoxy]phenyl]sulfonyl}-4-

piperidinecarboxamide monohydrochloride;

British Biotech BB-2516 (marimastat), N4-[2,2-dimethyl-1-[(methylamino)carbonyl]-
30  propyl]-N1,2-dihydroxy-3~(2-methylpropyl)-, [2S-[N4(R*), 2R*, 35*]]-);



Conposition: exenestane 20.00 ng 15 Beta-cyclodextrin 178.00 ng Avi cel
PH101 75.00 ng Explotab 24.00 ng Magnesium stearate 3.00 ng According to
met hods wedb24newn in the art an exenestane/ cycl odextrin Kgpga@dogwst em can
20 be prepared. All references cited in this disclosure are incorporated
herein by reference. WO 02/ 0721U(r 29 CLAI M5 PCT/ EPO2/ U(1C38 1. Use of
exenestane in the rranuf acture of a nedi®canent for preventing and

cont roI dWeja d| sorder selected from endonetri osis,
uteri ne r0| 8?%&5{3 unc ona térl ne bl eedi ng, endonetrial hyperpl asi a,

pol yci sBagzerovaAlgan mayelas%%f I b(teyadstat), br ed<d (4’ Thitirs@dsdiphad 1 F4-yhoyls2- ¢
mast opat h]ge 2.. The use according to claim1, wherein when adm ni stered
orally t@® nyHbigmetbyllbwangic peifle i n the medicanent is from about 2.5 mg to

about  6Q dal | yPh}%a%eutTJA?s use 36qofdhng to ﬁll‘ﬁ}dm,édz Wﬁ%kﬁlw‘i@#-

adm ni st or ally the anobunt of exenestane int canent
abous 1ﬁymrbnyloxga)pbmiyl}i@lfwl]dﬁ{mmnozphoIﬂmaﬂmexammbor ding to claiml, V\/ner ein

when adpi pistered otally the amoun exe int [
from abglﬁﬁ (%?Sleﬁg toE)E?R}{?F "g??a h@{"?’l 5 5. m? Qse ac%g‘?rﬁ‘?tﬁ %ya‘?’ m 1,
wher ei nd%ﬁ@th?ﬁﬁhﬂd)t%&ﬁ‘d}@ﬁn@%E@lﬂ&s@iti‘hby%)hﬁncﬁmU”t of exemestane in the

nmedi cament is from about 50 ng to about ng. 6. Use of exenestane in the

manuf acCturescmnca medilzdhEht f or2- [r)Se({/(éRtFo)F@eaﬂmemaptDfialbhthaigmﬁo]pantaasylFbgen
depende sar S C om endonetriosis, uterine fibroids,

dysf uncrei"??ﬂiﬂm 18P+ mﬁtiyﬁ b’iﬂ’iﬂﬁ% r?Endom::t rial hyperplasia, polycistic ovarian
di sg@se, fibrocystic breast disease and fi brocysti c mastopathy, in a
patient undergoing a sinultaneous, separate or &uentl al treatnent with an

addi t i oAdlantitesiregssi, Bige  Selesfive egfsog;en Wtq;sm@td@tgr HERM).ds prefirablg a SHRMei n
the addhé\)o?dg@g gﬁ% “a i 1&6'0?3‘»%4; r%&&{iﬁég{o L GaRskish ! Ag of

danazol I'tor, non teroi 3T R nTna ory conpound

( NSAI D) tanfoxifeh,i tmnﬁfe@;emmmﬁne,addmfene,mml fibveptraitead drolertifdaet or, an anti
estrogen, GhRH agoni st or antagonist, a selective progestin recept or

nodul at or (SPRM and an angi ogenesis inhibitor, or a mxture thereof WO

U2/ Q4 ZlEkﬁ‘q?‘lgs of GnRH (LHRH) agonists according to the invention are, e.g., leuprorelin,
deslorelin, triptorelin, buserelin, nafarelin, goserelin, avorelin, histerelin, compound PTL
03001  (5-oxo-L-propyl-L-histidyl-L-tryptophyl-L-~seryl-L-tyrosyl-D-tryptophyl-L-leucyl-L-
arginyl-N-ethyl-L-prolinamide) (Peptech), compound AN 207 (6-[N6-[5-[2-[1,2,3,4,6,11-
hexahydro-2,5,12-trihydroxy-7-mehoxy-6,11-dioxo-4-[[2,3,6-trideoxy-3-(2,3-dihydro-1H-

20  pyrrol-1-yl).alpha.-L-lyxo-hexopyranosyl]oxy]}-2-naphthacenyl]-1,5-dioxopentyl]-D-lysine]-
(2S-cis)-) (ASTA Medica Inc.), compound AN 238 L-threoninamide, N-[5-[2-[(2S,48)-
1,2,3,4,6,11-hexahydro-2,5,12-trihydroxy-7-methoxy-6,11-dioxo-4-[[2,3,6-trideoxy-3-(2,3-
dihydro-1H-pyrrl-1-yl).alpha.-L-lyxo-hexopyranosyljoxy]-2-naphthacenyl]-2-oxoethoxy]-1,5-
dioxopentyl]-D-phenylalanyl-L-cysteinyl-L-tyrosyl-D-tryptophyl-L-lysyl-L-valyl-L-cysteinyl-

25  cyclic (2.fwdarw.7)-disulfide (ASTA Medica Inc.) and compound SPD 424 (LHRH-hydrogel
implant) (Shire Pharmaceuticals Group), or a pharmaceutically acceptable salt thereof.
Preferred examples are triptorelin, leuprorelin and goserelin, or a pharmaceutically acceptable
salt thereof, in particular triptor;elin or a pharmaceutically acceptable salt thereof, e.g. as

triptorelin pamoate.



PCT/ EPU2/ UUG38 8. The use according to claim6, wherein the additional
therapeutic agent is a mxture conprising from2 to 4 agents selected from

the gr ouRy@ 99§ %é¢ Ng of danazol, a COX-2 inhibitor, a nonp&tepsddeds
anti-inflammatory conpound (NSAB7}, a retinoid conpound, a matriXx

nmet al | o-protease inhibitor, an anti-estrogen, GiRH agoi ust or antagonist, a
sel ective 5 progestin receptor nodul at &t (SPRM) and an angi ogenesi s

C hi bi t T ) ) ) _ . AT .
ol eot e puples Hie QHRGTIEERNE Aabéhif Aing REUR MbiorOde &0, WakBlelie) S
val decoxbdrelid,Gath@relikh evadixagadredixn gompowridai An7399 8 ecetylrD (P aafiitiylFalanyl-
inhibitor is celecoxib. 11. The use according t | aim7, wherein the
anti -es ﬂ’@g@ﬁoﬁ%h@l}@wld]@v@Tﬁi’néb’l)ﬁtlﬁwlos@%ﬂh]?@e'g&ﬁ'iy@?S%NGI@CQQ?"#}TQ' use

di L i Fr. ) h
- one st Ny BrEyNELlopr BTkl BRhinanRE) S64 ATk RGP FLLORyRGEy 2-S)
f ul vest yanaiboanbglgedHox2-haptahyl}Banylik (4:sieolagplmngiateyyi-D-GHayridy); aladyd et t he
GnRH i i fr. t i sti fol lin,
i o1 or SRR SNprt Py QU RoRs Dy ef-a e Lo eReproRy D SHIL-BrobVRD- 20
hi st er elalagylgﬁme;mt Pabs P33R iﬁﬁfﬂ@éﬁﬂﬁ@ﬂt&%@.?,%muﬁ&’ T198439 ?xsoﬁﬁggpugg

AN 201 an ompound SPD 424, or a har maceutical ['y acceptable salt” there
14. The 3udebazybNemethylamindnadthyl)-7-(AtedifuorobbreyDrRHdihydri-2+(4t s sel ected from

the group,consisting o riptoreld oserelin and |euprorelin o

phar mac é&@@?’?“’é’@@%ﬁ@é ‘Pégtbh‘*fl?bzg‘ bP%é‘ﬁ’é%? Tcaﬁ’@?‘ﬁ?Weﬁﬁ@éocﬁoé@%i {Fgaif%a)tl ai m
13, 19hengi Rofpsudd il 1332 r(iA%btzi'l-D-&?ﬁt@%l@ﬂﬂj%?cl@;ﬁﬂpﬁteﬁanyl—ﬁ)-trﬁl@pl&bﬂﬂ_,-@&?pldi ng
to claim15, wherein the GhRH agonist triptorelin panbate 1s in the 30 form
of a sudyrapidlysgl-bdeusyl-brarginal-LanopdtD-gleaabaaude)f r off abdut Bharmaegysigelly2 0

ny. 2 / EPO2/ 00G38 32 24. The method according to claim 22,
wher ei Weéﬁa%;easg%ﬁ#ﬁesr&gred orally the anount of exenestane is from about 10
g to alpeeferréexthpléislapareBR or 1 phamichgtitaly acoefiably sabt tigdrédf 22, wherei n when

adm nistered orally the anobunt of 5 exenestane is from about 10 ng to about
25 ng daily. 26. The nethod according to claim 22, wherein exenestane is

adm.pi st J r . b WaPp . iy
Gosdge EaE et bIE g pR G RARRD) ARl U R R BE R hidh, 38
cl ai m 22,g. dleavgishomdgnradesuticallyeaedptpble salt theedof.y t he anount of exenest ane
is fromabout 50 ng to about 500 ng. 28. A nethod of preventing and
treati ng an estrogen dependent disorder selected fromendonetriosis,

uterui e Ay BhGbesesdYinhibnet 19Na8. M kBB SinklAf tinhibitof "8 QB kitase™ inhibitor,
hyper pl asi a, 15 pol yci stic ovarian di seas€, fibrocystic breast disease and
f i br ocy singiostatis tpdelehfactor A (endestatinl, ai VEGR sthikifor suytialideraidlerrent , i ncl udi ng
hurrggs, conprising adm nistering sinultaneously, separately or sequentially
to i d manmal exenestane and anot her therapeutic agent, in anmounts and

cl ose i nvdstuler shddtheliafBrowi® RefrgWEGE) hBiHEe bhe ablbietisefithibRék et . welD 29.
The net hod according to claim28, wherein the additional therapeutic agent

i s sel edmewnfindhs e FgF dughancensompeungs XU §4ha 206 ST 6668- citadnprreips are, 2lsp
non- st er\%@ﬁnﬁmcj{i nfl ammat ory conpound (NSAmM, a retinoid conpound, a
nmet al I'o- pr i

matri x ‘ease inhibitor, an antiestrogen, GiR_H_agoni st or

ant agoni st, a selective progestin receptor nodul ator (SPRM and an

angizggerﬁgriegvérwog/int\%GFc;rrlhigitcr}gsxc}ruaglgggg(satrsea(r)g ége%tSS which suppress angiogenesis by
reducing binding of VEGF to cellular receptors, including but not limited to, for example
blocking monoclonal antibodies against the growth factor (e.g. thuMAbVEGF, Ryan et al,,
Toxicol Pathol 1999, 27:78-86), against the receptor (e.g. DC101 and derivatives, Witte et al.,
Cancer Metastasis Rev 1998, 17:155-61), soluble forms of VEGF receptors (e.g. soluble Flt,

30  Aiello et al., Proc Natl Acad Sci U S A 1995, 92:10457-61), or compounds which directly



30. The nethod according to claim?28, wherein a m xture of additional

t herapeutic agents, to be adm nistered in conbination with exenestane
conpri sesvdpoaidodt 0 4 agents selected . fromthe group copétsbhIndesH
danazol, a COX-2 inhibitor, a non-steroidal anti-inflamuatory conpound
(NSA>D), a retinoid conpound, a matrix _netall o-protease inhibitor, an anti
WO 02/ 0721116 PCT/ EP02/ 00G38 32 24. Thé! met hod accor di ng to claim?22,

wher ei n adoi.ni st n nS; t 10
oo aBAEouRY RublaBhdth bhpRtal oo and T Nurle REGHRR WOE FbRRR MR o
adm ni sBischanastel 19981 31 2usdes). of 5 exenestane is from about 10 ng to about
25 nmg daily. 26. The nmethod according to claim 22, wherein exenestane is
adm nistered in the form of exemestane/ ~i-cyclodextrin conplex at a daily

dosage ff( %@igoléﬁ'xageoiﬂi’i%i ?, QMMinégoniﬂe iillgergiz)ﬁ Téﬂif%ﬁﬁfsﬂ%e %C§?5s‘ilﬁé1%ﬁage

claim?2 erel n when adm ni ster parent era e anount exemnest ane

i s fpomiathbitdr, 50 pagtiduder adempousd SHE66824.¢. A-Headbaxfyethyed.Sndimathylrydrol-2-
treating.an_estro .dependent di sorder sel from.ge trjosis

ut o ut e IRt SR ERBORG naand mngund SEGTG, | oA R S oyirol-5-
hyper pl ?ﬁh?ethylﬁeﬂﬁj—!ﬁh&ﬂin@n&Vﬁﬁél@ﬁke%@%ﬂ%m froeansid mdnansd/etipease and
fibrocystic mastopathy, 1n a mammal in need of such treatnent, including
humans, conprising adm nistering sinultaneously, separately or sequentially
to said mmal exepest ane .and. anot her therapeutic agent, in anounts and

cl ose i #Txgmgsggfxf’@% W“ﬁ@“gﬁ?ﬁs@%}%ﬁy“ﬁer apeutical ly useful effect. 20 29.
The jpet Mcbxﬁpﬁﬁfbauﬂaxéy@);wmbm@ Bh-e2 1074 he AR GDRONaVef 8y apeut i ¢ agent
is selected fromthe group consisting of danazol, a COX-2 inhibitor, a

non- st e b0l 0, bindihydyer- widindaminourrapexydAH-dibgnzofe.dleyrigbeiensolthd, a

mat ri x g@%tg,:lilc?d,pr otease inhibitor, an antiestrogen, GiRH_ agoni st or

ant agoni st,” a Sel ective progestin receptor nodul ator (SPRM and an

angi ogereS)-3-[fi(tiAibehziatidazol-2-lmetkyimethylarirolcarbady1B0,3, 4 iectrabldrodd-ardol-di ng
to claim28, wherein a mxture of additional therapeutic agents, to be

adnmi ni stePdlHn4-BH70ARE IR -daE i vest ane conprises from2 to 4 agents

mn AL e bt ar
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i nhi bi t ¢3R)-d-[Sehysicoraud{({ gt otieirainydiapS-bpdroxy-L2-muginptinyhaming Juerzo gp2lycyl-3-
4- (4- cyglohexyl - 2- -5 yl) .- 2 f | f i de) ;
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Angiostatin, endostatin and thalidomide are well known in the art. Pharmaceutically

acceptable salts of the compound mentioned herein are well known in the art.

25 PHARMACOLOGY

The ‘therapeutic effect of exemestane, either alone or in combination with an additional

therapeutic agent, in preventing and treating estrogen-dependent disorders, according to the
invention, has been shown as an example in an animal model of endometriosis.
Intact adult female rats were used. Endometriosis was induced by autotransplantation of a

30  section of endometrium to a site under the renal capsule. In nontreated rats, the endometrial



2- (3, 5-difluorophenyl)-3-4(methyl sul fonyl)phenyl)-2-cycl opent en-1-one; sc
1~ 4-[5-(4-methyl phenyl)-3-(trifluoronmethyl)- | Hp

yrazol - 1w hbeigenesul f onam de; SOyCH3 O O WO 02/ 07gd{/kpo2Afhe3s

rof ecoxi b, (4-(4-(nethylsul fonyl)phenyl]-3-phenyl-2(SH)-fi>ranone); SOZNH2
\'N H3C G 4-(S-nethyl-3-phenylisoxazol -4-yl) benzenesul f onam de;

PCT/ EP02/ UUG38 N-[ [ 4- ( S- net hyl - 3- pheny#4 soxazol - 4y1] phenyl ] sul f onyl ]

propan " : :

i DT ErgienbL Byt broget W ISiEhg 5 folipwing 4 ks T ffq of the aromatase
benzenemtitionaxeaestat: ahd KOGNRHOagddstCripldreMiSal Bk rowth of tidNendomdifd

N- (2, 3-dihydro-1, 1-djoxido-6-phenoxy-1, 2-benzisathiazol-5-yl) .

met hane@Rl4EH e gddied ypgnns thei ameand pbene esdeeeminaion g8 dovepky-Eitherc)  ~

H3C ~ Pexemestane, given intramuscularly once a week for 4 consecutive weeks, or triptorelin, given
5 subcutaneously once weekly for 4 weeks, caused a dose-related decrease in the volume of the
explant, measured in animals laparotomized one week after the fourth weekly drug dose.

When the compounds were given in combination at marginally or intermediate effective

doses, an additive or synergistic effect was observed.

10  Method and Administration

In effecting treatment of a patient in a therapy/prophylactic method according to the invention,
exemestane and the other therapeutic agent can be administered in any form or mode which

makes the compounds bioavailable in effective amounts, including oral and parenteral routes.

15 By the terms “controlling” and “ireating” an estrogen dependent disorder, as used herein, is
meant a method of achieving a therapeutically useful effect, in particular of curing such
disorder.

The term “therapeutically useful effect™, besides curing such disorders, also means giving
relief from pain accompanying such disorders, in particular in patients suffering from

20  endometriosis.

Accordingly the invention also provides a method for improving the endometriosis pain
symptoms of dismenorrea, dyspareunia and pelvic pain, in a patient suffering from
endometriosis comprising administering to said patient exemestane alone or with another
therapeutic agent, in amounts and close in time sufficient to achieve a therapeutically useful

25  effect. '

The term “close in time” means that in the combined method of treatment according to the
invention, exemestane may be administered simultaneously with a further therapeutic agent or
the compounds may be administered sequentially, in either order, to achieve a therapeutic
effect.

30 By the term “administered” or “administering” as used herein is meant any acceptable manner

of administering a drug to a patient which is medically acceptable including parenteral and



6-[[ 5- (4-chl or obenzoyl ) -1,
4-di met hyl - 1H pyrrol -2-yl ] net hyl ] -3(2H) - pyri dazi none; NHSQZCH3 O/ / NOz 10
N- (4- ni t R d2/0¢60xyphenyl ) met hanesul fonam de; cl ~ Hs FpEr/EP2/00638

- (3, 4-di fl uorophenoxy) -5, 5-dinethyl-4-[4-(nmethylsulfonyl) phenyl]-2

3
(5H) - furanone; 15 WO 112/07210(i PCT/EP112/ O0OG38 36 NHSO2CH3 F ~ \ S ~
\ FONJ[6-[{2, 4-difluorophenyl) thind*2, 3-dihydro-1-oxo-1H inden-5-yl]

met hane nam.da: ci / ,,0\ NNOHIWS OO
3-(4-chﬁ§r§ir%%ﬂ%$ﬁ9%[4- (et hyl sul fonyl ) phenyl]-2 (3H)-oxazolone; F/ H2ZN w

O ~0 10 4-[3-(4-fluorophenyl)-2, 3-dihydro-2-o0xo0-4-oxazolyl]
benzenesul f onam de;, SOzCH3 r 0 3-[4-(nethyl sul fonyl) .
pheny| | B?- prrerigral’ is yeqaphifaeenoys,qfbcutaneous, intra-nasal, pulmonary, intradermal or

intramuscular administration.

Oral administration includes administering exemestane of the constituents of the combined
preparation in a suitable oral form such as, e.g., tablets, capsules, suspensions, solutions,

emulsions, powders, syrups and the like.

10  The actual preferred method and order of administration of the combined preparations of the
invention may vary according to, inter alia, the particular pharmaceutical formulation of
exemestane being utilized, the particular pharmaceutical formulation of the other therapeutic
being utilized, the particular esfrbgen—dependent disorder to be prevented or treated and the
particular patient being treated.

15

In ’the combined method of prevention or treatment according to the subject invention,
exemestane may be administered simultaneously with the other therapeutic agent or the
compounds may be administered sequentiaﬂy, in either order. Preferably the compounds are
administered sequentially. In particular when the combination treatment comprises

20  exemestane and a GnRH agonist or antagonist, preferably, the compounds are administered in
such a way that in the patient both inhibition of hormone output of her ovaries and
inhibition/inactivation of aromatase enzyme are contemporaneously provided, and thus a

therapeutic useful effect is achieved.

25  Dosage
The dosage ranges for the administration of the combined preparation may vary with the age,

condition and extent of the disease in the patient and can be determined by one of skill in the

art.

30 The dosage regimen must therefore be tailored to the particular of the patient's conditions,
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5  According to the method of preventing and treating estrogen dependent disorders in mammals,
provided the present invention, exemestane for instance can be administered orally in a dosage
range varying from about 2.5 mg daily to about 600 mg daily, in particular from about 10 to
about 50, more preferably from about 10 to about 25 mg daily, or parenterally in a dosage
ranging from about 50 to about 500 mg per injection.

10
As a preferred embodiment of the invention, exemestane may be orally administered in the
form of a complex with cyclodextrins, in particular exemestane/B-cyclodextrin complex, at a

daily dosage ranging from about 10 to about 20 mg, preferably about 15 or 20 mg.

15  The effective therapeutic amounts of the other therapeutic agents to be used in combination
with exemestane, according to the invention, are in general those commonly used in therapy
for such compounds. More specifically, a therapeutically effective amount of another
therapeutic agent means an amount of a compound, which when administered in combination

with exemestane, is effective to prevent or treat estrogen- dependent disorders, as herein
20  defined.

Determination of a therapeutically effective amount is well within the capability of those
skilled in the art.

25  For instance an effective amount of compound SU 5416 or SU 6668 is an amount in

accordance with the teaching of WO 99/61422.

An effective amount of compound SD 7784 is from about 10 to about 300 mg/kg, preferably
per 0s, in particular from about 20 to about 200 mg/kg.
30  Aneffective amount of thalidomide may be in the range of about 100 to about 400 mg/day.
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5  An effective amount of tamoxifen may be in the range of about 10 to about 40 mg/day. An
effective amount of fulvestrant may be in the range of about 50 mg to about 300mg/day i.m.,

in particular of about 100 to about 250 mg/day i.m.

An effective amount of raloxifen may be in the range of about 5 to about 350 mg/day, in

10  particular about 60 mg/day.

An effective amount of a COX-2 inhibitor may be in the range of about 0.1 to about 2000 mg,
preferably in the range of about 0.5 to about 500 and most preferably between about 1 and
about 200 mg. In particular as to celecoxib, rofecoxib, parecoxib and valdecoxib, a daily
15 dosage of about 0.01 to about 100 mg/Kg body weight, preferably between about 0.1 and
about 50 mg/Kg body weight may be appropriate. The daily dosage can be administered in

one to four doses per day.

More particularly, as to celecoxib a dosage from about 50 to about 500 mg, in particular

20  about 200 mg, once or twice a day may be appropriate.

As to rofecoxib the dosage normally ranges from about 12.5 to about 50 mg/day. The route of
administration is preferably systemic e.g. oral or parenteral, in particular intravenous or
intramuscularly.

25

Therapeutic dosages for SPRMs range between 2 to 50 mg/day.

Therapeutic dosages for GnRH agonists/antagonists like leuprolide are administered i.m. in
doses varying from 1.5 to 15 mg, preferrably around 3.75 mg per month or 12.75mg per 3

30 months.
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7 5 Triptorelin can be administered for instance as triptorelin pamaote by intramuscular
administration of a sustained release formulation, in such a way that there is an interval from
about 1 to 4 months between each administration and at a dosage from about 3 to about 20
mg. In particular triptorelin pamoate can be administered intramuscularly in the form of
microparticles as described in US Pat. No. 5,225,205 and US Pat. No. 5,776,885, and more
10  specifically as 1-month depot formulation 3.75 mg.

An effective amount of a NSAID, according to the invention is generally the one commonly
used in therapy for such compound. For instance an effective amount of naproxen may be in
the range of about 300 mg to about 750 mg once or twice a day.

15  An effective amount of piroxicam may be in the range of about 15 mg to about 50 mg once or

twice a day.

An effective amount of acetyl salicylic acid may be in the range of about 150 to about 1000
mg once or twice a day.
20
According to a preferred feature of the invention it is here provided a method of treating and
preventing an estrogen dependent disorder selected from endometriosis, uterine fibroids,
dysfunctional uterine bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic
breast disease and fibrocystic mastopathy, in a mammal in need of such treatment, including
25 humans, comprising administering simultaneously, separately or sequentially to said mammal
exemestane and a COX-2 inhibitor selected from celecoxib, rofecoxib, parecoxib and
valdecoxib, in particular celecoxib and rofecoxib, especially celecoxib, in amounts and close
in time sufficient to produce a therapeutically useful effect.
According to a further preferred feature of the invention it is here provided the use of

30 exemestane in the manufacture of a medicament for preventing or controlling an estrogen
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dependent disorder selected from endometriosis, uterine fibroids, dysfunctional uterine

bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic breast disease and

fibrocystic mastopathy, in a patient undergoing a simultaneous, separate or sequential

treatment with a COX-2 inhibitor selected from celecoxib, rofecoxib, parecoxib and
5  valdecoxib, in particular celecoxib and rofecoxib, especially celeéoxib.

According to such preferred features exemestane is administered orally at about 25 mg/day

and celecoxib is administered orally at a dosage of about 200 mg, one or twice a day.

According to a preferred feature of the invention it is here provided a method of treating and
10  preventing an estrogen dependent disorder selected from endometriosis, uterine fibroids,
dysfunctional uterine bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic
breast disease and fibrocystic mastopathy, in a mammal in need of such treatment, including
humans, comprising administering simultaneously, separately or sequentially to said mammal
exemestane and a GnRI agonist or antagonist selected from triptorelin, cetrorelix, and
15 leuprolide, in particular triptorelin and leuprolide, in amounts and close in time sufficient to
produce a therapeutically useful effect.
According to such preferred features exemestane is administered orally at about 25 mg/day;
triptorelin and leuprolide one or every three months at a dose of about 3 or about 20 mg,
respectively, in particular of about 3.75 or about 12.75 mg, respectively.
20
According to a further preferred feature of the invention it is here provided the use of
exemestane in the manufacture of a medicament for preventing or controlling an estrogen
dependent disorder selected from endometriosis, uterine fibroids, dysfunctional uterine
bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic breast disease and
25  fibrocystic mastopathy, in a patient undergoing a simultancous, separate or sequential
treatment with a GnRH agonist or antagonist selected from triptorelin, cetrorelix, and

leuprolide, in particular triptorelin and leuprolide more preferably triptorelin.

As an example a kit according to the present invention provides an exemestane 25 mg oral or

30  50-500 mg parenteral composition and a triptorelin depot formulation 3.75 mg.
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val decoxi b; and conmpound MK 663. 33. The net hod according to claim 29,
wherein the COX-2 inhibitor is sel ecte,g; fromthe group consisting of

cel ecoxi b, rofecoxib, parecoxib and val'decoxib. 10 34. The nethod accordi ng
to claim29, wherein the COX-2 inhibitor is celecoxib. 35. The nethod
according to claim29, wherein the NSAID is selected fromthe group :
consi st Anphasmagensicylly sampesitis ceoiathing waemestains and/oulahotbier thepipentit mgentzone,
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nabunet gkiBed iitheé i ¢ acid and ni mesul i de, or a pharmaceutically acceptable

- salt thereof. 36. The nethod according to claim?29, wherein the NSAID is
sel etted fromthe group consisting of diclofenac, piroxicam tenoxicam

mecoxi c | 0x]- i huf. il rgfen, .20 naproxen and.ketoprofen,  or a
A e e e e L T
29, whefreihs fofde of atdepoi formaniFon Reh bs prephrdt B ifst@oe b de@HOEPICUORPHINGY Of
Accut ane;. Adapal ene; AGN-193174; AG\ 193676; AGN- 193836; AGN193109; AR-623;
BVB- 1813625-2¢panudkys Rak N 61 776,8861 | nat e; Fenreti ni de; Li gand LGD 25 1550;
| exacal citol; MX-781; nofarotene; MD -101; MDI-301; MDI-403; Modtretinide;
4- (2[5-(4-net hyl - 7- et hyl benzof uran-2-yl ) pyrrol yl ]) benzoi c aci d;
N- [ 40 [ 2At phatmdecufibhli congp@zition Tontaiiy &hixéahe CaiPGE /piefAP¢didE3Rlingbto US Pat.
yl ) butyl ] phenyl ].- 2- benzqt hi azol am ne; ggri t ane;, SR-11262; Tqcoretinate;
AdvanceNop&8iSetl 6sla parkcylan 48 - exementanclB-syrladentyip. eomptey Jpmaulatiosyicazy rbes:
TAC- 1015801 YeRARQsd- 38. The method according to claim29, wherein the
metal | o-protease Inhibitors is selected 5 fromthe group consisting of
1- cycl oBxamsstan- Aoy @xbiedd- [ [ 4-[ 4-{irifl uoronet hoxy) phenoxy] phenyl ]
sul fonyl -4gi, eri di necar boxam de rmnohﬁgrgchl ori de;
N- hydr o }r-n!?-ilgﬂ%?nyl met FXSYESHENE[ 4- [ 4- (t APOPHF omet hoxy) phenoxy] - 1- pi peri di ny
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sul fonyl] benzam de; %X&O{aﬁa 52% mg
N- hydr oxy- 1- (4- pyri di ny{agaédvthktedratd 4- [ 4:00tig f | uor onet hyl ) phenoxy] phenyl | su
| fonyl]-4 15 pi peridi necar boxam de di hydrochl ori de;

According to methods well known in the art an exemestane/cyclodextrin kneaded system can

=

D)

20  be prepared.

All references cited in this disclosure are incorporated herein by reference.
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met hyl butyl ]i m dazol e. WO 02/ 072101 PCT/ EPO2/ OOC38 46 39. The net hod
according to claim29, wherein the anti-estrogen is a SERM devoid of
uter ot ophi ¢ 18Ethatl hobordingd Qo A ToUiHRiR SR b Qeieh ety tre WHBLA B! e
SERM i s sel ected fromthe group conhsisting of taxnoxifen, toremtene,
ar zoxi f enemestaexin tlenecdiEdh&00s froml abesitd. intg tambloutra®Oong 8ahe. 41. The net hod
according to claim?29, wherein the GhRH agonist is selected fromthe 1 o
group consisting of leuprorelin, deslorelin, triptorelin, buserelin,
naf apel i3, 9a3er@lel FocoRMURE &b dlainti1$ WieRlih RwvheénO MlAHAHerRd Lor@BP Mo afROROBAd AN
207, conpound TX 397, conpound AN 20l and compounc SPD 424," or a
phar mac egemesidrieyin decomediatnentds fromt abenteldf mg 4pabonk 60 mig dadly. according to claim
29, wherein the GhRH agonist is selected fromthe 15 group consisting of
triptorelin, goserelin and leuprorelin or a pharmaceutically acceptable

sal t thereof Thd3useTh@orBhHad dAgieDNdivigrdi® whenl Bizhistwleer&hlly the afaoliit of
agonist is triptorelin panoate. 20 44. The nethod according to claim42,

wher ei n epEctHRHEES Aledicamenpisdiaan phoup Ao te abauti 23 madailisr m of a sust ai ned
rel gase formul ati on, at a dosage from about 3 to about 20 ng. 45. The

met hod according to claim42, wherein the GhRH_ agonist triptorelin panpate
is in the forimealse hedvpding tolepdin ¥, ortwrdiinhen admfifisteted phterdd@allylthe afmiuRedf
according to claimd4l, wherein exenestane and triptorelin or a

phar macéﬁfﬁmes&meynM@ﬁlﬁﬁp@té%ﬁt)mtq}%?%m&ﬁ‘é‘f‘%‘l‘rﬁﬁﬁ) Biger ed, and wherein

hor nrone output of a patient's ovaries is inhibited and aromatase enzyne
activity is inhibited or inactivated, whereby a therapeutically useful

ef fect i achiseoddxerBestane\if) themaE@faébre of a medicament for preventing and controlling

20  an estrogen dependent disorder selected from endometriosis, uterine fibroids, dysfunctional

uterine bleeding, endometrial hyperplasia, polycistic ovarian disease, fibrocystic breast
disease and fibrocystic mastopathy, in a patient undergoing a simultaneous, separate or

sequential treatment with an additional therapeutic agent.

25 7. The use according to claim 6, wherein the additional therapeutic agent is selected from
the group consisting of danazol, a COX-2 inhibitor, a non-steroidal anti-inflammatory
compound (NSAID), a retinoid compound, a matrix metallo-protease inhibitor, an anti-
estrogen, GnRH agonist or antagonist, a selective progestin receptor modulator (SPRM) and

an angiogenesis inhibitor, or a mixture thereof.
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PM OV-92, GnhRH_ i mmunogen, conpound D 26344, conpound T 98475, and conpound
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52. The nethod according to claim50, wherein the (err)3 integrin inhibitor
is selected from 20 the group consisting of Vitaxin antibody (Ixsys); Merck
KgaA EMD- | 21904 ys& ¥&dorlimEtdc1NdVe) Whdrein the COX-2 inhibitor is selected form the group
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carbonyl]-2, 3, 4, 5-tetrahydr o- 4- net hyl 25

3-0x0-1H 1, 4- benzodi azepi ne- 2- aceti c aci d;

(2S)0 2, 304, 5TH8 UsUdnghorBrsiRYJ, whekdih fHf-OBXLY inhibitot 1§ cdRezoki8. 5- b] pyri din
2y1l] met hyl ] am no] carbonyl ] - 3-o0x0-1H 1, 4- benzodi azepi ne-2-aceti c aci d;
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(3R)-N-[ 3-hydroxy-5-[(1, 4,5, 6-tetrahydro-5-hydroxy-2-pyrimdinyl)an no] benz
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(3-[(2,4-di met hyl pyrrol -5-yl)nethylidenyl]-2indolinone). 54. The nethod
accordi Rg, t 0 Thkais82erditE 86 Qlaiim ) SviEGH thé BinRiEt %nﬁs% i 8164 Hoh' mg_gr&g) lo
group consisting of conpound SU 6668, conpound SU 5416, rhuMA, bVEGF and
conpoundomstn@lof leygsorefin, Aisldrelim. giptayelin Ahuseralin, magaralnt, egorsreling avprelinA® | A
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and compound SPD 424, or a pharmaceutically acceptable salt thereof.

14.  The use according to claim 7, wherein the GnRH agonist is selected from the group

consisting of triptorelin, goserelin and leuprorelin or a pharmaceutically acceptable salt
25 thereof.

15.  The use according to claim 13, wherein the GnRH agonist is triptorelin pamoate.

16.  The use according to claim 15, wherein the GnRH agonist triptorelin pamoate is in the

30 form of a sustained release formulation, at a dosage from about 3 to about 20 mg.
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5-(4-fluorophenyl)-1-[4-(methylsulfonyl) phenyl]-3-(trifluoromethyl)-1H-pyrazole;
NH2

4-[5-phenyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl) benzenesulfonamide;
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4-[5-(4-fluorophenyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl] benzenesulfonamide;
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N-[2-(cyclohexyloxy)-4-nitrophenyl] methanesulfonamide;
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N-[6-(2, 4-difluorophenoxy)-2, 3-dihydro-1-oxo-1H-inden-5-yl] methanesulfonamide;
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4-[5-(4-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-1-yl] benzenesulfonamide;
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4-[3-(4-chlorophenyl)-2, 3-dihydro-2-oxo0-4-oxazolyl] benzenesulfonamide;
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compound T 614; darbufelone; compound 1.745337; celecoxib; compound CT3;
rofecoxib; compound 1.783003; compound JT3 522; compound 754; parecoxib; compound

5 S2474; compound LAS 33815; valdecoxib; and compound MK 663.

33.  The method according to claim 29, wherein the COX-2 inhibitor is selected from the

group consisting of celecoxib, rofecoxib, parecoxib and valdecoxib.
10 34.  The method according to claim 29, wherein the COX-2 inhibitor is celecoxib.

35.  The method according to claim 29, wherein the NSATD is selected from the group
consisting of acetyl salicylic acid, indometacin, sulindac, phenylbutazone, diclofenac,
fentiazac, ketorolac, piroxicam, tenoxicam, mecoxicam, meloxicam, cinnoxicam, ibufenac,
15  ibuprofen, naproxen, ketoprofen, nabumetone, niflumic acid and nimesulide, or a

pharmaceutically acceptable salt thereof.

36. The method according to claim 29, wherein the NSAID is selected from the group
consisting of diclofenac, piroxicam, tenoxicam, mecoxicam, meloxicam, ibufenac, ibuprofen,

20  naproxen and ketoprofen, or a pharmaceutically acceptable salt thereof.

37.  The method according to claim 29, wherein the retinoid compound is selected from the
group consisting of Accutane; Adapalene; AGN-193174; AGN-193676; AGN-193836; AGN-
193109; AR-623; BMS-181162; CD-437; ER-34617; Etrinate; Fenretinide; Ligand LGD-
25 1550; lexacalcitol; MX-781; mofarotene; MDI-101; MDI-301; MDI-403; Motretinide; 4-(2-
[5-(4-methyl-7-ethylbenzofuran-2-yl)pyrrolyl])benzoic acid; N-[4-[2-thyl-1-(1H-imidazol-1-
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38.  The method according to claim 29, wherein the metallo-protease inhibitors is selected
5  from the group consisting of:
1-cyclopropyl-N-hydroxy-4-[[4-[4-(trifluoromethoxy)phenoxy]phenyl]sulfonyl}-4-
piperidinecarboxamide monohydrochloride;
N-hydroxy-1-(phenylmethyl)-4-[[4-[4-(trifluoromethoxy)phenoxy]-1-piperidinyljsulfonyl]-4-
piperidinecarboxamide monohydrochloride; _
10 N-hydroxy-1-(pyridinylmethyl)-4-{[4-[4-(trifluoromethyl)phenoxy]phenyljsulfonyl]-4-
piperidinecarboxamide dihydrochloride;
N-hydroxy-2,3-dimethoxy-6-[[4-[4-(trifluoromethyl)phenoxy]-1-piperidinyl]sulfonyl]-
benzamide;
N-hydroxy-1-(4-pyridinylmethyl)-4-[[4-[4-(trifluoromethyl)phenoxy]phenyl]sulfonyl]-4-
15 piperidinecarboxamide dihydrochloride;
N-hydroxy-1-(3-pyridinylmethyl)-4-[[4-[4-(trifluoromethyl)phenoxy]phenyl]sulfonyl]-4-
piperidinecarboxamide dihydrochloride;
N-hydroxy-1-(2-pyridinylmethyl)-4-{[4-[4- (tnﬂuoromethyl)phenoxy]phenyl]sulfonyl]-4-
piperidinecarboxamide monohydrochloride;
20 BB-2516 (marimastat), N4-[2,2-dimethyl-1-[(methylamino)carbonyl]-  propyl]-N1,2-
dihydroxy-3-(2-methylpropyl)-, [2S-[N4(R*), 2R*, 35*]]-);
BMS 275291,
Bay-12-9566 (tanomastat), 4-[(4’-chloro[l,1-diphenyl]-4-yl)oxy]-2-[(phenylthio) methyl]
butanoic acid;
25 AG-3340, N-hydroxy-2,2’-dimethyl-4-[[4-(4-pyridinyloxy)phenyl]sulfonyl]-3-
thiomorpholine-carboxamide;
CMT-3 (metastat), 6-demethyl-6-deoxy-4-dedimethylaminotetracycline, batimastat (BB-94);
and
D-2163,2-[1S~([(2R,S)-acetylmercapto-5-phthalimido]pentanoyl-L-leucyl)amino-3-
30 methylbutyllimidazole.
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5 40. The method according to claim 29, wherein the SERM is selected from the group

consisting of tamoxifen, toremifene, arzoxifene, idoxifene, EM 800, fulvestrant and

droloxifene.

41.  The method according to claim 29, wherein the GnRH agonist is selected from the
10  group consisting of leuprorelin, deslorelin, triptorelin, buserelin, nafarelin, goserelin, avorelin,
histerelin, compound PTL 03001, compound AN 207, compound TX 397, compound AN 201

and compound SPD 424, or a pharmaceutically acceptable salt thereof.

42.  The method according to claim 29, wherein the GnRH agonist is selected from the
15  group consisting of triptorelin, goserelin and leuprorelin or a pharmaceutically acceptable salt

thereof.
43.  The method according to claim 42, wherein the GnRH agonist is triptorelin pamoate.

20 44.  The method according to claim 42, wherein the GnRH agonist triptorelin pamoate is in

the form of a sustained release formulation, at a dosage from about 3 to about 20 mg.

45.  The method according to claim 42, wherein the GnRH agonist triptorelin pamoate is in
the form of 1 month depot formulation 3.75 mg.

25
46. The method according to claim 41, wherein exemestane and triptorelin or a
pharmaceutically acceptable salt thereof are administered, and wherein hormone output of a
patient’s ovaries is inhibited and aromatase enzyme activity is inhibited or inactivated,
whereby a therapeutically useful effect is achieved.

30
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15  platelet factor 4 (endostatin), a VEGF inhibitor and thalidomide.
51.  The method according to claim 29, wherein the angiogenesis inhibitor is thalidomide.

52.  The method according to claim 50, wherein the av33 integrin inhibitor is selected from
20  the group consisting of:
Vitaxin antibody (Ixsys); Merck KgaA EMD-121974, cyclo[RGDF-N(Me)V-];
(108)-10,11-dihydro-3-[3-(2-pyridinylamino)propoxy]-5H-dibenzo[a,d]cycloheptene-10-
acetic acid;
(25)-7-[[(1H-benzimidazol-2-ylmethyl)methylamino]carbonyl]-2,3,4,5-tetrahydro-4-methyl-
25 3-0x0-1H-1,4-benzodiazepine-2-acetic acid;
(28)-2,3,4,5-tetrahydro-4-methyl-7-[[[(5-methyl-1 H-imidazo[4,5-b]pyridin-
2yljmethyl]amino] carbonyl}-3-0xo0-1H-1,4-benzodiazepine-2-acetic acid,;
(bR)-b-[[[(3R)-2-0x0-3-[2-(5,6,7,8-tetrahydro-[ 1,8]-naphthyridin-2-yl)ethyl]1-1-pyrrolidinyl]
acetyl]amino]-d-(1H-indol-3-yl)pentanoic acid; and
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(3R)-N-[3-hydroxy-5-[(1,4,5,6-tetrahydro-5-hydraxy-2-pyrimidinyl)aminoJbenzoyl}-glycyl-3-
(3-bromo-5-chloro-2-hydroxyphenyl)-b-alanine (compound SD 7784).

53.  The method according to claim 50, wherein the protein kinase inhibitor is selected
from compound SU6668 (3-[4-(2-carboxyethyl-3,5-dimethylpyrrol-2-yl)methylidenyl]-2-
indolinone), and compound SU5416 (3-[(2,4-dimethylpyrrol-5-yl)methylidenyl]-2~

indolinone).

54.  The method according to claim 50, wherein the VEGF inhibitor is selected from the

group consisting of compound SU 6668, compound SU 5416, rhruMAbVEGF and compound
DC 101.



