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Reduction of side effects fromaromatase inhibitors
used for treating breast cancer Cross-References To

woedoanesd2Appl i cati ons [0001] This applicati on BCHADB006/001539

the priority benefit of the follow ng applications: 1)
Australian Provi sSi onal Seri al No. 2005905768, filed on

%eid‘;lgg néégidezﬁ‘o és fr aro Fa?%io lﬂ%'agsnuasl %g%rélyeaﬂn% reast cancer
Provi si onal Seri aI I\Io 60/ 798, 308, filed May 8, 2006.
These applications, in their entirety, are

i ncorporated herein by reference. Field of the
Crase:Refeyen¢es0D2 Relrtied Applieationsnvention rel ates to the

S!S, B0 S ORI s

Austsalish Rravigenal Seniaplbe 130069067681 filed pn @smher 19\2006] @hU.S.

'Pg(?\}gée{&%?%e mo%bh'ﬁ%%Q ﬂ&ﬁ Ngg&pbe@%d 2565 Sa[nﬁ%é Jgd&rg{/ls@nal

I'n post- n’eno au WOMmeEN™ Vi

Setiald. 6@17985%‘@? fnied Vayts; é&@@dT heise lap plicatian s srethieirleinbietyo are
; [ ng an effective anbunt of an
'&8 g%%%ﬁ%e@wn%k&%ﬁ%'her nore, the present invention
prOV|des conposi tions, nethods, and kits for reducing
Ffﬂl&’%fﬁfeflﬁ%r?u&f'soc' ated with aromatase inhibitor
treatnent 1 n post-nenopausal wonmen with breast cancer
[A092br i sThegoraskrit ivention refptes folibe resloetinn afsidecaffgotssiauisenby

SRR A0 AT 38 R U AR

parindear th'espremt inventiooprevides oompesitine omsthwes,i @ddﬂ'tsyiori n

Gk RS0 S AR e
treated with 39enodtase nbibitai Eomprisirg wnhlskeasg ao @ffedrveaamcamtref an

QS Hl@aéﬁgn?géh}rﬂ}orgqqe E:@i %nt'l%hggrpgr%vid%s 'oBHLEARMY-

rea unors response to
msthedhoanediits fortredudiog sida effacts esBOIgyat@lswrtfogmmatw inhibftor

tr@&h\‘éﬁﬁﬂtpo%pﬁ%ﬁWaJsbt \?oménsﬁtﬁ Bé’eakpcaqgg} Eéﬂ&lS@@%&f‘{l@fS&?}kg a

renova
PAroekeuticalscagnensitionsompiisiag iao rmrormateselithibiobgnchamasdrogenic
agérﬁ’.(:ki ng estrogen receptor activation or bl ocking
strogen production. [0004] One such agent has been
tanoxi fen. Notw thstanding its success in adjuvant

BQ&S@% ?ggﬁﬁg;n&gﬁ{,ﬁn t anoxi f en has unwant ed

ects can be categorized into estrogen
[00828kpt Greast icandeats g niest epinmencanweetanedee malignangy in women.

ltﬁshés%m%%%‘ tgét A8 ﬁé’e%%ﬁbu %&%%‘sé’é In?;%% ﬂiez g It is estimated

qlna ness, hot
fh?ba’f ¢rst éé%erWVGmﬁn \eﬂ"w@wlew beﬂastecramaen aztessorme tiroe & their life, and

thRGh&GadckSs RRIRAGN As more than 80% of breast tumors grow in response to
sex hormone stimulation caused by estrogen, part of adjuvant therapy (i.e. therapy in
addition to surgical removal of the tumor) is to administer an agent to block this
growth stimulation, including by means of blocking estrogen receptor activation or
blocking estrogen broduction.

[0004] One such agent has been tamoxifen. Notwithstanding its success in
adjuvant breast cancer therapy, tamoxifen has unwanted side-effects, which can be
categorized into estrogen receptor stimulating (uterine cancer, deep venous

thrombosis) and estrogen receptor antagonizing (vaginal dryness, hot flushes, mood
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receptor regulator has so far not been successful in

taking the place of tanoxifen and the current trend in
woeromossak7 t herapy is to reduce the |evel of PCT/AU2006/001539

bi o-avai |l abl e estrogen. [0005] Another such agent has

been ami nogl utethi m de (Cash, Brough et al 1967). This

drug was poorly tolerated an% resulted in a marked -

adrenal suppression that |linmted the use of the drug.

spgsbandhay led tethemsarchFoye hettsr affeinative: A meieselgstive strogen

[
r@é%l/d‘l‘?eécmﬂapﬁésoil gptﬁéft ele%ﬁgpg%‘%@llsgeglﬁg%/% ﬁ%e of tamoxifen and
tl@@wm tz’emct@tmlmen@ Alecrapy isdo regdiice the 1FyRl oébiocavpiahiel sstrogen.
kno [ pu

Y RS B T ie tRdh Bt chediRfte Rt Bith

198 8u | Thisndyug was pepily tolerated pad irésuited invy m@rke@ Jdnénadistprassion

1R A AL Rt LWLl B aP! ation of testosterone

conversi on to estradiol . The rel evant conversion

[QROGhwayQverrtee pagivitd Viears-h@vever, ho@OsPecifit enzieneinbibitersthave

Sk A S 900, IO R
tgstesterrag 19 gstiadiol. bf lasgontwouods arermlpwn as lasovgatase inhidtors.
Thgffat%q?s\éﬁ'tg bRORR FRAGAVER; o?laotf 'tees%s?er%é B  estradiol, resulting in non-

Aone-sensitive breast
tisuergpesific enkynafic leiablhomfand hloxst eoroplateaabiation lof testastesone

camrgm@eﬁf%% Jein&aﬁgl%dnoeisib ARt LESA HEAG 9
menopausal’ wonen w receptor - pos nors.
[0Q0t7houg'FheI dsvglopament Ofdhestﬁ/\ammataae istEbitors, sechlasererastane

R
mmmwangﬁ)wthfetherﬁudauﬂe dprroagitotpatienta djith vermomrss@sitivedreast
chARE. aWraR@&mszf cﬂ{l%ﬁn%?JeQ%nythgée &%Pe{s@mlﬁ@?dré hyé

post - nenopausa
d@l@ﬁmtraé@sefﬁcaqye@ﬁte adjwny‘e;eatmeof ofgdosbmbnmalgwmen with

SR SBRNGED ALaRNE POl ISR .6, AT S suve
cgnt@pp$ inceash ohthesa dials, mrrghﬂyya\/@ﬂahlﬁ dajarstiggesighat an aromatase
irfAMitbr SRILILHRS bé‘ﬁ\%‘d‘d@& 'ag\%l%g o?ggju%}lt%nagéig@ltﬁ&ﬁﬁﬂf#rtﬁ%@reat

to now becone rescri
majpsitagfyregentornnasiive p@am@mpapsaiog}lems To& ctiirerdstrategy
BT Mok e S B e 65 A58 S
ajopiRiRsedpifpiter dEhesier aremataseiniipioessovsircantrethe significant adrena
toxRft) BoRe p %oﬁra%tl%ﬁrogémn% afidhs ¥ﬁx§5@fy Jlna%té'ﬁbbvgﬁ *them to now

osteopor osi s, osteope ss of wel ght

begagente nas) widoly P@E@'é}?dﬁ@“ﬁpmal ithanRpy fesbreﬁsfgcmncgm\eat s
[0395 en'@sngﬁﬁédﬁt Blobldhh Wtﬁ earorﬂ?fa@e |n‘ﬂ(§3t|tgf§ hb\ﬁever is that

art’hral gl a, br east pal n, ar n réssi

they GasendIwanirrsand subétﬁmlalrﬁb@d ?wg:sterrh @w@afﬂe@ts Examples of
th@bé’klﬁé %ﬁ@&s GRAME! byeard WBCIH |Fé3! to r\)é“%@&ﬁa?é?%‘n Ofstebft05EI .,

hoedena, back pain, perip
osteopenla loss of I|b|d0 weight gam vagmal dryness sleeping difficulties, night

sweats, asthenia, painful intercourse, pain, arthritis, arthralgia, breast pain,
pharyngitis, depression, bloating, nausea, rash, mood swings, headache, diminished
cognitive function, hypertension, insomnia, lymphoedema, back pain, peripheral
edema, cold sweats, abdominal pain, injury, constipation, coughing, diarrhea,
fracture, hypercholesteremia, infection, arthrosis, dizziness, dyspnea, paraesthesia,



10

15

20

25

30

edema, cold sweats, abdom nal pain, injury,
consti pation, coughing, diarrhea, fracture,

whypenedot esterem a, infection, arthrosis, di zRCTaE3006/001539

dyspnea, paresthesia,urinary tract infection,

vul vovagi nitis, anxiety, bone pain, chest pain,

dyspepsia, flu syndrone, gas°’troi ntesti nal di sorder,

sweati ng and/ or | eukorrhea. [0009] The present
uinavetnadt infectmac vallerginéis canxialy, fifoae pain; oinesb phier dyspepsia,flu

e e oS Sl SeStdFRaoR e
[0008F apyhepresembinventionreacrideddrrein diffletsafsem otiter botoonal
88 4 g 1SR ] GREEE Bk e gt or
arginogeygepiacemgetrtherapy i Gonthirtios Wwithamegromatase bndsitous ed

OB Oy B R s A e AL,
Arraidex®@arat arggimdreganiasgent (4 yio felstoatenore) Raat beerssseN in
o945 PR 3 SRR B B0 oot SRatuse
bduyogding dalpartieniaopyrBettranstiay(Hoffmden JeRaatdmesa(0 douraalchf
S o=y g780Ghe 5706 1R, BHRLTIEPH U AR Rt
hypepbresiainmen onflethemapy (squiet ief alc2004y ahd Lederadt el. 2005)pamed to
oGO 1B AR ST LD 2R g B
therapy aspenifivallytim éamaqly fo iealeeiemsexusty endergoitdriestosteadmeetherapy.
e R T A
hqwevEe serefortie peameni dfe wanamdiegsesesitwitht readtcanasrein fact,
348 A0 PR b U LB B rdiok R
subsatestnwep@aas athovwane hogeorealiybttive aeakt ichiscans d heruseiren

R oSl ORRE T b M VG ana v

usapip Wooeeshiva havethad br&sst Camcer fsaalinonst univseaisgily adoted-indichd. For -

o RSB ol SURRAL B FERLITL AENRANRSb st
brem checer @staprabselutsecaniyadiadicadion dolusiog &st Intisa bateh decause of
g Epifbrit 3660 ¥ RSB SRPLIRLASPIG SBITT pPPERE Yoc o -
growthrgubetsate by éhe malignandy §$hifeerdils elr al JesiontenateyyaddH fpr the
. Lt S, X \

B AGRU HRPotVE Serbbdetb ol T Aftul i i gpa e ySidHY
resutgifom therl NTINRTE didlestudoMahopaude (istpaess).ng r emai ns

t ) t y .
top{,, S RGEGARRsISP sy mb AR e B e BRI AER g Hiidine
thaimndragey (e.gndestosignooe) leplab@0ed]shvhid heraviet in hreast ¢Gameer
suB@\é@*gffealgS’%;ugﬂ@' Sbr ,tegkmﬁonvent i onal w sdom of not

p g andr

escribin géni c dgents to wonen di agnosed with
[00t23 ast Thepesent imyantion, however, goes against this conventional wisdom of

not prescribing androgenic agents to women diagnosed with breast cancer. The
present invention provides a novel therapy to alleviate side-effects of and/or to
enhance the efficacy of aromatase inhibitor therapy in breast cancer treatment by

supplementing and/or combining an aromatase inhibitor with an androgenic agent.
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present invention provides a novel therapy to
alleviate side-effects of and/or to enhance the

wetdoroasoy7 of aromatase inhibitor therapy in brRPEEAU2006/001539

cancer treatnent by suppl ementing and/ or conbining an
aromat ase inhibitor with an androgenic agent. Sunmary.
of the Invention [0013] The 4present invention is
directed generally to pharmaceutical conpositions,
Somnharyt of thethveintionf or | nprovi ng si de effects

I3 ot bl e R RPecie bBhordhy b gl
cemspesitionsf metiedprawidits formpravingrsiqer effsictieassaciated with aromatase
. .eal 1L f ' ' i de effect
RO TRER (R o SR Sph it i B 8, T8 T
[a9d8] ectOnk aspeoseidheptdsentrivention araveles apharmsceugicdla) an

. 4y . .
oGV B & ARS8 b e e
in@psubje ldiagnosdtewith bireastcmotércamprieimp @s) dn effectieg/amount of an

[:S r eut | I ci_ni .
L L e R
therpharmhacautipalamongbesitian plagcoeipdss a phérntmepiicilly Boceptable

[ A ane. or nore side effects associated with
eﬁ%ﬁtﬁtagggaric%ﬁfegi tor treatnent in a subject diagnosed
[0N6h brAvadhercapeaiof temresent inyesiiongfrowdes @ phammagattioat

o BRPE P Bl oG S B B e

inhibjterctreatfnentie gusubisehdiagmsed withrbréast aamesr lsonhpfisging an effective

oY R BRRl BHE o2 BRI AR ROBI St

exdiiénttandés tcag®@ncer conpri sing adm nistering to a

BB BrBBEAREEH S ETRRTL A B SR Bl S
mefd sid¢ effectarssotiated willn acneatagedsigbitartiicairoent in asdbject

SRRy RIS RSB ) R ot
compasiticnarenipgisingr(e) aroeffdative amprichvdf Ay andegenicragest idde) an
S SRR S S 85 e B
acugpiabiesexsigient and/oacauibj.ect a phar naceuti cal

T o Al SR L B LB E 30BN Rl By o o
macceipe afieds eswigatethwitiaathmatassdniibiger trefaliodnt®) a anbject

SRR 08] rBE8 e o PRy S BAOEL i g Rthca
conapasitioneompiigingres effectivg ameint of af fedogenie saelitanddopiionaly,
ag %c%éﬁﬁllg taéic@éﬂtéﬁle ERGhigManaiRafRENg adm nistering a
[0018] An additional aspect of the present invention is a method for improving the
health of a subject with breast cancer having one or more side effects associated
with aromatase inhibitor therapy comprising administering a pharmaceuticél
comprising an effective amount of an androgenic agent, and, optionally, a
pharmaceutically acceptable excipient and/or carrier; or an effective amount of an
androgenic agent, an effective amount of an aromatase inhibitor, and, optionally, a

pharmaceutically acceptable excipient and/or carrier.



10

15

20

25

30

wex@rpiwet and/ or carrier;

conprising an effective anount of an androgeni c agent,
and, optionally, a pharmaceutically acceptable

androgeni ¢ agent, an effective anount of an aronatase
i nhibitor, and, optionally, a pharmaceutically
accept abl e exci pi ent and/orScarrier.[0019] Anot her
aspect of the present invention provides nethods of

[00199] uf aphothbNgsHRBE6MTRE Brélsbftahventom poivides Rfethdds of
roving one or nore Si dﬁ@h{ff ects associ at ed V\n%‘g
m%l? YrigePherRpesUtisl copwes! Of INRIOVNG, PG PT I3PeidR Effpcts
as%éuéte@ Wi ShorB AA66 IhROPlétmBAt i el st jech@agiosat dWithdReast
gﬁ; ID([90020 Further aspect of the present
can ging selecting aq gp rPﬂ?ﬂ“bWﬁ'{é one or nore side
[oeddject Summ@r@taa%s\oeétfaf ﬂfe%’@ée’i@ RveRtunas badt o igpkdVRiY one
in a subject diagnosed reas&)ltcancer conpri sj ntg

ormprﬁﬁlg?(?géﬁﬁésﬁ%‘ﬂﬁd wiih a@ﬁ%‘ﬁﬁ%%@@ HrreatpgRpt in érﬁﬂ'bjec
diaghobediwith BRSst &%@ﬂ&orﬁé}%‘i@e&n APeFEniPdgenh &infiresazse

invention is a nethod for enhanC| ng the efficacy of
inbibitaieAngddBstiyetiPY -t or s conprising adninistering a

tmgr MeARstheCapect STARP pEisbhtafveplion Re REBREMSr ditvAsthy e
Anot her as&ect of the%cgwesent i nvention |s a

I R At AN "hGOMPKSINg RAVAISIeHe A RFTBRcaycal

coﬂ{b@éiﬂgﬁﬁﬁﬁew@g&t Fh%mfthl ng adm nisteri ng a
har naceuti cal &]30& tion of the pres i nventi.on,

[0928) 23] A@ﬁ@“"%\%ﬁ?@&i he presepfiRGEfen isrﬁ/@ﬁt OSﬁordPQWFﬂ%%t@?

bidHValldBRRE T Arf @ dr6 QSO drit @&nbm‘n%mm}é&&%g% Shaiiaedtiest
associated with an arorrat ase inhibitor such as third

cogwReitian PUﬁez?f%ﬁ?ﬁf ¥@NtioRhi bitor treatment in a subject
[om?gnogﬂe a¥pédl oPIRAFEsHRMYBHtIoHITBVIdSS @ghérﬁ)acanncax

ective anount of an andr%%enl c agent

and
cognogition {pE IMRpROUIRE aptideeliget ASsaviated WEhan afq"eﬁﬁa%ﬁ %Wﬁtt%rs%'ch
asithifd @éﬂéﬁéﬂon@?bﬂn@ﬁ@bhﬂhlblfor ﬁeﬁlh}%hﬂiﬂ@é;mdtjé‘oglhlagﬁmlth l?r@ast
ri se a nmaceuti ca abl e exci pj en
caaﬁ%r/ PHsipg K@ra“p ?f?ﬁSﬁYﬁ amonfof g P“é’ 8‘&'9 agentand ( B)r%%ent
efﬂeBM%anh&rht bfa auéfﬁﬂwhﬂgeﬁé]’étublﬂﬂbmétds@ iSHISitaR! ombﬁalm m.e
effects associated wth an aropat ase qaﬂl bi t or

PhEFAGPUeA| EPRPPEIOTMBIGPREHSS A AhBmAsPuicAl AFrsRtatl SSiTS
angIPicagikr. di agnosed W th breast cancer conpri sing

1080 R s dah LTt ENERRR G A BE TPTBYing gne o

mér8didegsets a%@@dﬂéteafmﬁth(dh)araﬂha@%é &ﬁbl%Esmmlr@beﬂeratlon
neration a se. i nhi bitor, and

aromgse RRERA TeAmep! Bersieh i BIRsRer gt 2t GABfer compriing

ad@disteffig to a subject a pharmaceutical composition comprising (a) an effective
amount of an androgenic agent and (b) an effective amount of a third generation
aromatase inhibitor, and, optionally, a pharmaceutically acceptable excipient and/or
carrier.

[0025] An additional aspect of the present invention is a method for improving the
health of a subject with breast cancer having one or more side effects associated
with an aromatase inhibitor such as third generation aromatase inhibitor therapy
comprising administering a pharmaceutical comprising an effective amount of an
androgenic agent, and, optionally, a pharmaceutically acceptable excipient and/or

carrier; or an effective amount of an androgenic agent, an effective amount of a third

or an effective anoPtit/AU£006/M001539
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[ 0025] An additional aspect of the present invention
is a method for inproving the health of a subject with
whe@asisoeancer havi ng one or nore side effect SPCT/AU2006/001539

associated with an aromatase inhibitor such as third
generation aronatase inhibitor therapy conprising

adm ni stering a pharnmaceuti cél conprising an effective
anount of an androgeni c agent, and, optionally, a
gsneratioo @amalase phikder pnd,mrmoeadkvr @pwmaaauﬂqaﬂy acoapiablg

é}{cﬁéﬁtgﬁ&gpgdrp{& amount of an androgeni c agent, an
e

ctive ampunt of a thirdgeneration aronatase
i nhibitor, and, optionally, a pharmaceutically

: /or carrier. Brief Description
%&%&&g&ﬁﬁgk%g%%?g he foregoi ng aspects and
[862€Int adbe fasegaingagpestseatd advartagéeof the btesbat inesrdioh will be

e
BRAV RO 0E SN iBe Pl Beler BRIl S b0

detdiled wescr{ptio Whichlf@lows. i s a scherratl c diagram

2L, B0 OB 0 6P ohGpg Vs B8R o gescr
pathvayss of a conbi nati on of an aromatase inhibitor

[g J d% md ??8 ez)'g a%ﬂgrt %Qnﬁﬂg{]ﬁgﬁoﬁec eﬁ&:@éf a( éo‘?‘ﬁl&ﬁg’( on of'4R

canoat upon serum
Fyovatage mmgs@rnnpwc@mm anea‘relragedrctegenin(tedhmstmaapl e

Lﬂaégéﬂogf‘e { Pgﬁ ?%r m ﬂcﬁ%ﬁ% Ieﬁlleg‘m Boét ?3&5! pa |e|g§] referred to in

enmonst r a co ron-o
ﬂa@ gmmsdemﬁlhed)hemm (Ari'm dex(r)) and an andr ogeni c

PR, (ERP 502 ehaRGeHRASEANEHELrRON LEIIh AR b

bone Tresor nmeno ausal ati e
argrhatase mhibior (r?\rlmm@aam]dlas aﬂﬂmenrb@ehle(tatwsterpﬂ@%]

uﬁh%} n%a uﬁor‘?%@ﬁ@n SRR B sc%)P o J’rf %‘é{ ﬁleg &%s? patients

|na an aronatase i n
refietred o iarle expanile dasasived heesin.ost er one undecanoat e) as

[@m’iur eRiPY i@k tcn%@hsmn&r%ﬂnwé arg%ta & gg%ﬁboﬁ'%l&ﬁ%%ﬁa'

tirents referre e“exa erein
a[fomaa}se Phigitog(Arimidex@) and ajamdmenlatagagt (tastostérbeet s of

uﬁds«smsezgg FHeaQurea'B 0 rQ%@alh%mJ'nQ irt Pt decaggg§3r§5aénts

and an anhdr ogeni ¢ agent (1est osterone-un
refersd ks tlng/emwre gssaribgd hefefirect profile eval uations in

[0 rrenﬂga@s@g cR&t Pg@%g tF%fr%'iﬁeeé*f 8 df ohfo.ﬁa&%mlf &n

descCri bed herein. I'sS a c
agngase inhibiterg Arimidex®) @pd @n@hdepgenintaioantt(tastostdrons

uREEUIRbERF ad RRLAILI by dwnreg%rs(eféfaecmgf.@%%ﬂgﬁars‘%n%gam
(testosterone un
menopausal patients referred to in the example described herein.

[0032] FIG. 6 is a chart demonstrating the effects of a combination of an

~aromatase inhibitor (Arimidex®) and androgenic agent (testosterone undecanoate)
as measured by cognitive function evaluations in post-menopausal patients referred
to in the example described herein.
[0033] FIG. 7 is a chart demonsirating the effects of a combination of an
aromatase inhibitor (Arimidex®) and an androgenic agent (testosterone
undecanoate) upon serum lipid levels in post-menopausal patients referred to in the
example described herein.
[0034] FIG. 8 is a questionnaire of the endocrine subscale for the FACT-B.
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as neasured by cognitive function evaluations in
post - mrenopausal patients referred to in the exanple
waelewenided herein. [0033] FIG 7 is a chart PCT/AU2006/001539
denonstrating the effects of a conbination of an
aromat ase inhibitor (Arimdex(r)) and an androgenic
agent (testosterone undecan@ate) upon serumlipid
| evel s in post-nenopausal patients referred to in the
exanpl e described herein. [0034] FIG 8 is a
u ionnaire o ndo |ne subscale for the
D%ﬂ&é Besetigtiong @@g:ce,’fefeﬁf? MBEdments; ef er r ed
D&fifwstisment s Definitions [0035] Ternms are used herein
aa gene_r ally used in the art, unless other ef i ned
[0D55k e TREDS 816 YR§Y hetrizes ogRRIalEYSRdR theggrt, ug SP Byise
défme@nﬁh@rfo"mr@ of the descrl bed entity; for exarrpl e,
an arqmat ase 1 nh is understood to re

[P} ent
10878 or Tﬁﬁﬁ%mhraoﬁ’éta&sﬁef?rﬁﬁ? Bhe 8f @Oreﬁefélﬁeh%“é’? T‘f&'?ifgr

exaﬂfpl@”gﬁ aERMtEscigRBtor" isSurdefiescet 18 96hrbsbrit @RS asmate %fhatase
nor e androgenl c.agents. Another exanple is "

infRiTSy ARgthgr exaferle s ap endicgeia dapalt Sdindeestoaddp ifigesent one

ori B AdRgheRiRageAtsTANBHEF BRarRbIE A6 mﬁﬁwﬁigcd"'mdé BfedtEE NS
one or nore," and Ieast one"

can
urggrqgé%to 'ﬂ?'@‘%“c'ﬁmﬁ%"é’?ﬂo@}? ‘PfeF'%rerﬁ'de[ ‘?J‘f?@tf’] chelppterms “a" (or
"an§ ek or AforélS BAd e IistomBtah DeaRBH I.rﬁ&chéhg@snyfmérémy
loauant itative representation that coul d perm ssively

3fly wiThRdRAM aBsw 8% H@eq hergindpanbRarriied frmediy any
quaHﬂt‘éWé) fbp?@se‘ﬁﬂsltlﬁﬁ tHa‘t cb@d behmtaely Dmmouﬁesw r@wh a change
n

uvant neo- adj uvant a
'”H’éﬂb?%%lfu@ét"%/%ﬁ‘ﬁb";;"t isceigter Androgem c agent" refers

[obs8]a Chﬁd{u@éﬂtt hﬁ?rmacﬁur\%rnp%ﬁla%@éﬁﬂ AHdPOF pRlliative
ﬁ%m hesis. Typi cal I y, an androgenic agent is a steroid

Phone that binds with high affinity (in the pMor nM
[o039]9€) “Rﬁﬁo@&ﬁ@éjérﬁ?l riferd @ a Etferhibaltiid fhdrédsRs aﬁﬂﬂig@hi@factlwty
the an drgllg {eceg% to stinulate téansactlvatl
or SYPINGSISy TRIGRIY e SREGERTIE 9% S B RIS BpimrPnsrthatRingds; with
h@eélﬁiﬁlty @%m&rﬁmar mmearig"e%hd %ﬁeé’lﬁﬂ? tdits ihE@Qdéllilar AMcmmbrage

ibitor" r

gD oRier A AtS bReS VR o a5ty MRS fegblets thet

" expre3gmhas Carhdt Rlnes. SE%TnﬁéQWBSpr’b{?iaéd ReRIErts androgens

t d h
RERITTOMCT R S
bleis tolh &lhilats tikehdtivity biarogatdse whicH is adlenk@helkies c@’ﬁvelrﬂ@e

an%rogens to estrogens. Examples are provided herein.

[0041] "Breast cancer" refers to a malignant proliferation of epithelial cells lining
the ducts or lobules of the breast.

[0042] "Collagen crosslink" refers to a pyridinoline and deoxy-pyridinoline
crosslink.

[0043] “Diagnosed” is meant to include a subject suspected or predicted to have

breast cancer.

[0044] "Effective amount" or "pharmaceutically effective amount" of an agent or
compound as provided herein refers to a nontoxic but sufficient amount of the agent
or compound to provide the desired therapeutic effect. As will be pointed out below,

the exact amount required will vary from subject to subject, depending on age,
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[0042] "Col |l agen crosslink™ refers to a pyridinoline
and deoxy-pyridinoline crosslink. [0043] "D agnhosed"

w0 g00meete7 t o i ncl ude a subj ect suspect ed or prE@T/AUM6/001539

to have breast cancer. [0044] "Effective amount" or
"pharmaceutically effective anobunt™ of an agent or
conpound as provided herei n&efers to a nontoxic but
sufficient amount of the agent or compound to provide
géhealcRabitien of fhersapjeot, e wléritg of théscontitibn Being Giebied dartiihe
exact ano unt .re

PS5 B A0e G OBof R AT B ekt e B el

: amf)urﬁthfh éﬁybhcﬁﬁlblualtcbge gy deidefer@inedy dHendi lotrdnﬁmy Bl Mthe art

at ed, rticul ent r conp
o RGE {57 1Ba Poriah s B Berdki e Rnglits sSPAT UGS £ ect i ve
emﬁf&ﬁanbﬁ any i ndividual case rmy be determ ned by

one. of inary skill in by reference to
(0QEL { AT e Bna Atimors Sre e tnnkiss, bd g0k gtier o the

pRY SN MREAtATenO Revdr ) ASHrt-rel SRBAIONIANBLEH QinARUBR! 6r &hélRration of
effe ts i ncludes, but is not limted to, t he

aﬁF‘@ Re% on, treatment, reversal, part-reversal,

ctl‘ roﬂ rretﬁeann,ofatsuqea* In@Fuaéé Qut %fno@nmitg&to improving
effect qt heal th of a subj ect

rovin

OMe @] rnar@ %a'ggtm i Y'%Qj?\edherﬁﬁﬁlﬂt&ﬁfﬁﬁt & BWO"}?&S@
mﬁib;i@( effects and/ or inproving the therapeuti c effect
{ he aromat ase i nhi bi g %8047] 'Phar maceutical |y

092kt ABFEmHcar Al Beekp FR 6 nReS CORPBURGS, agents
magdriaksi adrﬁpoéiﬁﬂﬁﬁoéxdiplélﬂ§ anﬂﬁb@ U&éyétfﬁsmﬁiﬂﬂf §Yfe ﬂ@ﬁﬁl% scope of

sound di c

St}%&gﬂéﬁa‘?@meabﬁéﬁ% fot ARG (DR (BTHES G BUag Dgjnos and
aMMﬁB{WI?\@UﬂQ&eléiﬁde exioR | ifitatioh h@lé?gl@)@a@&ﬁéé/ ®r thér Biob¥ms or

lrrjtatl on a er esponse er [o ens or

coriisR s AogmaensUrate i P Pesarpble BenpHtisk s o
[obasqef i g P?stskeﬁ@bggal wWdnh8ls ddfasd tdﬁﬂBI@?@HgﬁénW\@ g]&ﬁ'nanlcﬁ

0] clude not O a wonman, o advance

adiEne a0 et DS Prsssadronah IS AORSISB iR alio WATAE MR Mo

bdthshyeREECt VB of fir@Bimeasthed redsoh hasapprebsdd stmgem pfdasction,
ressed estr%gen product i

, . h. wh
SRR TR SRR Srist ion o6 fO T eorae, syer
frern iCuehiohs' Ql;m@di[,ﬁgl cgg\]&v? §§hﬁﬁﬂa0ﬂ§%g@he§l§ve gonadal
en
o0 S0 SR BBt B oA ComecRaraStheLRa e e farurieh an
agﬁht memsasuae issusegieds trRsadvB®e g€t Prodicke B 2 dwg}dalsﬁ@(ﬁlalmon a

iy e SHEoDh Pn Pra le e Be R RLa L R Ot P
administration. Examples are providing herein.

[0050] "Subject" is an animal including the human species that is treatable with
the compositions, methods and kits of the present invention. The term "subject” or
"subjects" is intended to refer to both the male and female gender unless one gender
is specifically indicated.

[0051] The term “treatment” or “therapy” as used herein includes preventative
(e.g., prophylactic) and palliative treatment and "treating" as used herein refers to the
act of providing preventative and/or palliative treatment.

[0052] It will be apparent to one skilled in the art, in view of the following detailed

description and the claims appended hereto, that various substitutions and/or
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adm ni stration. Exanples are providing herein. [0050]
"Subject” is an animal including the human species

W b@v/os®21reat abl e with the conpositions, nethpdBFAEN®6/001539
kits of the present invention. The term "subject"” or
"subjects" is intended to refer to both the nmale and
femal e gender unl ess one gentler is specifically
i ndicated. [0051] The term "treatnent” or "therapy" as

ntiEdatieisahdy bé fladd s ther resamt &ﬁ/érvt‘@n(watr@ut depaptinyyras tHecscope
?@%.r?alil atlve trdeat ment and "treating" as used herein
of hedpention gfglaimsd. of provi di ng preventative and/ or
palliative treatment. [0052] It will be apparent to

in view of the follow ng

ne skil.l in the art,
@f”é@qeélﬁoag& EWOSEPBH and the cl ai ms appended her et o,

[Mm] VaK bﬁémeﬁ:@bﬁda*tl bwpwtfonafedh@:qu cﬁnde:@im@@%m?éﬁé@%
resen I pventi on \\M hou e I rom
aﬁ?@'%%fgwﬂzh 8?0"‘1‘%3% IRGiarer trratraentdp & sHaiget ﬁﬁ? gcﬁ'f‘?%f al

c@fhﬁﬁﬂﬁg td) @R efe8®eHmduri? baém@d &fnt, CRARPEOAAIQ TbY Hr

rovi ng. one or nore side e cts assclg]cl ted wt

pB? Hféf@' Y ARTIRIARR ewﬁ@tr?@ﬁior FATIEr SRt ihe JeeRe Bﬂﬁ%\st

pfeBAEIAverfiBAP Fughdthdrd@)a @farmfaémbal\cem@maﬁ fdfimproving one or
andrﬁgenlc a ona

meRe Pige cEEE @gﬁq%ﬁf@@w&h@Eqsvaéa%%de%s{t%)ﬁfeaaﬂavtd? asypispkyith

bré?aswtérhbncdrh,@nsﬁfgo@ge aﬁ%fféd?cﬁe @mﬁm anawg@hlc@rgent (b) an
Eur t her nor e, har maceut.i.cal osi t

SR BTN EHfLA ORI sS4 i and PLOSALN SE) P e ically
aaéesm@m@émpuéﬁtl didiP Icakrice /AR thelbcapesofithe @Fes\@ht invértieast
er co r|S|n ect]ve anmount
oot ehdrgase aga oL hedrestt InVEM G, o5 example, be
sélﬁ@t@ﬂﬂ‘r@ﬁﬁthb@h‘dl)@ domisisting) dfb lcmdswahé  Yndtiayl t@s/tosterone testosterone
armaceuti ca accept a XCi nt a rrie
Penenteshatesshaaonpnaranyebshs e ser i pssprone.
oABIte’iﬁéirv@@%Ndﬁoswﬁaﬁl o(lj @?drbbt@n@d@%ﬁé&etatévafdrbﬂén@:ﬁm 17k detate,
el ec r.o sistin
b orResup b 47 Bt ana e bl bEEel e tion hySion3-
avsteRCENBEaiZRatd, Qﬁdlﬁstfeﬂémbﬁe adrenosterone androsterone acetate,
R R S AT T S
damdfr@@ﬁm@ﬂt@ionasaMé abwm@tndbmtﬂamﬁ\neﬁterwe,ac etate,
andr o | ol - - di acet at qg ostt i, ol Jf

mF °”§ntﬁsti%? Qs PERANgNo Q’?:eet F‘é“e_t ez%%sc gone,
nai’éa‘thahﬁtcﬁdﬂ@;il enmosaairommsummmnoandrpmmmmaadmlmtee,

rost ef one- opi ona dr ost.erone zoate, .
BRTRRS ShPa AP BaTE, A SR aa, P AT Giosioonts
nandrbiahe cyﬂdbﬁ)(ehbpﬂopiaaatef hzmwt@fltm@b@fzoe’e. nandrolone

t handr ost enpl on stol a nenaol

AR O L optd o tEr AP RR e, S8fozolol
emymsrﬁcﬂ,rmdanﬂmlorﬂ bolasteeone| mestefi@, destbsaterdmrugphahee,
testosterone phenylacetate, testosterone enanthate, testosterone acetate,
testosterone buciclate, testosterone heptanoate, testosterone decanoate,
testosterone caprate, testosterone isocaprate, and isomers, metabolites, derivatives,
and precursors of any of the aforementioned compounds, and combinations thereof.
In addition to the pharmaceutically acceptable esters of testosterone, esters of
dihydrotestosterone, include, but are not limited to, the enanthate, propionate,
cypionate, phenylacetate, acetate, isobutyrate, buciclate, heptanoate, decanoate,



10

15

20

25

30

nandr ol one phenpropi onate, nandrol one decanoat e,
nandr ol one furyl propi onate, nandrol one

w@eyBok®xanepr opi onat e, nandrol one benzoate, nECTATGRORO01539

cycl ohexanecar boxyl at e, danazol, oxynethol one,

andr osterone, stanozolol, ethylestrenol, oxandrol one,
bol ast erone, nesterol one, td#tosterone cypionate,

t est ost erone phenyl acetate, testosterone enanthate,

uh§&dPB5E! S4RatB Gk %&agk@éé&éﬂse TRB&ffERbatiote esters are
t est ost erone hept anoa t est ost erone decanoat e,

cowsiesaallyayalabiap mek be reariy prepREsUSIRIESHIGHES kngwg to those

skrﬁ@drﬁrtﬁe a%?@@@rnbé@ﬁwth@%mﬁ@ﬁﬂm’@rﬁtur@nd precursors of
Q%il fThe af orenment 1 oned conpounds, and conbi nati ons
eo

q sfowmantipeer ansregrnigaganisaeselested fipm the group
c@ﬁﬁﬁﬁ’xb%@ h%u%ﬁl? ®&surfhg Eﬁ%@éﬁsﬁ égrgﬁetlc%ﬁﬁfg%ngfmetabohtes

yrotestos erone, i ncl t are not limted
PragsTsorm anA dedvatives fieait é’he égepnt% Ay e ingeepRipigddtathe

?é%%h?&&agé SRR RLS ad?ﬁﬁﬁ?ét&lea‘ir?theh&#\{ s Rmaceutically

decanoat undecanoat e, capr ate and i socapr ate esters.
aTerptalio denvetve. onriabelite, drecussas ansiage PEPRISRY CovRlideer the

%%tg‘gyag/%l rfu@ﬂ fid by ﬁ%ﬁag@rnﬁ%nggir Rebré SHHHBbAE FurtcnoNlitiE to

Int t "or described Iin the pertinent
enharwegelacted higogisal prererigsotushes peasieation Aipugfe Ajugosal tissue.
In3l St & Y@ﬂ@re@‘é}oet%taerﬂrédeﬂf@ dRRtsIEQER éf’é’ &t @Idble to salts or

turally occurring androgens, synthetic androgens,
OPF@FQBWQTIV%% precursors, and derivatives thereof. The
[60%e) Saﬂgxaﬂaﬁoh BESIHR! & ﬁ&lea [MtRe Eh&;e@lh@%@éﬂond R98M6s

tusamnlstere int f or m of
funietienaiigation; of Aydrpxy @rdisr §BIbexd 8rqupsithal eayhke rssent: as will be

aBpretiateti Yy th@é@él@%ﬂd i ?ﬁeeérts &%Eﬁmﬁeuﬁ&ﬁl gfemitry bh@ drug

agents may fied ¥ en INng one_or nor
dalieno For ax%ﬂwla ri@uqr@cr?é@ tasi @éert)raf: estegnthe 1§éwéeq>%9roup of the

1 QBRE ﬁiole‘%ﬁ%ﬁ@?éh&%llysé&@e@% reaBEkited ’s@féb‘e‘%rgéﬁb acid under

mucosal tissue eneral, with regard rogeni ¢
eglgafying, copditignss sa%cwo&tmﬁrtwaﬂurypivme the ug%Pft%sfesqng acid

sAE&S sHRrit ¥ah! MRBocHIRRId, BF %ahkétér@irh @fnp@sét@.re%umm to
noted in the preceding section, invol

afim e rgAetion2apressed At fﬂﬂéli‘ d8jers 5A0 P8 fe@avmqo tae Bepacids, if
db&i?hltd BRYsiRg c&ﬁ\%‘ﬁﬁaﬁal h roﬁéﬁdlyéﬁﬁoﬁﬂﬂfﬁfé@é@geweé hose

inthe arts o armaceutical” chem str

[G0STY GcPTEARERIY. th AndrpERSp 89O G [ieutsaTast (USRI b eatesterone

n%’il‘iﬁ’cé&ost’éhﬁleltés{b‘éfgr% Lind¥cahdbtd ftedtbtetons lpsdieita e
nol'ecul e is generally caused to react with a suitable

dghysheRRANYEPICTQRBIRT sediugt qiqup;pgp@gﬁms{qr%sul@tﬁz Rr a metabolic

pFéE:i]FHoP 'rﬁ’é’c§b6lN@'o‘P Gleh\)étll\/@‘ﬂféréféfn Mdré" Sréﬂéﬁb@f‘:hé aptifdgesic agent of
acid such as sulfuric acid Iéroc oric acid, or the

the wesenkiyeatiandfiestesteione STeY asiasieTPee. p9teriPione lindecanoate,

of RafstePbhd ;5} ? bﬁét%egr QFneEétfohé'iSrecﬁ%bﬁh%té?cﬂﬂteb or derlvatlve
reconverted to the free acids, if desired, %r {J
“&8ures.

theserf e Mosbprgferal)vrtbg @RaTogenis agentyis, proyidgd insthey

testosterone undecanoate, an orally active testosterone preparation that is a fatty
acid ester of the natural androgen testosterone. Unlike other oral testosterone
preparations, testosterone undecanoate is able to by-pass the liver via the lymphatic
system and is therefore orally bioavailable.

[0058] Additionally, testosterone is difficult to deliver orally, as 80-90% is broken

down in the liver as it is absorbed from the gut. As such, alternate delivery
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[0057] Preferably, the androgenic agent of the present
invention is testosterone, nethyltestosterone,

W@ e®y0$I0eT one undecanoat e, testosterone propi oPEL/ap2006/001539
dehydr oepi andr ost erone, or sodi um
dehydr oepi androsterone sulfate, or a nmetabolic
precursor, netabolite, or detlivative thereof. Mre
preferably, the androgenic agent of the present

rmédhaRishdrhdve beef bRSIbet 08 g, theRfdr¥mkARdred t&dtediérone patch
sto ne  un ate, or testoste

r can ne propj onate,
(5fiig il P BEater P ised (RuTRIBE? soel a8 os Py Rpausal
wdresrendcaub st thepeéesiileydedlineinasto Sl8RME fev@Bafith 4ge and in
rovided in the form of testosterone undecanoate, an

§1 Yha BeYs el ouprissereMed pr eparation that is a fatty

[0089] espAleffetivelndiat o & arRNEGeIiLaydne Flap FhI§TMhg each
Unli ke other oral testosterone preparations,
@Bﬁg&gt"é}g&ﬁé U g¥emREa R effectiyp proppt ey Iy gtepiostarengapay
véha Thiveeleyinoamidrt, Systiveaadoins of REIRIN6R MaRbe Yetween

i oavai |l abl 0058] Additionally,_ testosterone is
APRES AKOLE B0 1l PoieeBARPYAP 1o Ebol7 009 P ETORSRM 8 i about
ﬂOﬂ?g,fbét\Jtvéé/rﬁéitqu@@ 20to é&#ﬂb_@ g %ﬁtmfereﬁ b@bbmeaogtaltaboeﬁscﬁmghand

alternate iver chani sms_have been explaored, e.g. .
b@h{éeegf%pghgﬁfq %tf?é‘gg% 819 44 @EPtBﬁ%e'B%QQi'We'('ti ﬁtpf?f%%% ANPURyS
aBbOCAOing Sn@HtEnthddfRsht t D plcfafevVam S idbolt 40 A1, IR one
o st ' msr%ogau al wonen because of the progressive

58’@9 i

MR 3 PRESITRSANeWh &5 3RUEPeME t h age and in wonen
[odB0] h ?VA? bﬁ@étrveégwﬁfuhﬁ@rro%%v ?féthyﬂt@%%roﬁe neefyf\%v.ihmaane
a n an_andr ogeni c _.agent may vary anbng eac
ea%ﬁwg,%ﬁi 0 gffrdiye alpeynt o m%ﬂvvg9sta¥re@1ﬁé@w Re:PIWBEM AL P 0.1
nttptp dbout €S HigS bEWRBE aBBYt OVEng: to leaomrgemg,rmmeéfemout aling to
agffectlve anount of testosterone m:\\'%/je e between about

Oty BPORFIWEE AROUL TR U BRI DEMESRFOAH! FB19Hg about 7 mg,

ahé beresenadout 4 #Y tbG myomt on@%rﬁ?odir’ﬁgﬁt\/\?ggéfé%%Jémgﬁwttié)about
0O abou

out 60 , between about 3 0 , and
e dh e e Bt Ricterid Moyt isphath 425 mg. In one
eﬁfmarghiném,rﬁ preferﬁd%‘fnﬁfdneg HTOUDE nh agout 4218 ng. :‘n one
i ment . preferred amount . i s about . I'n one
0GR i e v PEroGh) et gt itaster S itoegenaRiE mAogoy In
sémeaielinstits, amaffektieeim et oﬂgefsfﬁ%téﬁ(yrhé @ﬁe@éﬁdﬁt? Rfay ey
vary. In o enbodi ment , an effecti a t o

ol abBut DS nE RS athetn.aii zl 5o 2681 ndna, getween
abbut B0 tdQbog, 1dmaﬁg\/aﬁnm@émaﬂou®45td‘@odgw Qalﬂﬁﬂbetgle@ﬁ,about 50 to

etween about . 1 to ut, 9 , t ween about ngy
bl TTe. et Retiealt s BB hots Hipe I 268 Gr0polert e
pletérvebamalntiis adoutr20 thiy. SnrEdothlen embediatehn @i ﬁgﬁ’ét’red amount is

referred amount, i s about Q.5 . I n.anot
B Sl S SridinSdos Brerted PoouB oot B may. 1 »
[0m62] emhatleffeiive amophigie? dag df RSWstronesprapiobite Mdy Valy. In
some embodiments, an effective amount of testosterone propionate may be between
about 10 to about 120 mg, between about 20 to about 110 mg, between about 30 to
about 100 mg, between about 40 to about 90 mg, between about 50 to about 80 mg,
and between about 60 to about 70 mg. In one embodiment, a preferred amount is
about 20 mg. In another embodiment, a preferred amount is about 40 mg. In one

embodiment, a preferred amount is about 80 mg.
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[0061] An effective anmount per day of testosterone
undecanoate nmay vary. In sone enbodi nents, an

we@tdoeosioee anount of testosterone undecanoat e PEIAD2006/001539
bet ween about 10 to about 120 ng, between about 20 to
about 110 ng, between about 30 to about 100 ny,
bet ween about 40 to about 90l%rg, between about 50 to
about 80 ng, and between about 60 to about 70 ng. In
[60&3lenbdtie mifattiveanpuet of anelcogeniolagient Ssealll dbnjBRctidE withain

FARGREe RRY e Bl LB SRR Hord et ot gt o
s[embﬁ%omnbleﬂmg@ﬂobwm aviioh miayrie calisyd By tf’{ee@'bm%ta%fe]?ﬂﬂ%ltor
n an e ecti ve
B0 ¢ " bR B e i e BB OT R & Hcem AR o mbout
teﬂosteramlepamd ftafspatts iteedwmelehe BbdwtltSQ&oﬂlﬂst:@h wﬂeg&léfédr@
R RRE R 2 b8 BB e L5 B ot vy s Smourt
db estregzm inlieuserGo): the Iﬁ@]@uthe@atrﬁgen :tlﬁe ﬁl@ﬁeﬁﬁ’@@ék ABioned
B BAEARET TR b Rle S0 Sasbh Chrtp e e e

estrbget, Iﬂ’mﬂlbweatmrsekeforrﬁm@lﬁmdlﬁg globulabeha tr%Ohlgﬁer[tﬁ)&@@&
enlc used

fective anount i n
2bfocShic st o TarPns s ARIoESh ST fohas Mo s miavalabyiy
Thasweftet Memo;ml.sé aaamuae estﬂog@?n wm 20 ﬁth@fsei( anl\&%é%uZdlﬁy‘ globulin

i obu ich may be cause
Ll PR ee Pt ag%%ﬁ“ as tedigstorseisRe Ehlﬁ&%ﬁg
agtimgehicragbnittts raaitiple diiregem, @s ﬂgﬁéﬁdrégérﬂeceptor is expressed in all
s(g ne) and transports it around the body. Its
% ﬁ@?ﬁ%ﬁyls regul ated by several nechani sns, but one
W651] he Incspmepinsthncsy] deiafg%Qé\w@béPévtv ﬁﬁeﬁlﬁi/v@wﬁhlt bfthk Reoresaid
e hi

n f est en in the seru er
U'B e W%%[h%%gﬁ?swﬁﬁewfg@xn R ‘8136%'4’9"# the
uaw mheofltwaforédam fahge nay becgendydagaidit cmmgemeiaymful side
| oner the estrogen, the | ower the sex hornone
ﬁlndlng gl obulin, and the higher the free androgenic
[00$6ht , Avhawmatesishibiier cﬁm&mgeéﬂtwegmﬁ forsexaapld) capé

' ility. Th f t he estrogen
< PO Rolhe orodf ookl ng b She P AL DR RRIPER Fiavalese
inhidlitbes, andfot isemkrsctheroflr Slgemat aagﬁﬂhsésmaiblta& developed to date
eni c

bﬁ Eﬁ tﬁeg % 8 ta}'@%%ten glloﬁe,'fg{l %Lbsr éﬂgqrggr@bea%}emlgg substituents
atevqmy.es Sesitlmrls @l thestdrbigl, mambmtwdtpronﬂaaematb@e BRors

I I
InC(‘Eﬁges Ay r%ﬂ@g%r%ﬁy ee\é%rrfes{% ?&I a?ﬁ’a&kh‘?: @39 éom?m a]ng Aqgl%onal
exangles inakids nedhbhishalvayed sthosids! mdsmatasé irhibitopeethal mimi¢ the

sxﬂﬂzstrta%ar %&fn é&j bgﬁ’%geﬁzgmg tc? S ree 8 Yn?grmvendtlalgg uatndcrglsl,Jusl't %we
mactlvatlon of aromatase Preferably, an aromatase inhibitor of the present invention
is exemestane. .

[0067] Nonsteroidal aromatase inhibitors can be divided into three classes:
aminoglutethimide-like molecules, imidazole/triazole derivatives, and flavonoid
analogs. Examples of non-steroidal aromatase inhibitors include, but are not limited
to, anastrozole (Arimidex®), letrozole (Femara®), vorozole and fadrozole. Preferably,

an aromatase inhibitor of the present invention is either anastrozole or letrozole.



10

15

20

25

30

[0066] An aromatase inhibitor of the present
i nvention, for exanple, can be selected fromthe group

w@on3istoeng of either steroidal or nonsteroi daPCT/AU2006/001539

aromat ase i nhibitors, and/or isoners thereof.

St eroi dal aromatase inhibitors devel oped to date build
upon t he basi c androst enedi dAe nucl eus and i ncor porate
chem cal substituents at varying positions on the

[6068} oi dAroBataselirlsbitdrs sften inciddé thindegentesion iardrhétas®nBibitors,

s aaenBis PAfinRBhol sBhEalpaFRONE) 205 koot

(Femcdra@p Hmsleathn‘rdsgemsm arbmatalsel alhikatoonigdvafolghi bbiter Major
chdlte T feldb8RHBSHE AN pAGHC MY Bhbeth D LI, BREVIE  or

0 -a reac
Suclaertomaéaseonhmi‘toraraoemmspemﬂ?rxeftkm’@diﬁtmn nﬂﬂhaﬁﬂh@?f&h@aw ablate
ent invention

f ot
cpoisH 1 Rt b aPd B EIP B askBR AR bndiog STeBa Buvch enables
thebi aahcée«lalmemtmf eti(}me&gllsﬂcmetﬁn lemmgmwnt% i rﬂwdmadnl ke
es azol e I azol e er | ves an
IG0REE o mertael s S CURt A o R S s BV SY th Shorgeaeste
aiontzitdsetiomibitorn Elov deamble} arasfeecias alhb%mtp%ﬁ déapfor (\rgmasm@ may
ol e emar a

V07 LR eRpbienls 81 Efbdsve eBiouB §ay b behea gl 5 to about
1®mlmgbbdztwe?mﬁbwtlel ogb@sefttao Yy idtwesh atsoueRd Etﬁéboué 7to mg,

et rozo se in itors
o90BEN S48 048 bnft RS, it sen Atsh AL Eoshauh ah i AlSo, in
s@ne bmasdiara, aobffbetlv(e/éfmmnlt:lmw Eb)betv@eﬁrmuwm about 100 mg

rozo enar a
afdE B Boddrse 18 BBau IR Fylremitso madgin MbaTBeD
effaxtior ambamtgeay be baigvekh abeyteastto @b&ﬁtpﬁ@&g@ dbeupsd toeét Ho‘ﬁlt 150
reast ancer uch aromat a
8 LT EOT; 5L 50 BB rTRoRRE: S AT PR e sbout
2%mgy virtually ablate estrogen in the serum and thua
bi.ndi bul,i whi ch bl t he
1028 AR AR PR, A Al el vEf dBeRERL s of
embadimantsnan eﬁtf]ech&@@ﬁﬁhnbﬁfnr Aﬂmeiek(@vmyebmh tiveor altﬂdsut 0.1 mgto
o BBl 1o 6 TR ol R BB B B ot
mg?andmemnw alfaut 1 rEamg\t@ay%ut 26 mgmﬁ\lswbmﬂ:m&eahgodlmgts an
t out

efREh A s LR p et B g TS B A 51t 6 ABb0 2D0 1.5
mg d:o altmbi 6 M@ ﬁg’thémbveenscab@amb&ﬂ]meotsabm effedife m@nouatshay be
oRERAEAE TG 1 hf 73Ry ooRediboi § M lorhB b mayand
bepBearoakaivb ttmd B0aboyt 20 mgbdtl wee Bnrﬂbdiutenﬁ&a prefeated HMdLGOis
aS9t1 lﬁ rthernore, in sone enbodi mrents, an effective

anount’ may be between about 25 to about 150 ny, about
[08D11t 0 AbeifecthvBlamaynt paddabafifentfa® maybant. I1S6ney. | n

en%b%lirﬁgmg,dalr{@‘fgctiv@am)ﬁlﬁt%éfge gg{},)\,ggg aiag'utalqg% ogt55 H%‘, between

about 1.5 to 4 mg, between about 2 to about 3.5 mg, and between about 2.5 to about
3 mg. Also, in some embodiments, an effective amount may be between about 2.5
mg to about 5 mg and between about 3.5 mg to about 5 mg. Furthermore, in some
embodiments, an effective amount may be between about 2.5 mg to about 7.5 mg,
between about 2.5 mg to about 10 mg, and between about 2.5 mg to about 20 mg.

In one embodiment, a preferred amount is about 2.5 mg.
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[0070] An effective anmount per day of Arimdex(r) may
vary. In sone enbodi nents, an effective anount for
waoeiomogex(r) may be between about 0.1 ng to abpCi/AB209g/001539
bet ween about 0.5 ngy to about 4 ng, between about 1 ng
to about 3 ng, and between about 1.5 ng to about 2.5
mg. Also, in some enbodi mentl4, an effective amount may
be between about 1 ng to about 5 ng and bet ween about

[0072] T [h@omeanstarcadDdodage tdvelsiaicy therowanrtienit of the aforesald
enbodi nent s

U RPeiER (a0 SCRgate B IO BELREE ST BLasT Sa0th SR the
upBer lidichf3ies aferzariaHge ﬁnaWem;ﬁh@utwﬁﬂauir@.usmg abp darmful side

R R S e R L

b& QEEd ﬁfrh@%vé&ﬁé %maﬁﬁla@fl’fﬁﬁtan\mdmumtagﬂmysmb dadéstestarone or
about to about 5 bet ween about 1.5 to 4 ny,

dlﬁ‘é‘?ﬁ%"eﬁtp%%ﬁ as degey €%.5 ngy, and between about 2.5

[6073fb?UTes3o§f@‘oné\h§mrallyrb mmwmdrmruesaumt ’ftfrelaini dogvn
anoun

QLR T LT MR M

W&Mh 13 I’Ha%tlv@fésﬁfsfe?@rid AR @Wdﬁt&stﬁﬁwm bigiewe en
out

about . en about
2AEIR=06r e S RSB0 BN T R B on 6 RySver
rddult® nﬁarﬁﬂbil%%éﬂfﬁlﬁsorﬁldw aﬁ@émtﬁdq@émly rgteat@r tﬂchmﬁatlalﬁht{ﬁ
n soneg ins Qes
8 | e SBTEoRRe b BT iP5 G Sl A tb Pt figiatase
lrﬂﬁgﬁl@ld Eh{_cﬁ)mbMHt!bﬁ V\{ltﬁ t@%tbﬁérdh%@zltsin an inlppo\getierd dsibe
above e upper, limt o
R Gl Sl EHIoRIeroB8 peirs g R ReL Ao SO Bribn 2Bpu 20%
t@él@dmhle% €as B@ﬁ@eﬁfabaﬂtdw/@f@ékﬁﬁ@%%hHmkpr‘gmreamnt bie
er u 0 i.npr t he, bi,oavail abilit
ek i hiapiaiBRTY T8 glier oSt PG, Glesier bR Biouf25%, dnkater
t[ﬁli_all‘i%u?!s%t@fdréétﬁéﬁmaﬁ%bdxﬁ%% Eed bel ow. [0073]
ost erone nat not sor ed c
19578 o bRcaamen o disne o Havep s bie P REP AT rog E igase
ir’gﬁbn@r PEnasmation duitttbstbstaminabeduilts irpat invaywemerttdn the
- product s _suc s inactive te o
A RO e S G EcteTHE Celre P PLeT by PO 5%, between
36'%9%%@8’(665%1 hanaii Betwedrn4 5% b 65%t Iﬁqﬁrefmbb dnesinbst increass in
results i |ncr
R sterD)e bleaur BETE 5 B e AT 2P o §het i apout
%Wm@fhaf@nharoibdghem oregadteothan bbmtﬁ% nistration of an
t I,.bit n.conbi nati h test "
(AT S35 amBRemienf BUbRATEM PHu Sabalr:EanftE) §hgpsiiton
cbriptising QI(‘)I @nRédropehivagentadimiudn dibffatase athihitor. 5SA%refbrredeen
o Fnﬁz fé)e% gq%gl%u%w@%ﬁoﬁ]o%lt%ﬁtc pnsuﬁgb %lféstgglé’oﬁwg %bé%léglflc
embodiment consists of testosterone undecanoate. An additional embodiment
consists of about 40 mg of testosterone undecanoate.
[0077] Another embodiment of the invention includes a pharmaceutical
composition comprising an androgenic agent and an aromatase inhibitor selected
from the group consisting of exemestane, formestane, anastrozole, letrozole,
vorozole, or fadrozole, A preferred embodiment consists of anastrozole. A specific ‘

embodiment consists of about 1 mg of anastrozole.
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increase in bioavailability is greater than about 15%

greater than about 25% greater than about 30% or
w@e@ankwe7 t han about 35% [0075] I n anot her enbOOADEN6/001539

of the invention, the adm nistration of aromatase

inhibitor in conmbination with testosterone results in

an i nmprovenent in the bioavdtlability of

di hydrot est ost erone between about 25%to about 75%

¥\Ke?e A 3péifiderAbstitheMadagrR By tl@h\i@rﬁlﬁn 4er16idto oP2% A

rred anmount of increase in dihydrotestosterone

PBWH&\P&W% FPeYsitan qompaiEian tesiesierans yndensmpatg g @gpstrozole.

Mda@s aHally %g/oen%e.a{e%f célﬁ@%e@%klﬁt #Pmg Of te8folfr&fe t han
ut 55% OO?%@QLﬁfenbo i rent of the invention

afgaRie apd b PBastraZeleposi ti on conprising an

[01!7@1[ 09% §|té#@§tﬂk AbdfRerf P RRtARRtbA NcRUESE phérmaceutical
erred enbodi nent is a pharmaceutical conposition

g‘ﬁﬁﬁ"i‘% W%‘%%W&Qﬂﬁ‘@ agenspeci fi c enbodi nent
[GUSOP' Stn Sterh &R PRt 'éf‘%%qm%ﬁmcrﬁ@eé‘g dhbineRaltical

enbodi nent consi sts of about of testosterone
CoRBRtARANePrisngnANd Wl%ﬁgeéhmké AR apmatage inhibitor, e.g.,

vianesdtdrGinkagic! udes a pharmaceutical conposition
n androgenj c agent and an aronat ase

rrsin
[qoﬁﬁfm t/%m%seaaéte'tr@aver erhedimenipfduminventiondiglusies g

ple AR EltRRACcorh ISR BRPrisiAg %ﬁ%"n@?d@leﬁlc ab@ﬁtyé?&ﬁbﬁse inhibitor
vorozol e, or fadrozole, A preferred enbodi nment

cUBRlEX.JYRETRIN the SATRIEY 51 Eeated by keewn meters i the it
consi sts of about 1 ng of anastrozole.[0078] A
speci fic enbodi nent taught by the invention consists
of a pharmaceutical conposition conprising
t est ost erone undecanoate and anastrozole. More
ecific this enbodi nent conprises about 40 of

Mtse s Of éa | l{%stﬁrmgeteg hiareaceHtca seatrositiprs effthe Present Invention
[oaB2pt r Wﬁhbﬂ}od[dﬁgaﬁlms‘l‘éhr@' 3 Sﬁé?ﬁfﬁab&ﬁlcgr%ﬁ%o@ﬁeﬁ offhel f18sent

[ nvent| on includes a pharnaceuti cal osition
INYRIHIOPite MRy O%R 0B 8?'8@%"&9 affRaty asqoe@@@i] ramatasg dphikitor
tr&dthedi ifRNdubfict WS bida¥eddncenis wiklntde %c@pe‘ﬁ?@f’ié@%@éﬁt‘ iG@ntion.

osition conprising an androgeni¢c agent |inked to
(o o.’?&@ﬁ?éﬁ?hﬂﬁ?'ﬁpmgsﬂww thi fnyegfipreeande ﬁl’q"h'RﬁEféed by any

rouf0ébhipatiBRIAET a abdiRb Qﬁltdo‘ﬁ% erRdiotiRiatof @biminigratiBy ftiuden
conposi tion comprising an

es a eutlca
OFQ%@@@HB%S*E?Q SRRk HdraPeRNeA!Y optradsimels rafpdsraay.
trédsmmeﬁmlyesuboamés@dne@ubﬁhgl@env/vﬁhtmém&@ lnﬂaén@naﬂqyt

ds of Ad terl n he Phar ceutl
kB eRsrRIaY. e eRalah PRI NoR Posal) Prefstindne

aromaw@mlmlmta@ha ehetarifegdmReadEnt 6 advaiABRsed brally &f t he
traonsgermally

[0084] The pharmaceutically acceptable agents are administered alone or in
combination with pharmaceutically acceptable carriers, excipients, or diluents, and
such administration may be carried out in single or multiple doses. More particularly,
the therapeutic agents of this invention can be administered in a wide variety of
different dosage forms, i.e., they may be combined with various pharmaceutically
acceptable inert carriers or excipients in the form of tablets, capsules, emulsions,
lozenges, troches, hard candies, lollipops, powders, sprays, creams, salves,

suppositories, jellies, gels, pastes, lotions, ointments, aqueous suspensions,
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WG a7eet02 t h breast cancer

invention to inprove one or nore side effects
associated with aromatase inhibitor treatment in a
is within the scopeCDAURIN6/001539

present invention. [0083] Pharmaceutical conpositions
of this invention can be adm nistered by any route
compatible with a desired odfcone. Thus, routes of

adm ni stration include orally (e.g., ingestion or
injediablasolotions, eltinsapeups, injecdily depots, imgrntsahficroencapsulated

1 Nt al | bcut aneousl y, -
dofBA e e SRR T8 o TSR Cer a1
[0085] ac a%rltqlxanipta; laadno_gerhifalbgentt) nm?/amw;whiﬁlt%ﬁed by the t
r or ically. Preferably, e aronat ase
RRHTENERY e frd a8l Tages et ipstesigpaa soters
naydid igiectedt Taasslimagiidude t6A6&éond kaamhateTBeRIESHGR Whith is
bl e agents, a adm ni stere

SHHRPRER Sr2R T SRR D BRe CsPe peBIeso A MG,

~ sespenped it sttonsedtdi dily esstosterandprdpioRatdqedtbs; "\atdnABndyaY

oses. Mor

bt Shory Pronrnd ettt Enagelind Sowpaonnpenestsr

(Sussterioe; Qdmiadie) eshinth ihdlude tebidstermil 26 pioRite deétbsernk

0 forns, 1.e.. they nay be conbined wth various

et RS Foaplosrnelifichpitate, A Foxlbatoipge Abighodts
[0886] pi dntasoiher éfbodiovent, Gfstéstdrbes may %@pﬁé&téé as an aqueous
ndi es, lollipops,

nul.si o | ozenges, troches, hard ca
S%(?\?B%PE?R%L&V%} ; creans, salves, suppositories,
[408F] i edn agethey gmhsdiigllﬁnt, testdsarone mbv:bgiaahﬁnistéfém§
spensi ons, i.nj.ect ab o] uti , elixirs, syrups,
trgﬁr%dgﬁ?%ﬁaé&o@ﬂgfo&er WS?S ??{egm Tﬁ%ﬁ'r oencapsul at ed
[megjgxéerw aameeqummbng astudteroisdeng be %‘élmirﬂébtérédf@ d gde.
.-Far._exanpl e, androgeni c agents nay be
(A[ar\@mgr#'s-ljtég{"@g by the aforenmenti oned routes and dosage
[0D89)TS. I angl_tﬂer @ﬁbmﬂm_ﬁﬁﬂﬂltneéﬁyﬁésttﬁﬁét%hélhﬁayeﬁd gdriinfeyed6rally,
injecte S ude .t est ost erone, enant hate
o pputigte dVP D, Htoieel destiep chiien M /vt |
[oDee} oste angteewpbmlaeeta(e@a:}@mra@mmbamﬁwmwmwﬁstered
e cottonseed Oi est 0st erone pr.opi onate
or?qié;%t@jt?gl? ,t @}’15’6?’??8@5‘ : erﬁ@éﬁ?ﬁi%‘%ﬁé”g #gﬁm%i)opi onat e
[009Hst ollrenbg embodinenh ltestosterbné mlaydbte%lnﬂﬁfsmmmc&alye(@iant).
st apon: en ich include testosterone
108535} 5 e Pao Tt ERbe e RsleRGie Py be Fpiiic
subestaosouslyo e, i slietffiestopel). and t est ost erone decanoat e.
est ost er.o

- 86 . nmbodi . b
10p8oct T8 il PG TRt B bninn G GRIT OB Ay rogass,
inhibitcared theeinventioodh cembinaticestitrsarearainegeriy agent include

ac@ﬂ@%@%@ﬁ%{f%%d;Igfﬁﬁgga]acgﬁﬁc%!i%%aﬁg 5@%@3 %&ﬁ% facgo%ains both
subetenoss, @s ovedl aswyinbieistaativnof saer agknbin its @@l separate
pharmaceutical dosage formulation.

[0094] - Itis well known that patient compliance is a factor in receiving a good
result in medical treatment. Causes for poor compliance may include, but are not
limited to, complicated regimen, unattractive and/or painful formulation such as
needles, and physical difficulty in complying. Therefore, administration of two or
even more different dosage forms to the patient may not be convenient or
satisfactory to achieve the most optimal results. A pharmaceutical composition of the
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(Androgel; Testim. [0089] In another enbodi nent,
net hyl t est osterone may be adm nistered orally, e.g.,

WO 27035027 Met est o, Methitest, Testred, O eton MI/AYLI06/001539
and Android). [0090] In another enbodi nent,
t est ost erone undecanoate nmay be adm nistered orally,
e.g., tablet (Androxon, Unddrst or, Restandol, and
Restinsol). [0091] In one enbodi nent, testosterone my
dreseatlimventonanatbrising cal dndrqg8hiciagant) and A0®2lase inhikior hembined

AT Bbsnaey o s oo TR B PRl e
[D?ﬂﬁ]antvwemf mat’eh_ 2 id@&?g&;fﬁn@lﬂhﬂﬂﬁ' j @nsuseﬂrm_ g a;n'o_mgit@p inhibitor

t L bl t.or N . J ,
SHUPAT S LAR a3 AP SRS o
cdhagtentlpharataearbictedtaghesetimésy vy lsaquentialyh iTbé pharmacedutical

cont aj.ns h subst. . I . i Ni ti
b A e S N S AT U ER TR A
Afcmminflsﬂratdnm‘ﬁ thd ﬂﬁ?m]acémticbsconﬁjolsitibm bwany hattespaentionied above
co iange is a factor .i i Vi d |t i
R0 o saiednens Eoytale f T HisR e dnisiian € Rilg po'the
benefidied @halbmaceatiacal effect|of t‘r:cet a:admatase advitptor aad ecdrogenicregent are
unattractive. [ | atior .
FlBen b ophy L RoarPRRe et i Poindtass Tk g anarogenic
a'g_bﬂlﬁ adrﬁinioslmiafﬂ nbr?ctwmhﬂ;om aﬁnd:a%a—day desiag solmedele; however,
i £ferent sage for t i .
eecdieain <Gpa8Re; e i PR bRk Bl RloR Bt A e s
dneledglehis .agénipdracentieaibi oate tinweses day oo tied andregenes agent once
i nvent | (of0) ising. d '
R HRLp PectrleEa hiThr 87 REFeLfnBatThedpar AR
ghicompassed Merain ot sipglei cealtdaiy dydagaricenul§tda TS mpried ef both the
separat e sage. fornmul ati ¥ d :
SFRAgee By nG feh ety Bt ey <RgietiREc olpd® BRI eton
viill pesilentbnedrigndetfer tharsabjectre, i.e., concurrently, or
e t el X i - ' . Th
fheslmc 5 PeiePUSRIBERE rid BB bl e BEAMRRELRALY: 0"
dompositienss treoambuonti af ebcitdosa ddntihieteeed; agil thenistervals between
dm ni.stration of the. ' it .
B T
f'g&ors;s@‘ub.hzbb thef particuiar pomstene irifhib'rtenamdmmttggdmim goen being used in
enef i.c r . . .
AP 5hhe SRTERGHA B0t 8 g 0T 38 o
phasiblepical donditisn peaigareatat], tHeathatdoteristionefithe eubjettibsingdreated
and an i .l
o sPATEE.I58, o RE o T i UssRRB A AL gron @
=lotidstmtios, awlitle seyerithof healiwrdes deingHidstecrA physicigeer
BBl 5 S U s W
amount of fhe pharmaceutical composition to prevent or to treat the specific
physiological condition.
[0097] Such compositions may be administered in a single daily dose, or the total
daily dosage may be administered in divided doses several times daily. Furthermore,
the pharmaceutical compositions may be administered as a single dose or over a
period of time. Additionally, the pharmaceutical composition can be administered

continuously or intermittently. The daily dosage may be varied over wide range and
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per day and the aromatase inhibitor once, tw ce or
nore tines per day, is also enconpassed herein. A

W@ emgloesoor al dai |l y dosage fornul ati on conpri seRCDAUb®EM01539
t he aromatase inhibitor and androgenic agent is
preferred. A single dosage formulation will provide
conveni ence for the subject. 18[ 0096] The appropriate
dosing reginmen utilizing the pharnmaceuti cal
aorhecsich ithat the areurd wbthetaatife ecambnumd%le&m frang ther andirogenic

A e PR AR AR Bl e po S,
- [0898]ous Tﬁaphmcsumm esmpdsitiona of tmmrmnammcmsafe

e

drai pugtrosregpausdi evoimane of phyS| ol ogi cal condition being
(9, A B BORBER AR B Ry A e dfhcn
m:jp@{sirt]lbmgf Vtgere dr‘e‘saai% neﬁ]nélog :m:ag:\mm eetoéeradpoutitisree m?Anﬁm to about
RVt e gt Rl ke GRbERAToH4, AT Phan Shout i
mmadi toyakﬁ::: iaunyaswls aAcreferrsd dutaéon bfrteeadaﬁglstg!rs] Fbg&:tﬁiﬂgmnmths.

{ he
A SRR lsARBRIE bR e o (D007
[e;mm] coffpesmmpmmmomlambmtn be tedméistenedavib corghia a quantity
i FriieaFunc! wialfobRufen EsebelbIHF G g pyenton in an
drugiinh effentive o tréa tiphaiseasséedniitiah ottesubjett weirsy MeﬁeBecause
S e
doterag of aact ﬁnleeicmmurrdsmmslltlye nteracive effects enlmbyed Eﬁheombming
t i@ﬁgg{eﬁ%r?@ﬁs‘g IRY bl%?l}’e rlhfoh B8 t chr%lcfqut%% mf:il%saegftagtgrs is

anmoun € active conpound se
vellomitHirhtheguidiieg ehihe cadiparly akiédoclineiaorfat the euirpdselnf determining

SR RuE Y S RSl At LEhch o 080 o
impevadidendfiectsr ed to a subj ect di agnosed wi th breast

[go rer;’nég@ﬁ&sg{aﬂgh%f ﬁeppﬁ{ab'g%%%ﬁﬁéﬁgkpg%uﬁﬁnto ot subée%t mcludes
Hothr seldadministratian and administraiidratortbe subjéat by avotigopénsbo (ﬁe:g :
p%&SI%Eﬁ rPJa‘Rﬁ%QFe Jv{} Sptfr’ie%l may vary between about three

ear bet ween about four nonths
lowﬂbouﬂnfemb@dym of tr@mﬂem inzenticaliaitdesi cmethedrar imgroving

E%Wmcfrg gf'de%ﬁ?{:]@ asﬁocf?%tga With %rﬁé’cﬁ@é l'ngﬂlt&f tréd'tﬁ\@PfTﬁ ';\tsub%ct

er pre erred uration
diagrasedwith besagbeancef cmprww@dmlp@te@og aTiharroasgydisalt i on

c%héan?{l%la%gdetg Ge%l gv:@@é(]" 3()) ratsgﬁjargt ndg%l uorﬁfgézg\ts?éﬂﬁ'néﬁy A specific
Mpn@mn@hmlstasneﬂhed @6admmls¢¢fmguempdmpraiﬁosag%mrm (e.9.,
tablet) once a day.

[0103] Another embodiment of the present invention involves a method of
administering pharmaceutical compositions, described above, as adjuvant, neo-
adjuvant or palliative therapy to a subject with breast cancer who has already
received chemotherapy.

[0104] An additional embodiment of the present invention involves a method of

increasing the absorption rate of an androgenic agent in a subject diagnosed with
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amount effective to treat the di sease/condition of the

subj ect being treated. Because two different conpounds
wae@7lbeiory used together in a conbi nati on therB@IAULIN6/001539

pot ency of each of the conpounds and the interactive

ef fects achi eved by conbi ni ﬁg them t oget her nust al so

be taken into account. A consideration of these

factors is well within the purview of the ordinarily

begast FaiPeE FPMPsiRthadrainistariag mﬁamu&al dempesiiansiigserhed
ﬁntﬂﬂtﬁ@@Héén%%ﬁ( Rishe anﬁé ¥r‘?|b9c§|m@gpcmlé{é ﬁ%tséﬁ%\}eﬁgon includes

fective osa e anounts neede rove
l@ma,smgsthe wam]wmmﬁ of testosieionm opllytiteenpersionot estregsal is

bIRRBP R b bR i€osd! Qg&ﬂgcdsﬁc ktﬁj&%s?élé h}ém?hatlcs aBd liver by

self-adm nistration an m ni stration 't
ap\arginaiepe inhipitps dvs a(r@mgtase [sreyRiRior gnzyniee il ther sal bowel and liver,

sHOiHSHhigh Effl'ci%ﬂﬁ) grontat ALl ind\Bit W%H@ te%s&%e%@tﬁﬁ&km on

I nvention inc netho roving one or

ol faket f ect s associated with arorrat ase i nh| bit or
treatment in a subject diagnosed with breast cancer
conprising adm nistering a pharmaceutical conposition,

Measuing: $idp &Edfepisd\sisecigley withd\ramsisse éutbiteor drdajment
[(HD%QS des FRknod 10 l%@@gur[r{qgs %@%Bmé ﬁlm}lltﬂ%?orﬁatg@é Btbitor

dmnistering a so
treatnast is vothiethe sgape of the pw]ente(nmnilgn embodi nent of the

[(WO% e”tBdtﬂ‘é@?@&&%n‘drﬁ\bﬂls‘(&%ldﬂl %E@%Pa@ O‘wlﬁ‘%@ ﬁ'é\%ts?{o\lvﬂg:hmcal

g naceutlc ositions
igpeninrine trﬁaimeaupfthraaﬂt cemcqoaRepmtiyv@etAmrwpy aoclea/ of

R B R R S0 S o
alh pesigpgnapayest Nopren; \wtrblwer@ndlymawe edrly breastashery. (This
rﬁ&%@iﬁﬁ%ﬂwj@h%n&fwmh@Wn‘éggrﬁbﬁt ARALefte gtsacaﬁggd footal

|agnose reast cancer ~conpri sing m ni st er

eprracrieplivationlforRsiipds pt hasweenibharandied yapmshiGurenty, the
dSiR86h bi ﬁtﬁ‘Fn'oHQl adfivaREGESd gg Sllﬂlr?é%ag@ wled s @Jrﬁégﬁg peing

i nvention i ncludes Incr a sorptlon rat
challepged, ahiahenay sl in g f%@#@r@ﬁmf@strmwd@élnaﬁw (Baum

2805 CIKRAt bithe gﬁllel eff‘%@fé’edf awgﬁ mﬁfﬂ%‘t’é%ﬁﬁ Pe attrlbuted to estrogen

n1crovesse|s ynp hati cs an [iver y an aronat
deRiivetien Brspepific Hsspiest kil soms ase fjcult te PaisgrsizEnAR ﬁéa@lfﬂﬁllfb loss

omw wAlRE nhéWl%ve S%K)@Fa'l £9n%rg{iét&rbﬁ%fo§;le%' 6&}%8?-75@ Ehase

inhibitors wil reduce testosterone net sm on or al

sipRifieandly highss Mlﬁgarsmdwéﬂﬁw & afawisid, 4ialig el 3P04). However,
théFé)gﬁiH%%ubf‘ﬂPlbpﬂhE%usE[ul%@ﬁé@tBFsuﬁ&é@éﬂts /équ’?EQ Qﬂhlfa@la and

nmeasuring side effects associated w ar onat as€e
OFRPRIPEID TS ﬁé%rﬁﬁterﬁﬁult of Qﬁmgﬁmd%@a%wéh@e tispeesrek@Rta

frédLERNbéRirence in aromatase inhibitor users (Ingle 2005). Bone fractures during
aromatase inhibitor therapy may be increased by as much as 60%, and this is
probably a result of increased bone turnover (up by 20%), as well as accelerated
bone loss (Eastell and Hannon 2005). The long-term side-effects of aromatase

. inhibitors are not known but are of concern, especially in the area of cognition
(Jenkins, Shilling et al 2004), where estrogen is known to be especially important
(reviewed in Sherwin 2003). There appears to be a critical window in the peri-
menopausal period in which hormone levels may be critical to cognitive function
(Sherwin 2003).
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[0106] Both steroidal and non-steroidal aronatase
i nhi bitors have shown clinical efficacy in the
wo e@wavswet of breast cancer. Recently, the ArTePCTAN2006/001539
Soci ety of Oncol ogy has recommended that aronatase
i nhi bitor be used as adjuvant therapy in all
post - nrenopausal wonen wth RBr monal | y sensitive early
breast cancer. This raises significant problems with
[010%] man&dreinisiatiaf ofsnandeigesictageohsinetianspusiy imeombination with

depri vatd on- -, pomb
aff airyaare MR EtpY bRt s MRl etRauth of € Mftibedge finBRér
satpsitcintproveesapyr arefsidecfigotsrassodinted with aramhatese hiépt

I,S. bei hal | ' £ [ .
aiyFirgatielfin crieh o8 PG Mhsnoiiy PR ssbBitin, oSy beteopenia
Idsb ef Bhide-vesigieefain, odginal dnneas, ssleapitighdifficultes .aig;.hbsweats,
et ot s A S BER A blRY bRl Ay BECHitd6ia, preast pain
pRAgNgitis deprdssiv, bibatirighhalmseantaish moey swiags headasghg, diminished
R Rciar idsPigRap S ot NSRSz, B pain. peripheral
elélc_Eath wv(ﬁj 'B\eé?ts,t im:ohtm?qakpaia] inR6Q 4pnstidatiey eoughing déarinea,

itt ou at . o . e-ef.
raibie. DuPaRpSP Rt eI RIECLSH, Bty RlsRahess Byspnea,
paegsihesiafl udretry tbgetrinfdetipni wavdvapinitis, améate, one paiss cherd pain,

ar e

f i\ Ny i nhi; hi
orrgr. BEGUTHOmS S P BB Aoy BplBL feBhorkRR S
Piréfoiabiyt, admiristratipy ofrary afmzogeric agest dinbutansouslydh cagbimatgn with

dthis is. b . . of i I
< arorboare iRy SoplgiR LR GnimSaol e AR A S oo
séivas teinpraveomdaomnmoore 20 ffecrassbaiaigd tvdthrarginatase frindaitos
f. At i_nhi bi . b ;
BTN R o ot oSy o SRAbn bitedidiodt, cctegpenia
nigiit biveatg, wiholalbodP Py, arthintis, arthsdlgisgeain,idimiisbas cognitie
&S eci al | npor t ant (reviewed in Sherwin 2003). There

[
‘ rag'dt%thﬁ% % critical windowin the peri menopausal
[pH8] od Oneehibokinent obthe preseet isvendipnlinvobies thieagringserum,

cogni tive f |0 ' 0
BT e 05 e P BafP S St merers ot pone
résorptamtinclade, dut aiet ot Amited wnearhexy-tehingl ealipgesy crosslinks

f 0l ' t i ni ; L nhihi _
A PBIE SR MRS 000G, ARG ol il aci
phbsfhatasesparabgalacibsit hyd:spxmdaiﬁe_n i Alse, a0arkers f@l}gﬁ\eggrm?@pn such
a%lsogge%ballaﬁtmgylf e %ea%ﬁ%?g%o\hgﬁ@ hgg?]%reﬁ%ﬁp&%ﬁé kSsorption/bone

openia, 10Ss O wel g al n, vagi nal )
foimeties sre shangps imycaléitith iapd lohpehorys aanceRdeqsiive or negatlve)
m%ﬁ%mhﬁg'o%terﬁ\%e{a;w é%ﬁ%%oﬁﬁemﬁ@é PetwdbP R tBRH¥P&idM (feces
rrtirs, ar ramgl a, breast pain, phar_yng]l_t IS,
and prieebé@th_ebi_iej_awiimtgl,(e ofmg@wn OF glgcps,phgw@dorg lpﬁjsg,balgnces are
plagﬂ\g@&ngn ttfé t@tﬂ 'e§%§f#on°19%’s%é‘*ﬁth@%éW%ak@)’P@érSﬂ?,‘ Sum
Irnsomi a, ['ynphoedema, back pain, peripheral edeng,
level sdofiaearxy;tertit) ierasalinks e MeBRYTREY ,  const i pat i on,
[&Pdgqh' nﬂnotﬂb?‘én‘hﬁ@@ment of the present invention involves measuring the
quality of life caused by estrogen deprivation. There are endocrine therapies for use
with women who have breast cancer. Several clinical trials of adjuvant therapy
comparing different drugs with the aim of determining efficacy, toxicity and overall

general health and well-being are in progress or have recently reported. Publications
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fracture, hyperchol esterem a, dyslipidema, infection,
arthrosis, dizziness, dyspnea, paraesthesia, urinary

wao e@co4iomf ecti on, vul vovagi nitis, anxiety, boneCPpaUZ06/001539
chest pain, dyspepsia, flu syndrome, gastrointestina
di sorder, sweating and/or I% korrhea. Preferably,
adn1n|strat|on of an androgéhi c agent sinultaneously

on‘q nat i (ﬂ ar.omat ase i nhibitor or
bl S he SaiEMal ol elorcd REmpensive b Ghieste detareidsta @ few
tlmsrlmtaaas k@owm‘abwteh@ MGoRE thBPREMBhE theh)ESleft GEHR ahﬁmf o

b t d trat h
i R TEr Sidkretoste stnie Andcsnne deraope madibe,

un&érestpme@ by heglhicaﬁé’\@@fe%smh\é]@ WBeh atdir \ﬁé\hé"areac,r&rfyairécj with

arth M ni shed C?q?m tive functio

tigep it B%tﬁeé‘?s ['%ﬂ%%ﬂef sidarBtiRfiteidiTespnitiaatmerts and the lmpact
that iRt hi) Hatd Oh\REIitRA (i Q@mz)ﬁﬁgwa détEinifed ﬁﬂ\iérﬂ{?d choices

&%{-ﬁ | evel s of markers for bone resorption
%@ngwaaawn?@s%@ 3 'P%Fi‘aij?rcFQIcﬁé(a”m mgnepaegsal symptoms
maly IFetcdsitiéred G686 h@mé'ﬁr%%rrh%he%ﬂwé\gﬁfbég iR u'vé]lﬁﬁherapy,

rldlnollne deoxypryri di nol i ne)
%%%PBW sHeft fﬁ%ﬁmetnéisﬁtlﬁpfsum@gwg Langfit iirteamp wbgwamtmges
re0fte @R GO aEbadty dF REMISENRithodt 819 asé&%h@ﬁﬁoff A[g% Efe‘r it is

%@ tion such as osteocal cin may be measure
di H@Tﬂ iU halsupBRrEive aae AmelisAls IR ieptipng May baneeded to
acdoRpaB$ tHa tresine hirguad & ﬂﬂ“ﬂﬁﬁ%ﬂ‘fc‘déob@lnﬁ@ﬁﬁ§ O‘tp@a?lhﬁ bidast

or n tive). which are determ ned by neasuring t
1Pt ARCRELeTHIBB I EROUTTRRCE of B MaTBRSE o ferensepeaeen
trédtinea) graiss ﬂhb?méy pbaedted Akempf on?(bE LHHEYHY mBBQi%rH?

é%g %sﬁﬁsf ances are positive when the total
SYERIPEE isglielydo) Sé%rgﬁhf&‘ﬁ“m?ed'@?féﬂ%sy“ SHiviviek . )
[OR1ef er Thbis areReydhal QYA O}ﬁof(ﬂfe |ﬁﬁfms Bﬁéé@eﬁ%h%nts that i can used

crossl bnks ar e nmeasure Anot her e

to;as8es5ytag Lppast Hipk herraeng e@éamﬁb@@umvwomm@sﬁ%ﬁd heyein)
have dni differemuspecte)of Q%Fé&%ﬁur‘i’cﬁgﬁlhg ahl QR bElh%f OtREEvays of

endocri ne therapies for use with wonen who have breast
ms%ﬁ%'ag or aRASPIRP “&% Pifp eHects ??S&P@fets*leHuiheva\fﬁntmmﬁe@Iaqei9sed

hereinped dviglabliefdnandmbe RhoWs tothbde dRilal m ok é?lfélﬁf WaPphrdGriate,
ef{)l cac toxicity and overal|l general health and

ng are in progress or have recently reported.

[0PUt] | cAhiepfsEiat AibBLAlE (Fm-ssytoeé&bh@aﬁpblmgnwaﬁabt@é QoL

t|v data to dat.e are
SRR CPIE e B 13 Bt g loutler fbmseneotamappl
15eKel 8 (Marcheonusy. ig7y- 98% WRIBR 3 ifcdrporafed id R entlrety) was
some endocrlne t her api es may

ey TR EI0B S B DR CaiE CasH 56l o AaSs SndBRrnaelated
sympeams See Raqawmlcimt 4., Bhsese cahcd?HdseAich-andomeMRient, N8I,
553N 21%@ S 51 rﬁnt treatnents and the inpact
Q2R Rm@ R URFITPYatsd herein bé’@i‘?jef}?ﬁé’i itsentirety.
Alste FACTHES 5 4 f/alldtafeH qm;étl@rhﬁir'é: ass@béwwo HESRAS uality ofI life of
nopausa
wog?t%g\? g}nﬁrre]tastaga%cérowho alngabemg treoartede\;\(nthn.gn;ocngg therarlf:es It
consists of the FACT-B questionnaire plus an additional endocrine subscale. FACT-
B (breast) consists of the FACT-G (general) QOL tool for cancer patients plus the
Breast Cancer subscale. FACT-ES has been developed to measure QOL in patients
receiving endocrine therapy for breast cancer. This instrument (FACT-ES) should,
therefore, be sensitive to QOL changes in patients in this trial. The FACT-B (version
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may be considered too high a price for some wonen to
pay in adjuvant therapy, especially if such treatnent
WO 2003043027 of unknown benefit in terns of prevePtT/AY2006/001539
recurrence of the disease. Furthernore, wthout an
assessnment of quality of lifg, it is difficult to know
. what supportive and aneliorative interventions may be
to acco any the treatnent found to be npst

PR BTl Etiebor ol Saniais e ehire fimdenaanchysical
walleveriyl bogal ivie-befl Efrol6Ral wElBeiMBonhétional WéI-Bkihd, %%fkﬁsast

bet ween treatnent groups that nmay be ex ected 1nh terns

CBRCEHEPNCHITE: 1iHiasi 900 cﬂ’éh@@”&ﬁ"‘%@fﬁﬁ%‘% isgrlmmewyw@bbesween
ghﬂfpg%hdﬁé‘h%@pém&bfcﬁ@ﬁﬁe" CI?% rbBtivelf PRl and QAAOD Bhleke, has
are, se | .quali fe instrunments or assessnents
@RS 8 EsleTed el My st langagamAnchi belts Ungd o rae mumber of
btdaebfriarnh tHeAdd ahh Eulfdb‘ée r'ltHlsoéli‘b ﬂbf%%l%l?gss!e%é @HJ‘Q)O'F_SN Ell

on d{ffereni aspects of dperson s functionin
CRRINPEPAIPNISRUFE FNIBSHOdANCHAE dequTeRge: Ghowld dais 9pw; within the
smugzlpemfcf ects associated with the inventions discl osed

@Ef re available and will be known to those of
[QRT | e f\Nother heefgired gmgodimentefishe presatdnvemion involysed.

n{eaédriﬂg j6iRt sAiflQsing B BsRS fanerié Ec,%:rﬁ? '?\%)J's:} &h ﬁ'fﬁecﬁé’r‘é’@r{i’%}ﬁ Gbllege

ﬁ/\% Ildat ed. measure cal l ACT- B
heunatolggy scofipd syetemof The Waster Ontaie amd)wr\naswmn@:sutues

(VMDMA’E)(@@é(Séﬁthllﬁ@ iRdeR™. co?xgi@tsgﬁ%reWA‘Sh ohé eéEH: ﬁ‘%ﬁﬂ)am

S entire evel oped Sp eC|flca Or us
o} slifries§and By caL Eetive pis e augetreﬁfa@m%w e qerisiitis

maaxr@drﬁp@?snteS@@rﬁbb@%llaﬁh;@r\l Ltﬂzhe% 1@118333%@95¥98‘éarh%8|fporated
hResew P and Treat ment
gy erRReedm 5 ENTRYS por at ed here| n by reference in

[0 3] entAnoiey em‘bb&@enl:éﬁ-ﬁrs’-:n%énﬁo@m‘é@!\/éﬁl%bﬁg.mng qofgmtw
fu utﬁ%t 'r\d]uga' re desj gned to measure quali te/
RIRrecEsping sReed: WangnamemeeY. Nigugh eamer, ang Merbal
mermde rTHasein'Iphﬁfe&f@nESf orle orgﬂf}élsﬁlelseﬁéﬁtgtag%f TAed V\Elh arcl)matase
i onnai,re plus ap a i onal endocri ne subscal e
'“@ﬁ@ﬁ‘é"ﬁ?%f&é@ ? SH@ﬁgﬁ fﬂ?%maﬁd ViR brseetreanceg@ay bgineagared by
themlomm@r(Fameﬂ Ab%bss?ﬁ%rﬁ pd;%ewénllkmsﬁgeta $dhoeRBEI8Hy 223({1 -66,
een devel ope 0 neasure in
Zog)gt 1"8?1@?@%@%‘?"9‘”?@ rg?eae;g:p 'ﬂesﬁﬁféﬂe& by for breast
[0¢tdicer A ftmhma nfitsoldirbiere oF trﬁfbﬁ@'mﬁﬁ)urt\v%h@tb' |n€éashltfiﬁg §éltﬂl’rﬂlpllds
e.se ive e atients in s tria
aﬂ%“%%& nef 'Wé%%ﬁ’%s ‘g' ﬁ@l—t? 194t ensi onal

sel f-report questionnaire neasuring five domains:
bei n enpt i onal

si,cal |- bei ng,. saci al wel
?Cf%’&%ég ’J#a%?qe%if{%ﬁ% Q%@?HOS&?@PW the, REPSS B MY N4 c er
[0t1:610er Asmethbd fwma@mmtmmgdmmhémn@él%ﬁfpbsuﬂ&n of the present
| S responS|ve to

'“‘%Hf{ﬁ 8“0' igf?yt ?G@C'Pé PEWO%@U&? ﬁrﬁaeg%aer&ef e Within-tigscape of

theha&sbndenwdnnamsl ated into many different | anguages and .
[0’i1s6] bei IIjgble' %eage plnepgrecle}nygcelrec%J compregsflon by wet granulation, or by dry
granulation. Their formulations usually incorporate diluents, binders, lubricants and
disintegrators as well as the compound. Typical diluents include, for example,
various types of starch, lactose, mannitol, kaolin, calcium phosphate or sulfate,
inorganic salts such as sodium chloride and powdered sugar. Powdered cellulose
derivatives are also useful. Typical tablet binders are substances such as starch,
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breast trials in the US and Europe. This sub-protocol

w Il assess the QOL in all consenting patients over
wmbﬂosmmrz? od and at recurrence, should this oCPCF/AU2006/001539

within the study period. [01 12] Another preferred

embodi ment of the present igyention involves measuring

joint pain usi ng the visual "numeric scoring (VNS) on

of _Rh t ol te
obiln G budeRY e HCam: TRiRs: iveooh mod 1% IkPoNtrationcy
syehatcagunty are |a$.;oldmdee4{|ém') in€lodiAy akscidfalditdtes Icéiiifose,

t stiff [
Pt RieR B9 s Puetikte absplceiipelbisie siraes con
also dewetasmlmferst e\ laBmfaﬁt map®e nBeddsanyin ¥ ta@gﬁ@ﬁh‘ﬂhtlon to prevent

e e e L B i ke

| slnppewrﬁdhdmm mva;lma@aeﬁamsaﬂdl JAiLFP SRbdt Stdalib Gkidodhd

Cl udi %qﬁ% %@Fez 45 %@E@F &snnﬁq\ggart&?%g%ge@n%ﬂcegmhiﬁgvmﬂ when

wentndetos:arebk & mqectmetmqgleawmevuomoaﬁ@ Wﬁﬁé}#‘«ﬁclha@ 53kdhas,
br east cancer

r eat a su nosed W th
s cel cmgg,seﬂglga ch?ng qag B%itlﬂ.aar V-§PINARC] Rogpto starches,
mmmemm; ag4rSeentdmiték Wasd veudf’@écmﬁdlg@a ﬁ&ﬁral%p@ri'ge%auon-

e)ég%)n ncor or at ed her ei n ¥ re erence In It
qe 1wk %’TTLﬂC' NIHRI GUTR CHERSHRYA %mﬁar%qumﬂylcellulose for
exampmatmayme urseal wWemB@swmmaLﬁ IStk wééﬁsupsé?‘aks‘i‘r%d]‘ants

g e bR B0 Gnioessmoaioee soblasm) e

E@tmtsoldmme@ttaronrgn[daﬂal@] VRaBRH® ashdiuMh sERIMIADIAHE), BFg @
ition of the present 1nvention

P %Sgﬁ§g§ q?%qrggs ey Scture produced thereof are

[0¥W A hi nTabletszce pﬁetﬂéodtétﬁw@iﬁ ese asiaMeeBt Arsealdht 1$ﬂ1e
are ression, by

°°I‘?% ‘{’Z?‘%{Sﬁ'sg Wuﬂqté’é‘ gr & %M(':%Q'g ¢ etSrHPéMsmgd@rsalamquaﬁssof

plmaaﬂ-ﬂaytlngrmmsml‘:@d Suchi dsUBaMritol iRitMEIRFHulatidh ok ‘l‘@ﬁéﬁ walid
pi ca

t t e Ty
B R R G e A R
freguemkymsed arhesies thadihel gatibnt deaSlirhes th@do@ééﬁﬁoﬁﬂ?&f&"‘@ta‘%md
SR A FaibBih PR Gt hiuBHbhr ok, drevs e
shwesof the &foldt mayywaircadcordihy ®t sthdaie tifneticRns WRS ERASR%nown in

h as starch,gelatin and sugars such as | actose,

thfruct ose, glucose and the like. Natural and synthetic
[0198hs a@mosallescare praper&cew m:xirigqhel dompo@tpwitia saitid\@ifRAt

o S 5 L S S et s
inegepowderes! hibatharss sm;hlassb;tamlabf meBy diferehekifgs Powdereda
celhﬂﬁleeéspfegfaﬂyk%sta He and mrlgrogrystallme cellulose, sugars such as
fructose, mannitol and sucrose, grain flours and similar edible powders. The size
and shape of the capsule may vary according to standard dimensions and shapes
_known in the art.

[0119] Furthermore, the capsule may be liquid-filled or non-liquid-filled. The
capsule may be a hard or soft capsule. Furthermore, it may be a gelatin capsule, a
starch capsule, a hydroxypropylmethylcellulose (HPMC) capsule, or a cellulosic
capsule. Although not limited to capsules, such dosage forms can further be coated
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the tabl et and punches fromsticking in the die. The
| ubricant is chosen fromsuch slippery solids as talc,
wore@nesioem and cal ci um stearate, stearic aci d BCTAU2006/001539
hydr ogenat ed vegetable oils. Tablet disintegrators are
subst ances which swell when wetted to break up the
tabl et and rel ease the congéund. They incl ude
starches, clays, celluloses, algins and guns. Mre
with 2fof éﬁaih;aél & sedl QbdtingNah poteet coatingr amasended release coating, or

o A G G5 2B RO SR A5 e s

invéhiinngy 86 le%ulsmlﬁrar@wnnayl dontiin twbmhaaﬂdas a carrier for poorly

rboxynet h I | s for exanple, may be used, as
S°'H§'Ielco oy aéﬂ?vp‘etglﬂn?ate Al so, super

[omoisl nt mg:rr@rarmoddnﬁémdhe thvehtign is @nred:temct i use of tocopherol as
sodi um c 0sC ose..cel l,ul.o

Sol
oD R RIAE OLER oS CON AT PV BTl Roor
wa((jeﬁ%@lutblé t’ﬁb@{p@bﬂcﬂégéh(d Ak, sokﬂlglé d?@bwmeB éeen modified to be
I SINnte nts a S a
o et ol o R S o bR SRl i Boner
is é‘fﬁareywém dﬁlpﬁ@-&’oo@bﬁ@robltg sécr]?fédil tyttad etﬁ&troﬂytmsarhtbehet lxtiipbatics
I n unts o e san St
g HORES A B SUTET HEP R P SR IoGH VGl AR min
E, %ﬁglbftééoﬁhbr& tsadat prtﬂfctal fisid ofl nﬁthaatal hig i fsstamm than most lipid
ta atl,ons are WirTre
ot pasEuiary ol re. A St cobantaited Hove B Caend sy i

watdid to avoid the difficulty in swallow ng solid

Bl e S 8 LB ot oP

“enflilgiBNmi thE Soransl asdetfesuldifydigrsybient ikerattiie s;{sﬁma to be used for

S e o ) DR SEE p

agBhts b dfiddto®apsess ester Songblel sumixtw‘eé therdof) drogs wiere th@trls

cob P s BARRSE S B30 ) P e

enBagELREEyY ﬁsﬁ@b sbffer et lgelatis eapsily amta@mmua@catmcageas with

R 5 S8 SHEL20e S50 DR E Be Ol°

po@@ﬁ@fdﬁb@ydo& (MVER N0y athdrgbyreridess sac‘rdasﬂhapeavmhblmundar the

Bt oo S P B8 e ey s

filiag ot formsiatidn intpshdrd geftin thesulats high teragerbieire: Sem| sohd

. forﬁﬁ&%{g&?gﬁ(ﬁ%&?ﬁlﬂﬁpﬂ% %’tg?f]r%rr}}?%i‘ ?r%ﬁgkxhﬁratlon Pgon dlssolutlon of

the gélhtinh sthe stoapschlaad d&bdémmughhm oil isl relﬁ%@ljancbform@g lﬁmgs
"Bﬂ%?fb?"gﬁ ag?'%%g(ﬁrg@gg? FWS F BLowREn GRALGLY a'bgut { @ﬁucrons

enteéric coati
beexdemnatet ed abee 100witions, ordnetveemaa’o@et 2t @@L@ﬁ@@jcrons

sp8$t|a$%<z§s&$ O@Ié%]%%mséﬂ AN ?ﬁJeInX.rp By' 8 b farblilil £ theS RS End
released into the bloodstream.
[0122] In an alternative embodiment, the invention comprises microemulsions

- containing tocopherol, preferably alpha-tocopherol. Microemulsions refer to a sub-

class of emulsions where the emulsion suspension is essentially clear and
indefinitely stable by virtue of the extremely small size of the oil/drug

microaggregates dispersed therein.
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i nvention may be enul sions and/or may contain
tocopherol as a carrier for poorly sol uble conpounds
WG owh/08921 est ost erone. [01 20] I n one enbodi nePCT/AUR®6/001539
invention is directed to the use of tocopherol as the
hydr ophobi ¢ di spersed phase of enul si ons cont ai ni ng
wat er insoluble, poorly wat2r sol ubl e therapeutic
agents, water sol uble ones which have been nodified to
[0123]| esls amatter efrbodiphent obthe mvebtiore PEQy@&tediitardin Ealpha-

f d di l.pha- h .S, | d..
todo il Reay T o subbe A iy B PhbisgiBr 2% Simary
sutfb@ahtyemalsicts dniarin Br TRES sadilized as aiphirlagy suriactaet, at o

C

SRR EAgR A st B oL A E ppsye
wa{ﬂérgdm | |63dérg/b'tiﬁé/oﬁdd’-a!pha®c&fot phérﬂisﬂ{cfeihblgl, Iﬁa?Fbwé@abyn

ri cerl.daes,, | no Sa nitil . as
abboratlen & PigavaiaBUp ARG 1T CEtAP T Gosife Ffog fo.0. the HIV
pr@t}e&%ﬁﬁ?bﬁd&%n%f@?ﬂhmrﬂ fatisbRblervitamirisasuch s altamin D. TPGS,

a a-10Co rol. emul sjon I,n.the rmot. a,.. .
begelfoh 4 16 PEPIRRITC Sourelrna peih o iioehl B d lipdhuiie snge. frug s
oman‘hicléllé% amﬂahusﬂdc:sa’s[)ﬁcstrécﬁﬁr'e (b{le séltsw?atde:rsol g §303 r::lblk& ig an _excguent

oor wat er - sol u e or -SO e agents 1.71.6
i heshn el SbalSncalgr Bra By RIS TOPRS Serans P8 Fellsue the
intéﬁﬁﬁb@e.@haﬁosjeamgeaitrbﬁdchildgogd]brsmmdg;i ment, t an oi |

Se sSur ctan a r.u [ m Xt, e |.S
o5 TPGE oY Hitaras st shegipting ehimsentif st ftiused
toﬁﬂ\érahﬂhﬂh@ﬁ!f iF%’(r)ﬂimmgb@g (t:mlem @ﬁw‘atsb Lrﬂ‘iﬂdri]ﬁ)'r a.lgpmm'amtrs in
range SucC a | i ecu)l.ar
forpu Al W TGS Ffhen g Siaceenpn i SoR ST Re gy o same
dr@-tOtha @fs(:otdswﬁiaiswau Imblwemdp dey, it bia;n,tbeadiﬂa tnamr&big?ﬁi ofgfgr S
t 0S rp., al nt I est I ance can a e
eGPl (e e e AYaPiolh g s (uflefd reskRie? faRSSere:
anged ianflv?cpiapBelhﬁd&]tctioa ohgghidt@rrpﬁetahce.e. Seltm' -solid
mul atl onNs ar r.ne u onte e ur e .
o1 1| Bk lon b defnire il (had B BehE ph ite-solveptin the
enflISErRCHT tisis thventiste nOfpartidudaraisé is golyath@erseglyea 00,8005 4@0 or
fine gm fsi on with a mean droplet diameter of "between
MiXHESN®Ph about 15 microns, between about 2 to about
[01Z8] M cTienslphatodaphemécorabutbtior of theadinuisiobs o thisomsention can

oo RRRSRET o R LA Bivtin SR A8 SEB s iy Botween
abblii®idsdboatde /O 1R rdtiv cipiphbitecopatiol & ERESS otimally thebveen
oo} 25 P R SR EBERGARA Qb or et
abblict: oenabaait d6s (wéker to a sub class of enul sions where
o} S LA EHRT IR o R0 5Pl M e =
assorb@-@palmitatepsteadtangne, PEGylated phospholipids, sucrose fatty acid
esters and various vitamin E derivatives comprising Q-tocopherol nicotinate,
tocopherol phosphate, and nonionic, synthetic surfactant mixtures, such as
polyoxypropylene-polyoxyethylene glycol nonionic block copolymer.

[0128] The emulsions of the invention can comprise an aqueous medium. The
aqueous phase generally has an osmolality of approximately 300 mOsm and may
include sodium chloride, sorbitol, mannitol, polyethylene glycol, propylene glycol
albumin, polypep and mixtures thereof. Osmolality may also range between about
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m cr oaggr egates di spersed therein.[0123] |In another
enbodi nent of the invention, PEGylated vitamn E

w@ adophetooropheryl pol yet hyl ene gl ycol succi nat BCT/AU2006/001539
abbreviated TPGS) is used as a primary surfactant in
emul sions of vitamn E. TP 6is utilized as a primary
surfactant, a stabilizer and™al so as a suppl enent ary
aﬁl vent in enul sions of vitamn E

feabad POH MO AN Between abowzgmab%ésamw This medium

cahl 6lsb 28hi8in \)ahoilé?a@dhﬁ\%s% QdsigtSn 8RLANAG Y érRMsRAGY lrbrendermg
bi oaval |ability enhancer for certain water-insolu

therfg @gul?f@ngbloqwqﬂpb fraseriable additives ‘f‘@Hd%\ﬁﬁﬂ@ﬁwﬁggm%\nd
a&@ﬁmr@égéhltse aHilﬁ'@FEld"& PPN Aifed bh@diidank, bTﬁ«ﬁﬁ" hphguse

of its hic nature (has both hy |c and
chelaigisragen n@ éﬁp@)ﬂdmg@nﬁ@r vmsgosbtwmqﬁﬁeaism wném@nd henicit gesnts.
Pﬂé?érab@%’g?én@s 3 dofitrdPtht %Ht ‘ébnﬂﬁ’t il S RERRit) tare\‘j\‘ﬂcluded

excel ha-t ocopher ol lest ance for tho

Optially @damlewsofseélﬁaét %m@swsgamle\sed withoan Reentvhicht alse
n‘k%&es Vl%&%ﬁ? Mich %s%‘BFBﬁBI é&r &Jﬁidsgh?eﬂcﬁhﬂgf 5[5@%&% least 300

enhance the absorption of |1 pop

W@ﬁm@@ lerasif‘mmﬁaﬁear pidgesti$6P M@Pah t hem For this
[(f19§f0n THe@nth@n?/n@Bﬂh@ ﬂ%nh(ﬂhﬂopfn‘rﬁve rﬁé@\ﬁhrhaklé ? palj]ticle
er, the the

f ormul at ed cenent o

sig Amean dravlst | Pl'amelteri 9f affout o @hougﬁoQAmr@npreferably about 10 to
aS&lt @@%FH aﬂcﬁ*ﬁ@& d?éﬁrébw: SBRUERY to étﬁ)uf’%é nmbeFoqj HralBnous

I nhi bition of YCO protern int
emLigiope dpe spleph an@ iygfevithalimingtengriictes; we@tﬁb@anﬁ@ﬁmmtsme
GG H the RRO! ved in the nediation of nultidrug

resistance. [0125] In addition, polyethylene glycol
[1BBL;) iAD embkestimsefefitheisvention irades iestpsterone ﬁ%m & liavids
céHsuferErﬁulélBN@ tb@n. O particular use is polyethylene

yCco 0, 300, 400 or m xtures thereof. [0126] The

logl%ha t%@ﬁt#ﬁeﬁﬂdﬁpee@ﬁe%ﬁmcf/@wlws @F nreraredry sphisIngFthe active
m@vlréo%dt S VAR s‘%@été?ﬁng&tﬂ?ﬁ&rh ’és J:olBF?n R2uEr 31%3 and,

bet ween about to about Vv, etvveen about
if 30 dlgsiEggoamulsiying 9“d/‘Ph§UﬁP§ﬂ¢IBQ eserms A wstl d@aﬁh@rr with sgh
dilLRFR dsSwAet kffhby p%b@ﬁ@@ly@@pgﬂlcéfrnlaﬁoq/(a@@ag'hkel&n%matlons

(w w), between about 1to a

theeqave £ aBBWRt of SUSRensigNANAY vesy acqoyging to standsryl valymes known
in8R&lkgi ons of the invention may further include
surfactants such as ascorbyl-6 palmtate

[0d88h y Eatgrisdornmiabiangae) olrbesside Pptesd ansa%vwsrefdéﬁm jrom the

stﬁﬁ‘ig@ £ &t f thalstdhschY | SRAFSTaIdiBhs ¥R ¢ré8Rd by coating a
Q. tocopherol nicotinate, tocopherol

Scwﬁ %é%éé (6 344 210 Q1 RO TSy TR s blelngiet environments,

antl L€ f ba%ibcéhv%mﬂ@ht‘émg@ﬁ@ﬁéw mmg aPé’bé’lQﬂﬁé%td%)é{a@‘é‘Shthalate
noni oni ¢ bl ock copol The enul si ons

oo Dl aca N RS i SR PY LBeBHCH RS R RIS AR The
hydroxypropyl methylcellulose acetate succinate. It is preferred to formulate
duloxetine and duloxetine-containing combinations as enteric compositions, and
even more preferred to formulate them as enteric pellets. The size and shape of
such formulations may vary according to standard dimensions and shapes known in
the art.

[0133] Transdermal patches may also be used. Transdermal administration

significantly enhances patient compliance by alleviating the discomfort of needles
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aqueous phase generally has an osnolality of

approxi mately 300. mOsm and may i ncl ude sodi um
w@hdoowisde7 sorbitol, mannitol, polyethyl ene gl PCDAP2006/001539

propyl ene gl ycol al bumi n, polypep and m xtures

thereof. Gsnolality may al sg range between about 100 to

about 500 mOsm and bet ween “bout 200 to about 400

nOsm This nmedi um can al so contain various additives
andoothey siosage ferms apipravidimga conveaient dosege dorni fior proederntivieg

kL at i LOE i iti .

iy FRIEEHR, P UREATRAD Bef prRSing Do RGPt Shstained
bleatt levale pidhe arugbeieg adminsteeas. Tamicatik patahesscorristerresigous

cofoRtisn 'n%ﬁkﬁ{ﬂe'%ﬂuggﬁlmtd?sso%?&ﬁ%ﬂidﬂg .d@é,?r(/&rwhicq is held in
Virscosi | y-increasing agents,’ and tonhicity ‘agents.
coptast withatileyskiralgeafikn whick proteats therpempasitive.n Otherymornd

; . e Cocl. N ; toni ci t
copfHhERET faith SRBbLKORY S bl oK paltRhloD ok iR 01 1Y
mearhbrané piereesicwith inhemetsbieyporssithrough veietbinesirugsrare pompse by

LG I I

osi b Bbioh. The it 18 poch ey B Ao M ERes nop T or
[0834]t heWhen diris desireddo adinisterthe gsmbimation a®a shpnasitary, the
el g 1 iselle 23008 PG o 1A buffostBg thed hefihmay
bermedifigst kyf axiditisinyofataxas talGisedtsameiing Aot sightly-dlater-miscible
supodiBiARRNS RN Feruchloy SRR ol bt bls molecular
weights aigralschie WESUSE.0130] An enbodi ment of the invention
10498, b0 FF AR M BirBecu b R B0 Bl BPation
phprrearentichl bympositivns may inhlidaoné vEthergllomdrie ot any cdmbination
et QU AELATI0 86 I A AR e 581 0 dRng
glwalspeineting, eigeviene giyceleir lother sydindtisrsolvents; suidetatits siahtas
po\i}‘éoﬁﬁ@%eeéq, isE&iUﬁﬂﬁ%nyl Qi3 E&%E%r?}é&éﬁ%a]uw%t\écQEbﬁblé;%Hspending

arious e conbi'nations th e ahount O
agenissyen ek @gambgnipaits, raicooryaiaige celldosemdadidmvol unes

calt et Dcbiifosd, hyaroRiriedy FiRliSlcefiol. BaoBoarhtelbin.
angleacteiigl goends aueivan leenzyl a¢ohoher metbtersiiabeRgcantioxidants such as
£ ; ea i sol i d dosage
aspBbiLCR or B BoGRALATaRY L08Rl 35D L C hr e n
ethyiangdieminetetraasetic acidrndsifists wich esiresiatese Alplesmrehesphates
an@éﬁgﬂk ?Jrlxhé L iStne oﬁ?gicw SR a%&?:ﬁﬁﬁ'ﬁ chbfideddiekirose.

yvinyl acetate phthalate, hydroxypropy
[0 hy | Rearmacegticabeqrnrgsitioas SR 218G dF Fabiis to protect the:
cofBbaUd LS dindt PRGd %&&:‘a@éﬁorﬁd’r%ﬁihﬁ%‘ﬁ&n frbbn th8 bBAEsBER §6at O

formul ate dul oxetihe and dul oxet| ne-cont ai ni ng

colntisf feleassne ustaiipdaelease ehpdendeddaieasa frgmulation, including

implants and microencapsulated delivery systems. For example, a time delay

material such as glyceryl monostearate or glyceryl stearate alone, or in combination
with a wax, may be employed. Also, pharmaceutical compositions can include
excipients that modify gut metabolism.

[0137] Additional methods of preparing various pharmaceutical compositions with
a certain amount of each active ingredient are known, or will be apparent in light of

this disclosure, to those skilled in this art.
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even nore preferred to fornulate themas enteric
pell ets. The size and shape of such fornul ati ons may

wa 200y/08502Dr di ng to standard di mensi ons and sShapEFAK2OGN01539

in the art. [0133] Transdernmal patches may al so be
used. Transdermal administration significantly
enhances patient conpli ancez%y alleviating the
di sconfort of needl esand ot her dosage forms by
[q48368)/i diThg reesswhingantiont is disealifected tmartides ohwendacturd gsh as -

UL BB A0 o P A A8 A e
cainpapitiveis pgclkeged rfmdastemtloﬁy its af ihe lm@nmsal‘cadmwor@éy iaclude
3R For SSIBHRA k Onb el 1% iR Etias iehlion! melatns

i §SO n con
camiaclsxlale msbyctwné fdrrpradtictiy suw of tetrsethods ofdhe swentiardescribed

il TR, CALED LA PRSI Rl

inhifitonia raamiaenammsaltfbmuwlmnm accbntalmer qbaglgsnrajrseepsﬂrmmﬁher
WRP{ m%f g& ong fo‘?%tdin%str%% {3 'a%*n%n}%rr]\ s‘ijgjlg%{;tp é}f\%%ﬂ?gﬁgg %d?ltlonally

S zes Known
mdlelslenrehbanonaofm satistagtory hlinicad st poirtt oo anyagdwerse symptoms that

mﬁlg%g&?rr or dal(r%(/ adﬁ'ﬂﬁnéﬁ% m fo‘?ﬁeréqlgpe\él b?:‘?g#?&ﬁa aﬁ{ﬁ’ﬁ) but t er

i‘onal” Ssuppository base
Admiitiidtratidn foy uselgh huroansof waxes to ral se its rreltl ng

loq%nj;)r ilfhﬁgll%t gétrl ?}é\b%noﬁ G%Htgd ﬁﬁ éne QFM ggﬁéretﬁ fcarolboard
witlsinitioaulsit, m)bmaatlalml aﬂme@mmedzr’t or aacskegmg nyaterial ugrattapiger3s]a

wglo{)r tﬁl@% n@gaﬁélﬁég rﬁoﬁp&:ﬁgﬁi{me kif. r]hétﬂﬁHtZrﬁuran{/ ad&’flonally be

C 1 on arnace
inclompd s aloomputaayeadablajmdlomesw asreedisio(floppy digketts ordayd

dlggngh@:%sg &tu%%%ﬁ g)\/iﬂ ﬁb’M/ﬁAﬁl’ Héﬁﬂ%tg:ntg% rblé’tﬁrlléééff‘gt%hge
mgbliaceich ne RADM apy R&ME agﬂdywbhdmf tb@é@@%b yamhagnetjcloptical
stﬁPA \éq‘ﬁéd?a surfactants such as pol ysorbate 80, sodium

& Sul fate, sorbitan nonopal mtate; alcohols;

[Qsiégbend(msgaagddntlomlkvhncamea@ bufferibgagenti a greservative, or a
stgbﬁ%ﬂi‘[aﬁé‘%t %g@?ﬁnﬁﬁ%éﬂtgﬁfﬁgrkg%gh B@enflosed WIthl Plln ividual

car ose ose,
cqntaugemamit a, of e arious annﬁahnarﬂ @an tzel wn&gea smg@mkage

[Oqﬁﬁ‘];y | qh&ahe %re%'énfrﬁtlggion 9@1%%@%{9 ﬁeatﬂlréﬁ'\{ ﬂ?ﬂ‘] daBhdirReh of the

scorbic fumbisulfite; el at1 ng agent
tvmmlvamgad@ntewé@hmm@ administased sepacataly, ﬁnedn\tmrw@lé a§0

e PR betrate phiafth e ALl ROABRIR T R ord ikt
inglude o wera@ phaBlaceHigataeBResitivas: abasegenioagent aRd an
ar%h%‘i’aéer]ﬁllu&f&? Ef'gé il SlcRude JoRt f$ren fHelde Qrate

agalns rapl egrada ation or e mnatlo rom
ceropsitiong skctaas a diyistedrisittiecer & @Vlé@% foil pacleaishavsves the separate

cSFb SRR May B LEIESht5IRLE ARRin 08B, AinkiRTded! SRt NFypically
the kit includes directions for the administration of the separate components. The kit
form is particularly advantageous when the separate components are preferably
administered in different dosage forms (e.g., oral and parenteral), are administered at
different dosage intervals, or when titration of the individual components of the

combination is desired by the prescribing physician.
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i npl ants and m croencapsul ated delivery systens. For

exanple, a tine delay material such as glyceryl
worosswar ate or gl yceryl stearate al one, or iPCT/AU2006/001539

conmbi nation with a wax, may be enpl oyed. Al so,

phar maceuti cal conpositions can include excipients

that nodify gut metabolismg[0137] Additional methods

of preparing various pharnmaceuti cal corrp03| tions with

ertal e [ e

tofi2f ot | BBl o R i0EqRcA clfic} G HIERF p0S OB
knewninghe Ipaclta@mgu lnstSItw@nelrare peing &ﬂdeTmqurfelsthmpackagmg ofon

phirﬁza%% mﬁcaﬁjkﬁl?%ﬁggatf&[rﬁ b i,tﬁ@eetg]f n%)r%g% aﬁ{d{hg |l§e%jﬁleﬁli§1%r

packs\gemeratiy comsistuf B sbeet qf nelativetyesiiffi noaterial copered witbresfoil of a

o B9 YBsf A CBE AR Dyl ek PHEIS 000 re
formerhirotheriastic foila Thetracebses haveethesizersnidehapé nbthe datiléte s
ca&%ﬁ? tg%l &%@k#}$%éﬂ% ?Jb?etg 8F c sgféé aﬁé pl%c&pM éréc@ ses and

d
theesteapofaelativily stlfblar;\a/\tee:r]lallog gelég;;;;mstrtb@ phgtlmnfag e‘nﬁwedaceaof the
foﬂ%k%mts%iﬁoél@]‘km Lh%rdu‘e@cd&] Wmmﬁ? %é (‘sﬁés \];vglre'?ﬁ n%d A én
enser et

resulisthe taltiéte 08 carmuleadm aqaajed Btthe peqeesa treiween thetyglastit foil and.
thel SHREL UOTEAAY IterRidhn'dr2iot ML A ARG §13p0l e

satlsfac ory C I Nl C en p0|n or any
can haremeneddmuthe hhsteangcldudmanlmﬂalapplmmg eSO tmuecemes
whiRehl 3 AR REBred R AESHE S} IR orite Hoted, Tl BBIREor
capsule cangthephp eemevedoda am@apehlmt hin the kit, or on a

I | affy t v ‘
43P BR LRSI Bk GRS BL M RLSL LA n e o o
numherskiext tolthe tablets progapsutay \Adnedabwm atumpere @orraqumderdthdhe

caf} S {egfher REAMNSRE o BapSiiEc's@Sndbifde3fiopfbRlPY
admvisiereny RAMheh@gmml¢ of éu@bea, mement aid is calensiaa gented dindhe
cardU Sth&S aRANM R Ry aRE iy BE Péiﬁiﬂ%%& g3e such as

magneti c optlcal storage nedi a its can
[014dbi t iRaskRYing car bedecamiishédby any efgemimber of means utilized in

theﬁf#ﬁ?ﬁé¥&{£ ibAi§nduRf aE%rﬁpbg bf 4 F%?ﬁé&él;}? %Cnan%O&%{Hmers

_ . kit can e enchosed Wi t ndr vi
for disheasing liquigh eorapasitiphs eneloged in@@wmpaianr@r glopgnwithepackage

mséY'té Eile&tléaﬁwe?\‘oﬁ Mé&d@@ﬁoldh% Sid oéll cfhe in the

ntion relates to treat nt Wlt aco 1on O
actwaengra@eafétqf the invegtien aas whiojsre Rnelesedde aatx¢mqn centgingtjalong

WItﬁSQéHagE%éé tbﬁhér'??{cf‘d%%'o?g agf?\grv?dlﬁﬁ Ger a@:l;f%?@dr@ﬁtqq;one

ar maceut | cal srtions in
skilig muthftpfwﬁ@cqnwt@alsmhamn@amar maceuti cal conpositions:

[0138] aNAFRABMIEnFEMpI&AnAlded for purposes of illustration only and is
not intended to limit the scope of the present invention, which is defined by the
appended claims. All references cited in the Example are incorporated herein by

reference in their entireties.
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aromat ase inhibitor. The kit includes a container for
containing the separate conpositions such as a divided
whodorhesoor a divided foil packet, however, thePGEpHR@LB01539
conpositions may al so be contained within a single,
undi vi ded container. Typically the kit includes
directions for the adm ni st3Gtion of the separate
conmponents. The kit formis particularly advant ageous

Exsinepte tf [/ osicipgr at e conponents are preferably I ;
in diff dosage forns oral an
R8Tt The FSowih et fapeigataa hepfaiaars diodaistennd to a
submtctedl‘a@md’sed%tweﬁbttcahée’ﬂal gharicduial 'cBH'!p\'Sél%Wbompnsmg an
onent s, of on is desired by t
arﬁf@@f"ﬂﬂeﬂﬁa%% '?Lhé']torAn exanpl e of a k|t is a
[OW]caI Five pobt- mbﬁbpﬂ%@kwotﬁéﬂ ﬁé\ﬁ’rﬁg Qﬁﬁlgﬁpﬁfeﬁt &?Jnd déﬁﬂ@%@phlc
g%i}fcﬁ i%lndus are being

oot R D g 1L RO ik A Vet (6.5 soAra (MAsGas 9orch e
seleeteyl. for §taly. eEsch wapah hes be&ﬂ@ﬁa?ﬁ&eﬁ'vﬁ@nod@' Het%?‘\fe QA0KEn

neralllg @gnsmt of a sheet of relativel %cp
%%P(‘%frﬁ"& R gvepesienne iReseptay) pogitiveyBgadBesagheapncer), with tumor
siZe amegheg o 19 amttb Q.3&h ehbdihn tdﬁ%r's"gé de2e E’rﬁ?%r?c?éé?%ed post-

sreces reforrredlnthe | astic

S
su geeéléges smﬁak%« URPASIORN %%%a;s’éares?c’fpm ferasimary bepast
can@&lﬁﬂhcﬁﬁoﬂ%hbﬂoﬂ@@é@d NoNeHad beBR sh@ébt@&% BfevﬁﬁQéﬂérﬁﬁﬁ

h ace %he recesses and the 'sheet of relative
OE'P??%) eﬁ%cgmeﬁ the@P¥eal ed against the plastic foil at
[0148} f aEactofvoinba sél@bﬂed%s@&b}e&te@ﬁ@ﬂﬁjr%eﬁé Qf%rbﬁﬁtase inhibitor
di re t|on | i\xhge@gt”g& esses were forned.
"herr@% gnasty ec Bl gag?)ﬁﬂwsa%a @b%an%aﬁﬁyk ﬁ@d
therms@sn ReHiiee:) etgh&w@éla;safltﬁe §athé arthtasd uhﬁnbﬁctlrEtﬁéra
rably.the g t he sheet is such that P¥1
ol LY the el Aen S drRg, BSr OB R RuNSEPacste 5 a
talpetainchy dugnlriny ti6e pludty, PR BB oSiBtsb At #6988 S inhibitor
en|n is forned in the sheet at the place
el orE e384 BBy S BTl iRpaRToe (R Teseipeb of
araneataseihibiter haiaphy OloRsWiAG the fOdBvebit of &oﬁl@fdsé fﬁmltﬁtoF 91erapy
f%wdearremonyzg(gﬁ?nacard|nsert e.g., th
mRRterof Omn@e&an%tgwﬁsb@ssgmr@sfo"owmg the

eighthewediyoftdoenbnet@ oMmatRE irhfien dndﬂfarﬁd}ogé}eréé%ém%t thBPapy
e tabh)‘ﬁts or capsu es so specified

e o G C ARGt A ARSI Geriih RadEA el Setirh markers for
bomeresosptiah dsersmaipiidbwnd@ee pra) Bi—mnﬁé‘ dthe., caheer Eidfiology,

vari at e r eadi par ent

Blornbafg iy & gg%\fgg&?lgp\/r{ﬁ aﬁ ngi% gg wblcéﬂﬁllneprpgrated inits
entiretytierein), FAREIRES lstdeldﬁéeldprﬁﬂe "ebﬁu&ilﬁ&' 'Wﬁélblac(ﬁitmt pain)

ac ar.e; uni ose ‘
vl raieu R st YAk aPlt Eedr pourine i rests s these
six mTeasutamescrec@ﬂB? ai efmih At rey ttnh%@@@'ﬁ%l ngéaséél 18, 2 through

0i ol di solid ocul ar

I 7t sl ferthe bt of R ED sqoves WHE e et reprapetings
standard rerioanAa ddscribied hemsattere e mseithbrpies@éo@ingds Mebrasént
mv&llt%ﬂq’rom this study demonstrate that androgen replacement therapy alleviates

many of the side-effects of and/or enhances the efficacy of aromatase inhibitor
therapy in breast cancer treatment.

[0149] First, the chart in FIG. 2 demonstrates that testosterone aromatization to
estradiol is almost completely ablated during aromatase inhibitor therapy, thus
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wi th package inserts. O her nodes of packagi ng woul d

be readily apparent to one skilled in the .
wWebareveut i cal packaging arts. [0145] The f ol POmAIZ06/001539

exanple is included for purposes of illustration only

and is not intended to limt the scope of the present

i nvention, which is defined3by the appended cl ai ns.

Al'l references cited in the Exanple are incorporated

vaiidatrigthBythe efethedc fcdorind @itke sﬂé%éﬁtqﬁ\ke?ﬁoﬁéefﬁel Sevate levels of
VWor ki n wi ng exanpl e denonstrates

6] The fol
fr?@eaaeﬁe?e%géﬁn %fm%f??“rﬁf?haéﬁ%lﬂ‘# MRS Ut BckAaBpe Gk ofiralgnes e
bmstrcahb@asmewmﬂs ﬁcd@&&ééﬁ@@ﬁé&rurﬁalAs 85 ihiF98. 2, following

d ta
B oo o A Res TR s Beram Aty thormahonsivbare) the
averagd @traphl (e@mbteaq@ ‘E2URRY fiGhe ue?e‘ﬁaﬁéé%ﬁﬁﬁéve? hh%% and

rom49 years to ears (nmedi an age
s'gwfé’am@? 8°§‘etﬁg SVRIA9P drvekprignjo thEéJ@Elr\mmmf areatpee inhibitor
théra@g NESRAEAFE-RRES)) 08Mé HetreRBindgp snh%%em REmie I«?\Bls

Pr o%[? terone Receptor) positive B reast cancer

SPhaivBY Lorbanasds Aitehersubsgapient @lghttv@eq(s:pf eombinstinran
arbﬂﬁtlfse%fﬁlﬁto@%na ahdiogkn #BstoStelRe LRl RARLEY %géé’en(eﬁrt 91erapy

¢k , ect ony, or quadrantectony
(dﬁ'?‘itﬁgt 'c+2’égart§4 tapey ag I'f@f%‘!fﬁé?tévp‘ima"\laﬁr@ah%m $psem
hambhe kiveld df estpadylivitile Iéﬁe‘sedf'@és‘ioﬁérohg ANt ITa?ﬁet'ﬁE %ure

t
5§, HRete o5 aneanbaled b AFPeT e mgﬁv'aégﬁf’ggoéféwf ircpegiiclar,
diflydrgtestosterdneidéroted By abHy” |ﬁ%éﬂ‘ﬁ%ﬁ@|e%%n®n%$/e%ng@¥ hotaBRA

in t hereafter to an additional eight weeks
NAPBYfEt ase i nhibitor therapy in combination with the

[0050]] adpplitiaftsElie@athat thiOneEagy lnttﬁﬁ' R3he EQurL‘:‘e of mgrovgd
ecanoate as a tablet once a day. During t
pai F%é"”g'frkfe&& @dﬁ%%%@.agtd@acwwrhe@a@mwa eefRionce tq BiG. 3 through

FIG! 6adsTRETEade iR tiBBRSSERAicTHT BUES wiFREHIRE, Feld{!&?on iRt Side-
ek of aromatase inhibitor therapy,

he f
ﬁtPB’isltaﬁg?cr‘éfre$ H"ét PERIPRRSGEBILIERS. ar omat ase i nhi bi t or
[015%r apYhdtiharbeémeted aRiaN Bl P@is' tA8 efbcth %ﬁ&é?ﬁl&ﬁétﬁﬁearomatase

owi ng t he el

Rt SRRNADEE5 Gl edop i mas diostamiransasipeanoate) upon the

serLﬁ'@ hﬁﬁ@f@fﬁr bbh@ F@e@thloN%ﬁHj e Rlrsel &%l@gfu@ﬂﬁ?&ﬁr € as
hormone | evels, serum narkers bone

m?@gav%g? PBIFTS, oY PYISIRPIFROIPYL OEBRUPR B PAVHS It I8 noted
thatimeasGi@nesits Emaa@myqémgual csllagéﬂlt%s%n&s&f ereNi Qélrum\{ﬁ'
614-621, Jul which is incorporated In
erePioB e el s i oy Shawes st éplgwing: AigitnasiG o Pembnation
armatlasélihhibﬁSr arl drfitréd i Rplak&rh8it therapy, b%\ﬁ@'ré@irbt%sret to
itive funct n %val uations. Charts depicting the
levre%gea(ﬂegechp p{'ﬂé{:.oet e beginning of aromatase inhibitor therapy. "In fact,
while not significantly large, there even appeared to have been a small decrease in
bone resorption relative to the levels measured for the post-menopausal patients
prior to the beginning of any drug therapy. Measurements of carboxy-terminal
collagen crosslinks were approximately 25% less in the Al+TU therapy than in the
pre-therapy. Thus, the study supports the conclusion that androgen replacement
therapy according to the present invention could counterbalance the undesirable

bone loss side-effects associated with extended therapy with aromatase inhibitors.
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Si X measures as recorded at each of the three tines
are presented as FIG 2 through FIG 7. Al result are

wao b@7/ese7 of i ndi vidual scores with the bars PCT/AU2006/001539
representing standard error. As described hereafter,
the novel therapies according to the present invention
fromthis study denonstrate3phat androgen repl acenent
therapy alleviates nany of the side-effects of and/or

[mlrslzpnceaet hes @Eﬁar@@&ﬁoﬁtraﬁﬁ&%t@l%gts'o‘?@br}ﬂbanLoﬂ QI%‘T?%?JSG

e ch

{ t t
i GRIEKS Fandandogani asnbGesibumonarbriscinoatd) on o
measurad by brthl%tlg?é m&atfbﬂﬁm ﬁbedo&-ﬁglll@éa@lgalq}é‘ilbﬁ‘l% hl% study.

onmat ase |n or thera t husval i dat'i n
TRED RDHE S1e i PRlgoLs PRRS aIeG SERET vl chBlo aiodaotes &

p@rbe\/cag@sédw of & sabje SRk RERMTicARGH &‘Haﬁﬂ%?a F@OUP&W?)E) Again,
th g%cou result in increased risk relapse o
th&r‘]@l regRIdNgdPPORemahralgiassymptoms byriledatientsfin thersindy skowed

thdeatrehigd rbimrrﬁcﬁo ple-tHephpyodi g aﬁ&%dﬁﬁrﬂ%ﬂ’é‘f!oﬁﬁo@ lfeﬁ%sterpne

se i n tor t herapy (denoted
”rb‘{;?r"én‘ia t Was a @eafe@?Faéa|'r81'b'*(oath%apyda$>9pp®2ri tp nlemted
Ie\‘/elg of &rtHrelgRrtEat \ﬁ@éwapdr@aaiunﬂ Qeﬁlrﬁtﬁﬂbﬁ bFé\-;Hs b bz d1E 8@

I I t nni n ar onat
MR S E15 Of AN A0YR Wois ARPERXm el 4OHeleER YA+ TUkiherapy Ham in

theg@th@f@y of the serum hornone | evel s appear

I [ nchanged. After the subsequent ei ght weeks
[065‘4’1 rr%‘?h%“ntﬁr&ﬁ B3PEARIaN PR HHBG Be Shis, thediualitg rof life for each
pafibmiSuaEsi e oRR] waama FLinétRRLACRERRherlt F CaRYer Ther %

re was onI an rnsitgnitican

t
E@%ET% ngQ%éFggTﬁ)mﬂeﬁwwam ($%9@reo?r) which adesilonnalre
is wistdneatdaviethad esr de@rhﬂﬁﬁg?ﬂﬁ%c&r?@r{&@ta‘ﬁg |El?c)(mlnggcé B FtHé?nﬂent_
ure | e free-testosterone

{ SHE’“F‘?"@% ’ég pidg @ﬁ@?tsahhfeaﬁtr?aﬁ%rtnaéamtar The y axis is a FACT-
ESlsdvyelr Dt %bmlts)lﬁ@m (teke FRC?LE@Hues%alﬂf%lt &]%hféug}é%?\/vas
SRR ko 200 7 Diatin FRGT S eoren G en EAGT-

peore.nfruey &AGT-BEBCcoes, thesefore,

me=mssiee Whrsi g @Mﬁp‘koﬁ@t ITR0E, é’\@Hrt dr6lidey ﬁrﬂ%hg gb@ﬂatsatﬁe ﬁffect

bed h h t
o BB RSB e a5l AR GBS Ea%s.a%aeoggnm a05081 5

(te'eiolsierdrfeajﬂdécaﬁba@e)r gslnehs@ad | 'b FIA@ B5$ 4R %Lle evalua?ons
t% ﬁrclatg Ia onmay ase |n bitors. E&

at {30 2 T ashientinos duibisstudy Wih arfaher & rovderen

assoaiated @itie ah BhéRil b@tter(%BhtMo@ﬁé( Thi d@&dreﬁﬂﬁéd)ﬂﬁflb%gﬁ

i Y B B Pl A e S GuPsinonires desrenssdyinan the

patberss umr@ngxpﬁg@ﬁimeﬂ@éé lﬁﬁbﬂor-dﬂﬂﬁth}éra@%'&t istePhipPoWRags/ L of
it is noted that measurements of

arti r
Rl R4 iahufee nspne Birbdesionrticstosibrone imaseroste
admnmighratibri.| for the patients in the study showed that

[01f5ﬁi | OVVV egagcp{o tWee eﬁect%fpog ?hnebclzog%ittilvg fnunction of the study patients,
the chart in FIG. 6 depicts the results measured by cognitive function evaluations in
the patients at each of the three different assessment times. The y axisisamean Z
score. The cognitive function scores for the study patients in the pre-therapy
evaluations, as expected, varied slightly around scores for control populations in the
four different types of cognitive abilities that were tested, namely processing speed,
working memory, visual memory, and verbal memory. As shown in FIG. 6, the
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aromat ase i nhi bitor and androgen repl acenent therapy,
bone resorption returned to | evel s experienced prior
W@ o007kesobegi nni ng of aromat ase i nhi bi tor ther apyT/AUZ006/001539
fact, while not significantly large, there even
appeared to have been a snmall decrease in bone
resorption relative to the gsevels nmeasured for the
post - nenopausal patients prior to the begi nning of any

cogrgi B APYordBESHE S tpsatlgrits 93&2?5%’0[ 5%@%9 ﬁﬂﬂ%ur ?blllt¥ Htges

agen crossli nks wer proxr na
foquiﬁgjhe fieur ayeeks h&anastrozcﬂe-optyéherapy a@gﬂowﬂmﬂ;e eighé weekslgf
coﬁﬁ#gﬁg ratrcﬁgétlég? gl?\ﬁ)%ruéﬁcf%s{ogﬁo A dl(%%@{ebn | on@%%f‘e g‘fe cognitive
funstiom secrrbailwroeect mosaamibfsunr atilite types endughdo sesteree bf evens

poBSRf SligHfamitoy e oOpRIE RipcligP LR b R RITCRN0l wes five
agefrmaﬁdt bealthy subjpétaat i on ar omat ase i nhi bitor
E&I M Qﬁéi ;l*)e cfh%ﬂ ﬁ‘?—'ﬂ'ﬁ Oigl‘aegbﬁ 1(05 ﬁ%té? cﬁ i%ﬁts collected
ecanhoa as neasured gla eva |ons
to mopeltqzrdbe efiesio ptibe &bmpmatlema@mahaaehntsbuytrmy teSTb&telymam S
unHéca"ﬁogf 3H@apgﬂ%@9é+ﬁnﬂ%i&le§&él Phe ‘?%?(f‘s' |£ hﬁv%l ?f s%ﬂﬁn YThe

axlis 1 ndlca ercentage score ub ec
resylfaneporiedan thercheft dpmmshimgsf,mateme mmbmtnom@h)eram accmrdmgltn

o BB R R BRI B Bttt Rt Plfectiel 7 e

to pre-therapy Ievels after adm ni strati on of
ExhSplcQst 5 iddecanoat e was added to ar omat ase
as opposed to elevated | evel s of
[0661 hr aThg fellewing examples dpmoneirhtel thel atyantdges pladnainisteningfto a

suBBESIERRELE IR ool AR EOIRRL1 LOBALSIR g on
anghjogenin @gawnd[omas:a]romatasa inhiditoe én mlmedmarqr sequagially. Itis

to B L@ stobg ugﬁ ¥ tmenl B¢ tﬂg?agé'ﬁi with tllné Esfnaﬁdgggg%g ?ﬁdgf i

was assessed using stan iona
the@ar%emplﬁh@ndwytheﬁﬁstoﬁ fthm@esylnﬁmmhsar( PASErE®M the first day and

. coftitferd 'f@rgﬂ@'a{)ﬁoét%g ;u":n'g 154 8 eff&‘m#/%gtrgéltetﬁé g{g}ﬂ'\nﬂtﬁgutsfirﬁ

st an termning occurrence
adpminigteningnibe asdmatasinhivitor ky itselidorsypgrtodrmd tiened It is contemplated

v PSR 8 BREASIRRAEES bRk sl iy, o
abeptelsyganfabalaut 2 yearsaion abousjdasarsersany iengea ot shbriar me@diod
thatt?f]é efrlu pﬁé}g;gézs score. A |ower FACT-ES score,

erefore, an

S the worse the synptons. Thus, a chart
provided in FIG 5 depicts the effect of conbi nati on
Exg,th féai Soldiify bi tor (ARIM DEX(r)) and androgeni c agent

undecanoate) as neasured by FACT-ES
[01§7I>|e eE@Céworparoﬁele@e@mubmcmﬁg feur weieks pharematase mhlbltor

A i ARl (AMIDEK Bl 20 2 ik FsSla GlFndy
theggafter fean ﬁ"g\@t'm eighlewesksed th%ﬂ@rowwlbltm in
combination with at least one of the following amounts of testosterone undecanoate:
20 mg, 40 mg, or 80 mg once a day. The combination of anastrozole and
testosterone undecanoate is administered in a single dose capsule that has
crystallized anastrozole and encapsulated testosterone undecanoate in an oil
suspension. The side effects associated with anastrozole treatment are measured

as described in Example 1. Data are expected to show improvement of at least one
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that quality of life as neasured by FACT-ES

guestionnai res decreased upon the patients undergoing
wW@r@me¥ase i nhibitor-only therapy, but |ater iPQravam®e/001539

to approxi mate pre-therapy |evels upon the

i ntroduction of testosterone undecanoate

adm nistration. [0154] Wthh4a egard to the effect upon

the cognitive function of the study patients, the

or%&%nde"bﬁ%l:@ 1Gs LM GhderstBSd IHaf Helad o8 f’réé‘tfr%qint BYuld also be

cognitive function evaluations in the patients at eac

stayt With they gpmekination foeqdaist frerg dheasfirsteday aridmestinariddforthaxapgrdpsiate
tinfe PEHIA t€ eFEQNBlY. t@&?th%%ﬂéﬁt' \fﬁs E%Ehb%ﬁbo%a{ the trfeafmérl? Fould

study patients’in the pre-therapy eval uatr ons,
besgptipyasfor gheyt @dn@lthﬁma!b)wuafloaumrs ebaslong ep I&:«iﬁﬂmeﬂ
appggmg@;lons in the four different types of cognitive
abilities that were tested, nanely processing speed,
wor ki ng nenory, visual nenory, and verbal nenory. As
Exgwy@:; (Probh&ic) 6. thecognitive function scores for the
study patrents decreased across all four ability types
[0138] owEﬁ@P VR®an salecird dssuhigcterhiedourovestike -ob atoynatassr inpipitor
thé?eiﬁy} Rtk PY rﬁd@a\%&?ﬁna‘@ﬁb’i\n@élm %’Péllg%g a%ﬁl@%r?c%ea day, and

bitor and testosterone u can owever
theregftarite o agditienal sight weelssofithssarve dromatasssinaibitorfiour

coﬁ%iﬂa‘tléﬂ V\ﬁtH @@@am%? tﬂéjfofl&/ﬁhg SArouRfs o‘?Yé%'Ebsﬁé?éﬁé Bhé’ecanoate:

Slg %I’OVG nitive unction In t
»|"é’ﬁf'§ or&8rng encad avuwe@g@blﬁﬁmwfﬁégheﬂgn%am ects.

teit&-ﬁééhe Dha&ddn¥ateli§ ﬁdﬁmére th &L Eﬁgleﬁo@@ R §Lﬁ’e ?ﬁ?hgsat a

for the study patients col ec ed”to m)nl
crysfalized exemesias apwaneapsHigtecissistetone Undpedsioatss in @nc

su§;ﬁ§fs%‘ﬁt eI dHER A8 Stel Q\ﬁlﬁ%%m‘é&%He ﬁ%ﬁl‘r‘ﬁ@nlt LaRﬁ' Heasured

| evels. The Y axis i1s mmol serum e resu
as dgperibeddn Example T Hate atrexnestedde shew oprovemertieh rahlatastcnme

or kloes SiBY fE&Or ding to the present invention appears to
rai se no concerns regarding chol esterol. t Exanples
2-13 (Prophetic) [0156] The follow ng exanples

Exgﬁwgg@émﬁkt}e advant ages of adnministering to a

ect diragnosed with breast cancer a pharnmaceuti cal
W"&@lrpos‘?@%‘ﬁofeafhﬁ?'?%tﬁ%s sibieghaskie deiivecky oheroamatdssrinkibitor
theaémlmra@% m@fé'tr’@ké@'(FEMﬂRﬁ FNg ek QtaQikt ahd Y-

be under st ood treatment o ati ent

i S
fh%ﬂﬁﬁ’?ff%n aﬂ@t&q’r@éewshbw%ﬁcqf @qwmaroma{taﬁ@g@hl@tmmpl es
comBMatioh Wit af 1Bt dhfe of h\% foRSGng !aﬁﬁ@ﬁht@ '6} te%ﬁﬁté?&esﬁﬁdetcanoate:

fromthe first day and continued appropriate

20 Mayd05eg o6 80t endectdaw elhe Q%tmatlon of l@apz@manwmaﬁ@;@rone
un(ﬁédaﬁbat@d%dhﬁs@érb&' th 45 Qﬂ? RIPIBLASR I fhat Rid &gstQMz%J W& hbed

for ?{8%@ of tine. i s contenpl at ed
AZGoguR fep'@VP?cPdP aRsLenrapswated desiosteiona wadecagoaisrin g o
sudphsieRO The BideiMeBE asbé¥iated with letrozole treatment are measured as
described in Example 1. Data are expected to show improvement of at least one or

more side effects.

Example 5 (Prophetic)

[0160] Each woman selected is subjected to four weeks of aromatase inhibitor
therapy with 1 mg anastrozole (ARIMIDEX®) orally as a tablet once a day, and
thereafter to an additional eight weeks of the same aromatase inhibitor in
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about 1 year, for about 2 years, for about 4 years or
any |onger or shorter time period that is deemed
wapprogoeat e. Exanpl e 2 (Prophetic) [0157] EachCTmienws/001539
selected is subjected to four weeks of aromatase
inhibitor therapy with 1 ng anastrozole (AR M DEX(r))
orally as a tablet once a d3a¥, and thereafter to an
addi ti onal eight weeks of the sanme aronatase inhibitor

cdmbinativbiwitht atdeastiohd ofithe lfeio8ingaitfolts Bh%stfonePdw 80mg, 40
oot B ot 83y TEh BO0LHBIGTLR RS Grzolmand iestosteechara

adrmelstmedaam A &ammmﬁbﬁldrﬁ a dshRtHng R &f?ahé&leﬁgé’lgﬁwhea

t ha stallized anastrozo
o R eb Ll LB s e o ot
assusptedsmmmnal:i‘rezcﬂde deatﬁfe‘neﬁr’éSﬂ@éb‘&%H e’r’é &’éécﬂbéchm Eoi<ample 1.
at nent are ur ed descri b

e tr a
DRI E i B TP Loy B BE It o lpeshi anine 6 ciseationsr at
| east oneor nore side effects. It is to be understood
)I 1'1 é S, ARV treatment could al so be start with the
E—@%&#’Sﬁ—%ﬁoduct fromthe first day and conti nued
[0161] t hEacippoopnisateetdd isButijedteds foor Wéél@sc&f'aY&hMaEé ffbitor
&Ja ﬂlzg i ed that the treatnent
ey R 28 M eramastefe ARSI cbelbas 4 tGbieh ot 2 e and

thereafter toan asiditions) eight Weckiesi RSl saRe bRt SinhBaR! € 3
man sel ected is subjected to

0
co 8"%BQI@yﬁﬁ)a!#a%?%ﬂrﬁa‘%@%f%wng.amuntsrfé tegigstenone: 203meyi0
mgaoe 68 sgorece( ARVIEHSNEIM Binion o ﬁx@ﬁeﬁaﬁ@mcffeagg%gor% is
i onal
acfiffetefiths A BERR L0G B oo blst S5ian Bneromra Retgh, 2

tatiletamt soheutahedusty, bok tawétagd arpails, r@gpécﬁ\?fél?Z & 9’88 ffects
once a

=R AR shem-lal nedimaRlens e scriias Ureored inEemmbsat.c

Datasarecmpactst] ¢ sitbw In@oganigtt f slassst AR oHhRrd Sat chass.
crystallized exenestane and encapsul ated testosterone

undecanoate in an oil suspension. The side effects

Exampleci @areghetic} h exenest ane treat nent ar edrreasuLed as

. t o

10f88] R g S8 s sbirfeso fof ifesfa el wpmatase nhictor

theFapynypithe2.8 nidPretrpbee I(HMA%??braﬁ@@? awm&%&g:afﬁye??‘dé fa'py
ase i nhi

thefotP) &F ol i Gobl Ee e dn R Somatesy ‘AU tprimol et

corobiostian \dlﬂyat laast onbef emffblmwmg_aamaur&s df fes@RIrorR: @btmg, 40

mgwgreﬁmgfontcg% dsa%mel'h%rc% ma?on 0 e{rozoﬁe anc; testosterone is

administered as a tablet and an injection, a tablet and an a transdermal patch, a

tablet and subcutaneously, or a tablet and a capsule, respectively. The side effects
associated with letrozole treatment are measured as described in Example 1. Data
are expected to show improvement of at least one or more side effects.

Example 8 (Prophetic)

[0163] Each woman selected is subjected to four weeks of aromatase inhibitor
therapy with 1 mg anastrozole (ARIMIDEX®) orally as a tablet once a day, and
thereafter to an additional eight weeks of the same aromatase inhibitor in
combination with at least one of the following amounts of methyltestosterone: 0.5 mg,
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conbination wth at | east one of the follow ng anobunts
of testosterone undecanoate: 20 ng, 40 ng, or 80 ny
wWo@ame/0ssoeny. The conbi nation of |etrozol e and PCT/AU2006/001539
test ost erone undecanoate is admnistered in a single
dose capsul e that has crystallized we need AZ comrent
here | etrozol e and encapsul ased testosterone
undecanoate in an oil suspension. The side effects

1 asmg; o adngvohse h atay OTﬁé 8orhl5|ﬁ§l’fdﬁf‘d”ftan§§t?oz§?eta§w ed as
ecte 0 show

ri.bed in Examra] . Data are ex
mﬁﬁ?ﬁﬁ Rpe by adppi |Séea§<i inheingle dﬁ@ﬁ’@biﬁtdEheSfdecaffects

adsvaiaRidavith drisfBrmé tedtnldhl 51%] mg@ﬁl% E&f I%%jntnﬁeag)y

subj ected to four weeks of aronmat ase I nhi
Dafedie exragtedia shrwigpeovemrniveikizash gneperanong sids effactsl et

once a day, and thereafter to an additional eight

vveeﬁs of tEe,sarre aronmat ase i nhi bitor inconbination
E Progheticlone of the fol | owi ng amounts of
[ot1 64t 0SEQER MRMaRGelBbted’d sUHectQ& tBulBeACH ai?orqgt\éSe Hfitor

OrTbI Et ion of anastrozole and testosterone

thﬁ'@ﬁY £arag Sxamestang (AROMARING) arallyeasta tab)et anceaa day, and

thenédft@ﬂo antadanis ARIigt weaks bs the sérﬂ@la%mﬁgge inhibitor in
or a tablet and a capsu

sybcut aneousl y,
%ﬂ%r&i'ef' WE q?leaﬁq%n%pfdge fllpwing amosistscofanethlytastasterone: 0.5 mg,
1.20109] W@'nﬁg bR aEy) tT@@onﬁB?r‘?a‘iuHh%ﬁe?e?né’&ér?é hhed in

Dat a are ect ed OW | nprovenent of at
m%gg °<§f'?é°'?ﬁr 'Sr?éﬂzén'ﬁef%ﬂéfaf%zg!%dO%th@t ellg githe efférts i C)
askOdi&ted with ShemvesBAe %%laf%‘ér@ drd ﬁe%cﬁ% ggsérlgeé Wéxa\[@ﬁgﬁ

f aromatase inhibitor thera ?/ eXenes
33%%@@@? Rief)tg spwimproxementioip 'é@StM§@erﬂaygdeaffdcts
thereafter to an additional eight weeks of the sane

&Wﬂi’_&i&%”m in combination with at | east one

E g anounts of testosterone: 20 ng, 40

[0165] Or E&éh WEmBaR §Eledted A sub)e éh?eocteg&;r%ééke ?Fon?éi&%éeﬁﬁﬁiﬁf?&
et and an

and t&s% sterone is _admni stere
th?rﬂ%‘e’ Mg letrogple (FEMARAR) grally a8 sdebletipngsaa day, aad

thdrédtepto am Ha G ERAERESKYof Y sdind Masﬂqmﬁ%’cﬁﬁms ule,

ctivel The side effects associ at
C%’E ﬁg %?@%&%@rﬂf the fellondng amednta of metuitestesterane: 0.5 mg,

1, M@Mr@ ﬂmg[&ké aady. %B%f%ﬁn%ﬁﬂaﬁ&q %Q%%d@ér‘ﬁ{ E{égrpaﬁeggst?}one

i d t
s 9E51 S0t SIBMIR dose B s 5 efipels Peapaiaied wilh laicles
treah‘memt Qm’hééﬁlrécnﬁé, BedPibed REE@RbIAV  Bata %e@(pgagﬁ ¢ N

é S’ orally as a tablet once a
im rﬂ}égrg%nt LR 6StaPr'i‘ea‘Hd“QrP(§W8IefféPt§ht weeks of the same
aromatase inhibitor in conbination wwth at | east one

2 4
Examplehﬁ I’Polplh%m)ng amounts of testosterone: 20 ng, 40

[0166] Each woman selected is subjected to four weeks of aromatase inhibitor
therapy with 1 mg anastrozolé (ARIMIDEX®)) orally as a tablet once a day, and
thereafter to an additional eight weeks of the same aromatase inhibitor in
combination with at least one of the following amounts of testosterone propionate: 20
mg, 40 mg, or 80 mg once a day. oral The combination of anastrozola and
testosterone undecanoate is administered in a single dose capsule that has
crystallized anastrozole and encapsulated testosterone undecanoate in an oil

suspension. The side effects associated with anastrozole treatment are measured



10

15

20

25

30

ng, or 50 ng once a day. The conbination of |etrozole
and testosterone is admnistered as a tablet and an
WO pjogotioon, a tablet and an a transdermal pat cPCT/au2006/001539
tabl et and subcutaneously, or a tablet and a capsul e,
respectively. The side effects associated with
| etrozole treatnent are neaspured as described in
Exanple 1. Data are expected to show i nprovenent of at
ad @astib&NR Bla € Pa f et t
Ol634ﬂ£ach V\rr/{oBrirgan segag%rt%eéé(si&gé%bbj egp@?@gﬁgph& Ié& one
OIgNOrS RRIESES. i nhi bitor therapy with 1 ng anastrozol e
(ARIM DEX(r)) orally as a tablet once a day, and
thereafter to an additional eight weeks of the same
Exgmpled2{Rrophelio)i t or in conmbination with at |east one

[0@67]t he Efa@h M@Haﬂ%e%l%&?& %u&EctEEEJ%'uFﬁ I'\"ssc;f%rr&ﬂ?tasg n%#bltor

once conbl na

thaFRRi B 20 10 SRR (ATIMOSING el 5 Sbiok Poce gy iand
th@re‘éft@ﬁb%n%@ﬁiohé@@ﬁ webR€ ofthd amkFsh g g@éﬁﬂfdbt@F fpd with

astrozol e treatnent are neasure escri
pafioa with abigast %n%oféka@&Wtﬂlgtaﬁnmtﬁf@fﬂﬁﬁie@emmomnm 20

mb f05ihg O8rB0Thg eﬁée,ea%feorsnffr%%bu%ﬁam e%ésf LRPAGE T ©)

0164] Each woman sel ected is sug{ecte our weeks
tegipstgr Jeeanoala isiadBlinista@ddp ¢ sindlerdass cagses et daane

cry AR Rk tan8 Ak |e%c§;§stﬁaté@@sﬁ>%te?&{é%rﬁleg?ﬂo%§ fHan oil

thereafter to an additional eight week e sane

SUSPE/IR M KNS SidR Bifacty asseciatnduvituemestaneireatment ase meaeured
asestiitsedf |ﬁ|E|x9Wplw1 RIS eRbectRS BIHDE FhPVE n{?@ﬂ?ofa(t)ie%s one
g&géﬁﬁwg or 2.5 ng once a day. The co |na|ono
Of SIS Snd met hyl testosterone is adninistered in a
single dose tablet. The side effects associated with
exene e treatnment are neasured as described in
Q@@%ﬁi@g&@éﬂa are expected to show i nprovenent of at
[0168]St Bagh \%mﬁﬁ kBleticdgs &chgé‘&écﬁto fEef@V&Ek% o%grén? tQ@ﬁB{Eﬁar

h 016\‘4%5 woman sel ected i s subjected our wee
AP Mg PAES 'qtrr?ﬁPlsu(F%MW)wlyﬁStqqtanesom; a day.@nd| e
thérgﬁw\ﬁ%éﬁ bidifsdl elghBfedkd &Qﬁ@&arﬁé‘ Sﬁ)n@al( Phlﬁﬁ& in

n additional eig e sane

°°5\b5}?§?% ﬁ?h‘ﬁ?ﬁh srofithe f@&%neﬁamoants\mf tastasterpee sropinnate: 20
may40trhg dr®d hgwnde amuﬂﬁéc&ﬁbiﬁﬁtdﬂydf ﬁe@@%@l@tﬁrﬁqgﬁostgroﬁe

once a day. The conbi nation of

””H%‘?%“Bi‘él iga n&'ﬂ&"%@ﬂw ggg‘ﬂ&%@(@ﬁ&ﬁesql%tf@a hesiPrystafised lstrogole
and ienghBuiitsEtebidblefdne UitRcahdife F?lfé‘nedilts%séém af !?éjsﬁ\é Effects

Ietrzcﬁ))ﬁ}1 reat ment are neasured as descri b

Sligzplg tigplnent ser measired apdaparivpd R Ermpleds Data
aré eqrictedte sRdw iMprovemest &tfat RattSone or more side effects.

[0169] Pharmaceutical compositions according to this invention generally will be -
administered in a convenient formulation. The following formulation examples only
are illustrative and are not intended to limit the scope of the present invention.

[0170] While the present invention has been described in terms of preferred
embodiments in order to facilitate better understanding of the invention, it should be
appreciated that various modifications can.be made without departing from the
principles of the invention. Therefore, the invention should be understood to include

all such modifications within its scope. Numerous insubstantial variations, changes,



Exanpl e 11 (Prophetic) [0166] Each worman sel ected is

subjected to four weeks of aromatase inhibitor therapy
wowaon/odsory anastrozole (ARIMDEX(r))) orally aBCEHAU2006/001539

tabl et once a day, and thereafter to an additiona

ei ght weeks of the sane aronmatase inhibitor in

conbi nation with at | east od8& of the foll ow ng anounts

of testosterone propionate: 20 ng, 40 ng, or 80 ny

anchadsiitions wiliraly Bapreperitd gios BiRd MRS bt Wba: AWing
ﬁéﬁ§ﬁg§&350@§1%nd%1angpt |$ adm nistered in a single
"dose ca%su SRYE0Y 'SGﬁ?@ heTeiry depcaringly, dizs indended that the
ngentmp el liatited ontystsyohe &pRIn and! SRR A B Baifnd o if bl allowed.
suspensi on. The side effects associated wt
anastrozol e treatnment are neasuredas described in
Exanple 1. Data are expected to show i nprovenent of at
| east one or nore side effects. Exanple 12 (Prophetic)
[0167] Each woman sel ected is subjected to four weeks
of aromatase inhibitor therapy with 25 ng exenestane
(AROVASI N(r)) orally as a tablet once a day, and
thereafter to an additional eight weeks of the same
aromatase inhibitor in conbination with at | east one
of the follow ng anbunts of testosterone propionate:
20 ng, 40 ng, or 80 ngy once a day. oral The
conbi nati on of exenestane and testosterone undecanoate
is admnistered in a single dose capsul e that has
crystallized exenestane and encapsul ated testosterone
undecanoate in an oil suspension. The side effects
associ ated with exenmestane treatnent are neasured as
described in Exanple 1. Data are expected to show
I mprovenent of at |east one or nore side effects.
Exanpl e 13 (Prophetic) [0168] Each woman selected is
subjected to four weeks of aromatase inhibitor therapy
with 2.5 ng letrozole (FEMARA(r)) orally as a tabl et
once a day, and thereafter to an additional eight
weeks of the sanme aromatase inhibitor in conbination
with at | east one of the follow ng anmobunts of
test osterone propionate: 20 ng, 40 ny, or80 ny once a
day. The conbi nation of |etrozole and testosterone
undecanoate is adm nistered in a single dose capsule
that has crystallized | etrozole and encapsul at ed
t est ost erone undecanoate in an oil suspension. The
side effects associated with |etrozole treatnment are
nmeasured as described in Exanple 1. Data are expected
to show i nprovenent of at |east one or nore side
effects.
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[0169] Pharmaceutical conpositions according to this

invention generally will be admnistered in a
w@oovvestoent formul ation. The foll owi ng fornul aCDAU2006/001539
exanples only are ill ustrative and are not intended to

limt the scope of the pr esg invention. [0170] Wile
the present invention has b &n described in terns of
Brefe_rred enbodi ments in order to facilitate better
Thaddaimsandi ng of the invention, it should be

appreci ated that various nodifications can be nmade

W t hout departing fromthe principles of the

i nvedt i onA phagnagastieal compositivreior inpTowhg ahe obmore side effects
a8 iRR&E \ﬁlﬂ'garto%dté’é‘el iHABitGHt eaftHéﬁ{t rn%’ gu@é&%‘iég‘?\%emﬂﬁ bfbast
Its scope. Nunerous iInsu atrons

cetrengels mngmwltmmﬁwommmpmw e aa;eﬁactemanmnt of an
ahA8GE fborl R0 (B ety Mbliteh o SRAALIGORERT RAF
optionally # nbamiseutidadly acmtahra/@rmploﬂ apd/or caiirieed only by

the spirit and scope of the clains as will be

all oned. The dains: 1. A pharnaceutical conposition

for 2n‘pr oﬁimgrmmuticalrmmosﬂicd’ee@bf@m ® Gdamok ivdieesin thiet h
afdr8 it RS froﬁtq% g%% cbr%i&'%n? %*?J tggt'ostgto%%nos ed

W t st cancer, har maceut rcal “conposition
mthywst@,ster@n(eae)ncmstemewmimndeowm -3gicetate, andrastpmediol-17-

t e t
a@e&ﬁ@bar?fg?stér@ d@gpf’; EIISE%t'L:\t\é ar?ﬂtﬁ%?rﬁreaogcg ljltai:"oeq\'i?% S¥ftostenediol-
3@@@@&%13@12@7@@ pnénmsteandlboe, admos®r0n62 anmosterone acetate,

d
rwlgsrtg@ﬁgﬁtoep?ﬂ*naé& %P&?‘s‘térbﬁ@b%&%g{e H«%}glcﬁo)e&?z%n%'rogt%rﬁne sodium

rogeni c
d@ydmp@odmsﬁrom@smfate t@sfnwﬁtoéwwnéuonmtehgarcomt ost er one,

m%ﬂ%ﬁ&r%géﬂgtghg,: teiqé@gogg gljtegr?é.r@ldnﬁj ?ﬁ?—h@ttﬁrlnones’tosterone,

ndr ost enedi ol -
nqﬁtﬂle@@pt@ngddibydrgtegmstﬁrm15g{dé’;ydrotestosterone dromostanolone,

ﬂ;ﬁ%{é@%@@é%ﬁteﬁ%&% gé'%% gt og}{agﬂglzé Ione | %Jd?nearﬁ%s ag(rjr(?rltoen ©
degsapatst ranshelong Birdprepioaaier wc@wlomecm@mxemreplonate,

e
amdreﬁiﬁr;wne,s&t@tm@l siileriienplo sxandmlenee bolastsreneasiestasolone,
teBfoSE@ rQﬂSnate7@3{5@(&9&@@?&5@"@%&%@8% phenylacetate,

nor et handr ol one, di hydr tost er

tes@sormf@nm%ﬁ%@%ﬁ@ne areiaiss testestasere bunidatssiesiestesms
hém%aeﬂ@és%stémgeetmte t%%tt&bﬁ@ nmsﬂeéte%%ete?one

nandr ol one decanoat e, nandrol one proplonate
capsFier testapieranpdseaResain aNddRANtRTaL réetahdﬁ@ﬁ cﬂeﬁmailvesmat e,
pr@@tﬂgé@lo@gﬁy &Rk ARFERABRESH: eg%mtp%ﬁds ?ﬁﬁﬁ' 2éMb lﬁa |ons thereof.

oxymnet hol one, andr ost erone anozo estrenol ,

oxandr ol one, bol asterone, nesterol one, testosterone

pr opi onat £ phbGdRakEN Lo SHRINORAbRling! B AL WABRN the

phenylacetate testosterone enant hat'e, testosterone
angkeaeRicaagenbistesiPREtNE. buci cl ate, t est.ost er one

hept anoat e, testosterone decanoate, testosterone

undecanoat e, testosterone
4, A pharmaceutical composition according to claim 2, wherein the

androgenic agent is testosterone undecanoate.
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caprate, testosterone isocaprate, and isoners,
nmet abol i tes, derivatives, and precursors of any of the

w@t@resweet i oned conpounds, and conbi nati ons t hBCEa{2008001539

A pharnmaceuti cal conposition according to claim 2,
wherei n the androgeni c agent is testosterone. 4. A
phar maceuti cal conposition 48cor di ng to claim2,
wherei n the androgenic agent is testosterone

undefanoat’dermacastieal vaowositicm hcaoodinmtol dain, adwoeid vy

eff ' i red ective amount is about 40
rr%bﬁggr%h?gf/ﬁ ls‘gfa&’g@igﬂg# E‘EEEL}{I cal conposition according
to claim2 wherein the androgeni c agent ‘i s
met hgl tes il - J cal It
accovdi ng e coeBORTRREHINER AR M Rehithe

amyqegerdc agens isamativkestosteroneonposi ti on according to
Claim1l, wherein the aromatase inhibitor is a
steroidal aromatase inhibitor, or an isoner thereof.
9. A’phar Awbenoacsatical compssitioroaccactiny tdictaimt2) wlesdintik,

a 3@&i@aééﬁi§5ﬁf.°i dal aromatase inhibitor is selected
froma group consisting of exenestane or fornestane.
10. A pharmaceutical conposition according to claim1,
whergin t Lohi bt or s, ey qj,dal .

A ondt ase {r B red sogbStidrbhedofty BRIFhCA, WiGen tne
agmatapedetibitas 48 a sienidaliaroroatase mbibitom gr amisoimar theteof.
wherein the nonsteroidal aromatase inhibitor is
selected froma group consisting of anastrozole,
| et r®zol eA phaimaceliica compositionodasordirg). to Alaim ar, mhersin theal
Yo oelP I e

S Sl AN 1 Sk el B g BIRIED o BFamestane o

fogpestarceut i cal conposition according to claim12,
wherein the effective anount is about 1 ng per day.
14. A pharnmaceutical conposition according to claimi,
conmptQ-si My phanmacesticss cempesitianrabecraingat elaimiie mbereirt the

YT ' ; e,

o M R by BRak ot B gy e J0RL 6
phar maceuti cal conposition according to any one of
cl ai 1'Afshar%%é@t'idél LSHRpcuitlR & {)r%ﬁ%‘cto AT (WRErein the
vasodi | atation, osteoporosis, osteopenia, |0sSs of

nonpigreieal afrmefase tpaibitor 8 sglested frbnyagsmip consielinggf anastrozole,

letftidold, GUlckbB%r 1t 6B WAt s, asthenia, painful |
intercourse, pain, arthritis, arthral gia, breast pain,
pharyngitis, depression,
12. A pharmaceutical composition according to claim 11, wherein the

nonsteroidal aromatase inhibitor is anastrozole.

13. A pharmaceutical composition according to claim 12, wherein the
effective amount is about 1 mg per day.

14. A pharmaceutical composition according to claim 1, comprising (a)
testosterone undecanoate, wherein the effective amount is about 40 mg, and (b)

anastrozole, wherein the effective amount is about 1 mg.
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bl oati ng, nausea, rash, nood sw ngs, headache,
hypertensi on, insomnia, |ynphoedenma, back pain,
weeon7pkeeal edema, cold sweats, abdom nal pai nPCT/ApP200§/001539
consti pation, coughing, di arrhea, fracture, .
hyperchol esterem a, infecti arthrosis, dizziness,
dyspnea, paresthesia, urina tract i nfection,

vul vovagi nitis, anxiety, bone pain, chest pain,

dyspEpsi ah PhpiNaspHHkeb AeMPeRitanTasicatdiet torsal ote obeldiers, 1-14,
Wﬁé’l@ﬁ\tthé‘Qldé%‘?feht@l%ﬁ%ﬁg@@aséaﬁataﬁoﬁt&fé@%?&é 8&%?per}la loss of

conposition f rovi ng one or

libiglos wieiaht gainuyadinah devnassa steepinpidifficudtiest nightt sweats, iasthania,
pa?MQl iRehcdti s E?’rﬁeéhf‘mng hatrﬁ{rﬁeét bl“eagt SpeJ in p‘?\grlyq fis, depression,

phar maceuti ¢ Ion~conp
bleatingnpauseaaiasheetewings, dr@ectaqheahyjoemqensnomamswnrm, .
DRSERARS bebehti AEERGaP Al tGls ey, APRRba B
conétlpame,r@mhmn ediamgap @enﬂure, agmhmlsstenehea;nrdelctfonoammrbas
t
dlﬁr%éost eﬁﬁ%lé (ﬂa%sm lgls?@é}égg?rgﬁqgﬁulﬁb@%\}aﬁw %Sgﬁm&nebone
paith ghesitrsine dyenepsia, flasyrdagrae, gastrointestinal disorder, sweating and

,e@{bql,rggtenedl ol -3,17-di acet at e,
androstenedl ol -17-benzoat e, androstenedi ol - 3-acet at e-

17- benzoat e, androst enedi one, adrenosterone,

andr@gst er

oL o/ BR AR AMALIE NG IR B v s s
asgetigigd véthiaserriaiase ahisiter Eeatman’em amyo;m;t tiaymosed with breast

I

o A el A B n JESAA A5 Sr
angdegenicagent rod eptiaialy d pbarsacestieally raeceptable excipient and/or
canferdi hydr ot est ost erone, dronost anol one, dronpstanol one

propi onat e, nandrol one, nandrol one phenpropi onat e,

nandr ol one decanoat e, nandrol one furyl propionate,

nandgol one wﬂae KaneM |t[8n%fc§ordmg@9ualn9?§ WRNERIHE

nandrolone cyc xanec
angsagRrBicirgEbhig selgaigd cﬁrgﬂenh@mequmcmn@nm of: testasteybreest r enol |

méNARARIPHR, ah@ﬂo@%ﬁ@&ﬂlﬂ Sndr@éﬁ&ﬁlﬁll QQ?etaqebéria%étSﬁ@d’@-1 7-

prop |onate estosterone cyplona
aCﬁﬁ@]ﬁna@éﬁa@@wl 3. d¢dinseiate odwstanetiat-47-berroatss Bdmstenediol-

3-aeft8H 9-behSS4te SArfak SasSh A Cécﬂ'&ﬁest&%ﬁé %?Js?é}gne gcstate,

heptanoate t est ost erone decanoat e, f'estoste
a“dm@é%ﬁ)ﬁpélon@f@s@mﬁ@@ﬁ@ﬁé@&plcmf% dehé@pgsltaedroﬂerone sodium

dehﬁﬁ&éﬁérﬂr@ste%@ s'uﬁ’é’[ ﬂfo(i&}%‘)'ﬂbéﬁﬁnes ‘?&4 vatives, and

precursors any o or efrent I'one hpounds and
mQ’S'@ﬁﬁS’Wﬁé@ﬁ%‘?@ feﬁ:éql@zwne psagnAn@Jﬁ@@ rﬂi@témthwaortesmqwgneu on
noRBITIIPDI Bk, tdﬁ\y@*ét‘éé%slgmnm &h{dr“é@to@{é‘#&%g SRinfos e s
t est ost er one. . harmaceut|i c conposition

drofeestrnsilong nrgplepgpmq@rolmmgpcﬂfo{qﬂ@ phenpropionate, nandrolone
decanoate, nandrolone furylpropionate, nandrolone cyclohexanepropionate,

nandrolone benzoate, nandrolone cyclohexanecarboxylate, danazol, oxymetholone,
androsterone, stanozolol, ethylestrenol, oxandrolone, bolasterone, mesterolone,
testosterone propionate, testosterone cypionate, testosterone phenylacetate,
testosterone enanthate, testosterone acetate, testosterone buciclate, testosterone

heptanoate, testosterone decanoate, testosterone undecanoate, testosterone
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androgeni ¢ agent is testosterone undecanoate. 20. A
phar maceuti cal conposition according to claim 19,

wo@rpizt he effective anount is about 40 ngy pRCT/AHIN06/B01539

1. A pharnaceutical conposition according to claim17
wherei n the androgeni c -agent is nethyltestosterone.
22. A pharnaceuti cal corrpo§?ti on according to claim
17, wherein the androgenic agent is DHT. 23. A
caplate, testasteronaisocaprpes and isamacs; orethbotites odativatiasearst
cl ai - I DL ' ect.s Ml Sef
PrefuEsET prt i e SIS R SR iR b preot
i bi do, weight gain, vaginal dryness, sleeping
di f f,i,cul t, s j o ' i I :
it dPeoufsderabibariREopoR Stoiihdto OGN wnerein e,
angtogenpingpentds tedigsterese.on, bl oati ng, nausea, rash, nopod
sw ngs, headache, hypertension, insomnia, |ynphoedens,
back pain, peripheral edema, cold sweats, abdomn nal
pai n9. i njAusharmaceLrticalpmtriposition acgpnding) to claiar & eeherein the

~a“@ﬁn’ggﬁt‘iﬁrgggn,wth%%ggo%geo%:r?%&%e%%%é infection, arthrosis,

ar aest %ia, urinary tract
i nfection, vulvovaginitis, anxiety, bone pain, chest

pai dyspepsi a, f.! [ [ Ol St N :

G saPder M RREmareiyod BTREERET preBThE SRR L HBlersm tre
effective amicugt sraboat 40mngeesiale ef f ect s associated with

aromatase inhibitor treatnent in a subject diagnosed

wi th breast cancer, said nethod conprising
adni2ni st & phegmiecediaalccosypopition accandiing baadeint 1€ wherein the

an§ROB38 50 REFRRGEARElPa Y Co ol ai m o4, wheroin

ei ther or both the androgeni c agent and the aromatase

i nhi,Qi t or, 1.0l - o p t

|t Pauor A ar B ERSh Acotainy SLARFEY AREAn e
andnogenit agentis DT. subl i ngual | y, intravenously,

intraarterially, intracavity, intracranially,

i ntranmuscul arly, parenterally, or topically, or a

comni2Bnat iAopharinacedical @&positior abeuldiag toany ene ofclainailm22,

. o . ; ) oL .

: f
o IS8 AP & RHBRS a0, SSBBRALLL Wl e o
libig6, weibletrgsim veginel driveesspsleening difficullies aidht iswaatssasthenia,

Y abl : 0 i

. : 4BGrebSon,

PR Sty by ftpra;or bt B B Btk lon
blodtiyg, nausea, rash, mood swings, headache, hypertension, insomnia,
lymphoedema, back pain, peripheral edema, cold sweats, abdominal pain, injury,
constipation, coughing, diarrhea, fracture, hypercholesteremia, infection, arthrosis,
dizziness, dyspnea, paraesthesia, urinary tract infection, vulvovaginitis, anxiety, bone

pain, chest pain, dyspepsia, flu syndrome, gastrointestinal disorder, sweating and

. leukorrhea.

24. . A method for improving one or more side effects associated with
aromatase inhibitor treatment in a subject diagnosed with breast cancer, said method
comprising administering to said subject a pharmaceutical composition according to

any one of claims 1-14 and 16-22.
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29. A nethod according to claim24, wherein the side

ef fects conprise: vasodil atation, osteoporosis,
wo@sieopwei a, | oss of |ibido, weight gain, vagiP@i/AU2006/001539

dryness, sleeping difficulties, night sweats,

asthenia, painful intercourse, pain, arthritis,

arthral gia, breast pain, pH&ryngitis, depression,

bl oati ng, nausea, rash, nood sw ngs, headache,

hy p&d& ensh orethddresssamiing, to Iclan 2d pdikerein Mekormﬂtmthe androgenic

o] B B IR S5 eSS PBeiBredf] oY
intmq@enallyo tras$dmreailyg transtheccisalon sulamltdmmsls, sublizguiaites s,

ink%/lssnei)é-'rﬁfle{e‘ nalgleﬁtrg{;?/%,loigﬁé%ﬁt‘ lrgllﬁgrgies&y ?yn parenterally,
or dys¢edipsoras cdrhbinationdharsef, gast r oi nt estl nal di sorder,
sweati ng and | eukorrhea. 30. A nmethod according to
clai m 24, wherein said subject is a postnenopausal
WO, 3 /&meﬂndﬂieid&odlﬁgdb claim 26 \Wwhegrelnhaaidstadrinacattical
ubj ? Leeacg gﬁancer wherein sai d subject has
cog]pgél 8?fse 'mﬁ LECPqt%ed with aromatase i nhibitor
treatnment, conprising adm ni stering a pharnmaceuti cal
co ition ordln ne_of. cl aj 1- 14 and
To- 9" 5o Ao dhel aPil 2Povesainges HeriadstuP
compbhleon radnghisterdtbamathbiegeni ¢ agent and the aronmat ase
inhibitor are adninistered orally, intraperitoneal”,
intradermal ly, transdermal~, transnucosally,
sub@st anegomsthod sxobidingdolalaim 2V Niiiereinnsaidstallet is administered
int rdaarterl ally, intracavity, intracranial?”,

ONFREEHuscul ar | y, parenterally, or topicall y, or a
conbi nat i on thereof. 33. A nethod according to claim

d i cal .

o2 AT O BB BORREIE S 98 STRTRE MRk mpre
va§c$:lllatdtlen ensmecgmrcdslsp baienﬁ@ﬂmtldnssadf libidopawsight gzin, ivaginal dryness,
se2p a3 i o8Bt fvedt S tomide e P RNAIER S5 Bl b
arttiegjgia, Bﬁeas%pmﬂ; hbafyag:’a@ddprregsnbm b ating) Badb,eavwaeln anood dveings,
B8 TR ERRRb  WEERREr. co
sweta‘gmel&kzmlablqmn frgurg) cfo‘nlstnpeltlbn,emughlnghdlashmtfrsapture
hyé?r%ﬁ&g tgfenﬁg'lﬂlfegsc%r{ %Ftﬁlroggu |§$ne§%a{i{l]s§n%égh:r flméosha urinary

ral'gia, brea ain
trabl io&eciiony vulvevegivis, aasibty, hmmadpa;rwl arngst pdneaiyamﬁps;a flu

syu’i‘c}’r%”g&ﬁﬂoﬂﬂe tanF‘é%g& é%}{ﬁg% g%%r%r k pain,

peri ral “pain, injury,
consti pati on, coughlng, dlarrhea fracture,

30. A method according to claim 24, wherein said subject is a

postmenopausal woman.

31. A method for improving the health of a subject with breast cancer
wherein said subject has side effects associated with aromatase inhibitor treatment,
comprising administering a pharmaceutical composition according to any one of
claims 1-14 and 16-22.
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hyperchol esterem a, infection, arthrosis, dizziness,
dyspnea, paraesthesia, urinary tract infection,
w0070l ni ti s, anxiety, bone pain, chest paiPCT/AU2006/001539
dyspepsia, flu syndrone, gastrointestinal disorder,
sweating and | eukorrhea. 37.,A nmethod according to
claim3 1, wherein said subject is a postnenopausal
38. A et hod for nuf acturi ng a pharnmaceuti cal

wonma A
con‘pggi t i Sringibed rarHging &ngﬁv dhavhsreig eighergr bottvthg gadrogenic
adént 2Ad tOEIIMFARANSIBkE Gré BEMMIBIGRY LRIE NhEafiftHeal39- A

. et hod according to claim38, further conprising ,
InfadeIRpAnraltsgRutay etransmusPeally. subcutanreysly, skblingyelbvi ng
inr@@erfusPinGagitéltllefiheadasitd SiRetatRY, W t

i nhj bj tg? treat rre%t in a sgub?‘gta?ﬁﬁl?g\g!rr%@gﬁéﬁfgheﬁr@gtggatny,
ogiQRicalY, of 8gprmbEaHeN thefeddn androgeni ¢ agent and (b) an

aromat ase i nhibitor, and, optionally, instructions for

adm ni stration of conpounds (’?g and (b). 4 1. AKit

accopd ngAtmBetBpdpasUdng itheaial 32 tvhereimarid pbaimcaceyties | s
cShp&tiRds biRRidtBRABrANP consisting of testosterone,

net hyl t est ost erone, androst enedi ol ,

andr ost enedi ol - 3-acetate, androstenediol-1 7-acetate,

andr g8t enadh&hodaccbfdifd BE@AIRT £3, whHaFLiPS4ig 'b@glln‘?éc'e?:ﬁcal

7- benzoat e, androstenedi ol -3-acetate-1 7-benzoate,
COARASHANR adimByitered @g @ialliekr one, androsterone acetate,

andr ost erone propionate, androsterone benzoate,

dehydr oepi andr ost er one, sodi um-dehydr oepi andr ost er one

sul f2Re, OX)RHIBOhBEEND 19 clisyde yhefebneaid tablet is administered
ongeth@sdr ost enol one, testol actone, .pregnenol one, ,

17a- et hyl nort est ost erone, nor et handr ol one,

di hydr ot est ost erone, 5a- di hydrotestosterone,

dr onggt anfingdiRod SERFANISS RN WheRIiPHR SRie SRR AnPiRe:

nandr ol one phenpr opi onat e, nandrol one decanoate,
V%&H'gaﬁ%}l%‘n esiearg PHF cIiRAPENI8; lop AT eight gain, vaginal dryness,
sishPHICAMEs) gt @RBER, adtRaHE YaRIg iRerRBsaRkepaif 2iHHHRL One

arﬁﬁd ohexanecarboxyl at e, danazol, oxymnet hol one

%I'P'é‘sP'&aé“rﬁa,“{ﬁhé%@%iﬁoq’?lor%ist blogtingh HRUSRR Sy BIogH EWINgs,

he2abass, iy p&reansioRS I8 bAhRNEMphBSIIsa, Haei BaiR! SEHPPBAY Bdema, cold
phenyl acet at e,

tegg: %gt er ong C,ﬁp_i onat e, _t est ost er one

s » GoHRMBREPARFRIFYA FRNStipatian, §PgN g diREreea: feacture,
hypeshoRERIFEAR, PEEDtEh, drfirodi HlzoMESS, ASpRAPbARRShEsia, urinary
t t g%%%Oét er one de.c,?\noat e, test OSI er one u_ndecanoat e

£ ipRy O vagpHis: Axisty bOBS PaINGFhest BYBafISRERSIA FiNd

syheNRS, Yastiahtebiial tiesrdef @e¥ftd Aiebleukdtthedl ecur sors of
any of the aforenentioned conpounds, and conbi nations

thereof. 42. A kit according to claim4l, wherein the
andraygeni & n@edtt adcdrding to claim 31, wherein said subject is a

postmenopausal woman.

~38. A method for manufacturing a pharmaceutical composition according
to any one of claims 1-14 and 16-22, comprising selecting an androgenic agent.

39. A method according to claim 38, further comprising adding an

aromatase inhibitor.
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testosterone. 43. A kit according to claim42, wherein
t he androgenic agent is testosterone undecanoate. 44.
wae2d7n4mmecording to claim42, wherein the andrPQEADZ006/001539
agent is nmethyltestosterone. 45. A kit according to
claim42, wherein the androgenic agent is DHT.46. A
kit according to clai m40, erein the aronatase
inhibitor is a steroidal aromatase inhibitor, or an
i somér t Wekitof imprdying\okeé or motsosidn effeatoagsoaiatadagith aromatase
S d
L R R e
andmgemcragentamunbaj an grqmﬁtewami’nbmrﬂ, anth @ptionally Hestatchang fas e
aromat ase i nhibitor, or an
ad:"ﬁﬂ%iértgoﬁﬁg&éna&%%%@ (t@?accor ding to claim 48,
wherein the nonsteroidal aromatase inhibitor is

sel e ted f.
Vot Ay ol A KORBANCHTEAN hkh g AR AR s selected
franothel gadoup edisistihg pkieatosteconso methyltestosterone oandregienediol,

anéiFohsE% %{@ -3 \ﬁ%et%?easaﬁwp%éggggmﬁ 7f1?cé‘(\?t%' énﬁS&Qﬁ&h&]—% }Rdiacetate,

erern
andecstetietiat-41-benzoats taadpstaredis|- Bme@tqa%banmatﬁss of

anlgi[c}%%q%%dlloﬁg agcl?énc% he Va@?@kd%@rorq{ %&?&ﬁé atfdr@&g’ FQ propionate,

r'es, nig eni a,
aridrdsﬁrombﬁu,oamadahycmemndrwsteroae tsiod &lhgd@ydm@mrqﬁﬁrﬂne

suﬁhar %g;gm%thglggche o‘iiﬁl%&@ ong! rﬂ@ﬁ'\bﬂ@‘ost@ﬁkflﬁﬁ@ tFét@I%EtonQDOd

hg e ens on, I Nso enm,
pregrekojoae n17qacaetrwmmrta$toetdmma, nqrgﬂhan@\ﬂ@a\%dih l@ﬁiOﬁwone Sa-

dniﬁ% stbgua%hgpergﬁ%fdneﬁebo&omg%g bHQPro%'i&'éfeh 8ndrolone,

ure rema, 1 nfect art I 0SI S,
namdmnemnpwmaeanap@n@estdhmoate uamdraioyetfwal@foplonate

nalgrc]fo?o(f\ ch&glbhg)%gn\ég}’%%rﬂté 'ngndr@%b BENzo0E r}%nHFHIJhe chest

rome gastr0|ntest|na
cydiobexatiecarbexyiste] danaankl bxymeteelkes, ehdwstesone, Atanozolol,
(S]
o RIGH ARG oS PGB AL RRRRSE G b Gl
testnstelwine cypibnatat iestostereneapheaylipostatet tastasteipye enamhatent

teétgsé%ing a%%tgk.dee ‘fést@ét%r%ﬁgféugagienﬂasfo%fe%ﬁﬁe&gﬁé@é he&di8&¥rone

accor erern sa
deznooede, assiostahmbumlecarw@m mmstergn%ﬁamaﬁeutﬁ@i&qst%@ igpgaPrate,

antdrlgcﬂwtxﬁ %e{ago@% ddE?MQé\/ég i fréaf¥orddy bﬁ‘)gof" tRE %fo‘f@r?lentloned

thod accor di ng toclaims3
contpeuais ase\ucdm@mham%\%@raqfwhu bi t or

42, A kit according to claim 41, wherein the androgenic agent is

testosterone.

43. A kit according to claim 42, wherein the androgenic agent is

testosterone undecanoate.

44.  Akit according to claim 42, wherein the androgenic agent is

methyltestosterone.

45. A kit according to claim 42, wherein the androgenic agent is DHT.
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treatnment is an adjuvant therapy treatnent to said
subj ect already having recei ved chenot herapy. 55. A
woredonoegsotor enhanci ng the efficacy of aromat asBCT/AU2006/001539

i nhi bitors conprising adm ni stering a pharnmaceuti cal
conposition according to any,one of clainms 1-14 and

16-22. 56. A pharnmaceuti cal éorrposi tion for inproving

one or nore side effects associated with aromatase
inhibitor treatnment in a subject diagnosed with breast

cancgs, COMKitiazbér@ingdd cBiim 2b! RRére¥ShaBRMEas inABitor is a
andr ogeni ¢ agent, and (b) an effective anount of an

sigfrital aramatass Bhleyors Bhawisomenthstedfest ost er one to
estradiol. 57. A nethod for inproving one or nore side
effects associated with aromatase inhibitor treatnent
i n a4&ubj B4t agragingde glaitn ¥R, wheraistthe sligtaival asymatapeinhibior is

sS106B4 ﬁsmrw?@dmcaﬁs%émglaf%ééngaﬁggmms%e. conposi tion

according to claimb5 for 1 ncreasing the
bi oavail ability of an androgenic agent conprising

adm pg st eNkﬂ%céorHl?@tH%féﬁthE\gher‘éﬁ’i"{ﬁé’éﬂdﬂa@&eﬁﬁﬁiﬁgﬂj ie'd

to any one of claifms 1- 16-22. 59. A net
nepstepidrhayomatase dnhivitop, ongndsamer tereel. andr ogeni ¢ agent

is testosterone. 60. A nethod according to claimb53,
wherein said aromatase inhibitor is anastrozole. 61. A

met ht% acbdditdiceryding te clgimr8avheihiartes nonsdgraidal eaatase
inhibRbIOk fserect*ah%hﬁa 5%\6%%:9{\190& a%@éﬁjoztore; Ie%&sleog&ﬁoi&e or

est rogen. . A nmethod according to c m 55 erern
aéi&?Z@'econver& on is blocked in snmall bowel |ynphatics
and |iver.

50. A kit according to claim 49, wherein the nonsteroidal aromatase

inhibitor is anastrozole.

51. A kit according to claim 40, wherein the side effects comprise:
vasodilatation, osteoporosis, osteopenia, loss of libido, weight gain, vaginal dryness,
sleeping difficulties, night sweats, asthenia, painful intercourse, pain, arthritis,
arthralgia, breast pain, pharyngitis, depression, bloating, nausea, rash, mood swings,
headache, hypertension, insomnia, lymphoedema, back pain, peripheralfedema, cold
sweats, abdominal pain, injury, constipation, coughing, diarrhea, fracture,
hypercholesteremia, infection, arthrosis, dizziness, dyspnea, paraesthesia, urinary
tract infection, vulvovaginitis, anxiety, bone pain, chest pain, dyspepsia, flu

~ syndrome, gastrointestinal disorder, sweating and/or leukorrhea.

52. A pharmaceutical composition according to any one of claims 1-14
and 16-22, wherein said aromatase inhibitor treatment is an adjuvant therapy

treatment to said subject already having received chemotherapy.

53. A method according to claim 24, wherein said aromatase inhibitor
treatment is an adjuvant therapy treatment to said subject already having received

chemotherapy.
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54, A method according to claim 31, wherein said aromatase inhibitor
treatment is an adjuvant therapy treatment to said subject already having received

chemotherapy.

55. A method for enhancing the efficacy of aromatase inhibitors
comprising administering a pharmaceutical composition according to any one of
claims 1-14 and 16-22.

56. A pharmaceutical composition for improving one or more side effects
associated with aromatase inhibitor treatment in a subject diagnosed with breast
cancer comprising (a) an effective amount of an androgenic agent, and (b) an

effective amount of an agent that blocks conversion of testosterone to estradiol.

57. A method for improving one or more side effects associated with
aromatase inhibitor treatment in a subject diagnosed with breast cancer, said method

comprising administering a pharmaceutical composition according to claim 56.

58. A method for increasing the bioavailability of an androgenic agent
comprising administering a pharmaceutical composition according to any one of
claims 1-14 and 16-22.

59. A method according to claim 52, wherein said androgenic agent is

testosterone.

60. A method according to claim 53, wherein said aromatase inhibitor is

anastrozole.

i

61. A method according to claim 53, wherein said aromatase inhibitor

blocks conversion of said testosterone to estrogen.

62. A method according to claim 55, wherein said conversion is blocked in

small bowel lymphatics and liver.



