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Neur oendocrine tunor treatnent The present invention
relates to organi c conpounds, nore specifically to the
wa@705748TOR i nhi bitors in neuroendocrine tunoPCT/EP2006/068656
treatment An nmlfOR i nhibitor as used herein is a
conmpound which targets intracellular mfOR ("mamal i an
Target of rapanycin") mfORis a famly nmenber of
phosphati dyl i nositol 3- kinase(P13-k inase) rel ated
Neurdentneeiné temoo tmeatmehntr apanyci n and ot her mrOR
inhibitors inhibit mlOR activity via a conplex with
its intracellular receptor FKBP12 ( FK506- bi ndi ng
i , | at I ; chLi
e ReRRElioh bR BB SRl AL bt ShefleeBP REbuBg oL mTOR
inhibitofs is exeercg@hdakirinedurment treat@aest. at i on proteins, mainly
4E-PBl1 , P70S6K (p70S6 kinase 1 ) and eEF2 Rapanycin
is a known nacrolide antibiotic produced by
An mBDRarikitty @s siséy gerestio pi cougpoahd ibichmidrgeStihteacetl@RMTOR

eS8 PR AR AP o o =

kinasé(B13kihage) @hatdkinpdes Thefcombberd mpakycin lanbiothar snTOR irinitétors

g3 SR 7 Ry P ISy e e 9 e FoRer FIRBR 1 Rgponang
protetﬂOQDrmZ@Rydcrdwqtés earfsydtion aj apguifid mR{é&s eracthi megligtion of the

Lvati LV ibch are 5t i T Ut i 0
phos@ggﬁw Br‘?t% %?v&r% (ﬁﬁqr%’tragslaﬁ%&é%ﬁqs, %%ﬁn%%l’irle‘ll P70S6K
(p7096t letiasazio) gﬂd)eEl%marTyc in (al so known as

ABT578) , 32- deoxo-rapanycin derivatives and
32- hydr oxy-rapamnyci n derivatives, such as 32-
Rapanhgoinds apacwe macralife Bntiidtistdroditoed by Siepiothytes ygrostdpicess of
¢ uch as 16-pent-2-ynyl oxy- 32- deoxor apamnyci n, 16-
° "Eaent-z-ynyl oxy-32(S or R) -dihydro-rapanycin, or
16- pent - 2- ynyl y 32(S or R)-di hydro-40-
O (2- hydr oxyet hyl'}y5¢ gpamycin, rapamycin derivatives
which are acyl ated,at.the oxygen in position 40, e.g.

40-[ 3- hydrOXﬁ(fg
(hydroxy- net hyT7) - 2- et hyl pr(/quanoatelj|3 rapanycin (al so

€. goni Ncl udi ng
I phg @hi Ny~ r apanyci n,
the name bi 8fjipus (bi ol inus
& hoxy) et tw# rapagyei n, and
corrpounds di scl osél dm(aer the nane? RFA—

di scl osed in W98 244]2 or, Vgg)
AP23573, such as 4 y
conmpounds di scl ose unde

Other mTOR inhibitors include rapamycin derivatives, for example including rapamycin
substituted in position 40 and/or 16 and/or 32.

Examples of other mTOR inhibitors include 40-O-alkyl-rapamycin derivatives, e.g. 40-O-
hydroxyalkyl-rapamycin derivatives, for example 40-O-(2-hydroxy)-ethyl-rapamycin
(everolimus),

rapamycin derivatives which are substituted in 40 position by heterocyclyl, e.g. 40-epi-

(tetrazolyl)-rapamycin (also known as ABT578),
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NMIOR i nhi bitors as e.g. disclosed in WO2004101583,
W09205179, WD0402136, WXP402385 and WX0613273.
wer@7e8T48t NTOR i nhi bitors include rapamycin, ROTEB2006/068656

40- O ( 2- hydr oxyet hyl ) -r apaméci n, and/or

32- deoxor apanyci n, and/or ~°°

16- pent - 2- ynyl oxy- 32- deoxor apanyci n, and/ or

16- pent - 2-ynyl oxy-32 (S or R) -di hydro-rapanycin,
32-deanatfapanty8inpienivatBes ang 138y d @y -{ apaomyR)n- dhrivytives; d@htas 32-

deoxogf%p roxyet hyl ) -rapanycin, and/or 40- [3-hydroxy-2-
dr oxy nmet hyl ) - 2- net hyl pr opanoat e] -rapanycin (al so
16-O-kulmstituted rap@8hy ¢id )Jdeamatives sdch api 6-pemttI-arytdxy 3P-daoapapyaiycin, 16-

pent 48 SR8 T AR THpanBflo Sl PEnn Ry i BRR)-BMFero-so-
O-(2-WEDSG4BEB,apsPABSY3, AP23464, AP23675 or AP23841 , e.g.

rapanflgfalendio R SRROHRAR: HLEBRTh ARED DnEanaiE-nerox-2

(hydrdDdye‘néthyl$2 méthﬁpmperhcmta]krlayaraycimm’aﬂﬁ) kntiwinbas ©C 1779 or temsirolimus),
rapan(;%:wl (%%nvgbveé(??lﬁo ﬁg}rag{l) %ﬁ?g?rjsalt%i %ygfolqs %snéln?(cg?se'd in WO9802441

or WGR2HdeBX,a. glpamwlngmAP23573 such as 40-O-dimethylphosphinyl-rapamycin,
and/{ or.16- pent - 2- oxy I N r

comp Qs o PG S oM Ry BB ARY Tnclbung AP '

ethoxgjethlybrapafypienandeonypyunds Wis8Bs¢BundeR)thednarhy TAGAHE,; BP23464,

APZB%ﬁ@gP’,gégﬁ@&ﬁeh,yl )-rapanycin, and/or 40- [3-hydroxy-2-

hyI ) - 2-met hyl pr opanoat e] -rapanyc in (al so
mTOR ivditoassasCEl 7diSdlosadh VO 2004e0 1583, Ve0 o 2050179 WOomean3a;

ABT578), and/or AP23573, such as
Wogﬁ(gza%g 8W§g€%§hyl )-rapanyc in nlfOR inhibitors, on
the basis of observed activity, have been found to be

prefe%]ggw&%mgm?%@iﬂgqu osuppressant, e g in the treatnent

‘?ej ection and have additionall y
rapan}i)mrerahd/aﬂti proliferative properties which nmake them

40-0 L(ZQ' ﬁyéjroxye? hyl) Cr%Bgr%cn?haend trher any.

32-deoxorapamycin, and/or

16-pent-2-ynyloxy-32-deoxorapamycin, and/or

16-pent-2-ynyloxy-32 (S or R) -dihydro-rapamycin, and/or

16-pent-2- ynyloxy-32 (S orR)-dihydro-40-0- (2-hydroxyethyl)-rapamycin, and/or

40- [3-hydroxy-2- (hydroxy- methyl)-2-methylpropanoate]-rapamycin (also known as CCI779)
and/or

40-epi-(tetrazolyl)- rapamycin (also known as ABT578), and/or

the so-called rapalogs, e. g. as disclosed in W09802441, WO0114387 and WO0O0364383,
AP23573, AP23464, AP23675 or AP23841, e.g. AP23573, and/or

compounds disclosed under the name TAFA-93, and/or

compounds disclosed under the hame biolimus.

More preferably an mTOR inhibitor is selected from the group consisting of
rapamycin, and/or
40-0-(2-hydroxyethyl)-rapamycin, and/or

32-deoxorapamycin, and/or
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particularly for the treatnment of solid tunors,
especially of advanced solid tunors Endocrine, e g
wWoewrosndocri ne tunors (NETs), are found in thRCT/EP2006/068656

endocrine system Carcinoid tunors, are a special type

of tunor, generally classifi"ed as endocrine tunors

Carcinoid tunors belong to the famly of

neur oendocrine tunors which derive fromthe
16-pentiyogoxed2-deexocaidmysisediot n t he i ntestinal tract,

16-peb E Ay U B S e r BB e e P ey Sl omunea and

16-penti2-0ggloxg32 (8 eRFtihgdro-@del- t(z-hydrokmmﬂ)enanamwn afd/anal |

<o 1R Shn’ DAy R b ekl Bl PR s c01770)

and/omwhi ch were fornerly classified as APUDomas (tunors of

40_epw§¥%r§yﬂe@§%[§wég§§ ess%\?h R@dﬂ% %dchqlxyhghir ggndi c pne

AP235mrDrs and only 1-2% of all pancreatic tunors.

Pan |c NETs can ari se either in the pancreas
such pg ﬁé M@(yeé] nonf uncti oni ng pancreatic

NETs, pancreatic NETs cau5| ng hypercal cem a) or at

mTOR G B Gt b PEEeN el AP Hehs i E g o bt o o
ummuhowmmalsteergatnethekx;equaan:trcﬂatute dNIEg'rsftdejpem anddrave ladditionally
potenﬁ8P%?Iﬁerg¥|v~’%ﬁr@8§rﬁgﬁ§/ |ch kséI tRer%gﬂsgﬁll of cbr"?ce? ch%ﬂofh@ra%y

I'he, endocr
particoRidy ¢drriae §eatiient ofcsmmtumorat esquema\hhoﬂ advhmavkxwdad tumors.
secretion is not observed in all cases of pancreatic
NET, the apparently "nonfunctioning" (i e,

EndoB@it, 8L hei;uioégc)odmaéwrﬁ@’si(NETRBTard‘fennid indhéendmriee system.

CarcipQBATRS. BermrpateL P rof WeloSerepald HasRiiet 4 Bhadyfiné tumors
Carcid®i@4urhork bblolﬁ tafik f’éaﬂrass &édrben&iocalhe tutmns GhichldeBgdfom the

neurdengORTBSY SUsioB o Bre AL B Rk ek eel he

mucd¥Bl @@Wﬁﬁgl ébvﬂ@bﬁ@tektéhdlh@&ﬁo thiecuraeeying yulmilhooga and natcoséisurface.
di agnosi s, nor.e

i e o e B BHBEFRY A S

PancR&#E healokRdddrhe |tl§?m6}€FmIelt Gelft@h'iowewmmm&f foRRBYly classified as
Gast roent erol ogy 2005, 128 166%‘31684

APU@@W%Wmf’ﬁeo‘céhiléfﬁmeﬁ?%r%lUPF énf e&a§8¥¥'%§°nosfyst§§" ), comprise
less thARPEE Bt AIVEeUPSdrdRINhe tWhérs aparmiyerkyCof ik pandraatid@etors.
reported to be 55 3% whi ch {JOI nts to an glﬂnmet nedi cal

Pancrratig NEdis caprdrisa gaeTtn BigtRaRsteas AinpUineBRS saliFagenomas,

nonf@%ﬂ@rﬂﬁ@béﬁcréﬁESNEﬂ'@?@n&béﬁﬁNBT@wJSWQ”Wp@ﬁ&Mnﬁa)Idr(ambotg
or nore courses of chenot her a%PCarc

pancrralie 2RT SXERRAPETSRYC BRSHIBPEIAMN?S e O'RY &Pa\aﬂogs'i%fwﬁai r
GRFEQLYL TRE h@lrnhd]'ie@ steereeé&wﬁncfeaﬂemmm@emd umn meucsn pforigin and
fromthe fore %N br onchi. al ul.nona LYQ
are p@agf)lpglgally invol ed in & network of autocrine, paracrine, end cnne and
neurotransmitter communication. While hormone secretion is not observed in all cases of
pancreatic NET, the apparently “nonfunctioning” (i.e., non-secreting) pancreatic NETs tend
to be more aggressive and present with symptoms of tumor bulk (see e.g. Barakat et al,
Endocrine-related cancer 2004:11:1-18 and Tomassetti et al, Ann Oncol 2001;12(Suppl

2):595-599).
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carcinoid), mdgut (e g, small intestine or
appendi ceal carcinoid), or hindgut (e g , rectal
wa@arogiopast), see e g Kul ke M, Cancer Treat nenPCRER208§1868656

2003, 29 363-370 Primary foregut tunors are confined to
the thynus, lung, stonmach, “&id duodenum M dgut
carcinoids are located in the distal ileum cecum and
proxi mal colon One interesting subset of this group is

All paappeﬁanEéal wittethe iercepdisn 0% hof arselinaintaesn hbeniogg-texmdmetastatic

potenfdly fobft 6 e b BorTRk AR e BRRC i rorE L Mg present wan

liver metastased. ahe ynasheominoe caasecoframath fsgm @aoaeaincsNEWesmnatnc failure

e P St e BB B gEER o Bl e dence of

In a reeaintoEvamy thmﬁygasﬁur\h\ml cate @ @ oertbsha S3iconsexatiesipatientsheith

s RSN IR S BRPRPREP I S8 LABA -8 epepreypens

contiriied t@binpére o p4tidh)s wigt Fantedatis NETsc/HE diseasd) hbe piolgesssedd

I N spectrum of neuroendocrine tunors, ranging from
following 8 R SR IS5 APCTENEERY nt or redi at 6’ AC o

high grade Iarge cell neuroendocrine carci noma and

Carcifg et SRt BBfEaM R ReT H SO RNeH AR P ey Priin
embrgaicHdvepn{eRE@s disingdivnathedareguin@idd, mrunma putnonariioabastric

caror SRR SRl PR el P o i e gyt
carcirid)| See @pgemkaim | Carcel Teatrpert REvEWS ZO@BQIQI%BEB??O

anmﬁom&d%m"5%%kﬁ%%sp ey bl AR oo esiggom

MidgLﬁt&,@ﬁﬂlr&ﬁdﬁsarehmm&l&mﬁ@ﬂlstal idnRBalin, arahgreximal colon. One interesting
SS Bronchi a rcin

rabronchi al I id tunprs, m o
subsei [T GR05 (5 SReP SRt LB s Bp L g o ps Higiy aive rise to
metaﬂb@@&u@ea@@d THe rrﬁadgu exrichiakis\oalitas tte radlighanbeapcindit admors,

. agwgorras Br onchi 3 % ci noi ds are now cl assedas
partiquANY s &heEATFIGRIL Y 8oY1'a8 i hecause of their
The HdRNtUndrs bife Sty Io@§t@b| i theandtaircoldnheidrrettemdency f or
| ocal recurrence, and their occasional %gstases

Data gyggest it Higiiecidsnicao! BHIBMORNANAIRY G IROIBBRY ng%asei'” the past
two daksdga of neur oendocrine tunors, which cover a range of
tunors ranq%‘l_I ng from bronchial carcinoid at on

th :
AccordineclerintpPaiiqlpgia cuipER. caEanqide eathedinged fito B(8§§| @{C‘;} and atypical

(AC) karcaRideethreRidsQan®RG4dea i H@Fé&nﬁhﬁ of ﬁkﬁJr@éH’d@brlr&!’lﬁlmﬂﬂ@yangmg
denonstrate a w de range of clinical

from sgngipRe MloTand| o e e Ante g 9@%;&{% &f BuFasprocrine

carci§éfs ah@ saptéideng eantmoas. and neur oam nes, particularly
adr enocorti cot ropi c hor non

C I ; g’ Osearga Et%c Il carcinoma
arciggitdngsURIorhe- 9aialupE A8YIRPRTGETIRP aﬁ&m q12. EHICEIHYi G
(KCO)) Ltlsrleﬁ&uém Lcﬂ{dleﬁﬁl nfor BrdndhiEn béstomazetybral eargireitgfdtypical

cells) wthin e
carcinoids, c)arcmmd syndrome, small-celi carcinomas, Kulchitsky cells, argentaffin cells,
pulmonary carcinoids, neuroendocrine lung tumors, (primary) pulmonary neoplasms,
bronchopulmonary carcinoid tumors, lung neoplasms, lung cancers, pulmonary cancers,
intrabronchial mass.
Bronchial carcinoid tumors may originate from the neurosecretory cells of bronchial mucosa

and were previously classified as bronchial adenomas. Bronchial carcinoids are now classed
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bronchi al nmucosa The predom nant distribution of cells
are believed to occur at the bifurcation of the | obar
Whe@ioki4sThese cel I s are neurosecretory cel |l s, PGHERI006/068656

bel ong to the am ne precursgr upt ake and
decar boxyl ati on (APUD) systé&m They have the capacity
to synthesize serotonin (5-hydroxytryptamine),
5- hydr oxyt rypt ophan, ACTH, norepi nephrine, bonbesin,

as love gtaclemmhgnantatebpldsms becauskaf therepotekiiil) to canse mcaldykasimnntheir

tendeh ) 7 0BGl sl o8 A e SFe LB R aRs [ Sttt f oos

Bronodla‘ﬁtarnmbldé betong @ b lgragl df neardenﬁm’rmeamrdoﬁsawhah [gower a range of

nos carcinoid t rs_of the.lun
rumorB IR o BN AL o4 BBl i of B el 2t ¥ Bfey cen carcinoma,
or poiﬂlhw lagiecalll neuegppd esgievtembsspa tiod ofpat ench dhgy demonstrate a wide

s SITEDSHR B R T B TRE Do SRl oo

peptld%t r)qmmoadas asd séunoardines! rpxrﬂz:ulwlyadeenwoor&acetgmlcelsanmee (ACTH),

‘ stol o and h BI cal picture They netastasize at a
sero ths Sr/‘ ﬂ”@ B0 t han do typical carcinoid

Brondhiao4rsinCalrtaimo e rdayaym;rmm Nmaﬁutmllc epgeritefinicalls) within the
ssoci at i carci d
oroncfahiesss The Prarbmiant gl ¥ RIS ol heRRRLY &R0 F o 1Pt
bifurcatdresk thel ibat Bmacmrﬂmsemellyaneme@mcneadry callspivhith belong to the
car ci noi ds of | ronar rigi han, t hase ori gjnatin
aming Berumot sila et A gadefi APURrSBehD aRey Bai A e hag o
synthéawQerbmnaﬁ(sqguaixy@yptammb> SAmdroxy &Y ptoptean; Agcrma norfeptri&fehrlne
found. | ess commD inoid tunors o
bombﬁﬁ'é ?aﬂl giigning giidig ptic Q@W@”S%%E‘W%g bé%%gwpal ities have
Largdowrhe@tdernub@rtr@obat@nm bf th!é Mirgab aarrewwey@gmzedd ghinicopatasiggic
noid tu n0| t unor tract may

entity SBER S ASHcL Ao SoEe oMo Tihasd PLE ProartosE
Typlcadﬁﬁ@ﬁ(ﬁﬁ @Jrﬁ\@’mthepaﬂid fégtés@ﬁ} t|y1e\hﬁt§§fl wieh eyfewrmaledmﬁeabdt n
an sma | Nt est.| ne

ol on, ee
biologyly PROTERPILE DB o BHETEGR o BBy OB oL A e 1T s
chara}?férnsm%/ giov QSWIy][hEhH e 1@ mgdesm&\/mfl@huaﬁI@ Afypicaistrcinoid tumors
requent cause of carcinpid,s t o netast at
nave gISURSBOTSRo R B AIGs o4 Ao B Eh STk a SfE ) SiHslderably
highelr Pté @Rpeso thpieIakdikdidtunyoryd Cdtcihbia s?hdneméfhdsh%ep rrepsmrexa in
t.unor ‘(t\'[omassettl et al 2001

assogiatipnavithysralaresaranelren ey %@'Q%’Qttu%'étorén {]hﬁl pégSfence of
metabtati@biSefe. NENhGBE hRA IRSs FRGABBALE ih @sﬂﬂiatleﬁmh\mlatdhmds of

m dgut carcinoid tunors rovide t uni
pu'm%fafdv gugin hanthnwe Ormt@awniﬁ@ge ORStPIYP aﬁggée%%@ﬁf X%
syndr*oh%sﬁ@»ﬂid |ﬁta|s§c5b|é1fonﬂﬁﬂ1| S?rITHIIScechﬂtlrfb&fachfmﬁJe Hisg Gee iundileks

dronme i s caused Ypersecretlon of

comWwﬁ%cifm&@av@owfﬁh% UPEnRAWEYET S8Me; Pffﬂ]en%’nl?f TRplgs have
beenRiABItEE kAB6th Mpicat HAS bpreal &slmg@@y bamlnomnmoesot ropi n

and chrom)%ianln Ayus 3*5!2@1)9 Vi s al G%/ | {gotﬂgt(%
Car C'@B'gtﬂém?"ség RFLtrad gy 430 %ﬂrﬁ%ﬁj\é? RflgeE Fimiar °
adenB@#énﬁ@rﬂd@Cﬂalrtﬂﬂa‘B? ReheA MRS drafodaced iNitlid edlort Istomachl, and smail
et LS LAMINS MLt &' EDSFoeVBHSE) 2005:128:1717-1751. For small-
intestinal carcinoids, which are the most frequent cause of carcinoid syndrome due to
metastatic disease in the liver, the incidence of metastasis increases proportionally with the

size of the primary tumor (Tomassetti et al 2001, ibidem).
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or atypical pul nmonary carcinoid tunors Carcinoid
syndronme, hypercortisolismand Cushi ng syndrone,

WO p@pOsapT i at e secretion of ADH, increased pi gPE€RNER200EONS656
secondary to excess MSH, ang ectopic insulin
production resulting in hypodl ycem a are sone of the
endocpnopat hi es that can be produced by a pul nonary
carcinoid tunor in a patient who is otherw se
The irecdampé andtuvivahdataagdilablensuggest yingl tctimisal dniads bemawp éyt&iascer agents

N T T T
medtc&h@éédlﬁ&sgrﬁ\fvmbrsegmbnt déflthis o gatncbf da'@&rﬁhw&h carcnno;ds
raneoﬁg)l astic s e an

d
Corciodl STHRTAS B IFRHE MATRTRGS S HREOHE, AH CBghfs oY the
tumorgredlywmbhhwmgmmmsr ;ﬁbetagllangnhcsubmmcesécgammm rwcodcbierphiresrs

t t i_pcl ud di
vr N . B 5 5l PR 1 AR oo
endoctinedr neﬁ@éndﬂ&ﬁlhé syndkOMbs tén BE Bt Bl)nicath mahlfemananesxﬂ blther typical
val vu

M IE T ECTY E
synd rﬁmédllnappr@mté estratiorosrsADM aearea@dqmug rashtbt’mm $eédoedary to excess

visH e B o eal i EBPAmE 28 eael Mg

endodtRibpatyiRgahattap deencduesd by @ milrsenas g earcinbiditumornines patient who is
pat | ents Pa ients with pul nonary carcinoid often show

Other‘é’S?ﬁﬁts & recurrent pneunonia, cough, henoptysis

The n%st @bmﬁon@mtoﬂi@am&idpﬁ%mﬁo@ﬂ ren'maleyt mﬂmonamurﬂectlon fever,

unors are. in th r area Ecto i c secreti
chestidaeomien FEbERESt PR, BIPIRSAAY eean e resyoraalh. fistipo and
dlarrr%%CPéHéhe$&ésti@l$§hdr6@1e§ aﬁé’ﬂﬂé @ﬁ@lnE&ﬁb)Cardmdimsyrﬂmmae:ushmg s
npt ons are usuaII |s di ovoked by

c and ma
synd@meeé%d e@a?'e@rﬂﬂﬁaﬁp S|nﬁ3@§'??%%5%c{e Qod or
Otheﬁb@@ﬁé&ue@ﬂé;’dﬁ‘;ﬁo@@hﬂ@d&%ﬁ&é ﬁﬁnlfésyatdnb Isécdﬂd@tho f|br05|s of the

ensob iUl St A e BELSENI0S ) vt

requrghatRAt(VAGuIAMR P fedakB), with @erﬂfg dd@;@eésr dfmanlf@lluﬁmmh patients with
puInDnary val ves and 1 eadin

Cafd'?%@af"ﬁsﬁt@ﬁéWﬁﬁ%lz'%%roﬁ‘ﬁﬂ'am9\“? @W‘gtg'i“&e‘ge"ﬁgﬁ'r kersgin Iggigns with

hypef‘P\eFa@@s@?tabﬁgMﬁrﬁY\bQﬁ t@ﬁﬂ&@bt@@lﬁéwﬂ‘#oiyéﬁ@t Iﬁlﬁj@ten@fon are also seen
car ci noi ds reEorts that the sensitiyi ft of

th
i a rThgF 81 RaSienisr PAURME YHloPHRIE0 GFGENTS Ot ghogh g btoms like

recur?é?‘ﬁ‘?hél?rﬁbrﬂé‘ @GR, MEhoptydid Grashest fif. IThefrh oty \ve pels®nary carcinoid
Based on their review of variou mhi nat

tumogs e dip thePerintias | aRA- (Gt APACSHERIPN F?'%ﬁ%tfqptﬂ g%mlpugponary carcinoid
tumo%hﬁ"llaylﬁfs@lé&@&urﬁ kdr C&Jéhfng’@ls‘?hdrorﬁehEaﬂwhhﬁé Soutr@él(éyh‘rﬂ)&)mshane usually

episaRIRATSLTIEY BpBUPESK P RS, SAFCHRIATYBsR Bnndoton of ood or alconol

Duri duﬂa‘ ﬁefrﬁi(iyfAérﬁ{sl @&&chdoﬁém tyﬂ%aﬂﬂallgﬂ@[&]s@s\nﬂﬂg tEmelocardial
trac nol

fibrogieant Wé@lﬁ{%@{)e%é@eﬁ( Hiuag'wﬁe%ﬂ t%emétﬁ‘b%lﬂé’ﬁt“ the tricuspid

and pudhbagry Qbiveessd RbdBY thtricusmd sstificietty amt secoadary Irighbl-gided heart
therapies points to an unnmet medical need for
failurgr eat ment in this patient

A recent review of chemotherapeutic treatment of carcinoids reports that the sensitivity of
these tumors to various cytotoxic drugs is low, and combination does not increase their
effectiveness. Based on their review of various combination therapies, including

dacarbazine/fluorouracil or 5-fluorouracil/ epirubicin, the authors conclude that that they are
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popul ati on As part of the endocrine systemthat
regul ates hornones, the pituitary gl and control S many
W(mfzowhéﬂsl her gl ands through secretion Qur " nmaBCBEP2006/068656

gland,” the pituitary makes _sone hornones, but al so

acts as an internedi ary betgen the brain and ot her

endocri ne glands Qur hornones and the pituitary gland

acconpl i sh many honeostatic and specialized functions,
unablg it Eecwmnglraasmelcifiarwembthe'rapeuticomira@t foo patidsiwidimwell-

iter el ab TR ol PR B DT, REGRC B i

Gastraemetotopgt200549(4) 16491688 Tok aphareht @fractoriesds| dduchtuanors to
curre%tgﬂgi%é%ﬁﬁyapée%r?ﬂ?%g‘t %r‘rfl k@&% orﬂéd|§élor]te§§tf?rqrea?rg¥ntan ﬁns patient

populatdrundi bul um Toget her, they work to regulate all the
hormones that circulate in the bl oodst ream
controlling things |like growth and hair pignmentation
As palrloo“fmmaﬁdo@nﬂe tyeterh oy rebwatambermmmsahgepitsltamgland anntrols many
st.a

of e toct T tabuth SBeskiort RSP TRadEh Rty o heRiPtpd R sk e
hormorvest be&llambti esbgs}t?rg:méinn}ry betughn the lsramlréryd dthey emdzmrm‘glands.
Ther.e are, di
our ByBis g s Pidier ot RtarbREh bl phltBafely ud Shecth 204
functioad, llikel bbrhmgmm avh‘ryptepheysorscactmtseases t he hornones
ressin an

Neurdal Se&iRo Pl gl P brarittiort SR bady BeEEn [ Rutary gland
and tike Hyl mlmwmtmeocaﬁklygtdbe basesofahs pezgm ,alesthext immeunded part of
[ t
vone S, 5l S5k e Diostd e P0G LS e
infun@td@nmhy@gmhy@tr&y vatorrpmégola& &l thelhblemneefthdt@rrmnatesn the
such as n?rgﬁl hat S | ates | a t.ati

bloodRiF iRy e Sl 4 "B G e R dhs L o on-
dista@@dn@@ahg@sgmmbaﬁnfm E@Islwhdnee ﬁéccr\gé attlvegaéistnymant The

. t 0 w. dur "
oo SR e “Hbel i Bl S BB sap = onv
the sik€@BEa@e@WM h to deternine height, especially active

Therd B e STGEE (1 RINJPOLEIGH ot 1918 SaRF BV e aL b eror

lobe %EIIéH&héh@?roh}’pcﬁﬁnFﬁ@Q@%&éﬂ%ﬂ@ﬂh@n%sbﬁ\@sﬁﬁ&n@baﬁd«sn but
are affected

uteini zi hor pone. Th i tui

doesi| BiRAUFINPEY YGRYTERE ot anrﬂw@P%ﬁ@&C%rﬁ@ &Fﬁ%ﬁys absorb
wate© Wxy{38inusg atsb@él%lﬁiofrrﬁbﬁélbbﬂy bre¥RASIRING otmumrambr sfpleed contractions.

noncancer Qus en cen
The et e e S0, ST P e bR S8l v
of hoRrhéndist alidh 48 EBRctimthat Stenliaee Iaetatiohén wismeh, Malapodyte s@ury the

t unor eventually, n itu'.t r
ooy QGO MR TLAPHE AN Rer BTSErY e e e e
mdmﬁé@ Wh@résarﬁy\nﬂ%rmm SHRUM giewndn@ g$wmymem a'[het\;qnyalnﬁﬁortant growth
hormpge g@@tgﬁq g(&ﬁoqu\ér?)%m tgrcgsew} :ﬁ o s&tgglggyplaétll\'}étd%Xg gdoefescence
Hormones control glands as well. The thyroid reacts to thyrotropin, the adrenal glands are
stimulated by adrenocorticotropin, and the sex glands are affected by luteinizing hormone.
The pituitary gland is responsible for many stages and aspects of our maturation.
Pituitary tumors are in general noncancerous (benign), comprising only 10 percent of brain
tumors. However, because of the location of the pituitary gland, at the base of the skull, a

pituitary tumor grows upward. And, eventually, many pituitary tumors press against the optic
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synptons that are caused by excess production of
pituitary hornones and synptons caused by reduced
wQr@dostson of pituitary hornmones O her synpt oPET/ER3006/@68656

due to the proximty of these tunors to |ocal brain
structures, such as the optic nerves |leading to | oss
of vision Each individual also experiences synptons
differently, and the synptons many resenbl e ot her

nerveg perlistnigomsoroprohiedisc &y mptoots vens ddfendimgsipoo evinabtype phrinudr is
Pt : I oo . ction

orow by WAL e i Y g AL B A e

sympfuintauthbiaang caysett pnesess prodestoass phatanp hesnones @hd agmptoms

caus S5 BN A L RS MRS R BB o oo e

proxiroity ofi tbesd tymoosfolocal boam stgudturesrsuchas tlerismic nerves leading to loss of

oo EBERHEABLASB Y B DARHEL LY A bt P e

resensipe bthep cadiitiins @n megivdl prebleaisi on of a woman' s nenstrual
eriod, along with fatigue ot her . conmo iLtuitar
The RGP men e el gy Syradh F GBlR 2 sy B Gl npor, because
patierfis dd weesavelthe praesiaghiitanheyritsreediroh @xteds Ririnobkksasash as in
irth Wnmen w

scro B2 e s 00 Bl TR B P
probleryi A ebniedlig mgnfunttioningetastor maly lcapseololpobitaitaridm, onaroumdemactive

L pituitary tunor _causes excess _arow h har oo .
sy Gipoe VR P A E e LSRR LR, BORER Sherm rasygton. and
cessajion\wf B)wanesid hengruahperiodoatega wth fatigadul ts, such tunors
ot St BB oSSR A MR PR Bt roces
prolagtirt hbirindhy. Rronmotin stesulhtes breasCondk proglustich fteaskildbith. Women with a

i sorder

f excess, steroi,d production L tiple :
prolagnaBis Tk PSR HET L0 D BEN Y IEREILGY ofes 2lomo gy st ymik
produtfie@nmon i nherited di sease | ndividuals who inherit the

ene for. MEN. .1 have an increas chance of Vi ]

An uBTagr PiAtBY AT EaeRe GETRORG T BT A BRI f T dBHfdhe
nece§Hannfds ndiveal €AtELE Beovhpredsiting st accameyaly. yn afidilsc sedh togors lead

MEN 1 are,themgara gﬁfo'd Fancrea ¢|aanPituitar§th
to exggssiaSOmAtD ItV and BHLRIGRY SISTHE rTeLCa ERISEAY B Sopaother
unco@WRINaSHuitary tym & reb e ip @WUBhIRY' @lisdage andisorder of excess steroid

(hyperparathyroidism at sone stage in their life The
prodygtifdr endocri ne gl ands becone overactive |ess

frequently, however, people who inherit MEN 1 will

re than one

oS THohERe Sy EUEN ) 4 B bR B pericpscase
IndividLiale S onherid eelgensi foRIE BNeitiiel an increasedserpacabtddveroping

over G TRHERE G ceRan ERPERT B UBER FES BTaice prbpelos
comra®y 8ffédtE@ b MEPCT bftethe parathyroid, pancreas, and pituitary glands. Almost
everyone who inherits MEN 1 develops overactivity of the parathyroid glands
(hyperparathyroidism) at some stage in their life. The other endocrine glands become
overactive less frequently, however, people who inherit MEN 1 will usually develop
overactivity in more than one endocrine gland. Overactivity in different endocrine glands may
occur simultaneously or at separate times during a persons life. MEN 1 can lead to
overactivity and enlargement of the three endocrine glands listed above (the endocrine

glands which start with the letter "P"). People who inherit the gene for MEN 1 are
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gl ands which start with the letter "P") People who
inherit the gene for MEN 1 arepredi sposed to
wa@lenelospshg an overactivity in hornone product PGIEP20061068656

the parathyroid gl ands, pthJtary gl and and pancreas
(that is why physicians w I'l” neasure hornones in the
bl ood to check for overproduction of each specific
hor none) I ncreased hornone production is usually

predigmsed tadewdlopingareoNeaagigiteinthoohondproducfloarfusn thedmeathyreid

glandgI ﬂpﬂﬂﬁﬁ%ﬁ{@mﬂgnc@q é{ﬁ%f E‘Wg p%:f(gl hg W%éé’ﬂré’ﬂ@%&?\% in the

ccur r éas oCrine
bloodtth ehsenfer paErpriodiictioni qfeaSoa;mqmrrtosmome)omrmed fermone production

is usuaqggggoc%? &wﬁ’ﬁ‘grﬁ n@eﬂu‘@nﬂ?f tﬁe%@%r%sy Eﬁwgga%n%yi%{oz%nrléﬂgment and

re hor none t arts o
hormgman‘cérﬁ'ﬂwdu@@ntd@esﬁoawsleﬁwmur meellgaraaﬁjom erdogrinagapd at the

sam At(ﬁj\ Mmge§&ﬁg gg Vera(!i]ﬁé? Jlj](ggglng & nEs g?‘c}\'ﬂnlo}'e %gnmgﬁtggn

eni gn | uanps TR crine nown as a
otheerbarmqura&Jcarreor’emmrrgnne( ﬂnah odwncperts obthe samé glandadhe pprieatian

to othe rts of th W y ;
enoole e 0 bl lostipOl Recc: LYY TSRS ag ysyaly benion
Benlgmumesdaem@er|negglam§1arrélImbwnkaaradesomamd changes in

der RS SR heTat P Rb Fy o G ny Yaa b leh Y AP ooy

Pituitatyeadenomas (stusdarg rtmhonsgn@nwsosystem wnodr) ean/iaad &t yereé damage,
oo EAREECE 8 b RlE s ek PR Ay poerms
can \@wmsmlegmly‘ IIaI@AEW dspemaiirgnen Byethéroorsotring temgr isrselieting one or
morescgad/ézﬁetmqf aﬁéér%s %\Iéeéwdg@ﬁéhnqgslfg{o erlg FéJ; ﬁ&/ h%n’?dn%g its location
at th@ﬁé&%f@h@BMcamseaLgnmmF@mtom @ypipmm’samayvel@h‘(clude double
changes, .anenorrhea, erecti sfunct
or bIGERE Bas  DaT R s SFRGESE P ness foss of
consSikudriess haindea, wandnése inexptitrapientiolyt abbnyes, amenctibery@sectile
dystU\]cH@{Jl l%éﬁ%{b %ﬁgl%%%g %eé(ﬂ.x% %g%g?s%ggigﬂ/e% méh k ?o(i/{/tﬁlof Qﬂﬂl?ﬁgnds, and

i Ncr ease
feet SIRBERING of Yita) lchasdesah tatiarapbearamcet (dee abdmmga$ in facial bones),

i ncreased hai.r rowth sits WheréstC arl&&rktheabdomen

. fat, de
wideh SRACI00 3, doadiiPIB P SRR § S ﬁ%%rpé'é%‘,? BE
mcretaééd ﬁélﬁ@owﬂakﬁldeﬁbé»l{é%e(ré &el ribcRmeets e@u;lpme hmadmbsmm)
remor, increase

depr%ﬁquq @aq;yt L;;u'sgﬂgl, p%&?ﬁ@ gﬁpldé%){(%%% é\ggﬁb@ﬂ%eaﬁglﬁ{ mcreaﬁed
eméveeréﬂ warrh WiBotl Bifficdiy fdlm@tasléfepl dneucmendxss( éataarg odwel

roid s fo dtha itors may be used
movqra ntg.He PH%Q‘F% Oﬁt?’eé‘ﬁﬁlh %‘Eé da{h e of tunors In
accordance with the particular findings the present
| pvent vides in s eral t f
it wap foithe) TR QBaPTRE"s Tiri e LoBbidner rg et R ep ey s o
tumods subj ect in need ther eof a therapeutically effective
amount of an mMIOR inhibitor 1 2 A nethod for
i nhibiting growth of endocrine tunors, conprising
In ace8iiantS vt tHegpdriicudar findings the present invention provides in several aspects:

1.1 A method for treating endocrine tumors, comprising administering to a subject in need
thereof a therapeutically effective amount of an mTOR inhibitor.
1.2 A method for inhibiting growth of endocrine tumors, comprising administering to a

subject in need thereof a therapeutical effective amount of an mTOR inhibitor.



10

15

20

25

30

subject in need thereof a therapeutical effective
anount of an nTOR inhibitorl 3 A nethod for inhibiting
wWor00goON4SDI | | ng endocrine tunors, conprising PCI/EP2006/068656

adm nistering to a subject in need thereof a
therapeutically effective anount of an nirOR i nhi bitor
1 4 A nethod for inducing endocrine tunor regression,
e g tunor mass reduction, conprising admnistering to

1.3 Aamsthbg é@tinf’nibitimgeenjcmrrehia@bndodriherttapemt capaprisafof amingtering to a

SBARAH ke PR S BB Bl TRV R BT 08 SPleP
1.4 Anntthod fi@tinducingrergioonviehtunoo regressiiang eaglrtiimios tnes$ reglutiiora
ﬁ\@l ? ﬁé 8' rrr11 a{ﬂs 1] h %%fec mﬁr@ Egﬁ)eig#é {ﬁ%h&@ag{iéa‘?‘éﬁéé{ﬁe amount of

aprneT/@Rtlmmlgtqrret ast atl c spread of endocrine tunors or

it f . .
15 A Sy BB SRS ok AR et AR Lo mpioy g s
timomgreditit, kempadingadrinistgrngtto eaubjeceihfneed thezeafrethatapedtically

nh| |to A.nethod for the treatnent of a
ﬁ‘ggtgleoaé?ougégo%q Q(J!IQWPH 'endocri ne tunors, conpri sing

1.6 Aanhmhod%la)’remtlhg) naataﬂhditjoeipteédﬁofrwddcrtrieeﬂmofs @ for preventing or

ARSI SR SO PR A e

tiodreaf amﬂrap@umaﬂyﬁeﬁectwsemqmnam@mreim&dnmbltq 1 to 17

b h
17 AR oo B SEL blsbRler BRRRIod W pARERR Rite Xomprising
Jalkraiste ey td a:amquctammmitabdeef e Merapeeticallyefigctiyepanopunt af an

CaRpcstand or 31 uent e g [ncltarno 111 1ere

%i si nt egr ants flow conditioners, |ubricants,
1.8 THedReDf @h rﬁﬂ@!&ﬁr&ft&fosforftma@aamfeetﬂre pireemedicamentdsr, use in any

st abi | ting agents and/or enulsifiers,
eg) ﬁﬁ‘ﬂ)f’{ fié?§7v%glv?sgf o? regul ating osnotic pressure
1.9 Mﬁldérﬁfgcbmfcﬁmcﬁnpd‘sﬂfonLdzse\prlslngmy MEOR ardhitotor insassoiatiordwitioat least
1 7 above OCr | t unor in cate
T BER RIS raERT TS SrRERS e % SR BRI e Arire fafiefient e
|h¢lm1ﬁ%f|lld@§gmﬁc%@é Idﬁsm@gkbﬁtegmbd)ﬁlﬂldnerﬁ;)hﬁmgmaawgawssa_r| n
ar at hyr oi ancreas, .an ands r i (e
SrgT epinaRen e o bem sy eisc il AGRRe aROBh Rlbers
s'%ﬂdbﬂiz@@' sSRI6H RQUASNg banetiogeésupenahdrer Quffds forldegnany method
ypi cal to internediate atypical to high-grade
cPreHsééf&éltP TWe®VEndocri ne carci noma and smal | - cel |
| ung carcinoma, e g including carcinoids arising from
the - foregut e g, bronchial, pulnonary or gastric
carcinoids, e g including primary foregut
Endocrine tumors as indicated herein e.g. include neuroendocrine tumors, €.g. including

carcinoid tumors, pancreatic neuroendocrine tumors and tumors in parathyroid, pancreas,

and pituitary glands.

Carcinoid tumors as indicated herein e.g. include typical and atypical carcinoids, ranging
from low-grade malignant typical to intermediate atypical to high-grade large-cell
neuroendocrine carcinoma and small-cell lung carcinoma; e.g. including carcinoids arising
from the

- foregut e.g., bronchial, pulmonary or gastric carcinoids, e.g. including primary foregut

tumors confined to the thymus, lung, stomach, and duodenum; e.g. carcinoid tumors of the
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tunors confined to the thynus, |ung, stomach, and
duodenum e g carcinoid tunors of thed tract, e g

WO e@ans™si n the col on, stomach or small intestPEOBEPMOG068656
smal |l -intestinal carcinoids,, e g including - mdgut, e
g, small intestine or appeﬁhlceal carcinoids, e g
| ocated in the distal ileum cecum and proxi nal

colon, or - hindgut, e g, rectal carcinoids Carcinoid
Gl ttagh @ d. anatai iaghe calow ataadhesresimallentgstinece gdemall-intestinal

eur oendoc ne carci noma, Kul chitsky cell carcinoma
carc(l% M GIN f"tgsky cells, argentaffin cells), bronchi al
- Mid§@T 6igNGnthlllintesting, orbbpélﬂht@l cadievidspsg. lecajed mcthedistag ileum,

i al aﬂ omas such as a snmall cell carcinoma and
Cecﬁ"ﬁr@’ér%r@“r” 8%P%e°ﬁdocri ne tumors, typical carcinoids
- hindyut, &t ¢y piectdl caraincidsoi ds associ ated with | arge
inoid tunors. or

.br.onchqpul nonary car .
Carcn&oAﬁ?&nﬁgﬁ@gr’s wp%ﬁﬂgg ﬁe%eén_%pnlgclage nﬁ%roéﬁ%cdgg ?:IL ﬁg‘omﬁthUICh'tSKV
cell cardimoma, (KCaN gruleresky oelis @r@edl@ﬁ‘ml delis)C alrouclmanmmlﬁoml temors,

| ung, (primary | monar roncho
oronchi defsRTES: S LB OB DA SRETEn S16] 2e AR el Catinoma and
large REIl REUIGENH 0B AME RinFors, Ity’ﬁldiéibémmmsaﬂr afjpel E%Hnlomelaiassnmated with
large rggqunrggg r%ﬁrr\%rg%a%,cﬁg? tfg[g%i rns(,jm Qﬁ%qilﬁqaﬂcgrﬁpgégs %ul%wong%J &QSnmds
neurdghdé@me NHERtsimons drgectl néumghqmanm eartinomblET ¢he lung, (primary)

oo 8 SR Ll DAL ecBgag s cncrs.

pulmcﬁfﬁﬂ@@édd@% fHirabeinchian@ass.i ne tunor synptons as
i ndi cated herein e g include henoptysis, cough,
recurrent pulnmonary infection, fever, chest disconfort

Panciatlc aB@SEndrife tumdrs %%a’fcﬁdatdmméinr@g isdiodd isles sellofimors,
breath, flushing and di arr hea, .endocr

APUBIIF ST A SLF AR SRES. BT BB 4 A FBlfe NES pancreatic NETS

assodnél@lj withhgpsmBicE @B ghstanemay, \iPdrhas, sbmtasedtlnomaa,t@Bchlas

pul monary carcinoid tunors, Cushing's syndrone,

i nappropriate secretion of ADH, increased pignentation
EndosB§O8id@&YodrlloErfemimoVBinptand ssdidipated hareinl é.9. include hemoptysis,

roduction resulting in hypogl em' ect o I OW.
coughgeRFRIL pel"@a@rwgquﬁ%%\@fsfggﬁé‘f b%@f‘%ﬁﬁ‘a&&g@r gt E&?{a'
whee? fngC oK drine8d bOfeatn, fdhtHgedhd Eﬁérlrlfe%sbﬁdddhﬁé o8 ﬁémbémml:nh@
Brosis of the endocardi um (endocardial. fibros

syndipIes A2 NaIG YNGR EL S 6ringyANg MaAFesiataTs b L gyea bt atypical

puImBﬁér? ‘é§|Qﬁrﬁ|>|d fasetd icuisRing’, %ﬁ@r‘éﬁfédﬁhbyprr@ghéte%bdedodnemmH, increased
ure, wheezi ng or ast

pto . L
pigmpeipfieRPRLONARY 13 RKGPSP é@%r?@dm%'%ﬁﬁ%@%%” gesulting in
hypoﬁ@g&ﬁ?an@étoﬂé\'g%vvth ﬂbﬁﬁ@e&@te@@ln@&o&ﬁ&@ﬁmmnﬁﬂoplc secretion of

ot ensi on, recurrent pne cou est
cortcRRBICATH 3 TN RGPOAT, ST ARG B G TP g rigacocardia
fibroS§), VARS8 arghatie Dalv@aghééﬁﬁdhs&&epItrﬁdﬂsbﬂnryswfummcs secondary
nervous systemtunor, su hmaa}iea enomas

nght-@r@@gaepﬂéalh:éebmhggglag or ast symptoms, bel‘n'éra | IPe gkm lesions with

hyperkeratosis, abdominal pain, telangiectasias and paroxysmal hypotension, recurrent

pneumonia, cough, chest pain.

Tumors in parathyroid, pancreas and pituitary glands as indicated herein, e.g. include
pituitary tumors, nervous system tumor, such as adenomas, multiple endocrine neoplasia
type 1 (MEN 1).
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type 1 (MEN 1)Pitwtary tunor synptons as indicated
herein include synptons that are associated with
W@ 2@3®s74pT oducti on of pituitary hornones and sSPGPEBI6/068656
caused by reduced production of pituitary hornones,
| oss of vision, clinically fonfunctioning tunor, e g
associ ated with hypopituitari smunderactive pituitary
gland, e g associated with failure of sexual function,
reduced sperm production, and cessation of a wonman's
- rua i od. . r [
Pltwtaggﬂufrgorqléyhﬁféﬁst% alpdl%%t% %g}égsrli {%ﬁlu% nggt'o R tﬁaﬁ%@%%@ate@wnh
excesa erauetial of, pltelt@”y assowiestand swmtomcewsd \be reautad ipcoduction of

pituita&@q\ﬁrﬁagg Ssoef y E Ii afiﬁ %ﬁfm&%ﬂln?;%m‘ép %Sgg %gg%qﬁéd with
hypopnmearsunderatmwerpmaiarmibamceag asemted oith ibdilwre efdsexueluf@mptlon,

reduc%c? g&er%f ng c}neneér@fce\élsgt'io?\rbf SWHAS0s Mehglmﬁémoc{:%%gg%ﬁ'fatigue,

i Zzin consci ousness, nhausea, wea
prolactinexp| aabemgh Mmagjhmatcplrmmestheamelaomrr Ihereoner aaroinggaly, e.g.

oo BRI SpkS R S BB e oagquences
Cushld@e ﬂ%@aw n@fvedealnﬁage gfoantig disturlaricas, i chlangegEpiadoancreal pdiasce,

doubl? 8[ p]lyrrﬁgwﬁlon |ﬁ§? 8a%eék9k%§(ﬁgé%'bﬂgs“d§8? %Padcn g f}%];ﬂgc%%t Elzzmess

loss obborisewualietseayseb wedases unakplaigedwelght Erengee posgnosrhea,

erectllgech@Qg lo&lﬂeniegsge %r%%?egcp sneéﬁgll %rpr)e t a?g% ﬁlglsrci nPJn 8rowth of skull,
hands, @he@dtaded&}mmghﬁa/bbce ¢Haabe$ in fanalramsemna@(lmatp@hanges in facial

vone S0 e s A SR s o e

abdorhém® ntﬁcréésefdh%wrg&&kth( ot depapitd wiheyer med\)eck/\hreets the splne moodiness or

cereg R;AY PEURS RO By S0 B O By for, grpased

appetﬂ@tfaéltr@Sws&m or Hdﬂ&ilfﬂéljll'glfalﬂﬂ\g aslesm aoxiotsressigremuehtgyowen
her

an ti,0 are| I|ed atively or in
movegﬁ\éf f“(S’i‘P '”M%?%R‘}e tq%%eq Fﬁho\%r 8'9 ﬂe tunor and/ or

metastasis is Disor de_rs assoc:| ated wit h_ endocri ne
Wherg%a{ rgq%grglﬁg\g ﬁPSgﬁd@EE n? m%qrngﬁpg?ernﬂ%%rsé Bagﬁgrgiﬂgrrna or a cancer is
mentleéH C‘aﬂ?doaﬂetabtgme nDth%QJ”r@&faSongaﬁIotltissuém\ela:s efsarA{nothirGﬁbatlon are

i nhi bitor ma

tho 1
mpiegtaledatie b SHNAEEIN. ShaRet e IR AB L LG AP Ph b o
or nore, at |east one, second drug subst ance I n other
oordegehset ShvBh Eire i STl ot duflgregie umor
symp&fm@mﬁﬂ @ifu;tgrystub@t aymegtoms, suchars na:hgfateld;ebw i ndi cat ed

_ anderI to 1 8 above2 2 A pharmaceutical combination
Disorggisngiy qjs%ﬂ'?eﬁﬂd? inhibitor in combination with at

| east one second drug substance, e g for any use as
icated under 1 to.1 8 C
A a BB R BT P T HTOROR A D110 O Feccribed fibin slone
or in E6HBh&in viith d &t dre| &asdst one, second drug substance.

In other aspects the present invention provides

2.1 A combination of an mTOR inhibitor with at least one second drug substance, e.g. for

any use as indicated under 1.1 to 1.8 above.



10

15

20

25

30

one second drug substance and one or nore
phar maceutically acceptable excipient(s), e g for any
wag@7as745ndi cated under 1 1 to 1 8 above 2 4 TPET/EBMOEH68656

an nTOR i nhibitor for the nuf acture of a medi canent

for use in conbination witha second drug substance, e

g for any use as indicated under 1 1 to 1 8 above 2 5

Any nethod of 1 1 to 1 8 above conpri sing

2.2 Aqmaadattemitisaleeohvbgl,atiomnmmpriiﬁramarh mMTAR inhibgejoenoination with at

e <o g BB 6 B s e R T Pl £B avove.
2.3 Afphamadeuticgl ltampasigon cmﬂ)rlshﬂgm m&OR)lnhmrtoroomfpmblnhtmmwﬂh at least

0Bt S50 g, st Rmnd U E 27 (ioRS bt ltall PP RIS Eipient(s).
ene thrcapent as indipateat undiee 1i1ntodrg/abmehod of 1 1 to 1 8

bove as. _indi cate d
2.4 TRROYE of el PERES tofhe R SR EP o Nieidartach Bords n
combaation Wignt lsgcdcanbug atibstase] agl ﬁuden? ugeds indicated under 1.1 to
15%?';0' nations, in which an nTOR i nhi bitor and at | east
YEcond dr ug substance are in the sanme formul ation,

2.5 Akl insathddlofhi @11.8rabbV B rhpvsing dovadraindtering| easbmdatly or in
second dru ons a

stance in sepa e f |
e RESp B aGERt 8§ W PR PRkl feastone
seoraidiTug ssihstaridepa.g. artte fareeofaqtarmatéduting dombiration oan
NTOR j.nhi bitor and at | east one second drug substance
CB’F‘BO?ig%rkaged separately, but instruction for

2.6 A&hQﬁEORllﬁtﬂb\toer c@ﬁlﬁihﬁfﬁni vith a&tdedshbsé sedondrirgy subgtanea forruse in
anot her as

present_invention pr vi 68,

R BERaeLo PeameHMaBas S fanbe Thaamefieg of 41 3. Sabbve.
2.7 Aoy bsdirstess nbicatediumdan2 MEOR 6 abbiveiiiareia itk al OReiabibitarie

second drug subst ance, beside instructions for

agpynstaed HAMHEYr ati on, 2 9 A pharmaceutical package

conprising an nTOR |nh|b|tor besi de instructions for

conbi ned admi nistration wt seco
Comigeera ke Ixas SAnBhaRhsae ke BACR BRBLS AR st Spe
secor{oeé#ﬁb sOPQasRCA86h fﬂi’el&nfelfb&ﬁ@ﬁm hl®§ I|rd®h|bnsh MO R dtébitor and at

f or combi ned adn1n|strat|on W th hi bi

least gne a?cwgéwqwswrw@fmw%?’feiorw%wﬁ!s gre FHBWQ?? DA RSAS

packa‘@et B. éwm'lﬁéﬂbbtﬂﬂﬁfoawﬁﬂrﬂlnww@n tah@ fﬁé@&@ﬁfbﬁndtmwsémtwmd:h an
i de j nprovenents Corggare

MTORZHRIRE AN PhleANANRS AL H%%?ee%fsrﬂacm%grﬁ%oafﬁte'% but

instruRti@Yfod @8ncomitant or sequential administration are given.
In another aspect the present invention provides

2.8 A pharmaceutical package comprising a first drug substance which is an mTOR inhibitor
and at least one second drug substance, beside instructions for combined
administration;

2.9 A pharmaceutical package comprising an mTOR inhibitor beside instructions for
combined administration with at least one second drug substance,

2.10 A pharmaceutical package comprising at least one second drug substance beside
instructions for combined administration with an mTOR inhibitor;

e.g. for use in any method of 1.1 to 1.8 above.
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2 11 A pharmaceutical conbination conprising an anount
of an mIOR i nhi bitor and an anount of a second drug
W@ olsamnse, wherein the amounts are appropri at BCT/BP2006/068656
produce a synergistic thera EfUtiC effect 2 12- A
method for inproving the therapeutic utility of a an
MIOR i nhi bitor conprising co admnistering, e g
conconmitantly or in sequence, a therapeutically
effective amount of an nTOR inhibitor and a second

Treatrﬂ% 8%%1 c[??t% nqj%pfz Ia%c%r%lpggo Q)%Coé%s n&ptn‘grﬁt%v %a%rgglde improvements

comparedwithsinyle teataedni.ni stering, e g concomtantly or in
sequence, a therapeutically effective anmount of an
MIOR i nhi bitor and a second drug substance e g for use

In anatimeraspectehdpreeserit idvebtibmprbv@eabove I n a nethod of 2 11
to 2 13 above the activity of an mMlTOR i nhibitor or a
second drug substance may be enhanced conpared wth

2.11 Biphgtreadaudiedl tembinadory caopriEingeah amearttrofah MEQR rirdrdhitot ahahan

T T e T
whegnergistdtherap@nyic s¢dtod according to 1 1 to 1 8 as

2.12- Bigber T oRPRE ot REFEAC T b 4ot §TDR Shipiccfdipng co
ajimanisterrgyt eggeoricontitaotly orsin aequEhCR a thierdpelitcallgedfettiveaamount of

b tance a 0 ent whi ch a

3R SRR el BRES SRETe S SRHARET 10a herei naf ter or

2.13 heﬁethndt)&j‘r(imﬁro'Vmgalhémietatxeﬁtldumm; ofexr secpdd segsabptance comprising
acc invention in

AP gam sggrlrggo et gglgr esi%ﬁ;ly BIP Seguence, %Q{eﬁ%&ﬁsu’tic?llﬁ Sffective amount
apai ANORInaibiosa@ea ¥édond dalig subistasee. vary dependi ng

upon, for e l.e, the chem cal nature and the
€.g. f?fh’éfel‘l%%\kmﬁg\oggfg&ttﬁqoq aBOVEonpound used, the
i ndi vi dual host, the node of adm nistration and the
nature a S rit fth [ in treat
ina i & 2T 105 L5abdl B ab0GuEr 88 R Phidnfh 4 Sfne drug
substh@cregﬁéy H@armwdl drﬁ:ed fcampapearvmhestngmfngatmto ienglicomberdd@iatryent may
dosage .i nc es a range - from about 0001 {0, about
resultin Syproistfafiess o WO%WO&WG@S&W@ 3608 S BILRRBBG o 2
chem%él%ebﬁ%jé(géwlélgtwﬂéh (RRE W aPmBTol Gcberdingweilgihto, 1.8 s Bescribed
as 0 0 1 ng/kg body weight to 20 ng/ kg body wei ght,
abovg.or exanpl e adninistered in divided doses up to four
times a day In a nethod, for use or in a conbination,

har maceuti cal conbi nati on or phar
phgrmaceutlcal combination, e.g. composmonpasalngaate

IngearI 2.1to 2.13 comprises
a) a first agent which is an mTOR inhibitor and
b) a second drug substance as a co-agent which is a chemotherapeutic agent, e. g. as

defined hereinafter or hereinbefore.

Treatment of disorders (diseases) according to the present invention includes prophylaxis
(prevention).

For such treatment, the appropriate dosage will, of course, vary depending upon, for
example, the chemical nature and the pharmacokinetic data of a compound used, the
individual host, the mode of administration and the nature and severity of the conditions

being treated. However, in general, for satisfactory results in larger mammals, for example
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conposi tion provided by the present invention an mroR
i nhibitor, such as rapanycin or rapanycin derivative,
W(fmqpméﬂa'dm nistered as appropriate, e g i n doBEI@B2006/068656

whi ch are known for mTOR i nhi bitors, by any

adm ni stration route, e g'éH%Erally, e gorally, or

parenterally E g everolinus may be adm nistered, e g

orally, in dosages fromO 1 ng up to 15 ng, such as 0O
humads, @B itdicatéd gajlyelogade ihchges 8 rageny, 0 5 ng, 0 75 ng, 1

, 5 10 re.preferably fromoO 5
from:%)oyﬁo g%to %g%‘"t 1% r?gdlfj‘% 91%@ tglﬁigr sible) tablets,
- from%b@utc@(rm g/ KGRIV EveRd Ht taIsbaun 20 neg/kgbodyokeights slidhdas 0.01 mg/kg
er Si

|y dosage may include up to 70
bOdVdﬁe'gléttaz%“Q/Bg g@‘?y‘gﬁ'gﬁ le 30 tgo 50erg, dependlpng on
for exhfpledidsaisterdasin iyidedemises uRaptoy tinas ardag. g
tensirolinmus may be adm nistered parenterally in
simlar dosage ranges A second drug substance may be
Ina n%‘t’d‘ddn fortuee oflin dicarabinatival bmniabemta:ayccﬁﬁbmqimnam phatnegcestical

according to a met hod s conv
compaﬂ%ﬂwewgﬁ by g‘eﬁﬁ?erﬂtgl"? BYINA mﬁ@‘%'aﬁg%ﬂs %HaP%TV%“ or
rapan%ﬁ]‘-‘décn'v@tﬂ/edﬁiég bEQIinfhistgteRl 49 :ﬁ@wﬁi‘iﬁte B. & acosehgds wglch are known
subst ance accordi ng .to . the resent Ibentl on By be
for mEQRTHIBIOE &Y 2By S 0B RN riss SUTAL, S Praul e atenteraily.
E.g. eﬁgﬁoﬁﬂh@b |trr)é\yttfé Airhinislevst, _G. l@&ﬂl@] in dbd@gm: frogﬁ edtrag updo 4b mg, such
amnlsralo era i ncl,udi
as 0.{ HO1 U BRBE.S. Ort Pt 2B rTe0.S nash 3 e T 25 ma, 5 mg, or 10 mg

more IpfefERBRITEHINRG.5 rh hs:m YO F, inithé fcamemssersmfemsaums e.g.
transdermal (diffusiaon thro t he intact

comolF 56 EHRIEHEHS (A [3TSH Gr oA ABRGTICR. Sc B HuRBagiayay incuce up

to 70 Wi dl@tb e ad, AEAaBI3BLE 8D indy) ,deb@rmmgabrh §h,e disegsé being dieated.
epl cut aneous, i ntranasal I.nt

RapagAin o §9- SMEFRImUR MayRer4dyis fef{ﬁ’%{ﬁﬁt& Py InFmila; desppg ranaes-
into the peritoneal cavity), epidural (peridur aI )
A socohi kBT ] SRRl R SR D S et D eoproprae, .0
accor@%qs LOaethodbs Ebmiefliondl, Y. g aratogeadly (atiministatiat indinatidna given
the eye or via medical devices, e g for |ocal
fOfaéIFéﬂq'f\??é ug for gingledrRamerl. g in form of coated or
uncoated tablets, capsules, (injectable) solutions,
i nf usi on solutlons solid solutlons suspensi on db
A seagind ,ﬁietmt&s?ncg greatdiag dptheqiresent invegtiqnmey,pe P%’F‘lﬁ'%?fe y any

convé\‘maﬂ?'l r8§te 1‘6'r @!(a?nplb'én&rr‘ﬁlyf egnineludint SRS, b@:@bﬁ redw.sdires
i nha foams, tinctures, |ip Sti

adml@lpﬁf%tgp@, p@fﬁnieha"b'h%gf iBelHeing IRSTAYBRRYSY @ﬁ@@@%aié@m“&ﬁ%&

intracitSd, A06EUASRR! AtrB8sseusd fhﬁJsﬁHrﬁﬁrﬁﬂéddrrﬂule(ﬂlfﬂuélbn mErgudiethe intact
adm nistered in the formof a maceutl

skin) alsansptuspsa (@fusion tyoygh & mUeoys E?]S‘F et %{'r?d{%s“a“m

topichIRF BlgOfhcRiding! epfiutandbas, Wﬁ%‘séIClﬂiraﬁéﬁﬁéGBadmlﬁiQBatlon intraperitoneal
according to the present inventio {m l.{ act ur.ed t

(fug T GReN Blogna RBTIBBBHSPYD e e Risrd (RctoR o Hion nt

the eﬁﬁﬂyﬁ%é&;‘?ahwatﬁecﬁal hMeBﬂdhl drgnfugb@mitid el d&gebrcsmﬂial ﬁgm) intravitreal
i ssol vin

Zl n rocesse
A PR e S T L
e.g. 366 BcoatddCdt mBodtedtatials adapsibled, QDRectaiple) solutions, mfusnon solutions,
solid solutions, suspensions, dispersions, solid dispersions; e.g. in the form of ampoules,
vials, in the form of creams, gels, pastes, inhaler powder, foams, tinctures, lip sticks, drops,

sprays, or in the form of suppositories.
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Phar maceuti cal conpositions conprising a conbination
of the present invention and pharnaceutica
W@ o0poS1457T ons conpri sing a second drug subst anRP€I/BB2006/068656

descri bed herein, may be prg%ided as appropriate, e g
according, e ¢ analogously, 0 a nethod as

conventional, or as described herein for a

pharnaceutical conmposition of the present invention By

A seqohd drug substaace adcalding tainegtresent Investionseay be adinimistered in the

form g‘fg‘gﬁarﬁtaitpgtkg aé@gggbl]egyml)ttb Fe |ﬁgrg§hf$rﬂ{j gh%u& hﬁqe fsrﬁlgfna solvate.

PharrmaceuliCR dortpobitiome accprdirigetodhé presayt m‘#mmmn ey deaaamdactured

accorg?fggte gS%IE? é‘%o%gly T(R ' n galrstec?)hv %)p%lég Rop éy mlxn}ign%?anuﬁjatmg

coatirgnissalmingror dllopgleZIm alfosemsyUamdmagle-fmmmay nentainnior example,

from %%oﬁﬁ‘gn madf'a {Ut 15b8H0gf'§U8¥ 8§¥n@ﬂ% na{l e o§mdU| atory

Pharraatbeutlaaicoempdmt;gnmctrirpramgamtomblnétlcmmfﬂi’ne)pryesemdxﬁmntion and

eharrgdeR e ap g ou it B NenBl b afedbte fhEpy nerein. may
be progigédibs appropréaté, reegxtamartdw@f ey apélogm;s@smrr&tmﬂ asi ddnventional,
carcini d tug}o such S carcin

or as GRRFHRER e [ eyreCtes i raPoR ot pfISE dresebbbrenton
wheezi ng (e g bronchodil ators), carcinoid associ ated
oy 5 G S e LA B RGO B Py
otherrtiedrthe first@indyy suadstamioe oplaa:hemometapreatlc agm‘tblottm trem,an mTOR
TS BB R PO A o
For exablel & @ecorl drey eattmd‘erasmseapamymmnludes agr apanycin
rivative,
-an agasb A G B ARG FAT By Re fERT AReR! known as
- an antehfdmmalory amtdéromrraﬂwodwdmatcapamy/o; antiallergivcirog,
-a C%gmggt% og:aé%}i%eé u‘é%ﬁt oarn%)n?'l:n%fi? I ?tgryraaanéor |mmnunomodulatory
dru@add/era:ﬁrapa@tccﬂug ynyl oxy-32 (S or R) di hydr o- 40- 0-

A seqg e SRR A SR Ay pERais e i SRSy Sgmptoms

asso&at@dﬁwmsca%l&? DmasHueh 24 Qarinodid ddsetiatxialiatihea (e.g.

cyprt{lﬁgpa%g cagp S(ggg%%\éw@ @%@%Iq%?a)@gwgﬁa&la q/%ﬁari@g@l?a%somated
hearﬁ@%rW{P@ G&i&%ﬁcs RBRnFe inAiBHS4p4, AP23675 or AP23841
e g AP23573, and/or

In another aspect the present invention provides

3. Any method, combination, pharmaceutical combination, pharmaceutical composition or
use as indicated under 1.1 to 1.9 and 2.1 to 2.13 above wherein an mTOR inhibitor is
selected from rapamycin or a rapamycin derivative, such as
rapamycin, and/or
40-0-(2-hydroxyethyl)-rapamycin (also known as everolimus), and/or
32-deoxorapamycin, and/or
16-pent-2-ynyloxy-32-deoxorapamycin, and/or

16-pent-2-ynyloxy-32 (S or R) -dihydro-rapamycin, and/or
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conmpounds di scl osed under the nane TAFA-93, and/or

conpounds di scl osed under the nane biolinus, e g
waeposAshydr oxyet hyl ) -rapamyc in (herein al soPCI/EP2006/068656

desi gnated as "conpound A") ;n a preferred aspect the

present invention provi des” X ny net hod, conbi nation,

phar maceuti cal conbi nati on, pharnmaceuti cal

conmposition, or use as indicated under 1 1 to 1 9 and
18-pent-2r YRy b3y-8D ¢% erR)edihydre#0ila 2-hgdroxyestitid)enapary ¢in ramdgor

S R e P R L4 oo

CEHTiS) laaﬁﬁoon phar maceuti cal conposition, use as
1110 0213 above for
4 F@g\{f?e‘hagoyﬁr@pﬁmvamt(ﬁ'%%@%a%ﬁé{f AU ARUAG: od aspect
thehso-qalled eadalagsy erd. iasnlisinsedbt Wb 802 érbiviani t4887 and
c t r ical
ITHIRES AR REDAR MR ARl 8 prags e ngly
c@mpotraisdiscBsabomderftbe namedtARAgOpiandiorary t unors

Antica r . drygs ch_ar rone to be useful as a
CB’BR%‘H%% %:Il]ossg%pﬂ%mh%n?we}h&l inhibitor, e g prone
etg0 4D - (B Bfdrbxyatrot)Frdpargy dio (Helnein plse siesignated @Bf‘b@npowdgA").
include i a steroid, e g prednisone M an

adenosi ne- ki nase-nmhi bitor, which targets, decreases or
In a prafliréd hspettitleqodsese inventdngosvidss, anyucétaod i abenbémedion,

pharmﬁegﬁcz{fgorgblgspcﬁl%&ﬂrnaascegﬁagg?nq%%itto% gpgﬁ%t:%b ﬁ&lgateg'uﬂdem 1to
1.9 afd1® dito 2413aatione for Sreatitpralirbertdocrimofumasiosyl - (9Cl) in an
adj uvant, whi ch enhances the 5-FU- TS bond as well as a
conmpound whi ch targets, decreases or inhibits,
In anéth&eprefeereneped ateapr@serttidention br@uﬂeyapwmetﬁoelvemmlsiohtmn,
iv an adrepal . cortex ant nlst

S
pharrpaggutical gemginatiofhie ptingacleH g?rp%bs(lg;)n f)r &J%easglapgﬁtgp under 1.1 to
1.9 afdPp Hay 2arthhangesating careinbjheamats. met abol i sm of

corticosteroids, resulting in a decrease in
17- hydroxycort icostero ids, such as mtotanev an AKT
In and@bhyvatericalisbedtare peeeft ingentort anpoethddwonstinatmngebamaceutical

decreases or in so_kno t
combyAES ST SRasy oA SOENOSH 95 Heh s MHIREB TeBh T db R ey 21t
2.13 @ov3Hoi&ttihg pheitrp aMicr8o[ 3, 4- b

6\ 5' - e] pyran-7(7aH) - one, 13, 13a-di hydro-9,

10-di net hoxy- 3,3-d inmethyl-, (7aS, 13aS)-(9Cl), and

Antichhdef dRigRivifich MBipedhd 1B Lkl weflk Bowtoadinktidn bafindd-with an mTOR
ent aazaacena pse?gll en-3-a

inhibi %y%lgop@”‘?rﬁ% aﬁc?idF“gTBH?%?rﬁﬁ%@W"e{‘@?ﬂ ) qyjinclyge
i, & deglont: leng pmmrﬁonewhl ch causes al kyI ation of DNA and
resuljts in brea ecul es

i BSRRHRG A" 1o QioPI e spran Bl R shese
VMuicleoElé ﬁ@lﬁo&n@@bh@ Au@sid atidanstabélishis psuchfasFANadosibettidirs which
Clglalggiﬂgvl\'}g Ia!s TH- yrro?d??gs gyzrilrmmcijn 4-amine, 5-iodo-7-B-D-ribofuranosyl-(9Cl).

ii.  an adjuvant; which enhances the 5-FU-TS bond as well as a compound which targets,
decreases or inhibits, alkaline phosphatase, such as leucovorin, levamisole.

iv.  an adrenal cortex antagonist; which targets, decreases or inhibits the activity of the

adrenal cortex and changes the peripheral metabolism of corticosteroids, resulting in a

decrease in 17-hydroxycorticosteroids, such as mitotane.
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Vi,

Vi,

viil.

dacar bazi ne, |onustine, procarbazine, e g in the form

of a hydrochl oride, thiotepa, nel phal an, tenpzol om de
WQTBVOBIR(r)), carnustine, ifosfam de, m tonycPET/EP2006/068656

al tretam ne, busul fan, machjoretham ne hydrochl ori de,

ni trosourea (BCNU or Ghadel £8 streptozocin,

estranusti ne Cycl ophospham de can be adm nistered, e g

, inthe formas it is marketed, e g , under the

an Ad et v @ YAhiQET] $(oh)as amdmpbmﬁ \ahn:lui targats HEICEHGERS ) intibits

B BRI PR ST RE S iter PR e Wef A5 BB F o u B ¥ S5 Efown as
ahmﬂmbemmymnaﬁthbﬁhs Fﬁpyaam-ﬁf(ﬂmbtqndaﬁm 2a-(iNpdraf®, )-dimethoxy-
T SRR AL HRTRCR S B S s 5
pemeasmoenarhthyleor 3-ammireh 1 |5Hdihyohscat5kryethalr ‘gﬁt&rlp@mranogs&;@c')-
%H%Hr% érlta\glggﬂ g&%%g%g&%dor?o DNR%IHHQ%%S W%gbé In' tHe DNA

eca etraene I C acC
rofeali(e8 Rs 4I5S, dB6ds-IBimg ot theytwih §i(22Rs 3RYs Diertering WiB-QNA

t I
BNl Bt KR e AL R ot
Kacanbazse, loMustiap hirbedrbamink, ieog én thlé f8mnalof a hydrochloride, thiotepa,
F‘@éq)a?)%/} g}#ﬁ)@%lde Wﬂbgﬁé&caﬂ% g%le §os?§rﬂtd§2%1lt$m<yicm
a}tre[a{nﬁiné Juduidiar, wr&tchmxejpdiremyIh)/drbcblmodézmraspeml (B&MU or Gliadel),
SRSk, b RbeaBt A s BE RS 8. m e o
anitiis madketgk 8,g. Wiridehthel teclesrath €Y &L OSTN®f ararithstagude ao f
m @md testicular origin which stimlate the
g&i N? nornal and mali ghant prostatic tissue, such
faa angilogfr&?egéisjiahibbcbrcwhich darpels, defjb@_éiﬁé@&( m)w)hltsm prledactionied new
r a . € qg., .as osed in
el et i Gl FaL BT A R R (putT)
@r‘ietclf@%ﬁgé irflarminfegorg prsteigen( MIEe‘mlnhab C@VRITGFebea, lipoxygenase,
udi n
i

e T L ALY

%U%@eh@ﬁt&eﬁﬁw gshelndioy ameagiig wihist lskt&wmaeft@ 8strone

n estradl O I es \/ uai
e SR e s S RS
{nﬁxglltnﬂfztm{térd/mX|WqLEgme|atdu Bjodes-yi] r‘esﬂeos(QEME,,GE 8E)- (QCI)

est ol actone el OKOnaz rozo e
SAKkRIPOWRICR IS 93q knoyg) 25 f‘é’PB hApEACTihs, éa?j 8@&%06%2 [(TR)-
;hlyfuﬂoay?dﬁetthmaﬁp?ﬂtémr gcarnwahﬂ@ﬂ vmmtrr iatatso Knemweasfoenzoic acid, 2-

ulvestran ra

e Ry | AP RPEDPEI 100 ha TP A ST,
RhE&hiRE ora c@rwatl\l@uwkaEfX(wa)mormud mm)zof ene
@énda}r@?q%%éeggwélgh O§E§ &g@&??%%n% rn)s g!i?éﬁgfgn%qgst%)ér origin
which stimulate the growth of normal and malignant prostatic tissue, such as
nilutamide; bicalutamide (CASODEX®), which can be formulated, e.g., as disclosed in
US4636505.

an anti-estrogen; which antagonizes the effect of estrogens at the estrogen receptor
level, e.g. including an aromatase inhibitor, which inhibits the estrogen production, i. e.
the conversion of the substrates androstenedione and testosterone to estrone and

estradiol, respectively,
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US4659516 and is marketed as FASLODEX(r) x an
anti - hypercal cem a agent, which is used to treat

wWog@ssastem a, such as gallium (111) nitrate PGHEBR2066/068656

Xi.

Xii.

Xiii.

Xiv.

XV.

and pam dronate di sodium xi_an antinmetabolite, which
inhibits or disrupts the sy?ﬁhe3|s of DNA resulting in
cell death, such as 6-nercaptopur ine, cytarabine,
fludarabine, fl exu pdine, fluorouracil, 5- fluorourac

elg( ekbing dtaroasiants, reeeméstElhbiFﬂ)r,mesmmcbmaimithmmMe roglethimide,
ral ti

t | adri bi
awepﬁiﬁﬁ(méd%ﬁ?%o  fagos, Kelkandiote. SR R ige.
glﬁ&trohmté r |et(§yw@ aorgménél?ldbﬁatthmldag ﬂmgma@emmxufemahmasfen
aza | a ec| I ne e
Shag A En dfufieet Feneltie. o e b Bporden rofferinay be
ggmatrmmitéered Grathe bermaggit iy rﬁtalekeed e.g9 NOLVAREX®r det rmtbxifene

S P Rl 08 SRS o ol PR FiTosea
alsgeﬁstasﬂeram i ;@Fteetiw%s FASUGBER®. e ¢ gel ectively

I nAucl N e I NKe n.in tor t

AP @ptéjh}ﬁgg(pgﬁmlaraggnb 5’\/\/ﬁ‘? gﬁqgat ttreﬁghmc%ﬁ_emgﬁééﬁﬁ ggsgaﬁlum (1)
ﬁttrlaeéﬂm)dfata MQGpa(nad%nafél cﬁéﬂdwr@phenoxy) pr opyl ] am

o] -(9C), ic.acid, enb ﬁ P N S0
ﬁﬁ@mﬁng@bgltg v&ryeq H@%%\Br?'érh‘@tslt gs&ntpgﬂ%o 9 érasu ting in cell
B! Sue-a3- &ﬁ@&fé)é{opuﬁ@&]c)/tara’ifr&e IﬁUGarbblhéxﬂdiend(hé ifluarouracil; 5-
aurora kin @fe i nhi decr eases, Or

fIHereHTacU(Sy Pow's@ség EPdﬁEecaes?' fab cra‘é“t?eﬁsﬂn PRECEART

@I&Gﬁl&n@%éﬁﬁcnablhe{éH?nM@}élnéhiy@r@@hloh@e ttHnegUiHriinBt Bahloguanme
checkpoint_and late mtosis

WMsrexyyrea; IANA dg+ mﬁmy'%ig‘gr?&eﬂt%??ﬁw aéacykf?mf fn% gecwablne
%Hbt?é)&téf(?lkb&f@ﬂh@d%léés él:dhya’ﬁl 9$daetrb)mdr a:apécnébmle]a?bll gAitabine
i me Xi v r ut on r osi ne

.caﬁps.afiesvmstmd@ng tfhsanarketed P SHEN 87 X it e Ghpare.
3R popiosiRenddicee Mhidhar@icep mﬁom&ucéheas;f beérrtelnca eali tdatdeads to
a cal cineurin inhibitor, W? Ses opt sis
P § ot HRooHEI Tl 05 R AT on TRt Spdbho
GYREMNBAPT bie.g vuvmhegwatmbsm:mm\wcms, ethanol, 2-[[3-(2,3-

%ﬁ%&%&%ﬁgﬁ%}?? LIQJ]C 9%3 gamg’og% éézld dembelm which is also known as

g‘?EWéheﬁxﬁy i8R I-Ree) QW@ih?dTMJ(Q—%hBé’dyl q9C BT ar6&Kit Jrioxide.

| tanethrin, which i's also kn

W@%@?MQM%@RWW@W targets, 3i_egr5_ea§es or inhibits later stages of the cell
%E@W%QWWC‘I@C@p&m all the way through to the mitotic checkpoint and late

t hyl yano( 3- phenoxypheéenyl ) net h est
th§R) swétﬁ bR pe0RPOVEERIS F] WV\{%%'F%WR'HB%&“ ﬂé N-[1-3
%M&&ﬁ%@%ﬂh@nﬂpn@yarﬂr ﬂhdpwa@ol 5-yl]-N, N dlmethyl (9Cl).

met hyl et h ano henox
(agé:lu;on ShOT)P %ﬁ@é?.% h'Bmf W L é 3&?&?%%38 Phtgp human
Fifa0Bunnd B BellddVelophrene sl.ll:h & terikdid adid. V\Ihl ch targets,
decreases or inhibits CaM ki nases, WE S u]t ‘;’:) i
FansAImels PR WhSh Fy0eie) dacepoeny RN st | pAEachueton
RSP0 ENEASECPeNAsBrin, which is also known as cyclopropanecarboxylic acid,
3-(2,2-dichloroethenyl)-2,2-dimethyl-,cyano(3-phenoxyphenylymethyl ester (9Ch);
deltamethrin, which is also known as cyclopropanecarboxylic aci, 3-(2,2-
dibromoethenyl)-2,2-dimethyl-(S)-cyano(3-phenoxyphenyl)methyl ester, (1 R,3R)-(9Cl);

fenvalerate, which is also known as benzeneacetic acid, 4-chloro-a-(1-methylethyl)-




10

15

20

25

30

myosi n |ight chain kinase, and CaM ki nases |-1V, such
as 5-isoqu inol inesulfon ic acid, 4-[(2S)-2-[(5-

WO g@qes1480l i nyl sul f onyl ) met hyl am PCT/EP2006/068656

XVi.

XVil.

Xviii.

XiX.

XX.

XXi.

XXil.

i no] - 3- oxo- 3- (4- phenyl - 1- pjperaz inyl)propyl]phenyl
ester (90 ), benzenesul f onafm de,
N-[2-[[[3-(4-chl orophenyl)- 2-propenyl]nethyl]am
i no] met hyl ] phenyl ] - N- (2- hydr oxyet hyl ) - 4- net hoxy- (9Cl)
xeyamo(a pﬁmﬁxypyemﬁ)imwwbstepml)aaed Tpiphb$tinod; butvexaiuding
ses or inhibits deph h | ati
%Cé pSE%PQE%Q“;"? resi duleg IonI S?c- ?gmplss oryrating
prGiMekinagey N ibiter; kihianstaggetspMdie criease o |mmb|tsh©alvl keasexnt
Sepiral 0 siabiarst oAl Bleb S mp S TAD e E82 frvase kinase,
'rrtybgipmgntydh]ahmdmmeyam BuM]kir{zBES )-1\K\duth as SGEmﬁwollnesulfomc acid,
BT au BTl By SRR AR g PeaheRnss o
mpefazrrwtjarpeylﬂﬁuehyllestw$%l) |hentenasuhﬁonasmd¢1 N&BZ [[[3 (4-chlorophenyl)-
ned
Zora e e el B b e E ik o
deCDARG RSNl phoBptidtadesinpiBitsrewhick ssrges, décrédses or |nh|b|ts
3B SRy B P 15l B e Brmbgrsipgyrose knases
mmhkmdsmr tigd @ebhiéht M%@Tetﬁirﬂ&ﬁlmatowﬁdnoinhumgm@gm; such as
r requ at ni st onuci.ne
Ppssoaein, ML ERRRodatnodor I e S ostuigae as

éHEDJCZEﬂHéHpMét&Be fhhiviter; whidhytdrgexsy d8eredses or inhibits overexpressed
dr ox

EOn bR R slribsatrderh RBme T tndrS; 2P g R hduione.
i2rdbiBy( g_qap@roygphymh;o} @qyet s, decreases or inhibits the
%%H}ggm%gé gwhgp&tg{%sq%dé eegsa?igcr%;éesso%rﬁ]ﬂi&?s overexpression of the
GRtisy c%b&i&%ﬁ&lehﬁ B_?:I-QE&JBWQS dbbrarh dhyimeNid|dsipdieTargets lof/ b oHOkinase
é[H)dP al k% le L_{ ed 2- aryl am nophenyl acetic acid

itpe AT/ At K @8d/0g el ecoxi b (CELEBREX(r)),
raocfdhﬁam@ aééﬂt@?Xégl)lhtlngegéﬁst@ﬁmlbmuwiaé dedvoxiytphoshnsa such as

am | norgheny ﬁ:et ic a

I
Aotk h. oichs At KRNTESS PTG aRP PR AT B SRy oREa e
%H%xyéﬂé‘fﬁw'}mw%b Oﬂﬁ%l}éﬁieeﬁmi(whp%é%nal cRAF ki nase
i nhibitor, which targets ec é%or mEE {8
@cy,c@@mgﬁnp%maﬁmtgsglge 5]90‘5 nhiaiers, whic t%rlqe s, decreases or
d&f‘s‘%h@'eﬂ\zyn@ékg)@ﬁ @MIOE%enﬁéhﬁb a6ch3ad Br9ndbld-Bracammide, 1-(4-
roxybenz i dene
.%\mb@zeﬂb n@ﬁsw@?@smva@ 2:?“6?@?%%' %ﬂb% alkyl substituted 2-
| A miNobRedyi#beliy dtigxyb@sAwiivésim.g. celecoxib (CELEBREX®), rofecoxib

'%f‘@{{ﬁ%pﬁge@%%@ﬁ&mﬁa by SPgRaT o ey Abrtggo. 0. &

Khétﬂﬂezagz -BhieR)-6 - fliofdapriasfpharyl abeticpeoid, ||drmraa:bx|bnanoamiecoxub
tosis Atar nase |

Fdé@aseb@plbltg Wgtcfh t?rﬁﬁaneCFle%S%i B fIS tﬁ%u% r%qulatlon of E-
%ﬂ&ﬂﬁlaﬂa vKédmﬂﬁ%dhémdnbmbruculevmmdnhbetdacrygma sudleas 848 Gsdibromo-4-
ohrydlror;(%ebr%ztyﬁde%%) I5 iodo-1,3-dihydroindol-2-one; and benzamide, 3-
(dimethylamino)-N-[3-[(4-hydroxybenzoyl)amino]-4-methylphenyl]-(9Cl). Raf kinases
play an important role as extracellular signal-regulating kinases in cell differentiation,
proliferation, and apoptosis. A target of a cRAF kinase inhibitor includes, but is not

limited, to RAF1.
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dependent ki nase playing a role in the regul ati on of
the manmmal i an cell cycle, such as N9-
WO s@piosg! - ol omouc ine, ol omouci ne, purval anol PGI/ERI0GN68656

is al so known as Benzoic acjd,

2-chloro-4-[[2-[[(1R)-1-(h 1r'oxyrret hyl ) - 2- met hyl pr opyl

]amino]-9-(1-nethylethyl)- 9H pu pn-6-yl]amino]-

(9C), roascovitine, indirubin, which is also known as
xxiii. AMdyclinribpendent Gimase Bwh(b]tor 3vhithi thgettso d8ereagssXiHnhibits cyclin

%g%hé%g%%%&?%yﬁ NIy rﬁna 5 %Lfagloa(o?ﬂ @ﬁ%ﬁ;ﬁkélpﬁre such as
XB=i§dp6<!7b;/ﬁO[®ﬁ)ou9'rnbrmnmch|ﬂé -puiniatarot B wl@@lﬁs)alscpmqvm amBénzoic
gci’fi[%h%lg@ %ﬁ?iﬁﬁ@ﬁtﬂ@wﬁo i eﬁgﬁ%r%?%lyrpropyﬂamino]—9-(1-methylethyl)-
HEltd'Wlhﬁ YIEminQHOOW); pras2evifijeamdirnioih; Bhinketshat$e kna@Rys- 2H-indol-2-
|
e et

ko Ikuden tals éndatt]3, 2 al] [/ foenzare pEeAlS i are t9-brosnot 7, Y 2&tihgdroo f9CH);

BN i T T e R
MW@W'WHW"‘?Q@]'WM 3nyiethylndRRE (90I)1 ihdirubin-8gubrgaxinge. Cell

tg%ﬁh)tgﬁéss%daéeegulaﬁx qa g})? Sgrlé)s:;%fts%rag nt%ug\fen?s {h¥Ei k\&l[]de the
|abma&|6ﬁ1 ah@su@&uerﬂhﬁémm}éﬁ of cEil2iep Ok} kl@@b’els/ €dks) and cyclins.

K3bet d
kE Bre % g an Sof Salér&%j@é%oggﬁe r%s%lﬁ r}blt ?cér%ggcglgg P%@Eé&ﬂbé@% céomplexes
}bﬂlbﬂﬂlr@ tayﬁelare‘gul‘aajry Babumits rnynmm’ékaranles: ef largeds of a cyclin
ur nover an

dg@ermi_e[n( ilg?sesmg G%rrlaa%deogagp ia?r?'ta‘glﬁ %pf%eFPWﬂef‘pr OpYy aCDKZ
QIR 5, 20%06, ASK e bRl ) et hyl ]-(9C1) xxv a DNA

I
v e e R el DR RIS A B protee
@@%HS@QJB%VI&I Xoin rﬁar@%lléﬂi balrmtbrbﬁrﬁa\@rhand\abbmblscalmeas 4-
DNA strand sci ssion t b
voruearoscr e ST B DR o 2-oc
?;@Jﬁe?yambg@;)@mﬂ! -®CKVM an E3 Ligase inhibitor, whi ch
rge
oo ol S RaeE i o B b SRROBOR ) i grvess:
l’@&lﬂa(gjhééh@%sir{ @éctﬁ@gfy@matzl on i PI t he pr otheasome such
r ifluoro-
i | AVAANS BIFAHPRITAIEGEA PIAS 2B SOER AN Begm g, Mhibiton of
V@NR Ry RWeH€ tihiRGibiiBA Bf RNAQ;nHﬁﬁot@lntslyhﬂwém}s glcand thsnses.
t he suppressi on of hornones in na

oo 25 2P B0 o P (P BTG QP RPEE NI PAEP Jfree ihion innits
|1RY @lafisfet oF waminet:ﬁamob Brogetas, inrarkieg tieng éor degchdatiolr iodlen

gissos, tnges ek Bhup i domstiyBh el s rapiamice

xxViiiRC &R NG héimdnehivhich ibp @actifgemaiatyi an thy paditarn glaeg .ca@emahe
gsru%vgtrehssion of hormones in males, the net effect being a reduction of testosterone to
castration levels: in females, both ovarian estrogen and androgen synthesis being
inhibited: such as leuprolide; megestrol, megestrol acetate.
xxix. compounds targeting, decreasing or inhibiting the activity of the epidermal growth
factor family of receptor tyrosine kinases (EGFR, ErbB2, ErbB3, ErbB4 as homo- or
heterodimers), such as compounds, proteins or antibodies which inhibit members of

the EGF receptor tyrosine kinase family, e.g. EGF receptor, ErbB2, ErbB3 and ErbB4
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factor famly of receptor tyrosine kinases (EGR

ErbB2, ErbB3, ErbB4 as honmp- or heterodiners), such as
W@ oiposmnds, proteins or anti bodi es which i nhi bP€T/EP2006/068656

menbers of the EGF receptor Eyr05|ne ki nase famly, e

g EGF receptor, ErbB2, ErbB3%and ErbB4o r bind to EGF

or EG-related hgands, and are in particular those

conmpounds, proteins o r nonoclonal antibodies

o hedite &IQRyordr@F sgeted fiperads, gndiaredh pediduianthds©COMORBS,

Epdleb o SRR B lndHes onstal] M SReutil 2Bt en n o

\BP0 326%57 € 4. tRACSHMA3INB of YOBB4 868864 ANE0VEBIR38ath d5P0520722,

5598548 $pndERE20%8 00510 RSOIROH iy OB

ANQ9IBE85VR2H 3868 ard, @sppoallyd WORBHA345 eZMEOEhBthund kgown as

TR PO BTG 5, kBl 70, A ogoposa

49 g aEDnfpounE&nBwn aEEMA 0518, eldlincle8ing trastugdmeb :SHE_RCEPTIN

Hhad B P iaal. ERE L BPROYEE Ty E s ko2

EETG ‘OtHZﬂ 1) BSaB10hE7 .adnVHipytrelogd, 3-djpyrimeidine derieatives whieh are e.g.

ufketeﬁmm%%ﬁm@;“eﬂ@@@f@@ﬂﬂnwnz»;e. R4 ve o

grsavis Imdriesttdre.g. ebﬂa?mEWACEnaﬂd@Bfiltigib@XRESSRQ(human ne@eRpnal

BT P En g ) Pl e a5 tEfy PR 4 205

xxx. tanrpGPRt PDGER, tymylhptkmse mhﬂmtibr asnch by EpirGskinaseAGhiBiRSs including

%nggmyﬁ&%ﬁlﬂ@gy Iost rgé; t(/g)elo?tm ?1 anch'g S;%hostnrAAG 825; 2-
It @Benalviides r2ddyah 643-(8,4- dlByd]yxwpdemyh)el&{pebnw J’ZE)de@I tyrphostln Ag

et D b LAy S oAb R o

gotCnchnigesnply bPAOEGFR, #DGFROGFRIMeyKirskeriehikiton age includes

i nhi blto t hosti.n. 4.6 Tar get f

PRBGE TR et BRI R Ehel ) T of an

BCGBRR kMBKe athibitoripoluda gyamilyl @y dlasen@ L) HERR] ECaRe PTK and tubulin.
ecrea es o r in

. i bit tar get.s
o F By DS s BT WO ARSI Rr e AL DRI 8 A
b&fbmu?:hfh@a?hyo%iyfz{raéﬁyiﬁoéiﬁf(@& 25 -bulmio[o(22K), 27Ka8)-2-[[(2S,35)-
nerca (0]
R TR P ORIy AR e RISy
I mygr@mmmbpm (Fethylskiforf) reirtuth@dthyles®S (@6)-(9cl); manumycin A;

(g4 B oY DIICRST Fpyam S RASEHA ) ( Parla i sy ararmi), BIIS-214662,

xxxii BAVBtk2{LKip&sd inKXdW @hich kargets] dexseasies for mhtbits Flkahtyedsine kinase

a%(itl%@f 1590?9%% %?%%%Q%egggxgﬁ ? o[iglhydroxy} ¥ SQD mgthyﬂgt%?l)phenyl]-
2NG3pRENprbAy Il 98@h A fardetios & Hkrt kingbe inhiditppinelngéy, but is not
I\I—rﬁB phe}gﬁlqpropyl )-(2E)-(9Cl) A target of a Flk-1
KM bitor includes, but is not limted to, KDR

xxxiii. a Glycogen synthase kinase-3 (GSK3) inhibitor; which targets, decreases or inhibits

glycogen synthase kinase-3 (GSK3); such as indirubin-3'-monooxime. Glycogen
Synthase Kinase-3 (GSK-3; tau protein kinase 1), a highly conserved, ubiquitously
expressed serine/threonine protein kinase, is involved in the signal transduction
cascades of multiple cellular processes. which is a protein kinase that has been shown

to be involved in the regulation of a diverse array of cellular functions, including protein
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XXXili a G ycogen synthase kinase-3 (GSK3) inhibitor,
whi ch targets, decreases or inhibits glycogen synthase

W 2008887437 ( GSK3), such as ind irub in-3"-nONOORCT/ER2006/068656

XXXV,

XXXV.

A ycogen Synt hase Kinase-3 (GSK-3, tau protein kinase

1), a highly conserved, ubiquitously expressed
serine/threonine protein kinase, is involved in the

signal transduction cascades of nultiple cellular
pyniioesiss esl| poliferation, celliifterentiatian maiseotuthia assemblyédisassembly, and
shomn to be involved in the regulation of a diverse

arew ?/S%f cel lular functions, including

Qmmmemsaanéﬂyase gHDAE) inhibitor; whe:hamhllmts the glstone deacetylase and

t%b g?eis |s)a?§r(1 : dhgerﬁf ﬁg?y@g%ﬁ%@?%@éﬂuﬁﬁ%ﬁ%}%ﬁ@é%W@Eﬁzzsw,

emcb;ny Ni’-hydwls)dym[m-[[(mHydtcﬁyethﬁ )[BH( Hit-owlel-Aohetby Y ase and

@@Wgrngtﬁglfp RRvfRE ezgprg ér{ﬁ@é%ﬁ.}\?ﬁ%&r&&é Y14 f[?c(li -ASthyl-1H-indol-

Bl-yl))eiinp]xmGe[nﬂeth;ﬂ]@ﬁeM]eﬂE}Rf)pmﬁeyﬂay\'{@ Qn_‘d parmaceutically acceptable

|
A e Bahe SRSl s RGRY | ke BRngaRsRamamon
Bewdy))-catayhi asitnpyridihestyyéthplhesterlahd zamtpesrmmh buimc acid,
B b HaRIAPR Bkt (GabRgb Bl SEhesp vaporin e
itdi(ﬂ:j Wh&ih%!s arb Raowy by c¥&’qnbyéddy50€q1m:r(m$ 28 damino--
I ne ran 1V, 1V . ;
B}ég ffiee%{:&%/r@nﬁéﬁgy(lg?ﬁﬁ)e so? pm Ctﬁwggil g%ty ‘13’%‘ shggrrogﬁé ?-h¥droxam|c
aalucwﬁbmstaﬂﬁpsemm’m pxdemtdlelej FR-901 228 xaiproitaid.oxi n,
15020 BBl e o8, e RS IR o Ak e o o
@%ﬁdg)oy T@dﬂéﬁnta?b@t@ydiéwéageatoemhﬂiétbehe:)MSPBﬁ) gliemy droteingtvia the
acCl ri chostat i
mhtqyts'm@%%v%P@FW%&W%&“{JS ¢ GroeboSk RN o, ANPBng fhe
tiFiged ATPQ@&&@@E;E& f@SPthnetHsbSClbllye:dnfrtdundls|pa:ot$m§’a>s entibodies

t { P90 ta
m%‘mé'tm% PG Y' € q.F%:g& &gﬁ?ﬁ?ll&%ﬁhﬁeoeu |eZU|OI| n
Meﬁieﬁr@ﬁ) dW 1@%@@@@%@@&? dngwahiec p@aggelgarmmycm
inhibitin e intrinsi ac
églﬁ@gi, conM ueg%%(aﬂag ans:i-gﬁé& H‘i’e%t égrfngl'_@ ?Qn #sPoo
|ﬂhb|ibj7rtinc‘(ljdb% gt‘élo%éﬁm laugtﬂ?\tld%t@cfxyHSRQCbroaerglammm QDI )yPetential
i no enmet hoxygel da cin a *
s oL PR R e R H M Bon AR BN A
radigiNegd»and HDAC i nhi bitors O her exanples of an
HSPOO i nhi bitor include

| d ' I
XXXVi 1a7L krpwatthalr)a i'rpaﬁQinb}b&g@%)&%%ﬁﬁ%{g?f@dﬁcr%s[eérﬂr ”}ﬂ'b'ts NF-

bé@‘guch%\VsQeérﬁp@fenﬁﬂleF@R@Qnethhplbeﬁyd)sulfdmgll] -(2f9-(BCN 3,
B - ABL, CHK1 , CYP3A5 *

3 1*
RSV RR SRR HT Y 6 (T Ry ke O 2t o

BRARSirdsitdIrBIiRddes nﬂﬁk@bﬂa&sswmhd amténmm&%}@naws such as
rrlxyldroxylsz ngphthalterq%mgphywélog Shonlc acY(J ]Lvﬁgrfdoz( 9c)

xxxviii.a c-Jun N-terminal kinase (JNK) kinase inhibitor; which targets, decreases or inhibits

Jun N-terminal kinase; such as pyrazoleanthrone and/or epigallocatechin gallate. Jun
N-terminal kinase (JNK), a serine-directed protein kinase, is involved in the
phosphorylation and activation of c-Jun and ATF2 and plays a significant role in
metabolism, growth, cell differentiation, and apoptosis. A target for a JNK kinase

inhibitor includes, but is not limited to, DNMT.
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XXXVM an insulin receptor tyrosine kinase inhibitor,
whi ch nodul ates the activities of phosphati dylinositol

Wa2007/068E, i crot ubul e-associ ated protein, anBPCBEP2006/068656

XXXiX

Xl

xli.

xlii.

xliii:

ki nases, such as hydroxyl-zxgaphthalenylnethylphosphon
ic acid, LY294002 XXXVili &™C-Jun N-term nal Kkinase

(JNK) kinase inhibitor, which targets, decreases or
inhibits Jun N-termi nal kinase, such as
pytieptibekrtihdionegenditich eqs @aldlsummgttrhn micgetbbalarenetwork that is

E?ﬁ?gﬁg f nal'lglt? iﬁ:\r%%j%t%rqhﬁg? ﬁ%l@%ggngcﬁ 8 u%ﬁlt g‘r\j{ B a% n?é vinblastine
aditdte adricaralkaioids, $uth aandiEEze, a/lmlttrlgmrﬁ/wlfates vipdesine anmtorelbine;
ce i ffere

%38%?%3}1 %Sag(g(!reié%g;fpgpl(%gxej gisgedgrmolides, H:ogllll{:@%' eopr?)thilgﬂgs and

Hérﬁklaﬂ;ld&ﬁthekmf d.¢ apothilbmerBtoed dedyatDhlMieczafi Raclitaxel is marketed as

' bi nd

R e e A T

amdnstunbeumdnaae FAENIGTIN® fAlsincloded sigcthe asnmmrrasﬁf paglitaxel
astine syl fat

\?F va',l agtvPrrH%us SAdE ngtinl ﬁ)%gcll‘?%iéf @ér%srrc égﬂsﬁﬁ%f,apﬁaclitaxd include, but

e"sul vin
wrenaotdihited €o, bwaamEBydrmmldasVakmtcbxege fopms lof paotitxel include,
giscode cachi ci ne

10 | hi |
B T I
(e, CBHDd)TAm@eIDmbo:ader{afd{neé edr|1 ?e oBtAKEd( e.)p,, adalisstosrein
ER ne s a
o 6ks R hsoded ote ERtrPEp el Blfasid] RESREY™
iUsel1p4esl, av@9s/be2yg ?'m@%zsgfaermg@:)sm |W®a&@65a?vwm8|22zft61 and
or B | e ric forms o
oL SRt ShBe S ERaho B B bt axor o
hyreitaehl tivaied Veotéio (AABDKiags-hbibiter whl_cpam‘gelsadeir_eases or inhibits
DB ROPE 2RI VSl P BPRRRREY P R A L i -t Grofiheny-2-
GYddehirhéthy @rﬁﬁ@qd%tmbh@reﬂ]cmm bmrmb/bmyne@memogy -(9G15 The

di scl osed 1 n US50

ded Epo
FIFOFRPENELSUPOL (A (R0 EG P D<K FORf R Rol o/ Sonine
Mé@&%ﬂ-arems&éﬁ%resNWQS84/&net\ﬁ@9ﬂt3£f33ulai\/m82|2a¢ﬁlmedlate

and W00031247 Especi al | referred are

SRIAb TR Tt G LT RSN BPORET AT ERK o Sefera

ﬁh?éﬁ@l@gicﬁlmrﬂl ;iammogml eélldla&rp@eh@membaMcmﬂmgslnfhaimmamm|apsptot|c
t ogen-acti vat ed

enzenesul.f an de,
el SERT §oe R aPSpHEsiST WSttt gD RuRST AR U pRRS
| ADWEL iRNibdth@Ah lardbts, Zdét)fétfs@wsemhbbh& e m'erdrnnw of BION)2 and the
The m togen-acti vated rot %Ab(& es are a
FOSUBMEF SURPERSSPH SKER P ?Tsh éclﬂ?l ?Wéé “fat are
WEK&’Hﬁtﬂtdr rwmasaeg“ae deoreasyaoi ihigitothedirtasa@elility|cAMAP kinase
pul i te s r.a ctiron.fr el |
J ¥ e 26 Mo reate ey B0 e BBy St
rahyﬁcbmi_eagptma]manﬂemt (bON oy target o_cteIN'IEEK ahibitoeinolvdes but is not
PR R T e ———
met ast asi s
a matrix metalloproteinase inhibitor (MMP) inhibitor; which targets, decreases or
inhibits a class of protease enzyme that selectively catalyze the hydrolysis of
polypeptide bonds including the enzymes MMP-2 and MMP-9 that are involved in
promoting the loss of tissue structure around tumors and facilitating tumor growth,

angiogenesis, and metastasissuch as actinonin, which is also known as
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xI'i a MDM2 inhibitor, which targets, decreases or
inhibits the interaction of MDM2 and the p53 tunor

WGQa@08=S8Dr, such as trans-4- iodo, 4'-boranyl PCIYEP2O6@68656

xliv.

xlv.

xIvi.

xIvii.

xI'ii a MEK inhibitor, which_targets, decreases or
i nhibits the kinase activity of MAP ki nase MEK, such
as Nexavar(r) (sorafenib tosylate), butanedinitnle,
bi s[ am no[ 2- am nophenyl)th io] methylene]-(9Cl) A
btaargpaﬁarmﬁe,a\l-w_ﬁwdmmwm-[(b‘&)-1-H(ﬂ&de@ydrbmymetbylhét limted

. t I §RKbL T j :
bRy R 256 BB 2 R O QoL Ak St
amltagtéd pgptidbmimeteanidmuinkpeptidoriid®l inhilfiions; tetracyelimecierivatives,
tar decrea r..L0hi . .
2 irdanFe P iainBlong Mtel Balhdnd Rl ol ER3aanie
Mlggmephardﬁaémnplmdmmsltaid|rrmga$tbtenmytm3ammﬁ>aszataﬂiem211 BMS-
%‘Mé le Rsfﬁaﬁsﬁ(;'w?i% It’%‘ﬁ’%%grgné é’tégﬁka%% tgfor mcludes but

e around ating
igmotirhitecatogpalgeaptide defoamylaseet ast asi ssuch as act| non| n

ARG o g B S8 s o s e rowr
fagtor dbpemﬁenyp]@éi‘ hymylh]a PResmohyationpsydh]asypbastin AG 879.
ﬁ;%r'ghsoogﬁ] &%?ﬁ@yrgﬁ g%%g an'FH bntag?ihlclke% f‘bcut %%ﬁrllcggﬁ'}ed to, HER2,
FIEK T, &V [Tirkre athelfoir gatt? \Aesndleecgta,rgétymmb)bssaxatesswn of RAF1.

{
BB R DL S B B s
weichsdrgtts, dexpeaess ot ;nhibits(pﬁanﬁd?K WIS a]MABK/E;amw?tggmper such
PHATEI Gt Aq et P et b B P A exapuple of
d@‘ﬁﬂmmaslellmmtd\\l@%mdbyrmIfﬂathllllmteéto rblanzamlde 3
RS PR 2 B ARG LA s iy
Fieaibed s 4 yerpleabiconindA&indgdadinatpetty pxhbsphd\&]ﬁﬂm of tyrosine and
SRR B b5 i LG Dl S
tesget ahdrflairinsateny ptiesi, thought tdd-hvalled mt@s&gmmon of important

i nc

K :
PrbiRS Fetph o s appalosls Mddy BaLEE OB FEactih e L

P36 MABKne winashinhibitar; MN%K thrgetsl, yecreadssrar inhilwts @6 tyrosine
%Sﬁé’&\é{}%} £4n n]zyr?@%lafp Q’MH@TS eslfggrca{ %{&9 %?gklnase critical

Igirﬂaéeﬂl ddembllobmbaf aridngdtivgtism; sliaht ad danmedcahthai, t/md:htmalso known as
enzam ae

rﬂgghrﬂpﬁr@c?r@gxé{géﬁg%%@%xﬁr? a°>nl']1ydroxy 1methoxy-9,10-dioxo-(9Cl),
Fl'l;lﬁb]ﬁoéhrﬂ? ylapjet BY/4 b5$ Qﬁéémeﬁm%‘inhlamd ijcluisbeut is sotdimited to,
eri t hreoni n t t I
TE% DS AT ol DB e P LR Bt i
phtvepharrgtatted ann @ thodght & eelinkyivedimthe ebiligstatepstaf d€des
stlnull t hought to be involved in

ﬁrleqé’ialrtg‘% EAESE mpor t ant

a PDGFR tyrosine kinase inhibitor; targeting, decreasing or inhibiting the activity of the
C-kit receptor tyrosine kinases (part of the PDGFR family), such as targeting,
decreasing or inhibiting the activity of the c-Kit receptor tyrosine kinase family,
especially inhibiting the c-Kit receptor. Examples of targets of a PDGFR tyrosine
kinase inhibitor includes, but are not limited to PDGFR, FLT3 and/or c-KIT; such as

tyrphostin AG 1296; tyrphostin 9; 1,3-butadiene-1,1 .3-tricarbonitrile,2-amino-4-(1H-
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cellul ar responses such as apoptosi sand i nfl ammat ory
reactions xlvi a p56 tyrosine kinase inhibitor, which

WO a00g@s =57 decr eases or inhibits p56 tyrosi ne kKPGEEBR2006/068656

xIviil.

xlix.

which is an enzyne that is ? | ynphoi d-specific src
famly tyrosine kinase crit Qal for T-cell devel opnent
and activation, such as darmacant hal, which is also
known as 2-ant hracenecar boxal dehyde, 9, 10-d
iindottH o) 396 N-prgrlRetyiodgin® atiheddrivativel ©QY.)imatinib, IRESSA®.
I [ e "
Prq]ﬂ?%?%gér Qicé éjé&g rgr%é{.l&m@c@ﬁ?rpﬁfgzra?8 %?8{%0%%[35, Er&(f(StlJr\snval in
assodicatieas well As inmarloyd; dipd e rstate s suan asscamceCBtherdsoirosis, and

"ﬁﬁ o&aﬂf&e?sget a’gem ynicclgrh%ézsgge?gptqonrcg? jgréns ?DGF AA, PDGF-
EH?WMF@AIQPQGG@G:C MPWGFJfDJ]n) WthIexGﬂP@@E@lldl%ﬁ@fﬁcfSﬁoy
| ) 1 Qi t Ll
SHEPEB I Prgng S et ReRbt Ve R et yraal e RHERGER have
(reedulanfmddses BDGFR dramdojDa, sespectelyt ar get i ng,
he act

d ' b
Aaes P RFyRS L et ot Reh e Ferdar®s R Mol Ry >
Ikhﬂse ich as ewepiamhinbaithliesisokndvar geBE-Fuiro[d, 3IXEERdeno[4,5-h]-2-
RO SO I g AT R, a0
t(mepmﬁheﬂgylii\@amzsﬁi;rgétyylpNtDSBbR 938, R31tnR adacrme -phetyl-2-
t e,2-am
(R0 b S e oaperba Gaidva Pl Rips oty
IHQESSA@ Ehovﬁﬂ@?n@é@e}éﬂn aesponte &l a nahber of hbegmatand]graveh factor
B5FLL GE048 P SRR e A L BR P o
Ghiteenal growirfastol, evlosy-stimalating fabtootdnd repaagte gTdthl?Em and
sk RRYERRES BiopRasebestEleh o el g A G atpapgton. An
té&@mbleccﬁu tefgat ofd pessphatiyylineitbe3- Embsalnhbbltbn indideg, bot is not

WO, I r tyrosine kinases PDGFR-a and PDGFR- b
H'Hv@dﬁ%(%p%gl ar masses of -170 and 180 kDa,

raeyﬁmﬁh phatded Mhbbitﬁn Wh&:hph\@%ﬁh&é¢rda§esmmmmﬂshp&gkﬁ>ml - such as
in i.tor t et cre inhibits Pl 3-
I&aﬂg%d'c?ﬁ'@hc h‘%ﬁ’f %ﬂﬂir 'ﬁuc'm'gﬁeﬁgg so known as
%dfﬂ'_dw@thényff)bani@ glydilﬁi-erwbI&tdﬁﬁW}E)&QCbeﬁnmpy\amBeéire@ncﬁfetthe

HBSSRcEH a ree%%q hssetg it SGandepnlsnibrygied stae. Hence,
(tﬂ@pﬁ&%ha@&tlbnl&dhoéﬂ'@ylatﬁmwsle Bnpeasyirddd as momgbaliar “on-off”

i n-4-yl')-chromen-4-one, quercetin, quercetin dihydrate
PWitshki nase activity has been shown to increase in

r slamnﬁagém @hlﬁh”d’@ﬁtémefpldﬂlﬁﬂmmﬁ@|nrﬁlbidDgAmvhh1eE|a(b§/(ﬁd5rmlng
n I nsu rive
et e fes g Gt Padus o ey s S rthdhietn
f il iy oxatibby -csplatinlat satgaiatitad, plamdﬁmmtmh@s ZD0473.
0 factor nd. has been. i tlca eg esses

Aot s sdn B g B o B e B R S8
CARBOPLAT®; and oxaliplatin as ELOXATIN®.

a protein phosphatase inhibitor, including a PP1 and PP2 inhibitor and a tyrosine
phosphatase inhibitor; which targets, decreases or inhibits protein phosphatase.
Examples of a PP1 and PP2A inhibitor include cantharidic acid and/or cantharidin.

Examples of a tyrosine phosphatase inhibitor include, but are not limited to, L-P-
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exanpl e of a target of a phosphatidylinositol 3-kinase
i nhibitor includes, but is not limted to, PiISK xlix a

w@h@sphatase i nhi bitor, which targets, decreasPGI/BP2006/068656

i nhi bits phosphatase, such cant hari dic acid, cantha
pdi n, and L-1|euci nam de, N4'4-(2-

car boxyet henyl ) benzoyl ] gl ycyl -L- a-glutanyl-(E)-(9C)
Phosphat ases renove the phosphoryl group and restore
bnmmqnetcarmsmemalates2@H)gmma®neﬂ@pmgph5ﬂwom@e/m@m&)r%

et GRG0 el SEPRRBRRRR Y 2 Don Y
mh@termutmr:&qemtpmehhmhort mt@edﬂnepdlratrelatﬁmtaad:omphum which
S esi

R oS P B TR0 RS o
G/hB;ahr&iIleaa PRX &hn peathibiteddyswb alemqsiablesmtemplkamwm aah‘dhlbltor 1(l-
Eiﬂ 41{15{{)138'9% r\tzg E#e%/hqr%’rse{%\ggﬁyggerﬁ%ga%pyl%'J]SLFbEIHIt't Qgphosphorylase
%Eislﬂzﬂyéé' dlrdwpﬁwam&dre phlainndedamto&tp@)(ﬂa'ﬁbhlé%) atI:t|veaiPP2A)g CAZ-

ro at +1nhi

BrrEieTLE F2Rh g o SPReisE E A Seed f doBb=als ¢
traé g@tns tyrdfﬁé ﬁgﬁmamse Lnﬂébltbr t 8s pseant fedre, rplawﬁhatmmoounds which

s of a P2A i nh
AT ResearaseR ol BT PEPo o YT Rars, ELOpi Eeing phosehatases
I(F?’Tm@?gag@ treﬂ’ét%wgg&étﬁ @ddilﬂdsnsbtbttlﬁrf pmmha‘dse fdmity. Aney reotove
0 r
PG B GHEEOT AT G 8¢ DROTPOIGHALER YT §ioieipy PTPs display
AxRhxAdetyal featuledBhd (o%}h?:pgramd rbles inythe hegpdtioniof calti d
i,.nhi bi t gr

P25 SIS, 3 AP gAY rcion

'pEﬁGm*plhefsfof gegétShor apyrosiné phedphatzisairadissr figjude) but are not limited to,

osphat ases

L 5L, bOSLAR e bR 4 prse

m%gﬂhﬁb'm lE\ﬁ’cg aPK(d délta kig u}ﬁﬂlﬁfoer'ﬂfdteah 'y PKC |nh|b|tor as used
orylate a s

Iher%%d%%{ta@e@”}?%% s gl fag 83%% Ec'”g‘n%oﬂﬁiﬁg'”T‘é{'pa%e Cas

@@éél'_ka\égtes(lﬁﬁgﬁ\bts Shatein kdﬁ@emﬁ(@NC (fﬁﬁlayuio@ndhosphohpld -dependent
enden

eos; RevaNBs prapabaadicnr aroec R B AT Aoh o1

rcﬁﬂrf]els’%gnﬁttfatub? évlmdcwaspwsrsdsxivhpleh of ataygétof adRKC @hibier iociude, but are
S tyrosine

P96 piied s gk}\gl?gag%%afﬁ%o@esrcg‘ca %83@;&5?@ mcludge but are

tJb@uHh@&W@%%fn&wé uuoﬁéle;{u[:emwethplaosrm)artopylgnHurpﬂgol -3- yI] -4-

from phosphoryl ated tyrosi ne residues. of
i sgneg)- 3d¥')\7 ebisinfply %l'in'qeégt SRWLOSHE: WF'&@ 'S lﬁpc\ﬂvrntaa
r Sk cbRe-t 3edibIe Sl d- O(ZSQiR gE}-l(9ph Gtadres@trinerwhich is known as

g@g%@kg&% bg}g'k?qrngfu%mz g ghe3$50‘P In&H1 yrrolo[é Jt J]ﬁW]b&ﬁgdlazomn 1-one,
staurosporine derivatives such as disclosed in EP0296110, e. g. midostaurin;
2,3,10,11,12,13-hexahydro-1 0-methoxy-9-methyl-11-(methylamino)-,
(9S,10R,11R,13R)- (9Cl); tyrphostin 51; and hypericin, which is also known as
phenanthro[1,10,9,8-opgra]perylene-7,14-dione, 1,3,4,6,8,13-hexahydroxy-10,11-
dimethy!-, stereocisomer (6CI,7CI,8CI,9Cl), UCN-01,safingol, BAY 43-9008, bryostatin
1, perifosine;limofosine ; RO 318220 and RO 320432; GO 6976 ; Isis 3521;
LY333531/LY379196. The term “a PKC delta kinase inhibitor”, as used herein, relates
to a compound which targets, decreases or inhibits the delta isozymes of PKC. The
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liv.

Ivi.

Exanpl es of targets of a tyrosine phosphat ase
i nhibitor include, but are not limted to, alkaline

wob@sphasase (ALP), heparanase, PTPase, and/ or PCT/EP2006/068656

prostatic acid phosphatase |n a PKC inhibitor and a

PKC delta ki nase inhibitor 2fe term"a PKC i nhi bi tor",

as used herein, relates to a conpound which targets,
decreases or inhibits protein kinase C as well as its
déltaaydm/meﬁs atehrerkional K CispBi3s aral ig lﬁ]aﬁ udlepmmdent. An example of

F :}mﬁ@t itk de gﬂ E{C@gé\nquisc%ﬁ llmqvg } ?%}t‘ae{?mbwglgms also
Q""Mr%@m“r@dn@non@md[6€{@9¢er>ﬂ42$4 Exmmlrce@ Sefethyphegdimeiiyl]-5,7-

a. PKC inhihit ncl.ude, but _ar ,  MAPK
dRYATErY-RiE: %@sﬁ\abﬂﬁéa@wwr%@ 8k ki @ﬁ o(gcf )ncl ude,
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] benzod iazon in- staurosponne derivatives

?l?éYPtB%t'co‘?rgéfmS%é‘Bd ?'ﬁvﬁ%ﬁelﬁmm PO&'®y i dost auri n,
A ﬁ@té@s&némﬂa%ﬂ&r amtmaﬂg;w Gedre@seﬁﬁirhm!tytsgpmteatgrhe Buch as

S9SORRRVF RePIPHD: PR ROV AL S AR el N ERT T of 1

tér@et@ &a%@té@ddﬁ@é Mhﬂbn@rhlﬁclud&d;-bdt arenet linitdd t, 6(B)(-)-generating

NGy st SRR e

larynswtmhhmltar wﬁ%aft@@medédraas‘e@mrm.mtsmpassaz;@otamdyra@ne
320432, GO 6976 , Isis 355 A#égssgsl/ LY379196 Bﬁc Lo
Ease THIGERE SYeh £8 LueyRRa i - (2srarboxy g R U I eRapYIo Y

IRlt&h@s (H)qoe)conpound which targets, decreases or

e el oy, ol EKE TG0 L ORI b o

RSN kinds&lfGinitel; bad ki pase ahd‘lbt MK-Grtyrbaloé kohase inbikitor;
is not limted to, Rottlerin, whi

rerteiera gr_omtyr%lr[%knpzi@ @@Qt}c&ﬂ as u&e%lswierraelns (r)elates ¥a %8mpound

'vl;%?H \QPﬁ}éh %T?@E hyd cRdraBy b) imBibiy biot&in Hrosihdyidasesy Ptéindyrosine
i met hyl - 2H

8-
MR A
%ﬁé%@é\%?ns rr%rah&h | dAki tsBirvi@l. rdesy a%smsmrrem 48 rageptsRTKssNd non-

is al so_known as 3 i fluo omstrr]‘ylorn
i repeRior, P'Nl(Sl RexgrptogPTKs foMtaiper sin '%QO'XP-ﬁﬁt'd?ﬁ AR Wethi nes

Stpﬁ{smemﬂﬂﬁw@%nﬁ?ﬁrmé’@drabalu@‘r evil bathig mgmdrmnmﬁamse high affinity
cell proliferation, althou rg% t hei rﬁsrem s

doaae DIl i e e AP & SPBPLYEAnE ERgy 1 SOl and the

pr?bbél@f@rﬁ?e URABAS Exainplet of taegétedf bwrwm kiassdinhibttoninglyde, but

0 iosynthetic enz s, and evat ol pepl.s

2o et BHRCES A RS 1o ko e Kpge R A& DERKD PDGFR,

O4nd/dHHLaiat 5E>@h@le%&ﬁmectstu@&tsaﬁclude but are not limited to, TNFalpha,
NO, PGE2, IRAK, iNOS, ICAM-1, and/or E-selectin. Examples of a tyrosine kinase
inhibitor include, but are not limited to, tyrphostin AG 126; tyrphostin Ag 1288;
tyrphostin Ag 1295; geldanamycin; and genistein.
Non-receptor tyrosine kinases include members of the Src, Tec, JAK, Fes, Abl, FAK,

Csk, and Syk families. They are located in the cytoplasm as well as in the nucleus.
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acl aci nonycin A, gliotoxin, PS-341 , MN 341 ,
bortezom b, vel cade Exanples of targets of a

wWQer@rOSESTE | nhi bitor include, but are not | i mPCEHP2006/068656

Ivii.

bviii.

Ivix.

0(2)(-)-generat ing NADPH oxj dase, NF-kappaB, and/or
farnesyl transferase, geranyééfansferase Il Iv a PTP1 B
i nhibitor, which targets, decreases or inhibits PTPl
B, a protein tyrosine kinase inhibitor, such as

Thee exhibibdistret kinase regulation, substrate phosphorylation, and function.
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relates to a conpoun I C ecreases

Gt TEHRP Y RIEN @f@?@&ﬁﬁﬁ%sma?m'%ﬂ it gﬁgﬂﬁsef“yfﬁsg?tﬂ@ such as
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a serine/threonine kinase inhibitor; which inhibits serine/threonine kinases; such as 2-
aminopurine, also known as 1H-purin-2-amine(9Cl). . An example of a target of a
serine/threonine kinase inhibitor includes, but is not limited to, dsRNA-dependent

protein kinase (PKR). Examples of indirect targets of a serine/threonine kinase
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Ixi.

Ixii.

The term"a Syk tyrosine kinase inhibitor", as used
herein, relates to a conpound which targets, decreases

woron7fbi4dsit s Syk Exanpl es of targets for a SykPCEBRN06@68656

ki nase inhibitor include, byt are not limted to, Syk,
STAT3, and/or STAT5 An exa'néa'e of a Syk tyrosine

ki nase inhibitor includes, but is not limted to,
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?BﬂdS:.%;flrla@téc@ytmlﬁé admipialsed ld. gramethe forGHE itiglrharketed, e.g., under
ar hi b| ts R . -

e fedeat CoNPCEsARE I pPrEe e AR BT & 4 thgfom oo
|sl maﬁi@tbdbérgyagﬂer thecragamask HYCAWIN@IEhegerrm"tmablsomerase I
vesicle br own in ovn t
iHIF 028 “B@%erﬂn BBB‘EE?%W %gﬁrﬂggq I8 azor] ra?)(/c‘ﬁngs such as
%@&brﬂsv’chhrnemuﬂln@emlswﬁaeomrmntbht@g, OAMELYX®, mhimadrtiicin, including

ﬁlﬁé%ﬁ?ﬁé&ohrr e %I{gge? EI %%iﬁf(?%@ylg% fplﬁ‘n |cn§n&£}'ﬁ98m%9 neﬁ*o?‘t?owm

ttiRes lﬁﬂi&réﬁum@néQﬁﬂtﬁﬁrﬁd@hthd nsokamase; andﬂhblpbdcphillotoxmes
i ncl udes

[
rﬁt%qoéldﬁ %dHQQQOTwFétOE%{%pé’gar ?teg 28 %Cﬂﬂﬂc : ﬁt ﬂ@g@f gen Opfo&de as
lS\Nl Izteffidmblrw@r aéxdinan asDRIBOAS TING mrd‘H)RIkAtMY(EN@ apirubicin as
SR b heior VBB B8 i Al By rone
AESER tyrddide Kinag ihibitarp@hieh Ita’igeten@l:lowas@é’léﬂléﬂ)r Inkibits the known
st er ol b| osynthesi s inhj

AelegRTRGED RO apBcLioBEn R SAgI e LS ngmal anc
tp%ﬂ’@ld’g&dall Bl@glEg@i@iseHSh@f/EG&rfgmtlys(\IEIBF-a\ YE&FeB, VEGF- C VEGF D)
0] OSNAL DESLS oL hd BI L0 tyrosine kinases [VEGFR-1 (Fit-1), VEGFR-2 (Flk-1,
KDR), and VEGFR-3 (Flt-4)] play a paramount and indispensable role in regulating the
multiple facets of the angiogenic and lymphangiogenic processes. An example of a
VEGFR tyrosine kinase inhibitor includes 3-(4-dimethylaminobenzylidenyl)-2-
indolinone. Compounds which target, decrease or inhibit the activity of VEGFR are
especially compounds, proteins or antibodies which inhibit the VEGEF receptor tyrosine

kinase, inhibit a VEGF receptor or bind to VEGF, and are in particular those
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include, but are not limted to, squal ene epoxi dase,
and CYP2D6 | xi a topoi sonerase inhibitor, including a

Wo epoiosaser ase | inhibitor and a topoi somer asePCIT/EP2006/068656
i nhi bi tor Exanples of a top0| somerase | inhibitor
i nclude, but are not Ii mi ted to, topotecan, ginmatecan,
irinotecan, canptothecan and its anal ogues, 9-
nitrocanpt ot hecin and the macronol ecul ar canpt ot heci n
caomnpanas aor@ﬂ&Msbr@ﬁﬂmBIoﬁalmmbMels @eribrlpallwm%p’esiﬂﬂa”y disclosed in

PRRGRSEREE ¢ B Betot HodTE; Py Blen PR o

plenrimpositidal adceptablecsait thdregfoe eg dine hwtmtmloom WQ0009495

AR oo BRA it BB PR Pl KU RE04F .. those as

dedtrbediby M. Prevetaugta! hbCanoer REQEE&UCHHB@)HQQ@) 52020552 181bp F. Yuan et

%‘Hgﬁf%‘% &4321?%@ % @&?ﬁ ,npgbgf’%ggné{gg?,t ?%g dlt9r9§ d%ma %(hrﬂj etalin

CAMRT B2AR08, ) 998)p219%e8 214, emh bjoe. Moadtienti st @ riredipxieolepic Pathology,

REAkaH oo ' Doy BTG 08 pna 15 o8 MQESER, fescroes

b & Sherrailly, etiah celdi®@s1 998181 5i328nBhddstatintdedcriled kyhd. S. O'Reilly et

Bl GaL BBt 277 2pS R by Nis S Ardef dha 1B 46 M susate, susees,
bnahtHIEGY dntipesessd arftlQVE(EIIF aédepmr aetltg3d|esDALQ\m®Wh' ),
Zt%l(rubl cin, _idarubicin antd neno

AP RSP e P A e RO antibfls. naeianal

pAGkRRisl Mottiepédesartibogies falmed fidnt atriéqx RiintactEzntipodies end

ST S0 ah o PR Ry g an examee
AP XIEELRE Tnhibitepé. guhuoues asitimBRMORUBI Cl N( 1)
i dar ubi cin as.ZAVE lioxa

il RSPRRHRERY P40V SUURERBIe R SIS s SRE T SRR o
Ixiv. \&tHoptboliad dBlch indiRe cemaieferentighonr prbdféssbs tstich be rétmoieracid, alpha-,

angi ogeni_c rovvth factors and c nplicated in
PRBRMA R Batd BW‘%?' N6 Ht%’ﬁr %W%é‘%hc{ %Qﬂ' angi ogenesi s

IxV. Ehﬁsp‘ﬂégﬁw&@[@ leYy. (RdidimgPetridbrE cBdr oA HiluGroniE GRmromin dalendronic,
t heir correspondin t or tyr osi ne ki nases [VEGFR-1

(angropye, rlgg@pQCQHflgplﬁng% and VEGFR-3 (Flt-4)]

IXvi. Fé' Iﬂ%{)a?arﬁaé aWYiteF whias pteﬂt@h&msml smlrmateedegnadasblgul atd. R{88,
mul tiple facet

S, C
i R BYAE TR EEREETR SRR o Ae(iER o o imerferor
taydasi ne ki nase inhibitor includes 3-(4-d inmethylam
i nobenzyl idenyl)-2- indohnone Conpounds which target,

Ixviii. @é@%@sedf‘h@mﬂ Bi ¢ telp@es@invity of VEGFR are
Ixix. GRRESbA YcHCATRRBIREHS of @ét@ti&jlmmthyamhsﬁemﬁeee.gvvlamtahapone

inhibit the VEG- ece 0 I
hoc. \ARESH BEBTTOSH (BTGB Fuothe (Sl e Sh Ry sPPHEl [ofs)
tmsmﬁpqmy)pr ot e| ns or nonocl onal anti bodi es gene
_pcally and s eC|f cal i sclosed in - -
Ixxi (S@m%%t@%% §qm:ﬁ83tatzp Xraaiow E’Ldﬁ’ %?cﬁyﬁ € %%ﬁg?%{%lrﬁbe &r
andostatin LAR®).
Ixxii. Growth Hormone—Receptor Antagonists, such as pegvisomant, filgrastim or

pegfilgrastim, or interferon alpha.

Cancer treatment, such as endocrine tumor treatment with an mTOR inhibitor, optionally in

combination with an anticancer drug, such as indicated herein, may be associated with



10

15

20

25

30

pharmaceuti cal acceptable salt thereof, e g the
succi nate, or in WO0009495, WX0027820, WX0059509,
woedgsu223, W00027819 and EP0769947, e g t hosSRCEHEP2006/068656

descri bed by M Prewett et ag in Cancer Research 59

(1999) 5209-5218, by F Yuan 2f al in Proc Natl Acad

Sci USA, vol 93, pp 14765-14770, Dec 1996, by Z Zhu et

al in Cancer Res 58, 1998, 3209-3214, and by J Mrdenti
radioteeragl. EdocTios twodrdgatmenttwithl argy TORahhiRiTor, extionallypip combiation

. 4

with aeiiBandel oD L e S AR e HARR N, R Al Reppment it
anothEndutshateérrdradgscri bed by M S OReilly et al, Cell 88,

1997, 277-285,anthran ilic acid am des, ZD41 90,

ZD6474, SU541 6 , SU6668, or anti-VEGF anti bodi es or
A pretemteld-avEGincee deigtasra setbnt ddigesubstange Rherdebrine tumor treatment e.g.
|ncluo(e%t%:/fgugobcl§ugrgapéo Be)’r%? o%éalgg'a%ttolk%SQE aep ecrerﬁtltofﬁlﬁ‘ogﬁ)@@%s%qﬂﬂubltor that
has azapectoadiog sctivity thaﬂ infchudles ﬁ’DGFﬁﬁ-kIQ andttlae:‘t/Eﬁﬁtretmmres 9.

' r
suorg e AL LLRATBIL B RN 00 PR i o
pegfilgrastitn, interfezomyalpha busiensatastatin ai & somsaiosiatia agalnar sech as
ni st, such as abarehx, goserelm goserelin acetate,

X1V a conpound whi ch induce cell differentiation
processes, such as retinoic acid, alpha-, ganma- or 8-

t her ol Lol al I
i RSERAEE Rl o 885 SRTHR:aRl B A S AEIR el uen o
octretiideidoldninder thatiade oaine, Samldestdhn@l pcandostatin AARE).

ri sedroni c and zol edronic acid |Ixvi a heparanase

i nhi bitor which prevents heparan sul phate degradati on,
Anti-iaflag;nrﬁbtoafaandmrwmuaorbbduIajgﬂycmwgsrmcpws@rwmﬁomeeuseful in

comt{jlI fﬁﬁrw Fﬁ/}lrpj[%gp{ﬂwglﬁ{o'?% rdr%ttﬁrbgg{sg{&?acc%rtﬂné R BB TRt

onrer
inverttieh angshebden, | xi x nedi ators, such as |nh| bi tors of

t echol - O-.net hyl t f I
- medidsr &t eI rASBE PR epufesfp %ﬁﬁ?@?ﬁf b (sut
- ascd@¢Ehs halied imrhed-uppséssive pfeieS)es, BIJSABISXH , ABHERIY) ,

- contgb¥lexit e padinabat ael e o e sber | %ﬁﬁtﬂf@i’?h *

- mydophemolﬁamwdr sk ¢1o nepdRee epycophditiatg omifstt's, such as
15 BB of ATl S BB el g opuve erot
- medibioRg, eld. Gadibens, oWbérhatatyrosiieRkinads dutivioy, , optl onal | y | n

- mediators, e.g. inhibitors, of c-kit receptor tyrosine kinase activity;

octre

- mediators, e.g. inhibitors, of PDGF receptor tyrosine kinase activity, e.g. Gleevec (imatinib);

- mediators, e.g. inhibitors, of p38 MAP kinase activity,

- mediators, e.g. inhibitors, of VEGF receptor tyrosine kinase activity,

- mediators, e.g. inhibitors, of PKC activity, e.g. as disclosed in WO0238561 or WwW00382859,
e.g. the compound of Example 56 or 70;

- mediators, e.g. inhibitors, of JAK3 kinase activity, e.g. N-benzyl-3,4-dihydroxy-benzylidene-
cyanoacetamide a-cyano-(3,4-dinydroxy)-]N-benzylcinnamamide (Tyrphostin AG 490),
prodigiosin 25-C (PNU156804), [4-(4'-hydroxyphenyl)-amino-6,7-dimethoxyquinazoline]
(WHI-P131), [4-(3'-bromo-4'-hydroxylphenyl)-amino-6,7-dimethoxyquinazoline] (WHI-
P154), [4-(3',5'-dibromo-4'-hydroxylphenyl)-amino-6,7-dimethoxyquinazoline] WHI-P97,



5

10

15

20

25

30

conmbi nation with an anticancer drug, such as indicated
herein, may be associ ated w t hradi ot herapy Edocri ne
WO a0vsfs4seat mnent with an mrrOR i nhi bitor, opti oPEl/ER2006/068656

conbi nation with an anticanger drug, may be a second
line treatnment, e g follownyg treatnent w th anot her
anticancer drug A preferred anticancer drug as a
second drug substance in endocrine tunor treatnment e g

KRXi-2cll, 84 R, SR f-4-vreatiolH3g metHyl- -(7Hpwani¢]a B-dipyrimidin-4-yl)-amino]-piperidin-

Ty HRE L T dn Ba T O Al B R Betl BRPEprad O R et .o
monE-citidte (sistdcdiibe CPEETO, 556 etmemqmm)ugd fu@iisciozad in WﬁOSZSSQ or

Recept or Antagoni sts, such as pegvi somant,
WOR?%@EQ &m or pegfilgrastim interferon al pha or
- medmt@gt?dnrst@djr r&odiﬂétﬁts&ﬁt&lﬂ necaﬂaﬂ ajiviey, esg A YABO optionally

octreoti Pr ef er abl ond ubst
phosphrEiated gt ?%a'?ﬁb%&?b%’é ?mwog% :g;ta%\zy@)ﬁygﬁeh@thlo )-2-
chlo%hél%ﬂ]%thi}m 3Sp3bpbnead>ebpttdmeu;t prmiehmmdsamd{msme(mqy@lpmexyl -3-

i SR A D e e L ATIBA RN 205k
pha@eHER Lty atcaptddie saitsnTOR i nhi bi tor e g pr one to be

S RER o B B S BT el ek

Cl neurl
receP¥otS 5§ OBiys/BAF Friéc&ii6r, W@mﬁﬂmgmmﬂgcoa 0025 CD28,

CD@%@%E@BE# e$l§§8 % g&%&sﬁh%eagpto BTL %ﬁ }%CSPQEW% recéptor or

theif @fahugom de, m ZOpr ne, - mycophenolic acid or salt, e

cophenol ate nof et i :
o PSR SRR AT R gl L FRRRhin ot as
a pdiedr ¥fahé éfrddetil@odomain wEGITRAGDEA mytg\t tmeedfi egr 8n ablpast
bcr - abl ' ki nase .a :
extr??ﬁ,{lp%r pgrliﬁ gh?ﬁAﬁ or'a %Lg%rgtt%%rééf ))cr)lgg? ﬁ&'b@ﬁ-@ﬁﬁﬁm Préein
seq@érideV blgy CTLAMR R teRS desighatpd ATCO 68629, or afmurB@ERhereof, e.g.
recept or tyrosine kinase activity, e g G eevec
P@ ¥at i ni b), - nediators, e g inhibitors, of p38 MAP
- medihfdRs & @ainibiofs/of adhBEith aiotscale axtigties) blgblLFﬁF‘santagor‘\LﬁG:lCAM 1

receptor tyrosine kinase a d at or e
or §ﬁmaSP'E"éﬁss CoM- %R@aae?'gk?.%&[’*v‘i 2{%3%0” %c: osedsl n °

-mem%ﬁ%ﬁﬁlan om&%m actiyy,t he conpound of Exanple 56

@(‘F tﬁ/ i nhi bitors, of JAK3 ki nase
‘me‘éié'loﬁllet%/ '”réb@rsf\l-of) 29F¥8Y-4- d i hydr oxy- benzyl

- 5- ain%@@lfdjl@ 3089 Egeets fsueh @B Buifdathzile, Azulfidine®, Asacol®, Dipentum®,
dr ox l'éo(]l\l-benz | C |n mldd (T%JJhost %99)3
e S e LG 0 TYL RS e

met4ladife m@bﬂfbﬂ?éYBﬁW’tM'hbpﬁm i no-6, 7-d i met hoxyqu
I nazol i ne] (WHI -

- megiators e g fHRjLoss. qﬁi}'&lfﬂmapmlﬁw,)e;%rlﬂqlLngw_gBe’anflpadles which bind to
TNERINA0K Y inflikirab Rettdad Y- liBdhide, lenalidomide,

- nitric oxide releasing non-steriodal anti-inlammatory drugs (NSAIDs), e.g. including COX-
inhibiting NO-donating drugs (CINOD);

- phospordiesterase, e.g. mediators, such as inhibitors of PDE4B activity,

- mediators, e.g. inhibitors, of caspase activity,

- mediators, e.g. agonists, of the G protein coupled receptor GPBAR1,

- mediators, e.g. inhibitors, of ceramide kinase activity,
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[4-(3",5 -d ibrorno-4'-hydroxyl phenyl)-amino-6 7-d
i met hoxyqu i nazoline] WH -P97, KRX-21 1,
WG2407BR44R) - 4- net hyl - 3- [ met hyl - (7H- pyrrol o[ 2, 3PdI/BY2006/068656
pm di n-4-yl)-am i no] - pi peri:ﬂ' n- 1-yl}-3-o0xo0-prop
ionitple, in free formor 1 a pharnmaceutically
acceptabl e salt form e g nono-citrate (also called
CP- 690, 550), or a compound as disclosed in
- mulﬁﬁmﬁﬁw&ﬂiﬁ%mflemn\m@'aﬁm@wms) e icutirselis, phesigpholipase A2

t
SR RS SR oo
glycesagnideglydans- 2- [ 4- ( 3- benzyl oxyphenyl th i o) - 2-
. ant'bbclii'((jg;??f g%?ﬁ%gﬁ@%’ 'C'iéﬂai@%ﬁ'%igg&g%k%ﬁﬁé@m"ws* sulfonamides,
sucht 4¢ dulfadinzinet duflsokezoky | sukfgnes, such as dapsone; pleuromutilins,
oo hBE 5L B ik BBt 308, o B 20k
probidiiztl aAS UppMeasal \bactetia eq. haetbbaritusbbatitemcilles geyteri;

- antlvglacgrpg%%aylcp %gté'b?’g'?’l \%ﬁlﬂt&%inl eu&%%%a@%&%@%%ae%@g oseltamivir
phoﬁaat'e fa@ﬁﬁ&ovn%znﬁmémaﬁwme d]DESQSlr@D@mwre)mg6osc|aLne12nd|naV|r,
lamiy flh_aw it A SR Mair hx%glnée&a‘?é’ glrowprvauéﬁblﬁlowr

V‘]‘ % é‘§, bt FEEYS ﬁo

: dlat'ory’ co

zidov@diggrbi nant bi ndi ng m)l ecul e havi ng at I east a portl on
of the extracellular domain of CTLA4 or a nutant
thereof, e g an at |east extracellular portion of

Anti- |§Qﬂ‘ﬁ‘ﬂat@Fy Fugsivarh ardiproneto beuserd it @ombrmanercwmén mTOR inhibitor,
pr oteln sequence,

e-9. PEgE2i9)Pegisehl ﬁﬁ?%ﬁ'ﬁgtf%@ﬁ%?se”g'”&erﬂl?ﬂz S §$§§9§
antunﬁ?:ﬂ’gﬁ\‘%td?y tb@ér&s QﬁSﬂﬂﬂw§d1c§)fkasl‘liﬁrbalemlc@cm!0delrlvati\4es$alrrmqyrofen
-1 antagoni s

cenog GBS AR R R ra e O SRS B den i bren.

|bupr|@ﬂ§¥hma|g@dt5br§ieﬁ %toﬁ@? arﬁ:rlobnd%rynapronemjloaamozm Blrrgofen pranoprofen
Ibitors

suprofSh ASRITere A, e fonareieny gl Pl PRAP R ik e

acen&‘fﬂﬁ@'a(dl&fenda BIRIZhEE(di élofeﬁ’@mh‘aﬁ:&ﬁer)ac férnmlazla(alc)d fentlazac
nasa

furofgpagg |0y n?a]@ ls(f(g(leggal H?nﬁﬁsﬁ'g c? o cong frl]n %c&oanetacm and
zomébﬁ'aé‘)" FdhanTic 884l Uéﬁ\iy’ufﬁes @ufenamig dmldl cma;loferﬁarﬂ' hEcil miefenamic acid,

nnflun‘pﬂ;a_c@ %ﬁéolf@%@lg ﬁcplm iapﬂﬁqu?%g %8%%?? atle%g]gilf 91|sal and

flufeni €M okid Mk GEoxicantli ditokicadX sutidxicamesl telgoxmmm) aaéqa/ctaja:t acetyl

antl-lnlarmator dru n
sahcw)qcmﬁy}qupﬁém gtqyéﬂf @pﬁ@lﬁp@@r%dgfzpmerylgg feprazone,
mofe‘Bt]%%B@eidix?&{e%ba@Qon@ peempslitatone cyslomtygasasert GO X o2)gnhibitors
suchoas ce|eco>%bal%|lb|\{c|)rts of phosphodiesterase type IV (PDE-IV); antagonists of the
chemokine receptors, especially CCR-1, CCR-2, and CCR-3: cholesterol lowering agents
such as HMG-CoA reductase inhibitors (lovastatin, simvastatin and pravastatin, fluvastatin,
atorvastatin, and other statins), sequestrants (cholestyramine and colestipol), nicotinic acid,
fenofibric acid derivatives (gemfibrozil, clofibrat, fenofibrate and benzafibrate), and probucol;
anticholinergic agents such as muscarinic antagonists (ipratropium bromide); other
compounds such as theophylline, sulfasalazine and aminosalicylates, e.g. 5-aminosalicylic

acid and prodrugs thereof, antirheumatics.
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- nediators, e g inhibitors, of caspase activity, -
nmedi ators, e g agonists, of the G protein coupled
WO e@apsas7 GPBARL , - nedi ators, e g inhibitorspCDEP2006/068656

ceram de kinase activity,- ' multi-functional

anti-inflammatory' drugs ('l\?f5AI Ds), e g cytosolic

phoshphohpase A2 (cPLA2) inhibitors, such as

menbr ane- anchor ed phosphohpase A2 inhibitors linked to
Antlallgigyc:mgﬁwhca;glayeame te banséfol iotcoswjnagor vithen mMTOR inhibitor, e.g.

prone?%F? HEVE{ Ssdﬁ%sotﬁq% %@gﬁvengL%Lh%s suc#epadl azi ne,

antihigtathines (it BaBtaning ahﬂ‘agnmst,s) sur rasoptepsamang, chlorpheniramine,

coc YRR Do LRI, BBy s

tnpelephmhln@t hgeBodaihecoBEisaie, bantehazine tynépraziobaazatddines,
cypro?bem%ﬁl?q ﬁnlavp@;r 8ﬁ?r}‘%m|%%§€rfl%ﬁfn%ael\sé%l%glg%l tg\?fgﬁgdlﬁec' loratadine,

cehnzih@n%%bfehédm@&iﬁst@ﬂfb@thbxwhd*ra&nlmat and fiemstedida) antj- asthmatics such
as BZTaggﬁgga\éeI{tr)utﬁlﬁ%a%\ﬁp(o g e&o{l %ném?eroln%be %ff'xﬁr)(é a‘?d?ferol bitolterol,

salmetdrblamamiitoutesaly] Whetphl lfine, Stavaelgh seiun adtenpyne) watrqpmm bromide,
anci cl.o

Ieuko\\f\iﬁb%ﬁntgpgmﬁtp (S.ﬁdémfl%ad Vrln'lgtlétg\?h?qt rahlﬂ%%s?%k%@y \Rdgf)lﬁﬁ‘ﬁst SKB-
106 203’)O|§uk@them biesyntitests iphibiters t(zilebwnuBAK L00&); boorghodjlatass,

resent inyention, include e g non-steroidal
a”t'a%kﬂﬂ‘?t Tnéﬁ‘rfe?ﬁlé}/‘ijﬂgﬁr Ets (NSAI Ds) such as propionic

acid derivatives (al mnoprofen, benoxaprofen, bucloxic
car pr.of en, enopr of en.. fI ; .
o s SR A B LA e oven e
subjeBihraéating 1APE @émﬁoumsa.@habbwncprplomw ag the present application
r anopr of en, fenic ac

by ref{é[%\)ggpq gf%prlsgg arg Iﬁ(%g/&eotﬁg gﬁ?r\%atcevtécgll ¢ce§{5%l ?]alts thereof, the

corre@}fdhﬂﬁ\tgaﬁd:é’mat@é Cdum‘téréaleoméllst d:aamsomeob ¢éubdirearzscas well as the
fencl| of enac, fencl.ozic ent(#azac

corre TR0/ 1 SeApabo AL S E T Lo P R bsent .o

solvated! RRlrats aRd @Ilvﬁlbﬁgﬂ’isnwhl@ndrd@ﬁtﬂ@&dd&bér,elrf ghacbompagid$ used as
derivatives am

| of
aciveBHIAM 4 oA FIATOE TaciLerinG AN e HE A 60 AL ggministered as

descr?cie@?@ﬂiél &tiéﬂ @@&Yﬂwétﬁis a€inthderdduat desesipt(ai fdspactvaly. Alsd within the
ur enl sa

xi cam 0Xi cam
SCOP%HH‘“FéﬂYSE‘F‘E’éﬁ)the §ap @%lﬂa} ggn fsé%%”ﬁm Y1l cy? ??ﬂgﬁﬂ‘gﬁ%”ts as
set fopthl d‘b@Sé"laéld}ﬁ‘)armBé’edtleI doyHbaTtbe nithin (the szapesf this invention could
bezpi peryl on, razone

ncluqs FERRATINE SRS T RESIbE ﬂﬁé%fn%‘%%ﬁf%%%}‘éSH% . gp-agent are
not tHeGE¥ntica) ingrelieht.t or s such as cel ecoxi b, inhibitors of

e iSRS L) BB Yok e
may 6&RK3n feRPheshteret, deaaeediigh @fgaatsmnsmrcoamehmmm Merck

hi bi
SR % 3RS 8 5 A By s o v

pubh@éti@hb RAfehtiosalatent laad telofc libé estrgspantiling cantgnt thereof is hereby

mcorpora?ed byprelfgrén nicotinic acid,

Utility of the mTOR inhibitors in treating endocrine tumors as hereinabove specified, may be
demonstrated in vitro, in animal test methods as well as in clinic, for example in accordance

with the methods hereinafter described.
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fenofibric acid derivatives (genfibrozil, clofibrat,
fenofi brate and benzafi brate), and probucol,
WQ@p7oFMsT ner gi ¢ agents such as mnuscari ni ¢ ant BGDBPANG/068656
(i pratropi um brom de), other conpounds such as
t heophyl | i ne, sul f asal azi netand am nosalicyl ates, e g
5-am nosalicyl ic acid and prodrugs thereof,
antirheumati csAntiallergic drugs which are prone to be
useful in conbination with an mfOR i nhibitor, e g
Aln\papne to be useful according to the present invention,
§ i ncl ude anti hi stam nes (HL -hi stam ne
A. 1 Aatidralferatiss s&tlwtyEwgcd@ditﬂmnmhe\rmmﬂhmrra@entshl or pheni r am ne,

o RIS 1 PRELS 10, 1 FBRL Ry s e

compdtdiie03yApsLerd ATﬁésl’yﬂaritKB FeandHOTEBhAzE (€, ih theyeficrariorss range),

, azat adi n p t azohne heni r am ne
s aao By Sl e a SO0 B lee g BTAARRE0R) pRLFBLFAES R 24 e
Subse@aghtryi aitne-foldl amaionradeer, eaéamafpbom mmrorzamamm@mer than
an ter oi - ast such
comppyia Bt aknaw caenpBtapruficrooN o BiasP Jf Seftla iR Hening at 8
the 1Cal digtet Od)mpdiurtd())Ieltmr(ﬂlqneaﬂhmﬁil&fdodonmndatlpns undeh@Hijytions are
t.h | ine, cronolyn sodium atropine, ipratropium
addedotf)gr?é)‘déh ‘| eukot ri ene” ant agoni sts (zafirl ukast,
nont el ukast, pranl ukast, iralukast, pobil ukast, SKB-

e o8B e B S BRI e AR B s

and tHer@sdurt ef bousidadyel( prb@bﬁlbnélno erciune®s of sleivingaieti@thabbiad the dye)

ent a Ilcatlo or .sci enti ullcatlons ar.e
cetertingl ]copizes Sueaie i ar e iotie CatiRy SRyl figovies
a medéafsa&iythé MearbEtvhahadely mHieDsd b&lleﬂm@ﬁ@it:lu@np@bomhﬂnam ibgtex (Cl),
ere

where hedeainaficas Braicostus ) bEBILS Signl Synegoiem: <085 -

syner@yoﬂrﬁ &ﬁ@é&’ﬁy NYTORCANIBItES, e.6li tAS tempoursimeshew interesting

i omers,  tautoners caorr.es
antiorGggi TR 1t S e Sfh Aot BrarBeERe G AR such as
definathéofe %€ SR BbmbRabors Wity 86raastaty 6i At @Radisth pellggver phs,
whi ch are di scl osed therein The conpounds used as
active ingredients in the conbinations of the

B. In Vitnea¥sa@n may be prepared and adm ni stered as
described in the cited docunents or in

The phesriorfationFlatie SLAMNSUERY MErE]IswiG W*%'”t“ﬁémg eégg'%f”‘ct'v'ty )is

used &b FeddWRNENBRINGIN MemEAETRI phatrh&dbdPhariReeffett i thd MTOR inhibitor,
separate active ingredients as set forth above, i e a

e.g. ipWamTASE kinesall (B8 assRY. Geewi d NVR200R064ébDe of this

Carcibrii@Bfit &%y rﬁé’w)éi dét@ﬁ‘hﬁg@ by ReRBurReieny 6f bﬁk@ﬁﬁ‘)@rm A which is inter
nore Further, both the first _agent and t Sg tE

alia hypessasseted Hecareieneis calls seR)f SdPare etfle Gg??ﬁ? gefrge ptefriga

1973dspg3pghst ances identified by code numbers, generic or
trade names may be taken fromthe Inter net, actual
edition of the standard conpendi um " The l\/brck I ndex"

C. In Oitrd éW@aedat abases, e g , Patents International, e g ,

Complol\lﬁd W’ié'agm% kr’izstore ac?vﬁsy of endgcrh%e agents, like estrogen inhibitors and/or

aromatase inhibitors in cells which are otherwise resistant to endocrine agent treatment.

Several studies have implicated aberrant acitivty of the Akt kinase as a significant

mechanism by which breast cancer tumors are unresponsive to endocrine therapy.
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publ i cati ons nmenti oned above and bel ow The
correspondi ng content thereof is hereby incorporated
woowesasence Utility of the mTOR i nhi bitors i PCI/EP2006/068656
treati ng endocrine tunors a:% her ei nabove specified,
may be denonstrated in vitro,” in animl test nethods
as well as in clinic, for exanple in accordance wth
t he nmet hods hereinafter describedA 1In Vitro A1l
D. Cliniai Prialki f er at i ve activity in combination with other
ents A cel

. t he Compoynd. A

I cinCAHBEI 853 RVoYE RRITAT BeY S STE eh G DR o

S6K1 Q@tﬁh m@uﬁd aAedillﬁmbﬁbﬁﬂiroiﬁBgr&bierddH@d bk db@etvedlame(‘nllaﬂﬁit nistaring either
t he m Cr onol ar ange S agade - \e .

Compalisht A o SermbiARg! seraastats ARRISH M P Somasyna A

(5 mgféranﬁméﬁfweetebaﬁuatamtmw b&pérstiredtevery Renéss. efudgaotatuon 6

compound (an mMICOR i nhi bitor other than Conmpound A or a
monthghown chenot her apeutic agent) is nade in separate

Also syHOBRsti€ §ff§(5t§ bheLcAtcothbinatibe ateSiflaiéd. each conpound)
either alone or in paired conbinations, and the

dilutions are added to the wells The ceIIs are then

Furthér%hleéa%@ﬁué“ﬁg CSmd@Urﬁ Mt &y hepentldf Ben§baﬂmmggia|l$ (5 to 70 mg
perfornmed on da e anmount of

week g SRSOTTSSAA 500 ™ (RSB PP SaoT AP et 1D TR
Sand%&m tAreD d%ie) ar@ﬁﬂ\feéf@aﬂ@cd d¢>50Sar e subsequent ly

t d whj
b R TS e ogram LD, B
are re@@Nmﬁ’fﬁérHﬁ'} Win SaRd stain IR fl @v4ride mlu@.ﬂrcercﬁﬂmdﬂu]nc#s Patients

he 'nteraction is nearly additive, 9 d% dA

contlryy@p@hr@,ﬁangogtaggLAR@yh%rlaag,apqi]agemagd%{gggg, orm?ayee ormpoun
10 m¢/B8) & §i8deho. PridalyléhdpeiRpie whshréssicinfse surtiealgBFBn@econdary

antiproliferative activi t | n c@gn&g i nat.i on It h nananohcﬁgrrhea
endp%ﬁfémlr?@r%’ﬁéﬂ'ﬁ%v'\é?ééﬁfc'”% Y MYAPTR QH A
pharrhékurﬁ?é?l@bﬂ@bhzlﬂ'ﬁwa‘&yﬁém@@fm)‘ﬂeﬁtceﬁy @Sseesmgemaﬂbgresmon and response
e oo T o BOSE e BB T SRR it
must R&¥d Miphddic t C? 886 oPMRA Jcans aﬁeukpeétécﬂ et itwg mohehs. Aim:

i nmedi at e armacod nam c eff
Compayird 14 qw(gpmb@a@on With n%qsé@@ ll,(\ (g trfalgrg%'?fiﬁ g\é@gﬁd pgogéessmg
midg tgmmgmmrpar CI on0| d effi cacy rmy be determ ned

y neasurenment of i S. i f‘swuth
A Sl”@l‘?r?éms%@ﬁeét)éél”‘i“ﬁ'eéaﬁ‘&y&ﬁ ompeav¢ 8, g@%/da @Maé'ea

meas@lrablﬂé\%?\@é@Gﬁet&s%breﬁrﬁe@éﬁt%?pah&'éa&sﬁetﬁéénd?:nné mmors (islet
vitro studies Conpound Ais able to r store activi ?,/IStO

cell tgnorg alieciailyie Oégﬁéﬁ't@ chemethezaRyr s MOPARFEARY of YN (?/08

determine the response rate. A cohort of 44 patients receiving chronic treatment with
Sandostain LAR® for secretory pancreatic tumors are also be treated with Compound A, 10

mg a day, in addtion to Sandostatin LAR®.
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aromatase inhibitors in cells which are otherw se
resistant to endocrine agent treatnent Several studies

whane/0sTpt | cat ed aberrant acitivty of the Akt RCTYBBB®OEB68656

a significant mechani sm by whi ch breast cancer tunors
are unresponsive to endocri¥e t herapyD. Cini cal
Trials In clinical trial studies involving patients
having carcinoid or islet cell cancer inhibition of

Patenbelalmacti vity and a reduction of chronpbgranin A may be

1.

10.

observed when adm ni stering either Conmpound A al one,
or a conbination of Sandostatin LAR(r) (30 ng daily)
Aanéth6®fop treBthgleridociie taidry,)coRpsiping 2eministbting foansutgsct reneed

et PghePes EpbLeeel e S3ai & BRBI (A IOIPGF e ob af ned

Further clinical studies usi ng Corrpound A in an anount

of 5 or 10 dal
AR dYB g alon i RSP BRoTheP By b lfinisieTia R
s@oj8ct IV ndl th@feosafﬁl‘i’é?élbalhbél dieRive) arflairit yf a mTOR inhibitor.
investigated, e g A random zed, doubl e-blind, placebo
controll ed study of conmpound A in 420 patients who are
Arnﬁétﬂbd’ fdighHlMW@MCGMrBMnQSQﬁMthurﬁbrhﬁd%(mi;)rlsfrrgradadmaheoegito a

ut carcinord tunor s cont i n
ORI IR D] fhereRRetherah ﬁﬁ@ e PP B A 3505 bbbtor
recei ve Conpound A 10 ng/day or placebo Prl mary
endpoi nt is progression free survival

Aerﬁgtﬁgg Fardnquerg e oenng tymer LSS SR compésmg gdmlnls(t)enng "t a
sG@E&HH%é’d @r‘é?é?ﬁ 'aQH&QEétWéEN)DéTFecQ\Fe éﬂnb@’ﬂldﬂgn aOR inhibitor.
di'arrhea, pharnakinetics and pharmadynam cs For
ef fi cacy assessnment progression and response are

A85 8608 88} tRREINGERIRTIing hirh & |h\¢bswéﬁe§soortd9ﬁ1pﬂﬁﬁsléﬁoei‘ated with such
neur oendocri ne tunors, all atl nts. nus

typPTATaYih: cermPEYahadBinistRINIde AR DsPENNERY Hieéﬁoefe%@?vp?%””y
SaBkRSanfbURt SeAPRTTOR ,ﬁhibnorcon‘ol nation w th Sandostatin
LAR(r) for treatnent of advanced progressing m dgut

tunor (carcinoid tunor) A single-arm placebo

AP&@Wo@lfbre&e?érHlﬂ?j nidtadtapresl & ehdodredamorsor¥Bpreventing or

patients wth neasurabl e advanced (netas
Immbltmmowm ef)myséemte%tw% q?@w'a@ﬂ@@éﬂ'%temﬂ% %S‘?ql%‘ité} need

th&Ebf 4 tHEPIPeuBEdip kit @ivk Wntbudt oftat MITBRCinRiBRETDt her apy as
a nmonot herapy Primary goal is to deternine the

response rate A cohort of 44 patients receiving

£ MefdGot the ¥eaBRdnt W & lisorid asé cidled- At Enddonine sensref cmnyprlsmg
pancreatic tunors are also be treate

0T INgeAna 2 SHnea PP e oS RS AR PR of 2
fr@RMBhiditorA NMet hod for treating endocrine tunors,
conprising admnistering to a subject in need ther eof

a therapeutically effective anount of an nTOR

A ﬂ@tl@dté?ﬂ'cording to any one of claims 1 to 7, comprising administering in addition a

therapeutically effective amount of at least one second drug substance.

A method according to claim 8, wherein a second drug substance is somastatin or a

somastatin analogue.

The use of an mTOR inhibitor for the manufacture of a medicament for use in a method

according to any one of claims 1 to 9.



2 . Anethod for inhibiting gromh of endocrine
tunors, conprising admnistering to a subject in need
wo h@yesf45a t herapeutical effective anobunt of aRPCTVEER06/068656

inhibitor. 3 A nmethod for inhibiting or controlling
endocri ne tunors, conprisihg;hdninistering to a

subject in need thereof a therapeutically effective
anmount of an mMIfOR inhibitor. 4 . A nmethod for inducing
endocrine tunor regression, conprising adm nistering

to ubj ect in_need -eof t ' : ;

11. AgheBed FowTane e e e SHER 88 BPEREY Bt 1o i 1o
whereirt areaiTiORyinaibdorcis isalected fm fapaaytinenesgpamy ey dgiveres:
associ ated with such tunor growth, conprising
adm nistering to a subject in need thereof a

5  12. Atinethapautdrdial ltey claind €@ twheeeia@moumt OBfinibikiterTORO-Ch - hydr @fyethyl)-
6 . A nethod for preventing netastatic spread of
r Y ne tunors or for preventing or inhibiting
grow h of mcronmetastasis, conprising admnistering to
subj.ect in need thereof a therapeutically effective

SCVT%R@U%% of an mMfOR inhibitor. 7 . A nmethod for the
treatment of a disorder associated with endocrine
tunors, conprising adm nistering to a subject in need
thereof a therapeutically effective anount of an nmlOR
inhibitor. 8 . A nmethod according to any one of clains
1to 7, conprising admnistering in addition a
t herapeutically effective anmount of at |east one
second drug substance. 9 . A nethod according to claim
8 , wherein a second drug substance is somastatin or a
somast ati n anal ogue. 10. The use of an mMTOR i nhi bitor
for the manufacture of a nedicanent for use in a
nmet hod according to any one of clains 1 to 9 .11. A
nmet hod according to any one of clains 1 to 9, or the
use according to claim10, wherein an nmTOR i nhi bitor
Is selected fromrapanycin or a rapamycin derivative.
12. A nethod according to claim 10, wherein an mlOR
inihibitor is 40-0 (2-hydroxyethyl)- rapamycin.
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