WO 2008/ 100985 PCT/ US2008/ 053798 COVBI NATI ONS OF
THERAPEUTI C AGENTS FOR TREATI NG CANCER The i nvention

wo edoati@®si 0 a conbi nati on conpri si ng PCT/US2008/053798
N-hydroxy-3-[4-[[[2-(2-nmethyl -1 H
i ndol - 3-yl ) -ethyl ] -am no] net hyl ]
phenyl ] - 2E- 2- propenani de; and one or nore
phar maceutically active agents; pharnaceuti cal
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Inhibition of HDA results in the accunul ati on of
hyperacetyl ated histones, which results in a variety
of cellul ar responBackanoyndiafithe inventiom (HDAI) have
been studied for their therapeutic effects on cancer
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researc have FOVI active corrpounds y
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(HDA;Eﬁ@Hsfb%etéH&VIﬁasf&%% tﬂg’éﬂwe?\ébﬂﬁﬂ% ISMEQ Q)?ﬁ& n%lbhéﬂ of #¥bnes to

re even nore efficaci ous when used i nati on

maintajntehbajemaer (ERBHONIGE Halfeliesis 'agl@w%cumrﬂﬂﬂoe Oéhép%ﬁﬁyiated

histor%NFWhidh 584 Atsand \aletytds \é@lluléd&@ﬁﬂn@@@&nhmbﬁé Jf DA (HDAI) have
efficacy and safety. Therapeutic effects of

been @&dﬁdﬁanmeﬁéhefﬁpe%wmﬁé}naﬁ?@e?n elliagBREQt Wevelopmantsdn the field

of HdAfrﬁéQe*ardhmA\/évwbv.é@J sct@e%@%suﬁ@sn 86 rﬁéhlﬁféﬁﬁac@mﬁable that
in the conbi nation. Summary of the Invention
are SWWMPNB‘??WQ%P@& to conbi nat i on whi ch conpri ses (a)
N-hydroxy-3-[4-[[[2-(2- et hyl -
HABHMg é’&nd’éﬁce@ub §ts &t F@M%P@Wérﬂhsﬂ’é%fﬂlca%ﬁu%when used in
prop enam de; and one or nor har rrg%tﬁutl ca

combietibn WA G Shome TSR 40 895S PEATERI Ba GRS oA additve
advantaye¥) bbpTof &ffitaS andadahdte s ThérapaaiceHeetdldf €dmbinations of

chemmﬁ%sey I gggr[ %onFr I S/%Iz:%ﬁééﬂ.i}q in iower safe dosages ranges of each

compbhért@PiheTombingioRy! ] - am no] net hyl ] phenyl | - 2E- 2-
propenam de; (b) a pharmaceutically active agent; and
(c) a pharmaceutically acceptable carrier. The present
invention further r&umhesyobtie wsniéi al package or
product conpri sing:

The invention relates to combination which comprises:
(a) N-hydroxy-3-[4-[[[2-(2-methyl-1H-indol-3-yl)-ethyl]-amino]methyl]phenyl]-2E-2-
propenamide; and

(b) one or more pharmaceutically active agents.



(a) a pharmaceutical formnulation of

N hydroxy-3-[4-[[[2-(2-nmethyl -1 Hindol-3-yl)-
we@tdvgl109s3ni no] net hyl | phenyl ] - 2E- 2- pr openan dePCENS200$953798

a pharmaceutical fornmulation of a pharmaceutically

active agent for sinmultaneous, concurrent, separate

or sequential use. The conbination partners (a) and

(b) can be administered together, one after the other

or separately in one conbined unlt dosage formor in

t vﬁesnayzmttlanéurthetr|reldtesatgeharamsutlcaTrmnmlttoné@QméStﬂgr m

| so be a fixed conbl resen
F (1A R vara s S RB B o R g nima P EPeRg e 2-
Pr@bpériinéiéve diseases or di seases that are
associated with or triggered by persistent

an) egeraemaseutically aqhumaraent gedticularly a human, with

a conbi nation co r}ﬂ% %r[)
N(ﬁw Pbaynasepiicy! '[/ fagcetpéa FRVPL1
H i ndol - 3-yl ) -et hyl]-am no] rret hyl ] phenyl ] - 2E- 2-
ProRegrasérienventich fuitheprtates to@eemimbaiarpaekdgeaalproduct comprising:
active agents. Detail ed Description of the Invention
|\|-(Ia)/(apj)aymgceguttc{al[fpgmglgtmfeqfwhy oxy-3-[4-[[[2-(2-methyl-1H-indol-3-yl)-
H 0 enyl ] - 2E- 2-
pré&ﬁgﬁérrnnﬁ’gﬁéthﬁwgd Qg]r%&%g?ﬁlgéfagﬂ oW ng structure:

O (NTG'bhddnbbedﬂcaHoMlﬂQﬁBdea&&iﬁba@m&é @g8mJer simultaneous,
The term al['%aceut y active agents" is a broad
orfé’”@%%’i‘lgegf Ad5i cal Iy active agents

havi ng di fferent mschanl sns of action. Conbinations of
SOTF% edmbiihation parthBrsNahgiatt (0} yaB b adfriinfiered-together, ote after the

th n ] - .
otnerse o e ICHREAER A AT dcnerets upt dogaoe forms.
The lifitedospye fdemmaanblsy be gfhad canbiratioml | y acti ve agents
are classified according to the mechani smof action.
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FIVaT 1 ous eact
disedsbe obDiléeadestthat arel assomd with Thiziggered by pessistggeangiogenesis in a

ich.in : merase | and
mamp@b&agtgH%rrlg Wﬁﬁv?/hl cﬂ aa?@ngh?ﬁﬂ]ég ic agents. By
tl\ﬁh?ﬁrok’}lgl[ﬂﬂ eELhell YH-fdol-3§1) &gyt aming|meayilphenyl]-2E-2-
espeC| ally an har naceutical ly act i ve agent ot her

trﬁﬁpwaﬁ@/a?cw 3 [4-[[[2- (2- net hyl -
H'('b? %We o?’ n¥dré pﬁgméclautlcally active agents.

Detailed Description of the Invention

N-hydroxy-3-[4-[[[2-(2-methyl-1H-indol-3-yl)-ethyl]-amino]jmethyl]phenyl]-2E-2-
propenamide is a HDAI and has the following structure:
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am no] net hyl ] phenyl ] - 2E- 2- propenam de or a derivative

thereof. It includes, but is not limted to: i. an
wa\gmsiiotesdi tor; ii. an adenosi ne-kinase-i nhi bi POI/PS2008/053798

iii. an adjuvant; iv. an adrenal cortex antagonist;

v. AKT pathway inhibitor; vi. an alkyl ating agent;

vii. an angiogenesis inhibitor; viii. an angiostatic
steroid; ix. an anti-androgen; X an anti-estrogen;
Xi . an anti-hypercal cem a agent; xii. an

anthe-tbren kshdrmacauticalynaktive agents” ara lmad one tansving regny

el 3 B PR BB MERS B c, FRR e o

some&ifﬁlﬁdés% vhtmnaﬁldrdxbﬂamt-[qz (2- metlnyl-nH |adola3f-xd)faﬂﬂal$-emlno]methyl]pheny|]-
inhibito X

2 2 1R iean s e B SR e B ok fay i °
pharméﬁéubbélmactlve Sgéﬁﬁ‘a amaém%:ce@ﬁgtm@@mwwga of astian, Many of

e aTaEBciobrt 25 AV Netebien o obne AR vahous mors, o
reactlmﬂthl\t(Ig%E?frA of thgtlum@r dal2 Sherbese bisbagenisiwtiidi inbibjt erzyres, such as
in i tor bi t

topoifortarse | e gtsamerase b ot hisP Ak PaliE et Woc el n o
l'ipid kinase activity or a protein or lipid
pIBsthb aéras thachasdutivallyaactive agent” smoéardegpesigdiiiany pharmaceutically

active S92 S0 - HarPN-hydroxy-3-{4-[[[2-(2-methyl-1H-indol-3-yl)-ethyl]-
amino]methyl]phenyl]-2E-2-propenamide or a derivative thereof. It includes, but is not limited
to:

i. an ACE inhibitor;

il an adenosine-kinase-inhibitor;

iii. an adjuvant;

iv. an adrenal cortex antagonist;
V. AKT pathway inhibitor;

vi. an alkylating agent;

vii. an angiogenesis inhibitor;
viii. an angiostatic steroid,

ix. an anti-androgen;

X. an anti-estrogen,

Xi. an anti-hypercalcemia agent;
Xii. an anti-leukemic compound,;
Xiii. an anti-metabolite;

Xiv. an anti-proliferative antibody;

XV. an apoptosis inducer,

xvi.  an AT1 receptor antagonist;

xvii.  an aurora kinase inhibitor;

xviii. an aromatase inhibitor;

XiX. a biological response modifier,

XX. a bisphosphonate;

xxi.  a Bruton’s Tyrosine Kinase (BTK) inhibitor;
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conmpound whi ch induces cell differentiation processes;
xXi x. a controlling agent for regulating genistein,
we@b@snaeiose and/ or tyrphostins; xxx. a cycl ooxpgens®es/053798

i nhi bitor; xxxi. a cRAF kinase inhibitor; xxxii. a

cyclin dependent kinase inhibitor; xxxiii. a cysteine
protease inhibitor; xxxiv. a DNA intercalator; Xxxxv.

a DNA strand breaker; xxxvi. an E3 Ligase inhibitor;
XXXVvii. an EDG binder; xxxviii. an endocrine hornone;
XXiiX. eatpineunitsinhibitget i ng, decreasing or inhibiting

the _acti \i of the dermal growth factor famly;
A XN @(éﬁ{‘nyﬁyﬁigﬁnmﬁggﬁ’ne ki nase inhibitor; xli. a
f aixdves yd CDabBgfresias @hosphiabdsednhibiidri i . a Fl k- 1 ki nase
i nhi bitorg; . a.conppund. which targets, decreases
orxxlvnhi%{:P%Wé’ogeqat@ﬁn‘ﬁﬁlgftgrﬂ t-3; xliv. a
gos@idoreCyP3agamtiilsitor; xI v. a d ycogen synt hase ki nase- 3
( GSK3) iﬂ%ﬁtore;. iéljtvl'i . a heparanase inhibitor;
xRV 3 eSSBS the treatnent of hematol ogic .
mabdivi N anedrapounddbrgeting/dacreasing arateiacetipid ki@seHBAG)y or a protein
i nhibitor: . xliXx. HSP90..i nhj hi " : '
cont ai rﬁfﬁ'E"ﬁQJ?%SPB%E%%?%I"Hg’; J“ulp(.h&géqn_- %%@%ngr% r@;ﬁﬁg ndora
Ki nase dontipduntavhi¢H iKdQicesl dell differertiaien processeept or
tyrosi ne kinase inhijbitor;: .. - 0 8 e
PO e G pagien B fBuintiod elilet SR gharor yrehostine
(M) ka yseoxygéndsietiatibitdrj v. a mi cr ot ubul e bi ndi ng
agent; 1v Mt ogen-acti vated protein ( MAP)
KiRoHS o3 ARABAIEEE THRIBE 2 NOve [ nhi bitor: Tvii. a VEK
i nbixini t@eyclin dependent kinase inhibitor;

xxxiii. a cysteine protease inhibitor;

xxxiv. a DNA intercalator,

xxxv. a DNA strand breaker;

xxxvi. an E3 Ligase inhibitor;

xxxvii. an EDG binder;

xxxviii. an endocrine hormone;

xxxix. compounds targeting, decreasing or inhibiting the activity of the epidermal

growth factor family,
xl. an EGFR, PDGFR tyrosine kinase inhibitor;

xli. a farnesyltransferase inhibitor;
xli.  a Flk-1 kinase inhibitor;
xliii. ~ a compound which targets, decreases or inhibits the activity of Fit-3;

xliv. agonadorelin agonist;
xlv.  a Glycogen synthase kinase-3 (GSK3) inhibitor;
xlvi.  a heparanase inhibitor;
xlvii. an agent used in the treatment of hematologic malignancies;
xlviii. a histone deacetylase (HDAC) inhibitor;
xlix. a HSP90 inhibitor;
l. an implant containing corticosteroids;
li. a |-kappa B-alpha kinase inhibitor (IKK);
lii. an insulin receptor tyrosine kinase inhibitor;
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(viii. a nmethionine am nopeptidase inhibitor; lix. a
matri x netal | oproteinase inhibitor (MW) inhibitor;

wo x008a00y8hocl onal anti body; Ixi. a NGR PCT/US2008/053798
tyrosi ne-kinase-inhibitor; Ixii. a p38 MAP ki nase
i nhibitor, including a SAPK2/p38 kinase inhibitor;
Ixiii. a p56 tyrosine kinase inhibitor; Ixiv. a PDGFR
tyrosi ne ki nase inhibitor; va a phosphati dyli nositol
3- ki nase inhibitor; | xVi . Ehos phat ase i nhi bitor;
| i i . Eph-@ltuod‘irm'ﬂﬁf@' k'hé‘iﬁa(@iﬂK) inRge jnhibitar; pl at i num

aggnt ; Hléog%f@&@&g{;% sphat ase inhibitor,

i ncl udih i nhibitor and a tyr03|ne
phesphaa M&f@genﬁpwa@ezﬂproteakfx(M&PPmasennhlb!thor and a PKC
dq ta ki ,{mnka}tor I xxi . a polyam ne synthesis
|b|tor XXII a proteosome inhibitor; Ixxiii. a
P'IHM B 4 MBKoinhiitor; | xxi v. a protein tyr03| ne ki nase

i r\gﬁlb' té’FnétI'ﬂSJgHg'a i Sﬁ‘%sﬁa@ﬁﬂl!)ﬁ/ort yrosine kinase

I'bi tor kinase inhibitor; and a
JAK 2 amuhyaiix UIAIQHGPTDWR%SW@IUWMW) inkiiNert or ;| xxv.

i nhib Hq?\'bcl%al%ﬁb&ﬂ“’gen' c isoforms; Ixxvi. a

f|n0|d XXVI T . ri’bonucl eot i de reduct ase
i rihu bi taNGFR fyxesine- kinaseRNIbiiel ymer ase 11 el ongati on

| Ry bi té)éy?%élgﬁ?ﬁ Elﬂa%.nmﬁbﬁ‘&epﬁﬁﬂn@?é ShPRLA ?8 kinase inhibitor;

decar box tor a seri ne/threonine
kilkidse a ph® biresine klh&S@dhhlb!iorconpound whi ch targets,

degreasg %FR@P&%&n:{(&%ﬁBMrV' ty/function of

seri ne/t er oni I nase; | xxxii. a somatostatin
r dE‘ept or phespigtidyligesitol 3kinage FFHHOL00985

i US20 Eﬁé%@gyagg mH&i?&Pf' ii. a sterol biosynthesis

|b|to XXXIV. a telomerase inhibitor;
van photodynamlc therapy;

Ixviii. a platinum agent;

Ixix. a protein phosphatase inhibitor, including a PP1 and PP2 inhibitor and a
tyrosine phosphatase inhibitor;

Ixx. a PKC inhibitor and a PKC delta kinase inhibitor;

Ixxi. a polyamine synthesis inhibitor;

Ixxii. a proteosome inhibitor;

Ixxiii. a PTP1B inhibitor;

Ixxiv. a protein tyrosine kinase inhibitor including a SRC family tyrosine kinase
inhibitor; a Syk tyrosine kinase inhibitor; and a JAK-2 and/or JAK-3 tyrosine
kinase inhibitor;

Ixxv. an inhibitor of Ras oncogenic isoforms;

Ixxvi. a retinoid,

Ixxvii. a ribonucleotide reductase inhibitor;

Ixxviii. a RNA polymerase Il elongation inhibitor;

Ixxix. an S-adenosylmethionine decarboxylase inhibitor;

Ixxx. a serinefthreonine kinase inhibitor;

Ixxxi. a compound which targets, decreases or inhibits the activity/function of
serine/theronine mTOR kinase;

Ixxxii. a somatostatin receptor antagonist;

-5-



| xxxv. a topoi sonerase inhibitor; |xxxvi. tunor cell

damagi ng approaches; | xxxvii. a nonoclonal antibody of
WOEBBB/1a98VEGFR;, | xxxviii. VEG-R tyrosine ki naB@r/US2008/053798

inhibitor; and | xxxix. a RANKL I nhibitor. The term

"ACE inhibitor", as used herein, includes, but is not

limted to, CIBACEN, benazepril, enazepril
(LOTENSIN), captopril, enalapril, fosinopril,
l'isinopril, noexipril qumaprll rampril,

péXXXn'd@ﬁtBFO'mymhaﬁEm%ﬁOH The term "an
aqmléw@&hg@gg,ﬁmopl tor", as used herein, relates
to a conpound which targets decreases or inhibits
nuoio k@ oisemerasesindibitorhucl eot i de and nucl eic acid
ggm@P' tueF cetﬁﬁarﬁéﬂﬂ@ LBprdbickdy

enosi ne- ki nase- | |b|tor |ncludes but is not
| iwixvibcd menoclonal amgbedyeaf MEGMor WRGER: i s al so known as

F%)&%ﬁlr\%@-[:%tg’rogﬂn@)k‘idagb%ﬂ'blﬂxaé'ﬂd"e 5-iodo-7-(3-D

ur anos . The term™an adjuvant", as used
hdxmm,a |nh|b't%f compound whi ch enhances t he

5-FU- TS bond, as well as a conpound which targets,
deﬁ{eQQﬁﬁsA@E |hr'ﬂﬂltc3?" 158 us@d haldim enclitiRsplad Astimife¥as EIBACEN,

an adj uvant _include, but are not limted to,
benazemtbmchmlléh‘aTEtﬂ@{wnP%P@" efakanrib faginentil. digingRdl moexipril,
Al F&ipAN bRERIYpH 2 dﬁ§nd&§ﬁn.hefe' n, relates to a
qumag) oulﬁg Rhl ch p‘ht g? gets, decreases or inhi bi ts t he
act|V|ty of the adrenal cortex and chan

petnepReh Zan aderosisrinasedahipl. i350sed Rerele. el A Gogrpound

which fargetél RfetRRE8s bRinhibity hdEleyhR! huSesid, piugieotidiand nuclelc acid
exanpl e of an adrenal cortex ant aggm st incl gdes

metapalos: AN YATERIS Chan RRSHIFEkNaAReIN DGR ol Byt imited to,
5—Iod\tl>\ﬂ Bé#%to‘irP"whlcrﬂ@ ARGV R TH-pliPdIB8[ e dfoYrimidirR ARG 5-iodo-7-B-D-

targets, decreases or inhibits cell
rlboftpamayF@Cé)tu on. Akt, also known as protein kinase B
(PKB), a serine/threonine kinase, is a critical

engheBrrh ParP 8yjBYAHL, 85 48&d hér’éﬁﬂﬁ&éfétb@bdﬁ%ﬁmmlch enhances the
involved in dlabetes The principal role of

5-FUtTiebend, ps wellag af%“quuf‘ﬂt"\é““dﬂrté(/&%s’fd&ﬂe@?e%'a'ﬂ‘aib@ﬂ algjine

phosﬁﬁ’dté(éev Atxamiidled 6F 4H aglvampMiRiuak] SuttRé hotifitdt toALdRbYSHNn and
he AKT pat hway i nhibitor 1ncludes, but 1s not

Levaqnps,epiet ed to, Pi3K/ AKT. Exanpl es of an AKT pat hway
i nhibitor include, but are not limted to, Deguelin,

V\hfht;eheirﬁ %H §&eKéIQﬁUﬁex?1§ntagomst as used herein, relates to a compound which
3H bi s[ en

targeisgegrestsbes ORI an%%%v'wﬁwdsf?eg'%% Aad Cﬁ%ﬂges the peripheral

metaB&%nﬂbf'Bbﬁk@sﬁrov(djs $e§U|tmgt|h Qmec?eé%edh ﬂEIHwioxycc(rﬁ@Stermds An
and Trciri

examplegotsneadse A roder ABRTI s Dyt 8 pphisted to, DREfEngS
1, 5-di hydro-5-nethyl -1-[i- D-ribofuranosyl-(9C).
The term “AKT pathway inhibitor”, as used herein, relates to a compound which

targets, decreases or inhibits cell proliferation. Akt, also known as protein kinase B (PKB), a
serine/threonine kinase, is a critical enzyme in several signal transduction pathways involved
in diabetes. The principal role of Akt in the cell is to facilitate growth factor-mediated cell
survival and to block apoptotic cell death. A target of the AKT pathway inhibitor includes, but
is not limited to, Pi3K/AKT. Examples of an AKT pathway inhibitor include, but are not
limited to, Deguelin, which is also known as 3H-bis[1]benzopyrano[3,4-b:6',5'-e]pyran-

-6-



The term "an al kyl ati ng agent"”, as used herein,
relates to a conpound which causes al kylation of DNA
waonasnewsd ts in breaks in the DNA nol ecul es, aBCTHEE1008653798

cross-linking of the twin strands, thus interfering

with DNA replication and transcription of RNA

Exanpl es of an al kylating agent include, but are not

limted to, Chloranbucil, cycl ophospham de,

Dacar bazi ne, Lonusti ne, Pr ocar bazi ne, Thi ot epa,
7(7a|-H)}9d>rp:&laBaTBa -dibparoed, tﬁnfdmetlod’)&mm)nethyICaTaﬁ;astaaﬁa;(QCI) and Trciribine,

i T et B B SO S iy -5

D- nb@uré}@ew)(gcf)trept ozocin, and estranustine.
QICI ophospham de can be adm ni stered, e.g., in the

CYPIR@TD e AT a8 LS Aol BE ) A RpAPRInL i causes

alkylﬁmldﬁmsmdsrésnlté Ivi reaiKs, in dise DElBdnblecdes) asivadllzsagosselinking of the

und whi se b t h
twin SgBac et R U8 AR o g EySrENA "Bxamples of an
alkyl&ting| a@@anaenuae | Butiaks Mtnlmmed Itmdﬁ)lor‘ambuar eydophdsphamm

Dace e A Py o AR TG elhEA” g BT EMODAR),
CarnlusBe Yfgefanside, Mltqnwwo)émmamm Bamdfanmnachionw'rmae hydrochloride,

nitroe{s:El?el r&éfl\q.g %f?ﬁetl)egtr?gto%n 553s ra%ﬂﬁgﬂeI bfa%q%rfriogéﬂwém%e can be

admif¥ré&E .G, infthafgpmess ibik mmkaagl @genrdershe tratierhatkd®YCLOSTIN; and

| ud re not limted to, Fumagillin, whichis
'f°Sfal£‘?f§ L%EﬁﬁG 8- decat et raenedi oi ¢ aci d,

mono[ (3R, 4S, 5S, 6R) - 5- met hoxy-4-[ (2R 3R) - 2-net hyl -3-(3-
rreTHre/ﬂefrB maeglygertexlsndmyitqr” bswsesd pered], 22l6jesdo agogippund which

targe.Esf1 mr’eg gsfbriﬁﬂggsrﬁ% aﬂrene &n ot BIRbA vessMl. CrarhSts@r B8R

rone,
angidgedesis inhibitox incRidp( BiR)ard nhlyluimlte,dytoAmamtqmy'le @ninopeptidase-2

BB A T3 Bl MR R TEROH 688 genace

cy clobx ge Rinapepyisdrerase) Pr(dﬁéitt)targetssmiIanangmgdness: mmltpr include,

sk T S B B g s

inhiblérigdlnde, Ibnt?hredfbsllmhed td, Sumaillini, whick ds krmwragent S vm| ch

24 S S5 g MRt MRIFBSR S B g fom am 2ty oo

meth@tﬂa—&ul%ﬁylwa'anﬂpi-Iosa)éplro{mii]beb(@}yk])asier (2E,4E,6E,8E)-(9Cl); Shikonin,

e ARy B BL RS SRR bR B FRIZ m ron-metmy

pentétgXaoet) haainest, whieh tsmwn Krenwnaast berznidrasige 2*[[3-@s4-diswathoxyphenyl)-

r-oxisp repAny e Lo o SE et EidEE e EngtEicRl anc

marketddnad REELIMIB. growt h of normal and -7 WO 2008/ 100985
PCT/ US2008/ 053798 nal i ghant prost atic tissue.

Ex " ant,i e t ,

APl oS Foe BR0.1k Flsif rged, sens
whick dlvcker fnbibitiangiogenesis, guch as, alj.s ahemeadve, triamgnolopg lgrocortisone,
1 1-a|-\£)'ihyﬁ ’ro%%ﬁéo?,ocso'rtexolone, 17a-hydroxyprogesterone, corticosterone,

desoxycorticosterone, testosterone, estrone and dexamethasone.

The term “an anti-androgen”, as used herein, relates to a compound which blocks the
action of androgens of adrenal and testicular origin which stimulate the growth of normal and
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The term "an anti-estrogen”, as used herein, relates
to a conmpound which antagoni zes the effect of
we@siosagees at the estrogen receptor |evel. Exap@l/es2008/053798

an anti- estrogen include, but are not limted to,

Torem fene; Letrozol e; Testol actone; Anastrozol e;

Bi cal utam de; Fl utam de; Tanoxifen Citrate;

Exenmest ane; Ful estrant; tanoxifen; fulvestrant;

ral oxi fene and ral oxi fene hydrochl ori de. Tanoxifen can
malignentguiostaiictissued Bxamples of en @ntkaniinoges inclugie butkare net bmlted to,

A RSB RH Fdgooksetets v

Patertl.N®. 4B366€5015. No. 4, 659, 516 and i s narket ed as

FASLODEX. A combi nation of the invention conprising a

p i

DTITRER 4 SRR, K8 B8 frert s atBppons e
antagoinizes theoefatt pbesitogens pbtbetestmert reaenter, lewely Exapiiassef an anti-
estroéé’rm deTm a?&ﬁ?i‘lmﬁt’éd%&or@%ﬁ (f:@ V\ﬁ&fﬂlé‘ 'P&?&écton@%nastrozole
erein ers to conpoun are used

Bicalutagéde; Ey{b@n@al E@mafen@matpl Exerpéstane; £fqlteistmbéare@nf@erﬁua/estrant
raloxff‘&fé r}dI rgﬁleg%get e}&’ rﬁie %dxlféﬂ E%ﬁj drrﬂﬁétlefeﬁ% tHd fotm as it is

ronat e | um term
markétedt é.g/, el@démtb%mcramrfenwdm@tpnﬁerlSemﬁlrkqtm P% BYISTA.

Fulve\%HLntJhcsanrb%tfﬁ Hm@%fe@%to%}céoxséﬁ?\? S, P tI ¥ 659 ﬂ%aén‘ags marketed as

ose | nosi d
FASLADEX. aﬂlommhmatlod @bthedyvantipp eomplisiog ?rPBPUﬁé@Pqt@a'tYI’R@t'Ve agent
wh|chf§ (# Qn R %ﬂt)/ ﬁ%ﬁg RsBulfor tfs fEtmERE 81Pekitlogen (&elfor positive
|nep sphate. The term"an

tumormlelg- rtmewwmor@ as used herein, relates to a
conpound whi ch i nhi bits or disrupts t he synthesis of
D’%‘:Jt@ﬁHlé A I’wy‘be‘?%l%anqg%%&t EsamBl ferét, Bfers to compounds which
e

antlrretab I'te 1'nc are not limted to
are used@t@hmmpalﬁ@nlaqﬁxgnmw anEngdypalsalgemia agent include, but are

not Iuﬁ/LgifU nghﬁ‘rﬁ (II|'f|nHt%é3H)Lcﬁ‘§tbl and paRRFIHALHIB8diuRAl ti trexed;

exate; "Cl adribi ne; Gentitabine; Gbntltab|ne
hydrochl ori de; Thi oguani ne; Hydroxyurea,

dethretery ('t nykesee sPmPoYRt ha%gse@%%'ac'yFluaPﬁ PUl ffghot limited to,
Ara- (ﬁjeacgkyriﬁﬁalﬂ anﬁgét\&ﬁiéﬁ"fse{he Q'J&i-hg/@rlokﬁ nB@éed(aﬁéElﬁéEPcﬂé)Sieﬁvatlve of

Tmted 0, penetrexed. Capecit abi
deoxycytidibe. MImlgq!@;lg@e @ur@e aqaﬂpgmfémyp@gqqrﬂuge i §- n]egcaptopurme (6-MP)

{2 hoSplhte. Under the trademark XELODA, and
andfm%}‘a% Sor?epas ‘GEMZAR. The term "an anti proliferative

antlbod , as used herein, includes, but is not

| |Thett@anfaﬂ anti-mgtababteres used heteir elalss te cogprayng Myhish inhibits or
a%&‘ rhef®8fite includ
dlsruéms/ 053798%&&% ﬁ’iﬁéflﬁ@éaw NMBRamBie¥Vaf i e include,

AVAST , rituximab (RLT &I;I%ﬁ
but aprRu@ AigHted G%r@tme'@m@}’u%\’?ﬁi Cytarabine; fiudarabing: Blgkyn &duorouracil;
Capécﬁ?mﬁf‘rﬁaltlt?exgd , MEtAbR&Latd ARG etitabifdi Eemcitabine

onal anti bodi es, mJItls ecific antibodies

hydrdobloviee; ThiogHasines HYGTOXYWGBR: DINA Ee- et TS agentgiyich as
5- azéggﬁdlﬂ?ghﬁaeélfaﬁ%@e%a‘ireiﬁte' QR foke akiantfyoridts sucH & but not limited

sire I ol ogical activity.
to, pemetrexed. Capemtabme can be administered, e.g., in the form as it is marketed, e.g.,

under the trademark XELODA, and gemcitabine as GEMZAR.

The term “an antiproliferative antibody”, as used herein, includes, but is not limited to,
trastuzumab, trastuzumab-DM1, erlotinib (TARCEVA), Panitumumab, bevacizumab
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The term "an apoptosis inducer”, as used herein,

relates to a conpound which induces the normal series
wobkoosn@ss in a cell that leads to its death. A@EUS2008/053798

apoptosi s inducer of the present invention may

sel ectively induce the X-linked manmal i an i nhi bitor of

apoptosis protein Xl AP. The apoptosis inducer of the

present invention nmay downregul ate BCL-xL. Exanples

of an apoptosis inducer include, but are not limted
(AVASTINp tritaximab (@LTHX@I\{)QPI@OG%SB (anti-CD40) and 2C4 Antibody. By antibodies

is m%r{gr% g Lﬁ‘ﬁéﬁ WBH&%L Q%ryeg%l)antlgm@%@tléb%biﬂc antibodies

s al so
formed fonyatl Immmmannmdmsomg antlbodnes fragments so long as they exhibit

the d%ﬁﬁefb@é&c%%ctﬁntyndecw (9C1); and Arsenic Trioxide.

receptor antagonist”, as used herel n,
i ncludes, but is not limted to, agents such

DI ThealernT'ae apepiests difuser crstsediigssin.Talatasi tp @rcom%ngmh
induc%%r thk Rorrh&! s%h@§ of é\/eﬁts%? ERRW Akt Yddds o |t§ éééiﬁt ¥ he apopt|OS|s inducer of

reases or bits | ater staﬂes of the cell
the presant inveniigry rmayf ﬁ@!@ktlvstyumucguhe KHiakedyaanmnpglign dhikiter of apoptosis

protém 5(9&# CTRE sa&;ﬁeé.mnda&@# Jr ﬂeepre&érﬁmv%m.&«nmsy aawh.%g@rat@BCL-xL

rora kinase inhibitor includes, but is " not |lim
Exam@les gf mep@tﬁ%s induggriipgiudes bei arg nehlimied:is, ethanol, 2- [[3 é %

dichl P}‘/ ino]-(9Cl); gamboglc ac1d Embelin, wh|ch is also known as
oro-4-fluo g/ ano- 1
2,5- qyclp emnes1 ¢idjiang, Rﬁmlmﬁg{; u@@gyb-eéc-m and Arsanic Trioxide.

‘aromat ase inhibitor", as used herein, relates to a

Co‘i‘”ﬁ’é’térr‘ﬁln “Whh (P@cép’fm'éﬂtég%msi”hé’s ESdd 1RIER, IREIQGSY: U8 not limited to,

the conversion of the substrates androstenedi one
agen@m@ucm asDy_VBNone to estrone and estradiol,
respectively. The termincludes, but is not limted

t OThe fr@r“ah ABrorS RiPASS mhlbuoﬂt@maa@eem eréambmm;mnd which
f or mest ane; n part

targets ‘ggeqegﬁﬁ,oralﬁlm%g@|alﬁre$gqqeﬁ]ogg1e qeg Q‘F Iflrom t@g (9257M check point all the
way fHYbudhaBlthé pitBliditrERkpdint ér@Sét@ﬁﬁltosz o5t Otamail®BLan aurora kinase

A EE T IR T

MethbBiM@srhRIBEN A -(BENARuof cpRE A P42y &rso- A pyBizol-5-yI]-N,N-dimethyl-
anastrozole as AR M DEX;, |etrozole as FEMARA or

(9CDFEMAR; and ani nogl ut et hi i de as ORI METEN. A
conbi nati on of the invention conprising a

ph‘ﬂlﬁé‘ﬁ@rﬂuhﬁoﬁﬁtése |ﬁﬁ|bit0f€‘, agesl hetuirg helatesdo a cammah(amﬂnich inhibits
hi bitor is particul ar nt of
the eBPHBHEORULER B BSPOIRoN PLBeubNiates SndpERTTGMe Bna
testobtéfdHeSto esﬁoN&ﬁ@Sﬁfalﬂﬂ%Epé?ﬁVéleIBé)&’rﬂﬁﬁale&s Plies het limited to,
[ [ res%onse nodi rein

sterojdfe FERRAAIY SRS LaTRo BT PR o pSfARH ARG Aafticular, non-

steroid%t @épf]éﬁau%%mlmgmtethlnﬁwerrbglemimiy!e ﬂWelleetethmnde trilostane,
sphosphonat es ere clu

testoltomE] RRIDETPED WrPRenTP o200, GHPBRIS 207 [RYaPa] ExEmestane s

markR&d 48 AROMASIN efoeesane as DENTARON fadroztela AFEMAN dnastrozole as

oni ¢ _aci "Etr [

ARV e 35 FoaR b R 5P afindilteBigs es ORIVETEN. A

comBindgtion dPtHAREINEtion comprising a pharmaceutically active agent which is an

aromatase inhibitor is particularly useful for the treatment of hormone receptor positive

tumors, e.g., breast tumors.



"clodronic acid" as BONEFCS; "tiludronic acid" as

SKELI D; "pam dronic acid" as AREDI A; "al endronic
w@eiod/10@85 FOSAMAX; i bandronic aci d* as BONDRAMAITS2008/053798

"risedronic acid" as ACTONEL; and "zol edronic acid"

as ZOVETA. The term "a Bruton's Tyrosine Kinase (BTK)

inhibitor", as used herein, relates to a conpound

whi ch targets, decreases or inhibits human and mnuri ne

B cell devel opnent. An exanpl e of a BTK inhibitor

i Tbkveres'bigjagicalgespsmnse immdified', 88 usedhereincinglides, buids not limited to,

t d h
et R s B S E B DI ¢ got o, decr eases or
inhibits the T cell activation pathway. A target of a
c dheitereuttisphosphdriates”, as useldidesin gndudasn bpthis syohlimieskto, etridonic,
2B. .. | . cal ci i 0 onhi bi i :
o, PR e SR ol B Pl Shd o e e

“Etridasic @yidl cqri be admirasteedy €. irathedorn8ag R jomarketed, e.g., DIDRONEL,;

cod T HRLDS AR, e R SR o

“alendrsnic\acidops (me:ﬁxtiaba]ﬂdranlcaamdf as BONDRANAT; “risedronic acid” as

TR S BIRE R AT s, (o

R 3R)-(9Cl); Fenval erat e which is al so known as
b dinedemmateBiutorés Tyrosine Kinase (BTK) inhibitor”, as used herein, relates to a

compovﬁé]wﬁircﬁ’ t%rggs) gg&rgg%e%ﬁ%rﬁblts%%(w&{%%%gﬁ&é&%ght. An

examhlemiadB'I[K inhiklitobintlodés, m:susumumh@dm terreiccacitdes to a
corrpound which targets, decreases or inhibits CaM

' e¥t8f d which

St r uc?ﬁ} Egcﬁ?am J'ﬁ%d;rﬁtﬁ RS JsH ‘ﬁer%lﬁC 3L a compound whic

enzynes that i ncl ude
targeqshmmey|cmmmisrta@,§ cemag%waﬂom pathiwayhAitaraet aba ealciagrin inhibitor

mcluq%@&grotgfn §§héta% VZI? Cﬁ%rjﬁblgé%’?a khicin@0fn Fﬁﬁlbﬁt’&?lnglude but are not

ed mul t1 functional enz is found in
limiteth tay iCY@QTm%thtlm anhiehnis alse Kﬁ@mnmycgpmaa%@rbamc BRids Brid 2-

dlchIJrﬁéih?rz}l?)a?ﬁ o‘irﬂ@th? B dhd(3-pREnoxg PREHy)) fridtr eéiér f\%@)l)z%eﬂémethnn

rotef n content. ACtivation’ of Ki nase
whlcmaQISbé@nWhmsmeP@PﬁE?ﬁﬂﬂ?pXYBﬁleIC'@ ehfZR-Arpneeibeals2 2rimethyl-

(S)- C)Hﬁ%(?/ ﬁﬁén%p{/ M?ItRegR) @@I)@ ?Eﬁveﬂ’éra?e Q#MH% @lﬁs%eknown as

ki'nase . anpl es of
benzérieaast ddd, 4I°i¢h|¢l'p’£00(’1 linﬁthYlﬂthyl) bmnoéﬁ ehequyphe:rmlmhw @ster (9CI);

nol i nesul foni c aci d,
and .&rﬁh?’g@féz [ (5-1soquinolinyl sul fonyl ) met hyl am no] - 3- oxo

- 3-(4-phenyl - 1-pi perazi nyl ) propyl ] phenyl ester (9C);
aerhektem aneaM|kinasea idl@ibitqq?/ [a®- L[spg ée(em relates to a compound which

targ e&hé&ﬁg%%g)@f Ier%m@ﬁs%éj\ﬁ’ ge‘}%gh Lo b? | Rlﬁggég%ﬂsﬁ\ltjngo% gé/?ﬁrgydf ktrdtturally

relatea@hzwﬁe@tm mswewhowry@mkm@secmsswgbmw kinase, and CaM
klnasg\bpﬁpr@%\ﬂmﬂds@m BhE OF the LRSt-S1881d '?ﬁJltﬁhﬁbtlohﬂ é’ﬁz‘?%etsols@ound in

argets ecreases or inh
high @mpbntsqfolhos in reuronpl seApsas.cing lpwmerrwpm@fsthe&ﬁam it may constitute

up to ?Bcotf tﬂgntt{tgl é)?&gﬁmeéoﬂfén)( r Rét#\)%ﬁ Préﬁlﬂskma‘é'g'llqii‘asaﬂ)éé% linRed Bmemory

a vari et Yy anmmat or I fmune
and lelirgiog percessetrin dheavaitebraie ngrvops systemodi amﬂ@ 1963 SaM kinase Il

t
|nh|b|{o? m(fmdFQfZal\q 5?3%%% ﬂoﬁan%lés ;:fs%ﬁgﬁll HindBelififihibRor RBREENAUR aFe not
Ilmlted to, 5-isoquinolinesulfonic aC|d 4- [(28) 2-[(5-isoquinolinylsulfonyl)methylamino]-3-oxo-
3-(4-phenyl-1-piperazinyl)propyl]phenyl ester (9Cl); and benzenesulfonamide, N-[2-[[[3-(4-
chlorophenyl)-2-propenyl]methyljamino]methyl]phenyi]-N-(2-hydroxyethyl)-4-methoxy-(9Cl).
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ni trophenyl ] hydroxymet hyl ] - (9Cl). The term "a CDC25
phosphatase inhibitor", as used herein, relates to
wa@eovpaess whi ch targets, decreases or i nhibitBCT/US2008/053798

over expressed dephosphoryl ate cyclin-dependent

ki nases in tunors. An exanple of a CDC25 phosphat ase

i nhi bitor includes 1, 4-naphthal enedi one,

2,3-bis[(2-hydroyethyl)thio]-(9Cl). The term"a CHK

kinase inhibitor", as used herein, relates to a

cThetenmdawBiD45 tyrosingyphasphaiase énhdaitoroas Lsat Iigreis, relates to a

over expr LRN =Y T id
comp P EHEN 068" erenseS S B AR Rbod oIS, BodRignpTyr residues
on SRO—lémlly,ﬁrotex’aWMmedﬂn@Se@—whllch mﬁ@eﬂ thertrestment of jaruariatyeas,

L Snaot h o8& fhhibit
inflamd %8%@"'{%‘?0@ ?(rj]%rgdecrea& ng ﬁ?g% g}rﬁéuglsfp Q-EBﬁa 1otor
includiss,has & raot tlinviedytp, Rivosphonie ecidi [[R-64- bnompbermwkﬁhat ase

. ctivity: 1 r anti-angi ogeni ¢ conpounds”, as
nitrop Hh%‘:&%g@f'%thwr@@ﬁdes but is not linited to, protein
tyrosine kinase and/or serine and/or theroine kinase
i The bBrndasCBE26 |Pbp$tbhala$§sehlblm @lstl—@?@ hegginy relatep to compound
whlchg%rgg{%r agée%gé%&llhﬂglts &kt %Hh'oﬁ)lété Rocihlfependent

e vascul ar the

kinasdsain ummense cypexarsplé VE@EPCMSE@'@WB ftesinglHdes
t f VEGF,
ek RS iR L SV

such as, but not Ilmted to
7Mhe ermoaol K Kingispyntiiviio, A8 Userbhergin, rejaies tq ﬁepmapwyi which

targetg Gidcf &?E%Wblﬁ'o%fe%}e@@loﬁ of kH@éﬂTMb%pth’@g}me @H‘Z Targets ofa

rro rinidinpyrimdin-4 Y
CHK klh@de)mmmWear@ arggor K288n:expmp mple o aeds: klnase lnhlbltor

|nclude§ Yot Ot it 8 TB BHISmBhyrhé g8 inen VO 00/ 09495, such

(4tent but yl - phenyl ) - 94- pyri di n-4-yl net hy| -i so
nThe jerm "gepeunds t)arggglﬁg/ggﬁ@gspg,adgp € I@ﬁﬂc [ qqf&w&, ora
protelh%phaﬂbpggpﬁé?@seaﬁlmw oV fupthet B&Y- thﬁb@érﬁﬁ ccﬂﬁﬂid»uhﬂé" as used herein,

actor-receptors (PDGFR), such as co ﬂ
incluciah g i rat denited do qretgindyigeine kitssiandfar seteg p Jorfhggoine kinase

.nh.b.tggca,cr oqa,pgga ,ﬁh,buorgog‘gounds whi ch inhibit the PDGF
P enyl - 2- pyr.j mi di ne- am

dgr i @gmppgndseta@getlng nqlﬁcrqﬁsdpg af|inlykiting g’l%%célgltyaqdhe vascular

GFB- Lhdotheilal g¥éatR Q&@érh@@@&@rﬁ@dﬁzm/ é%&%?rﬂﬁ)uhds Which target,
conmpounds tarr%@}l ng, decreasi i bitin

act | weergsefor ireitrthe pelyitiof VE; mﬁﬁpeqq}wtcamppggcéspw@pg inhibit the

( FSFL@%G# Véceﬁmﬁ% S@rrﬂeﬁmméh todeﬁrpﬁjmldwsxu]pynmudme
inhibitin

TR G AT KM, UGN A 10

targel rrfylg BLs %ﬁﬁfﬂni@fnpyhlﬂmuhhlylﬂ(t@ ﬁﬁhér\#l—bmygfarﬂlﬁﬂdnﬁwn as

eSO O P bt it el IRWO 00/08495, such

as (4-tert-butyl-phenyl)-94-pyridin-4-ylmethyl-isoquinolin-1-yl)-amine;

i) compounds targeting, decreasing or inhibiting the activity of the platelet-derived
growth factor-receptors (PDGFR), such as compounds which target, decrease or
inhibit the activity of PDGFR, especially compounds which inhibit the PDGF
receptor, €.g., a N-phenyl-2-pyrimidine-amine derivative, e.g., imatinib, SU101,

SuU6668 and GFB-111;
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receptor. Conmpounds include, but are not limted to,
t he conpounds di sclosed in WO 02/092599 and
walersnawsyes t hereof of 4-am no-5-phenyl - 7- cy cP@bus2008/053798
pyrrol o[ 2, 3-d] pyri m di ne derivatives; v) conmpounds
targeting, decreasing or inhibiting the activity of
the Trk receptor tyrosine kinase famly; vi)
conmpounds targeting, decreasing or inhibiting the
activity of the AxlI receptor tyrosine kinase famly;
Viiii) eofpeunudargatige decrgasiog or imhibiting the agtivity bi therfdpratiast growth

activity of the c- _receptor; wviii) conpounds
targehcﬁﬁ',re%?é%?%g%%%)’or inhibiting the activity of

t hi9) Resmpewreistiargetinigy Hesieasing oninbibitingsthe adivitpaftie insulin-like
targeting, .decreasin i,phi bitin (WY

t e KOTPBHIART TRl oy (751ELi i e AabaBu e Wt Yorfey decrease o
t ar getnhib thel acthvitpsf IGF-IR, ebpduidilytdompotihds wioith inhibjt the IGF-1R

the C-kit, regeptor . tyrosine, kin . r{. o : :
PDGFR" ?CSHW-y;EP’%BBB’PFSdéC'E %ﬁSbﬂ@s”%m‘s"E#)fbaghgee‘{?rﬁgbq’"ds disclosed in
decr eqE® 02092599 did dérivativesttherebijofef-arhine-Sephényl-7-eyeipbuty!-
tyrosi ne kinase famly _.especially conmpounds which

i nhi bPYFFQ'ﬁJ@%SlRY'?m'5]@8&8{'858’63’. g., imatinib; xi)
Compouspolirtisd&igethey, ddereasiag onhibitingrihe bittvity of thieeTrk receptor

activi tué_of .merr‘oofersI of the c-Abl famly and their
gene- MISIHHKIBPSHAEYS, e.g., BCR Abl kinase, such as

CowpoUaHBowtistirgbtiigy ebcréasing as mhibitingrihé bitivity bthe Axl receptor
activit .ofk.c-Abf I .If_arri l'y menbers and their gene

f usi oH’r‘%ﬁ"Z?ddE?%e, ag¥%., a N phenyl - 2- pyri ni di ne-a nine

deyii) v admpeunds@argeting, detreasihg oPDbBEBIGAhe AGBEY of tNEE-Met receptor,
680410 or PD173955 from ParkeDayis; W Xebl)
coMPoErBoEfaiBBig. “ARieran BRR e i BV G peedrecentor

act i viyrosit kingsebers of the protein kinase C (PKC) and
Raf fanil

g A e e A L

menberetepor tyrddids kikasease family, or of the '

LD 6§eT PR daRtEn coRaacs of EgfinothER v B BELE-4f receptor

especiypddine kihases (parauf the RVGFR fanity),i suah ias ssmebgdwbigh target,

exampfiesats OrghERLE e Sk rpe et oBHE Bge gy

saf i ngiecidBhtorhBeoRREyhiBY inbibitdhe o-Kit;receptdr, ®O., imatinib;

! 828 RO BL S B B ) LR

L Y33353\bi taxidiy Sh8aheit gerekfiusioh ipneductsnp gurRER-Ablikihaeg such as

t hosecgrl@gdn%ss%vq\ici:hntarget decrease or inhibit the activity of c-Ab | family members
and their gene fusion products, e.g., a N-phenyl-2-pyrimidine-a mine derivative,
e.g., imatinib, PD180970, AG957, NSC 680410 or PD173955 from ParkeDavis;
BMS354825; ‘

xii) compounds targeting, decreasing or inhibiting the activity of members of the
protein kinase C (PKC) and Raf family of serine/threonine kinases, members of
the MEK, SRC, JAK, FAK, PDK and Ras/MAPK family members, or Pi(3) kinase
family, or of the PI(3)-kinase-related kinase family, and/or members of the cyclin-
dependent kinase family (CDK) and are especially those staurosporine
derivatives disclosed in U.S. Patent No. 5,093,330, e.g., midostaurin; examples
of further compounds include, e.g., UCN-01; safingol, BAY 43-9006; Bryostatin 1;
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WD 00/ 09495; FTls; PD184352 or QANG697, a Pl 3K
inhibitor; xiii) conpounds targeting, decreasing or

WO pdshowshg the activity of protein-tyrosine RCTIEHSE)S8/053798
such as imatinib nesylate (GEEVEC); tyrphostin or
pyrym dyl am nobenzam de and derivatives thereof. A
tyrphostin is preferably a |ow nol ecul ar weight (M
<1500) conpound, or a pharmaceutically acceptabl e
salt thereof, especially a conmpound selected fromthe
benz Perifbe nesriihaosine; RO 3t3220sandrR® B20432; GO 6976; Isis 3521;

of " LRSS TETEH O sofuoing SHERLGK, Subliad Mosp Bsficisa n
fr omvvd)@ogm@masﬁ SE?FEDigz?Sor@I_ANE‘Q?pIacF§1t3iKn'anE@¢7rRG 5081

0, .AG 99, Tyr VI ' . . .
TibisaeppHmie SR roraf Ly o RABRRG Ve Sl drifliin-tyosine
gggnu(in%g@,r suc'ﬁ)édsdzmﬂibnnessﬁtéEELE?ZE@XMI,rpﬁ'qatipImosti n AG
; A@57 an aphostin  (4-. - o
di hy@ymghlgm%%ﬁggmﬁf 2nd &8;1\{/%&%% g}eéeogb IA Otylggg?rtg\nlts ﬁreferably a
est elow Nﬂfecgﬁé}éwé)ght (mdaﬁt@tﬁpmpoynd, 1)) acpbammgcally acceptable
targetjng, creasing or inhibiti YA o
t he éﬁ|t g—%rﬁg ) eapm"%% gaogpd?glf%c{ég f{)o?f?trhggt}eegggtd\éné’%alomtnle
tyr gsaia@e ofithaSesylbEFeRemaidnBls ofbisBSirater qubdoliae classeof
or heterodi ners such_@as conpo ' t it
decr E48BOHPAF Y GiE el T 0 sPREEH oL #Elgrou p consisting
gr owtdh Th@eiostin ARB/RE-608 Foa kA 99, dlyephestireiGa? 13y Tyrphostin AG 1748,
conmpqunds, .. ar r_anti | | : ;
o et 8 g Rl 5 L O0pbmer, rsnostr
e. 9. ,AG655) RGe1I4oTyrpRstiBAG E66;BSG g6 vdarke adphostirbi4nlil2, o
EGF or  EGF- related |jgan e J LS
thos SGrroERAL i oy RS rer AR B e oPE pBE S esouo
generdd@ﬁhbstira;nd specifically disclosed in WO 97/ 02266,
e.qg., the ompound qf Exa '
V\ﬁ%’@ mgg’gs @g%@gogﬂ?a%@) éﬁgé@ltlﬂg ét’]é %‘rﬁgy 9f8®9§5g@§mal growth
EP 0 {8&dr Rodly dirézepRatyzosindlkinases7dEG R &ErbBAEDBA 16rke¥ as homo-
WO 97/ 30034,. WD .97/ 49688 j ;
Vo o B pmery. Sich it mpdndd wikH Tarafl g 5aRE of it e
96/ 3380ty ©f the epidennal grovith Zaxtd380eptarfdmilpagses2Ely compounds,
e.g., conpound,. 05180, .. S ine ki
LB SuBP IR rhuflmom bER R ppptoryrosne knaso
EgB- 55&"38 %@.pEGiFrriegeptﬁl EthBEErdB3 &ad ErbBasorking® BGF or EGF-
E2. 11, or, E7.6. 3, - .
2, 3-raiet Farrep vt 1 B fidd o< Brfooungs protsine pr monoclonal
WO 04ribadidd generidatiy amd spemifitallygdisciosed i WEr97403266be chrthe
be adm ni ster N f b :
e ek B ek D RO ERcKs 48, I Ughaths ertocaor
ant i kEploeB6aPs| BRO 1876722 EPHRB3R063 bt Rateathers,747 ,498,
recenh A od NG o7 RtoSE Wo §%bssb3wo 97/38983 and, especially,
WO 96/30347, e.g., compound known as CP 358774, WO 96/33980, e.g.,
compound ZD 1839; and WO 95/03283, e.g., compound ZM105180, e.g.,
trastuzumab (HERCEPTIN®), cetuximab, Iressa, OSI-774, CI-1033, EKB-569,
Lapatinib, E1.1, E2.4, E2.5, E6.2, E6.4, E2.11, E6.3 or E7.6.3, and 7H-pyrrolo-
[2,3-d]pyrimidine derivatives which are disclosed in WO 03/013541, erlotinib and
gefitinib. Erlotinib can be administered in the form as it is marketed, e.g.
TARCEVA, and gefitinib as IRESSA, human monoclonal antibodies against the
epidermal growth factor receptor including ABX-EGFR; and
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WO 2008/ 100985 PCT/ US2008/ 053798 xv) conpounds whi ch
target, decrease or inhibit the activity/function of

wa ersnadsher oni ne nTOR ki nase are especi al |y cpompuUszuds)53798
proteins or anti bodies which target/inhibit nenbers
of the niTOR kinase famly, e.g., RAD, RADOO1,
CCa -779, ABT578, SAR543, rapanycin and
deri vatives/ anal ogs thereof, AP23573 and AP23841 from
Ariad, everolinus (CERTI CAI\I) and sirolinus. CERTI CAN
( exnr obmnmmdswml)h targatressaasg &f inbibd) the, agtivity/function of

I
B:gl : %%‘Er%?trg{]bn(ﬁ#e% celﬁrggg%l(rié Qg)setgﬁﬁ%r sﬁoot proteérlmseor antibodies
cel | swhighdargetinbibitimemhess ahthe BOOR kingse tanily, ¢.9¢IRAR RADOO1,
| nt aCE:gE)'?QCAéT?Js SARSHSHafimy (17 AR08 Rves BRYUE RERbY

anti bo Speci |c ant Ies forne rom at

| east AP285itand Aﬁzsaﬂddms Arlad1¢veml1mUBé@EBEIGAM)g&r@rﬂIrghmus

so lo

oot VIB ?Xﬁ?é@"}é@ ?@ﬁnjggaﬁﬁz%' m;ﬁiﬁhél%%r dr8fiferation signal

decr emmaoothat pnewemts pralifesationt ¢f i-eajis @nd aamwﬁrémom muscle cells.

i pid phosphat ase"”, as used herein, includes, but is

n [

pggsép @%@rgg %oantlbg_@\:ﬂ i{ & Al gée ReRS %ﬂbé\gﬁ‘%{ Ilagtlg%cil%s gfn%bodles
polycdenal antibogdiest nwiteﬁﬁemfrq:mﬂw%ssf@rmﬂgﬁrprn@t least 2 intact antibodies, and
antlbﬁgltek Tr‘agmeﬂf%es%' ISrA%Qgﬁ'%gré%ﬁlbn 'tl{éccljééqu@ bidbdicdl activy.

oun avi ng anot er mechani sm f or

their activity, e.g., unrelated to protein or |lipid
ki Fleesphriapé | asiMAayAd \A@Iqﬁl targetsa Apereasaseor infiiiscive Bytlwty of a protein or

lipid bl@&%’{;h@@g‘ de u(sgif—w&'eM P)clu'él@g BUNPS ﬁ’oz(ﬂmltgﬁ‘ib MHiIR®Ps of phosphatase 1,

I nduce cel ferentiation
phosphatgse %SPTEH@f @M% 8i9ei Of'fada'F ﬁé'ﬂl?dé‘sde”lé%ﬂve tgerget:
limted to, retinoic acid, a-, y- or 8-tocopherol or

a-The/phrake &uhﬁ’é‘r@rﬂ’tﬂa@@@gemc%&ﬂﬁﬁhﬁ% Heluries csurtig Satllirited to,
agent for regul ati ng geni stein, olonmucine a

compaung# agwnaénomﬁbmea@'% IR tRRIAGHSRY. i %'Eﬁ'aieﬁ'/m protein or lipid

hiiBbA, e yhirEhddriidal(FRAKO aafiddndide (REVLIMID) and TNP-470.
klna‘s[agnzopyraeng\lz one, 7- rgydroxsmn) (4- hydroxyphenyl) (9d);

Iso A onpuci ne, and T

S B3 o AR IBED Grduce s eregiet motasrer g ysed herein.

|nclu<§’é£I blfis Mt lihitdl {oCFetihdic a%fcg o, YOOKS-Bbcbpiidrbi dr@i-Sy- of Bocotrienol.
erm "a COX-2 |nh|b|tor as used herein, relates to a

mpound which targets, decreases or |nh| bits the
enﬁw’@f)'%szf 3 C@BVE'!'%%%E frdeaystingigeniateinolgpugine apglon

tyrpth‘tliHstcheé it Bfenotliviitea € DAdzein, Whickds bso khown as 4H-1-
H- 1 ndal e- 3-acet am_de,

benzqurﬁ@-ﬁyor@ AEWATAXYN- ((‘i‘yﬁﬁ‘éWWﬁyﬁ)ﬂg?s('ébé gmgu%{p%ﬁnd Tyrphostin 1.
substituted 2-aryl am nophenyl acetic acid and

deThé/@PmV@;&looiy@éhaaé irfHbie0ss DsddidreEMRn¥udes, due snot imited to,
VI O eto 5_'100XI

e.g., £0%14dp ibisors %ﬁ?rﬂbﬁﬁgﬁ%&;ﬁ@ﬁt?{ ggltﬁeg gergeln relates to a compound
wh:c@td?@ét@,)’dec?ea{sgs of fh!hfbr itS tHe erddybiercoxid cymc)@benaée 2Ya@ahtples of a
COXE oo Bobe R B T o R R Benon
methBRy-2esth 1 N-62- Bherfy@tlﬁ\}l)ecgdl)@5%I@Dmtmﬁed/\m-bﬂ)l‘amlnophenylacetlc acid
and derivatives, such as celecoxib (CELEBREX), rofecoxib (VIOXX), etoricoxib, valde coxib;
or a 5-alkyl-2-arylaminophenylacetic acid, e.g., 5-methyl-2-(2’-chloro-6-fluoroanilino)p henyl

acetic acid, lumiracoxib; and celecoxib.
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targets, decreases or inhibits the up-regulation of

E-sel ectin and vascul ar adhesi on nol ecul e-1 i nduced by
wabiies/16t8s ki nases play an inportant role as  PCT/US2008/053798

extracel lul ar signal- regulating kinases in cell

differentiation, proliferation and apoptosis. A target

of a cRAF kinase inhibitor includes, but is not

limted, to RAFl. Exanples of a cRAF kinase inhibitor

include, but are not limted to, .

STKISteBmdam%kinawidhibbtvbea‘&zqﬂedd@rﬂéf) -rglatesde ajcompgng avhich

o e TN HIBORGR o1 s e ssn,
molechigh1 piaced by TNBCIRaf Kkess mann importint rolelap exteaseliular signal-
regulaélgﬁ,glggﬁ%s i m%lltqﬁferent%ﬁ?rlﬂsﬁglg%l%ggﬁs grgd é§$ﬁ5ﬁ§ A‘Par@et of a cRAF
klnasejleplbm@l'endzlukles]a\mélsm hmlt@d 4y RAF{ o[Examplestné a WIQ@$Q}IﬁthItOF
mclud?];ta.h Pig% @%nﬁ{édqg §f’3l g%‘&lngA lréxyﬁ%{ﬁi déHQ 9L ﬁ&@-ﬁ %fdih§droindol-

a seriée entrral event
2-onej ard mmaaurh@e aﬁe(tdnmthylamlr@r)rch\l @d@shm;embenm@awmiﬂdnewlphenyll-
(oc). cyclin dependent kinases (Cdks) and cyclins. Cdks are
a group of serine/threoni ne kinases that form active
het erodi meri c conpl exes by binding to their regulatory
stlibeitdrmns'a aygl derendextdspasednhibitort, a5 yeed hefein relgtes it a compound

whlchqgrﬁgt{égg&:regé%%aqnlkﬂg @c@%{lﬁé E%mas@%hlé{ C%KV Qlrole in the

regU|m’(3b@TBanammaEﬂKce|BU&|ﬁpl gl Q)‘P'eapr @gr@ﬁ'ﬁn @éﬁéwa‘@ﬁtby a series of
sequehgé\ae%gnts'tﬂgt: H%&&r theHetiviton adlsuBs&quant mhbtWaﬁ&ﬁjoﬁégchn dependent
onoucl ne; O onoucl ne; Purval anol
kinasash{Cclks)i @da@@ms(r@d{ﬁ afe a@gtm)pfcsealep/@reonme kinases that form active
o)
heterdd] rﬁ%\%ﬁ 50%05‘Ie %szbr# ‘]]1 § w@g%ﬂl?tgi%s‘mhﬁg%} ﬁlrnls nE)éam les of
targets nba cmma)epem &inape | |tor g uﬂebtptﬁ are (s l@ntepéo a¢é5 AHR,
k

CDK1 EPY&SéQK?_.SURQ% O‘G)?(SO ta %radoElf{K_ Exlargg}]ees o_f a gclln deperng_ent kinase
inhibitp®igtde, K@ﬁ@@thdlﬁéted\AQ” NQTIqogroayg Iommw@ea@lomoucme Purvalanol B,

whuch#‘%l%& gLﬁm?r %h@?ﬁéé@éhl@ro@ﬁ T[b%(@ﬁﬁ (l%rd?é@%thyn 2

ur val anol
methy;jmogyl]lmng]& (1- rget[nylgtl{; )<9H-purin- 6-y|]am|no] (9CI) Roascovmne Indlrubm

whmh%%ﬂ% ﬁ’& Fﬂ%?&li grzé I3 g%@.}w@rbt%ic-ﬁﬁhm -bRjideryd)l A8%dihydro-

(9Cly; IKwpalulbnﬁr\GXIme N awdpl@ﬁr?*dﬂﬂ?y@%%ﬁeﬁ@ & pidi-eng,e>-bromo-
7,12- dmwa <£ Skﬂ)v rpun?a?adé?ﬁdwnﬁﬁ‘f‘é Also kﬁém §§1IBlltﬁwo¢021[lP6l ad

ets, decreases or inhibits cysteln grotease

chlorMewh)amlra;w -mpthylethyd - Phr'ﬂrﬁﬂﬂﬂml'”@ﬂr3d@$thﬂr 4#R)-(9Cl); and

IndwuBH%“ﬂ%% & apotosis. An exanple of a cystein
ot ease | nhi bitor incl udes but Is not limted to,

4 nor phol i necar boxam de
SThe rmercys e ne,RIDleSDIRLAT &% KRS ey 1916 1] cmBgud which
targets ]dec(égggg‘lﬂ' MRlRY E}ﬁ&lhﬂr&eé@&lﬂmh Py s tabvital rofe |F9N9ammahan cellutar

tercal ator™ as used herein, relates to.a conp
tumovsh RO apotASiS. A SXBRINIGRTE FYSHRIT P@ewhlhm'wear 'Blfté? Rot limited

to, 4- r@é{{bh&ﬁ%bérboﬁéfﬁm' 93(1@;‘) ﬂl@%ztdkbef-@abrﬁér%;ethymﬁtd;bfi%mmo] -2-0x0-1-

are not limte Pl i canmyci n and ctinonycin
(phenylrethwhetrg342G00985 PCT/ U82008/ 053798
The term “a DNA intercalator”, as used herein, relates to a compound which binds to
DNA and inhibits DNA, RNA and protein synthesis. Examples of a DNA intercalator include,
but are not limited to, Plicamycin and Dactinomycin.
-15-



The term "a DNA strand breaker”, as used herein,
relates to a conpound which causes DNA strand sci ssion
waeasnem®sd ts in i nhibition of DNA synthesis, PCT/US2008/053798

ininhibition of RNA and protein synthesis. An exanple

of a DNA strand breaker includes, but is not limted

to, Bleonycin. The term"an E3 Ligase inhibitor", as

used herein, relates to a conpound which targets,

decreases or inhibits the E3 |igase which inhibits the

t Thasérer “20DNAstrgnd breaker aashgsaddhereipr rglatesto, a pemRrOYNg which
cause 1A i FSBEAG ok B B Eh 67Ty R TR of
and ptcnelnl’slylﬁtbésls 2ntexafriplepefea BNA strand breaker includes, but is not limited to,
Bleo t rcl fl uoromet hyl ) propi onyl)sul fanilam de. The term "EDG

"BYer”, as used herein, includes, but is not Iinited

to, a class of inmunosuppressants that nodul ates

| yiine heroy tam E2 bigase:Inkibitor, asussd heseimmetates tomeompoyRdich

r
targetgbgé)cg%énsgg dﬂ%tﬁagﬂhe E@%ng%@@hl@ﬁ rﬁ'htﬂts tﬁﬁ{r%ﬁéh {)ﬂ.ltfi’qumn chains to.
proteigh amalrkmllbem fovh@egmqmnoessﬂhemr@eamemh@gxampleeqf@dﬂ ligase
tN terone to

'nh'b"%? IU% |£gér‘}}tllé ﬁmqm{'t%ﬁ 16 Nﬁal és trmEg{o?ovarl an estrogen
.triﬂuommlethyimmxgewlbyﬁamleml® are inhibited. An exanple of an

endocri ne hornone includes, but is not l[imted to,

S0 ADABIPIES LEQ] Rl Rbfided ot ISHITITRBARS Wkss of
targe ng, decreasing I nhi biting eact|V|Fﬂ_§
immunbsupppissantsdhat rmctsmtﬁs fymh@saytﬁ aeﬁlncy*atlora§q9§@a 7éPn,
relates to a conmpound whi ch i conpounds targeting,

d%@?ﬁr’ﬁ; i é?'fdoblnrlﬂé Rértidng” tdaisad hkid, Yelgfes!tb@ @ipgdana®hich by

r owmt actor famly of receptor tyrosine kinases
actmq meinly, orEtheBRtuitany |gid qauBesthg SURBIPSSIOB PT ARIRANSS;IREIalSS, the net

eﬁectslﬁ g I?ecﬂ&tlﬁﬁ’ gpﬁgfb@f%rm foltastraidabvels! thrféﬁh%ﬁasO botlhrlh'bhéri estrogen
e activity of the epidermal growh f act or. rece

and angieigey syntbesie apeiphibited; eﬁﬁis%ma'&s?f ap epeese 'b?me”g includes, but is
not Ilrﬁi'igd 300 RRolMa! 41l rhidudiriol adBRateer s of the EGE receptor ‘

rosine kinase famly, e.g., EG- receptor, ErbB2,
ErbBB and ErbB4 or bind to EG- or
BB e campoRRGS 1aFagSRB S5iFanG HJTRP LRSI AGIY of the epidermal

growtRF A& faﬁnlfr agﬂg&ﬁh%ﬁi rélates g b@fﬁpo@ﬁﬂﬁhlbhaddn)’pcﬁmds targeting,
speci fica di sclosed in WD 97/

decre@§|ﬁg & mylt;r\g the agtivily o1 thegepid qy@ab@rpt@'g@&{ao rggn %Qfgggiptor tyrosine

kinas&€$ (@’;‘-ﬁ@%rggﬁ; EfB30EMBE F27omd=Rrhetbdddifeds), $ich. aéztainﬂﬂiunds which
747, 498, WD 98/ 10767, V‘D 97/ 30\@83@{ WO 97/

targeWg?p%grgghlgﬁ the adtivity-piAne epidefpsal g9 Gtor Eecsptor ?amlly are
espeSRITRIJHPIUKES téﬁns GPaﬁt'i&?i?e%,wN@n PBibR3ENbe®. df the EGF receptor

ron SR nrg 4 Lo B a0 ma o BB o o o

relate'drli@§ﬁ@s aﬁ@'are7 ﬁ”partgu’ral(i)r%’se dokipobhds, pk@téﬂ%lcgﬂlnlébngabn&l antibodies
an

E6.
genermﬂmami éPQﬁ'f[Oz‘"st'af awq DRI G2B a1 Jon SAPRI I EP 0 564 409,
WO ddis8lsa SR 05907206 EPQ 368876l 6PO8 38 PEI2, U320 370537085, Patent

No. 5,747,498, WO 98/10767, WO 97/30034, WO 97/49688, WO 97/38983 and, especially,
WO 96/30347, e.g., compound known as CP 358774, WO 96/33980, e.g., compound

ZD 1839; and WO 95/03283, e.g., compound ZM105180, e.g., trastuzumab (HERCEPTIN®),
cetuximab, Iressa, OSI-774, CI-1033, EKB-569, Lapatinib, E1.1, E2.4, E2.5, E6.2, E6.4,
E2.11, E6.3 or E7.6.3, and 7H-pyrrolo-[2,3-d]pyrimidine derivatives which are disclosed in
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WD 03/013541, erlotinib and gefitinib. Erlotinib can
be adm nistered in the formas it is marketed, e.g.,
WA 2RSEMB85 and gefitinib as | RESSA, human nonocP@mnaEk2008/053798

anti bodi es agai nst the epidermal growh factor
receptor including ABX-EGFR Targets of an EGFR ki nase
i nhibitor include, but are not limted to, guanylyl
cyclase (GC-C) and HER2. Ot her exanples of an EGFR
ki nase inhibitor include, but are not limted to,

WO Ty/0pd&st, erlotdy afd gefitioit |ETlozaB|b campedosistareszin the form as it is

Tyr host n 8 f : .
U S ARSI RE S5 R BB e ssan
the dptdwdnargrommfactoempioemctnﬁlrammGEBH&/r'Ea;gete okam&&ER kinase

|nh|b§<r)]rh|lp Bé%g:rﬁt nFe #og?wgﬁg %{J%gﬁﬂ &élh X)(/:é)%eny E)RZN_Other examples

of arpIBGFiRI kinasg Eﬁ)hllﬁlﬁﬁi')cjud'éybtpthme hoﬂumd1¢7BerHmVE @duBprpmostin 25,

Tyrpg?gwﬁgp %ﬁrﬁgﬂé}ﬁaﬁ% ek T)Lrﬁ e#s“?m A?.‘( EB%I' ?@'815 s of AN EC EGFR m}Ilrosme‘T kinase
inhibitor i€k R EBIBGZRTKyarrdstumﬂmk|Otasreexam1nlasmftao rEGFH% tw@mm kinase

inhiblr‘%qulrt iﬂéélﬁgﬁ, (E)truglﬁrsefréot g%étgﬁ? }ﬂﬁ bJ ?g&%% fe AEGC egg (:3 8 m'm;c?roxyphenyl)-N-
pherfyB|(2E)e@Ol)OTthosTtmO¢\m M?SMnaméhleamrgAI and ﬁpyndsumetomnle a-[(3,5-

ibits the protein, which is c
e et (O SE ga Bistbe aHER, YoRBRY b inase
lnhlbitmhah&&f bufis IndeiftfitedXad! Tyrphé¥lih 46i mi ted to, RAS.
Exanpl es of a farnesyl transferase inhibitor include,
gg'}la;tregrgpgqufhlgsrggt@ergferase mﬁLblta/rQI raosxt}/seg rhre]reeslﬁl rglapes%] %ncom pound
whlcﬂte{rbétgsaeo?ee{s[eé 2Binbibjits 2hd RAS Rotédn amiictoisTommonly abnormally active in

cancst o GRGFIck A HESHlrCTReo® EINBR P s, SHY ok ey RAS

Exarﬁ@waa{a&%sy(tr%alsf)erasanﬁhummmnmenb@t ard et linsitend toa Fl k- 1

a-hy o aReY AhePHONiE 2cie puengls Bridn e D2 izt s fleRy 2pamino-s-
mercfa}ﬂfo%?dd?ﬁalhInBPQ%e’%ﬁ)FIbéﬁtyl}bxy}Al -b%-g%eﬁﬁlp@pﬁﬂéfmﬂloﬂ (]ﬁétﬁylsulfonyl)-

bitor in is not |imted
1- meé'%’é?fb}"@st?f (33):(9{31)13'&4 Mag’émyﬂﬂfa‘bl tor i ncI udes but is

not limted to, 2-propenam de,
2- Theeem 3a Fk= TidaexiyihiBitdr bassskdrmtdily| relabes th mhemypdundlwhich

o BB b LA S R B T e

mhubEéﬁmcaudesasum a6t Iheiterii t6, KDRC |Ande@mpleusf 4 Blkrickindserintibitbr includes,

st e SRR BB g SRS R E AR

(3- pr%hwprmgo(rzewgcmerme/pmray@ coﬁlﬁiblladﬁwhah sa:rngGWease or inhibit the
Sunitinib a IS markete

VOIS oA HORLITRTa GGt 5ot i e B EPPOY TS prpdgns or
antibBlies WhichGkhibit Fk-Beé gt, \- berﬂ#@@l—ﬁbumspmemdsfamhda staurosporine

TGN L S OREN R S S P

Abarelix can be fornulated, e.g., as disclosed in
U. The 8ath egénaorelib agéﬁst?ods useﬂhé@mﬂﬁﬂ&déd)@gﬁs not limited to,
PCT/ US2008/ 053798

abargling@seranaedasporain cor el - Cosstel ok ARAGRed TV SaPRiest 1,

No. 4,100,274 and is marketed as ZOLADEX. Abarelix can be formulated, e.g., as disclosed
in U.S. Patent No. 5,843,901.
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a conmpound which targets, decreases or inhibits

gl ycogen synt hase ki nase-3 (GSK3). d ycogen Synt hase
waKeovaga9ss (GSK- 3; tau protein kinase 1), a PCT/US2008/053798

hi ghl y- conserved, ubiquitously expressed

serine/threonine protein kinase, is involved in the

signal transduction cascades of nultiple cellular

processes, which is a protein kinase that has been

shown to be involved in the regulation of a diverse

arTIféjteﬂ'ﬁ ‘g dlyooban syniinasei kinese-3 (@IKRJiintgpitor'oasiised herein, relates to

s cord St L b e B Chen s Rheel e

Glycd@ewﬁyrmaﬁe k&nM(GmbiaUmrotemddlmed), alihighly-sonsetwved, ubiquitously

expresﬁgg 55—:-%@1?%?{% é{ﬁ eg} ImnasgS |sd§\903v 'Egp éﬂ&nﬁgﬁaﬂrﬁbssd%cgon cascades of
multigle Immuﬂld@romseb whiclgiata protéirckieasecthetr hasrifgiebishowe paberinvolved in

the reg uqlé%rlo tacge \%rr%dgré@/ &fﬁlqﬁr ftpgét{gn's WﬁéH@ﬁgge@&L s&r‘?tﬂ'%glts cell
prollfélfaﬁalﬁ Fﬁ%ﬂtdlffb‘rerhatrm 0h|0|@tlmula9éssgnmwwdlmSembly andegpoptosis. An

exan}ps?}: S‘Jsﬁ ﬁg wﬁggo I?,Fﬁfdlg 'ttzsﬁtgsort'iotllllnr?e& géj w‘aci)r‘ub’?\'\gS nLcH&etmme

targeting, decreasing or inhi b|t| ng the act|V| ty of

FNEhd ek "heprananase ikfiibvitos'e as @sephereln, (@fens-t@ Rympounds which target,
decrqﬂ%gelﬂrr;rgw %ér.ﬁfﬁrpﬁétg%o gfagdtééé‘rﬁ‘s‘r‘ﬁ&%é‘nﬂ%&?de%a@ﬂ .&%oﬁﬁﬁuted to,
PI-88. ar get, decrease or I nhi bit anapl astic | ynphorra

ki nase. The term "a hi stone deacetyl ase ( HDAC)

i nki bj v d

e MRS Bl R B g S B SPLdhErREH.as e
herelpgesledes dot is-not hrhltéCEianM\‘BdlkedyprmBﬂ(Wasq Hhibitorse B i@ e@ompounds

targeg éiférf'%gﬁwgl drf rﬂh‘ibqﬁq%tﬂe CRERY R ERsIiRA RSRE Kirfas¥Rceptors (Ft-3R);
interfdkdmy dme&waislrpczful[apgﬂcmgsjm@Qay@phgmq plgulta]j and ALK inhibitors, e.g.,

compé)rungg%lcﬁ éé(#géf'ﬂg%( 5'? |ﬂ9LF§FF%¥£AtICQ\I@'ﬁ§h%; kifGse-

enam er I'n S su oyl ani |'I de
hydr oxam ¢ aci d (SAHA £ 2- ani no-
phmmr@amp)deggﬁz p? Ghirhibiterdj @ used herein, relates to a

comp%\ﬁ[ﬂi Nnf |r?fh|¥||t§TfF|EW§t0|%S&é%fce®%e%H'vHﬁ’éH H&§e§§7ﬂtﬁ&iohferatwe

rirc acid, pyroxamd trichostatin

actuvuarpmwusjnnnlude;epgu ip apt lineited t@ EpumaeUnds @mse@h@m P%/ZZéFEe?SPeC'a“Y
N- hyf?é%”g'[ﬁi[(ég/& erb%t%PzJ?ﬁ‘-ﬁinBol 503 Ay} Bmindith&RylipheAl f.2E-2-
properiaanigé. - bfutthenipcludassamroyanilidenardroxamie agid (aNEHL {-4r{éyamino-
pheng}cgfb%%% b@ﬁgl])-carﬁéjﬂlblé @h@ﬂ}é@ AN (pen! Sstelsmé?huatwes thereof;

Xxam'c aci |chos atin A term
butyrlmeQOyerrxamiﬂel; tiichostatin 65@I§afn@?t@b Apicidin, 9@8§'P?E¥'d§ depudecin and

trapo%ifi TRStH C)?Qﬁlp‘gé |Haﬁ@§8§pudegﬁ‘3ﬂ@aﬁ§(ﬁ1 WhldhﬂQbBbtkﬁoWH%s CycIo[L-

|ntr|nS| ase act|V|tyo rad es, tar ets,
alanytiBealemd-¢sS as)-armnmnwopmeanasmoﬂfﬁ)—@m lbﬁgsﬂ)eﬁmum a

phenjiiiytiie YpHich BEBUFRRATE RFL AANTPRHARIAS Bom aa

CHK1, CYP3A5*3 and/or NQ1 *2. Conpounds targeting
d eTrectash MigSBP0 inhibitbl”t asnyseadHerging felates i@ aaqua@%mawh'vh taygets,

decreeageg@}:> ‘%B‘bﬂg the .&ﬁ.nﬁgﬁ%éé Jagﬁﬁlgfbf ﬁgﬂgb’%gé@ %?8&3 decreases or

ecCl a r ot el or anti bodi es
mhubltmmBMSPMenrrmatemsam thﬂ ubjquitin pisfeggomMe pathway. Potentlal indirect

targets of an HSP90 inhibitor include FLT3, BCR-ABL, CHK1, CYP3A5*3 and/or NQ01*2.
Compounds targeting, decreasing or inhibiting the intrinsic ATPase activity of HSP90 are
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e.g., 17-allylam no, 17-denet hoxygel dananyci n (17AAG),
a gel dananycin derivative; other gel dananycin-rel ated
wa@eovpass; radi ci col and HDAC i nhi bitors. O hBET/US2008/053798

exanpl es of an HSP90 inhibitor include

gel dananyci n, 17- denet hoxy- 17- ( 2- pr openyl am no) - (9C1 ) ;

5-(2, 4-

Di hydr oxy- 5-i sopropyl - phenyl ) - 4- (4-nor phol i n- 4-yl et hy

| - phenyl ) -i soxazol e- 3-carboxylic acid ethylamde; and
espeGiallyeorapourids, proteinspiraatizodieswhich ittt the ATRRs agfivity of HSIP9O,

o9, {GARRTCE ¢S et e R R S AAC S dpRamyth dsvative other
geldanachydiexetated esropeund$hradicieoharidHDAR apfpbitors. aDfitea ekamplee of an
P RhBHGnghE qeiapd Ry odelioRy 1732 iRp o oo 524
DlhdeEX)k-a@mBopyAphax;&)%K@mfpmhn%IﬁKnethhlmj]anmlb -isoxazdlerdeparboxylic-acid
fed t 2- tril
ethylgm[dceﬂrarﬁ%ﬁgda;g%]g%) ) 88| f on;I?Ir ]open((eglE) r I( 9?:! ). The term
‘an insulin receptor tyrosine kinase inhibitor", as

usHk ;lmrase fgn implaat esntaining codisapietaids” e wsedrhedein doelydes, but is
ot g B . S0, BE IRBT40H HRPSELMARithZts

exanpl e of an insulin receptor tyrosine kinase

i nebtetrora i-kappedB-<)phakinase intukitor (IKK) eds uggd herein, relates to a
comp.ogl% Qv}p{clh %{4@@ I&EE@%@%}’&W’#\ B%@ REKS |§§E§“ An @Qérﬁ le BASn ﬁl@( mhlbltor

nase (JNK) |nase i nhi |tor
includess utie met hmnteobuoaz@sorte@emérﬂ@&Mmﬂwmneeml)&tﬁpgﬂ}sﬁii) (QCI)
decreases or inhibits JNK. JNK, a serine-directed

r-@{ | [:I'nkéﬁ‘fh%GIm re'céptbpfrg/%s‘fr%%hé'kzetlmblfﬂ?’o%Efﬂn@éd’ héfeirdfelates to a

I'vati on of an
compgiugd iwhichamedulates ¢he wtw@ﬁasbphwawmﬂﬁoy%@ﬂﬁse microtubulle-

assogb{gefdgi ?t%Fn' ahé Q@&g{é@eépﬂﬁh%ﬁhﬁle ofah ﬁsﬂﬁﬁ réc%bto@ty?N&e kinase

I ncl I's not limted
inhibiEorangiides, bet ia ngiNinitesttp phydsexyl- A@Iaeatéaleawtneﬁ‘ry@h%whomc acid.
limted to, pyrazol eanthrone and/ or epigallocatechin

gat Hcfa%?m d BS?JUE‘N Brmihalkifasd PRK) ﬁmbéé‘ﬂhlbﬂorﬂ%ﬂised h&Pein, relates to
used herein, refers to a conpound

a compandphishytarants rAecressan af bt IOl rJNKhstse'i'%e e'g%%?ﬂ prgiein kinase,
is mv&)@@d'ﬁ fh@tdh%sé}%?ylhmr%rm“é’c@zﬁaﬁ‘&l dflel Ain arldUATRZ @i pIays a significant

es of m cr ot ubul e bi ndi ng agent i ncl
role nFaetaRsiiom sfovels oo AgraTtElan pTcharorn o aroeh s paKinniotor

mclu@g Fﬁtt 13 nowml%sanNW N6 a I fihditet include, but are not limited
It axel vi nor el bi ne i scoder npl i des; cochi ci ne

to, pyiazPlRastraNe aRe/sr amalt%ﬂe&am.g\?&%tet hereof, e.g.,
epot hilone B or a derivative thereof. Pacl itaxel is

MefHeEkff “Amickoriblie UM&F@ ayat”, as u?WrERErefdnsnb alcagipousd which
sul fate as VI NBLASTI N P sul fate

st P e s 5 A S AU e o

funct%dExEﬁ%@s g rM\iErLdtutﬁﬂie Mlﬁﬂllng%eﬁqui@g@ bef am ert limited to, Vinblastine
paclitaxel. Ceneric forps

Sulfaer nstng SyifaGel Wieester SnrIPing Hosstes PaTRex b aione :

oA STl o D O 55 ORere  or
dernvg@ﬁedbgr,epf craclitpxel is marketed as Q'g%@d. gcetm;(ﬁg vmblastlne
sulfafe FEHIBLABTRE RO 1l Virtis Gt s ifete0dd PARBISTIR. RAiso ia6luded are the
generlé: ?ocrln(s)so?gaclzh?axel as well as various dosage forms of paclitaxel. Generic forms of

paclitaxel include, but are not limited to, betaxolol hydrochloride. Various dosage forms of
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U S. Patent No. 5,010,099. Also included are
Epot hol i ne derivatives which are disclosed in U S
w@ai0enoossd. 6, 194,181, WO 98/ 10121, WD 98/ 2592BCT/VE2008/053798

98/ 08849, WD 99/43653, WD 98/22461 and WO 00/ 31247.

Especially preferred are Epotholine A and/or B. The

term"a mtogen-activated protein (MAP) ki nase

inhibitor", as used herein, relates to a conpound

whi ch targets, decreases or inhibits MAP. The MAP
paclitdiehinside vt ae gpblimitasfto, gbanini nansparticle/pelslitexslintarketed as

nerY S TG 7 BT, R i SR RERE AR L hhleioa
U.S. PatemhNd &, @H], 09% UAlba ireluded tarfeEmtbems:lerfvawswdmh areglisciosed in
I
us. B, o ﬂé’zﬂ] %/19‘?11 f {B%éé%g\‘?\}oo 88Job S WD 09143653,
WO 9822481 and w«;mvaﬂ 247 aEspeniatiytprefarred armEp@bblineumaa@pbﬁ
and metastasis. An exanple of a MAP kinase inhibitor

quwﬁ kt'T F\F? %ﬁégén Sadihteld IRAERAMAD) KIME0E GRSt 98 A% fiferein, relates

to a compourapinkich Itargempdweagﬂs]qﬂmmis]w ndherdATy kinpsrsare ja-group of
prote|p %ﬁp%é//&réaw r?é pl}%%eeéhﬁieérg %Nv cﬁgtré%pot-l:%‘é 56 gg/%e OVQMZaceIIular
stlmuWand: metimteyeigpal transdmcﬂasér@nbﬂweuonth swiface toltke nmletmcl'heamegulate

sove 3R Bl R G5, hBEE frbon, oot

cell déatanancdgémid transforrhaticanumatisell fasion Fhe metasiasia. MERxample of a
MAP [;Vﬁ?é{mb% tor Bt ¢t R&lEliMited &) BLERnEQUIbnERTRO W] WO@-[[[3-(4-

decreases or I h
chlorapbenyl)- zmrmemmemyﬂag@o]m&wllmemel}@éﬂ mﬂroasy«mw)-4 methoxy-(9C I).
inhibitor includes, but is not limted to, ERK An

' pr%ft?erﬁ{ “a' R Wlnﬂltalt@r '@Kbkfamemlﬁ %Iafé%ctbléd&?npcﬂ% which targets ,
not

Imte exa
decrepsés driintubity Hﬂcllmté@tlorbgt MPM2and the ﬁﬁngéldﬂ%suppressor An example of

b ted {0, trans-4-iodo 4 -boranyl-chalcone.
aa M?M%gﬁgiﬁ%}] gélgén%nog gr?f/) W'he. oﬁ°mé? hyl ene 9 )y The

term "met hi oni ne am nopepti dase i nhibitor", as

hdiheiterm ‘ianEKdriybitasy; @sjused perein, refates do ?&O”IPBHﬁ%WHEFQ targets,
decre‘é@éi& ibiibigethe KIRRE SRR MA(Fhklhéée MEK aAlthget Uf aDK/IEK inhibitor

I oni ne am nopepti dase. ounds which t

includeschisskotdmiteAip.ERK  AB '%?PVPE%# pta Mﬁminbl’ﬁ'tﬂ%mmdes but is not
I|m|te@E8 %g&fﬁﬁﬁ das @xéﬂ‘lﬁle df aMEK hﬁmmn@%deé st GEER bt Viddite €o,

term MVP | or", as used herein,
butanﬁélh&l’dleslm[éméﬂ%%ﬁﬁmﬂﬁ’ﬁem t'&'ﬁlf‘?%‘ﬂ)@@'i@i -(9Clecr eases or

inhibits a class of protease enzyne that selectively

C"T‘h@|té/rﬁ?"nﬁé’tﬁlohh‘|€ra%M&de‘bn&ése |ﬁﬁ|bh‘&€|®sl Lﬁ&dbﬁl’r\dﬁ mcludes but is not

i ncluding the enzynes MVP-2

limiteq! tay GPRABBURGS Y %tﬂrgﬁgdeqr%sq Qfé%h Gl th€|a§§tﬁ'8/ oiveibioning

amindHepiddbe! WBMBUNAS WhichGhiget, debr@sé BNPHIbLItARE BEity of methionine
angi ogenesis and netastasis. A target of a MW

amingpeRtidase e @4 hergamigeor 2 defyative tharedid o, pol ypepti de
-20 WD 2008/ 100985 PCT/ US2008/ 053798 def or nyl ase.

ExagRérth &f MRPNMRbitaHi e dsea hleﬂéirh udleteshuta wnqodumﬂ which targets,

limted to, Actinonin, whic
decreggesacpfé@hlglf,ﬁ :a@lass of protease enzyme ﬁ1at Iectlvelﬂy catalyze the hydrolysis of

polypéﬂtrdé%"n%mcmhn{g(tﬂa@bni rhéd RIMIP-2 a6l yapgythiat bnélu)volved in promoting
pyrrolidinyl]carbon ‘él'\oé’ 'PJ%‘&{P aﬁ%*l]regw @‘8% ahgiogenesis and

the Ioegp@ tissgeplyuctiys; 35ayn

metastasis. A target of a MMP inhibitor includes, but is not limited to, polypeptide
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pepti dom netic and non-pepti dom netic inhibitors;
tetracycline derivatives, e.g., hydroxamate
w@emsileiosd meti c i nhibitor batimstat; and its PCT/US2008/053798

oral | y- bi oavai | abl e anal ogue mari mastat, prinonastat,

net ast at, Neovastat, Tanomastat, TAA21 1, MM 270B or

AAJ996. The term "nonocl onal anti bodi es", as used

herein, includes, but is not limted to, Panitunumab,

bevaci zumab, cetuxi mab, trastuzumab, Ibritumomab o
deforinylazet Bramalecbf at MBIPtininibitaxtinclude, butiaraaol limigad to, Actinonin, which is

R

pyrroldi rﬂﬁ]barbunwlﬁageth&[ﬁ@ﬁw -Rigeniilt (BR)AEGI); wgg\uqmtﬁgm gallate; collagen
N T

peptidomiingtio mhibitoadatimadtab abdit$ praiig-bicswadildine galguemarieastad

oSSR e MR AP oo TR Ml A

phosphoryl-ati on. Targets of a NGFR
t Vhegeme‘rkomacdenal antiboidiest, asrusked dereir includes, biat isinotlimigey to,
C
ool T Pl A, B R
tosituM@hRbt grdcsdine 1 KBhaBevaairhinight ean henadroidistered in thesformpas it is

markl%t]eaqaégdh&(%\%l'-[?\dr @é?&%\h!g aé‘%R%’F@X t-lqgfuzttﬁdy asaHE:ﬁ&EM)ﬁN Rituximab

tof as us
as MABTHERAdIbritincdmaty awgamrsas 2BV @sd msﬂumo?iﬂﬁbt end iodine 1 131 as
BEX - MAPK, which is a MAPK fam |y menmber. A MAPK famly
er is a serine/threonine kinase activated by
phosphoryl ati on of tyrosine and threoni ne residues.
Thite tkmméa;blGiFsR ytasineHanasesnkibitern dsaser gtaiy rejatesipa compound
I
Wthf‘b% 4elt's ‘arec sgsc‘ §?lﬁhi@ﬂ9 nbRE! tg?%cgmogétéfr SdeRUbnt: p1u@)gu‘§tWoan€

regul a ortant cel |l ul ar
phosptaxyjailms'[args@ciﬁ aé‘@'ﬂ%@)ﬁ@%m—gmamﬂﬂhﬁméww 9“" are not limited to,

HERZ, F, | PAR: T /k?\ AR R Okn%cﬁree?’té RHiits 2 Bre U3 RF1. An

udes, imted enol
examqble[df a(NGFRdmmmhémﬁls)E ngallqltprmqlqctgz,snwgls got limited to, Tyrphostln AG
879. Himdazol-2-yl]- (9CI). An exanple of a a SAPK2/p38
kinase inhibitor includes, but is not limted to,
benzam de,

3-Thei teeen Fey D3V kinseanlpibitarhyasr sy ETRID yPiRkas 19 compgynd which

targeps.y hg«%g?s@s] orlibils p38TMRPke{}vmchf1’s Emﬁ}yféﬁlyﬂﬁe#ib@ﬁsﬁ MAPK family
as used herein, relates to a conp

memb#riih sernefireonipridnasarativaied oy ihesRoryalion of rtwsm,@ and threonine
remd{fésn aﬁ‘ﬁs E.H’Qéeci% drh%g % "Q?ldtiéﬁ\‘}atéé; bfmany cellular stresses and '

speci yrosi ne kinase critic

mflanﬁroatow gtimuli, theuahldp #éﬂ@voﬁm 'Bg‘lei r@avlaw °fAmp95?§gquIH‘er éesponses

ki
e 50 et ek o A ¥ e it

includsT buiss 0oBlinisaitgsPhenal. H-HE-Tkiprapie R P4 MyHdNL- 15\*'"1'5'620' 2-yll-
(QCI)C% X%R% eﬁ&dat 5 gﬁPRQFp@BWsE istibitdr tdiees, Elﬂ@ﬂb@ﬁmlte’tﬂd

o be involved in the earliest ste P
benzammenaddume@zylarmaex N-[3¢iwaroyhenaoybapinek4arettyy PBS%V'] -(9CI).
tyrosi ne kinase inhibitor include, but are not limted .

t Oph R3S 856 BRbsindkih&de ihRibRbS Gas used herein, relates to a compound
which targefs decreases or inhibits p56 tyrosine kinase, which is an enzyme that is a
lymphoid-specific SRC family tyrosine kinase critical for T- cell development and activation. A
target of a p56 tyrosine kinase inhibitor includes, but is not limited to, Lck. Lekis associated
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known as 2-ant hracenecar boxal dehyde, 9, 1
0- di hydr o- 3- hydr oxy-1 net hoxy-9, 10-di oxo-(9Cl),
W@easa0098yr phostin 46. The term "a PDGFR tyr oSPEIEUS2008/053798
ki nase inhibitor", as used herein, relates to
conmpounds targeting, decreasing or inhibiting the
activity of the C kit receptor tyrosine kinases (part
of the PDGFR family), such as compounds which target,
decrease or inhibit the activity of the c-Kit
with trecetdmasmig dosiams & O €DBaarid) the betaparainadfithe HoAtregntps, and is
thoué@r}grﬁgilrﬁ]\?og\fbg uln&]marer:(eeacrlllJ t%tehgg??{:ﬁrmedlg r%llaégﬁvﬂlon Examples of a
p56 B/hmimi kiRass |na|bdorsmclud34 diut ane nmbhmm‘d toc ghmpacanthakerhichis also

ol 2 el SR ERR TR BB TR SRS ey oo
and/bsTyrphgstimetb. of di nmeric i sof orms (PDG-- AA, PDG-- BB, '
PDGF AB, PDGF-CC, and PDGF-DD), which exert their

T8t BrogEhR bl KB ERlERol Yoc R i i edo compounds

targetmbedeﬂraasnmgaersmblbmﬁg tHerartinitpof the) €-Kilgecambar tyrosme kinases (part of

the I%J?ﬁ ggéﬁ%ﬁi %uath %I%m{c?jge wf'\i@ §t 8£cr@a§$ﬁ:ﬂ ﬁi{nlg%fﬁ%c‘ﬁ?ty of the

not
c-KitRBERor trtoshedsraise rfarmhk |e5peo®uampmoumd%wmmitﬂtyhe§T&ife'eceptor

PDCi(FI yé']ase | QRHZES %B’y‘gﬂﬁﬂ#fﬁ%ﬁel@f'{)hf@%ﬁoﬁ‘Q:ﬁ']elln'ofoFsegn& Qurvival in normal

cellsla§wblhaam areus disedsd stateaisbonas eancer, atherpsalergsic apd ffilawhc

dlse%sn SﬁL §9f£m 0;2 Efctgﬁ@??(@% A«%ﬁ?ﬁé@r%@%b@?m PDGF-BB, PDGF-

| nNase I n as used
AB, ﬁeaﬂec arm BDE6§-DD), avhiahaaxed thedr cﬁlﬂulehefﬁeqtgby differentially binding to

two rgge[?t\g?t‘?/gepsswg knlbagsgl b'PE%OF\%q a%nh PHSER- FHavé n*ﬁl&%?a‘? masses of 170 kDa

t°0 i ncrease I n response
and N8UTkBa4, reépdfuwmbn&b(araplds of tavgets bbha POGFR iym;sllne kmase mhlbntor

e R os P R ST Bl R R P ePiarR tyrosie

ct'or er ma
kmasminhib)tersmclndné aIUIt ace dadinded tcalerpHneptm 66yt2@69'fymh¢stin 9;

R L T e

target of a phosphatidylinositol 3-kinase inhi b| tor
i nd‘heltt&m ‘atphbspleatidginokitetitkinhsednhibitgl as Beadrprein, ¢elatgs to a

com (?@13 rf %%tg ddsecf’ecgsﬁ okfnﬂf@ﬁ? P| gv\)qrgsﬁoﬁl i- R‘iﬁ%é@%lvm‘ﬁas been

shovensto mcrease in response toa number of hormonal and growth factor stimuli, including

e8P o O B it
colony- mmm;gfactby |a)1d depatocyts gmwt’etfaaycpr, anq masbwﬂmsatew
procgss&siﬁlg@dio gcgﬁalgrf%f)vwh a}{\d t 3nsf rmation. Qn example of target of a

ronen- one; or
pho@heﬂdyhhosnto[ﬁ-kyﬂsatrmlblt?IShtElChJéeSmUUhISp”M)Q'iBHQQ! a>sé’l3K Examples of a

phosﬁﬁ? &c%h}m?srltol 3 ?%agé hidhEF Rkfide M5tk %F{ﬁotth?m d‘i@ 'WQHrﬂgnnm which is

décreases or' 1n tase.
also Rhosp IaaBlals‘emH éﬁﬂﬂlndm[ﬁﬁdﬂﬁmppgﬂmﬁpﬁ gnﬁr(npne >D-(agetyloxy)-

1,6b; sgé ]IBQ?ﬁgfoPgFa’q'jgéo ﬂg%&]ﬁ Zﬁﬁethp?%%ﬁ@?rﬂ&hw otein to

ate
(18, @Hﬂ?lgaﬁdﬂRl1abRM906e&+mbsm#@r(mOaphaﬂn-%xﬂbpleromﬁ-%ene and/or
: Quercegn bdn graqes a nol ecular "on-off' switch. Exanples of a

The term “a phosphatase inhibitor”, as used herein, relates to a compound which
targets, decreases or inhibits phosphatase. Phosphatases remove the phosphoryl group and
-22.



phosphat ase i nhi bitor include, but are not limted to,
cantharidic acid; cantharidin; and L-I|eucinam de,
woR(GodA¢@sT ar boxyet henyl ) benzoyl ] gl ycyl - L- a- gl upemyk2op§/&53798

)-(9C1). The term "photodynam c therapy"”, as used
herein, refers to therapy which uses certain
chem cal s known as photosensitizing agents to treat or
prevent cancers. Exanples of photodynam c therapy
include, but are not limted to, treatment with

restofe thet FotedLilitsasiginal dephosphadyiateNStated Heoed, itheephespbipiylation-

e R e s B

phosphiatabe sihtbitoy intldej g arew@ristited hal canttharidic agisit cantbiaridin; and
Lo B o PoR TR By SR 3ot

Carboplatin; Cisplatin; Oxaliplatin; cisplatinum
Satheriat photadyhamiatherapy!’ caparsed hesait, refess ©I0EraBy which uses

Carbopl atin can be adm ni st ered oy J a
certan heghal iBptiass Bhgossshaariortts gt araletdf gpreah SExamples
of phiotdd¥AdihlY. thdiapy irefute; butmre hef limifgdds pthestment witthagentsstich as, e.g.,
ed herein, relate to a conpound which targets,
V'SLﬁ%Wéag?eg%Wﬁfﬁﬂ?'ms protei n phosphatase. The term"a
PP1 or PP2 inhibitor", as used herein, relates to a
c oTi®tent “aipiatinutnaagget’ sas ukedrtensiesretates told dinpouBdd whidhy contains

oy rBiSRRI 35 m SRR S PaGhancrs

DNAprdikailes Exeonplesisf 4 abplatintroragén{ineltdle, oudi atevimt timited t@ Carboplatin;

. -2). .They preferentd :
Cisplad AAURRENForELER e paibuf PO BRENH YO8HE. schss zD047
Carbpplagipbat bs esministeredbeligy iinithe fomm as it spoatketaso el yCARBORBAT; and
(PP2A odependent (PP2B), and Myt +- dependent
oxah%lp@&éE&@fé’l@ of phosphat ases. Exanples of a PPl and
PP2A inhibitor include, but are not limted to,
c anhérterinda prateingphasphiatasedaibitert. iagiused TiReein, éelate to a compound
.t yrosi [Wela el y inhibitor”
which [aHG1S e PRISRERIARE fhith b inatade® HEREh 4 PP or PP2 innibitor,
as usedHidnein sretafesotoi neonpming vdtichstargets, sleeieases gf ipBipteSer/Thr protein

phos?ﬁ%tgg%gts gfi §i‘§;¢?§%ﬁ"ﬁ%§e‘”ﬁ'% glcilu\ﬁ%l PP, Pc‘éﬁg% irsliddl ()t vo e at-stable

renove p stphat.e groups
proteinsoknopinaasphbibigdrat éd) and txiibiter-2dk2)d Uy grefgrastialiydephosphorylate

e e RBhadelEReS! T Hp s o linaleio
sponr[ra"ont@ib}Jfltﬁ aaﬂ\jegﬁ’gzté%fdﬁf-dapérmanb(ﬁl?ﬁél anoalug%e*lsie@nnm (I?P?C) classes
o RS, P S, At 2R o hor FERPRL 63 48 potmtea o

cantirdicodcid and/ol ¢amithegidirt of heatekoaltiyrogineihos pieiasesiohipiterP)as used here,

h PTP at i .
relatgs B RO AN e debpadest Sl hbfs Goghd FRPARLEES Cerotein
tyrosinét prdsphatases (PTPsparetrelativelPrégeonadditions o thel phasrhatasefamily.

-23 WD 2008/ 10098 CT/ . . .
They BEaYE PPSTBIES HLRS P OR) SR g ARy See spydues o Prsies; P TP
displagleiwgisp-struCtafdl fd=be andptay inportait poles pritbairegwation, of cell
proliferation, differentiation, cell adhesion and motility and cytoskeletal function. Examples of

targets of a tyrosine phosphatase inhibitor include, but are not limited to, alkaline
phosphatase (ALP), heparanase, PTPase, and/or prostatic acid phosphatase. Examples of
a tyrosine phosphatase inhibitor include, but are not limited to, L-P-bromotetramisole oxalate;
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The term"a PKC inhibitor", as used herein, relates to
a conpound which targets, decreases or inhibits PKC,
WwW@s008abdosms its i sozymes. PKC, a ubiquitous, PCT/US2008/053798
phosphol i pi d- dependent enzyme, is involved in signal
transduction associated with cell proliferation,
differentiation and apoptosis. Exanples of a target of
a PKC inhibitor include, but are not limted to, MAPK
and/ or NF-kappaB. Exanmples of a PKC inhibitor include,
2(5I—t)+ﬁhraaom‘e #Hdiydrokyrbt(bytiroxymethyl)-3-(1-oxohexadecyl)-, (5R)-(9Cl); and
rrolo di one, 3-[ 1-[ 3-(di net hyl am no) propyl]-1
ben ZMPR?? ”f%‘i“]r’ 4-(1 Hindol -3-yl)-(90l);
Bi si ndol yl mal ei m de |1 X; Sphi ngosi ne, which is known as
4 aibe femtec arRKQLinBibitps] as Bsegrhanein, relatesgo Frcammound @hjch targets,
decrga og?rﬁw%{srﬁ(%gé aﬁ&é&éf&?%e%s PKC, a ubiquitous, phospholipid-
depegidest erZyme, islimjahiedrinsighal, tranjspifition]|dseeciaied with st prolifasation,

dlffel?’nﬁ%tﬁ% %h]di %?OP?O% )eﬁ%%ypﬂ%s) ofJaOtF@E ?fgﬁﬁK?énT%ﬁsr nzcéud% but are not

nm.teq/uopwm andadr; NFrkappafh drxampies ofte BIKCiirhibiter sludeobwt ase not limited
to, 1@“6'@% 12§ oﬁ%:ehlso;g @S(g?rgé}ﬁ%@g] Ydﬁm - %%oﬁ?-?ﬁ%(m -indol-3-yl)-(9Cl);
BisingiblymealeisodetX; @@tﬂngame amcmskpownrlae srentadecanerG-diel, 2mino-
(28, %‘% Wgz‘(’g%,?m%ﬁlr $d¥lorine, %PH?% é‘??“é %23’51 A %%%—l}éﬁ dindolo[1,2,3-
gh:3¢21t-ln]pwrodofdeis]l b7 ]banzpdnamnru@ona 2, §d@3ﬂﬁe12 3-aexahydro-10- methoxy—

oSNNI B GEOOHTE 196 b o cn st oty wnenis

also ksomm)as bhenanthtoio10, gaatmh@dperrylemmdw dieneal1sb4 Rrialinhexahydroxy-

10, 1% F?‘3 séecrggg?meér (A?Cy?lr ?%I %CI?)'xy- 5- net hyl phenyl ) net hyl
]- 5 7-di hydroxy 2, 2-di met hyl - 2H 1-

beiﬁlz@];a]maa.Fg(q/dqltaaqrpm@npmlbltor’( 26)used herein, Tejates &p moogipound which
targquld\é%maggs SYiRhiBRSthe d 5’19 vﬁi gﬁ’ks of PRCUSRE dafth @éoﬁyme is a
|'at'es to a comnpoun targets, decreases
convirfiortsl PKCpenzymesaad isBar rAependent The eramplerAf acKC delta kinase
|nh|b§9ﬁr18hgé{%yﬁ§9{not it d o oﬁﬁéﬁn Q/f/hlé’d sa@lisd Hﬁé%ta%@ﬁrdcﬁéh 1-one,

eration, alt ‘their precise mech
1-[6-f(B- acatvt -2 4r6-trigydraxy- éamethmmﬁjwl)ﬁ@myg @yarﬁX&Pt?eﬁ*'E@thy' -2H-1-
. S | efl ected by increased activity
benzBPg/éﬂ qﬁﬁg?ﬁg g:nzy(?rgg and el evated pol yani ne pool s.

Exanpl es of a a pol yam ne nthesis inhibito
i nEhestesm Bipelyamine N ISSIFi ERIBRT, aspRpbhelEn. £efates to aggmpound

whlcﬁﬁ‘% &e&seg or finfdity %R{ﬁﬁﬁﬁéé' PefhidMen; Thdbo < gamlnes spermidine and

sperm ne 4 WO 2008/ 100
spermE ans@@wéd mragCe fnﬁée'd emef%t'oar gthaygB et RIRFIBE Mschanism of

actlogsfs HRG§ELrNGURIOP celfs%a@%%‘h ditered SENEMIHE ﬂo?ﬂhﬁb@tbsﬁs faflaeted, by increased
ecreases or inhibits proteosone.. Exa

es of tar
activigy obbipsysthetis 6reymemans ¢levated pelyamipe HS’SB &r@mplss of 4 Polyamine
syntkﬁ&'ﬁ? |Eﬁ‘glt$rc?ncltge2b(lt Are RN AhAdd 10 DMK RVHIH Ha%R known as (-)-2-

and/or farnesyltransferase,
dlflu@jeméﬂvrg@@ﬂﬁh)ﬂﬁ NdAtiethysrerminediilpl es of a prot eosone
inhibitor include, but are not limted to,
acl aci nonycin A; gliotoxin; PS-341; MN 341;
bortezom b; or Vel cade.
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The term™a PTP1 B inhibitor"”, as used herein, relates

to a conmpound which targets, decreases or inhibits
w@T0%/18)988 protei n tyrosi ne ki nase inhibitor. PEI/US2008/053798

exanpl e of a PTPL B inhibitor includes, but is not

limted to, L-I|eucinam de,

N-[ 4- (2- car boxyet henyl ) benzoyl ] gl ycyl - L-a-g |

utanyl-, (E)-(9C 1). The term"a protein tyrosine

ki nase inhibitor", as used herein, relates to a -

cOhptarmda pihieohomainttibitos getssd brseinetplates twra FamPBKRG Which

target%) B%g?%a%e ¥> ﬂ‘ﬁ'llllﬁtg ﬁbt@?éo%?n I?%agﬁ@%@a{ 4k n&e? Hoﬂf?ﬁ%%e inhibitor
includpr Imltiafe natt Inr0|th tai Of2A¢- )agerneaaturmNAlaBHmasg NF-kappaB; axs/or
farnegg{gwﬁ%ré/s'e\/ lera‘g.}cté%}’an?l[!{%ngefa%? 'Fﬁgm?f%s o?%ﬁ)%t%sdarﬁg%mfér

ontaln a sin
mcnudpplqum@notdlemmupnawmpraycm Angliotox; aFr$e345‘e@Méﬁﬁ4g Thastezomib; or

gxtracel lular end of this segnent contains a high

Ffini ty ligand-binding domain, while the cytoplasmc

end conprises the catalytic core and the regul atoré

s@heteroe's. PR Hhinhibitosf as usaddwareinofelates iprapedmroyndwkieh targets,
decreé&gtéjr'lrﬁtﬁtglt% ﬁ?#‘g@ ;]%ep@ﬁl]% g"@s ﬁé’ﬁlyéée’rhﬁlﬁﬁort An &aﬁple %R@TM B
|nh|b|tantmtlude§lbm is 1ot dimited &0, éfleummmld@t Nt[ﬁw(%:ré@@oxyqﬁmrwd)@enzoyllgchyl-

limted to, TNFa, NO PGE2, |RAK, i NGCS,
L'a'glpwfgﬁ%gr E-selectin. Exanples of a tyrosi ne
- kinase inhibitor include, but are not limted t

T¥he teset ‘arpragintyesineTknasiedshibitorags tsed hersin, ﬁﬁlat@tﬁ tq agpmpound

whlchjva%c% ta g%%ﬁ%b@ or ﬁ\ﬂ@)lt@ﬁﬂitéﬁ WrHsmé\'Rfﬂ\aE@ EPofdin tyrosine kinases

osin i nases 1 ncl ude mber’s of SRC, Tec, JAK,
(F’TKS?@iay ke, rofgnik, the @glading °fs9¢d| nrawprqt'e@ d'ff?@?t'%ﬂo@ Mstahalism.

mlgrahé}hé &Vlbgplﬁ%?‘ak@aa%‘ﬁﬁéd é’ssréceptthTRHQh@Hén rdd&tor PTKs.

di sti I nase regul ation, substrate
Recemnbebmmtam.wn@iﬂ@oh/mttqeowalrw#e@ulaaﬁm@ﬁb@ne segggat. The

extra%ﬁl@l@nsgﬁd Qﬂﬁlsag ?%eﬁ?@éhté:h@b%ﬁé?ﬁﬁ@"l@bﬁb -biHdifR domain, while the

I seases. erm I rosi ne ki nase
cytoplaamldcﬂrtdcnomprﬁss theseptalgicesare aaha r@sultatp%se%tﬁ?ﬁeﬁn fxamples of

targetgé'f S'f\{rwhé antaeé Qﬂb"‘rtor ﬂ@l‘ﬁﬂ@aﬁﬁ%ré’ﬁot' hﬂhﬂeb'té ERKL. ERKZ Bruton’s

si ne_ki nase i nhib

tyrosinenGso BB UAKRE R o4 G RR Angier FEFS. EaaelRs PLngiey targets

mclud% ?L\f”b{é‘gotll nifmé?i?/t[e)t Nf«?[%%élﬁg%lwaﬁgg?ﬁm%% Gnd /or %selectln

Exampl2s of\@ty@08ise m@s@ Bhidpr usbzldem@@eerg@ lmwzeﬂ Omrefﬁ°$t@ AG 126;
TyronBsifad 14 TTorblniXp 4295 %éaéh%m'ﬁ”g%ﬂ? gte ?é“c”?)

The term"a Syk tyrosine kinase inhibitor" ed
hélosiracented tuosinetkinases Biepisigriaemigrs o thep et Eec JAK, Fes, Abl, FAK,

Csk a@@y?ﬁﬁnﬁe?rmé}h‘é Q'Iéc%te%/llﬁ thgéﬁgﬂbﬁﬁ 8 wbipa g Rl the fficleds. They

rosi ne ki'nase tor include, but are not

exhibit distinci ginage rgg}katnogmpgtrawoqr@ppwgon Aﬂd M&H?ﬂ eDsgregylation of
these%)ﬂ%seg ﬁé?ﬁl’sG‘Begh RS th @Qi/é?bﬂﬂfmérp&lbé’&’s%% but is not

Pi ceat annol Is al so known as
benzened| ol

E)Thgiq@ Q_Qﬁigj@m@;fymw")@%lﬁplpqr (agcejs?d herein, relates to a

compound which which targets, decreases or inhibits SRC. Examples of a SRC family
tyrosine kinase inhibitor include, but are not limited to, PP1, which is also known as
1H-pyrazolo[3,4-d]pyrimidin-4-amine, 1-(1,1-dimethylethyl)-3-(1-naphthalenyl)-(9Cl); and
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The term "a Janus (JAK-2 and/or JAK-3) tyrosine kinase
inhibitor", as used herein, relates to a conpound
wokioshowwss get s, decreases or inhibits Janus tyrPOBUSE08/053798
ki nase. Janus tyrosine kinase inhibitor are shown
anti -l eukem c agents with anti-thronbotic,
anti-allergic and i munosuppressive properties.
Targets of a JAK-2 and/or JAK-3 tyrosine kinase
i nhi bitor include, but are not Iimted to, JAK2, JAKS,
PP2, \GHi&T . alnknowin me dt- l?seragm[Bd%d]awmwlmQamedBdﬂ clntecohenyl)-1-(1,1-
nase i nhibitor includes, but is not limted
d'meﬂ?%et@&%lgxanpl es of a JAK-2 and/or JAK-3 tyrosi ne
Ki nase inhibitor include, but are not limted to,
Ty hetensit anSYGyrosde; kinase mhitathtaﬁyqsed hekgin, kelates do arspmpound
whichh%r'rggﬁshaé‘c!?ég $Obr lﬂﬁlg&g}lP' 'I‘f‘)&g\’%li%of tﬁ@fgﬁrﬂsa Sesg?yl"&ﬁ'@ kinase

udes
inhibitor inbluda sutase nedinitesttei Hyk, SdAEBandr SdMIdu Adex@mein of a Syk

tyrosn'ﬁggrga %' mhu%?tSF ﬁ@lﬁgeesg rk1u't EEHoPluﬁmté@ﬁ) 9%%%%9%&5' i¥idig6 fown as

transtferase in tor

1,2-bemzgnedidl; 474%32, (3m<e|tm®'¢xmheMBWWI]((QQ‘\RNESTRA) The

term"a retinoid', as used herein, erfers to conmpounds

t r.ge i e

E@ée tettrr% 4 jag)l(igg_p,&}gésaﬁﬁgfr dA‘e(rﬂ') t%}’tcﬁlg? EHEE?%.'%%&%%&’ herein,
relate$ fod c@npmmduwh@h dargets: emspasesThénhilkitsianys tysinel kipasas danus
tyrosnrqe lgHé:ﬁ[e"’\ﬁﬁ' b'ltgpérké'skg\'}vn anﬁ?e&k%ﬁ#c Hgdd Qith 'aﬂﬂl#gr%ﬁotlb WntiLflergic
di ne or purine nucl eosid

and |namamqsgppne;$§lvscnr¢@ ImtTamts of AAKR eraﬂlowfuaartﬂasm kinase
inhibitf'He0ke A are nbr inlieQUAMN uAR3 FSrATS.aflh ki@t target of an JAK-2

a topuri ne, 250|a In conbination w't
and/ondAk- @tyxgaumsi‘unase linhit insiudeg rhuds Betilimitetitp G- eBxaraeles of a

JAK-éﬁ-ﬁi%:rtﬁﬁ% iﬁBéuﬁé kfﬁ'éée ﬁv’hﬁoltoﬁﬁelﬁeé At urdwstnigisdteaT hostln AG
- ydroxy- H-1 soi ndo di one derlvatlves SucC
490; gpd-2inapbthyl vinyPketgne.pl - 4, PL-5, PL-6, PL-7 or PL-8. See
Nandy et al., Acta Oncol ogica, Vol. 33, No. 8, pp.
95ﬁe R '(ri'l'ﬁl%o)r of R&$ oHRg%QQ&ééfQQ\Q@%?@é&@@iﬂS/n%ﬁi&8but is not

The term” NA pol ymerase || el ongation inhj bit

limitechto HrRag, Ké?%ﬁ 9, NnP@rSa@%gsqd&eae'eoﬁ?&sa %C%P%Wdﬁé(‘f'aé? target,

decreQ@&&rﬁﬁrﬁSﬁttﬁ oﬁd&géﬁbtaétmww RiaB- &bl Blibaesy translefpse mRARbitor (FTI),
tosolic ki nase CHO cel l's; targets,

e.g., Ld'éﬁséaslégs@l%? RhRB1 25 RIARNASMase 11 transcription,

whi ch may be dependent on casein kinase Il; and

t ®hYRdr “adEAGEAS 8S uSEd heHBinbi biférsgw E:Hh‘lbabndsvtﬁstl tar@et, decrease or
br eakdown i n bovi ne oocytes

i ehARARRIIET GEBRIGER (K MAIS P BERorBUt A WRIEEELfo. fegtretinin

and TFH%OH mted to,
d| chl oro- 1- bet a- D-ri bof ur anosyl benzi m dazol e. The

te rm"S-adenosyl net hi oni ne d ar,box e _i.nhi |tor
TGy PRI GRO R PSS NGEoT oo S TR dRe e om b ot
Ilmlte&%ﬂﬁmi@&ecﬂrwl/nﬁﬁ Adcledsids &alﬁ@ﬁ ieoludiNg, b, n@ﬁﬂrnlﬁéd to Thuelarabine
a serinel/thr

and/opaliagG B-thioguapig: $-5Y5 (?gﬂlﬂa mercl:aplgoptﬂlrlne eépemally in gombmatlon
with ara-C against ALL; and/or pentostatin. Ribonucleotide reductase inhibitors are

especially hydroxyurea or 2-hydroxy-1H-isoindole-1,3-dione derivatives, such as PL-1, PL-2,
PL-3, PL-4, PL-5, PL-6, PL-7 or PL-8. See Nandy et al., Acta Oncologica, Vol. 33, No. 8,
pp. 953-961 (1994).
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whi ch inhibits serine/threonine kinases. An exanpl e of
a target of a serine/threonine kinase inhibitor
WO pmBacwsy but is not Iimted to, dsRNA- dependeeit/US2008/053798

protein kinase (PKR). Exanples of indirect targets of
a serine/threoni ne kinase inhibitor include, but are
not limted to, MCP-1, NF-kappaB, el F2al pha, COX2,
RANTES, 1L8, CYP2A5, |G- 1, CYP2B1, CYP2B2, CYP2HLI,
ALAS-1, H F-1, erythropoietin and/ or CYP1Al. An
ex@npteemdh RNA polymeraskhdiredongati@n inhibitor”’j aghuged kugrein, relates to a
i ncl.u | -

com&o%vﬂgf}htrap%e d%f;r[é%g #8%518&13 %Qﬂnbssgirpﬁ&aﬁggpmuélggr ?rbdc?)stosollc

p70SEokindsenin ICHGQ caﬂsc leegetsl mrd\aﬁxsmﬂiﬁhibm BNAhpcelymetase tigoansdription,

whicﬁ,g\%q%{hett ?ﬁrq%ﬁﬁgr?tiogue %%?lﬁ%(?n e%ﬁfig?%e&? rﬁlléagm S or |nh|b|t§ germlnal

vesics breakdovire indhavinei aochted eAn e>kmhple sf aBNA pcnlymedasedL elongatlon

inhibﬁﬁrﬁﬁ@ﬁ&%ﬁﬁ%@ SL@WE t§r%$q{| hl?oqgn.fl%t - ﬁrgé]cgur nos¥lben2|m|dazole

e.g., RAD, RADO01, CCI-779, ABT578, SAR543, rapanycin
aniiheezlmrm\)'SEaideeeMnalhmgmetdwawb(ylammbiterS"aamusﬁdmem, includes,

but i 1? éﬁ&k%ﬁ%}jth%ﬁ’g% %’BE?&CQ@ é&iﬁt %g( ever oI I mus,

RAD) an investigational novel proliferation signal
i nTihdiermra shane/ihrepnine kingsednhibitara ek vaed herei gelatesdp @ compound
WthNﬂ'ﬁ‘l s%ren %%lﬁ@'ﬁﬁl\@escﬂnl nﬁrheoftaelra et%? Eﬂﬁé/ é6h|ne kinase

or an goni st as use rein nc u ut
lnhlbnmlncIUdem beusmt Ilragaéhpsdsﬂhl/tﬂepqwdget proterl@amaw (RKR). tﬁxamples of

mdtr%@%ﬂ%%@?ﬁé/{ﬁré&ml% e I@Hﬁﬁbr Bﬁpér'eldrgot In‘?lﬂgd to MCP 1,

erm™a stero IOSﬂ esi's | nh

NF-kappaB, edff 2silpha, O ag\m@smt@owam IR, R R2BHi, l§7|YtP§Bt2h6YP2H1
0 h

ALA§ e ﬁvr-nﬁ h%zﬂh?og%fetlﬁtaﬂp@l{ gﬁvpgls&g i x%rs?fbllseec?ftn f,&g&nenﬁém BSase

mhubutwohdu@es butis apidimitad tpi Heratenir and ZgminopnEneise ey as 1H-purin-

..ﬁwﬁi P, NEX ol biosynthesis
2-a I'n 9@% g@fe'-ﬁ? es, 8agle not'ﬁlﬁl mted to,
terbi nadine. -27 WO 2008/ 100985 PCT/ US2008/ 053798 )
ThEhe phrase fcompeERdwaichigropls; decreases o ddvbikstheiagtivity/function of
serlnbﬁﬁérldﬁiiﬁé gﬂ@ﬁi kinasé*Ohs héé'ﬂ he&int i‘ﬁclu&%ﬁﬂﬁq%t Yited to, compounds,

t ar get ecrease of Inhibit the activit

proteti &rastibariss i EiaRtinhiRE TRmbes gdbe MICIR isse famil, e.g., RAD,

RADb@’P ity J@hRBﬁ*Sis \94%4@1‘ ratpah%ﬁfaff\a%eﬁmw%%%slo@%|trYereof AP23573
oun i nhi bit t el onerase rece

and /éP 3841tfiamfread, @wewlmﬁéCEBﬂﬁAw WG&P%’B%K%@&AMUNE) CCI-779

and ABTS Y, téERTIC'AW:4eVQr%§mﬁs rRRD) &Piﬁﬁésﬁﬁﬁtldndl %B{/Q'ptrélffer%ﬂéh Signal
t opoi sonerase |1 i nhibitor. ampl s of

inhibterbatasenantsroliferatinn iof T wells md xﬁf@ulabamoat*@nhﬁﬁ'e cells.
limted to, topotecan, gi matecan al so known as LBQ707,

| 1T ROleRf aébmé%éﬁ@ﬁr@?e@@ﬁt‘oﬂﬁnt@@&métt' Ss L%Bé'h%éiﬁsmcludes but is not
9-ni t rocanpt ot heci n and_the macronol ecul ar

limitegtapaasnisarieh Esegtseator B the 8amBtostaRIBeRRICTABUGMag gstreoride
and $8123604) ; 10- hydr oxycanpt ot hecin acetate salt;
et oposi de; idarubicin hydrochloride; i ri notecan
hydr ochl ori de; ten|R05|de t gpot ecan hydrochl ori de;
The term “a sterol biosynthesis inhibitor’, as used heréin, relates to a compound
which inhibits the biosynthesis of sterols, such as cholesterol. Examples of targets for a

sterol biosynthesis inhibitor include, but are not limited to, squalene epoxidase, and CYP2D6.

An example of a sterol biosynthesis inhibitor includes, but is not limited to, terbinadine.
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doxor ubi ci n; epirubicin hydrochl oride; m toxantrone
hydr ochl ori de; and daunorubi cin hydrochl ori de.
WO e00R00®8AN can be adm nistered, e.g., in the POI/DSASS/053798
it is marketed, e.g., under the trademark CAMPTOSAR
Topot ecan can be adm nistered, e.g., in the formas it
is mrketed, e.g., under the trademark HYCAMII N. The
term "topoisonerase |l inhibitor", as used herein,
includes, but is not limted to, the anthracyclines,
suthe wsmdtetamerase inhjbitoricasidsashereinpiosludes, bubismot bimiteshto,
comigfhas hehgdrber, SRERASIR! fBis G el BikclorRAsRT Compaunds which
targed,atecresseran mhmmthetahwfam telemenap® a@sesnepl@ibammmdamﬂch inhibit
t ; d phi | | ot oxi nes et oposi de and
the t%@ﬁ%%glré&’éb?% 3{% té@@e?@ﬂﬁm keted as ETOPOPHCS;
t eni posi de as VM 26-BRI STOL; doxorubi cin as
ADRhBIeABTa topsisonreDRseARiviter, ingludestd topaisamerase | inhibitor and a

topongﬁﬁgﬁfwo%ﬁé !é;s'scle? aqté u&ﬁﬁo?é% I i"f\g%ﬁtgﬂ lhaﬁéé‘tﬂu@ 8f not

limitestipr toactesan, wma@pgn also&ppwoas lh8970§uaﬁpta§an @ﬁmﬁtqﬁ@eman and its
analégg%\'s/gé @r;ﬁ%pfotﬁ %nd melnee?&n&eéu@temm gaﬁ%ﬁﬁgawr«u_

eln ter, means | onizing T arion
166148 ¢comspandel t ihéNOeQQé&&OéhﬂQr’rMiTQXWQIthOth@GtE\fﬁCGéat@(S?|h}¢é0P03Ide;
|daru%gr} mlérﬁgsmanecarﬁ’ﬂg&rbGﬂlgﬁde ﬂzgofe%aﬁrr‘@d%chlonde
n iation s provid

dOXOTUh'ﬂlm eapirubicin hvdmcatqﬂdﬂ mitexeaigne hyHrpehigristsnang damasubicin
e |
hydr@#hﬁorg?: ?rlﬁ%éﬁ%égb%%@%gfl d; ggcg ih tt‘Peﬂforﬁ‘(QJs it i$ mldpﬁéié& %.g., under

hrase
the tnadameﬂ«ﬁéMPé\'ﬁIS%dl]OmeOaEGan&e agﬂmnstere & wsedhmf@rréuas itis

marléefé%%ggjpggp@g tl%d@marll HVQE4WIN OTheCt%mq@tléﬁgéoﬁlbﬁa%leQIslﬁﬁlbltor as

chl oroani I'i no) - 4-(4-
usederéinyineiudesh ph lpmphhhmd teetheranihraeyslingss sueh aafexprubicin, including

Ilpos%gﬂ’gﬁ@@agcgﬁ Q\% %R?Iz\egfdauﬂe\%bgbﬁ Q*S:IS%J‘S'@I \%@%@/al foﬁﬁulhfbn eq.,

DAUNOISDME cepimificirp idargtegn and nemgeicinidhel agteraqymnsy mltoxantrone and

i 2
oo B ol OR824 e i

ETOROPHQOS; denipeside a¢ ¥ 2:BRIFTOL; dekorubigin qu“D'i TiNPVo
ADR%@%@%& fﬁi?é(,blgh §|FARM§FQ[‘J@?(§II\R%rubY&H as ZAVERIDS; and mitoxantrone

and Mordenti et al., Toxicol Pathol,
as NQYANTRON. No. 1, pp. 14-21 (1999) in WD 00/37502 and
WO 94/ 10202; ANGI OSTATIN, described by OReilly et

al the &?r!a!se "tMﬂ'or ce7 pdarﬁ’ébmggéépr@g&e@i%%’k to EWPEE' Bich as ionizing

descri bed

radiafiqry.- Pigsstermd W}ngarﬁﬂﬁ’}/a@ﬁ’ rqferr%ftwoabgwé é@§ hemgpmeans ionizing
radm@?‘f’ﬂ’n?:\flocc%'f!s'5 Q&@ﬂher%\‘&@r@ﬁrag Rétcaal < LBk as %ra@@bhd YB&fma rays; or

ant I bodi es or anti-VEG- receptor antibodi és, ?
particléns MAeh and, ReIEapartiglesr |eipizingreadiatien i promédgbrbu pptimited to,
t
radna@flﬁ?%&vgéﬂt%\éﬁg{mb ka%'lr’]t g @Eéagﬁllﬁﬁﬁ:%éc%rgﬁn E@i‘ﬂBh b\%i)ﬂ Devita et
al., Edg., ppi 28-KiNA883) nhi bi tor", as used herein, reI at es to
a compound

The phrase “a monoclonal antibody of VEGF or VEGFR”, as used herein, includes
but is not limited to, compounds disclosed in WO 98/35958, e.g., 1-(4-chloroanilino)-4-(4-
pyridylmethyl)phthalazine or a pharmaceutically acceptable salt thereof, e.g., the succinate,
or in WO 00/09495, WO 00/27820, WO 00/59509, WO 98/11223, WO 00/27819 and
EP 0 769 947; those as described by Prewett et al., Cancer Res, Vol. 59, pp. 5209-5218
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whi ch targets, decreases and/or inhibits the known
angi ogenic growth factors and cytokines inplicated in
wo bmstadsd at i on of nornmal and pat hol ogi cal PCT/US2008/053798

angi ogenesis. The VEGF famly (VEG-A, VEG-- B,

VEG--C, VEGF-D) and their correspondi ng receptor

tyrosine kinases [VEGFR-1 (FIt-1), VEGFR-2 (Fl k-1,

KDR), and VEGFR-3 (Flt-4)] play a paranmount and

i ndi spensable role in regulating the multiple facets
(1999 YuhleeaaigangceNattAaamﬂSbMv‘Méhgl q5geni t476pr ddE0 {€396),Akhu et al.,

Canqﬂi?{ngs\?ﬂ %8,| D 55&%%{ ﬂ@bg)eahél NPt aP! F&¥icd) PEIHAARRY. 27,
No. B-pb414i2mgt99g) anmMb0R/AZ502 arehiVO) 947102020 ANGIQETATHNG clee¢r|hed by

om0 EMoS N S oy ol et

Cell, %N@BRANKZJ?W\ABW) SANkaniliotaciol anaides; @801 ZD6474; SUS416;

| ast .
SU6€§1 gg{’:?cgﬁ‘ﬁ”ﬁ 'r %@eﬂge a{%gg%&g?% gfl %ht?\(!:igp?&e%ftgri ar?gacc):%l%s, eg.
rhuMabrend RISSF 4l 0rEGF bpamereeg t Magligaro €61 4 iobibitorsy Elat-fentibitors;

VER B TR AR RE B TR A % " R

inhibitor includes, but is not Ilimted to, denosumab.
| nThesatem ¢ HEGFRHgrasinei kirese dntsbitsk”, pavieed hergin, refates éma cempound
I e
whicf E4rGy Qe ot anGAL ks Mtk haiod el il i ghtoknes
implipated ircthe mxfdujdtlen ofwoitial gnd patinplogisat argiegemesishd he Wk Gfcfamily
t t
Ve PGP I G RGP LA freir R BALITRTELL A5 rogine Kinases
[VEGRR-0 (Flhe) MESFRR (B, KER)i and %@GFBf%fFétr@bplav @ parreunt and
naisfetEabEHolsi oo TR B Tat L BB rgibe R drapaph) dfbgenic
processdif AoExampls ofe \F=GFBdyresine kinanel Iq@mltyrrmpblﬁes kst limited to,
conmpounds used as active

3-(4- Qﬁetg}égﬂnﬁ&%{h%%& n‘g?l-rﬁgﬁfons di scl osed herein can

be prepared and adm ni stered as described in the cited

dotharterms RANKS jelbitars lag useg bergin, pejates 19 @ ggmpound that targets,

decrgagg L&?ﬁl%%/ 5 FNIQRANK éﬁWé&PtPﬂAﬁK%hlﬁlﬁs Bn‘éVéHteos?&ﬁ:THsﬁmedlated

code nu ers,” generic or trade nanes Y
boneless inleelange o qrﬁléloaemszwdlrwd@ PQReresis, tngatragnirpiicgd bone foss (bone
loss g&%‘?&eql@édéﬁhuc%qr%&% énHQﬁ%unB%/Bﬂﬁr@éﬁorfi FhabAa® arhrilis; bone

S I nternational Publ i cat i ons

metastased eng bitipismyeama. Aevoiniaiot BANKb e b dagludRRbut i not

r Gbpg content thereof is hereby incorporated
hmﬂ%ﬂ% géﬁgpence It will be understood that references

to the conponents (a) and (b) are nmeant to als
i nkoleagh casrWphAREr Gatiens cpf(pgftersp aggl@@ﬁ@rhsocpresc%ft {lgpgﬁllcgt‘lﬂps are given,

in paﬂfcha'? ﬁ/ltﬁ‘?é%éfa S HRTE SRS céﬁpé\.ﬁfd' d(éimssa\hﬂsthélﬂﬁéi%roducts of the

onpri sed onponents (a) an

working@@mieé tb%(@lﬂc theesubiget mattaeof tb%ﬂnqlgﬂ'?ﬁ%&ﬁ H“ea%flﬁg@“?a?vt'ca'
prep?n%'l ibris a%é%ﬁ%@@ MGeBFindopdeitdd Pfb thalprssehBBpEicaordsy reference

vin desired, an additionall present
to thegespublieationsr Compriped e jisenisadoe CPrERAPRGJiRA S fgisomers, as well as

the corresponding crystal modifications, e.g., solvates and polymorphs, which are disclosed
therein. The compounds used as active ingredients in the combinations disclosed herein can

be prepared and administered as described in the cited documents, respectively.
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group, e.g., COCH, can formsalts with bases. The
active substances conprised in conponents (a) and/or
w@ 2)osa009ss phar maceuti cal ly acceptabl e salts theeBUS2008§53798
al so be used in formof a hydrate or include other
solvents used for crystallization. 1. The Conbi nations
The present invention relates to a conbi nation of: (a)
N-hydroxy-3-[4-[[[2-(2-methyl -
H i ndol - 3-yl ) -et hyl ] -am no] net hyI ] phenyl ] - 2E- 2-
prmcestamude of thedactitg agentpidentifieddayt dodanunbaes; gererigg itade names
may b? 6%%@&:%%‘ r%rg[}%ﬁr: g{nﬂ%ﬂ&c tgé g%nﬂé@&%p&h?%ﬁ“‘f‘h@ "Merck Index" or from
datatb\ésbydas gx?atbfﬁsdfh‘I[e[r{naho@al- gt HIS-World Publications, or the publications
h
mentiinglaRais gt bafy (i cBEARMEREMEnREFRICe ety orporated by
referéidel. ve agents sel ected fromthe group consisting of
an ACE inhi bitor; an adenosi ne-ki nase-inhi bitor;
! G taFlé/\ﬁs}é tto al
ok MU il B8 B3P 050810 LA of T Ll bent o 0o
mcludeﬂ thekprtaumacarmcaltyr@celsttabllew@lts okaryi of thQaﬁCtB{ﬁtSPb%tﬂ'@ﬁ%g éfactive
SUbsgaHF ‘E @strﬁdggg%m %ﬁﬁ@t@t@n ant r(B%tabogl %9%%? onehsic center,
they amt fonpra@id aglitiomi aa#s afpirbeppdingracidsgsisfiiionssads canialse be famed
! dt5UeRInaling id
navirg, oS B A8 rdent B ELHAER AT08 ST 8 Halhg an ac
groupradg.f COQH, abifgpheaitsivithdiases.a T actiye' %'bSt?W@sQW”SGd In

Ki na [
comigrRAsgal 1 HHPhoL Bp oy RN bRSEIAL SIS BbPmaralsabe used
in forrmaii dohydrate ca irchdethgreope atsa@@dufwmryﬁt@l *'0% CHK ki nase

-30 WD 2008/ 100985 PCT/ US2008/ 053798 inhibitor; a

c i ng/ decreasing a protein or I|p|d
. Oﬁ%@%h@g’&rﬁy or a protein or |ipid phosphatase
activity, a further anti-angi ogenic conmpound or a
co'ﬁl‘ﬂmnmae'vmn\@ﬁ‘tl@mEﬁﬁé%t%%P‘PmE'PP?%T%fnt| ation processes;

o1 GNP RLok ARG pfyy [ SHJ BTEifbthyphenyiy-26-2-

| nbropénamitiezandc RAF ki nase inhibitor; a cyclin
de&endent ki nase i nhi bitor; a cystel ne protease

) e Rharmacentisallyiaciye agefitor : a DNA strand breaker :
an E3 Ligase inhibitor; an EDG bi nder; an endocri ne
honRErRire§ embBHiRtNt, (tRé gl%fséﬁ\tgnvéiﬂﬁﬁﬁ PASAdRS a&fonhb’irhhtbhtdoﬁ@nsmg
the activity of t he epi dermal growt h factor fam
an(afF GFRydrBRYGERI-{[{2-@shetbyk1 hirirsio!- 31yh’rﬁﬂw|]tamlnowethyllphenyll -2E-2-
farne erase inhibitor; a Flk-1 kinase
[ Wogé'%{éééag%onpound whi ch targets decreases or

Rineorinftte @ﬁ?ﬂnvdcbuﬂoﬁlly Ebﬁve?agealtsgwmﬁﬁt Ed)T mhagmnpszbnsmtlng of
cogen . synt hase Ki i nhi bitor
he%)r(gﬁa%mblmmrbw%\OS'na ’%ﬁ?@ﬁ?rs'?%édgrf Adlyadt. an ddréhal cortex

antagonist; AKT pathway inhibitor; an alkylating agent; an angiogenesis inhibitor; an

angiostatic steroid; an anti-androgen; an anti-estrogen; an anti-hypercalcemia agent;

an anti-leukemic compound; an anti-metabolite; an anti-proliferative antibody; an
apoptosis inducer; an AT1 receptor antagonist; an aurora kinase inhibitor; an
aromatase inhibitor; a biological respbnse modifier; a bisphosphonate; a Bruton'’s
Tyrosine Kinase (BTK) inhibitor; a calcineurin inhibitor; a CaM kinase I inhibitor; a
CD45 tyrosine phosphatase inhibitor; a CDC25 phosphatase inhibitor; a CHK kinase
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treatment of hematol ogi c nmalignancies; a histone
deacetyl ase (HDAC) inhibitor; a HSP90 inhibitor; an
WO p@BacwsTont ai ni ng corticosteroids; a |-kappaP®rabph&053798
kinase inhibitor (I1KK); an insulin receptor tyrosine
ki nase inhibitor; a c-Jun N-term nal kinase (JNK)
ki nase inhibitor; a mcrotubul e binding agent; a MAP
ki nase inhibitor; a MDM2 inhibitor; a MEK inhibitor;
a met hi oni ne am nopept| dase i nhi bi tor a matrix
meinhibitop ratogipoape ta(rwrnp/denmabnng@rprowwdm lgnasge activity or a

ki B
1 BroSRE S PhogBralg hfiy 3 RAERE AP GBS odimPbiihaYhs
i néorbpdwod; wlacipﬁsﬁuceg/credjsilffeeermahas erq0ﬁ$ﬁe&§; a epntrellinporgert for
¢ yr %ﬁ%&lﬁg éeﬁgﬁéﬁ} o%%&ﬁ&eﬁ%ng/cﬁaﬁggéﬁlﬁgﬁ %%@tldodr}?&éﬁa‘%le inhibitor; a
phdMlymmae hiditer; aqcx;ycllrademmﬂemhmzzﬁgémhibim a pysieie¢ protease

h ] I I

O EFRIGE AU A L BB ey g0
| nbinder;, en eadocraneMoGndeg; tcaMppnmargelhnm desreasing or inhibiting the
Iocn)l %/tB/, Fthes%%%ﬁglﬁowqéay ﬁhllgaarpﬁékﬁoﬁ'%#R tyrosine kinase

rotel h tyrosi
ku matb&on nifartmaesxdtramsﬁeﬂas&ilnhglpltar SRk ﬂ &inialsg lrtrym@sm@ompound which

r%e 5 )&%IEE& % ot mﬁ@ﬁh@t%&ﬁg}sﬁ tk:t< adb%ﬂ P&%tf a Slycogen

| nkydﬂnaserklma‘seFQa@SP@j drfEtor;ca hepsfanass; lnrabltmsxam@g@t uaed In the
cl

| PSR O BT Rt e BB RS itors 2
deHSPBOW'Ilta@e anmiipkant o@ntalnmgs:emcpetemn%@mhagpa Breigha kinase
i nhi_bi ; e
| B 0 TR PP o 540 BREF BRERr vl cnase
memukmse;nmbnismaan@mtmulm bindingagent; adWAR ginase inhikitor; a MDM2
st fﬁh%&_}og éﬁ%’gﬁ%‘fﬁfoﬁhd rﬁb\githmn 1] amuﬂoﬁ%ﬂt@?@é ARitbP A RatHeT ;
apmewomsamaertmm|ummutorammobedynajfanmm ég\lG'ng@FrP@me kinase-

AL PR R i R e i 2 s

anmdwre lpmaafeenlmbmbrearﬁ@@iHfbmosnnqienqﬁeeg@hﬁon wemnf@ﬁdylmos'tol

}g@%gé( i ép‘?tFF@[ pfl’fb%bl?%asé:iﬂﬁﬁrtbrs bRGod{rEmic therapy; a platinum agent; a
H- pnotkin pBesphatase infiitoa rimgheding:a Hﬂm]arpirﬁl?@nplbrggt and a tyrosine
o%gﬁgagg nh?rptg Pk ﬂﬁnlﬁ?tror Hﬁ § FKOBORCEHAL SRR Bh’or a polyamine
Agent S sel écted TTom t consi st n
CI BmGiENis Ibhibmtzrep iprateosomezipibltor; a%ﬁ'@@pnhlbrtoreﬁ @rtgglmtyrosme
f ol?lhgs%ofwhl'brtorj |h<§b&m§ 5'§RC fgﬁﬁg'tfr’b‘sllne kln%gé ifok:1a Syk t rosme kinase
tra ril; odot uber Ci

Lelublbuorr anql aUé«aZraedfbedAK-Mtyrcwaﬂémaségu@bltion an mhlbltor of Ras
Treld thg?sofgmigﬁﬁéfﬁﬁﬂ L rigoUGlI@ I?i%srgﬁ‘@éfé Einhibitor; a RNA

Dacar azl ne,; rocar azl ne,; I ot epa, L
Ne;bcpymenaae Idongatibminhitétor; @arSTa@ansaélmetmlpmge safayboxylase inhibitor;

h %rgg%rﬁltﬂredﬁ'ir{erlgﬁ%@lmblto?uaq BorhBSund\RsEh Rir64t8 8 cR€ases or inhibits
the activity/function of serine/theronine mTOR kinase; a somatostatin receptor
antagonist; a sterol biosynthesis inhibitor; a telomerase inhibitor; a topoisomerase
inhibitor; tumor cell damaging approaches; a monoclonal antibody of VEGF or

VEGFR; VEGFR tyrosine kinase inhibitor; and a RANKL inhibitor.

-31-



nitrosourea; Streptozocin; estranustine; Fumagillin;
Shi konin; Tranilast; ursolic acid; suramn;

wo bailaioss de; | enal i doni de; anecortave; tri ancP@DUSVES/053798
hydrocorti sone; 11-a- epihydrocotisol; cortexol one;
17a- hydr oxypr ogest erone; corti costerone;
desoxycorticosterone; testosterone; estrone;
dexamet hasone; Ni | utam de; bical utanm de; Torem fene;
Letrozol e; Testol actone; Anastrozol e; Bical utam de;
Fl it amdtider; prétemesd iefrdodiBiantghe preSeeiipgriine pravidesst ¢camiination
tanpxif.en: fulvestrant; raloxifene; raloxifene
hy8?@8ﬂ?8$|de galllun1(lll) nitrate hydrate
pa(ﬁ)dmﬁ»@}&( 31[45[H§1é$2'-?ﬁetl”ry14and$]§GD)ﬂ}<é‘thyl bﬁmo]methyl]phenyl] -2E-2-
6- mer capto urlne ;- fludarabi ne phosphat e;
Cy PEAPEBR FP@darablne Fl exuri di ne; Fl uorouraci

i

Hy CIRAQE Neaendiealzlaer)azednlneaptomd i areatEpnib ,fosaumnr disinopril; moexipril;

ﬁﬁ%fﬁ] 'r' A %%égﬁlﬁg%anc}roliaﬁl& ﬁﬁg@@@%@%Eét?ébtv.bﬁﬁ;q_;evamisole;

et Mitotdng; Deguelln Trciribine; ChIorambucu cyclophosphamide; Dacarbazine;

qahBByPmeSEPPRET TRRRBE BeRRUay TRtk Gappustne
Bi ifosfamiide; Mitormytmmattetanane; eBusntﬁsn dachidrethemitedhydrochloride;
? :npﬁro {)lgrtﬁgt §ttr£égtgzeq n[:?&'rﬁ%ﬂét ﬁé(rg%%lrlh déﬁ!(&”lfﬂ'l‘?éﬁﬂag? ursolic acid,;

one, zol e; vorozole
f agdur@ntnh;ahalioatds; mllmmlldetartezzottme lr}ampmm{orlaehydrocortlsone, 11-0-
inte,rferon clodronic; tilu

o By GRPeSbh caREr Ao 1 ¢ B RIPaSs s BB oS erone;

Z0 HSQd)@B(brﬁc@éiérdne tt@étbﬁbﬁbn@ceﬁzon@a@(amﬁtﬂﬁsohe Nilutamide;

E[))e L%g@gralrg;ar‘ﬁggm vaI ?.@far Ied-%sp ?one Anéstrozole Bicalutamide;

4- Eludsmhidé: Térﬁomaqmrétel EM@GM@wlematthwhwnfm]fulaenmt,

bgfﬁé}gfgggﬁrgéﬁ?ﬁ%@f ?fclil%% %@Irl.tn%lll IEI)I Peyrliyd?asfg'eprarrg grongte

ChH@E@ig?ﬁNA £L: R ;ﬁ:’x@ﬁﬂhmél BnﬁérbaﬁtbmﬂrﬂquhgﬁdégbﬁngIp]weé*bhate
X |
[[ﬁy@ﬁam%ﬁw%%&@) e S L

Meiho‘ireﬂaﬂéhClwlrlﬁlhedG@meltabme Gemcitabine hydrochloride; Thioguanine;
- hi s

Debllygr,% Qﬁé’ﬁélﬂél c}ecqgtﬁL%d%%@ti,mrexed, trastuzumab;
PCEFéH@ZLQﬁ@d Dﬁﬂ78ﬁotm7tb+ﬁaﬁttumhmb8 Bevd}:izymam Itttummab PRO64553;

1 mieigh ST oo lyiylrion R Chisa RsoR i moein

4 X‘Hen(c(ﬁ)oxibepDﬁDWANeIBlhud:Iémem aamesBAY; 9@ 4ne; formestane;

4-tert-bu -94- pyr.i di p- 4- hyl - i soqujnpl i

- aylopiulgth il el Hécaevietiss oNans: 3835latne,
4- REfoREHa2oRNGNBEoIE - fadiDzeI UandstrBYsle ab®dzhI& lymphokine; mterferony
d] pt};rl m di ne derivatives; PD180970; AM57; NSC 6804

i9omis; clegipanisdedronicpBEioRs Alendignsfg drndnS; H@%ﬁ'romc

BAXOI&&D%Q%M @'rb@?@é@@'@ rmaﬂhhfmtdﬁ%thﬂld IRehoslersts; Tifdhostin 8;
220; RO 320432; GO 6

76;
Lyggmlmn}@pyggg achﬁé@@;-g [(5 @mg@)mﬂs%@yﬁmthylammo] -3-0x0-3-
”EWb rPyI ( SBferAY) prdpé/l]ﬂmﬁt éd1er09CI); benzenesulfonamide, N-[2-[[[3-(4-

| am nobenzam
c Iorop enyl)-2-propenyl]methylJamino]methyl]phenyl]-N-(2- hydroxyethyl)-4 methoxy-

(9CI); Phosphonic acid, [[2-(4-bromophenoxy)-5- nltrophenyl]hydroxymethyl] -(9CI);
1,4-naphthalenedione, 2,3-bis[(2-hydroyethyl)thio]-(9Cl); Debromohymenialdisine;
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derivatives thereof; Tyrphostin A23/RG 50810; AG 99;

Tyrphostin AG 213; Tyrphostin AG 1748; Tyrphostin AG
waddg/1dopsphost i n B44; Tyrphostin B44 (+) enantPOIES2008/053798

Tyrphostin AG 555; AG 494; Tyrphostin AG 556; A®57

and adaphostin (4-{[(2,5-

di hydr oxyphenyl ) net hyl ] am no} - benzoi ¢ aci d adanmant yl

ester, NSC 680410, adaphostin); trastuzumab

(HERCEPTI N) ; cetuxi mab; Iressa; OSI-774; Cl-1033;

EKBH 9 RololBpalpynimigindderivatifs, includings{6-[Ae(4zsthypiperazine-1-

E2.11 - 774 . .
bt il b OB B (S0P o
si BAYi4B-8006p MeeptHatyiehedy!)-phoyidiadadroethpl-iseyuimglin-1-yi)-amine;

O il 08 o L B o

| SO}p fihiineudarivativeBy PPhacanion AGO5T; NSC 16804 €0; 3’%@95&1 BMS354825;

spﬁubgﬂgﬂeq%lsé@mﬁ‘%w@’ )980% rm(st?tl 8 etrlf%su}e dmofosme RO
2- 318428RO03A0A32] @OAI76; aisi 3521; b&:@@ﬁ?mthW@‘tﬁﬁeE@dﬁb%Z
A TR ——
3 dé’m/:étuabéamalmf Aryryprabistin ARG BO8Ih &)5 99; Tyrphostin AG 213; Tyrphostin
&dﬁé#hiyrgh?% .&%ﬂ?gl'fy(aﬁo%ﬁn Bgﬁnfﬁm‘ngs?m B44 (+) enantiomer;

hyﬁy@hyﬁmn&(?;@%aﬂ@ O} Fyrpledstiv | ATH 856;1AGIITGINd, adaphostin (4-{[(2,5-
NO- -

oAb ES oy I RVR-oscER R scbnarfl Uy 085 oRoero

| nddéplfbsfh)Sfras‘(mman QHEERCEPTIN ); cetux1mab Iressa; OSI-774; CI-1033;

| b f

phER&p%?’hy ?‘{S’p%qg‘ﬁ?noﬁé kv po Jp%mﬂl £ol §'|'§17et Yyl ]
(R@D)RAIPDG)’Q&)G!C?I?@ ABDATSE; |SJP(R@A(3; rapaBlyeionE28573; AP23841

N {Sdoinds t&@%@%mg@hﬁ Il gﬁgér@tag%lt) Lkt ggmaaﬁyg&a TNP-

OSh?(Y ?étmo@.l adid) 33, y-oKB-tbéiphetch pati, i &, 5-BtottienolFRaidizein; Iso-
E2.5, E6, 2,

S X T AT
47mei|'hyl R@sgheRy|Bthyl) Tg&lp@skylrsubﬁlt%ﬂ 2- é?ylpnnmmh!anyldeetlc acid;

9Cl
TyF?J% b ﬁ°f%@dxli‘°4?é°r¥ by BRI 5 A i cigfole( 9 )
3- pdrbahimrAsngnadetic laeid, lumiracoxib; 3-(3,5-dibromo-4-hydroxybenzylidene)-
-[(3,5-di chl oroph I t hyl. -
b s, Rt S e
buhy’t?d/“r% 3 Sgﬁdyg&n%dé%érﬁ&hy@h{awlp(gmswg IscﬁiﬂopMBOIomoucme
OSB3 e, oy o pyyain A
penﬁmh&nmsy-]mhoone% morpholmecarboxamude N-[(18)-3-fluoro-2-oxo-1- (2
h [ sylf - » Jsdretd. J
D SRR ST b BB JocTF AR
2 D¥ [MBl@pdfy@bnyN’:’:(,(:ﬁgbl-ts(ldﬁrnﬂ-mghhcn':amysth)yphmmdnwwlf(a nilamide;
E r L
2 GEQ7AY LB SR oSl Reke SYEEIERY D3, SRORE i 1.1
gogelekEp s, B6Qt B, ERNd| EALS or-EY.6.8perintinibngefitipib; §grphostin 23;
5-(2,4- . ] , i .
Di &V@PB%V-?S‘SJ I'I' g@ﬁpgtﬁwﬂ_,gﬁmw 2],(Wr%orsg éG 825 2- [Prﬁg?namlde 2-
| - pjevay3-)3,4-abwaneyshedyl)-N-phenyl-,(2E)-(9Cl); Tyrphostin Ag 1478;
Lavendustin A; 3-pyridineacetonitrile, a-[(3,5-dichlorophenyl)methylene}-, (a.Z)-(9Cl);
Tyrphostin 46; a-hydroxyfarnesylphosphonic acid; butanoic acid, 2-[[(28)-2-[[(2S,3S)-
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carboxylic acid ethylam de;
1- b- D ar abi nof ur ansyl cyt osi ne; bi sul fan;
woRdvgdowsy - 3-[4- [[(2- hydroxyethyl)[2-(1 PCT/US2008/053798
H i ndol - 3-yl ) et hyl ] - am no] net hyl ] phenyl ] - 2E- 2- pr openam
i de; Suberoyl anilide hydroxam c acid;
[ 4- (2-am no- phenyl car banoyl ) - benzyl]-carbam c acid
pyridi ne-3-yl nethyl ester and derivatives thereof;
butyric acid; pyroxami de; trichostatin A, Oxanflatin;
ap 'Qq[(m)nz amap:ssmcardepromd]auﬂmdﬁamethmpotximy]-1-ox0-3-
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V| nb)ﬂbasyhlcmw&mwamm;e Mbriaﬁrwlmcriwansdmﬁm@ b‘ﬂUﬁanasN hEdFOXy -3-{4-
o DL BRECHEABhy B L i b IR 2 2 propenamice

epsubeﬂoglaamdae hﬁpoxdmnk:uaoei Pt (Zamnmeﬂndasuvlcajhetnpyi)abenzyll “carbamic

N B it S P AU G B gt RRR Rt TB N BT YRR

t r &IweétahmADOxdthﬂeiimr aplyidm; Ii)absnpapﬂdebﬁemdegmhirapqxllre depudecin;

W ngg%m;glw p}:)téh%l%k@ﬁ P%lh?/ r;%}(alﬁ?g;%c)id Trichostatin A; 17-

epawmmoaﬂmmhmgeuammm (1At gelganantyeinst Brdlemethoxy-17-(2-

met ast at ; T : 70B: -
AARW@”YI?@ WNF(&néﬁa%gelfdao ﬁ@c ﬁugcg@oﬁ%neef thg@én% 9—%mpenen|t.nle,
tr as{(4umammlphemyb)suIanyﬂﬂﬁbEl-G%?)k)ehysdTprﬂ@mapbmmwtmqtbﬁpmphomc

i %iﬁ%(&y-l;%/%d?&%ﬁ he ’%%g%ég?aieé:m??%bt o5 )lnbiastine Sulfate; Vincristine

uor op
H- Soifataz\dihdésind; Mirf@ebine; Decetaxal,dRaclitaxel; vinorelbine; discodermolides;

oy AT EoPEIAR abtyarrdel oY MR AT Bl tnamice.

Ty Ne2eE3-(4rciAG opRSdy])- Zﬂprqﬂeoslimethﬂ]anln@mhyﬂﬂhwﬁ N2, 3-
W(ﬁg)?})%%ryl)- -He?ho%(%/ ?%%Qﬁg%w‘&'b' J‘q)‘&arﬁ/f XHQIc&%Cletanedlnltnle

erce cantharidic acid
cabls[ammno{[zm;mlnepreuylbth@ﬂmelﬂaylene] -(9Cl); bengamide or a derivative thereof;

I\I- ﬁh’f"i’ %B%@Cg %gwég"%fé;ﬁ%mkg{ax?f Plohrgg?,taé om?ta%at BMS-279251;

Casmrmzassaﬁ TEAZPI; MMI&;?O&(AA{J%Gaﬂanrtumv@pb drevagiaymab; cetuximab;

d:
caleRGe T 1o fim 3B (IR Ao RANRE iddis RS € Tyrpnostin AG 876,
2( Bhbndlm Ba@rfioraphien)-6x¢-rridinglii Uitz ly2-y 1-62Gy, benzamide,
(0)4
e L SE Ay
H- damloasadithl; ]'Fy4pr(ostn|+|46nﬂo'ph®tny|AG 129%; )Tyrphostln bu adlene-1 1,3-
[ e nw
C?[ F@%‘%&M?&%‘ %q (ém n%‘aosgﬁkt%l)g_?gﬁﬁ ospor ?)nuercetm Dihydrate;
t y cartbaridinadd; caHsmednncLﬂ\euqtmmd%rN - (M@xyethenw)benzoyl]g|ycyl -L-
acl
ocbEEUBATE T Nap U B dfun b ipa
c aOxaliptatinh eingladin.em, z@tﬂp@itmcwch@sazmﬂﬁaggnthar(@ aqn@,cgapthandm
Ty[wg%ﬂotetén%sgiggxalzﬁér, E(’ﬁ-ﬁ%r@noneA -hydroxy-5-(hydroxymethyl)-3-(1-
oxohexadecyl)-, (5R)-(9Cl); benzylphosphonic acid; 1H-pyrrolo-2,5-dione,3-[1-[3-
(dimethylamino)propyl]-1H-indol-3-yl]-4-(1H-indol-3-yl)-(9Cl); Bisindolylmaleimide IX;
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Ag 1288; Tyrphostin Ag 1295; Gel dananycin; Genistein;
PP1l; PP2; 1,2-Benzenediol, 4-[(1

W(E00846®85- di hydr oxyphenyl ) et henyl ]-(9Cl); TyrptiDE81008/053798
AG 490; 2-naphthyl vinyl ketone; L-744832; DK8GHE57;
R115777; lsotretinoin; Tretinoin; fludarabine; ara-C
6-t hi oguani ne; 5-FU; cl adri bi ne; 6-nercaptopuri ne;
pentostatin; 5,6-dichloro-1-(3-D
ri bof uranosyl benzi m dazol e; Sor af eni b, 2-am nopuri ne;
C@pmﬁr@slmﬂwmspm438phosrtlapﬁan’ylapeﬂcanRonl@rm VM@ @ciacinomycin

R | \
B e T e
t ecdlbmejéthwyl)b@zb!d]mlatt—nfgIutatnab(E)e(egh TyjbhestioAe@;126; Tyrphostin
irj .an. t
%%Qg&ggﬁr%h%gﬁ@%\g ggﬁ%,'t%?lﬁgneﬂﬁn); rggaae'?{{%'iéflg hzquﬂ F’ﬁ’Z I:‘il\&“Bt]-:nzenedlol
et4)1[J(OEb a3, Skdilsydndpiyphenyietheoglh(9$H); derphiosiimbEGet9@n=2-naphthyl vinyl

lgtr;{)) ﬁeglLoﬂ&gz 6&%%@5 9 S#P‘?é)&r%ﬁﬁ&n Wrgﬁﬁﬁﬁlfﬁﬂé%me ara-C;

Icin; epiru driochl ori'de; 'mt'oxantrone
hmechamnrnede FU;I&ladnbme @mercta,pmbpmuhé qreintbstatin; 5 ,6—dichloro-1-3-D-

" SR SoienzFRiatR SoberehPos SO Rl 1Y, Affers: sarses
1- l(aﬁamlyblnra@araz\ehva”m):s thefdof pAP23573NAPRI84)1; plkdllhajsa@me"mrABTS?S;
o RIS s SRS £3kk0b Bl g R

r hieybtecaridishate caryhrinogeoan; émgptompma mambamptoﬂwe(cnn; PNU-166148;

R L

rremm@bmﬁndbr @atploegeﬂomaenan bydvocteatiden domrulicinpep isibign

MBI Bt rern v REaE daa iR R ERERpHoE oronsici:

si gpitubRire tdssubiciepanadrabioin; Beoxamitrbne| tenipeside; tetapoeside; of

:Pfgﬁi(’:%%é‘ If”r‘]f‘z;E Uﬁﬂ%ﬁ?[}?@r}% {j"ea/yr' ;' g@gb@tﬁg‘ag{ﬁe% t&‘Tatarmaceutlcally
Meautbptbler altaheraof BN MOG; aneaza S5445a SHIEB8! RavitLinhuesab,

crBrrziTaR BrvEBTRENERB BRI AnGBE Rl 42 7
Mediinethy&ohinobetheflideayl)-abodatinone; [denbsumaif.erred t o
subsequent|ly al so as COVBI NATI ON OF THE | NVENTI ON (so

m%gtjt}hég&%&%ﬁoq gfrc% é)%{'lgﬁtglz? gndtgl\ﬁqﬁe l%g%glogﬁ'%ta ng awarm-

can replac erm ere appropriate
bloodgidnariimalreoysisiagd radmlmsteamg thesenbyo cempenentsaehgmaeeytieal

com%@ﬁipfo %Eprqﬁg%ing Ehees% t\?ﬁ&g gomé&q@'ltg s%lf%&{;hst @Qpé?éten&rs%q uantlal use,

I en t aneous adm ni ster
the us&vof thie combiratian farilee delgy eﬂpregutessnphat tr@rteeatmemtmf & l@rdllferatlve

dlseaﬁggf Igemawfact%?éqgfeyht}\é;r alé Stlc(af"ﬂ%bgﬂaﬁ&z ﬂ)?rltr%@-:- &urposes ora

means a one
commmrmopmdua aofnpewsmgmbmampmlrMIO@nécqmmenGSamd (b), all as

mentﬁ{?\ggloé 9%? J:B(S'Té St g‘g Zéfgﬁgg ?cﬁs%bggél%ntlx %ﬁé&e%r 2Ot af\]?\'ﬂéN OF

erent
THE mw@lgﬁncnd(smahatehns terpr refags &hegchsafdheserriobadingents w hich thus can

replag% %{}ﬁta W%rérgggmpmé)e efficiency than the single

Simultaneous administration may, e.g., take place in the form of one fixed
combination with two or more active ingredients, or by simultaneously adm inistering two or
more active ingredients that are formulated independently. Sequential use (administration)

preferably means administration of one (or more) components of a combination at one time
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adm ni stered i ndependently (especially show ng
synergi sn). Separate use (adm nistration) preferably
wore@ngom@ssi ni strati on of the conponents of thePCT/US2008/053798
conbi nati on i ndependently of each other at different
time points, preferably neaning that the conponents
(a) and (b) are adm nistered such that no overlap of
nmeasur abl e bl ood | evel s of both conpounds are present
in an overl apping manner (at the sane tine). Al so
point, ctindsicoaipooastsat atdifferent timer poindf thatiguisra ¢hupnicalbpetpagered manner,
r I
prete BPhr Lo Y1 HE ERondfER vt e My REbe sihoig oo aFgEounds
admussi:tewdandqp@ndenmm(esamw|sbowfn©eszynenghm) Sepeeate ushdadministration)

ct_fou f
preferei;[_ydn?ﬁeap | n?P gﬁh% BEQb&?%Héér)gf atﬁggglgﬂﬁgp%rg r;l’c%;tenﬁéorﬁly of
each othienia dlﬁérbet:i]me lpointae ipreférablyapearningthattheicompapgntsda) ard (b) are

f.qund, r [
aamin iR Bn AL oy oflop 5o ® BRAATRRRTb oM compoungs are
presehtingngvertappiag atanner &t ti'@tsame trhex he conbination to

patients being in a pre-stage or in an early phase, of

t 2@ dd rﬁgln he O?%%Il HE O8f seguérﬁ’aﬁgéﬁar‘éfe értbes'ﬁir'uﬁt%ﬁé@us

so reat ed, pre-forrn of
admlmi:teatloo are pembiell mgfemlé)em that the agmémﬂomf»ompewt drugs show a
joint tﬁg%gg& ¢ ?ffaercftHgP g)gcn %8? ?Hg%éffégg fl?%tnlg Wé‘eﬁ 'rt'fgém&gﬂ ﬁgg ’gl@ﬂl gﬁf\bonent drugs
are usetiedependenhtly at tinge Infacedly se kaige that pe musedl efactien thedherapeutic
1 e" or

onedb BP0, P AR, O

may be given separately (in a chronically staggered

natederm édﬁ!ﬁ:-swfaroqre%ﬁl@”éq@%m&si kgsein; means ﬁﬂﬂwmatuoﬁ of the
combﬂéﬁgn Eﬂ (?'e nsa ﬁl@%ttadéqc?ryln Bheefaﬁf/ BRAde, of thel f¥8t manifestation or

anl especial Iy human, to be treated,
a relapse |of thetdisgage @q)b%fr@at&ﬁl ip vdjchendjiests; 8)0-iprerfaeEmiahthe

correécéo%'dlﬁ:gtc}lgbea{s@ﬁ’@ﬂ'ﬂé Foselifd? @ihlch J)a\ﬂ@ﬁttsrb?é il #céndiffort f’@g C§§rﬁhg a

er alia determne | ow ng the b
medi¢aktredtyent nbwcg@dlthrhrg(sulgm ﬁo@(ﬁﬁﬂﬁmt éj,ngerpwlélggdtt is IIllﬁely that a

corre%ﬁb%dmgQﬂéiza‘%Ev%lh&eWn to be treated at |east during

ntime Intervals. "Pharmaceutically effectlve
preferably relates to an anount that

IS
t Kéointhetheiapgriigally activen o ipipbihgEareyinefteck] means that the compounds
may ¥ %%W Lasd-hteRl dva Srﬁrf)ﬁi%llyvﬁ d‘ﬁianh@re eBpSUHIHSS tséq’l.xe@f:e specific

roliferative disease. ‘a co

manf’ﬁé)dkag@“ tirgg intervals doafdhey prgger@}gxgdn H”@r‘%?ﬁ'?‘ n@gﬁ?ﬂ@ymal especially

humaRSRASH Rédt¥d, astill skdw aQErelF@éBl? syrhé‘rgtsh@ lﬁtéféi:‘ﬁoﬁ K]@'int&l’ﬂé?apeutlc effect).
onents (a) an as defj ned l%an be d

Wheth@gtﬁm Q@G@ﬁzmatepezﬁ bESeieETSS Py Aol oWTIALe I \eye'srshOW'“g

that Stfpditinddiatd Bre8Bit it tﬁ(ﬁﬂoé‘d)mhé atihARg0 Bk tleated at least during
I'stl ngwshed anmounts of the conponents (a) and (b),

Certa'lnt'@e intgryal$-t aneously or at different tine points.
Moreover, these terns conprise a commercial package

C Oﬁﬁéﬂnﬁc@@ti&aﬂ? BEELALT Prefdabl) FéIB@) téan aRidurEthat is therapeutically or
in a broader sense also prophylactically effective against the progression of a proliferative

disease.

The term "a commercial package" or "a product", as used herein, defines especially a

"kit of parts" in the sense that the components (a) and (b), as defined above, can be dosed
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i ngredi ents conponents (a) and (b), together with
i nstructions for sinultaneous, sequentia
w@ edosaoiosal | y staggered, in time-specific sequUREIES2008/053798
preferentially) or (less preferably) separate use
thereof in the delay of progression or treatnent of a
proliferative disease. The parts of the kit of parts
can then, e.g., be adm nistered sinultaneously or
chronologlcally staggered, that is at different tine
indegEoidently anbly wset ¢f diffenent fised dorhibipatians withrdistinguished lagoupts of the
he
comPéaRTa) 8 W<t Biechdl oF ot JREENARES SRS, ngledfer, these
term$ cemprisk a domewsaalipackdge commsisingdesnssially cereinipgdtas active

: | a ' 3 '

rarolf T I S0 55 BP0 S Al 38uerte
(chro(nh:)allj amgganedbna tidee-specifinedqearcer prefegentially)sr dasmpgeferably) separate
uset 8??8? W;tpe-ggﬁeg ?E)}o recéf o}%‘? tr]é?{flr?ént 3@ RiiferQ vetoli]s%ase The parts of

t tn

the kitlof parnts b:lmog’@m agsbe ladmlnlsterten@lmdtﬂmen@&rll}?pllr é}garfd?c::g@allmtaggered
that %%{ \f@f%{e%q tugm% pu% gﬂgcpvgfnt)ﬁ gtgﬂ%ltgpgl Fé‘?'nt igf’n% :ht%IQSIsrf&e gﬁy g%r’( 8f the kit
of patthe Vesy p@feralpjatthehmewhtewhlscﬁré bmmsunbm theceffered ogibe treated
dlseatesg drt1 “bef gq?ﬁ%h%&{nslaeé %f?fgg 8%? 'F Ia?rggr thﬁﬁ?he%gywhl\gﬁ \A/lfmfld be obtained by
use dmlmecfneoofaﬂwe edmlenatuonmagmersa(ahamm@u) (asemarecdenigrioined according

th
o s e A AT G0 DRI Syl lg B0 s o e
comtmn)aﬂod paetnac (i) &veeladiinistéreduy thd coabinet! peensativh garebe varied, e.g.,
in or egggcg?eg 'rtﬁeja edg %??ﬁg{l n\fglﬁ{—' oémgﬂar\t&; %{}Se%lt%ﬂnﬁzptrk%eds of the
smglwpahmmwvmm:rmiferam reeds parmde duago thediarticylas disgasea nagey sex pody
weigﬁt;fsﬁg%fén %’agerﬁ Fe?erﬁblgethgief i?% %’tr orfd bggggm%lréﬁ%cé &9, @ mutual
enhahcing obfhetdifectafithe pernbioationrartnees (@) emb (h)dnemﬂgqur@ marﬁjthan
addlt{vg ﬁeétnglh}{:ﬂr%n % PL £6.55 3? a%fhu@ve}t \%l@ﬁ‘ Q)\A%Y Bﬁé X [é‘ﬁ@ﬁ Ji i combined

ners e case O
drugs Meemevew tlnaTetolemahie irethe caseof teentpentawithsthe dndinaddal(dsygs only

wﬂhoﬁpgorﬁ{)lng% o%'mﬁg %Haﬂnoﬁé}%h@%a (—?J‘u\é e@f@@@' é‘?t 'Ie%% Qfie effects or a

ential and se ara e use s al so
commmsuhbra@gutmeefmcngm a hen-efféntive dnmeemoge Eapotarnf thhe pomiipation

r t
partngfy GE RN Ghal (TR VeFPRRRIAN oSy SEREREN 1o,
combimatien padserst(exand (by. ei t her chronl cally, e.g., nore
than 3-4 weeks of daily dosing, at a | ater time poi nt

C(’EP.@;I na{ﬁ%ec%@?f{g tl%g%f %*L%Fn&r%m%?e&m%nén@((a) and (6) and of the

1on O onents at a stil
commericial padkage.aryagmbinatign egsw#anMﬁ sanuential epg ﬁ@parate use is also

poss g g Byl end Wi 3 g S ume o
simulGOIeBLISIA TP eTFbyTagministyation aieniysenestaseranentiyit loaerihest toxicity

elthepﬁffgblgée\m %n% B thé?'Fﬂ éek?%? g%l}tcfosm% &ala?éi”tlg'béﬁbmt and

ypert erma an or |rrad|at|on th erap ¥
subsaguenpi Mb@rmwnmhee@ml@%,cwm@ngtl%@f@m eRMRenke at a still later time

point RG2S BELqUeRY §h cBRbi Aol e AhRIARESSses for an optimal anti-tumor effect) or
the like.
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by conventional neans and are those suitable for

enteral, such as oral or rectal, and parenteral
w@eousno®ss ati on to manmal s i ncl udi ng man, conpPCHUSPOE053798

therapeutically effective anobunt of a VEGF inhibitor

and at | east one pharmaceutically active agent al one

or in conbination with one or nore pharnaceutically

acceptable carriers, especially those suitable for

enteral or parenteral application. The pharmaceuti cal

c oTipSOMBINA TR FiHE 1NVENTICINItarDale0 08 2¢plied inlsombination with

o BB byt oL b BBy

e.g., in case of injection or infusion concentrates or
esﬂm:btaarhyacpla'roahd;cemmdsiti’oos aotaxding tethefpresant iyentionzan b prepared

to 0, 0,
oy oorpBRAALmgBia i FieThBME bR TRAEHR=L fuch SRR Btfeet dno
parestbfad admvestckhsagemamntair_i: inclotlingearg entvprising erthgrapeutically effective
amofii ot G B i x3baeh e BheraeicSR7 BlinkrbERE A6F o in
comphetiomevd thud necer] more pitposadeiuticesly ecpépigide catriees, eopkeiallf those suitable
m n ondition being treated and the
fore@tg@épr ?érreﬁ#e ?q%gplcc%ﬁdﬁtl on being treated. A physician,
cIiniC|an or veterinarian of ordinary skill can
r €Eld Marmetsemthzat@rmmitiem eemprise faern @houtdy. 0Pk efabiokt100%,
useY %,
espe@lgﬁ# B%ggérs%rgrfirggﬁ&?ﬁﬁlﬁkx are?n{)e%&;‘?gt grSér‘r)a cgg)hodbﬁ Cf .02%, or,
eg. mmsarqﬁtmemtgn o0 mfuslm mbmtrmw gmesmena&pyarﬁmer@ feretugtions, from
Bg % t A 0
abouB 19Elo gHct 6%, GAERNT HbALRAE Fide oo A phetpiaBl'from
aboubEO%uppbemttﬁQ%.es, and furthernore anpoul es. |If not
i ndi cat ed otherwi se, these fornul ations are prepared
byTO0vRALd 95% e'Br@8ch ofethS comBMafﬁ@B&h{efrs EHBN)?@& In(%{‘f&mulatlon
m Xi ng, gran gtl ng, ar-coat | ng di ssolving o
of the y@pﬁntum\mﬂgn meddéesd;@en ing\qinithe partisypr exmrausd qrﬁa@rmaceutlca'
comp}olgﬁloHQle RJ?/EEI QH% moRb o"f‘a WétHﬁBh QRe REAitRET bé?ﬁH‘ttré‘étE@Qnd the
an | n I Vi du ose o each dosage form need not in
sevemw%tf‘fe eooridion baing tegatask fAopkysickan sthiigien 8T yrierinasian of ordinary skill
can rgg&@%?é%lr?é‘ thé %ﬁé&ﬁe%ﬂﬁi of E4thS tHeSAANE ShdP¥dients necessary to -
dm'ni stration of plurality of dosage units. One of
prevemt.trqat phinhibé the P"OEE@StOﬁ@eaﬂﬂnﬁlt'P? to deternine
appr opriate pharnaceutically effective anounts of the
@Eétﬁf&a!éﬁﬂpﬁa%ﬁssfor m%%omlr%(ﬁgﬁiﬂé?%r enteral or parenteral
PCT/ U82008/ 053798 Preferably, the conpounds or the
admipilatiencat -8 athoge it vripdeasoe farmsy sughnas siger-cagted tab'ets capsules

or su?ﬁégltahéé @h8 %rﬁ%rrﬁﬂreoérﬁﬂ)o&ébarlﬂﬁ&%@lb&% ofremyé ahéd¥YotrAulations
he formof a tablet, capsule or s or as

are pepeest by eanveRjiongl meAes, ierg. D aBpmEans 8 conveniopaLBingngranulating,

sugaﬁﬁdﬁfﬂﬁ' &éé?ﬂﬁng{ & Iy@d’fﬂlmr@@ﬂ“bé\és%b!& att'mﬁ’lnbe a8 eC|ated that the unit content
maceuti cal 'y acceptable nedia

ofa o@m{qmaélgnmft@er cogtainest ig andndiddua dog of gachfqoggge fqﬁ@ need not in

itself @ﬁr%?ﬁtﬁe an %Ff@étﬁl@‘éf?ﬁdu\‘l%lnc&meq{éc@gsa?ﬁ efé&ive amount can be reached by
maceuti cally acceptable carriers include starches
administration of a plurality of dosage units. One of skill in the art has the ablllty to determine

appropriate pharmaceutically effective amounts of the combination components.
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sugars, mcrocrystalline cellul oses, diluents,
granul ating agents, lubricants, binders,
wa@le@snomgs at i ng agents. Sol utions of the acti VECT/US2008/053798
i ngredi ent, and al so suspensi ons, and especially
i sotoni ¢ aqueous sol utions or suspensions, are useful
for parenteral adm nistration of the active
ingredient, it being possible, e.g., in the case of
| yophi |'i zed conpositions that conprise the active
i nGreferablyt thel eompouinds eigtee ivbarmacerticallp aaespiatde saltsathpieof, are
admﬁﬁﬁ‘f&@& AR5 &8 SﬁHa?r’hace?mgal form%{ ;‘eﬂfoﬁ% the i of&'Edblet, capsule or syrup;
solutirons or suspensions t e produced prior to use
or asrharepﬂeealmue@@nsd@pprqpm@osu tions may be sterilized
and/ or may conprise excipients, e.g., preservatives,

st ﬁp%rjet) egscorﬂfés'itioﬂg {&Qﬂél%nﬁﬂ&#ﬁbﬁy&%iﬁgﬁ%&tlcally acceptable

regu atlng the osnotic

medmreexsm err@my/edrsumm water, glyrglsapits, glaepals ctpvoRing agemper
presg sP 8('5Ioﬁﬁ‘gr a?erﬁs Pﬁ%nﬁ%@uﬁ&aﬁ&f acdé%fb\b?en&drﬁ&@'lnclude starches,
'SSO1 VI N 't zi ng processes. The solutions or
sugasawemmmllmllulemﬂllw g5y Biating agpeiselyBiigants, binders,
r%“gge:ﬁ such as sodi um car boxynet hyl cel | ul ose,
dlsm’f‘%&?%ﬂr@ hy| cel lul ose, dextran, polyvinylpyrrolidone
or gelatin. Suspensions in oil conprise as the oil
cofiplutient oftthe aglgapgrsrient, §9ﬁ?ﬁét3pép%18'%éﬁn%9?ﬁeﬁ@!'y {sotonic

aqué?iu% %oﬁl%ﬁsogpédépéﬁélodsnb%cﬁée‘ﬂﬂ forﬁié?é?ﬁ&ﬁﬁadnﬁh%trbﬁ&{ &Mthé active
gent may be sel ected roma%ry t hose known in

t he
mgr%qut ibbgjng RessiRle.5-9-, Indb £A%S ycgﬂhu'éaé EOHRESIHAS tn% comprise the
actlv%hrlld?éﬂlgﬁt aldiheor tBéé’cﬁémltﬁ 8 bARnHck Ot NP ¥ckptabié BaiEr, & d. fmannitol,

agueous nmedium The anpunt of aqueous nedi um
for seemwytmsa% sHSRANSigER Lo e prodbsechPriofde Heeli e Plarmageutical

Wi&n@%%ﬁ@ﬁl&@ﬁ'aﬂH/o@fna@lQ,‘oh'}bﬁsé BLiSIEhENE. g' rbrés]é@vatlves

I nfusion 'solution. Infusion solutions may

stab@mé,rweéwas phAk @ﬂelémagﬁwpwwaefﬁnS%'*arfﬂUPaH'?mth@&smoﬂc
pres@fre aRE/Br BUFS! & ArBloréREPINS ManSridhoRh s ke, axb dByhfeans of

The present invention further relates to "a conbi ned
convgpiignat dissRWng onlPRRilizing Pigsassesh dPgisRIUtigRS prRuspensions may

com ﬁrﬁé‘?\ﬁéc@kllt%n@reaginb sBbstBA¢dsS sudhnad SWRiE Bér%okﬁ'ﬁéth IB@IIquse
and as defined a

nbi nation partners (a) léq?
Carb%”&ﬁi@é@f"PW&@ Raxtrant YVdﬂy'FWV oliesiedtr 9§i1atine @ﬁ?eqﬁ'%d" il comprise
as th%moﬂfﬂoh@ﬁﬁhe Veddlable SSyntHat §h§é1m3éyﬂtﬂé‘h§ o clidiémary for injection

nmbi nation partners (a) and (b), i.e., sinultaneously
PUFP6$e$at -39 WO 2008/ 100985 PCT/ US2008/ 053798 different
time points. The parts of the kit of parts can then,

€. Uhe isBRONRMUY ﬁk?b@@ele&td@]ﬂdn@ﬁﬁpdﬁthﬁsé)known in the art e. g mannitol,

chronol ogical ly sta ere t.hat er ent
doxtiggh AHeRAA O BT, T RSB TR alien masar LT with the
aquedy nitdidm.oThé Bl@]olﬁhﬁof@ﬁu@@fst Bedilieenipibyed & a Hilgent Bt dbosén
mounts of the conbi nat Io?ac artner

accoURRbIoES PEHISHATRERT G of 8958 BURRNGD T yRipn spluton. Infusion

solutfoPBPhdiesbntdm BfPRF 8kdisiente @Bmiaforieérheidyeindormultichs debet O
W th the needs of a Rgtl ent sub-population to be

admm}sge&gcw\tr@yeqqg@ lyn 8disasANtOKIEaRS gl e pati ent based on
the severity of any side effects that the
The present invention further relates to "a combined preparation”, which, as used

herein, defines especially a "kit of parts” in the sense that the combination partners (a) and
(b) as defined above can be dosed independently or by use of different fixed combinations

with distinguished amounts of the combination partners (a) and (b), i.e., simultaneously or at
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patient experiences. The present invention especially
relates to a conbi ned preparation which conpri ses:
w@ 200800008Dr nore unit dosage forns of PCT/US2008/053798
N-hydroxy-3-[4-[[[2-(2-nmethyl- "I Hindol-3-yl)-
et hyl ] - am no] net hyl ] phenyl ] - 2E- 2- pr openam de; and (b)
one or nore unit dosage fornms of an pharnaceutically
active agent. The conpositions of the present
i nvention are useful for treating proliferative
d.ffermtstlmamntso Thaipeda obthetkitaf parte carsthedi agedevadmminigkered
r [ r
simulgn 38} 6 cMEnAEbEAY Fochal AR B ereA RS paG R W equal o
differemtyimesinteseals &E)any paHef thewdimfipads.c he 6afiorof dirsto e mounts of the
. , t ' :
comb@%@ ibh gghli%rjnééféstﬁ% %mﬁa@%ﬂ%ﬁe E?trt gli)ﬂ&blr%g@{]mdﬁ@fse% I'msth@ combined
prepdrativg c:aartxa vavied, e. gemabrdeah:c@pe vothl the neade efra patient sub- populatlon to
be tre'yec{ (9qu§ §6fctr1§3§|?ﬁre |en9§é§eﬁ%wtgg§éyerﬁ'@ ’S|de effects that the
rol n | na , ernoi d cancer
patlerglexpamncesarl an cancer, pancreatic cancer, | yrrphorm
nmyel oma, col orectal cancer, neurobl astona, head
anl‘HejJre St fnvert] Eﬁ'?é Sp%'izlam/ ?éié%@é t&é‘@&lﬁbmee gré rﬁwhrv‘?ﬁl@ﬁ'bompnses
rain or tric’ cancer. er sense of
t f(@) bﬁé! Shfriced umad@daglelfbmﬁsﬁcbﬂ W-ayd}bspas{e-[[[mw hethyhe HAnd@-3-y1)-

| d h | euk
S OAABE R Ry bRt & B BRRAnPE A ronary. - but
akﬁ)o oRE BEmdre DR ddagkifiinRShisn p?ié?rhaééutﬁﬁlﬂﬁéctlf/é Rgest. S)

gl ogeneslt s, psori asis, at her osclerosis and srmot

nmuscl e proli feration in the bl ood vessel S, suc
stléecompogitions akthe paesest nyentiaR; aig uaaiyl f@btrggttrsg prth@f%wg diseases

or dls(e%@ér thataarb%%clﬁbé QAR trigfeRdLhy e BisRInt BngidgKiRkisar

nmentioned, also netastasi's in the original organ or
ti ssue and/or in any other location are i

alA Rickgratiye|djsease is Ragly A UMoR disgAR (6 St angios ary metastases).

The |Rfen§|§@c6d4ﬁ6§itlcﬁlﬁfgr@ pafiRUIBAY BSefEl for HéhtiNG 2RTF WMARASE a breast
/ US2008/ 053798 The conmpositions are selectiv

cancarog SaRCarOPRLGIOs e EaIAIEE] B9 RITeTRETsgnER fabn cancer,

myeldd?§|51a§ti?: dYPEtRhe, (‘g%hit&erEﬁ}f ddnest, @ékt)’om{ésh#élEéhdéal’&:ﬁdermmd cancer,
cancerous tunors, nmpound

g., has
mela@qr@m.gﬂ'pr@an@vaa'ﬁf' CaRFe| mr&r%%twgn%?rf lye‘tpé‘omdmg?'am &glorectal

cancét hd@bi9Rstbatal BEad Sndlor. neeRIchn€ef @ Bladltleesdncenddin a broader sense
apopt 0si s. Brief descri ption of the drawings: Fig. 1

brain pr/gastric €195 were treated with the indi cated doses of
AUY922 and/or LBH589 for 48 hours. Following this,

t he aRsaRRA agRSofAfe MRBELIONN a‘érqnm@r'awe/e:smphw fuetheehbe be a
hypel'tpff{g?er@tg/%tc%rg gﬁﬂdsugg a§H$L\év@C %g?ngygqrr\é{gﬁ ergsig ?gsrpgsélea% pulmonary,
but also other types of fibrosis, such as renal fibrosis), anglogenesis, psoriasis,
atherosclerosis and smooth muscle proliferation in the blood vessels, such as stenosis or

restenosis following angioplasty.

Where a tumor, a tumor disease, a carcinoma or a cancer are mentioned, also
metastasis in the original organ or tissue and/or in any other location are implied alternatively
or in addition, whatever the location of the tumor and/or metastasis.
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Fig. 2 Analysis of dose effect relationship for AUY922

and LBH589 for the apoptotic effects after 48 hours
wo@booesmosur e was done according to the medi an pET/E81008653798

Chou and Tal alay. Then the conbinati on i ndex val ues

were cal culated. Cl values less than 1.0 reflect

synergismof the two agents. The invention is

illustrated by the foll ow ng Exanples. Exanple |

Met hods Cell Culture Cell lines derived from hunman

t uifbe sompgsitidrseate selepiueitoxiskBRPre i tyBaridiy prolifgrating celis than

to n&ﬁf&ﬁ Eéll% &%@é&tyzg hﬂﬁ%ﬁg:r%lné - Sg\%géﬁ\’%g%gg %r thg compound

has sugmﬁcamt mgti-poolifasativel dftekitscandamdmotes siTeramiation, \ﬁe@ ecell cycle arrest
ly maintained in artificial nmedia, such as
and %ﬁ‘%ﬁ{)%% Modi fi ed Eagl e Medi um (DVEM or RPM and
suppl enented with various |levels up tol5%fetal bovine
serum The antibiotics penicillin -41 WO 2008/100985
PCT/ US2008/ 053798 100 units/ ) and streptomnmycin (100
Brlepgég@r}pmﬁ{&tﬂgq’@gﬂ sPrevent bacterial contam nation

mal nt al ned 3 C and 5% CO2 envi ronnment

Fig. 3t B 1 PelbuRte SeaieRONE By ardicHemansas i ALE23rATuRs ABHSE9 for 48
Thﬁ@&s”ﬁbr@lﬂﬁg Qhis CEHe! pSrrc@M‘tta eé 'bh'éﬁh&klﬁr\/ §§§ﬁ%3 a}B@étStlc cells were

general Iy used T hey are: he Cell Titer
Asggtyrmmydt%flwaﬁﬁpmst% alulsﬁorﬁéquieet Ata,esa@,eaéhct §)EM of three
55\41 desay Cell Proliferation Assay. |1C25, |C50,
or 1C90 the concentration of conpound that

|nh| bits 25% 50% 75%or 90% of the cells after
i ncubation for a specified nunber of hours were used

Fig. %Z,Ibmé‘lyﬁ? fHbse SfccRPdibtiinghipifer AUYYL2 BAY EBHBSQ Té‘r&he apoptotlc effects

Titer-d o Lum nescent Cell Vabl|ltﬁ 3’ #
hoRtfetfe Haursnift ipasye WakdensrpReaEINgHe the Mrgianeftect of Chou and

Vi ey Calheh thelcéribihbtich |ha§>60aloé1s WeAN¢dIdAdte@TI0falidigess than 1.0
ATP présent, which signals the presence of

nefefBel ﬁyé‘ﬁ'lgl'sgm Lo @8eME. The Cell Titer-d o Assay
gener at es "gl owtype" |um nescent signal, produced
by the | uci fer ase reaction. The lum nescent signal is
proportional to the anobunt of ATP present, which is

oo B R eates e i olweR EXREPES i 2o 111y by

ut| lizing a blue and nonfl uorescent dye resazurin,
which is converted to a pink and fl uorescent dye
resorufin in response to chemical reduction of growth
EI umRIe,'suIU ng fromcell growth. Reduction rel ated
causes the REDOX indicator to change from
the oxi di zed (nonfluorescent, blue) formto the
Methodsgluced

Cell Culture

Cell lines derived from human tumors e.g. breast (BT474, SKBR3, MDA-MB-453,
MCF7), gastric (N-87), prostate (CWR22Rv1) Lung (A549), melanoma (SKMEL28), Ovarian
(SKOV3) were cultured according to established conditions. Cells were generally maintained
in artificial media, such as Dubelco Modified Eagle Medium (DMEM) or RPMI and
supplemented with various levels up to15% fetal bovine serum. The antibiotics penicillin
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(fluorescent, red) form The fluorescent and

colorinmetric signal generated fromthe assay is
w@empaowsdnal to the nunber of living cells i nP€ES2008/053798

sanple. The MIT is a colorinetric assay to determ ne

the cell proliferation rate. The yellow tetrazolium

MIT (3-(4,

5-di met hyl t hi azol yl - 2) - 2, 5- di phenyl t et razol i um

brom de) is reduced by netabolically active cells, in
100 paits/mby anchstreptemnpgin GO0t weferrsided énprevert bacterial contamination

i S O L ER L G S

can be sol ubilized and quantified by
Monelsger Copvibiidiion ass@¥ans. The signals produced is
directly proportional to the cell nunbers. Describing

t hﬁrhMETméﬁléaé! of &ll‘b%ﬁﬂhhmhubuﬁawsgéa% Wefe &&{e@al@%@d ushegare: 1) the
6- poi nt or ol nt %Itltratlonsmnu

Cell{T] itgrs@l@wdemaur th@lf\éaﬁre%r 4§ EHOMAdic A D tf&MtT y Assay Cell
Prol?ﬁ'hil&\n N@é' G'Zssp@%& 5'oF I(%Qfﬂé' &nemBdion @Eorﬂﬁ&ﬁﬁdthﬁﬁnﬂblts 25%,

et ween 3 and nm., respectively, and added
50%pé$‘qu|qo% qfitbe gglﬁﬁw,l@pgat@dpuwp%cjm rmmtqﬁégf h%ﬁ were used as

dRfof Rliberhtioolsieys 1ater, 10 L of MIS sol ution
amf% of ahEBRINer ROl 2 066) 100085

PCT/ US2008/ 053498 one plates to determne
aciThe Ge)lTiar-Glre Lumipeseant CsH YRRy AsRAVtIP amome@)aneqtm rgethod of
deteﬁjnﬂrf‘g t%ﬁum‘b@ﬁm&éjcé‘k i Z@Jr@ baéeJWé@a@Bﬂloh lRethe ATP present,

tical denS|t was neasure

whicHipgaHaR ISR EBAIIY AENSGRISmING L ELIEhOS ooy generates

a"g IBM?&"&%M@QC% s@néﬁﬁ@d@é’é‘cﬁbf P ludiferdseaba@hi WhEYUrﬁlhescent
he” begi nni ng he experi nent. gﬁ@und ddi ti

sngnelegawpgztlonek}%heaﬁmewntsoéé\JPngesemﬁé~*§ qire %@P?'Ffen%O the

numgg,t&rcg“g}%,teggm inSekdral dilutions at 4-fold, 2-fold,
-fold, 0.25-fold and 0. 125- foId of

previ ous| term ned | C5 ues each cq ound

QAT R oAb P Bl Bl e P g ove
resaB@iE Whidhas comertet té bfialrfkchaﬁ fmbrdsbéntrdyétrésorﬁﬂcin reépdnse téchemical

di_ | utj ons, wer _ade n tI‘IIEHC

o e SR e AL BH SR AR o rown caues

the F@@[bbx indi€&®or t@wﬁﬁﬁg@ﬁémw Sxmldd@dwdnﬂutbr’eewit asles) ferimntyl thie reduced
in co I nat

(f|u0FﬁépﬁI§}| rqd??orm 'Ilher}luorescerlm}l_ an)é co%r%e nc[ snglul [genérated from the assay is

propbitioRIab e limbetdiyilihg asiisiia kivesanypig phenyl | - 2E- 2- pr opena
m de. The plates were incubated at 37C for 72 hours

i S Uy
tetrakSIRINEIRITE, (34(In %-amutlaggtauazawuz) b-dipt@ngiteitaaakum bromide) is reduced by
e A B B B b B B SRR P e
redu@iﬂg‘[équndledisl siidhcas NADH dndl NADWIH g The reaullting imteacelluiaepurple
form%%@céf%) Q%Jekg Lﬁzg;])and%uoﬁffﬂe ! f & @%ﬂ\ﬂl?ﬁ{o@t%%#%s T‘rl18 gig)r(wals
prod(uéédT@)dﬁrga)y propattionat tathe cetlinumbefs. Toesttibing thakRFrassaygin detail,
experiments were done using 6-point or 9-point drug titrations in multi-well tissue culture
dishes, with outer rows left empty. Celis were suspended in complete media at densities of
between 10° and 10* cell/mL, respectively, and added per well. The appropriate medium

(200 puL) was then added. Twenty-four hours later, 10 uL of MTS solution [5], were added to
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GC = average value of untreated cells (in triplicate)

m nus background X = average val ue of conpound treated
w@edoBa00e8h triplicate) m nus background The " %C/U82008/053798
was plotted agai nst conpound concentration and used to

cal cul ate 1C50s enploying the user-defined spline
function in Mcrosoft Excel. This function uses |inear
regressi on between data points to predict the
concentration of conpounds at 50% i nhibition. |C50s

one plates tosieterminedtbe actiity @t theetlr@mgfecqnmgled paditiey Ch). This plate was

mcuﬁﬁgg %V%“F"’%af?)pr4th§§{s;éﬁ1?#hé %Rﬁ] tg%%ﬁ”g% b Rifid fhr Devices
Thetrhdnyak ahd@03ni 4sipg e $thrr@( pfygr:a]_n HE hehHoplate- s)ﬁr\)ed as a reference for
mﬂua‘?%ﬁﬂnt} a?fﬂerb%hgﬁ rﬁ\/(g]t }ne%ﬁ 2-propenam de wi th

er’ conpou |t|ve effect, synergistic
effect or an antagonlstlc ef f ect together a paraneter
knGampasnd adaition heaanci haurel eftenseeding: toe samedimeas thed o

|
dete@ﬁﬁ%ﬁ%rg t :F%r‘rf]‘aﬁ G@t‘é@g%?{t-ﬂa\%ogdoggyifgg gsgfxldeé‘fzb-fold and 0.125-fold of

previeGSly dsEI0@IRS S7oRluaseaf eaph aerapenndiwrieindasiedn §gi6dgep well plate with
the rﬁ@ﬂ%‘i h&%e@raroﬁgs@n thé e@l%(bf this plded 2E érPS?)tﬁe 6%&11%6% v(/ej% added in

n co natlonlnlblt X% and
triplicate ao@xpmpwteamﬁ@nuws%gd@d terﬂn@empamt%rrrg\gs w*tapwrf@"s The

comBQLﬂ{ds‘%e?Q aHA5 {U thé ?%/és iRgly BRI HH%tIWEN Hi&@ I\)FFB% Hr2-(2-

wt h val ues dose” as eter

methy$-4 Hyindadi3- xl)aetlbmlkammﬂme@y&phelﬁmwli Lpronenayider Jhe piatey were
inculf by 3{53%# 7%?1 ?Fb?r‘(‘@eé%‘?r@ U hYs 3BRIGH widlab8&d (as for the T,

greater |cate antagonism C's were generally
platei @ndreaché douns latensd)n Ommalyzﬁﬁh%dii@rthé@yeﬁlgéé@b@rﬁfrﬁ‘%ﬁﬁ'a alone

(bacﬁrgh%ﬁmaé %%%aﬁ%ﬂ fﬂo@@a@ﬁe%@hhenfgmélﬁaﬁd theURicBRS Vahiks were
averpgén/fdr eagh gorpmm{qd[c@luwm metenipllowipg fofpnglasyvere used to calculate percent
gromﬁ h) - ethyl ] - am no] net hyl ] phenyl ] - 2E- 2- pr openani de (al so

nown as LBH589) with other anti- cancer agents in

clinical or exXp¥riTwebt @rowike&, 109 @ ToHEG He) Al amar

Bl ue Fl uoronetri B XASR% Growth = 100 x (X-ToTo) _
2-[5-Chl oro-2-(2-net hoxy 4- mor phol i n- 4-'ylI- phenyl am no)
To-ape’r@gmvdIMEo#Tyhmnsrha]ckgdoum hyl - benzami de is al so
known as TAE22
GC 7awa%)@1ug OBur]t(Paiqd aells {ip-trirdicaies figys- bAckgonBg hy | - 2-

X = $E18GE VHues o Coffiiolnd Fbisd bl i hppars imhls Sagiifali v ! ©

Table 1 First Conbination Cell Type Tunor Type C d
C ThafhiGrowltd nyas iatteGayatnsh donp @) copterBGtion laad Siped to calculate

leo%éraglgwn%Eyei&$ﬁ Idg%_ﬁego?%p\{ﬁ{a ?@%ﬁﬁ%@%ﬁ%ﬁ% 8Ny inEtion uses linear
regré3aitorethween @atd Poidts3t® Medidt tBy nenggintraiian of compounds at 50% inhibition.
ICsos were used to determine the dose range for each compound and the resultant

combinations.
Combination Index (Cl)

To determine whether combination of N-hydroxy-3-[4-[[[2-(2-methyl-1H-indol-3-yl)-
ethyl]-amino]methyl]phenyl]-2E-2-propenamide with other compounds had an additive effect,
synergistic effect or an antagonistic effect together, a parameter known as a combination
index was determined for the antiproliferative activity elicited by each combination. Cl was
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LBH589 Paclitaxel M A PaCa-2 Pancreatic 0.14 0.30 0.49

Synergistic LBH589 LBQr0O7 A549 Lung 0.11 0.36 3.25
woyengioss i ¢ LBH589 AEE788 A549 Lung 0. 18 0. 3BCT/US08/053798
Synergi stic LBH589 ABJ879 M A PaCa-2 Pancreatic NA

0.34 0.25 Synergistic

0.27 0.41 0.50 Synergistic

0.27 0.42 1.49 Synergistic LBH589 ABJ879 U266B1

Lynphoma 0. 08 NA NA Synergistic LBH589 Vel cade U266B1
deteﬂmrrpmbyrﬁ\e(}s@@ld@amq&lym gl 3tDk/ (ABHEBR/ AP Arugdgdpqand drug 2

(D), @ ‘?ﬁ%og rﬁbm%k%@‘ﬁ i a%i{)r)& are{:@Eggg 41-@%1 RG%R1g 2 alone

that REM/ArBRNS MeFommmwnqm&sﬁéﬂ@q %tgrewth \RESHt ABGIRAOse as

oo B S MR By 5 1 oo o

to1 sBpweadd mmtwanchaHEaaees@amet theh rldndicge Bntagpnipmo s @/e;[@ generally

ool RS Sl I R )

0.46 1.40 Synergistic LBH589 5FU M A PaCa- 2
Pafigbledt iGontination |adicios obcaBybivingiNshydsoxyt 34563 (ABU@M 1H-indol-3-

<A P B TE AR5 o oo

nbl nati on CeI I
cancéy pgents mmhnl“Cylma' egpertnemtal Gsnbsing thedhp dlaaardive bluespmetric assay.

218101 TR e YRR iy

benzBatide issakesl KnRMNTES 2TAE=2APe | Totvdroxy2d, 81 0511, 12, § hexaraethyist-{ Icmethyl-2-

- m%@iﬁ@@) @E@Pg y@?ﬁ%g Uﬁg%na é;ﬁ% 94@1 ogﬁeﬁa&saé 3g. gione is known

as ABy®i&.gi stic LBH589 PKC412 Hela Q/arl an 0.32 0. 48 NA

LBH589 AEWS41 RPML8226 Myel onm
LBH589 LBQ707 SW620 Col on

Synergistic LBH589 LBQ707 786-0 Renal 0.92 0.71 0.33
Tablgylner gistic LBH589 AEE/88 M A PaCa-2 Pancreatic 0.34
57 1.32 Synergistic 1BH589 FPQI06 IR66B1_Lynphons
Girst4 NA ComiSpationgi| s Cell TypSH-BemABEPEY HElLa Ov&ti gn Cl Combin-
CodpGund)| 65ompe8n&yner gi stic | LBH589 RADUGs) ASHGso) yril5rs) ation

1.75 0/34 NA Synerngistic Effect
LBH589 Velcade MIA PaCa-2 | Pancreatic 0.03 0.22 1.14 | Synergistic
LBH589 AEE788 PANC-1 Pancreatic 0.08 0.33 | 0.54 | Synergistic
LBH589 Paclitaxel MIA PaCa-2 | Pancreatic 0.14 0.30 | 0.49 | Synergistic
LBH589 LBQ707 A549 Lung 0.11 0.36 | 3.25 | Synergistic
LBH589 AEE788 A549 Lung 0.18 0.39 | 1.42 | Synergistic
LBH589 ABJ879 MIA PaCa-2 | Pancreatic NA 0.34 | 0.25 | Synergistic
LBH589 AEW541 RPMI8226 Myeloma 0.27 0.41 | 0.50 | Synergistic
LBH589 LBQ707 SW620 Colon 0.27 0.42 | 1.49 | Synergistic
LBH589 ABJ879 U266B1 Lymphoma 0.08 NA NA | Synergistic
LBH589 Velcade U266B1 Lymphoma 0.09 NA NA | Synergistic
LBH589 AEW541 U266B1 Lymphoma 0.11 NA NA | Synergistic
LBH589 LBQ707 U266B1 Lymphoma 0.12 NA NA | Synergistic
LBH589 LBQ707 RPMI8226 Myeloma NA NA 0.13 | Synergistic
LBH589 ABJ8B79 RPMI8226 Myeloma NA NA 0.15 | Synergistic
LBH589 Gemcitabine | MIA PaCa-2 | Pancreatic 0.16 0.47 NA | Synergistic
LBH589 Gemcitabine U266B1 Lymphoma 0.16 NA NA | Synergistic
LBH589 Paclitaxel U266B1 Lymphoma 0.19 NA NA | Synergistic
LBH589 PKC412 SW620 Colon 0.20 0.46 | 1.40 | Synergistic
LBH589 5FU MIA PaCa-2 | Pancreatic 0.21 0.47 | 0.92 | Synergistic
LBH589 ABJ879 Hela Ovarian NA 0.27 NA | Synergistic
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LBH589 ABJ879 PANC-1 Pancreatic NA 0.35 0.88

Synergistic
WS008 0983 i C
0.75 1.81 Synergistic
0.37 NA NA Synergistic
0.38 0.56 0.59 Synergistic

0.49 0.39 NA Synergistic

LBH589 AEWB41 Hela 0.37 0.49 NA
LBH589 PTK787 M A PaCa-2 Pancr eab@TUS208§053798
LBH589 PTK787 U266B1 Lynphoma

LBH589 AAE581 RPML8226 Myel oma
LBH589 LBQ707 HelLa Ovari an

LBH589 Gentitabi ne 786-0

Renal 1.08 0.87 0.41 Synergistic |BH’89 FPONO6 SWS20
Eidto 0| 4Gorfbidatioh. 20 C8l Mypeyi [sTuroor TyBR589CHFU RPMLB2Z6 | Combin-
Corpatindnn @ompognd 6 (NA Synergi stic LBH58925NEVHG0) M(l&rs) ation
PaCa- 2| Pancreatic|0.50 0.80 0.93 Synqrgistilc 1BH589 Effect
LBHE®B07| SKO¢Rale 92 |ORBMISRRZS Synblyglopai d OBHI8D.4BAEARS! | Synergistic
LEledea NA NPadvdxsly ner gpmisegs (LBMSOmd AH22%27M |AoBaCa-®258 | Synergistic
L @@ v ”‘E‘I*O‘éHG byrer 945515' C LBW A % Wﬁ% -0°30 Synergistic
L I;Iﬁﬁé, ‘I: "C'P',KCZ!I,#4 CMQTD _@ra-rzr ?J' 'ngr%allc?' ”'d.ﬁf)' | 'f)%] 1,00 | Synergistic
L5891 hyl PREATBi0] det YA pheiny1QVasan oo 0si2e day Vg (NAg ) Synergistic
LBHESAN AS ILBEBGD) Wit H8®Oher| anRenal carcé¥92adet?d il rP-33 | Synergistic
LRH380i cal oEEesPer i| matratasle, Pansiesty t|hed. MTT @svay 1.32 | Synergistic
LBYe90d] TalEpeode FI 1STyseeah! natLWBhgﬁ%l | _bygae [Tugrr [ TMRE| synergistic
TP, OO PR [SOEET 0 T | oy
LWr gl st IRADbp BH580 A% oslpori g SKN __[_12519 A w0 ;aNA Synergistic
LBHES8 SynerARJETY ¢ || BME¥H1 V\aﬁtﬁmﬁfﬁ?tﬁ' SKANA Qv &r35an D& 4 Synergistic
LE#ysser g| st KeEWsUBHS589 Medlexant r one Hydrlodd7or|i det9A%48A | Synergistic
LBERg O] 43 Poxner gi $tmis pabRES8 Pavbleanearnt roye | 0.75 | 1.81 | Synergistic
L QﬁnLofﬁ;?t?gﬂ\gf B} al Lﬂyrﬁﬁho??/ener gﬁ?ft He N/LrBH?ﬁR Synergistic
L5588, 1 hooBAEERY ) o BURAS Ao MY | CIaE o056, | .89 | Synergistic
LBWASE TlinnitBRYPe O Cdigbanat | m‘pV@f‘ﬁflhm nd- 45, pAA9d(sNA | Synergistic
LEHgsoct | GBREB®Ind t| oxdB8-Pone HyBemathl ar ilk8 SKIEBz28 0.41 | Synergistic
LBvEsanoma @PB9osSyner gswep® |+ Proatini sqne.46BH5@8%2 | 1.20 | Synergistic
LErEagPOF! de spgOv3 Ovappbad). A ImpMBRE 9! (Std4 | 056 | NA | Synergistic
LBH589 AEWS541 MIA PaCa-2 | Pancreatic 0.50 0.80 | 0.93 | Synergistic
LBH589 LBQ707 SKOV3 0.92 0.64 NA | Synergistic
LBH589 TAE226 Hela NA NA 'NA | Synergistic
- LBH589 TAE226 MIA PaCa-2 0.54 0.71 0.80 | Synergistic
LBH589 AEW541 SW620 0.51 0.68 Synergistic

Table 2. Combination Indicies of combining N-hydroxy-3-[4-[[[2-(2-methyl-1H-indo}-3-

yl)-ethyl]-amino]methyl]phenyl]-2E-2-propenamide (also known as LBH589) with other anti-

cancer agents in clinical or experimental use, using the MTT assay method

Table 2
First Combination Cell Type | Tumor Type Cl Combination
Compound Compound(s) Effect
LBH589 Idarubicin Hydrochioride SKMEL28 | Melanoma 0.56 Synergistic
LBH589 Staurosporine SKMEL28 | Melanoma 0.563 Synergistic
LBH589 Wortmannin SKOV3 Ovarian 0.44 Synergistic
LBH589 Mitoxantrone Hydrochloride A549 Lung 0.43 Synergistic
LBH589 Mitoxantrone Hydrochloride | SKOV3 Ovarian 0.43 Synergistic
LBH589 2,3-DCPE HCL SKMEL28 | Melanoma 0.5 Synergistic
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LBH589 M t oxantrone Hydrochl ori de SKOV3 Ovarian 0. 36

Synergistic

+ Predni sone

LBH589

wd geoBKreivexycanpt ot heci n SKMEL28 Mel anona 0. 54 PCT/US2008/053798

Synergistic Acetate Salt LBH589 Fl oxuridine A549 Lung
0.9 Synergistic LBH589 Mtonycin SKOV3 Ovarian 0.51
Synergi stic LBH589 M toxantrone Hydrochl ori de A549
Lung 0.53 Synergistic + Prednisone LBH589
M t oxantrone Hydrochl oride SKMEL28 Mel ano 0.57
Birster gi st i ¢ Cdndhib@dnCi spl aCeth TypeDp XomabTypen Hell Combination
CoBMmdP8 Mel Roopmudd(Sh Synergi stic| LBH589 Ci spl atin Effect
LBX5ger UbiMitoxantiehe IRl SAMED28!| Syaetanast (i 0.55 LiBHERBergistic
Teni posi de AbRfdhisong 0. 48| Synergi stic LBH589
LBhskyr opr aci | Tbm%ilmm n BKykb¥s Velapam 0. 31 Synergistic
T | T orl de 29 et
L@%f?"g MHP%?%' ;egn%h@gg& dgir(g\é IC n%ﬁ%chl 8??de SHBrgistic
dIIUOODICI ) LY i |n T
R a0 oI PRER | SKVEREG AP Rriaaey [1 omerse
M-t-ermyetn SKUN atan—o HBH589
] o FIIIE, 5 2 o o] O Thg, ¢ o087 synergistc
LEWS89ub] ci n_HyMiksBor i de K@@@\?b/ rl%‘ﬁ’”t‘ﬁs 0.51 Synergistic
LEyS8Sr gi MitbxantrbiHSBBockoogn i dH4854P Likwgg 0. 520.53 Synergistic
Syner gi sti c + PBEHES®eWrt mhnni n SKMEL28 Mel anonma [0. 74
LSH5B9r 9 Mtbmntrh&-ﬁmocﬁios@ﬂ ASKNIER2Dp xMelatingd N BIGF |AS &Y nergistic
LBHEE O] ThspRfiR & idksibigin HeB[TBRMEDS NOMEBhd#a) | 0.55 |  Synergistic
LB 580 T Gl plai + Ploxorbicen Bt ”sk’ow?s W”eé\%héﬁ' d 04 Synergistic
LBERRY ol otic 1RRBPSHS S i’i L A, %‘h!'fm' A A7 ulEf{y‘né*rgistic
L5890 fre Flowarash Mitgnyain ¢ | SKMEE20| \Wetenqma i |n@ 78| f Avaergistic
LEHERd3 Qv idarubicirOHysigocBipnde gl stAE9 LBH589n&Ket dc8H3azjol eSynergistic
LEHEI3 v adarditiOHyRirGRyiRededi Bt skOVAOKX oraNatigd n |Holse LBHE R ergistic
LERSER0S] 08 F FRIARMSTT N PRQBI OVATT qlind. ST 0.51 | synergistic
L : 2 Hug;purgqlﬁ Mi 8rlpfqinfu'“ gl&)\'ﬂ?” chva‘rié’ % ldﬁ%? DI'\ké\{/ﬁergistic
LBH589 NVP100 | Skov3 Ovarian 0.4 Synergistic
LBH589 Epirubicin Hydrochloride SKOV3 Ovarian 0.52 Synergistic
LBH589 Etoposide A549 Lung 0.52 Synergistic
LBH589 Wortmannin SKMEL28 | Melanoma 0.74 Synergistic
LBH589 Cisplatin + Doxorubicin Hcl A549 Lung 0.51 Synergistic
LBH589 Daunorubicin Hydrochloride | SKOV3 Ovarian 0.3 Synergistic
+ Cytarabine
LBH589 10-Hydroxycamptothecin A549 Lung 0.4 Synergistic
Acetate Salt
LBH589 Thioguanine SKMEL28 | Melanoma 0.43 Synergistic
LBH589 Vincristine Sulfate SKOV3 Ovarian 0.58 Synergistic
LBH589 Ketoconazole + SKOV3 Ovarian 0.5 Synergistic
Doxorubicin Hel
LBH589 Etoposide + Estramustine SKOV3 Ovarian 0.51 Synergistic
Phosphate Sodium
LBH589 Paclitaxel SKOV3 Ovarian 0.57 Synergistic
LBH589 6-mercaptopurine SKOV3 Ovarian 0.52 Synergistic
monohydrate
LBH589 HC Toxin SKMEL28 | Melanoma 0.53 Synergistic
LBH589 Vindesine Sulfate SKMEL28 | Melanoma 0.44 Synergistic
LBH589 LM-4108 A549 Lung 0.51 Synergistic
LBH589 HC Toxin A549 Lung 0.59 Synergistic
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LBH589 6- ner capt opuri ne SKOV3 Ovarian 0.52 Synergistic
nmonohydrat e LBH589 HC Toxi n SKMEL28 Mel anonma 0. 53
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LBASERO
EGFR i

K NQWIN 12idtigidp8Pinan
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Nidwarigr-er
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26aeu

argynergistic

nhi bi

tor),

i n breast cancer

cel |

or Gefitinib (EGR 1 nhibitor)
| i nes expressing Her2/ neu, Estrogen receptor (ER) or
boThble 3T Cxmebisdtiodiséfects ©E dornbiainGN-hydroxye 8-[4][[2A(2Avsthyl-1H-indol-3-

e Q '
g DB SRR R TR A0 o oMbl Bt
(Her@aku bhet EGFR inhibitor), AEE788 Her2/neu and EGFR inhibitor), or Gefitinib (EGFR
inhibitor) in breast cancer cell lines expressing Her2/neu, Estrogen receptor (ER) or both.

These studies used the Cell titer Glow Assay.

Table 3
Cell Lines Genotypes Combination (Cl Values at EC5)
LBH589 + LBH589 + LBH589 +
Lapatinib AEE788 Gefitinib
BT474 ER+/Her2+ Synergy Synergy Additive
SK-BR-3 ER-/Her2+ Synergy Synergy Slight synergy
MDA-MB-453 ER-/Her2+ Synergy Synergy Additive
N87 ER-/Her2+ Synergy Synergy Additive
MCF7 ER+/Her2- Additive Additive Additive

The effect of combined treatment of NVP-LBH589 with a EGFR/Her2 or EGFR inhibitor on

breast cancer cell proliferation

For compound combination studies, cells were treated with both of serially diluted.
compounds. Viable cells were measured on day 3 of the treatment using the CellTiter-Glo

-47 -




BT474 ER+/ Her 2+ Synergy Synergy Additive SK-BR-3
ER-/ Her 2+ Synergy Synergy Slight synergy NDA- MB-453
WEBRRHeEWE+ Synergy Synergy Additive N87 ER-/ HeCRHS2008/053798

Synergy Synergy Additive MCF7 ER+/ Her2- Additive

Addi tive Additive The effect of conbined treatnent of

NVP- LBH589 with a EGFR/ Her2 or EGFR i nhi bitor on

breast cancer cell proliferation For conmpound

conbi nation studies, cells were treated with both of

assag.eCoabinatidn |lndexdvalge ray E0¥e ©f oveveh ishibiliph Cofpaged to vehicle control

the treatnent using the
(o [RE HEQeRR S D0 ] 00058, per/ Us2008/ 053798
Clso agGaMCmEontTpé€men | ndex val ue at 50% of growth
Lphi bj t' icle control (C150). was
(0)1‘%@6%‘% °§'§g?gf|%g%5ﬁam{&15o = (O 11(0m), +
(Cm)Q@)Eﬂsﬁﬁf@cﬂnQ@)nd alg®@s0 of conmpound 1 in conbination
lﬁga alone (02 = EC50 of
€23 g%bof'%o %ntdﬁgpﬁgﬁag%A (Cm 2 = EC50 of conpound 2
(CmakdE, theoropaudndidaalpog ef f ect of NVP-LBH589 with either
a dual EGFR'HER2 inhibitor lapatinib or a EFGR

i nhi bitor gefitinib was neasured by the val ue
cofhe oernbioatiomefésct piONYP-LBEIS8 avitheeitser @Qu@hEQ%Rlbl{EeRZ inhibitor

Iapat&nrﬁgzcgk ngﬂ@tb%%fﬁgﬁﬁéshﬁeééﬁﬁ’ecﬁan o%ﬂ.@ dfltombination index (CI).

I ha T less t ne I ndicates
Cl valymef eiuahio aesndiaatesiadditivityeof e iocgamnouppa i enebination. Cl value of

less ﬁ%%%%%}_@%@ﬁgé g@@éém \évﬁérelé 23 GALE Sf Ql‘éaf@%eﬁ\ éhdglgaests

rat éner with [apatinib
antagonisrheAs-pregentsd 47 akled t@lomsrkl\/sp EBHPEY demanstrated F@Q@d synergy

with gag)gr{)rﬁn i3 HE%x aﬁﬁaﬁ%@ LBR- 3 éélﬂ§ g8 536ks dbgree, in MDA-MB-453

tion Wt Rinhibitor gefitinib that is
cellsnVitbien ltested ctomkindtion V\tﬂhéhﬁHEGER ipibjton gefitinib thais MUER fgs active in

the I-?J}gll‘%g'u AR N\/léq_éﬁés%céh w%d %‘d’é.?lée @ﬂé’ct Wé‘r%’n éﬁ@wm MB,-453 cells,

synergistic ef R-3 cells. In
and $@n@ synesisfid effe@t w@K BR-3 ellse mpm&qeﬂl"ne MRt th8f°°mb'"at°"a'
HE % At & KerBhib YRds ddditive adasdigsled by we @, value of
eﬁeﬁ[t\%gNggt ed BWVF"E‘ IB%?SO va g%ue Iof s1. Conbi nati on Iirl1dex °
1. Val ues at EC50 (C150) Cell Lines Genotypes NVP-LBH589
+ NVP-LBH589 + Lapatinib Gefitinib BT474 ER+/ Her 2+
0.4 0.9

Combination Index Values at ECso (Clo)

Cell Lines Genotypes NVP-LBH589 + NVP-LBH589 +
Lapatinib Gefitinib
BT474 ER+/Her2+ 0.4 0.9
SK-BR-3 ER-/Her2+ 0.38 0.6
MDA-MB-453 ER-/Her2+ 0.86 0.94
MCF-7 ER+/Her2- 1 1
Example 2:

Potent antileukemia activity of the combination of the heat shock protein 90 inhibitor
NVP-AUY922 and the histone deacetylase inhibitor LBH589 (panobinostat) against
human AML and CML cells

-48 -



SK-BR-3 ER-/Her2+ 0.38 0.6 MDA-MB-453 ER-/Her2+ 0.86
0.94 MCF-7 ER+/Her2- 1 1 Exanple 2: Potent
waaedoshie9kem a activity of the conbination of tPer/isans/053798
shock protein 90 inhibitor NVP-AUY922 and the histone
deacetyl ase i nhi bitor LBH589 (panobi nostat) agai nst
human AML and CML cells -48 WD 2008/ 100985
PCT/ US2008/ 053798 NVP- AUY922 is a novel
4, 5-di aryl soxazol e ATP-bi nding site heat shock protein
NVPIBUY 9228 noviehhiShrliaryisoxagialechT Praindisgesite diratwhock protein$i0t(hspo0)

ot . f i . t

5 R HBF 10 i 1 Bt QR 10 s pite e

- levelsad hbefithclishbpvoteins. dreatmepiovitnAUY 922 hag besnasiowntta gxert potent in
: vl | 0 . Lo A

virc 35 sy SR g R ShE QIR eecs

Presgehsindies demonsteate favaLty 933 slesetdprandently ndueaf resymulation of

Lati ! oi : )
G R0 R on AI0E. Ay TP Bhteb LRI 2L B4 ana o
phageisad te cfil ayble, with Foropoiitant dedine idhe patcentage v eelisie thenS phase of

ne )5y BE G 891y Bt St B AR ogp g o o s0
induckes apapiqris (OFEQ% of odist Bigee TMVjhis wad aseeriaipd pitb giepletion of FLT-3,
- BRY, B 0Kl U Sl B RS B M1 cone
In K562 tells drestmiotawith 50rd0@ nMaf AbTY 922 sippletest BersAbl rp-BIFAT1p-CrkL and

I / t ' - -
AT SEE AR O, thf Bud et s sown
by inhibitirighistae HeahetdasedpEIND S, the BU-HDACInhibitar|LBH58@IRduCes
acetf @ 3P pRRHER 5 025 RRoE Witon MoUig, Al dehiin ofynmutated o
mutarBfEE8 of Bausbls as el ag oheRahaah4KIT i CHIL: ¢aip. loftheisiesent studies we

semEAARFE FAF b YOSkl 8 th PS50 P20} 55 B8 Sho 5 ) ause more
depletidRedf FhileB, ASTATS @M AKEland synergistieallyinsiisad apeptasie of My4-11 cells.
- N
s SR S0T5 PP RS (A aipor
deplgticBTAESr-Abl PAKTAER ¢-Ch@nd iAKT andl sypergidlicalbingyesst apsiptosis of
v I JL | , < Tre N4S)
e i85 SR ok ) SR ot FR522
LBHE8Daleo !cgu\s_e@ifmg@rc_le,mﬁtipn of mﬁpggpiclglly;pmew yRmutaigd Ber-Abl, mutant
Bor-AYEEEEK Shd Bé#-ABlTBW&E%TR’PQ@J-g L?F-QTKT, K¥68. £k ad Byhergistically
i sobol'ogram anal yses; Fi gur . Tnportantly, '
inducast apaptasieceftBaiidt dellawith e unmutatedia due autant fams & BebAll- Finally
co- I R AR S RSB ARY BB N itrersgen
alon@irs‘upmg:imm@;m,sarpplp\gwd fveimatingpsreffactorya grimary CML samples (Table
] ! : e :
5 TOHEP T 3L% ol O bIpien Ao e i ol
syneggistior antitewkemiaadtivityragairst hgman Adfisaed eMise@lsnor e | oss
of cell viability than either agent
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al one in four

primary AML sanples and five

imatinib-refractory, primary CM. sanples (Table 5).

wa b@saoiss vitro studi es show t hat the conbi nat PONYUST008/053798
AUY922 and LBH589 exert

activity again

synergistic antil eukem a
st human AML and CML cells. -49 WO

2008/ 100985 PCT/ US2008/ 053798 Table 4 W4-11 and K562

cells were tre
this, cells we
Tabledl |

ated with AUY922 for 24 hours.
re

Fol | owi ng
stained with propidiumiodi de and

cycle status was determ ned by flow cytonetry.

e SRRl DROTSAN ARl AL Pl oo were

stambd @éth (peopidi®D iIGlidS am? call cydgstatus Wrasdetareihe@ydionocyiometry.

o G 0. RS, ST o ot o

30.16+0.39 6.3

Q QO.1+9 A1 [y

o YaW|

0+0.92 20 nM AUY922 85.71 2.14

UT JO T2, 71 J. JU

ddlidand26 K56
<hi53 20

8.54+1.16 50

, .67 25
Ubltredfted. 07 -5
Tabl e 5 Periph

5mMMAU¥922ent s

1 EMCAIERZE o

20 AV ALY g227bi n

uptake in a h
5QBMcALY922 of
conpared with

[ n_@gs l oss o
Untreated
20 nM AUY922
50 nM AUY922
100 nM AUY922
250 nM AUY922

o W A | [l a AN _ALNOOD 2074 1 e a4=7
U. L JU 1TV AOTIZZ 1TI9. 0971, 1O O. &4/

D Untreat ed 30. 88+0. %obeell83+0. 35

o_0On
<. oU

TVITAUYYZZ 51.04+5. 11 60. 41 Z. 01

M ASDRR 61. 42+5. 30834. 14+5. 01 G2/M

nM AUY922 58. 30+2. 87 19.97+0. 31

D NnM AUY922 58.10+4. 47 20.47+1.54

D \603.00890.520985 P05 IR.A68/ 0537&.87 + 0 60
cral bl ood or bone marrow from

w223 Fdh8dd wi th1-¥he 04%di cat &103&%&4
pr és%lﬁﬁglb?@f 48 fl? 6% 0.8aen, hé‘?3p+092
non- viable cel or‘ each drug al one
At 8507 verk1det er m 8198 H2.41r ypan 5I30et+ 0.71
enocyt oneter. Val ues represent the

ho79v5ath k18el | s &4 8A contl.B6gn126
untreated cells. AUY922 and/or LBH589
f viability of primary AML and CM. cel ls

30.88 + 0.84 59.28 + 0.35 9.83 +0.53
31.04 + 3.11 60.41 + 2.01 8.54 +1.16
61.42 + 5.30 34.14 + 5.01 4.43 +2.78
58.30 + 2.87 19.97 + 0.31 21.73 + 2.67
58.10 + 4.47 20.47 + 1.54 21.38 + 3.07
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% non-vi able cells Sanple No. 20 nnol/L, 50 nnol /L,
20 nnol /L, 50 nnol/L, 50 nnol/L, Untreated AUY922
WORNMSAMIRBHS89 AUY922 + AUY922 + LBH589 LBH589PCTINE2H88/053798

14.7 29.1 33.6 43.3 43.1 51.7 CM#2 6.1 9.6 13.9 21.4

23.0 29.9 OCM#3 3.0 21.1 25.3 47.8 61.0 64.0 CM#4

9.0 30.5 32.8 37.6 41.7 42.4 AM.#1 3.6 38.8 45.1 80.7

81.9 83.8 AM#2 11.6 54.0 58.9 54.7 63.6 67.2 AM#3

9.5 40.1 42.7 46.3 43.0 48.0 AM#4 10.3 43.2 50.0
Tabl®8.8 58.7 60.3 AM#5 9.2 32.1 27.7 61.8 71.7 76.6

AML#6 2.4 11.9 21.4 17.8 25.6 35.9 AM#7 10.2 70.1

70.9 56.7 80.6 92.9 CD34 enriched Normal 12.7 30.8
Peripghkrd bR®d3r 2né nBfrod fradD3HLMic end § AN patisDtsngers) tneatesbwith the

.. PCT/ US200 ' ' | Shar-
ndicagRSoRGT PAC L2 sy SnenAeR (8 P Rs) Thortindperopripgs of non-
viablétcelisdfor eschydinug elldmel dr dawp ¢amalinagtonydére deteyinjned by Arypan blue uptake
. 1.de; '
o GRERSRALER A0 BBesEPo el GRS Sl i goo
conditionais cABiparethwith timtreatéd cellan

adenosi ne-ki nase-inhibitor; iii. an adjuvant; iv. an

adrenal cortex antagonist; v. AKT pathway inhibitor;
\ an al kyl ating agent

AUY922 andjlor LBH589 induces loss of viability of primary AML and CML cells
% non-viable cells
Sample No. " 50 " 20 nmoliL, 50 nmol/L,
Untreated i%r\‘r?;z'  Suvers fg:';‘g"-’ AUY922 + AUY922 +
LBH589 LBH589
CML# 14.7 291 33.6 43.3 431 51.7
CML#2 6.1 9.6 13.9 21.4 23.0 29.9
CML#3 3.0 21.1 25.3 47.8 61.0 64.0
CML#4 9.0 30.5 32.8 37.6 aM.7 42.4
AML#1 3.6 38.8 45.1 80.7 81.9 83.8
AML#2 11.6 54.0 58.9 54.7 63.6 67.2
AML#3 9.5 40.1 42,7 46.3 43.0 48.0
AML#4 10.3 43.2 50.0 53.8 58.7 60.3
AML#5 9.2 321 27.7 61.8 71.7 76.6
AMLi#6 24 11.9 21.4 17.8 25.6 35.9
AML#7 10.2 70.1 70.9 56.7 80.6 92,9
CcDh34
enriched
Normal 12.7 30.8 31.6 23.3 32.3 30.4
CD34+ cells
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vii. an angi ogenesis inhibitor; wviii. an angiostatic
steroid; ix. an anti-androgen; X an anti-estrogen;

wa\200an0@83 i - hyper cal cem a agent; xii. an antiP¢BUR®N$/GS3798

conmpound; xiii. an anti-netabolite; xiv. an
anti-proliferative antibody; xv. an apoptosis
i nducer; xvi. an ATl receptor antagonist; xvii. an
aurora kinase inhibitor; xviii. an aromatase
inhibitor; xix. a biological response nodifier; xx. a

Whaisgidimedhsinat e; xxi. a Bruton's Tyrosine Kinase (BTK)
inhibitor; xxii. a calcineurin inhibitor; xxiii. a

1.

Call dinflsasstiohlofd nhi bitor; xxiv. a CD45 tyrosine

phosphat ase i nhibitor; xxv. a CDC25 phosphat ase

i nia)bNthydroxy3H4-[[[2-(BwR3HvE- 1HAhd &) 3-W)-gthycamino]math@iipbenyl]-2E-2-
ki nase inhjbitor; -52 WO 2008/100985 PCT/ US2008/ 053798
xxx?fqple.narg'dceoﬁﬂ und targeting/decreasing a protein or

I gyd ok& RRSRor@ GiHaYrthhoeudiEalfy 4utiod @bBnt8TseldcRiddfrom the group consisting
phosphat ase activity, a further anti-angi ogenic

cofPpound or a conpound which induces cell

di { f ereghisieg MRibRbECESSES; XXiX. a controlling agent

for regulating genistein, olonucine and/or

t yiphos 8nasenosingckingse-pBIbEeKk ygenase i nhibitor; xxxi. a
CRAF ki BAS@jUvARE bitor; xxxii. a cyclin dependent

ki nase inhibitor; xxxiii, a cysteine protease

i N bi t 8P:adtengl gortex ankgganistier cal ator;  xxxv. a DNA

st yand hkgaiethway inhibitor;

Vi. an alkylating agent;

vii. an angiogenesis inhibitor;
viii. an angiostatic steroid,;

iX. an anti-androgen;

X. an anti-estrogen;

Xi. an anti-hypercalcemia agent;
Xii. an anti-leukemic compound,;
Xiii. an anti-metabolite;

xiv.  an anti-proliferative antibody;
XV. an apoptosis inducer;
XVi. an AT1 receptor antagonist;
xvii.  an aurora kinase inhibitor;
xviii. an aromatase inhibitor;
XiX. a biological response modifier;
XX. a bisphosphonate;
xxi.  a Bruton’s Tyrosine Kinase (BTK) inhibitor,
xxii.  a calcineurin inhibitor;
xxiii. a CaM kinase Il inhibitor;
xxiv. a CD45 tyrosine phosphatase inhibitor;
xxv. a CDC25 phosphatase inhibitor;
xxvi. a CYP3A4 inhibitor;
xxvii. a CHK kinase inhibitor;
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XxxXxvi. an E3 Ligase inhibitor; xxxvii. an EDG bi nder;
XXXViii. an endocrine hornone; xxxix. conpounds

WO 200840098%), decreasing or inhibiting the acti vPCTUS$008/053798
the epidermal growh factor famly; A an EGFR, PDGFR
tyrosine kinase inhibitor; xli. a farnesyltransferase
inhibitor; xlii. a FIk-1 kinase inhibitor; xliii. a
compound whi ch targets, decreases or inhibits the
activity of FIt-3; xliv. a gonadorelin agonist; xlv.
a &vyic 0 genomppunt tasgetiigrtesteaging@INElein erHipist kingse ackivity or a protein
a hepar R L Qi b VL | : '
Cr oat meaf 15§ POk Blgs8 oty b ot BF 2R ERYRE cdMod e or a
hi st one cdmaoend/whisk inddpACeli differpntiation pradegsesa HSP9O

i nhibitar - _ . . S
g | 8 conbolil aydff 16ttt taiin bl GRS ARYB! Gbnostins
i ngxp.i naroyclepxygenase ipbibiter; ki nase i nhibitor; liii. a
c-Jun Nt 0 seﬁhl’ﬂ@ﬁcﬁ‘ (JNK) kinase inhibitor; liv.
a mer of Ubul e bin I'ng agent; Iv. a Mtogen-activated
pr &xdi n a(dyplr) dépendemt-kindse inhikitor;  1vi. a MDMWVR
i npLBitar, i ARl bitor; (viii. a nethionine
ammrﬂ)%)ﬁfnje%ﬁyét]aegﬂg g i"%éu tmglrb?{m’-ss VD 2008/ 100985
PCXutiis2aasiAsearedlatori x. a matri x netal | oprot ei nase
i nplhitQr {pALbitor; Ix. a nonoclonal antibody;
I XP).OR)H M%%%ds%ég {i nase-i nhi bi tor; Ixii. a p38 MAP
ki rese Bnik3diigase,inhipitdrudi ng a SAPK2/ p38 ki nase
i nDLpEt QL ; j L. a p56 tyrosine kinase inhibitor;
IXP)\(/)RA"agE’Eag{Ntn%%si ne kinase inhibitor; Ixv. a
phespiiaan éptogrimeinooho®s; ki nase i nhi bitor;

xxxix. compounds targeting, decreasing or inhibiting the activity of the epidermal

growth factor family;

xl. an EGFR, PDGFR tyrosine kinase inhibitor;

xli. a farnesyltransferase inhibitor,;
xlii. a Flk-1 kinase inhibitor;
xliii.  a compound which targets, decreases or inhibits the activity of Fit-3;

xliv.  a gonadorelin agonist;
xlv.  a Glycogen synthase kinase-3 (GSK3) inhibitor;
xlvi.  a heparanase inhibitor;
xlvii. an agent used in the treatment of hematologic malignancies;
xlviii. a histone deacetylase (HDAC) inhibitor;
xlix. a HSP90 inhibitor;
l. an implant containing corticosteroids;
li. a |-kappa B-alpha kinase inhibitor (IKK);
fii. an insulin receptor tyrosine kinase inhibitor;
liii. a c-Jun N-terminal kinase (JNK) kinase inhibitor;
liv. a microtubule binding agent;
Iv. a Mitogen-activated protein (MAP) kinase-inhibitor;
Ivi. a MDM2 inhibitor;
Ivii. a MEK inhibitor;
Iviii. a methionine aminopeptidase inhibitor;
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| xvi. a phosphatase inhibitor; Ixvii. photodynam c

therapy; Ixviii. a platinumagent; Ixix. a protein
w@bmspbmsase i nhibitor, including a PP1 and PP2CT/US2008/053798

i nhibitor and a tyrosine phosphatase inhibitor; [|xx.

a PKC inhibitor and a PKC delta ki nase inhibitor;

| xxi. a polyam ne synthesis inhibitor; Ixxii. a

proteosonme inhibitor; Ixxiii. a PTP1 B inhibitor;

| xxiv. a protein tyrosine kinase inhibitor including a

SRix.f arrial patriy masialieerateinasssinhipbiter (IMMRrinhibitasy k t yr osi ne

ki pase iaﬂﬂb?&&l&{a;l aﬁtﬂ)%d?‘, JAK-2 and/or JAK-3 tyrosine
n

Kinase inhibitor; I'xxv: an inhibitor of Ras oncogenic
i stfi.or mer NGFRtyriosing-kinase-idiikitor| xxvii. a ri bonucl eoti de

reqict ase daiihPldmlise i ri'Bit’é lihdiudi SUAPKNIBRGRRE ibtibitor;
el gﬁgat %Spn 8|n'{rh1{g\|p.bk:it(.)r ;In Ixxm %rﬁgs adenosyl net hi oni ne "’
deddir boraypagstgrosinkikiniaseinhibitogxx. a serine/ t hreoni ne

K RASe I bBFRYmshy Kifase fiigPOUNd whi ch tar gets,
decreases or I nni E)I ts tﬁe_ activity/function of

sebivne/ @arphosphatisylirpsitolid-iaase, inhikkadi i . a somatostatin

re tor, DL ShhibitbXXxiii. a sterol biosynthesis

[ nﬁ{egi tgr@%?%gx% V& T el omer ase i nhi bi tor; Ixxxv. a

t opwii.sopbptedgnamikitigrapl;; | xxxvi. tunor cell damaging

ap achesatid dr- @ nmonocl onal antibody of VEG- or

VE & Ie%?&k\?ﬁlgd I-Q/EGFR_ tyrosine kinase inhibitor; and

- 5IiXND 2008ty esBh#taTy BRI08/eERINgg PPLarfl £P24npikgcand a
i nhi bit rbsiﬁé‘@h@sﬁﬁ%&%rﬁwiﬁiﬂ%ﬁr eof ; for simultaneous,
concurrent, separate or sequential use in for

pr xent iarigK®@ inhibitepandhg PKCodeltai kinasginhikitali sease. 2. The
Copl] NaLI AGROLAHES Rnfhat M 1. wherein the one or
nmore pharmeaceutical ly ’

Ixxii. a proteosome inhibitor;

Ixxiii. a PTP1B inhibitor;

Ixxiv. a protein tyrosine kinase inhibitor including a SRC family tyrosine kinase
inhibitor; a Syk tyrosine kinase inhibitor; and a JAK-2 and/or JAK-3 tyrosine
kinase inhibitor;

Ixxv. an inhibitor of Ras oncogenic isoforms;

Ixxvi. a retinoid,;

Ixxvii. a ribonucleotide reductase inhibitor;

Ixxviii. a RNA polymerase Il elongation inhibitor;

Ixxix. an S-adenosylmethionine decarboxylase inhibitor,

Ixxx. a serine/threonine kinase inhibitor;

Ixxxi. a compound which targets, decreases or inhibits the activity/function of
serine/theronine mTOR kinase;

Ixxxii. a somatostatin receptor antagonist;

Ixxxiii. a sterol biosynthesis inhibitor;

Ixxxiv. a telomerase inhibitor;

Ixxxv. a topoisomerase inhibitor;

Ixxxvi. tumor cell damaging approaches;

Ixxxvii. a monoclonal antibody of VEGF or VEGFR;

Ixxxviii. VEGFR tyrosine kinase inhibitor; and
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active agents are selected fromthe group consisting
of an anti-netabolite; a CYP3A4 inhibitor; an
waedosAmoed | ferati ve anti body; a controlling ageet/u$mns/053798
regul ati ng genistein, olonucine and/or tyrphostins; a
cyclin dependent kinase inhibitor; an EGFR, PDGFR
tyrosi ne kinase inhibitor; another histone
deacetyl ase (HDAC) inhibitor; an HSP90 inhibitor; a
m crotubul e binding agent; a polyam ne synthesis
i nixikkt @RANKIpinbtb#osone i nhi bitor; a protein tyrosine
and E!nﬂfaﬁ?e ﬂhQLEoE f{>r°£.mhﬁ‘é‘14§§£ ’s%n@urﬁe%(t: gHté( of ¥ é/ cﬁl@-h{’ﬁ use |n for
inase in yrosi ne |nase tor;
prevemtinglorttesatiod ama@lfefatt,\@ghma@el sof orms; a st erol
bi osynthesis inhibitor; a topoisonmerase inhibitor;
2. angn@ mhxhdisn %&? to Glaint™ "ThdHA (RE oRE SVﬁBFéhﬂ%rﬁlraceutically
treafi'ng a proliferative di sease conprising
activemgbntsare salected dfomuihagreup @ingisting of an anthaetabplitgda 6 P3A4
inhib, ra'amt?%tl 5\°§|ﬁér§h&é érnﬁo%q éofn%mh%g eftiiGE23Raliy gﬁ‘é‘llsqghegiomucme

cancer ["anoma r-an cancer,
and/orahymepgtlmacnyelmdecpeod@rdérnasermmm anereliR, PD@ERde@émlklnase

mhnbﬁgrnrr%ﬁé@tef @lﬁ@bﬁ%@?&?&lﬁ%ﬁ@%@ib?&d fﬂ?@?gmﬁ% a 511cr&ubule

bindig iagelol; apojanine $ypttiesisrinimbifarea nsqtqqmawnn"bm 2 protein tyrosme

kmaQJ BR%R%QG né‘gcﬁl&@}ang@%lr%mg%n%sgW%Feaué)}kct?}ds)he kinase
agen ect he ‘group consistin

Inhlbttalx enénhabitoPobHBas bacdgesickgaderoish aeﬁergléowsyaﬁ@@usnnmbltqma

topoioefis t.mb@o‘?qﬁr{ﬂ Phidiitnerebt c€at annol ; ket oconazol e;

oxorubicin ast uzunmab, Lapati ni b, Gefitini b,
Docet axel, Gentitabine, Erlotinib, Carboplatin,
3. oAa\ﬂ@hQCIbOf Rreventing or Heatmzeerollfemtwe disgase P%fBPrr'ﬁéng the combination
4B, Sunitinib, fluorouracil, I|eucovorin,
accooxa?ﬁp atin, Cetuxinmb, paniturmumab, irinotecan,

rituxi mab, penetrexed doxor ubi ci n, temazol am de
4. et Blp,e,mempd of Claim 3, wherein the proliferative disease is selected from breast

cancgf' LT%I%Un% (bvgnér?cam%bhl%{l_céné@rMMPédﬂc%ab{éeTPrh?éWﬂnanaﬁ@ér

in-4- am noj - benzam de
colomc @ﬁr@ﬁw@%cwmymeﬂm%a&%ﬁ@?mﬁn@r[1 met hyl -
(2-met hyl -thio-thiazol -4-yl)-vinyl]-4,17-di oxa- blcyclo
5 [ 14.cdmBln2@eh aglecane- 5, 9- di one (ABJ879) Centi t abi ne;
Genti t abi ne hydrochl ori de; Thi oguani ne; Hydroxyurea;

t r G tNehydrely-3{[4-{[[2% 2 methyhiti-insioberyhzathy]- qmgnlo}re@thy]pjﬂenyll -2E-2-

Pﬁ%é%%rol o[ 2,3 -55 WO 2008/ 100985

d] @y Ldlrfel dilnﬁtmé lphaintHdauticanl ]aclﬁ\(ecﬁge'hts)fmtxéd fbithe gRlip@nsisting of
-chl or

| sty FbRARRs KB orRlent daatiibr gy 12 HRPYiEeBRios AHCL

( 4picesthniali RetoddERYIE;) ddX8rubicin; Trastuzumab, Lapatlnlb Gefitinib, Docetaxel,
gyé%%:qga%}n%ﬁgﬁymgl - geﬁa{mn o aQenlbyégcar azme azam%ldme Qemtablne

PYBERIcRLIAaB; Slifirib fﬂudrdlﬁtadlerduttmdrms%xallpmh i Céthximab,

negarlltﬁgn%ma&)r %ﬁgtleégm'l?uxnr%gg_pemeqroexed deoxorublcm temazolamide,
etoposide; 2-[5-chloro-2-(2-methoxy-4-morpholin-4-yl-phenylamino)-pyrimidin-4-
ylamino]-N-methyl-benzamide; 7-Hydroxy-8,8,10,11,12,16-hexamethyl-3-[1-methyl-2-
(2-methyl-thio-thiazol-4-yl)-vinyl}-4,17-dioxa-bicyclo[14.1.0]heptadecane-5,9-dione
(ABJ879); Gemcitabine; Gemcitabine hydrochloride; Thioguanine; Hydroxyurea,
trastuzumab; {6-[4-(4-ethyl-piperazine-1-ylmethyl)-phenyl]-7H-pyrrolo[2,3-
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I ndi rubi n-3' - nonooxi ne; gefitinib;
i ndi rubi n-3" - nonooxi me; HC Toxi n; Docet axel ;
wdamBilem@sel ; epot hil one derivatives; epothil onECBUS2008/053798
Epot hol i ne A; trastuzumab; bortezom b; Vel cade;
L- 744832; 6-thi oguani ne; 5-FU;
5-(2, 4- D hydr oxy-5-i sopropyl -
phenyl) - 4- (4- mor phol i n- 4-yl met hyl - phenyl ) - i soxazol e- 3-
carboxylic acid ethylam de; CYP2D6; gi matecan;
10d]pydmndmpwamptre4 Mléc(RrHaw@nalt@hxdhammeefﬂo@d@nomenww gyridin-4-
f Ui Rt
se g‘h‘:ég (Iephﬁ\ggagfﬁ e¥§ %Fqn?é @K?%'?f@ﬂ? 4}3298)‘9% {4 tgﬁ butyl-phenyl)-94
t rpmdlmg yanghmlhscﬁcemwﬂumﬂeyl)dam@astmatlolb Aammnwécpr@ﬂyl -7-cyclobutyl-
t I ratd g : T
%r?@&?%d]?kru%irdﬁ\% clerﬁg ﬂ/eg |mgg§%rrgt%§g\éa??,g+a%ﬁﬁalﬁma& Isg-Olomoucine;
Thmdrrebuheﬁ}nmno&meng@‘;tnmmmdeuhntarmq@poximeHé}thxm Docetaxel;
di
nggc?\g Xel: eﬁ%ﬁ‘lﬂgﬁé Sgl\fa't' g[‘)gtﬂﬁéne Igat%%‘?cﬁ%lgg?\é?g%ﬁurr
cahmmz,omllu;()!ema&iet la-l74é&32: @I‘thIOQEmne dalnded-(2, 4-%@@%&5 ISOPFOPW-

SR UERCEADERope o BERAE ot §2Us SUBRRSIM A ctyiamice
H- CiveaD63giylatecanhi0-hydinkyreinptathgdin perialel splt2etoposide; and a mixture
ﬁ%?&%r?opg Uﬂgli%&g) cémﬁrr%ﬁﬁ %'%fa‘?at@l?)% 'ﬂél’ Lfs%llh Yor g{eventlng or

Ve agen ect éd roup consi sting
. treatingCGhpriotiflerdlive diseasé.. an
adenosine-kinase inhibitor; iii. an adjuvant; iv. an
6. aqﬁ%ﬁ]&hofgwrg?erﬁl% %99@51%{9 a P%iife%@e%eﬁ@@ﬁohﬂmiﬁé {rfef sombination
vi. an a ati ng”agent . an angi ogenesi s
according toi €laim 5. viii. an ang| ost atic steroid; ix. an

anti-androgen; X an anti-estrogen; -56 WO

20984 E{%@r%%%f R SR 9%7%Ilfefétlvéﬂlsease is selected from breast

anti - perca cema agent; Xil. an anti -| eukem ¢

cancep mrianma, oypfian canseniyng cﬁ@@q;b@qr]c[%atlc)@iaoceramyeloma cancer,
colordBal caHcRl IrE@412bAE, HRPLIGAY and colon cancer.

8.

A pharmaceutical composition comprising:
(a) N-hydroxy-3-[4-{[[2-(2-methyl-1H-indol-3-yl)-ethyl]-amino]methyl]phenyl]-2E-2-
propenamide; and

(b) one or more pharmaceutically active agents selected from the group consisting

of:

i. an ACE inhibitor,;

ii. an adenosine-kinase-inhibitor;
iii. an adjuvant;

iv. an adrenal cortex antagonist;
V. AKT pathway inhibitor,;

vi. an alkylating agent;

vii.  an angiogenesis inhibitor;
viii. an angiostatic steroid,

iX. an anti-androgen;

X. an anti-estrogen;
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XV. an apoptosis inducer; xvi. an ATl receptor

antagoni st; xvii. an aurora kinase inhibitor; xviii.
wa@eoanays: ase i nhi bitor; xix. a biological responss2008/053798

nodi fier; xx. a bisphosphonate; xxi. a BTK inhibitor;

xxii. a calcineurin inhibitor; xxiii. a CaM kinase |1

inhibitor; xxiv. a CD45 tyrosi ne phosphat ase

inhibitor; xxv. a CDC25 phosphatase inhibitor; xxvi.

a CHK ki nase inhibitor; xxvii. a CYP3A4 inhibitor;

xxxii ii.

an aotHinypencalcemiagagentig/ decr easi ng a protein or

Ld ki H%@ﬁlé’lﬁé %Eéfn&ﬂ%na protein or lipid

%pha?a

utt her anti-angi ogenic

compoundn@ntlmetebnhrmund whi ch i nduces cell

difi(/ere
f of reg

gﬁgﬁ ?&lfé)rgf?\f:eeasrﬁ%& XXix. a controlling agent
9

genlsteln %I oruci ne and/ or

t yxphosanmppptosisindugeycl ooxygenase inhibitor; xxxi. a

EIRQ\ESQ nﬁz\ rFor&brta%a e .’I i. a cyclin dependent

a cysteine protease

i nRvibi ten,aumrmkmasalribitlkor ntercal ator; xxxv. a DNA

strand
xx RV

XX XXX .

thg act
A *%n E

.gé%?%é%? ﬁ)Ytbr an E3 Ligase inhibitor;

XXXViii. an endocrine hornDne
acbiqjogicaises*.mngemodgler,decr easing or inhibiting

Vit .epidermal growth factor famly;
é\éﬁp}gﬁ%ﬁgﬁyr osi ne kinase inhibitor; xli. a

f akxiesy btBTahishibitase 1 nhi bitor; -57 WD 2008/ 100985

PCT/.US2

XXii.
xxiii.
XXiv.
XXV.
XXVi.
XXVii.

XXViil.

XXiX.
XXX.
XXXi.
XXXii.
XXXiii.
XXXiV.
XXXV,
XXXV

XXXVii.

XXXViii.

XXXIX.

xl.

xli.

Q08( DRI Rnigioli - @ FI k-1 kinase inhibitor;

a CaM kinase Il inhibitor;
a CD45 tyrosine phosphatase inhibitor;
a CDC25 phosphatase inhibitor,;
a CHK kinase inhibitor;
a CYP3A4 inhibitor;
a compound targeting/decreasing a protein or lipid kinase activity or a protein
or lipid phosphatase activity, a further anti-angiogenic compound or a
compound which induces cell differentiation processes;
a controlling agent for regulating genistein, olomucine and/or tyrphostins;
a cyclooxygenase inhibitor;
a cRAF kinase inhibitor,
a cyclin dependent kinase inhibitor,;
a cysteine protease inhibitor,
a DNA intercalator;
a DNA strand breaker,
an E3 Ligase inhibitor;
an EDG binder;
an endocrine hormone;
compounds targeting, decreasing or inhibiting the activity of the epidermal
growth factor family;
an EGFR, PDGFR tyrosine kinase inhibitor,
a farnesyltransferase inhibitor;
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xI'iii. a conpound which targets, decreases or inhibits
the activity of FIt-3; xliv. a gonadorelin agonist;
wokaos/ 180968 ycogen synt hase ki nase-3 (GSK3) i nhi BCT/082008/053798
xl vi. a heparanase inhibitor; xlvii. an agent used in
the treatnment of hematol ogic malignancies; xlviii. a
hi st one deacetyl ase (HDAC) inhibitor; xlix. a HSP90
inhibitor; 1. an inplant containing corticosteroids;
li. a I-ka pa B-al pha kinase inhibitor (I1KK); lii. an
i il nafé‘%éyﬁtfﬁﬁetrwmgfne kinase inhibitor; liii. a
C- N NaBRfpolAd whlcﬂ@&@et@%@reé@e@%?ﬁwlm@'tﬁé hétivity of FI.3;
a mcrotubule binding agent; Iv. a Mtogen-activated
pr Yivei na @OARYORIMAZAUStnhi bitor; Ivi. a MDMR
| nlyi, bi t giGiydogleh syﬁ'th&@%héﬁy BiGOK3) ibNbitdr; @ met hi oni ne
amnopeptldaselnl bitor; lix. a matrix
mexldi | ophepaianaseinhipHen | t or (MWP) inhibitor; Ix. a
MR ! OQﬁlag@ﬁ‘ttdsge‘ﬂytheHP@atméhtN@ﬁ&natol :glc mali I:g;nancieS'

tyrosine-kirnase-inhibitor; |Xii. ki nase

i nKVibi t ahistenecdensetylpss (Bﬂﬁ@lmokl nase i nhi bi tor;

I Xjjiy - 8 HEEbd MhiBRérne Kinase inhibitor; Ixiv. a PDGFR
tyrosine kinase inhibitor; Ixv, a phosphatl dyl i nosi t ol
3- ki nasan impiap; qogtaining QW'CO%erBﬁésphat ase inhibitor;
IXyii. pheh ﬁéfﬁ%ﬁé I&rli‘@s"earﬁ}ﬁbltor( Khii. a platinum

agent; IxiXx. protei n phosphatase i nhibitor,
i Nl udi AY '%UPJPH?C&HW begsinelkinase iBRIbERTE &  tyr osi ne

phﬁfs‘phaéﬁsﬁm'N‘-&lrmlr{a@klnaéé( INK3 kiRiSe irfhibitelt or and a PKC

ta kinase inhib xxi. a polyanm ne synthesis
i nky. bi t amicroubile biding ag&Msone i nhibitor: Ixxiii. a

PTR1 B LRiidgehRkiivateBprotein (MAP) kinase-inhibitor;
Ivi. a MDM2 inhibitor;
Iii. a MEK inhibitor;

lviii. a methionine aminopeptidase inhibitor;
lix. a matrix metalloproteinase inhibitor (MMP) inhibitor;
Ix. a monoclonal antibody;

Ixi. a NGFR tyrosine-kinase-inhibitor;

Ixii. a p38 MAP kinase inhibitor, including a SAPK2/p38 kinase inhibitor;

Ixiii. a p56 tyrosine kinase inhibitor;

Ixiv. a PDGFR tyrosine kinase inhibitor;

IXv. a phosphatidylinositol 3-kinase inhibitor;

Ixvi. a phosphatase inhibitor;

Ixvii. photodynamic therapy;

Ixviii. a platinum agent;

Ixix. a protein phosphatase inhibitor, including a PP1 and PP2 inhibitor and a
tyrosine phosphatase inhibitor;

Ixx. a PKC inhibitor and a PKC delta kinase inhibitor;

Ixxi. a polyamine synthesis inhibitor;

Ixxii. a proteosome inhibitor,

Ixxiii. a PTP1B inhibitor;
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WD 2008/ 100985 PCT/ US2008/ 053798 | xxiv. a protein
tyrosine kinase inhibitor including a SRC fam |y

WO 2008400985 ki nase i nhibitor; a Syk tyrosi ne ki NnBGBUS2008/053798
inhibitor; and a JAK-2 and/or JAK-3 tyrosine Kkinase
inhibitor; Ixxv. an inhibitor of Ras oncogenic
isoforms; |Ixxvi. a retinoid; Ixxvii. a ribonucleotide
reductase inhibitor; Ixxviii. a RNA polynerase |
el ongation inhibitor; |xxix. an S-adenosyl et hi oni ne
déodu bexpyrbsere tyirodindokinase inhibitonincladisg piSS) familydywasine kinase

ki nase.inhibitaQr, .| xxxi.. c.Qn] g [ : . :
decr oadtOI 1 SN BIEE KnAeC BB Apdd JARc2 BB Sak:3 tyrosine
ser i ne/kirageadnhibiornTOR ki nase; | xxxii. a somatostatin
receptor .antagonist; | xxxiii sterol biosynthesis

i ﬁ?ﬂﬁvbi 2or'n 'B?%xg?iR\s?.s ONCPET S ?fggﬁs,i nhibitor; Ixxxv. a

t op@i. s@retiasid; i nhi bitor; | xxxvi. tunmor cell damagi ng

approaches: | xxXxvii . nonocl.opal anti body of VEGF or
VitbH, 3 REngleofide R?Eég—‘ﬁs‘?ilnﬁoét?ﬂe ki nas inhibitor: and
| Maseiiix .2 RNRANIKImeérase bietomgatiorainbibdionyi xt ure t hereof . 9.
The.pharmaceutical .composit| ording.to C aim 8,
wB9ET A REoshes Bre RS Uska PRt PERE: 2ol Ve
agent s asseginettheohipd kimasenirthitétogr oup consi sti ng of an
anti-netabolite; ,.a CYP3A4 inphibitor:. . .
o prsarmes B, a5 e b hibF e actidiyfiyngtion of
r eqgul atserigeffesrosihe mTOR kihesaici ne and/ or tyrphostins; a
cycli.n dependent. kin inhibitor; an EGFR, PDGFR

t g r?esoorﬂgﬂgggn r%"ﬁ?%’??ﬁtrg,abﬁ){%%t her HDAC i nhibitor; an
HBB&MI. iadtetul bimsynthesis mhibitabhul e bi ndi ng agent; a

pol yam ne, synthesis.inhibitor; a proteosone inhibitor;

a%ﬁ&lyt (ﬁntﬁ' ¥ 837 Wé%f}?rnase i nhi bitor including a SRC

f aoixly dtpposomerdsertsigitarnhi bi tor; a Syk tyrosine

ki nase .i nhi bi ; Lnhibi,tor of Ras oncogenic

i P98 &E’J‘%C%'t%rr“?)?ﬁ@ %@%/Hr’n%“téagi s inhibitor: a

t ;poivis @eoasaonal Antibddyrof VEGH er VEGRRUr e t hereof. 10. A
t hod Vi ' eating a proliferative

gﬁ?‘é‘ﬁ'&'ﬁ%ﬁ%?’(@%éR?‘ﬁ%‘”@?ﬂr’%ﬁﬁgpi on according to Caim

8.1xxxB9 a RANKL inhibitor;

and a mixture thereof.

9. The pharmaceutical composition according to Claim 8, wherein the one or more
pharmaceutically active agents are selected from the group consisting of an anti-metabolite;
a CYP3A4 inhibitor; an anti-proliferative antibody; a controlling agent for regulating genistein,
olomucine and/or tyrphostins; a cyclin dependent kinase inhibitor; an EGF R, PDGFR tyrosine
kinase inhibitor; another HDAC inhibitor; an HSP90 inhibitor; a microtubule binding agent; a
polyamine synthesis inhibitor; a proteosome inhibitor; a protein tyrosine kinase inhibitor
including a SRC family tyrosine kinase inhibitor; a Syk tyrosine kinase inhibitor; an inhibitor of
Ras oncogenic isoforms; a sterol biosynthesis inhibitor; a topoisomerase inhibitor; and a

mixture thereof.

10. A method of preventing or treating a proliferative disease comprising the combination

according to Claim 8.

- 59 -



WD 2008/ 100985 PCT/ US2008/ 053798 11. The net hod of
Claim 10, wherein the proliferative di sease issel ected
wo casiivenst cancer, mel anonmm, ovari an cancerPdTIONN008/053798
cancer, pancreatic cancer, nyeloma cancer, col orectal
cancer, renal cancer, |ynpohoma and col on cancer. 12.
A pharmaceutical conposition conprising: (a)
N- hydroxy-3-[4-[[[ 2- (2- et hyl -
Hindol -3-yl)-ethyl]- an1|no]nethyl] phenyl ] - 2E- 2-
11. pr 3pemathateof Glaich {&)whenein dhe profiferathie disgesruisselested from breast
t I
candil i EnGHE RS ool g fber Fadti R RO, FiybRaancer
colotettnl damaenyrenaeanterelymgchoma@ind saloasaoter. ket oconazol e;
doxor ubi ci n; Trastuzunab Lapatinib, Gefitinib,

12. sorjff iy Ceu(%l'ecar t@zgﬂtl&?coﬁ |é?ﬁ ni b, Carboplatin,

I ne C|t ‘di ne, decitabine,
Bey#)CNzyarixy-3uH[[2- (D ivethyi-H Hdnsk3ag)-éthyll-amtrmiraethyl)phenyl]-2E-2-
oxal i pl at L, tuxi mab, pani tumumab, irinotecan,
r| PIRPeRAB9Cpd et r exed, doxorubicin, temazol am de,

0
uticall actlvea ent selecte from the group consisting of
§|1Fﬁj§rrrgorf p(h f rmac% % y %orf 1 ? gampn g

;axptgre;. Rfoqarbgzlmmmdﬂoc pan\tha%d%thylspermlne JHCL
7 BYC@E\E%%OISh&oé&ha%alelﬁo)goﬁut??ﬁvI 3 ﬁﬁ]y_um§b [L]apﬂﬁlﬁ‘yéef%mbl Docetaxel,

I azo 17-di oxa- bi cyc
[ 1Gemaiphingt Ertpdinign 6a5>0912émomafeo BQ%‘)aer@e AEaGitiding éﬂec'tab'“e

Cegg l,éémm% RY, ARG MIrb&iGcil, TRUCBIOHH bRSipI R IE SN 422

t t
{ gggmfﬂmhmnoﬁﬂoeer rtpximabl pgmetEaxed] JoxoRdigin, temazeiamids,

g?%t;?ﬂgﬁld?j’l 2n y?hll%o d2 (2- methOj(y-4 mgrpholln-4 yl- phen%/lammo) pyr|m|d|n-4-

5 ylgnmthqmgﬂwkperg.ang%ﬁdmey -8,8,10,11 1y2 16- hexamethyl -3- [1 methyl -2-
f)g ﬁmﬂénﬁ%e 'vm -M ﬂ&.btaaub ic§EI8PAY! 1) 0]hEt5aEN8-539-dione

c hKAdNﬁJBh @rwmqltapwepéemsntabm Wolmh*mdemﬁh'ﬁa%mnqa Hydroxyurea;
ylr%st?%ﬂrﬁ&; isﬂzf(ﬁtg%t}m?n&ﬁgerﬁngqgﬁrﬁethyl) phen¥]] ~7H-pyrrolo[2,3-

i Soqul Nol |
n Q}py[lt)ldlaﬁyrﬂ'@ldlnr% (R4 phg.n&lmthyj)—amlne 5-(2,4- Dlhydrgxy-S isopropyl-

deph@’% i v74 ﬁﬁﬁh@hﬂhlﬂm&}ﬁ{n[ﬂieﬂp@,s&g}@y 3165}536(9% acid ethylamide; (4-

es, y trastuzunma

| s@hlgowhmwoﬁpyw%ﬂrmﬁww@hthﬂ%w r¥eamiger(PTKFAS D, BAY 43-9006;
ﬁfeﬂbd I%henﬂP@QPWdﬁA ﬂiﬁefﬁ?%ééﬁun@ﬁeﬁﬂ)ﬁﬂmne imatinib; 4-amino-

Ita %Ot I lone derivatives epot | one
Ep&uohgnylﬂecymo URBYTIRREIIPHET S laTatves ERlBib Shesylate;

L- %ﬁégﬁﬁnatﬁ1§&®R>%%Blnaemdﬁu§h!-3 -nfenbexiie; @éfmﬂtbemnubm 3-

roxycanpt ot hecin acetate salt; et oposi de nd
m mOOP@'mPHé‘Pér@P('n Pacetaxeteltaaiitpxsh ep?@mwtfatwes Spothilone B;

tfe thBfhedA; Rra%mzbﬁ{aat baf?ez@h@@%rﬁ:agenmmm 6lthBguanine; 5-FU;
I nat1 on accordin daimi12.” -60 WD 20087 100985

P@NBQ@@IW@B@?QYB"O rowm&tmfw afetatesafh qtgposigfs apd @ mixture

thﬁ\epgoq_l iferative disease is selected from breast

13. A method of preventing or treating a proliferative disease comprising the combination

according to Claim 12.
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cancer, nelanoma, ovarian cancer, |ung cancer,
pancreati c cancer, nyel oma cancer, colorectal cancer,

wo enalioshcer, | ynpohoma and col on cancer. 15.P@I/De1008053798

14.

of preventing or treating a proliferative di sease
conprising a conbination of: (a)

l\l—hydroxy-3-[4-[[[2-(2- nmet hyl -

H i ndol - 3-yl ) -et hyl ] -am no] et hyl ] phenyl ] - 2E- 2-

pr openani de; and S)@ one or nore pharmaceutically
actThe@eiQ@‘lesClgm tveereip ghe prnbfegqfiwaﬁlsgaw%@mged fegm breast

canéer rﬁ@laﬁ&ﬁa S\VHriBh &8k erI ILung @éhcer, pancreatlc cancer, myeloma cancer,

nosi ne- ki nase-in or; . an adj uvant v, an

colow@taénamcaroneneb@aamrabwmob@ma amd CA|Q1F geacdway | nhi bi tor :

15.

of:

vi. an alkylating agent; vii. an angi ogenesis

| NI BLGE of pevbhting? tr%@@r‘nd@bﬁihfé?atﬁfeecﬁééa@e chﬁprlﬁﬂg a combination
anti-androgen; X° an antl-estrogen;

anti-hypercal cem a agent; xii. an anti -I eukem Cc

conpound; . Xiji,.

- Bt 2 A Pog Bl S Rigyohenyi 28-2-
I ngropehamide; andn AT1 receptor antagonist; xvii. an

aurora kinase inhibitor; xviii. an ar omat ase

i nk)beReer mszie><phaam5¢%4tléglly@ahve? ageyin selepigd fromethe group cogsisting
bi gphosphonate; xxi. a Bruton's Tyrosine Kinase (BTK)
inhibitor; xxii. a calcineurin inhibitor; xxiii. a

CaM ki n88AGE inhiPhi t or; xxiv. a CD45 tyrosine
phﬁspha%ﬁ%%ehé%élklh%e-lnhmﬁéf

iii. an adjuvant;

iv. an adrenal cortex antagonist;
V. AKT pathway inhibitor;

vi. an alkylating agent;

Vii. an angiogenesis inhibitor;
viii. an angiostatic steroid;

iX. an anti-androgen;

X. an anti-estrogen;

Xi. an anti-hypercalcemia agent;
Xii. an anti-leukemic compound;
Xiii. an anti-metabolite;

Xiv. an anti-proliferative antibody;

XV. an apoptosis inducer,;

XVi. an AT1 receptor antagonist;
xvii.  an aurora kinase inhibitor;
xviii. an aromatase inhibitor;

XiX. a biological response modifier;

XX. a bisphosphonate;

XXi. a Bruton’s Tyrosine Kinase (BTK) inhibitor;

xxii.  a calcineurin inhibitor;

xxiii. a CaM kinase Il inhibitor;

xxiv. a CD45 tyrosine phosphatase inhibitor;
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WO 2008/ 100985 PCT/ US2008/ 053798 xxv. a CDC25
phosphat ase i nhibitor; xxvi. a CHK kinase inhibitor;
WO 8100985 CYP3A4 i nhibitor; xxviii. a conpoundPCT/US2008/053798
targeting/ decreasing a protein or |ipid kinase
activity or a protein or |ipid phosphatase activity,
a further anti-angi ogenic conpound or a conpound
whi ch i nduces cell differentiation processes; xxiXx. a
controlling agent for regulating genistein, olonucine
angwor aGQREEsphasphatageiohibiotycl ooxygenase i nhi bitor;
XXXi . a ki bkphibitor; xxxii. a cyclin
deﬁ‘ﬁdeﬁ?ﬁ%gkgéggﬁﬁﬁh ftor; xxxiii. a cygteine
pr eviiase GYRAAN inlbibitorkxxi v. a DNA intercal ator; Xxxxv.

a DNA str : L L i nhi bit-or - .
ot 258 BaRh o 8 ing Yhrbrd raBEAc I Sior o protei
XXXi X. ooligidphoksphatasg atlivity, a tistheeanti-angiegeninearppalinder a

the actiyij of  t.he. enide : famly;

A. an E@@gmgrt%‘?gé%n%ﬁ%m%g@%%ﬁPLO?:t% %%rs’ xli. a

f axxiesy htcoatnalfirg agant fannédyilating ;gexrlstdin, dormlidingl amd/oratyephostins;
inhibitor: x|ij. : und which targets, decreases

or “Phhi §i°¥%'°{”ﬁ}83’é% HWEE&M FIt-3; xliv. a

gowador elcRAFdgmasiesbhibildry. a G ycogen synt hase ki nase-3
(GSK3) Lnhlhitaor: I i 2par anase i nhi bitor;

x| YPF" 3%Ug}g?1e&n eﬂ%ee k?ﬁr?s?ﬂlg %fegat ment of hemat ol ogi c
malodjinaacysteine proteasa inhigitdri st one deacet yl ase ( HDAC)

ng’lfxg%:] rIjNA(Init%CaIQtO' P90 inhibitor; L an inplant

ng cortrcosteroids; li. a |I-kappa B-al pha
ki wawe amNAstrand freéker; 1ii. an insulin receptor
tyrgsin i nhihitor; liii. a c-Jun N-term nal
) Rk Eﬁ)rﬁia%ﬁé@ﬂﬂ”ﬁ’rﬁ’hi bi tor:

xxxvii. an EDG binder,;

xxxviii. an endocrine hormone;

Xxxix. compounds targeting, decreasing or inhibiting the activity of the epidermal
growth factor family;

xl. an EGFR, PDGFR tyrosine kinase inhibitor,

xli. a farnesyltransferase inhibitor,
xlii. a Flk-1 kinase inhibitor;
xliii.  a compound which targets, decreases or inhibits the activity of Fit-3;

xliv.  a gonadorelin agonist; ‘

xlv.  a Glycogen synthase kinase-3 (GSK3) inhibitor;

xlvi.  a heparanase inhibitor;

xlvii. an agent used in the treatment of hematologic malignancies;

xlviii. a histone deacetylase (HDAC) inhibitor,;

xlix. a HSP90 inhibitor,

l. an implant containing corticosteroids;

li. a I-kappa B-alpha kinase inhibitor (IKK);

lii. an insulin receptor tyrosine kinase inhibitor;

liii. a c-Jun N-terminal kinase (JNK) kinase inhibitor;

liv. a microtubule binding agent;

Iv. a Mitogen-activated protein (MAP) kinase-inhibitor;
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liv. a mcrotubul e binding agent; Iv. a

Mt ogen-activated protein (MAP) kinase-inhibitor; -62
wOE0RAOREL 00985 PCT/ US2008/ 053798 Ivi. a NDVRPCT/US2008/053798

inhibitor; Ivii. a MEK inhibitor; (viii. a methionine

am nopeptidase inhibitor; lix. a matrix

netal | oprotei nase inhibitor (MW) inhibitor; 1Ix. a

nonocl onal antibody; Ixi. a NG-R

tyrosi ne-kinase-inhibitor; Ixii. a p38 MAP ki nase

i nhvi.bi t eMIDMRdnhikitong a SAPK2/ p38 ki nase i nhibitor;
I Xkl - pﬁé@ i ne kinase inhibitor; Ixiv. a PDGFR
tylrvg'si ng [ nar{shg&tigﬁhi bitor; Ixv. a phosphati dyl i nosi t ol
3- Wiiinase nnerthlpbme(aimmonemdaseanlmhwbhat ase inhibitor;
I Xy i. atinum
S L g S G R o

i nb(l udi agncsnoplbl.\ahaﬂﬁlbm i nhibitor and a tyrosi ne

h fphagq\}:@FR {)1 Hid- Fi‘hasé ?ﬁ?ﬂibit@r PKC i nhi bitor and a PKC

a kinase I'n ¥am ne synthesis

| anIIbI tarp38ll\kA<ﬁ’ kmaae mhmtgbmlngmisa K838 kinage iinhibitgr;

rotein tyrosine kinase
Eilhbi to [ ncf)ghe k’nééé éﬂeﬂ?gm |y tyrosine kinase
| nlxNoi taiPDQFEW{OSIIye bsamnnhibii@rs;e inhibitor; and a
A2 a - e inhibitor; | Xxv.
% phmgﬁogiwi @%i{bese irlfﬁiﬂ ’

an |nh| S oncogenic isofornms; |xxvi. a
relxmnm d phbsphatdse I@hlbltdﬁonucl eoti de reductase

E(i,,gl tgﬁoto?)&(Mé {Her .RNA pol ynerase |1 el ongati on

adenosylnethionine

deixalﬂboaybla@s_emiaghhbi tor; Ixxx. a serine/threonine
e : . 0 .
B2 AP onl i S ORROUR B B d B nd

tyrosine phosphatase inhibitor;

IxX. a PKC inhibitor and a PKC delta kinase inhibitor;

Ixxi. a polyamine synthesis inhibitor;

Ixxii. a proteosome inhibitor,;

Ixxiii. a PTP1B inhibitor;

Ixxiv. a protein tyrosine kinase inhibitor including a SRC family tyrosine kinase
inhibitor; a Syk tyrosine kinase inhibitor; and a JAK-2 and/or JAK-3 tyrosine
kinase inhibitor;

Ixxv. an inhibitor of Ras oncogenic isoforms;

Ixxvi. a retinoid,;

Ixxvii. a ribonucleotide reductase inhibitor,;

Ixxviii. a RNA polymerase [l elongation inhibitor;

Ixxix. an S-adenosylmethionine decarboxylase inhibitor;

Ixxx. a serine/threonine kinase inhibitor;

Ixxxi. a compound which targets, decreases or inhibits the activity/function of
serine/theronine mTOR kinase;

Ixxxii. a somatostatin receptor antagonist;

Ixxxiii. a sterol biosynthesis inhibitor;

Ixxxiv. a telomerase inhibitor;

Ixxxv. a topoisomerase inhibitor;
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serine/theronine nfOR ki nase; | xxxii. a somatostatin
receptor antagonist; |xxxiii. a sterol biosynthesis
w0 ndoBhowes ; | xxxiv. a telonmerase inhibitor; |RERUS2088/053798
t opoi sonerase i nhibitor; -63 WO 2008/ 100985
PCT/ US2008/ 053798 | xxxvi. tunor cell damagi ng
approaches; | xxxvii. a nonoclonal antibody of VEGF or
VEGFR;, | xxxviii.VEG-R tyrosine kinas inhibitor; and
I xxxi x. A RANKL inhibitor; and a mxture thereof. 16.
Thwexxiie tiroor aeltdardaging arpropefiesi 15, wherein the one or
TRERYPIARBRESHR CRlibR VEGE oRBEGER are selected [ om
group consi st an anti-netabolite; a CYP3A4
i mXbmt\tEGFBrtyroalne|km|asmhlbl@r #@ndve antibody; a
%[XOIA RNN ﬁ%,tgror regul ati ng geni stein, olornucine
an

tyrp ostlns a cyclin dependent k|nase

[ R, PDGFR tyrosi ne kinase inhibitor;

anot her ibitor; a microtubule binding agent;
an HSP90 i nhi bi tor a poI yam ne synthesis inhibitor;
16. a Thedretbed RECQrAIRD 1o £aim 15, wheted Wetoy\ﬁ@ém%e Rhaxgaceutically active

agenﬂsr%flé géIE&Ed'flrb% i g{ﬂ&@coﬁ%@tmé Bfhh ¥nth- We@a%oﬂf% Kidvas8a4 inhibitor; an

rosi ne ki nase inhibitor; an
anti- nrﬂﬁ@r.tlmntQﬂOd%cgﬁ@g@g gigent frs oy iaHag ggnlgtpéy glomucine and/or

tyrph@tﬂ§y§§bﬁﬁ'o§péﬁﬁun@ kin@§e mﬁ.bﬁtepgh%mﬂé QﬁﬁGFRWrQ&F@kma\%@qnhlbltor

re thereof hod according to Claim

anothes HDAGeinbibior; ﬁénlsmlw%blaﬂm@gents ansishog '@f@b'éczft adPolyestine

synthB&i€ ﬂ’ﬁﬁblt%?‘nepﬁrrotedggllnéﬁmtoroy Brdtan tﬁ@ﬂﬁ@kmbé@ﬁhw fHcluding a SRC
pancreati’'c cancer, nyeloma cancer, colorectal cancer,

famnlw@mnedmﬂ,s@rmhlbwp@ﬁahyr%@e kigpeminbikitels an infuditox qiiiagamcogenic

isoforfs: B" %Y&"Hlbé%tﬁé%lstlﬁrﬁ%drnﬁtcﬁ‘)ol%ﬁ{ériﬁ iAkib¥&t; Shé 8 #FaRture thereof.
cohprising a conbinati on :

17. ﬁTrl%gaq%gd ;pgcfrémaglﬁz agm1§oyvfy:|%rteﬁth]e MW@HIVQ@S% se is selected from

breasP ESRRP 3R IERomaNEl atibn cQﬁk%rMngrﬂéhEerpBaﬁdFaﬁtﬁiﬂdn@éﬂ Iﬁviyeloma cancer,
active agents sel ected fromthe group consisting of

colorecial GeRGE; rqﬁ?bﬁad\cﬁ‘éiﬁnﬂf@h%%ﬁﬁ%‘?ﬂ eRfCe-apatini b, N1
N12- di et hyl sperm ne 4HCL, Piceatannol; ketoconazol e;

18. dX@EiNdH ©F PrevEhfrtg orardBiiRg alpaﬂﬂéﬁamlebdiséﬁé donfpridi ng a combination
~ Docetaxel, GCentitabine, Erlotinib, Carboplatin,
of: sorafeni b, decarbazi ne, azacitidi ne, decitabine,

AP RPATBL- B R RO Sl FHROHRA lohery 262

r iprepenaeige; gadet r exed, doxor ubi ci n, ternazol am de
(b) one or more pharmaceutically active agents selected from the group consisting of
taxotere; Procarbazine Hydrochloride; Lapatinib, N1 N12-diethylspermine 4HCL,
Piceatannol; ketoconazole; doxorubicin; Trastuzumab, Lapatinib, Gefitinib, Docetaxel,
Gemcitabine, Erlotinib, Carboplatin, sorafenib, decarbazine, azacitidine, decitabine,
Bevacizumab, Sunitinib, fluorouracil, leucovorin, oxaliplatin, Cetuximab,
panitumumab, irinotecan, rituximab, pemetrexed, doxorubicin, temazolamide,
etoposide; 2-[5-chloro-2-(2-methoxy-4-morpholin-4-yi-phenylamino)-pyrimidin-4-
ylamino]-N-methyl-benzamide; 7-hydroxy-8,8,10,11,12,16-hexamethyl-3-[1-methyl-2-
(2-methyl-thio-thiazol-4-yl)-vinyl]-4,17-dioxa-bicyclo[14. 1.0]heptadecane-5,9-dione
(ABJ879); Gemcitabine; Gemcitabine hydrochloride; Thioguanine; Hydroxyurea;
trastuzumab; {6-[4-(4-ethyl-piperazine-1-ylmethyl)-phenyl]-7H-pyrrolo[2,3-

-84 -



et oposi de;
2-[5-chl or o- 2- ( 2- net hoxy- 4- nor phol i n- 4-yl - phenyl am no)
WO pyosilmios n- 4- yl ami no] - N- et hyl - benzam de; PCT/US2008/053798
7- hydr oxy- 8, 8, 10, 11, 12, 16- hexanet hyl - 3-[ 1- net hyl -
(2-met hyl -thio-thiazol -4-yl)-vinyl]-4,17-di oxa-bicyclo
[ 14. 1. 0] hept adecane-5, 9-di one (ABJ879); Centitabine;
Genti t abi ne hydrochl ori de; Thi oguani ne; Hydroxyurea;
trast uzumab;
{ 6d]nyrinidingyripiding (&R Tnehenykethwi-Apine: (hegiorrhenyy4-pyridin-4-
! oglgnetr?’yl ﬁﬁa@@@gWamﬁ)@ﬁﬁ KF?@g gﬁ‘?‘Q@ d@)’é3(agt%rt tsutyl phenyl) -94-

yrini rimadin- phenyl - eth

(4p¢mﬂnm4c»drpﬁéwsqut(lrmhpy ryl}jamm Imtw& Hﬁm'pm5meazlrhcnclobutyl-
ylp rré\BT &?ﬁrﬁ%‘ﬁ@q%ﬁ%\f@% nRib mesylate; trastuzumab; Iso-Olomoucine;

er t
pyfﬂdwhmﬁ ynansoxige; pefditpil; insliruhingd’ ynonogmee HG Taxin: fasetaxel;

4-

oy Pl er GERe Gelgfid apiions o Epothalne A rgetuzumeb

rrebynt@nombt‘f%lea LiP48832; Scthidouarine:i MEY; 5-(2,4-Dihydroxy-5-isopropyl-
ng rtr}@ Kf’moﬁ{bﬂﬁ%' )’Tﬁeth?_@Heth'nébxazole -3- caéklmxyllc acid ethylamide;

[ oxIl n; Docet
Pa@IYPtZQ,@eQHnaé?RﬁnhW-bV@O&@ampéqthQ@% acetpier sait) %tﬁéowe and a mixture
Epg{flp%{l ne A; trastuzumab; bortezom b; Vel cade;

3I2 6-t hi oguani ne; 5-FU;
%24D|h roxy- 5-i sopropy
19. phéhg method ac rpgmQlﬁlm1§|whﬁrw9|thqawehfyré)tw dispaseissetpcted from
brea@taéaﬁ\‘ééb/ I Farfmhd] oOAIBH @iflcBBiung EaitePGbanBte®Rt 8&3der, myeloma cancer,
droxycanptot hecin acetate salt; etoposide; and a
colofgictal ga@er,trnealé@ﬂcerawmpvh@nﬁ@ﬂﬂGaloa&eam ng to Claim
18, wherein the proliferative disease is selected from

20. br gasinrkértaPpackBBe adApmsingvari an cancer, l ung cancer,
pancreatic cancer, nyeloma cancer, colorectal cancer,

r e(el a phmceuﬂlophpmhmmmmj l\bbyctmxye&-ﬁ%&[ﬁ -(2a0ethy-1H-indol-3-yl)-

g}gg@%wﬂ%wﬂ@% fjg%i é*#gh?'f"[%' %%Qongutr mceut i cal

L hé’nﬁéc)sutlcal composmons of a pharmaceutically active agent compound
et

-am no Leé&]ﬁghen%/ - 2E- 2- pr openami de; and (b)
a ﬁﬂﬁ?tﬁﬁé@ﬁ‘t €§T° 88119 ¥ns of a pharmaceutically
active aggb\mE .ﬁﬁ.mmund sel ected fromthe group

consi st ng CE ] nh| bitor; H an
adbnosi AB* Q?’Pﬁ?g@ 'f'?ﬁﬁeﬂ BHOr iii. an adjuvant; iv. an
adr,enal af aljueantant agoni st; v. AKT pat hway i nhi bitor;

an al k | at ent; vii. an angi ogenesis

i nWr bi t 87 2 re\pfa‘ (?O%eé niAgQNisEt ati ¢ steroi d:
V. AKT pathway inhibitor;

vi. an alkylating agent;

vii. an angiogenesis inhibitor;
viii. an angiostatic steroid;

iX. an anti-androgen;

X. an anti-estrogen;

Xi. an anti-hypercalcemia agent;
Xii. an anti-leukemic compound;
Xiii. an anti-metabolite;

xiv.  an anti-proliferative antibody;
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i X. an anti-androgen; X. an anti-estrogen; A an
anti-hypercal cem a agent; xii. an anti-|eukemc
w@eoopaess xiii. an anti-metabolite; xiv. an PCT/US2008/053798

anti-proliferative antibody; -65 WO 2008/ 100985
PCT/ US2008/ 053798 xv. an apoptosi s inducer; xvi. an

AT1 receptor antagonist; Xxvii. an aurora kinase
inhibitor; xviii. an aromatase inhibitor; xix. a
bi ol ogi cal response nodifier; xx. a bisphosphonate;

XXKVY. a

8n apopibsis hduoer; ne Ki nase (BTK) i nhi bitor;

i()ri’k\lf'm aar??\l‘l'qirgceelﬂ)'ié{%e%ingt't or; xxiii. a CaM ki nase 11

tor; XXIV.

yr osi ne phosphat ase

i nkwiibi t em auroxa kinase IBDORG, phosphat ase i nhi bitor; xxvi.

a CHK kgrg%;o%n%gpé' *ﬂh{b%r" XXVii. a CYP3A4 inhibitor;
co a

xx Wi .

ound Fgeting/ decreasing a protein or

| i pixd ka bhideyicat respohse modidieprotein or |ipid

phospha

coffpoun

%%gs?)hggghio\%{ey, a further anti-angi ogenic

conpound whi ch i nduces cell

di &fier eatBratbn'sTyprsireekisass (BOK)nhitatogont r ol | i ng agent

for .reg
ty’roﬂ'hos

c RAHi. Ki
ki nase

| at i , A i n, olonucine and/or
icﬁ%';n%ggégﬁﬁ'bzt%gycl ooxygenase inhibitor; xxxi. a
a&aM kindsell irdiikitokxxi i . a cyclin dependent

R« 8D e prERptes ST T PLTLCEOT o

st wand

XXXV |
XXVi.
XXVii.

XXViii.

XXiX.
XXX.
XXXi.
XXXii.
XXXiii.
XXXiV.
XXXV,
XXXV
XXXVii.
XXxviii.

XXXIX.

xl.
xli.
xlii.
xliii.
xliv.

xlv.

b1ICEHKaE phosphatase inhibitB8 Li gase i nhi bitor;

’ a@HIFB%a?é fﬂﬂl%ftbr;

a CYP3A4 inhibitor;
a compound targeting/decreasing a protein or lipid kinase activity or a protein
or lipid phosphatase activity, a further anti-angiogenic compound or a
compound which induces cell differentiation processes;
a controlling agent for regulating genistein, olomucine and/or tyrphostins;
a cyclooxygenase inhibitor;
a cRAF kinase inhibitor;
a cyclin dependent kinase inhibitor;
a cysteine protease inhibitor;
a DNA intercalator;
a DNA strand breaker,;
an E3 Ligase inhibitor;
an EDG binder;
an endocrine hormone;
compounds targeting, decreasing or inhibiting the activity of the epidermal
growth factor family;
an EGFR, PDGFR tyrosine kinase inhibitor;
a farnesyltransferase inhibitor,
a Flk-1 kinase inhibitor,
a compound which targets, decreases or inhibits the activity of FIt-3;
a gonadorelin agonist;
a Glycogen synthase kinase-3 (GSK3) inhibitor;
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XXXViii.

targeti

an endocri ne hornone; xxxiX. conpounds
ng, decreasing or inhibiting the activity of

wo bmsamioser mal growth factor famly; A an EQRR/UPDG%3798
tyrosine kinase inhibitor; xli. a farnesyltransferase
inhibitor; xlii. a Flk-1 kinase inhibitor; xliii. a
conpound which targets, decreases or inhibits the
activity of FIt-3; xliv. a gonadorelin agonist; xlv.
a dycogen synt hase kinase-3 (GSK3) inhibitor; -66 WO
20ﬂei/ 10898parR6ddd IBRIODG, 053798 x|l vi. a heparanase

| OOLEL! 88 agdintlsba i ¥l 8EMent2F folBioldift hbfALABRL; Of

i es XV

deﬂoﬁtyb@@or(el-w)atylasbl(HDAﬁtr) jnhiditox. a HSP90 i nhi bitor;
1. @an [ n‘%| .CI,(])IE& aining corticosteroids; li. a
I-ﬁ?&)paa -%Hg Hase i nhibitor (IKK); lii. an

i nBul i nan augphtarontayniags corticdsterasle; | nhi bitor; liii. a
c-Jun rm.n se se inhibitor; liv.
a ﬂn cr o? ﬂ'l’%aga\lf%\ ﬁ@{‘aﬁéﬁ% WW@ M t ogen- acti vat ed

pr it ei nag M&H)Nn fecapteetyrodndkinase mhlb\tmr a MDWR

| ﬂﬂqglptesr Ja’g\é\é qrwma@/ﬁ%%e {]JI\M)ztk aSe |tJor

a net hi oni ne

mefival | opmatretubakechinding bgérdy (MVP) [ nh| b| tor; Ix. a

yPoci na MicARLeCRapBlsin PN Khaseobbigts 1 nase

i nlvi bi t aMDM2 alhildiong a SAPK2/ p38 k| nase i nhibitor;

. r.osi ne ki nase inhibitor; Ixiv. aPDGFR
ty BSI nd “ﬁ:ﬁﬁgbéﬂt?ﬁhl bitor; Ixv. a phosphatidylinositol
3- kiinase rmemlhlbinnecmmopleptidaseanlpibitrzrphat ase inhibitor;

| Xvii.
lix.

IX.
Ixi.
Ixii.
Ixiii.
Ixiv.
Ixv.
Ixvi.
Ixvii.
Ixviii.

Ixix.

Ixx.
Ixxi.
Ixxii.
Ixxiii.

Ixxiv.

Ixxv.

Ixxvi.

Q rr]ﬁ)attr? d%@%"i‘o&o elnas%RXhlbltor (MMP) inhibitor;
a monoclonal antibody;
a NGFR tyrosine-kinase-inhibitor,;
a p38 MAP kinase inhibitor, including a SAPK2/p38 kinase inhibitor;
a p56 tyrosine kinase inhibitor;
a PDGFR tyrosine kinase inhibitor;
a phosphatidylinositol 3-kinase inhibitor;
a phosphatase inhibitor;
photodynamic therapy;
a platinum agent;
a protein phosphatase inhibitor, including a PP1 and PP2 inhibitor and a
tyrosine phosphatase inhibitor;
a PKC inhibitor and a PKC delta kinase inhibitor;
a polyamine synthesis inhibitor;
a proteosome inhibitor;
a PTP1B inhibitor;
a protein tyrosine kinase inhibitor including a SRC family tyrosine kinase
inhibitor; a Syk tyrosine kinase inhibitor; and a JAK-2 and/or JAK-3 tyrosine
kinase inhibitor;
an inhibitor of Ras oncogenic isoforms;
a retinoid;
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I xviii. a platinumagent; Ixix. a protein phosphatase
i nhibitor, including a PP1 and PP2 inhibitor and a
WO 2008400985 phosphat ase i nhibitor; Ixx. a PKC i nbChUS08/053798

and a PKC delta kinase inhibitor; [Ixxi. a polyam ne
syn;h¢3|s inhibitor; Ixxii. a proteosone inhibitor;
I xxiii. a PTP1L B inhibitor; Ixxiv. a protein tyrosine

ki nase inhibitor including a SRC fam |y tyrosine
ki nase inhibitor; a Syk tyrosine kinase inhibitor;
anistxwi. JAkbanwahabtide rediictzBetinhiikirne ki nase i nhi bit or;

I xxv... an4.nhi bi t o f Ac isofornms; | xxvi.

a '}(‘é‘_f”@'-n%iWPQWG%sg&M%W‘%ﬁ US2008/ 053798

| Xbrdi .a?sl’-admnswﬂnetmidmie dexdmixgigee infibitor;t or; | xxviii.

a RNA pol ynerase L1 el o Jon. inhibitor; |xxix. an

S 'éﬁ’énogﬁ?é%?/ﬁ‘f%%'%eeﬁ'&ae%gﬁ%%@a)}l ase inhibitor; Ixxx. a

\?\Ekm'e/ & kompoumewkich tergets e doedses or inhibits theaadvity/tunation of
ich targe decr .or _inhibits the

activi tfj?f?l?hﬁ?@{iwed‘?%giﬂaﬁs’/ t her oni ne nirOR ki nase;

| Xxxii. . a 3omatmatatiatradaptorrantagonet; ant agoni st; | xxxiii.

a sterol bi nt hesis.inhihitor; |xxxiv. a tel onmerase

RS S S

‘mer ase i nhi bitor; | xxxvi.

t ummtiv.celtélodarmgiintdpbiteppr oaches; | xxxvii. a nonocl onal
anti body, of .VEGE or. VECGEFR, | xxxviii. VEGFR tyrosine
ki HRE-| %ﬁ?p&'%}e{asaen'ah' xi x. a RANKL inhibitor; and a

m Dkkxnliq.etm’fwrcemﬁ?mmgieg approgeesand (b) are admi ni stered
toget her, one after. e arately in one
cordiied hmofloaglsag%g)@o?fq}éﬁﬁ ohVEGERE p

MOor I'n TWO Separate unit
dolsmgdii. VEGIFR tyidsine Kireasdomibitorcarad  package according to

c aim 20 rejn.the unit dosage formis a fixed
co'%fff"ﬁa?il '5 ﬁ].iﬁ'z'ﬂh'gﬁre conbi nation according to Claim
and a2 %ixtm%grle&; R/vrﬂ%re%]?a)%rrmdwgre%ﬁ'ﬁﬂ?t‘é?éﬂttb{j&héé’ one after the other or

separately in one combined unit dosage form or in two separate unit dosage forms.

21. The commercial package according to Claim 20, wherein the unit dosage form is a

fixed combination.

22. The combination according to Claim 20, wherein the one or more pharmaceutically
active agents are selected from the group consisting of an anti-metabolite; a CYP3A4
inhibitor: an anti-proliferative antibody; a controlling agent for regulating genistein, olomucine
and/or tyrphostins; a cyclin dependent kinase inhibitor; an EGFR, PDGFR tyrosine kinase
inhibitor; another HDAC inhibitor; an HSP90 inhibitor; a microtubule binding agent; a
polyamine synthesis inhibitor; a proteosome inhibitor; a protein tyrosine kinase inhibitor
including a SRC family tyrosine kinase inhibitor; a Syk tyrosine kinase inhibitor; an inhibitor of
Ras oncogenic isoforms; a sterol biosynthesis inhibitor; a topoisomerase inhibitor; and a

mixture thereof.

23. A method of preventing or treating a proliferative disease comprising the combination

according to Claim 22.
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active agents are selected fromthe group consisting
of an anti-netabolite; a CYP3A4 inhibitor; an
waedosAmoed | ferati ve anti body; a controlling ageet/u$mns/053798

regul ati ng geni stein, olonucine and/or tyrphostins; a
cyclin dependent kinase inhibitor; an EGFR, PDGFR
tyrosi ne kinase inhibitor; another HDAC inhibitor; an
HSP90 i nhi bitor; a mcrotubul e binding agent; a
pol yam ne synthesis inhibitor; a proteosone inhibitor;
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bo f iq -
PRI e R iRy 29014
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2 {/lﬁwewl)mf@nzli(?ﬂ-mnomb&sidlpwmdmmrlmmmH;Ml] ((R)-1-phenyl-ethyl)-amine;

phﬁz{/‘%@%‘r@ ﬂ-%%élﬁ’)ﬁ) bﬁﬁqg ﬁg&thﬂ%ﬂﬂ?&la%-ﬁr%}l)%mmé?ﬁ?@mﬂ BAY 43-
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| one
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pyrrol o rinid %I‘I m d
4 Zbdtholirie) A; ]Irqslummmabeb wmnweéca 744832 6-t loguanlne 5. FU; 5-

(S LR %&%éb}ro&ﬁﬁ%@w'433gncyrwarnw.ymmwha@msame N

( 4eanbm(yhb labyil stiyiamigde) CYR2BGr gianaipcanyy] Q@yqfwyciag@@ﬂjhm acetate

d (b dministered together,
- 53l elor¥ldRCand Al lietthoraot; wherein () and (5) are administered tog

debne'aﬁervtbs othemat $epapatailydy bae eombined un|t dosage orm or in two separate

unit dosage forms.

26. The commercial package according to Claim 25, wherein the unit dosage form is a

fixed combination.
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and (b) are adm nistered together, one
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dosage formor in two separate unjt dosage fornmns,
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2008/100985 PCT/ US2008/ 053798 27. A et hod
colofacta) 6anGahgenal qapelt YAWoRomA@NPcelort@Iee di sease
conprising the conbination according to Caim25. 28.
The nmethod of Claim 27, wherein the proliferative
di sease is selected frombreast cancer, nelanons,
ovari an cancer,lung cancer, pancreatic cancer, nyel oma
cancer, colorectal cancer, renal cancer, |ynpohona
and col on cancer. -70 :
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