Combi nation conprising an iron chelator and an
anti - neopl asti c agent and use thereof The invention
WO edoatizss2¢ 0 a net hod of preventing or treati ngPCi/ERPRSBES4456
that are associated with the growth and/or
proliferation of neoplastic_gells and/or tissue and/or
triggered by persistent angiogenesis in a manmal,
particularly a human, with a conbi nati on of
harmaceutl caI agentslvvhl ch conprlses (a) an |ron

agents The |nvent| on rel at es to a corrbl natl on of
phar maceuti cal agents which conprises: (a) an iron

The M€ tRINAElated 6l 2 RILQNG REveBAE oPHALIRRULIS a{altxr@acs&écvﬁed with
agents In one enbod |rrent the invention relates to

the gropath pod/asforalifershinn Rhneamiastie cllsan o sistie eafl/on gigpeeed by persistent
angidh &R iHAREhREE paﬁﬁ;maasl | @G Rsdhat &rn%blﬁﬂfém(&)phgnﬁacgﬁncal

nmore pharnaceutically Active agent's,
agentpprhitlnearuprisesf a nmedi cament for use in the treatnent

of Z Pri0dd éh%[]%lj ygqdi sease. The invention further
f tes to armaceuti cal conpositions conprising: (a)

an (b) roone qrhmratpbarme(cu)tmllph‘arvmgeut ically active agent;
and (c) a pharmaceutically acceptable carrier. The
present invention further relates to a comerci al

The maakangerekates ps edombinadopof shargiacduairalagpita mwhidhaistipeaeés:

gﬁml at i or}g ft an (#mon chel ator; and (b) a
°% 8"l ati on of a pharmaceutical ly
actb) V@eage;mrefphﬁmsacawchnmam,agmmur rent, separate or

sequential use. The conbination partners (a) and (b)
can be adm ni stered together, one after the other or

In orfeeiodingdny, the irdReticOFHad thélide 01QTBHBifaBIbA0P Pharthac¥Rical agents
eparate unit dosage forns. The unit dosage form may

Whlcglcgﬁpﬁéesa fi xed conbi nation. Chenot herapy for the

t r @Rtax8Rn Q{ela@@@hhd er atlve di seases is known in the
art. Surprisi ng , It s been found that the
anth) fEG 1 43X°F @ @F?%E‘f“ca hagheepedar in the treat ment

Of R the manufacture of a medicament for use in the treatment of a proliferative disease.

The invention further relates to pharmaceutical compositions comprising:
(a) an iron chelator;
(b) a pharmaceutically active agent; and

(c) a pharmaceutically acceptable carrier.

The present invention further relates to a commercial package or product comprising:
(a) a pharmaceutical formulation of an iron chelator; and
(b} a pharmaceutical formulation of a pharmaceutically active agent for simultaneous,

concurrent, separate or sequential use.

The combination partners (a) and (b) can be administered together, one after the other or
separately in one combined unit dosage form or in two separate unit dosage forms. The unit

dosage form may also be a fixed combination.



proliferative di sease, especially a liquid, e.g.
mul tiple nyel oma, nyel odi splactic syndrone or a solid
wo onon2ssecease, e.g. liver cancer such as for BXBERP1087/054456
hepat ocel | ul ar carcinona, e.g. which is refractory to
ot her chenot herapeutics knowg as antineoplastic
agents, of a conbination of an anti-neopl astic agent
with an iron chelator, e.g. a substituted
3, 5-di phenyl -1, 2, 4- trlazole al one,
Chergothgrapy IS‘? s‘¥‘2 Ltk g bPre{artivel diszasep tSrl‘in&Z’@I in|thgartbenzoi
c acid is greater than the effect of a therapy using
either the anti-neoplastic agent or the iron chel ator,
Surpgisigglyait davkeenfoundihat te dnpneapastis effect-in pariicolae imthenesatment of a

liferive di ]
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I ts al s fornmed having, if desire
BRI A (LTI AN T T -
acid,hdatieng an acid group, e.g., COOH, can formsalts with

bases. The active substances conprised in conponents
(a) and/or (b) or a pharnmaceutically acceptable salts
The Chabp@fiom@y al so be used in formof a hydrate or
i ncl ude ot her solvents used for crystallization,
substituted 3, 5-di phenyl-I,2,4-triazoles are the nost
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The present invention relates to a combination of pharmaceutical agents which
comprises :

(a) an iron chelator such as a Compound of formula II
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in which



al kyl am no, N, N-di-Iower al kylam no or pyrrolidino, or
unsubstituted or substituted heteroaryl or

whedoenzsae@l kyl, with the proviso that R3 i s nopCphRRwgT/054456
or phenyl substituted by halogen, nitro, nitrile,
hydroxyl, | ower alkyl, hal o-kLower alkyl, |ower al koxy
or | ower al koxycarbonyl if RS and R4 are hydrogen, and
Ri and R5 are hydrogen, hal ogen, |ower alkyl,
hal o-1 ower al kyl, |ower alkoxy or nitrile; R and R7
si mul t aneously or independently of one another are

R4 am ﬂr Qigﬁpbanéd?l\é\@ Zi‘i]l)&}ﬁ%]ndér 2 :ln%\fﬁerr afd l?(iko en, halogen, lower-alkyl,

OX -1 ower al | ower

halodﬁwrroalksdmbweaalkyxy, hNLol lower alé&bkylcarhomls tarhgmﬁl Nyloyver
[ owe
alkyfé'fuﬁ‘l' %o Y ﬁo 6}1)\%&] ﬁﬁ(lpﬂ(%l)gxﬁlg&o? nl‘% ¢, R as(? }26519rm¥taneouslry or

ower
mdemddymt)}awﬁ anelaovrher aielhytiragm, ltﬂSngtlhﬂed ot 1ulbsmt|u&3drlb‘tv610gb:moyl or
aroyfJl o?a r!ig)lcda }}1(?1 (t:atnﬁl}érrgxglpve ﬂngi%? Bl)lytsgo:l(g]gl% SH tZ(l)r{sC 3 is' sR7N-C(O)-
lowealatklyl- meeylisasir¢dcoragbstitsted Hayl pgghlomer alkgl, sebsaitpédby N-lower

hl.ori roni or.fluorin but can, al so . be i,0di ne
alky it MR g BoR AR viOire G BEind: befebHRGH Ae sHBpted
hetelmafyé ot haeleramd with ﬂ&f;irb(h@d) &Hat RQfs Iffﬁrpﬁeﬁyhl gﬂ plgerfy‘fﬁ&hﬁﬂtuted by
ons. Al st.r ai chain or C er se
halogsy nigLes ATk , hytteRy ol vegg? ”‘éSC %a@ lawﬁb‘ﬂg{fl' €helkgry oF louyer
alkogfcﬁtﬂi’ﬁyl it ®6 afX RBlechyd ﬁ A KRX3hd ROWe hrd’tlogéﬂ %Q]o@@n lower alkyl,

ower al kanoyl , | ower Ian1nocarbony 't can
haloReenaltHl rete bporai taad%/ d Rroymalkanspredy aymﬁweag@ﬁly of one

anotﬂ&cﬂi‘@ﬁydrogénOWer @lklﬂ) Wdrdx"}fllf)\tvyroaﬂf?}qeéllg%tyhlo%? Lﬂlyi BYEoxyalkoxy-

, azaalicyc Is prefera

loweg ﬁ%ﬁbgmq}{o@@r a}kyg Mylrer @% Zenwyo r@%wl Nmbdze%wr kijylamino-
lowek Sikyf, W—fﬁﬂ%@l@wepalmﬂ?ﬂﬁ/ ho- lé\ﬁ&parll%@ylh N-Qi( P}Hr}g(y -lower alkyl)ammo-

i sobuty butyl, 'n-pentyl, neopent

Sec-
lowep, a}l@k@,q tqgethqr W@btti}/‘? nitjpgesd @qogbl[oywhltgln Fhely ar@lpq'{ylled,afpdn an azaalicyclic

ring RadP@R Yheredi@d Ry | ower al kyl is lower alkyl substituted
by- hal ogen, preferably chlorine or fluorine, in

paﬂﬂpe@pamObymupnﬁm&¥h¢e&mchlor|ne or fluorine atomns. -
A - Lower al koxy is, for exanple, n-propoxy,
I SOpr opoxy, n- butoxy, I sobut oxy, sec- but oxy,
Halogenr tshigr example,- cugrinsxronisoanftia@iog, byref efsatbeyodint. hoxy
and et hoxy. Hal o-1ower al koxy is |ower al koxy
substituted by hal ogen, preferably chlorine or
The [Mefim Floveer” designardsiacadiasl Hayingmot motrdithae 7cildan ipRicalar not more

than 4 ca%olnna%oxgg oS

Alkyl is straight-chain or branched. Per se, for example lower alkyl, or as a constituent of
other groups, for example lower alkoxy, lower alkylamine, lower alkanoyl, lower
alkylaminocarbonyl, it can be unsubstituted or substituted, for example by halogen, hydroxyl,
lower alkoxy, trifluoromethyl, cyclo-lower alkyl, azaalicyclyl or phenyl, it is preferably

unsubstituted or substituted by hydroxyl.

Lower alkyl is, for example, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl,
n-pentyl, neopentyl, n-hexyl or n-heptyl, preferably methyl, ethyl and n-propyl. Halo-lower
alkyl is lower alkyl substituted by halogen, preferably chlorine or fluorine, in particular by up

to three chlorine or fluorine atoms.



Car banoyl is the radical HzN-C(O -, N-Iower
al kyl car banoyl is | ower al kyl-HN-C(O - and
wonddrdessbower al kyl car bamoyl is di-1 ower al kyl PO¥/EPLI)7/054456
Lower al kanoyl is HC(O - and | ower alkyl-C(O- and is,
for exanple, acetyl, propanqyl, butanoyl or pivaloyl.
Lower al koxycarbonyl designates the radical | ower
alkyl-O-C(O- and is, for exanple, n-propoxycarbonyl,
ropoxycarbonyl n- but oxycar bonyl ,
LOWF%%EW{YO& 85? £ n- g@@gﬁntlwxmdﬂaptoxy, isobutoxy, sec-butoxy, tert-
butdxl; 1@5&?1’6)(9 qgm{w&xy, BreREP bIPRYERS RO ethoxy. Halo- ]]ower lkoxy is lower
i SO 0X car on I, preferably nethoxycar ony a
alkogy h@a%y OgeAr preferslly chlering ox flearinepinepaatisular byrumes three
chloBn€ONBldidensmof other groups, for exanple aryl-Iower
al kyl or aroyl, is, for exanple, phenyl or naphthyl,
which is substituted or unsubstit uted. A«yl i's
Carﬁiﬁﬁfgﬁfsqu% % gwgﬁﬁ%lﬁed@ CWINDEoézvelI’ :aﬁgr}l)c%} Iatn%'g Fls lower alk¥l HN-C(O)- and
N, Nsdidewé¢rtalleritaghanhayl lsedadnwhlealkydwéic kyl , | ovver al koxy,
hydroxyl, nitro, am no, hal ogen, trifluoronethyl,
carboxyl, | ower al koxycar bonyl, am no, NI ower
Lowerd dlydray] in ¢IC(Q)Namttl lomewneltkyhCkY)- and i) forasthmplasidegypropanoyl,
bum,oW%n lvalcMamnocarbonyl di -1 ower al kyl am nocar bonyl ,
het cyc oal kyl, heteroaryl or cyano. Primarily, aryl
i's unsubstltuted phenyl or naphthyl or phenyl whi ch

ubsti tut.e ox , dr oxy
LowF] %IE ﬁarb8’é¥lt5ig§8 atesl liqyw@ﬁ?mg%é ﬁ%ﬁm_l sefr] e@;@\@ple,
n- pr@idﬁykzﬁﬁbm 1&fprbﬁix@f:%}éﬁ}l%blﬁbéx?@drb@rm |1sobﬁf(9c\$f'caﬂb§n§lhe

radi ca is, for exanple, benzoyl,
Sec'l’t”é?’iXS%fLOmﬂ %ﬂé%ycaliboiayln’étamﬂ@i%%f?ew L, isggnyyloxysaehonyl, preferably

methkldakbdryl addDéchex@aWoayl. DEnzyl , p-chl orobenzyl,
o-fl uorobenzyl , phenyrethyl p-tolyl net hyl,
p- dlnethylanlnobenzyl p- dlethylaninobenzyl

Aryl,gpeeg ¥a m&b&@mﬂb arPt, BY h{ # kér@hﬂQQ?sz&heH—ﬁB%oﬁ}f'%g(gﬁ#pi%yaryl -lower alkyl

gnat es cycloalkyl radi cal having
or arggly s faneé%mwawh?gylfcrrm!sthcyb vhigh isswkstiturechor7unsubstiguted. Aryl is

prefe@:ﬂﬂ%hen?f wMEh qg"urﬁhbétﬁ@éh o? sh?ﬂtgd B')egr?er (?‘ar%(gl)%} nloﬁ%ggﬂar one or

ni trogen and fur are preferre
two éalfsuﬁ%ﬂtédf%yféﬁlaalleRwel“rédbbrlclawehalkpmg h3d18>xyi nltparatnmmllatogen

trlﬂu%rgmetﬁlen&r%%owkﬁal@ﬁ@rh&%? ?xﬂ 0(; Fm{?)wgt aﬁ( ﬁmrlﬁ(p,qq N-di-lower

I'5 a ni'trogen can
alkylgmirtoaamirfogarbiayl, }qmg aHretaanomaobmyl ei.l@wemmjlqmmmocarbonyl

f It for a
heterg%%:go%gp K2 erga#%l (H'hcgftn(h ﬁrlmarll)by rﬁo? ?1? uﬁ%ﬂtﬁteﬁfggﬁlyl ((’% Biaghthyl or
pheny]a\dhigla[ssubsmulbé by lower alkyl, lower alkoxy, hydroxyl, halogen, carboxyl, lower

alkoxycarbonyl, N,N-di-lower alkylamino or heterocycloalkylcarbonyl.

Aroyl is the radical aryl-C(O)- and is, for example, benzoyl, toluoyl, naphthoyl or

p-methoxybenzoyl.

Aryl-lower alkyl is, for example, benzyl, p-chlorobenzyl, o-fluorobenzyl, phenylethyl,
p-tolylmethyl, p-dimethylaminobenzyl, p-diethylaminobenzyl, p-cyanobenzyl,
p-pyrrolidinobenzyl.



unsubstituted or substituted by hal ogen or | ower
al kyl . The azaalicyclyl radicals bonded via a ring
woedorogssm at om which are preferred, are, as iBCRRP2NT7/054456

desi gnat ed as pi peridi no, piperazino, norpholino,

pyrrolidino etc. Heteroaryl ger se, for exanple

heteroaryl, or as a constituent of other substituents,

for exanple heteroaryl-lower alkyl, is an aronmatic

radi cal] having from3 to not nore than 7, in
Hetesagycloalkyhdesrenatss 8 cydoaiisyl radiead heriag 370 85 impprtiewarshaving from $ to

not MBleRaY, Jl%%m@n(ﬁ Which BEleLd: BEe gtaqm?erbactogl BQ}q%E ORt8Pn and

. rro i mdazolyl, triazolyl, razo
sulftg)@aczgqe%}predt Xzaab@)[cwl is & wg‘ﬁsﬂd cyclhalbplh@ﬁryial hapylg|3d§/|1n particular 5-7,
ring B¥InfZ lnn\)('huch gf(ﬁéét%ls of HF: s isP ﬁl%? ém Azaalicyclyl can also

pyrimdinyl. Heteroar e su stitute

contgimgutshari Fmgt}@cbroz?rﬂemef@@roydygqm nigtoges ou nginpsit lst mredample,

i e, or two

ine ST LS DR TP SRR R e
unsubstithited @r ontsstinytkd bg hnlbgetybr lowd dkﬁr Th& kmyqarybrmiydals b(ﬁlded via a

greferred Hethe aré/f de at &s . a | o
ring Blefefh p8 TR HR R e QAR abistthisn SRRy dinsgiie
plpeaﬂzmmsmom}ﬁ)heo,qbirgohdmotdﬁe termnal C atom is replaced

by a heteroaryl group if the alkyl chain contains two

or nore carbon atons. N-lower alkylamno is, for

Heteedldimmee se, Iﬁorpd’xaﬂl)pﬂ@lm'té}@aryn'ob 4t ¥ lcaf8tid@ant bf HhePIIbeeubs, for
| am dr oxyet hyl am n ref er abl

examglg H’ii\g&ﬁwﬁgovgﬁd* ki LB Rl RGinEI iR o not more than 7, in

partiahlKy frami & ndr heorakkanl 7, iR Skdhy @19%1&133@ 1dagt éIQQﬂ'ttl'lcCﬁﬁg Homs is a
di fferent. RBsNI\I-dl-Iower al amno is,
heteroata e PKIT g.l%iaﬁ‘g/lvlaﬁﬁlﬁelyl Newaalétw{z@lm ﬁbjazolyl furanyl,

thloﬂﬁehkrlnﬁytrwll ey Ry A dXQzinY; FH?H'W)II pyranyl or pyrimidinyl. Heteroaryl can be

N- nor phol'i noet hyl_ am no, N-"hydr oxyet Hyl am no,
su SN“FFéithwnﬁ‘F\'PSBéﬁ (Hasraaryl Séuebss emsuémfp@dmggulmltqth@by one or more,

in parQEUBH Ghelor #E, subbtitRA, 'fGHl:J@En lcpf&@sreggﬁcipth%ﬁ)géd ¥r1f1uoromethyl
acceptable salts, especially sa ts such

carbeyih pp aves bkozysaabanykves piefesredal kal i ne earth net al

salts, e.g. sodium potassium or magnesi um salts,

phar maceutical ly acceptable transition netal salts
Hetesepetl-lawerzilhyd desipnases plowsahbkksl radichl iorwlzch et least nesof thadidrogen

atomgflf(r%fégﬂl)p ot PlNe 1n§1% Eto%? 15@3@? aced gy a Etca{otarlﬁlr l OVYJep % the alkyl chain

amnhes, suc r’oX ower’ a
Contzmmovo ordhoregartiami dwmis oxy- | ower al kyl ani nes,
hydr oxy-1 ower al kyl -1 ower al kyl am nes or
pol yhydr oxy-1 ower al kyl am nes. Cyclic am nes are, for

N-lowraatpylemimus gfhokbxaneyle, tproppla pliad, inliiﬁl,tylﬁ)linﬂﬁl; i-gtdpgladtino, i-butyl-

. pyfLrolidi Sui t apl e . non ower k m.ne , ,.for
gt (AR e v ot e W T
alkylaﬂnkry)l, eHe ahled sﬁlﬂsﬁtuefnﬂsrcaﬁ)barﬂﬂnﬁcaldir@lﬁfl&,}f&m Bk N,N-di-lower alkylamino
is, for Ie)l(asfl%He %){\} 3@16?1’%’13[1611{;1% HN Jlet gm?no y\l I%%Qt ?leta}lll;fgmmo N-methyl-

N-morpholinoethylamino, N-methyl-N-hydroxyethylamino, N-methyl-N-benzylamino.

Salts of compounds of the formula I are, in particular, pharmaceutically acceptable salts,
especially salts with bases, such as appropriate alkali metal or alkaline earth metal salts, e.g.
sodium, potassium or magnesium salts, pharmaceutically acceptable transition metal salts such
as zinc salts, or salts with organic amines, such as cyclic amines, such as mono-, di- or tri-

lower alkylamines, such as hydroxy-lower alkylamines, e.g. mono-, di- or trihydroxy-lower



for exanple, trimethyl- and triethylam ne. Appropriate

hydr oxy-1 ower al kyl am nes are, for exanple, nono-, di-
wa@ea7tessed hanol ami ne; hydroxy-1 ower al kyl - | owePCT/EP2007/054456

al kyl am nes are, for exanple, N, N-dinethylam no- and

N, N- di et hyl am noet hanol ; a sgi_tabl e pol yhydroxy-| ower

al kylamne is, for exanple, glucosam ne. In other

cases it is also possible to formacid addition salts,

for exanple with strong inorganic acjids, such as
alkylemiegs gty daevvdewepalkyl-lower aikyleminss @r pa YbYd)‘@{SYTBNeG aliylamines.

Cyclﬁranﬁnmaqg qglaé)la‘f'n;ﬁ'& Inﬁjorp IH'& &qéﬁ%hﬁl‘&agﬁ’gﬂg‘% %ngljrbl?dme

acl ds, such I"ower al kanecar

Suitahieempro-byed all@flﬁ@mn@ssarsefpuewrade @rhyirra@éttwéuwcbhmme di-lower

d | e
S O 5 51 RGO LS BLAPRA s s
for examplay iricnedhylcartd ur@tla(landne o%pwwltriatshlj'dromyr -lovat iatky]ansoeshare, for

exa anOV\%r lzg(n%{]trlet an l%[l’llll%?(; Iht Clijl‘tO)e(d OWCI‘ a SHJPOSV!;CII'taH( ‘leammes are, fOI‘
s et Na or Y
rfzenesu T on1 ¢ ac

exangplé,d¥,Nedies:th yi anino- atd N Nﬁmm:hmnhsathﬁndlhze stirbhapayHydroxy-lower

. B0 e B0 AR e
salts] fok emmd»le Wiiﬂhtsﬁrong irgdnic ZoMl, EL&ihla@ﬁirhﬁerﬁDz[diﬂs, eg. ﬁllfﬂﬂﬁ tcid, a
resent as an inte

t he b nal. sal
phosBhericiiid Het ﬁb%PbglzfsaC&ie B On AP Fnic ey it b s Lower

alkaheRbiBokAid aciReE g1 RedPacdd)Gubtftasiaturee br mﬂiﬁﬁﬁﬁﬂ d@Rebdlylic acids,

n R5aehdro yl nd R3 is enyl substituted b
e.g. [gall%ﬁl(sxgp[a e}csoryfumal)'(lc ac1g or such as hydh oxy%arboxyllc acids, e.g. taftaric or citric

acid %r[vac@gmoﬁk%tm ol YPRRRY hlkaht- o2 sttt dead 0 mllsyluths{éam c
acid knovvn under the Tradenark EXJADE(r) .
benze%ﬁs{bl <5 e gomgipae-jor #ri@luenesulfonic acid. Compounds of the formula I

havifg irSae’i_’dlp ﬁ)(u% by dnepasRh %HM a)baglk gloupl F' A40b; éanyzil;ob@erﬁgéent in the

c acid and ar maceut i cal y accepta e sal iS t her eof
formzgfantgengk ¢4l véelde imzwicBTipaio 89, (o 8| Plastrf dhomodeele s be BrEsent as an

mter&ﬁ%zltam anBHelP BartéSs A" @%ﬁdsanat ent 6, 465, 504. .
bi s(2- hydr oxyphenyl)-[1,2,4]triazol-I-yl]benzoi

c ac:ld in the free acid form salts thereof and its

| |
The &frﬁ(&;uﬂh lf In{:ug:{ P%H@IIV\% 18773?131 }gb%g e{ilég& }%Ja?oéegtﬁl ﬁztah&) ﬁ are hydroxyl
and Rm@hmyﬂ amlsdttbyd befabend & 4 [Iih@btse?r hydmmphemdbbll,asimezol 1-

yl]beﬂ%ygé @%W%S@ndq%rg{ ehadé'ﬁp‘?rl(a is not limted to

an aronatase 1n N antl-estrogen an
anti - andr ogen or a gonadorelin agonist; ii. a

bi,t or. {
The congp |3 ﬁ fiTufaI 3'4 [gtﬁgéﬁ@réhygé?%g gg[ﬁtZa Ejérhazol 1-yl]benzoic acid
and Iﬁ{akmhmltmglyaxgeejitablamhamlﬁéredfe@@ﬂasﬁlb@i 1w O9ImEbaRdbilzhed on
Dece?nrbefa 3 P,l 1%5'7 r:]mg ?m%wgranted patent 6,465,504,

4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid in the free acid form, salts thereof
and its crystalline forms are disclosed in the International Patent Publication WO 97/49395,

which is hereby incorporated by reference.

The term “anti-neoplastic agents” as used herein includes, but is not limited to an aromatase
inhibitor;
i an anti-estrogen, an anti-androgen or a gonadorelin agonist;

ii. a topoisomerase I inhibitor or a topoisomerase II inhibitor;



I'V. a conmpound targeting/decreasing a protein or lipid

ki nase activity or a protein or lipid phosphatase
wa@edoraegsy) a further anti-angi ogeni c conmpound BCT/BP2007/054456

conmpound whi ch induces cell differentiation processes;

V. nonocl onal anti bodi es; vi_.,_a cycl ooxygenase

i nhibitor, a bisphosphonate, a heparanase inhibitor, a

bi ol ogi cal response nodifier; vii. an inhibitor of Ras

oncogenic isoforns; viii. a telonerase inhibitor; ix.

a ir ot easécrpyvbiulsiactye aggnran mikylatieg agenspaossi-neapbastic anti-

i nhi bitar . . Onj.n ﬁ!E" pepti dase inhibitor, or a

pr ot easlgﬁ%b?iﬁ |%)|Q gdrﬂncg) agg?}’ts used in the treatnent

of ivhenmad odroppundrratgegmgdesi@singa prowpoergsd kiniastactiaitget 2 protein

decrease. or ;inhibit the actiyi of . Flt-3:. xi. an
HoPo0 1 it P Radard S8R 4 S Besintyicopaiiador o
Xiii. acdmmsivadeviddaindtsek adbdiffefoAGitiompriobéstaay ; xiv. a

conpound whi chlt atr,kg}%t s, decreases or inhibits the
acti vi t VPPRRIRal 3R RISEr i ne t hr eoni ne mTOR ki nase; XV.
a somat DefcbddxfgenaSeiphiditof At laghdkHonateyh hepdanase inhibitor, a
anti -1 eukem c, conpound;  xvii. tunor cell damagi ng
appr oacleB@,g‘Cﬁ\ﬁeFR‘?ns%\ﬁ‘oé’@G_”bi nder; xix. a
ri|enucieRhibtier bERECERSBerdiORbRIMGr ; XX, an _
S- adenosyl net hi o,n]!a,n,e decar boxyl ase inhibitor; xxi. a
mofibcl oh&lOmETeTedBPIes VEGF or VEGFR xxii . |
ph@t 0dyNafic&ast ALY, a #4iri me@NogdetiRat Ahilitor! £hettonine
xxiv. an inplant containing corticosteroids;
aminopeptidase inhibitor, or a proteasome inhibitor;
X. agents used in the treatment of hematologic malignancies or compounds which
target, decrease or inhibit the activity of Flt-3;
xi. an HSP90 inhibitor;
xii.  anti-proliferative antibodies;
xiii.  a histone deacetylase (HDAC) inhibitor;
xiv.  a compound which targets, decreases or inhibits the activity/function of
serine/threonine mTOR kinase;
XV.  a somatostatin receptor antagonist;
xvi.  an anti-leukemic compound;
xvii. tumor cell damaging approaches;
xviii. an EDG binder;
xix.  a ribonucleotide reductase inhibitor;
xX.  an S-adenosylmethionine decarboxylase inhibitor;
xxi.  a monoclonal antibody of VEGF or VEGFR;
xxii. photodynamic therapy;
xxiil. an angiostatic steroid;
xxiv. an implant containing corticosteroids;
xxv. an AT1 receptor antagonist; and

xxvi. an ACE inhibitor.

The term “aromatase inhibitors” as used herein relates to compounds which inhibit the

estrogen production, i.e. the conversion of the substrates androstenedione and testosterone to



XXV. an ATl receptor antagonist; and xxvi. an ACE
inhibitor. The term"aromatase inhibitors" as used
wheoogizsse®l at es t o conpounds whi ch i nhi bit thePEFEPIGBOS4456
production, i.e. the conversion of the substrates
androst enedi one and testostegone toestrone and
estradiol, respectively. The termincludes, but is not
linmted to steroids, especially atanestane, exenestane
and fornmestane and, in particul ar, non-steroids,
estroas ped e%tqdwlmmggqem dhp |tqﬁrlegclu¢l@gb@qm et lgmited to ster01ds especially
sean e B PEt WA it A8 BBl BELONE conecigly
amirmghxyetbngp’éq; ir%létmmikie,tpyoizlgglgthea(mn:bstrdmarcarestb@ctone ketokonazole,

n red S t ed . 0.
voro R PR Pl d R SRR el BB fon e ©
admﬁldst’ﬂréﬂ ,eteeirethe f@ngas it i thidkefedy aig.amded the srad&hkx&tkmomgNTM.

under the trademark LENTA Fad b
Fornif i 4t A ITGEE - PYEE PO TS kG @R s rgdemark
LENURGN M @adroasle 0Bt ke ATENAE-€D, . cAOGE FQEPA S @s@ﬂaﬂll@ted e.g. under

adm nistered, e.g. in the forn1as it is marketed, e.g

the tpdgerk AEEMARSchrsteomiy Mqutnwlsteteé*s ¢.67i6Ithe Eam dsdt is marketed,
c.g. ) DR ERAMBICNS LI A5 elaglie UKL EYn e fom as i

marl&mdnagl widet Hientadiema einF I AR roir SFEMZERFM Angnoglutethiveide can be

formas it is markete under, the trade ™
adm sy R (P FRbSs ho S Sl e o S col P BN
relates to conpounds whi ch antagoni ze the effect of
The &2%{ ggg g?tr(?ﬁt?flg Ihgs L}e§6(§ ng'g%nrfe ga%t%gtcgrrgﬂ%%\é? l@rll]uc antagonlze the effect of

estro a{s\aesﬁer@&bgenr@&%rﬁem ‘BRAelnd]rRMidEL BE Jayl@f H&%hls@Ed f¢roxifen,
anoxi fen can be adm nj stered ag in the formas it
AB

fulvepganipraletifere and loxiisae by draehleridid damerifracapApEdmingtered, e.g. in
the f&?xll 93(11: flsexﬂ%k@éégr@g thgEll 4 £APmBA ﬁm[ﬁ)@’r""eﬂalo%fgne Hy'arochlorlde

formas it 1S marketed, e.g. under the trademarK
can kE:’\AdSle(stter@d e.Buinvhe forars icamarkettdrem ba«i@dhasa@hmk GSAGTA™.,

Fulv#sﬁahjtscaﬁ b%%gfn?lillgteg bs fhs&l%&r& 19 %Sa‘fjggegr,% ][Sﬁtﬁ cdn 5 a%nll(lnlstereae e.g. in

the fEn%ShﬂDEXﬁhlfk)etedPe ganidemahltmﬂemﬁru FYBIJOWE)GT”! (Ancombmatlon of the

conprising an anti-neoplastic ent which is an
inverf OB R PG AR 18 5 CTEALEN Yt SR R e oR i PasieHarl useful
for tief tréuem B HoBiE 6 REefiOSHdsitive badasd@indrginors. The term
"anti-androgens” as used herein, relates to ay
substance which is capable of inhibiting the

The @hﬁl“agﬂleahrogéﬁse Gk S5 heddiflf RBERILE 2 HALBRNRS valich is capable of

b Bl st e o o e g ot imced
blcalgiaﬁﬁa@ OIB‘E%S‘ AwBidh c2PBe fo-Fﬁll%lattéf mg %%m%@kd 0s 4 636,505.
agoni s as used herein includes, 'but is not |imted

to abareli x,

The term “gonadorelin agonist” as used herein includes, but is not limited to abarelix,
goserelin and goserelin acetate. Goserelin is disclosed in US 4,100,274 and can be
administered, e.g. in the form as it is marketed, e.g. under the trademark ZOLADEX™,
Abarelix can be formulated, e.g. as disclosed in US 5,843,901.

The term “topoisomerase I inhibitors” as used herein includes, but is not limited to topotecan,

gimatecan, irinotecan, camptothecin, e.g. 9-nitrocamptothecin and the macromolecular



goserelin and goserelin acetate. Goserelinis

di scl osed in US 4, 100, 274 and can be adm ni stered,
we@2@7/12882¢ he formas it is marketed, e.g. undepPCT/RAR2007/054456

trademark ZOLADEX(tm) . Abarelix can be fornul ated,

e.g. as disclosed in US 5,843 901. The term

"t opoi sonerase | inhibitors”" as used herein includes,

but is not limted to topotecan, ginatecan,

i ri notecan, canptothecin, e.g. 9-nitrocanptothecin and
campthehegincoungite EDIlak &Pt ot kempoubA] irg MQIPNBO#6 B intBecan can be
admini ?e'recE% . pnutng fcﬁ"lm hdhe }/smgr/kg:jgoé 5. ulnr;ilernt%te Ea3im Cr%?(:.gl?/IPTOSARTM.

adm nrst¥ered, e.qg. i The For i ad it ™ S har ket e , e.d.
Topatadarcah be admadkeerad,le. LCAVRECSARGAS it)is mAtkeatlee grurcientHearademark
Yy inistered, e.g. inthe formas it is marketed, e.g.

the trademark HYCAWVH N(tnm). The term
"t opoi sonerase |l inhibitors" as used herein includes,
but is not limted to the anthracyclipes doxorubicin,
The tegm) ‘ sRporymerdse Jdoraibitptsy fausad Regein gnclpdeg ot Byyat h:*r",lted to the

anthgﬁ%ﬂiﬂﬁé"@é)@rﬁbicihpiﬁklﬂgfnggi,pb!;cﬁl?ac-lqgﬁﬁul!uﬂfrﬂ@.'g.ath@ﬂY)@M,%aunorubicin,
DAUNOCSOVE(tm), epirubrcin, idarubicin, nytomycin C,

includingdipebinedl fornaiatiore agr DBILBY QSOMIE™ aeptitubangpuiidrrnlisin, mytomycin C,
. Ltoxantron nd |osoxant ron nd t

pirafJLG BN DR SuBTE, AORRNLARE FREcHEee gnd oppppgrongnd e

podaphiilobexiad rtapiosite nedl tengogide i Eropbwidd @nrbeagmidistesed, e.g. in the form as

.. marketed, e.g. . .under th w ETOPCP. tm., ..

e is MRtk Reat ool B d demeh £ QPORRI s Tortp b cr Phidinisered. e

in thé SorfBdskels@fhrkered. e.d)Ne@ér ché @-aléRb@MBVIKMMRISTOL ™. Doxorubicin can
26- BRI STOL(tm) . Doxorubicin can be adm ni stered,

e. g.
be administrsed; Greminae ffern as iffrRankegds es-ginderde fradpaark ADRIELASTIN™.
Epirdti@f %EE?B&&BBESE&&{?EI'!;E&{ ﬂg% -f?ﬁp hd I ﬁh&e&ﬁﬁe.?ﬁuntder the etraélemark

adm ni st er ed, ormas It 1s marketed,

. g .
FARIYHIRUBICHA Y rIdamyisirkcamARMARUBE € adg £.8) in theltarosdt is neaaketed, e.g.

dm _ni st er, Qa4 nt formas it .is rket ed .
undef B APt ZAS D A NGt Rl Rt e 3 B fg s e
markeeedaelgl uwridet eeathdematk NOVANERON™ as it i s market ed,

e.g. under the trademark NOVANTRON(tn). The term
"m crotubul e active agent” relates to m crotubul e

The ﬁ:hﬁb‘irﬂiftrbitdlﬂléeaclﬁﬁﬂé agenfri &mésu_buﬁie;odﬁ@%@&hﬂ)ﬂmhg g%éﬁg?fiﬁ@rotubule
destabi ?zqrgd{:ggq?tits #{1 ggcrggl,b)tll edggg;{gé{izggp% I;]nh:blalg{r? {nzgg:gpn%alﬁla Ingtg limited to,

taxaflQCeE PaelitaxdlNAd YoBG ket thk@liat AlkaBidy; e. ¥l vkl asink NBpecially
~ especially vinblastine sulfate, vincristine,
vinblagtinesiukia ey vinsriseipg. cepegially yincrstine syiaresansorinemsibine andd

discdjiieﬁﬁ&fii%,r BUHidBes 40 |e5&jhﬂ5ﬁ1f,%scmar&i@ri@ﬁ%mhle%ﬁ%.gaegothilone Bor
derivatives thereof, e.g. epothilone B or derivatives

derivapegsabireofpBadlitaxghkenn head mirisgendh psindisarnrketed) form ejgr ynder the
esd LSS0 B O T SRR T Ui,
e.g. iadhe formtagiieid marketed, e.g. under the trademark VINBLASTIN R.P.™, Vincristine
sulfate can be administered, e.g. in the form as it is marketed, e.g. under the trademark
FARMISTIN™. Also included are the generic forms of paclitaxel as well as various dosage
forms of paclitaxel. Generic forms of paclitaxel include, but are not limited to, betaxolol
hydrochloride. Various dosage forms of paclitaxel include, but are not limited to albumin
nanoparticle paclitaxel marketed as ABRAXANE™, ONXOL™, CYTOTAX™.
Discodermolide can be obtained, e.g. as disclosed in U.S. patents US 4,939,168 and US
5,618,487 to Harbor Branch Oceanographic Institute or by chemical synthesis as described,



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

trademark VINBLASTIN R P.(tm). Vincristine sulfate can
wheooadessmo stered, e.g. in the formas it i s NMEPREERIHN7/054456

e.g. under the trademark FARM STIN(tn). Al so included

are the generic fornms of pacld{taxel as well as various

dosage forns of paclitaxel. neric fornms of

paclitaxel include, but are not limted to, betaxol ol

hydr ochl ori de. Vari ous dosage forns of paclitaxel

for exaropladie, Glh&28Qa7¢, WER IBL2A122 elnd g Sapbtams Sranthet ansl 6S

6’03%3% %‘ﬁ@%}t% embé(lz%o%g?ﬁn% r'de can be obt al ne%[‘en@ep Othllone derivatives
whicHliage liodestd iim ULS. BatepalNené.d 948 1, WEDI Y 61 24 &V(DJ§8/25 929 WO

o5y BT A ogRa by B AL SRR IALTB0N BpllSl el
EpotBBRI&GAZan/WDB98/ 24429 and U. S. patents US 5, 789 605 and
US 6,031, 133, which are here incorporated by
reference. Also included are Epothilone derivatives
The VMﬂ:i/nChll@rtaﬁm@iagﬁit;bﬁﬁdlséd]hédeiﬁ inPitdes) buiNe noblichéd 43 tycldfBosphamide,
98 1. WD 98/ 25929 849, WD 99/ 43653,
fosf a1 DA BTN aAE YD 557 St AN BB AE 4P GFBP & FER° LFEMODAR).
Cycl5pdsPRdnhide cth Bé"&ﬂlﬁhhlsﬁredﬂé% tretheforal kyik atth e . "undasthe

used herei i ncl u ut is not limted to,
tradm&&ﬁ@s%ﬁ sgad 1 f%glf‘grﬁs&éo Lt Mal an or nitrosourea

(BCNU or Qiadel), or tenpzol am de ( TEMODAR).

Cycl ophospham de can be admi nistered, e. g, in the form
The gegm; "anfigepplastistang-metaolitgnmghudes dut lfsaleélmrtrzd ey Stitgrewgacil (5

FU) 28 s, ag@angﬁa@.%e hmpéél}hetfmgnﬁge;g@?ns Afch a@?%@i&ﬁ&h@ and

|-msa0|te i'ncl udes, isnot limted to,
deatsbmb,umtbarrr@z@utfr, edgrexatgy ang @@@ﬂa@m@msgém @Sabph@t liphgd o,

pem%ﬁex@%}?d/ leﬁEéd?)Qma&?d“Eh%muﬁlé‘EJ‘ d'gﬁheée BARARBEL Q' Ng@Red (TOMUDEX).

eci t abi ne; hot r exat e trexate; and foI Ic acid
Cap%mtabtg@mnsbesa@mohtea@,, elguin thefork af it scnarketegemmtundsretlie trademark
| y di | ate synt hase inhibitors,
XEL?.}%.\’ a%(‘gtgeﬁtgilﬁtAlemx%edgs ). Capecitabine can be

adm nistered, e.g. inthe formas it is nmarketed, e.g.
The kljﬁﬁ(glerplatﬁll%m ?O%?pOg‘ﬁ?nk 8%( ESLegRéfai,u? (I;llgal’%e @C}?ﬁ@ n%sﬁéﬂn spgélplatm
oxalmdutmoplpéattmm,m agespl sath as 290433 &pd:faxtabky, thexpdd timuina¢dmmpand is
Ilatl num agents such as ZD0473. Preferabl Y, t he
%t i num conmpound is cisplatin. The term "carboplatin”
as used herein relates to the antineopl astic agent
ds-dj a 1, clobu ane di car boxyl] at o .
The (7 IHMIPRE WG HHGR Bobaar eyt larts dgnsgisigmie 1.1
cycldbutdng dR;aQ)oxylato) platinum(II), which is disclosed, e.g. in US 4,140,707 or by R.C.
Harrison et al. in Inorg. Chim. Acta 46, L15 (1980). This drug can be administered, e.g. in the

form as it is marketed, e.g. under the trademark CARBOPLAT™ or PARAPLATIN™.

cispl

The term “oxaliplatin” as used herein relates to the antineoplastic agent also known as
oxalatoplatinum, which is disclosed, e.g. in US 5,716,988. This drug can be administered e.g.
in the form as described in the cited US patent or in the form it is marketed, e.g. under the

trademark ELOXANTINE™ or 1-OHP™,



Harrison et al. in Inorg. Chim Acta 46, L15 (1980).
This drug can be adm nistered, e.g. in the formas it
WO soonazdsed ed, e.g. under the trademark CARBOPLEOT/EPJ00D054456
PARAPLATIN(tm). The term "oxaliplatin" as used herein
relates to the antineoplasti,g agent also known as
oxal atopl ati num which is disclosed, e.g. in US
5,716,988. This drug can be adm nistered e.g. in the
formas described in the cited US patent or in the
The feon frisplatis” anwsed herdin relages toshmtinheplasriadeentrako known as cis-
diame R ARIONL L fctte i Dan A% ok A R fleng Bedisclosed.
e.g. ikAdivh388,020.sdi am nedi chl oropl ati num whi ch conpound
and its use as antineoplastic agent is disclosed, e.g.
in DE 2,318,020. The term "conpounds
The teah §edm pourdie cargetiighigcr@apngi erateiaror lipjl ldnise na$wty; or a protein or
. activity: or.a protein ar |ipid phosphatase activity.
lipid gfosplpactyity; FiRgRsguR BB BRBES U & 4 oae hetyity pcludes,
but i$ Aed [1nkes], toppitotdiss tyRedingd kifthdeil diod serffeGindion therbids kiiRse inhibitors or
I 'd? nase and/ or_serine and/or theroine kinase inhibitors
ipid kynape 1ahubiiors, AQBeXHM!%i t ors, for exanple: i) conpounds
t ag)get | AgapdlNas BASHAE, dkrehflhg B inhitGridd@e a6divitl df ¥hObascular
t he vascul g:? .endot helial growth fact or-{lecept ors .
( VEGF) , eréigeislialerewiigeieasecrpiorn MELrigetuch aeeqrareungs which target,
i nhi bi t ddchge BEInhMit the i VERIN@GIedially cGRPRRIIS dhich inhibit the
whi ch inhibit the VEGF receptor, such as, but not
l'i mi t edVEGF reuepioyrsueh ag Pugnef] lyitgdiog 7 Hepyawlolg et 4 lpwdmidine
?-69-[ 47 (F%f&ig{éﬁ%sg%-%éﬁg%rﬁwdmgﬂWin%fn'e‘ﬂ@ﬁ{@fﬁ'e, {6-[4-(4-ethyl-
| - yI net mperpzipHeripethyphspyll-dHopyzrdold) 3oglpy viinédinr44¢ J{(R)-{ -phenyl-
(R)-1- pé(]ﬁﬂ)’-hﬁﬁ YEAY BRGS: is%ﬁolﬁ?é'c%ﬂ%@hnassﬂc@&% W0 00/09495
compounds’ di scl osed in WO 00/ 09495 such as
(4-t er tsughiy [4-tshemyylyphenylhyipoiidingd-ylnresh hydoaiigobuil rd)-amine;
n-1-yl)zgmne; and ii) conpounds targeting, decreasing
or inhibiti ng the activity of the platel etderived
griowt h deagtomnds ecgepngy deceRHBGER) inhhitdthg ths activifyoaf hisplatelet-
whi ch targe rease or i nhibj he ;activit foi.
PR, - S b RS s A ThPGER] st Cofiitplehich tarees
r ecept odecreasggor, inhib-thhanivity 2f PIGHR, i peeialyreanepounds which inhibit

111 e st R AR RS SRS B A B 8-
t he actimaitinyb, §U10heSUekbs ahl &FB-111;

iii) compounds targeting, decreasing or inhibiting the activity of the fibroblast
growth factor-receptors (FGFR);

iv) compounds targeting, decreasing or inhibiting the activity of the insulin-like
growth factor receptor 1 (IGF-1R), such as compounds which target, decrease
or inhibit the activity of IGF-IR, especially compounds which inhibit the IGF-
1R receptor. Compounds include but are not limited to the compounds
disclosed in WO 02/092599 and derivatives thereof of 4-amino-5-phenyl-7-
cyclobutyl-pyrrolo[2,3-d]pyrimidine derivatives;

V) compounds targeting, decreasing or inhibiting the activity of the Trk receptor
tyrosine kinase family;

vi) compounds targeting, decreasing or inhibiting the activity of the Axl receptor

tyrosine kinase family;



growt h factor-receptors (FGFR); iv) conpounds
targeting, decreasing or inhibiting the activity of

wo bm7iizssed i n-1 i ke growth factor receptor 1 (1 GFET/RP2007/054456
such as conpounds which target, decrease or inhibit
the activity of 1G-1R espg %Oal 'y compounds which
inhibit the | GFIR receptor. npounds i ncl ude but are
not limted to the conmpounds disclosed in WD 02/ 092599
and derivatives thereof of 4-am no-5-phenyl-7-
cydl) obmoylmogydﬁ’ wrgstingAediepsing af thitingethe getivityeof the/§-Met
conpoung %&;getlng decreasing or inhibiting the
act|V|ty fhe Trk receptor tyrosine kinase famly;
vi Vit ongronreaigds alrmmg,n@ecrqasog eamihitgring the apibiytafhe Rérereceptor
activity of the Axl receptor tyrosine kinase famly;
Vii) c&#poun 1arget|ng decreasing or inhibiting the
acix vi tqpntﬁouhﬂﬁtamgdﬂbg, deemepihg oy inhikiiting the apviryds the Kit/SCFR
targeti ?é decr eaS|k lgagor inhibiting the activity of
t he Ret"SF&CERYEF ¥y 88Efne kinase; ix) conpounds
t ax)get | agnpdihedf eagdting, dacrdasifg bt inhitgeitidwhe acdivisy dfytheoC-kit receptor

the Kit/SCER receptor tyrosi i nase; Xx) oun
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products, e.dg. ki nase, such as conpounds
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f r om PalBkébasthglimidatatli-v)-b-(wiflubsoraethyl)phiyl]-3-[(4-pyridin-3-
ylpyrimidin-2-yl)amino] benzamide, dasatinib (BMS354825) or N-(2-chloro-6-
methylphenyl)-2-[[6-[4-(2-hydroxyethyl)-1-piperazinyl]-2-methyl-4-
pyrimidinyl]amino]-5-thiazolecarboxamide monohydrate, bosutinib of the

following formula
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[3-(4-nmethylimdazol-1-yl)-5-(trifluoronethyl)phenyl]-

3-[(4-pyridin-3- ylpyrimdin-2-yl)am no] benzam de,
walamatizssed ( BMS354825) or 2V-(2-chl oro- 6- PCT/EP2007/054456

met hyl phenyl ) - 2-[[ 6- [ 4- (2- hydr oxyet hyl ) -1 - pi perazi nyl ]

-2-met hyl -4- pyrimdinyl ] amno] - 5-thi azol ecar boxam de

monohydrate, bosutinib of the follow ng formula and

I NNO- 406 of the follow ng fornmulaxii) conmpounds

targeting, decreasing or inhibiting the activity of
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e.g., mdostaurin, .exa f er c

ol bdesrg oot etk Rgr g s UisndSirat BRORDU530, e

Br yost amidbsiuriReédatipidsRE furtheroba b iels URQI&;L& 220@nd1Rafingol;
320432; 6976 g5| s 3521; Y333 31/ LY37

i sochi nBiY 1 Uﬁafgtméu‘c’w geng filaosynes gj%SE@AOﬁHMO

00/ 0949%2048bISGOP @768&%53252% L@Wﬁi@7@h9@ﬁsdcﬁﬁﬂohhé &mpounds,
ounds tar getl n decr easin i nhi biti r}%@r7
a

i( Ihlel gcf g{;ﬁtay these Bisgpesdio P G994 9Rs §é’D1t8¢|36%659
pyrym dyiﬁmrmgp@)g,zam de and derivatives thereof, e.g.
4-
Mexiiy | mqm@st%wnai #pgrepsing py iihiRidngihe paiT Fogf-Pp - fyrosine
4- et h |
e yialn!ag_e" W?%@ Eﬁ)o P%%hpldy?far(lﬁl%bgltFﬁf&%ﬁ%hlf%’t&%ﬂﬁ&eof e.g. 4-

benzam ost refera ow no

wei ght Methy&3d 3 Bﬂ@@dh&PYﬁmlﬁnﬁh&nndcﬁdﬁ ﬂ:-aieltlyyl 1H-imidazol-
accept abl g S a

e B0 pragAaEhPlolte s FEBRPUI preerply « low
S- ar y| benkeevenwkight (Nl €1 560) tmsmmmtir@t aphprmacdutioallycdcagpgable salt
of conp s

fromt hgllé%(rggu c%ﬁ ?scfe %%OQH yr phfgwb}%géﬁgfﬁﬁﬁﬁgﬂmle class

AG 99, dwythp B%Ylbenz,é@rﬂa’l@mrﬂﬁprmmwrﬂe ,Q(ﬁnj)]l%;lass of compounds,

l%;ﬁ?lozrtr?é;]e é/_s\ﬁcéecf'a 8{ anT gr%hos le%% fr e.%/org%n %éﬁné&?

556; AGB&'r_éhasnﬁh Aﬂﬁﬂhﬁa’ﬂl&lﬂ AG—99 Tyrphostln AG 213, Tyrphostin AG 1748,
Tyrphostin AG 490, Tyrphostin B44, Tyrphostin B44 (+) enantiomer,
Tyrphostin AG 555, AG 494, Tyrphostin AG 556; AG957 and adaphostin (4-
{[{2,5-dihydroxyphenyl)methyl]lamino}-benzoic acid adamantyl ester, NSC
680410, adaphostin);

xiv)  compounds targeting, decreasing or inhibiting the activity of the epidermal
growth factor family of receptor tyrosine kinases (EGFR, ErbB2, ErbB3, ErbB4
as homo- or heterodimers), such as compounds which target, decrease or
inhibit the activity of the epidermal growth factor receptor family are especially
compounds, proteins or antibodies which inhibit members of the EGF receptor
tyrosine kinase family, e.g., EGF receptor, ErbB2, ErbB3 and ErbB4 or bind to
EGF or EGF-related ligands, and are in particular those compounds, proteins
or monoclonal antibodies generically and specifically disclosed in WO

97/02266, e.g., the compound of Example 39, or in EP 0 564 409, WO
99/03854, EP 0520722, EP 0 566 226, EP 0 787 722, EP 0 837 063, U.S.



{[ (2, 5-di hydroxyphenyl ) nmet hyl ] am no} - benzoi c acid
adamantyl ester, NSC 680410, adaphostin); xiv)

W@ e0upaesses t argeti ng, decreasing or inhibitingPCTEP2007/054456
activity of the epidermal growh factor famly of
receptor tyrosine kinases (E@FR ErbB2, ErbB3, ErbB4
as hono- or heterodi mers), h as conpounds whi ch
target, decrease or inhibit the activity of the
epi dermal grow h factor receptor famly are especially
conpounkisent @567 475498 VD IBHIOTE 8sWhP HR0GIHMID17/49688, WO

oo Ry Fert ERRRAPO S 97 e SRR Rfhintaq Gp 358774,
EGF or WG-96/8823¢d.g. cgapamd ETDdS&?@nIdI’WﬁBSPi/OMSaB g., compound

gener 2%1%5‘2%@ sgzrtﬁ%s?tizﬁiaaﬁwﬁﬁ?%?’hﬁﬂ%' B G774
e.g., tOri1@IPE RGYEANY) El.BE2.4rEA. 5 B2, Ee5Q42409E6.3 or
EP 89é8§%ésancf7 D Py dghraryg whPA godiclosed in
VO 97/ 3Q@843/0V63 A7 ASGE8 an¥\E:R7Hi B3 indNehn RSRIGGHhBletad, in the
WO 96/ 30347, e.g. co&gound novvn as CP 358774, DO

96/ 339800rmes it is TSRS A, aAd eofisiyb ppBEFSA, human

e.g., CABRQYAHI ZM@anlﬁstghe %Bé}%alljéfmh fAdetseEdBkbr including
N(r)) cet uxi mab, I|ressa, , Cl-1033, EKB- 58

OGN 2016ABEIEGHER; and 4, E2. 5. E6 2, E6.4, E2.11, E6.3 or
E7XV§ 3, c&ﬂgom‘s vm{amkgz [d%a%as%' erlbmﬁe &%vﬁﬁfdn%ﬂ&ﬁ ¥ES
whi ch are disclosed in 3541, erlotinib

gefiti mebnelérer@tmmmﬂ%hmb@ %ei mmﬂsltlsew@lpqqmd@ rpesotiems IPF
as 1t %fﬂ%ﬁl@?%@ch t? &%ta/llln];ant ) x’ﬁ‘bergijthgqlffré)kruuﬁas@?amily, e.g.,

| RESSA, man nonoc di es agal nst
epi der nRADg RGO 1f GET1-G 791@1&%%7(80 BARMJ},u@IngYCABa@dEGFR

and Xv)dem Aqgloé.@éh%na aj{IgL%t57? ?ﬁc? AF%‘?&%#&}HL& Everollmus

the activif unct on of ’Serinel t herofi ne
are es p(éiﬂlé]l'ICw\bcmmp(sunkﬂmps ERECAN mvetahmub,dblmlébamkmwmlganonal

teagget %IACBIhi %&B&”ﬁf‘bﬂ%gn bl}%éf@?;rgvl ﬁ%s 1fern'{10>{ bf T cells and
and dervasatlaveasdoahalwdgs ctlker eof, AP23573 and AP23841
fromAriad, everolinus (CERTI CAI\I) and sirolinus.
CERTI CAN (everolinmus, RAD) an investigational

When referring to antibody, it is to include intact monoclonal antibodies, nanobodies,

polyclonal antibodies, multi-specific antibodies formed from at least 2 intact antibodies, and

antibodies fragments so long as they exhibit the desired biological activity.

The phrase “compound which targets, decreases or inhibits the activity of a protein or lipid
phosphatase” as used herein includes but is not limited to inhibitors of phosphatase 1,

phosphatase 2A, PTEN or CDC25, e.g. okadaic acid or a derivative thereof.

The term “further anti-angiogenic compounds” as used herein relates to thalidomide, e.g.

THALOMID™, lenalidomide, e.g. Revlimid®, TNP-470 and SU5416.

The phrase “compounds which induce cell differentiation processes” as used herein, include

but is not limited to retinoic acid, tocopherol or tocotrienol.



novel proliferation signal inhibitor that prevents
proliferation of T-cells and vascul ar snpboth nuscl e
wa@edora288hen referring to antibody, it is to iPCI/BE®07/054456

i ntact nonocl onal anti bodi es, nanobodi es, pol yclonal

anti bodies, nulti-specific eigl bodi es forned from at

| east 2 intact antibodies, d anti bodies fragnents so

|l ong as they exhibit the desi r ed bi ol ogi cal activity.

The phrase "conmpound which targets, decreases or
The fenini “‘idroclohel ancibodies™y apfised herent, enahudss, buit ps bt limited to
bevaPi:Ql?nrg%Jbé te%?fma%%rg:s’ltt%%?nsla > fI I rl]m{onc}?tggx:eta?}ugnci]tosu%m?rg%léand iodine I
131.ZB¢vaETlEthcharC®®25nnEteg:d mkhxdﬁxrm Aadi d ntalrkaedj ergl WAAISTEN;

t.hereo term"furth ogen
cenB3h 3R RRERET bl S SRR TR ER6Ra o RIREHAER
IbritlindmabkiDkétad as VEWBILINpamddesitien@matiRevd iodind (1131 aJ BEXXAR.
and SU5416. The phrase "conpounds whi ch i nduce cel
differentiati on processes”" as used herein, include but

The teismn‘ayclbmrylgt:reﬁe InBibiek P BOuded deteth inkREAGHBET i@ noblimited to, e.g., Cox-2
tocotri The erm "nmonocl onal ant b ies", as used

o
inhibitgrsSralkyl sebsiged Zgarlaminopbsnylacesiq $aVatiySuspsh as celecoxib
(CEIEHREN) Wﬁheco&m@m&ont&&bwame&hb tot Wsefig.2-and

t05|tun0nab and i odi ne 131. Bevaci zumab can be
arylagpipppiieaylaresig apid, ¢- EeS‘fIk?F}Fﬁl -&42-¢hlore-qre{lucegagilinogphgnyl mgsitspcid,
lumiMcogi®t uxi mab as ERBI TUX; trastuzumab as HERCEPH N,
Ri tuxi mab as MABTHERA; |britunomab tiuxetan as
ZEVULIN; and tositunonmab and iodine | 131 as BEXXAR
The Egi]r% %@Hbsp@)ﬁﬁ&t@@%%&fﬁ&enh @HElPdeE q;ut 1@§otg§1ﬁggl}8 eftiddnic acid,
Inclu Is not limted to,
clodionfs dgid, @dtgiro@c afidypansidhanid aqid, @djsndromc acxd ibandronic acid, risedronic

t
seid B e i P R R LT e PR s
markbaddd egowider dre taadémtlkpﬂDROl\ﬁ%Iyt‘amlndmnwicﬁ’mh|b@ adpiirdstered,
e.g..5-methyl -2-(2'-c fluor -
e a8 FOBmaRBItHS A e BT Fhe S TATE B R tonic acid
can [RSadasi8dteRRY @lgNini the fdidle:ﬁs,lt Ruharké&ed\Qlg. lunrttBe crh@emark SKELID™,

etridoni aC|d clodronlc aci tiludronic, acid,
“PamydAngt B e A TSR o B AR (oI 25t Ak e e under the

traddnha3€ NRETHIA 72 G Ao 1A Gnig Qbﬁd '&9:{1 b& a@rﬁfn‘ijsterecizterg qpﬂ?lle GordEh &kt is
can be adm ni stered, e. the form as

markegadk egeehdee thy. tragediark FﬁéAMl’a?é@‘nﬁIHanml@R@dEt’(qan)be administered,
e.g. m(t:ile ?)rr:%nals(’;t & cr:rllatqk%g& gegg %n%‘e%gfé P{r%u% %atei" éféanng}N}\%‘ne“ﬁjoec{n ronic

as it Is nafke
acid BG\EE@(:ﬂlﬁ%teredT klguigtrthe f @ maasi idlis nﬂ:ﬁhetbé, el indérahe trademark
A 14“n &%ijggg{cg(cﬁ%can ble %drrrrl?r{nsktgrteg e.g. m ghe flfl)prg %E 1tt1£] renarketed e.g.

under the trademark ZOMETA™,

The term "heparanase inhibitor", as used herein, refers to compounds which target, decrease

or inhibit heparin sulphate degradation. The term includes, but is not limited to, PI-88.

The term "biological response modifier", as used herein, includes, but is not limited to

lymphokine or interferons, e.g., interferon 1.



"Pam dronic acid" can be adm nistered, e.g. in the
formas it is marketed, e.g. under the tradenmark
WARBDhZ§820M) . " Al endroni ¢ aci d* can be adnm ni st BCBEEP2007/054456

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

trademark FOSAMAX(tm). "Iba %ronlc acid" can be

adm nistered, e.g. in the forn1as it is marketed, e.qg.

under the trademark BONDRANAT(tm) . "Ri sedronic aci d

can be admnistered, e.g. inthe formas it is
The tean K ethehdtor of Q\as gm@gpm{: frefarma Geasarsed e (y\mgl@dqs) but is not limited to
H- R%Szﬁl I?aq IN ﬁa? dc%pcagere%gmoryoggnr%{lﬁ% Wtﬁngt eh’é’ﬂ} ﬁ&?ease or 1nh1b1t
the oﬁ%fﬁé(atm)lty dlfﬂﬁsi eg.m fhhepﬁrtama&sase nihutbtqrtbFTI,) s Lugeid32,

unds whi ch target, decrease or

DKBEﬁﬁ? Flggégiéh suﬁ§ﬁ8¥% degr adat i on. The term

|ncludes but is not limted to, PI-88. The term

" bi gl ogi cal onse nodifier" sed herei
The teHp Qﬁ%—geramﬁl% oﬂ‘zlas pse Il}eléedn,tlgcly%%um B ok llél}lted to compounds

which i@éd 860dISe o€infibit ﬂhBh&[\fl@rdf el gmdiace. t@dirﬁp dd’dlb Ivsbilthﬁrgéf
Ras on g ic Jsof used herein,
decrgage ?]rolp ¢ 2dvity o q#ggeraﬁ 356 ESPgFia TEQHEPOU& s ggg 1nh1 it the
wknmggﬁuaxp&ﬁf@gdegeggmpounds whi ch target, decrease or
i nhibit the oncogenic activity of Ras, e.g. a farnesyl
transferase .inhibitor (FTl), e.g. L-744832, DK8GG57 or
The Rk fafrik %BN%%aseTﬁ}ﬁbﬁ&”' g (VAP IR iER), 1B Iﬂb&’l‘ He@din, includes,
as used hereln i ncl udes, but |s not I|n1ted
but ig peimitristongf! lapent mp@épmug@gra@élsrpnmeppﬁwpgqlqtlctuh@bltors tetracycline
derl\%ggérs}e/é éYh%ro&ﬁhﬁ%ﬁ&%mlﬁgﬂpQﬂﬁm%r%hﬁgstgﬁﬁ&ﬂts orally-bioavailable

e or inhibit"the activity of telonerase are
analegsie ewirmdsiat (BB OLMdpringmastati(AR3BHE), metastae (NeHe683851)

BMs[z%Qﬂ Ay $2956k ef&ﬂﬁﬁb%}vﬁzﬂ?r“& }M’L | nm?ﬂ rix

met al ['opr ot ei nase in itor' hibitor), as
used herein, includes, but is not limted to, collagen

The {% t"lmqeﬂm)ﬂfﬁg rg\ r%%g tncpage Rl%ﬁﬂogmgs ql@%ﬂ Gerkil rﬁhgh&%f Bat is not limited
racycline ertvatives, e. roxanat €
to, ccpxapwmﬂs wihivht th get, laérioase o uidablr rh:stcsit'ity efndethtogine aminopeptidase.

ComBPurhclg hofelt\r/ 9 Alégrlfgieaora oglls%t%é acflll\gao{sggg\gaﬂmeza%}ﬁl)peptldase are,
e.g. ngaramezsa deBAYive 2hed&d6, TAA211, MM 270B or AAJ996.

The term "net hi oni ne am nopepti dase inhibitor", as

used herein, includes, but is not limted to,

The &&ﬁp‘@bﬂtdﬁoﬂi@ilﬂhbftc&ﬁ’g% usélElgdreiasiacladesi dohippuhds wkich target, decrease
t hi oni ne ami . nopeptj dase. Conppunds whi.c

or infigbe a2y oL BecP BREor . DY PR A T F{EBIEeHE i e the

activahiion ﬂféﬁﬂbﬂegﬁﬁlﬁa iatlade, bHuf arehﬁ‘iﬂ giiied €0, PS- B 1JRIILN 341 Medrtezomib or

t her eof .
Velcade.

The phrase "agent used in the treatment of hematologic malignancies", as used herein,
includes, but is not limited to, FMS-like tyrosine kinase inhibitors, e.g., compounds targeting,
decreasing or inhibiting the activity of FMS-like tyrosine kinase receptors (Flt-3R); interferon,
1-b-D-arabinofuransylcytosine (ara-c) and bisulfan; and ALK inhibitors, e.g. compounds

which target, decrease or inhibit anaplastic lymphoma kinase.



The term "proteasone inhibitors”, as used herein,
i ncl udes conpounds which target, decrease or inhibit
wo bm7azgseoi ty of the proteosone. Conpounds whi BET/EP2007/054456
target, decrease or inhibit the activity of the
pr ot eosone i nclude, but are zot limted to, PS-341,
M.N 341, bortezonmi b or Velca The phrase "agent used
in the treatnment of henatol ogi c malignanci es", as used
herein, includes, but is not limted to, FVM5-1ike
The pt}ws@s‘icompdauimwictfntla'rg@t,td@c@aseezrgnhibim dlmanidss of Er-géts nged herein,
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benzdylbtabr @ p adin ) afi dissansipl, eytamsosperlﬁeadeaweblvea ﬁUl bl‘ﬁi.dlfddﬂLNSl 8.
and ALK inhibitors, e.g. conpounds which target,
decrease or inhibit anaplastic |ynphonma kinase. The
The tﬁ{]iﬁ ABISPY T piliiatdnd'S avwhded hhetedr, gﬁdlucﬁ:d,dﬂftesa[&ﬂ lititeildtt) ddinfpounds
the activity of Flt-3" as erein, i es, byt
cargefigE, dGtrer i Srdanp e RS gﬁ?ﬁ?ém@w&fqﬁ#@gb&wﬁng’ targeting,
decre\ﬂﬁhg? Br inﬁfﬂltmgt thEHSP80 cBerld pré‘ﬂ@ﬁﬂ ZRYthe uBﬁ]aidlﬁlq:ﬁr@&béd'ﬂlﬁa pathway.
m dostaurin, a staurosporine derivative, SU 124 Fﬁngoare

Compawpsls sarsetHig, desrspsnpigpathibifipg ierpiripsic AjPaseaciivive
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decCreasin inhibiting the intrinsic ATPase activity

17- albflaqqug@ eg@@o&@gq}@anamg@é{l 'ﬂh@G da&’eilc@ggqnﬁ@n derivative; otheér

gelda'ninﬂ%'gh trélQthcQﬁ Bﬁﬁgoragldc%mﬁncpp@ﬂ DhidiécRs.t he ubiquitin
prof eosome pat hway.’ Conpounds targeting, decreasing or

inhibiting the intrinsic ATPase activity of HSP90 are

The t%ﬁﬁeg& -H%f&g\qgeom%dle?f &t&w?erg@pgfamd@so%@ﬁ WiiGRed to

ase activit

trastuzRsmabl( bﬂE&ﬁEﬁa’M)zm@mum@btwéldﬁ’abamh:ﬂm’(mevaalzumab
I
VAR P AN OB AL 86 o

annbbdm 1spmea|nt é. grlatacvaoamlorbrb dnebOdlaslesddndi engbayies, multispecific

antlb{)&%hl‘é%%% ﬁ)but %t. 18as irll,ltﬁcatbanhﬁﬁqdlg ?gtl c%ilije??rw&)so long as they

exhlﬂﬁ)teahadbszmd&)hbléngsé@@ifduhby rituxi rrab (RI TUXAN), PR0O64553
(anti-CD40) and 2C4 Anti body. By antibodies is neant
e.g. intact nonocl onal antibodies, polyclonal
The ®@th i“b@dineﬁead&byﬂdsé siAPAICT) iichibindr” baxised héreinnreldtes ro mel aes to
and antj.bodies fra

|bod|es nme SO
compogigs which Ui oreone racene@re s RER BEEar GLTTOlEy e
activitfl eghlﬁ i3] _d&!s 5&1;31@ ﬂodﬁﬁﬁ&i bdl c&ﬁlﬂ;o(uhﬂl“@)clbd&h iDW@®102/228387, especially

se [ rel at ore anU
N-hlF T 6§ et e edd Byt ke el e nﬁ&%@ﬁ%& 2E-2-
propéfiblidd 2l N-By&bky.8- éaq%z 2 B‘Béthy_ﬂi FBindBIC3- g? i s not
limted to conpoun i sclosed in WO Q

amm@]gxp@byl hpsyyl] 2E 2-propenamide and pharmaceutically acceptable salts thereof. It
further especially includes Suberoylanilide hydroxamic acid (SAHA); MS-275, FK228
(formerly FR901228), [4-(2-amino-phenylcarbamoyl)-benzyl]-carbamic acid pyridine-3-
ylmethyl ester and derivatives thereof; butyric acid, pyroxamide, trichostatin A, Oxamflatin,
apicidin, depsipeptide, depudecin, trapoxin and the compounds disclosed in WO 02/22577, in
particular N-hydroxy-3-[4-({(2-hydroxy-ethyl)-[2-(1H-indol-3-yl)-ethyl]-amino}-methyl-

phenyl]-acrylamide or its lactate salt.

The phrase “compound which targets, decreases or inhibits the activity/function of

serine/threonine mTOR kinase” as used herein, includes but is not limited to compounds,
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Ariad, everolinus (CERTI CAN) and sirolinus ( RAPAMUNE),
CCl -779 and ABT578. CERTICAN (everolinus, RAD) an ‘
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The term "ribonucleotide reductase inhibitor" as used herein, includes, but is not limited to,
pyrimidine or purine nucleoside analogs including, but not limited to, fludarabine and/or ara-
C; 6-thioguanine; 5-FU; cladribine; 6-mercaptopurine, especially in combination with ara-C
against ALL; and/or pentostatin. Ribonucleotide reductase inhibitors are especially
hydroxyurea or 2-hydrexy-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).



1, Devita et al., Eds., pp. 248-275 (1993). The term
"EDG bi nder" as used herein, includes, but is not
wo povrtizss2d¢ o, a cl ass of i mmunosuppressant s t haPCT/EP2007/054456
nodul at es | ynphocyte recircul ation, such as FTY720.
The term "ri bonucl eoti de reqléct ase inhibitor" as used
herein, includes, but is not“limted to, pyrimdine or
purine nucl eosi de anal ogs including, but not limted
to, fludarabine and/or ara- C; 6-thioguanine; 5-FU;
The etrad Biaﬂémyln&{hfemioaptcamm inéﬁp@csj”adsluyzed Imerein includes, but is not
i on and/ or

nat i
hmlt%éé{nr?%s ALPa" ?&ld%lr?ﬁegl Lﬁ de re ct ase inhibitors are
especi al Iy hydroxyurea or

The é’_trh ds oxr%élzolr_ll-ﬁ:_;ngllbo (Eé S,f {/E,éi: gr I*S(e’r Iﬁ{&&tfldglgs Su?llﬁcgggut is not
llmltwﬂﬁyorﬁpoﬁids disfloteal iVCOl W3 I8 8, /gl 1-(BhlomaniliBo)-piH-

4). The term "S- gdenos t hi oni n
pyri TR PR A Sth B BT a AR HE 1T APIAE Gifehe pigEinate, o
in WOS%%I?MSI wcpr @d/zvﬁz(o rwa:mm@wclquhgﬁsgwmoa@sy and EP 0 769
rase "nmonocl onal_antibodi es o
947, Shosymiameriboski IR 6 i RnF e BOtPR 5200218 Hopal Yuan e
al., Fr@a NEQWEQM@QSUS% 5&1'1 %e? pl TUAS8) 1&8"‘7659@% Zaet al., Cancer Res, Vol.
chl oroani |l i no 4- p rldylnetﬂ%#)phthala2|ne or

58, p.? éﬁh"rh%ﬂée(&??@apw densiesal- e Takire! Ra 1, ppel4-21

199§)‘J1?16\Y7@36(ﬁ 7592 dnfl \YV\@ Wi&%gﬁNd’f@SQ@/Tgﬁsggcn%@ by O’ Rellly etal.,
00/59509, WD 98/ 11223, WD 00/ 27819 and EP 0 g

Cell,t\rds®, an. Hes328 B884% ENBQEEA TN tdeggiribed @&B?IHR@SQI \%ﬂ Vol. 88,
0 Y t d
pp- 229 26221995%1 t@%ﬁﬁlc(a%l%ga%ges U %16b, 2he4 43 @9&4{\@ s'ueé*@@

5214770 (198
beva@amudy; oResti- VESIE arﬁg)odpp or g@@@’E@flmce(pj_@'g@pbo@n@ e. g rhuMAb and

RHLJ}%B%?@({;& ﬁgft@j‘% n %ﬂ%b‘)@%@g{-anhh%g%ﬁ[igg d%blt&m’ VEGER-2 1gG1

antibaNi@E OETAT N, (REE4€10) and Amas@nRei | |y et al., Cell, Vol.
79, pp. 315-328 (1994): ENDOSTATIN, described by
OReilly et al., Cell, Vol. 88, pp. 277-285 (1997);

The @b iphstiodieansic itld:rafyi"desusedﬁéﬂsﬁﬂ ;refﬁ@(ﬁd TkraUBHIZIE pses certain

SUG668; b i bodi
chemé#?ﬁ%r\?g evj‘@é?ff‘bsﬂtlié?ﬁ agSBHIt% great or gpreveflﬁ geml&grsé %éamples of

phot&Hdaalc théfply ingdiderbiic are ngt limived tog emeatnfeld wikhiaghithisudr ss, e.g.,

-3 inhibitors; VEGFR-2 1gd antibody; Angiozyne
Wswgﬁéiﬁf’rf‘%ﬁéoﬁ\?%t an. The term "phot odynanic

therapy”, as used herein, refers to therapy which uses

certain chem cals kno as . ph t| zin ents to
The (eFAERBPSRCUEING A EER Bercitk B BF S GFR dfrgents which
block BEMAMN: drpfdgefiBis, fidh adles. NMHecdridVe! @ nicthol deCR¥d¥BEYrtisone, 11-

W th agent's, such as, e.g.
o—epihydrocotisol, cortexolone, 17a-hydroxyprogesterone, corticosterone,

desoxycorticosterone, testosterone, estrone and dexamethasone.

The phrase “Implant containing corticosteroids” as used herein, includes, but is not limited to

agents, such as, e.g. fluocinolone and dexamethasone.

The term “AT1 receptor antagonist” as used herein, includes, but is not limited to agents, such

as DIOVAN.



VI SUDYNE and porfinmer sodium The term "angiostatic
steroid", as used herein, includes, but is not limted
wo eooagessees whi ch bl ock or inhibit angi ogenesi SPCHEERI007/054456
as, e.g., anecortave, triantinolone, hydrocortisone,
11- a-epi hydrocotisol, cortexol one,
17a- hydr oxypr ogest erone, corti costerone,
desoxycorticosterone, testosterone, estrone and
dexanet hasone. The phrase "I nplant contai ni ng
The eontAtdsinbibobds$ uses! heset, ihdndgsnbutiinodnloheissd tbLﬁIBﬁﬁEhbtbenazeprll
enaab 11 S ph RO R M B, ORI IOBG A Mhigao,
ramipsk gedivetoprihand meddodigsil. but is not limted to agents,
such as DI OVAN. The term "ACE i nhibitor' as used
herein, includes, but is not limted to Cl BACEN
Othdp phachepeuticall g azeppérdrs {neIEN Mye nardiptiegdro) plant alkaloids, hormonal
enal april,. fosi ril, lisingpril, ril, . . ,
agentfmnﬁaaﬁgpms&saw’&sﬁﬁl feﬁé’ﬂlﬁ%’a‘Ba&‘i‘*f& st fet?zafr higkjneg or interferons,
antisehdRMigiRlcdBEQWrictigbh it cd€itlé Y& agiest sr mixedladeoushigéntabLagents
not lrmted to, plant alkal oids, hornonal agents and
with gghes g Hpkgawn ’BFihaéﬁmc%flacF‘%%ponse modi fiers, preferably
| ynphoki nes or interferons, antisense ollgonucleotides
or oli nucleotlde derlvatlves or m scel | aneous
In eagly e#fe §VsFe AGEARSORRALINT SPPISALIONS QfrficisBURC PRIVKARANS Rrogiven, in
paru@&l‘éf' QMth rddArEafihe CAPEMD QBEpgﬁrtcp&lél%%n@ftheoﬁ{aqe BEoducts of the
appl i cations or scientif publications are given, in
workinag exaguilesrtheeinhthesybieet m@tftrh)é theefispab prddpess chaphanmceutical
prepgt{j ﬁbﬁ@arﬂﬂﬂﬁgﬂagﬁiﬂs ﬂ@rleb léb%trﬁ]g:@ I‘ﬁ& h&l %ﬁg leltd J%élgﬁét?dﬁ)ﬁl%ference to
thesqomhhnamt i(?@aiprmdeqxadlatweﬂﬁlemdresmdmaten@m@eh% rewgll as the
corrgs SRR b AL EakE AR AR LB, ARG R
theragor Tbscgmnm:humgs s:teé rae aitsregredients uv\fhelcoablrtahgns disclosed herein can
be pl%ﬁérregsﬁg ngi stere @ﬁcrg?egl laltﬁea% %ggigmtlﬁ%rgsé’rﬁ %gil[ﬁé}yes
conpounds used as active ingredients in the

The GRG0 A0 Bl R 08 o ey b

takefi @5pEdE hwt@hleditddirofahe sahddre cofpéditua clhy dMagehidex” or from
dentifjed by code nuynber nerj c..or. trage nane

dacs S0 R 21 002 DL 5y BRI Ohh S BMES Y convn

theréo® IRPHyURdorghracelityyGkfetendex” or from dat abases, e.g.

In oqu;raFténle)tgfrp!ggt %gﬁavtﬁbg%g{:ﬁlaégﬂ to; | L\F/a\g{olg qﬁgg grlﬁgl)cc Eellag)rllsof the formula

11, in' WKiGK ROHAd jo siBdulta B RK Yz €ndependently of one another are hydrogen, halogen,

lower alkyl, halo-lower alkyl, lower alkoxy or halo-lower alkoxy; R, and R4 simultaneously or

independently of one another are hydrogen or a radical which can be removed under
physiological conditions; Rs is ReR7N-C(O)-lower alkyl, substituted aryl, aryl-lower alkyl,
substituted by N-lower alkylamino, N,N-di-lower alkyl amino or pyrrolidino, or unsubstituted
or substituted heteroaralkyl with the proviso that R; is not phenyl, substituted by halogen,
nitro, nitrile, hydroxyl, lower alkyl, halo-lower alkyl, lower alkoxy or lower alkoxycarbonyl,
if R; and R4 are hydrogen and Ry and Rs are hydrogen, halogen, lower alkyl, halo-lower alkyl
or lower alkoxy; R¢ and R simultaneously or independently of one another are hydrogen,
lower alkyl, hydroxy-lower alkyl, alkoxy-lower alkyl, hydroxyalkoxy-lower alkyl, amino-
lower alkyl, N-lower alkylamino-lower alkyl, N,N-di-lower alkylamino-lower alkyl, N-



In one enbodi nent, the invention relates to a
conbi nation of an iron chelator of the formula Il, in
wokioch28820 and R5 si rmul t aneously or i ndependent PET/BP200TIES4456

anot her are hydrogen, hal ogen, |ower al kyl, hal o-1| ower

al kyl, I ower al koxy or haloﬁ#omer al koxy; R2 and R4

si mul t aneously or independerftly of one another are

hydrogen or a radi cal which can be renoved under

physi ol ogi cal conditions; R 3 is RGR?N-C(O) - 1| owner
(hydmixkyldwersalilg kainting- badvealakkly NzNydi{liywlmy labvleyhlkyba.dniabilbwtledkyl or,
toget%%rrvrv%]il 8’15, mtrg!ge%yatcgrﬁm 10 gsisht Iht tll'\ll%)g I%ireobro\/\geudbs?r dla[] cycP ic ring; and salts
therebgta@doar al kyl with the proviso that R 3 |s not phenyl,

supstituted by hal oge nitro, nitrile, hydroxyl,
O@EPH%PWPfe B DY AP RD TP REE S koxy o | over
al koxycarbonyl, if R2 and R4 are hydrogen and R and
hydr ogen, hal oge | ower . al kyl , hal o-1 ower
In Of’ﬁleﬁsﬂogﬁ?e‘ﬂtdaéf“VS'i‘%&fy‘ip At t%ﬁc?"f—‘??‘%“ﬁﬁlof aneously or
(a) d gRARdentdrmuRfiIone anot her are hydrogen, | ower
al kyl, hydroxy-1ower al kyl, al koxy-Iower alkyl,
hydr oxyal koxy- | ower al kyl, anynol ower al kyl, N-Iower
al kyl am no-| ower al k -1 ower al kyl am no-| ower
al kyl , N(hydroxy | (© | oner al kyl,
N, N- di ( hydr oxy- I OWET ky war dlkyl or,
together with the niiroge tomTo which they are
bonded, form an azagli cycli o, ring; and salts thereof;
and (b) one or nor&:pharnaceltical |y antineopl astic
agents. In one enbodinent, the invention relates to a
conmbi nation of (a) a conpound of fornula Il in which
in wigth and R5 si nul taneously or independently of one
anot her are hydrogen, hal ogen, |ower-alkyl, hal o-Iower
al kyl, | ower al koxy, hal o-1ower al koxy, carboxyl,
R, ariBR bamathneolkll @Y\ﬂfde?édﬁyﬂlMﬂlﬂi&&)ﬁbthe%ﬂﬂ'}ﬂ'ﬂrdg@ﬁ\ﬁfalogen lower-alkyl,

IkyI 1trile; and R4 SI e
halogk a@w@gﬂ‘ﬁ?%lh?xyoﬂéloalﬂmwﬁz X éaql?g?avflo moy NSHRA

alkylu%yrhsﬂl NURIREL W er SUB Sk B & of AMETe; R) &ﬂmyilmqrta@eroaylb OF
or a radical mhlch an be reaned under physi ol ogi cal

indepegdenthyiaf p8e apgghercargy y@;ﬂg@( > @su hsetnesd og Spé??tltuted ower a kanoyl or
aroyM B?» WRRfidd WHES Qh b% lﬂ&ﬁ&&eﬁ%ﬁ@r a{yxlolog&ray&oddm&@ 1@4 & W R,N-C(O)-

substituted by N-|ower al am’no,
loweg pikyl apsubsritgredyspbsticered) ery ,wyldﬁyebglkvlt bt by N-lower

alkylﬁhlnl‘ﬁ%t N Nig qo@ﬁlﬁﬁngrmﬁo o, y%h@ﬁnga&atlrlgW)stltMa Br LdiRticuted

provi so t hat I's not phényl phe substituted b
heterpanybglehgterﬁaltaﬂl{xl wiith t—he|pe9v1$wd1|ab}2\y[s,no|t 0 I at Riyanyl substituted by

haloél:ﬁl, %fJo?WJile?lkM&xyl,l 1BWEr alQJyll,(Rﬁ(iX-l&g/elj aqm,rlower alkoxy or lower
alkoxycarbonyl if R; and R4 are hydrogen, and Ry and Rs are hydrogen, halogen, lower alkyl,

halo-lower alkyl, lower alkoxy or nitrile; R¢ and R7 simultaneously or independently of one
another are hydrogen, lower alkyl, hydroxy-lower alkyl, alkoxy-lower alkyl, hydroxyalkoxy-" -
lower alkyl, amino-lower alkyl, N-lower alkylamino-lower alkyl, N,N-di-lower alkylamino-
lower alkyl, N-(hydroxy-lower alkyl)amino-lower alkyl, N,N-di(hydroxy-lower alkyl)amino-
lower alkyl or, together with the nitrogen atom to which they are bonded, form an azaalicyclic
ring;

and salts thereof; and

(b) one or more pharmaceutically active agents selected from the group consisting of an

aromatase inhibitor; an antiestrogen; an anti-androgen; a gonadorelin agonist; a



al koxycarbonyl if R2 and R4 are hydrogen, and R and

R5 are hydrogen, hal ogen, |ower al kyl, hal o-Iower

wa@bdoyli28sbower al koxy or nitrile; R and R7 PCT/EP2007/054456

si mul t aneously or independently of one another are

hydr ogen, | ower al kyl, hydr% | ower al kyl,

al koxy-1ower al kyl, hydroxy koxylomer aIkyI

am no-1lower al kyl, N-Ilower alkylam no-| ower al kyl,

N, N-di -1 ower al kyl am nol ower al kyl, N-(hydroxy-I|ower
topoiabikgthjea i inbibitowesa t@bkiiybmed‘alsd\l-lﬁiilﬂhbidmo)@/miomubule active agent; an
kG4 B, AL AV B ABIBUDET bty L B RO amponne
targetihg/gecrathg oproeeirt &ekilﬁd&maatﬂdct(vh)l OﬂBQﬂﬂElﬂﬂﬂﬂ@ld phosphatase activity,

har maceutical ly active t el.ected from.the ou
2 g o AP o TR AP pafees il Ry g, processes
mon&dloral bt Edds O efblocﬂiﬁrgﬁﬁaﬂﬁfhﬂhtoﬁi a’igﬁﬁh&bhonate, a heparanase inhibitor;
top i sonmerase, | in I,t or t opoi soner ase 11|
a b“’? apresprnse adifiroanisihicos of ?\?% Jents ‘Sﬁﬁ’rg’lsk‘ilfeé\clq“ﬁ@se inhibitor;

a pr@ﬁ@d’ét inh#fitodNhi mABAP nesilldpréreinhseTRih#er ] taemeﬂn&hﬂé |aEhlnopept1dase
onpound; a compound targeting/decreasing a %
mhlhlqop.aonvr@rqa@fg@e mhthiers 3eents Wwhidh Brestrrcsreats g ighibit t e activity of Flr-3;

an HYPOB HH%&%@ aﬁfﬁfpkcyllfér)étlv@ aﬁﬁBd)ch AN GOSN i BRI AAcorfpound which
i nduces cel ffer entiation processes,;

o
arg%%m@m orannlmbw.tbs acavw&n@a&rygén@g@e4tbﬁﬁpwp@ oRTOR kinase; a
somz}?bsﬁﬁnlosr@t%ﬂi e&nta%oﬁféparaﬁnﬁﬁﬁ léd’llgfn@ t@podn®i RhR8E CAUl damaging
response fier, an inhibitor of Ras oncogenic
apprpasdtnramsEDG biatlerer nbenuckehtids rastuctase prhéhioasan S-adenosylmethionine
O Bbrod h
eca BRI TP 188 3 9P VIR i e
an Angibstinti¢ sjcrmdaganmglawh p@hammggettlcog@anégge AJrl degdpitdri antagonist; and
e _a |V|ty of FlIt-3; an HSP9O i nhibitor;
an Ab% m}?ol[r%% iferative antibodi es; an HDAC i nhi bi tor; a
conpound whi ch targets, decreases or i nhi bits the
2@%%%/1!8% ggnuvggécglgpel%%sr%:al[]{nagai)%l:}gr n r}gve lOI'l O¥Bf(0%\?eratl\§e dlseases or
diseas@nphatinge ttipgened b@lﬁerdaamgamo@pm@achem,amml EB@ferably a human
. bi ng‘gl?r.i; a ribanucl eot.i de }5 uct ase inhi bi | Lor tiall ith
paticat o ety PN iHa b AP boRYIFL e PRHTBTIDy or g veauentilly w
pharﬁﬁt@@lkﬂfyaéffeadﬁd dslintodf MobbisdtiodBFR;  phot odynam c

giostatic steroid; an inplant containing
|a€d§‘t"e$’6ﬁ‘g%r a%h ATl receptor antagonist; and an

A(E | AapHak fh Beutid a@fle@@}htl nvention relates to a
nmet hod for the prevention of proliferative di seases or

di seases that are triggered by persistent angi ogenesis

N Rl pec RS el Yavend AR b b PRbsmMBLEAI composition
conpri ses treatl ng the patient concurrently or

compyésifigehedrabingtion efh
(a) aniron chelator; and

(b) a pharmaceutically active agent.

In a yet further aspect, the present invention provides a pharmaceutical preparation
comprising:

(a) an iron chelator; and

(b) one or more pharmaceutically active agents, together with a pharmaceutically

acceptable carrier.



pharmaceutically effective anmounts of a conbination
of: (a) an iron chelator; and (b) an pharmaceutically
wa@edorauessagent . 1 n anot her aspect, the present PCWEPL0DDOS4456
relates to a pharmaceutical conposition conprising a
conmbi nation of: (a) an iron ghelator; and (b) a
pharmaceutical ly active ageft’.” In a yet further
aspect, the present invention provides a
phar maceuti cal preparation conprising: (a) an iron
c hbl @tferrgd amtodiblengnle mesenpimgepivarpracidestd pledrimpceutical\peeparation
agfnts, together with a pharnaceutically acceptable
Ratter.1n preferred enbodi ment, the present invention
(a) aompodas oafgmatadceuti cal preparation conprising: (a)
a conmpound of formula Il in ich R and R5
si mul taneously or independent}y of one another are
hydr ogen, hal ogen, hal o- | ower al kyl
A ar boxyl , car banoyl ,
, ~ rsal K car bamoyl or
nitrile; R2 and R si N qnepusly or independently of
one anot her are hydr8gen, ungubstituted or substituted
| ower al kanoyl or aroyl, or a’radical which can be
removed under physiological conditions; R3 is
RgRyN-C(O) - | ower al kyl, unsubstituted or substituted
in whicll , aryl-1ower al kyl, substituted by N-Iower
al kyl am no, N, N-di-|ower al kylam no or pyrrolidino, or
unsubstituted or substituted heteroaryl or
R; afeR esimattahdoypbly owirtdepérdently ofvéreanbtiat afkRGhydsogant hadbgenylower-alkyl,

r phenyl, substituted by hal ogen, ,nitro,, nitri
halo BTN o Boakont koS ei Dk PR SRl firoftabls Npwes
alkyl%@irbla@d@l( Wmﬁ&garalﬂmik}dr%drfnoyﬂ?zr anfleRR, adERhyighuhgasousland
. an are rogen, hal ogen, .| ower alk
indergag G stiine AP S GWBFEG-RORY B T PRI ied draergfkancy or
aroyl oW Ird da @sltlﬁéhycaﬂ rbleiraldswnﬂﬁelt by siologhiaé carddidiiy R als ®sR7N-C(O)-
ower al kyl, I

h , hyd - | I kyl ,.
lowe&%%ﬁ%ﬁ?%&ut% wyppl stﬁyrafl é;()sl,gq)%lolﬁ%}ggékﬁ, sybsfltuted by N-lower

alkylamino, N,N-di-lower alkylamino or pyrrolidino, or unsubstituted or substituted

com

heteroaryl or heteroaralkyl, with the proviso that Rs is not phenyl or phenyl substituted by
halogen, nitro, nitrile, hydroxyl, lower alkyl, halo-lower alkyl, lower alkoxy or lower
alkoxycarbonyl if R; and R4 are hydrogen, and R and Rs are hydrogen, halogen, lower alkyl,
halo-lower alkyl, lower alkoxy or nitrile; R¢ and R~ simultaneously or independently of one
another are hydrogen, lower alkyl, hydroxy-lower alkyl, alkoxy-lower alkyl, hydroxyalkoxy-
lower alkyl, amino-lower alkyl, N-lower alkylamino-lower alkyl, N,N-di-lower alkylamino-
lower alkyl, N-(hydroxy-lower alkyl)amino-lower alkyl, N,N-di(hydroxy-lower alkyl)amino-
lower alkyl or, together with the nitrogen atom to which they are bonded, form an azaalicyclic
ring;

and salts thereof; and

(b) one or more pharmaceutically active agents selected from the group consisting of an
aromatase inhibitor; an antiestrogen; an anti-androgen; a gonadorelin agonist; a
topoisomerase I inhibitor; a topoisomerase II inhibitor; a microtubule active agent; an
alkylating agent; an anti-neoplastic anti-metabolite; a platin compound; a compound
targeting/decreasing a protein or lipid kinase activity or a protein or lipid phosphatase activity,

a anti-angiogenic compound; a compound which induces cell differentiation processes;



al kyl , am no-|ower al kyl, N-Iower alkylam no-I|ower
al kyl, N, N-di -1 ower al kyl am nol ower al kyl,
woRqohseisaxy- | ower al kyl ) am no-1 ower al kyl, N, Neci/EP2007/054456
hydr oxy- | ower al kyl am nol ower al kyl or, together wth
the nitrogen atomto which tfey are bonded, form an
azaalicyclic ring; and salt$ thereof; and (b) one or
nore pharnaceutically active agents selected fromthe
group consisting of an aromatase inhibitor; an
. monexitriabshtilaglin; a ayrlendygerasdinbgeror; abigphemdbemsitd;a egaraingse; inhibitor;

. @ topol sonerase. | inhihitorera topoiso . }1 nhibitor:
o bicfi PR RATE 4 erot LI ZE! RebARRLRE TRERTR, | felomergse innibicr
a pragest {nhititoanthi maeoplnasillapraminhsemithaliiolrj tae methi@ling iaminopeptidase

inhiqcl:ﬁ%g?aggrggq;qéa & g@;{ﬁ?{;}?s %gegﬁgqvgﬁ:i%{] %ge?ﬁéeg%%%;eln%i ighi%{tqgee L&iv?tr}' of Flt-3;
an HEPOSpRREDLASE atiproliftiitiva aatibédian GnoHENC iglobipatiad¢ompound which
conpound whi ch |nduces cell differentiatjpon processes; .
targcon TGSl Ot BERif6S : “H VY TSHRY ot S Bl RHPEE P OK kinases a
somRbSTRANOSREPAG &nrazonRRARANASE-1éulkBink tRipoandi @lnagt cadll damaging
response_nuodj fier; an inhibitor of Ras oncogenic .
apprpaPey raﬁ;BI’ZDg @ﬁgﬁ@r% Qnuc HP%‘? lredi[u’ctaée 1fors an -adenosylmethionine
decattdRiRid @hibitdr;Biohdcl ORI ahliDRIyos VPP & IVBUHR; tphbiod#namic therapy;
met hi oni ne_am nopeptidase inhibitor; a proteasone .
an Apgipbthti¢ geroidiganmelaph Femainiegerticogsrgids e Adrl fepgprey; antagonist; and
wlAtﬁqnt&+yity of Flt-3; an HSP90 i nhi bitor;
antiproliferative antibodies; an HDAC inhibitor; a
conmpound whi ch targets, decreases or inhibits the :
aCH Vdottﬁle/r%w&%cpgnl%diﬁgﬁtl &%{y‘r&%ﬁﬂﬁb&h@ioﬁ‘ %iclfésr&%grmgceutical
sonat ostati n receptor anfagonist; an anti-leukemc
prepgppooerdpritingyor cel | damagi ng approaches; an EDG
bi nder . ' ugl eoti de reductase inhibitor; an
(@) %f%?éﬁ%géfﬁgﬁﬁ@%ﬁine decar boxyl ase inhibitor; a
nonocl onal anti body of VEG- 3T4VEGFR; phot odynam ¢
therapy; an Angiostatic sterosd; an inplant containing

corticosteroids; | recept tagoni st; and an
ACE inhibitor. IM re Bnbqu) ment, the
present invention prygvidas g ph ceutica

preparation conprisi jtg: ™MMa conpound of fornula |

in which Ri and R sknultaneoffsly or independently of

one anot her are hydrogen, hal ogen, |ower-alkyl,

hal o- I ower al kyl, |ower al koxy, hal o-1ower al koxy,
in whiahboxyl , carbanmoyl, N-Iower

R: and R; simultaneously or independently of one another are hydrogen, halogen, lower-alkyl,
halo-lower alkyl, lower alkoxy, halo-lower alkoxy, carboxyl, carbamoyl, N-lower
alkylcarbamoyl, N,N-di-lower alkylcarbamoyl or nitrile; R2 and R4 simultaneously or
independently of one another are hydrogen, unsubstituted or substituted lower alkanoyl or
aroyl, or a radical which can be removed under physiological conditions; R is ReR7N-C(O)-
lower alkyl, unsubstituted or substituted aryl, aryl-lower alkyl, substituted by N-lower
alkylamino, N,N-di-lower alkylamino or pyrrolidino, or unsubstituted or substituted
heteroaryl or heteroaralkyl, with the proviso that Rs is not phenyl or phenyl substituted by
halogen, nitro, nitrile, hydroxyl, lower alkyl, halo-lower alkyl, lower alkoxy or lower
alkoxycarbonyl if R, and Ry are hydrogen, and R; and Rs are hydrogen, halogen, lower alkyl,

halo-lower alkyl, lower alkoxy or nitrile; R¢ and R7 simultaneously or independently of one



al kyl car banmoyl , N, N-di -l ower al kyl car banoyl or
nitrile; R2 and R4 sinmultaneously or independently of
wo@om7arssther are hydrogen, unsubstituted or sSubSL/EP2MDBES4456

| ower al kanoyl or aroyl, or a radical which can be

renmoved under physiol ogical ¢conditions; R3 is

RORTN-C(O - |l ower al kyl, ungtbstituted or substituted

aryl, aryl-lower alkyl, substituted by N-Iower

al kyl am no, N, N-di-|ower al kylamno or pyrrolidino, or
anothisubisitdrogeh cldbwer akkyl sy driony-bolvdredlen cvélkcydy -lower alkyl, hydroxyalkoxy-

er oar al kyl it he oviso fhat t :
lowelé?lrkﬁfr;] %Wo-lgﬁrsl‘s%l;ﬁﬁylu&e—%)wg? kag]laémréch ower 81 II@ I\{]g lP&er a Xylammo-
loweh ity o Wy hyd towetow e :i{kI)H anhﬂd)-h}viraﬁ\aﬂd'yl zN N hyldoover loa)leka)l)kyl)amino-

loweRFlkléﬁ(?V:\fl? %@glglélg\))(vﬁga}ir) g%gerha&f)gstggﬂ l{?&}g? Eugal %gré) IS a2 azaahcychc
ring;hal o-1 ower al kyl, |ower alkoxy or nitrile; Rand R

si mul taneously or independently of oneanother are
and g3{rg £hs &’é’?vanidower al kyl, hydroxy-1ower alkyl,

(b) HelRXort S aREIEIhIly EB(Q'E Q¥ehdd deRhed Gy il éf&lllp consisting of a
am no-1 ower al kyl, N-lower_al kyl am no-1o Lalk yl,

topoioRerghe | ighbitor| Adppaisy ReR sk inhaikay) 2 mErpRIbEleAEtve 2aRR% an
alkylghﬁél ll%eﬁmaﬁ Qnti QB P1a @l Kbkiem NaDbIHE; (a*mgﬁ@zd{nﬁ&mf a compound

am nol ower™ al kyl or, together Wi th the nitrogen
targeam nhectr@asm agroteifegr kipid Kingseiesdivity oF mpwelazoaéllmdcmq%atase activity,

andi%m eﬁi@lct) BDEJeOf and (b) one or nore
Pry

I cal active agents sel ected fromthe group
consi stl ng of a topoisonerase | i nh| bi tor;

t ORS{r 3P anr gﬁxémla ?1!1 gp&glllg;ge 1 entsgrkrgn(ar neop?{h@& tol‘ #€ating a warm-

agen t
bloodett ammeltczvbmrnstng admuplstatmgltmmmnmpoaemrmmmdaceuncal

com toasrtg)%tc m%/rlgi%crtﬁese n(9com g eEl?sf 91 ukta 40@5 l%egﬁg ior. se uential use,
Rt ap 19'p £y,

VT ern o phosphat dse” ac
the w@a df tha cembmaamg fmgbmdda;cofrmogneeblorﬂmythotreamnt of a prohferatlve

disealgc? g;g{opﬁ%:l %Q@ég%g%rgg nt S c(eagl azf‘nge gu?a,l)ti’é)lnglo;r g&tpl?l osgs ora
commehtiah psidact dmgqirhﬁgeuﬂv\m cmhi]n@mnbﬁconq;oph:as (e cedtb)call as

men SRR LA SOTPCLEL0. D258, LB ComRERSTLE Rlpnvagion or

THE INVENTID N @dd thRe r.th;r tetrhl geféle |t@yadhfof pliea¢ ExﬁB&hﬁnﬁn@ rwhidtethus can
treatment of a proliferative disease or for the

replagg Hut SEP JHETOIPRIONFhaceut i cal preparation for these
pur poses or a conmercial product conpr|3|ng such a
conbi nation of conponents (a) .an

mePiTUHRBEPUS Fdﬂﬁlftﬁ%@ndb%é g \hike| Plagg 1p élfegfjpfrg (9? ppe fixed
comﬁHQ@&ﬂWﬁH%bf o@l'rﬁﬁ’e 2&ivENRE NN, ON bt nbONENHIMN sfesidg two or

hat this termrefers to each of these enbodi nents
morq,\;mtl(yhlqgmglg,enésarrlj\at are formulated independently. Sequential use (administration)

preferably means administration of one (or more) components of a combination at one time
point, other components at a different time point, that is, in a chronically staggered manner,
preferably such that the combination shows more efficiency than the single compounds
administered independently (especially showing synergism). Separate use (administration)
preferably means administration of the components of the combination independently of each
other at different time points, preferably meaning that the components {a) and (b) are
administered such that no overlap of measurable blood levels of both compounds are present

in an overlapping manner (at the same time).



replace this termwhere appropriate). Sinultaneous
adm nistration may, e.g., take place in the form of
woo®7fizssedd conbi nation with two or nore acti vePCT/EP2007/054456

i ngredi ents, or by sinmultaneously adm nistering two or

nore active ingredients that,,are fornul ated

i ndependently. Sequenti al dgg'(adninistration)

preferably neans adm nistrati on of one (or nore)

conponents of a conbination at one tinme point, other

c ofvlso nembinatensaf dwb foe meme of seqeerpni,nepartdeand isispulianecus
s TR s B i e T Fr B B Bow
joint clhdrpmurid sffad dianiesteed edie ieffete pendewhdnythé espbinhadd yomponent-drugs

showi, n ergi.sm.. Separate use (administration .
are O oD HE kA P B 0P AR LREE ehspapeuric
efficibits 6@ BB FdRd] 9 ByrieReReafMdarteing dpecileprefthat. at

different time points, preferably neaning that the

conmponents (a) and (b) are adm ni stered such that no

OVeld @fn OlelaR 3 progRk8od ROced B¥@InSm&fns RaihiGATRA W dise
are present 1n an_overlapping manner (at the s

ane .
combipgHon. taPABesH RENHHL T BIFSSIHEE oF Wb 2B FarHiphsoof Shefifenppaifestation or
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~ preferably such that the conbinati on conponent-drugs
diseaghiswiagnpsH or Vv pasisntsiace wfF enditidiae-gedeBegs medisal treatment or a
condﬁfdcner@é:ultfiwgmvmeagciﬁgﬁ, WWE%' P} li‘E@lWQﬁ%oTQEHQﬁiI%r disease will
used 1 ndependently at tinme intervals'so |arge that no
develept ual effect on their therapeutic efficiency can be
found, a synergistic effect being especially
preferred. The term "delay of progression” as used
hetJeimlyrtberapewigallynicsive aot Gininotheripeugonfiéanamieans that the compounds
i i - L. a .
may BRBE e R Ap a2 RorisRy el e e PR Y DBAR: it
manize) inrsectt Gobe intervakithdr theat preferably,én the, wanpbleodat aniwhl, eépecially
homPab S BRI h SR A Grel oS SARRRSE Bt B e puvi efeco.
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jt.is like that a.cqrres i ng di sease w | .
that hosh cPrsgoliSes Peserd e dT b forted OB ried g pagg during
certath@mapeervale. ef fect” nmeans that the conpounds may be

gi ven separately (in a chronically staggered manner,

especially a sequence-specific manner) in such tine

i n?lﬂfa}ﬁﬂhé‘eufit\ﬁl}y e}fflhayvﬁp edferaBlyl rgl,atds o & @rgwﬁtrﬁlii)t: i® ﬂﬁa@ﬂseutically or

ani mal , especi a unan, to be treated, st show.a .
ina l(rﬁﬁ(éqréfxgsp o Wyéchf:ﬂ@ efﬁeﬁ:ﬁv&ag%lpftdﬁe pjasFgition of a proliferative
diseakbherapeutic effect). Wiether this is the case, can

inter alia be determned by follow ng the bl ood

| evel s, show ng

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
independently or by use of different fixed combinations with distinguished amounts of the
components (a) and (b), i.e., simultaneously or at different time points. Moreover, these terms
comprise a commercial package comprising (especially combining) as active ingredients
components (a) and (b), together with instructions for simultaneous, sequential (chronically
staggered, in time-specific sequence, preferentially) or (less preferably) separate use thereof in
the delay of progression or treatment of a proliferative disease. The parts of the kit of parts

can then, e.g., be administered simultaneously or chronologically staggered, that is at different



that both conpounds are present in the blood of the
human to be treated at | east during certain tine
wo pdoenysab®. " Phar maceutically effective” pref ePebER2007/054456
relates to an anmount that is therapeutically or in a
br oader sense al so prophylaé?ically ef fective agai nst
the progression of a proliféfative disease. The term
"a conmerci al package" or "a product", as used herein
defines especially a "kit of parts” in the sense that
time phiﬁtscand'pzvjdeemsl ¢adiffaredt (i} imervalsffommny paboafehekin obparts. Very
prefera%? the ang Petgrga ?ﬁr%ph%%enbs%cly ghe eq%eztf ?enr R %reﬁlgcyi %1sease in the

I'natl ons W I ngul' s
comlinstpseaentte paa islagef than the efect ghith |v¢calitbbﬁuslbtymedi batse of only any

i fferent tlne over these t onpris
one o LIt RARERge dnshBl 128 oty bt ESREPe TSR g
meth@&s allel rdBo loh Q‘l’e&dtae AhSut® Bf)ﬂfé&ﬂhfblr(aa))n dadndri)) cotthg edrhbination
h? i nstruction 1$r Si aneous, seq ent|I
partiCt ) 51 PE A4 Py SR e GoMPIeq PHESSREBIEAT Be SEiefigein order ©o

cope Wi BE @8dis BF b YhtidHt shb-BESul i @ RItteatedSHRRE Adeds US@e single patient
thereof in the delay of prog%e55|on or treatnment of a

which diferme ngeds van bf denioehe pRgIcBlaF disease. agreeli RO R - of the

patief@N PHF&‘le sidre is REleAH BhO badeaikBHeffdcMelet angEMa] shh@hcing of the
chronol o caIIy st ag ered that is at differenttime

effecpefi the sorabigatgn parensesale) and () fin eresaularjarfeore ghasy adgitivereffect, which
henc@&yulcp BE heRdvell bsﬁthhb@velocﬁosgsa(gfte%ch yfa{hlé chrngfn%H ﬁMgX’ regﬂ@tlvely, than

time intervals are chosen such he effect on
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d he .k I
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conbi ned drgﬁ Es pectively, than tolerable. in the
point (i #hsfquep RIS ATDIRREIAN FIRRFTICAEFSATRFI AP A QRUNA) ARSj-tumor effect) or
the it t hout conbi nati on, produci ng additi onal advantageous

effects, e.g., less side effects or a conbi ned

therapeutic effect in a non-effective dosage of one or

botf. €HMBR LAGN 0AL TR IRVENBON EPARPRELSPHEd {Pdombination with

other treatments, e.g., surgical intervention, hyperthermia and/or irradiation therapy.

The pharmaceutical compositions according to the present invention can be prepared
by conventional means and are those suitable for enteral, such as oral or rectal, and parenteral
administration to mammals including man, comprising a therapeutically effective amount of a
VEGEF inhibitor and at least one pharmaceutically active agent alone or in combination with
one or more pharmaceutically acceptable carriers, especially those suitable for enteral or

parenteral application.



and (b), and very preferably a strong synergi smof the
conbi nation partners (a) and (b). Both in the case of
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can tehdilyolrsemofe thatifistisnadphntdf each ofithe active 1m£a¢iyntﬁ orceﬁﬁse) to
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n i'on concen €s or especlally parentera
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dlffeﬁiﬁp gfdipdghtOind ‘k}&h Ia@i!iatl o€ diffefert @Eﬂ):QU&dva(IH fopbay pa€ efithedad of parts.
nposi tions enplo t he node of, @?ﬁnl‘m stratijon,

Thug; GHeRTEIeBHTBEIRG T Sibeodag oS JEeSPMPRIng 2 subituced

3,5-SpRGiyE1,0/1-BRLA6s, tikea 8d- bls‘t\zmwisixs‘:pia:ayi 1,2 ]©iad61- 101 benzoic acid
veterinarian of ordinary s

or a pharmaceutically acceptable salt thereo m a form suitable for oral administration and

instructions to administer the substituted 3,5-diphenyl-1,2,4-triazoles, e.g. 4-[3,5-bis(2-

hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid or a pharmaceutically acceptable salt thereof

while a patient is undergoing chemotherapy for a solid tumor disease.

The present invention also relates to the use of a COMBINATION OF THE
INVENTION for the treatment of a proliferative disease and for the preparation of a

medicament for the treatment of a proliferative disease.



can readily determne the effective anount of each of
the active ingredients necessary to prevent, treat or
wo pdorh2882¢ he progress of the condition. The tePET/ER2007/054456
combi ned preparation", as used herein defines
especially a "kit of parts(#d1the sense that the
conbi nation partners (a) and™(b) as defi ned above can
be dosed i ndependently or by use of different fixed
conbi nations with distingui shed anounts of the
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di sease. The i nventive conbination therapy is
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sensitiPP ARhsuSerdd GPTR 9, GRRIELRA & LIRS sﬁﬂgome. Another indicator for the

syndrome is an increased plasma serotonin level, in particular a plasma serotonin level higher

than about 250, especially 350 ng/ml.

The term “metastatic growth” as used herein comprises the metastatic spread of tumors and

the growth and development of micrometastases in other organs of the cancer patients.

It will be understood that references to the combination partners (a) and (b) are meant to also

include the pharmaceutically acceptable salts of the compounds.



carcinoid syndrone. The present conbination inhibits

the gromh of solid tunors and liquid tunors and is
Ww@b®ae/1zssed ed to prevent the nmetastatic growt h PET/EP®eB054456

tunors. The term"carcinoid tunor” as used herein

rel ates to a neuroendocrine Jouror arising fromthe

enterochromaffin cells which cells are scattered

mai nl'y throughout the intestine and main bronchi.

Pepti des synthesized by carcinoid tunors include
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COMBI NATI ON OF THE | NVENTI ON. The nature of

ol.iferative diseases is nultifactorial. Under

The Ryt (464 Shiee Bheecomimagen wERBPRP By bt HHECIRMPLNATION
OF THE @NVEbNH(M{/ mle v?@dﬂiéb&ﬁﬂl;]g &@M@W_ftficfujldﬂ%bm@@ﬁkaﬂ &e;?}ialﬂ@aceutical

any . conbi nat,i qn” of ' drugs having different node o ,
compRY G PIRRIEK dnie stect S Pﬁilrrlvrat@adgtecfoe@ﬂﬁv Reing Gifaredhi th severity of
the RHYi0hL B6iap ¢eaRHf BltdsSthe dosage regimen the COMBINATION OF THE ’

INVENTION is selected in accordance with a variety of factors including the route of
administration and the renal and hepatic function of the patient. A physician, clinician or
veterinarian of ordinary skill can readily determine and prescribe the effective amount of the
single active ingredients required to prevent, counter or arrest the progress of the condition.
Optimal precision in achieving concentration of the active ingredients within the range that
yields efficacy without toxicity requires a regimen based on the kinetics of the active

ingredients' availability to target sites.

The dosage of the active ingredient can depend on various factors, such as activity and

duration of action of the active ingredient, severity of the illness to be treated or its symptoms,
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CarbdbEsift rﬂﬁayi HavRintihRfred intravenously to a human in a dosage range varying from

about 100 to 400, e.g. 200, mg/m? body surface about every four to six weeks.

Oxaliplatin may be administered intravenously to a human in a dosage range varying from

about 25 to 135, e.g. 45 or 85, mg/m? body surface about every two to three weeks.

Cisplatin may be administered to a human in a dosage range varying from about 25 to 100

mg/m? about every three weeks.



In a COVBI NATI ON OF THE | NVENTI ON, the substituted
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c acid or a pharnaceutically acceptable salt thereof,
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duri ng and subsequent to the“chenotherapy. A daily
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Cisplatin nmay be adm nistered to a hunan in a dosage

range varying from about 25 to 100 ng/ n2 about every
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range varying from about 50 to 350 ng/nRday. Fadrozol e
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Tamoxifen citrate may be administered to a human in a dosage range varying from about 10

to 40 mg/day.

Vinblastine may be administered to a human in a dosage range varying from about 1.5 to 10

mg/m?/day.

Vincristine sulfate may be administered parenterally to a human in a dosage range varying

from about 0.025 to 0.05 mg/kg body weight - week.



50 to 500 ng/day, preferably fromabout 100 to about

250 ng/day. If the drug shall be admnistered in a
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adm nistered in the formdisclosed in GB 2,177, 700.

For mest ane may be adm ni st e_r3§d_ parenterally to a human

in a dosage range varying from about 100 to 500

ng/ day, preferably from about 250 to about 300 ngy/day.

Anastrozol e may be administered orally to a human in a
Vinoddisiagmay &ngdmumstgriet go & homaa lmadogg? Bartge vayingfterayabout 10 to 50
meg/ H%Iferably fromabout 0.5 to about 2.5 ng/day.

Pf'ogl ut hem de nay be adm nistered to a human in a

dosage range varying from about 200 to 500 ng/day.
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ExopgiS o P oG Vo AN ETRES St i A GBI Py TYine from about
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range varying fromabout 1.5 to 10 ny/ nR/ day.

Vincristine sulfate may be adm nistered parenterally
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to 0.05 ng/ kg body wei ght week. Vi norel bi ne nay be
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about 10 to 50 ng/ nR/day. Etoposide phosphate may be

adm ni stered to a hunman in a dosage range varying from
Doxemygigin may beadmimissgjedy aihymaning dogggragge yarging from about 10 to 100
mg/nmag?é_%a%orT% hge may be administered to a human

I n dosage range varying fromabout 75 to 150 ngy

about every two weeks. Doxorubicin may be adm ni stered
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mg/niyédagdmi ni stered to a human in a dosage range varyi ng
fromabout 10 to 200 ny/ nR/day. |darubicin may be
adm nistered to a human in a dosage range varying from
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Mitoxantrone may be administered to a human in a dosage range varying from about 2.5 to

25 mg/m?¥day.

Paclitaxel may be administered to a human in a dosage range varying from about 50 to 300

mg/m?/day.

Alendronic acid may be administered to a human in a dosage range varying from about 5 to

10 mg/day.

Clodronic acid may be administered to a human e.g. in a dosage range varying from about

750 to 1500 mg/day.

Etridonic acid may be administered to a human in a dosage range varying from about 200 to

400 mg/day.



25 ng/ n2/ day. Paclitaxel may be adm nistered to a
human in a dosage range varying from about 50 to 300
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human in a dosage range varying fromabout 5 to 10
ng/ day. C odronic acid may adm nistered to a human
e.g. in a dosage range varying from about 750 to 1500
ng/ day. Etridonic acid may be administered to a human
in a dosage range varying from about 200 to 400
Ibandmphataagidl hanbr adminisareditoabuiien adniosagd mngevarping floumarout 1 to 4
m eLq %ngo(g e range varying fromabout 1 to 4 ng every
& tHred®t o FouUr “Weeks. Risedronic acid may be
adm nistered to a human in a dosage range varying from
Ri bout 20 to 30 /dQ%g Pam dr oni c, aci d may be bout 20
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Tiludronic acid may be admi nistered to a hunman in a
dosage range varying from about 200 to 400 ng/day.
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100- 1500 ny daily, e.g., 200-1000 ng/day, such as 200,
400, 500, 600, 800, 900 or 1000 ng/day, adm nistered
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400@%RH ropriate dose in the range from 100-1500 ny
d ilg, e.g. 200-1000 ng/day, such as 200, 400, 500,
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. _ Clo o ¢
Bicaly b AOREY bE Bl lcerel VR Daphke Pl il ¥hh o5 o 50
mg/nefdnay.y, e.g., 200-1000 ny/day, such as 200, 400, 500,
600, 800, 900 or 1000 ng/day, adm nistered in one or
two doses daily.
ADRIAMYCIN may be administered in the range from 100-1500 mg daily, e.g., 200-1000

mg/day, such as 200, 400, 500, 600, 800, 900 or 1000 mg/day, administered in one or two
doses daily.

5-FU may be administered at a appropriate dose in the range from 100-1500 mg daily, e.g.
200-1000 mg/day, such as 200, 400, 500, 600, 800, 900 or 1000 mg/day, administered in one

or two doses daily. ,

CAMPTOTHECIN may be administered at a appropriate dose in the range from 100-1500
mg daily, e.g., 200-1000 mg/day, such as 200, 400, 500, 600, 800, 900 or 1000 mg/day,

administered in one or two doses daily.

5-AZACYTIDINE may be administered at a appropriate dose in the range from 100-1500 mg
daily, e.g., 200-1000 mg/day, such as 200, 400, 500, 600, 800, 900 or 1000 mg/day,

administered in one or two doses daily.

TOMUDEX (raltitrexed, AstraZeneca Pharmaceuticals, Wilmington DE, USA) can be

administered according tot manufacturer’s instructions.



5- AZACYTI DI NE may be adm ni stered at a appropriate
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daily. TOMUDEX (raltitrexed, traZeneca
Phar maceuti cal s, W/ m ngton DE, USA) can be
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as water, glycols, oils, alcohols, flavoring agents,

preservatlves col ori ng agents. Pharnaceutlcally
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medf¥l rfrdye’ éﬁ%l@%d' sUéh as water, glycols, oils, alcohols, flavoring agents, preservatives,
coloring agents. Pharmaceutically acceptable carriers include starches, sugars, microcrystalline

celluloses, diluents, granulating agents, lubricants, binders, disintegrating agents.

Solutions of the active ingredient, and also suspensions, and especially isotonic
aqueous solutions or suspensions, are useful for parenteral administration of the active
ingredient, it being possible, e.g., in the case of lyophilized compositions that comprise the
active ingredient alone or together with a pharmaceutically acceptable carrier, e.g., mannitol,

for such solutions or suspensions to be produced prior to use. The pharmaceutical



cellul oses, diluents, granulating agents, lubricants,
bi nders, disintegrating agents. Solutions of the
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especially isotonic aqueous sol utions or suspensions,

are useful for parenteral adg nistration of the active

ingredient, it being possible, e.g., in the case of
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The present invention especially relates to a combined preparation which comprises:

(a) one or more unit dosage forms of an iron chelator; and

(b) one or more unit dosage forms of an pharmaceutically active agent.

It is one objective of this invention to provide a pharmaceutical composition comprising a
quantity, which is jointly therapeutically effective against a proliferative disease comprising

the COMBINATION OF THE INVENTION. In this composition, the combination partners



be treated or the needs of the single patient based on
the severity of any side effects that the patient
wexpenisseces. The present invention especial | yPEBEP108F054456
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nore unit dosage forns of a&; ron chel ator; and (b)
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together, one after the other or separately in one
conbi ned unit dosage formor in two separate unit
The ﬁbﬁ‘ﬁ@@eﬁl@il@mpBﬁﬁohmﬁoi‘ sdﬁﬁa’i@ edﬁﬁlﬁsmaniay ofitie@ohdiratibhpatiners (a)
The pharma conpositions for

nbi nat
and @iaaﬁi B hopmin SRR R 1o HB% %qﬁ@l 105 hatd Sl ealeigal sompositions
Comﬁ@&ng’i{t deiﬁbﬂw@&ﬁnlﬁlﬁindnl'&ra@m (8) &ld m,‘aQEeri'ﬂlgao thedaekntion can be

I nati on, . asin al eni conposi tions
Prepw%@ f §}aﬁ§eral‘f“°|“@a8ﬂr 5§ %ré SR AYIF %’éFf“i‘?@ié“f}é)’S %Fﬁbor rectal,
and pAtnteAE SOHHiRAribR & Bﬁn‘!n{h\lﬁmdr&[‘blgé&d%uﬁilgpﬁfcﬁﬂldgnmgn
manner known per se and are t hose suitabl e

com%rmu@raather@ewaﬁx etipcaive amopRicafAr eame@aﬁ@mce}%rcally active
comBHTidH SirfRt hidHe Bplm:ﬁlo@%E%&l soded ﬂgfrﬁ@!e§ﬁcally acceptable
I ncl udi ng man onprising a therapeutically effective
carrigggtneeialdf SLatabieefascnt@nbompﬁafrrfat@bm@icemn y active
conbi nati on partner alone or in conbination with one
or nore pharmaceutically acceptable carries,
Novegheunaehtjcad odmpdsiteonf contamtier edample, promealart 4P % to about 100 %,
t r e
prefﬁg@y gr)%gi :&lﬁ)‘ﬁt ZJT)\IQ)(; ?ﬁL a (213 t66?}2 (éft%lg Slit {1@%@%& %aﬁgyctegﬂ&l
preppnaeibesr fab Itly: dondrinadvouher2fy for teotesdd @upaﬁﬁte%l adfmrtlheatlon are, for
exani11 € tl\‘l%sﬁ%nn; I %s%nt OeI'Plg,BSaurC as seug%lf grat?cp {a%%%‘sr ?atbl%? ]I)su'[es or
suppasimrres Samdénntbermeampmrleseifm Ilrﬁhcatdftbzschenvxnseu thete dew;g:ered ina
such ? su ak coat ed %abl etts Lablle S ix%
“‘Q”‘ES‘%r k&ﬁ‘f{ﬁé’ﬁ P VTEAMRIC PV TR OF HEPEMASRSL HiosEs & the Sugar-
coatingddissalvixty et lpephiiisgg prlobases. Riwll be apﬂfeadteﬂ mha th'ammetontent of a

known onve nt i onal . .
Comw'il%g&faifamnfmwa%ﬂ@%ﬁ@@%b@%ﬁﬁe hogtesi g gred ot inisel
constit@Ph ffLtiRgaRbOGRERE he dekestdr kffbRivapmioasi @ned rédvhed by

the unit_co t f a conbination partner contained in
admigsstiapan of ggira Héﬁé’g deRsR4RE- dosage form need not in

itself constitute an effective anmount since the

necessary effective anmount can be reached by
Pharmaceutical composition comprising substituted 3,5-diphenyl-1,2,4-triazoles or

pharmaceutically acceptable salts thereof are described in W097/49395 published on
December 31, 1997 and in the US granted patent 6,465,504. Dispersible tablets comprising
4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid are described in the International
Patent Applications W0200/035026 published on April 29, 2004 and WO2005/097062
published on October 20, 2005.

A further aspect of the present invention relates to the use of improved regimens for the
administration of substituted 3,5-diphenyl-1,2,4-triazoles, e.g. 4-[3,5-bis(2-hydroxyphenyl)-

. [1,2,4]triazol-1-yl]benzoic acid, or a pharmaceutically acceptable salt thereof, for the



adm nistration of a plurality of dosage units.
Phar maceuti cal conposition conprising substituted
W@ 2@ degsbenyl -1, 2, 4-tri azol es or pharmaceut i caPCEP2007/054456
acceptabl e salts thereof are described in W07/ 49395
published on Decenber 31, 19Q7 and in the US granted
patent 6, 465,504. D spersible tablets conprising
4-1 3, 5- bi s(2-hydroxyphenyl)-[1,2,4]triazol -1-yl]benzo
¢ acid are described in the International Patent
treatspt plcpetienn SuiORPGHrOB 50 Kb U Idiss isel inrudips,ielg. liger cao@r and, in
Yﬁgp bl i shed on Cctober 20, 2005. A
pan?ﬂ@%he <%§@g%%9§§oﬁﬁ present invention relates to the
use of |nproved reglnens for the adm nistration of

Accoj??né?ég)%% %??i%i'] %orggrb st1 ujtc% f’ itdrgw%ﬁ? £24-tHables, . g. 4-[3,5-bis(2-

hy drokyhzoyl)-[I1,3,# e exi-0 Pyd]bamoml; acid, oa amharrrrmeemﬂly akdeptable salt thereof,

is adgrﬁgx?tg?egﬁlalec??)glrﬁogg a ?%I’rﬁs(];l%é ! hg)gcé'g Lt'ee i es gfawp A Ireedgltcg’d amounts

compire€vithaleeiovananceidailpadiinidstagion rb@memse IAIItHhﬁflvely, the present
carci nona. According.to one inventiv g

invegtign emhraces a tECAENGt IS% ?wsfmdfs_ ptityre gl e§ 1pé1ergyl -1,2,4-triazoles, e.g.

4-[3 4-Hist2 Dydiox{phenyl)-[1,2 4]tr1azol 1-yl]ben201c acid is administered once daily at a
hydr oxyphenyl )-[1,2,4]triazo

[ [-1-yl]benzoi ¢ acj or

doserihSheabeuieat 201 e 4tk et R8It phtcikleb e, dopeof 200 mgflay o
130@@%@{,Setssercﬁmytmrs@ﬁlgszuaynore daily, for exanple two or
three tines daily, in reduced amunts conpared with

the known once daily adm nistration regi nens.

Accd%hitng kD Bhd ¥kt of tHEEpRIRS BNENtidAY ?L[Hsflﬁlrt‘ec?ﬁ?fcﬁﬂfe§ylal 2,4-triazoles, e.g.
treatment regi nen wherein substituted

4-[33- kgs(&hpjﬁ@pfypl%nyl}[M,Zﬁﬂqr@z@r]egl]be@zgc acid is given daily alone, or during and
subséqlleﬁt: t:% &hé&ﬁerﬁ%@! QF, mﬁﬁﬁ’é ahelgnlotl?e'rﬁlp]y: I cﬁﬂl? lozd] a)ﬂ'n]irhgtpaztﬁin of an

c acid I's adm ni Stered once dose in

amopgirigshe rogs SomgOdag ta U209 fngmalwle plafﬁlﬁ range élfqnyf’%p mg/day to
zood’ﬁ%ﬁ@ ggr i@&%lgg&a%gé‘ifgé(gﬁ%iiﬂgpgg! L AR 1ar%%)@e§0@'7sbf 18901500 or 2000

cco t he present

mg/dalywle aeitemplagadostai Hhatre@lceatl@lmetfh@nylamouzt i the daihotegisnen.

e.g.

4-1 3, 5-bi s{2-hydroxyphenyl)-[1,2,4]triazol -1-yl]benzo
Wheg salbstituted 3gi-dAplnT:IIthilJ2y4 -alagoles, e(g 4€[8|J5i-lvig2éhydrcs{up@1quéh,tz, 4]triazol-

'Yl]éelézlmc id }% 1n| S’Pr a%ter‘é% b g%rmaanolbt}fta ﬁY g&gﬁgg{ea%’eanferqgwa%bamoum
of thetret ba%e(0& cﬂig,eqlﬁloﬁlemanhé embumts Hescribedgebolve)asmd@@histered. In this
/. day to 2000 [ /.d 1000 / " 1N

sppISEHT EefP R ag PR eY FondP RN L A BBl Jio ey B
hydrbSy;QBﬂ)tlB[‘ﬂpi aeeifodd -] bphavid i lstihe allddyroahidl edd phaemarsatiodlly

th |Iy reglnen When substituted
acce%tagledglﬁﬂw‘g ,2,4-triazoles, e.g.

4-1 3, 5- bIS(2 hydroxyphenyl) [I 2,4]triazol- 1-yl]
The ggé;lf ;qﬂaegtls gglﬂfé prgﬁ?nglaaér\e;éﬁgﬁ? %gﬁ%rggltned r%g:l? tvxll&agalcg other. For

example, a renal cancer patient or a patient having another tumor type can be treated by
administering substituted 3,5-diphenyl-1,2,4-triazoles, e.g. 4-[3,5-bis(2-hydroxyphenyl)-
[1,2,4]triazol-1-yl]benzoic acid on a daily basis or twice daily. The improved regimens of
administering substituted 3,5-diphenyl-1,2,4-triazoles, e.g. 4-[3,5-bis(2-hydroxyphenyl)-
[1,2,4]triazol-1-yl]benzoic acid can be applied in monotherapy or in combination therapy,
with other words, substituted 3,5-diphenyl-1,2,4-triazoles, e.g. 4-[3,5-bis(2-hydroxyphenyl)-

[1,2,4]triazol-1-yl]benzoic acid is administered alone, or in combination with other



of the free base (i.e. one equivalent to the anounts
descri bed above) is admnistered. In this application,

wo edoenesse®e t o substituted 3, 5-di phenyl -1, 2, 4- t PCHEP108F054456
e.g. 4-[3,5-bis(2-
hydroxyphenyl)-[1,2,4]triazals!|-yl]benzoic acid is

intended to include pharnmaceutically acceptable salts

thereof. The different aspects of the present

i nvention can be conbined freely with each other. For
theragpcatirpdlgntsaAr; enambipatiglerhepqiyi, &g adminitepert orempndeanritwgpe daily basis
as de%n %elaq{eﬁe:ug grpcg rg!y c%gerhtggrasgﬁcrza%%tltt%gIagéz{rgagrrpa |111§rt11§tr‘e}elagaccording to its
estalm-s[léii aﬁinbns(rﬂachyubgmn(qnp henyl ) -

[1,2,4]triazol-1-yl]benzoic acid on a daily basis or

twice daily. The inproved regi nens of adm nistering
The pteoait idvehwsh 2)abesdb pft@ﬁwmdtl,oﬂ oA at‘lcombitleé $reparafion” comprising (a) a

Y,
413 b2 By iV O A: L enepic asid pad g maipurh compound
selecr?aairf%xﬁ e EorlsiitifQ BDEARBSpl M, t&rgm@cny oxMiplatiff ikaplatin and
substituted 3, 5-di phenyl-I,2,4-triazoles, e.g.
ZIXﬁQ%B 5- bi s(2- hydr oxyphenyl) -
, 2, 4]trrazo|-|-y|]benzorc acid is adm ni stered
alone i n combination wWith othertherapeutic agents.
In a pusther E‘Bh%‘ihﬁlét“i’ & RIBERRIRyentian Regtagd o ﬁucgmgrnéa% Ar & “eprekined
preleranBW E&mpiRihgy/(aPAIL[S, Saﬁs(‘imfd%gem[[@' 1808 oRIWY118E6 K acid and
herapeutic a ent or agents are adm ni st red accordlng
atréatrrt@ eampind spleeted ErRMNihs Brawpi consisting qfémr ophginpcisplarip, and
pygntion relates to a conbination or a "conbi ned
reparation" conprising (a) a
4-13, 5-bi s(2- hydroxyphenyl)-[l,2,4]triazol-1-yl]benzo
in arforRE kR delBinfenl AL bR SRTRAN e S SELAR i RIS 2
group consi sting of ["at’i n,
“conpbia¢d preparanion s¢anztréspigat) :n4dﬁr,d lzmilﬂéroxynhfayf)iﬁl Lifdriazol-1-
y”w%gﬁgg g?gg#) H$kgresent i nvention pertains to a

Mt onbi ned preparation"” conprising (a)

oxali

The BreLen‘t Onvgntdr;n( rbeiqa\{es t8| A innﬁ)lh t)é)gr?ﬁguﬁ Jn%&e 8feé)araft>(l)8me)ﬁlgrlSlng
4-[3 ,grmubhgdmmylshernplg- [DR,4¢@iabalpl- ﬁll]bdﬁzmc haplaad (),a ta[adlsomerase I
h E¥at|n n anot her furtger enbodi. nent b 9
in lbrsroéssser tef rﬁvghffrecﬁr%mnamgg bbSRoROH TR G Gpgothecin, e 5
nitrocg@pidtieid adepamationtvlectiiRlimpiofigecinidonfugate PNU-166148.
4-1 3, 5- bi s(2- hydroxyphenyl)-[1,2,4]triazol -1yl jbenzoic
acid and (b) cisplatin. The present invention relates

The anséht ﬁﬁ/@bﬂld}ﬁkla‘i’& 18 BmbiiRhed Rb@PAedhbt@Aration” comprising (a) a
i i ng

-[3 é T%Zéyr&roy@eﬂylérﬂb%ﬂﬂﬁ@m}rl) vljhengoig peid jand g)-an_aypmp@ss ghibitor
selecE‘edal?f?dn‘iJ tolPloistifp 8f SAMREIDE ekemestane, formestane, aminoglutethimide,

roglethimide, pyridogluthethimide, trilostane, testolactone, ketokonazole, vorozole, fadrozole,

anastrozole and letrozole .

The present invention relates to a combination or a “combined preparation” comprising (a) a
4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) an anti-estrogen selected

from the group consisting of tamoxifen, fulvestrant, raloxifene and raloxifene hydrochloride.



inhibitors selected fromthe group consisting of
topotecan, irinotecan, canptothecin, e.g. 9-
woedorozsaept ot heci n and t he nmacronol ecul ar canpPOL/RRDTIOS4456

conj ugate PNU 166148. The present invention relates to

a conbi nation or a "combi ned,preparation” conprising

(a) a

4-1 3, 5- bi s(2-hydroxyphenyl)-[1,2,4]triazol -1-yl]benzo

c acid and (b) an aromatase inhibitor selected from
The pigeeng imyensicooniesttd agombinatianes e dnembisré peepeeatien” comprising (a) a
4 [3,%3{1{(% gg?rﬁt %E}rlﬂ?%g lzﬁt?%%i%l figjen&g? Lé‘ﬁ? I(%I.I&TE % topOisomerase II
inhibiet edtanalAodre the/groop obI@istrthg@f dszmrebicm;i astudmgdlwsqndl formulation,

pres Inventig tes
€& &é‘g%%at’ %8?1“06?"&‘8 e @8&@ ingdip Oﬁ?m ar a TR e&rrp rAﬁéITIOSO A5™
epirifhncm idarubicin, mytomycin C, pirarubicin, nemorubicm mitoxantrone, losoxantrone,
éﬁﬂéa bIS 2= hydroxyphenyl)-[l,2,4]triazo|-|-y|]benzo
ctopest tEHB an anti-estrogen selected fromthe
gr oup conS|sting of tanoxifen, fulvestrant, ral oxifene

and ral oxi f ene hydrochlorld The presen i nyentj on
In oweeqfréioggnftné the FRSORPETTARS B th CORBISHAR }BF & pspmbingd preparation”
com 'a?é 393 (5aDis(d- hydroxyphenyl -[1,2,4]triazol-1-yl]benzoic acid and (b)
- -bIS(2 hydroxypheny ) - [I ,4]triazol -1 -yl ] benzoi
myﬂﬁnﬁﬁi -and (b) a topoi sonerase Il inhibitor selected
fromthe group consisting of doxorubicin, including
| i posomal fornulation, e.g. CAELYX(tm), daunorub|C|n
The presangifivagfion jsbsesrrale copvbinationiop, “cemgines Atm@s@vez’icﬁwprlsmg( a)a
LRy oy Hefl et L OAMEGESC Seid Rhd #5)W0h 1
12 S Ry S AL, GO R Ll
agent eghicprddiate the groum eorsistiogl o healitaxakaridrlasetakednvipllastirienwinblastine

sulfatd vinlgiqstﬁi%mi(-ia%ttilng Qul?Jte,%no@eli)&gmL&ggrnp(ili%@,acro@ghii&ﬁ]éls, and
conprising (a) a

epotKil ri8ASerivitlsi{dde Byatr dexiypimemyheyedfl , 2, 4] tri azol -1 -yl ] benzoi
c acid and (b) nytonycin C. The present invention
relates to a conbination or a "conbi ned preparation"
The presgne irsemdpn @)at& to a combination or a combined preparation comprising (a) a

- - bi s(2- hydr hen a
+3 i Hdied (i B R R W nro oSl g B agrabul il
com pouddhstib@ed) frotprhe graipsdonsigtingf of phall dobrdde lenalidb miide TSR €70 and
SUS%*ﬂblastine, vi nbl astine sulfate, vincristine,
incristine sulfate, vinorel bine, discodernolide,
col chi ci nes, and epot hi | oneA, epothilone B or
derivatives thereof present, entlon rel ates to
he presemtHIVARE LIS a5eS 1] a--ceaii%‘i?ﬁ@a %Bre |§8 t‘ieé rﬁ’fepéEﬂﬁ?Pl §Pi’i‘§“5‘“g

4-[3,53is @-hydroxyphenyl -[1,2,4]triazol-1-yl]benzoic acid and (b) an anti-angiogenic
4-13, drox phenyl)

4]tr|azoI-I benzm
com@taéusaleaﬁijgreal)% ﬂroaimqonaﬁg}gdgéhﬁtdoeaﬁepmd %%?@L
fromthe group consisting of thalidom de,
| enal i dom de, TNP-470 and SU5416.

The present invention relates to a combination or a “combined preparation” comprising (a) a
4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) a gonadorelin agonist

selected from the group consisting of abarelix, goserelin and goserelin acetate.

The present invention relates to a combination or a “combined preparation” comprising (a) a
4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) bicalutamide.
The present invention relates to a combination or a “combined preparation” comprising {a) a

4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) a biphosphonate selected



The present invention relates to a conbination or a
"conbi ned preparation” conprising (a) a
W@ 2¢403,128800 s( 2- hydr oxyphenyl )-[1, 2, 4] tri azol - | -ptT/BPWATOS4456
c acid and (b) an anti-angi ogeni c conpound sel ect ed
fromthe group consisting ofsqhalidoni de, TNP-470 and
SU5416 The present invention relates to a conbination
or a "conbined preparation” conprising (a) a
4-[ 3, 5-bi s(2- hydr oxyphenyl ) - [I 2,4]triazol -1-yl]benzoi
fromcthg gfaup£aBSi{ting o egs%astcﬁced clodeauaniacid, tiedrenicadids pomidrenic acid,
alen@HoRHRCROHIhhRS Y rBRAbEE G ABSlefldhi /1 goserelin
acetate e present Invention relates
conmbi nation or a "conbi ned preparation” conpr|5|ng (a)

The %‘efeélt \i_)nventi Ibrehate&rtg ):(ztycr(J) ebl’lﬁ/ tl)OIl or a2 cajnblrneg goﬁpafatloln comgrlsmg (a) a
4-[3,6- tax(lﬁiy@mdy;(b)ly%[hél4tlnr1amldleyl]Bléhemp rnedend (b)rameihltyllnmg agent
selecEe% fa romt %he%o?%jgoongghng of cyclopilosphar(%l‘f)c!TJD 1fogampcf’ee1% lpﬁ:tzlllauq nnltrosourea

BCMU[oB caramls(aadhwmmheﬁmmqum,. 41triazol -1 -yl ] benzoi
c acid and (b) a bi phosphonate sel ectedfromthe group
consi sting of etridonic acid, clodronic acid,
The piebdnd [Iﬁreht@orﬁﬁeidges tparaogquxmt@n@eiag‘,comgﬁiad lrpeaphfat@ﬁ'r’ domprising (a) a
androni ¢ aci i.sedro cid and, zo roni c. ac
43 ?%ésr?g DRy AV P et s 6 e eoit S s PG gheoplasic anti-
metab@ﬂﬂé@él@&éd RORDRE gfdu‘@rtonﬁ&mgrdeLﬁﬁgar()@r)aaﬁ 5-FU) capec1tab1ne
gS 5-bi s( 2 hy d xyphenyl ) 2, 4]tr|azoI-I- ﬁEenzm .
gemg@tagige - amw(l )16 aterh?greégfénﬁ YAy efan?tfeé tigigovorin and
ralti@6QRUPTOMBDEK ef@xfab b ARROSNA EbekStink b STFUTIGRovorin and
nel ﬁglan nlgggsourgz (BCNUﬁB ﬁG |adeF and
fﬂ“@é zolan1de (TEMODAR). The present |nvent|on rel ates
to a conbination or a "conbi ned preparation”
comprising (a) a
In ong-qnibodimgng (e inyentiorypstainy Itg the|combijation #F ef 2 [“cgmbipedhprsparation”
I gt
com Sty BRI F o D LU BR B ) 5
ﬂu0¥@ﬂ$L55FEapeC|tab|ne genti t abi ne, 5-azacyti dine,
deci t abi ne, nethotrexate, edatrexate, penetrexed,
| eucovorin and raltitrexed (TOMUDEX), preferably from
In onerwltg)ri'omeplt a;]mﬁsivgttiong)e[rhinS{thhe dombargwion ioh oma fcombined preparation”
com?rasI I#%(élﬁa)lé gﬁ%ﬁ Bl 9 xygﬁlengsrﬁ 2t Frlalznlv anéf)enzo ea&t nrcls(b
leucavonipri si ng (a) a
4- 3, 5- bi s(2- hydr oxyphenyl )-[1,2,4]triazol-1-yl]benzo
c acid and (b) 5- fluorouracil (5-FU). In one
In orerdadhdid Tediit thdi@vénnea plettains petHeabmbitabioh b€ of O ITbbhbihed preparation”

comgt S RIS D30 2R P R n

raltige>@@ (DOMUDLER). | eucovorin,

The present invention relates to a combination or a “combined preparation” comprising (a) a
4-[3,5-bis(2-hydroxyphenyl}-[1,2,4]triazol-1-yl]benzoic acid and (b) a compound selected from
the group consisting of phosphatase 1, phosphatase 2A, PTEN and CDC25, e.g. okadaic acid

or a derivative thereof.

The present invention relates to a combination or a “combined preparation” comprising (a) a

4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) a compound selected from



In one enbodi nent the invention pertains to the
conbi nation of or a "conbi ned preparation" conprising
W@ 2007428820 PCT/EP2007/054456

4-[ 3, 5-bi s(2- hydroxyphenyl)-[1,2,4]triazol -1-yl]benzoi
c acid and {b) and raltitrexgd (TOMJUDEX). The present
i nvention reI ates to a conbination or a "conbi ned
preparation” conprising (a) a
4-[ 3, 5-bis(2- hydroxyphené Z 2,4]triazol -1-yl]benzoi

the geoupcdogsisting ¢flshalalogudp eign QMY {enelidarhide g Revlimid®, TNP-

0 ng of phosphatase 1, phosphatase 2A, PTEN and

470 %@%ﬁ%k okadai c acid or a derivative thereof. The

present |nvent| on rel at es to a conbination or a

The a_ref nplbnvsn 10([1)12reﬁa al ?(E)) )%ch bmaFEr r) gg%fw?l)neg oe'paxl'atlo{l] Bomgrlsmg
4-[3,6-bas(2-tydrodytHepylp [ G2 o6 1Sﬁ]l'féﬁic&dacfld ord (te agooippund selected from

the ggtgt}r})ZQIO?lta‘lﬁ)tn}ﬁggo‘gthéh m %e\‘?lgl mi(?MIg H%?%(g% ' e.

The present invention relates to a conbination or a
"conbi ned preparation" conprisin .

The pregegt slvsmtg(nzreﬁw FRORFBREHPHPL OF 22 CﬂTS\”P‘iE’EﬂPa‘Ia“ﬁP] EYRpGting () 2
-[3,5-bR¢2-d %Qy;(m)l¥1ﬁ P@%ﬁgm 18@!5%5%&93&41 oA {H)&nAhAYRoliferative
_conS|s i ng of dom de, e.qg. tm., TNP-470

antlb&ﬁl&s sigzedgron e @PéBéﬁ@Slﬁflﬁﬁé’ﬁfl‘PﬁHZWl’a GRPHN), trastuzumab-

DM% QPBIRBLTRR CBF AT, ber QTR RAH AV SPARGL i AR m HARPTURANY, PRD64553

(antiA°D4)) Bnd 26d A ipgdpxyphenyl ) - [ |, 2, 4] tri azol - | -yl ] benzoi
c acid and (b) an anti-proliferative antibodies
selected fromthe group consisting of trastuzumab
The preERCERPTIHON refarago @ zombinatiDivior ad'combinad prepTARCEYApmprising (a) a

? eo\{s?f h%ggp}{ew'ﬁ% %&akc&) l'ix%/lm%&ﬂi dand b).a I E\ljiég%sée%cetylase

(HDAE) athéstor celectabirbmrtht gompapnssting ofbi-nyaldoxyr &kt 62-hpdroxyethyl)[2

(11 RB5 BRI 5o Aty Jpheryils2E-2-prongnamide, Nrhydrony 314-12-2-

methgl-aHkad @ rsdyl{- bﬁhyk} ahiiss]ereehytlphent ly2 3 @rpdbAG)dei Sitiebotlorilide

hydrig%@gfaglg)ﬁ%ﬂ& W(%ﬁ;@?%%y( | ﬁ{elrl?f 5%%1228 4-(2-amino-

phen@lcbi‘blaﬂld@l b3nyl yatbunit aadipytidite3hylinkthiyberydr] butiri@ agid qpeskamide,
I OXy-

rich ety b DR RTS8 BT Ry Pop e Ry dra -2

hydre%RRaigN - dﬂﬂ-uﬁlﬂp@[}@yétﬁﬂﬂ gl hlydﬂhﬂ@em -@8Vdm{RAA) |,
M5- 275, FK228 (for meg F“bg:R901228
Pharmce(uzl%{m %?6%%@19!53&&‘ ! - benzyl ] -carbanic acid

pyridi ne-3-yl methyl ester, butyric acid, pyroxam de,
trichostatin A ()<am‘lat|n api ci d|n Depsi pept i de,
The prspanelst/ERFiON TelgiRatp B, CORDAGIPB 0y a3 cpmbing preparation” comprising (a) a

-[3 b}ﬁq{ %ﬁ?‘dr%ggeﬂ&yl 2r §.|4|]1;§1amq|-ylﬂ)em:alc eii¥hd (9M RHpIRY Bldcted from
the grc?up co>1/151stmg of retinoic acid, tocopherol or tocotrienol.

The present invention relates to a combination or a “combined preparation” comprising (a) a

4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) PI-88.

The present invention relates to a combination or a “combined preparation” comprising (a) a

4-[3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) FTY720.



pharmaceutically acceptable salts thereof. The present

invention relates to a conbination or a "conbi ned
w@em@parsaeo on” conprising (a) a PCT/EP2007/054456

4-[ 3, 5-bi s(2- hydroxyphenyl)-[1,2,4]triazol -1-yl]benzo

c acid and (b) a conpound sefgcted fromthe group

consisting of retinoic acid, tocopherol or

tocotrienol. The present invention relates to a

conmbi nati on or a "conbined preparation” conprising (a)
The gresent invention relates to a combination or a “combined preparation” comprising (a) a

-3 % ﬂ1§2 %y@ﬂo?t(q;helﬂ%g Pééﬂ’#ﬁ%l 0- yl Beng(né hiifiapd % ) c&‘l}[]olaﬁ{i] #fich

pr esent 1 nvention
targtas,dmfbasnmn mhlb@ﬁ the 3C§®Wﬁf%éd°®@%%@alﬂdthfmﬂm@:@mﬁ L‘unm} selected

( )
romgfit sfup sonssingal RAD RAO Y (R 7T TE A4 pamyey
rapamyeio |ddr1m‘¢d/e(/ )al 65 YHZ B0 f TAB2 pT78s AR2 3841y evﬂrblimusr EIERTECAN)
suoh?nl}sc(KRIPRﬂUlQﬂ ), 277 QM0 HRgPr eparation” conpri sing

4-1 3, 5- bi s(2- hydroxyphenyl) [I 2, 4]tr|azoI-I-yI]benzo
The S aci d and (QL a co a decreases or.
© PRFRTH I TS Y e HET t\‘iiatrcr;%)‘* H}f‘é‘t"%’ﬁ ofcoglg BIRFASRT §@mPprising (a) a
-[3,5MHOR kv dvds gplteal p¢,2 @ driaosh It-Highegrsiv pcid ang ( I9tanrgSRS0 iMABitor

selecﬁeéﬁ?%?mwgmﬁ%sgﬁgg BhLr el e BB B 1 anc),

geld@aiyOini d¥tiSatvek FEEIdeAdYh yGih £ €k dedrdSm b SAMIAWLINENdici&dd) - 779
and ABT578. The present invention relates to a
conbi nation or a "conbi ned preparation” conprising (a)
The ﬁresent invention relates to a combination or a “combined preparation” comprising (a) a

s(2- hydr oxyphenyl 2, 4] trlazoI-I-yI]ben20|
4- Dé ba%? Z'Yér whﬂw%l @Z?lrﬂfwlﬁhefléew agifl aad dp) arapgrlepkemic

comlgcflﬂl'dgelgggds frok #Rg gRfup consisting of Ara-C, 6- mercaptopurme {6-MP) and
7-allylam no, 17- denethoxygeldanany0|n (17AAG),
ﬂUd@@@H%ﬂéﬁybﬁﬁ derivatives, gel dananmycin-rel at ed

conmpounds and rad|C|coI The present invention relates

to a conblnatlon or a "conbi ned pre aration"
The BRSARE irgfpn]tgor(lg atep to a combination or a “combined preparation” comprising (a) a

[
w5ty TS e o LR
inhiltitee sejecwar@mn ¢ goup gonsisting 2f @elec@xrbe(lC&é,ﬁtBBﬁmJ méechBibNFJOXX),
f [ a T

etorl’él&gb JaH}% g 33%1 n@{}gg{a?ogh%ro (F?IpBF r%ﬁﬂl%?}ﬂh%}{a%a%tgcﬁcbdﬁ,and
mnncmnpb13|ng (a) a

4- 3, 5- bi s(2- hydr oxyphenyl )-[1,2,4]triazol-1-yl]benzo

c acid and (b) a cycl ooxygenase inhibitor selected
The presdin idventiprotefntean ai cdinbigrtioh of al ‘eombined pedph EBRREXcomprising (a) a

135 HT RS Rk 0 g P S tenkf P o) b dyiorpauny gleted rom

the gaGipcongivwhg ofTL-7 84832, DKS'G$67QE1637\61HS7771@0&1{NES1TR§} ates
to a conbination or a "conbi ned preparation”
conprising (a) a
The present invention relates to a combination or a “combined preparation” comprising (a) a

4-{3,5-bis(2-hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid and (b) a proteasome inhibitor
selected from the group consisting of PS-341, MLN 341, bortezomib or Velcade.

The present invention relates to a combination or a “combined preparation” comprising (a) a

4-[3,5-bis(2-hydroxyphenyl)-{1,2,4]triazol-1-yl]benzoic acid and {b) DIOVAN.



4-13, 5-bi s(2-hydroxyphenyl)-[1,2,4]triazol -1-yl]benzoi

c acid and (b) a conpound selected fromthe group
wa@ongilsgseng of L-744832, DK8GE57 and R 15777 PCT/EP2007/054456

(ZARNESTRA). The present invention relates to a

conbi nation or a "conbi ned pygparation” conprising (a)

a

4-13, 5-bi s(2 hydr oxyphenyl)-[1,2,4]triazol -1-yl]benzoi

c acid and %a pr ot easoms i nhi bitor selected from

The prgseny inyigptiemridtes togrostbipsiog A1 2 Wyprbiwd prepgrationd spHpesing (a) a

-[3 V%&Q%?dro@ﬁhd%ﬁ%? Et4]ﬂrﬁ¥&ln1t &l%n&&ls %ﬁ%n& @)&elomestatin.

I nati on or pfreparation®™ conprising (a)

The re[sght gﬂgiﬁg&fﬁiﬂﬁ%f t%\)%yc%mzlt)on[dr’az‘ﬁcélntbmeatzp?%al'at%l b st%ﬂémg

acl he present | nven I'at es
3;§ i & Prtbiy ety plre ngh) -[ B, 23 4d tiaiod rle il hreneqia reitliaod (b)oonCE mhﬂgtor selected

roni ) gfumsontiyingof RO SERLSPR Ty en SQTENSINY apiopih

enalgpragfosinaprdl, {ibhoprd| moespal, ninaftile rpnipsig perindopeihind rrandolapril.
relates to a conbination or a "conbi ned preparation”
conprising (a) a

The fres&hit rvieh 8§12 relhatelr orayqoineiydtion[dr Q‘céhblﬂed@@épakat;dn] leemposbing (a) a

0555 e RSy B TP A ACER eSS A he (Ol fibicor sleced

fron( tlh@'gE:N.ﬁl thslstﬁ%mmﬂflmlastae Medridstde (BB-AS1 @Qpﬂ’lmémastat (AG3340),

mecssl? (W15 TH P2danss BRX P25, AU bR eng pasoss.

rel at es to a conmbi nation or a "conbi ned preparation”
conpri si ng
The pres twmpg?&f%m%wq@ﬁmon[qr ay’cgmpbined pggparatipn] sempgsing (a) a
4-[3G5-RqR ShyaRbtyplihyB-[ VYR irRbé1bI -V iens&it @ciiQdd f( ) %zhﬁld bP W erivative
caonsi sting of gatl mastat, mari mastat (BB- 2516
thef%)?1 nomast at (AG3340), netastat (NSC 683551)
BMB- 279251, BAY 12-9566, TAA211, MM 270B and AAJ996.
The present invention relates to a conbi nati on gr a
The PEESTS IS Bt @baé?satpla(ﬁ?mlgwnl(glan O(ng}neg preparation” comprising (a) a

4-[35- Hl@Z-ﬂyg’ﬂoigr%Jﬁ)}gf[P&WH%@ML])-)IIQlLengolé]aEﬂ'aﬁa‘?ll) so\ﬂa]t&%ﬁﬁloﬂeceptor

de or derivative thereof
antam@%éﬂ?ct?wem the ﬁrw@lcaﬂ@gtutgcpfava&lmwdﬁdwrew@fs oqreotlde and
Vapre&g{g‘ol ned preparation"” conprising (a) a _
4-13, 5-bi s(2- hydroxyphenyl)-[1,2,4]triazol -1-yl]benzoi
c acid and (b) a somatostatin receptor ant agoni st

The Pxeels&‘fﬁrﬁrgatfl&?ml&&etogf%%u? gﬂ)ﬁ'o?t Al ngggneﬁ$aéé§a?ﬁf<§nd Qomprising (a) a
anreot| octreoti de and vapreot e. pr esent
4-[355 rhx&é?ﬂhyd\wxmheavbél ﬂd]alaz@iﬂbyhhlmnmn agd aad (lg)ordwinmeaind selected from

the g?i(r)lte;ggqon?%tllr? n%f(% g}%rbl yypl’?% ))iqg-?‘fl??’réc,hzﬁ ¥lfn§tz g} ispqy Plen 1- 8 amine,
sulaet, Z§U|66683IG:FH lb)l g leiu TaUlsis€E IR NStG’e@B(T%OnFDl’%9§6,0BMS354825 UCN-

o1, SRR e Foosrmor . e limsevns K HEBRAG O 0O

6976)1dis Y3215 BNBB@S31MQ919&LHBB&35Q:QAN697 PMABRE[[4-(3-pyridinyl)-2-
pyrlml? ny?]amm ?—19—?9—44} meth@P%lzlg’l?nslgazoE - 554?trlﬁuoromethyl )phenyl] benzamide,
Tyrphostin A23/RG-50810, AG 99, Tyrphostin AG 213, Tyrphostin AG 1748, Tyrphostin AG
490, Tyrphostin B44, Tyrphostin B44 (+) enantiomer, Tyrphostin AG 555, AG 494,
Tyrphostin AG 556, AG957, adaphostin (4-{[(2,5-dihydroxyphenyl)methyl]amino}-benzoic
acid adamantyl ester, NSC 680410, adaphostin, CP 358774, ZD 1839, ZM105180, e.g.,



01, safingol; BAY 43-9006, Bryostatin 1, Perifosine,

I I mof osi ne, RO 318220, RO 320432, GO 6976, Isis 3521,
whYB332810 LY379196, PD184352, QAN697, PCT/EP2007/054456

4- Met hyl -3-[[4-(3-pyridinyl)-2-

pyrim dinyl Jam no] - N-[5-(4-ngt hyl -1 Him dazol -1-yl)-3-

(trifluoronethyl)phenyl] benzam de, Tyrphostin

A23/RG—50810 AG 99, Tyrphostin AG 213, Tyrphostin AG

1748, ostln AG 490, Tyrphostin B44, Tyrphostin
trastpzmy mbl%rcetuxym%é@es.anom%eﬁl 1883 J}B-569, GW-2016,
T h [
Ell EQQ ?ngﬁ%?g%%gg%ap eny ﬁﬂﬁ FF%%?H%?P%%ﬁgg?% acid

adanantyl ester, NSC 680410, adaphostin, CP 358774, ZD

r . , . .
The %%?%)’E f%ﬁgé‘ﬂéeg‘tsaérgs oy h a%%@?o%?%%@é&pg a quantity which
is joipWly At fpeutitally bffedERe 4gaikR. Sprorive EGedse of2 chinpink6oB apmentioned
E7.6.3, erlotinib and gefitinib. The present invention
pertalns to a pharmaceutical conposition conprising a
quantity which is jointly therapeutically effective
inst a 0 |ferat ve di.sease.of. a conbi.nat,i

The RS Ghvefti LBt Rehs s e omRUBHED R MBBH O Dor o O e
prepbiS€ionbf a nedithingad fob theafeaberitiod Agdolabaviee Hivgasé.ne

preparation of a nmedicanent for the treatnent of a

proliferative disease. The present invention rel ates
The pfeséht m@rﬁmrcfeadtesna@&@gﬁn&a dcRAdRG ot pidiiR iaBIbAAtidS as

nentlgned ve together with instructions. EXAMPLES

e sPave togeseraw ith MSEeHrsf syner gi sti c

anti-proliferative activities through conbi nati on of

above

men

A-
EXAMPIESyi s( 2- hydr oxyphenyl )-[1.2. 4] triazol -1 -yl | benzoic
acid (herein after Conpound I ) with anti-neoplastic
aoeqtg Cbnpound I was tested for synerglstlc
H =\[+ HE ", g

ngh combination of 4-

35%1%24 QU AREhy-NA 9T §£o‘i‘1 1b912%péfcﬁd r T BRI AR ) with

eucovor i ne agarns dman T1ver tunmour cellTs

neripbepid 2gentsd SKHEPI i n V|tro The synergistic

antiproliferative activity for Conpound I with both

conbi nation partners with a series of standard

chenot herapeutics was determ ned. The results for the ,
Comip¥endli1f fxak eftktel] Uf@“ﬁy&?édtlcl hAGSroliRs4Rd WBIVRYJH t@mbination with

di fferent. Compound antiproliferative activity was
SFlugspugacli er%nwrt s a@lfplﬁfns tTfé“‘?c@é‘t"é’dl bevsprieragaiist fheshuman liver
turndtﬁ1 JEESD 3@3%2% &hd %ml\’\fnt Dlt?%o Mhe Q&ﬁéglh@@ §n41ﬁ\9ﬁferattmrhctlv1ty for

However, the level of synergism calculated by

Connpnenct}' with e thwenm ingticsy rarenews with diseriesrad standendishampthsrapeutics was

deteMBhLIEFR R0ts for the two different tumour cell lines tested were quite different.

~ Compound I antiproliferative activity was synergistic with all of the tested chemotherapeutics

in HEP3B217 when dosed with concentrations lower than 12.0 uM. However, the level of
synergism calculated by the G-Value was different with different combination partners and
most pronounced with cisplatin. Compound I antiproliferative activity was much less
synergistic in SKHEP1 cells; a synergistic mode of action could only be demonstrated for
cisplatin and Tumodex. However, for both compounds the synergism of combination effects
was demonstrated at concentrations lower than 1.5 pM or higher than 3 puM. No synergism of
action with these two compounds was found at concentrations higher than 12.5 pyM with

Tumodex or 25.0 pM with cisplatin.



nost pronounced with cisplatin. Conpound I
antiproliferative activity was nuch | ess synergistic

WO 00FHRBR) cel |l s; a synergistic node of acti onPCDEPZHNT/054456
only be denonstrated for cisplatin and Tunodex.
However, for both conpounds_jhe synergi sm of
conbi natl on effects was dermnstrat ed at concentrations
| ower than 1.5 nmM or higher than 3 nM No synergi sm of
action wwth these two conmpounds was found at

3 Masgrigleand Mdthads hi gher than 12.5 nM wi th Tunmpdex or
25.0 MM with cisplatin.3 Materials and Methods 3.1

3.1 Mategigdsal s Both the HEP3B217 and SKHEPI cell lines were
obtained fromthe American Type Culture Collection
(ATCC), Rockville, NMD, USA. RPM 1640 cell culture

BOthn@diHIEﬂde 5@3 SKeHLEP 1s crpbipliies dvelny obmvrietdrfoxge nhé Mmerican Type Culture

yer Apsty eBlue reagent was
ColgfBR ATy Sk Mol (oK o Rel SUES Pl 35 FCS were
suppﬁied by du{ntmgfn (ett. eWaaélﬂ;ey\/\B/ﬂ@ (Afusﬁil&i)d@éldﬁf iereBlluk tryagefifl was obtained
t ai ne fro ojmer cj al ur Fi ne chem cal s_.and
from Pipmiey SR FRBSE Golllereaanah e af tandard qualicy
and letﬁﬁ‘abdlﬁ@fh fomrercRE 8dursddPPink ERémicAlo BRd teaderdts W@fe of the hlghest purity

ovi th nd details pertal ni o the
avaﬂaf;“r’dpﬂaﬂurfgﬁﬁﬁdcéomqaaitsm {5 icopranad i veas\araided fa by the sponsor and
detailyy Qﬁﬁﬁﬁlhgio tﬁ@ cfr%[na@%o%c@cid@&@f%anaﬁ &ndehaiviiRg] 'pfbﬂeh:?es, as far as
raw data fil | uor urgml CGenent ech, Sout h San

dlsclﬁegﬂeresr@bﬁuneéﬂn SARW @ur@:@,ﬁq}g}qﬂﬁch South San Francisco,
CA, t—ngalFQMQBrh?@n Ulﬁﬂﬁlﬂ“&@lﬁ&)v&qﬁ@ m?rstWe%@qlﬁrbb’\mew%l( NY, USA),

Tunodex (AstraZeneca Pharmaceuticals, W/ m ng
and ppmogisp(Pstygteaees Pharevceyticals) Wikningtone Dﬁadﬂm vserQ Wiluted in cell
cultuFeskdiGRmpound Preparati on Conpound | was di ssolved in
DVMSO t o produce a stock solution (1 ng/nL). This stock
3.2 ﬁég} gg,lnggu%pﬁref,m[@#ghl y vortex mxed and diluted in
culture mediumto produce the desired starting
concentratlon for the dilution series (1.3 mV when
Comgdad [t was Hiesdesit indBMSQ 50: 50duce/ a/}tocls-sgluuon diirrag/mL). This stock
solug&ﬁ Q’{]z% d[‘horo%ghllg;I v ue%: L?Xéadlagnmgl%(t clél?:gjcgl%\llr%rrkg fumtoc produce the
desustlastatrtmg conrogntisraforoths dilmeiot herigi dlui pM)&vlsm achied{tsethe test well
Tab e St ar.t n rations f t he .t
(50: 388G, Lok Ve b o GiERGh Teriirsans LsdeiadRere ditured
in cAtrulnirstmatin@no the hequitel spdinRe@no@itrations for the dilutions series (see
Table 1).

Table 1: Starting concentrations of the test articles used for the combination studies

ompound ICL670 SFU___ Leukoverine Gisplatin | M fomycin-G | Tomudex |

hest concentration [uM] 50. 20.0 50.00] 20.0 30.0 500(1
E:.ﬁg‘p‘.i P4)

Ihighest concentration [uM] 56,09 109 soool i00d R | 159

3.3 Compound Administration, Schedule and Regimen

Both cell lines were cultured in RPMI 1640 cell culture medium containing 10 % FCS. The

cell culture medium was supplemented with penicillin/streptomycin (50 IU/mL, 50 pg/mL final



Both cell lines were cultured in RPM 1640 cel
culture nmedium containing 10 % FCS. The cell culture
wore@ramsams suppl enented with penicillin/strepPONERi0N7/054456

(50 WL, 50 ng/ L final concentration). Both cel

lines were seeded with 800 cgils per well in 50 ni

medi um per well in 96well mcrotiter plates. 50 nL of

cell culture medium containing the test conpound(s)

was added to each well twenty four hours after _ )
concgrggationyy Botineelk lings “@mé(éﬁﬁidsltg\é%ceéla Ppetvall ingS sida gredium per well in
96wEP RGHHE: [at&S 592@ & cdiN@1 RAMEESH Ecﬁlttéiﬁi% QBe test compound(s) was

I g I u? ﬁen%

concentrations ( ure 1 details the di ion sc

added ctioetpgle rweblomrentya e dreiny afterr sesilingl Ehe taspeempownds were added as a
inglf USRIpRAEd QRS- onld'6f b QN A i
singl UOE L R ot o S o ERP AP BB Pk Nelefy 1 decais che
dilutfringicherne ¢abmgeanthoatd approedy) far single @ompdund spechbinatigns). The final
fhe | r ncentration test, arti.ecl es. .
DM EBheefr bl S B PRERAEL 92 TR DR R for the highes
concéntumgionnmest aickl ambrespearelyGemeT iforetheBlaver dodsdntraBiod test articles.
Pata Acqujsition The Al Bl. ue assa S .to
e T e T Sl S R
348 g&@i&&g@nthe test conpounds. Untreated cells were
T USEG Y grom h controls. Data were assessed in
| cates usjng two,identical setups ip 96wel]| . .
The BT BhERe i, e MR o Bl BE' AR b U psp e he pools
contg@inihgi the bhedt agrrgendse riénteaatedutls edert Qiselbtaergioweh controls. Data were

asse i AHER: BEM IME RS eE SIS 3B et ML IR place was
analwediabparatelyg ard AsdbdbograBe/viage dah@l@edAtB ddb@mecOkyBrgistic activities
._alone ar t .equal ly effective concentration e.dg. i
(Fisfeschyind i PR P, HHEE BBIORH SSOTGR GHinR i ollbwins equation: & =
Ac/Ae anii/Bgtwhere M4 B BndB AaSIdB Blonk Sret st qGEIRCARENAL doPBer@fatiBnd {&.g. ICs),
conbination with A_ Ae is the,concentrgtiqn of A al one

wherg {if 1BEG @IFHLrAUIGACEAY Patrdiinasionsyiat Brigd Bere thyyegnegatration of B in

comBigRIGSeiHh 3, hees dheehcediratict 6f Raldn@AndBe is9¥Be CHFRARAIINY B alone.
partners. A gvalue < 1 indicates synergism a gval ue

The gyalys, grreeserss tantaghafl sematon ofparuembinatiaygpatices A gvalue < 1

indica@ddispct@sBf hethRe JhehdrkdeSaRatNesRd hhgstieCateGRAES additive
are_indistinct and shoul d be understood as a trend
effecisatlhe Pordesn bevege these tcptegoriRs cirs iindistinst nnd shewldepepnderstood as a

trendit Eﬁh%q‘g@{&l a8 WM Aikive dEélﬁoHip%hﬁ{ Itlmev%xnt% 96\2&1 £ g@gltl@?ﬁe higher the

s. 3. amar Bl ue Assay The Al amar BFue ase
synergistif FifeceisBl ue assay indicates cell viability by
nmeasuring the ability of cells in culture to reduce
3.5 AlggsgrzBlne dssao resorufin, whereby the intensity of the
fluorescence signal is directly proportional to the

The g%rﬁ‘gaglr ll(l)efbalseldvéelﬁeitlel']')sluea ggsa}b A& & el rl/(fjalbrihetg:ftbyl mngalsggrtlgoghe ability of
cells in culture to reduce resazurin to resorufin, whereby the intensity of the fluorescence
signal is directly proportional to the number of live cells and hence an indirect indicator of cell

proliferation.

Based on preliminary experiments, cultures of both cell lines were seeded at 0.8x103 cells/well
in 96well microtiter plates . After 24 hrs the cells were incubated for 72 hours with the single
compound or combination of two test compounds. Following addition of CellTiterBlue

Reagent (20 pL/well) and brief mixing, cells were incubated for another 4 hours before



proliferation. Based on prelimnary experinents,
cultures of both cell lines were seeded at 0.8x1 03
wa@edorazssed | in 96wel |l mcrotiter plates . AftePCREPINT054456
the cells were incubated for 72 hours with the single
conpound or conbination of tyg®_ test conpounds.
Foll ow ng addition of Ceil TiterBl ue Reagent (20
nmL/well) and brief mxing, cells were incubated for
anot her 4 hours beforefl| uorescence was neasured (Ex/Em
fluoggscenerp gromeasyed (B af ZfUEl] BrhLsing 2 SPeqtEplaat M2 reisioefate reader
(MolcMRh e &ds, $XVyaedls, Vel Me¥rdlldh] s, VIC, Australia). 4.
Resul ts The anti-proliferative activity of Compound |
4. Rwag:st ested in conbination with standard
chenot her apeuti cs such as 5Fl uorouracil, Mtonmycin C
The éj‘%‘ﬁr‘&{f‘?rﬁfl‘?eﬁfﬁ‘ﬁ’dﬁéﬁf Gp@pPwittloveay tesied incenmpungitpn| wighystandard
tested at 9 concentrations starting with 50 nM .
chemesh¢rapgagicnsrck an SBgiqupecilyMigamsirs CoEisplagin, Funodsxasd Leucovorine.
Com%'a_ﬁﬁ@tl ReLsaRedl D Wc@n&ﬁ%n@cgtﬁting wAtH'S6 M%H&pg'd _b?; consecutive
using the starting (highest) concéntrations shown
dilutiegsioé 12. Alcptherabemdtherppaitids wWere tasted o Bicorcedirhtionsommgohe starting
o He . rgi sti qaetion of ...
(hlg%gﬁg%%c%aé?éﬁﬁﬁ%g%\?rﬁ ilI?I g{alglg% %i\ll{dt [ﬁrog%%gﬁl(%g&lg?(? cbRdecfHve dilutions of 1:2.
To ssheshohh evapeistd opdehef gaainuef Goafpeuntdd mettrotlinggen ivarh standard
[ culated, 1f. g < 1 the {nteractio
cherl e AL SRS ELTH ALR80 sbrighdbr Boltfal Dl REuapl e <
the ingerdctiondiao dicecandidited v ledidgegytngrgideic. Gvelugy aduad to 9 indicate additive
cifec OB AR 5k UBRT 3G S8hafropl PELRISIENS) Sroffl adtagoniscic
(Tabips el amd Snwdigargl Dahéd)i Thé $oliaésogeanploftediin I9bblgfams (data points -
bel behom1%qe . sobol i c Iing.r present.conEEn d . iticallv:
cloW G BRPPIS: b eBre S RPN SORERITAEOR g eF i dsppragring symergistically
datadsaiis pbovt &eab&hb;ﬁc ghlehﬂe@fébﬁk ic6mbineg doBENESaBHis épﬁi&:hnd)idgs acting
concentrations o 0 rygs acting, antagonistic y).
ancaf R a) HHS Gt B BIREFHFE Tbfn ShLtse Srpbe HApY Ficher to be
interprééediavedynamiewayt. TolRsdsHiEtHRIPEiRTaE EorcBn BatthiNFThE cOMWinatidh partner,
pti mgl concentration of the conbination

ssess the

a Su'g%lcﬁ gponse Plgt wag @%&a%%gwaf reREYCY PR, Each st udy

was. repeat.ed onc iproliferative efficacy in
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Furthermore, a slight trend towards synergistic antiproliferative activity at concentrations of
Compound I lower than 3 pM was demonstrated for the combination of Compound I with
Mitomycin C (Table 2). The evaluation of the Surface Response Plot reveals that the
concentration of Cisplatin or Tumodex combined with Compound I does play a minor role for
synergistic action, whereas only lower concentrations of Compound I lead to synergistic action

(Figure 1, Panels B and E).

Table 2: Synergistic anti-proliferative effects of Compound I (ICL670 within the table) in
combination with SFluorouracil, Mitomycin C, Cisplatin, Tumodex or Leucovorine in human

SKHEP1 liver cancer cells.
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combined with higher concentrations of cisplatin produced greater synergistic effects than

Compound I combined with lower concentrations of cisplatin (Figure 2, panel B: Surface
Response Plot). The combination of Compound I with Mitomycin C at concentrations
between 6.25 pM and 0.781 pM (Tabel 3 and Figure 2, Panel D) also resulted in synergistic
mode of action. However, compared to cisplatin the concentration of Mitomycin C had less
influence on the level of synergistic interaction. As the gvalues are close to 1, the combination

of Compound I with SFluoruracil resulted in much less pronounced synergism. Tumodex
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For &ortn%m?nd I in combination with the standard combination therapeutics SFluorouracil,
Mitomycin C, Cisplatin, Tumodex or Leucovorine, the potential for synergism of
antiproliferative activity was determined in vitro in human SKHEP1 and HEP3B217 liver
cancer cells using vivoPharm's optimised chequerboard assay. In both cell lines cisplatin
induced the highest level of synergism, followed by Tumodex in SKHEP1 cells and
SFluorouracil in HEP3B217 cells. Compound I can inhibit proliferation in human liver cancer
cell lines synergistically. The observed level of synergism was much higher in HEP3B217 cells

than in SKHEP1 cells, and was most pronounced in combination with cisplatin.



together with instructions.
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What is claimed is:

1. A combination which comprises (a) a substituted 3,5-diphenyl-1,2,4-triazole and (b) a
platinum compound and, wherein the active ingredients are present in each case in free
form or in the form of a pharmaceutically acceptable salt, and optionally at least one

pharmaceutically acceptable carrier.

2. The combination according to claim 1 for simultaneous, separate or sequential use in the

treatment of the human body.

3. The combination according to claim 2 wherein (b) the platinum compound is selected from

the group consisting of carboplatin, cisplatin, and oxaliplatin.

4. The combination according to claim 3 wherein (b) is cisplatin.

5. The combination according to any one of claims 1 to 4 wherein (a) is 4-[3,5-bis(2-

hydroxyphenyl)-[1,2,4]triazol-1-yl]benzoic acid .

6. A pharmaceutical composition comprising a quantity which is jointly therapeutically
effective against a proliferative disease of a combination according to any one of claims 1

to S and at least one pharmaceutically acceptable carrier.

7. Use of a combination according to any one of claims 1 to S for the preparation of a

medicament for the treatment of a proliferative disease.

8. A commercial package comprising a combination according to anyone of claims 1 to §

together with instructions.



