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Speci fic Therapy and Medi canent Using | ntegrin Ligands
for Treating Cancer Technical Field of the Invention:

wah@siosmenti on rel ates to a specific therapy fRPCHEP®NS/000328

the treatnment of cancer, especially tunors (or
tunmours) and tunor net ast ases, , conpri si ng

adm nistration of integrin I|g1ands together with
cancer cotherapeutic agents or other cancer

cotgiricifi€ Thefap P andMetiidaihehh Ui litte gridl Ligaadsrfor Treating
synergistic efficacy when adm nistered together with

said integrin |igand, such &AnNgfnot her apeuti c agents,
i mrunot her apeuti cs, including antibodies,

radi oi mmunoconj ugat es and i mmunocyt oki nes and or

r Jéchinicdl Fieki opthe Mventipeci fical ly, the instant

N kb b e
t ; BEE%H g;r tQ%oﬁ%gCaq{vc\ﬁt ﬁ/ﬂﬁﬁﬁéﬁsﬁ’s‘%s”@gﬁbﬁ% s

nation one or
alddy‘rhnatsmgon hnémtegam agamnis m@gamtwn,’th aadceypxqtberaﬂpleytnb)agents

furth h
RS o S EECHETBR A B o CBR S biBne

o it I%ﬂ@%hé%ﬁ@té@@?{{&ﬁéﬁm%bﬁ meﬁtnsngand such as

e | nst I nvention relates to nethods
ofchtermﬁhemmeptuqagngtssanmur@theran@utlcs maadingeinjibodies,

adm,ni stration. of ., t he di cane 0
© AR Ror St FrmTABE Rk RE ARG i Briinerany. More
)QP E;ﬂl'c§lly Qhé‘i&ﬁﬁﬁhi iAbehtisit RAGRsQd thd1@sé of labIeTasOBne specuﬂc
ect of  each individual therapeutic on tunor

anranegurrdlgaed dorx thel manutesture of & medicamesty fOFpth@ftEfPeémeW of
ngF t%r%r%m ﬁ"\e%ggﬁgh'\ %t'isr f%aﬁgﬁgéd Wéﬁ@mbmé%n%

25 TRAT o nmponént al on toget
Ofa)ldmeacﬁmhbm akbwtlag)chleerg)tl‘rerdwemlt lagentsgiand agptionhly

V&J‘Ssé?]%;qu rg\égg%d{{?_n%r ;9?3‘: ¥ %[r\é)rlégggﬁ{‘( ﬁtgaﬁts{ \ﬁgg&\a&r}neaﬁt least one
eLifich ri SREIHEIRE Y §9foRs alldyf#ilhpcﬂHé@néthérapeutlc

VI ronectl receptors avb3 or avb as wel
C cddempe rAdcymmlly thedinstant énvemtiongetates toamgthatls of treatment,

| S Bt Pl B g b SRR BG et can

1 beI %%?t mSIg )'?%e?%@ﬁﬁol@tﬁﬁiaﬂn@ﬁ"fhé thekasywillt resai i aisynergistic
potential increase of the inhibition effect of each individual therapeutic on
tumor cell and tumor endothelial cell proliferation, preferably yielding a more
effective treatment than found by administering an individual component
alone, together or in another therapy regime but the regime of the present

invention.

Background of the Invention:

Vascular endothelial celis are known to contain at least three RGD-
dependent integrins, including the vitronectin receptors a.,B3 or o.fBs as well
as the collagen types | and IV receptors o1 and a2+, the laminin receptors

asfs and asf4, and the fibronectin receptor as4 (Davis et al., 1993, J. Cell.
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RGD- dependent integrins, including avb3 and avb5.
I nhibition of cell adhesion in vitro using nonocl onal

Ww@niosgmees i rmmunospeci fic for various integriPCEHEP2008000328

subunits have inplicated the vitronectin receptor avb3
in cell adhesion processes pf a variety of cell types
i ncl udi ng m crovascul ar endothelial cells (Davis et
al ., 1993, J. Cell. Biol. 51, 206). Integrins are a

clBissherh. §¢ 208)aTheemegith msudale vl ikkovatito contain at least six
extracellular matrix proteins, and nediate
c P Dedenandant intagringtineludingnBebnd eBs. i nt er acti ons,

| ToGHoH AR s ol PRRLB)aC3 R Hoted ne
Withiftbedifistfor ¢arb @ inedtfinp& op P ﬁd&ﬁtsﬂavleqm&éie@ﬁhé

associ ated heterodi neric glycoprotein conpl exes forned
ofviteoreatinreseptonict,B; inTéadl adhasiorepidcesses epa varieheofeet!l types

for its orjginal characteristi ref erenti.al .
el iR Thice A A dotialiah bes Maie Sh5] g, Gy, Biol. 51,
dio%grent i ntegrins, designated avbi , avb3, avb5and

8- avbi binds fibronectin and vitronectin. avb3
bilntggrias laae geclass pEcllutdr recgptiods knowo lto dintyextragdlin)ar matrix
fibrinogen,, laninin,, thro ondin, vitronectin and
VRO @B amadiats Seb-sRESGIRTE AN A GHEEET i lpgs.
c !référrreﬁk?énérbw & 3§ eelliatihesioRtevients AHehterinreceptors
di fferent biological functions as well as different

i woagtitute adamily @b preteinshailh sharasbsteurtyiab cbgiactgristics of non-

I 4 f o . .
Srpueienty s dtingurtRibidlye L PRRL P hEERPE ey bt and
( RRAbdrilsPFRE Vitpo s AnaBeeptoRFarmed Feitdoriginal dharbictefistic of
| igands identified above for the vitronectin receptor

i mrefgrential bindingto ¥iiongetings inovwoknewpte exfegia tausdifigrent

avh3 has been jident iL.fied (X0 et al . LS

R oBBS PG B B R TEE b PR ordfibin and
c RO i IANFiBr
R B B B g T ar Ainogen.
andmirom; thtambossqratin visbgectof anchven Willebramclis factor! tuBss
i nportant to. no

TR on ) RSP i AR B Breron
SERSbYES! Bk B A UNEREGAERRS BB edpinar
vdiglogigal spegificity amkfinictiont Pnaampodeshragegoitiopesite ingr ligand
e)%g%la%y igt%g%g is ﬁwlla Aregt-G?)l~ASp](&%) tﬁsa)tide sequence. RGD is
found in all of the ligands identified above for the vitronectin receptor
integrins. The molecular basis of RGD recognition by a3 has been identified
(Xiong et al., 2001) This RGD recognition site can be mimicked by linear and
cyclic (poly)peptides that contain the RGD sequence. Such RGD peptides
are known to be inhibitors or antagonists, respectively, of integrin function. It
is important to note, however, that depending upon the sequence and
structure of the RGD peptide, the specificity of the inhibition can be altered to
target specific integrins. Various RGD polypeptides of varying integrin
specificity have been described, for example, by Cheresh, et al., 1989, Cell
58, 945, Aumailley et al., 1991, FEBS Letts. 291, 50, and in numerous patent
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58, 945, Aunmilley et al., 1991 , FEBS Letts. 291 ,
50, and in nunerous patentapplications and patents

W@ 20080810 patents 4,51 7,686, 4,578,079, 4, 589p@BLP2008/000328

4,614,51 7 , 4,661 ,1 11, 4,792,525; EP 0770 622). The
generatl on of new bI ood ves§el s, or angiogenesis,

plays a key role in the growth of mal i gnant di sease

and this has generated nuch interest in devel oping
alpﬂﬁ&tbhetaﬁdﬂﬂi\a'atbhts @gi Vg graents .4, 5ET, 686 14585079, 4,589,881,

h various mhi nation th i.es utilizing
ps@.ﬁ 1. 4661 dgéndso2 S2mitt: D70 6428 under
" E}ésgﬁin%%ﬂ&{‘?f rb%\ggdlé G8Lsdid i 6t ah rfd3id Irﬂ)‘i’?ﬁfé k&Y role in the

cone o erap| €s are€ not fru
egrowth. of Theligriantelisedser andsthis hae gesested maedh interebkin
art to develo I_ﬁéfurthejr conbi nati ons whi ch can show

i Aevelapng ag9'its Jo3t ighibitanginaaiesitie- ef fects. It is
kﬂféwertheré%\é 5@%}1 TO%ﬁod&aé&Hbﬁ‘fa%ﬁ théraeié‘sfmnﬁmg bétential
vascul ature’ o y tissue. The vasculature 1s

c hagimgeeesistinbibitors anaeumdamnvm@adoex inratiniciat trialg med on the

table, .d t | a f healt
o THRKL i urers Bttty e farte ARon U in, Tietefore
pEhé%rﬂlll@xusw%%ééd?m%b'arﬁme%b e Wonsbinatidrizewhich can

al pha-v-integrin series, especially avb3and avb . \Wen
ashowane@atshdsiéfl(taﬂye%ﬂd redusad sideeifadscel | ul ar

R G L5 S A BB o

t %aﬁﬁ Yigse! Brie mam@tb'ré ist shdractesistic fovdhe turmot andidéstinct
the SRC ki nase pathway to increase | ocal gscul ar

péioneihs sfable, d@maptvawwua%pf Daalthy tisswer 848 ofteppe
Ehalddtdriftla BY B indikaBey xpfalldiPand iy brEBedific cell

heghebiondavRicales ditthe alptssulintegria slealesummamlly GVB:; and ouPs.
nol ecul ar properties that distingui s bt fro

n(Wh@m aptivated dbese tegrns pahanGeide ey ra%%r?cv}ﬁee@ growth
| 1stgld 0% BB ACdUAIAR 551 xiGbyROPATANdPGF2, VEGFA was

uence o actors | e VEG-s GFs
anrgigiidlgrtermed dasmruaepeﬂse@bilﬂtgtfaeﬂar sAnchit ecteavindhe SRC kinase

T i kAo AL AR LEERE A v,
hé?r?cr@agg% &’tﬁn >%Lf Apsldtey@s. matrix, and is

cl'assrca esc as leaky. It is notable that
t Lﬁmﬂmroéctlmhtunaﬁrssiepehdrmrparemcmpedandc@qaeda\@ﬁqutﬁum fsom the

t r}\%s?ltooggvelg{) e‘?ﬁn S v%%%u}a ure naosr LrJTr%.llsua trnuorleecu r 5%%%63 that
distinguish it from the normal host vasculature: it tends to be activated, i.e.
progressing through cell cycle under the influence of tumor-derived factors
like VEGFs, FGFs and others, and expresses endothelial activation markers
like ICAM, VCAM and alpha-v-series Integrins, e.g. a,B3 and a,fs, in a ligand
competent state. It has a defective extracellular matrix, and is classically
described as leaky. It is notable that tumors often resist therapies
systemically applied via the blood stream, due to abnormal nature of tumor
vasculature.

The metastatic process is a multistep event and represents the most dreadful

aspect of cancer. At the moment of diagnosis, cancers are frequently far
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vascul ature. The netastatic process is a nultistep
event and represents the nost dreadful aspect of

W@ 200808702At t he nonent of diagnosis, cancers aPE&I/EP2008/000328

frequently far- A - advanced in their natural history,
and the presence of netast ages. is a conmon event. In
fact, approxi mately 30% of patients have detectable
met ast ases at the noment of clinical di agnosi s and a

f wdvhnted WVirdir patUrS HistoRa \hdome Prbsémicast metsstases is a
Met ast ases can be di ssem nated and they can infest

dicomepentevenydndack appwximately B obpatiasishaye dlebecéable
l 0
Setebysed e b Snb o AR AgER S 6 s AR Sovstpptints

anhvera@itThetadesd Mulas@ses ¢ah @ disssmiratéd and they can infest
resectability, patient's clinical situation, and

Mﬁnbprgﬁt%%&tagﬁmwm of logalize éma spesliicrargae. insthe case

p of i ec%hzé{i %{gﬁegééen QUH@% #ﬂﬁgﬁ%@ %;y ho g%c boWe@er recurrence

crmtmprbgnapbs daoemi ordeednyseriteria gubliasordsectabilitpap atesrtt's
and int ority systemc

are ed b ‘b
Wg %‘F‘é@&’\‘ ﬁ”ﬂ@“%‘?{y‘) ﬂﬁ?%ﬂ BF cal barriers and
W{még&tﬁ récmﬂ?ér?é@efsedo?mﬁl%ﬂt ﬁu%’é&lanhQ?ﬁﬁ&@ﬁfétéét§tlc foci

Icacy. Liver, lungs and des are filtration
oragamsesetd atliee efiament ofodhagaclswoSyﬁieam ckémathesapy Fhan ideal

o PR PR T IR RCare B A b Beiety D teimic
Usherithedpy fals.i Mﬁh? @ﬁyﬁlﬁldd@llbaﬁﬁer@%d Piarmacokinetic

concentration of The need for decreasing or
I |paramegensrc@n§n@éeé@ ﬂ@@f@aseolts eficacy.nport ant and

d‘?]l\'{é:ra@f\q%;agfd; y}"rg)ﬂ'n é&;@ SRSl ,8,9 gncﬁ n?t?r[af‘o‘}gnﬁaﬁ‘\%d to

USI on O I neopl ast

aGﬁ@ﬁa%tasﬁiétloR T:ﬁleq:nﬁr,chbmdmdlvlty vé menastﬁases avecdliarly those of
Morris DL, MArdle . Onik

Msolarestab origincpas ﬁ)rcgamag}w\ﬁspﬁrﬁgrﬁ Qrag(ﬁ meltgg@s for increasing
1qp1e 1 anc?'t EOIJT(?%;I(TSUO‘FP&#I Jruget TR Redd Yol (?&Prgb&ﬁlbvoerrllmltmg

npr ovemnen ave een conti ndously 1 ntroduce
nﬁhasidaaseﬁea:tayonbmlsmnpbrtérﬁrm dedlcaga nrmmded Heithe development

nicS 0Bt Gepreuge phIveRfeelaith Foetfisith o s feapians agents. (K. R
h%@nerT hes18te?t iver pRruSich. th:aVEeMis DL ReArdl8 CHEOAKIGM) eds.
order to devel op new
Hepatic Metastases. Oxford: Butterworth Heinemann, 1996. 101-107). Since
1981, modifications and technical improvements have been continuously
introduced. Liver metastases may be of different origin and their
chemosensitivity may vary according to the histological type and their
response in presence of heat.
There still exists a growing need in the art in order to develop new
therapeutic strategies for treating cancer, especially metastases systemically.
The object of the present invention therefore was to develop such a new
strategy. It should be applicable to systemic treatment, and it should lower
the dose and/or increase the efficiency of the cancer therapeutical agents to

be applied. A further object was to normalize tumor vasculature to increase



10

15

20

25

30

therapeutic strategies for treating cancer, especially
net ast ases system cally. The object of the present

WO pwengioeh t herefore was to devel op such a newCT/EP2008/000328

strategy. It should be applicable to systemc
treatnment, and it should | ower the dose and/or
i ncrease the efficiency of the cancer therapeutical
agents to be applied. A further object was to

- ndelwdry 2 systennic theapeatics of tumomce etasredet thectuynarfvasculature

sstemctherapetlcs of tunor to.reset the
Y RsheNaIty ok e vasruId IR of R imer HESihe
vascul ature of non-tunor tissue. Thus, it is a
preferred objective of the instant i nvention to
piTbus dieissa ipoeferrefifabjedtive, ofdbe tirstanbingeatienita peideeatmore

b PligFBes st IueRush (EatheliedpBhest Saiiunts frading fgenhanced
gﬁgd\gﬁtsﬁ%yﬂé/@éurvﬁfdl @F§E~°@®L@Ho°iﬂc@cas@63fwb6% surVigal. 1

e results fromthe rat orthotopic glioblastom
nmodel radi otherapy, cilengitide scheduling

nts.. The results are also shown in Table 1.
%‘e‘céﬂ%‘rﬁ;&@'qmgf AEQWMLSof 4 clinical study in
g'F'igP bl sisdwwsend FMits frome ttie ratl drinos sic ajhébla%ttmw madel
Exanple 3. Fig. 3 and 4 shows the results of

praﬂnot@ramy silengitide scheduling ayperimentsnine resultssaigalsp shown
1'|. 5, ,[wentl on: The present inventions describes for
FPPst time a novel phar maceuti cal treatnent which

l fFlgPéESﬁ@bWQ thd resuity of eneligiidal istudylimglioblastapy (GBM). The resuits
adm ni ster to an indjvidual in a therapeutically
effeatso oMb IThEX3MIRedi fic integrin ligand in

?gm:?ﬁﬁ& AUt Y8 sBlts Bpgﬁ)li?é@ﬁbﬁ la@days according to example 4.

efrapeuti ¢ agents and/ or cancer cotherapeutic
agents as described herein. Advantagously, this can be
done accoogF Bg to the regi nens as described herein.
hednVeRUONhstant invention is the use of

at‘rﬂee;?r%%eﬁﬂﬁvéﬁl‘l‘d%é dEsdri¥edybt thd firsatishel hot/dﬂ&pharmaceutlcal
manufacture of a nedicament for the treatnent of

caneaenenmbm ia based rardtheaiaw coneertdn Hamgs ga;prpp.y to administer
AR Ehebi § yaRBG SN BRI SilaPenseite equn oanc
f i EB@ bR S bﬁéwtm@reagmufmcbttﬂimoﬁmapemm agents and/or
A AR L T rga&ﬂe%d Advanqgeogsrl Tiscan be
alcRpcer cotheranavticragentegs describe gously,
done according to the regimens as described herein.
Thus, subject of the instant invention is the use of at least one specific
integrin ligand for the manufacture of a medicament for the treatment of
cancer, wherein the medicament is to be used in combination with
a) one or more alkylating chemotherapeutic agents, and optionally
b) one or more further chemotherapeutic agents other than the at least one
specifié integrin ligand and the one or more alkylating chemotherapeutic
agents, and methods of treating cancer using said medicament.
Surprisingly, it can be shown that the tumor vasculature can be functionally
normalized by systemically applied integrin ligands as defined herein. Such

inhibitors of integrin functions, also referred to as integrin ligands in the
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agents, and nethods of treating cancer using said
medi canent. Surprisingly, it can be shown that the

wao ewsswascul at ure can be functional |y normal i REUER2008/000328

systemcally applied integrin |igands as defined
herein. Such inhibitors of pntegrin functions, also
referred to as integrin ligands in thecontext of the
present invention, increase the anount of cytotoxics

ansbrgtastitné ipeSserft WHErADNE MRFSI tERPSHbLAL éﬁ%ﬂé@xncs and

and/ or cancer cot herapeutl c agents as describ _
h@»@@ﬁatl@mtwhrﬂ; ¢hemethesapeutic agerits and/ormacgp@@ﬁherapeutlc

| A0 Ba BB AR SARo tPe NG 15 A Bioli e e

| mepevigindnem bdehanr to anhafBy tise hafibers ef leukocytes entering
indirectly increase the anpbunts of anti bodies entering

t HB&MW@#@W@@ sisiemie iMEWNocytakinesatheranyd pndnaay girectly or
Orin{iiﬁ@étﬁ@ﬁ@reaal“s‘éqﬁé atg‘?? s ggtaﬁﬂB{)dll\éﬁ%%'té}ﬁ'ﬁgctthe tumor compartment

nmnrahu-z@hbﬁanmﬁodwmeiram forvareakatageessid anti e.amlot v)accmes
anges in the netaboljismof the tu

B cl 15 BEIURSIthat e fUnePna HiRTmalagtion PhUE tumor
K%?% e0|HGRANMGEAd W@ﬁé‘rﬁ’éé‘ssm thb?ﬁet%bbﬁérﬂ%{ﬁ@@%%or, e.g. a higher

erapy to becone”nore effective
" faxygenaoaicentratien irziheguagenand thug alé)vps exygen dependent

+ Aheeieg P ST Reas PO T ey BeelnRIore Sifective,
cormarABInd) RBFmbiang 2geht idTehe prédent Mvenfivhagidefined here
tunor therapeutics or of specific bio-indicators of a

syameiicelly Ae raippgant targeting:alphavr-intagrins withisdbedumet al

orhoRahe R P T Ses v B 3 e TRPRE S AP eu@tor of
t heperifRbib dndlicgttrs BE adsyetersisith@tapyheitrn ties &laﬁut I’Khe increased
reagent, an i nmunocytokines, a.i nmunot oxi n,

r dacaithetansutie .oasycqmes turper, resistantee m?&!aanwmﬁ aﬂﬁieenhances
prtﬂ?ﬁ%edtl?\{ﬁ@éﬂ Horeafidis, the sgs{:e‘?ﬂe‘%ﬁéfﬁp%tn‘f‘?ﬂpﬁ{ & 3% lassical
as o

herapeuti ¢ adent therapeuti ca

Cmmmﬂtherapamrbeeagém aellmmdytcﬂmd:sh@ Iglmupotoxm ora
consj sting of cytotoxic agents, chenotherapeutic
ad@ftamanqthergRY & %i®Cagent s, and as the case may be

Otlﬁ%neoé‘r‘?\ BRMEMRTHhE PrédeRGhieRiohTERALSES 2 \Wohedbditdh comprising
ance t e efflcac of said agents or reduce the side

efésattt&scaihe@@edtla@gﬁntsthémwtldaﬂy ahtive 6empgrunger preferably
(f tgg I?ron’l trtleh Sr urpegoennstistin%vgfnéﬁ&gxfceégaetn?g‘, 5h%motherapeutic

agents and immunotoxic agents, and as the case may be other
pharmacologically active compounds which may enhance the efficacy of said
agents or reduce the side effects of said agents.
Thus, in this or further embodiments, the present invention relates to
pharmaceutical compositions comprising an integrin ligand, preferably any of
the a.Bs, a.Bs, a/Bs or a,Bs integrin receptor ligands, more preferably an RGD-
containing linear or cyclic peptide, even more preferably RGD-containing
integrin inhibitors, most preferably the cyclic peptide cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), as well as the pharmaceutically acceptable dervatives,

solvates and/or salts thereof.
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phar maceuti cal conpositions conprising an integrin
i gand, preferably any of the avb3, avb5, avb6 or avb8

WO paos/gsions r ecept or |i gands, nore preferably anPCT/EP2008/000328

RGDcont ai ning |inear or cyclic peptide, even nore
preferably RGD containing izt egrin inhibitors, nost
preferably the cyclic peptide cyclo-(Arg-dy-Asp-
DPhe- NMe-Val ), as well as the pharmaceutically

agesprdinhao dies b?ésléﬂ?%ve‘?ﬁib)ﬁ% {)@Dﬁééﬂy #dveSompositions may

thereof . According to the present invention
t ldsapeprovided )byanean@oﬁarnb@ﬂmacemtmawy calmywiding a package

f h t I
Dbt g Hp o g Bontdng SRR ool pal BRAT AR Sancer
| ic@ﬂﬁ&’égeaﬂ@'agéﬁtsobréféfafblﬁég@@écﬂ%&&ﬁé@wt& gccﬁgﬁm&and/or
preferably as descri bed herein gs.acyt ot oxi ¢ and/ or

clsbematbetapeutic angfar/immunatoxisagen singde papkagasgdran

R e

t ropdibnamy fushidh tieadinght aith radiationvention rel ates
furthernmore to a new therapy form conprising

t he
adihieninyepkien siates futhemperg o ne\géharq@mf@fmmmpnsmg the
h
RN o1 o HRFIRHAIF R A mergpy | 1 0 (e
r dulithis mematherapy fars eorppasiegrtieel ableanistratiomaf ahlistegrin ligand

integrin adm t d the f
 ROEHO Earlimnt it o Syaeeq featietan s pison G i
t %dmﬁlsﬁ)ér%aeﬂ?br'té“ft?é‘?drﬂ{br c"aﬁgéla&dtﬁﬁra[férutlcré@fé'n‘t“lh%%%ntext

has to be understood as a cancer cotherapeudtic agent
Gaceordihg fo the presenbinvapioncadiationt ak ¢gdiptherspy has tg be
referabl d nore preferably 1

Pg’%@% étgé? &%ea THEH tri}%rtggfagﬁé%ggﬁhe further cancer

cot herapeuti c agent. Even nore pref erabl y, this pri or

ap lication takes place 2 to 8 hours preferably 2
enataliyAbismyios %ﬂpéf?@ﬁ'%rbt%keﬁ places1 fo é?fmré (E\)h@referably 1105

SR At e

7 I:‘btlhﬁ'bpéetlct bgertpBEven aﬂompreferbbl@/ fhis phier applmaﬂon takes place

t her apeuti c agen th respect to the_inven

préi 18rS BRYIS (718 raVY i BTCERd TN PeteiPbl 2 19 4 %%”Ore the

t I
P o B 671 203

t e 3ebféeby 2 m:5d‘rcm Bitp 7dh before the application of the further cancer
therapeutic agent. With respect to the invention, this prior application or
administration is also referred to as "timed administration" or "timed

application”.

As is shown by the data contained in this application, the effect according to
the invention is achieved in non-human animals, especially rats, if this prior
application preferably takes place 1 to 8 hours (h), preferably 1 to 5 h, and
more preferably 1 to 3 h before the application of the further cancer
cotherapeutic agent; and even more preferably this prior application takes
place 2 to 8 hours (h), preferably 2 to 6 h, and more preferably 2 to 4 h
before the application of the further cancer cotherapeutic agent, such as 1 to
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the invention is achieved in non-hunman ani mal s,
especially rats, if this prior application preferably

w0 2008088795ace 1 to 8 hours (h), preferably 1 toPGI/EP208810D0328

nore preferably 1 to 3 h before the application of the
further cancer cotherapeuti¢ agent; and even nore
preferably this prior applléatlon takes place 2 to 8

hours (h), preferably 2 to 6 h, and nore preferably 2

L@ h DibsiRFdR, 2RFIS 178F 3%1 79# b%féﬁefthlé bbsncﬁ@m&he further
cot her apeut’i ¢ agent, such h, 2to3h, 3to6b
h,canceo trﬁarapeutlaagent7v\htrbm‘speet mhbeémﬂritmt this poibr application

f t th t t.h t,to,th
SR R A et B RTBES Aois
as‘ﬁ)hbg{"@ﬁred to as "tinmed adm nistration" or "tinmed

application". However, the data fromexperinents with
human ani rrals preferably shows that the tine of the

ve/bel e i bed and dISC ed "prior
ik Bk A8aTE SreR i MR Eval Phiraly rraferably shows
f aghotheltirh@ o#tl@ébﬁé)ﬁélow dié’sd?ubb@ ghd disbusseli privf eppreation”
in the response or response time between non-human

arﬁaﬁfah’% delaypd ar anyliiphieibnthe fastaml tes4 eadsspagipliidhient. This
n{ﬂ%‘ejﬁ g%é E%go g%ﬂg% %Sﬁ]rggk?dnn‘ét%' t%f’gg b%f\}dééﬁgobﬂu{.ﬂ&n 8himats,

t lw@lemallpeo@@htsey@m hbadts) Bhd hdhfdnedtintes isskr&twrh andt
gQ’_r‘t caused by the different pharpmacoki neti

yehydisayssed i theart: \Yhiethe appligay VYISh%S ot to be bound
:jﬁ;f))ftﬁ?st fhe'o@ (Héafs tf)% Ak tHQi{ this %ﬁére‘ﬁce‘ i§ 2} lé%bt‘irhﬁart caused by the

erent ani ma or exanple, for conpounds
s liffieremt pyatmaxexmmemsbemmmrmﬂthe idifeerenhspextigs, wehiah li.ya. reflects
are i f. 1030

th
ot e TereatpdER (0 o et R i Ao B3is, hin aeermple. for
W'cb%éb&mds%mﬁ:h@éﬁcl@é@bt%@em%éIﬂlvas1ir‘i> réts@visy are in the

Accordingly, a subject of his application is a method
ofrapge &f HEri0 eniites, \ahﬁ@t&ﬁdhe @elfﬁmwnarmrna@ agimals for the same

e T TR 2o YOR 4 Rl MLy -

to 32 h, nore preferably 2 to 24 h, even nore

preferabl 4 to 24 h, even nore preferablg 6 to
arﬁp@g@@g YaPIspbieat of this Rpplicationds a@ethng U&%ﬁitmﬁﬂsfand/m a

Fﬁ %ﬁt&%?ﬁ&aeg?e Gt cﬂﬁ@&‘%va@&%wa Wherein the prior

ernatively preferab I's prior application takes
plagpdictioro pidetably 'sak@b)plaqn tteBallourd (h) preférdply and 32 h,

{m H’ég é%ﬁ%{agga% %24%0 even mc?r%fporrefaerégl?/ 4’31 EJD ﬂ& ?\fate{/gr? moofre
preferably 6 to 20 h and especially 6 to 16 h, before the application of the
further cancer cotherapeutic agent; or alternatively preferably this prior
application takes place 6 to 32 hours (h), preferably 10 to 24 h, and more
preferably 12 to 20 h before the application of the further cancer
cotherapeutic agent. With respect to the invention, this prior application or
administration is also referred to as "timed administration" or "timed

application”

A further subject of this application is a method of treatment and/or a method

of manufacture as described above/below, wherein the prior application
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cot herapeutic agent. Wth respect to the invention,
this prior application or admnistration is al so

WO 2fogiosmes to as "tinmed adm ni strati on" or "ti nRCI/EP2008/000328

application”™ A further subject of this application is
a method of treatnent and/\?\% a nmethod of manufacture
as descri bed above/ bel ow, wherein the prior

appl i cationpreferably takes place 18 to 23 h hours

( fﬁﬁ'efel%tﬁzftél?éfé 128 1180%t023 R.holws ﬁw)PERafféfa%M ¥0%8 28h, #Rore

before t |cat| on of the further cancer
cdlfﬁf@lf%@i&m t@ %brhefor@rthmawﬁamqm@f Whedugher aamgert hi s

P efieraRRUE BbEAY b 3fEMat B ERh By IRisthrPt e e fakes
befigtee25 k@BﬂﬂDhb@r&t(h@mr@ferbb@ ZBthotmh aAd e&dre preferably 26 to
cot herapeutic ag Wth reggect to the i nventi on,

t H0sh pefase t%@pp&%&t!wfotheéu i GAncer .cethqrgpgmtscbagent With
r %ﬁ?é&% e ﬁﬂgn%%t@ﬁ%%@lkg 16r‘?¥3r a8Fn Js{rgﬁgn is also

appltcatron er re aspec

t hefarmst tords ttimvedbid oinistration' csrédnmdhapspl&hnah'l on
(regardl ess of whether the patient is a hunan or
nonhuman ani mal) of the specific integrin |igand takes

pr ef er\kb %%d}%gj rﬁfe{revdeﬁﬁne?& gﬁ g%'e gtﬁaégm\%éﬁ lt0 (r)\!"'g'feﬁt’lmed
e\aeimlmstratnpn dfegyaatliegs ®f iwhethédr the qbaeepteisi ahumah dronchhiuman

P erRah DL IS sP80hG F3 08N 18Lnd [ied s 118D 505 Th, pyeferably
h 2 t% 8 A %d?e p?efe?atﬂy Q to% hoe\ﬁarhmo?’e b%f@rébl)é% tb‘B H%\fén more

t @r&f@ratbly 13hﬁ056 h@r@smcmllyyfl b} %heﬁﬂQidO ithe anéh@ai@nmf the one

oL TRt fol EraRR i fodfe BT AR bl S kG piam 20 3,
Wt 4 ASRes® @ tdl&hl Q\e o 19,8 td HhS3p6110rh, a@td tB oanitoro h, 5
or admi ni stration is also referred to as "time

aderBrArsy 1oal @ 6 Thisy is-aspestally pesiersdiibive ong Ph"}oé% gapeer
t %oﬁ?érggé?ﬁ,eg?@ﬁ@ d?in?{ﬁr’is%t éﬁg ridi b%bﬂ:ﬁl%d?é}ﬂiri Graédr%”st(d? external
gand) . the

t he spe nt egri ours given
sduedmp radhatiad iVith sesmotcbu the inapptior,ahisoprigrragfpdicatidry or

égﬁnt@%@h?ﬁ e aireCla 55 Amed aghisgRjon g med

L&tior@n admi nistration of the specific integrin
Ilgand startl ng three hours before the application of
the respective cancer cotherapeutic agent is to be

"R gggpe%? to séld%ﬁeg(%@]nﬂh%%ﬁ&j\ 8P tifed application (of the specific

integrin ligand), the hours given for said prior administration or application
preferably refer to the beginning or start of the respective administration or
application. Accordingly, for example, an administration of the specific
integrin ligand starting three hours before the application of the respective
cancer cotherapeutic agent is to be regarded as a timed administration or
timed application 3 h prior to the application of the one or more cancer
cotherapeutic agents according to the invention, even if the specific integrin
ligand is administered by i. v. Infusion that takes an hour or two hours to be
completed. This definition of prior application/prior administration is in perfect

concordance with the understanding of the ones skilled in the art.
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timed application 3 h prior to the application of the
one or nore cancer cotherapeutic agents according to

W@ b@siosment i on, even if the specific integrin PCEPZI0S/0328

adm nistered by i . v. Infusion that takes an hour or
two hours to be conpleted. ,This definition of prior
application/prior adni ni st8fion is in perf ect
concordance with the understandi ng of the ones skilled
inthe art.If the at |east one specific integrin

ligand is admnistered to the patient in a tined

affrihaiad ieastione specifissiotagsdigandds mdministeregrtefte getignt in a

TR Amltvs ERRECRs boortiee Bel]. AR Wi BREGimeq wipasgpect o

t the bee or Misteasdmicer sbihalrapeutiRf addts &€ ebfribinédiviBIr With
ligand in conbination with two or nore cancer

cErsRachieting tmadasdrainistiatips qf the spedifiy inteewd ligamdin
r 8891[%%8%&\&/#@ t\k&% ab?rléocgﬁc‘é?%ﬁ{eﬁ&;?ée@%; égcfeerﬂg it Is ﬁ)refer{ably

onme@fwltﬂnees;mmem treotvie bapeine Icana@edftttherdpfeunbeagmts ®hore
nore cancer cot her%{)eutl C a%ents co

r REgTetably Hp\ed With gesRaqtio ahlsast nee ag@eagammﬂwapeut'c
h t r

|SERE; IR o BB Shev RMBpBIR, SRBRISIedTRp (e T

t radhothadapyn |$peaiallgo madibthdrapy pe descdbéed heggin ntHe| toned
refers fo.radi ra he ti] rele ant cancer
CBERUS{5BURT CreTReARly IR 9t P! PHBerRREl e

adm ni stration, the prior adm nistration of the

specific integrin ligand preferably refers to a tine
pEspecraBy prefeeahty thsttinaed adrrtumstratmro@h@eamemfmwm ligand

n%n%)t rgﬁfﬁﬁgfa&&@%ﬁf}'&?}@?g%%%ﬁg§g ?r?erEBeutlc Accordingly,

C m hertened tadeninigeatisn Ombéﬁndrlwmlh&dbﬂbh@f iy spédific mtegrin
the time wi ndow given by the timed adm nistration, of

t hgargpegfefably Fﬁféljﬁ foa F'F{?aﬂrdxordﬁdh? REmypistratiep péf@djatharapy
dﬂo'\/\)’ A 113\? %@é’é q{?ﬁf EB%dvnya eBLE AR é(dr{v Ii&er the one
a I gand

d’mnls rorl o e specl |C|ntegr|n
r ef aics e tforthérecardar wofierapeotic agemth otheretbahiradiothergpy mwithin
I igapnd and the radiot canc

BT BnepRndPe aluen e S AL RIS e bt Er Biearn

t h@aﬁdﬂ BhitHé bam.ﬁ.atraﬁo.ﬁ Be dBSRRS Tof the FEcﬁS!HeE‘aéy gand,
such as 1 to or to hours™ after

adm ni stratlon of thls speC|f|c |ntegr|n i gand, but

f er ab re.th i.Ni .St [ 5] |
NorB Rap AV o Trhed ARy 2hOR L, She i IntEih fiana refers
bﬁf Hecadhmistedtion of thatdperifierin@grinvigayndaind the radiotherapy, and
radi ot herapy, and nore
the additional cancer cotherapeutic agent is preferably administered after the
administration of the specific integrin ligand, such as 1 to 2 or 1 to 3 hours
after the administration of this specific integrin ligand, but preferably before
the administration or delivery of the radiotherapy, preferably at least within
one hour before the administration or delivery of the radiotherapy, and more
preferably at least 1 hour before radiotherapy, for example 1to 2or1to 3 h

prior to the administration or delivery of the radiotherapy.
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preferably at |east 1 hour before radiotherapy, for
exanple 1 to 2 or 1 to 3 h prior to the adm nistration

w@eoodesiogery of the radiotherapy.If two or norBCT/EP2008/000328

specific integrin ligands are adm nistered in a tined
adm ni stration as described,herein, the tinmed and
admnistration preferably refers at | east to one of
the specific integrin ligands and nore preferably to

t hetio\er Moréepécifib astebiin ligahey braatimifiswésed i Beimed
adm nistered In the tined adnini strati on as descri bed

h@daninistration igsudescbed heseisy Brgtimad@ndwdministration preferably

admi ni . Y . :
el 2154 s fe o5 i POOBHE Ehidh RoandiPafli FER proferably to
t hies apY or Whsresspecifiedintdgrioniganeiattowiet adraimisteasceinatbetinbed
done after, the admnistratjon of the integrin |igand.
TrRemipigtatien astdescrigedihesed f f erent agents of the

conbi nation therapy according to the invention can
optionally al so be achieved substantially concurrently
orit sisaplé e urldeystobd that thecadministtationnafranye¢arobination of the

PTBRNONARIILC N DR IRRAIDIRS 2GR PETHAY DY AR AL BBAPIRY

AR MHE
t %@%Fﬁ&d‘i&io@ﬂ@é&%er{tQﬁéhepraférSBI?rt%Séérﬁ@ afBAtHESAdinistration of
ot her receptors and signaling pathways. Therefore, the

phie mtegrin ligahd .chimd adeatinistratian of the gifemniadgentsot then

T B SRS BT SRR o o
Vafdhiiedt SISty CopRAEhy or $bguéestiEmynat i ons

according to the present invention are useful in
t ribistineyrathat tareoemelicigaitarnalive rauies for theis dgyglopment and

| asi ' " .
daIBnEY ahe BRUETE DIAREHET breR HBFRIRE Topbiifto switch to
hadrgener mceenff exproysiriand esipgesthet reveptdrs s Sigoaling
b ags. Theseirectom PhaoRGeLiF oIS PETE P Eront

a . | |

| W ARRE mb) HiodiSsedraPolliRs acf@é?leﬁ'é@éldbﬂ%rﬁ%g@tegi?? of the

o
conventionally used In clinic Ituations. A bene
oftuhmreanidnovide cosequentheakieumihenapeuticobgsfits. Diss,

agents apd therapies of the present,. invent ] . .
A oAl A g eaheiTesr R iase s Usdflin eatipo and
t NstelBRtifpRmSore! wavEnkEard heeprasrbgiesidurs dnditumor

hi'gher dosages. For exanple, by the | owering

dovatpstagesawhigiedevelep @andmarawaoetivationf taeir tf&gvant hormone

' er%légbf.o?sn wihri]cht Ja?ree He%gH?Bﬁ ¥he surface of the tumor cells.
Preferably, the different combined agents of the present invention are
administered at a low dose, that is, at a dose lower than has been
conventionally used in clinical situations. A benefit of lowering the dose of the
compounds, compositions, agents and therapies of the present invention
administered to an individual includes a decrease in the incidence of adverse
effects associated with higher dosages. For example, by the lowering the
dosage of an agent described above and below, a reduction in the frequency
and the severity of nausea and vomiting will result when compared to that
observed at higher dosages. By lowering the incidence of adverse effects,

an improvement in the quality of life of a cancer patient is expected. Further
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and the severity of nausea and vomting wll result
when conpared to that observed at higher dosages. By

wO oowe0870g5 t he i nci dence of adverse effects, anPCI/EP2008/000328

i mprovenent in the quality of Iife of a cancer patient

IS expected. Furtherbenefi té | owering the incidence

of adverse effects include dn i nprovenent in patient

conpl i ance, a reduction in the nunber of

h Qﬁé?ie‘fl?é bEZBWeRARG tHS fo8dehdd of Méré@ Freety m@fud@dé'rfﬁﬁrovement
fects, and a rfeduction in the admnistration

analpg@snt:ccagphars:m @ageluction in et nyabear aélsmmmealtima heeded

cts. At e rretEods and

cinRR Rt of B Vare oot At Yer clion 5108 Seihfuration of
t %a‘lé‘@é" @@Qéﬁﬂs%é@‘d‘e@ctb t?éat"tia‘ﬂ’ﬂ 85s698RY: will Y Sdverse

pref erabl y show ng an increased expression and prim ng
ofefﬁe;@&mﬂte@n@tuely athaésetbﬁdﬁ@némr@@neﬂom péthe present invention

£ e aida ol e b e BRRTELE o Nicl¥P e by 1 he

COlr(hhﬁl%t ippeterabi shoRIrPaninreds sRpreasionrdidgritnimd Gfspecific
i nvention. The conbinations w thin the pharmaceuti cal

t r@&taﬁé\qsmbm@leﬂu@e obthpraiphwentag@w seies, appecially o,fs
asto hln nerget,ic eff In a i stering, the
o ey VaRclitufe fiaifs syl st el BV dnt

| dlc’ﬂnﬁtslﬁsﬁéﬁé aid fthelific ﬁ&eﬁm@\ﬁ%c@w.hg@o ﬂl.é Mvetion. The

studies while no significant adverse drug reactions
mmoenbieat@@mmtbm thegiharmageutital dieatmest accardingptoetbernvention

o8 et i ST el et el fisfiri el Bininaflon of

C iy 8 péalaomioR ehARKINGQInd disintédratioR dbulf be abséfvedtdiging
medi canment con‘ﬁrlsm Freferalylntvvo di stinct

mllgt,qaéswl%qo ile 8P| IgNi ieantadvarsoApissieacione wieradstasiable.
at | east one specific integrin ligand, and a
conposition containing one or nore al kyl ati ng

Cc lrretdrned spbotiimenagasfithe paessktnd frivesttioinl relade td:east one
further cancer cotherapeutic agent different fromthe
at | east one specific integrin ligand of a) and from

n%Tﬁo@ ?orgfﬁ%gs ﬁ%ﬂ(ﬂ oINS nfdtfEmh BT fRP Bt tlﬁﬁeagﬁﬁi Sorfbined

net h treatnent of cancer in a subject,
cmqmrasamgnm)mm thiesapy fardhe treatroestio eancest thegmedicament

o S el D T L T
a composition containing at least one specific integrin ligand, and
a composition containing one or more alkylating chemotherapeutic agents,
and optionally
at least one further cancer cotherapeutic agent different from the at least one
specific integrin ligand of a) and from the one or more alkylating

chemotherapeutic agents of b).

A method for the treatment of cancer in a subject, comprising

a) administering to the subject at least one specific integrin ligand,

b) administering to the subject one or more alkylating chemotherapeutic
agents, and optionally

¢) administering to the subject at least one further cancer cotherapeutic agent
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agents, and optionally c) admnistering to the subject
at | east one further cancer cotherapeutic

wa@o®wansglioes erent fromthe at | east one specifi CPCTIERZYNS/000328

ligand of a) and fromthe one or nore al kyl ating
chenot her apeuti ¢ agents of k&). 5 A said nedi canent or

nmet hod, wherein the at | east one i nt egrin ligand is
selected fromthe group consisting of av integrin

| ieffériehofrom hecitaeadt dh@yﬁé’ciﬁ@mtégﬁrp{{ianw@ﬁé) and from the one
preferably cyclo-(Arg-d y-Asp-DPhe-Nwveval ), the
pmm@@e@iiviaﬁng ychafmgwgpsgn@ageaﬁ afdy, sol vates

and/ or salts thereof. A said nedicanment or nethod,

wherein the at | east one cancer-cot herapeutic agent is

sl egidatiefiicamdrit@r GfistHod CRNSHeH tHableast one integrin ligand is
chenot her apeuti cal agents, cytotoxic agents,

i reglgdedkion thgeanospeansisingsifveriaiegrininkibitofso prefieeably oufs

¢ GFRRR. nfjet BPARERRIE TR AT BB PIE T e
| gsirmeReUSEAIY fdceptdbile deivatives astslvateslRiddd sallkehBesof.

sel ected fromthe group consisting of av integrin .
i thpaidtroedicapmest or angthod, wheisimths ableast apg cancer-cotherapeutic
pr le0- - - = :
B 58P an DS, By el agers
angtsioxisaldents, heinaniotoriochgehtsand esidipthigrapyal | y

effective anount of one or nore al kyl ating

chenot herapeuti c agents, and optionally c) a

t j f j @A )
{ OF PREBHING BoatmEnn GTiCenter ARG Indpu Rt dBSSge forms of
ata)l edberapeatispiyceffectiieraraguntofl dtdeast afe spedificiintegrin ligand
th | kyl at,i h th ti f
by SIRTEGHRl Po s ErReLISh S R STiAdio 4 BleRut <

h L "\ . _ _ _
br) o RS plefe bl e TnhBRErSTRESt RFEpanp oY clé (Ao BIY-Asp
char &Rha-NM=l/alh thepharmaseltically aadeptabie)dervatives,giolates

det ai | E?Pél n trﬂgctgir??n '79[0 and how to use the cancer
cot h&f _Lﬁ%té Y&t 2" g. radiotherapy, in connection
Wi ha tthérapetsdiiyreffd ARBGrhourit&Tonef orams resik/iating

packagi ng, specific package inserts and simlar.
Ther ehemethesapemtihagens card pptiorallyodi ment of the

S P PHG A B T G 23RS AP Lo

cotherapeutic agent different from the at least one specific integrin ligand
of a) and from the one or more alkylating chemotherapeutic agents of b),

optionally wherein a) is administered 4 to 8 hours (h), preferably 4 to 7 h, and

most preferably 4 to 6 h prior to the application of b).

Said set is further characterized in that it will be advantageous to give

detailed instructions to and how to use the cancer cotherapeutic agent, e.g.

radiotherapy, in connection with the integrin ligand in form of a specific

packaging, specific package inserts and similar.

Therefore, a further preferred embodiment of the present invention is a

medicament consisting of an integrin ligand as one active ingredient,

designed to be applied in combination with a further cancer cotherapeutic

agent, e.g. prior to the further cancer cotherapeutic agent, e.g. in the case of



10

15

20

25

30

designed to be applied in conbination with a further
cancer cotherapeutic agent, e.g. prior to the further

W@ 200808702t her apeuti ¢ agent, e.g. in the case PCT/EP2008/000328

of radi ot herapy, and contained in a container or
simlar, the container giving in formof witing
detail ed instructions and/0f other technical

i nformati on on how to use said nedi canent in

Coa8NrbpY, Ahd Bor‘itﬁﬁ\ébeiﬂ‘%eéor‘?tﬁﬂé‘? oRRFHAAC ftmtéme‘? ging in

with respect to the above application sche
f dotrhef writio ejet@wcblm’strdcm amﬂ/ot bthepteshenicaliinfoemation on how

¢ 3p PR LG d Breol aaRthhithne SeRtrSathetifrutie agents.
ofe n%anmfesﬁ%ﬂ&tﬁé A5V dBEDIAIBAschédlie, be used in
ination with a) one or nore al kyl ating

c Wefm“the@ rpa@f@medcera edimsntaf @@ptasemainvyznbyn ismtheouserof at least

further ther eutd c,agents her han he at

| Sl SRR A fof RS RS of { Ribcibingit fapine
alti@dtmtehmf €AYRUER! WRERNS Hié McAdIMhsnt ivhe bel er,eatmlc@mmation
one speC|f|c |ntegr|n ligand, the one or nore

aMQ ati ng chenot herapeut| c agents (a) and/or the one

) B Rl Sl BRI R BRI A e SR, AhASlorpfan t e

st one sp egri

ﬁw)@nf dthd afje/ fwth];eheﬁefrhﬂm?pﬁa?h@aggﬁﬁstcﬁhébﬂwaarthe at least one
provi ded and/or fornul ated in(to i screte appljcation

f SPREificANtSEEn dopRe aaibei HheRT 'BPPQ ﬁ@ylﬁt@géﬁ‘@% erResHC
”ék%nise' ates to a correspondi ng pharnaceuti cal
composi'tion, wherein the said integrin ligand is an
awteremvatieastvdrte specif{vcbmtdagﬁreljganﬂ ithda iobetasrmorg alkylating

di h t [ id
RO ARRALE AOr TR X naes B8 Ana g g 1R Tor
Cxehbhfotﬁ@rrétpbdﬁc ageﬁts Ahep tHdrpildt tedstbreespediicihtsdrirfligand
enbodi ment, a said pharnmaceutical conposition, wherein

sand thﬁtoe‘@(cprrmpr@augwatlgg chemotherapeutic agents (b) are provided

c b rtale ARt aubaidy FIAET T 1 or eor

optionally in separate containers or packages an

al kyl ati n% chenot her apeuti c ent as defin here| n,
S AIPESIETTBA 2RO BMENbPT ther RrepaHt MKP U IYSHE BB IR Ae

aQ:%We gh@mp HaPhacBELE doﬁgﬁﬁ;/t@?imﬁ%‘?éﬂnfthé Jaftf FEdh ligand

one or nore
|s an avB3, owPs, ofs or awfPs integrin inhibitor;

a corresponding pharmaceutical composition, wherein said integrin inhibitor
is an RGD-containing linear or cyclic peptide; and, as a specific and very
preferred embodiment, a said pharmaceutical composition, wherein said
integrin ligand is cyclo(Arg-Gly-Asp-DPhe-NMeVal), a pharmaceutically
acceptable dervative, solvate and/or salt thereof, optionally in separate
containers or packages, an alkylating chemotherapeutic agent as defined
herein, and optionally one or more further chemotherapeutic agents other
than the at least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents as defined herein; and alternatively a
pharmaceutical composition, wherein said specific integrin inhibitor is an

antibody or a functionally intact derivative thereof, comprising a binding site
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chenot herapeuti c agents as defined herein; and
alternatively a pharmaceutical conposition, wherein

w@adod/ogpexi fic integrin inhibitor is an anti boPgT/BP2088/000328

functionally intact derivative thereof, conprising a
bi ndi ng sitewhich binds to gn epitope of an integrin
receptor, preferably select d fromthe group of

anti bodies or their - nonoval ent derivatives

( GaHficr?bindsab an e&% félr7 Engeq:rm Fe%CNtIgfbr M@Fa'b'ry selected from the

Abci xi mab (7E3) , humani zed,
clgmm ptaptikbdies pntheir biear rmmvelwt drevativesi (rabi@dfab'):

7, e SR PR 75, AR PR cnross

d%h‘ihﬁ‘ﬁz&f rc%rﬂené“éﬁdQﬁ—in@rﬂ@hiz‘édWs@hs Eereof miciuded, together
chenot her apeuti ¢ agents other than the at |east one

s e, bpbomalbelgrseparat@mt@ngr& Plepastkages, amakylating

2 Eh R 0 LR A0S G BRI S AT B Bre urthor

r %héhﬁ)‘-’thér@p@uﬂb @@Gﬁfse@meﬁﬁiarﬂ&elmg@es!rodel $pdotfic integrinnigand
cancer t her apy conpr i i ng at | east one integ

| iagarthe omeecvremfﬂ alkylatingighematherapgiiie aapnmgef ined herein.
integrin receptor inhibiting agent, nore preferably an
RGD-contai ning |inear or cyclic peptide, especially

CY¢ prféirgd @mboriimeBPbEthisirdant, lnf/mntidrerelaiearpo esph:gmceutlcal
al kyl ati ng chenot hera euti c agent as, her e
A RACI39% BRI IGT G MRSy LaraBY RErRERGIRLBPSatR earin

t f
"HEEhG, Glefeinplyan o\ cabe RBPEr QI iR rbEeptr ffibifing agent,
ageovespreferdbfyl ave RG@4centainiaptineantt gydiic peptideaespecially
cont ai ners f nbod
p,cagwg GehepdiP hemuielefdfuingh o mpLaTE 2LryRiREge
OreHig| oth B8 hfjaé @Ibﬁﬁéd He?é@aé\% th@ﬁbl@fHdéO@ndmwé further

an ac eriva vet ereof, preferably selected from
t Iweglojhpram‘euamagbotﬂ ether thasote 3t ledw onensperiiintegringigand

t%é,q\ﬂft (grx r'ngﬁz% tlﬁlg CJW@'}R&B% earpgg‘gut g %gae‘% péﬁﬁ&f herein,

d%‘;ﬂn@ﬁﬂuﬁﬁf%ﬁhra@ﬂéomatne@@alIy one or nore further
chenot herapeuti c agents other than the at Ieas}

sp‘eﬁlrfhﬁf prefestgd embpgimental dhe REeseRE INyenkgh selates o a

(i t f
o G B FERIG8 B RH TR ARfRIIcAF b giroocy o
praf ssthvedd@idztive theteobf preferably estedted froentheogroupl oftastibodies:

t hLeM609, P1F6, and 14D9.F8 as well as Vitaxin, Abegrin, CNTO95, Abciximab,
further comprising an alkylating chemotherapeutic agent as defined herein,
and optionally one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents as defined herein, optionally in separate
containers.

Another further preferred embodiment of the present invention relates the
use of a pharmaceutical composition or a pharmaceutical kit as defined
above, below and in the claims, for the manufacture of a medicament to treat

tumors and tumor metastases.
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use of a pharmaceutical conposition or a
phar maceutical kit as defined above, below and in the

web@s0s7025 or t he manuf acture of a nedi canent tPCT/ERBDS000328

tunors and tunor netastases. The pharmaceutica

treatnment using the pharnaﬁ?utical conposi tions and

kits according to the invention may be acconpani ed,
concurrently or sequentially, by a radiation therapy.
TheepRiriRreUticsate e 08iNgARE phadmERELNEE c@fn;idéﬁlons and
present invention provide various benefits.

c bitp pRe@dbstaahednuemiipn mayhe mmmmedv@@nwwr&lwr

ol bR RAEHRSETL e e

combi ned agents of the present invention are
adm ni stered in conbination at a | ow dose, that

a TheRharawseutiealcomRinatiens anmhmathednaf ihe rrssant :ﬁ‘gemon
hHUI&@k/aﬁb%é‘%hQPé Thy Qﬁ%ﬂ?glhétldﬁs é%&ahg%ttﬁg ?&%@\30“
t he" CO ne; pre

ions, agents and thera
t tre/emieaeme usefie i treatnagl @indi pseeeradwg mmaaorsmmmd»r-hke and

i ncludes a decrease in the i dence o[) g rs
e PPeBlsidsarIae oaralprIPh loh S aiBBLGRIEDNeE aashis Bl the
bé%&@;'a@bﬂ%r&%m dq cen%?ﬁémmsf@wabge%gms at a

otrexate, oxor ICcln, genti t abi ne,

- ddosé doeér, thaadias leert coMe}ﬂwellm used $émpchnical sntlulallons A benefit

BB R A R Ve o e mcaves
W @%steﬂt IMahtioR 2aMiBdtertd b ahaaninsIag8BdeSadcréase in

s are contenplated for the conpounds,

cmmwmldermesqf attyerse; efiactstasspeiptess with highasi deseges. Tt h

| %&gmeggc{ <IANBABALEE BpShof BF e UnERThetdbeCit sgnt Sch as

' Wﬁl{t%ﬁgﬁéﬁa dﬁxérfm@uﬂmlagberhéf tatfiné,i dotetdxel, paoiitadel miteomytln
I s contenpl ated. Further benefits of |owerin

i pispirtincendlpr Mealehalanea redydion g ey gegHen%quéfm%ﬁ?V?rﬁy of
ﬁ?‘%’%gg HATRINRRG it gp%ﬁﬁ}dﬁéh EBrﬂlﬁ%ré&‘?o ?%eﬁfed at higher

Il Zatl ons®nee t he eat nent of adverse
eldbsagyes. Sinlaa beadfitst arercanternplatedi farithe tcoatpdoumdsf

anal gesi c agents, ne d to treat ssqc vvlth

© RemRnsiors- gpPai AN TererRadt oarpaton gt Mo tedt

C oA QIS Q10 Hhe bR ASRIMioh nB?'IBWé’rrhgﬁfé mbﬁi@nﬁébf Ridverse

t he therapeutic ef fect at higher doses.
effects, an improvement in the quality of fife of a cancer patient is
contemplated. Further benefits of lowering the incidence of adverse effects
include an improvement in patient compliance, a reduction in the number of
hospitalizations needed for the treatment of adverse effects, and a reduction
in the administration of analgesic agents needed to treat pain associated with
the adverse effects.
Alternatively, the methods and combination of the present invention can also

maximize the therapeutic effect at higher doses.

Detailed Description of the Invention
If not otherwise pointed out, the terms and phrases used in this invention

preferably have the meanings and definitions as given below. Moreover,
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Det ai |l ed Description of the Invention If not otherw se
poi nted out, the ternms and phrases used in this

wo ewengioeh preferably have the neani ngs and dePCTEP10081600328

as given bel ow. Moreover,these definitions and

meani ngs descri be the |nvqulon I n nore det ai
preferred enbodi nents inclu I f not otherMAse

poi nted out, the reference to a conpound to be used
aqREsSIHBRNIAGHBAH Mo Afing S 8L BMRNHOPVER RS IAPbYe detail,
includes the reference to the pharmaceutically
apreferegdl embledimants ércluded.vat es and salts thereof. |f

"o S AREH S el S BB BB oo

agRBbAdisg adsordid t(ﬁmetlheemtﬁfrﬁp@ﬁ@@blwnbfwes the reference to the
cancer cot her apeuti c t%‘gnts t hat are conpounds

piRbrEMaBeyticalyiaseeptatiie dgnativas csnlvatesiand-salisgharsal. If not

BUHEMiAE Boinfd B0, #e F0reld & B EAHn R4S i orin

C ity driéts; rategrnxsagoumetseabweénaés) tred Baﬁenembudelse thacer-
pharmaceutically accggt abl e der(xat iV sQl vat es _and

sm'gerﬁﬁev%agemrtea kS GRTEBPYN %epr%f%a@ iy dreclidesiing
RJh‘é%%ﬁe@trtdal aécfc%fﬁéb% %@Fveaweses%n %'dn\d ﬁl@ftﬁiéfﬁéaggtaen

phar rmceu ically acceptable salts thereo
i mdoneeﬂ)reﬁbrablyetm sfereByce"todnbiintegiin igahad cypip*(Arg-Gly-Asp-

f .
i he Dy 8 RefREBe ehrpnaeaticay atrapiible demaives.
t ReaReshadhits ‘Pl'ﬂé:r%BT threaprte'fé‘f%bw heiHahiaRdutically solvates and

consecutl ve manner. referred enbodi nent of "t he
prsaﬁerhhenenf/end |e@peciaulls pn@tgr@lv ke @bﬁﬁnmut@ﬁllbacgeptable salts

i.n: liga rt her cotherapeutic agent It
' gh?'%;%’r'fa 19 agaﬁ%i 8“}%15‘5 «combi nation t her apy"
PIBY Yoidatitietheapy e dieferably nhewit sacothbinasiongif at least two
phar maceuti cal composition or medi canent.

ccsmtrre?étherany formrese crEtbinamhas tadarm asingle t%@f@@ém‘ca' concept

the further
c%%&r aplg ¢{0|F.?|—Q'IIEB ﬁaég}gbg?%w in discrete
cantsapredersed Bmﬁoaigaent ufet@eqa&eemtsnvémfranﬂm hmssdhe

equi val ent s. t he  conbi nte

o by ditesrio HaRSd PO 3 RatstpoliapBRE oBent.l s
loftahf'® ABBThAY" dEfmbﬁQf@d flﬂatrb@y‘ ﬂlﬁﬁfréﬁw 'ddtfs dtemean a

ent 1nvention. "Therapy forns” preferably are any
w&hstmct mdmramlemha@mmeamqaéngnmﬁltlon or medicament. By way of

contrast, in a preferred embodiment of the present invention the integrin
ligand and the further cotherapeutic agent are provided in discrete
containers, packages, medicaments, formulations or equivalents. Equally, the
combination of integrin ligand therapy with radiation therapy preferably lies
within the meaning of “combination therapy” of the present invention.
“Therapy forms” preferably are any means, uses and/or formulations for
treating cancer known in the art. By the term “distinct therapy forms”
therefore it is meant that two different means, uses and/or formulations for
treating cancer are combined. In the context of the present invention it is

preferred that the first to be applied therapy form has anti-integrin activity
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treating cancer known in the art. By the term
"distinct therapy forns" therefore it is neant that

WO s fober ent neans, uses and/ or fornul ati onsPEDEP2008/000328

treating cancer are conbined. In the context of the
present invention it is preferred that the first to be

appl i ed therapy form has anti-int egrin
activity(synonym integrin ligand), and is applied

pr(éya{ortyﬂn:tiht%gﬁﬁq?eaﬁg?,Wcﬁ@yaﬁp%m ﬁ{gfr% & BbyorPtHerapyForm,

t he schedul e "as | ed above. term "conposition

c prgferably follavdng the sehgdulprastdatailed abbvel y neans t hat

TR alnpopBRa il B Ry FErSBR iy poans

r gghtodubReaDENt tonthkhateepintipahdahdictiserabe € Bpplidd EMHdrefore, the
preferably does not apply to a pharnmaceutical
c &RHd S¢QAMPRsitien sarpriskig radiotherapyr imtheueentigkt of the present

° S igh 1B Ao i taor dheip D3 DRk dbfichl composition as such,
" ¢it ke haeiinace ated tconpasitioratel tye asey irotombination with

chenot herapeuti cal or i mmunotoxic agent is neant.
EqadiotRergPEf erred is radi ot herapy. A "receptor” or

\/?T]gl‘? péé?{cbeﬁr?g’?%i'r%é%ﬂ% ragéﬁf' OF 3 the fapiRtieRlgen® preferably a

"R

menbr ane ne assocl at protein or
glcytodpxiot eiemothepapautiocg! onemmunotxic dgoeml insneantwiiquhlly
Iig%a d binds tg forma receptor-1ligand conpl ex. By

bi %ieﬁr&_dt'ﬁéa‘ij'P 8PYwhi ch may be an agonist or an
a'?%%@@bt‘é?’_ 6ﬁ?eé@pﬁﬁph@1eé@e’ai§thdr¥fétr§l§iy@ sdpllﬁ]@rétdé\dﬂéﬁfﬂ)rane
an

may I nitiate or block pathway signaling. o
" Ihiogmdddr roembrane psewciaiegapratein or giysopreisin/corsamsing one or

natural or.syntheti Q j [ -

bR BT S RETRBHRS Wloh Bl oL atpen
| ifgadn g it li , AIGIeR inGa s be aint Aguistsdrsan anthgoaisp thentkeptor is
with partial agonist/antagonist activity. An "a q_nl st
oractivatedmrdnaclivated andirgay inifate 95 bjock h%?‘maéﬂs'@?a ing.

S A » y 4 | H
51, ABERT. SOTRRUPR IS Ryl st i oy
argbnigmert whicadsinds b reoeplioe moleade dée forve byreceptor-ligandg

A e

oA pR T R aRRRRELIAYE DTEO L1 o P
An “agonist” or “receptor agonist” is preferably a natural or synthetic
compound which binds the receptor to form a receptor-agonist complex by
activating said receptor and receptor-agonist complex, respectively, initiating
a pathway signaling and further biological processes.
By “antagonist” or “receptor antagonist” is preferably meant a natural or
synthetic compound that has a biological effect opposite to that of an agonist.
An antagonist binds the receptor and blocks the action of a receptor agonist
by competing with the agonist for receptor. An antagonist is defined by its
ability to block the actions of an agonist. A receptor antagonist may be also
an antibody or an immunotherapeutically effective fragment thereof.
Preferred antagonists according to the present invention are cited and

discussed below.
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An ant agoni st binds the receptor and bl ocks the action
of a receptor agonist by conpeting with the agoni st

wo e00sogmoept or . An ant agoni st is defined by itsPEEP10D$000328

to bl ock the actions of an agonist. A receptor
ant agoni st may be al so an_'g\{;ti body or an

i mmunot her apeutically effective fragnment thereof.
Preferred antagonists according to the present

| ThenbmANINE e hh@oAlts dinkbiRssbromteyrd kecd@bMantagonists /
"integrin antagonists / inhibitors" or "integrin
r S0uitrs” prefergbh eafers toj mpatviralarsynphalicanalsicyle, erefesably a

HBEe hlep e b SR ABH i g gl m some

| Bheay,ithe @9 Mchlided antagoRistRgiescted e theeligandioustas integrin
antagoni sts directed to the |igands of said integrin

r eecaptoisy spshias fagailfor viropsetinifibrion Betineger,ivion; Willebrand's
fibri W1l eb 's factor, t i .

| 3t Ao o0, (i ndet pefs: bionebln 0" Err Bhtsaciin and
VLA s gt afipRseetidbes tohaspibshs
acecspdomrsgarereferrechaesdrding. tolthe édnwentioar btegriro(receptor)

ant agoni sts may be natural or, synthetic peptides,
nGRIFRSta 83 e etahphantBatic PRy AOBHERIESSS uch
?Mﬂébr‘ﬂﬁﬁéﬁ&;%rﬁ&wé&%&, Eu@pas Bhebddes R fundional

noconj ugates (fusion proteins). Preferred integrin
i fiaighiants theseof, loe immunocoojugates (usien tpeateins)r Beafpired integrin

f int i . 0. b3 b b d )

sinsiters cidhe Mrvebfiaf acd STRCtEGD febsloh B B Dty s (p-o. ovba
ant gg&n SLSd séB-%léé“seQZ.rlfr’e?éHé"d iR %ﬁtﬂ&)?@'aﬁé &
PréferYed av ant agoni §ts according to the 1 nvention

aptdydRisie pandFspanienlar dopi antbgonistw Rrefeptedie) antagonists
ant agoni sts and anti-inteqgrin receptor antibodi ?nsonsgc

h,.
agcapndingta ke ipveriamareaRGlbpeplidass Peplieamiraetc eptide)

CREIRE 0 7 A BEEO8R LSRR ERER s biociang
Pigfreegmersaant agoni sts are |inear and cyclic

RGD- cont ai ni ng peptides. Cyclic peptides are, as. a
r Exemplarye nendmneungiagienl «ifs antpaaiHeta g deselibed in

" e S R A0 SR s
Nia¥at and EMICIRGIRédntafihg peptidets (Cyclic MeptideKGed, as a rule,

Germany; EP 0770 622) which is effi?_ i Qus in plocki né]
t imeorerfitalgle and eliciianeshanessl seyp) hal i & most preterre

integrin antagonist of the invention is, however, cyclo-(Arg-Gly-Asp-DPhe-
NMeVal) (EMD 121974, Cilengitide®, Merck KGaA, Germany; EP 0770 622)
which is efficacious in blocking the integrin receptors owB3, a1, awvis,

aBs, auwB3, and preferably especially efficacious with respect to integrin
receptors a,B3 and/or o,Bs. As is clear to the ones skilled in the art, the cyclo-
(Arg-Gly-Asp-DPhe-NMeVal) can be also applied in the context of the instant
invention in the form of a physiologically functional derivative, physiologically
acceptable derivative, a solvate and/or a salt thereof. The same preferably
also applies to all other compounds or active ingredients to be used in the

context of the present invention.
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o cvb , aiibb3, and preferably especially efficacious
Wth respect to integrin receptors avb3 and/ or avbb.

W@200808T0REar to the ones skilled in the art, tPEI/EPD®O00328

(Arg-d y- Asp- DPhe- NMeVal ) can be al so applied in the
context of the instant |nv§§t|on in the formof a
physi ol ogi cally functional “derivative, physiologically
accept abl e derivative, a solvate and/or a salt

t riitaBle peitriys astvell &5 pepiiomimetic (RpP-pegided adtdgariidteof the

conmpounds or "active ingredients to be used in the
c onfeke.fof/ Ctvﬁe Irpiegse necemoehavebes deagiikedepth inythe gsientific

N S S e

dmtbpeﬁbd@mrr rMéa'eCﬁéﬂneBt i 65 :onvandsfERt7a0t WO 95/37655; WO
literat'ure. For exanpl e, reterence is made to Hoekstra

a9d/PARAd; $VO &799%65®MV|O MG 3T 93 /4189, WiD 38108840, WO

9%2@8%%6% WB @71afenan B aspdsedl ol be; Rgenipee; wo

E06: WO $54 85@?%@@9@80613m ommgswaasy\om EP
99/1 5506 WO 99/1 5507; WO 99/ 31061 : WO 00/ 061

0884064); BRP08844 45409S 5B80825; @@g Us8, 48,801 4Q@tengsn@at
\Aal%kgsies %r?z;qm r?é i Rell Qé‘trelg{e%cﬂ) nﬁ%ﬁﬁ?] ge, as

bénzZodi azepi ne an enzocycl ohept ene
aHhzbBYAGhéstehe G P Mitegrirt Ageptatantagbmicts, ahictabmoalso

suitable for the use in this inventiaon, inclu

gmganedor e 9s¢ fotreinventios,/ingode W M@QPQMQ@O%OOBO
odVGEdaioBoal WeT BEfR oo, RS Wil ¥R74 15 40 gf2er24,
9‘W@4@§/g ggg@ gllﬁq 2?/%?7, V\IQD%E@//(:%IMQ rWM@QM?%W@ 9aH$178,
L9 TRG865 iso BE BB JET SRS D AR 2BoG dpg wo

B A b S R el A iy

5 mrﬁrfﬁgonu&lﬁg @BhsBaibls bak bise desariteszhin WO 98/08840; WO

sl 305 BB 15 SR el RS 70 Ho/ G U i pro2: s

'q QQQ%‘S@J BIIS 0e 1 448 bagads 631926 NaruS #,0431861 and WO

ecul’e integrin antagonists (rmstly vitronectin
amm@@m‘sas)erlas@fmganob‘@plqi dento@sagaich areprient B3

,r ﬁgfq%lgﬁpggt o bqs o g\ﬁegg%%bq]c?’w&gr Ql%lrﬁ a‘ia%HaYlemolecule
d ‘%Hfé%'%lﬂrarﬂﬁbé‘rﬁl@@ @hstiUtfonectin antagonists) are described in WO
00/38665. Other a,B3 receptor antagonists have been shown to be effective
in inhibiting angiogenesis. For example, synthetic receptor antagonists such
as (S)-10,11-Dihydro-3-[3-(pyridin-2-ylamino)-1 -propyloxy}-5H-
dibenzo[ a,d]cycloheptene-10-acetic acid (known as SB-265123) have been
tested in a variety of mammalian model systems. (Keenan et al.,
1998, Bioorg. Med. Chem. Lett. 8(22), 3171; Ward et al., 1999, Drug Metab.
Dispos. 27(11), 1232). Assays for the identification of integrin
antagonists suitable for use as an antagonist are described, e.g. by Smith et
al., 1990, J. Biol. Chem. 265, 12267, and in the referenced patent literature.
Anti-integrin receptor antibodies are also well known. Suitable anti-integrin

(e.g. a,B3, owPs, owPBs) monoclonal antibodies can be modified to encompass
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as (S)-10,1
1- Di hydro-3-[ 3-(pyridin-2-yl am no) - 1- propyl oxy] - 5Hdi be

WO 2ep/08702§ cycl ohept ene- 10-acetic acid (known aBCT/EP2008/000328

SB-265123) have been tested in a variety of manmalian
nodel systens. (Keenan et % 1998, Bioorg. Med.
Chem Lett. 8(22), 3171 ; Vard et al., 1999, Drug
Metab. Dispos. 27(1 1), 1232). Assays for the

| dengeh balihg fragmdms aesreor, mmaglﬁh@zs beaﬁh@eﬁgineered Fv
use as an ant agoni st are deSCH

a/or sinpheghain argibsidy. @ﬁ@rﬁw@éf? ancipeeiferérm uped mnanoclonal

f at.ent t
AT BaRY eeBRY St BB BepP kot cor i
( wmo@cm%ok@\éba/ Y04, )CAPTY Cf BrRIATIE IHD d6583). apotent specific
nodified to encorrpassantl gen binding fragnents

t Ia@tlfmﬁs tz;\nhbdmizyjll H’l‘g:ﬂnabl)moslédbn Vi QO BdGitAéewhigh iy also
singl e-chai n anti body. One suit e and f ly.
B TSNRCOANG 4R s JNPTPT oA NS SR Frfle aq?ﬁt've

SHIFOT 9490 LAY T SR Aot Bl oo

argerntayy wiich loshlectRely-iredted do sloe as-echdin ofWBtegrin receptors.
97/ 45447, which is also preferred according to this

i AnatherosHitakle af\tlmtpgamaﬂa'a@@/ e ézeQnY'Fr@ s,

[ 4,

SR ol 9. PR Ser ne
chhrbadedt sente gindrspexifigallp coverarintact mawictartal entibodies,

pplyciana! dithodigs, Muhpesti SnthRaRSgeab o its AP des)
PrSiREARbIn HEREst fvd fadliPRiBB8iesS 8AG anBbedy A gireints|doylong

covers Intact nonocl onal antibodi es, pol yc?ona
argts theylieabibitrthetdesireditiologigat a@twtweihe éergn gpnejadlyimgledes

bod £ f
SR80 62T BEEEAbp TSl phdS; B Singcies g fragments
exRbRicE of BEfefaR BiRGING sPeeBichpwhich ars linkedogetherm
general ly includes heteroanti bodies which are (:orrspIntact

ofDepanding avitke amine agidsequence Qf 1ol §oPHaPERII
CUBHEPS SLIEARELEPRE s S Bk kg cs

no aci d sequence
t MEHdre Gpa $ivamhajoe glagess of nntaaccttarﬂilbbdleedlg#s lg@nlghzs 1gG, and

TR Sl el AP T ot
ggee d%%?urﬁw gfwage R@dTHéJMaa@WQhélﬁ\b@n%tant

|nto 'subcl asses'
( Imwpeshat aargespond@b the different gj@sses ofGnhtibodies amdalled a, 3,

| gA2. The heavy-chai n const ant
g, y and p respec |ve|y Preferred major class for antibodies according to the

invention is IgG, in more detail IgG1 and 1gG2.

Antibodies are usually glycoproteins having a molecular weight of about
150,000, composed of two identical light (L) chains and two identical heavy
(H) chains. Each light chain is linked to a heavy chain by one covalent
disulfide bond, while the number of disulfide linkages varies among the heavy
chains of different immunoglobulin isotypes. Each heavy and light chain also
has regularly spaced intra-chain disulfide bridges. Each heavy chain has at
one end a variable domain (VH) followed by a number of constant domains.

The variable regions comprise hypervariable regions or “CDR" regions, which
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domai ns that correspond to the different classes of
anti bodies are called a, d, e, g and mrespectively.

wee@Bes10exl maj or class for antibodi es accor di NnBCT/BP10N$000328

invention is 1gG in nore detail I1g@ and | g&.

Anti bodi es are usually gl ycg?gr oteins having a

mol ecul ar wei ght of about 130U, 000, conposed of two
identical light (L) chains and two identical heavy (H)

ch&irigin thadhtiges ln&@g'&e' d arekedpbRsiBle e We§ LificiBYof the

one coval ent di su whil e the nu er o
di antibioidgeahd tha jerR” vegioes, veinioh gare irepbetantywitih eespecbfo the

' SAFRE Ay R B, dathodioiRR HRE e #Sgian Geetally comprises
di sMlrio slad besidaes froﬁaahcbm%memhfy e rnify fe b & “CDR”

vari abl e domai n (VH) | owed by a ‘nunber of~ const ant

dolgeg.residure 24ad4 dbl e SOe@ﬁ ) andngH-0< éLB\»petheélghtabh@m variable

o AR € & AP I RESF P i B b gpain

of variadieabhimstyandioetHdie residles Gon®as hyﬁﬁ‘éﬂvﬁha@l@%op (e.g.
I npor t ant with respect to the affinity / avidity of

t hesigwest$uy2 (frhe. r(l-8) PRGOS 9@@1@nn s ight qr;am variable

GoTRPRF R 2036 AR s B 9D (FRTRLFERSAN ]

) chéitﬁb)ivElﬁ?jl()IbZ:)orﬁanh %oﬂga(drﬁ)Lesg J6 ol me%mgom 937
variabl e domain and 31-35 5 and 95-1
( I-@? i/ N-khee Frf%a'(%ﬁ' Wav“%ﬁ QB Eeﬁt!%'i’r)a?f"ﬁ thgsel vgrablggiamain

,R54UER ey BUTGPUNARIE AR o ofpeidl Spmec
chaach ligiti chialire hde raavariadnhel dama’mZa( ohie pnd (¥B) 86d @H)nsiart
eay

96-1 0, chai i abl e, in. . .
i i 4iaek <5 ThF SOt BT odaii ofthstiant Thafhis afgged win

" ARe fir&isddhsesnt(daraam orapk h@ggy @ﬁémabﬁdtth@ﬁgmvaﬁa.ﬁ%ﬁable
domai n resi dues other than the hypervariable region

r edorgaiags adigned avith thefvatieble damain phihe hﬁea{wrchaas Rarticular

Y3810 G 08BN By SRR RE i i

chandhéavathainetriablddoimairis. Tt “Hgitsdraivs” dﬂrmltlbodfestﬂ‘tﬂ'n any
heavy chain, and the |ight-chain variable

al ¥ alf $REQIPRCIRPEANSINGSHRI MNP Weclﬁ%riggﬁsiéﬂaﬁi &pes called
!
e ARG (AR U EA L et edeb b

Vatdrahhre dbonaings. The ' Ilght chal ns" of antibodi es

fromany vertebrate speci es can be as&gp % ne of
t whhe tesgy mom@@pwcqntwggsasggpqﬂ@@rem preterably re ers to an

antibody obtained from a population of substantially homogeneous
antibodies, i.e., the individual antibodies comprising the population are
identical except for possible naturally occurring mutations that may be
present in minor amounts. Monoclonal antibodies are highly specific, being
directed against a single antigenic site. Furthermore, in contrast to polyclonal
antibody preparations which include different antibodies directed against
different determinants (epitopes), each monoclonal antibody is directed
against a single determinant on the antigen. In addition to their specificity, the
monoclonal antibodies are advantageous in that they may be synthesized

uncontaminated by other antibodies. Methods for making monoclonal
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kappa (K) and | anbda (1) , based on the am no acid
sequences of their constant domains. The term

w0 pawaogloehal anti body" as used herein preferabPGI/ER083/600328

to an anti body obtained froma popul ati on of
substanti al |l y honogeneous tibodies, i.e., the

i ndi vi dual anti bodi es conpri’si ng the popul ation are
i dentical except for possible naturally occurring

MYrAbbakS ihBRHeTAY HYBrigb@RaAEtHOY d’éﬁlbearﬂw%ﬁler and Milstein
Monocl onal anti bodi és are highly specific, rwga
gybride

di( 8¢5 eNatwyei2ast 4955&1’1@ ||m"l\dam¢<genalo‘\@tih®y T:th

| PPRRRAGH bt Rabtaticr 23ion BERaAREY 4 FLBEA LEBRUMaS" 1085,
digdrabanit SeEasn aseYatorl TRichARRRS in BicEhamrRey | aidaliolecular

anti body is directed against a_single determ nant on
t Hiolpgyi Yelme A 3aBitneviasSaiencenBrbligassi Am@tqryarrt)h@r may be

aGk B e TR0 AT o Bor XA HRRRENE e, bt SN o),
MaVibesisohalr artidoidies mv@émbahmmdddebmohargel ardivodipdibraries
hybri doma nmet hod descri bed by Kohler and M1 ste

15500 gl el Cpoidenciele e bedpi-628
395@? e T’l@e? bp@@n%zgig%ap §‘7 Za@t1 9Br gf(amme

dent and uman brl omas
EdEhe {emtvoichimenic 5at1bm1ﬂymeefelra|blﬁlmedimrasmqua$1m which a portion

PTFA HErey Rt Aok apainds KraicBbi A BRI our
an or%ég Ptng% JBRIcB G ahﬁS@dne@ d%nve(’#‘roi‘n g%rﬁ’&ﬁér species or

odies may al so be isolated from phage
aruelmgi;zg ltd rpartieglansntigodyhelass onsugciass.duiits theegmainder of

ettﬁﬁlc %lnnjg)t Wﬁ@éntﬁa& |w1t% (ﬁ‘?z 698%807 E:ﬁégg&gr}dlﬁg ggyaé&‘?‘es in
embeuesTd@mie@rmmcéﬂdmén §pem§s bosylongrngfterawﬂyerrmmmdy

anti bodies in which a portion of the heavy and/o
| ickhes ehaubrlass, agaenell asfragmants pf Bes PBURRAIES 050 ylong as they

opap e AU sl P DR dBae MokRBh b1 al,
ahrFPrloboNyat che Sl uﬂmlassasvasé (}19'&4)0 eviathutisrfoofnaking
ain(s) is identjc or hono
C TBSTb A Teanen aatbpieS are teh RESWRIT ey, Fon example,

ar}ﬂéf?ﬁ)ﬁs%?ﬁiaﬁ%%hlﬁﬁir%t%dﬁé |ﬂB%EQﬁo§é‘Hb§é}%dlﬂn®éients
or subcl ass as fragnents of such anti bodies,

syl Bags e@euteely) Mbblﬁamlfye(ciﬁimme@h)dlﬁ 6@1&3@\397 Us
aci,byé,%)éﬁe g.: US 4,816,567; Mrrison et al.
“Humanized antibodies” preferably are forms of non-human (e.g., rodent)
chimeric antibodies that contain minimal sequence derived from non-human
immunoglobulin. For the most part, humanized antibodies are
human immunoglobulins (recipient antibody) in which residues from a
hypervariable region (CDRs) of the recipient are replaced by residues from a
hypervariable region of a non-human species (donor antibody) such as
mouse, rat, rabbit or nonhuman primate having the desired specificity, affinity
and capacity. In some instances, framework region (FR) residues of the
human immunoglobulin are replaced by corresponding non-human residues.

Furthermore, humanized antibodies may comprise residues that are not
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Proc. Nat. Acad. ScL, USA, 8 1:6851-6855 (1984)).
Met hods for naking chineric and humani zed anti bodi es

W@ e@sag®es known in the art. For exanpl e, met hoRGI/ER2008/000328

maki ng chinmeric anti bodi es include those described in
patents by Boss (Celltech) qd by Cabilly (GEnentech)
(US 4, 816,397; US 4,816, 56 "Humani zed anti bodi es”
preferably are forns of non- hunan (e.g., rodent)

c ot incthenecipishtesntiboal o antied dondmantidodye THess enodifications
derived from non-human | mmunogl obul i n. For the npost

pa@re matdentenfupiaer seline,guibaslyparormanes: raeBgrabsheinanized
L AEpBAY M, 3RS kb gl By oF L 4B obb LR ety o

r @phableotidlmrnssirdwh&hfam@n wdsymiamralladsﬂtael‘r@gemmblaloops
non- hurmn speci esw( donor anti body) such as npuyse

r &8FIeEPRRd o HIRRP % PPRdUM A Mmyneglobydig janddall or substantla"y
S%%fftﬁ& a,%fthb ggg a%&ﬁ%ﬁ%phdmhnﬁ%ubﬂéé 2PRES.

anemor reg| resi dues

| mumnmgteﬂ)ahtlhmody ephcemilbrczésb oAl camnpaspnmdbasg arpmrtibnnohan
i d th

Ei%bw“rg%‘fé]%ﬁ{n&sﬁ%%??g% A avesaly Hetase haBEn; en

h@.ﬁﬂ%l&?uh‘nﬂ MetBod9 i maKkihy PRiYaniZE aftipBEies iapé He8Bdbed,
ar e nad

further refine antibody performance. In
géoreemmplehbywm G151 5425, HIand Bpse fapltesh, US 4, 816 ,397).

VARPUERY fefelts” frripliotn5rs Rl st ot Aoy

t hefeYRSy \cam;ﬁmm? tr@mt@em bmamyw@r Varidtne $€gioh tidereof.
non- human i m’runo&bo ulin and all _or substantially all
ofExamepleref antibedy agarents mwm Falfraly! Bt kenFv and Fc

. d .
ST, B T B KR AR iy ntiolics:
c gnaitispécificghtivodiés Yormepiroml érytnudabytfragmanﬂ(]sl)rrmm ‘intact”
| mmnogl obulin. Methods for nmakin

ARGy E0Be IR EPREECS POBNUIRRITBON Gy AHPkleregiaras well
> E%tzar) b@ﬁ%)"}a@‘g%%%t 8%3 @lg) ar&@héa@}@hﬁ%@onstant domains,

gnent s’ pree mprise a portion of
arCHht@Hﬂ anut Cb@df’reimrwlwmbl Iyta@baphb@dy]gas hee or more effector

t by h
otualirsobeertyRenteh bfeh s Bod g WeiggiaR ffoen-
afindifg frad@ments Scalléidatrasr ﬁ‘égrﬁdrﬂ@aéaowttdrhpmlﬁga single antigen-
S|ngle chai n antibody nol ecul es; and nul tispecific

arindiogisde anerarkd- andmGint regay. ardgendus) "Fekiragment, whose
'Hjatn?& Peﬂects its ability to crystallize readily. The “Fc” region of the antibodies

comprises, as a rule, a CH2, CH3 and the hinge region of an IgG1 or IgG2
antibody major class. The hinge region is a group of about 15 amino acid
residues which combine the CH1 region with the CH2-CH3 region. Pepsin
treatment yields an “F(ab’)2” fragment that has two antigen-binding sites and
is still capable of cross-linking antigen. “FVv” is the minimum antibody
fragment which contains a complete antigen-recognition and antigen-
binding site. This region consists of a dimer of one heavy chain and one light
chain variable domain in tight, non-covalent association. It is in this
configuration that the three hypervariable regions (CDRs) of each variable
domain interact to define an antigen-binding site on the surface of the VH -
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anti body is one which conprises an antigen-binding
variable region as well as a |ight chain constant

wWa@l2098/0870¢CL) and heavy chai n constant donai ns, PCHLP2008/000328

CH2 and CH3. Preferably, the intact antibody has one
or nore effector functions. Papain digestion of

ant i bodi es produces two i de%? tical antigenbinding
fragnents, called "Fab" fragnents, each conprising a

siviglrnén Callebiveldi the six hgpémdriablelregithsacdrr &iie
and a residual "Fc" fragnent, whose name reflects |ts

amlmqhﬂg speciiciy tathe astibadydHoyeveneevara single yariabletdamain

T B RSP oo R T e for

Thﬁ_tngengaas tige gbmt;stoar&bﬁuﬁe@‘n@bmtarﬁ@eﬁnbmmm gta
resi dues whi ch conbine the CHL region with the -

r dgivenafiipéy dhan theaptireringing site- Ihe-frtutsagment ﬁ'é@rﬁé’rﬂta‘ns the
t Il%tng@ﬁ d%J\PPalﬁ'?)tf WS ﬁg(ll?t' éﬁylﬁ‘gné 'tﬁg?lr%r?;%nbtcarﬁtdolnlnam (CH1) of the

capa cross-1in

arigavgahalr. a‘tﬁabmfraghne}hs dtffdrdldm anbCfoarthent& by the addltlon ofa
anti gen-recognition and anti

" d 5SS s GAMOHIIRATINS o des REAdy ChA: G Prawe
;8804 padr'ﬂe H@Hd’f‘@' ﬂ?;&f%m%é'a%lbod?ﬁth%oﬁéﬁlc?rmﬂab )2

assocl at'l on I's confl guratl on t
t rardiboly pﬁmgvmrntalnin@maélgwmre probRsad as pairsiof Fab trapments

domai n i nteract t def| ntig din ite on

¢ R hee e eydelie! tiwarn dRemiEithel HeRaPbq s of
hyRftibsay ifeknferts Hre %cﬁl@iﬁvﬂﬁ (S8Y &Y MErRféingen, Bloconjugate
specificCity to the anti body. However, even a sing

vaTeczmlcwaﬁomﬁ\dem Piess, 1995k S, 3436965 &@glérﬂi}am Fv" or
e R os?téjc%%'i‘éb@%%?ﬁ%ﬁs% tfh%r\{ UhA 0! b9fins of

n ze’and 'bi nd

a'ér’ﬂib@ﬂ? whefeih Shiege aémamsta/retﬁraeemha &Strigleepbiypdptr@e chain.
site

e Fab_fragnent al so contains the cons
dofﬁr@feraaw mﬁst. peptide {UAMRl ¢HBPFSFS 2 p@&paobﬁ@ linker between

X truct
%r gV an %@@sﬁﬁﬁime&%&fﬂ%@@?ﬁg '?fe%lred structure
r efsr du’egserabtrﬂh\g &inplexghaire FVi antiboufies are lmnwry fohaxample from

arEERRPNAT hg e os R b Py

OfRS%élﬂidrg a%rlﬂoﬁfé’gé@ egpﬁﬁ% éﬂa@fNE\ﬂb(orf(f gsnmsm 5 (1994)),
ich haveé hin _}/stel nes between them O her

CHA’@Q%ﬂGt&ﬁJM ﬁg@ 894N BI5ea7 HP8gHEAS %I-‘r&.‘f @I9§§ Proc. Nati.
AR 7o) G R BRI B AT SRR o, 1030).

or“Bispecific antibodies” preferably are single, divalent antibodies (or
immunotherapeutically effective fragments thereof) which have two differently
specific antigen binding sites. For example the first antigen binding site is
directed to an angiogenesis receptor (e.g. integrin or VEGF receptor),
whereas the second antigen binding site is directed to an ErbB receptor (e.g.
EGFR or Her 2). Bispecific antibodies can be produced by chemical
techniques (see e.g., Kranz et al. (1981) Proc. Natl. Acad. Sci. USA 78,
5807), by "polydoma" techniques (See US 4,474,893) or by recombinant
DNA techniques, which all are known per se. Further methods are described
in WO 91/00360, WO 92/05793 and WO 96/04305. Bispecific antibodies can
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"scFv" antibody fragnments preferably conprise the V,
and V, domains of antibody, wherein these domains are

w@e@s®osno2i n a Si ngl e pol ypeptide chain. Pref eredi/gEpP20081@00328

Fv pol ypeptide further conprises a polypeptide |inker
between the VH and VL domaijps which enables the scFv
to formthe desired structure for antigen binding.
Si ngl e-chain FV anti bodi es are known, for exanple,

f raps0 Be prépared(fidia ditgle chaipl agiboof est!eOé gnd—ﬂuston et al. (1988)
Anti bodies, Vol. 113, Rosenburg and Moore

sptagNAth\AeadgSCiNgDy 585% Skera m%@ktmﬁﬁ& Science 240,

a1 0P Lo piCariaies Ayt varibie Bibjolt RId Rt as o
% lp@Wﬁdpttide(d:&&ﬁ ,ToKoirerthe b2§k£ec1ﬂc06|&)ilng RKiapettid single
antl odi es" preferably are SI%%? di yval ent ~anti bodi es

shainanikadies apaube cavpled dpgetber GhemicAMAIDY t her eof )
t
2@6@%?'9%!@'@%% (bR RAbuFPRCE it 35 A BRI produce
dibismdaifit Hiotizodies gtoyeingstosthisciogpntion by uging letieigpei 2ipRer
V_EGF rece t_@}r{% whereas the second anti gren Ej@g%l n .
S seaUE e The setiences enpRyEd et defved oM e Bfhe zipper
2)reﬂ%'n§Rﬁct‘hé kr@andBfiptRAiaReors %stéﬁwd)ﬂm g_%sbhu&hﬂrélc 3088,

techni ques (see e.qg., Kranz et al. 81) Proc
Ad3aien@e 24003897 for re@ew) seewarpatlganﬁeﬁbed,et&ﬁa dNatgre 341, 24).

4. 474, 893 b
(TR e ol R AR At s
daghg Wlﬁ%b@m@lﬂéﬁ l;éﬂ%%@&lrnh@a@ %h@ﬁﬂ&é&/eaml rod 96/ Slaié’rOﬂpper
Bi specific antibodi es canal so %re pared fromsin

cregiqueanes fu esphirathis. cghell%w ﬂs\e |QPCIF\€I§8'9}JG$’?6§C1 up on

Na{bgé‘)y q@??ég@ﬁ’ggr gg’%ﬁ“‘%ﬁ@é@ ana oguga%%ng to the

aﬂbb@ﬁé)&l%ﬁr*s@bhl@e F@QlaﬁﬂSJmem'dtélﬁglf@m Retersdingre preferentially
chain. To formthe bispecific bin

ad&ngﬁeé Kook, HOBD Saions 208 (Gl € PREFOBRILBAMSpcific
aﬁ#&l nest d%rfei“i%%fs{ er %sﬂ@ﬂ%@%r@@é@%ﬁ&o@gdgﬁwg@zm0209

bl anew o I9C3/’em’t62bwdb|epeaﬁc antibody aocdn’dmg thevievention may be an
usi ng | euci ne zi pper sequences.

arantipedyy digested o (MRGF saeeniar ﬁn‘ﬁ)ﬁ\é( 3rf§§$§ﬁg ggﬂe %%ég%bove
| ) RIS sty ShBBIERIL o, o
AbgiaterbB8bodlakti peeferkibly a@4iwo denoireantibpgies or anibody-binding
Spf(ree(l:glgéleﬁtsav%lgﬁ aa}glllgkgg %Jger%ﬁgrs e%ké o) them%%vfnegsa ditferent binding
specificity. Heteroantibodies can be prepared by conjugating together two or
more antibodies or antibody fragments. Preferred heteroantibodies
are comprised of cross-linked Fab/Fab' fragments. A variety of coupling or
crosslinking agents can be used to conjugate the antibodies. Examples are
protein A, carboimide, N-succinimidyl-S-acetyl-thioacetate (SATA) and N-
succinimidyl-3-(2-pyridyldithio) propionate (SPDP) (see e.g., Karpovsky et al.
(1984) J. EXP. Med. 160,1686; Liu et a. (1985) Proc. Natl. Acad. Sci. USA
82, 8648). Other methods include those described by Paulus, Behring Inst.
Mitt., No. 78, 118 (1985); Brennan et a. (1985) Science 30 Method:81 or

Glennie et al. (1987) J. Immunol. 139, 2367. Another method uses o-



10

15

20

25

30

long with |eucine typically occurring at every seventh
resi due. Such zi pper sequences form anphi pathic

w@2dvelosmes, with the | eucine residues |ined upPONEP1NEs/000328

hydr ophobi ¢ side for diner formation. Peptides
corresponding to the | euci Pﬁ? zi ppers of the Fos and
Jun proteins formheteroditers preferentially (O Shea
et ai, 1989, Science 245, 646). Zi pper contai ning

bi idhedirmaldirarRid f hieens
alig%%gl scl (l)SEdII n @P@?%Dgg?%@gw ﬁ 2 A o

bi%peEt93)c Muisnestiic antingdinsnaretineontexd of thia inngntios also
BB and ATt Al 3R JechRng T BRI orwo

ha4/ 16864 agl &VeRes/60481ty. "Heteroanti bOdi es”

preferabl%ware two or nore anti bodies

aﬁlfhso’@w Hem ﬁ@Otﬁﬂhglﬁ@W%b'Wﬁﬁ?f@ﬁs e nattm@b@r ﬂﬂ'ﬁbﬂh% molecule
e [
ReDsBlinb f ShRRelo faicifib 67 peBlidds BOBATENLS ferdof having
t afiftdérieat specificity whivhraredosed todjetise ravptiomiallp bgha linker molecule
fragnents. Preferred heteroa tibog(J es are cong)rlse

CPQ‘)%%pq’Q'r‘ﬁ(@@prm‘%%t ertery irclydes ision peasirugt d’&hﬁlefm@t least
OTorfel &gﬁé.h%g@ua ‘?@Easlm?ﬁfhog;%b{ﬁﬁdoﬁé?ltfb‘ée{/m E%cfl\ﬂﬁy or parts

ant 1 BodI es. es are protein A, carbo
N-thereof (ﬁlm"mimocSnp.@aﬂgS")thl oacet ate (SATA) and

NS gkl GEb0 e 3 2BabS S
829‘"% g @spéctnﬁewecﬁ)a H‘irﬁgnolﬂgtdallyé%@tlvegﬁgggié%thereof

S i ncl ude those describ
Pawhigls js Iedlb)gCQV‘asl,Qnt Imkage to paronzgnmunglogioady effective

rﬁﬁlﬁ%ﬂl@lg’é%eré&g %ﬁ%ﬁé&bﬁ 'b%gtggp %&}QB%@ gJF] grprgeﬁﬂ%ﬁch may
u bl?l @é@jm{ednsm?ﬂgggggdy( nmulé ean da:teummdtqoghdé €sterminal
ablfragnen n
arcf the, ceeﬁﬁeiheaw ehaigs .Oﬁv%ﬁw?ﬂfmpdan &doghe Nelareninala o dhe

o AR it S PR 0 e v

primker niolgoudé ewhichyis,rasf amslet 8 3a— n&tamiab awid s3aiddes centaining

REEREH TR WA R T T

Sﬁﬁﬁhlﬁﬁd;goélyulmﬁ%rﬁﬁﬁothé%étmegw Bfscthetfragiabhttheyed, directed

i nker | ecul e speC| i c enbodi nent the term
i tolaugeeptardyrosinsokipaseiqareferablyas hrof (EréBJ{ErbB2) receptor and

an integrin antagonistic peptide, or an angiogenic receptor, preferably an
integrin or VEGF receptor and TNFa or a fusion protein consisting essentially
of TNFa and IFNy or another suitable cytokine, which is linked with its N-
terminal to the C-terminal of said immunoglobulin, preferably the Fc portion
thereof. The term includes also corresponding fusion constructs comprising
bi- or multi-specific immunoglobulins (antibodies) or fragments thereof.

The term “functionally intact derivative” means according to the
understanding of this invention preferably a fragment or portion, modification,
variant, homologue or a de-immunized form (a modification, wherein
epitopes, which are responsible for immune responses, are removed) of a

compound, peptide, protein, antibody (immunoglobulin), immunconjugate,
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1 one protein or peptide is a immnoglobulin or
anti body, respectively or parts thereof

W@ 2008108700 onj ugat es”). The term "i mmunoconj ugaP&l/EP2008/000328

preferably refers to an anti body or inmunogl obulin
respectively, or a innunolgglcally effective fragnment
thereof, which is fused by “Coval ent |inkage to a

non-i mmunol ogi cal ly effective 5 nolecule. Preferably

t félt@ frm‘hae RRICIpAN the sanikRePbioific)and /Brah&idpeutib fighction as
y be ycosyl ated. Said non-anti body nol ecul e can be

| |cnmred>wmhwet -qriginglrempund, @epbide: RrieteiRecantibagdyai ns

" ghfEnfRpbRRRY i ahiBatt e HEReTening Riml PRl RRsRIso

| isnke devivatived, Wit eﬂ@tacrédi@cedl\br éhharscedaeffieacyl e, a 3
- 15 amno acid residues containing O peptide.

| fherdeEBnFyightnes ispraie@mbhya ueners term&{tmete'%rﬂe@%e%%)y one
;&ghﬁ}#p%‘i,ﬁﬂ%.{;ﬂ ag::i r egm@‘?c%rjk%g%eﬂér‘é@hul r ﬁlfe‘:j?é%} Examples

ereo receptor tyrosi
k Iolfl aaeh cplokirersaditeylymphbkings( ETobuBkir’BsbBﬁc)l trraeldmtad)r and

- BObPEBNe fBTors! e ABgRg fheVoRBes e aiobH hagmone

T%Egh %%Jﬁ.'rﬁﬁg PO REFAGhE W%eﬁthio’ﬁgl ﬁ&%gﬂtdré\MWh@rfmone and

or anot her suit yt oki ne, which is
| ibokiad gvottth inosmisner paradihyroi hdormahe; éhyﬂomle gfsugiaj prroinsulin;

| obul i f b .
| SRR eralaii iSoipii belnes siEh ah RunE R fitfiatdd
CHFPoRENBSM); tWron%tMulﬁﬁﬁ%Q?%rgoh Y| aMeliutéifizing hormone
i he

(antl bodi'es) fragnents term

" f(LiHg:thepadic groiti éaﬁtoml &brapdastgsowi tavdora pedlpelini placental
 DSeHaLE SO8E cPRgHbt LI PR A AR ety asouir
St sCr iy aemea) e
argéowﬁh&mns sreha YA ﬁ&ﬁte'ﬁélsf%@ faEE?ét té?fhstEH{ﬁgo%’&
DIREPE S GEY) 3 2 TS AU HE 6 ifronoietn E‘@ﬁogu'{“%“emns

f Wihi ARG, AP NpRaRE IPNY h:dm.ey Qt‘lmglamb faotnsp@sud; as M-CSF,
pept i de, protein, antibody (inmunogl obu

| BRG] anshBeCSE mteﬂm@wsucm A& ldy th- 1ﬁc?'—u%le|§ -3 ke IL-5,

HEr 67, MR R e Ryefl 2 BnhrEr ST FARRT e
s B o o e R at or 5.
ExEmptess “cytotoxic agent” as used herein preferably refers to a substance

that inhibits or prevents the function of cells and/or causes destruction of

cells. The term is preferably intended to include radioactive isotopes,
chemotherapeutic agents, and toxins such as enzymatically active toxins of
bacterial, fungal, plant or animal origin, or fragments thereof. The term may
include also members of the cytokine family, preferably IFNy as well as anti-
neoplastic agents having also cytotoxic activity.

The term “chemotherapeutic agent”, “chemotherapeutical agent” or “anti-

neoplastic agent” is regarded according to the understanding of this invention
preferably as a member of the class of “cytotoxic agents”, as specified above,

and includes chemical agents that exert anti-neoplastic effects, i.e., prevent
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of such cytoki nes are |ynphoki nes, nonokines, and
traditional polypeptide hornones. |ncluded anong the

W@ 2108k87925 are growt h hornone such as human grBUI/EP2008/000328

hor mone, N-nethi onyl human growth hornone, and bovi ne
growt h hornone; parathyroid hornone; thyroxine;
insulin; proinsulin; rel axid: prorel axin; glycoprotein
hor mones such as fol licle stinulati ng hor mone (FSH),

t 'ﬂilé Bbdel?Ew)Eche gi\%ﬁfgé’g %ré%@'d}‘ ne@B% Lé”c%‘lsn 'd?r‘é?:ﬂg on the

hor none rTow h factor
f &emor pelpre)gadxyu crytospilahc encaﬂotdmeﬁgehs ano lmsémdlrectly through

t te tid hi.bi

O PR R<TR Gueh i bipogiesl b reRs apoveedn. Titellf | o,

t Eh@ﬁ‘ﬁ)@lﬁ’éﬁa%bhﬂc (aE@Qs a(ﬂﬁ‘frdnﬁg% QMé "h\fefllﬁibﬁra?e W@ﬂéréﬁy natural or
platelet-growth factor; transformng grow

f évntb\e@cch@nyyals@mhpwdﬁebat hisdogice molegugashsu@maemr@tems

h d
PR PLBRS SRR SEPrRS el il T 4rp Mlge gumbers of
%%%dﬁmsﬁrdl aig)éﬂtﬁl%\L/éMﬁlleﬁﬁ gb#rllﬁiercndl :uEé 51118 dhhto%»l ek/hru%tlon and

| in prepelinigal deyalorpemmitich P@'élfieber @@lt@pﬂdmtmgresent invention

R L R S e N TN A

r m@éﬁnia@gaagem@bgem% déited atstbdfé toptiohalpf KR ditisert nts such
function of cells and/or causes destruction of cel

TiRe BEGF feeepter antagamists, lhsbaddde poinkad %lethabmeoact i ve
;ﬁ@%ﬁn@t?ﬁ%rg‘pEBHB%gShﬁoféH bé aﬁ%ﬁﬂ‘g?er?a%%nfyﬂéi Wt%gzﬂ?é} Wiith

'vé fOoXIns
plaaot/ewaldadrugabombnrg:tlon Ekampteﬁm‘dl'iemdsteemﬁeutiim dgents

|nclude al so nenbers of cyt oki ne, f
S By TatiPaAaRN 0T SxamalR PITAGR HUSlday iy ieneimine
P?ﬁmtuﬁtj%oa gf QlIBKbFates bk (LtMer Zﬁﬁpb@ﬁ@é W|th an alkylatlng action

erapedtic agent enot rapeutl cal agent
onsublalai’smlimesxplllr&ssl cns;algamandu dacashazidedantreetativhitgst tor

RS S B0 Buhe o iy BB ol R ARG ifoors, for
Sl@ashfm@dn@é@amancm aha@ewdgﬁvééﬂ@m@@pmsmm idhfdtoxic

exert anti-neoplastic effects, i , preventthe
dentibietige and m@mme%deavatypﬁeEaeféfreﬁ@ds@mhe@peutlc agents

gtralr g y?n}%glﬁ(%ng?angé I%?m\to%ﬁﬂé (gﬁw:)(él)r ?II‘atm bﬁa&é’rbﬁ?ﬁw@t(bel'm)

not
melabaimnd vgsing ndthicrettiamhingi(nittogeasnosisaed )rrentemozatmo n.

VERDNGSPEATENSs EPEPRBNYE HACNLAr logrustine (CEND), dexorubicin
(adriamycin), doxorubicin lipo (doxil), gemcitabine (gemzar), daunorubicin,
daunorubicin lipo (daunoxome), procarbazine, mitomycin,
cytarabine, etoposide, methotrexate, 5-fluorouracil (5-FU), vinblastine,
vincristine, bleomycin, paclitaxel (taxol), docetaxel (taxotere), aldesleukin,
asparaginase, busuifan, carboplatin, cladribine, camptothecin, CPT-11, 10-
hydroxy-7-ethyl-camptothecin (SN38), dacarbazine, floxuridine, fludarabine,
hydroxyurea, ifosfamide, idarubicin, mesna, interferon alpha, interferon beta,
irinotecan, mitoxantrone, topotecan, leuprolide, megestrol, melphalan,
mercaptopurine, plicamycin, mitotane, pegaspargase, pentostatin,

pipobroman, plicamycin, streptozocin, tamoxifen, teniposide, testolactone,
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synt heti c chem cal conpounds, but biol ogica

nol ecul es, such as proteins, polypeptides etc. are not
wezpses®eyel y excluded. There are | arge nunberBCDEP2008/000328

anti - neopl astic agents available in conmercial use, in

clinical evaluation and ingre-clinical devel opnent,

whi ch coul d be included inthe present invention for

treatment of tunors / neopl asia by conbination therapy

withiBgudine afiiotepa, ardimigafy smcreiind tchieantbuoid

above, optionally with other agents such as EGF

r @dmaospbinatienpitieseel. 1t shoul d be pointed out that

oS e AR SR B SRl R B BEhh include
Exaipmtis gesiabing, hemapeldnhide 0doagrabicin, ipaclitakel (taxol) and

al kyl ati ng agents, for exanple, nitrogen nustards,
etth§AM8Y@Nm ne conpounds, al kyl sul phonates and ot her

C O ROURAS W Pofiki ;é?lé“@r%blygrg?&js'tg%ns t@hich combines the
ni t rosour eas, CIsp I'n an acar bazi ne;

ardpegiityadiod irmasinohwsleexlenplge anfantibodycird, fupstiomal esyuivalent
pyri m di ne antagoni sts; mtotic jnhibitors,, for

em@pg, et a9 aradaxaIPPEas pefited above.
podophyl | ot oxi n; cytotoxic antibiotics and

canpt ot heci n derivatives. Preferred chenotherapeutic
adamtrer exaoiptesoheanrgsy dotiidrageuticragestsians preferpbly) of

BB S RREPARE SR a5 BAYR! Boguena avers
CYHPRNRTRIAGROIR, agatts prsferatdy (RN anditssaiss boainsCoht)or more
doxor ubi cin (adrianycin), doxorubicin |ipo (doxi Id

gdatget apefrrablyesaiectpd fenun dlor gRUR sONiNGRTUBER, HERSPSDGF,

o OEIGECE, BRPR ML VR GRR SRR VEGFR2! BioRin said
vidiibeaidsisre preferablytdeiected freomiisroeptivaBeivaaizeimab (rhuMAb-
(GBS vasra b St e LRl R iaa g prteravl
B hRSE o RIS Yo By f i emmeshiiony
hystleotgd frem the gefupntatesistingeefuborefenib fexavar®it Supiintn

al pha, .interf Lk REt ecan, mtoxantrone,
td%%%@ﬁ,anpeﬁég&%)%cm}é‘m ol , nel phal an,
mer capt opurine, plicanycin, mtotane, pegaspargase,

pentostatin, pipobroman, plicanycin, streptozocin, .
t dmaxprederred aappelsefdbe insapbinyentinm thachgmateiapeutical agents,

gﬂi étée;%%i' q,g%q?%”brﬁﬁ@é@éﬁyla‘ﬁha Ygehi Bha/of hRiLABRIGE hgents are
selected from one or more of the following groups:
a) alkylating agents,
b) antibiotics,
c) antimetabolites,
d) biologicals and immunomodulators,
e) hormones and antagonists thereof,
f) mustard gas derivatives,
g) alkaloids,

h) protein kinase inhibitors.
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Preferred chenot herapeutic agents according to the
i nvention include cisplatin, gentitabine,

wa eows/pgioesri de, doxorubi cin, paclitaxel (taxol)PErEP2008/000328

bl eomycin. The term "i nmunotoxic" preferably refers to
an agent which conbi nes th%1spe0|f|ty of a

i mmunonol ecul e .e.g. an anti body or a functi onal

equi val ent thereof with a toxic noi ety, e.g. a

CYh atmsiepfefefbl aRpast skahk n@ﬁaﬁbﬁ\&énu&v Ithé %heﬁ%ﬁﬁ@r‘a%‘éutlcal
of cancer cotherapeutic agents and preferably of

c lrgeptsh sytgiexiciagenta demunonegdWating egegisrangd/or immunotoxic

pgﬁﬁﬁfg‘%%@%tﬁgﬁﬁﬁ%%%ﬁﬁaﬁe TR Ahe Y PHRE <

latMce rﬂb' y I§@t|eacﬂ'rc§rﬁ bfur Qﬁbﬁhrﬂ
of HE%a Ee ) e S Taa e%% ‘“e%lﬁEd) ktimg

aﬁtﬁpdﬁtWE@thoﬁﬂ'é@f@Ide Qaparmﬁﬂn%@@rr@ysmea(%%lwr AisMystin

I THAT A .
a"“’ am@mb@*’*e‘em'ffom%@ﬂvtlasdoxom miam)}cnmndamblcm,

nmore of said targets, preferably selected fromthe
greBigPichand MlisaMyEiNsor af eni b (Nexavar (r)), Sunitinib

(SYLRIERoes ZRB4ZA rerACTAMHRLY, e iPERLRRRE

ect e i'nstant invention,
¢ lyenditabires) Sdflucralragdbtis)), ctguanvoxme egeavarine with 5- FU, 5-FU

dul at t d/
savtoeaigon Giingh S ke SR STt e HEr GO
aldkadrdind) Herdcstbfine | bfhefﬁbttl*e%ﬂi ir§Ritreked %Eméﬁém| thfogﬁamne

d) biological s and i nmunonodul ators, e) hornones an
acaayioihec derdraies (topptagast mmtw)der i vat i ves,

B ARG A g B o

Chﬁaﬂébﬁhaﬂosm leaimisglent s, cytotoxic agent S,
i mrunonodul ati ng agents and ar i nmmunot oxi c agents are

s &) bermgnes endatdagenigistbergof; saleetsd frap Al gt@pg@p goserelin,

mitotane and tamoxifen,

f) mustard gas derivatives, selected from melphalan, carmustine and nitrogen
mustard,

g) alkaloids, selected from taxanes, docetaxel, paclitaxel, etoposide,

vincristine, vinblastine and vinorelbine.

With respect to the instant invention, the term "further chemotherapeutic
agent" preferably refers to a chemotherapeutic agent that is different from the
at least one specific integrin ligand as defined herein and different from the
one or more alkylating chemotherapeutic agents as defined herein. With
respect to the instant invention, the "further chemotherapeutic agent" as
defined herein is preferably also referred to as "further chemotherapeutic
agent (b)" or as "further chemotherapeutic agent other than the at least one
specific integrin ligand and the one or more alkylating chemotherapeutic

agents (b)".



a) al kylating agents, selected from busulfan,

nmel phal an, carboplatin, cisplatin, cyclophospham de,
wWalawandm2zi ne, carnustine (BCNU), ninustin ( ACNROT/EP2008/000328

| omustine (CCNU) ifosfam de, tenopzol om de and

altretamne, b) antibiotics, selected fromleonycin,

doxor ubi cin, adrianycin, i oagrubl cin, epirubicin and

plicanycin, c) antimet abol i tes, selected from

SUNTtR REEPEH S0 tHie IristarGhvb AR onBasThbADI Mher
5-fluorouracil (5-FU), |eucovorine, |eucovorine wth

5-chgmahenapgiutin ag@ntﬁ"mrefemablmaef@rs @@ne@nmr@mhemotherapeutic

oAREDLS B Al o RARER e M et AP besielTe ansrindigand s

t RiehigEatengin HrNdifetdfdidm tes bratoR mdreciRyIatAE
i hnot ecan) d) biol ogicals and i munonodul at ors,

sah@mcéhewap@mlp aoentsasdefined heraier Withkespectdadhe instant

SRR, P, o ARPER A0 RBLRAAEIGRUp ARl dotnes
t &fﬁbélhfeﬁ”é préferablytaass r@‘a&ed &0 iasdohe e m@@ faethed from

phal an, carnustine and nitrogen nustard grz )
a|qb9m9ta§rap§@ruea9@ats NPt ax apree or B’t%@tﬂé")(%q?r cnemotherapeutic

en&%ﬁneg tﬁ%?ﬁ?éﬁ%asﬁ’éﬁl&éb é}lﬁ@ﬁﬂe i RGA%d bAE tAE Bne or

or e respect to the |ns ant~invention,
' t hﬁouteeailhylafmg cthemathenapebtic apentsi (b)'agent * prefer abl y
refers to a chenot herapeutic agent that is different
fromthe at | east one specific integrin |ligand as

d‘WitH ‘?QSMt?%ﬂwélﬁﬁtéﬂtflﬁ\%rﬁﬁh fHeotBrimRanBEr S6thBRIRUtic agent”
l'ating chenpt herapeutic agents as defined herein.

Warmref@@@tdyt"furthetrnencarsc@theranw@ntag@nt" is pseferabply iasrdefined

or Erera BB as B cF s SRt g Bl cbrsisting of

cheantiesranimhotbefgRittic(dyent as dasinéd Werdiarthat is different from
chenot her apeuti c agent other than the at | east

sibeiat least ppegnesifici igigsandigantd as dafinegyhergineand %%erent from
a'th% ﬁ@&)llénlg\gc&fé’mbiﬁ%'}%lﬁ’egﬂk' e efitdd hé!Yetn‘i‘ arfppect

I nven rm one or

f up trdikﬁbthé'namo,tmefelablytradloawapy asm‘esfi’nedd‘imglrr ef ers to
one or nore chenot herapeutic agents that are different
fromthe at | east one specific integrin ligand as

Accordingly, with respect to the instant invention, the term "one or more
further cancer cotherapeutic agent” is preferably as defined herein. More
preferably, it is selected from the group consisting of

i) one or more further chemotherapeutic agents other than the at least one
specific integrin ligand as defined herein and the one or more alkylating
chemotherapeutic agents as defined herein, and

ii) radiotherapy, preferably radiotherapy as defined herein.

Even more preferably, the term "one or more further cancer cotherapeutic
agent” is selected from the group consisting of one or more further
chemotherapeutic agents other than the at least one specific integrin ligand
as defined herein and the one or more alkylating chemotherapeutic agents as

defined herein.
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defined herein and different fromthe one or nore
al kyl ati ng chenot herapeuti c agents as defined herein.

woedoR/0g®epect to the instant invention, the " OPET/BP2008/000328

nore further chenotherapeutic agents" as defined

herein are preferably also referred to as "one or nore
further chenot herapeutic dé%ﬁts (b)" or as "one or

nore further chenotherapeutic agents other than the at

| east one specific integrin.ligand and the one or nore
al kyl ating chenot herapeutic agents (b)". Wth respect

t Pasiegs AR preferaky stansiard eminisiration agkedules for the above

SRR a8 oo B BB aoH B GGl o
More preferably, it is selected fromthe group

consisting of i) a further chenot her?ffeuti C agent as
defeneameeransert ARE Tumen Prefeeanly refsriq Aedascr one

[S L nt i: J i: . i .

RS Rloldait g hitpdthoas e 8 Bibical atthr rized by

aurttefulntdl bel giowth aBY megng efthe tpharmpyeuticad cermgulsitions

radi ot heraP as defined herein. Accoydingl W th

r é56Eding 6F heprasenbifventon K Carhee {iERIg sHEn gp tumors of
h r ' n | e

TR SRR DR R TRERRSY o e kbRt heao

f ramd néuk, gvanp peostates biraig, pandéreasngking bong, dongrmagow, blood,

h iC. ot her .th h o .
< JBUPHP CUBRES GRS, gy W vt bp R PR e Bagras
Orselluted Foky tt §it@lipCdtssmting! FFRRIChoE R AN sa o] iavedcytoma,

herein, and ii) radiotherapy, F)ref erably radi ot herapy
aspitbelialearpippsia: gerpinemar@dioplastemabgomehe term "one

or, r s ; e " _
SR ot bAREREREREGLRIGHE. HRircioeEins, himatoma, hepato
f unadtema; haureinhiar BpgHonsa agedulobiastomd, neelandmaat

| east one specific integrin |ligand as defjned herein

arMeureliaginanrosierrapig: FRineglastenst BMQSEreRIBAt s
a aq%rin?%gi‘dw@;&bnﬁjosi ngs and preferably standard
a r

m nrstration schedul es for the above and/or bel ow
gi Imeletaib tioe turnot/bamcerap sateictedfyemt the greuk sonsisting vhacral

ot B Sis B RS EIARL pd grosue

t hafrcihnday RdeAbinast Basresftbmad al¥nosquamous carcinoma,
astrocytic tumors, bartholin gland carcinoma, basal cell carcinoma, bronchial
gland carcinomas, capillary, carcinoids, carcinoma, carcinosarcoma,
cavernous, cholangio-carcinoma, chondosarcoma, choriod plexus
papilloma/carcinoma, clear cell carcinoma, cystadenoma, endodermal sinus
tumor, endometrial hyperplasia, endometrial stromal sarcoma,
endometrioid adenocarcinoma, ependymal, epitheloid, Ewing's
sarcoma, fibrolamellar, focal nodular hyperplasia, gastrinoma, germ cell
tumors, glioblastoma, glucagonoma, hemangiblastomas,
hemangioendothelioma, hemangiomas, hepatic adenoma, hepatic
adenomatosis, hepatocellular carcinoma, insulinoma, intaepithelial
neoplasia, interepithelial squamous cell neoplasia, invasive squamous cell

carcinoma, large cell carcinoma, leiomyosarcoma, lentigo maligna
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unregul ated cell growth. By nmeans of the
phar maceuti cal conpositions according of the present

WO poossiooh tunors can be treated such as tunorBCDEP200&000328

breast, heart, lung, small intestine, col on, spl een,
ki dney, bl adder, head and gc ovary, prostate,
brai n, pancreas, skin, bong bone mar r ow, bl ood,
thymus, uterus, testicles, cervix, and liver. Mre

S pesiahoak! bha‘hbﬁahlurﬁ@lano‘iné ehswgrednfnﬁéwth@tel QiIrp oS,
consi sti ng of adenorra angl Oo- sar conm, astrocyt oma

eedidioblastemac Meshloepithatiomsanelgnpaia, maningeal gmesathelial,

RS R SABAY, ARALRER Rl AOR0EATome.

MUk epihesitpadendvareinona, ndtﬂummhbtmtomm oat cell carcinoma,
ost eosar conmm, retinoblastom, rhabdonmyosarcom,

saahg@werﬁgh@'epate@ﬁarcqma Ransreatia pelypeptisle. PAREEYY | s
ﬁf&dsegdéné) %{Jﬁorﬂé ob’lﬂg?%@%%&hﬁg %nﬁ)‘?é Alasmacytoma,

nous™ e era
acﬂseodatsalrccmna paldenarg btaet@heprem!l celh oan:,mcadanmmﬂeblastoma,
adenosar comm, adenosguannus carci noma, astroc

F ROPIOMYASEHAM SATAHNR, SPIURCAICINGHIZ: el geil carcinoma,
c %Bﬁ't%gﬂg’ca%tHBﬁté'saeorgtla@H@atﬁ%éd:r@ﬂHB%Um@ﬁpeldda?ﬁcyus carcinoma,

car Cl nol car Cl nOma, cCarcilnosarcom, cavernous
¢ sgLiangius-cEdr caroionma, cshbmbseﬁt&ilaimsuPerfmtalcscﬂ)r@a®ngs

Cae ARG OO oL R0, Fed SR i o

ﬁ%?rru%% 'cércnﬁ&%@nﬁbbh?é wly dlﬁ&terﬁlatéw@'cw@m@ neid Waingls

enocar ci noma, ependynal, epitheloid, Ew ng
s dumoneylofd prefeeahdy, |tbe tum@dgan%dsu rsatectﬁqo@@m tael gfoup

ast I
o RRRaiSHRE T ARSI PR, Readidr NG fber, rectal cancer
Em@@,iprbwm@mm ghreegeatl j it cadla’ngtmtblﬁst:osna

ul ar carci nonm n
nepfezably, ghphtaét@ﬁﬁm@t'f%mes@éh#t%“%'b‘??q @QBH%&PE\%CLC and
| V S
D7 8L B TR NI BTty Sl col ng cancer
g NSEDY, rmnabatammelaabrr@qmtamyotamgmgﬁn indepesdent prostate

“mttsééttu%%?zsmas b SR Rl e B e ancer (ADPCa)

Lﬁ?hébrc Bl/6h MAGTR. prefitael| Bl Ffbr/cancer is selected from
neuroeplt i al adenocarci noma nodul ar nel anons,
cehé graup coosiating of astrocytoma, preferably astrocytoma grade Il iorlV,

glioblastoma, preferably glioblastoma multiforme, small cell lung cancer
(SCLC) and non-small cell lung cancer (NSCLC), preferably non-small cell
lung cancer (NSCLC), metastatic melanoma, metastatic androgen
independent prostate cancer (AIPCa), metastatic androgen dependent
prostate cancer (ADPCa). Also more preferably, the tumor/cancer is selected
from metastases, preferably brain metastases, of small cell lung cancer
(SCLC) and non-small cell lung cancer (NSCLC), preferably non-small cell
lung cancer (NSCLC), metastatic melanoma, metastatic androgen
independent prostate cancer (AIPCa), metastatic androgen dependent

prostate cancer (ADPCa) and breast cancer.
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ol i godendrogl i al, osteosarcoma, pancreatic
pol ypepti de, papillary serous adeno-carcinom, pinea

w@edoB/o8ri uitary tunors, plasnacytong, pseudo-BEF/EPI0AS/000328

pul monary bl astoma, renal cell carcinonms,

retinobl astoma, rhabdonyosgrcoma, sarcomm, serous
carcinomn, small cell carcitifoma, soft tissue

carci nonas, sonmatostatin-secreting tunor, squanous

Ca 'fb%ﬁﬁnaééu%m YSniRIsktiorRr 6f ﬂmﬁveﬁw&vséﬁwﬁidr%b .agents that
superficial spreading nelanoma, undifferentiated

caedumﬁaavw@de eﬁeatﬁmocmd witbube cambiimatiom therapy of the

! st o ERl v it pROHRice PUf odLRkE Ly those

f raientd) fo06 3P RY mdtsbioee oo foxid et O maticaiGirugs, e.g.,
head- and- neck cancer, rectal cancer, astrocytons,

prb@ﬂérrﬁﬁpﬁpt@ﬁt|ﬁbtb}1t3€ﬁmagdlﬁl@t$¢twel agengs. $ajd adjunctive agents

A
C &hlemothgrapdn mloﬂﬁmr opération i nedoee tseildidertdd of infection

| ung cancer é CL@Q) net astati ¢ nel anoma, netastatic
ar?@ﬁ@@@??q Wi mmlﬁtrag@'apé ”U@l'ﬂ?é‘fpp( %qaa@yntlcancer drugs.

ﬁcﬁwecagi’é}ﬂ% %?@ Nl SRRMIER HE" eﬁg\%ﬁgﬁﬁ?nrﬁcghefa%@ou%)agents

reast EVen ror e pre
t ta?mov‘dlmtmthe mveatier tad addiionsie agrrmmptecre@sthadjgvarﬁts like

B ansomonBh gy Slea MR FBRate B o TPRSItRES may
SReILAé hdn‘d)rﬁger‘éﬁﬂ fié ag%@r cfﬁé%d’tﬁéra%@jlnb agehts WHRS contain

cancer , preferably non-smal | ung cancer
( NgCteyic efblcase sadio lakeled cmi@pemtqmther @rtgm%nts such as a

o bgah FRRERAIRD: brGRIER) of Siiot®le AR el aror o

Prigfectent ‘bhah’ﬁ@cé&tm kiﬁt?af@@ freatifg 366 edtunicietastases refers
net ast ases, preferably brain netastases, of small cel]l

| dpg RAGKESE qretias)a BAe instuctians) for Bsing|tha geagents in methods to
E R@%amo gglﬁﬁbyrﬂ?ﬁ 1588 1A ir:reg%deﬂt g k‘ﬁad?gﬁ% glré\ﬁentnon is

I'c ne anonsd, astatic andr
i ny#ap&itwlfemmqlmedt%taetlmapwtlc(Gbrﬁﬂasltlomasatasatlbed herein, and

i S G e LGRS eSS Ty BT o
| I AR RORIRBIPRYAISH A RbléedUS Seriiot Al dhe like

cts associated with the conbi nati on eraty
offommlapoveﬁsmrowmtheoant@gadgsmndlm the ﬁa'cappm)tem of the

| rb?'egéjrlmtr?rqven%on e re%&nertmt%dmgy be prow(aed in separate containers
suitable for administration separately according to the present methods, or
alternatively may be provided combined in a composition in a single
container in the package. The package may contain an amount sufficient
for one or more dosages of reagents according to the treatment methods
described herein. A kit of this invention also contains "instruction for use" of
the materials contained in the package.
As used herein. the terms “pharmaceutically acceptable” and grammatical
variations thereof, as they refer to compositions, carriers, diluents and
reagents, are used interchangeably and represent that the materials are

capable of administration to or upon a mammal without the production of
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agents, for exanple, that reduce the toxic effect of
anti cancer drugs, e.g., bone resorption inhibitors,

W@ 20080892t ect i ve agents. Said adjuncti ve agenkGI/EP2008/000328

prevent or reduce the incidence of nausea and vomting
associ ated wi th chenot herapy, radiotherapy or
operation, or reduce the incCidence of infection
associated with the adm nistration of nyel osuppressive

anfide’RSSE PHydiogitdl emsdts $BcRa8Hausah editinkesk Ngastrit lipset
the art. The i nmunot herapeutic agents according to the
i rangrthedike cihe guiepaiatinnlof a plarmacolagieal camposiiruthatcentains

i ke BCG and i ne, system st i ml S. -
S PRSP TR Rk RS SR B i bREERAR e an
Ola e SEY REY 15 Bited RELAGH fefiintiativen Tgpitallyt suiobx¢ampositions
effective radio | abel ed i sotopes, or other cytotoxic

agea pseparedrasinjectalies eihet ap dpuidRaIUianNsOr SURRSKSIRNS)

or, cyt ot oxi,c, drugs t i k .
R P NES BB B P, 08Bl i i prr
Mgisasdartaiso RS Brepared. T Heaprepgeatioricamalsa beiemulsified. The active
instructions for usin the.reage ts in methods to

t riegrediantsag kenmixashyith ek ich\af&agent in a kit
O];Pﬁamh%ctemf@aﬂ rdntatll¥ %'nﬁaééJrﬂpétﬂ{l)é'Wi [tRE FRbvE ir(ljgredient and in
t Herapéutrc cdnposition as described herein, an

t gnelints suitabldofer iuse am yhe thesapeuticomethfdsf desesibedi hesgine

| FSHITAPI GelRisn a8t Sx&iess At S rpatBEgnEfcBrol, ethana
f 4 HE dkb %df&fm?ﬁwtgﬁbﬁé fHerbbe 1R aHameR! §desitdd Othetdignposition

fusion protein o e present invention. The reagents
megarbenrjaioviniedt snowsp af ausilisphsuhsiancesssichnas wetigig or

adm nj stration,separately a [ .

mAmEd G, R R oEgTBE o she Hha G Bflange, the
a SRIFIOShESPHF ihe dctiveneydisritt Thaemerapettiecpmploaitien of the
The package may contain an anmount suffici ené| for O‘#&H?

orpresert igventips can includrRharmacesitigaflyyaceentabie; $alts

nmet hod I he ' ' 1S o i SO
CHapuetts iRt Py aftoptbis olly Btae R

c osdidiaaafionrsaiae forasschwith ths fresaaiminergsrbups bétheepalypeptide) that

e resdikanetaa BB AL o L ATRRE. Sflroghiorc o
Icﬁéiidr h%ric‘gcliq’s; Wé%g%ﬁ briSRE Aelds asheetits tdtaric, mandelic and the

angeab | represent that the materials are
c aljlab [Salte ffommed mitht thetfresncarboxyl arpups gan@itabe wefived from

AR B8 R B N S B BR Ffrim.
calcium or ferric hydroxides, and such organic bases as isopropylamine,
trimethylamine, 2-ethylamino ethanol, histidine, procaine and the
like. Particularly preferred is the HCI salt when used in the preparation of
cyclic polypeptide av antagonists. Physiologically tolerable carriers are well
known in the art. Exemplary of liquid carriers are sterile aqueous solutions
that contain no materials in addition to the active ingredients and water, or
contain a buffer such as sodium phosphate at physiological pH value,
physiological saline or both, such as phosphate-buffered saline. Still further,
aqueous carriers can contain more than one buffer salt, as well as salts such

as sodium and potassium chlorides, dextrose, polyethylene glycol and other
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and the like. The preparation of a pharnmacol ogi cal
conposition that contains active ingredients dissol ved

w@eoodiogpes sed therein is well understood in theCHEP208816D0328

need not be limted based on fornulation. Typically,
such conpositions are prep zed as injectables either
as liquid solutions or sus% nsi ons, however, solid
forms suitable for solution, or suspensions, in |liquid

Prsofited A igSe @oﬁﬁp@é;ﬁ@wé)@ammaé@ﬂaﬁm.@ RASéAIN m.ﬁ@m to and
al so be enulsified. The active |ngre Il ent can be m xed

vite the:gx¢lgsiontef wates ExareplprRae additiong! ligticbphasgsare

AR ShoeBidbiepdclEa8 Ehtsfae PR e Houtsions.

daspidangda lmr@p@utn&lyt@ftdcﬁv@mnwmrdf%rﬁhﬁnuﬁ@therapeutnc agent
exanpl e, water, saline, dextrose, ?lp ycerol, ethanol_ or

t h@the fesmeelca . JorBrample @tibady epantibadyragimest or patibody

S50 LG SPERBL A B0l PSR

ageletable cphhpusiticat isniffigenttts aimb\ldﬁa pldghea V\bnodsntratlon of from
enhance the effectiveness of the active ingredient
Tre@ouh@mp@mrp@ramﬁp@)sw wlilser (A tabawn100 Hoknk prsferably

o ABRHET RORLRRSEH S Rl FREGR bRl B S

I r&ﬂfé}r@ﬁtw e a@sﬁg@ddm Vb@nfréﬁtﬂ aBoutiooT mglkyitd BbbUE3O® mg/kg,

am no groups of the ypeptl de) that are forned with

i poelgaably fepn @boyuetz g/ Ko torakol AP0 kgs st Ipsefierakly

C AR PBRLE 3 inaa, RLaBp 20 B, TBfip O roreRSRg dgminjstrations

f refly d6r o vl sevmpeamrwabﬁmtﬂeanﬂaummadrépemnc agent is in the
|norgan|c bases such as, f

o aRER S ARG AMCEREINGhABL 00 ot & CAUERLS.dbe aragpnt can
24%?%& Q@%ngsg«?(a BaséF oh3IReT é‘ﬁh@efragtrﬁéﬁf‘?td%@dﬂté felative to

amn ano i stidine, procalne and
| ithe md3ar ofi thelvendlg ammbbéy rAe@refemeuqalaﬂhamlncemneﬁrpmB’E@Olamy
in the preparat.ion

s HOoNREe G £ PrGOMaL ) oAl ERimOBin and peeferably,
Welo 1891 To YENALA WS gbMisP A {He%bé’ut%r Iy lefedtive

are steri I € aqueous so hat contain no
mefred uistl of dragetsti adcordmg) of tés an.telrMenlwtgcmb amos- and

DTSRG GReUA APRIIGE o G Sl o0 SGMERPILEIF o T D), or other
S UG By-BRRERRARL P MRS 68 tyisttaIean ahidunt bPPERBEPtide such that
when administered in a physiologically tolerable composition is sufficient to

achieve a plasma concentration of from about 0.1 microgram (ug) per
milliliter (ml) to about 200 pg/ml, preferably from about 1 ug/ml to about 150
pg/ml. Based on a polypeptide having a mass of about 500 grams per mole,
the preferred plasma concentration in molarity is from about 2 micromolar
(uM) to about 5 millimolar (mM) and preferably about 100 uM to 1 mM
polypeptide antagonist. The typical dosage of an active agent, which is a
preferably a chemical antagonist or a (chemical) chemotherapeutic agent
according to the invention (neither an immunotherapeutic agent nor a non-

immunotherapeutic peptide/protein) is 10 mg to 1000 mg, preferably about 20
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aqueous carriers can contain nore than one buffer
salt, as well as salts such as sodi um and potassi um

webklosgmes, dextrose, polyethyl ene glycol and PCT/EP2008/000328

ot hersol utes. Liquid conpositions can also contain
l'iquid phases in addition gg_and to the exclusion of
wat er. Exenpl ary of such additional |iquid phases are
gl ycerin vegetable oils such as cottonseed oil, and

Wah 200GhY, &M hdrepsefebadly Boctal 100 my pdreki Ia.&arﬁlbzﬁyl weight per
ef fective anpunt of an imunot herapeutic agent in the

f dledn She prefesiededesnsiec ameeiedgait, whichds @prqf%@b%@
G BB L PR B R B SBrorci to e

i $n\&;n‘t‘bh0(nenhert an &nmmmmelapemm‘ragemrmm nam«mmurfotherapeutic
fromabout 0.01 mcro g% mII|I|
aRSALIEBE D E 0 D 5534 ) mhtrasink sbiiday. matkiprofraly

t
Pt 2t pd ot hlrbeR 08l afd BBbELaIPED 169000, mg per
t g>aatbnt218r56@@r ogi kor, per kﬂ@gram pody ?/ralgiﬁpurteferablyrgbdng Q.9 to 100
abou ef er t
R R T g

daér'rdymf)ﬁ! P%?@ra‘?ﬂ y PEVEA 'ordéérssqugrérrﬁelfehef the bodysurface
i mmunot hefapeutic agent’ i§ in the 1 form of a gpn; g
an

ofprafemarbiwﬂ @mg tcaﬁ@(i)%mg/rmr mere prgfetaile S to h16,50&)n®9
F Eapraty PG Gl g e eRBRF RO P WBsHEE Lrfertd fops groferaply

y. A preferred pl asma concentration in nolarity
|s fromabout 2 mcronolar (m\V) to abgut 5 mil]|inolar

ﬁ“%e ten ‘hermeeubieally effastive’1on tharapsuticaiv effrstiys gmount”
gegg ﬂé 3h: arﬁb%rmedfaaogri{g'h&?édwe% fRct bﬁsé%@ap&.garﬁr ina

accor 'S 1 nvention
n%émmomemetofmmpt ithe terapepticadllyi effentive pepountef the

.g. IFN-alp h |3 e
iduars B sl 5B s o
3?& W 1SR é§t§ﬁ e?er%'&&ﬁét%b%bﬁ@éﬂdelltrﬁhl‘ﬁrfaﬂbh%to

nposition 1s suffici en

to achi eve a p asma
c peripheraltargansifinhibitrti.abslow th somextentand prgfefsbly stop)

;nghb'{c}rlirtreegepfﬂ@% JlﬁB@bOUt Zogéﬁat r?ughoigg&grﬁ?bg%/éﬁ%ﬂeve to

PAorReBkicHR ohé\ﬁrriﬁoﬂa SBBS sYmpbMstadzotiatswithitee oankcer. To the
the preferred plasma concentration in nmoplarity is from
amdentthaidrug maayaprevent growth and/or kill existing cancer cells, it may be

cytostatic and/or cytotoxic. For cancer therapy, efficacy can, for example, be

measured by assessing the time to disease progression (TTP)

and/or determining the response rate (RR).

As used herein, the term "physiologically functional derivative” preferably
refers to any pharmaceutically acceptable derivative of a compound to be
used according to the present invention, for example, an ester or an amide,
which upon administration to a mammal is capable of providing (directly or
indirectly) a compound of the present invention or an active metabolite
thereof. Such derivatives are clear to those skilled in the art, without undue

experimentation, and with reference to the teaching of Burger's Medicinal
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(mM) to about 5 mllinolar (mMV) and preferably about
100 MM to 1 nM pol ypepti de antagoni st. The typi cal

wa@lomags7oes an active agent, which is a preferabCER2008/000328

chem cal antagonist or a (chem cal) chenotherapeutic
agent according to the invggtion (neither an

i mmunot her apeuti ¢ agent nor a noni mmunot herapeutic
peptide/protein) is 10 ng to 1000 ny, preferably about

ﬁqhénagﬁy bm“;éi By Dtycevemfgm Ehitlyqon5001 o: Eﬂﬁcnp@sm’id Practice,
[ ram body wei ght per day. The preferred dosa f
wecg@gﬁ@tedawﬁrew ?%feégiﬂf@ﬁéi? 3he gxient (ibigaches

h AN Sl fuRCliGS Fefidhivadienot her apeuti ¢ agent
afi}c??%. it e Gr def

€ 1nvention (neither an

| mEwsEdles @ie the ¢emgémlvaitel’ paeferably refarsotiohe capwplex of variable
pe tlde/protel n) atJ en

BiPICHOREHIErBRd Iy S0 (D308 RETER fareeiic Hirs peioand
d%d/cﬂ'@fﬁﬁ%‘?%af\lzéb’ ccﬁﬂgFéé;eUﬁ@oa t P a §é‘ﬁ bP PhyﬁBﬁ)dﬂfé]ly

y, or, per ogram y wei ght, preferably” abou
0 fundtionh0 Gerivdtiveg, therebffoars @nsefvenhkﬁqchlsomemtﬁ feothe purpose of

"ohe e high hae o RS bR B GnPe g 2l

pg%‘?ﬁﬂ%?% %f Quitaiie sofvettd tholieTbut BRS ﬁoﬂirﬂft@d &blwater, traethanol,
and especially 50 to 1000

pre@fﬁamdkan;d’ qusticasid.Jereferablythe sebant pise & amhﬁr@'@ceutlca"y
t
et BEhr, SRS LS SPhieni sccspia

ofsofveits! thcld e Ghitherit limitatient watet] sthanel amd dcstmf deid. Mmst
a manmal . In the case of cancer, the the eut i cgle %qlts of

efreterably thesoivenbusesh s Watss: ﬁawf%%ﬁ}&'@a ¥ 85RRIE
%g)?ﬁéo&%sjt% 'bd ﬁgéi?g (ﬂ'ﬁ X hesih%tlohrgﬁobtﬁew(ﬂ)reﬁaratlon is

0 SONe ex erably stop) cancer cel
I ndniohiry it therart. rltmerwm;pmmchitseji @Ma satth itgan tpe eesny

i{c}?a\glivhst[fg{g;& ?rﬁpgquégt lpy gag't'gr ef er a%tegﬁ%%l go croq&t%ble acid or of
a@ﬂéﬂérrﬁ%éﬁi\‘:@ll)‘/ QcEPTBbRG Y, P@ﬁ‘?m@beﬁﬁtfeﬂlhlféccbbtable acids and

assoclated wth the cancer. To the extent the
drhapesemregmevanin the et forexarapledram ts fiteratuge ciee derein.
cells, it my be cytostatic and/or cytotoxic. For
cancer therapy, efficacy can, for exanple, be neasured

byT1Rs 868pbladS ke bblﬁdt&cdr(ﬁﬁgwthy ipgention, cpTe(eT'aTE’W the specific
and/or determ ning the response rate

hentsignin ligaadtandior wygsmraﬁgftmqryaﬂaﬁrcqq%ﬁaapeu%c agent different
defrrc')r\r/v%'e\é? lea¥t %f %rs%@c}ﬁc integrin ligand, can generally be administered to

the patient in a form and in a way or manner that is known in the art for the
respective compounds or class of compounds, for example as described

herein or as described in the literature cited herein.

The specific integrin ligand cyclo-(Arg-Gly-Asp-DPhe-NMeVal) is preferably
applied as a pharmaceutically acceptable salt, more preferably the
pharmacologically acceptable hydrochloride salt, and especially preferably
applied as the inner (or internal) salt, which is the compound cyclo-(Arg-Gly-

Asp-DPhe-NMeVal) as such.
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refers to any pharmaceutically acceptabl e derivative
of a conpound to be used according to the present

w0 poogfgioes, for exanple, an ester or an am de, PEUTEPR1908/000328

upon adm nistration to a mammal i s capabl e of
providing (directly or indi45ectly) a conpound of the
present invention or an actlve metabolite thereof.

Such derivatives are clear to those skilled in the

anWith Wz@@% tHE dpecify Mteb R m?ghu QQCloa(Mgl@lyfAsfrﬁDﬁHéDNMeVal)

to the teaching of Burger's di ci nal Chem stry An

Dithvey fatioydog érrgds @‘tvmntEtg theorame/@te preferaliy tq)b@geaﬁrdied as

Pract\é?? which is incorporated herein by reference to
%!Ht that it teaches physiologically functional

F@I y-ASp-DFaib-Nvig]Val) £ kgclogAmy- Gl?lA&i PPhe-[NMe]-Val)
preferaby refers to ac | ex of wvarl
stwmmeyy-ﬁ@pr@ahwwnﬁana@ycquy AR DR heNMg Val) =

d/ fur C r
B FllA G- o PN Bl BB M-Vl -
fwmpmbvdeb(RGDfMMeM)ereof)) and a sol vent. Such
sol vents for the purpose of the invention may not

interfere with the biological activity of the solute.

ﬁﬁm%g&ingé anaéagﬁergf?é gyaf@rc;\?g-wl«ggmpmwévan% also

et hanol and acetic "aci d.
Prrefegreabioyas Bilengitidenvhichds thes INN ndenmationali Naih4pyopriety

accept abl e sol ve anpl es of suitable
pH\éﬁ'ﬁﬁE@{ﬁ?'gaﬂqu%’le;t abl e sol vents include, without
limtation, water, ethanol and acetic acid. Most
preferably the sol vent used is water. Pharmaceuti cal 'y

acmsmmf@ indegrin biganshaydentArg-Gly-HepdRRac-ideVal) iy atS@
t h
| eSMESRi BB AP £ BSTRAO TR0 TR B e

eaFS(DTMJSiGﬂOSﬁ% oEthd @éMeaambéntblheidﬂcbsore ofwblch is explicitly
phar maceuti cal Ii)/ acceptable acid or_of a

pHeeorpeeated dafol t ea@%tam applicalar Oy refaeReReut i cal | y
acceptabl e acids and bases are known in the art, for
exanple fromthe literature cited herein. The

C RPerHtdsstles Sisowdieat inkibdingi integriost espeqwm\rﬁ;’hand/or avps,

R ot e o S A i e
fr|m rE{%‘l%ta?t:e' t@?fen‘i’&ﬁe EpReit lagehtt £8d/bPidnidag dadiadon of

generall istered to the patient in a formand
i notlaewagze @herrmrwrradhmsmst@nkﬁwemhs £als apd/or gantipduce an

& I e A —
|1 31R4/8¢ lonfsifg tadlatien.ei n.

Accordingly, specific integrin ligands, especially integrin ligands specific to
a.B3 and/or a,Bs integrins according to the invention can be successfully

applied to improve the efficacy of various cancer cotherapeutic agents.

For example, a phase | clinical study used cilengitide treatment in a dose
escalation study on various brain tumors (NABT 9911). In some of the GBM
patients in this study, an indication of response was seen. Cilengitide (=

cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), in very marked contrast to most cancer
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The specific integrin |igand
cycl o- (Arg-d y- Asp- DPhe-NMeVal ) is preferably applied

W@3008/01023 maceuti cal |y acceptable salt, nore ppef/EPnbS/§00328

t he pharnmacol ogi cal |y acceptabl e hydrochl ori de salt,
and especially preferably a1plied as the inner (or
internal) salt, which is the conmpound cyclo-(Arg-Q3y-
Asp- DPhe- NMeVal ) as such.Wth regard to the specific

. rth@ﬂamemubs %ﬁ@nﬂ¥% 0sé Nag ety Asmodddne %@Mﬁb& rbh% with no

inds of witing the'nane are preferably t

bd(nogga\\/g'&jlmbumusvaamts very well tolerated.

@ agidftﬁrgt ghé %25% @ﬂ/ (%m%WX% |ty in GBM patients (2-year survival

C%t@alﬁeﬁﬁ@@o)’ tﬁé@n&BﬁtﬁtyNW&ie)ur@loglcal complications also rapidly
cycl o- Ar -3 y- Asp- DPhe- NMe- Val ) =

cydags qualiy obble QPklal ) =

cycl o(Arg G y- Asp- DPhe- NMe-Val ) = CRGDf NMeV =

C(RCGDf NMeV) . The specific integrin |Iigand

C Ydraexafiie Ghe- fiandalidhet-thddtivadnt of glicblastonesf eultifdrrhe, as
Cilengitide, which is the INN (International
mﬁsafs@yngéaglqtﬁ@f@py anddanezelnmidanbas oAk ispredseddhe median

aI SO gglg%flrrie%gg@ld&i/%s?%é%g % rﬁ?’é’{]@o }g&%)ch)ﬂlueé/ g@f th%ompared
OGbIaalbmbrapyl aReW momb @1@462@@5)t heowsver, mmolnnhnaamon with at
H i scl osur, [,icit i, ncor;éora

Skt shtlin gt feand afpdynadbabie iBEntRE. Bisferably
r %%lﬂéétéd $lopM\itaain, iabeghht CREFOgY 884 bpéxo (3§ AP DPhe-NMe-

avb3 and/or avb5, comonly expressed in various
cafpmoore pref¢raplycsaiectedrirdm ddisxing Abegrinaans eyalo-(Arg-Gly-Asp-

BB AE N FREFRPGaRR B s PP ARE SH - bPhEAMe-
CapdIR R Sstandarg teeutirint sRows rwgrﬂﬁcaﬁnlyl impreastedfficacy with
sensitivity of cancerous cells towa

crf@smrﬁép aas\e'af:r&,asggerﬁ@@laarﬁwvah I gwﬂjy phlifeatTingiterature cited

gﬁlrgldn}g%z%fragﬁgg G lét,gtll oé’gﬂébdﬁﬁg% dl@%@%@f@bf the instant

|rappjjcaﬂmn bgztrefeﬂemlgato the i nvention can be
successfully applied to inprove the efficacy of
vari ous cancer cotherapeutic agents. For exanple, a

PrESEHN: Bdutihidlis D Garkerdf tid ﬂ@gutdn@q\lééle@éwmferredao as
dose escal ation study on various brain tunors (NABT

9RBquamous feddparcisomaef the\Head and Neck):
The annual worldwide incidence- of squamous cell cancer of the head and
neck is estimated at 500,000 patients; in the United States and Europe,
118.000 new patients are diagnosed annually. SCCHN is more predominant
in males with a male:female ratio of 2:1-4:1. There is a positive relationship
between smoking habits, alcohol consumption, and head and neck cancer.
Approximately 90% of all head and neck malignancies are of squamous cell
histology (SCCHN). Most patients are diagnosed with SCCHN at an age of
50-70 years.
A majority of patients (75%) have locally advanced disease at diagnosis.
Those patients are mainly treated with radiotherapy and in some cases
surgery. Newer strategies such as induction chemotherapy or
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patients in this study, an indication of response was
seen. Clengitide (= cyclo-(Arg-d y-Asp- DPhe- NMe- Val ),

w0 pooses2irar ked contrast to nost cancert her apeRCT/EB2008/000328

currently in use has a very innocuous side effect
profile, with no known MID in humans - and is very
wel | tolerated. In additiorf4o the essentially 100%
nortality in GBM patients (2-year survival rate about

5 _ ot . : ' : Lon
R mAicNeapg oYId PRI HE e lriia) HolR e e pcar
excamyival, ratd eersaibnscaro dnd 304 eartch©0Y @ff sulpjeaid Mals erperience a

A8 MR 25 aR ARl FERGRRE O
PAtHEHUPRF stibfedt®WithSreClireht didedde @ngxggg@m T_%\mmﬁéﬁﬁosed

to radiotherapy alone (Stupp et al., Wever;
i Wigtanbimedasteseshah vety hetesogeneousplisedseccharaetgristics. Their

:c ijﬂ%&%p?sgs%%kgli tﬁﬂgéf?@&?&ﬁi mnvegltngg%bu% %Lgfnqgh ssv(*?iltﬁe gtp%%r
CBtTQJaﬂty(e?F IFe I isAiemBPBRgNYBIs N not dRingelig ties pRLY30 years.
se

ected fromVitaxin, Abegrin and cyclo-(Arg-3y-Asp-
DAthe: siepdeed shemathespeeutia Irgatmestts feftyegurrent and/or metastatic
c - = t : .
e h e

I FPe ahdtplatiiurh tohgRASd s Paoasisy phiaseall rasatsowithinew adents
life, The literature cited in this par

exdchas laxanes spglknathe confbmesdnahasedd %?@%%-S@ﬁelatin is the

. _ L ! . ,
IR AGBRRLA e e BRI SCHh e
SHeEGbIN:afe) 4s Saclyiis consideraditheHgaddanddredoiont iTthés indication.
CRovtelcA bR iBia RecRETs Pl G, Tt srieRRARe S°FH i

! RIrivBihheish éF&iL{%l%dangré%unNe@BSnsé-l&eQ%nﬂﬂﬁe@% sRIfiS agédts and

di agnosed annual l'y. SC I's nore predom nant in males
wirnbsteofithe ethemedrabinations.dn general; gombinaéipe therapy was

R A e

9Qrainatidn beadphitia ples 5-MEIprodeced & smallduiquegtianable

W PrERIRRANGE Ve aGeNGTamONHD /B AE SATHAFLH! § 3P Bfonths.

gftg%@g@fagﬂwwg#@ LRtdifhg! rbYindhaeesls s heedeRtiRlsed because of
their better safety profile (lower renal, otologic, neurologic, and
gastrointestinal toxicity than cisplatin). Response rates and survival are not
statistically different from cisplatin-based regimens. Carboplatin is therefore
approved for the treatment of SCCHN in several European countries.
Thé epidermal growth factor receptor (EGFR) is expressed in nearly all
SCCHN. EGFR expression carries a strong prognostic significance, providing
the rationale for using EGFR-targeted agents, such as cetuximab (Erbitux®),
in this indication (Burtness, JCO 2005; Bourhis, JCO 2006). Erbitux is
approved in the U.S. for monotherapy of metastatic disease, and in
combination with radiotherapy for unresectable SCCHN, where it has

demonstrated a prolongation of survival by 20 months.
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Those patients are mainly treated with radi ot herapy
and in sone cases surgery. Newer strategies such as

WO pdgosioeh chenot her apy orchenor adi ot her apy coRCTEP2008/000328

provi de better survival; however, the 5-year survival

rate remai ns around 30% and 60% of subjects w |

experience a | oco-regional “% distant rel apse within 2

years of initial treatnent. The group of subjects with

K gﬁm%@@tlll @r‘:a‘%%ﬁ?t AbindtibA oF ey dor%é‘r%ﬁ?a?ﬁum,séﬁn}t and
tases has ver et er ogeneous di sease

c rﬁnbatuk drrassbeersder‘ﬁbestratedctoaang rsficantlygprotdngethehroediaersurvival

ST Dl B B el SN bt
yerﬂééran@tﬁ'vﬁbﬁﬂﬁérd? 1D IRIAIRE ?s%#foh% tfw te%ef R orted ina

recurrent and/or netastatic SCCHN i gs su
asphmehldjttnekm ¢heds! patignds nThesmfelrarwr@mtmm tMﬁpaﬁqyaph is

Rl BeTRoEBE i Tne s oy IE FRtam ASHlEHHSH by

|r}efg}g§§elll studies. Csplatinis the nost wdely
used drug for the treatnment of recurrent and/or
mat astatic SCCHN and, as such, is considered the

ih'tfjcﬁ&‘?§ m Zedp%{rjﬁgscé,pgércatl on. Overall, all

ran I'ST'suggest that cispl atl n and

5 LﬁMg CartoyTis (s icadiny caliseesf ctarw&edea&sm@ﬂ&wrd@t @bdout 170,000
conpared to_single agents and nost of the oth

cdHbY rasedREIUNGcancsE ARA 160081 ﬁa@ﬁhérﬁ%@rtawhﬁﬁase per year
Soﬁc?:}?])'r?ﬁ ?’% Whi&d @t JE 1&%7%% buRffor approximately 80% of

ogli cal toxicity I'nat i on
maiplhagldanpbms 5- FU produced a small but questi onabl e
ver npnot hera vi,val of

o Reihs e on dietiagtBo aparingtaly plE oS, Beliciyf Hestent wit
ar|§c§1|y5é’d\fefrﬁ:%eﬁh8340‘q/§ Qﬂthhﬁ@?éé‘f&l@élséé@é rsigidat fesults in earlier

safety profile (lower renal, otol ogic, neurologic, and
gﬁages ateasoom@mmpasadcﬁqq/thehwm@r typeatabyut 48% 96 Recurrence in

Frosies Ei- At dRlard Tagite. RhBhiabeaRY I i Ikl of chorce,

t hautefupvigaldriaiNs Hal® bebhenddes! reuitingfin 98e-Pearsurvival of
several European countries. The epidermal growth

fa‘tQ°(9raﬁ@@¥9‘(Y@|ar§EGI‘F§| Oifée%?@s % in nearly all
qg—s"\#orﬁﬁ:o fé«%egﬁéd %ﬁﬁ% St&vidtd Hea gnpfo?%%ﬁb&d disease

signiticanc e rationale
EQEt%gealf\,gam@dltagﬂhtmahgnmih pmraleeffuelom)tco(rﬁldms bﬂ platinjhased

it O iBonBn{ PR BERS a0yl FoR00E, v e Shari Epen
questions in the management of these patients, such as the role of
combination therapy regimen including more than two drugs, non-platinum-
based therapies, and new targeted therapeutical approaches.
Currently, response rates of about 20%-30% and median survival times of 6
to 11 months have been observed in the treatment of metastatic NSCLC.
Several chemotherapy combinations are used with comparable efficacy. The
combinations of cis-/carboplatin plus vinorelbine, gemcitabine, paclitaxel, or
docetaxel are among the regimens most commonly used for first-line therapy

of metastatic NSCLC.
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approved in the U S. for nonotherapy of netastatic
di sease, and in conbination with radiotherapy for

W 0ssgweabl e SCCHN, where it has denpnstr at edPEI/EP2008/000328

prol ongati on of survival by 20 nonths. A phase |11
trial with the conbination of Cs- or Carbopl ati num
5-FU and Erbitux has been d¥fonstrated to
significantly prolong the nedian survival time in

Pa pRAES nMrtdéP hb@%’é'e]n}’in&il%?éﬂ b§§%c4 Hﬁgﬁ%?@dl&ho?%domfed

observed nedi an survival time nont hs 1s anong
t iphaserbtriad ire8@ patieptsrtreated with glhplséinivinorelbing pfusrcetuximab

TSR PR bt e ShAEE ol BB oo
| % 1R teftkithb b @bhiiin®or RHtRr8§&R! toNSVerSll rd¥pionsethte g{53% in

Cel | Lung Cancer Lung cancer Ts the |eading cause o
c dhe expedeneintalveom and 3% imhibetconto) 600 [Geilvarasies, ACO 2003,

, SERLE Faep) TREGRRE MR ahiR 2l £ a8 Bafeig sso

f ?feréa?ﬁi)?éﬂﬂwd‘”ﬂﬁa%' povsldab denhonsiitde aANAGicaiseAlh nidaih overall
of di agnosis, approxi mately 30% of NSCLC patients

orssseval flpmty manins (StaRars i) 181@ Movih CRMaipatianvite

di ur gi qal e

B RS, TS UG b, A eI fSE rERRts are

| expleatibsdorl. [Mhe literatateasiteat incthidi [srages pheiseanplibitly apgorporated
is the tr_ea}t nent o% chai ce, hut survi V%I benefits have
bdale thedhsglosyreqfithe insipnt FpRiicatiap by fRIATGaFe of 409

and five-year survival of less than 15% It is

commonly accepted that the standard treatnment for
addGhCe Smialh Eadld_ Yy Lpndey and | Hb wi t h nal i gnant

I I f usi i st f platip- i spl atj
ST ol e ST RG2S A 3G i coses
ORR &R efSatiny t8pprRRABSIERNED 0DO e Batiéits &Vedy year. A
such as the role of conbination therapy regqi

nmen
! ieceink analysis of theaBurvalianceg Epidemolas aNe e Siasults database

T ERTE tnH sB8 L EEERes T bR B o R AAIAR cancer
S atientd has desreaisel fiom hbouo0Yistohtd/8%bimet0af) dikelyedlie to the
the treatnment of netastatic NSCLC. Sever.al

CHEWIRTENAYPN b SE10ING GRSSAID RISGERTIF+ IS SHEERSbINowever, is to
efddni@e¥tent Bfitweighed by the high and rising prevalence of tobacco

smoking in other parts of the world.

SCLC is typically disseminated at the time of presentation, with
approximately 60% to 70% of patients having disseminated (extensive-stage)
disease at presentation. Thus, surgery is rarely an option, and applies only to
patients with localized (limited) disease. Relapse and death from SCLC is
imminent even in patients who are treated with surgical resection. Without
other therapy than surgery, survival was 2 months for patients with extensive-
stage SCLC and 3 months for patients with limited-stage SCLC (Green, Am J
Med 1969).

Systemic combination chemotherapy remains the mainstay of SCLC
treatment, both in limited and extensive stage of their disease. For more than

20 years, etoposide and cis-/carboplatin are considered the current standard
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conbi nations of cis-/carboplatin plus vinorel bine,
genti tabi ne, paclitaxel, or docetaxel are anong the

WO e@Bigm8s nost commonly used for first-1ine theCEPP200$/000328

nmet astati c NSCLC. A phase |1l trial has been initiated
based on the results of a random zed phase Il trial in
86 patients treated with ci spl atin/vinorel bi ne plus
cet uxi mab versus cisplatin/ vinorel bine alone. The

phgeatd isdd infdorhBinaabe forthedivrliicgeatdieritvf patibrts witlh SCLC
conbi nation with regard to overall response rate (53%

i in thee\\estein weid.{fompinadinn thempywithmore thambtwe dpygs in
| IR o RERNEA B S0 AR8E R LEp By

amiy, did mot V@@lm\wcmbéu@v rémrmntsbvataa sanvivalderasdic. A n
nmedi an overall survival, fraoam 7 npnths (st andard, arm

t SOTPINFIRMELITBERSORSISHIBE cm/ﬂoehvawnﬁml eTRPXOTbIfR, and
h%ﬁwc?ltsﬂ@@qyasf 4 ﬂe %'&rugl gﬁ@&tlveaé‘éjtﬁé hnﬁﬁﬁé‘tb 531@

expec soon tera rectedln |s pararap
I somtimatiort, lbut haswmoremaﬁavoutable hexicitysprofiteudee td theniaclusion

I f . SCLC.
| R Gn e yefih |15 daphn, SnlaBa Rk NASEcen B MSBaNee or
1%&;%@& ¥ the'fH&Qnﬁéat'ﬂéﬁFnérﬂ%?SOLrC bier ¥abaness uza iHag

t o appr oxi nat el new patients every year.
r gdded fvaluyable cxybralhmrsmai/ étutiesde thely estatrohempis phete,

End Resul ts dat d that

SPREYS T Ige R roBy S e 'Sart toly ToBrisgffen is not
PRisk8HsSwidiely Hanbepat of tHowoagout 20%to 13. 8%| n

1998, likely due to the inplenmentation of snok

c 4 extansivepdtage SfekCoveral resronse rﬁtﬁﬁet@eqhem%thﬁba@/of@élge from
H09R 1o PR oWolelSiol 18 RABRwWih IheInAbMAGARAR

kln her parts of t
t m@r@bhmgdumam mahe @‘tcdmﬁletlngehemoninmpyt &hé amedian

wi t h appr oxi matel 60O to 70% atients
uBa R LmoBHS (658 i b Taip LSS Bufvive Bfger than 2
pé/%ﬁ?é“ﬁ;é | BratJFBJéteoGMrtH%Waﬁa@[dﬁ i%'éﬁ(pﬁé‘itl? mddiﬁera?é@ into the
I'és only to ents ocalized (limted

dldsmmrelaéltla@mtm&pwaamm bymefe@rcea.s i nmi nent even
in patients who are treated with surgical resection.
Wt hout other therapy than surgery, survival was 2

MOTHURS e YOk iP AWK the W s titL 5B Se Y RathROeIeb G/ erd, the prognosis
mont hs f or patients with Iimted-stage SCLC (G een, Am
J of the patients regarding most cancerous diseases is still very grim. Thus,

there is a need for improved medicaments, therapy methods and treatment

regimen.

It is an objective of the instant invention to provide such improved

medicaments, therapy methods and treatment regimens.

Thus, subject of the instant invention is:

[1] The use of at least one specific integrin ligand for the manufacture of a
medicament for the treatment of cancer, wherein the medicament is to be
used in combination with

a) one or more alkylating chemotherapeutic agents, and optionally
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Med 1969). System c conbi nati on chenot herapy remains
the mai nstay of SCLC treatnent, both in limted and

w@2108/087i02% st age of their disease. For nore theeI/RP2008/000328

years, etoposide and cis-/carboplatin are considered
the current standardagents ed in conbination for the
first-line treatnment of patients with SCLC in the
Western worl d. Conbination therapy with nore than two

drdsnd 8r Flord if@dhert dHerhGthBafpeutie ddepts bthehitiidrethe at least one

response rates, but also higher toxicity, and did not
r espgaifig integrin Iigﬂr@aamq/thaeo@@anmczfe@I@Iatlrzgﬁfwmatherapeutlc
be A conbi nation regi men consi sting of
y%?edb 'ospham de, doxorubicin, and vincristine was
shwn to be equally effective as the platinum etoposi de
conbi nation, but has a nore unfavourabl e toxicit
pr%wcwfec mntegnin ligards indhissiespest argrorafarablsalestad frq"fq the anti-

I |
RS (A2 AL SR e AR Bbearp, ppoimat
a (?E@W%E&MBQ H&asmegﬂﬁdmﬁmmzedbbmnmmer de |mmun|zed
survival . Studies in the Western hem sphere,
nevessions therest incledat, imeore wrsi%rabb/sfmmsu\ﬂ@%sm ftgyand 14D9.Fe,

r e?l't%ffﬁ',l At‘?e CNFEOBS AWCQ(EJ&%% éhd/gf"%?@e{etd Pémithe chemically

énsi ve st age overa response r ates
t mmmerm@gr|n eomeotinds) afideyaio '(/@ﬂ@-GTy-anthhe -NMe-Val);

g%g{ §§I ) nlwsqqiﬂlgg@v ﬁ%\nq%n?%ttﬁg?dqgng%& s gﬂBat S ang sal%s thereof

chenot herapy The nmedi an survival is 7 to 11 nonths.
Less than 5% of patients survive |onger than 2 years.
Thigspediallyapreferabie, de specific intparimtigantis selesteld feomithe group

e oy £ o GlvehSE-HRIEE Rufiy e o] s armppeuticany

I esatldptaiie icpyafesl soIvatdsnd saits theasst, the prognosis
of the patients regarding nost cancerous di seases is

still very grim Thus, there is a need for I mpr oved

" PAGREED cherlRReE 0B s eSpb it preRrdbl sehected
sufgdmi: npr oved nedi canent s, therapy nmet hods and

S B S o BBl o 2 LBER 5 e Busutane

[ néﬁ@@hrbrghmﬂ; for the manufacture of a
Nitroso urea derivatives, more preferably from the Nitroso urea derivatives
Nimustine, Carmustine and Lomustine;
Oxazaphosphorines, more preferably from the Oxazaphosphorines
Cyclophosphamide, Ifosfamide and Trofosfamide;
Platin derivatives, more preferably from the Platin derivatives Cisplatin,
Carboplatin and Oxaliplatin;
Tetrazines, more preferably from the Tetrazines Dacarbacine and
Temozolomide;
Aziridines, more preferably Thiotepa, and
others, preferably selected from Amsacrine, Estramustinphosphate
Procarbazine and Treosulfane;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.
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nmedi canent for the treatnent of cancer, wherein the
nmedi canent is to be used in conbination with a) one or

wore00e/08doky | at i ng chenot her apeuti ¢ agents, and PCT/EP2008/000328

optionall yb) one or nore further chenotherapeutic
agents other than the at |east one specific integrin
ligand and the one or nore al'kyl ati ng chenot herapeutic
agents. Specific integrin ligands in this respect are
preferably selected fromthe antiintegrin biologicals
(Fab'2)-(Fab'), LM609, 17E6, Vitaxin, Abegrin,
AblGiexiurthier chegiotherappetic agestsraheOaodbe atleastionedspecific
chiner.ic. and de-jmuni zed versions there i ncl uded .
b S deBRd T P SE0s e BBt g emidhefdpeuti Sents in
VithRXeBpe A8 PreferSHY @fectéd floxh BRBstatib HribigtRksect ed
fromthe chem cally derived anti-1ntegrin conpounds,
arahtigyetpbolites ocytpyiatie pliaieids Nygostatis Enamwanestand EGFR
pgﬁtﬁig%%uti cally acceptabl e dervatives, solvates and

S ereof Especially preferable, the specific
integrin ligand is selected fromthe group consisting

of _cycl o- (Arg- G y- Asp- DPhe- NMe-Val ) and t he
pr%)ftﬁﬁ@@m&né'glqt'yséﬁgéﬁf egnect dee PEafeAblY selgrtpg Bamand

S d : n ;

¢ A ARrAERTR, mdtepiefoD SR IRE AFLRE IS T0E A GrublEine,
N-Dmatrubleiriey &pinveicinerane Igarebairdgl y from t he N Lost

derivatives Busul fane an L.oranmbuci|; Nitroso urea
de‘hﬂ)@ﬁ%@é",”%ﬂ@@ﬁ’é‘?@f%ﬂ%’" PENCRE: e v 0S0 urea
dejthyat gY&Erdﬂl)'/@éfe'cﬁ% &R Aetiridnigiiils BIesm§EIngSnd Mitomycin-C;
Oxazaphosphorines, nore preterably fromthe

itinaky ayespsabledtsruatives, saltoendior selvaites thereof.

Trof osfam de; Platin derivatives, nore preferably from
the Platin derivatives C splatin, Carboplatin and

Osmitiréabblites TR this #b8wSct a1 beefradipsalkelcied from: t he
Tetrazi nes Dacar baci ne and Tenozol oni de; Aziridi nes

nAntifplatase magreyprefarablyseleciad fior thesanifplates Mathotrexate,
seég,ﬁ{rs)ge&ré;m ﬁgﬁ%gekggr Est ranust i nphosphat e
Purine antagonists, more preferably from the purine antagonists 6-
Mercaptopurine, 6-Thioguanine, -2'-Desoxycoformicine, Fludarabinphospate
and 2-Chlordeoxyadenosine;
Pyrimidine antagonists, more preferably selected from pyrimidine antagonists
5-Fluorouracil, Capecitabine, Cytosinarabinoside and Difluorodesoxycytidine;
and
Ribonucleotide reductase inhibitors (RNR inhibitors), more preferably
Hydroxyurea;
and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Cytostatic alkaloids in this respect are preferably selected from:
Podophyllotoxinderivatives, more preferably from the
podophyllotoxinderivatives Etoposide and Teniposide;

Vinca alkaloids, more preferably from the vinca alkaloids Vinblastine,

Vincristine, Vindesine and Vinorelbine;
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Procar bazi ne and Treosul fane; and pharnmaceutically
acceptabl e dervatives, salts and/or sol vates

wo bmsegfo2sThe further chenot herapeutic agents OPCTEEP100&000328
the at | east one specific integrin |igand and the one
or nore al kyl ati ng chenot hejéf\peuti c agents in this

respect are preferably selefted fromcytostatic

antibiotics, antinmetabolites, cytostatic al kal oi ds,

CYFH&rRisi tndrB B ERFaBINdrdrPiie taXainek D detaXe! PRt PAéIRaxel: and

antibiotics in this respect are Preferabld'}g/Ia sel ected
f roampethaeiadiasiviatives, morepisfenadhalieym thedsamptothecin derivatives

Ant. i bi ci ne, Doxor ubi ci ne,
ng'ﬁéﬁeﬁéﬁﬁeﬁgﬁg&%ﬁg%ﬁ?m ne; Ant hracendi ones, nore
pregicepadinyaddutiosipbeeastabrRde b ihagss saRs eha/cofvates thereof.
sel ected from Acti nonyci n-D, Bl eonyci ne and

M tonycin-C, and pharmaceutically acceptable

it PREPHEB ofdali BREy R 1AM B e Bl ERbmragiase:

saretplkamhaceutically atoépthbk, derwativay, abits ahbiorselheté thereof.
fromthe antifolates Methotrexate, Raltitrexed, and
Penmetrexed; Purine antagonists, nore preferably from

t i . v i
6{%?%1&1?\&11@% ﬁgﬁ?ﬁ% D?gs@ggg %ﬁéﬁ?%}?aﬁgf’éélé‘&ed from the group

I oguani ne,
Flantsistimigragfhospat e and 2- Chl or deoxyadenosi ne;

DAHEEGTIR bRbaRN: Bide spieral ot e deG Rk iioihaiedls
Ovdedaxinia DaRAElPna & atth e S5l e sdsu i b BB rddzumab; and

Ri bonucl eoti de reductase inhibitors (RNR inhibitors),

mardi-BEER: chemjcally dlesived ceompaung spmarepeeferaluifiogn the anti-

CFEE R iRl AEYES eaiichBas BEhRRip"GhMb 2 \ahtib:
sedrrrplearmhacouticBiy apbepthblecdéragdivdsy 3hity aad/orsovates thereof.

preferably fromthe podophyl | otoxi nderivatives
Et oposi de and Teni posi de; Vinca al kal oi ds, nore

S Y T4 S5 I Mahe B ot st

prarfeenatheyadaubin ademts g reesl/@obetanecdr mnce Rathdrt axel ;

anc%emotherapeutic agents other than the at least one specific integrin ligand
and the one or more alkylating chemotherapeutic agents (b) can bé
administered in an amount and/or a regimen as it is known in the art for the

respective compound.

Preferably, the at least one specific integrin ligand, the one or more alkylating
chemotherapeutic agents (a) , and/or the one or more further

chemotherapeutic agents other than the at least one specific integrin ligand
and the one or more alkylating chemotherapeutic agents (b) are administered
in an amount and/or a regimen as it is described above and/or below for the

respective compound.

[2] The use as described above and/or below and especially as described in

the paragraph numbered [1], wherin the one or more one alkylating



10

15

20

25

30

Canpt ot hecin derivatives, nore preferably fromthe
Canpt ot heci n derivatives |rinotecane and Topot ecane;

wapaspsmeiaceuti cal |y acceptabl e dervatives, sBCT/BP2008/000328

and/ or solvates thereof. A preferred cytostatic enzyne

in this respect is L-asparagj nase; and

pharmaceutically acceptable™dervatives, salts and/or

sol vates thereof. EGFR inhibitors in this respect are
Prefephdtbbyafaltie grthtd EOMPHEE o%%%fﬁn@ﬁé“éérﬁbbﬂﬂd@,fs'elected from
Anti - EGFR biologicals, nore preferably fromthe

arthe grammepheistiog odpkatipetrugentaining eheémotherapeutic agents and
zal ut ununma ni not uzumab and mat uzumab; and anti- EGFR
cﬁgﬁ?8§HP§ MPed conpounds, nore preferably fromthe
anti- EGFR chemi cally derived conpounds gefitinib,
erlotinib and |apatinib; and pharmaceutically _ _
addEphase asedesarivedaboygl and/ambrlow and ospecialihas described in

o NN . . .
CRBC SR rrh TP TR Bk bR B P st g Plagrn

, lgaddas seleetahfront thengreupwonbisting o kB handpe dtBtntegrin
agents other than the at | east one specific integrin

| i'giRHOESd t he one or more al kyl ati ng chenot her apeuti c
agents (b) can be adm nistered in an anount and/or a
reginen as it is known in the art for the respective

c §4pbhediseRrsedescaibey, akidve artd/delaalbwoarel egmadidllycas described in

integrin |i d, the one or re at | .
R HBE BT e AGOFA % BymBStiki b 2l o3 whespin the at
f uééét%né?Wdﬂﬁgﬁ%ﬁmsr@@@amo%r@céy%@a-mhﬁeﬁMMe-Van, the
| east one specific integrin I1gand and the one or nore

al pharanaiceyticalbrandeptatye dernativgenselvates andéor salts thereof.

adm nistered in an anpbunt and/or a reginen as it is

descri bed above and/or bel ow for the respective

CqBPPHE diselat] dddtpibedatRvedario helgwady espauiiinr adebssrbed in

and especially as described in the ?aragraph_nunbered
[ Yne eh@ere of pragrphfonembaeed [1] to [4], wherein the cancer to be

a't@étéﬁg‘g%@ﬁﬁiﬁﬁﬁb‘r@ﬁnﬁn@éﬁms conpri se one or nore

compounds, Sel ec he group consi sting of
pl ati num cont ai ni ng chenot her apeuti c agents and

0X phosphorines. [3] The e as descri bed. gbove , :
o HBFBR e Bacanaoadh abeus gt e btk ANGsFDERATY 26 described in
one or more of the paragraphs numbered [1] to [5], wherein the cancer to be

treated is lung cancer.

[7] The use as described above and/or below and especially as described in
one or more of the paragraphs numbered [1] to [6], wherein the cancer is
head and neck cancer, preferably squamous cell cancer of the head and
neck (SCCHN).

[8] The use as described above and/or below and especially as described in
one or more of the paragraphs numbered [1] to [7], wherein the cancer is
selected from the group consisting of small cell lung cancer (SCLC), non-
small cell lung cancer (NSCLC) and squamous cell cancer of the head and
neck (SCCHN).
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t he paragraphs nunbered [1] and/or [2], wherein the at
| east one integrin ligand is selected fromthe group

w@oggtesg of avb3 and/or avb5 integrin inhi bPE€DEB2008/000328

[4] The use as descri bed above and/or bel ow and
especially as described in one or nore of the
par agr aphs numbered [1], [2%- and/or [3], wherein the
at | east one integrin | i gand conpri ses
cycl o- (Arg- @ y- Asp- DPhe- NMe- Val ), the pharmaceutically
accept abl e dervatives, solvates and/or salts thereof.
[ Rreldrablys therat kastondegeaifiovstegrinligantethevoranor more alkylating
es eci abl as descri bedd/ ne or nore
¥ ¥

f th
RIS SasHts f]” @]onev@rerr\er%? rHl?re&S‘ﬁmth?@PeU“C
S S S B AT o oo
denaonre a:lkgllatlng chenothempe utit agbetqcme@impmter&dmhearedmount
i 4P i HES R Sl ol ok Sl B an
angr fretRehatlive é‘§nc§%ﬁ‘§ﬂéﬁ’ ﬁﬂtHerbé?agréHh RBerdd fa)e

par agr aphs nunber ed erein the cancer is
head and neck cancer preferably squanous cel |l cancer

oo AR 8 e TN oo lrLbR 1B AP gre

0falméﬁw@éhéﬂﬁétmépéutﬁpbgeﬂﬂsf(’@?fa?ﬂl/cﬁr]thet@e[ dl mové ﬁrrmem

the cancer is selected fromthe group consisting

sreilematberapeutg agentepthesdpar) then@trigﬁﬁh one gpecifig, mjegrm ligand

SRl PR PIR A RE i 19 Bt

I it tag\ramohntgmdfor ahlregiomen as itiedesadibgd belomgfor the respective
chenot her ents,. and/or the qne or nore
£ GOTMRAUN B {0anG et MEGaCeT BVEBNN hs Raf3Aragh numbered
g_t one specific integrin ligand and the one or nore
Elating chenot herapeutic agents are administered in
an anmount and/or a reginen as it is described bel ow
ound .and. for, the [

t
o Tt oo B Paneeterinar QR R e e g cgtter types
P rgﬁ\féﬁ ﬁbdhye, pdrBgraph h@ﬁébrétﬂ@% sRRChtiudei MerGtdgesl dfapsd,
the one or nore al kylatin enot her apeuti c agents

( apspesttyectances Imﬁ@e@prg@a%w paftsef the body of the subject.
Examples of other organs or parts of the body of a subject that are prone to

developing metastases include, but are not limited to lung, bone, liver, brain,
kidney, adrenal gland, lymph nodes (including lymphangiosis

carcinomatosa), heart and skin.

[9] The use as described above and/or below and especially as described in
one or more of the paragraphs numbered [1] to [8], wherein the one or more
alkylating chemotherapeutic agents comprise one or more compounds,
selected from the group consisting the platinum containing compounds
cisplatin, carboplatin and oxaliplatin, and/or selected from the group
consisting of the oxazaphosphorines cyclophosphamide, ifosfamide and

trofosfamide.
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chenot her apeutic agents other than the at |east one
specific integrin ligand and the one or nore

wa@bdoglstoeng chenot her apeutic agents (b) are  PCT/EP2008/000328

adm ni stered in an anount and/or a reginen as it is
descri bed bel ow for the ressqectlve conpound and for
the respective cancer given in the paragraph nunbered
[8] Preferably, the cancer types given herein and
egPEITIRe Lie RRIcHRAibEd abyheandioreibw drideespoidliyedddescribed in
nunbered [ 8] al so include netastases of the respective
c &NEQT Marephihe raﬁrggrapr@rmpmber@ddﬂ] thBlbebgres thenene or more

o?@gﬁ@ J i C@mk etﬁ c & J}ﬁ% gﬂieqmgn Ne B?Ireta§t 8{1 EScihgqﬁ(tegrin

are evel ©
I MghHdendithe aecom@boré arnytaemhgtomémmgeratwmc liver,
brai n, kidney, adrenal gland nph nodes (|nclud|ng

| pesRind) d@ﬁgfe@aﬁctfrﬁmmﬁcﬁayp caea\stma@& skin. [9] The
ui)eEé%Fgﬁ%%lio%d above and/ or bel ow and especially as
d

bed 1n one or nore of the paragraphs nunbered
[]4]) ctiostdlic alkbleids,n the one or nore al kyl ating
thera eutic agents conprise one or nore

cd' u‘?ﬁi@t' 2sliieties 81%m t he group consisting the

td 5BBfifdRisNi ng conpounds cisplatin, carboplatin
n\? oxgﬁ% Patt%n and/ or sel ected fromthe gr oup

c camsii mamgaoemncaléy acsceriaihiedsineativiess saljs hoples sphvatesithereof.
i fosfam de and trof osfam de.[10] The use as descri bed
above and/ or bel ow and especially as described in one

OIf[1 1PTige 0be RRIRIIBEA 2pBYe MRS IR0l Hnd @sdedaliyvded€ddribed in

t he 'one or nore further chenotherapeuti c agents other
t [oae Qm@oe& of besparageapisrumberedil b 11911 wheledn Hirione er more

0 zﬁ rﬁoﬁ’\l F#&Etlcn%becrng BRHPRNAR ?r‘l’% LF le)%gE%sE)Qc\,lﬁb $ntegrin

rom consi st ng

I mbahdtavfdsmeldrﬂe oyinosé athytatmbkﬂiemmiherapeu)lccyt ostatic
anti biotics, and anti netabolites, and %t}ar maceutical ly
I

a@gept i) @raseleated fom the IOURTENSISIBEIfat es t her eof .
es%%gFB]F)hl'ﬁagbrgeség??%g JFH?H MAPEFRWIORGIHE 8Hd RREmically

derived compounds,

i) cytostatic alkaloids, selected from podophylotoxines, vinca alkaloids,

taxanes and campthothecines,

iii) cytostatic antibiotics, selected from anthracyclines, and

iv) antimetabolites, selected from pyrimidin antagonists and antifolates,

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Anti-EGFR biologicals in this respect are preferably selected from cetuximab,
panitumumab, zalutumumab, nimotuzumab and matuzumab;

Anti-EGFR chemically derived compounds in this respect are preferably
selected from gefitinib, erlotinib and lapatinib;

Podophyllotoxinderivatives in this respect are preferably selected from
Etoposide and Teniposide;

Vinca alkaloids in this respect are preferably selected from Vinblastine,

Vincristine, Vindesine and Vinorelbine;
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one or nore of the paragraphs nunbered [1] to [10],
wherein the one or nore further chenotherapeutic

w@g®angroes her than the at | east one specific | PCEBP1008/000328

l'igand and the one or nore al kyl ati ng chenot her apeutic
agents (b) are selected framthe group consisting of:
i) EGFR inhibitors, selected fromanti-EGR

bi ol ogi cal s and chemically derived conpounds, ii)
CYTHSNREIIS tib kesshdlare pRéfRFAIY sbleefBdPRIMPDYLSEREI A1RF .
vi nca al kal oi ds, taxanes and canpt hot hecines, iii)

cytaslitansl,Campiathecinaisrivatives inchiss respeahater preferiablyesslected

a ' ' ites. selected frompyrimdin
aﬁ&%ﬁﬁ@gééﬁéﬂgmqmg?dﬁn&, and pharmaceutically
aguehtycnateinvials reepectavet srefitdbiyseddtafivm DwriNAlbicine,
Anti-EG-R biologicals in this respect are preferably

s d)@xardbicine piebisinerand Igembicninab, zal ut unumab,

ni - -

a5 R (AR e RBLAF R e bl st B fthdyerate,

s Raltitrextd, ramch Befhietrered, erl otinib and | apati nib;

P%do hél | ot oxi nderivatives in this resgect are

preffEnidine aniagepistintthisnrespepiAie Reeterablyssalerded fiom 5-

Vi | @i A Nal ; T
SO, SePbolinhg, CyldsnERebinBLRoid Eitloriuesoxycyicine:
Viamdrgharmaeetiticallyeacdaptatble dereatives saltseand/ef solvbles thereof.
sel ected from Docet axel and Paclitaxel; Canptothecin
derivatives in this respect are preferably sel ected

f oo THd 08¢ asfRcAPEY BBBOE @RaNSE befbl BINICYPdcRy ds'described in
this respect are preferably selected from

DRmeRTUBPEs dlthemaragianhsi mumbeedrdibioc1ié wamerein the one or more

a8 1P R B B 5 EREBERaR g st meon

aligaRé etirths othe diyhore dik?%tiﬁgtohgﬁfdtﬁér%pbutithi S respect
are preferably selected from5- Flugrouracil,
cagepls (niane selegted fram Kisi gleup gengisting of:

CH PRI Sad A OB ER beryarat

[ p2ahittmemete zatutdesrnath edmahovenandnd mdtakzomabrahd/or the group

CEBRSIsBhY bt S3rthan CLdXRb hd tapatinib,
ii) cytostatic alkaloids, selected from the group consisting of etoposide,
vinblastine and teniposide, the group consisting of vinorelbine, vincristine and
vindesine, the group consisting of docetaxel and paclitaxel, and/or the group
consisting of irinotecan and topotecan,
iif) cytostatic antibiotics, selected from the group consisting of doxorubicin,
idarubicin, daunorubicin, epirubicin and valrubicin, and
iv) antimetabolites, selected from the group consisting of 5-fluorouracil,
capecitabine, cytosinarabinosid and difluorodesoxycytidin and/or the group
consisting of pemetrexed, methotrexat and raltitrexed,

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

[13] The use as described above and/or below and especially as described in

one or more of the paragraphs numbered [1] to [12], wherein the at least one
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one or nore of the paragraphs nunbered [1] to [1 1],
wherein the one or nore further chenotherapeutic

wW@o®ang7oes her than the at | east one specific iPCEEPI008/000328

l'igand and the one or nore al kyl ati ng chenot her apeutic
agents (b) are sel ected fr_qog]_t he group consisting of:
i) EGFR inhibitors, selected fromthe group consisting
of cetuxi mab, panitunmumab, zal utunmumab, ni notuzumab

%?)e%ﬁk:uﬁté@lh IRfAA el died Froph! Ehec @RdtipSddridastiply of cyclo-(Arg-Gly-
itinib, erlotinib and |apatinib, ii) cytostatic

aIA@D -BiPhe-NMler¥ab) etherpharmaseutied R ecspsale degvatives, solvates

cHEPE, Fels BRI bRl RO aRREEHED 4 griliplt8r 220 mo to
t e spoomg perveeek. i ng of docet axel and paclltaxel
and/ or the group consisting of irinotecan and

topotecan, jji) cytostatic antlblotlcs sel ected from

ggﬁﬁgﬁﬂ%stg%sdééc'nﬂgdqm@gww t?él CI i %%é:‘?él \}/' as described in

rubicrn cln and valru
argrig'et mooe of the pmlgmteﬂntﬁmbmddw[d] o p‘ﬂﬁ wbemlrsthmglatuﬁum

5-fluorouracil, capecitabin Si narabi nosi d, an
d,qqqg@lp ) h@( gyt &ﬁﬂ“d&s pﬁ\é}a&nq)%r INs@Rq, axglfplatln are

PelFhinfstertd t%ﬁtf@%&@ﬁ% Aot bf 160 €511080%ng in one or more

pharmaceuti cal |y "accepta e dervatives, salts and/or
sqortibes wither a time parkdd oha tadaveeksdescri bed above-
and/ or bel ow and especially as described in one or
nore of the paragraphs nunbered [1] to [12], wherein

t hﬂnéfrebﬁﬁéﬁt &meple&u@astnﬁ@%emémmmt agthed from
e group consisting of cycl o-(Arg-

A@‘m@emmla)ge hin Mfﬁﬁd@%ﬁﬁ%ﬁl s apEtEAcied issue. Thus,
agbﬁﬁ agf’%é’rié EW?E%%H@#%%%& g?éi’its Berally includes a

b dIO@( ostfkto fhedgnd bemase respettise ruhbaubtla@capeutlc agents.
and/ or bel ow and esgem ally as dest]%rl bed jn o

moFking ita@csavBLNabAOSHE afierapquiis agejiie, when applied

t t t

ci BT EireRAELGRE ielloRs (BF ALY GRRK pelicnfancs

adecherstherapetic ag‘tmtspanmleas tHey sm)many;m’ hetdly @oytagute toxicity)
i n one nmor e port.iof

et s MM SO | Mg
t r\ﬁﬁig J8the HdnsiAizeRtioMidr the haspeihies @ﬁ@mbthbragémi(Sag@nt during

t he broadest sense, is a protracted issue. Thu
which time the patlent's body is allowed to recover from the tOX|C|ty of said
chemotherapeutic agent. generally, this treatment regimen comprising the
application time period of the respective chemotherapeutic agent and the
recovery time period after the application of the respective chemotherapeutic
agent is repeated one or more times, preferably several times. This kind of
regimen is usually referred to by the skilled artisan as “cycles”, each cycle
comprising the application time period of the respective chemotherapeutic
agent and the recovery time period after the application of the respective
chemotherapeutic agent. The duration of the application time period and/or
the recovery time period after the application of the chemotherapeutic are
usually depending on the properties of the respective chemotherapeutic

agent. Accordingly, different chemotherapeutic agents can have different
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the treatnent of cancer w th chenot herapeutic agents
generally includes a prol onged exposure to the one or

woroe/08mspect i ve chenot her apeuti c agents. Taki PQI/EP1008/000328

account that nost of the chenotherapeutic agents, when
applied in an efficient dqég,_ are toxic for the body
of the patient, the chenotherapeutic agents (unless
they show any or hardly any acute toxicity) are

98 0RItRINSYOf ARG bbpHcAtsT tie GRirbdi and/ori thistredovényeime period after
followed by a tinme period w thout the adm ni sfrati on

othe athecaljaseetheeanawticot Hus dpedenath ayeiration et & gYelRican be
: gﬁﬁéé{;\?oggiez%f %hégﬂn%'r%&ltic%té.%éﬁ&r%“?,rthlfelrl%thrtﬁ a

erapeutic agent generally, .
t BiGletis ARbeRVEer 69t Week TPt 2 vicels t merappfecdly one wWeek to six

P ek cavkrspecals B f e BB b B B Hppsctve
L%ﬁgﬁ}%ﬁﬂ&éér%pgﬂﬁg?éggg@%ﬁ fn &?S%dn% pEEBFAE eﬁld@ﬂg? ®he the

S, pre everal tinmes. This kind of
r ehiysierst ko adapiathieyactedleadrainistiation to ke status efitherpaticny, i.e.
as "cycles", each c
Tl

le | i Sj h Licati Ny
RSB PGB IR RSN SIS VR EHERo PGS PNt or divided
and e SrSRENEPYrtibhTRdRRRisksteald: @ifidraat PRk vitin te ofcle. In

t he respective chenotherapeutic agent. The duration of
t tlee aptingaafta combinatiopdraadareahaPOPrising tWecVERrIe t i ne

eriod after the applicatj '
D28l ool SN, AR b o RIS gAY icsame or
r eS@fEHN S GtRIRIMRY paranél. i thgenemofiserapdutighgent is

di fferent chenot herapeutic agents can have.
diddneinisteredrtatthe pationt mHWanmFPE?aW'?JHn?iVYi@Wb@P? gycle, each

1d/ h . i ' t . . .
c oo L LB Gl o fffefel oy \iinih BIPLyASAWh respect to
C)eHch difétlgg bﬁedjc{ﬂﬁ@r@tpﬁmitlﬁ&ad?iti]rii‘st?r@htgenﬂeealm mereyfhan ore cycle,
agents. Generally, en of a cvcle js in
ortactaRly N o UiscRe NG 5B rog B FERE EFfles are
\gﬁaﬁbﬁgagg tlt?% gSﬁéﬁ‘ll E}’ef.grétﬂy duvaakaalyRieh outblpausth&enerally,

respective chenot herapeutic agent is
ginttmone than2docydepare agpiled, todhe patingt sukstapiially without a

physi ci to adapt the actual LN hon:

Crause. Sheiapiaent aogoieit oy deR b AR bl g Bause to
CHAb§ dtienBiot FachbfaRE chendtiferagsiitiisadmlriisteret isdjeriedaldy a
intotwo or nore portions adm nistered at different

t i stasdaiictfor of meny@fdhe chematihrrapeviicsdessribed herein.

conbi nation treatnent conprising two or nore

chenot herapeuti c agents, generally two or nore cycles

( hawédigirighe tetimeperiod of 2 to 4 weeks referred to in the paragraph
numbered [14], wherein the platinum containing chemotherapeutic agents
cisplatin, carboplatin and oxaliplatin are administered to the patient in an
amount of 100 to 1000 mg in one or more portions (within said time period of
2 to 4 weeks) is preferably to be regarded as one cycle. More preferably, the
time period or cycle, wherein the platinum containing therapeutic agent is
administered is about three weeks (about 21 days). With respect to
oxaliplatin, following administration is also preferred: oxaliplatin is preferably
administered to the patient in an amount of 50 to 500 mg in one or more

portions, preferably one portion, within a time period of about two weeks.
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a different length) run in parallel. If the
chenot herapeutic agent is admnistered to the patient

WO p0oB#0E700F Nnore portions within one cycle, eacPCPpBP1008000328

is preferably given on a different day within said

cycle. Wth respect to eachgof the chenotherapeutics

adm ni stered, generally nore than one cycle,

preferably two or nore cycles, even nore preferably

t Wo@@rd]n?llypﬂ% dwatien ofaecyaiphithdesmedt he oraliplatin js preferably
preferably substantially with out a pause. Cenerally,
n@PORbIEO WeEKS24 cycles are applied to the patient
substantially without a pause. The application of

about six cycles substantially without a pause to the
p@éretlly, dhe emphatof carm be cueninisterede tivé patiaoihasisstrovedin the
is generally a standard for of many of the

c#kot her apeutics described herein. Accordingly, the

t iBFRrdighl QISE_[?U% lg%fjf‘nn]“i%?é‘rédr@ftt% Sﬂeﬁt%'a‘h aBunt of 50 mg to
par agr ap ered wherein the platinum

¢ GO0aingi withic loeesotyick, mwref%rgbiyt@ grigstel 320 mg within one cycle.

p?rpgq%flg\tyn agrgﬁﬁ)éﬁp% %f,p Bl?a égq@'ﬂg{eﬁgﬂoe{heed tgerrﬁglqlven in
PR 'p%F%q(lé\#et miefreSsiitAe bytRe RaFfaod oofhezpmerﬁ neakshgns.
pr ef er abl gto be regarded as one cy

prAﬁoe)rqabg cishlatini igwreferakiy a@mletﬁqr@d tq\,ﬂéq gpﬂer@tH@ an amount

" ot a0t 4t ol B PRIEREN, A4 G0 marfy Tt aeciifabout
0X]Edcj Rigahf withfrobhe@wyelg. admi nistration is al so

preferred: oxaliplatin is preferably admnistered to
the patient in an amount of 50 to 500 ng in one or

ol BAELNEBSpIRACA B0 URSIRa Il B ofinidtemotidridTinore

Wwo wee cordi ngly, the duration of
a pmférabwﬂt tm 5 psrmms eaenmxbnemraferred t@ﬁeﬂr&mqplally
about two

ad}FﬁfﬁngIng@@n@d)qugn Bgtqrb%{iasé %erﬁﬁyé é;ﬂﬁﬁﬁ%eggm nistered as

Pr&f eRnallfysionl spl atin is adm nistered to the patient
in an anount of 50 ng to 500 ng within one cycle, nore
preferably 80 ng to 300 ng within one cycle.

f h f
Y SE kel DRI g BRI ERAEP 8o i
thﬁesghl-[face of the patient, i.e. in rrg/er

Accordin cisplatin is preferably ni stered
 regerehh Ao R IR AR TEHIeR EaneRetRG} Rbai ABLN 8f 200 mg

Pr&t RIGRPINY Withih S8 8/ rﬁgreaﬁ%fé‘éﬁ%(ﬁ g @RBVY mg within one
cycle and especially 400 to 700 mg within one cycle. Even more preferably,
the carboplatin is administered to the patient in an AUC (Area Under the
Curve) regimen, more specifically an AUC 4-8 regimen (4-8 mg/ml/min),
preferably an AUC 5-7 regimen (5-7 mg/mi/min). The principles of the AUC
regimen or dosing are known in the art. Preferably, the amounts to be
administered to the patient in the AUC regimen according to the invention are

calculated using the Calvert formula and/or the Chatelut formula, preferably

the Calvert formula.
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100 mg/ n2 within one cycle. The anount cisplatin can
be adm nistered in one or nore portions, nore

wpe@BesaRdy 1 to 5 portions, even nore preferredl/LP1008/@0328

and especially preferably in one portion on one day.
Generally, cisplatinis adn;ifni stered as an i. V.

i nfusion. Generally, the ca 6rJ'opI atin can be

adm nistered to the patient as is known in the art.
PrefioeaHormutar bopl atin is adm nistered to the patient
in_an anmount of 200 to 1000 m% wi thin one cycle,
W@@P@@MW(M@F@@QX(@@@ rgl/min)k A5bne cycl e and
es er g_L,Iy 400 to 700 ng within one cycle. Even nore
pr er ly, the carboplatin is adm nistered to the

pARlEN Arga IhdePthd Buede (haen X hm)Curve) regi men, nore
specifically an AUC 4-8 reginmen (4-8 ng/m/mn),
pr@?éfﬂldbp‘},e%n AUC 5-7 reginmen (5-7 ng/m/min). The
prhnRGi A I eg S| e known in
th%ﬁar{b?%t@{'%@%@“g? I‘égﬂg%ﬁﬁéds% %eg%a inistered to
the patient in the AUC regi nen according to the
invention are cal cul ated using the Calvert fornula
arfehdlelytiemeylat el ut fornul a, preferably the Cal vert

( RHoPIHH IEdor BT RUCTIRRR T 5Pl clefience
Cumiemipfrg/ M x m n)j x = multiplied &CCl = Creatinin

Cl earence (of the respective patient) Chatel ut
f VRRME: Carbopl atin dosage (my) = AUC (mg/m x min) x

CafEPL Ared Undepti@cenigr / m n) . wherein: AUC = Area
Under the Curve Fornula suitable for estimation of the

carboplatin clearance of a patient for use in the.
%&rﬁﬂ& stﬂés'n‘é'féé- estimation of the carboplatin clearance of a

patient for use in the Chatelut formula:

for Males = (0.134 x weight) + (218 x weight x (1-0.00457 x

age)/serum creat.)

for Females = (0.134 x weight) + 0.686x (218xweight x (1-0.00457 x
age)/serum creat.)

Age = age in years

x = multiplied

weight = weight in kg serum creat. = the serum concentration of

creatinine

The amount carboplatin can be administered in one or more portions,
more preferably 1 to 5 portions, even more preferred 1 to 3 and
especially preferably in one portion on one day. Generally, carboplatin

is administered as an i. V. infusion.
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for Males = (0.134 x weight) + (218 x weight x
(1-0.00457 x age)/serumcreat.) for Females = (0.1 34

woaeogitey + 0. 686x (218xwei ght x (1-0. 00457 XxPCT/EP2008/000328

age)/serumcreat.) Age = age in years x = nultiplied
wei ght = weight in kg serum.creat. = the serum
concentration of creatinine The anount carbopl atin can
be adm nistered in one or nore portions, nore

Preéserany ythe dxaliplaidrddrops adevistened & fHeehatigrachslis tkpo@n in
and especially preferably in one portion on one day.

Géh@lazﬁlly carboplatin is admnistered as ani . V.

33 E‘%@BQG@SS ;ﬂgw\s LaGiRERk Pt oatth'eﬂbaﬁﬂe?‘nt li’rﬁeap amount of 50 mg to

€ patrent as 1S known In

Pragfoemgbivithin @nal ¢y@il@tmere prefetably 80 engetd 300 mgewnam @md cycle.
in an anmount of 50 to 500 nmg within one cycl F
r
P Iether dwrjioBof Hie t%c'mahauwhm Ar ah%wcfy@ webks, thpoxaliplatin
CUE RLoRFal) i BIGLS 1 nd BB EatiguRbat1od LS00 m e
t hdurgtidn efthd d:ycael |Siabmmlttwmfw&é1€s ttoe Bﬁﬁllp‘rgtln Is‘ pn:elﬁerably

duratjon of th | b
odmisisleres PahgReteRk s 91 AT B 3046 220 DRCPfRlerabl. the

i
S i Pt 0 U v
i metyepéiths budne sudace obthe patient, tédn sug/imic Aceordingly,

ool e 00 eSSBS o BBl 59 o 15

S%leﬁﬁihlméﬁ@cwléhm e&amme/ab@ut 130 neyatplithiabastcycle,

ng/ n2 wi thin one cycle, especially if the duration
ofesnﬁ@IQWdf the durabien of mﬁ excleis abeutithfas pr aReiifour weeks.

HFEPHIE, e SRR, b BORARRIREI e patipyyn on
nrg%rﬂBum émmtcﬁ}n@O eyghe, W|tr|0n oa)emyplee f@b@xﬂmﬁl’é at?jutBS mg/m?
w thin one cycle, especj uralno
o e, SSRE gL dialb areae B aBou G ecks.
be adm nistered in one or nore portions, nore

preferably 1 to 5 portions, even nore preferred 1 to 3
anthe apenirdlokgliplatin can be administered in one or more portions, more

preferably 1 to 5 portions, even more preferred 1 to 3 and especially
preferably in one portion on one day. Generally, oxaliplatin is administered as

an i. V. infusion.

[1] Generally, the cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), can be administered to the patient as it is known in
the art.

[l Preferably, cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof and preferably cyclo-
(Arg-Gly-Asp-DPhe-NMe-Val), is administered to the patient in an amount of
250 mg to 12500 mg, more preférably 450 to 10500 mg, within a time period
of one week. This is also referred to as the weekly administration with
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preferably in one portion on one day. Cenerally,
oxaliplatin is admnistered as an i. V. infusion. [I1]

w@2mwensiory, the cycl o- (Arg-d y- Asp- DPhe- NMVe- VaPQT/EP1968/000328

pharmaceutically acceptabl e dervatives, sol vates

and/ or salts thereof, pref e{)abl y cycl o- (Arg-

d y- Asp- DPhe- NMe-Val ), can De adm nistered to the
patient as it is known in the art. [II] Preferably,
cyespedtAo ¢ySoy(Ag1G IPRsh-DrheViMe- Vil ePrdferatiy, @Wbealgfl y
accept abl e dervatives, solvates and/or salts thereo

 RSTPE(EEIaB |0 g BiMeN FMEYDS tokes PEOPHMONNETOES Smess
SR S5H8E BB Gty 8 R S bt

t irfrrefepaEIlyod vgéelm_n adw&mbtrafrdsrh e; the given anedwents ¢akdsoplase two or
the wee a nistration wthrespect to, , ,

c P15 e ,-@eggrabﬁf yoh DR RNY {ilgse pifhin 2y tims, pRgieg!of about
a4k wabk PrRferabi ég‘?e WeLRry R tloAAEh PRt I By Ab-(Arg-

nore tines, pre ree tines, wt
t iOGiy-Asgr-DdhediMeb\dat) talkE$plaweMlngFPwefcmrabreyweakmmeﬂhhrythe

adm |st atio of t he n,.amounts takes place two or
ntbQ CY6 %qﬁﬁ?ipgqq\@oﬂl%ree or four Itol nmes ,
W'd)*@in'é & rhbFEalR§fEtiRg HenftAbfape@Ut 4BAtsS andig er abl y,

the weekly adm nistiation with respect to cycl o-(Arg-
Gby)-oneerDPhes fuheygshpmatkerapglitic ageotsi ether thartherateast one

C RoeanGen ioBrE B s B O RS e
rgye(p.(s b) one or nore further chenotherapeutic agents

other than the at | east one specific integrin |ligand
and the one or nore al kyl ati ng chenot herapeutic

[rW{pl oﬁ’é?é‘r e Welek| ﬁﬁﬁ%rqlétrﬁlo‘f‘ﬁﬁkﬁ ¥espect to cyclo-

m st respect to
( /(\Agg-GlyfA%ppDBﬁbd‘JMh’walalta)kesaﬂase pleog edery wgekwéthin the cycle
week with cle or the cycles with respect 'to
t 106 thg CM?I'@SCW“W egf m%5t| ng chenot herapeutic agents,
réﬂ’o‘?fe ammamb%hfe%dthsara;féﬁﬁa%aﬁfsa%%c agent s
ot her t an e at | east one specific integrin |igand

ark) qﬂeeordnera)mrt’r@r@hamo}hataupﬁgu@ pgadtsiethepthan the at least one

Qg ec%uc integrin ligand and the one or more alkylating chemotherapeutic

agents.

[IV] The amount of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof and preferably cyclo-
(Arg-Gly-Asp-DPhe-NMe-Val) to be administered in the weekly administration
with respect to cyclo-(Arg-Gly-Asp-DPhe-NMe-Val) can be a the same or

different in each week.
[V] The following dosings or regimen are preferred in this respect:
(A) The cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable

dervatives, solvates and/or salts thereof and preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val) is administered to the patient in an amount of about 500 mg
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[1V] The amount of cycl o-(Arg-d y-Asp- DPhe- NMVe-Val ),
the pharnmaceutically acceptable dervatives, solvates

w@nwBos70gal t s t hereof and preferably cyclo- PCT/EP2008/000328

(Arg-Qd y- Asp- DPhe-NMe-Val ) to be administered in the

weekly admi ni stration with ggespect to

cycl o- (Arg-d y- Asp- DPhe- NMe-Val ) can be a the sane or
different in each week. [V] The foll ow ng dosings or

r eqyi atrout 2000pmeg fomice edwieek telaich weskpeuring () cybieeor the cycles with
cycl o-éAr g G y- Asp- DPhe- NMe-Val ), the pharnmaceutically
ad€8peedrd8er vati ves, sol vates and/or salts thereof

ggé;}]. SHebehkd )én&y@in@-ér@rﬁotﬁeva-ﬁm érggeh@s-,%/aml ) is

nistered to“the patient | anca unt' of about 500
ngororeboumo?® Qlrthay anecrotherapsiitie agenteeathed thamtiet aideast one

SRR R b 58 B o) ool
NMggerftslr t her chenot herapeutic agents other than the at

| east one specific integrin ligand and the one or nore
al kyl ati ng chenot herapeutic agents. (B) The

B e A CERCASS AR MR vl e PRATRE sy pcetable
angerRafNed, ablvatey ahdrot Aalls tReredSand priferadiecydXArg-Gly-Asp-

adm nistered to the patient in an anount of about 500
ngPBhedWdeatValpisoadrinisiead 1@ thedatiepkin aramaunt ohgbewue500 mg
cy I W*’is r : [ ;
al y?%éﬂtnzg% ?h@ﬁg\fvﬁg ape%# i%ﬁé@%ﬁ%&ugﬁpﬁ% c%?@gﬁéhég?ycﬁes with
noegpéctrtoithe chenot her apeutic agents other than the at

| east one specific integrin |ligand and,the gne or nore
a1 2y078 PREER anoEnaT o Betarbite ageays Anglor
U &h iofd Yurfifh-ddnsothbRpéatit agehts Ol IRetiNe #abhst one
ac e%%éaéfgmd%matlves, sol vat esI ar?d/or salts thereof
arspeuifeef ietegrindigand and (har gpecby mase aitiytaling\eheraptherapeutic
adm ni.stered to the patient in an anmount of about 500

% day on five consecutive days within one first

week and in an anount of about 500 ng on one day
wi t hin each further week during the cycle or the

cy€)ekhenpyalo-( AegyEht-Asp-RRke-NMe-Val), the pharmaceutically

acceptable dervatives, solvates and/or salts thereof and preferably cyclo-
(Arg-Gly-Asp-DPhe-NMe-Val) is administered to the patient in an amount of
about 500 mg each day on five consecutive days within one first week and in
an amount of about 500 mg on one day within each further week during the
cycle or the cycles with respect to the

a) one or more alkylating chemotherapeutic agents, and/or

b) one or more further chemotherapeutic agents other than the at least one
specific integrin ligand and the one or more alkylating chemotherapeutic

agents. This is especially preferred with respect to SCCHN.

(D) Alternatively preferably, the cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the
pharmaceutically acceptable dervatives, solvates and/or salts thereof and
preferably cyclo-(Arg-Gly-Asp-DPhe-NMe-Val) is administered to the patient

in an amount of about 2000 mg each day on three consecutive days within
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a) one or nore al kyl ati ng chenot herapeutic agents,
and/ or b) one or nore further chenotherapeutic agents

wW@rdwenstokan t he at | east one specific integri nPCT/GR2908/000328

and the one or nore al kyl ati ng chenot herapeutic

agents. This is especiallyggreferred with respect to
SCCHN. (D) Alternatively preferably, the

cycl o- (Arg-d y- Asp- DPhe- NMe- Val ), the pharnaceutically
acmmpttrabt/veetstamiainiareamosnt ofaalmut 20000ng Sal one tag malhin each

aﬁﬂnﬁ%ﬁ@% dufipathe thé‘ér%ﬁhe CMCA'SQE "‘él%oﬁ?r??’lggtt\‘/’ l 8uit > 2000

e first
b A R e e Rl S

vvltt)h)rte @ratnbré furthes cheswik heapientic egentmiher than the at least one

I t th
crBRGTIoaP el e A e Shrapions SRS st fbkdiue
hé%]@?ﬁé‘eTtﬁQ‘Pé“és%e@&ﬂWp‘ﬁet@h’é@rwntm@%pbbﬁtoasCLeﬁSt one
specific integrin ligand and the one or nore

al kyI ati ng chenot herapeutic agents. This is espeC| ally

5@ ?r?%@wé @‘e@"?‘b%@ GRS H'i"E% W%{\éﬁ ?cfeutica"y

acsRRbibIe d@lwatmas Vﬁﬂvat%@an@ﬂkﬂesa‘!trsdherecﬁ alnﬁaarefeeabqucyclo-
and pref erabl y- Asp- DPhe- NMVe- ValgzJ
adAr oGy drapdD @etwep\a{@t adminisia o s RATeRh AN SgERpnt of

cy qoorelg W P\A}ﬁg%n%gﬁjwwﬁ% gHI‘ VSEk &Llﬂ'ﬁ't t%%l (%C‘R{ EF Pfétcycles with

espec one o I'ng
chregpéttetoaheut i c agents, and/or b) one or nDre further

chenot her apeut ents other th n the, at ast one
S ke of e glRC R ar ARt gDt Ao St
aI 6‘ (H’é bPfhord ﬁm&%mhéﬁgéﬁﬁeﬁa?en@bthet shaPRCAtakAM one

erred W t espect to Preferably, nore
t tspeoafmn&;grlrellgﬂrtdtamceﬁtm@me oopmatie aﬁ9y|atm ¢hremetherapeutic

oAderity THs = o N oo aganreddthdisCher e

| east one specific integrin |ligand and the one or nore
aI | ati ng chenot herapeutic agents is qg ied to the

leRreferably nmr@ftbaamrys gycleWwith resRgcd d especi al Iy
%pén%oﬁét%l %%l@fﬁrﬁ gtthﬁghﬁenﬁlcpﬁe'n%]tand%ref erably
b) one or more further chemotherapeutic agents other than the at least one
specific integrin ligand and the one or more alkylating chemotherapeutic
agents
is applied to the patient. More preferably 2 to 12 cycles and especially about
6 cycles are applied to the patient, preferably comprising one or more of the
regimen (A) to (E).

[VIl] Preferably, the more than one cycles comprise only one of the regimen
selected from (A) to (E), i.e. the same regimen selected from (A) to (E) is
applied to the patient in each of the cycles. More preferably the same
regimen selected from (A) to (E) is applied to the patient in each of the about

6 cycles.
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reginmen (A) to (E). [VII] Preferably, the nore than
one cycles conprise only one of the regi nen sel ected

wo eawsg§Arsto (E), i.e. the sane regi nen sel ect Bd/EPnNs/000328

(A) to (E) is applledtothe patient in each of the
cycles. Mre preferably thé'sane regi nen sel ected from
(A to (E) is applledtothe patient in each of the

nz\%l' GtefoStve ﬂ/cé\é]'férlé Nihée rngl?rE'tHSﬁ %ni rﬁ%@saﬁrﬂ%riéé“ﬁvo or more

an one
r efithe reginlepicdetetéd dmnﬁ /eA) too(E()Ehe in chﬁenent dydiésdifferent

cycles different n_sel ect to (E) are
apppgiman selected ff)%ﬂ‘l(gﬁtto (F) 34 af‘?fﬁ@d tpgwﬁ&@l‘gnb\her ein
nore than one cycle with respect to the a) one or nore
al kyl ati ng chenot herapeuti c agents, and/or b) one or

mjng Thurst hecasﬂsanbetmm apmatthan ageruysleowm respeshta the at

| east one s r d and, t he ,one or nore

aI WANg: 11O ﬂlﬁﬁhﬁ@ %ﬂ tEe g IS aiggngpﬁlndgod to the
3'0‘?\'&t®r rﬁBP@f&ﬁfér%@nﬂfth@%ernc ﬁgéﬁtsﬁthbhmaﬁﬂﬁe%%m one

imen (A) to (E) are also or preferred in thi

r apeeific:in{elyinfigandand e one gvprpsnor%allwtatmésn@m%ﬂtane&tlc

o aests B asnlerdni b ipp R0 PP br e oot bPtnbdosings
dLHr'rEQmﬁéW#A%' (B8 aré Alsd bepreferked intihis respecat i on

consi sts of ‘about 500 ngy. This is especially preferred
with respect to SCCHN. (G Reginmen (D) is applied to

( RF ) %j,gl rﬁgfw é&i% é@ﬁ,é‘d {osth %‘ﬁleﬁt fdr thé ﬂ?’%%ﬂ/@ﬁésfcﬁlgb\}éﬁrby

es an especi al ly cycl es
Prregenei(A) fordurtormgl tyetes agd mspecia)ly abbet Swegtley. Preferably,

Zgﬂk@{g;’tf |rejlrtelg|?€$r§ nggsémaq%fk}yzg%gws%gaglo&@lstf gf ats)'out 500 mg.
ﬁ‘flgrsakéls)bel:%ll& E*’é’feﬁr%%ﬂﬁﬁﬁ rédpecERPSCOHNY W th respect

to one or e regimen (A) to (G, the duration
of one cycle preferably each cycle, is about three

dapRed (s PRl Estein 8 hedfE et ity

\% ecieny aesat owst Prafer
?r)é?Lrgel(E: }{/%} fd"q\ft% ef cy@lé@ ah@ ésEeCN Nfé ot 5 ck/ abyy,

th
prmrrmmrleganew?&b d%@mké/ A&pipistration Ccmﬂ'%f)égbout 2000 mg.

cyPrig T gl R R KOG e

[X] Preferably in this respect and especially with respect to one or more of
the regimen (A) to (G), the duration of one cycle, preferably each cycle, is
about three weeks (about 21 days) or about four weeks (about 28 days),

more preferably about three weeks (about 21 days).

[XI] However, due to the extremely low toxicity of the cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), the pharmaceutically acceptable dervatives, solvates and/or
salts thereof and preferably cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), it can be
also applied to the patient outside the cycles with respect to a) one or more
alkylating chemotherapeutic agents, and/or

b) one or more further chemotherapeutic agents other than the at least one
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al so applied to the patient outside the cycles with
respect to a) one or nore al kylati ng chenot herapeutic

wW@g®angi02and/ or b) one or nore further chenot heCEPRDS/ 0328

agents other than the at |egst onespecific integrin

ligand and the one or nore dlkyl ating chenot herapeutic

agents preferably in a dosing or regi nen as descri bed
e ifRNeteyrindR]amd arlditfe bSe BF AT AIkWatRtly eémegRYapatic

a nalntenance t erapy consi sting of or conprising

pragestsreferablyiintg desiog OEIﬁ%Q'Hlﬂﬂ as gescribashabpve a@d/or below.

pmlf %ﬁé é%ﬁ?c%ﬁ @Wﬁggg?i%%\l g? 8 ?rs)%gce therapy consisting of or

angtinaprising ! sreférabpodorrinstiney & tﬁéaidnY nistration of the c%clo (Arg-Gly-
cyclo g- d y- Asp- DPhe- NMe-Val ) for one or
f o‘ksrela%’m @M%Vaupth%pwniﬁﬁ%ﬁ%'%Q@?ﬁﬂié%@t%ﬁﬁli’%\{qsy solvates

ey s RSB e GRS L D he e Vel o

med ez oimmionties) Xorr edcarnplesfor upito @damenths, even subtiaméially without a
cycl opham de, gentitabi ne, paclitaxel, docetaxel,
peRtS€exed and/or 5-fluorouracil are typically
adm nistered as an i. V. infusion. Etoposide,
cycl ophospham de and vinorel bine are typically
adbisplading catbopiating oxaliglbtiy, chlca(sA@aGiy-As'p—EDﬁ’llﬂMMer.Val),
However, oth er ad n| stra L on ener.al | e .

L EBHIat, CoRU7AGaPo CoK s e fTecARE IR T Be bydBphamide,
prg?érﬁéutaqﬂné Uéécﬁiféxél’fddd&a%l ShambtreR¥E AhtT 5- ﬂu@b@ﬁadiIQare

The use of at |east one specific integrin ligand fo

t Hypicahy Bdotinistered ag areld Ve #fedionf or t he treat nent of
smal |l cell lung cancer (SCLC), wherein the nedi canment
IS to be used in conmbination wth a) one or nore

al kippbatideg cotlephogistiapidetarad vgerdlisineaind tgpitalhnadmninistered
one or nore further chenotherapeutic agents other than

t reithear aralhser anansheciffugionnt egrin i gand and the one
|
OMaRESe o déra% it ﬁ}ﬁfegrﬂﬁ%% e%e?éllé"%e?gppf&f §E&Rtng to

as describe ove an d es y as
detberination ifavailablenor e of t he par agraphs nunber ed
[1] to [14] and the paragraphs directly rel ated
thereto. Generally, the at |east one specific integrin

|| gpsreridaes ject T the irstantkidléitiotdrelates to:
The use of at least one specific integrin ligand for the manufacture of a
medicament for the treatment of small cell lung cancer (SCLC), wherein the
medicament is to be used in combination with
a) one or more alkylating chemotherapeutic agents, and optionally
b) one or more further chemotherapeutic agents other than the at least one
specific integrin ligand and the one or more alkylating chemotherapeutic
agents,
preferably as described above and/or below and especially as described in
one or more of the paragraphs numbered [1] to [14] and the paragraphs

directly related thereto.
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chenot herapeutic agents (a) , and/or the one or nore
further chenot herapeutic agents other than the at

wo e@sosore specific integrin |igand and t he onECDEP2008/@0328

al kyl ati ng chenot herapeuti c_agents (b) can be
adm ni stered in an anount “#td/or a reginen as it is
known in the art for the respective conpound.

Predssal YineldiGedit edﬂ’fbﬁﬂgﬁﬂ@;&\d, HEGRE Br 'nﬁ&%zﬁgliylating

d
the one or nore al kylating c apeuti c agents
, Chediathetdpeubin@gentsi@)e anafartibe ortecoronbes Aptheri c

o B e S S o fr LRH I S S8 She b EHEbh fgano
aghpt the(dhe 8F Miopd %Wyla%@r&%m@th@%;?émwggoe@ﬁﬂ&rca@) be

regimen as It 1s described above and/ or bel ow for the

r exipeinistereddorgroamaunt asd/oTagegiseermas dtas knowedndbe ast for the
and/ or .bel ow and especially as described in one or
mSPEPTIVEHPPEPW - aphs numbered [1] to [14] and the

par agraphs directly related thereto, wherein i) the at

| east one specific integrin |ligand conprises one or _
nitreferahiyo thrist lceskene gpeeifimintaariglisapd dbasang ongors alkylating

cy¢lo- - - - - Val ), tically
acci‘ggchﬁ%gapgé%\(}%%\r)g@s%?@béfn cgrarl‘ﬂ%3 gé ereof, ii)

t hepastberapsutiermyents etHer thengtieaacleast &itd Specific integtiveligand
one or nore al kylating. chenot herapeutic a egrk S)h%’a) .

c st iheconsher Brorengikyl msp@mm%thgme&t'@oa%% kirregdiuipistered
CQH%'nséthnpén@B?‘E'r@%ﬁ?\&?gg 318 REcADEIabEE BREMrIDEIow for the
agent s and oxazaphosphorines, iv) the optional one or
noespéctiviehesmpbemabt her apeuti ¢ agents ot her than the at

| east one specific integrin ligand and the one or nore
al kyl ati ng chenot herapeutic agents (b) are sel ected

f 1198] THE L8EUYERMBEed ddteUndror BabAtark 8spedifilydss 88scribed in
cytostatic antibiotics; and the pharnaceutically

acueporiviose 0é theapanagsaphamnumbarey B t@ 614l angsthe paragraphs
- dSfsedy Qet Merd® R ccrea trom
O pERPAIBBEOS e 8Becifi® Irtegiie ligamd tymbrisss bhe or more compounds
Oxazaphosphori nes o
selected from the group consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val),
the pharmaceutically acceptable dervatives, solvates and salts thereof,
i) the cancer is small cell lung cancer (SCLC),
iii) the one or more alkylating chemotherapeutic agents (a) comprise one or
more compounds selected from the group consisting of platinum containing
chemotherapeutic agents and oxazaphosphorines,
iv) the optional one or more further chemotherapeutic agents other than the
at least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) are selected from the group consisting of
cytostatic alkaloids and cytostatic antibiotics;
and the pharmaceutically acceptable dervatives, salts and/or solvates

thereof.



Cycl ophospham de, |fosfam de and Trof osfam de; Platin

derivatives, nore preferably fromthe Platin
waleeswgmeyves Cisplatin, Carboplatin and Oxal i pPGI/EP2008/000328

and pharmaceutically acceptabl e dervatives, salts

and/ or sol vates thereof. Qﬁ“dst atic antibiotics in

this respect are preferably selected from

ﬁ:ﬁuﬁ%éﬁﬂ@ Eh8@Dthdrape }Jﬁ%lﬁééﬁ@klhlfhlfsrr@%é&t%re preferably selected

racyclines Dau I ne, Doxor ubi ci ne,
Efianatbi ci ne and | dar ubi ci ne; Ant hracendi ones, nore

pr fera Igp toxalr}ﬁ%r%r;% F]e Bglyé%hehﬁ% efe %g;lnl){orines
Mdywﬂﬁd%pﬁanﬂaé l%‘s?éﬁ%@éhﬂ Q?bfo)éfa?ﬁi@iépt abl e _
der'vatives, salts and/or solvates thereof. Cytostatic

aIFNailm) dagvativesh moreqrptecablyfeomthee Elatis ger@@tygs &zisplatin,

Podoph ot pxi pderivatives, nore preferably from

%S rﬂo{) ﬂﬁaﬁ"r‘w vatives Etoposide and
T%mdp&%rﬁ%ce\ﬁmeé@ atdaptaplddervativespsafieaablor sbhenes treereof.
vinca al kal oi ds Vi nbl asti ne, Vincristine, Vindesine

and Vi norel bi ne; Taxanes, nore preferably fromthe

| ROERPIITIRIES 1Ms FOSid 21 B CEIRER o6
dexritieddyeised, monet mbmmapemmyclm Daunorubicine,

pharmaceutical |y accept abl e dervatives, salts and/or
sd?%"é%‘ct%féﬁw iqing pnedabicing descri bed above

o fitacalitos HrE R BloYa By MRSEI ARG, R Cn e Decial Ly
asotlde&c pré.‘fedablyl séleetqthﬁagrﬁmnmuymmﬁlpqmymr@r@hd NMitomycin-C;
D P asrLEAy Sotriab i oy ahild sobadE mgeot

fromt he gr oup COI’]SI sting of cisplatin, car bopl atin
and oxaliplatin, nore preferably consistingof
ciGytbatatia ae\kajo@arlbapjsaeswectuar9 preferably 56 f8M:ne is

Cﬁg%(gc?pgyﬁgr (ﬁ?ié/ag{l{%%ﬂﬁgrgené é’rﬁbg}fr?ma(hgﬂo‘a'o%hyﬁotoxm-
p%&%ﬁ{/@é SXopwsde whd Gerpdedei ds and canpt hot heci nes,
Vlnca alkaloids, more preferably from the vinca alkaloids Vinblastine,
Vincristine, Vindesine and Vinorelbine;
Taxanes, more preferably from the taxanes Docetaxel and Paclitaxel; and
Camptothecin derivatives, more preferably from the Camptothecin derivatives
Irinotecane and Topotecane;
and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

[16] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in the paragraph numbered [15);

and the paragraphs directly related thereto,

wherein

i) the platinum containing chemotherapeutic agent is selected from the group

consisting of cisplatin, carboplatin and oxaliplatin, more preferably consisting
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iv) the cytostatic antibiotic is selected from
ant hracycl i nes, and the pharnaceutically acceptable

wa@leoosmsioees, salts and/or sol vates thereof. PCT/EP2008/000328

Podophyl | ot oxi nderi vati ves 6i n this respect are
preferably selected fromEt 5’|603i de and Teni posi de; and
t he pharnmaceutically acceptable dervatives, salts

a%qllcgrg@m ¥Rd earddpiatpf - Vinca al kaloids in this
respect are preferably selected from Vi nbl asti ne,

Viiihthre exazaphogphdese mecyciophosphvasiidene; and t he

h ticall t gbl ' .S,
CER et akaRi R derea o bt HEn SN RO RREL
I evephyRicxiRes \ehabhkarid£ah€ dahpiidthetimekeanade and
Topot ecane; and the pharmaceutically accept abl e

ddyMheioytestatia pntibigticioselsoteddian armtiaiagyelines,

B

| dpépglefci ne; and pharmaceutically acceptabl e
dervatives, salts and/or solvates thereof. [17] The
use as descri bed above and/or below, preferably as

d i i n. . Qr:
[ FreddpM gl kRSP i BB cParaER B MeTBAE A tom
OfEtbbesiﬁﬁraigf'ﬁ@rlﬁafmid&bler ed [1&] to [13}]; and tRe

ara t, t t t '
C RS R rEACRLr AN SOk ae A bies: RETG PO Solvates
cqﬂe}e%tf_i ng of etoposide, |rinotecan and vincristine,

preferably etoposide, and wherein the cytostatic
antibiotic is selected fromthe group consisting of

dqxor ubi.ci ne angd .i darubi ci n [ ef I hi.ci.ne:
o RER SIS m his Fesdtl S BresBlan £5aR e PO RVIRbEishBe.
angihefistifd, Wah@ssihdehaofinofemsineal 1y, the etoposide,

I ri notecan, vincristine, doxorubicine and i da)'ubl ci ne

c aandbtheapiarmanesiticallyt acqantablgidesyatives, salts angiopRAlvates
tNReRld::

Camptothecin derivatives in this respect are preferably selected from
Irinotecane and Topotecane;,
and the pharmaceutically acceptable dervatives, salts and/or solvates

thereof.

Anthracyclines in this respect are preferably selected from Daunorubicine,
Doxorubicine, Epirubicine and ldarubicine;
and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

[17] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [15] to [16];

and the paragraphs directly related thereto,

wherein the cytostatic alkaloid is selected from the group consisting of
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Preferably, etoposide is adm nistered to the patient
in an anount of 300 ng to 1000 ny, nore preferably 500

w0 2009087025, within a tine period of 2 to 4 weeRGT/APIH08/000328

preferably within a tine p%rlod of about three weeks,
which tinme periods are pre grably to be regarded as
one cycle. Mre preferably, the anount of etoposide

a@%msﬁ@rlﬁdot&ah%doﬁhtﬁsﬂnel ?r@‘b\faﬂﬂy bfbp&nd@fan‘d%ﬁél‘ém the
netre of the a@the surface of the patient, i.e

mgyiastaticaptikiohig isyselegied firethe armup @crreslﬁmwsdca@ru@cme and
a in an amount of 200 ng/ nR
t3‘5%@8%%'ﬁ?*e‘?a&ged&gﬁ%bﬁé‘b?y 250 ng/ 2 to 450 ny/ ne,

f @indethemaemaceaticallyadteptdbl@deniatives, saifsréhd/vF sbivated

time period of 2 to 4 weeks and preferably within a

ti“ﬂ%reﬁ riod of about three weeks, which tinme periods

are preferably to be regarded as one cycle. Even nore
preferably, the amount of etoposide to be adm nistered

t &ereralhpithe mtoposidie, ridetcant dinthistee, dbrotubicipaland idarubicine
portions that, ar nistered to the patient on three
dFPf‘é}eeﬂ‘l‘mHB?}?recgf%‘?\?r%PW?ﬁr‘te'é BWEJR Ihe @& days and

nore preferably three consecutive days at the

begi nni ng of one cycle with respect to the etoposide.
Edpretarablyy etopesisieablagministeret dp dise gatiest iacan' amstiet e300 mg

t patient in about. 100

ofe B0 R Rote bRerdfpely Bt BhaPAS dyiin & THs PorBaiasat ¢

2 mﬂeék%yaad Pregérab Mhm?a fimelperyicdiaoui it e SIS, #Hidh time
4 to 8 cycles an Eem alr:qiy about 6 cycles are

am@rlpda are preferghdy tce € roga ed@p@m cyqieeM@rﬁ)Qref@rably, the

pr oce ur éﬁ%@éégé@?&fﬁé ge%&g el??l@S?Ng @{wggfﬁ%uare

etnogies bﬂmeCWthsurfm@a@fetdemeﬂt I@DrrEn'thrﬁ%SAccordmgly, more

refer oneto@12t|rres and especi al %_2t06
tlpﬁ%f§ )5 he giaRos ea'ﬁé\&’tm'ﬁ'sﬁf?rﬁggo t'b? eptieniynanpmneugt of 200
PGP 1B RRf MERAZ, Rlg/iP%o 450 mg/m for example

procedur e/ regr nen. refe VI ncristine I's
amramasmwmdafmouhaoqam/eﬁt mthnmnmmpmod)m 2 torg W@ek'sOand

f hi
oProfarasy Wil el fuad of Snd thféd VeekS HhlR s bifiags are
apeeferdbly &8 bé&@gérdewihs:@né bWePEVé@ﬁﬁ)rérpﬁe@r%I?r el amount of

to be regarded as one cycle. Mre preferab

a@mm‘tSIQﬁf ta/be @drrymiswéedmrmﬂ pakignids dwldqdemptfathr@ﬁtahoyt equal
%F‘tfb EPaFéeédr%ﬂH&%ﬁegg% {he Ag"aftueﬁqﬂSp]gn}{?;‘ehﬁg?}egnt s O

e pa I en CcCor
ppeéferaa:by yhrebesovisacutivel dags arsd atbre prefeedtsd threet dtsecutive

p%%‘y& gtt trlmenbggmﬁ%u&tonoef cylclerr%th regpectct)o the etoposide. Especially
preferably, the etoposide is administered to the patient in an amount of about
100 mg/m? per day on the days 1, 2 and 3 of a cycle consisting of about 21
days. Preferably, 2 to 12 cycles, more preferably 4 to 8 cycles and especially
about 6 cycles are applied to the patient with respect to etoposide, preferably
substantially without a pause. The whole procedure/regimen described above
with respect to the etoposide can be repeated one or more times, preferably
one to 12 times and especially 2 to 6 times, for example about 5 times,

preferably with a pause in between each repetition of the procedure/regimen.
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ng/ m2, nore preferably 1 ng/n2 to 2 ng/nR, for exanple
in an anount of about 1.4 ng/n2, within a tinme period

W@2008/087102% weeks and preferably within a tinme PE/ERW0&000328

about three weeks, which ti peri ods are preferably
to be regarded as one cycle. Especially preferably,
the vincristine is admnistered to the patient in an
anmount of about 1.4 ng/nR per day, preferably on day 1
of a cycle consisting of about 2 1 days. Preferably,

t Prefereply, dincrisine ipadministersd tp the matigns irgn ampunt of 1 mg to

o SR EnaetPiBraBycy LT 8. PRl i ook 23pi fReghs and

Wi grafarbbly Withine timeeeroal ¢f gbout ttheealedsi®, mrdﬁm@rpetmﬁis are
above with respect to the vi ncrl stine can be repeated

r@efﬁraﬁWrt@ he fRaarded as Onstygles Moregreteraplye thexgrnount of
pr e i abeya&nh?lst@réd {%the. Ja‘?l'énf?ga@%ﬁu?ﬁw ) ep%qtdtarf@%et{;e of the

ause i'n n eac
t hgy meosmfhtreeéfrtaglpmnent Preefremgiting., Actmrdingby, crmasre preferably the
admnistered to the patient in an anmount of
afihzS 10

300”%“"\%? @%‘?'BF&?T&H 10 150 PehSnOD aRAmRTRPLT
p i Pﬁﬂ q‘b r%bbr%fé‘r %\,@Hﬁ tBrZeﬁvﬁyrﬁbler BhARpR lﬁ drl ount of

out t peri ods are
prafozutaib‘ﬂ yng/m bwnthasgaltld"eajpemdantez d:qélveeekmrm preferably within a
pref erab unt of do oru i Ci ne n ni st
P HEng aErofoniabouf TRHE s, SR g AsTiaBe Aue T BREPly S ve
t h%gékﬂécﬁé@ 0Pk dylR. By le@ié‘ll?/ dref%rablj‘/‘ tRB/\i¥oristine is administered
Accordingly, nore preferab he doxprubicine is

adeithe padiestin @ enwusiof @h@uﬁ h4amg/mmmnda)f, peeferapiven day 1

" slBicBhs B, S RBNF2 Thal, KheBaBh, A ™4, (Hd rore
Liprefarablyos 18 cjcles ahdresperiayltiutbatyahiyary adsplredao the

time period of about three weeks, eri

ar@atmréwm@sye@btoww&yafedeeefa@,abé\h%l'ﬂaleméa e@wm gause.
Pr-PEE WYY pr B d&éé%u?ﬁpéﬂgheﬂfdjé%’&%é@ 3‘5’008 wWith F&pect to the vincristine
ter he

admms atient 1s admnistered to t
patarebé repeated cdeeyor mposd timab) grederabhyeore tp maitirrgesoand)ne
cycle w ecj al

he d
reraal? (R SR oL a s B0 Wilfya pause in
paﬁétﬁ@en'é‘a@f‘re?)@ﬂﬁ@ﬁ oPfheahreidbddfe/rayiri8nt 0 60 ”U/ 2 per

day on a cycle consisting of about 2 1 days.
Preferably, 2 to 12 cycles, nore preferably 4 to 8

cYEISGRIE AR Pbbla AR RS AU ABR b Sy of 20 me

S URS3GOfrigRInhoteVipretepalbly 24 0DRUEED mibh wvithiroh ¢ime period of 2 to 4
weeks and preferably within a time period of about three weeks, which time
periods are preferably to be regarded as one cycle. More preferably, the
amount of doxorubicine administered to the patient is given in mg per square
metre of the by the surface of the patient, i.e. in mg/m?2. Accordingly, more
preferably the doxorubicine is administered to the patient in an amount of 30
mg/m? to 100 mg/m?, more preferably 40 mg/m? to 60 mg/m?, for example in
an amount of about 50 mg/m?, within a time period of 2 to 4 weeks and
preferably within a time period of about three weeks, which time periods are

preferably to be regarded as one cycle. Even more preferably, the amount of
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procedure/regi men descri bed above wth respect to the
doxor ubi ci ne can be repeated one or nore tines,

w@e@Besakd y one to 12 tinmes and especially 2 tBCBGEP2008/000328

times, for exanple about 5 tinmes, preferably with a

pause i n between each repet‘?au on of the

procedure/regi men. Preferably, Irinotecan is

addB%dir%@fn%dtottSé baﬁlrﬂﬁt@r&dio tHe ﬁélle?'ﬂ‘i’él%mﬂflsl%ﬁ)ecﬂr&) i patient
0O ng, nore preferab ng, wthinatine

perm ode dﬁyZptefezahmsekthedmglpmlegeﬂa)bﬂe;cyMe: Wlth raspecmko the

d of. ab
P RuBP S opet U Brofetetly, BRIRomEnkGs gdminglered to the
pf@ét%rrﬁm ¥n érmrarm%upholmgmt@wn@w Bbsasy ) dég, 1ofa

the patient is given in per square netre of
tmyc congisting ofq abouytad éays Ffreterabiy 240 i.cycles, more preferably
I rabl I rinot
2P el ndilyalich s AIRaHTRRodbe pptiat with

t eéPEctts/ dbkoriBitmep b@f@raﬂw suﬁﬁaﬁmélwﬂwﬂr@o&% ﬁEMéZ The whole

for exanple in an anmount of about 60 rrg/rrﬂ Wthin a
t i RfeCeddies@obmen %cw%@hgve\whﬁeépw Bithe @oxarubicine can be

t 'rES'BeB er a%lgf’ nfl%gwmééj g\{’%ﬁg%ne% 1%lrf\é§'§g8eé§p%g§ally 2t0 6

are pre be ré S one

prigrhes, bt ¢xautdpce abouts tmfesl preﬁethinlth@ peuse in between each
adrrini,s,ter d to the tient is adm nistered to the
pdePehiona %p'@&?dug’?'@gémﬁﬂi y at the beginning of one
cycle with respect to the Irinotecan. Especially
preferably, the Irinotecan is adm nistered to the
pafriegerabiyn limotacan it adrihir$tered wWothegratent m 80 ampurit o620 mg to

d on days 1 of a cygcle sisti.n of about. WA
il e pretoran 4L o200 Rk Wil f ikt Pghiod pf 248 Wik
CYAH L SreShbRERRRING tibheAHeiBd 6f SbsUteRre"\PedRP Mifeh tife periods
the patient wWith respect to Irinotecan, preferably

s lﬁf@tFHﬁfarab'y)IO\hq tegarded paese.cyviee Marsinseferably, the amount of

LS A 530 B o P RR3Ebat rid of e

prtﬁ/f ®ieadiiriacensf the pblieht, W@SIl’ﬁﬂ@/lﬁg pRsdoadingly? nﬁdrefiirefmably the
for exanple about 5 times, preferably with a pause,i
béflm@f@sa@a%ﬁdma@tqrwéwfaﬁ PetRNtip SETTP Wt Agithaig/m to' 100

ELA0R o}ez%r‘;ege?rlﬁg ﬁ fneftc?ﬁ e,{:] g/, §el é(é‘?ﬁ@%% nldfbunt of

The“usé as e and beI ow, pre era y as
d@mut BOcMigim rveittom amme pefiot fod 2|darzhgeap$19nd yreterably within a

]t]'??lé’ebﬁéé’ér%g’gh' %:Ie;@elrelé% Yv% %et?rﬁcral[p%%gjjls%re prefce)raquio be
regarded as one cycle. Even more preferably, the amount of Irinotecan to be
administered to the patient is administered to the patient on one day,
preferably at the beginning of one cycle with respect to the Irinotecan.
Especially preferably, the Irinotecan is administered to the patient in an
amount of about 40 mg/m? to 60 mg/m? per day on days 1 of a cycle
consisting of about 21 days. Preferably, 2 to 12 cycles, more preferably 4 to 8
cycles and especially about 6 cycles are applied to the patient with respect to
Irinotecan, preferably substantially without a pause. The whole
procedure/regimen described above with respect to the Irinotecan can be

repeated one or more times, preferably one to 12 times and especially 2 to 6
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and the paragraphs directly related thereto, wherein
i) the one or nore al kylating chenot herapeutic agents

w@ 2008a8®23el ected fromthe group consisting of PCTEP2008/000328

pl ati num cont ai ni ng chenD[QS[apeutic agents cisplatin,
carbopl atin and oxaliplatin, nore preferably
consisting of cisplatin and carboplatin, ii) the one

Okinigy, ¢orf eXdrhigle NG {rAe8NefdrabRORIH 8 paiuderinttetneéheach

at |least one specific integrin ligand and the one or
nmbeRetiionyofdhe Rjocoursiraeimgreut i ¢ agents (b) are

sel ected fromthe group consisting of the
podophyl ot oxi nes et oposi de, vinblastine and

t ghoposiddes eppedianppleferepisitieaspact. t he
pharmaceutically acceptabl e dervatives, salts and/or
sol vates thereof. Preferably, the cisplatin,

¢ EDRIL Y0 s MERLHBL A ebBuo Tt Hlefitath af Bodliibed in
k mperorirmotehef thet paragraphsmumberegar [@] ter ] wndespeciadly as

e bR 1| AN A6 THATe RS t8S sAragEPha PUGRsIRe 1ENa (43 o
aadhy S diRchpragiapihdsber ed [1 71, Wore

pre e cisplatin, carboplatin and/or
oxdlgreinatin is admnistered to the patient as it is

described in the r.aar aphs fol | owi.ng t r.agr
norpe s e SRR o B e N PR b ted from
NYROBFAY éShsistidPbf ﬁﬁaoluﬁmm%o@ﬁﬁrnbmrﬂ&wm@mvcwgents
bel ow, preferably as described in one or nore of the )
p&isRiptip parbeptatin aad oxplipigting more peefeehly. cansigting of cisplatin
as ' ..n one or nore of the paragraphs nunbered
[a%gﬁ%%[rgl??n%gr and t he paragraphs gi regtl)e rel at ed

t higties one When@rerfuithet biserabtHerapeutinageris ottierdhanttleg ai feast

IO T —
?%‘@%ﬁ;}%{ﬂﬂg%re%few&ée{ %mgﬁag%&g)%cfi‘ﬁiyﬁﬁg cidhé polbBBh@Bioxines

ne or nore a chenot her ap_eutl Cc agents
( toposids elinblastiné rachtehipogideu preferablyseipogidst, t he

lo'efrlwtdI tp\gne)h%?maacéﬂligglycgc%%tta%% %%%lljatt#v%s,‘r’lgaqpst Znd/or solvates

thereof.

Preferably, the cisplatin, carboplatin, oxaliplatin, etoposide, vinblastine and
teniposide are administered to the patient as it is known in the art and even
more preferably as it is described above and/or below and especially as
described in one or more of the paragraphs related to and given below the
paragraph numbered [17]. More preferably, the cisplatin, carboplatin and/or
oxaliplatin is administered to the patient as it is described in the paragraphs
following the paragraph numbered [14] and preferably before the paragraph
numbered[15].

[19] The use as described above and/or below, preferably as described in

one or more of the paragraphs numbered [1] to [14] and especially as
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cisplatin, carboplatin and oxaliplatin, preferably
cisplatin and carboplatin, and iii) the one or nore

wo eooslogro2E henot her apeuti ¢ agents ot her than t hBCHEP2008/000328

| east one specific integrin |igand and the one or nore
al kyl ating chenot her apeutit/agents (b) is selected
fromthe group consisting of et op05| de vi nbl asti ne

arH%sY:'nB%&'lﬁth%r 5r%f§frtﬂg F%F%érva | ves ‘%gﬂt‘ Qﬁ%[a?br

har naceuti ca accept a

scénchﬁESparlagran'fs d|[éiﬂl}y rélaed sieerat, descri bed above
andé bel ow, preferably as described in one or nore
ofVRe[€har agr aphs nunbered [1] to [14] and especially

Hﬂf‘esétr I{eggfohé‘ s@é‘&&@ fnté@:ﬁﬁh@én& i&el eﬁgéttéﬁrfﬁir?ﬁ l%m? gg&f‘d ed
t rmmgsmanM@yelm(fAr’gﬁIMAstmmheeNMesVet)L fhe:pi?aimmg:reutncally
t t
o AR BP1aRTS Ser e BPHaeRnalEn ST heretar mmceut i cal | y
Gy AR ahé%r%%eﬁlky@ﬁn %ﬁbmﬁ&agedﬁe 5géﬁdst<§) %P@ gsréfcted from

is adm ni ster patient 1 n n ano
80be grigup eonsietihg of tE plﬁheumsmrﬂalnd@mememeaammc agents

SRS oAy, o
; ﬁéfddeb&%bFe QiHh e} 'ChERidth&fapclific RUEAR GipRs tﬁumtr%r &Jeast
and the paragraphs directly rel ated

t WQ&CIW@MW ligancaand & one ve myedlkylating ebemotherapeutic

t
AR R[4 M B8, HEBUBF AT Y b ice, vntlepype anc
am&wtsahéepltwemy gRposkiel vat es and/ or sal ts thereof
is adm nistered to atient in an anmount of 1500 0
7@ thg Rmasentical zf}coﬁpéafd%é'ea\éatev%c%@'b?ean%{ea\sepgt

anfiorbel ow, preferably as described in one or nore
of the paragraphs nunbered [1] to [14] and especially
as descrlbed in one or nore of the paragraphs nunbered

| 20t bigas ftitrhad ABRVa i dhelbnchiartidbi A Gerrived in
| igynek r%SPe?éf ﬂ‘fé Mr@grpémﬁ. t&JrﬁBQrééP'ﬂﬂjtét[ﬂ Apafd especially as

cyclo-(Arg-dy- har maceuti cal |y
a@tﬁ@pﬂa@d & gee @atmcvr@sof tb@lpaawgpbﬁ @umbesfad {45litadi 8bf

n%dtWerBaerSrra%% é%re‘%tly related thereto,

wherein the at least one specific integrin ligand selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof is administered to a

patient in an amount of 800 mg to 8000 mg per week.

[21] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [15] to [20];

and the paragraphs directly related thereto,

wherein the at least one specific integrin ligand selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically

acceptable dervatives, solvates and/or salts thereof is administered to a



patient in a twice weekly to four tines weekly

adm ni stration schene consisting of about 500 ng or
W@R@ansBRD0 ny per adm nistration. Mre preferbdl/EP2008/000328

cycl o- (Arg- 3 y- Asp- DPhe- NMe- Val ), the pharnmaceutically

accept abl e dervatives, sol Vdt'es and/or salts thereof

is adm ni stered to the patient as described in one or

M Rieit | erﬁ 2P\ H%@gﬂﬁg@&;zgdg Emé pbr W%fewq ] and

espeC|a y as scrlbe nore o
paragraphs [I ] to [XI] that refer to SCLC. [23] The

a2l Tot B3R R SDSHR e D PETREAL oY fRgribed in
Widde bonpFeaf the pé:%ﬁ[‘é;ﬂ‘]s ANADERREL % [1)’4]%%dd@§5€dlélf§fdas

in one or nore of e paragraphs nunbered ﬂ
[ atmscrinad in beemrm@neapfnbemar@gnapylsmnabefedt[hé t@t[68]

ergein t he e or | afi ng chenot her apeutic
agu b g SRR Bl "Sonsi sti o of the
pl\ehér@iHMHeoAt Iab 8t die SHEETS IRegme ligarnd sgledted ﬁ:(bmﬁhétgrﬁup
carboplatin and oxaliplatin are adnm nistered to th

peaaanstatingrofayclanretGlyrAsmbRhe-hbis Vay, the mnaﬁcewp@"y
IO|OE|[ ce?gb% %"dgnleﬁivgsté ?rhdg?f?%rﬁgearlr%t hgfegbf‘gﬁghﬁnm@féq?d to a

otgutient irea thite Wéelklgz&sfomnﬁné@mekiycadmmramnl sog\@mb
and the one or nore al kyl ati ng chenot he%(?rgeutl c.agents

( ponsistisgrd @boub RPP R §F 6BUEERLY 819 P HMEIFRIGe,

vi nbl astine and vincristine are adm ni stered to the
patient in an anount of 50 to 1000 ng i none or nore
pavibreopreferiabhy, rmyalotGArg-Cﬁingst(Eﬂ'nezNMe-\dal/)e’@hespharm;aceuticaIIy
tinme i,od, of to eks refer to .n _the .

o RGPS Aaniies s el sAlsibelsli finistered to the
C QHtRInN b8 ¢ eSBAPBY fIE6AG Y MdreaTeRE pafadrapRS | hmbered [| ] to [X1]
carboplatin and oxaliplatin are adm ni stered t

paandckespéaialyrasideseribest inige eomeodof the P&faéﬁ%)hﬁ[' Mﬂ gX1] that
por thin said tinme period of 2 to 4 weeks) is
LRI

prrg 0 be regarded as one cycle. Mire
preferably, time period or cycle, wherein the plati num
contai ni ng therapeutic agent js adm nister i s abo

t HZ3EThe 8RS asdangribed pb@g@@nd/%qq{owegﬁg@{a Has descnbed in
p;ﬁ#é Ol A ré] of ftfﬂ %?ﬁ@‘g?%)l?éj%ﬁ)bs’(ﬁégﬂl sé‘eféd Ah $9[14] and especially

erre oxa I's prefer
as descrlbed in one or more of the paragraphs numbered [15] to [22];

and the paragraphs directly related thereto,

wherein

i) the one or more alkylating chemotherapeutic agents (a) selected from the
group consisting of the platinum containing chemotherapeutic agents
cisplatin, carboplatin and oxaliplatin are administered to the patient in an
amount of 100 to 1000 mg in one or more portions within a time period of 2 to
4 weeks, and

iii) the one or more further chemotherapeutic agents other than the at least
one specific integrin ligand and the one or more alkylating chemotherapeutic
agents (b) selected from the group consisting of etoposide, vinblastine and

vincristine are administered to the patient in an amount of 50 to 1000 mg in
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adm nistered to the patient in an amunt of 50 to 500
nmg in one or nore portions, preferably one portion,

wowaokiosroas ti me period of about two weeks. Accordi/RB1098$/000328

the duration of a cycle with respect to this
oxaliplatin reginmen is prefiérably about two weeks.
Cenerally, the cisplatin can be admnistered to the

PYricSot mBfe pSrtoRSWALHIR altithe Petiod [T ©f tBrARkks Ci spl atin
is adm nistered to the patient in an anmount of 50 ngy

to 500 ng within one cycle, nore preferably 80 ng to

B PR L A B AP e
Wrﬁ@élﬁﬂ%létlﬁ@hfdbrﬁémhgc H@a\méth@répmmacagemfts tisplatin,

pati ent . cordingly, cisplatinis
prC@rl@@rdatny aadmmullekaén@feta@imlmstq:rad.t@ the patient ig@namnoynt of

o oo b Ro T or BB Bl b6t Rk wRfirk Said I Beiiba 879 o 4

al%éﬁs)% prifetably tabe begardail pissdrey egtlé. H\Aortepmfenatwyg time
portions, nore preferably 1 to 5 portions, even nore

prRETOG IEyEl], @ratmthsscﬂ@ww Icﬁnﬁ'ﬁmgrtﬁﬁﬁpeluﬂc Geent fs
?&rﬁnﬂ t&%dﬁg bR thrEs '\I\@éﬂls rﬁé boGi 5P Ha% Wlﬁw respect to

ered as an | usi on.
C ayxadiplagini folloamngJadammna'aMreiseiism preflaaregaoxairpdataslﬂ preferably
known in the agt Pref er abI

AcEAmiteieekiotbe USRI EhPmORnEAT SGREEO R FBNRgT FRPre
88%?‘“6'?98 . %fé'ré‘bl Qﬁecd&lt@n \m?lﬁlﬁ PHi ﬁ%%é?@d&’of%bdﬂwb@veeks

In o e cycl especially 400 to 700 ny
WlAduqndm'ly the Heratienenf amy@e prtefresp@ttyto thigeoxaliplatin regimen is

carb adm ni stered to the patient in an AUC
(,Qrggepgﬁ@eeﬂ)qti S‘s regi men, nore specifically an
AUC 4-8 regi nen (4 8 rrg/rﬂ/m'n) preferably an AUC 5-7
regimen (5-7 ng/m /mn). The principles of th
egenéﬁallwth@d‘ﬁn@“%pan beAdMinSteted tgithe Piﬂrt'éf‘te?%b‘% §”°W” in the
tll%armunts to be adm nistered to the patient in the
‘regi men according to the invention are cal cul ated

ustPrieferialvey, Crplatirt isfagimnisteraddo dhe iplaﬁeltﬂﬁatw alrmoﬂot alib@mg to

P efoerrnagl;b\llvs{h|tnhoenecc(;lyl/c:\lleg3 rr%orfeo;:rwe erablycgé {o 5(% mg wnthm one cycle.
Preferably, the amount of cisplatin is administered to the patient is given in
mg per square metre of the by the surface of the patient, i.e. in mg/m?.
Accordingly, cisplatin is preferably administered to the patient in an amount
of 50 to 150 mg/m?, more preferably 80 to 120 mg/m? and especially about

100 mg/m? within one cycle.

The amount cisplatin can be administered in one or more portions, more
preferably 1 to 5 portions, even more preferred 1 to 3 and especially
preferably in one portion on one day. Generally, cisplatin is administered as

ani. V. infusion.

Generally, the carboplatin can be administered to the patient as is known in

the art.
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Carboplatin dose (ng) = AUC x (CrCl (m/mn) + 25)
wherein: AUC = Area Under the Curve ((ng/m x mn)) X

we200b0870pd i ed CrCl = Creatinin Cearence (of tPEI/EP2008/000328

respective patient) Chatel u} formul a: Carbopl atin
dosage (mg) = AUC (mg/m X rﬁ'n) X carboplatin
clearance (mM/mn) AUC = Area Under the Curve Fornul a

SLPFe@éHa%I)f @5@%%@ émnmf.st&ré% t%éthecb%aht fh & Sﬁ{o%? 8f 200 mg

a paticent for use in the Chatel ut fornmnula:
Matbe1§)09 Mo ithin oneiygle, )nefe(meﬁerabwcghmgﬂo(mmm@mﬂn one

SR A0SR ERIRRo) 1 200 5T o R ERTHOIE dreferaty,
crtﬁatca}waﬁaﬁn asgsdmm.steaécﬁmhe ﬂBﬂetn't M A8 AV®(ARa Bnder the
wel g ht in g serum creat. = serum concentrati on of

crednehredimee nmf@m@ecé@akbsopna&uta 4@ me@mexd(fi-Binzg/erlsain),

oo BRGRBY IPARCRTA fienTRramiiliieds she belintes pythe AUC

pfr@@ﬁﬁ@b by dbsingree xeoiWnoin the a@ﬂ@rd@Yabl(ﬁeﬂh@fﬁthnts to be
carboplatin is admnistered as an i. V. infusion.

G@fﬁn@!at?redttﬁéh@%ﬂppt wthe AldG regimemaesardinade the inyention are
4l&ﬂ%te@3uélﬁ W%ldé?&foﬂﬂgﬁ{én?/? ﬁfee{DﬁQIeYut formula, preferably
oxal i ere

platin | admni's ent
antbar@aleért 5@mmat o 500 ng wi thin one cycl e, rmre
preferably 80 ng to 300 ng within one cycle. If the
duration of the cycle is about three or about five

weekiSert HOPmRYR! i platin is preferably administered to
the patient 1n an anmount of 100 to 500 ny. If the

dCarboplatiof dases(mg)ct AUG x460Gt (miiminjeeks), t he
oxv%eir%%na:lt inis preferably

AUC = Area Under the Curve ((mg/ml x min))

x = multiplied

CrCl = Creatinin Clearence (of the respective patient)

Chatelut formula:

Carboplatin dosage (mg) = AUC (mg/mi x min) x carboplatin clearance
(mi/min)

AUC = Area Under the Curve

Formula suitable for estimation of the carboplatin clearance of a

patient for use in the Chatelut formula:

for Males = (0.134 x weight) + (218 x weight x (1-0.00457 x

age)/serum creat.)

for Females = (0.134 x weight) + 0.686x (218xweight x (1-0.00457 x

age)/serum creat.)
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adm nistered to the patient in an anmount of 50 to 250
ng. Preferably, the anmount of oxaliplatinis
wacdwshs®eered to the patient is given in ny pePCEEPHOE000328
nmetre of the by the surface_of the patient, i.e. in
ng/ n2. Accordingly, oxalipt&in is preferably
adm' nistered to the patient in an anount of 80 to 150
cycle, for exanple about 130 ny/n
g@ %@IHX@%}E especially if the duration of the
cy;cl=enul$|ph¢nbut three or about four weeks.
AlterF\gtlvel the oxaliplatin is preferably
adMeIgPE FVIENt 9 K%he patient in an amount of 50 to 100
ﬁ@rﬁ"trte'é‘tn- s&iRh Bond traffPé ot Fedtiig 85 no/ e
n one cyc especi a the duration of the
cycl e i s about tvvo weeks. The anount oxal i platin can

b d
o TRS Bt S oS P B SR UBISRRG 18 SR TP partiogs

angoRs P%fbﬁﬁdly 1 I%%f S6raBhy, é\iérprlﬁgré’ﬁféféﬁéd Ano&nd ay
Gener a oxalratlnlsammstere as an i .
YW

i rﬁ&l&ﬁmﬂilY@ﬁéﬁfab n omepcartl@p@sume dain Grnerally, rﬁas'b@plaﬂn

to_t wn in the art. Preferably,
et'8€<9§"ﬁgt+r§% |"s\{ 'ﬁfé'g ?‘o the patient in an anount
of 300 ng to 1000 ng, nore preferably 500 to 900 ny,
within a tine period of 2 to 4 weeks and preferably

W GBherallyt theeoxsiplaiih &dn B admihibie?ed W& e patidntads ki ne
periods are preferably to be regarded as one cycle.

MooV BF ieadity, t he anobunt of etoposide admi ni stered
to the patient is given in ng per square netre of the

Acgf)e?gra%g fo@ééﬁ Btin @S?ﬂﬁ’ﬁlﬁ%‘?@d hd tHe: étférmg“ 8R-amount of 50 mg to

oI e prefera e etopos els
adsot sy wrtlanh dree cyrée,pabr@ptefemenBthu 300 nrp@ithiyy o cycle.

0 f b 250
o 0o T o S0 K0 TR 50 T ot
U198 r8RrA9g anml%lstté%'e@l tﬂﬁﬁé%aﬂ@ﬁt iRy é’r‘h@DhVoﬂW 6dtd500 mg. If the

time period of about three weeks, which tine periods
ardurptioh of #g gyale ihabeeiguodwecks theoxalpiatin issprsienable

4Rl e it SRR S0 558 P

IOOér*anﬁSo1t Ghadliphati lé@@nﬁih&t@rﬁzddoﬁﬁe phtiemtds IgWHn My fp”eesquare
di fferent days, preferably three consecutiyve

nonetBalitas Buithe Biriage o4 MR BRI oL ap Eaim? Recotandly.

tég(%leﬁnﬁ'laﬁfﬁ QTorOfiFa by Hofinitstdlel &5 RRS batidntliR&intaMBARt 8€80 to 150

mg/m? within one cycle, for example about 130 mg/m? within one cycle,
especially if the duration of the cycle is about three or about four weeks.
Alternatively, the oxaliplatin is preferably administered to the patient in an
amount of 50 to 100 mg/m? within one cycle, for example about 85 mg/m?

within one cycle, especially if the duration of the cycle is about two weeks.

The amount oxaliplatin can be administered in one or more portions, more
preferably 1 to 5 portions, even more preferred 1 to 3 and especially
preferably in one portion on one day. Generally, oxaliplatin is administered as

ani. V. infusion.
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preferably, the etoposide is adm nistered to the
patient in an anount of about 100 ny/nR per day on the

wa@l2008/0947022 and 3 of a cycle consisting of abouPCRER2008/000328

days. Preferably, 2 to 12 cycles, nore preferably 4 to
8 cycles and especially about™ 6 cycles are applied to
the patient with respect to etoposide, preferably
substantially w thout a pause. The whol e
procedur e/ regi nen descri bed above with respect to the
et@poeﬂadie, iheretbposidpeandit administenad to thengatient as it is known in

ﬁgeﬂgbly one to 12 tinmes and especially 2 to 6

for exanple about 5 tinmes, preferably with a

p@k%‘?eﬁabl)b%ﬁdkﬁ%"d@%cﬁbrhﬁﬁ’ﬁbféd fb”th%fpétfé‘ﬁt in an amount of 300 mg
procedur e/ regi men. Preferably, vinblastine and
V|tnc1r00§t mlenmre paefierably 560dd 209 mgewpihm & timegeriad pE2 to 4

GoRe B eSO B Pt BLARARAIGE weers Swhich time

deﬁé‘rrdd@%#el prefeigb ftolﬁéfr%géfdéchﬁs BAERGERP hﬁoréqiréfeeablyome
and given bel ow t par agraph nunbered [1 7]

prafﬂ@umfetzf efoppside a@mm&eredi@ dne patiortis |gm\rer1 9 ragrmetrrsquare

L EB HR by (FL SLALADLY v BRI, £ LhERI RcShfal, more

corrp|S|ng e or rmrecces ¥

cyrefstablythe atopdsideaiy admbﬁstter@j ttymeqsetuemnhamam&mt of 200
consisjing of abgut 2 1 days or _about ,2

o MBGL =19 GO AN oM RyfCT e 250 AN/ etaa&c{msrre fqy example
CYflapr érﬁfﬂn@ﬁ’atﬁiﬁ%hﬁg}}% WiEin a thhé Ip@ fj%‘?ﬁq 4 \‘R/@%ké’ and

acceptabl e dervatives ates and/ o ts t er eo
p rprefarablyywithio lactirh@mpegried yof Abput tbFPbeWMsth)qh fime penods are
1 i atlental in an_ ano

S GuBTarab s Detiboiied 8% 558 Gufien EyepyBOr parsaabi 1A Aitount of

arbtéﬁ@édﬂé t&beaRfHniASRd tH&h@?Jatn@ﬁVns%vnBé@ u‘iibftﬁ%eeé‘ﬁout equal
days within the first week or preferably in an anount

ofpoztmms thpt gee adayinistered te thelpatientan thaes differentdays,

RGBS dotisette favd Pl e SetaB iiFer boigputve

pPeiaydait the b@gmrﬁ#@? ofloné 6 cleamth repiecbio thbeetsp@@iae UE§pecially
weeks of sai pre erably on days 8 and 15 of

sd?fﬁfo%'Netheo?tOpﬁS'a’ﬁ is RgoHRistsred to the patigntig apaamauit of about

SrRefi 5508, 43 e 1, 583 O43S5cPl g of oo 2

pliaysaPeeferatsly | ¥ tat2 eptlab) modepvafErath te@l sydesand especially

an /o%r §fc‘3/:c Y %%ez{amﬂ:egatgrﬂg%{e)g ty wﬁrlx r spect ?d e{op03|de preferably
substantlally without a pause. The whole procedure/regimen described above
with respect to the etoposide can be repeated one or more times, preferably
one to 12 times and especially 2 to 6 times, for example about 5 times,

preferably with a pause in between each repetition of the procedure/regimen.

Preferably, vinblastine and vincristine are administered to the patient as it is
known in the art and even more preferably as it is described above and/or
below and especially as described in one or more of the paragraphs related

to and given below the paragraph numbered [17].
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b 1) in an anmount of 60 to 120 ny/nR2, nore preferably
in an anount of about 80 ngy/n2 or about 100 ng/ nk,

wowdoRiogroehe first week of the cycle, preferabl pCDRPIIAY/000328

1 of the first week of the cycle, b2) preferably, no
nore cisplatinis admi ni stef%d to the patient during
t he subsequent weeks of said cycle; and optionally c)

EtoRes iads: ef%‘@dr enej@%ﬁﬁ. '|ﬁ§‘t|fa|anre §gg§é%&ﬁba%fé&%$ment

sol vates an salts thereo y et oposi
i pratarablysa evatbod of trhetipaSGLQ, cmmpnsmg anearonote ofcldx)

120 g/ e, f er abl d
| rEteTaPB S FL g HaBS Rioe Prteranly ApBH BoueRS eaf rille,
Orde%Psti@'I y@f about 28hy3 J¥ 44U 28hdayd| b?éfey%ﬂfabégﬁm days

preferab no nore etoposide is adm nistered to t
pawhenein muwﬂgcycne subsequent weeks of said

l e. Th he L of t st ant
sl AR RET N Sk b BRaries el 3b88baoie
meddiostivis, sbRatéandiok Salts mébslm@fe@étﬂy @yclaso(r/:e% -Gly-Asp-
cycl es, preferabl 2 to 12 cg?%pgwrmre r ef er abl

a@ﬁhefNM%\Y%% is @QGH”'@WE@ te Mg of about 2 1
TS) éﬁ’ ﬁn ﬁgf %@cﬁt 20%)5%8 2Py AP Hhe fay WIS the first week,

CMﬁ|a®r érﬁb.nﬁa&am -A0Ritembyier \daly)on Mcedwnemmtmmwmhlme first
accept abl e dervatives, sol v ées and/ or salts ther

prVé$@1: gbpgﬁ egpahbtr@(p @n@%nt 000yRa pﬁﬂ/gay@n)thrqesdn?ferent days,
Sggféné of 8nttll1‘@d82§ athan@ %?wﬂtﬁl AP WOt tﬁ@%le

ay on on ay wthin t |rst week,
ara2rim ant arobuabofiab@8RV0AYQ grer diay Ctmomavdayj |dbr|egeaach week of

TR T
prcf%ﬁ;’ %@'uﬁl aﬂrhrhbﬁnldcﬁYafbolbt 2806g Per ‘t‘.’t‘a? Wnﬂvﬁd’&ﬁérérﬁtdays during

of the cycle, a2) in an anount of about 2000
peeaqna\ye@h opthe a@b}emﬁnhg/e@ésawf@@&cme,t he subsequent

%@% 'iaﬂ'\g ptfﬁi}n}ﬁegﬁgglﬁ[ e %}é\%dgegngo@étegfand/or salts

orthtavwdprfe‘f@rrably cigpiasin ditsradn@nmrreo\meethe q»fatntehe
subsequent weeks_ of said cycle carbqglatln

pHbacaAmelnt gf @Q:P%E)?%B?Q!”Uem%? iPveigratdyin an @smount of about
argy fHg/m? or about 100 mg/m?, within the first week of the cycle, preferably

on day 1 of the first week of the cycle,

b2) preferably, no more cisplatin is administered to the patient during the
subsequent weeks of said cycle;

and optionally

c) Etoposide, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably etoposide, is administered to the patient

¢1) in an amount of 80 to 120 mg/mz, preferably about 100 mg/mz, per day
on three different days within the first week, preferably on the days 1, 2 and
3, within the first week,

c2) preferably, no more etoposide is administered to the patient during the

subsequent weeks of said cycle.
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salts thereof, preferably carboplatin, is admnistered
to the patient bl) in an anpunt as descri bed herein,

Wpe@BesARd y as described herein as AUC 5-7 andPGDER2008/000328

preferably described herein_as AUC 6, within the first
week of the cycle, preferably on day 1 of the first
week of the cycle, b2) preferably, no nore carboplatin

| sTRTaROHG d;ﬁgférfé& %g&t SRRk | nﬁﬁ‘l?hﬂﬂvéﬁﬁoﬁ |40 ﬁ%ﬁﬁ?ﬂ of

weeks of sald cyc opt1 ona Et oposi
p Heaataembit preferaplyaa quha@loétréahngscu.@ casnprising ©ne or more
and/ or saI S th%{eo{ pr.ef er abl

tRe! 0¥

o vl Plsteraty g mare drerar 3B st g Syslen gach cycle
129 risestinG: of iU Pal aysahr ot 98 JHys! ref@%bl)débogﬁm days,

three different days within the fi'rst week, preferably
on/vlner@lrdmyead) cyclend 3 within the first week, c2)

o1 Sl - BB U AERATE B B SRS 2cbBfave

CYfdroatifiss soRates aRdlonkshits Bt ef, peekesatiy @%loqur?rcay Asp-
instant invention is a method of treatnment preferably

a DRbed¥MefVal),daadrinistared te thgppatiemg one or nore
D A a1y T PR ot vk

dayan aheunat of abowaV00omglpesr daly on two different days within the first
cycl o- (Arg- d y- Asp- DPhe- N\ve- Val 2) t he har maceut i

ad@@ﬁe}t appefaabhain %@m%t\?é?eg AP PEF §¥\PP§ f%#@@rer% days,
gm i Q@fey;r fbﬂiﬁ@ﬂgg@ 22 %Wﬂ'ﬁn P& fiMdeek (?f the ce{cle

tere tient a I n an anount
ntaz)en a«hagmounit @ﬁammlmoérmgtpedai;as ornpormrs daablluymgreadme/veek of
in,the fi r

d d 3 t Kk I ,

2 I8 shbsRalish et SLaBd cVat0srarally Snapybr afid gy said
dugycit o?as En%ﬁ&uﬂfofteﬂ%lﬁ Qb@@qﬁg? r ¥aglen o @iffefent days during
cycl e, preferably on days 5 of “said cycle; b)

ciegrhaveek of the plkaaniestineeks (of satskeysleibl e dervati ves,
* a0 B AL o FLB A eSP o fes o
t asalRGhaBoT2pref@rablyncarbepriiny is adraimistieradto the patient
b1) in an amount as described herein, preferably as described herein as AUC
5-7 and more preferably described herein as AUC 6, within the first week of
the cycle, preferably on day 1 of the first week of the cycle,
b2) preferably, no more carboplatin is administered to the patient during the
subsequent weeks of said cycle;
and optionally
c) Etoposide, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably etoposide, is administered to the patient
c1) in an amount of 80 to 120 mg/m?, preferably about 100 mg/m?, per day
on three different days within the first week, preferably on the days 1, 2 and
3, within the first week,
c2) preferably, no more etoposide is administered to the patient during the

subsequent weeks of said cycle.
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80 ngy/n2, per day within the first week of the cycle,
preferably on day 1 of the first week of the cycle,

wh 200808 ®2er abl y, no nore cisplatin is adm ni st BCEEP1008/000328

the patient during the subsequent weeks of said cycle;
and optionally c) Etoposide8-the pharmaceutically
accept abl e dervatives, solvates and/or salts thereof,

prﬁﬁf%r ah'es %&@9?{9@3&%@%&%?&% fﬁﬁaﬁtqnb«g@fd??k' & thetl‘fod of

In"an a ef er about
1Q&atmemﬂ prpmrabllaya ovethdd eétrelanirigasamc d:ayrmnmmgmnetdnenore

first vvee efe the d 1.2 d 3, wthi
Bl By b3 el iy it RS ol et ool
a%gisﬁbar& gtgl'p%ae,gtl ent during the subsequent

weeks

of “sai d cycle. Thus, anot her especi al l'y
prveiereireith mﬂh G.wie of the instant invention | s a met hod

c bR (oo Ase-HE-Kylk VB et useily Soceptable

CYer@stive s §8lvﬁfe@‘ Shdbl ¥al?é39+étre<§f 9Vé¥éﬁa‘bl;¢ @%oQﬁ%-@ly—Asp-

consi st ng about 2 er ein in each cyc

a)DEWW%N@lT |® 9dmstap%¢'ém\m petient t he
{1 v
)3 SBadbCn e ZEE R Deliln Mot At SRLIH S Brgigravy on

DthédlélVgﬂVQIénd B swilifl tRE Firstnvese of theecyled,i ent a 1) in
an armount of 2000 ng per day on three different days,

pras) én &p| a;m@nn&crfeamgtgoﬁo Mg ﬁﬁadé}’ OoRli QNe Hay Huripg ﬁ@@h ‘week of
o358 sl RC s 0 Bva8, AR En BRIV A0 3528 sai

k;of said cycl e, preferably on days 8 and 15 of

ai d I bopl at t he, ph i call
2 BRI 8 PoaioEsUlC peeeataAER ECkP? alYips gnlor salts

gﬁ%:’é@%ﬁ&&%bﬁﬂ%@éhﬂ ls'aﬂnﬁﬁglﬂgﬁt@"(ﬁ@' pbfehthe patient

I N 'an ano as descrlmg rein as AUC 5-7 and
mir1g ip eef amabihyofdisior 12Q thdier einareprefexabdy in an @maunt ioé about

; :E{ mgém\%g,t pg; d%ﬁ@l@ﬂ% fi {\?v]:a% ? the 8yclg agre}er%gl)} gr? day 1 of
the first week of the cycle,
b2) preferably, no more cisplatin is administered to the patient during the
subsequent weeks of said cycle;
and optionally
c) Etoposide, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably etoposide, is administered to the patient
c1) in an amount of 80 to 120 mg/mz, preferably about 100 mg/mz, per day
on three different days within the first week, preferably on the days 1, 2 and
3, within the first week,
c2) preferably, no more etoposide is administered to the patient during the

subsequent weeks of said cycle.

Thus, another especially preferred subject of the instant invention is a
method of treatment, preferably a method of treating SCLC, comprising one
or more cycles, preferably 2 to 12 cycles, more preferably about 6 cycles,
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and optionally c) Etoposide, the pharmaceutically
accept abl e dervatives, solvates and/or salts thereof,

Wee@Besaki y et oposide, is administered to the PeI/ERIWS/000328

cl) in an anmount of 80 to 120 ng/nR, preferably about
100 ng/ n2, per day on t hr e€’%di f f er ent days within the
first week, preferably on the days 1, 2 and 3, within

tenc 6yele USRS BB PllYs, N0 MOre et oposi de s

admni stered to e patient UI‘I ng the subsequent
wethereot inseach cwcddae Thus, an even nore preferred

I N VAR W el ——
c UEHAHIEY s@%tég aer? s§lY§ﬂ’%‘ieof9 b?éfSFa?}Py xy&otmré-ély-xxsp-

cycles, nore Fre erably about 6 cycles,” each
cd:hBhS’cNMg -\l @edmlmsmr%%thmremtn in each cycl e:

B AR S 2R deiean Birés olféfent days referably on

artralé@ra sal, Lsadd8! wRthin tRe FirsteddKR ofthel cler 9- A y- Asp-
DPhe- N VaI), is admnistered to the patienta 1) in

arfZarid aptarppunicrheyt gEPO dag pendanendiesday daring gack week of
a ' l,at,i ;

o cfle SRb3ta ks i scld oPae, BleRh /=B Rip 4Bly Ba 15 of said
cigpleatin, the pharnmaceutically acceptabl e dervatives,

sol vat es and/ alts thereof, preferably cisplatin

i ? éfé’l'it??ﬁ’ §¥“évrtgr8 R r'f”ﬁé%%‘%ﬁ”é‘rﬁccﬁpfﬂbk? ﬁe%tlg%mlv%tfasg@d/or
e IneoR e el R ghiaty s dtrifisRiTRl B pON, o

t hrbel )my alheamqgureifaa demynbetbi ItblgzlmasoAUtOwé-ﬁ amdmmegketa’rably

t CyV. ' era In1s

adishl Eeaetein e LT PR gaeh o d0B S Ge Rreferably on

of theafirdt ﬁ/)é@k%ft!%c |l¢, carboplatin, the
pharmaceuti cally acceptabl e dervatives, sol vates

aradoeptinally t her eof, preferably car bopl atin, is
adc'}]éibﬁés%s,dthtecbﬂ%a%mi@é"\/ acceptable dervatives, solvates and/or

salts thereof, preferably etoposide, is administered to the patient

c¢1) in an amount of 80 to 120 mg/m?, preferably about 100 mg/m?, per day
on three different days within the first week, preferably on the days 1, 2 and
3, within the first week,

c2) preferably, no more etoposide is administered to the patient during the

subsequent weeks of said cycle.

Thus, an even more preferred subject of the instant invention is a method of
treatment, preferably a method of treating SCLC, comprising one or more
cycles, preferably 2 to 12 cycles, more preferably about 6 cycles, each cycle
consisting of about 21 days,

wherein in each cycle:

a) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-Giy-Asp-
DPhe-NMe-Val), is administered to the patient
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b"1 ) in an anpbunt as described herein, preferably as

descri bed herein as AUC 5-7 and nore preferably
walemsnsiesl herein as AUC 6, per day on one dayP@u/EPi0n8/000328

the first week of the cycle, preferably on day 1 of

the first week of the cycl P'b"2) preferably, no nore

carboplatin is admnistered to the patient during the

S ' in fHacl ARt 1 I i

B O e Ko R L% 838 15 of seid

salyek; es and/ or salts thereof, preferably etoposide,

ig.adm nistere o the patient c in _an amount of 80

B giner elunariinbrnehaheblc BB, “on

t eigerdi fferent days within the first week, preferably

on the days 1, 2 and 3 , within the first week, c2)

priEx gisplstin, thephasmaceutipally arceptakie sienvalivesegplvatestand/or

FReE bl SRR Rt e SR I RBEE o "
Mg i el ARomitedfB R 1201BRIMENROoRS pratebly Bl &% amount of about
substantially w thout a pause.ln the methods o

f
t I8 MM Ry daysaons ey withir thefiishiveek afithe cyelet peeferably
Cio?PJj%ﬁrbf"l‘ﬁ‘é“ﬁth V@é@q%&fa(hg%?j:@ti n can be substituted by

t he no al

adm nistratio 0X pl'atin, preferably the
ad preferablygnoahomxeibplptintis adasnistesed tdbed batiesit wuring the
Anrﬁ%her especi al I%/ gr eferred subject of the instant
| RARSEABANTWPGKSQl 3901 ElCuse of
Cyfyl 0- (Arg- A y- Asp- DPhe- NMe-Val ), the pharmaceutically
accept abl e dervatives, solvates and/or salts thereof,
prd} eadiwipjatiy the pharmacuticaliy acomtebli\dervatiyes, fsolvaterand/or

orats Boisel raedePbaiodmane, S Rl it danrEodien™ ne
| Y R ah BYRIUAt @8 describbe hefsinOpreférabBess deseriaeeiiérkirtas
integrin ligand for the manufacture of a nedi canent

f AUECHE7 tansemees preferabbndesaiineddhgrein asm fUCaRceer day on one
(R R g GRIE Brofal oFdFOr I frt vk of
chrewtlbler apeutic agents, and optionally b) one or nore
r (li{atg? Sgﬁfgpa%qﬁtn%er%%?g lcjzglIrb%p(flagii%nitsSad%inf"srtertela%1 tﬁg %aﬁént during the
subsequent weeks of said cycle;
and optionally
c) Etoposide, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably etoposide, is administered to the patient
c1) in an amount of 80 to 120 mg/mz, preferably about 100 mg/m?, per day
on three different days within the first week, preferably on the days 1, 2 and
3, within the first week,
c2) preferably, no more etoposide is administered to the patient during the

subsequent weeks of said cycle.

In the methods of treatment described above, the one or more cycles

preferably mean one or more cycles substantially without a pause.
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specific integrin ligand and the one or nore
al kyl ati ng chenot herapeuti c agents, preferably as

walemsnsiesl above and/or bel ow and especi al | y aBCT/EP2008/000328

described in one or nore of the paragraphs nunbered

[1] to [14] and the paragradhs directly rel ated

thereto. Generally, the at |east one specific integrin

li : t c . '

agaang mefiBas R RarRRRE g criben! At el HETRITRIARAI 6t the

c hasplatie aadértthe cageoytiastimthe betdubstituted by the admivistration of
specific integrin |ligand and the one or .nore ) )
2 | R5ARlaTig PEFETRAY 14 R Sralial PEOYAUP A described herein.
adm nistered in an anpbunt and/or a reginen as it is
known in the art for the respective conpound.
PrAnethabkgpedibldy pteferad tsubject shthe ihstant invegtion refatemid, the use

Sl 2 S AR AT SR EA B3R Bk e
agfsrvati s 8bValed ah@Rr akits eRsbo MefePRAY CL6loL (Ar§ L I%/!Asp-
I i gandand the one or nore al kyl ati ng chendt her apeuti c

ageRhe-NMe-\dalh fadthenmenefasiurerofanmeginamentid/berused in the

regi.men as.t .is I.be ve and/or below for the
re'gsgqusvozftﬁemgﬂggég%@%dja‘ﬁ%&%se as descri bed above
and/ or bel ow and especially as described in one or

nore of the paragraphs nunbered [1] to [14] and the
paﬁé@'ﬁ%’t@%@éﬂgh?"?Sé@@t'ﬁl'ﬂe’?tm'éto, wherein i) the at
| epsd QR%s %P%%'si bﬁe's@bgﬂi;:'iﬁ‘tebhﬁfl‘iagné toMhethanfactie pfa
nore” conpounds sel ected fromthe“group consisting o
c ymkedicaAnant @ythastpediRtent NFaonémall ¢dibluph aameee(NSCRC)y
accept abl e deryatives, sgl vates and , salts tgereof, i)

t HUNREGHR e MEdiEAMSMP 10 D81YSE R FORHRRHON Q, iii)
t he) ONEoPMo® afkyiting AdmsthehfpmitR e tdr GeifiHady (2)

conpri se one or ‘noré conpounds selected fromthe group
camsore bnoosé fyrther chametberapeitisoentsothes thayeths at least one
agents. | the optfional one or nore furth .

c s sl aaTttand DeSHE o IelR ryidtind Pisrmotngrapeutic
Spggdritsc integrin ligand and the one or nore

al Kyl ati ng chenot herapeutic agents (b) are selected .
f reefemablypodesyihes @bqwgam/ogbplgw and especially as described in

one or more of the paragraphs numbered [1] to [14] and the paragraphs

directly related thereto.

Generally, the at least one specific integrin ligand, the one or more alkylating
chemotherapeutic agents (a) , and/or the one or more further
chemotherapeutic agents other than the at least one specific integrin ligand
and the one or more alkylating chemotherapeutic agents (b) can be
administered in an amount and/or a regimen as it is known in the art for the

respective compound.

Preferably, the at least one specific integrin ligand, the one or more alkylating
chemotherapeutic agents (a) , and/or the one or more further

chemotherapeutic agents other than the at least one specific integrin ligand
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i nhibitors, cytostatic al kal oids and anti netabolites,
and pharmaceutically acceptable dervatives, salts

wW@nwBos708d| vat es thereof. Al kyl ati ng chenot her BpEEP1008/000328

agents in this respect are fg;eferably sel ected from
Platin derivatives, nore preferably fromthe Platin
derivatives Csplatin, Carboplatin and Oxalipl ati n;

Z%Fpm@r Sinorakl |ﬁﬁ@eﬁ{éﬁétﬁegﬁjﬁtﬁi§:i agents ?@! ir% administered

or solvates thereo Ant | net es In
r éis pacdmauet and/beaabyiynarebs dtiedekcribed Abové ahdtoabelow for the
rmr%eé)rteferabl sel ected fromthe antifol ates
MEEPRE YR UTPRNY i t r exed, and Penetrexed; Purine
ant agoni sts, nore preferably fromthe purine
ant agoni sts 6- Mercaptopurine, 6-Thi oguani ne,
2'[28)eElx ysefasrdesciibed dtioyeanaiompeiowmitdcesprrially as described in

2 o oge LERERE ST ant ByTbRI 113 PRA AR e fHRhGraphs
anfiReaNirslased tHereloo Wigein, Capeci t abi ne,

Cyt osi nar abi nosi de and Di fl uorodesoxycyti di ne; and
Riibbweuati least ene spekitie indegiim igand 6eRPIIRRRONAKII NG G9mpounds

nacTed ot Lo R BPRIRHENE T NIe-va),
Othe phatinacelificdlyi atzeptabiibidervativps céolvates pmef saltatthgreof,

sel ected from Podophyl| otoxinderivatives, nore
prigtle gBNGeRisgpncsBah sab g ‘F%?Q%Ei(wg& i e>at i ves

Et i . oHo] b r _
o/ BREBLHR Bl BRI ARAIAARE R [ @morso ono o
Vimore strinpeundé sdiestet:franctheigroup ichnaisting ak alasiaurmeentaining

preferably fromthe taxanes Docetaxel and Paclitaxel;
arfg‘e@éfﬁg?éq?ég'ﬁﬁg?&tf'vat ives, nore preferably from the
CROPine! St Al BRE Iof #horeSRirther BIREMBATETapacticTAGEIS GaRe: than the

and pharmaceutically acceptabl e dervatives, salts
arat/leastswiesspesific inegri ligang-and the Bne oF snqre alkylating

respect,.are prefera sel e e ot
c BTSRRI Lo R Sl IR ol insistng,of EGFR
f rigRbitbes, *YtdstatidRkhionghé ahtimetabolites,

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Alkylating chemotherapeutic agents in this respect are preferably selected
from Platin derivatives, more preferably from the Platin derivatives Cisplatin,
Carboplatin and Oxaliplatin;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Antimetabolites in this respect are preferably selected from:

Antifolates, more preferably selected from the antifolates Methotrexate,
Raltitrexed, and Pemetrexed,;

Purine antagonists, more preferably from the purine antagonists 6-
Mercaptopurine, 6-Thioguanine, 2'-Desoxycoformicine, Fludarabinphospate
and 2-Chlordeoxyadenosine;

Pyrimidine antagonists, more preferably selected from pyrimidine antagonists
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cet uxi mab, panitunmumab, zal utunmumab, ni notuzumab and
mat uzumab; and anti-EGFR chem cal ly derived conpounds,

woreoos/ogmoes er ably fromthe anti- EGFR cheni cal | pCTHEP100€0D0328

conmpounds gefitinib, erlotlnlb and | apatinib; and
pharmaceutical ly acceptabl@ dervatives, salts and/or

"sol vates thereof. EGFR inhibitors in thls respect are

gg{ ﬁl)t(;?hﬁ{{%&ﬁ’%é(pé&ia%ﬁté‘tzﬁpﬂﬁg%utﬁngén@é %n@%ﬁhé#ddé@o?ﬂ‘/cytldme

panit umumna ni not uzumab and
mandzumab and pharmaceutically acceptabl e dervati ves,

tsad/ ovtes eye |nh|b|tor3| this
B%relec oo Bl phiflore (RURINDLBE e e S fRredly
ghsting of cetuxi mab and natuzumab; and
phar maceutl cally acceptabl e dervatives, salts and/or
s @ndplermacentiodlyFaetaptatyeydervativesi §plltaand|/or solvates thereof.

carboplatin and/or oxaliplatin are adm nistered to the
patient as it is known in the art and even nore

pr@ﬁ@é@h&»ﬂ@ouug irh thislessgddpase Ekmfawdémtémelrom Mor e

preferably, the cisplatin, car El atin and/ or
oﬁ.qdthatlcptﬁxur@eaumwﬁ%trmr@oprfefer@ W frrmithe pogdephyligtexin-

d |1 ow ng the paragraph
3’%&'&\%’@2&[ ’ﬂhp ﬁdﬁ%}ﬁ@%ﬁ%@ué%efore t he paragraph
nuihed atkalcids, o prefambiyt from thesdndelitalaids Winblastine,

par agr aphs fol | ow ng .t he ragraph nunmbered [ 23] and
pr\@'ﬁ@’l'séﬁ‘ley Vingesine ?ﬂ@\@ %@?‘%\ h nunbered [24]. [25]

xrﬁlﬁgg ﬁoﬁ@éﬁgb%ﬁ?gﬁ’ﬁ}%%é REs l@fdc%’t’éxe@ aRH qjé!fﬁkékeﬁsand

desc e paragraphs nunbered
[ r}ampto[thsk}m aiedvat;\m}:c inadreypraterdblydromdbe iGaraptethecin derivatives

p r a h nu and the paragraphs directly
8 PRENG: q(i?\‘[@'bel] 'n i) the platinum contai ni ng

ﬁbﬁﬁ%&%bsnﬁg&aptaﬁle&%regﬁ\%@, EaRgmhbRr gofutes thereof.
conS| sting of cisplatin, carboplatin and oxaliplatin,

ii) the antimetabolite is selected fromthe group

c st.i ng..of ifal by '

S HEERRiBr Drbla SePeCis@linsReby SIRRCATLAG: Sique

grcglphms@iagsjfstl ng of vinca al kal oi ds, podophyl ot oxi nes

and taxan
Anti- EGFR blologlcals more preferably from the anti-EGFR biologicals
cetuximab, panitumumab, zalutumumab, nimotuzumab and matuzumab; and
anti-EGFR chemically derived compounds, more preferably from the anti-
EGFR chemically derived compounds gefitinib, erlotinib and lapatinib;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

EGFR inhibitors in this respect are more preferably selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab and
matuzumab;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

EGFR inhibitors in this respect are especially preferably selected from the
group consisting of cetuximab and matuzumab;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.
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iv) the EGFR inhibitor is selected fromthe group
consisting of anti-EG-R biologicals and chemcally

waleeoswg2 onpounds; and the pharmaceuti cal |y apCEpP2DS/€0328

dervatives, salts and/or solvates thereof. [26] The

use as described above and’¥t" bel ow, preferably as
described in one or nore of the paragraphs nunbered

[1] to [14] and especially as described in one or nore

of the paragraphs nunbered [24] and [25]; and the
paPrederaphys tile cispldtin, cetbatpdatint drd/ot oxaliplatirare admimisiered to the

P 36 1 B0 oo BinRRNR iPEeh i pporbed
”Bébmﬂ%efov& m%r@rmré@e@suﬁ £igplagih, s@rfu Fld’ﬁnband/or

erlotinib and | apatinib, the'cytostatic al ka
s edxatipkadinfis @dninsteredup the petlemﬁ aRyit éF descrihes! ipithe panegraphs

d/ h
- B BRar g ren ARG L AR AR P eer e R T e b e Esgrerh
t hﬂjrab@w@ P@Eéhéﬁdrnﬂs Riis éég&meﬁﬁhrtﬁe@é(ﬁa@%ﬁﬁbﬁ@mng the
Ceneral ly e EGFR inhibitors selected fromthe group

cmagtankgnwmb@eemﬁambd prafarabinpeiere thelnaraaiaphy)umbered
Luzunab and matuzumab and/or the group consisting
ﬁ% fitinib, erlotinib and | apatinib, can be
adm nistered to the patient as it is known in the art.

.P A TR RuR s feSbeR oy STBIOR RSO PES B aTk Pt Sp e in
{0 22000 e AL bAAABE NARbER P 1211 A EgkidnLs

W th eriod o ut” three weeks
orda;kwbtedfmmlne waeig;ambemknmbeﬂad ¢4}t i ne periods are

pref rabl e re one,cycle. Mire

prt V@oﬁ’ ag( %ﬁyrgatg@grﬁp ffab adni nistered to

t hghetlih ent is gl ven in ng per square metre of the by

the surface of the patient, i.e. in

Aciy thedplaginym mtelr}mgac?emﬁmeraheuttfe@gmtr‘rﬁb‘eleffted from the group

adm ni. ter nt of 500 ng/nR
érﬂﬁﬁﬁ aﬁﬁéf?'gpét?i”% %ﬂﬁ@)ﬁm to 1500

rrgd)rfﬂe aihlﬂﬁlnéiéﬁ@iﬂe&é byleded ﬁfr@mrtaetgnoa@eanmgm@ of Bntifolates and

exanpl e in an anpunt of about 750 ng/n2, about 1000

noPYfmidifkoantagonistyy/afs  about 1000 ng/ n2, about 1150
mg,/ f‘ﬁ\ O tBOHE i T 6BRcted £t drblB cBﬁéisﬂﬁg of vihica

aIkaI0|ds, podophylotoxines and taxanes,

iv) the EGFR inhibitor is selected from the group consisting of anti-EGFR
biologicals and chemically derived compounds;

and the pharmaceutically acceptable dervatives, salts and/or solvates

thereof.

[26] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [24] and [25];

and the paragraphs directly related thereto,

wherein the EGFR inhibitor is selected from the group consisting of

cetuximab, panitumumab, zalutumumab, nimotuzumab and matuzumab
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weeks and preferably within a tinme period of about
three weeks or about four weeks, nore preferably three

wor®@Re8702Hi ch tine periods are preferably to bRCT/EP2008/000328

regarded as one cycle. Even nore preferably, the
anount of cetuxinmab to be #Miinistered to the pati ent
is divided into three or four portions that are

acﬁﬂdlbxsﬂw%rg%ug%otng%tlﬁ g@ftu‘ﬁﬁ ERS b%‘hd_fIQ étlﬂbftfh%rvﬁﬂ’cistatlc

days, preferably see romone ay Wlt I n one
f catkalbideie seledted froomt’maegnmup\@nmnng adviharelbine and vincristine

o BelorBhasRpoistRY shpRgitare AR gostareh AROTRE

fi érﬁﬁné‘@%ht@fls @B%o@é’&fr@nﬁ"ﬂh@"grbgé F&%ﬁ&;sﬁﬁg b‘ﬂ@eﬁ?&ﬂéblrf@ié%d
Especially preferably, the anount of uxi mab

adremesexedd to the patient is divided into three or
four portions conprising orconsisting of 200 to 500
ng/ n2 that are administered to the patient on three or

f C@éné#lailf/ ethe'EGRRYihibRb RS sglabled festhaeé gﬁbﬁﬂ @mgﬁmcﬁ@ﬁ/
within one week for three or four consecutive weeks

arfetwgmabp panitrapmats zakiemumap. Dlrﬁptttznmb apd matpzumab

R e llB 2ohsisBh8 of uBRley e B lubuilBYedn be .
c eddhiinifidredBetheipaitient as ifiekabivy in thet hits regi men, the

cetuximab is admnistered to the patient in an anount
of about 250 ng/n2 or about 400 ng/nR2 per day on a day

ONSrafaLI chfifi r{z.‘af)% alffistefed R?t éiﬁan‘?rm BRAYmount of 500 mg

consecuti've weeks consecutive, l'owed by an
adoid0i0dtmgt mone prefabahly 89600 @Dﬁﬂnge\mthiaya timeapetiog of 2 to 4

ST R bl O SO N CATI R i sbout
NS INREERS, (vﬂlﬂ@Httm?e éeﬁ’éWSséreOﬁre‘?@r%ﬁlyStblﬂtgrégaré@@@% one cycle.

four weeks (‘about days). Preferably the cycle
stMprespreifetablyhéhe arrsxur&@frcﬁﬁugtmab pdminjateday ta the patignt is given

fi.rst b
g BBEF aymeRelE s ubf BY 8¢ Rlitacd LR AIRt i gy
rrgokmbr@mgwgmbrerprgﬁaramyahd getium]ebnsoadmlmétae@m ti5atient in
Z?aragmﬁhgoﬁ‘ gci?m/%w @pﬁﬁtmgém m@RgTelsrakyag Mg/’ to 1500
L
PRSI0 T 000 IR ol R Wi
nBctflﬂbﬂMhﬁSOsngmﬁ abeuene@o mg/trﬁeatpmmgélﬁ)t migfmAraboud 1600

Wi rpg?rﬁ g%ﬂuﬁé?g@mg?gi (ﬁqoaré)%tl.@ 1%68 ag?/'n}é thPH 8 tfzrrmseogepgd of 2to 4
weeks and preferably within a time period of about three weeks or about four
weeks, more preferably three weeks, which time periods are preferably to be
regarded as one cycle. Even more preferably, the amount of cetuximab to be
administered to the patient is divided into three or four portions that are
administered to the patient on three or four different days, preferably selected
from one day within one week for three or four consecutive weeks and more
preferably on each day 1 of three or four consecutive weeks, preferably
beginning with day 1 within the first week of one cycle with respect to the
cetuximab. Especially preferably, the amount of cetuximab to be

administered to the patient is divided into three or four portions comprising or
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weeks and preferably within a tinme period of about
t hree weeks or about four weeks weeks, which tine

w@eosos®2are preferably to be regarded as one BPGDEPR2008/000328

More preferably, the amount_of matuzumab adm ni stered

to the patient is given inHrg per square nmetre of the

by the surface of the patient, i.e. in ng/nR.

Ag,%‘h's tiRglof 200U RlgahaMat dré adimhigleaa ko tise patient on three
adm nﬂg é_? e% fin [ 508 ng/ nP

Istéred to the p tient in an anpunt of
t ordooodiffgtert, daysy praferably sélegterSomepnesdaywithimone week for

np, and ially 800 nginp 00 o/ ne. i
othiis o Bhr SRR live Nurei it Mose BrefBre Y Btcrdty 1 of three
94 TBur B818cuO0 IBKs TBrofelibi bAGRRINGUARR day 1Al the firs
1600 g/ o, w t h 5 t

/ n2, inatine period of 0 4 weeksand o
preéel aboye ayclpiwitharasipest isetheqeteximabo rspepially prgferaply in this

or_about four  weeks,. re | I - €
oireBRRE b8 SeriREh is ARnBIR 6 el pifidn Pt floyat of about
O RY B oFEBBUNE nY/&F §erldlay.ori Hdaqopierdurirg the first week of
mat uzunab to be administered to the patient is either

dithe deres oft four gansgcuting sveqlsraansgsutivafoligwed by an
dni i he -Rat i - di
S SRR IR0 B9, Mo S ARl e et

f aforiseautively fidlRaving hwe outhree furth&sweaakis obaeyplestasigiing of
on each day 1 o

ft h ti k
TR AbIeF WEBK ARt o RV ngT SONRIENIEHOY RGP 0 WREkk (about
OfZEfJHS%%@Ir@er‘éBIg tH@éﬁ?@TstérPs WK @ikt aPinisBati®R®n day 1 of
whol e unt to be ad d of

nisterd wwthin a tine perio
altbetfirsthweek. weeks or about four weeks is adm nistered
on one day within one first week of said tine period,
preferablly on day 1 of said first week. Especially

prﬂﬁ'f AIrY préfeaBymBtcebixifriblig Wapministeree tadie patiéstriacn
to the patient is d|V|2ded into two portions conprisin

ggamoneﬁ @ftabgﬁtdmaog/m oPanday agday T ang ireala@m%irﬁt%ébgut 250
0 np i D . i
aiPelTeRe" iy Bh BHE M 5 U E Gt SorsiSIRELL S dde

wi thin one week for two consecutive weeks (i.e. on one
day within one first week and on gne,da i thin one

s chlaraailialy) Neretigmats e BIsNgre8 o 43 Ratiagt it argmount of
Coﬁ&ﬁ iV B b 8hehalhys RegigHyi 15 with day 1

Wi m%f)‘f?eﬁppﬁspé’\r/\ggxséf oney%ycl e wth respect to the
mat uzumab. Alternatively preferably the matuzumab is

a5 30 B ) A B 36 B RHS00 mo

t higeRO oY mig0 ore PreReably 880 to 2500 mg, within a time period of 2 to 4
weeks and preferably within a time period of about three weeks or about four
weeks weeks, which time periods are preferably to be regarded as one cycle.
More preferably, the amount of matuzumab administered to the patient is
given in mg per square metre of the by the surface of the patient, i.e. in
mg/mz. Accordingly, more preferably the matuzumab is administered to the
patient in an amount of 500 mg/m? to 2000 mg/m?, more preferably 750
mg/m? to 1750 mg/m?, and especially 800 mg/m? to 1600 mg/m?, for example
in an amount of about 600 mg/m2, about 800 mg/m?, about 1000 mg/m?,
about 1200 mg/m? or about 1600 mg/m?, within a time period of 2 to 4 weeks
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weeks. Thus, a cycle with respect to matuzunmab

preferably consists of about three weeks (about 2 1
wal2oos8)p8me5 about four weeks (about 28 days), NOPEI/EP2008/000328

preferably about three weeks (about 2 1 days).

Preferably, the cycle start& with the first

admnistration on day 1 of the first week. Even nore

t d
DL Epb oo WA T ARG oP U MBI ek gl Byt rour wooks
dayere prafdrablpthrae wysdke, Ao ﬁhb%ri@ﬁs@#@lﬁref%rébly to be
days. Al tematively nore pref erably, the matuzumab

adPOArdadAs @nNeSYclee Bysniraate pieferiabhibimamsmuns pf mmzumab to

&%dgﬁ@%t&%@% t& &\eé é ¥s %ltﬁ%ro@yl‘g%ﬁl lﬁtgc%sé)rstbggg p8kions that

esmecachhin}stewdxmtatel y:ratlehkah Otwdﬁorsmlr@@ thifferen® a8 epreferably
si sting, of vinorel bine, vincristine,

pa?ﬁtfg(ft a&%r@@ed’\iﬁyewﬁwelonec\aﬁe%mf B0 QEHrREse@nsasuUtive weeks
t NP E‘)‘i’ef%?ablg onSedthOy4Y 4 Br e & th enfﬁsf‘éﬂc%@kéf weeks,

Vi nor e eis admnistered to the
arp:ref&rabfy [Eginmjng avitbGayrd ,withom ehepfussk weaquf a2 ¢yelelith respect
thin a tine e“ﬁQIOf 2to

et Kipafirty Br B RGIeamBuh o b Batin s BT L withing dime
V\’fbé‘rrbd d)ﬂ@odlﬁrthl%swéél@s of §$&5t6¥8hb’wbek§% écﬁﬂﬁﬁ&@ﬁi?ogén one day

one Cy cle. Mire Ere er ab amount of vinore
ad/mtmn onerfirat week ioé spatﬁlrempelrl@dgpx&ﬁerabﬂy oD q;aym gq:aaudenrst

oy Canes R ey TaRl; L uBlpt Bt i of ppirihistered to

admerpjaﬁbﬂt @Hlf/ldetjhﬂtoﬁﬁid m’(loh@caﬂ\pﬁ rtir&fns?é?m ffﬁﬁ)o to
to 100 nor e eferabl yg to 60

£ CHOUD, NG TorCEAMBIRARRULE) hatyeradmipis ialewe ta the
t'ﬁg?leﬂ?[)h‘%% ‘ﬁtﬁgre%?déi/ reeﬁe\/@g Sé%rl%“&g ﬂ%by%%yé:y% in one

time perio about
arveeqsk Efrédwaldonstoutine weghs (ied omsormngay within ol €irst ek and on

r ef er abl t he anmoun vi norel bine to be
DR aX eitbin oioe RETHL KL A0S TG RigleTFhlY Oy SRS two

eRlseBalivd RBEKE NsrefataB) HiHuﬁ %ﬁdd f iP8id frat weBk of

two different days, preferably I n one
f ianst cyede Withrreéspeet tadhe mathzwnebeAkemhdelwﬂkaerably the

preferabl y day, 1. of on rst.week and day, 1. of 2

b abafi et Hargrs B0 hE RRiRE) B om0l otshed Mhopimaim

r gspeRly drvatdas oHa@umidtneefirsERBek ohtHrée DT €6 @ @dHcutiie

vinorelbine is adm nistered to the patient in an

arreglks. dihus, a cycle with respect to matuzumab preferably consists of about
three weeks (about 21 days) or about four weeks (about 28 days), more
preferably about three weeks (about 21 days). Preferably, the cycle starts

with the first administration on day 1 of the first week.

Even more preferably, the matuzumab is administered to the patient in an
amount of about 800 mg/m2 per day on days 1 and 8 of a cycle consisting of
about 21 days.
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about 25 ng/nk per day on the days 1 and 8 of a cycle
consi sting of about 2 1 days. Preferably, 2 to 12

W@ ywBes7025ore preferably 4 to 8 cycles and espeCi/EP1098/000328

about 6 cycles are applied (o the patient with respect
to vinorel bine, preferably Substantially w thout a
pause. The whol e procedure/regi nen descri bed above

Wi Alferh86RAG Imdre fréferdbROtHR Riafgzumdb ReadRfabrY R®ePatient
nore tines, preferably ope to 12 tinmes and especially

2 in@neamprBtof ofot60skagime pesslay @ thenday 1f @faycisegnsisting of
W t.h ause in between each repetition of
tm@ggaéjﬁyé:'/regi nmen. Preferably, docetaxel is

adm nistered to the patient in an anmount of 50 ng to

500 ng, nore preferably 100 to 250 ng, within a tine
pepenerally, ovtestatic addteidanespncialbraostatic alialpids selpsted from

2554 S SR B SRR, Bl PR 368 ol con
preines@bbyinistizeat® tng pafierstansit Bxieovat i thiesdrer ed to

the patient is given in ng per square netre of the by
the surface of the patient, i.e. in ng/nt2.

ngn@rﬁ&é?g)r gwc{i‘gfbmé;{sgécﬁf\mt&éﬂ% tHe ‘lir%tti@ﬁ?ﬂn érggm%ﬂt@f 25 mg

ent 1 n an anount of
t to 250 mey, nmibre preferablgf5Er tabl1 50 H1Q, withirRa timel périod) bH2 to 4

for exanple i ampunt of abou 5 Wit hin :

{ HeSkena arefprably SBTa e BRROH L ARpRfE e eRRs whicn tme
t 'ﬂ’@?idb%rér%d%r@fer%@% HWeRRrd&eLSs ondttiyele. Mdre éﬁ@fé@ﬂl%, the
are preferably to"be regarded as one 'cycle. Even nore
prarheusibdfvinoledineradministerdd de the patient i9 giveininnng per eguare

ot L : o ) .
oy o R Bitne SHESER LI R e IR sHEHC, BBl more
of prefgrabiy the WRSIbahe @admitidterod tothegsstieat it @an aheunt of 20
docet axel'. Especi,ally preferabl t he, docet axel, is

adPoN's ted @R MEM heopa prefieralii 48mai uie SO Maimofor gxample in

af ; . j-Sld f
TR AP AR AT o D SRR Sl
4 ﬁ?f&ngHﬁin@ﬁhemd&ﬂ&bMMe@v@?, adich ﬁrlne periods are
a ied to the patient with respect to doceta ,
pﬂgﬁ@rﬁmyytosttﬁo%@(%@tﬁ@‘?%ﬁﬁfﬂﬁ waeg%%evgﬂdaageepfe?ﬂ'@ﬁ% ding amount of
P r\ﬁﬁ(?r%%iﬁé 6 B RIminRisidd8dna barienWistdivii8d M ttwoabdig equal
docet axel can be repeated one or nore tines,

predrioasttyatare adminBteredde thepatiepiean two different days, preferably
tines, for, exa

e W BER el Rk add PER Gy gtTn G bebottiedk.

PrerstabE/ d91 BPBne first week and day 1 of one second week, e.g. on day
1 and day 8 of one cycle with respect to the vinorelbine. Especially
preferably, the vinorelbine is administered to the patient in an amount of
about 25 mg/m2 per day on the days 1 and 8 of a cycle consisting of about 21
days. Preferably, 2 to 12 cycles, more preferably 4 to 8 cycles and especially
about 6 cycles are applied to the patient with respect to vinorelbine,
preferably substantially without a pause. The whole procedure/regimen
described above with respect to the vinorelbine can be repeated one or more
times, preferably one to 12 times and especially 2 to 6 times, for example

about 5 times, preferably with a pause in between each repetition of the
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Preferably, paclitaxel is adm nistered to the patient
in an anount of 100 ng to 1000 ny, nore preferably 200

w0 2008087025, within a tine period of 2 to 4 weeRGT/APZH08/000328

preferably within a tinme period of about three weeks
or about four weeks weeks, %ich time peri ods are
preferably to be regarded as one cycle. Mire
PrRbesdReiregirhén amount of paclitaxel adm nistered to
the patient”is given in ng per square netre of the by
the surface of the patlent i.e. in nmg/nk.

S5 81STaB, HaolBH81 8 Ehe Bkt BnB RahRb A bngy g0 mo o
t %O'@)QQrg'TB{dT@ pré@r@bl?ﬂ%&b@@’m@z%tﬁw ABmMeOpSHed BELNE 4 weeks

for exanple in an anount of about 135 ng/n2, about 150

n@/nﬁzbreéer@bty withinrayfime, pegissLef atspit tyespveeksowyhictyime periods

T8 A9 EBaA 5 HA  E DEE. fefbo

t otk kanfhistdredtto tivel patiestkis givem i6mg ipee sqeer@d&tre of the
are tgr eferably to be regarded as,one cycle. Even

eaﬂmrsfacetqféhemmﬂt oF- Pt Maigeordingly, more prefarably the
addHc%'t SERS a%ﬁwﬂnét@?%c??& {fRbatleht 4 Eh B3 i 22 mBF’ to 150

n one rst week,
prrﬁ@krﬁ?abrho/rectméfetably Sﬁrmg‘/rmlzm 1@9&119/«!&2 fmeexam;ble rwa’nramount of
respect to the &}%l t axel AIt veI

pradrostt 81 rpglrﬂ havi arﬂm%peﬂgg @; oy W?S g prefc’erably within a
agiphd béh@&%‘i’ abBuf ﬁﬁe@?«{] defiR! whﬁ;hdﬂrﬁﬁe%‘i’lohgta‘?etdﬁéﬁﬁably to be

about equa por 1 ONsS at are adm nistered to
pertegaldedoars phe eyclei Evenaneredergseraplyetha amiount ef @@@@axel to be

walraPRter <A h PefeREi 4 ikistelad otk§fa B0 Blifatab on day 1

C%Prﬁﬁ Wl siwekR ,, mBFe& pesfakibly Bagirofione first WedR)of bne cycle
thin the first week of one c%\;: e wth respect to the

pazwth respsict tCEﬂ’@e@P@"@W'pEéP@‘F'a praferabhy. dhe dgraiaxel ishe

of® C%B?%grﬁg @(}ﬂ%@@%eﬁi per é}@%gﬁs{)?re da;j?né”be?'a%g}'?}n day 1
rsetouug s o vty s e
arﬁf?fﬁ"@b%ﬂ i Cylea @i seciall ok B bieR J anidiett)Btae

: o[fr r{éﬁ&‘(mrﬁw"r‘ég b0 catsket SHeRetablyesubstarftialty WitHdig a pause.

vveek ut an admi'nistration. Especially
pr'ElieewthQ/prddeelupeicdglmmeiescsrbad mbnve w\ether@spect tocthe docetaxel

t t t of b 250
?acéneﬁ $edioq S dimite BrespairersBl g B°I2 iiesihd' ™Y
rEuylciily 2186 HEHEL fd e xafBplBTHL®: BQfméb?l)pr@ferﬂﬂby witrod pause in

between each repetition of the procedure/regimen.

Preferably, paclitaxel is administered to the patient in an amount of 100 mg to
1000 mg, more preferably 200 to 800 mg, within a time period of 2 to 4
weeks and preferably within a time period of about three weeks or about four
weeks weeks, which time periods are preferably to be regarded as one cycle.
More preferably, the amount of paclitaxel administered to the patient is given
in mg per square metre of the by the surface of the patient, i.e. in mg/mz.
Accordingly, more preferably the paclitaxel is administered to the patient in
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cycl e consisting of about 2 1 days, or in an anmount of
80 ng/n2 to 100 ny/nR per day on day 1, day 8 and day

wdoehsmzycl e consi sting of about 28 days. FOPCT/EP2008/000328

exanpl e, the paclitaxel is admnistered to the patient
in an anount of about 250 n¥n2 per day on day 1 of a
cycle consisting of about 2 1 days as an i.V. infusion

AL S oF 00 B S mGe (RORTBIE AL 30 mam o 350

t gng/?ﬁ , oy eﬂarppre idagn amodayoflalmdiutaﬂ 3(5ymlgﬂ'n?:oatmmt1|5|®gngfm
abqut n over

i 378 BRI b 25aisealm 38&%#% & 58 ahovs 309 yma/m”,
Ofyyi : r
A 5, FDS 4, e U g

28ty shree weeks or &bomtrfbusweakswhlcm tlm;e petiods are preferably to
pr.ef er abl %d over_ about

PrsH Bt 55 Tng Q. Braiimdfe ESTIANE 15 aalitptpacitaxel to

cysé S88MATISkePSP RSt pAticHI WIEIMIMEErES oflchedd, 'pﬁ‘@fetrQny on day
the patient with respect to paclitaxel, preferabl

subwithin one fitst wadko more grafesably day mt)o@e first week of one cycle
progce / i bed above with respect to the

pavg'ﬁ? ?e%)P%ci g@h{%gacﬂ‘g%g ted one or nore tines,
praerhatNely ang diSo preferdbig, tﬁé%n@@tﬁlﬂ@f ?Jalcuta&et © lﬁe admlnlstered
times, for exanple about 5 tines, r abl

pgggge ipatigat \%gwdgg(tmiortew alpcptgreqyal ppdions t at are admmlstered
P18GAd gﬁﬁéﬁﬁgh e oﬁé‘%ﬁﬁb%%s d:?r ?BI?tée‘? (ﬁgé 3o BRe day within

especi y cytostatic al mthe
grmwoweehimrsmres@cohsquﬂwpiwéékstmd mobee ipveferatdy onserath day 1 of
s ecially the pod \éllot deri vati e et g

Jhreefpsecilie Nieaka, BeprebinBegRnna A g5y P Y EhRrbg T
' Nvédleofbhe c? cIefvatrRRiSpect eﬂ'ﬁitéx%l @é&ﬂéﬁ@tﬁr@?’eﬁaﬁly in this

t he pat I ent n an anount of ng, nore
prregmneml memhtaxegtsoao‘rgumamtaﬁi o taetpamenpm aanmgfure of 80

BT Ay P P Bt of

I egRledeshsistinyef @tycmtethréwngelps @:ftﬁ)”tﬁQB)UaYSWepr%mmy Qhrting the
et oside admnistered to the patient is give

reigisdradiopert dayfl afiee B&StWﬁ?'%erthﬁ@dC@mft?@Lﬁé‘f’ﬁ"e\ﬁf»‘eks and
' e%d:hgﬁ‘ Oﬁ@ég@ A&]%fe%u%weﬁﬁh&&t%ﬁé@%msﬁ%n

et opos g 'St 8r e e patient 1 n an anount
of 200 ng/n2 to 600 ng/ n2, nore preferably 250 ny/nk

g REC A REtPrabD; ﬁ@aﬁ%ﬁ%eqaa”gﬁv”%é‘{é‘ra@@ﬂweaaanen? in an
amount of about 250 mg/m? per day on day 1 of a cycle consisting of about
21 days, in an amount of 135 mg/m? to 175 mg/m? per day on day 1 of a
cycle consisting of about 21 days, or in an amount of 80 mg/m? to 100 mg/m?®
per day on day 1, day 8 and day 15 of a cycle consisting of about 28 days.

For example, the paclitaxel is administered to the patient in an amount of
about 250 mg/m? per day on day 1 of a cycle consisting of about 21 days as
an i.V. infusion over 16 to 26 h (hours) on the respective day, preferably over
about 24 h, in an amount of 135 mg/m? to 175 mg/m? per day on day 1 of a

cycle consisting of about 21 days as ani. V. infusion over 1 to 6 hours,
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preferably within a tinme period of about three weeks,
which tinme periods are preferably to be regarded as

W@pwsnHywee. Even nore preferably, the anmpbunt oPCT/EP2008/000328

et oposide to be adnm nistered to the patient is divided
into three about equal portflons that are administered
to the patient on three different days, preferably

t Ny R fera B SRR HhbGit gel'i’ﬁn e ré%fe%ti@ %%V §Pi|n3éayr§: Péﬁ\;ﬁmntt of 80 mg/m?

consecut I've_days at e beginni ngéo one

r etopkI migtmt ber dapposiaiel, dps aindl dayptS:0ka abie, cdrisisting of
In_an a

et gposi.de,is admnistered to the patient nount
of%&% 4365 PR \2@'F‘¥‘{§£P gyer hio adipurs, prefesablypysr about 3
o, tditHéaspdctivetdfys. 5 Oof a cycle consisting of about

2 1 days. PPe?era [y, 2 to 12 cycles, nore preferably

4 to 8 cycles and especially about 6 cycles are
applied.tothe patient with respect.tqQ etoposide .
B 0o s mor Peebiit iR spesialy about
Preepsles are appBNtIgRCHathad walhoe8pBtlth JRHIRBE!, prafdriBly

i
et oposi de can be repeated one or nore tines, _
prasfhstamiafly sithous aipausend Seample Precedureiregimen described above

oL stion S P Bl e Bt G 0P ok tihds Breteraby

Prereut 2HinRgl artNespécialie2 &b 8ppsésidol Sx@rtipicnatsd areimes,

the patient_in an anount of about 100 ng/nR per day on

t HIefigBlyvithapavsedp betwoen eagh repetitionPfdhe preegdurefegimen.
days, the beginning of the cycle with respect to the
etoposide is preferably triggered by the

adBenerslly atytostatip aédatoidb) gspduiallyi ayddstaticralikiatdid s setaetarf from

th h th ti t di tp the,
" ibe PR Canasuap ek parpRhIBEPERdRINAtY S e BEP el i
Zg@d&iﬁﬂ%&%eﬁﬁ/aﬁvrb ldpdsild, BanCAABY BEMANSIEred t@fRNbatient

e adm nistration of the specific integrin
| i apnit éb keowe dcthiebad. herein. General |y, '
anti metabolites, especially antinetabolites sel ected
fromthe group consisting of gentitabine and

pePRFéRBRY etdUBidaR Aemiistbridsioathedatient mea akiciiit oS00 mg
it is known in the art. Preferably,wgem:lt_abl ne.is
a

ad@i K0 meemore preferakly SA1o A 0RIanBhinta Bmegprriog,ot 3 to 4

BB d B SpPAT SAH Gts SERBG K 1R Ay ime

t i periguisrarechreferablgud Hehvegardexkas pnettycle. Mare prefarably, the

D TBHE SOPSROS AR g didins BTG T aan BB apr sguare

t NeeRaIJF 8K bl th@sURECE B e PAfert AUTi8 mg/m?. Accordingly, more
preferably the etoposide is administered to the patient in an amount of 200
mg/m? to 600 mg/m?, more preferably 250 mg/m? to 450 mg/m?, for example
in an amount of about 300 mg/m?, within a time period of 2 to 4 weeks and
preferably within a time period of about three weeks, which time periods are
preferably to be regarded as one cycle. Even more preferably, the amount of
etoposide to be administered to the patient is divided into three about equal
portions that are administered to the patient on three different days,
preferably three consecutive days and more preferably three consecutive

days at the beginning of one cycle with respect to the etoposide. Especially
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metre of the by the surface of the patient, i.e. in
mg/ n2. Accordingly, nore preferably the gentitabine is

waeomwses®eered to the patient in an anount of I1PODEPIHSIE0328

to 5000 ng/n2, nore preferably 2000 ng/n2 to 3000
ng/ m2, for exanple in an ahttunt of about 2000 ng/ n2,
within a time period of 2 to 4 weeks and preferably

Wi b lakdtaBlyt ke Q%n%facﬁﬁi L&eﬂeartsqr%%hém WHrPQFHuHFof about

peri ods re pre erably to e regarded as one cyc
EvEID my/m’ meefdeyam tyuetdaysammamd Sforgemibiet dehyisr; 4 or bef a cycle

d b
o it ot R o, PRerdtus 2 4. 02 Gyt BR ol pisierahly 4 to 8
t V@c%é‘ AR4 %@be&éuy‘?’ ab@ﬂﬁé @?@Béﬁéré’ %Bpﬁ@d’td/\iﬁe'”tbéhé?ﬁ &vith respect to

first week and one hin one second week
pretpppaidey puﬁgrablsosubﬁtenmalwswﬂhmtla padsel Apelwbeleone

- SRR aBeT arsruteY aboFelutesPel 1o R0F sfdirgod bl oo

geEpehtdd O bB nRAEItiIAMSE, @I@rélﬂybh@ toa2 ks laﬂdaéSpecuallg 2t0 6
anobunt of about 1000 rrg per d% on the days 1
meébB[ﬁfe@

oftlrae%yf@r examg abe wiha pawsss ierbglimgeneach

i’%}'ﬁ?{ﬁ bFﬁbou . gdﬂfé{egsrﬂgbglf/fhé ?to%g%{d? t@‘;aéﬁﬂﬂ stered to the

w. pdt.amwantamwgmbbabn 0e mgp’rréf;mraiﬂyyorstltmdalyﬁ Bau by5 of a
w t hout a ause The v%?a edure/relrrenfl é

GPRSIS ting ghakoyty? he Pegsing ebiheye Wl tr%%pect to

ONGeUto : Stlé gFeZera‘Br rgfr?grgfépéd/ bg e Eenﬂ%sﬁéf@‘ﬁ pﬁ’@ﬂarably the first

especl a for exanple about 5t
pradreindditationi mﬂarmtwm"emcmthleeapmén agemh ace@@hmg tooﬂnedﬁventlon

h d Pr ef | d
s peRenal s eREpsioned b A el ad RETRA G o alviating
me&heﬂ@@t@réﬁeﬁ?ﬂ ARdYordAe dAdmiARBatien of e Spécific iritédrin

peri od of weeks and preferably within a tine
peigand a5 desesihed:herei.weeks, which tine periods are
preferably to be regarded as one cycle. More

preferably, the anmount of penetrexed adm nistered to

t h@epetalighantiraetibotites, Bsﬁ@cnaﬂ&y aatimetaborlr&ts"seleéteﬁifmrbyhe
the surface of the patient,

AHBHBIGFSIBtingsH @emc‘éﬁe@rr@omd Pﬁ@‘%’@%ggr €32 gan be administered to

t in an anount of 300 ng/n
t%%ﬁﬁg’ ﬁg"t'ﬁé‘?‘gﬁb’?@fﬂﬁg [y 400 ng/nm2 to 600 gl n2,

f or exanpl e jn an anmount of about 500 ng/nR2, within a

" BrBbhe SeBforBelh & TSR SR8 B B e Bheftor so0

argg to 8000 mg, more preferably 1200 to 6000 mg, within a time period of 2 to
4 weeks and preferably within a time period of about three weeks, which time
periods are preferably to be regarded as one cycle. More preferably, the
amount of gemcitabine administered to the patient is given in mg per square
metre of the by the surface of the patient, i.e. in mg/m?. Accordingly, more
preferably the gemcitabine is administered to the patient in an amount of
1000 mg/m? to 5000 mg/m?, more preferably 2000 mg/m? to 3000 mg/m?, for
example in an amount of about 2000 mg/m?, within a time period of 2 to 4
weeks and preferably within a time period of about three weeks, which time

periods are preferably to be regarded as one cycle. Even more preferably,
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preferably to be regarded as one cycle. Even nore
preferably, the anount of penetrexed to be

wa@eivss®eered to the patient is adm ni stered tRCT/ER2008/000328

pati ent on one day within one first week, preferably
day 1 of one first week, e:¥%-on day 1 of one cycle
Wth respect to the penetrexed. Especially preferably,

RCRIEIACICh S 5 LSl il

cotnm' aboutgeqfal poaidnszhat daysdmristtesdital the patient 98 two different
| es and especially

GRS, or el oRedlmig are WREweaK eRtong dhy MEBne
t Osét“&m%t WEER dpref&rﬁf)fgccﬁa? Hﬁétﬂ?ﬁtvl/%ﬂ é(nd"gégquif dhe second

pause. The whol ure regi men descri
W whek.esgeon day t and papst ofeoreicyae With nespecittedhe rgemmtabme

kS adahnaeeRbl, Be teMeRahBerS sorhatsoq 1o bk Rafentn an
Wi dRoanPatssout d@)@tr\‘\gﬁﬁz g Hay 8AhE Ha0S 10fnd @%f a cycle

procedur e/ regi men he use as deScribed aboveé
armnrtalstm @‘fvabq:utéﬂ aMsI Yreferaldy.cz tdhdd cyelesnmose pnefeeably 4 to 8

<ol P B8Py BU0F% e P Reblid WP R it eapect o

[@émb@aﬂinaé prem@btmwmmgwfhddﬁ agsddse. makatesle

thereto, wherein i) the one or nore al kyl ati ng
ch@@ﬁ@ﬂé&%ﬁ@&mﬁe deseribed phyvemithyeprettda the gamaitabine can be

grr%#%a@éhéb %r@ftmﬁ{% p%f%}%tﬂy @n‘éqgt@b P talncﬁi easl;?gmally 2t06

che apeu I'cC agents'crs ca

oxtthep) fat ierRamiplg abbat Htimesy pmﬁembiwwtth@rpause in between each
chem) her a i c agents other than the at |east one

sp&PF 'Y‘%n Pﬁf‘f@g?mﬁe HEAIR9™RD: ¢ he one or nore

al kyl ati ng chenot herapeutic agents (b) are sel ected
fromthe group consisting of anti-EG-R bi ol ogi cal s
celPrefenably, peangtranednia@dministaraduontie patienttio annerboantiof 500 mg

Vi R e irb dedpiaiy 0038 Bubing B Rt S Aleg of 2 o 4

bekevks ah@prsfafdbly asthiies @.fﬂebsélncbm oPABo@IthraY webks tWisich time
par agr aphs nunbered [ 1] (;14] and especially as

deRRIIqdseare; mefﬁfabkyrtomr@géf ethes pae &yelgpMora preteraily, the

E ﬁ%’%’g&’& é%éerpgﬁﬁgeé QSnﬂﬂgt%%@g]ﬁwedﬁétFe% |l§/ gl(/g}m?ﬁ % per square
metre of the by the surface of the patient, i.e. in mg/m?2. Accordingly, more
preferably the pemetrexed is administered to the patient in an amount of 300
mg/m? to 700 mg/m?, more preferably 400 mg/m? to 600 mg/m?, for example
in an amount of about 500 mg/m?, within a time period of 2 to 4 weeks and
preferably within a time period of about three weeks, which time periods are
preferably to be regarded as one cycle. Even more preferably, the amount of
pemetrexed to be administered to the patient is administered to the patient
on one day within one first week, preferably day 1 of one first week, e.g. on
day 1 of one cycle with respect to the pemetrexed. Especially preferably, the
pemetrexed is administered to the patient in an amount of about 500 mg/m?
per day on day 1 of a cycle consisting of about 21 days. Preferably, 2 to 12
cycles, more preferably 4 to 8 cycles and especially about 6 cycles are
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i) the at |least one specific integrin ligand is
sel ected fromthe group consisting of

wW@e y@B087102F g- A y- Asp- DPhe- NMe- Val ), t he phar maceCt/ER20$/§00328

accept abl e dervatives, solvates and/or salts thereof,
ij) the one or nore al kyl at #hg chenot her apeutic agents
(a) are selected fromthe group consisting of the

ol & Coaialng, : g ' aplatin.
Do AE FRIRIN TSR 0 BB o pRirSrehy By
f uwitheut & paunse.nBreapbote proagdutedregirhen deleribédabate with respect

R e TN e N A O
ONgmMes aﬁare%p@etduyliga% hhfés%g@éaﬁ?ﬁl§ %lrtr)grﬁrfa g‘#m#és‘? Bré&fdCably with

group consisting” of cetuximab, pa

z ad pauUse imbetweemeacturepetitiod ofitheiprotedurelrebimeni onal |y
b) one or nore conpounds, selected fromthe group
consi sting of the cytostatic al kal oi ds vi norel bi ne and

vi[Re] Théiue.ad dcribeel abtvetdndlSsEEIbIE BretBRitly ibed i
be[FO\IN, preferably as described in oneggremregg?etg%relbed n

pRNRyPaMmese ofi iscpa@gragphs sumbaredid te i aindl ¢speaially as

[ SR BE s P8 bee BY e Hor Ao ERARCS (241 T55T
t hencethe, pavagraphs difectigtrelates there®, specific integrin

i gand,. sel ected fromthe group consisting of
cy¥N¥e{Mr g- @ y- Asp- DPhe- NVe- Val ), the pharnaceutically

P3POGLAN 8 AR g OB [ AR5 eg o
60be grigupeonsietihg ]?t B@b?lﬁﬁeumgmr@ntg@?édmdemmm agents

d . bel . r . as. described in one or nore
gPC'%pﬁé“fb:C,ag'\é\@%\lghé aﬁ&?f’d@”@%%'[‘i] to [14] and especially
asi) #es 6he e tndré fRAePELEMBEheRhpé iR é’g*’érﬂ? bﬂi&iﬁh?fg gf‘?e%?%ast

[24] to [29]; and the paragraphs directly rela
t HEeesRecifighigiegrin ligandaand thesene aenxye alkyilatinontkemotnerapeutic

[ et i, .St f . .
RS P s et Boht i RBUR PRERNE0 R AR GER tighogipats
acetptimbbepdritiralmats zaktlmehed, andowRizufabland Atteaimab and
is, adm nistered to a _patient in an anmount of 1500 ngy

t dheytsaRkyeids,dagrelbine and vincristine.

[28] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [24] to [27];

and the paragraphs directly related thereto,

wherein

i) the at least one specific integrin ligand is selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof,

ii) the one or more alkylating chemotherapeutic agents (a) are selected from
the group consisting of the platinum containing chemotherapeutic agents
cisplatin, carboplatin and oxaliplatin, and

iii) the one or more further chemotherapeutic agents other than the at least
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[31] The use as descri bed above and/ or bel ow,
preferably as described in one or nore of the

w@aragsaphs nunbered [1] to [14] and especi al | BCEHEP2008/000328

described in one or nore of the paragraphs nunbered

[24] to [30]; and the parag?aphs di rectly rel ated

thereto, wherein the at |east one specific integrin

li {

cy&ﬁ é&h@@t@&ﬂ ‘IB%&(& Qﬂﬁ%@@ﬂrz@ﬁ%@ 4RPaflhg chemotherapeutic

prmgeras(ebllcmbhsaccept abl e dervatives, solvates and/ or

salts thereof is ni s edtoapatlent in a

weHPRE PHMAKE e"’é""f'?%g? [93'%?'%&%‘%%@’ M e 9%1%0”3'5“”9 of
Lsikd AR r

aﬁn?’stﬁtﬁ'ﬁa%ﬁe&g&é epﬁ{w@t?,%h 8B aR8"'matuzumab, and

cymﬂtm)r(aAyg d y- Asp- DPhe- NMe-Val ), the pharmaceutically

" S R s SRR BRFER ol (B GEpSbELIS RIGhA! e
m)éﬁoé}étlé'&Ra@&ﬂ@%rﬁa‘?@%ﬂé@ﬁ@ﬂ/ﬁ%n&tlhe] to [X] and

especially as described in one or nore of the
par agraphs [ | ] to [XI] that refer to NSCLC. [32] The
ve .and/ or , bel ow,

ad2ef TR R AT AR BV (6 bR PrgEAy s Sgrived in
[ 1dnd 6r inb#é orifisk BERRS é@héhu%e‘ﬂ@@?ﬂﬂ@fﬂ]la{h@@@pwalmﬁﬁ

of the paragraphs nunbered [ 24] t

paﬁ%&j‘aﬂbﬁﬂdn @necytmore ef t@edtarag@amsmu ie6li [R4] 10) [28kie
%l%g%;{ﬁ#@ﬁé& BIRERGERPeUL i ¢ agents (a)

e gro p CONsi's |ng of the platinum
ccmlt\@nelm tree atleast bm ape(ciflc intagemligand seleatechfrom the group

carboplatln an [ e eredtot .
pANSIRINGPTHYC é@rg @@Fﬂ&? !@gﬁi ﬁb) fe BP@”&?C%YE'F@"Y
p%é%e‘b’f‘e%bl@"o‘e%éhx%sf 55“3 rR:%P% alts fh%ré’of"i@%@ﬁnm@f&ed loa
iil1) the one or nore urt er chenot herapeutic agents

ot redient iraantamournt dfd@$t mgrie 60POoNGiperiweekgri n | i gand

and the one or nore al kyl ati ng chenot herapeuti c agents
(b) conprise: a) one or nore anti-EGFR biol ogi cal s,

qu@ﬁﬁd Usb8 d&ecriedldbRnaidibr BeloW, ppeTeratilyal described in
pani tunumab, zal utunumab, ni not uzumab and nat uzumab,

admepsmereof the pamgsapheumMbereth [Hie (] a5 esnedially as
Zoé)escrrrgedqn Vre F mBH &f the paragraphs numbered [24] to [29];

and the paragraphs directly related thereto,

wherein the at least one specific integrin ligand selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof is administered to a

patient in an amount of 1500 mg to 5000 mg per week.

[31] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [24] to [30];

and the paragraphs directly related thereto,

wherein the at least one specific integrin ligand selected from the group

consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
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portions within a tinme period of 2 to 4 weeks, and
optionally b) one or nore conpounds, selected fromthe

w@emspsmensi sting of the cytostatic al kal oi ds PCT/EP2008/000328

vi norel bi ne and vincristine, the group consisting of
paclitaxel and docet axel, dﬁﬁYor t he group consisting
of the antinetabolites gentltab|ne and penetrexed,

adfiALRIHE %‘ér\yé}ivteges&%flegrgnd/?r SAt PRI |§fad?rﬁn|ts&=frg§ WQa

ng 1 n one or nmore portrons wihin a tine

t patienteks. oﬁaesxve@lﬂy) (tj@fr?ee ¢ichexNvpekly anfrrfnhiwatloats@héme

|nvent|on|sanret od o a refera a

mERSHPIBE af abayt é&omcatb %35@%3%% BIISALON.

cycles, preferably 2 to 12 cycles, nore preferably

about 6 cycles, each cycle consisting of about 2 1

dadvisreopredérably, 2§ clbtal/rg-@lyehsp-aiithe-bbleiv/ab), theoplyarmaceutically

wher ei |neac cycle: a . -

eyRicerlaig SBnElES. palkalhandar ats therest s Adeninisterss g the
Cﬁaﬂ@n@%&%e@%hﬁé@ Y Sﬁe &%d@tcﬁihé"b‘é/rﬁr/gﬁﬁ‘strﬁnﬁd@ééw I to [XI]

preferably cyclo-(Arg-dy-Asp- -Val), iIs

adanchespesialty as)deamqm ingime arnore ohtheapanagraptis fihswiXl] that

200 ay on one day within each week of the
YRR pREeLE

ably on day 1 of each week of the cycle,
or a2) in an anount of 2000 ng per day on two
di fferent days within each week of the %ycle
pr[aﬂbTa@ wee% @wr@QQ@bpvgrﬁﬁcuorobeWaﬁae srakly gp meéaehed in

der va 'P%/"egé of l’fé ggragﬁ'%ﬂ]ﬁ @?’r@gr{d’m ?1(2 fa%d:@sg# er a

Ci mﬂcabe? in baeaﬂnnonmf/ethecbaragndpespfmﬁmlmbriedeZQ) toi [B81 hn

amount of 60 t , re preferably in an

arﬁﬂﬂﬁhed?arﬁBEﬁR nE’rFEnF%‘?d G100 ng/ n2, per day
ay wthin the first week of the cycle

pre’?era ly on day 1 of the first week of the cycle,
b2)) the ehercalihgre allsylating cbessitaerapeltic agents (&) selegtachfrom the

th t t.d b f

o Srel sernis oot 1% R R e g LBy gPRL e Y6
dediy@biiy ESarb6platin R’ GaMpritinsdetadrihfsteri, torth@fp@n@ht i an
cetuximab is adm nistered to the patient ¢ 1) in

ararnauntosf HEbie: 13UDMAINETE AMere PRFtSMS \WIENID aamatpezr;d of 2to

put 400 ng/ n2, nore preferably about 400
gg%%eg‘%’)e%day on one day within the first week,

prigi) eieabhe op mareyfuithef cidraofhierapewtiedgents other than the at least
one specific integrin ligand and the one or more alkylating chemotherapeutic
agents (b) comprise:
a) one or more anti-EGFR biologicals, selected from the group consisting of
cetuximab, panitumumab, zalutumumab, nimotuzumab and matuzumab,
administered to the patient in an amount of 200 to 2000 mg in one or more
portions within a time period of 2 to 4 weeks, and optionally
B) one or more compounds, selected from the group consisting of the
cytostatic alkaloids vinorelbine and vincristine, the group consisting of
paclitaxel and docetaxel, and/or the group consisting of the antimetabolites
gemcitabine and pemetrexed, administered to the patient in an amount of 25

to 6000 mg in one or more portions within a time period of 2 to 4 weeks.
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a2) in an anmount of 200 to 400 ng/ nk, preferably about
250 ng/ n2, per day on one day during each week of the

wae isegloent weeks of said cycle, preferably onPCEEPD0£600328

each week and nore preferab%y on days 8 and 15 of said
cycle; and optionally e) Vi¥orel bine, the

phar maceutical |l y acceptabl e dervatives, solvates
and/or salts thereof, preferably vinorelbine, is

~adm nistered to the patiente 1) in an anount of 10 to

50Thug, re2prefereéd sabjert ameQﬁntr'g‘N@Iiopés adagthod afrieeatment,

{1 preterablica rRIBOU ST eBBRANSh i oA BB st SRS ovoles.
prﬁrfe?ér@BIyYZ W 1Q%cpes°frn6r5 %réf%?é’(ﬂ? aReke Héles, each cycle

preferab re vinorelbine I's admnistered t

paa:omtlrméﬁ ahputi?d dapsseroplent A8edays, preferatuly epouta21 days,
anot hergg}@ferred subj ect of the instant

hop)
in‘(yﬁﬁ'i SR Pac Phod of treatment, preferably a

ea ORI Alg-SRi-nBp- mﬁ%mmewy itisé PHaRNEcAticEny %cceptable
cycles, preferably 2 to 12 cycles, nore preferabl

abdenvatives; sobustes anH/or pelte thesrof, sirefegably caplodiArg- e{|y-Asp-
O PPYRINGROYAN T8 IR Risdtpa B kAP bHnaheut 2 1 days.

cy&1 Yoin (N gmolyit 66absitiEn0uMEg YrIr)dayt dreo pd dayadthin ieaehlweek of
accept abl e dervati ves, soI vates and/or salts thereof,

pribecysla, preigsakly o a3 pf 83pD WeskeRiNivg Ova\e) orjs
SRR rERyhPol AP 581 4t in o BALRIS S hfPbdch wook
cy@ﬂ tee qyckd, referablypondhyg d1ayef1 arad B cwéleancd)ﬁ wittin @acheyeek,

di tp}g%;élﬁﬂng@\ya ﬁ%ﬁﬂ%ﬁl&%@&%&%@? rle%qﬁ&g&‘é@olvetes and/or salts
prﬁ)fe?é@bbb{eféfbﬂl)f‘&sﬁ%\ﬁ% 1 é’dlﬂlnfst@fedltoatﬂ@ patieht hi n each

car bopl ati n he rmaceutically acceptabl e
debix)anuareamosuot 0B6@ 40 aaa/n@g/nt amasetmmetesably ipaafasmawntyof about

Co AL dhanot 300 RAT fﬁgps%gpb e’%ﬁogé’\émﬁ irPtrb firsFiwBBk of the

hegrild) prefedaBlyoor’ dand dmh@ﬁrmww@bﬂ thedssky i bed her e| n
as AUC 6, ger day on one day within the first wee

t he2)greferablys spenams cysaﬁatlaa@aQW'Sﬁﬁ%d {9 the paiant dcsr'ng the
t hg 56BNt weeks of said cycle;
c) cetuximab, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably cetuximab is administered to the patient
c1) in an amount of about 200 to 600 mg/m?, preferably about 250 mg/m? or
* about 400 mg/m?, more preferably about 400 mg/m?, per day on one day
within the first week, preferably on day 1 of the first week,
a2) in an amount of 200 to 400 mg/m?, preferably about 250 mg/m?, per day
on one day during each week of the subsequent weeks of said cycle,
preferably on day 1 of each week and more preferably on days 8 and 15 of
said cycle;
and optionally
e) Vinorelbine, the pharmaceutically acceptable dervatives, solvates and/or

salts thereof, preferably vinorelbine, is administered to the patient
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b2) preferably, no nore carboplatin is admnistered to
the patient during the subsequent weeks of said cycle;

w@00s81023 mab, the pharmaceutically acceptabl ePCT/EP2008/000328

dervati ves, solvates and/or gc,al ts thereof, preferably
cetuximab is adninistered £8°the patient ¢ 1) in an
anount of about 200 to 600 ng/ nR, preferably about 250

”Qégglrpén éhﬁiﬂnt 04018 /50Pmg/MR?, r@fe‘?%ﬁf/%%blﬁt QQ‘?ﬁ‘g?(/n@Qer day on

.on one day Wlt rst wee
pr ene ld@NIVylth)n tlmainrsi wefek; pesferatdy dwgékofa% first weelgramdnon one

a0 Wi s it ek ral<Tdal et 2 o Begend Bk

\Neékﬁpﬂffer%@lyj Y @bfe vmbeélsifn@hb )édﬁﬂng?éfeé t@ftheeashfﬂﬁﬁb‘nng the
and nore preferably on days 8 and said cycle;

angubrdusmdmeeks)of\saitbexsldi ne, the phar maceut i cal | y
accept abl e dervatives, solvates and/or salts thereof,
preferably vinorelbine, is admnistered to the patient

e Thuérarothenprefiérred slibjetbobibetastait inveatien abh ynathedtof
25 ng/ n2, per day on one day within the first week,

pr HP@V%WtyPEﬁi9FaP'bﬁ regtgod |qf§ﬁeam@9wsﬁh§ 6AMpHSingagne or more
4 18185005152 B A AR B €y 05, oo

second no nore nor

adoomsistirey etlabauttZled pa oreabout @8 dayd, peeferdisgabent 21 days,
weeks qf .said c ycle Thus, an especially preferred
suW BI&IN #F €ARR CYF8t ant i nvention is a method of

LT EPLIAIHACQH ASBIOWN G NIRL A, Rhe phEANLESUMERY Goceptabe

g one or nore cyc prefe
cydele@tlvem reolyates andlisirysaits thereof, qyefesably eyclo-@rgt@ly-Asp-

h@r’g“%o)?%')%g%%&'ﬂ's@ﬁg){&mm{}g I? nt qu each cycl e:

phén YRt hinoaht ¥ a6CRE0TD BgdRir Gy offéne %iak/\(/ﬂfrﬁﬁ each week of
and/or salts thereof, preferably cyclo-(Arg-dy-Asp-

DRthe: owele, iefierably oot of erslh WQﬁktCPféhQ@NC@npr al) in
oo 2R BbeRREr o8O0 B8P afi Yo SaG: 48NS MR oo weok

weekthefcytcles pegferably on thé)daiye Taanddnit amxi 520 tHiIn kBicheveek,
daB/ ggrbto\pl)\%ttgl Igeeéﬁgr%\adc%%%cg\ﬁyt gclzgep?a CIQ dve\eervaktlves solvates and/or
salts thereof, preferably carboplatin, is administered to the patient
b1) in an amount as described herein, preferably as described herein as AUC
5-7 and more preferably described herein as AUC 6, per day on one day
within the first week of the cycle, preferably on day 1 of the first week of the
cycle,
b2) preferably, no more carboplatin is administered to the patient during the
subsequent weeks of said cycle;
c) cetuximab, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably cetuximab is administered to the patient
c1) in an amount of about 200 to 600 mg/m?, preferably about 250 mg/m? or
about 400 mg/m?, more preferably about 400 mg/mz, per day on one day

within the first week, preferably on day 1 of the first week,
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of the cycle, preferably on the days 1 and 4 or 1 and
5 within each week, b) cisplatin, the pharmaceutically

wW@ewepsAbki e dervatives, solvates and/or salts PCHER2SDS/000328

preferably cisplatin, is admnistered to the patient b
1) in an amount of 60 to 12 ny/n2, nore preferably in
an anount of about 80 ngy/nR, per day on one day within

t heof: I [
B Bl 2001 B o e L e, e o
ci spbaeidayi durmdneacrsweek of the sthtfsqmteinemleeds iof Bgld d:l;ezle

subs t weeks of said cycle;c) cetuximb, th
pfﬂﬁ?ﬁ‘jég[;’t(?%ﬁﬁw %{ %%aa@m%r@. W@Eefaé'dl%@@%s 8 and 15 of
angdfigt- sl t's thereof preferably cetuximab is

adm ni gtered to the pat| ent ¢ 1) in an anount of about
20énd opﬁ@ﬁlallyg/rrﬂ preferably about 250 ng/nR2 or about

O e Rt a0 T B S
t h@alfs' théFed‘l"eﬁl‘éfeI%%]g Q/lﬁoﬁHPblﬁEDi’érgdrﬁlhls@r%dtte tﬁQQ)a'ﬁBﬁmZ

preferably about ne, p day on one day urlng
eaeh ineskambunhef thtn;éQ Lum{m V\asﬂferabﬂy ghout 25/0igém?, per day on
preferabl eac referab
oa oSt wBkcP R PE A" s A Firek) Snd on one
Vl a8y @ithintBe ddtenBsdiR preferatd *byl RECEBf R Second week,
a

dervatives, solvates and/or salts thereof, preferably
vi sdrReetarably, ng raefie Yinerething is administesed inthecpatient fuging the

g%%yﬁ%ﬂfl\%eg%g%gg/(w% preferably about 25 ng/ng,

one day wtHin'the first week, preferably
day 1 of the first week, and on one day Wi t hi n the
ond week, prefer on day 1 of the second wee
f W @nepshscial YrRJ’e?ﬁSF%’ Wbige fﬂhﬁén?rt%”'dawfﬂﬁ'%ﬂ l@r%ﬂ“ﬁtt}‘)d of
t n
Tﬂ‘ﬁ%&?ﬁaéaﬁt efefablita Iiiineu 8P EPHGI NSRS JmBdsitig oHe 6 more
i neytcias, prefeeatly @toi 12 ayales, modreopreferabtyratmut Goeylies, asch cycle

arrethdof tre ng NSCLC, conprising one or nore
cyqreesti nﬁr(gfaané‘g% ‘%ylso 12 cycles, nore preferably
abHérehh fVed@scy@ach cycle conS| sting of about 2 1
days, wherein |n each cycl e:

cy@) eyc{oatAFgeBly-Asp-Re \/‘aal, fhe phermanautisaBuacesntable
ac&@r%f?\%s, solvates and/or salts thereof, preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), is administered to the patient
a1) in an amount of about 2000 mg per day on one day within each week of
the cycle, preferably on day 1 of each week of the cycle, or
a2) in an amount of 2000 mg per day on two different days within each week
of the cycle, preferably on the days 1 and 4 or 1 and 5 within each week,
b) cisplatin, the pharmaceutically acceptable dervatives, solvates and/or salts
thereof, preferably cisplatin, is administered to the patient
b1) in an amount of 60 to 120 mg/m?, more preferably in an amount of about
80 mg/m?, per day on one day within the first week of the cycle, preferably on
day 1 of the first week of the cycle,
b2) preferably, no more cisplatin is administered to the patient during the

subsequent weeks of said cycle;
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dervatives, solvates and/or salts thereof, preferably
cycl o- (Arg-d y- Asp- DPhe-NMe-Val), is admnistered to

wao b@spstoeent a 1) in an anount of about 2000 NMRCPEP200#§00328

on one day within each week of the cycle, preferably
on day 1 of each week of t1®0%cycle, or a2) in an
anount of 2000 ng per day on two different days within

€ a@ﬂc an%hﬁwtbg %R%e na utR:ra‘lij{/ Y ?Qbrép@é&d%ﬂ?m‘?&’ fﬁgba@gg aﬁd/or

phmlmeuéofcaréfgraanﬁ&Jeit@bdr@bdewmm*s@ed $@|th/€ab§ﬁent
and/or salts thereof, 6apreferabl y .carboplatin,

A HD e ot Aot A Octpr 8901 yIG R aﬁfe blitBest 250 mg/m? or

4 )|
%Ut7 an@%{r@r (ra}m% ée?é@)}yaesgrl ed er’eébﬁ ag’b@%’day
pewﬂkimythemrsirweelle,yprwfdrbblly drieay il rof theniesk wadekt he cycl e,
pr ef er abl e first ek of the cycle,
o5 pnamamenpt ohada s aOB Smalr: st Aoy alsitAad Mo’ Rsr day
th IR ied; X
o) SRR A Gda] HEck U AL A e ArcRhg et sei e
depr\e&enabb/son dayViatlesachniéek asdinaret freferably qov @y 8laing 15 of
cetu gis adm nistered to the patient ¢ 1) in an
anmiil t YBF: about 200 to 600 ng/n®2, preferably about 250
ngé,ﬁ@opﬁo,aé]gpt 400 ng/ n2, nore preferably about 400
a

ng/ on one day within the first week,
pr%)‘\élf\QﬂP'plr@n ru%pharr@aceuﬁlsahy aegentable, dervgtives, salvates and/or

oAl Stedt Bt RiBige Pl n B R e Ptient
SubpEf uﬁﬂémwakef 00 ts 80 tng/we ﬁrefefaﬂyeab@hwﬁ)mgﬁmﬁ deraday on

each week and nore preferably on days 8 and 15 of said
ygm%dagmthgb{hq)w@i Mgeeg) pﬂgfqaf@,by davne of thepfirst week, and on one

{ t

PP TRAEI Bl DAL rally YAUA(EP of 1 46K wook
adei)rprxeferabty no o waolesﬁmnees admimisterechtootiet patfent dutiog the
50 r%/nﬂ, Pref ? ¥ abor@t 25 ng/ n2, per day on one
daSHWEOHFR Wﬁ@ SPAQEE- preferably day 1 of the
first week, and on one day within the second week,
preferably on day 1 of the second week, e2)
pr Enes, amoyherrﬂﬁnﬁ@iaély\nrafar@dtﬁumemsvfélmnnﬁtmtenwtm istee

\ partn SHFéé}%eA? preferably a method of treating NSCLC, comprising one

or more cycles, preferably 2 to 12 cycles, more preferably about 6 cycles,
each cycle consisting of about 21 days, wherein in each cycle:

a) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), is administered to the patient

a1) in an amount of about 2000 mg per day on one day within each week of
the cycle, preferably on day 1 of each week of the cycle, or

a2) in an amount of 2000 mg per day on two different days within each week
of the cycle, preferably on the days 1 and 4 or 1 and 5 within each week,

b) carboplatin, the pharmaceutically acceptable dervatives, solvates and/or

salts thereof, preferably carboplatin, is administered to the patient
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subsequent weeks of said cycle. Thus, an even nore
preferred subject of the instant invention is a nethod

w@boosogmeient, preferably a nmethod of treati ngPCISERIBNS/000328

conprising one or nore cycles, preferably 2 to 12
cycles, nore preferably abo® -6 cycles, each cycle
consi sting of about 2 1 days, wherein in each cycle:

oo ve r aflolinf ot esBEEd Pt piRldrably M despbgg herein as Auc
arﬁi-/7 andalors prelferahﬂy depcntb@d hgfam @)sgﬁ@C(GtArp@T t@eyﬂo%@e day
N I to the patienta
oW VR ieaf o Gt cit, Ayeteraldly cBhad e st wak of the
jgveek of the cycle, preferably on days 1, 8 and 15

of the cycle, b) one platinum platinum cont ai ni ng
C ri&mrh@fablelunodnagaemrboplatlhes abministesed & the patient during the

hsaib”?aﬁéf' Gk PR SRR R o bl y i Spratin 1S
an 'erably cisplatin, is
délt@)ilﬁfaﬁdtﬁé?phﬁﬁn@c?édﬂ%@ﬁy BeddpthBle?derd stvaf%béﬂd/or

m% n2, nore re erab y N an anount O
moyas thexeof, cﬁf?ferﬁbb'n eetiaymab fihadmimisteréd & thm;edmem‘t t he

f th
gzcgtl)?n ﬁ a?t}(? o fyab%tgaﬁﬁg rrtggﬁ'p S&rg{ere‘;’ﬁygbout 5?8 mg/m? or
adamd’ult slt)errﬁg/nﬁ?q rhdre ;ﬂ'@férépty Bt W@Oﬁﬁ@/rﬁ“ %?959% one day

aldccle car | atin,
ﬁh‘é Tsé é(‘fef%k &’é%f@bﬁtdbpé Ci?é/rVQFthﬁefg’ st w&ekat es
|
% ?]rlﬁ gtﬁ:%rﬁgurﬁttﬁ@ /r‘?ﬁb, yre?&%ggﬁébgq%%ﬁp rﬁg/m2 per day

descondddy hlerlagreathwé@k abih;e subs@q&em wedkdef saif o@@le
scrlbed herei n as

7, ,.and por r ef rabl
o SreRigb SRRy §af SaeRiiarK art mors prelegablyondmy s and 15 of
prsgide{;gmé,y on day 1 of the first week of the cycle,
b"2) preferably, no nore carboplatin is adm nistered
t@nﬁk@tm\ﬁihént during the subsequent weeks of said

l@??@b:ﬁg ttﬁ?\pg?aé@atgléﬁyugep@/rar&%%%yablg %er\yatlvcce gl\?abtleg and/or
salts thereof, preferably vinorelbine, is administered to the patient

e1) in an amount of 10 to 50 mg/m?, preferably about 25 mg/m?, per day on
one day within the first week, preferably day 1 of the first week, and on one
day within the second week, preferably on day 1 of the second week,

e2) preferably, no more vinorelbine is administered to the patient during the

subsequent weeks of said cycle.

Thus, an even more preferred subject of the instant invention is a method of
treatment, preferably a method of treating NSCLC, comprising one or more
cycles, preferably 2 to 12 cycles, more preferably about 6 cycles, each cycle
consisting of about 21 days,

wherein in each cycle:

a) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), is administered to the patient
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salts thereof, preferably cetuximab is adm nistered to
the patient ¢ 1) in an anount of about 200 to 600

worguos@g70pF ef er abl y about 250 ng/ n2 or about 40BCTEP2088/000328

nore preferably about 400 nglmz per day on one day
within the first week, prefl@ably on day 1 of the
first week, a2) in an anount of 200 to 400 ng/ng,

r duri
ooy | AmBURbr St o pRl deBorP n? By Wi Yalheek of
prteéeuyalel yreferataly oh dziyseﬁcﬂwamealﬁ ca‘rtHe pcle, pref erably

ays and 15 of said cIe optional ly e)

UrIGRT BEHBUM, HRiBy SarapInGdherOthesap di agent
degiwdri ves, solvates and/or salts thereof, preferably
vinorel bine, is admnistered to the pati ente 1) in an
aneisplatinl thet ph@@natgdmizallpaeé&ptabbwmaxwesz Solwgtexand/or
per .d on .on referably
e W PRI Rlalla i3 Bty ound paicihe
SG&QWH a\fﬁﬁjﬁouﬁf&f@(‘i &bhyo %/ﬁta)’m’oréfpré@?a fﬂ D) st #iStnt of about

prefera 'y, no nore vinorelbine Is a
t h‘é)Q)mQ/an,thrLdamgn ohe daybsithjodhe firgiokeckodf theiayctey preferably

eai nent descri bed above, the one
'ira%éqe(ifgﬁ%ir%r"é §{) %n one or nore cycles
S l)cbz; preférably nol mbtwt:lspma% adnlifistéted 1Bt Patiemt during the
treat ment descri bed above, the admi nistration of the

cishsgauantwaeks of faidelopl atin can be substituted by
t adm ni stration of oxaliplatin, preferably the
adm ni stration of oxaliplatin as described herein.

Artg') berbcrpftauem ithé Ipphrapnateutioatly mbbpmtble)ﬂenvbavéﬂaidt\vﬁtes and/or
inv bonrela }othe

CE’@}Q@BJ’EYF"‘HQON%”V& gdminjitersddp Hhe ARtirahl | y

aq:p-q En‘w %n‘ﬂﬁf %ts' d’&%rnb%glh\é?ésﬁs Rﬁg/a(?fl §§"d(9§cﬁt§l§d R8fein as
pre 'y cy (Arg-dy-As Val), for the
nandCa&:t? sl mfora pnﬁdrabiyrdascnhadabemas AUQE IBe peethyds one

of ,tre scrlbe ab oV urther

ARG SR LS RS, ripfetft S daiph 87 inlirst ek of
|rthgg>¥b@ ligand for the manufacture of a medi canent

for the treatnment of head and neck cancer, preferably

squaiRfewbly, neafese carbapiriimiszasirainisteresidot nt dCring the
WREREBULAEVEERY 6REFAlcy R t O Pe

c) cetuximab, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably cetuximab is administered to the patient

c1) in an amount of about 200 to 600 mg/m?, preferably about 250 mg/m? or
about 400 mg/m?, more preferably about 400 mg/m?, per day on one day
within the first week, preferably on day 1 of the first week,

a2) in an amount of 200 to 400 mg/m?, preferably about 250 mg/m?, per day
on one day during each week of the subsequent weeks of said cycle,
preferably on day 1 of each week and more preferably on days 8 and 15 of
said cycle;

and optionally

e) Vinorelbine, the pharmaceutically acceptable dervatives, solvates and/or

salts thereof, preferably vinorelbine, is administered to the patient
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used in conmbination with a) one or nore al kyl ating

chenot her apeutic agents, and optionally b) one or nore
wo eooslgr2x henot her apeuti ¢ agents ot her than t hBCEHEP2008/000328

| east one specific integrin |ligand and the one or nore

al kyl ati ng chenntherapeutrﬁoagents, and

phar maceutical ly acceptabl e dervatives, salts and/or

g {a’i’)aihea% SRRURPEY 1 ;@ggrrgg n?, %?e%?a?ﬂi} 'aBSgt QQQN@gfxggéPBay on

ow and especi al sScrib I n"one or
t henepdaagmkmhmmﬁmbweeﬁ pidfetadply day 1aofdhé fiestveeelg raanghen one
at ed ther | east , one

di tly. | th
sloé%? ithin PeReton weslharetenebi aet day Ao Dieipecin Magk,
cheppblaesraBRA hoGnBRERhSrdiBihe is %B%Hn%tér@@ t® ﬂﬁﬂétnéﬂrcﬁmng the

further chenot herapeutic agents other than

| esighsesment peeks iof saitt eyplé.n | i gand and the one or nore
al kyl ati ng chenot herapeuti c agents (b) can be

adm ni stered in an anpbunt and/or a reginen as it is

K npitRel Methd@sast trdadhehhi8e SGIRRCADAR, BRTBAY A more, cycles
Preferably, the at |east one speci fic int egrin |ligand,

t herefgrabby mganoNg ayMare Aycles shbstastialhewitheutzg eatse( a)
, and/ or the one or nore further chenotherapeutic
agents other than the at |east one specific integrin

| i igwethe m%oﬂb@fmtmenme@rmwém}eﬂm@hanmbteameut the
agent s are administered in an ampunt and/

r e@?%ﬂn @@d{qr the cagaeplatin gan besubshtted bbféh%xﬁdfTaP'SEfl@éon of
an%%@%le e 8\?\/&%2%6 E&grfm.;fﬁ&ndﬁsf 6’7?3!@)2:139{ é?@gsé\%@herem

specrally as descri I N one
nore of the paragraphs nunbered [1] to [14] and the

"Zéé‘%%%ﬁ%%e%'géﬁ { bietelrbu Gi-lect PR et Ebtopelales © the use
ﬁm@n@ﬁy—;ﬁsbww@wwaﬁ e Fﬁaﬁnmmgny BecSbtable

cycl o-(Arg-Qy DPhe- NMe- har maceuti cal ly
ac@@patam% s@é«ra&@@ avé/@r sng mr@g mafes@blwyclne(vﬁénglerp-

SREREIeeY ) JE e PP R et T pyec in the

J j m)atﬁdd% sfiteeimembdesalibad abovg chemot her apeuti c

agents (a) conprise one or
A further subject of the instant invention is:
The use of at least one specific integrin ligand for the manufacture of a
medicament for the treatment of head and neck cancer, preferably squamous
cell cancer of the head and neck (SCCHN), wherein the medicament is to be
used in combination with
a) one or more alkylating chemotherapeutic agents, and optionally
b) one or more further chemotherapeutic agents other than the at least one
specific integrin ligand and the one or more alkylating chemotherapeutic
agents,
and pharmaceutically acceptable dervatives, salts and/or solvates thereof;
preferably as described above and/or below and especially as described in
one or more of the paragraphs numbered [1] to [14] and the paragraphs

directly related thereto.
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nore conpounds sel ected fromthe group consisting of
pl ati num cont ai ni ng chenot herapeutic agents, iv) the

w@piososmbks one or nore further chenot her apeuti CPEIEP1088/000328

ot her than the at |east one specific integrin |igand

and the one or nore al kyl a‘t1i°ﬁg chenot her apeuti c agents

(b) are selected fromthe group consisting of EGFR
inhibitors, cytostatic al kal oi ds and anti nmet abolites;

and pharmaceutically acceptabl e dervatives, salts
an@eoerallyl that atdeastarrenépadific iInkegnmy ligdredydhd enepeuhore alkylating

P o bBraRpAlic AR ia e PERBSTE $r BRYE AUt i n
geéﬂéfﬁéﬂhéﬁépéﬂtﬁ%ﬁdtg otHerthaRkiad bfcaBflof @bééﬁhlé‘mtg'g rin ligand

nd pharnmaceutically acceptabl e dervatives, sa

andichthesens at gwre lpdodating e@rrothenapeutioragems (i) ean be

re preferably selected.fromthe  group.
ARl Rl SRR aRgior & EorheR B (1S Ko Eindpg s for the
f rregpétd/eatdhpE&GdR bi ol ogi cal s cet uxi mab, panitunmumab,

zal ut unmunmab, ni notuzunab and matuzumab; and anti - EGFR

chem cal ly derived conpounds, nore preferably fromthe

51 OGS Do SBRLIETESMILRND, A4 B oo et

accrephetberaptaticaigerts (a)s aridiorahe/ arie somoad asthidrer eof .
Cytostatic alkaloids in this resgect are preferabl

sefhespigefansHiicaasalhgnestloan Hfert Igast ora spagiie integrin ligand
B P O R R RERIG AEr 9 are aaministered

priefagr zibbynt andyot Beeginmeraasalitialdesdgbad abbes tnd&r below for the
Vincristine, Vindesine and Vi norel bi ne; Taxanes, npre

prEPRPANRCIPEAN Y e t axanes Docetaxel and Paclitaxel :

and Canptot hecin derivatives, nore preferably fromthe
Cangt othecin derivatives Irinotecane and Topotecane; _
arld3phbe wiae st desoribgd ahoyptansl/er brlpwand,especialiyt @s described in

14526 A B LD, AU 1 bl hraoranie

mudirectly eélatebthersl, @dieesinf rom t he antifol ates

ME:; thh%t erltelégétedne specific integrin ligand comprises one or more compounds
selected from the group consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val),
the pharmaceutically acceptable dervatives, solvates and salts thereof,
ii) the cancer is head and neck cancer, preferably squamous cell cancer of
the head and neck (SCCHN),
iii) the one or more alkylating chemotherapeutic agents (a) comprise one or
more compounds selected from the group consisting of platinum containing
chemotherapeutic agents,
iv) the optional one or more further chemotherapeutic agents other than the
at least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) are selected from the group consisting of EGFR
inhibitors, cytostatic alkaloids and antimetabolites;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof;
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Ral titrexed, and Penetrexed; Purine antagonists, nore
preferably fromthe purine antagonists 6-

woRsagtoepur i ne, 6- Thi oguani ne, 2'- Desoxycof or P TYEP®)8/000328

FI udar abi nphospat e and 2- Chl or deoxyadenosi ne;
Pyri m di ne antagoni sts, nor®dpreferably selected from
pyri m di ne antagoni sts 5-Fl uorouracil, Capecitabine,

R SO AL BShEhali e danty T PES ESShtare Arasp Rty pelected
nofrempr ef erably Hydroxyurea; and pharmaceutically
acceptabl e dervatives, salts and/ or sol vates thereof.

[ 3kjatimderivadivas, mese prefecabdpiiom thedPlatiniserriyatives Cisplatin,
pr@a‘%@hﬁn%ﬁd%ﬁéﬁ@l# d in one or nore of the
Y

paragr S nunbere " to [14] and especially as

deandidb@dmianenﬁ@llgaa"dﬂ;@r)mﬁle aerieives, ia’it%]énoﬂﬁﬂsélbtétﬁs thereof.
e

par agraphs directly related thereto, wherein i)

pl ati num cont ai ni ng chenot herapeutic agent is sel ected

¢ ) _ Y . . Lot
andOSRMIARRUR 1 405 Stndt ot prorBRiily Piech! B3R Bpidlove
f r oomsisinggobup consi sting of antifolates and

rimdi ant agoni sts, and ijj), the cytostatic . )
b Bl PRGBS anPieotlarebly oo tos Aef st G tielogicals
Vi pSRxAh4B ArfifinAiHab 2XA0RPurARS, hiothASmEFERd matuzumab; and
inhibitor i's selected fromthe group consisting o
ananti-EGER wherigalbyaderiveddcarhpotinds, Igoreeprefardbly from the anti-

cer et nerisetiS b outhe R dTRES syBtgiiAnd Bpatin,
Peakd phaatacautital) acaesrbld 6aivhiives GRItk dPor solvates thereof.
dervatives, salts and/or sol vates thereof. Pyrimdine

antagonists in this respect are preferably sel ected

ang TG ARARIIT s (ERRES! 4rB BrORralil B Ja RBROS! O

5- Pbdoployliotaiihderdvativpb amoee prafecaily froacthept abl e
de;ch\{(?ct);;ﬁ/y(ﬁgtox?naéérﬁ/a%\r)gé %rtop?ooslic}/eagﬁ 'I'telg%o%%é;

Vinca alkaloids, more preferably from the vinca alkaloids Vinblastine,
Vincristine, Vindesine and Vinorelbine;

Taxanes, more preferably from the taxanes Docetaxel and Paclitaxel; and
Camptothecin derivatives, more preferably from the Camptothecin derivatives
Irinotecane and Topotecane;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Antimetabolites in this respect are preferably selected from:

Antifolates, more preferably selected from the antifolates Methotrexate,
Raltitrexed, and Pemetrexed;

Purine antagonists, more preferably from the purine antagonists 6-
Mercaptopurine, 6-Thioguanine, 2'-Desoxycoformicine, Fludarabinphospate
and 2-Chilordeoxyadenosine;

Pyrimidine antagonists, more preferably selected from pyrimidine antagonists

5-Fluorouracil, Capecitabine, Cytosinarabinoside and Difluorodesoxycytidine;
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Vinca alkaloids in this respect are preferably
selected from Vi nbl astine, Vincristine, Vindesine and

wWORWeNE1I0RS ne, nore preferably Vinorel bi ne; andPCT/EP2008/000328

pharmaceutically acceptabl e dervatives, salts and/or
sol vat es thereof. Taxanes i1%his respect are
preferably selected from Docetaxel and Paclitaxel,

DL &4 Pr ef erably Paclitaxel; and pharnaceutically
accept abl e dervatives, salts and/or solvates thereof.

AnRibdrGckRdtide! reductalseiinhibhors (F@W@rﬂiibiw@?,pﬁeﬁeepr@ﬁéwbly
se|l ected from cetuxi mab, panitunmumab, zal utunumab,
ni YE@XYHERRA and mat uzumab, nore preferably from

ce [ ' i.cally

CCL A HEmB0L (Y 2RBbae oA 2GS ol hereot
Anti - EGFR chem cally derived conpounds in this respect

ar ferably selected fromgefjitjnib, erlotinib and .
| aﬁﬂéﬁﬁ s dﬁﬁ%ffh%’c%m\fec%ﬂ‘ gr er@btpa%fﬁéatama@mwged in
sa r :

deohe opRirRioriae PRl RTePIE P ENbert SPU IR ESegialyep

i ndeswibed indhe pafagraph paunzlgraghid3lunbered [1] to [ 14]

and ecially as described. in the paragraph nunbered
(3808 B Bafordfta PR et et Pact [y el at oc

t hghetgn Wherein 33 or 34, wherein the EGFR i nhibitor

is selected fromthe group consisting of cetuximb,

pahithe platabm eentaining fa@Motherapetimagentsl saiected fram the group
. LD LSk f gefitinib, erlotinib
e st oSBT b3RIRAA o RUPHIE. 1 <ol ect o

f rigrthe ntigietabolitens sslecteg! ddmvthe grelipicomsistitly of antifolates and

vincristine and/ or the group consisting of paclitaxel
andyTiBEie2e1agoRisis.tad anti metabolite is sel ected from

t hﬁ? fHeP o%ﬂﬁiamél&e ié’gef_ébfédjf?%ﬁlutrw@‘q%uﬁEgnggﬂﬁé bf¥fRda
Preferably, the cisplatin, carboplathn and/or
oxakaloids and ea@rnedpandst ered to the patient as it is

B B R RO B S5 hbiiod by h-Eor
Ci 5iBlofiddls ahardpRMiSAIy Y orAg&indd. atin is

adm ni'stered to the patient as it is described in the
par agr aphs foll ow ng the paragraph nunbered [14] and

Séiﬁ?:ffa?’eé gﬁ@fi L%S&tf?ﬁa{j?é%@&%ﬁ@%iﬁ%ﬁ%"?ﬁ%ﬁgf

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Pyrimidine antagonists in this respect are preferably selected from 5-
Fluorouracil, Capecitabine, Cytosinarabinoside and Difluorodesoxycytidine,
more preferably 5-Fluorouracil;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.

Vinca alkaloids in this respect are preferably selected from Vinblastine,
Vincristine, Vindesine and Vinorelbine, more preferably Vinorelbine;

and pharmaceutically acceptable dervatives, salts and/or solvates thereof.
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par agr aph nunbered [23] and preferably before the
par agr aph nunbered[ 24]. Generally, the cetuxinab,

w@2msogmeesab, zal ut ununmab, ni nbt uzumab mat uz unNBGT/EP2008/000328

gefitinib, erlotinib, l|apatinib, vinorelbine,
vincristine, paclitaxel, do®étaxel, 5-fluorouracil and
penetrexed can be adm nistered to the patient as it is

pr £ i VRl R BN et B bRt ane

I nPaclitaxaluntorefprefedatity Fzeli@Xeh ny, nore preferably 800

to ZCgOO , Wthin atinm period of 2 to 4 weeks and

prft P%\%ﬁawqtmai{y aceeplableedernyatives, sas @ndrareslvates thereof.
or about four weeks weeks, which tinme periods are
preferably to be regarded as one cycle. Mre

prAhteE&F R bislbgicatsinthis edspeet aré prifertly séleteideforn@etuximab,
the patient is gjven i per square netre of the by

t H%a'ﬁﬁh‘m%[e@bo@'a %@?Bea%)otp.zwab@wgmmzumab, more preferably
AGRSH Celidhab B EnRitélGhal! v the cetuximab is

adm ni stered to the patient in an anmount of 500 ng/nR2

t cAebpltanmgoeiticatly eceepthbleaddryafiis, sglts@ntor Eobites thereof.
ng/ n2, and especially 750 ng/n2 to 1000 ny/ nR, for
exanpl e in an anmount of about 750 ng/n2, about 1000

MREGRRY oS
% n2 or abgﬁ?@%éggiﬁf r?Q vvi(% hi nng?i;s%s%%?%% &l‘o%'ézgably

t celeciee kom egfitinibr edeliniy andtlapatindbt i me peri od of
t . k f I
?%?ﬁez'&%jﬁ%&e“‘ﬁ%@@ﬁ%ﬂiﬁéée “rt'v!?"éisf%%?%f@s%%ﬁeier%@eyreoﬂ
regarded as one cycle. Even nore preferably, e
f i map b dm ni d h i ent

" 55 Thetluss Andsstibed 2bpve ORI halo s Referablyeas desoribed in

e ' f diff t
S‘é’gs‘?f“m;é‘zg{fﬁjatﬁf%éﬁe s TmO b 04 o0 s Phrafedi
f grese irothef pana bered b d
pr. f%g |y on acgmglfse;m 1? %hﬁragg ggwqu?otrzgnsecutive
méZ‘Es, %Pﬁ?%rragﬁﬁ ey § Pf?é’ WEFHOawperei thin the
f 3Br 3 herbinothe EGFRanMibitr fsescé?é@t%d e i ngﬁ)tl.{f%&ggs*?sting of

Especial |y preferably, the amount of cet uxi
a§8iuximaalar RaNitNYMaebpaaiubmunabdnimatadumab aridvhetuzumab

f i i S . i Sti 200.to 500 .
nenBigR BE BOl, B Bloetinfi Sebnithen lapagiit, fhe evipstatic
f alkalodd i selettedfayrs, the'geb @ abhYisHR sfsmﬁSrét!SiﬁE*a%ngHaéfstine
W tg) n _one week for three or four consecutive weeks
aABdiPpiRe Brourcamsistinghofpaditare) and sfocetaxet and the

antimetabolite is selected from the group consisting of 5-fluorouracil and
pemetrexed.

Preferably, the cisplatin, carboplatin and/or oxaliplatin are administered to the
patient as it is known in the art and even more preferably as it is described
above and/or below. More preferably, the cisplatin, carboplatin and/or
oxaliplatin is administered to the patient as it is described in the paragraphs
following the paragraph numbered [14] and preferably before the paragraph
numbered [15] and/or as it is described in the paragraphs following the

paragraph numbered [23] and preferably before the paragraph numbered
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or four consecutive weeks, preferably beginning with
day 1 wthin the firstweek of one cycle with respect

wa o008kg7oeet uxi mab. Especially preferably in thPGI/EP2008/000328

regi men, the cetuximab is adm nistered to the patient
in an anmount of about 250 #§m2 or about 400 ng/ n2 per
day on a day one during the first week of the three or
fgg? consecutive weeks consecutive, followed by an
a 'kistration of about 250 ng/n2 per day on a day
during each of the consecutively follow ng two or

h ee further weeks of a cycle conS|st|ng of about

@@e ¥k calgymab, PagyEUnab, cahdHaUMAD, simeberumab
[ e R, BN ool SRR St Sl paotiarel

f |doxteta\>®k5-ﬂﬁmemuraoﬂ ang r;mfrmtaé){eﬁ cdrhbe @dtnimistmbd its the patient
adm ni stered. t pati ent n anmount of about 400
ng?%'%'é’?o"éﬂ%wg'l?% )?n%tbofrﬁf ‘F“?ISC& e RRIRN. of about 250

ng/ n2 per day on days 8 and 15 of a cycle consisting

of about 2 1 days. Alternatively, the cetuximab is
ad?nievfﬁr@btyr edtuximahes pdtriieiatered tatheapatisrt imBnaroent2¥G00 mg

oo uRgREiho; BosdrerREedy ERorts A ha: vy < heperkisieg2 o 4

ofwSEs amd beefaFitly mﬁhlﬁ@ﬁlﬁ)@béﬁ@d BPbMo&QQré@w@@Q oFEbout four
WlthlnatIITE period of weeks and pref erabl

wiweeks weeksyevipieh tisee gen@dmte preferablctoidde tegartedias one cycle

| Wb A R A 5 S0y By B FA Rt e v

ofm mag patsabaredietresifehe dyttihe ShFapabf Y patferd) | V@ Nninfg/m?.
(?er square netre of the b t he surface of the
patgGaRgingly, @orﬁmrﬁéfﬁl@'y the g8k \BimgPys adptivisiered &9 the patient in

;ﬁu%@bgévgp%o BT R o108 el 1 o 1000
nghgn?, anmmm@{lwsoamg/m%mewm mg/sﬁptfmgéx(:)aznpue ifh @®Camount
A aposbgq rarar. nath FRBale wabo 8l mams Hgtkonp

abﬁg’ﬁmzlﬁggumﬁ 5@ m 2tyriabdyut HBBO I‘h%/higdvﬁ’(funza ?l%épé!‘t‘i‘c%(éf 2to 4

and preferably within a tine period about three
m@@%an@@ﬁerabMWltm Qmmmr@qaﬁéamtﬁbhlgeet\meles or about four

r egar Warg rb(t)'%fee?%t))/lg ﬁé&e%é@gﬁkm%fé%g %rch% arg preferably to be

arregadedfasanel zyciePEVEn beoredirefirablg! 81 drdoliftof@stugifiab to be
is either divided into two or three portions thatare

addministered do the patieptisidivided mtpmre@rortfﬁu@@omonséh@tmre
d2¥Pini&rE88 Y patient on three or four different days, preferably selected

from one day within one week for three or four consecutive weeks and more
preferably on each day 1 of three or four consecutive weeks, preferably
beginning with day 1 within the first week of one cycle with respect to the
cetuximab. Especially preferably, the amount of cetuximab to be
administered to the patient is divided into three or four portions comprising or
consisting of 200 to 500 mg/m? that are administered to the patient on three
or four different days, preferably selected from one day within one week for
three or four consecutive weeks and more preferably on each day 1 of three

or four consecutive weeks, preferably beginning with day 1 within the first
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selected fromone day within one week for two or three
consecutive weeks and nore preferably on each day 1 of

WO 8087023 r ee consecutive weeks, preferably bepiTiRP2998/000328

with day 1 within the first week of one cycle with
respect to the matuzumab, of09he whol e anmount to be
admnisterd within a tinme period of about three weeks

orBPREE oh G Lyp RN b &t M Pl £ Beci i Slictally in s

1 @gimendtte cetlxintikis drprppdtatddtonthefitiebt i arh Bfount of about
anpunt of ,matuzumab to be, adm nistered to the patient

i s2%0 mafent qrrabeut #R0BIMLPEr dBheR Bsdarone dudna tie firey week of
f »
?htgt@%réé’oﬂm.és%rgg%m{egﬁgﬁ%?@&eetﬂﬁﬁgt fo%QQ/eg%;}]c%r? ent

are admni e patie h TWo
dagdmiristedtesradl sbast 250 md/hf per dag oday day Hoiing eaehws elke
for two cons c:lljti,ve weeks (i.e. on one day wthin one
f | rrserulively el JMngriwoRsthige Rirhes meaks ey kpnaisting of
no I
prafaRiRIee) fEcks MR, dAE) br PORsEARGF HEbHEIOIF HiEbks (about
of 2®&days)y Hreferably the syeletstads with thatfirgtuadrbinistration on day 1 of
Al th(%:{native y preferably the matuzumab is adm nistered
t oMeHUSHWEPENt i n an anmpunt of about 1600 ng/n2 per
day on a day one during the first week of three or
four consecutive weeks. Thus, a cycle with respect to

mele verumase prrefesabl] thecegtukimab isfadibipistencdrtodhespattient in an

ot SO ER G ontingl? Hbe 4o BT abfli 9h £ e sbout 250

Priegantipey day be dayel @and astsf atjdle tbasikting bf about 21 days.
adm nistration on day 1 of the first week. Even nore

preferably, the matuzumab is adm nistered to the

pat -' . 4 / \
Aoy Bl R FER T P mount o
Al i 250velgymhpeeday ehahaklays 1t Bearmat Sizunab i s

adm nistered to the patient in an anmount of of 1600

nmg/ 2, per day on the day 1 of a cycle consisting of

abpigerdbly, #RxtBIzu =8/ i§ APhiMistdBa lth 1 Bhtibst AL AhBLRT 60500 mg
to the patient in an anmount of 100 ng to 1000 ng, nore
prtefdQfdomy, pae poefepablyr$00iotaH00 mgt witbinpa timedperiodot 2 to 4

{304 pPEEHEATRN R4 B BGLL B BREE about o

peweeKkiswaeRs PWRICA e Yetioddard paderdlly BSbe fsyardeti@s one cycle.
More preferably, the amount of matuzumab administered to the patient is
given in mg per square metre of the by the surface of the patient, i.e. in
mg/m?. Accordingly, more preferably the matuzumab is administered to the
patient in an amount of 500 mg/m? to 2000 mg/m?, more preferably 750
mg/m? to 1750 mg/m?, and especially 800 mg/m? to 1600 mg/m?, for example
in an amount of about 600 mg/m?, about 800 mg/m?, about 1000 mg/m?,
about 1200 mg/m? or about 1600 mg/m?, within a time period of 2 to 4 weeks
and preferably within a time period of about three weeks or about four weeks,
more preferably three weeks, which time periods are preferably to be
regarded as one cycle. Even more preferably, the amount of matuzumab to

be administered to the patient is either divided into two or three portions that
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More preferably, the anount of paclitaxel adm nistered
to the patient is given in ngy per square netre of the

wyooshgrosur f ace of the patient, i.e. in ng/n2.PCI/EP2008/000328

Accordingly, nore preferably the paclitaxel is
admi ni stered to the patient!On an anount of 100 ng/n2
to 500 ng/ n2, nore preferably 120 ng/n2 to 350 ny/n2,

f o%@g&gﬁ{dﬁeﬁ@g{‘%@é{ﬁ%g}&ﬁpg ?& tl#%%ngmeé%rgﬁayﬁ Bre]fgrably

nyselgctad farawines388y mithirlonainddkTop tiviondr tARsd Q‘én@éc&nﬁé)weeks
4 weeks and %referably wthin a tine period of about

t hRe MRrEIetarablyan eaeh Bawd Mstwavar mfeemésg@wwmsreeks
ar Bre?ér%ﬁf B@élﬁn Rth 'S aIr \%H'Pqﬁax e% \&%&Iﬁ)gf ofdd E)ci8Rbith respect

prefer nmount f pac

adm tttmeshet\ﬂ!dmab ,idréhpatHode bmounitirbei RinsihREerdnwithia a time
éé(%i{egabl on day 1 within one first week, npre
PR eQesks of apeit fné'évaﬂdeﬁ@devalﬁterﬁmqm one day

re t i S
L ey A
adweakslt‘:ewe;naltyopltem@abat itteen emicaind iof nedzurmtb td beesministered to

d tered t
oo PEadtis s APldscbfs S horiagy EoMmsieg a6 fyndatiag pego0 to
f r POO® ﬁﬂg/ﬁﬁyfowetxamplé %omp@@o hyn?hires aF@?BﬁﬁMBfe‘f@d to the

weeks and nore preferably on each day I

comt@iflitqi\/@/w@é‘ﬁéempﬂ%epm@bbewlﬁmedgmmtdmeddqy within one
bl BbR fGrd ciec e wok8REs GlF b Habiirles Bge s CwbA and on

paché tlay &lithirsond I@eﬁbﬁﬂ wwk) bAdtherePprieferably on éacﬁl’d@vnﬁ two
of 80 nmg/nm2 to 100 er. day on the days

1
t h?%’@e@blﬂ%%wuk%pwé@@% @nﬁ'@@l with: 8a¥ |1sWiﬂNQ tbe ﬂaﬁmek of

t

B R S e Y SR

of mahmulmaihvu;radmeksteremtd) thed)at@nt Ireare pedaundiof Bbbbe1600 mg/m?

f t Kk t hout, an nistratio eci al | .
p?riéf %mgﬁ acw %%SPWQ%”}' ' ' tgfe@r%rgfoybcméecutwe
pa\hé@l@ THUs2B ERUMNith Pés R ¥ n%ﬁgzmég?r%raﬂ%éoﬂ@ls@& about

a cycle consisti ng of about
artbmﬂ weeks $abaon/diipdays) Or :boyt fer;yeeeI@e()abont 2agaysphfimare

oo s BV e wBSRlaeud 2 D) el tafa B g Starts
15with tiee finst bEntiGiIBEREGMH B d2y PEPWe fASt @agr. For exanpl e,
the paclitaxel is admnistered to the patient in an

anount of about 250 ng/n2 per day on day 1 of a cycle
CORG PG pPLrePlY the miafl@¥fabSis administered to the patient in an

amount of about 800 mg/m? per day on days 1 and 8 of a cycle consisting of
about 21 days.

Alternatively more preferably, the matuzumab is administered to the patient
in an amount of of 1600 mg/m?, per day on the day 1 of a cycle consisting of
about 21 days.

Preferably, paclitaxel is administered to the patient in an amount of 100 mg to
1000 mg, more preferably 200 to 800 mg, within a time period of 2 to 4
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an i.V. infusion over 16 to 26 h (hours) on the
respective day, preferably over about 24 h, in an

wa@pmang7oed 135 ng/n2 to 175 ng/ nR per day on degT/EPwhH8/en0328

cycl e consisting of about 2 1 days as an i. V.
i nfusion over 1 to 6 hours,"preferably over about 3 h
on the respective day, or in an anount of 80 ng/n2 to

L8, Bk 0 SR 8o Bl a5t o aput o

ovweelds Wweelis habich, time peebadaye preferabidptd bd régaradedtdicone cycle.
respective days, Preferably, to 12 cycles

2
pr Mogs prforably, dhe ameyntof paglitaxgkadministershin tﬁ'érrfq}@négs given
. . . . _ o
or 2RO SRR S ik creEERAthe baugc| i il
pr Aceatdingly, egoreeprefiErablyi thedaalitaxel isl admintstprsd tot thetgatient in
0r$h arory of ool BBl ShobEbmigth 120 o 1o as0
ti 8im? ffoF e RAAPRS iﬁa:grﬁQHfou'ﬁt bt §5Sut ‘Piﬁeﬁ@%ﬂb,' abotlt 1B 03ng/m?,

pauSe in between e repetition of t
pratmd 76 mghnfrebouEahemag/iny, abhet 370 mgimdwaratiout 880 mg/m?,

be adm nj.stered ¢ e,patient as it is known jn the.

o RRB BT & 4 s MRAS NS FreterahBv e lifecPiing of
padbRiithic’ B8elBHAbo X fodPRBekRE, WRich AN pBEodSBFE preferably to
preferably 3000 to 10000 ng, within a tinme period of 2

t Pejregarded gasne @fade.dovsn more prefarabiyghp@meuntsif paclitaxel to

£ O adiERnE Riihe NN i3 o0 e Bp BB 7 &by on day
ampwithirodnefifst wareky haurel praférally stagr £df dre fifg wasdkd edne cycle
ot ES SRR Enthe FaQiaar my/ e, Accordingly. more

0 € paet! - ng/ m2. Accordingly,
SISl i o RIAERMEHS BRI ER
prieftbe gplatigntiSlvidgd mBottbresbato utgdqu) pbdionsxlaapdare, admanistered

£ IR RS oBlient e thyRg Bl Gy sl etably s B bigrg phe day within
alsHe weBk 86r thReX sonddtutiNe dBXksRfHd RidFe PFETePAY 6h%act%hdeay 1 of

to be regarded as one cycle. Even nore preferably,
ariblaf coiseputive sreksapraferadlyleegianing witke dey Tt withinghe first

R S L T B e T
prrebrnam) the fpacitaxenesdhinigtedans the patientinpirebaioabt vf 80
{N: %Elrﬁ%@%ﬁﬁj Hg\{;r?f d@?( éa?f%r{)t?wglg%;%: ‘|n8f| trrlmgeg Eor?ggcu%%glvseeks of a

cycle consisting of about three weeks (about 28 days), preferably starting the
administration on day 1 of the first week of the cycle of about four weeks, and

ending the cycle with the fourth week without an administration.

Especially preferably, the paclitaxel is administered to the patient in an
amount of about 250 mg/m? per day on day 1 of a cycle consisting of about
21 days, in an amount of 135 mg/m? to 175 mg/m? per day onday 1 of a
cycle consisting of about 21 days, or in an amount of 80 mg/m? to 100 mg/m?
per day on day 1, day 8 and day 15 of a cycle consisting of about 28 days.
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Especially preferably, the 5-fluorouracil is
adm nistered to the patient in an anmount of about 1000

worgos@spes day on the days 1, 2, 3 , 4 and 5 OPCHER200$/@0328

consi sting of about 2 1 days. Preferably, 2 to 12
cycles, nore preferably 4 1628 cycles and especially
about 6 cycles are applied to the patient with respect

f. [l t hout
pet QbR R bac Bk 1S AR R e Frtahy 1h B Aot o
Wi atouteBoan/rhdpehdap ohl diyr Pof é‘@:yble%hsﬁlnbetﬁ%o@@ 29ays as
or nore tines, preferably one to 12 tines and

esPREVainfysion pyep 16iten2é h thaur %mmeer&sb@gtlvesday nmeferably over
pr:%(ﬁft%ll IW' harﬂoeﬁyéleﬁé;fv@?égﬁ,e[?? ?rﬁ%/pgepg ciaatyI Qn day1 of a

t he  procedure/ regr nen

ad(lilydre sbrsistthg of Absutizt Heyd as Bnanv aimpsEidn 6ber? té8 Hdours,
nore preferably 50 to 150 ng, within a tine

pe?r@&faaw e @bpufhsdken é'a@ TWEV%SE}' o rnramar@ounh@f 80 mg/m?
Peb! Afh Tg/rﬁbglétdéy oﬁed é{"ﬁhﬁ'}i 2{' fgaofg cgglg Hsfsting of

prefera eg ar one cy
prafcut 28l qayst dmeaanrtM nhthsﬁorvova‘etdoB i@ ues] rprefesaisiy @der @about 3

the patient |s en in ng per square neter of the by
11 FlteBarefi ot | ent, Tt e in moine

Accordingly, nore preferably the vinorelbine is
adm nistered to the patient in an anmount of 20 ny/n
t o°rls®erabg// 2ot %eyplm ghereafyieferablyng i@ ctyolescambés@cially about

f
{ 16 eV RIS apBid MR Katisht AR e sp &Rt PR iethtat . infefesdbiy
t | SUbseRitiafig vathoapalfadse! Fhe WRRHS pradddilte/rédinattdéssitbed above

are preferably to be regarded as one cycle. Even nore
prwitieregpegt tq e pariitanel 6ANberePerisdeng or pore times, preferably

chH oqf lﬁ}%s ci]Q?pé@éﬂye‘ﬂo B?an?és}’i%e%(érﬁﬂ épb\%t gﬁﬁ“

equa por I ons are’adm ni's

t vrefbirbblgrveith agayse ipbetweabesclo nepeatitipnwiftthe praseiure/regimen.
first week and one day within one second week,
preferably day 1 of one first week and day 1 of one

SQ§eRLra Y}?ethe Eﬁﬂlgoro?JFaﬁ rilbé‘ﬁenﬁﬁ&éf’?@fto HEEp&tYe teasW't known

respect to the vinore ne Especi al prefera
viindhelli ne is adm nistered to the pat| ent in an

25 o/ d he. d d
oPTargBlve Safipco Gcllge Brmiiiaired e epaicrii ol ARty of 2000
t 4o a%0bEmg, bR Bfeﬂén%ibﬂb?s%(ﬂtd P060E i, Kathm el time Penod of 2
especi al l'y about 6 cycles are applied to the patien

witert weskand poeferally svithima tigreperiag of abowlsthegr weeky, which
t}ﬂtllé) %rlgdg ake Srefggebl)y"{bobg ré’da%sg s ec!r{eegyd@ "More preferably, the

amount of 5-fluorouracil administered to the patient is given in mg per square
metre of the by the surface of the patient, i.e. in mg/m?2. Accordingly, more
preferably the 5-fluorouracil is administered to the patient in an amount of
1500 mg/m? to 8000 mg/m?, more preferably 2500 mg/m? to 7500 mg/m?, for
example in an amount of about 5000 mg/m?, within a time period of 2 to 4
weeks and preferably within a time period of about three weeks, which time
periods are preferably to be regarded as one cycle. Even more preferably,
the amount of 5-fluorouracil to be administered to the patient is divided into
five about equal portions that are administered to the patient on five different
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descri bed above with respect to the vinorel bine can be
repeated one or nore tines, preferably one to 12 tines

wapasespetially 2 to 6 tines, for exanpl e abouPCBEP2008/000328

times, preferably with a pause in between each
repetition of the proceduré&!degi men. [36] The use as
descri bed above and/or bel ow, preferably as descri bed

L Sacp e BB K ool asteoR ApaaReb Rlerably ik cdidpoutive
[ 3Biys dt 3de beginh®ig of emel cydle vt egpaphs tHiersefiidrpuracil.

related thereto, wherein i) the one or nore al kyl ati ng

crFe%ﬁmaélvaq[setﬁraelyaamzﬁﬂ@aauracﬁibissear@iaisé@reﬂrt@ﬁh@ ipatient in an

gr St i f j 0 j i

B ool 1908 moltf Mrdey MTHEAR § 2%, 4 and § of a cycle
o>riwlnisr$|;]iag iofi abou) 21 Id@ysnléreiﬁrahﬂy,ﬁ tbu‘rzh bysles, more preferably 4 to 8
chenot her apeuti c agents other than the at |east ope

s fyEtesiand %w@'w f%?fgarﬁjcsé%ﬁ alcARRliEdde theigtent with respect to
al &yl | iC r hE ( d

oM eLPALIE PRSI Sisutahfo R ot TR, Fpe

c gtrocedmab/regiamen descnitied atzdvet witl nedpeat tortheiz-dinmbowradil can be
mat uzunmgb, the anti.netabol.t 5-flu uracil ,and .
pARBERERENe SlrOrhUMEs, Brelerabdhe e 12 dmeSand Fraseplly 2 to 6
[ Jifes! 6r &efimpe S8R fREs gheitaBRAlitt apRlLRE.in between each
preferably as described in one or “nore of the

paepgfitigphef therpyecedureiregineen}.14] and especial ly as

descri bed in the paragraph nunbered [33], [34], [35]

or [36]; and the paragraphs directly related thereto,
WreRirably) vinbeelBinel ie agiminiseerapec thé paiievitaganrarhbgetnsf 25 mg
is selected fromthe group caonsistjn

f
0125018 nars PPEfBIaA 80 (A UANS. WD afimeReriad 9'a §
a ; : .
SN IR A 3 PR R TR e O e e
( Perinds ssepecfeeablf to etrbgagiedugs consycei Mypreprefeebly, the
pl atinum cont aini ng chenoth {a euti.c ents cisplatin
o BRI ViNCLRIP s AFTMUSier 7 (s hterd FEOlRR g Bpstuare
If YhEfRR bf HREFPIREEGRSE bEthRgRitieht, Al nidh@P. Ad&raingly, more

east
preferably the vinorelbine is administered to the patient in an amount of 20

mg/m? to 100 mg/m?, more preferably 40 mg/m? to 60 mg/m?, for example in
an amount of about 25 mg/m?, within a time period of 2 to 4 weeks and
preferably within a time period of about three weeks, which time periods are
preferably to be regarded as one cycle. Even more preferably, the amount of
vinorelbine to be administered to the patient is divided into two about equal
portions that are administered to the patient on two different days, preferably
one day within one first week and one day within one second week,
preferably day 1 of one first week and day 1 of one second week, e.g. on day
1 and day 8 of one cycle with respect to the vinorelbine. Especially
preferably, the vinorelbine is administered to the patient in an amount of
about 25 mg/m? per day on the days 1 and 8 of a cycle consisting of about 21
days. Preferably, 2 to 12 cycles, more preferably 4 to 8 cycles and especially
about 6 cycles are applied to the patient with respect to vinorelbine,
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one specific integrin ligand and the one or nore
al kyl ati ng chenot herapeutic agents (b) conprise: a)

wo@r®s08702dr e anti - EGFR bi ol ogi cal s, sel ected fPOIEP1968/000328

group consisting of cetuximab, panltunumab
zal ut unumab, ni not uzumab ad mat uzumab, and optionally
b) one or nore conpounds, selected fromthe group

C e f '

SRS B BNT Nt BRsE T a WA PR lihon
dcum:abed a@bde it rs‘s@é@t to {h%&&lnd'r’eﬁalmls eaa%depeatddeohe or more
above and/or bel ow, preferably as descri bed in gne
notees Pretesally ongr g pﬁ% ﬁmst?a%%sqeﬂa for fimgsy for example

el A it
diprecédyrefregmhenl t heret o, wherein the at | east one

specific integrin ligand selected fromthe group
consi sting of cyclo-(Arg-dy-Asp-DPhe-NMve-Val), the

gngf‘)];?ﬁg W5k ARl dééc’f‘i%%@ SrPEMEEIbYE ?refén‘%ib‘f}%§ Yescribed in

salts thereo adm ni st ered atrent in
arorgnoumpre bf ttwauggraprﬁimmnbgrqﬁe[ﬂ] teeEld] a[n@ga]spmtallusa@

d bed ab d/ or_ bel
GesrTBen 1 InRg it romeEed YRR anver ea

[ [ rlbed inth
pﬁng{ﬁ)gp%é]’]ﬁgﬁ@rsg‘gﬁ&glg&bla[x%(g]ﬂnéi[é%] [ 36], [3?] or

[mereahd t he paragraphs directly reI ated thereto,

STl o BF e rBORRE R ersioyli kS o) #2WRrected from
C)tRE Qréviip Gokdistirs pf fb@ﬁlahhfem\tairﬁamn@ecrmraommutmadgants

accept abl e dervatives, solvates and/or salts thereof

i cigrlatimicareriatip @nd &@liPAN. i n an anount of 1500 ny
t ‘?lg 00 ?Rrgg)r&?éreﬁghgﬁ%@éﬂﬁgﬁﬁé%@ %%entﬁ other than the at least

armaceutically
aqmﬂos;aémfec mmmn Ilg'md asdtheiors oanmbrerallsydamrag cihemetiferapeutic

is adm nister epatient as descrihed.i or .

nAIEN$ ( )r%f 65-5? gg gﬁ) ﬂm‘gwocqnqs T"gtcg T%—?Ggﬁﬁblofogicals

esdb?&)klﬁ{éby péﬁlt@%ﬁﬁéﬂ’%ldtﬂn@ﬁ@amrnu’ﬁ@f&uﬁfaﬁ 88d matuzumab, the
ar agr aphs

P antlgnetgbolltes J ﬂuorouracnl and pemetrexed and the taxanes docetaxel

and paclitaxel.

[37] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in the paragraph numbered [33], [34], [35] or [36];

and the paragraphs directly related thereto,

wherein

i) the at least one specific integrin ligand is selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof,

ii) the one or more alkylating chemotherapeutic agents (a) are selected from
the group consisting of the platinum containing chemotherapeutic agents

cisplatin, carboplatin and oxaliplatin, and
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refer to SCCHN. [40] The use as descri bed above and/ or
bel ow, preferably as described in one or nore of the

wearnagsaphs nunbered [1] to [14] and especi al | BCEEP2008/000328

described in one or nore of the paragraphsnunbered
[33] to [39]; and the paradtaphs directly rel ated
thereto, wherein the at |east one specific integrin

'C';)gﬁﬂg %%'&%SFEf %@8&%{39@%&8%&??9%&2@%{2 than the gt jeast

am\emmﬂﬁe |dErgrmt Ilgami asdtheades oandreraligaatirsy thernetiferapeutic
is admpistered to a patient in a once weekly to five
t A9E8t S\/\&é RS ni strati on scheme consisting of about

%210% ol mbfé ant N’?ﬁc‘)‘lb ichf, 5Blek c{)fgﬁﬁﬁt?%b% consisting of

ni stration schene con I'sting o
adetwndiirmabapanitumpatb, Zhkitumensb, nmommmmmmammab and
beI SEW Ireferably as described in one or nore of the
g\ﬁs nunbered [1] to [14] and especially as

d%%r 'te(t)tﬁ'%bfé %ﬁg@bﬂ&@rs%lé’éteé Wl%ﬂﬁ’ﬂﬁé‘@l“(ﬁ@édﬂfs@ﬂge& the

par agraphs directly relate
t ra@tlmeﬁabtvm% Siftudrpyraci @nsihperoetrexed anidn thei grgup consisting of

ther apeuti.c el ected fromthe group
%g?agﬁnﬁa cg}celtq?%e?%pgtqaﬁdfﬁx int ai ni ng chenot her apeutic
agents cisplatin, carboplatin and oxaliplatin are
adnini stered to the patient in an anmount of 100 to

1698 The use aﬁ@e@f:rlh@qd abpye Engiey BRlewi We&e&abﬁea%efaﬁ@nbed in

f
R e SR L e N
s plestiibed imthegramgragandmbered [33],d64], 485166 or [37];
ent s (b) conprise: a)

al kyI ati ng chenot her gpeutic

oRBddhe RAraoTARNS %@ggﬁ?'éf% 89, selected fromthe
Wmaq efponsi sting of cetuxi mab, panitunmumab,

za umumab, ni notuzumab and nat uzumab, adm ni stered to

t liiee pateashbne rspemflammgnndngaad@ei&ﬁt@d)ﬁonn@e grogpecomsisting of

nore p ns, W thj.n [ periqd of 2 t.0 week
euCoRBr SR AT PP Rnte-Tane et tiase b Sal diEitabie o
t RRrEHtRAEB, §OINEIcEtAritoPalidereof is administered to a patient in an
amount of 400 mg to 6000 mg per week.

[39] The use as described above and/or below, preferably as described in
one or more of the paragraphs numbered [1] to [14] and especially as
described in the paragraph numbered [33], [34], [35], [36], [37] or [38];

and the paragraphs directly related thereto,

wherein

the at least one specific integrin ligand selected from the group consisting of
cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof is administered to a patient in an

amount of 1500 mg to 5000 mg per week.

More preferably, cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically

acceptable dervatives, solvates and/or salts thereof is administered to the



10

15

20

25

30

antinetabolites 5-fluorouracil and penetrexed and/or
the group consisting of paclitaxel and docetaxel,

wa@eoiwss®eered to the patient in an anmount of 1BOI/EPR2008/000328

7500 ng in one or nore portions within a tinme period
of 2 to 4 weeks. Generally,”‘?he ci splatin can be
adm nistered to the patient as is known in the art.

il t _pat as. .
Prptieheds )deséﬂlt?éﬂsgwt die tbg nggglofﬁ ng% BER[YramNd H@‘J@%@‘?‘?ﬂdﬁ% X1

in an anount o ngy w t hi'n ‘one
praedegspsiciallyGasndesaribeddn mpevarthore ofitheqyaragraphs [1 ] to [X1] that
Pr e]f eraglg HPhe anount of cisplatin is admnistered to
tﬁ%eﬁé?l Q S given in ng per square netre of the by

the surface of the patient, i.e. in ng/ng.

Accordingly, cisplatin is preferably adm nistered to
t ie0lpthe ese aslesaribead @abovefangmrielagpprefenably apdescribed in

nerRaninele A kbGP SRT Gy 2R bl oo

adesorilsé € Ireené or Britte AT tH® hardtfaphssimbERIGE3B] &f BoRb! ¥
1to 5 portions, even nore preferred 1 to 3 and
egpddhalpajagraphs dieclly relatasetheertei on on one day.
@lnly, cisplatin is admnistered as an i. V.
infusron. Generally, the carboplatin can be
adtime at kst ede spetifie ipagrintigand seediedionm the grouprdonsisting of

" evaa- ey - BRberyMes el obermamace gl St
waeﬁva%elé,eé@b%%s%/émsélﬁ tﬁt@ﬂadfras %Hi‘r‘)igﬁe?&? géﬁia%f\gﬁk a once

especially 400 to 700 ng wthin one cycle.

pinsiekhyatol five times werekbpadministraticrischerse epasisting phiabout 500

atient in_an Al a_ Under the Cur,ve). regi nen, nore
PRl 7in 4 B8 wie ki s DRt Sur ot Ao A eheme
peehsisahy Biabubg006-nig besad@Rinisfratiomn/ M /mn) . The
principles of the AUC regi nen or dosing are known in

the art. Preferably, the anbunts to be adnministered to

i : ) : . he _ .
| PG 28 BebOfhdd o G PR, BERRL RrBRroBl diEpgsorived n
abdé@r mdve dithe pavhgraphsuumbaredi €y tolfh 4] dhe eCperialy as
formula., Calvert Formyl a: Carboplatin dose grrg) = AUC
xdegereq in 9ng o) mere g the paragraphsnumbered [33] t0'[40];

and the paragraphs directly related thereto,

wherein

i) the one or more alkylating chemotherapeutic agents (a) selected from the
group consisting of the platinum containing chemotherapeutic agents
cisplatin, carboplatin and oxaliplatin are administered to the patient in an
amount of 100 to 1000 mg in one or more portions within a time period of 2 to
4 weeks, and

iiii) the one or more further chemotherapeutic agents other than the at least
one specific integrin ligand and the one or more alkylating chemotherapeutic
agents (b) comprise:

a) one or more anti-EGFR biologicals, selected from the group consisting of

cetuximab, panitumumab, zalutumumab, nimotuzumab and matuzumab,
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wherein: AUC = Area Under the Curve ((mg/m x mn)) x

=multiplied &CCl = Creatinin C earence (of the

WO e®pogiRy e pati ent) Chatelut formula: CarboplBtT/EP2008/000328

dosage () AUC (mg/ m x m n) x carboplatin
cl earance (m/m n); wherei A7 AUC = Area Under the
Curve Formul a suitable for estinmation of the

C HdvRiRlshéried t6|tﬁérp%ﬂ6ﬁt iﬂfanaa {\?Bf 20@%o 9660 hnqg H“S?% ppmore

Chatelut formula: for les = X Wel
x pastiena withinia Un@Oﬂ@b&oﬁ@&) Aseeeks, anda:tptbnbby Femal es
218xwe

- B\, e Eo@Bblnds kelectin s i afilin Sotsiaiina of theq

VWeirgifietabde s BLiludrokighch %ﬂ@‘b&h@ﬁbxe&ahb@r%ﬁé ‘gréup consisting of
concentration of creatinine The anount carboplatin ca

bé’aﬁhﬁxﬁl ane degetaxebmedministared tpdihe patient mmrreamount of 150 to

TROBRd et ohe s speBRAdABOE wiRRE it BefiToh 20R Waghs.

General |y, carboplatinis adm nistered as an i. V.

infusion. Cenerally, the oxaliplatin can be _ '
adtfnarali tae cisplatifecambe @dministeredita i patienthas isrknown in the

Pgf erably, oxaliplatin is adnministered to the patient

in an anount of 50 ng to 500 ng within one cycle, nore

pPeéferalhly ycigplatip i$ adBhiisteyedits thenpatientéy @heambiint 6660 mg to

b h b f
S5 304 S 5l 5o A i e o

t PPefRpBIfNthel dmad |afih sl&@mtrﬁ el Bhthe! fatfehi

dur%t | on9of et he c@%aa :Jut > F&L ehrga Fetﬂ. Is given in

oX0 P squareirseise of Hreaby yhe Surface of the patlent i.e. in mg/m?.
Accordingly, cisplatin is preferably administered to the patient in an amount
of 50 to 150 mg/m?, more preferably 80 to 120 mg/m and especially about

100 mg/m? within one cycle.

The amount cisplatin can be administered in one or more portions, more
preferably 1 to 5 portions, even more preferred 1 to 3 and especially
preferably in one portion on one day. Generally, cisplatin is administered as

ani. V. infusion.

Generally, the carboplatin can be administered to the patient as is known in
the art.

Preferably, carboplatin is administered to the patient in an amount of 200 mg
to 1000 mg within one cycle, more preferably 300 mg to 800 mg within one
cycle and especially 400 to 700 mg within one cycle. Even more preferably,
the carboplatin is administered to the patient in an AUC (Area Under the
Curve) regimen, more specifically an AUC 4-8 regimen (4-8 mg/ml/min),
preferably an AUC 5-7 regimen (5-7 mg/ml/min). The principles of the AUC
regimen or dosing are known in the art. Preferably, the amounts to be

administered to the patient in the AUC regimen according to the invention are
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adm nistered to the patient in an anmount of 50 to 250
ng. Preferably, the anmount of oxaliplatinis

wacdwshs®eered to the patient is given in ny pePCEEPHOE000328

nmetre of the by the surface of the patient, i.e. in
my/ m2. Accordingly, oxalipltin is preferably
adm nistered to the patient in an anmount of 80 to 150

SIS0 EXER LGB et 1By e reerably
cYhb¢ €alwerafontula.hree or about four weeks.

Alternatively, the oxaliplatin is preferably
adm nistered to the patient in an anmount of 50 to 100

N A%t biingiPne cycle, for exanple about 85 ng/nP

within one cycle, especially if the duration of the
cyiarboplatinlsmse (Mg ARG x (THE! (amttmin) +@83t i pl atin can
be .adm ni stered in one or nore portions, nore
pPEEN y 1 to 5 portions, even nore preferred 1 to 3

AU SPRRIPUHEPIHRS €Ll (miyfy @RfinfOr L on_on one day.

Ceneral |y, oxaliplatinis admnistered as an i. V.
i ifugiudipliethus, a preferred subject of the instant

[ tion _i.s. t hod of. .t reat nent .eferably a
ngﬁga (.gr]eapﬁlémg?{é%ée the BerRsc ?’%Q%ﬁﬁsor nor e
cycles, preferably 2 to 12 cycles, nore preferably

about 6 cycles, each cycle consisting of about 2 1
d&natelpt tasmwa2g days, preferably about 2 1 days,

: e: , .
coarBoRalif AR TXEL S ASK ey ¥ M sovapRial flsaEnes)
a¢méptimll e dervatives, solvates and/or salts thereof,
preferably cyclo-(Arg-dy-Asp- DPhe-Nwe-Val), is
aleft'Stered to the patienta 1) in an ampunt of about
SAVdE ARG @ﬁaemekt;,ﬂQGS days, preferably 5

consecutive days within the first week of the cycle,
nore preferably on day 1, 2, 3, 4 and 5 of the first

k of th | e, .and. addi,tionally .in an anou of
BB i Olacts st for estifgioR it she 20 Ranlatin B ERi A “and
opafiévt fdpMsavint tHe'ChaRIUtFbrrAuraeek and nore preferably
on day 8 and day 15 of the cycle, or alternatively a2)

in an anount of 2000 ng per day on one or two
di{.f t_ i, L i . t
plArEIER = (XS4 Koy ST BREIR K 0 850 X ek of
t bge)tyeruen cwat.)nore preferably on the days 1 and 4 or
1 and 5 wthin each
for Females = (0.134 x weight) + 0.686x (218xweight x (1-0.00457 x
age)/serum creat.)
Age = age in years
x = multiplied
weight = weight in kg serum creat. = the serum concentration of

creatinine

The amount carboplatin can be administered in one or more portions,
more preferably 1 to 5 portions, even more preferred 1 to 3 and

especially preferably in one portion on one day. Generally, carboplatin
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week of the cycle; b) cisplatin, the pharmaceutically
accept abl e dervatives, solvates and/or salts thereof,

wWoe@Besaki y cisplatin, is admnistered to the PeI/ERIV0S/00328

1) in an amount of 60 to 120 ny/nR2, nore preferably in
an anount of about 80 ng/ nd'¥r about 100 ngy/ nR2, per
day on one day within the first week of the cycle,

PGB Asterdn oy 1 \DlnigBy{ 1 ot weck of the cycle

b2) prefera no nore C|splat|n is admnistered to
the pati ent durlng t he subsequent weeks of said cycle;

cetu b, har ceutl cally acceptabl e
&%qr@ﬁgﬁﬁegaﬁﬂa{aﬁ A& AdminETedhia t@@fpat@%ﬁér&%bngwn in
cqghdX¥rab i s adm ni stered to the patient cl) in an
anount of about 200 to 600 ng/nR, preferably about 250
nd?rﬁﬁerablyabwhplamlS@Mlstem(btonhef;mtnabt n abamouk®df 50 mg to

oteEEnalilnia BhacEy ol Spcreiarélerabl diig to 3 g wiknin one cyce.
aWDW\@tdLﬁétl&Q@f tHe éme I@étﬁ@ut tRfed &F At fﬁg%&? Qhe oxaliplatin

/n2, per day on one day during each week
s@@é&f@@lﬂ'y adenisiered to mecgaiiémt Irpaef%mmhmofdlﬁ)Octa)bOD wg. If the

%‘i{?atwgf Jﬂ%dﬁﬂger §| efjc{p%ésn@ o daé%l?)la%?ﬁglpsrepefraglal d
prmimnseareu Qa|tlhe! patiestih @ndahtv@ft B0/RS256 Mg/ fFréferably, the
and/ or salts thereof, referablekeS fl uorouracil,

a@meHNs ok pEaliniatin fragministaredto therpatienkisogiven it TTB])Delt guare

PR 0 PO S o U O o

c onakipatin isepeeferablyi administeeed fo the patiekt of ar fbmcﬁmt:pﬁ? 80 to 150
4, of the first

\?\/\éé(ﬂ"‘bfw'ﬁh %E\%Sqrygpe é U glgraé}gu)t, 3929&93 ewithin one cycle,
5efsbééiéﬂ’}dff 5 Hukaﬂldi‘)d&f'tﬂé %5/8 6d athu¥ ﬁ'& 23t 8Bl ﬁ)‘d]r 'WEks.

t he subsequent weeks of sal cycle. Rus ano
pAdiearativelys the @xahmatln hepmf&l"ablytadmmmenedrtonhe Patienthimdan

t ho f t t
SrFEPREO i 4BG Bl wiiyd T Sertor iipple oot oim?
th%onmy@epégé@f &l iy tHb@utatibn ©f %@ééclé?éibbéﬁ(ﬁ% weeks.
consi sting of about 1 days or about 28 days,

preferably about 2 1 days,
The amount oxaliplatin can be administered in one or more portions, more

preferably 1 to 5 portions, even more preferred 1 to 3 and especially
preferably in one portion on one day. Generally, oxaliplatin is administered as
ani. V. infusion.

Thus, a preferred subject of the instant invention is a method of treatment,
preferably a method of treating SCCHN, comprising one or more cycles,
preferably 2 to 12 cycles, more preferably about 6 cycles, each cycle
consisting of about 21 days or about 28 days, preferably about 21 days,
wherein in each cycle:

a) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), is administered to the patient
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wherein in each cycle: a)
cycl o- (Arg-d y- Asp- DPhe- NMe- Val ), the pharmaceutically

wW@ewepsAbki e dervatives, solvates and/or salts PCHER2SDS/000328

preferably cyclo-(Arg- GIyAzsoo DPhe NMe-Val ), is
adm ni stered to the pati ent in an anount of about
500 ng per day on 1 to 5 days preferably 5

CanFRCaH ianfouos aWob’f‘S@O hk@péi 6§§' oWeletlé paawqar@f@rbsw 5
nore preferably on and first

m@@kseﬁutw@w@mam fleaiorveewathey:ycie morarmef&rabw on day 1,

of S 2 S8 PR STt M Glkle e BRaREr o abry
ofh daynfolitdfddwul 500md per sw bf.oner d#} WRhidthie\s&lchndAnd on
in an anount of 2000 on one or two

dppe dlaynvithinfhe mfdwwlenga&fw mgaptﬁfertahé/ @chilaa 8 and day 15 of the
pﬁg& r@ﬁbéﬁ’eﬁ’\gt V%}g di fferent days within each week of
r

e preferably on the days 1 and 4 or

1aahuh an aimidurn of 2000 wegbeptay be anecdetwdiffepsritailyatvithin
t he phar rmceutl cally acceptabl e dervatives, solvates

2R wegk atdhe wapl@oprefsfaéa%paﬁwg> diifereBhAays withinseach week of
agg Eyc@é ?r?dj n‘to?e'i:ﬁ@f I#/ %@tthg d]aX/ 38 4 YU QSWIthln each

descri herei n, 'y as escrlbed her el
Aleek-of thedyadler e preferably descri bed herein as AUC 6

B Eepfefhe i B ae ey SesertabierdenaNase folyplea andior sats

cmérsof DRefePALRY RIspRitih, id'8dfRHiStefe RO dtient S
adm ni stered to the patient 2durl ng t he subsequent

wedkin a5 asuint 6040 d}ZOcmgbnsu magre praterablyrinancampuat ofyabout

PRPRIER) 7 AR Bolol 8 Bek B e B Sl i Pl of the

1¢yct|@ prefemabindn dby absithe 2P W@elémh@gfy@% preferably
about 250 ng/n2 or about. 400 ng/n2, nore preferabl

aBalLiPreierabhg NepmopR£islafinds asﬁama@;em fhenpatientrdurifg the
rSSa R SRR LA o Lhe TLLEL ek, 92 T er
ng)/ cdtyxipeab,thg pharmaeema;allgl @ccaptabbctienvativesfsoiVates and/or
S e RSl seBrabob SorRhsl e S natih *
c1) in an amount of about 200 to 600 mg/m?, preferably about 250 mg/m? or
about 400 mg/m?, more preferably about 400 mg/m?, per day on one day
within the first week, preferably on day 1 of the first week,
a2) in an amount of 200 to 400 mg/m?, preferably about 250 mg/m?, per day
on one day during each week of the subsequent weeks of said cycle,
preferably on day 1 of each week and more preferably on days 8 and 15 of
said cycle;
and optionally
e) 5-fluorouracil, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably 5-fluorouracil, is administered to the patient
e1) in an amount of 500 to 1500 mg/m?, preferably about 1000 mg/m?, per

day on 2 to 5 days, preferably 4 days and more preferably 4 consecutive
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said cycle; and optionally e) 5-fluorouracil, the
phar maceutical |l y acceptabl e dervatives, solvates

w@easo8703al t s t hereof, preferably 5-fl uorouracPCT/EPR08/000328

adm nistered to the patient e 1) in an anount of 500
to 1500 ng/ n2, preferably-&jout 1000 ng/ n2, per day on
2 to 5 days, preferably 4 days and nore preferably 4

c SRS PE Rtk Bl Peisye. &yeh iy Rherap B8, 2. 3
f langt4 oeple bt Waek of Heecydig) preferably, no nore
5-fluorouracil is admnistered to the patient during

t 182) prafseRlvmo mess S-Byoreuiagildy edministanied tathe patient during the
e LAl e ject of the instant invention
[ §8§§’?§f%’ﬁﬁ%ﬁ%ﬁﬁf2§%§%§ preferably a nmethod of

treati ng SCCHN, conprising one or nore cycles,

preferably 2 to 12 cycles, nore preferably about 6
c;TEUés?n%t eh PEsferred suiviacd of g @ﬁPeawLMenﬁom ig gyrgethod of

cYEREneng BreREhI X RBINAGIISAD SCRENyeomering pog e
acyelps girleéerdblyv2to 12cycles| matre prefeddlty abalt 8 cybleseeéch cycle
referably_cycl o-(Arg-d y: Asp: he- NMg- Val ), i
DRSO bE b ekt Sheitas dRys arelarabinatgut 28sipys,
SQfheBinhg leadfXyelk: 1 to 5 days, preferably 5

consecutive days within the first week of the cycle,

mey) ey@edAeg-4HyyAspnDirhg-NMedyal} the phadmacedticaily gaceptable

k of th I d _addjti L1y i t ~0f
205 0etlet e s btsRy iR e e AR G Rane
o DPRENNRY VI )t I adrhitistélid 1@ thegatieRel nore preferably
on day 8 and da¥ 15 of thecycle, or alternatively a2)

i ATHIN amamauns T aboet HRP pigr Pergavan drie daysupreferably 5
SRR oURS M, BRENCHR AL 0, RURL Brcfrgbiy o day 1
t Be3c4ahd,5 ahttherfirsewpele bétrebtyclenandadditiysally and 4 or
B A BB BoY K a8 by n BBy s BBk an o
Zgﬂ]éﬁ{agﬁﬁﬁfgﬁ uﬁgﬁfsﬁgwggg?gﬁg?ﬁ@@ YreféraBly28A Bay i8%and day 15 of the
cycle, or alternatively
a2) in an amount of 2000 mg per day on one or two different days within
each week of the cycle, preferably on two different days within each week of
the cycle, and more preferably on the days 1 and 4 or 1 and 5 within each
week of the cycle;
b) carboplatin, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably carboplatin, is administered to the patient
b1) in an amount as described herein, preferably as described herein as AUC
5-7 and more preferably described herein as AUC 6, per day on one day
within the first week of the cycle, preferably on day 1 of the first week of the
cycle,
b2) preferably, no more carbopliatin is administered to the patient during the

subsequent weeks of said cycle;
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b 1) in an anmount of 60 to 120 ny/nR2, nore preferably
in an anount of about 100 ng/nR, per day on one day

wawdobiosroehe first week of the cycle, preferabl pCORPZVAS/000328

1 of the first week of the cycle, b2) preferably, no
nore cisplatin is admni sté&2d to the patient during
t he subsequent weeks of said cycle; c) cetuxinmb, the

har npceutjcal | v _accept abl e dervat.ive ol vat es
- Rarsatpb e ghamaceyficall aeptante dervaliyep Solvates andior
adaitsisérebe preferabg BatukPidb BladrhinidtBredBUnt paftieabout
200 to 600 ng/nk, preferably about, 400 ng/ n2, per day

os1diean @yneuntisfl @bout 200 tes 600wweg/m’p pesferably gbowt 260/my/m? or

f j 2) | f, 200 400
PRt 400 T e dinie g A FB00 sy lagert fad A cmgyay
dwithirg treafifst week, pfefeRBhsoR saguest thegritsvedk, sai d
cycle, prefera day 1 each week and nore

ycl e bl y on of 2
pe&) &t apanentef2d0d0 A0 me/re?, nrefegalkly abeut 3@ mg/m?, per day

' o B-f LL, ' I .
OB U oo eI kb B BRITESR 1 bl
ppedferatily ynddy 1of eackoidek dril mdre prefeeibifon dayb® and 15 of

patjent el) in an anmpunt of 500 to 1500 ny/ n2,
pPaldrY¥Ry” about 1000 ny/n2, per day on 2 to 5 days,

PLEHYIR j¢ days and nore preferably 4 consecutive
dgﬁs%p\?'mgbﬁ{% the first week of the cycle, even nore

pegbdhmnbyracil, theypHarnceltically acasptabie dervativespsilvaties and/or
th I 2 f bl y, ] 5-f | Ll

a1 rerb pretsPa Syflianbiadl s Agminieteth Suliseraton

W@@’?ﬁn & ahfiuht ©F 508 -to BB Mg’ ???fe abald Y000 mg/m?, per

/
preferred subject of the inStan nvention is a nmetho
oflay paad teehtdaypr eiederably4 dayeanddnore preterablyy somegutive

CRPS P90 [P BN LS. BUED SR oheedBuff gov 1. 2.
cangidsdfithg fiet vabekibf thelcydhys, wherein in each cycle:

a) cycl o-(Arg-d y-Asp- DPhe- NMe- Val ), the ) )
pRA Reedei@te 210 Jofe edpospuract is adminjelsredsts thgtradient during the
B e e R R R

Thus, an especially preferred subject of the instant invention is a method of
treatment, preferably a method of treating SCCHN, comprising one or more
cycles, preferably 2 to 12 cycles, more preferably about 6 cycles, each cycle
consisting of about 21 days,

wherein in each cycle:

a) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), is administered to the patient

a1) in an amount of about 500 mg per day on 1 to 5 days, preferably 5
consecutive days within the first week of the cycle, more preferably on day 1,
2, 3, 4 and 5 of the first week of the cycle, and additionally

in an amount of about 500 mg per day on one day within the second and on

one day within the third week and more preferably on day 8 and day 15 of the
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a 1) in an anount of about 500 ng per day on 1 to 5
days, preferably 5 consecutive days within the first

woe@k/0g1023 he cycle, nore preferably on day 1, PCT/BP2048/000328

and 5 of the first week of the cycle, and additionally
in an anount of about 500-mB per day on one day within
the second and on one day within the third week and
nore preferably on day 8 and day 15 of the cycle, or
alYEEnaf P rlr?t'gﬁ@ in an amount of 2000 ng per day on

0R) i ahWendlidtictroeno rﬂQBb%r‘ﬂiaP*Brﬂoﬁé‘%hhﬂ@@}ﬁeﬁérr\]tt@ghwithin

cycle, preferably on two different days wthi

weakhofeakef theatyesle, pmefenably opriefoctiffbtent days hdthitagach week of
and 4 gr 1 and 5 within each ek of the cycle, b), .

1% 511G And Mord ARl BB Peifibs Sent oty Bnd's whnin each
deveekt dfMpe cydlel vat es and/ or salts thereof, preferably
carboplatin, is admnistered to the patient b 1) in an

ald Gisplatin, the phareaceidicaily aceepibbleaderyatives] sotvates dnd/or salts

et BRefChbiy closiRfin TR G iSlerhd o MechFient ek of |
t bet) irysh @mauing iof 68by! 20nmga?, Inoffe preserbblysih areaioht of about
the cycle, b2 referably, no nore carboplatinis

)P N

adRPringine;: Pgr Hayameonrifliak mithduthiefiyst week gbtheoxgle. preferably

| Le: 3 i mab, the
\Sﬁgﬁr?&ﬁfﬁi%"%waegggg%%%%&%er vatives, solvates
ab@) prefesdy richeoee Tispiatief is raalphinisteredxto tiad patient during the
adm nistered to the.patient ¢ 1) in an anount of about
288 ?%q%vﬁﬁlﬁé?fsﬁ‘ F%‘flﬁbly about 400 ng/ n2, per day
o : '
OF) S, iAol A8eKis e SERSROL ok ot
n§ai@theseef, preferablyeaiuxintd iswdndinistereddathe patiert day

o] R TARRAHERS 5Bout o RIGT AR, dER3uR et 00 o

ppef eéapbhyorendalawithih wedirdbweék Siretbraby!ch @ag1 of the first week,
optionally e) 5-fluorouracil,, the pharnmaceutically

addbii abpmaust 9h200 48 4094ngim’e prefatrtly abaut 250 mo/eds per day
e R e s L
ppefferaby gn aagutt ofl€@ach wgekdndpaore preferably on days 8 and 15 of
said cycle;
and optionally
e) 5-fluorouracil, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably 5-fluorouracil, is administered to the patient
e1) in an amount of 500 to 1500 mg/m?, preferably about 1000 mg/m?, per
day on 2 to 5 days, preferably 4 days and more preferably 4 consecutive
days, within the first week of the cycle, even more preferably on day 1, 2, 3
and 4 of the first week of the cycle,
e2) preferably, no more 5-fluorouracil is administered to the patient during the

subsequent weeks of said cycle.

Thus, another especially preferred subject of the instant invention is a

method of treatment, preferably a method of treating SCCHN, comprising
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day on 2 to 5 days, preferably 4 days and nore
preferably 4 consecutive days, within the first week

w@Rooskg7oeycl e, even nore preferably on day 1, PCT/EB2083$6)0328

4 of the first week of the cycle, e2) preferably, no
nore 5-fluorouracil is adm2di-stered to the patient
during the subsequent weeks of said cycle. Thus, an

RS oFRRGTEEEICS recteray bt avaler yParBiaieRbBr bt o
t EgGbs ek cBRIBIIAG bRGbORE2PHAPE! e CyC €5,

preferably to 12 cyc nor e preferably about 6
cybleesin I@@@hhwclee conS| stl ng of about 2 1 days,
wherei,n, i\n ch ¢ : .

P e A B As!ORBReMsevan the AaemareiizRlv AsceRiate
ageppritiabs s | -
o e?@r'abé : dmtéatangﬁsr_saﬂ@_tkgﬁeeﬁ [g@z%r@bl)ﬁ@d&,ﬁgeeﬂphsp

a@ﬁh&@{\/@-\{a%t@a Iqﬁer@ﬁot epatieAt an anount of about
200 BEep Sl oP Ao8atSod mPper day & o PuBS! preretholy

Cb@mﬁdnmwemﬁlyélvﬂtmgﬂﬁé firstividekroflthe cytlep hetreprefdigbly on day 1,
r maceutj cal accept abl e dervat i ves, solvates

aﬁd?o‘i apd| ef thﬁe‘rréfoweebpéﬂ@r exals, andsadditiopally s

tinQf
SR BFLEIT 1 S0l 00 i 55 i ARl on
nghaﬂ,aypm‘thmiﬂye tlnrcbweeki apdvnolta pre!fdnabiy ors daySednd tay Hé of the

cycle fe on day 1 of the first week of the
§¥Ff'% rgal% I%rably no nore cisplatinis

aQELIﬂ' &t sm@m& ef Qb@o PG benaa%hldﬂﬁ; éhevosaiﬁéﬁém%s within

said cycle; or b") ‘carboplatin,
pﬁé@hm/@@&tqféhﬂ% cyclec pajemlseoa éwo iffarest dayﬁ wathéseach week of

] S ARl 5480 SOARRRLE Ao St cach

desek iop sk bedlej n, preferably as described herein as

AUC 5-7 and nore referablh/ descri bed herein as AUC 6
pB)} carkpplatinethe ahgmipsantisali aceentablefarvatives, selvejes andlor

PEA{LIHRPLF, PRerd@biy-cAlbdpiftin| i SAMIREEr& to the patient
b1) in an amount as described herein, preferably as described herein as AUC
5-7 and more preferably described herein as AUC 6, per day on one day
within the first week of the cycle, preferably on day 1 of the first week of the
cycle,
b2) preferably, no more carboplatin is administered to the patient during the
subsequent weeks of said cycle;
c) cetuximab, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably cetuximab is administered to the patient
c¢1) in an amount of about 200 to 600 mg/m?, preferably about 400 mg/m?,
per day on one day within the first week, preferably on day 1 of the first week,
a2) in an amount of 200 to 400 mg/m?, preferably about 250 mg/m?, per day
on one day during each week of the subsequent weeks of said cycle,
preferably on day 1 of each week and more preferably on days 8 and 15 of

said cycle;



10

15

20

25

30

the cycle, b"2) preferably, no nore carboplatinis
adm nistered to the patient during the subsequent

woe@kess sai d cycle; c) cetuxinab, the PCT/EP2008/000328

pharmaceutically acceptabl e dervatives, sol vates

and/ or salts thereof, prefaedmbly cetuximab is
admnistered to the patient ¢ 1) in an anount of about
200 to 600 nmg/ n2, preferably about 400 ng/ nR2, per day
o@NHPYRRANG"t hin the first week, preferably on day 1

Ofe/):]%ﬁud‘)%U%ci%ph%aé&é@@%?@nﬁﬁ%g{e %@afi%sd'gglvgg%s and/or

ng , preferably about 2 y on one
dwaita ghereoh pretarably S-fleomwinasil) e mdministeredfto saé gatient

ok B Al SR oo Rl bt ag6 Abous 108 maim?, per
ORiy@HAR ty 5eayR; P}éfefébw addys dritembhepreve ity Q%dn%e?utive

accept abl e dervati ves, solvates and/or salts’ thereo
prdayer wiship theffirstoveel atthe cydle, aweinnnetepeafertably be day 1, 2, 3

pati.e 1N nt ,of 500 to 1500 ng/ n2,

p%tg e?égﬁ]flfifﬁtmagg(?gg?%ﬁ)'ﬂ% per day on 2 to 5 days,

pre2h preferably, siayrore mafludrotravilas edahhisteted 36 #es phtiet during the
days, within the first week of the cycle, even nore

pSEPEeAent Weeks0f said gycls. and 4 of the first week of

the cycle, e2) preferably, no nore 5-fluorouracil is

adm nistered to the patient during the subsequent

wddlus, ah evendnonechreferred sbbjeokdhibednstant imeehtients a method of

T IR T LT —
. .
b ety slo LA ne st i i o v

ceanyisting b§ about 2Hdbys,t he admi ni stration of
oxaliplatin,  preferably the adm nistration of
oV BergrdpicRen

av'| e

SY§&scribed herein. Anot her especial ly

pagteclogA ' -DPhetRMeDgaRthel calti
t hg gi_e%#%%??p( Arg-dy- AspI?DPﬁep-]ﬁN@fa\t}gPt)KF@ltyﬁée&%pﬁme
pHarvalives: sQluates ancéeipialts thetrafvanefarably eyslartdrgsGly-Asp-

SHPRNIR ! e B AR o, 0 e,
ba1lseah amdumt ofrebbotiS0® tng peradaeon d@gct | De3] al5o8eand 15 of
the cycle,
b) one platinum platinum containing chemotherapeutic agent,
either
b') cisplatin, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably cisplatin, is administered to the patient
b1) in an amount of 60 to 120 mg/m?, more preferably in an amount of about
100 mg/m?, per day on one day within the first week of the cycle, preferably
on day 1 of the first week of the cycle,
b'2) preferably, no more cisplatin is administered to the patient during the
subsequent weeks of said cycle;
or
b") carboplatin, the pharmaceutically acceptable dervatives, solvates and/or
salts thereof, preferably carboplatin, is administered to the patient
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[42] The use as described above and/or bel ow,
preferably as described in one or nore of the

w@200ag8Aphs nunbered [1] to [14] and especi al | pCEEP2008/000328

described in one or nore of the paragraphs nunbered
[22], [31] and [40]; and tt@s-paragraphs directly
related thereto, wherein the weekly adm ni stration

2 B ElBen pBfink A dest o hetdh nsdlerabias deneriobctnren as
P&fEBaPbid @ﬁor@%ﬁ%fér??ﬁl (?%kcﬁﬁ? ‘?\;er%lfﬂré Rld ﬁ,le%eradsay on one

par agr aphs nunber ed nd especi a

dday withinl thenfirshweek afdhe cytlet preferabhoondlay noftherfest week of
[é%%éa 32] and [41]; and the paragraphs directly

rel ?)é Ethereto, wherein said adm nistration to the

PBL2RsYeferably, Rodnble BarbBpladf i® hdritiStetedBS e patient during the
repeated 1 to 12 times substantially wthout a pause.

[ subsemuent yeeeks afsaid tyrle; above and/ or bel ow,

CEFLE 2R e dEpE=RE iy X5 Bk bRl iptuares andior
deskts tHeedof, Prefocably dBGntb ik RRINMAIsAsrearbIne g]ﬁ’ﬂéﬁteg

[22}J [ 23], [31L, 32 401, [41], [32], [4 42]
aRd) &) amonat ehabeid BY/@Ct prferablt akput g/m?,

(R 8ol e SRR S08 B e el SOl ook
t @2} imearpatricemt of\200ito 480trnglen’p préferhbdy aBolip280 waghe, per day
ardi ). the one ogoggre al kyl at i

re n .

Rl PBeIEing ach ek oklbe sHbsequant wesks ofsaibewcle,

f e ' t

| O O Ry PPt e oR AR o) Bieterab o B8YE6 and 15 of
ad@idieycleng chenot her apeutic agents, run in parallel
or,nore weeks. Recent in vitro results show an

for,on
i %E? 88@8"?'9’ cell death/deterioriation after_
caybifmzatdmacn,rtﬁg@igﬁha@éuiimg deaBpeible abhdtivag,Ssol;%ft_eg and/or

as A549, H157, HA60 and/ or H1975, with specifi

i paltsgihereof; geaferably bdivoseuraril,aisi admintistgrachto the patient
e1) in an amount of 500 to 1500 mg/m?, preferably about 1000 mg/m?, per
day on 2 to 5 days, preferably 4 days and more preferably 4 consecutive
days, within the first week of the cycle, even more preferably on day 1, 2, 3
and 4 of the first week of the cycle,
e2) preferably, no more 5-fluorouracil is administered to the patient during the

subsequent weeks of said cycle.

In the methods of treatment described above, the one or more cycles

preferably mean one or more cycles substantially without a pause.

In the methods of treatment described above, the administration of the
cisplatin and/or the carboplatin can be substituted by the administration of

oxaliplatin, preferably the administration of oxaliplatin as described herein.
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CNTO®O5 and cycl o- (Arg- @ y- Asp- DPhe- NMe-Val ), and
cancer cotherapeutic agents, such as C splatin,

wa@x@Biogiozz i n, Vi nbl astin, Taxol, Gentitabine, EI'BHER®O§/000328

I ressa, and radiotherapy, preferably external beam
radi ati on and/or fractional¥d external beam radiation.
The results suggest that cancer cotherapeutic agents,

AR AR et R ERB) Py BTl o the use
specyéloc(Ar@@grAs@ DPg@rrdMesvan?ttheq)mm@eeam&uyfac%p@a‘ble

ef fi cacy .g. as aradio a ifier. Moreover

cQﬁb\ﬁ%@&smvm@atamwalﬁthemt prefRrableeylo-6AIg GG ABR-
oDHHEINRERY, (368 R rGORFE br AT BRARERL o8 88Pbyn e

anmbthhdsofﬂréameeht&iarsurlbah abaonvges of the respective
treated cells considerably. Accordingly, the
conbi nati ons appear to effectively induce cell death,

LL‘E@P’#&J'?@? 59 dagem&ésow%afor@em ed;efeﬁbb\yda;saﬁ&%qriggg in

cel and tunour cells ecl a
canear etk of the phaesgraphaliunbered ¢t terfdd] and ebpécially as

Ils. Th tent of effect d th
ORGS0 el BhoBr A ke B0
TBHG thé bar@apﬁgeﬁebﬁy PAISteRIthERItGOdS as descri bed

herein can be effectively used to treat |ung cancer,

awdnessipdbe aeeyl\sagministeation sehproaisapplietohis faltimes| |
0 stases thereof. Subject of the
|§Q$§%ﬁn$lﬁ{/\gﬂpﬁﬂgng Pgﬁ%(%e use of at |east one specific

integrin I i gand, conpri sing
Mo (Arg-d y- Asp- DPhe- NMeVal ) and/or the
pleH hedine aafegerhacabans énfé/ar bglow, éxreferably @s deseribed in

”BHH R hdte i the ﬁa%ﬁ@%ﬂﬂh%‘? qu? (gﬁ%@éﬁ?@é é)éaally as

tunours, wher el I canmen s
cdesirited iorons aorhmaye oﬁmeopanagreq)lw myrhbéren[23], [32] and [41];
chenut her apeut,i c ents, a optional |l yb) one or nore
f 8 T%’r%ﬁ’ ng%t&ﬁ'%atﬁaéﬂ?@%t her than the at
| gheteif %ﬁlcﬁﬂ@rﬁirﬁét?atidﬁ t%gchbrbdtle?Wﬂhﬁ‘Péitl 81" 2 tPh8veeks
al kyl ati ng chenot herapeuti c agents; as
hisrrepaatedd? ta 12 sinest ﬂd)ﬁpmallywwfmu gattset er naI beam
radi ati on, wherein at |east the specific integrin
i gand cycl o- (Arg- d y- Asp- DPhe- NMeVal ) and/ or the
[44] The use as described above and/or below, preferably as described in

one or more of the paragraphs numbered [1] to [14] and especially as
described in one or more of the paragraphs numbered [22], [23], [31], [32],
[40], [41], [32], [40], [42] and [43];

and the paragraphs directly related thereto,

wherein

a) the weekly administration scheme regarding the specific integrin ligand
and

b) the administration to the patient within a time period of 2 to 4 weeks
regarding

i) the one or more alkylating chemotherapeutic agents and/or

ii) the one or more further chemotherapeutic agents other than the at least
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pharmaceutically acceptable salts thereof is
admnistered to a patient in an anount of 800 ng to

wQo o@e/osm2per week. Optionally, the anpbunt of PCT/EP2008/000328

cycl o- (Arg- 3 y- Asp- DPhe- NMeVal ) and/or a
phar maceutical |y acceptabl-82&alt thereof, preferably
cycl o- (Arg-d y- Asp- DPhe-NweVal), to be adm ni stered

o SRy B U5 A TR 558 R i erapeutc

admemlt@tratl on Optionally, the anpount of

cycl o-( gi - Asp- DPhe- Nl\/bVaI) and/ or a

pHHPﬁ%B@[ﬁ Ee&mﬂqnea%@sf%we@ 8alt thereof, preferably
cyclo- (Arg-3 y-Asp- DPhe-NwmeVal), is adm nistered to a
patient in an anmount of -about 1000 ng per week, about
1Rcemy ipeitrowesklts showtar2befease ip Qiell\mlmldammlaﬁﬂﬂ@ﬁer

G TRHINSROTh BRSO WD SANGR Sa-(Rp gty SAGBABPRS 7, 11322,
NW andRiHA978 mﬁrﬁ%ﬁi&tlh%lrlhmg%eg PEA &s $athkin, Abegrin,

t hereof, preferab

CMBOQArWWMF@BheABMDHhQ -NMe+Valg ekdicancer cotherapeutic

SR b, el AR5 ARSI
C\BIbBVEAY l@as@araﬁé Fﬁa@Bﬂ%TaN@féféra@IZ‘Hx‘t’émél beam radlbalt!on and/or

phar naceuti ca acceptable salt thereof, prefera

offra@yen@teéﬁeﬁemay baam r@ﬁlﬁimwb'vglrysultmugm that cancér

t
P Er AP0 A0S, S Es P, R PGS B Bk Torevant
eqrtbgfing iroilmblqancéh%I&T@Mﬂorﬁﬁaﬁﬂh@@pe@ﬁ%n@rmﬂlgand is acting
cycloé &? aé/a?f DPhe- NMeVal) and/or a
pﬁﬁﬁﬁa roplifierf eftRIASA 5%?!'@ amré&ﬂ@bfl\/lo;ﬁoefeermfgmed
agRPHERr O ficast dfghspdcit: RASQITL NgarkEand BFEasEong cancer

s chtherapeutief agexid| prefara@hotadlampmlrewltsuntsmgmﬁcah @ell kill and
2000 ea

h. | the t ad trat ,
BB ST el Liven PERe BSEptE a0 s consideraR)y.
Oﬂk%céfuinél e%rﬁ’ﬁ)ﬁa%‘rﬁ@ﬁpﬁéaﬁo%’ﬁécﬁ%ﬁ/ mcITlanéZﬁefIF @@ath likely

eth
tw ce vvee% dm ni stration schene is t
eduAde aupﬁpml%an@/pn mitalig c@ueieptln Hin re@doa;ehewel;s ammmrnour

d%llss, Cé%%g&a(ﬂ{/ u‘?ﬂm@ éa%{c%‘? ell¥afd s¥e<f:|3h'y }nhnglr‘;’1 )é saliel lung

cancer cells. The extent of effect may depend on the degree of target
expression, i.e. integrin expression. Thus, the medicaments and/or methods
as described herein can be effectively used to treat lung cancer, and
especially small cell lung cancer, non-small cell lung cancer and/or

metastases thereof.

Subject of the instant invention is the use of at least one specific integrin
ligand, comprising cyclo-(Arg-Gly-Asp-DPhe-NMeVal) and/or the
pharmaceutically acceptable salts thereof, for the manufacture of a
medicament for the treatment of tumours, wherein the medicament is to be
used in combination with

a) one or more alkylating chemotherapeutic agents, and optionally
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third day schene, such as an adm nistration on nondays
and t hursdays (as an exanple of the 3/4 schene) or

wao eesasnipss and fridays (as a further exanpl e of PETIEPB081000328

schene), or on Thursdays and Mondays (as an exanpl e of
the 4/ 3 schene) or on Frid#&ps and Tuesdays (as a
further exanple of the 4/3 schene). Optionally, the

t i { | Kl dm, ni t]

B i 75tk DD bl e o AP e g B st one
wepktific astenm fihand bRa the peRrafofesikyiabRg cABMGthe@@Rutic

be applied to the patient once or several tines.

OBgedtsal |y, it is applied several tinmes, preferably at

I Ljes or at least six tinmes. For exanpl e,
tﬁgﬁteﬁégég%ét y adm ni strati on schenes can be applied

candionuadistherapy,i preferabiyregktesiah beamiiagRaARd, Whelriftt least the
péﬁg& >ssion takes place. Optional the these weekl y
a

PeliG nteghin hoand g)ﬁ%‘@:(%@-@lmbgbﬁé\l MeYaheand/gr t|h'e
APt ate oy aBEHRRBR, I RBRprT AR E e S 2Tk P an

aboeiunl 6f 800resy tcaBOOD nif per week. about 35 tines, about

70 times or about 104 tinmes. This is preferred with
respect to small cell lung cancer (SCLC), non-snall

A R B e ol (AR JREPPPnE ey G o
apbanmagadicatly stcentable-ait theGof; peafer@bhecyddAED-Bly-Asp-
SPEPENIE/ 28k TEE iy heP 6 2t oRinislsls sdpupistered in

eteduti squaill ahituite beEbo it 500 MgESr AbdR DBBKhY for each
adm ni stration schenme, preferably in about equal

ardmitistrafiorabout 500 nmy each. Optionally, the anount
of about 6000 ng of cyclo-(Arg-Qd y-Asp- DPhe- NMeVal)
and/ or a pharmaceutically acceptable salt thereof,

p@pEenalbj, yh@énm)txwﬁ og cwlg-(ﬁgl;qLGw-;@;spHDEhéJW%@V)al) dre¥or a

wee IS aam nil stere I N ree | Nes wee

R SeP DS HrARe S heraal BrefaraRNaDICI e Gly-Asp-

@Pnetﬁwvaﬂpg%d%me@ﬁa& Batiémt iﬁgﬁl ér%ﬁﬁt {n*. dBout 1000 mg
schene, the adm a

weekly adm ni stration nistration s
Gperi week, abogit 1660 rig per week, dbguid2iN0 mg Eerdegek, labeeat 4000

a_day four, and t a day 6 or optionally on a
dgg &Yé«e%o%%e@og)nn’&g&?r&v% 5, then foll owed

Optionally, the amount of about 1000 mg of cyclo-(Arg-Gly-Asp-DPhe-
NMeVal) and/or a pharmaceutically acceptable salt thereof, preferably of is
cyclo-(Arg-Gly-Asp-DPhe-NMeVal), per week is administered in a twice

weekly administration scheme.

Optionally, the amount of about 4000 mg of cyclo-(Arg-Gly-Asp-DPhe-
NMeVal) and/or a pharmaceutically acceptable salt thereof, preferably of
cyclo-(Arg-Gly-Asp-DPhe-NMeVal), per week is administered in a twice
weekly administration scheme, preferably in about equal amounts of about
2000 mg each.
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of two consequtive days off. The latter three tines
weekly adm ni stration schene, for exanple, typically

wG@@sngoen a nonday, foll owed by one adm ni st re€T/BP20081000328

the foll ow ng Wdnesday and one admi ni stration on
friday, with Saturday and-%Bhday off of treatnent. The
three times weekly adm nistration schene, preferably

a5, HleTFRotREY i Boyb By cHfor Ay RapsDPhe-

PNNeVaI)eireRod phaMAEEéutiday BccEpabR! 88t therbdf, 'p?eferably of
applied several tinmes, even nore preferably at ' | east

t leyele- (t“ifﬁééWdBSQrDHf@ablM%\(aJ) tnermekn@rac@mamreg in laethree times
h
£ Wity ARSI sG] SiidEpR it Rgia oG unts otabout

t 2009 myaaeh. Optional |y, the tw ce weekly
adm ni stration schene, preferably the twi ce weekly
adm ni stration schene as descri bed above, is applied 4

t L .

ag% ﬁ?éstf%bt Weel Wﬁ@rgu s@%ﬁ’qﬂ s&éﬁ%@&tﬁgﬁwﬁt%@b%@gﬂ?na||y
7@oneresa dayatmeuand fhert omrelay tAtee drtu day fdurES‘hmgethb)twme
adm ni strati.on sche can optionally be conbi ned

pXfaskly agmypistrafion sghee is fdx‘?'?ﬁ"bfé’r%]ﬁﬁ“"tﬁ'é'? énatileynating every
I arPHEPEIBY %%nﬂecﬁégé&%qné‘% Sh'ite tLrI@fg@Y Y folute day/every

three t1nmes ‘week dmnistration sc conbi
phitd day scheme, sa@n s laar aghyini3itationadn gnondags amduithursafys (as

A SR e ¥ e O S Estlo s Pad Eifava e L bither example
poeiey 3/al screime)y et 6n(MNWsdys éﬁcpl\/%%yykfﬁé/ ah)exaRfle of the 4/3

week is administered in a five tines weekly
a8ehems) PaENdiidayrand Tyesstaysdas p furthepexampteuel the 4/3
age%g of about 500 ng each. In the five tinmes weekly
m ni stration schene, the adm nistration is
preferably done on five consecutive days preferably
ys in arow off. This "5 days of

OptBaly. %emem@ﬂmr &Neealm%wew SrnshEsion sebeme,

d veferdbly t hb@r h
?mas F}F ef er a is {)g‘%‘%?@% escrl gnﬁ:ggfgé@én S?heme as
cdﬁsmbﬂd Fleo\e) mamtm applieshtofthke | patiedt byc@ or segeraltimes.
days. of f schene erf r.med nor nce, but .
obFiafaly. JOR e shVesst s, Prafhrably AL RERE BITge simes apat
t g s sixawess. Fsrexingile! el these w&e&l)l ad@igtistion schemes can
especially 4 to 6 tines, for exanple 2 tines, 3
be applied continuously until heallng, stable disease or tumor progression
takes place. Optionally, the these weekly administration schemes, preferably
the the weekly administration schemes as described above, are applied 4 to
156 times, such as about 4 times, about 8 times, about 16 times, about 24
times, about 35 times, about 70 times or about 104 times. This is preferred
with respect to small cell lung cancer (SCLC), non-small cell lung cancer

(NSCLC) and squamous cell cancer of the head and neck (SCCHN).

Optionally, the amount of about 1500 mg of cyclo-(Arg-Gly-Asp-DPhe-
NMeVal) and/or a pharmaceutically acceptable salt thereof, preferably of
cyclo-(Arg-Gly-Asp-DPhe-NMeVal), per week is administered in a three times
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times, 4 times, 5 times, 6 tines, 8 tines or 12 tines.
Especially preferably, this "5 days of consecutive

wa@eoss®es ati on foll owed by 2 consecuti ve daysPCF/EP208/000328

schene is applied 6 tinmes. Optionally, this "5 days of
consecutive adm ni strationt¥ol | owned by 2 consecutive
days off' schene is conbined with radi ot herapy as

ATRBK om0 e Pkl R LR RS o
dsye neg egBRSECUt i ve appl ication followed by 2

consecutive days off' schene that preferably runs in
parallel to the other schene, preferably with the sane

oSt e T o Bl 0 Bid bhe o Tt GlsiRpriobhe-
| N‘l\wmpahdm@pmﬁiébe@ﬂbﬁﬂﬁdce‘bﬁ@bl@@w—th%\@ predeYabff of

pharmaceutical |y acc@\}ot abl e salts thereof

pp)éql@.(éfg-@ ¥PspDPhegiMelial)Apgr wpangNagm@tere@ in a three times
SRR A iy T B0 A R 593 avou

pped@napescl. to 16 h, nore preferably 2 to 12 h, even

nore preferably 2 to 10 h, even nore preferably 3 to
10 h and especially 2to 8 hprior to the application

. he cnoct f Lo . .
o B RATAy oH SRR St BT i
t Optiphalyreitteert dare d)ly aacta;ecpmabjrea slalyttreeh@r @dby ifsur and then on

d d d
ey . ChABEPARon 7 Gay S0°DLALIapr SngPBrAa By ten fglowed

Bof tNR Coridi eRfutivaiays &ft The. Iaﬁé’retﬁré@flﬁl&%rﬁéé{lf‘ghhﬁls&gtlﬁﬂ
h, even nore prefeéerabl &hs to and especi al

pe¢heme.dor ﬁéaamﬂ,utmsa startstarea mandayh &I@w&d by one

Ry A BB 8. gh O BeR bl on iy

anith eaturday phdrsundaytoficel treatareept abl e sal ts ther eof,
preferably cycl o- CArg-Qd y- Asp- DPhe- NMeVal ), is
conbi ned, partially or totally, preferably partially,

oo ;
VIR KR AR AR 81, A o e e
2Beekly 40ntipistnatior sphemaﬂ)dgscﬁﬁ)ddoatﬁﬁleranfamloaawrbé @pplied

baout 28, about 30 or abqut 35, are .
T et nds Otiseyaral Ues P el ik @pPipd sevar fmes,
| v Roté PRsfepdbly a{5leta%t {i—hr@ HMBY 6 Aeh&" @P bithed. Eof xample,
G{‘ and especi al lY 1 5 @y, for exanple
e three times weekly admlmstratlon scheme can be applied continuously till

healing or tumor progression takes place. Optionally, the twice weekly
administration scheme, preferably the twice weekly administration scheme as
described above, is applied 4 to 156 times, such as about 4 times, about 8
times, about 16 times, about 24 times, about 35 times, about 70 times or

about 104 times.

The three times weekly administration scheme can optionally be combined
partially or totaliy with radiotherapy, preferably radiotherapy as described
herein. Optionally, the three times weekly administration scheme is combined
partially with radiotherapy.
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about 1.0, about 1.3 Gy, about 1.6 Gy, about 1.8 Gy,
about 2.0 Gy, about 2.5 Gy or about 3.0 Gy, per per

wa@ehosns®es ati on or delivery, which is preferabPgr/aPm08/000328

t he anpbunt of radiation per day on which the

adm ni stration or delivery13- the radi ati on takes

pl ace. Accordingly, an adm nistration or delivery of
1.5t0 2.5 G and preferably 1.8 to 2.2 Gy per day for
2 or 3 days within one week is preferred. Accordingly,

Ao ramanY She adrhQuntast Zaﬂlg;ﬁt \gsom rRg oﬁcycléseAﬂg él@As?nﬁphe-

pref erab 9to 1.
pM\ﬂ%Valb Bydfcma gharavy@,c%ﬁl@ahy)aec@teblerw tyeseof preferably of

CENEBIA Gy R MRV RoE ks ol Rsiers & pdive times
3V\Qaeﬁy adrhﬁf St atInyscHedhé, dreﬁbrabl?/qmab%uge@ﬂaloémébﬁtétof about
day for 2 or 3 ¥Yd8dfﬂl hin one week

e§9@dn@|eayhpmethérfwedlmer$1 welelk fuﬁjrﬂtIO@eﬁQhﬁm@fthEOcal

Y s A VS B SR i,
mégllasicaisteys 2 @{aysa:m ﬁenova orﬂbe‘Fhls &b elalys of Ebﬁéd@ddlﬁle%dimhistration
ClbweG Y 2ghpapaLt we? FSGheIme fan Pedeppalashence or several
CaRfes! Pr&éﬁ%ﬁ% &bre HEE@?&&%‘ I5Cy é(}@ Mecﬂﬁ\%l%ﬁﬁr'ugtratlon

androgen | ent prostate canc met ast’a
afujlpm@drb)dé peneemtlwerdmjsamf@' scherss isTygrfaraldd/mavethan bece but

TR BbEles (e 4B RO PEITapi 4 Ind 20, pvaBaTere

¥efé 8 4d IgMIn¥E 8ka -esPBeiN 4 tBr e
£ PrefERIALS 16 BnuE alkd espReleng™ BIEHRES o AANRAE 2imes, 3

of’mleécélt'm»esa@vtﬁﬁ@%oﬁ fimeg. 8dimes or t2tiprass Eﬁgecnally preferably,

L™ 3570l 5 sBG5h Bl 85 B keEA ove o

asclitane is bpplidte6 @imes.even nore preferably a specific
integrin ligand selected fromthe group consisting of
LM609, 17E6, Vitaxin, Abegrin, Abciximb, P 1F6,

|
Lpfonly MECBHHAL AL O iR ME T 21 )
ami;sepugme daysg offGlsghe\mp |§)I§barlrbﬁmArW&h)rad titerapp @si ddscyibed
[ a consi n C 0O-, - . . .
Phelefl, Droferatinadiotetaty S das bl Rersinthatis applied to the
a5aRRt APLA drlidg EERODF consemibl B bh&ahow fghﬁv%d'

one cancer cotherapeutlc agent as escrl ere|
pe@isecabivg deys efit schemerthal igferablyguagémparaliedto the other

%Herﬁ?é,aﬁg{‘érgsﬁ/ \{ith the same two days off.

Regarding the herein described weekly administation amounts and/or
schemes, the specific integrin ligand cyclo-(Arg-Gly-Asp-DPhe-NMeVal)
and/or the pharmaceutically acceptable salts thereof, preferably cyclo-(Arg-
Gly-Asp-DPhe-NMeVal), is optionally administered in a timed administration
as described herein, generally 1,5 to 20 hours (h), preferably 2 to 16 h, more
preferably 2 to 12 h, even more preferably 2 to 10 h, even more preferably 3
to 10 h and especially 2 to 8 h prior to the application of the radiotherapy.
Alternatively, the specific integrin ligand cyclo-(Arg-Gly-Asp-DPhe-NMeVal)
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descri bed herein, and radiotherapy as descri bed
herein. Preferably a conbination of at |east one

wa@bdoglostoehg agent and at | east one anti met abol PCEEP1088/000328

applied, preferably in conbination wth radi ot herapy,
preferably fractionated fet3- radi ot herapy as
descrl bed herein. Preferably, a combinati on of the

| at,i ent C|slat|n antl apolite
qantid abe PrdgRazedlcly HecPatiely seli rimeof idtnisisied in 2
C@ih’f&ﬁé@hirﬁst?étﬂ)r{ 8€ daséntef Rbin tpﬁe@&tbrytr%er 0 h§urs h),
applied, optionally combined with fractl onated
r dieferatdy 4996, pﬁ@feeﬁ"'@fﬂr?bb’o?rm 81 éven olorapoeferady Qtp 8 h, even

:“ﬁ'grpqgf‘%ag&he sé)%er’?%vs?ecwr@ ‘ilooéi P%Qﬁzo ﬂge ShAICKRE S the

adm.atmtrgpyad in atined adnm nistration as descri bed
herein. If the specific integrin ligand is
cycl o- (Arg-3 y- Asp- DPhe- NMeVal ), it is preferably

wORRDEE G b l¥aRBh of s, e CE RRRH BORS brdo-(avo-ay-

mNsbdDIBheﬂ\l Me\afat) rmrarrorahé/mrrarmé&enu@duyaédceptém@ edit$ @sereof,
descrl%ed her e Anot her preferred subj ect of the

i REFTSRRPIY ﬁv‘éﬁt(f\&rqlxéﬁ?pe@"h@ NMeMahots eambined: Rariallor
oy, Prefe¥ a0 HarfAR; wAnB SumiiRAER0n T Rl Hocal
nmdaoﬁheeémr,aﬂi@remt 20 &n50 Gray{ 9, ;Bneﬁerably@ﬁ tcn4d) Imebre

; . .
. " Frlortly PPdand Gu lec SkamPI Aot BruBbeurad B arataut 35
14 Eséh?ﬁcﬁung,g*gd?]ﬂ delivekaptd l'hg pﬁﬂ&én’l‘ ,a@%%é%@g]'ﬁ ?ka_c\t}gpﬁ ef 0.5
mist 3 Gy, @@Wﬂefﬁbb’aﬁ(gﬁo 3 E@ﬂdrﬁsp(aﬁﬂmsl tosR6i Gy rfab example
Srggergt¥§ EI tgfs?s%( %%ﬁp rberN%bga .8 é)r/] aborR%Cd) ‘ay, about 2.5

cByl a@r- a(bfém 30D GyAper pehadmivitsteatiorabdddlivery, whrch is preferably
phar rraceutl cal l y acceptabl e salt thereof,

081991 thie AoRHiof Kadietiph a6t danoncuhicrine @fﬂﬁuwarsatr@n or delivery
ggfr;r.lteart%?r ﬁagi%zngléh%’f’gl#g: ﬁgg%rdﬂfﬁy eér?g{j%rrﬁﬁtl’rgt%r?gr §ERBry of 1.5
atot 2. 5eGywlaotipgrefgrablgrt. emmﬂ 6yperldayrfor ardvidnddysowithin one

HERK ki ottag AtrrHliane P AgBris PR ISlB0Ro! Gder 3 Gy

EsdRpréfefdbly W4 Q@%r&é@ﬁz tcPBQf % ?ie)fer%glfﬁ)tr%d%ays and

from Bevaci zurrab rhu Avast |
more preferably 5 consequtrve days, within one week, is also preferred.

Generally, the administration or delivery of 1.0 to 3.0 Gy, preferably about
1.0, about 2.0 Gy or about 3.0 Gy per day for 2 or 3 days within one week is
especially preferred. The kind of application of focal radiotherapy as
described above is preferred in the treatment of brain metastases, preferably
brain metastases of cancer types selected from the group consisting of small
cell lung cancer and non-small cell lung cancer, preferably non-small cell
lung cancer, breast cancer, metastatic melanoma, metastatic androgen
independent prostate cancer, metastatic androgen dependent prostate

cancer.
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(Erbitux(r)), N notuzumab, Sorafenib (Nexavar(r)),
Sunitinib (Sutent(r)) and ZD6474 (ZACTI MA(tn)), and

WO 2008081025 apy, preferably fractionated focal PCI/EP2008/000328

radi ot herapy as descri bed herein, and conbinati ons
thereof. Preferred is a coti-nation of at |east one
al kyl ati ng agent, preferably conprising cisplatin, and

el : f bl ' t
- JupBelEr B 8 it ol abhfan B Sdtiboithn Ay are
Paghfhistied Dr defivsiidtaithe hadbntlithfasbo® 3% consecutive weeks.
antinetabolite, conprising 5-FU, and radi ot herapy,

preferably fractionated focal radiotherapy as

d ' i 0. cAdditdon or ef '

CHBMASTE SR bR BISHEH Bt G potnos o
paehirhentedf locallios@ianted, luag daneeh, ebAprieng admpfisteahy vt least
fracti onated focal radiot heratpy as described herein.

PPBaf Spestiici iategrindigendamas pseferably ahlaash nee spegifigtintegrin
. -0l . oo o
2080 LSS oRAPE| R PR il s gigans
pseleeteabfrymf thagjroap abeadisting af LMﬁd]'Q}gﬂ mEGANtagis, Abegrin,
preferre

d i, bed in, it [ d

CAREMIBEPHTES. 1DPER, A% Srceis-{ABgabeRsrpRRsNMe-

P , N/ ,

oL IO pReferably eI, ARt CRTO, AbCTifeR gt ovelo-(Arg-

AGIpAstDPhe-Nide tvaljreend Espedially(prijerablyrminsistimgnf cyclo-(Arg-

AP IR ETRE U nclorc Pherdesruticgly SpoestepBrsgl thereof, in

f cambirRiRhegith 8¢ Rlast M @hResrethafapdess HgRAflad aestibed
The fractionated focal radiotherapy preférabl

c baksiR prefarablyrele@ed fonwalkytiegeaganty andlantisretabolites as

a j 1% b I u er

F PRSI FosRRP snebieliotg Dy oo linedP R PreTs T 2,
adombirstionesf dt heasttoneeslkgdimg agenedndat Rastiess ahliektabolites
herein. If the specific integrin Ii qand IS

clpcarRliegy pretetably i espRRINAKRYAYI radiotheragyepesfarably

a 1 . I . o]

et EARRHEA Rkl PadiBfhchby AR uckrifird ABIHD B AbNE =
medmbiwtioh af tkablkytatingraent cighatiti with éheé antimetatublite s

described herein., K Another. preferred subject of the

eTEHEERvE A FobeRan ct o SLTIRbAA st SaiteRiatinena he

| gafnblabrAiapaaiaka asl apprbd @pkioRaIMFE 86mbrAdRKAS fragtionated

adm ni stering at |east one specific int e%grl n |igand,

niacel fadiotberanyy paeferakiy consisting et about 6htygpreferabindelivered

agvéjreac, BEH&? gf QBBSf dx Weeks. Bpéfgréglﬁftﬁé asB'eXifi% integrin ligand is
administered in a timed administration as described herein. If the specific
integrin ligand is cyclo-(Arg-Gly-Asp-DPhe-NMeVal), it is preferably
administered to the patient in a dosage and/or a weekly administration
scheme as described in the methods of treatment and/or administration

scheduies described herein.

Another preferred subject of the instant invention relates to a method of
treatment of locally advanced head and neck cancer, comprising

administering at least one specific integrin ligand, more preferably at least
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specific integrin ligand selected fromthe group
consi sting of LM609, 17E6, Vitaxin, Abegrin,

wabmsxstoedb, P 1F6, 14D9. F8, CNT(OO5 and cycl o- (PeTER098/000328

Asp- DPhe- NMe-Val ), nore preferably Vitaxin, Abegrin,
CNTCO5, Abci xi mab and -135-
cycl 0- CArg dy- Asp DPhe- NMe-Val ), and especially

f er % é: e{]gsnj h%sf Wefj r}ﬁ{a;norevgn more preferably a

pl@gémz@ ngﬁﬁ'llbﬁné%@%&é’@\‘r@nﬁﬂh‘etgrbhﬁrc%‘hfslstlhﬁ of LM609, 17E8,
conbi nation with at |east one cancer cotherapeutic

aydlaxinadbggsioy Ab@wmebelPhFG,p*rwgngbCM(h%end yclor(Arg-Gly-

CASREBBRE NI BT GBI, B R Bt

Fandrcycm:mrga@lyon§pm NMeya; bbb e@adc»anypkéfe%ly E6hsisting
exanpl e pac i taxel docetaxel. In netastatic head

aﬁ&cwéeﬂ &ﬁiw\sprﬁe ediielval)iandder a pbpEpaceidally @geeptable
gﬁ‘%}%r\%f hin 8 b‘f@%fo}?fwﬁﬂtatﬂfégxe?%'c goceg&hgféﬂbuéé dgént as

axan,’” prefer acll axe
eslpecmtaéd hemmfm'efefdbly/kmé&ted fronehikylatigageines, tfopéxample
inst I in relates to a hod of . treat nent of
h8¥§8 agwdaﬂﬁ %%416%? forexarapieny- ﬁ VCETHinzY0BR COMRTSHNG 5-
i
] SJC???P’?%‘?@%?‘ﬁﬁﬁ’@?é"@%%?‘i%@e b8l 41t EompEads Bifeted
spgainst PDGE d@DGﬂFR @GER &/E%s\éEGE&jarhrb’oeVE,GmE npreferably

Bb e SRR RES L BRERn B, Rbin et
Ata%ﬁw@) Abmmumab%sﬁafe%g&e&&var@ﬁ @@.ﬁ.tmﬂ(smen@) and

nore preferab

cl o- CAr Asp- DPhe- NVe , 'y
v Do 4 (Z%EJQKIIA{M) mlom@@w, peefeeahly fractionated focal
C}’é‘df:&h(eﬁ%gg/ R YebSibed Hg?e%nwgmbﬂgﬂgﬁg fer8bt.Y

consrsting

c?céferr@ﬁnga(Eqmlé‘mah@ﬁ’beaf\mvabhe an@lairngaagent preferably
phar maceut i, ‘aP % acce abl e salt thereof,
cEBPHEINGSiSRiAt ey, eéﬁf(é@bhéﬁﬁﬁté%é‘i@qtf@%a'

5 1945, A STy
v&tjent ome eﬁhm&ﬁ@olwlmmsmg 5+ Bearad raxijqxlhlerapy, preferably
NTEL i £ocasb P LiataPY ks dasatad Boreign MditetaIY preferred is

(§l¢bﬁ’fﬁnﬁéﬂdn anst 1868k él&é@Td MR BASIR ng PQQIItaxel or docetaxel, and
r adi ot her apy, %fgr eferably fracti onate ocal

r eadioihReanyp preferaldy érapb@r@atﬁdrf@w raﬂ@tmerppxeasmwbed herein.

Pt LR B eBefo g B b
Esqraprising\cigplef rerabéa/st o&hecam‘mhétébbme @6m@n§iﬁ@C5-FU3 and

! n%ltd(le%herapy preferably fractionated focal radiotherapy as described herein.
Additionally preferred is a combination of at least one compound targeted
against PDGF, PDGFR, EGFR, VEGF, VEGFR and/or VEGFR2, preferably
selected from Bevacizumab (rhuMAb-VEGF, Avastin®), Cetuximab
(Erbitux®), Nimotuzumab, Sorafenib (Nexavar®), Sunitinib (Sutent®) and
ZD6474 (ZACTIMA™), and radiotherapy, preferably fractionated focal
radiotherapy as described herein. The fractionated focal radiotherapy

preferably consists of about 60-70 Gy, preferably delivered over a period of
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ligand, at |east one targeted conpound and
radi ot herapy as described above is applied. If
wo casvsoent ed focal radiotherapy is applied w BEI/EP2008/000328
respect to brain netastases, preferably brain
net ast ases of ot her cancer136ypes as descri bed herein,
it preferably consists of about 25 to 45 Gy, nore

P REDALAR WRei3, 580102 B aoBifs Hibeviratiion’ Bréfratly, tne specific
g mté%rwuﬁgé’nﬁé SdmaistefeBinQY timided Ehmidthatioveds ée&@ﬂje‘aqwerem

t three weeks, preferably 5 days a week
Ah‘dhﬁ spepifiefintegsn Ilgabpes:cy@ia (Ar@GIMS@nDPhaMeNaﬁ it is

et a atic
Bt SavRisted e bRB TR aefisE eBiloRs dretkast
oadntmiseation sctnvémgrasmésto@m@d in ltmf Meh&d €6 Pt atnidnt | @agdr
one specific integrin Iigand as descri bed herein, even

nﬁﬂ@'@ﬁ@@@%ﬁ?@e@ﬁ% é’§§@r hetigéi fic integrin |igand
selected fromthe group consisting of LM509, 17ES6,
Vitaxin, Abegrin, Abciximb, P 1F6, 14D9. F8, CNTO95
aAdother ipvefefregt SHibjectAsfthORistanivhvefation re@tee tpaahetral of
Vitaxin ' Abci xi mab and

egr I n,  CNT
cVEPEn?mrQqu%Jmﬂb@ﬁﬁﬁe -any] peckyerNGas peRMArising
Ay L R PR
pbae Isaeelfmum:taghy ligaond p!sadﬂs&:nbad therdiar emsﬁrl;1 miare preferably a
- SenG ot o seleR Bt romrne Ahdup o8usted BEL Mebs, 17es.

al/itykiat ABGgﬂ@eﬂbéixmﬁéH FB?%TPM‘D@'PGGCN%%?%@B%IO (Arg-Gly-
radi ot h ergﬁMas descri bed herein. Preferab

l'y
cOEBiDhe- @rr\/aé); nn@r&gnrefmeblw\kgaxm,.A@ggeﬁ}NTcags Abciximab

N T M e I T
PofséM@eMng-GlylAsﬁﬂ}ﬂehé4M\AeVbBgalhdrbﬂa phathaceutically acceptable

adm nistered in a tined adm nistration as descri bed
h%@'tam?rew in ﬁ@@ﬂ@émmth At legst one caaeRr Gatherapeutic agent as

éié?‘b%rrge gw er. g%r@%\éﬂ&ar cbﬁwe’ra}&ftﬁ da'ﬂ(’)é?'ﬁ’é Yselected

mnlstere tient 1n a dosage an
V\Eem a}lkyﬂatmgp nagen’est, if@remmarmlsﬁatdemlnMdbolnes Her example 5-

hods eat nent .and/ dmi,ni str n sche
CEUH GtbinalidR, E5RnuBRG b 1C ARk AL GE; B eXfmas pacitaxel or
' d'ééeﬁtﬁf(ell WRRtaNEtiE Abad epdifeck dEhEBPQthcoHtﬁﬁétW@fta 8pecific
metastatic prostate carcinoma, conprising
aatrgiinsligandnyitthe easeer cotherapeutlcs Cisplatin, 5-FU and Taxan,

preferably paclitaxel or docetaxel, is especially preferred.

Another preferred subject of the instant invention relates to a method of
treatment of head and neck cancer, preferably locally advanced head and
neck cancer, comprising administering at least one specific integrin ligand,
more preferably at least one specific integrin ligand as described herein,
even more preferably a specific integrin ligand selected from the group
consisting of LM609, 17E6, Vitaxin, Abegrin, Abciximab, P1F6, 14D9.F8,
CNTO95 and cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), more preferably Vitaxin,
Abegrin, CNTO95, Abciximab and cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), and



one specific integrin ligand, nore preferably at | east

one specific integrin |igand as described herein, even
worerg/ogiioes er ably a specific integrin |igand sePEERH08/000328

fromthe group consisting of LM609, 17E6, Vitaxin,

Abegrin, Abcixi mab, P 1F6;134D9. F8, CNTO95 and

cycl o-(Arg dy- Asp DPhe Nl\/b Val), nore preferably

Vi t axi.n Abci xi mab _and cycl o- (

Geﬁpﬁg'a"bpégmﬁy %mlst"ag]af B Ag- @yﬂserlaPastweVau) and/or
C%%éhd&uﬂ&al??&&éféé’ﬁlg salf the SR i (ﬂ)e MN?M% With"4184st one

a pharmaceutic cepta Ie salt thereo
c @abcerattdtbaranetuucaagelne astdesnebed hessin cseléetedframicompounds

APRRPEROSRG! PO M SR, eifal VBRY. pAsF Reanvor VEGrRe

apréfarably selected freNPBRLACIAMHED YHUNIAS- \%@Feﬂbéé&fﬂcé} ne,

and hornbnes and ant agoni sts thereof, for exa
s Catwxionab (@1bity®), Niaiotyzuraal, ﬁd’f@f@mb (bisxalm;@); Saditinib

D F oA 2Rk AT RREEY afd IUiS by, cRe ey
hﬁbetldsr\atbﬁ fbdsm raamrhérag it R@ichiBed IH@?&, hidre preferably 50-70
-DPhe-NMeVal ), it is preferably

clo
aé% il @@i’@tﬁ @fo1 ?H@ %&ﬁkmreﬁeratdy @@9&@3 G drreferably applied on

e AL N EPEC R RPRPITS KORHINAES) bt hififie egri

dégand, =t dedstrorientardeted Pwmnvwfdeamcedacﬁcblthjemiy &8 debéribed above
|nst aqlgpl nvention relates to a nethod of prophylactic

ton, preferably prophylactic crani al
| rradl ation or prophylactic nediastinal irradiation,
conprising adm nistering at |east onespecific integrin
I lfémﬁpnatadéOpalsfadlcamwpans lapplied with reppectftodaramt mgtasmases

PP piiE flatASegS oh oliar GEPEa Biram oty Bef) herein, it
Agrae@buyﬂ@oﬁénstbh@%oulig% 49 %gWhBre pRASFY 30 to 40 gy,
ci xi mab, P1F6, 14D9. F8

chesferaply deleyedinpiratiprs mive-5val3.5, more preferabinbig to 3, e. g.

VSN 26, AR VTSR TR ot gt veck,

ppefenably § dages weekg of cycl o- (Arg-G y- Asp-
DPhe- NMeVal ) and/or a pharnmaceutically acceptable salt
t hereof, and radi ot herapy, preferably fractionated

f RRBIhef %?éf@ﬁ’@@ rs%fbfiecﬁ%f WS st qn\%?{t%'n% atog Bcf“é tnqé’l% Bfo

prophylactic cranial irradiation i1s pre erably app

V\ireatma;‘ﬁ@émetaetatlorrgal@‘im melanamhar etinprisimgl ddmmllsitenng at
Ieagt She! (S:SéCIfIC in e(egrm lilgand more preferably at least one specific
integrin ligand as described herein, even more preferably at least one
specific integrin ligand selected from the group consisting of LM609, 17E6,
Vitaxin, Abegrin, Abciximab, P1F6, 14D9.F8, CNTO95 and cyclo-(Arg-Gly-
Asp-DPhe-NMe-Val), more preferably Vitaxin, Abegrin, CNTO95, Abciximab
and cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), and especially preferably one or
two specific integrin ligands, including cyclo-(Arg-Gly-Asp-DPhe-NMeVal)
and/or a pharmaceutically acceptable salt thereof, in combination with at
least one cancer cotherapeutic agent as described herein, preferably

selected from alkylating agents, for example dacarbazine, and radiotherapy
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preferably small cell lung cancer in conplete
rem ssion, preferably after chenotherapy and/or

WG 2008/087kS pr ocedur es. The net hod of prophyl act PCT/EP2008/000328

medi astinal irradiation is preferably applied with
respect to lung cancer, nmpt38-preferably small cell
| ung cancer, even nore preferably small cell |ung

c B8 isrtPef eEeit BrérShely e ZmibsudH Peat Pt ave aliiating agent
aRP¥SMBINGEIBN VRt Ao lerdfye ?&?ﬂ%ﬂ%%l?g?%%ﬁ&@% fBEaInrag]iotherapy

prophylactic irradiation, nistratio
t B8 dessclibed hergin, ispppliedcPreferahly, theispanificiistegrin ligand is

ferred, Wth. - h t hod tr, t, .
Cafiminsfralt aliokd B8 Betohad Henpbed hatdigt Renssrsifc
o ! . gt F i i
e e g Tyl i
pnama@neé tatheg patierdjn adasagel and/aea evdeklypadiminisivatjon

R DT MR TE
atcleedileadasitsdd Béfedm as wel | as the anounts of

(about) 1000 ng, (about) 1500 ny, (about) 2000 ny,
(about) 2500 ng, (about) 4000 ng and (about) 6000 ngy

RPNl L DR RIS Bimenod o
cirebtmé¢mtrag-ribtastatio- MBbtatélvhkiingmascomplisingtadministera at least
CG0E SPEATG EgrdBapA R BEPiEbMab isedl g spesiic integrin
diigdri 88 Heb&MBBPLRe k| AN YBre BHIBrably hRBecific int

H 0] I.
ptlwar macol ogi cal | yacceptabl e salts and sol'vat es, eg][mt lﬁgnd
spelerteddromitheggroup cgasisting of bMEABY1TES: Vitaxin, Abegrin,

- | -WI i oC?FI’ ini,stered toth [, en
iA‘taBlc'anB%f e a@l @4'%%51%m e(?%‘zni‘lapﬂ CXﬁ{Oé g;ﬁlyﬁﬁ)ﬁhﬁhMe—
t Val) hmorerpreteratdy \(/ﬂ@xmbsl\‘bsgfiﬁ! CNTOSB MEuMIfhab and cyclo-(Arg-
cyclo-CArg-d@d A-.S\P DPhe- NMeVal ) as such. A further
s M‘éﬁ,P'QﬁhQﬁé\/‘? @ik @ind espestally preferably spngisting iod ¢y¢lor(Arg-
the. RO L ¢ , _ ; _
85 RSB A ] PRl SR Ml SEERARER Ao, i
neainbenation wittnalr leasthone tamcerfoatiadriapeutic agentods des&ribed
discrete therapy,forns, a co si.tion containing at
| %%rﬂr_"&ﬁ%}%?}%')f Seiected iagy Pﬁfa[g@sarfac eXHBPle dsaiRxs! @angh
C%I?é)fél,%tfﬁ?@tic%ﬁ forEarAdIK Hoxkbhiicih B SRR AREHE | Snd
agents,
r?ormones and antagonists thereof, for example steroids, and preferably
radiotherapy as described herein. Preferably, the specific integrin ligand is
administered in a timed administration as described herein. If the specific
integrin ligand is cyclo-(Arg-Gly-Asp-DPhe-NMeVal), it is preferably
administered to the patient in a dosage and/or a weekly administration
scheme as described in the methods of treatment and/or administration

schedules described herein.

Another preferred subject of the instant invention relates to a method of
prophylactic irradiation, preferably prophylactic cranial irradiation or

prophylactic mediastinal irradiation, comprising administering at least one
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and optionally at |east one further cancer
cot herapeutic agent different fromthe at |east one

wap@sigioes i ntegrin ligand of a) and from the OPEI/BP2008/000328

nore 5 al kyl ati ng chenot herapeuti c agents of b);
preferably as described abtdge and/or bel ow and
especially as descri bed in one or nore of the

eheeE P paRa T Gand ot prelpiebly af eshahe Raporlgsorin ligand
t b8 Rfd¥BAbe@hefARC eﬁﬂw eﬁ%’ﬂegé’dl %gj%ﬂélh rﬁ)ll and selected

adnini stering to f one s
i ﬁoagthmgnqugaammﬂ)wgmfrhl\nﬁ@t@ b6y Vltﬁ)dmel\ts&gmneé\bcommab

oBi Fon B He, TSI i TR R -eBrkhe Al aran, more

Eeeféwam Yita%inh A®eghifl CRITAPSS! AKCIaERIY aﬁ’d E{/@lb-?.mg Ulpmsp-

e at |east one specific integrin |igand
f Pithe-NdeWal)sand espeeially pyefaraby ccnsﬁmg]ef ayrdQH(Atg Gly-Asp-

o 2 auRle 2l B Bl AR R e R A P08 SR e rand
t Rediothiena) Fﬁﬁéfemallﬂlgqfaiﬁiohéﬂedtf@cé”r%bldtﬁératdyﬁaslf@és’&ibéﬂh%rem
di recth\é@rel at ed ereto 471 A nethod as descri bed

afseenatadst %@P'Ma@mc%@ '@q"ﬁvoass pesferablapmigdwith
4
L PRt RO Eare R R b S AT € ung Ence P Iflef Rotd'©

gpmafprabdy simalliced) lafig eanaen intoegipletel nenmibsibaf preferably after
preferﬁ%ré avba I nhi bj tors and/ or _avb5 i nhi bitors, and
mpfharepugng ;

m58¢ weng/ansurgical progedyikesad he mpathodial praphylagtice
t

COCIRRp) Il B RITERG (HpLivg Ml PRosES ot 18R 2208l more
ereiwaézlwsmﬂ@elldwmgf cascefeseen buxteiprefanably snzall eglhlsing cancer
nunber e 47 wherein i he one or

BT Eaplys ieihisgieth breik At PhempfidraPyabalat SulgiEat

| provedufds.t he preceding claims, and ii) the at |east

one further cancer cotherapeutic agent different from

the at | east one specific integrin |igand of a) and

f 0 F ' [ .
08 PR Lo B ndb AL B L B AR Hophyiact
pireaciationg acimedadndnistiatios of td at leastpye spééific integtimiigand is
as descri bed above and/or bel ow and especially as

dRe&deired

With respect to the methods of treatment, administered amounts and/or the
administration schemes described herein regarding of the specific integrin
ligand cyclo-(Arg-Gly-Asp-DPhe-NMeVal) and/or a pharmaceutically
acceptable salt thereof, preferably of cyclo-(Arg-Gly-Asp-DPhe-NMeVal), the
amounts of (about) 500 mg or (about) 1000 mg to be administered at each
administration as well as the amounts of (about)1000 mg, (about) 1500 mg,
(about) 2000 mg, (about) 2500 mg, (about) 4000 mg and (about) 6000 mg
given for the weekly administration schemes are preferably calculated on the
compound cyclo-(Arg-Gly-Asp-DPhe-NMeVal) as such (which is also referred
to as the inner or internal salt of cyclo-(Arg-Gly-Asp-DPhe-NMeVal).
Accordingly, if a different form or derivative, such as the pharmacologically
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5 in the paragraphs nunbered [45], [46], [47] and/or
[48], wherein the at | east one cancer cotherapeutic

waywanses f erent fromthe at | east one speci fiRBCI/EP2008/000328

integrin ligand of a) and fromthe one or nore
al kyl ati ng chenot her apeut t t40agents of b) is sel ected
fromthe group consi sti ng of chenot herapeuti cal

SRR AN P Bl pt Epe G nfad i i S At Gly-
dﬁ%ﬁfDPﬁ@W@VSI)@fU Bé a@%lﬁié’téf@g t "tl?é Fég]@ﬂ\t}’ ftf{% fref[e2a7b]ly

descri bed in the paragraphs nunbered
[ aslnnmﬁtﬂr@d in anjameuhtespinpkr ity thesathosiots piweniabovhdor the

ggﬁ Bat {Bb@gg;b{f'é%g%ﬁw %’Qeﬂggﬂﬁlﬁ?:: eg{]ef rom

the at | east one specific integrin |igand of a) and
fromthe one or nore alkylating chenotherapeutic
ag\efuﬂbebsulmpct ef theliagtastiinvestion is¢ gr oup consi sting of

e t
obis 2EHHRR ARG SRR RidRarioiiie i Rphfitdiuse as 2
akéibaidtion therapyt foe tieperabinterd df cagiest, she imedicarhehbgomprising,
agents other than the at | east one speC|f| C integrin

| PERiB@bAN D Weeotomere diserste thetapydeims, chenot her apeuti ¢
aged délt@n bc?ﬁf?eg#é{ fea'%‘gsgé gﬁg&f]ﬁint%ﬁgﬁ gégﬁ%,?éend east

one opecH 1 I'gan
abloplnmosﬁgamtmtaimag ape wrincoregakylatingodémotherapeutic agents,

509 PRRAY auens ot s canset coteranssF aseat pﬁ*e?%& from
PN IéQQtsoﬁéJQ@@élﬁéjlr{té@m liga®d of &Ydhd FrdR] tHRIGHEb

and especially as described in the paragraph nun%ered
[ aliylating ehemotherapeutic egentsoefd ) preferabdy ab slesprilbed above

868 Bl BER oY B8 sehSFn 68 o BT paragraps
ahtiribatedpl] eb 4] tarRS thieptiragrapdediecty rélatddbthepbrct ed

fromthe group consisting of one or nore further
chenot herapeutic agents, selected fromthe group

C AT aSiefifbPfor the treatment of cancer in a subject, comprising
a) administering to the subject at least one specific integrin ligand,
b) administering to the subject one or more alkylating chemotherapeutic
agents, and optionally
c) administering to the subject at least one further cancer cotherapeutic agent
different from the at least one specific integrin ligand of a) and from the one
or more alkylating chemotherapeutic agents of b); preferably as described
above and/or below and especially as described in one or more of the

paragraphs numbered [1] to [44] and the paragraphs directly related thereto.

[47] A method as described above and/or below and especially as described
in the paragraphs numbered [45] and/or [46], wherein the at least one
integrin ligand is selected from the group consisting of a, integrin inhibitors,
preferably o, B3 inhibitors and/or a,Bs inhibitors, and most preferably cyclo-

(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
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i) EGFR inhibitors, ii) cytostatic alkaloids, iii)
cytostatic antibiotics, and iv) antinetabolites, and

w@basasmoeut i cal |y acceptabl e dervatives, salt SPENEPIINS/000328

sol vates thereof. Al so nore preferred is a nethod as
descri bed above and/ or belo#t-and especially as
descri bed in the par agraphs nunbered [45], [46], [47]
8& nd/ or E‘ nd especially as descri bed in the
P &%ﬁaﬁn‘# §'29):, wherein the at |east one
cancer cot her apeutic agent different fromthe at | east
one specific integrin ligand of a) and fromthe one or
m#& Ahlethad iasglesicebed laboape endiar edewtandoéspecially as described

| df th t
£ i T parasks ormde it WaldanT andBe ki aheriom | ne
gr;)qu RS ﬁ:blré‘Qlk?fatmb)cr%@'f&hé%&}tlc%rﬁ%ntsss}eeﬁé 8&finé®M one

t e group consisting Of cetuxinmab, pani
z of thapreesdjngnélaimsiandab and mat uzumab and/ or t he

. t f t lotinib
PSR SPBasTone fyfarREhett SoBardiendt AP Bffsent feam thg t
g l6uEp ohspetificBtedrindigaiasdfdn .and fe@hqnéldhe GHflore alkylating
teni posi de, the group consisting of vinorel bine,

vph@moémerﬁeeah@agen@e@ Mds the group consisting of

%%aci%{cgggﬁ lgﬂﬁ og@i BEeacr? ,—fq°§|aw?e {g;lipccon& sting

aIBt)Ijéj,}eQﬁétﬁérap‘g,ﬁ ected fromthe group consisting of
doxor ubi ci n, ‘i"darubi ci n, daunorubi cin, epirubicin and

valrubicin, and iv) antinmetabolites, seI ected fromthe
54 R B 25l S SRS e EAPRCASRRAIF 5 s
girPthe mgréﬁhmmbemﬂmu qxs}d{m&érmérrm t and

raltitrexed, p arnaceutlcally accepta | e
dwheseintee até%aqt ongrr@neer setherapeiticragesd diffgrent from the at

r;
RO ESETE RN TRRNS A M AP IR ik
[ éBienbdﬁél@beuMagmts dfhue) i< asleeted feormehe cjretdp f:bnsnsﬁﬂi@of
ou onS|st|n9 of small cell |ung, cancer
nshemeiarapgvica BRGNS Y HOYINBEERSS, anmtgwm ageafa and/or
cagmg{heggp};_he head and neck (SCCHN).

More preferred is a method as described above and/or below and preferably
as described in the paragraphs numbered [45], [46], [47] [48] and/or [49] and
especially as described in the paragraph numbered [49], wherein the at least
one cancer cotherapeutic agent of c) being different from the at least one
specific integrin ligand of a) and from the one or more alkylating
chemotherapeutic agents of b) is selected from the group consisting of

i) chemotherapeutical agents other than the at least one specific integrin
ligand and the one or more alkylating chemotherapeutic

agents,

i) cytotoxic agents other than the at least one specific integrin ligand and the
one or more alkylating chemotherapeutic

agents,
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[51] A nethod as descri bed above and/or bel ow and
especially as described in one or nore of the

wearnagsaphs nunbered [45] to[50], wherein the BCDEPL1088/000328

i) of the at | east one specific integrin ligand (a),
ii) of the one or nore al k{A2ati ng chenot herapeutic
agents (b), and/or iii) of the one or nore further

C : i r t . .
I FRLEIoRARL SbEnfGHEr i PAT e 418551 OHE Segfiftedtiigand anc
atheybad onenarkeaiivlaimgpleeinbthexgpauitic t o be admni ni st er ed
to the pat}'ent are as described in one of the

pPEeRS ARJQ@rai ns, preferably as described in the
PHAGS&H ' clainms. The specific integrin ligands to
bésugglgﬂ%gggfdi ng to the invention surprisingly show
an advant ageously inproved effect on patients that are

o&lsq Brerged B rasthonas gRestibedl 2pvaendierdicion@nd Sspecially
] . r

B P ST e TR PO 14 18815649 and

abapecially asvebeniad ivf theEaragrapheiumberedddél,ngl vy, t he

[ t.1 ' di { . th t hat b
B8R dfe 8L A<t 8 0e R oo D oAl ST o o
ORRIsPbnERHecHt ihtegrinlligana®itd) anadroth t18s bhe ®r more alkylating
defects. Therefore, subject of the instant invention is

t feemethesapauticagentsait) is selested frua the gepwp gaagistingof one or

. . . ; o .
ot fufer e iR RS NeigctEq R EIER DB, eqnsisting of.
t n&GRRrIhhibftorsat | ents havi ng an i ncreased DNA

net hyl ation status, patients show ng partial or
CW%%QUH@! id8i on of at |east one promotor of at

'ﬁgéro%@icmi&%eaﬁad or patients having an abnor nal
| evel o ’

MGMI protern, especially an abnormal | ow
| by antiotetai@itesir ot ei n. Such patients are preferably

w8 DB el eal B So LR 5T AU DT Sl A VRl Thereo,
Met hyl ati on of the DNA-repair gene

6- net hyl guani ne- DNA net hyl t ransferase (MaMIN), nore

cBlsoaners prefeired 8 methagiasudsschbedighove and/or below and

: Lr t '
oenie REQERANE L Ak agiRefs cliared i, 14814
mankd/or (48)iamd dspecisligrasdestibaddd thié barayraphy ourribddred [49],
progngsis in patients wth many different cancer
t\ygggqm $he At lgeshPne sRASEIrRIherapeutic agent different from the at

least one specific integrin ligand of a) and from the one or more alkylating
chemotherapeutic agents of b) is selected from the group consisting of one or
more further chemotherapeutic agents, selected from the group consisting of:
i) EGFR inhibitors, selected from the group consisting of cetuximab,
panitumumab, zalutumumab, nimotuzumab and matuzumab and/or the group
consisting of gefitinib, erlotinib and lapatinib,

i} cytostatic alkaloids, selected from the group consisting of etoposide,
vinblastine and teniposide, the group consisting of vinorelbine, vincristine and
vindesine, the group consisting of docetaxel and paclitaxel, and/or the group

consisting of irinotecan and topotecan,
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(GBM, who receive al kyl ating agents, for exanple,
ni trogen nustards, ethyleneimne conpounds, al kyl

waioplgmai es and ot her conpounds with an al kyl BCT/RB2008/000328

action, preferably selected fromnitrosoureas,
preferably ACNU, BCNU and-@3NU, busul fan, nel phal an,
carboplatin, cisplatin, oxaliplatin, cyclophospham de,

BB GAS Sl P! BF B RTH o Borabin,
Arfapisieitg déunbABi@n] epitubiehdrnPvaRiiciReaMgen MaVIT
pronoter methylation and the survival rate and

s gntlmﬁtalgoltt@s Aelgotad ifragn Shegrap eansisting of 5-fluorouracil,

e, Sy e SRR eie il ig orove

OtosdISting BEpamtrerddcimetiIwexat kiibabitigesed, These
chenot herapy i nduced al kyl ations lead to DNA damage in

t Aed phapnasevticallyiasspptabig devatives, b$Q4tSsQﬂddQHS®V@@§§heT90f
and m smat ches, which trigger apoptosis and

cytotoxicity [5, 6]. The MGMI enzyne repairs DNA
didh@demetiod as descrittsd agove hhdlohdeldve aag @speciatll fagaiescribed

of chenpt her a aIkIatln nts 10 I\/lethlatlon
on GISEr Btase ALiIeRs s HENHERPToH M TaobnG | 21 and 1's
aﬁ/ﬁ@Félﬁ‘tﬁé' cBhEdY i8IskRGEd &oPrf tﬁé@o%g%ﬁéew g'df‘s‘ﬁhﬁf‘@éil lung

DNA-repair enzynme actl vit us ‘st udi es
hmerr(SCdﬁ)edonhmalBOSIHmW(gaianGBMNﬁCLér)mdtmwmous cell

nmet hyl at IR/G\/‘IS r.onot e 4] . The MGMTI pronot er
nEMA f?%% SR %ﬁd&ec}lﬁw@({rfghhbl ation status of the
MGMI can be advant ageously determ ned using a 2-stage
met hyl ati on specific PCR anal ysis on DNA extracted

f”’dﬂrﬁm@ﬂ?"%@%éﬁﬁ@md abeye asd/onpelow Qﬁé@lsﬁléﬂl@"yvasmscnbed
P BEMERE e BEROr-ZinS HiRBRleq [ATBEY S "

awherein tige emdmit@r)dﬁ the at leastohe speeifierimtelpin Ihgaﬁ@roa)be

grformed t he Met hod %Ie % et al NEJM 2005,
3i)0f theg pnegrranore alkyiegng shemy h@@@@&tlﬁageaee@) and/or

SHES c6eirf dhd ¥r RRPE FuHReH d ngotggga}%dnb'ag{ehtsﬂbth%%mmégat least

nmet hyl ati on status o e patient
(one specitio étegiih §yandBlAddke vaetaranomnalkylating chemotherapeutic

A R T ERRE TN
ﬁe@BBﬁ@; &laIng, ipTeferalblipas\thes cEbed v therpidcRainy dse>daRfs.
em con) (proteinase di gestion
The specific integrin ligands to be used according to the invention
surprisingly show an advantageously improved effect on patients that are
having increased DNA methylation status, are having a partial or complete
methylation of at least one promoter of at least one MGMT gene and/or are
having an abnormal level of MGMT protein, especially an abnormal low level
of MGMT protein. Accordingly, the invention provides medicaments and
methods that can be advantageously used to treat patients associated with

one or more of the aforementioned effects or defects.
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| asted a maxi mum of six hours). DNA is denatured with
sodi um hydroxide in a volune of 35 nml and subjected to

whe@shsioee treatnent in a volune of 360 m (4.BCIVEP2008/000328

sodi um bi sulfite and 20 mM hydr oqui none) for five
hours at 55C and then puri-fi¢ed (Wzard DNA O ean- Up
System A7280, Pronega). Unnethyl ated cytosine, but not

terpart. nodified into urac
¢ MRl e 1 R tioremidEhp Fe i mepismentas
Chl@sarlﬁ@@hbreﬂﬁ antdena riethed Lsingeshid madicaest PP the treatment of
approach. [Pal msano WA, D vine KK, Saccomanno Glet

aPatiepisg N\éleif‘h'@ the ﬁ@edjgarcr@nt [sjtocke weed iythedeeatmeant of patlents

e

i cdapetdanttigidioni mtleagt@fet pregnatol bf &€leas! Ghé MGNIT gene
DNA from the tunor. PCR products are separated on

4apdrr nticntbaged ga @bnom@l leued of MM rryoigin, esnasialyan
g?ﬂngﬁﬁéi”léﬁplewleoqut;w ?}c‘%[@ Wﬁ% ntd S{é)é}qur%gly} Rferred to

nical Informatio rnati've
pesf oreteglateccpatibmg' t o t he et hod descrl bed by Donson
et al. in Journal Pedriatic Blood Cancer, 2006.
According to Donson et al., the MGVl pronoter

BRIV eR S1Fh e Hon R,

advant ageously determn
procedure: DNA Extraction and Methyl ati on-Specific

HRSPTRESE o IR DN i e e P TP e AP RIA o6 500y
Sgltbélﬂlh‘gﬁgféraée %MIB)' Atore desly dalléd mrﬂ@ﬂ{ylguanéne -DNA

nmet hyl ati on patterns in the Cp
i meéhﬂtraﬂSielﬁ@SW"g@me ar sherd (MG MTniepaingens: lepuaes gane

~BF14E R TEAHARA 4FbLEH SRR i o favurati
cptaggiosesint patiendswith rﬁahy diffedletlycancee fiped, stvwataieblastoma

P O f DNA is denatured with
@3&# %&f@%@n@%ﬁ@ 240 agsrs, @rﬁanl@p Ritrogen MRUtardss
[ f
oINS RBob ol S suhonRes BRloihdl rifoutis Pt an
f alkyltadingraciipn5p@terabidy seieotepu‘rmrhl retlosmirags t prefatiabyr ACNU,

BN AR BN BBl SRRl aueilettisneMuspiplatin,
gei@opﬁb‘épr@nﬁiéeadé@rbbﬁlheoﬁaﬁﬁ@st%gfb@ém:de and lomustine,
temozolomide and altretamine, or campthothecin. Accordingly, there is a
relationship between MGMT promoter méthylation and the survival rate and
sensitivity to alkylating agents, such as temozolomide. The MGMT enzyme
removes alkyl groups from the O6 position of guanine, the site of a number of
chemotherapy-induced DNA alkylations. These chemotherapy induced
alkylations lead to DNA damage in the tumor cells, including DNA double
strand breaks and mismatches, which trigger apoptosis and cytotoxicity [5,6].
The MGMT enzyme repairs DNA damage, thus interfering with the
therapeutic effects of chemotherapy alkylating agents [7—10]. Methylation of
discrete regions of the MGMT promoter CpG island is associated with
silencing of the gene and diminished DNA-repair enzyme activity [11-13].
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pronoter region. The primers recogni ze the
bi sulfite-nodified tenplate but do not discrimnate

wheiosegi2iret hyl at ed and unnet hyl ated al | el es. FRCT/ER2008/000328

sequences used in the stage 1 anplification of
t heMaMiTlgene are as foll 0\/\5145IVGI\/IT stage 1-Forward,
50- GGATATGT TGGGATAGT T- and MGMIst age 1- Rever se,

PR e hae C%eaiﬁﬂm 440 S5 FHE Ftenls havege

1miethyaateddoViGMT pré®dter @40 m n, then denature at

958C Tor 30 sec, anneal at 528Cfor 30 sec, extension
at 728C for 30 sec for 40 cycles foll owed by a 10mn

pEFEMEHTBRGtef rtyliSn s it etPuBtionRlaiv it the
5MGKIITI'd:anaDéi aBvanhtageoliblydedéintihid rﬂ:sirﬁ; 8 lde;té?é ?ﬁeﬂw?laﬁon

stage-2 PCR in which prinmers specific to nethylated or
ubpraiiiy P& analyaisien @Naﬁ« extiaeted fram iwmnos speeimens, such as

S B, AU BB M A B etrtion

I s;béEIfﬂSBGRldnéWE cHrelge e&sﬁiepéﬂéﬁned accordmg to methods in the
and

for the
n%‘itﬁsﬁeé ?Aégémt@npwmm%d agéh&zMasfa%bu Hegi ‘etal., NEJM, 2005,

DBt A e e e R Y oB iy pen used in a

aRpasé littial ansessing tod nfathylatiamstalus of asubsét ofithe pRAidhts
for 10 m tgen denature at 958C for 15 sec, anneal
a&'sé'é%@\’?lﬁb'? sec, extension at 728C for 15 sec for

40 cycles followed by a 10 min final 728C extension.

DNA from normal human | ynphocytes treated in vitro

vPNA extractiontand metbylationes peeificipolymerasedthiie reaction
Beverly, MA) is used as positive control for

net hyl ated all el es of MGMI and untreated DNA from

nGenaimid PN oigblated ﬁOh‘S@Ide astmgatafme seefbhbf éIQ:lblastoma
met hyI ted all el es of Each PCR reaction (10

i Ussyer(Exr\ax %ua&mm@nm 24asesehg@icony{ araieinass @ngestlon
I

S S RAHAr ol oAU St o B e

kngolmerot 8 phand sebjetted td bisulfibd tredtnént iKapvelomédfe360 pl

B Silm ARt 8o 20 ERhpvauiongh o Bedid ag 2 g "C and

(t%ﬁl@;lﬂﬁﬁ@d I iE AR BNA Ofean- 35Sy tGHA7280) Promega).

Met hyl guani ne- DNA net hyl t r ansf'er ase pronote
ndnmethitated ayteging, kitalofdtisgnethylated counterpart is modified into

uracil by the treatment. The methylation-specific polymerase chain reaction

(PCR) is performed in a two-step approach. [Palmisano WA, Divine KK,
Saccomanno G, et al. Predicting lung cancer by detecting aberrant promoter
methylation in sputum. Cancer Res 2000;60:5954-8.}

The results can be confirmed in an independent experiment, starting with
reisolation of DNA from the tumor. The PCR products are separated on 4
percent agarose gels. The investigators who selected and analyzed the

glioblastoma samples are blinded to all clinical information.



Is perfornmed on snap frozen tissue of the patients.

MGMI et hyl ation status can regularly be determ ned
wWoeisHsm23 unors. In a part of the patients, theCHERPIEE00328

tested for MGVl pronoter nethylation status proved to

be partially nethylated (Fi¢p- A). None of the sanples

showed corrpl ete nethylation. The i ncorrpl ete

A (55 R PerPBhen csring 1 HE etipp described by
| BHERRYEeR. IRNGUPhal MBS SHEtRIBIb8d CeHcef OJOUY. | SON

purposes, it can be determ ned whether parti al
met hyl ati on of the tumor MGMI pronoter can be

ESRSTARL etk By P RS ol BRI o

| Redtug ionthes RIGMITI a3 aéladwah@ ebﬁs@%fe@éﬁmﬁea%c%%@to the

patient who is treated wi enozol om de and wh
sfellpwing pspcadurer is al so anal yzed in the above st udy.
In four out of the six celllines studied, parti al

nmet hyl ati on of pronoter is observed (Fig. B). The

r &NA BExtraletivn ahdtMethgation-BpeEfiéPblyeedrask iCRsn Redtibal
MGMI pronot er methyl ati on can exist.Fig. A PBL MPBL
H O 145 257 271 273 L UMUMUMUMUMU MU M 100

i bl g e i
p{COMIKRB 95~5mn ancbﬁaM spidines nsingss DiNgasyrkitn@iabyn aValencia,
Ak 3B ek Co 0 o A e
caetdrliné® byﬁﬁkﬁh?ﬁﬂ@h Rypleaif P ARV hi%gﬁﬂ?é@ure(lmlolves ghemical

enzymat i cal | ated DNA from PBL serve
anskifiatipn Qfarlrtme.ihylfamd th rmsmqthyiatani oyenings doroiragil, followed

(M bk PR L3, B SR YDA, gt wit

nebemm Rydixite (final SHeVD. 8MYiRe kﬂﬁme&sfeﬁaenﬂ lahd dJubictéd to
Fig. B. Methylation status of the MGMIpro

i pgym;@ﬁqea[tmﬁ@gm g¥olume of 610 ml (3.3 M sodlum blsulflte and
0.5mMhydroquinone) for 16 hr at 558C and then purified using the Wizard
DNA Ciean-Up System (Promega, Madison, WI). PCR is performed to
amplify a 289-bp fragment of the MGMT gene including a portion of the CpG-
rich promoter region. The primers recognize the bisulfite-modified template
but do not discriminate between methylated and unmethylated alleles. Primer
sequences used in the stage 1 amplification of theMGMTgene are as follows:
MGMT-stage 1-Forward, 50-GGATATGTTGGGATAGTT- 30; and MGMT-
stage 1-Reverse, 50-CCAAAAACCCCAAACCC- 30. Master Mix (Fermentas,
Hanover, MD). The PCR amplification protocol for stage 1 is as follows: 958C
for 10 min, then denature at 958C for 30 sec, anneal at 528C for 30 sec,
extension at 728C for 30 sec for 40 cycles followed by a 10min final
extension.A25-ml volume is used in all of the PCR reactions. The stage-1
PCR products are difuted 50-fold, and 5 ml of this dilution is subjected to a
stage-2 PCR in which primers specific to methylated or unmethylated

template are used. Primer sequences for the stage 2 PCR for the
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determ ned by a nested nethyl ation-specific PCR assay.
A 100-bp marker | adder is |oaded to estimate nol ecul ar

W@ 2m8/08785 shown on the left scale (L). The MAMACT/EP2008/000328

anal ysi s techni que descri bed above has been enpl oyed
in the myjority of recent-8fudi es show ng MaVr
nmet hyl atl on to be a successful predi ctor of response

to_al t Th hni h
s ipdelludltaRian ste MEMTaTs - £ S ity
mm’nﬁ@fm@ﬂ-rem@@mwmt@@ ahf EAVIGMEMEtage 2-Reverse,

nmet hyl ati on was the mai n cause of | oss

eﬁQWTS%ﬁAQT@l—T GCEBRAACANACA- taﬁ)aandafcn' theswettylated

BRSBTS A s TR AR rocc 0

PaAd MM T stage mrdvies@ BOVBCASSKTTPECAARE G ARAB®RIFY The
net hod thereof, or any other nethod which is equally

saﬁ%amlla@wrupwgortqi f@ﬂw%tagﬂd’elﬁﬁsafﬁli@\ﬁg ¥Hi8C ey thaun, then

SSpbhi bPokde i i oBE ol TS SRR P3P, FFUPER 20

a&rnst desyfiop 4lmaoycr@ fallowed ses ¢d @Mm?ﬁataém@ﬁs@h ADMA from
and/or as patients show n artial or_conp

nBeTdlfiuraan bimphogyies tregtes iprvitie with S9! é‘ﬁeth¥'ér§ln5fﬁfése (New
1aP8 Biola -[theéewh'}? l\lﬂﬂz@@seﬁ’ag gg\&‘;i‘fﬁ I BhtrbYfr %ethgla(teedd

pat ents t can b€ especl a ag eous tre
balleles ofivtGibidsaraf untreatedddNAdrorh Mrmnadlyqul'miytes is used as

c e gh e Conttol ol melt ot Blas MOMT s, PER (Padion (10 m)

ugafirdcly %’éﬂ‘é& Q%C@/o%dahoéé‘gel réﬁiuﬁéﬂ with\&@Ridiah B%Hbe and

respect tO stat us. ~“Chenpt her apeutl c ef |cacy
t visualizied turydefo\é Hb*mnﬁb@la@taﬂ@tl@| Anatysiscan perpertdrmed with

t (o) to ends n d ru
ettt £ BftreSarh RuchP RS s eftioé byf RBEAREM e Ebffglation
aa@@tswnsqeans@gmﬁd:éncée@ﬁélybas %m@tmﬁpkmdﬂhg‘\tWPﬂbm statlstlcal
structurally distorts the DNA helical structure

PR EHEPRGr A GrPBRE B SATVERe alf. (S ahblaga. &if). | n
NRIR)ig Gihe-DN d&gné’tﬂgﬁtgiqgﬂaré %B{er%é‘t}‘&%&lbﬂ%@ggrétnﬁlysus
y C ar

can erepalre repair
piargerfouined @bsna frozen dinsue oDilde pf&ttdmé. tMGIM;T enethglation status

(Fhfaapebans RERERTSH eyt hedHatass doe parafihe pAKetsyihe

?%%rwgigrgrgétgfd%r _Il\_/lGeM‘g?‘gﬁnfgrrg%rg lleeHﬁXﬁfbrﬁé'fBﬂ% provRESo Bk partially
methylated (Fig. A). None of the samples showed complete methylation. The
incomplete methylation observed may be due to tumor heterogeneity,
infiltrating peripheral blood lymphocytes and/or vasculature. For comparison
purposes, it can be determined whether partial methylation of the tumor
MGMT promoter can be responsible for this observation by investigating the
MGMT promoter methylation status of 6 GBM cell-lines, including cell-line
145 which is established from a patient who is treated with temozolomide and
who's shap frozen tumor is also analyzed in the above study. In four out of
the six celllines studied, partial methylation of promoter is observed (Fig. B).
The results show that even in pure GBM cell-lines, partial MGMT promoter

methylation can exist.
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MEGMI is not commonly nutated or del eted. Rather, |ow
l evels of MGMI in tunor cells are due to an epigenetic

wWore@sgwas i on; the MAMI pronoter region i s nmethyl/AP2A$/000328

thus inhibiting transcription of the Mavl gene and
preventing expressi on of M3¥F. Met hyl ati on has been
shown by several |ines of evidence to play a role in
ggne expression, cell differentiation, tunorigenesis,
X-gh/bnosone i nactivation, genomc inprinting and

ot her maj or bi ol ogi cal processes. In eukaryotic cells,

nmet hyl ati on of cyt osi resjidues th are i iately
5 to a guanosi ne_%/flb_cﬂl%ﬁ%_ ﬂ&do_&i%’n_an%v i?ﬁ‘ rrg%j

cyt osi ne- guaniney (FGu pPOIy Wegioms.u Inn comt rask, CpG
| S| and¥? Pe e BN . o == 34
duri ng sXep o} T e ETIR

i mprinting where nethylation o regu atoryegions
can lead to transgri pti,on repr essj.on. pressi on of
a tunor suppressg$1ge#g cgéf al‘@ be‘J1 bal'shed by de
novo DNA net hyl ayiqngyofy ay ngr gahl y yunagreyhy at ed CpG
Hy per medolby |.2ismam . ' D pi I enzynes
can serggpas-| ' : ni cal
response to cer reatnents. ain

chenot herapeutic agents (including al kylating agents
; PR U i '
cFlo 2B FlatloBytls it WSRO EE | B Bbpsy specimens.
eht determinéd byuchestgdnhsthgmtiohespdeifier PER ssdy. DNA from
resi stance to such ﬁents devgploggs, because DNA regair
eRgtmakrerifisral hined dyBrROGYEK tistsedrassa ¢ontial oy the
t i [ S h [
o B e e Rl RRIICBgR! fom PBL
vaviPBlS sernest ae atpositive ¢gantdd frrthe| methylateddGMT peomoter (M),

clinical response to treatment it h eut i

e ey sGRREES oy o8 S5 tes K Bl SH ANIRBS thérker laader
r & 18hd8d té esHatrigleabRisize, bshoWRNdn Me Rftcdale (L).
proliferative disorder. In particular, a nmethod is
provided for "predicting the clinical response to
cg[gt ﬁ n types of chenotherapeutic agents”, including
specitic al kylating agents. The nethod entails
determ nation and conpari son of the nethylation state
of nu i acid -n_nen% - DA apnai en e M a
pat i eﬁ

Fig. B. Methylation status of the MGMTpromoter inGBMcell-lines, as
determined by a nested methylation-specific PCR assay. A 100-bp marker

ladder is loaded to estimate molecular size, as shown on the left scale (L).

The MGMT analysis technique described above has been employed in the
majority of recent studies showing MGMT methylation to be a successful
predictor of response to alkylating agents [1-3]. This technique has

superseded earlier techniques of enzyme activity measurement after it was
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of a subject not in need of treatnment. Any difference
is deened "predictive" of response. The nethod,

whonwewgr?2s of f ers no suggesti on of how to i npr ORET/EP2008/000328

clinical outcone for any patient with an unfavorable
"prediction". Tenopzol om de14% an al kyl ati ng agent
avai | abl e from Schering Corp under the trade nane of

EPBRISaled e Aol bty gt Ife HHRARLSS bt idss of MoMT
cgmmm@ub@@m@ PGBR). an i m dazotetrazine derivative.
The chem cal nane of tenpzolonmde is 3, 4-

d| hydr o- 3- met hyl - 4- oxoi mi dazo[ 5, 1-d] - as-tetrazi ne-8-ca

cyt O?gg(s:j@la? 3?66 Lgtt%dsrr%z &%&' ggsho%ﬁgggé&ﬁ %gtfby;[gﬁ?qn or that can

MbeGestes! éshpam}iﬁts fshohngMGmTrlrhthMIohOpféfébde U@lﬁgQﬁe above
DNA. Al kyl ati on (nethylation) occurs naln at the
aﬁ&smb?ﬁ;mqt. %sarb@n@legmﬁﬂférodwtbm,rqrrany(@%ﬁbmﬂtbmi wdch is

%gﬁ%hﬁ%@étﬁe %%eta&ggd, ¥ {r{édur?d;%rgéndfh%%gn%erfﬁ%%kﬂﬁ fithe art,

treat nen adu I ents
d 'aefgtmbe degdarbebea'ﬂ tm@thmaitéd patientsaacowmtingate thefimesitiony more

WREREHY B3 petipB e s8iSueBrBR TS AathyAlaN alalls andior as
r sgnm s%w.ﬁg BRI 8r Bbh{wéte%% mﬂgnﬁ%ﬁ "l’é%%"i‘%h?ﬁ;eromotor of

Tenodal (r) is currently approved” i n Europe
t atigastane MGhHL gene.sT eyt mnusﬂialcglmtu the! caﬂaatlves ot patients that

|.i obl ast ona c as cy
SR Be R v tio Sl B82RY BihE apSlioaR b ipbtment or the
thfb”d@cﬁémeﬁl%@fcdrd]ﬂg&@tﬁé‘ﬁwleﬂtl@ﬁ“ on, alternatively to
t he met hod descri bed above, the | evel of net hyl ati on

of MaGMI gene is assessed by determ ning the |evel of

t {al I

THEWERE U {eBnAiaRgRe B, B1F ReNE ERREAbaia) & prgterably

" bb dsedtie tonoordakicg with wbaﬁeuaabirweaﬂoﬂ eathriebpdct to tReMGMT
det i1 below Assessing whether or not the MGVl gene
i §ta ‘hyl ated can be perforned using any nethod known
to one skilled in the art. Techni ques useful for
detecting nethylation of a gene or nucleic acid
i Rbempdhernapeutic effivacy] thei abdlity tof cheowthetapy to eeatlibgte tumor

PS03l G o BRRESN e P 8ap ome
2Sake A5 st Shue A S
BﬁlA which structurally dlstorts the DNA helical structure preventing DNA
transcription and translation. In normal cells, the damaging action of
alkylating agents can be repaired by cellular DNA repair enzymes, in
particular O%-methylguanine-DNA methyltransferase (MGMT) also known as
O°-alkylguanine-DNA-alkyltransferase (AGAT). The level of MGMT varies in
tumor cells, even among tumors of the same type. The gene encoding
MGMT is not commonly mutated or deleted. Rather, low levels of MGMT in
tumor cells are due to an epigenetic modification; the MGMT promoter region
is methylated, thus inhibiting transcription of the MGMT gene and preventing

expression of MGMT.
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Sd U. S A, 93:9821-9826 (1996); Xi ong and Laird,
Nucl ei ¢ Acids Res., 25:2532-2534 (1997); Eads et alL,

wOR@s/0gweEls. Res., 28:e32 (2002); Cottrell et BECT/EP2008/000328

Nucleic Acids Res., 32:1-8 (2004). Al references

cited herein are incorporatsd herein by

reference. Met hyl ati on-specific PCR (MSP;, Herman et

al,, Prgc. Natl. Acad Sci. USA, 93(1_8):9821 -9826 _
( E@Gylﬁgﬁgr@mt@@n&@wn byseyeral h@§§ ok gVidgnce &y playoRy ple in

I Ralii. i , i dyJ
18608 SBPressin R direngqtch 1 hfHerigeh RO xthioa®ioms.
UirtactiPation, Nrenoni2 ddipribting iasd e MmajoriBologida@lprapedses. In
171 i ssued J

U.S_Pat. No. 6. 26 yl. 24, 2001 : U.S _
paiikanglic sells, e tBtoriar e otiis desidues Bt are immestiiphis to a

c Qpbﬁ@éiﬁe%c(ﬁﬁ§ r&doriHary i cﬁ?gﬁfr?ggﬂéﬁiﬁg ( b@")?d?)r kt’é!giops. In

reference can rapidly assess ylation'status o
vicontiast, Cp&hislanasuiemdin Qndhathylagednint iormal cepis exsiephduring X-

- BERPRERTOR e len SherdBiel p &S MnEfitiig yhgre methytation
nef5Tregaldterny ebidA¥dNIeaadb warkchplidndl feprel8ibel ExpPetssion of a
all unnethyl'ated, but not nethylated, cytosines to

uHHBPN SURRTESSQIIERNFUeN alsephe abelishieghbyle noye iDNA ¢nethylation
SBPQ!nfoirr‘f'rafl meaett I%J?etaee %lser sus unnet hyl ated DNA. MSP
y sha

requires o guahtities of DNA, is sensitive to

OHYp&smethyldtianast giines! ercodingpDRIA espaiiéndypedican 86b@, as
and can be er,fprntzld c|>_n_DNA extracted from
pa}amrﬁrfeﬁegqﬁd@a"gs gtlipical fgspansedp ceriai eancer dreatments.

PesbIr theiditierapediieadsits (McRIAg IR R or example)
eimhibitecelluianprgferatia by crapsHirtkime DINA, aesdtihg imcell death.
o S g RS . s 2G8TE St e 5, Fesilin S8 oy such
| hhersts Iqiviekpsratase DNATePEF pPmdsdenveate ¢56ddllinked

for this enbodi nent of the inveniion to neasure the

| slvegtuests. IBVEW Pbihei delteriousisida gﬁqﬁplolésnoss cheamtherapeutic
frsoenf s infieetlyciiess bl Huf e barpbnfieSBhehe, s

r éésirable e ptadietithalclinidat rsspoade 1 neatrhsal witih therdtiesrapeutic
able to specifically bind either to native human MGMI

pRYREBN or to human MGMT protein having an active site

s e S e
etrgatdierdrof aodell proliferative disorder. In particular, a method is provided
for "predicting the clinical response to certain types of chemotherapeutic
agents”, including specific alkylating agents. The method entails
determination and comparison of the methylation state of nucleic acid
encoding a DNA repair enzyme from a patient in need of treatment with that
of a subject not in need of treatment. Any difference is deemed "predictive" of
response. The method, however, offers no suggestion of how to improve
clinical outcome for any patient with an unfavorable "prediction”.
Temozolomide is an alkylating agent available from Schering Corp. under the

trade name of Temodar® in the United States and Temodal® in Europe.
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the invention to neasure the |evel of MGVl protein in
patient sanples is presented in U S. Pat. No. 5,

waensB89H2s t he entire disclosure of which is PCT/EP2008/000328

i ncorporated herein by reference. Mnocl onal
anti bodi es are disclosed whbth are able to
specifically bind to the MGVl protein |n Si ngI e cell

PR e Rt ES P il b S tam 2 Rlalh Bimpraliide 3
I gl drotetrtiRd Bdrivhtive. diHg ¢HerdichPRafk 6fh§m%§bion'n5@g§ 3,4-

is described and all ows for guant itative neasurenment
ofdinydue-3-engény-4-axeimidazn[Sand) asmtramne-@nq;arbsxamlde (see U. S.

RS 0 BB B S
aqITIo! iig Shof m/wﬂsemrnwnp du@le#]’l%/an 8f BNy Aidred
to nmet hods descri bed rnes et al .

cAmethdation ﬁ@ursmyaitm@ @ngigd positions héguaniae, |

gﬂ"aé?ﬁ‘@acag@%o}oloﬁiﬁe}Zéa&é@lég)a’r% gllﬁ}ébgy r%%gtesj |R ‘t%% &Jmted

NBjefesdor the tredtnadnt dBiaduhtgyatienBAitA n)amihﬁdé@;nbgé@@)lobastoma
t he e tire di Sﬁ| osures of which are incorporate

hé'ﬂlétl RINE ahwell agifelragtoneanaplastic aﬁﬁacﬁew éenea%erafs at first
?@gé@mh% ekpéridridel diféa EiGh B8k r%ggrpgx

atient 1's assessed nreasurenren
I\/thqmlnga n’miroeogre,a duyd Peeiaebaribe oTemedal® srecuardritlyabproved

S M 0 R ol s
Véicistastomh® nuasfdeld M%%tmrhﬁﬁﬁbwuﬁk%chﬁ’éﬁbe or

IS conpared to that expressed by normal |ynphocytes

k REvgTesYor afies standaul thergpyent MGMT protein level s are
preferably classified as follows: Very Low = 0-30% of
the MGl expressed by normal |ynphocytes; Low = 31-70%

ofActbrlingAdT tr@qmeﬁﬁ@d dnermativeh) td U‘@n’ﬁ@ﬂidde@esdivﬂb@@faﬁﬂoﬁ’«e the
% and Hi g 91- 300% or hi gher of the

NGMT
e@ﬁéggmtwam abMGNTarne s @ssessad bridetermipingrtae level of
| RESR SratdiR i 8Natnile UtRGnbRRIA YR BEeRSTnE 06l can be

protein levels or that can t est e as pati
halalsa@ewmebeang "dery ksw" &M, fModerate!,eréHigh”, preferably as
referak%}n'\é ing tt] bove descri bed nethod, an anal og
ng?ﬁ?ﬂp (Bgfe defal "5‘( her method which is equally

sui tabl e according to the understanding of the ones
skllled in the art in the art, are to be regarded as

» Assesaing udethen errnastha MM gene is methylated wandre patieyned
t Uglﬁg%ﬂyorﬂgtﬁo% IErtbQNn to one skilled in the art. Techniques useful for

detecting methylation of a gene or nucleic acid include, but are not limited to
those described by Ahrendt et aL, J. Natl. Cancer Inst., 91:332-339 (1999);
Belsinky etal., Proc. Natl. Acad. Sci. U.S.A., 95:11891-11896 (1998), Clark et
al., NucleicAcids Res., 22:2990-2997 (1994); Herman etal, Proc Natl Acad
Sd U.S.A,, 93:9821-9826 (1996); Xiong and Laird, Nucleic Acids Res.,
25:2532-2534 (1997); Eads et aL, Nuc. Acids. Res., 28:€32 (2002); Cottrell et
al., Nucleic Acids Res., 32:1-8 (2004). All references cited herein are

incorporated herein by reference.
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collective of patients that can be especially
advant ageously treated by the nethods of treatnent or

W@ b@sigmetament s according to the PCT/EP2008/000328

i nvention. Accordingly, patients that have or can be
shown to have Moderate (=-1%- 90%, preferably (Low =
31-70% and nore preferably Very Low (= 0-30%, of the

o FERBEPEGS ORI Wi MERTRT AL €. Sk Rl foBd SorcIsa,

| 9BET8)I9821-9826 (199F)CEsiiidr 8tal P&anedi ReBa\W9TEOZ797 (1999))
i ncreased DNA net hyl ation status and/or as patients

sKBRiakep HaptFal Nex 5@Zﬁﬁ3ﬂéﬁesmdﬁ!—"a?80h99ﬁ léIS IRatsNo. 6,
O S Bl et o £000; G R RoP8 0 7o Yo g wear. 13,

egpoc¢i ahd Y. Sdpaﬂthag@m w74y sstxed Jay 2t4hQ0mH tb<81SPé1f No. 8,
treatment or the nedicanents according to th

| a9 RS Ut ANOUEH QA4 ¢ SNHERNPRIS Of FHCAS Which is
%orWr‘é d ﬂ@rén?tbﬁ rgféﬁ'%?&e &4n i"‘a Eft%§§9§?ﬁé h#él‘?ﬁyl?hgn status of

herei'n, erelrn canent e use

t wmlaﬂys any groppiof OpG sibes/ withinaa Op& r%&e dnd¥endent of the use
eci referred

hyl at t at . T
B e o R Sive A RtarE SasBen olhis HsSey eplais nitial
d sl RRIdnSTTIVA. bwmﬁmhrbnémﬁ@%h%’ﬁﬁgtau' &Trﬁ&%téé bt not

in the treatment of patients show ng
c ogihdatedrsytogings toruretil,sand subsequest pmhmatromwnatpnmers

< S R e S oS FRBR EhBh, Mg Bkl ony sma

dgasntitkecbfBRAI 13 seﬁmwy ta 0.h% rRthdawedlldlss bPa BRemsCHG
in the treatnment of patients, having a Moderate,

prSéarts# lgsHs. and san RePParr@esran %eytr@ptedrf@mmraféom

f
oxretlelsahife, SF Slflales e BIRHIARS Eouldiiht o
ppevigussllCR1based ap;brdahlaes mmm rediedi on differed ritidl r@$tr|et|on

d b th di t
e A e e ek
| petiesd R dANRIBIIRREAP Be HistlUsh smafl AMRIRS Bf ﬁéél?e or a few

nmet hod conpfrises the adm nistration of one or nore
at@lls. at i ng agents, preferably selected from nitrogen
nmust ards, et hyl enei m ne conpounds, al kyl sul phonat es
and ot her conpounds with an al kyl ati ng acti on,

PARfiIRIstiztiVe sxbagedf AruBsRn bRt iss8Rsisef eSranRbbMbodiment of
ACNU, BCNU and U, busul fan, rrel hal an, carbopl ati n,

C’qhgrjng@ntppn MPaEM@ttﬁﬁ levslof MG ﬁmlaén patient samples is
presented in U.S. Pat. No. 5,817,514 by Li et al., the entire disclosure of
which is incorporated herein by reference. Li et al. described monoclonal
antibodies able to specifically bind either to native human MGMT protein or to
human MGMT protein having an active site which is alkylated. An illustrative
example of an immunohistochemical technique useful for this embodiment of
the invention to measure the level of MGMT protein in patient samples is
presented in U.S. Pat. No. 5, 407,804, the entire disclosure of which is
incorporated herein by reference. Monoclonal antibodies are disclosed which
are able to specifically bind to the MGMT protein in single cell preparations

(immunohistochemical staining assays) and in cell-extracts (immunoassays).
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dacarbazi ne, carnustine, ifosfam de and | onusti ne,
tenpzol om de and altretam ne, or canpthothecin. Thus,

w@roogegmes al |y preferred subject of the inventPONEPR0#000328

met hod or a use as described herein, wherein the

medi canent is to be used irm53he treatnent of patients
showi ng partial or conplete nethylation of at | east
one pronotor of at |east one MGMI gene and wherein
said method conprises the adm nistration of one or

NOFH: @kt Aldredcasedba.oup celisleatilith ﬁfélt%'héﬁ Jf “tﬁ’érbeﬂ image is
ni trogen nustards, ethyleneimne conpounds,

s eseohed endallewst foe quantitetive treasurement af MﬁMTnemgels in patient

o A SaBIE o Bt TS b GRS Bbsw saumples.
caysduiol tathmiques 6! mehBurif e ShBimatic SNiRVIBPHOTIBMMFStein

dacar bazi ne, carnusti ne, 1fosfam de and | onusti ne,

t dRglude bt ate neldinited tq mﬁtimis @esczf&egtbwﬂ\ﬂwaea etahus,
i ATeBge RSt BT 664 TR EEhEP gl Kllch Borfim®, 1: 65-

e (988 tKreklawetat:, UsPHatnmaddl eEkpSélatrﬁeﬂt 297(29@2'465803(2001)
haV| a Moder at e ﬁrefera
L

aggletalvana q\pqué'oepz}éﬂ )W\?» ngg@@; Hwe entire disclosures
db
E&’?‘nﬁ{@f’éﬁﬁp TR B O e oa- conpr i ses
t he adm n| stration of one or nore al kyl ati ng agents,
f I t
ey Picics 1o RBe EGhTo0h e TyPRlorm BP R af SLSM T piteie
C@srp%da BY édNsad tRé lpatiaht |§%S§é§ééH‘bY Pr'i@efs‘%!ré’tl%)ﬁt Kt of the MGMT

sel ected from nitrosoureas, preferab
coereteiny esail PyNVesterp bt agingezn sotibedy memflcsm MGMT see for

SRS LS PR NGIP 817 BT Clnel A R LB dsveriatiomg =
aWesteanbloe assdy woadetehaineaGMT llévdl TEhéfevetisi@siipaiaito that
nmet hods or uses with respect to MaMI, the nethods or

u§ERreseed dynrnal brpphecytesknewnite expressiMEME. one or

nore specific integrin ligands, preferably sel ected
fromcycl o- (Arg-Qd y- Asp- DPhe- NMe- Val ), the
pRatienCMGEME grbteimizvefst alel preferabhyt dlaesified as Vellonss: Afaly Low =

< Feie cRRE BAGMAiprech R nems! WePhoaKtess Lagss 34-74% of the
| W'ﬂw@)r@%d‘ﬁfr kbl | ﬁﬁb@?ﬂé‘é e?eFteSh9WQW/o and High =

partial or conplete net ation of at [|east one

pP&EP08k ophigher|oé e MﬁM%’ expressed by normal lymphocytes.

Patients that are tested as patients having Moderate or less MGMT protein
levels or that can be tested as patients having Moderate or less MGMT
protein levels, preferably using the above described method, an analog
method thereof, or any other method which is equally suitable according to
the understanding of the ones skilled in the art in the art, are to be regarded
as "methylated patients" according to the invention. They thus belong to the
collective of patients that can be especially advantageously treated by the

methods of treatment or the medicaments according to the invention.
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MGMI gene in patients are known in the art.
Accordingly, patients to be advantagously treatable by

wOoreiokog®2or a uses as described herein can reablCT/EP2008/000328

determ ned by the ones skilled in the art. A preferred
subject of the instant inv&dtion is a nmethod or a use
as described herein, wherein the nedicanent is to be

Roudloo L TS R S PRl P ol .
o AR o T0% O iR 1-0.30%

motitheaM&VI Tiexpressed iy parmal Iymphocﬁés ape preferatdy to bent
cancer,, ,for, e e, in.a.second,line . or. subsequent

¢ P Ter e e VB RIS SR eing e R LSRR imdee preferably
hag @iafienh&NEG aRhEreBE8H BNA th&tHPiat6h stitus BRdIIdaMitients
invention is a nethod or a use as descri bed herein,

wibewing pardahecynniete mathylatioe of atl¢ashone prametar of at least

ok N eh@ DAt VGl DR IBaNS OllaBiegtt Boatoap be
t espaciallyf atVentagesesly heatddbyrthe etticdslofttedtfent or the
preferably adm nistered 1 to 20 hours (h), preferably

2 meglicaments acgopdiag to the ivaption.2 to 6 h prior to the
application of b) and/or c). 5 [53] A nethod or a use
according to one of the preceding clains, wherein the
n#tus aare espedallyoplefese dubject bfetherina¢mtiont isef metttodcok a use as

havi nqg an i ncreased. DNA nmet hyl ation status, [54] A
naEROPErherefh SR ein e HetisaiRgt & o b up rLieigeatment of
Chafidtits Hmﬁffg%miM@aWDWihwéﬁdrpf@wsed in the
treatnment of patients show ng partial or conplete

met hyl ati on of at |east one pronotor of at |east one

5 A net h or. a, u accor,di ng to _gne, of
¢ K, S s aitRarPeq sbieft o e o e A Ml St use s
ugeskribed Mereir, adHgreint thefmedivhmeft RIBASEAsSRCRI treatment of
preferably in a first line chermthera%asettl ng. An

eBpientashowingepaitiabar cemplete mathylgtion ot ahleast ane premator of
iét BalEd Rlllé’M %’?ee as descri bed herein, wherein the
e

nmedi cane'ﬂ? IS to ‘'used in the treatnent of newy
di agnosed cancer, preferably in a first line treatnent

<Fhs S PSS i P aen T HochhRe s

gaéstgibed: hdrbin, WHErein the:méditameRer 1B Be/uSH thbitRshtRfent of
patients, having a Moderate, preferably a Low and more preferably a Very
Low level of MGMT protein, preferably in comparison of the MGMT
expressed by normal lymphocytes.

Thus, an especially preferred subject of the invention is a method or a use as
described herein, wherein the medicament is to be used in the treatment of
patients having an increased DNA methylation status, and wherein said
method comprises the administration of one or more alkylating agents,
preferably selected from, nitrogen mustards, ethyleneimine compounds, alkyt
sulphonates and other compounds with an alkylating action, preferably
selected from nitrosoureas, preferably ACNU, BCNU and CCNU, busulfan,
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gl i obl astoma or glioblastoma nultiforme. Exanpl es The
foll ow ng exanples are given in order to assist the

W@ kGoBlgm2arti san to better understand the preseE/EP2008/000328

invention by way of exenplification. The exanples are
not intended to limt the-%¥ope of protection
conferred by the clains. The features, properti es and

adv es e ified for th npou

At RRARR, ot R e R PSR HEPhos PR
c@&egm&m@r&rmeﬁn@qfomﬁefaﬁoaldnyusim%cférhsfblaﬁﬁd@énd
defined in the exanples, but falling under the scope
ofltigtaming aferameihothecimhe cl ai ns. Exanpl e 1: Rat

ort hotopi c gliobl astoma nodel radi ot herapy,

Clengitide (= cyclo-fArg-Qd y-Asp- DPhe- NMe-Val))

sqinedubn kgpesipy prafeired Nubjdot of edinveatien & & method or a use as
anaest heti zed, restrained, and i nj ect ed

| ﬂpsgrmcébeeatm ywheriein thet medisemiantis {0 bemsed in thestreatgaent of

0
ChalEfs Ao Bl beRaPBRb P Tl  ¢ad e Wifmotor o
cut leaseonedIGMT genea@and vitisrein $ddinhdéthod pmprigesfthet ed
e needl e, essentially as previously

th . a
\éM@QEF”'EHat"g'EH B¢ RaMaTeclkyating ageals, pwfe@b'naelaasﬁg from,
t
p ot infigigrdls BinjiBhelring, LR AR Al L APGRAMER R other
t comps)ungs avithr @ bliwylating adtios| prdferabtyséleatedddym nitrosoureas,

¢ RESTERaY ANy e R and N Uchtirar Rudip R, Garopiati
( Klsﬁla%w @kahplé@rﬁ’%yclo%@@@pﬁémﬁd@ décékﬁh%ﬂw %?m@@ﬂﬁe Lifdfamide

ani mal s al so recei'ved an identical i.p. bolus of
cianeignusiire, temozalomigeangr altratamingi aecamptiothegin.
['ibitumfood and drink until they becone noribund, or
are sanpled for tissue analysis (in the t-4 and t-8 h

giThupsan Bbpecialyprefiredisabpceohal intentitasis 2atieY 6r a use as
post tunor injection). A Kaplan-Mier survival curve

| éewbﬂﬂ hersin. mrsvbﬁh@éae@lpa@eni s forkgrise’ in e taeatsnent of
-fg g’érgs 1%3wn§'a&\/l?8éf§%éspr‘efb %B@Eé?ge B%F%B}’efgféﬁl?a Very

erence Lis raat en
I—ﬂ_owtldamicbf(MGMT piatsioh bmfgrably inacwm paxdsdreok the NIGAAD) .

: rg{prﬁggé)qfi, Er'eocfflﬁl@uwgyﬂ‘,l unran gglgl%rggf) g&pn@egﬁmgd comgnses the

grﬁgmﬂ\’ést%hoﬂf& @ﬁébﬂﬁhibré alkﬂ%ﬂrig%dé}ﬁs greferabf$tlected from,
nltrogen mustards ethylenelmlne compounds, alkyl sulphonates and other
compounds with an alkylating action, preferably selected from nitrosoureas,
preferably ACNU, BCNU and CCNU, busulfan, melphalan, carboplatin,
cisplatin, oxaliplatin, cyclophosphamide, dacarbazine, carmustine, ifosfamide

and lomustine, temozolomide and altretamine, or campthothecin.

In the afore described methods or uses with respect to MGMT, the methods
or uses preferably comprise the administration of one or more specific
integrin ligands, preferably selected from cyclo-(Arg-Gly-Asp-DPhe-NMe-
Val), the pharmaceutically acceptable dervatives, solvates and salts thereof,
and especially cyclo-(Arg-Gly-Asp-DPhe-NMe-Val).
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Fractionated radi osurgery for 9L gliosarcoma in the
rat brain. Int. J. Radiat. Oncol. Biol. Phys. 45,

wao®8/09@2%9. The Results are given in Table 1 brCDRPZNE000328

Fig. 1. Table 1 Sick = noribund and renoved from st udy
Heal thy = indi cates sanpl eth&-or ti ssue at date shown,
but alive at this point Alive = surviving at tine

poi nt shown. Tinme pre-irradiation = when cilengitide 4
ng/ kg is given.Rt = radiotherapy 25 Gy EMD =

CMetRed$ tdlasdetislian thor@adet! B iredtiy| 8 e sy 8Rd/oPBhbWing

date of term nation columm, European in date of
r Rarti@l pp soawletarmettyiation of at leastnne promatar obat least one

i i tide ((z.cyclo: - NIVE- Vi

CHLSpE S A B A 8, BT o o be
Cativdhtagbasiy tRagigledynthetidds ¢ £868¢ aplidseribled sersi can

was desi %ned_ to evaluate the safety, toxicity, and
creasliydetaupingdiby the anes skjllad i the@rbent apept i de
cilengitide((= cyclo-(Arg-d y-Asp-DPhe-NMwe-Val)), an

i nhibitor of integrins avb3 and avb5, as a single
aggefatedissligiecpdf thelnstadt RVeAtion is & methbdra sy a3 described

PhPEIRORNRIeM B mecisTer Ko BRIUSed MRS GRRIBPNLE recurrent
SE?ﬁcYer, gfrsekéﬂn’iﬁle By @&n%%%r@b%eﬁhéﬁ?ﬁ@atﬁm 3@&9}9.
r t om de and

el apsed after previous therapy wt ennzo
radi ot herapy were random zed to receive cilengitide at

d f eith - 2000.n0 Q.. V.., 2x/week i |
oATPES RO RiouBs: PP pS i ahntipd it A RIS drd iy o
ngescrid8y kéieir, whdtepPgedaeticahdi sltd BY U8kl id tHe treatment of

primary endpoint was Progression Free Survival (PFS)
afeaIrihy CABCehHfersgxaneledn @asscondding o subseguaakiieatment

r S j j.pe t [ . progr essi on,
sgétgﬂg’, ‘*’Fc‘?fégﬁ'g’lt‘)‘%(?%’?@é']dn Spcﬁezgﬂ?gco ?H’gti cs. Results:
Actual accrual; 8 1 pts (medi an Karnof sky Perfornance

f’t@gt@“fp@dnso?@ge fa&%g, %%Sje?;g? g}({rr}? ipgia@%gg/%nttigg'is g n%e#\to% or a use

as described herein, wherein the medicament is to be used in the treatment
of newly diagnosed cancer, preferably in a first line treatment setting.

[52] A method or use according to one of the preceding claims, wherein a) is
preferably administered 1 to 20 hours (h), preferably 2 to 12 h, and most
preferably 2 to 6 h prior to the application of b) and/or c).

[53] A method or a use according to one of the preceding claims, wherein the
medicament is to be used in the treatment of patients having an increased

DNA methylation status.

[54] A method or a use according to one of the preceding claims, wherein the
medicament is to be used in the treatment of patients showing partial or

complete methylation of at least one promotor of at least one MGMT gene.
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2000 ng of i.v. cilengitide 2x/week. No obvi ous
i mbal ance in prognostic factors was observed. Medi an

wo pdfog®sORs; 16 [range, 4-179]. Treat nent rel at Bd/BE1008/000328

CTC grade 3 adverse events (AEs) included el evated
liver enzynmes (at 500 ny)-;1&rthral gia/ nyalgia (at 500
ng), and wei ght increase/ edenma (at 2000 ng) in 1

R A s Rr B isbiastordBat G s dhe Breeeins pRis. Wherein the
Cﬁ{e‘%ﬁlfa‘-l‘hertilqg‘?é baagRdAIhE RYaRENt BOSSWR! da l%sfgoegancer

either to the drug or to the disease. The PFS rate at
eprafeablain a 6rstdinerchedidherapy)setting.of t hese pts (12.3

% n=4 with 500 ng, n=6 with 2000 ng) received 12 or

nore cycles of therapy ( 1 cycle=4 weeks). Six pts
(Zn%e Wz p?éﬂe'riedoédlﬂé@t&ﬁltﬁé iNgt8Rt iPDENTRTh is' £AeIRGY ofh use
the tine en this abstract was issued. In the 500 ng
apfdegeihechherain.avhersin the aledjcapsntiaso besisedrin the seatment

RSy adhdietfangss Bicteef M 2 iR iHb YR nERL s§ 8hG, wherein
CGhe €arter ﬁs&eﬁd@ﬂomkﬂe@bu@oh@ﬂsﬂng\@s astfod&foma, more
Al t hough not statisticall nificant, there was a

{ Peaterabby@stcyemedragabill apRiar &V, and geResialeconsigting of
mg%,ggomg&p@bb,gg?ﬁﬁmuﬂnor Ll engitide was tolerated

I'n single agen erapy at’ two dose | evels.
Cilengitide denonstrated advantagous single agent
activity in recurrent glioblastoma, with long term
di sease stabilisation in a subset of pts. Exanple 3:
Phase I/Ila Trial of Clengitide (=
cycl o- (Arg- @ y- Asp- DPhe- NMe-Val)) and Tenozol om de
wi th Concom tant Radi ot herapy, Foll owed by
Tenozol om de and Cil engitide Mii ntenance Therapy in
Patients Wth Newy Di aghosed G i obl astoma (GBM).

Pur pose: To evaluate safety, toxicity, and efficacy of
the conbination of the cyclic RGD pentapeptide
Clengitide (= cyclo-(Arg-dy-Asp-DPhe-Nwe-Val)), an

i nhibitor of integrins avb3 and avbd, in addition to
standard tenozol om de (TMZ) and radi ot herapy (RT).
Patients and nethods: Fifty-two pts (PS 0-1 : 92% 2:
8% nedian age 57 yrs) after biopsy (n= 9/17% or
tunor resection (n=43/83%) were treated with standard
TMZ/ RT (Stupp et al. NEJM 2005). In addition
Clengitide (500
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ng i.v., 2x/week) was started one week before TMZ/ RT
and given throughout for the duration of chenotherapy

W@®@r008/0870L5 pr ogr essi on. Primary endpoi nt was prPgr/EBR0®000328

free survival rate at 6 nonths (target: 65%. Patients
were followed with MRl ever§8-2 nonths. Hi stopathol ogic
di agnosi s and MRIi magi ng were i ndependently revi ewed,
aggrpm)tor nmet hyl ati on status was assessed in 45
. €%t s. Results: Forty-six pts (92% conpl eted
RT, > 90% of concomtant TMZ was received by 42 pts
and cilengitide by 45 pts. 20 pts (3 ongoi ng)
cdihgl felleving exarnplesare given isrardeetoragsisiiie sikiliedgartisare to

R AP RTIB PleBan, B896ar L et RIS e
13x4kAple dreaot intiridiceto(Imibthe Sdpd of Jlbﬁe%,ttlﬁﬁ%m@r'r@& 8¢ the

non- hemat ol ogi ¢ grade 3 toxicities were reported for

netgims. (befegtupes, insaperties amstadvantages exsmplifiadsfor the

(BBl AP LR oo AL BobptEto over

pebnpoandsemaoldesmdtrspecifically destritsad andfoh daﬂhe@ﬁrofhe
of signoid diverticulosis experienced sig

p@?‘?mpé‘?ﬁ St @l‘%ﬁi H”Q?r thesqopeaf what/is gie(egd 4%*[99@%"@

50.9-78.09% ) of the patients were progression free at

6 nmonths. Pts with O6-Met hyl guani ne- DNA

rrEXaynhpleathat arthotdpikigliajsastgnamodel redibtherapyn Cilengitide
e tu

'k t 6 t hs PES
et gaF AT cyRe-DRPE MY ohT acaed RS cxperimantsy )

ONIHhﬁumuﬁieW%'té?aJéré}%éS‘iﬁét%df r@sQraﬁﬁe& émhi@cted\.mpdc%ebrauy
contribution to the overall result was provided by

s dogrorgircoerbiatly, ime toxbesight abthechregma and @ iargeptd exﬂ 2.5 mm

o SRR G231 BB ot lGu e Gy Hrepd g T odl o buture
C emgi®l ubidighd #2701 eRImiten syAhgd Aftedonith a QBg augEhteedle,
ot her ayor subgr ou (22/ 52, unnet hyl at ed

pespentialy agRigaipusly @%%cr&b@pé&asebmatealeéﬁte1 99O Adler 14 days,
h
bﬁéﬁ%iﬁggl Cg@p\t@% %fﬁ%\/é&é %mr‘kgeﬁtﬁn&@n dtS‘JSluégw igp%%héﬁous

Clitnen@ht, 4de2h h:)qrrpﬂrtosamngle ttdfairruanlbg\nmtmnght bollimated, dorsal-

e R P et bl S B 35 e of 2

f?éﬂ%ﬁt frRARRRSH VdiSmB(KirRTex aﬁ?‘i’@@@)‘?Eacﬁ"&ﬁ tRE T UREGAENCHays
the animals also received an identical i.p. bolus of cilengitide. The animals
are maintained under ad libitum food and drink until they become moribund,
or are sampled for tissue analysis (in the t-4 and t-8 h groups, where the
animals are healthy past 230 days post tumor injection). A Kaplan-Meier
survival curve is calculated and plotted (Fig.1) from the raw data (Table 1).
All animals in the RT monotherapy group died by 120 d.
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integrin inhibitor RCGD peptide Cilengitide and TMZ/ RT
was well tolerated, PFS at 6 nonths is very

w@edwansamgous. MEMI gene pronotor nethyl ati on pPOWEP®E8/000328

for even better prognosis. Exanple 4: Proliferation

Assays 1 Materials and nettd@ds 1.1 Test system

(bi ol ogical material s/aninmals) Carcinoma cell |ines

ag%f%rom in the follow ng nedia: A549 - DVEM
HF‘?\&SIO% FCS (heat -inactivated) plus 2 mv

gl utam ne, HUVEC- DMEM contai ni ng 10% FCS (heat

-inactivated) plus 2 | utam ne and 1 nmM sodi um

pzngebraatemQ., Hmland;@n ai isschberahl- + andr-ogetaide®| (1999).

o e PEa B el iR fime hesdinBh€ 1 FERE Fakb . o

fmeluetym bgoa1;_$5 m’;gute i ncubation in trypsin (0. 5
mJ)el‘é TAé\é m ) solution in PBS at_ 37C.
?(én ﬁ%msumy RefytieriggetAarand Broxyn, §|d_ |(ﬂ.999)
S
CEfCHBhARe: %%tgg el o Wk et bhinnGid fradiat
t@acektm@lt Paps.of5, f1@35104@l f serum which is purchased

from Bi owhi ttaker. Dul becco's PBS with and w t hout

cations is from @ BCO I nvitrogen Alamar Blue is from
R I [ doxaliplatin are

£y Do s B VS Tt el e PRE AT E Lk

Genti tab| ne i s purchased from LGC Pronochem

F? ﬁfﬁ\gerg. Gefitnib from AstraZeneca and imatinib

fr8 vartis are commercially available. Clengitide

[7%00]0B0 0261 EaN&Inj]BOVI 1€ S eT|Emb vaTstudy S 1 romm VW The
gxtracellTular natri X comjonents vﬂtronectl n_and Days Post
flC1syeh g Frelrpdiatiop Anima #1 £ Tt Pt Radjatipn]| Ratq ph[emination] Implant

P % o ; oAl £ 1 - P

FeBPT O NERl D SHPeHI0 mi P mese T ace Bz 9t Sma s 9%
480 Radhnolrdl [ [Cedobdgem [| 1030302000 MY Sev.aeaoos ANt (S@i 7885 106
flop? EACSS Q-\‘E-L_y-s i 3 1 REEMD] 2 (PR©$.2006 NAL O 7.032003 4 (Healtry I 41/15/2005] 257

L 289 4 8 hours 894 [Rt+ EMD 03.03.2005 . |, ,17.03.2005 Heaithy) 11/15/2005 257

3tV - G %005 T ¢ T1¥.03.2005 {Alive) 12/15/2005 287

89 8 hours G836 [Rt+EMD 03.03.2005 17.03.2005 (Alive) 12/15/2005 287
90 4 hours G80-1 Rt 05.04.2005 19.04.2005 (Sick) 7/20/2005 106
90 4 hours G90-2 Rt 05.04.2005 19.04.2005 (Sick) 7/29/2005 115
90 4 hours G90-3 |Rt+EMD 05.04.2005 19.04.2005 Healthy) 11/29/2005 238
90 4 hours G904 |Rt+EMD 05.04.2005 19.04.2005 Healthy) 11/29/2005 238
90 4 hours G90-5 [Rt+EMD 05.04.2005 19.04.2005 (Alive) 12/15/2005 254
90 4 hours G90-6 |Rt+EMD 05.04.2005 19.04.2005 (Alive) 12/15/2005 254
N 2 hours G91-1 Rt 12.04.2005 26.04.2005 (Sick) 7/26/2005 105
N 2 hours G91-2 Rt 12.04.2005 26.04.2005 (Sick) 8/12/2005 122
N 2 hours G91-3 | Rt + EMD 12.04.2005 26.04.2005 {Sick) 8/10/2005 120
91 2 hours G91-4 jRt+EMD 12.04.2005 26.04.2005 (Sick) 9/6/2005 147
91 2 hours G91-5 |Rt+ EMD 12.04.2005 26.04.2005 (Sick) 9/21/2005 162
N 2 hours Gg1-6 [Rt+EMD 12.04.2005 26.04.2005 {Sick) 10/25/2005 196
92 1 hour G92-1 Rt 12.05.2005 26.05.2005 (Sick) 8/26/2005 106
%2 1 hour G92-2 Rt 12.05.2005 26.05.2005 (Sick) 9/1/2005 112
2 1 hour G92-3 |Rt+EMD 12.05.2005 26.05.2005 (Sick) 9/1/2005 112
92 1 hour G92-4 | Rt +EMD 12.05.2005 26.05.2005 (Sick) 9/2/2005 113
92 1 hour G92-5 |Rt+EMD 12.05.2006 26.05.2005 (Sick) 9/19/2005 130
92 1 hour G928 |Rt+EMD 12.05.2005 26.05.2005 (Sick) 9/30/2005 141

Sick = moribund and removed from study
Healthy = indicates sampled for tissue at date shown, but alive at this point

Alive = surviving at time point shown.

Time pre-irradiation = when cilengitide 4 mg/kg is given.
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avai | abl e, e.g. purchased from Chem con. Coat
anti-nouse 1gG FITC conjugate is from Becton D ckson.

WA 2@8hERDASFACS Anal ysis Cells are harvest ed RET/BP2008/000328

trypsin as descri bed above. The required nunber of
cells is taken up in PBS cdfftai ning 0.9 nM CaCl 2 and
0.5 mM MgCl 2+ 0.5% BSA (= FACS Buffer)and aliquoted 1

x}leb6 [t centrifugation at 800 x g for 4
m ut écfn&ﬁ%gap@é#‘f?yare. i ncubated 60 minutes on ice
WENMDaAtilerigitidzobolts angn ies at 10 ug/m in FACS
Buffer, 100 ul/tube. After washing to renove unbound

anti body, the cells are incubated with goat anti-nobuse

Fl i : Ay . Cel | i
e chrganhd FAGREY et DU SfEHBRGH cae of
amgddiatibn saluneel | suspension is made in FACS Buffer 500
ul /tube. Cells are analyzed on a FACScan and the nean

intensity fluorescence (MF) is nornmalized to the MF

ofj j I =1 ) Wo) .G lve } R
ASEIRRRBBRAL, AT of CHerRiER (1< ERF(CE AR Gly-Asp-DPhe
pNMeiVad))) SimefAgertiTherdpy inoRatiems withyReQuirernt 10e4
cglsé!we{l in RPM containing 0.5% BSA and 25 nM Hepes

D lioblag

QMBhed to non-tissue culture treated 96-wel |l

PIEHCREroPRE THe MrkSemtShaad I¥a Qiddytv@é% Mééipﬁ@&% elaluate the
fibronectin, fibrinogen and collagen I for 60 m nutes
asafgty. topiciterandhelinieg) adsivity pbthe eyeaio R@Dqsintapeptisle

Lati. | | i Sxd i ' i ith .
nSUBAGe S ckeB ARG A bRIEIIFE: Vi) RRRBLUBT ghiicbrins
r ga[ss AndB5) asidsifglecagartt dtldakes be8derand000 mg in patients
Proliferation assay Non-tissue cultures treated 96
wéPtS) pTecuTent dlopiasions (GBMbO ul /wel | of a 2 ug/nl

vitronectin solution in PBS incubated overnight at 4
OC. Cells are plated at 5x1 0e3 in 100 ul cell culture
miMbBthodsai thés onlticeohtelh opentlabele eridoreizéd | ummentroféd etudy, pts

3 hou t 37C serially diluted chenotherapeutic,

2y By and e i tesase heh e falsanes g6t arevious therapy

C Qb t8HozblenRide UMERIdiGthERibyQlerd RRBoMIZY RFFdcBive cilengitide

bl ocker at two-fold concentration in 100ul/well in

cat Hoses oleitherediOumg an 2000smariy. i xdwbekeuntil progression.

thgtcs)paﬁllfo}oegry diagnosis and MRI imaging were subject to independent
blinded review. The primary endpoint was Progression Free Survival (PFS) at
6 months (mths). Secondary endpoints included response, survival, time to

disease progression, safety, tolerability and pharmacokinetics.

Results: Actual accrual; 81 pts (median Karnofsky Performance Status 80%;
median age 57 yrs) at 15 sites. 41 pts received 500 mg and 40 pts to receive
2000 mg of i.v. cilengitide 2x/week. No obvious imbalance in prognostic
factors was observed. Median infusions;16 [range, 4-179]. Treatment related
NCI CTC grade 3 adverse events (AEs) included elevated liver enzymes (at
500 mg), arthralgia/ myalgia (at 500 mg), and weight increase/ edema (at
2000 mg) in 1 patient, respectively. No grade 4 therapy related AEs were

reported by the investigators. One CTC grade 2 cerebral hemorrhage was
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which relative cell nunber is determ ned by the
addi tion of 20ul/well Al amar Bl ue (Resazurin)

w@ dinkagaen etal . 1997). After 4 hours of i ncubBCT/BP2088/000328

37C relative fluorescent intensity is read in a Cenios
pl ate reader (SLT) at 535/ 880nm
(excitation/em ssion). 1. 4 Experi nental design Points

nEshdrt, pRstbhbiER R FE AT aiordiRitng edsd, e AR rate
Oat Gfllﬁthsl%é’é $6.18} a1 3784 t;lﬁ§) 40%f$wé§er pel(¢d. 3 90m=usFith 500

val ues and are routinely 5-10 % of uni nhi bited control
vmg,l 56 with A0S ragiategeived 1t @omoee/ eycles ahtherapw (1 cycle=4

HRRR S b (e s pro G B Rl S B0 Sp B FRR AT the

I ﬁdiedﬁheMﬂmB@b%traéméﬂss@@dalmmoolmg@rm r'kdian Overall
popul ati on_stai ned oat anti-nouse FI TC al one (no

pPUREY3 (PP hwag)p.5 c@hsi S hatl: £e2-P.3 mithsle12 inafhtoverali swrvival

h I C

oBaeq Tatl WAL 2 A [ 2000 HE RS FROE sl S o B . 0.3-
amﬂ Thinthe] €12 mthe3P eatel was B7.5% nAkINGUgH honstatisticafiyisignificant,

fers to the respective conmpound (oxaliplat.in,
c¥ £ ytasa tgnd BP\é@qunféeﬁ?j’ a&;mqr &RBIrol inrRis §@C?'§'89|QQQQ 13}
ObyARJBKkl tabine). Y-Axis refers to the relative cell
nunber. Cilengitide concentration is constant (6nM for
NSCLC (A549) and 0.2 nM for Endothelial Cells (HUVEQC),

RERERIBR: CRnougPes loyaled e i sl aserttpERdiatowo

NBEEE RIVRRY. Cfll@htgttihé dérﬁ@ﬁéﬂaétbd AdvaRREgBUS é‘é Bnt B&ivity in
nmedi canent is be used in conbi nati on w one o

nescairrgnk glioklaslgnesh avith I@@getpramtd@a@ge&iabmsatm in a subset of pts.
optionally b) one or nore further chenotherapeutic
agents other than the at | east one specific integrin

| Egambleml PHasedfka Priahof ellahbi/tid?é (mdyélbem@ﬂalﬁﬂ@ptDPhe-
Use according to claim1, wherin the one

oﬁMﬂ:}/al)bﬁ@daTwpa?ﬁqqgl%\ym%amﬁané Ragligtherapy, Followed
CRYRnTEzABMIAe dFY EileAGRRIL MainteHahteCfherapy in Patients With

Newly Diagnosed Glioblastoma (GBM).

Purpose: To evaluate safety, toxicity, and efficacy of the combination of the
cyclic RGD pentapeptide Cilengitide (= cyclo-(Arg-Gly-Asp-DPhe-NMe-Val)),
an inhibitor of integrins avp3 and avB5, in addition to standard temozolomide
(TMZ) and radiotherapy (RT).

Patients and methods: Fifty-two pts (PS 0-1: 92%, 2: 8%; median age 57
yrs) after biopsy (n= 9/17%) or tumor resection (n=43/83% ) were treated
with standard TMZ/RT (Stupp et al. NEJM 2005). In addition Cilengitide (500
mg i.v., 2x/week) was started one week before TMZ/RT and given throughout
for the duration of chemotherapy or untif progression. Primary endpoint was
progression free survival rate at 6 months (target: 65%). Patients were

followed with MRI every 2 months. Histopathologic diagnosis and MR
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fromthe group consisting of platinum containing
chenot her apeuti c agents and oxazaphosphorines. 3.) Use

w@ewengliorsy to claiml1 or 2, wherein the at | eaBCT/BP2908/000328

integrin ligand is selected fromthe group consisting
of av 3 and/or avb5 integri62-inhibitors. 0 4.) Use
according to claiml, 2 or 3, wherein the at |east one

o Jergng ke IBi TR inwad MGMT,ermatermatiyietian siptus

awégp;@l@lsgegmagt(gg@/o gl vates and/or salts thereof.
5.) Use according to one of the preceding clains,

V\/nerel n the cancer to be treated is a EGFR—dependent

cRESRies: Sokvamh ol SR Blb Ry S R 2 B AT RRfnt Tz was

C peseiVed \%)42%@ aneceiengidet sy 9520t ditg (8'opgBfHg) Eompleted 6
cl ai ns, erein the cancer i s head and neck cancer

U§¥C|a§@6ﬁ¢ﬁ'ﬁt$nﬁ609 ndMérndrlepgitided Obgetves) h@mmgwai)grade

A Ao S PR, SO RS EPhe (752 .

caBeeh) éh&ﬁb@)roﬁédlaqqmﬁ%() erea@aGﬁlelfelélédtdm Ih@adtologlc
accord to one of th

d
Sgaﬁg ﬁ%fs'e'i"ﬁﬁ N\éere \Kﬁ@?@% qume-%ﬁ% ( 7 Vﬁdﬁél%ﬁ%ﬂo&ﬁt'%ma'
coTpAaIAS taSphis, RS oABMRA S AN ec0ateINey funotiop fests
plrEt1)ndeep Nenaumhrgrr(bcxsmpm pdbnenarylembalisnt émsp Dmei patient
lipla |l ected f
it iy 3 SR AR oshpeseREbt ssfod Hedaraon
@ﬁﬁéfﬂ)dm o0, 34/%({85&1%(!@5%1@ bo@?s@mb@m&pé@erﬂg%m

t he precedlng cl ai s, mhereln he one 0r nore

f pragression drest aidy mentis. Ptayét ©° Metbvlguaamerlablﬁat

[Py Rfe R DR DL S Brom 3R ndtiitafia (PR g e

f rore tikelydbasacls 8rabAthsFRF 9 endppinEGhRotan h34152 065.4% [95% Cl,
50.9-78.0%]) of the pts were progression free at 6 months. A major
contribution to the overall result was provided by a subgroup of patients
(23/52 subjects, with methylated MGMT promoter, silencing the DNA repair
enzyme MGMT), which showed a strong increase of the PFS-6 rate
compared to historical control (91% vs. 69%). The other major subgroup
(22/52, unmethylated MGMT promotor) showed a less relevant difference to
the historical control (40.9% vs. 40%), which is likely to be significantly
improved by a higher dosing of Cilengitide in comparison to the subgroup
with methylated MGMT promoter. Overali the study reached its primary
endpoint (PFS-6 = 65.4%)

Conclusion: The study reached its primary endpoint. The combination of the
integrin inhibitor RGD peptide Cilengitide and TMZ/RT was well tolerated,
PFS at 6 months is very advantagous. MGMT gene promotor methylation

provides for even better prognosis.
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i) cytostatic alkaloids, iii) cytostatic antibiotics,
and iv) antinetabolites, and pharmaceutically

waecwepsabi e dervatives, salts and/ or sol vat es PCIEERDS/000328

11.) Use according to one of the preceding cl aimns,
wherein the one or nore fuf®her chenotherapeutic
agents other than the at | east one specific integrin

ligand and the..one.or sore al kyl ati ng chenot herapeuti c
aéﬁi@p%oéj‘ %Fé'fgé?eté%'? APSAYSm t he group consisting of:

I 1 MgtetialsHid hfdthodse! ected from anti - EGFR

bi ol ogi cal s and chem cally O derived conpounds, ii)

cyitbdest system 4bisilagjcal anateriads/animals)dophy| ot oxi nes,

. . o hot hec] i
SR RIEEES) e B A B e TR PG E e aeycl i hes.
amb40)-RRENEbARMiING eD% FE S thést fingdtivaied) B 2 mM glutamine,
ant agoni sts and anti f ol at es har naceuti cal |

P GHPMEN coatainias, 10%IRGS dhertorinadivatad)plendimabglutamine
&%n)j 1Uﬁﬁ\/| %881"%‘%2&1\}21%.0”‘3 of the precedi ng cl ai ns,
r

erein the one nore further chenotherapeutic
agdinhediatduditainb 200t Unsitsain| peaighilirone specific integrin
[ gani} and the one or, ngrﬁ al kyl ati ng chenot her apeuti c .
a@BA 100 wo/ml srepigrareindC ey Are RasrastAtniiuepea gy arashing
i ang,:,lﬁ inhibitors, selected fromthe group consisting
of cetuxi mab, panitunumab, zal utumumab, ni notuzumab
andtiomt-freaRBS foithverd bha 3nmioytedoashationnig tofpsin (0.5

OPRIm /A S rig iPsRifion REPBSGHDIeln Glikiatg répovered in
ehfRMsmdeentyrifiid Bahd fekenGh frEMelBRih dfd dJldﬁt%{j_oup

consi sting of vinorelbine, 5 vincristine an
vi ndesi ne, the group consisting of docetaxel and

g?? {:hgéﬁkalsa&%lghlﬂgé?group consi sting of irinotecan

ecan, static anti bi o_ti cs, sel ect _ed
f At el ailtgreotgagenits ass frogm GfBCONaVItiRinwith 87 gRédpition of

d O%lerclétlnfi cin, epirubicin and valrubicin, and
serum which is purchased from BioWhittaker. Dulbecco’s PBS with and
without cations is from GIBCO/Invitrogen Alamar Blue is from Serotech.
Paclitaxel, vinblastin, and oxaliplatin are from Sigma. Cisplatin is purchased
from Fluka. Gemcitabine is purchased from LGC Promochem, Heidelberg.
Gefitnib from AstraZeneca and imatinib from Novartis are commercially
available.
Cilengitide by Merck KGaA. Bovine serum albimun is from VWR. The
extracellular matrix components vitronectin and fibronectin are purified from
human serum in house according to SOP 6456; fibrinogen according to SOP
6460. Rat tail collagen | is from Serva. Antibodies for FACS analysis: 17E86,
20H9, LM609, P1F6, 11D1, P4C10 . MAb P1D6 are are commercially
available, e.g. purchased from Chemicon. Goat anti-mouse IgG FITC

conjugate is from Becton Dickson.

1.3 Methods
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iv) antinmetabolites, selected fromthe group
consi sting of 5-fluorouracil, capecitabine,

W@ 9108987025 abi nosi d and di fl uor odesoxycyti di n aPdr/Br200$1e00328

group consisting of penetrexed, nethotrexat and
raltitrexed, and pharnmaceutidscal | y acceptabl e

dervatives, salts and/or solvates thereof. 13.) Use

a rdin to one of the preceding clains, wherein the
alc'i‘i%esg B’ﬁé’s specific integrin |igand sel ected from

t he group consisting of cyclo-(Arg-

d y- Asp- DPhe- NMe-Val ), the pharnaceutically acceptable
dEellsbre barvestéd aitbtngrsiit as desattibed hboeafThesrequired number of

TealsgReR LrvB e Saniauisn DS BuRdatglaane 43 e Mo+ 0.5%
PBeRed PACE BLftEr)aMd &li Btefdhfxﬁ’d)é% 1tOH8) AR @éﬁihg%gtlon at 800

chenot her apeuti c agent clsplatin, car bop atin
ox @l fopHaminutes, dhadelisast eoebated ﬁﬂmpatesem icerwitmanti-integrin

R of A dgfmbin AR S, 8RS 1B JRGSs haraaiif Iremove

opRb&find aﬁmw@y: 5k Bgllé?la?é rmuba/fe%r\mm goht bRE-nudeePITC diluted
one SpeCI IC INnt egrl n an ri sés one or nore

cb+¥§d0er%C§eBt€£&re efls @fﬁ? trm_ubgt 0 Rdiestamigeowvashed to

cehue hBolhd b SR I Yl kshdfision i madedn FAPS

sBUtfer 50%&#&1‘% IOe)lsth!e amlyzed OrSaSHAiﬂ)%cmebhd i enean intensity
one or npre a

Resrenea MR is Beholabsp el seieiedatvagostrol (no

ﬁ%ﬂgvgﬁ“ 3§Ct _ed fromthe group _conS| sting of

pl atl

m cont'al ni ng chenot herapeuti c agents and
oAHaclphespAssaynes, iv) the optional one or nore

| A0 B BBt R0RY SR bRkl s Pacte TR0 SR IBWSiror o
aBhyfyatd 8% RheNBsiRANEIPRHRPMIZMAiRING). 59 Bs%eéﬁ‘&bs%m Hepes

fromthe group consisting of cytostatic al kal oi ds and
chil ds4 atteehed e bpaitissye cuule teatedRfbwel! piptes coatedwith

5 A L, AAnERRE T bbe R hageh Pisid ™
oimaiéd at 3P0t Ateragashing o semeveambbuaddells the relative cell
number is determined by incubation with hexosaminidase substrate. The
colormetric reaction is read at 405 nm in a Genios plate reader (SLT).
Proliferation assay Non-tissue cultures treated 96 well plates are coated
using 100 ul/well of a 2 ug/ml vitronectin solution in PBS incubated overnight
at 4 °C. Cells are plated at 5x10e3 in 100 ul cell culture medium (as
described above for each cell line). After 3 hours at 37°C serially diluted
chemotherapeutic agents are added alone or in the presence of a constant
EC50 concentration of alpha V integrin blocker at two-fold concentration in
100ul/well in cell culture medium. Plates are incubated for 72 hours, after
which relative cell number is determined by the addition of 20ul/well Alamar
Blue (Resazurin) (Nakayama etal. 1997). After 4 hours of incubation at 37°C
relative fluorescent intensity is read in a Genios plate reader (SLT) at
535/590nm (excitation/emission).
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group consisting of cisplatin, carboplatin and
oxaliplatin, ii) the oxazaphosphorine is

W@ yBoOges pham de, iii) the cytostatic al kal oi BICT/BP2008/000328

sel ected fromthe group consisting of
podophyl ot oxi nes, vi nca alked-oi ds and canpt hot heci nes,
and jv) the cytostatic antibiotic is selected from

ant cycl i ne 7.) Use according to one of the
pﬁe@%é’%‘?%ﬁ%‘rﬁé especial Iy according to claim 16,
Ryt ark tain &Y Hripticatd. Redl g BldhiisS coftaffin @ Fhddig@ MddGolormetric

group consisting of etoposide, Irinotecan and
virergerdiwithout gels varerranron eacheplads tBlank valueistaretsubtrasted

| f h ) i,.Std f d bi ci d
" HaPu R R L R RE R D e B Eopel R
_C|I@Fm81@ﬂal§/§l%e135,@bb)év@ﬁﬁ@éﬁél?ﬂed.‘Siﬁ%léi dBlldare \W2RE& bt from
i) the one or nore al kyl ati ng” chenot herapeuti ¢ agents

( pbHs @ndeaagaregatesrand thedivgrealls hasedian staining withepropidium

DA AP 218 S0 AU IE AR BogB0AS FhBh ot
f antilmouss FITC besrap@ist pimageabibatyheCelditiat félbtoathe right of the
| east one ﬁgﬁ0|f|c integrin |jgand and the one or nore

( g 1€ [
aMarKkak sigherHBignsH flaperRGenCca YRR considergdasilively sigined.
fromthe group consisting of the podophyl ot oxi nes
et oposi de, vinblastine and teniposide. 19.) Use
adberrdsulls are smewnin Figure deard] Figyre barespectibelyei n i)

;&g&%{eﬂ gﬁ‘?’iﬁ??ﬁ;ﬁg‘%i {q‘{érs‘og etﬁcrei Peslpiegt?\ped ciosmggtlJr%: t(Sglaliplatin,
C ¥sbRitin VG stmes BaQﬁEﬁel[\W%lsé/@kéeﬁtFn Rgaedimecal |y

dat
5 acceptabl e dervatives, solvates aﬁglor salts
t NeAdafrefers Jo thecredativeoeelhpumbar.kyl at i ng

o ARRORERZRELEhG AR, onPant A FonEER G (R840 dhd 0.2 oM for

c EeotetaROels (IUVED), sesiestibel).n, carbopl atin and
oxaliplatin, and iii) the one or nore further
chenot herapeutic agents other than the at |east one
specific integrin Iigand and the one or nore

al kyl ati ng chenot herapeutic agents (b) is selected
fromthe group consisting of etoposide, vinblastine
and vincristine.
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20.) Use according to one of the preceding clains,
wherein the at | east one specific integrin |igand

W@ 200808725 f rom t he group consi sting of cycl o- (PCYEP2008/000328

G y- Asp- DPhe- NMe-Val ), the pharmaceutically acceptable
dervati ves, solvates and/otéésalts thereof is
admnistered to a patient in an anount of 800 ng to
8000 nmg per week. 2 1.) a rding to one of the
precedi ng cl ai ns, wherei :ﬁ%ﬁ@gé?a'%st one specific
integrin ligand selected fromthe group consisting of
cycl o- (Ar%- 3 y- Asp- DPhe-N Me-Val), the

phar nbiseftiat gas) onecsnscils istaggindiganddor theomamugacture of a

< b1 bR b Eh o B8 oo

accor gengeddn eombihatidiewRhecedi ng cl ai ns, wherein the
at | east one specific integrin ligand selected from

t he gPbope esmgretalinyating ehemethesapeutic agents, and optionally

. PR R PR} SR A s

adm nos¢ epedifit integriatigant and the oniecs MﬁEEkb&(yla@inPOUY
times weekly adm nistrati on schene consi sting of about
500 ngYNOHIRERRCYS0RI¢RISper adni nistration. 0 23.) Use
according to one of the preceding clains and
especially according to one of the clainms claim19 to
22.) wdeeeiogording heclaimo 1o whasinethal dnd ait imoge one alkylating

chenot her apeut i c .agent a) selected fromthe group

consi %Q"F'Ra&lﬁ'a?%@‘%?%ﬁ'ﬁﬁ S;R?Ttp(g AN PlgMOHe ﬁBﬂP@?’QE@u??'@Cted
agent fofi thel grbup coﬁgirshﬁgloapamn@ﬁdcématmrﬁ& 8hemothérapeutic
adm ni stered to the patrent in an anmount” of 100 to

1000 agents asWeoxazapbpephwringsons within a time period

of 2 to 4 weeks, and ii) the one or nore further
chenot herapeuti c agents other than the at | east one

spgci Use acobrefing to tlagandorddvhdreirothe atrleaSt éhe integrin ligand is
al kyl ating chenot herapeutic agents (b) selected from

t he gPelapteddrm dhe aEPWT censipig olowPsiamslerswibadntgatn

Vi ncri'bﬁm'-tgg%are adm nistered to the patient in an

amount' o to 1000 ng in one or nore portions within
atime period of 2 to 4 weeks.

4.) Use according to claim 1, 2 or 3, wherein the at least one integrin ligand
comprises cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically

acceptable dervatives, solvates and/or salts thereof.

5.) Use according to one of the preceding claims, wherein the cancer to be
treated is a EGFR-dependent cancer.

6.) Use according to one of the preceding claims, wherein the cancer to be

treated is lung cancer.

7.) Use according to one of the preceding claims, wherein the cancer is

head and neck cancer.



10

15

20

25

30

5 24.) Use according to one of the clains 1 to 14,
wherein i) the at |east one specific integrin |Iigand

W@ 9pi3®es one or nore conpounds sel ected fronP@EP2008/000328

group consisting of cyclo-(Arg-d y-Asp- DPhe- NMe-Val),
t he pharmaceutically acceptéml e dervatives, solvates 0O
and salts thereof, ii) the cancer is non-smal | cell

Lo S5 o ) osre S RL et oo s
CO”DO%%Fgcté&hﬁﬁ{ﬁ\% écrbegﬂoao*hg.sah kb@_sﬁpénsee?utmngicggnc%scm),

pl ati nuntont ai ni ng therapéutic agents,
opt i oman- Small oell amgecdneer i 6 Ct 68 restchsqugmecs celhgamder of the

ot her th one specific integrin |igand
and tﬁ'& "ﬁ%(réeégﬁi\ﬂ)i ati ng chenot herapeutic agents
(b) are sel ect ed fromthe group consisting of EGFR

inhibitors, cytostatic al kal oi ds and anti nmet abolites.
28.) Use aenosdingrig one afitbe precading clairad whetdinithes oaadr more

]
oi ot 1AM R AR B BicrAE boBRag ahe a6t eepgunds.
from tsbﬁacgé@ﬂenpm@s%r@hﬁwngfstuﬁg%mltraé bRtinGAY é&ﬂbﬁﬁrﬁg‘
and oxaliplatin, ii e antinetabolite is sel ected

f r om CABNGUACP Cisralin carPRiatimand oxpliplatinsan/or selected from
pyri mych B%tﬁ)n&ﬁ%‘?{ﬂngfc?lrthg%‘;(ﬁkéb Lﬁ&%rﬁ\& g{:%:ﬁ)hggphamlde

al kal oi d”iI's"se omT consi

vi ncaifesfaatide dmd tpafdsfamibdet oxi nes and taxanes, iv) the
EGFR inhibitor is selected fromthe group consi st i ng
of anti- EGFR biologicals and chem cally derived

CQUF)OU%@S&CC%%I)I lt@%néccff%é‘ P&éoﬁhg?ﬁl% S, \X@@re'?r'i ﬁ%ghé‘gr more

clai'ms and espeCi al aCCO|IPdI ng to c ai’m
wher efuﬂhew@hemaﬂwemmebnc @gents @tbleemafdthferairteaﬂ;t@rgr spazific

L b {
i mot LG P et B as e s, 2IRviating SOBToiERSe YRy
of gehgehtdi (B) issdlettedi flornde Grilas tcswévsnr@@f cytostatic
al kaloid is selected fromthe group consisting of

vi nor BIESPRRB iah®iteisacri sti ne and/ or the group
consi g1 {RGslic RAchdilgxel and

iii) cytostatic antibiotics, and
iv) antimetabolites,
and pharmaceutically acceptable dervatives, salts and/or solvates

thereof.

11.) Use according to one of the preceding claims, wherein the one or more
further chemotherapeutic agents other than the at least one specific
integrin ligand and the one or more alkylating chemotherapeutic
agents (b) are selected from the group consisting of:

i) EGFR inhibitors, selected from anti-EGFR biologicals and chemically
derived compounds,

ii) cytostatic alkaloids, selected from podophylotoxines, vinca alkaloids,
taxanes and campthothecines,

iii) cytostatic antibiotics, selected from anthracyclines, and
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docetaxel, and the antinetabolite is selected fromthe
group consisting of gentitabine and penetrexed. 27.)

wQis@sagoes ding to one of the preceding clai ns BCIEP2008/000328

especially according to claim24, 25 or 26, wherein j)
the one or nore al kyl ati ngt@henot her apeuti c agents (a)
are selected fromthe group consisting of the platinum

car ool PR SpbitoARByheyh Bl g an antiottes
fur t hahd Preiimialeladal dceepttié denldlives [ R dntForsdioars

one specific integrin |igand and the one or nore

al kyl Heragf.chenot her apeutic agents (b) are sel ected
fromthe group consisting of anti-EGFR biol ogicals
cet uxi mab, panitunmumab, zal utunmumab, ni notuzumab and

nMaRYz Usekacoedihg ¢o 'vneas thé lppéaidilsg viains elvhéiren eitdone or more
vincristine. 28.) Use according to one of the

pr ece&‘rﬂ'@rcﬂhéfmﬁg afpesdip agents chébﬂ’t?rrd‘ihﬁgattlga@r@eofppemﬂc
the c|gi ﬁéanc%gnd 1fe ﬂhe?o? m Qtlﬁ%gﬁ?tﬁ'@m?#ﬁgé‘ﬁﬁc

one spec IcTirntegrin and IS ect

gL oupﬁgentSI (®) ar@s'eribctamﬂr@m(mﬁfgraéycén@sm@ef Nl\/lb val ),

t he p eul) ca cce a ervati ves sol vat es

and/ of)aéng “@'Pé?'é%iseﬁ%qt %rﬁ@ TZ‘ﬁFeGFBPP ﬁBPE'SQPQﬁf&FM‘{j“ab
chenopbAsHAREHHLS zéﬂﬁt%ﬁ nfth6tuSBheb St MRMdMED and/or the

group conS|st|ng P atlnun1conta|n|n

chenoghmpamsstmg@mfmnm sqmlloambrand:taplatmibatl n and
oxal i atln nore furth

et Staatf Alkeliinh, $6IEeRR TP 49F bawinEonEgting of gtoposide,

speci {inpldsiihe@rdtehipariie, e gkdip mlﬁrngmr\ﬁnorelbme
al kyl ati ng, chenot herapeut| c agent s (b) c rise: a)

one oYingHistineand vindering. éegraim @onss@mcqf getaral end

Jr P urpEENEkel atiliop Ind Bt BTt IADIEREN apd topatery,
b) onii) oytostatie ardibistiosdselestidefedradhé geoup bengising of

consi sting, of the tos atic aIkaI0|ds vi nor el bi ne and
Vi ncrég)fq ﬂglcuggdgru y by glnt gpiukicisy ang, ¥alrubicin, and

preceg) Bﬁtlﬁie?émltﬁ]%e?e%‘?é& Fohl the§ro0p ToRisting of 5-fluorouracil,
capecitabine, cytosinarabinosid and difluorodesoxycytidin and/or the
group consisting of pemetrexed, methotrexat and raltitrexed,
and pharmaceutically acceptable dervatives, salts and/or solvates
thereof.

13.) Use according to one of the preceding claims, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
solvates and/or salts thereof is administered to a patient in an amount

of 250 mg to 12500 mg per week.

14.) Use according to one of the preceding claims, wherein the platinum
containing chemotherapeutic agents cisplatin, carboplatin and
oxaliplatin are administered to the patient in an amount of 100 to 1000
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to one of the clainms 24, 25, 26, 27 and 28, wherein
the at | east one specific integrin |igand sel ected

WO e@a0871925 gr oup consi sting of cycl o-(Arg- PCT/EP2008/000328

d y- Asp- DPhe- NMe-Val ), the pharmaceutical |y acceptabl e
dervatives, solvates and/oté%alts thereof is

adm nistered to a patient in an anount of 400 ng to
6000 er week. 30.).Use according to one of the

pr eceg'&g" UIAPHECAR (ﬂ’o)é%'@c‘f"ﬁ inya dwe !Oﬁgor}t%tooﬁ WegkKs.
the clains 24, 25, 26, 27, 28 or 29, wherein the at

| east onespecific integrin |igand selected fromthe
gflbypUserasicording tooneyafitbe precediny glakep-wikbreilVe- Val ) ,
the p maceut ical |l y acceptabl e. dervatives, solvates
anas oD ThERF B e sperTiedlstindiBPl sdmpries.ane it more
an anpyipodhdd 38fecied franPPelyralipRBhsMBRY of %)éélo)(Aﬁ-%ly-Asp-

according to one of the preceding clains a
especPhheyNMscYali the pharorasevticallcacieptahle 2prvatbes26olvates

27, 2 wherein the at | east one specific
i nt egspﬂ%%,tggﬂ%fgggl ected fromthe group consisting of
cycl oii) therdaricey is"srhaPEBR tWiEcMader (STLE),

phar maceutical ly acceptabl e dervatives, solvates )
and/ olil) the pae oharsralkdatingrhempthesapediccagrnts éa} compese

once ' L0, St J; .
chord 8 S b EfuidsTiie Bl o BB EdiBihg ofplptinum
admi ngtsmtaiIﬁT@nhembtl?jerbbeuﬁmalgtlédﬁs&md@(dazaphoéphémesf,

recedi cl ai and especjally according to one o
the cVAfesSefianahone argn rerfurifiek Pgﬁmth\qragﬁet'%aae@ﬁs other than
nor e lhahd : ¥ t :
(7 om §Ea JEAL e AR lgdn RTIN: 04 op Fidieidkyating
chenoehemathenapeuticgagrnts ¢b sateasdlected drdpo theagraupacahsisting of

oxal i pl.atjn are adm nistered,.to t.he.patient in an
am)un?y@?taila@Iﬁa&ou%@@d‘:@ﬁ?ﬁagﬁ@nh&o“&.e portions
within a time period of 2 to 4 weeks, and iiii) the

one or nore further chenotherapeutic agents other than

t e ) aWse a@gserdingtaspae iof the praceginaclaimgmand gspecinlly speording
or ”%eclé‘i%XEa\;th%iﬁhemt her apeuti c agents (b)

conprise: ) ohe or nore anti-EG-R bi ol ogi cal s,

sel eci) gtk platinutrheorgaming cloasiottidragetic agdntis sBlected from the

pani tgljjrgldg%%’nsszs%hato wsﬁgtin,rgaggépﬁtlijnnggd oxaliplatin,
ii) the oxazaphosphorine is cyclophosphamide,
iii) the cytostatic alkaloid is selected from the group consisting of
podophylotoxines, vinca alkaloids and campthothecines, and

iv) the cytostatic antibiotic is selected from anthracyclines.

17.) Use according to one of the preceding claims and especially according
to claim 16, wherein the cytostatic alkaloid is selected from the group
consisting of etoposide, Irinotecan and vincristine, and wherein the
cytostatic antibiotic is selected from the group consisting of

doxorubicine and idarubicine.
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and matuzumab, adm nistered to the patient in an
anount of 200 to 2000 ng in one or nore portions

wowaokiosroas ti me period of 2 to 4 weeks, and optPOMEP1098/000328

b) one or nore conmpounds, selected fromthe group
consi sting of the cytostati®o-al kal oi ds vi norel bi ne and
vincristine, the group consisting of paclitaxel and

d taxel, and/or the group consistjng of the ,
ARBInDSatRcEIdad fe BFLshe Bresring fiatis Aod, especially according
adm nistiaied st yHdrgipat i ent in an anount of 25 to 6000

mg in one or nore portions within a time period of 2

to 4 ipdledone3s. Motdsealkylatiogdhemdtbempeutic agkeatsclajiang sélected
to 14, wherein i) the at |least qne specific ipteqrin .
|1 ganfiORL G 910UB cainsIsgn 5 aS plaliBbT Benewing cRemPirapeutic
t he g8y c(%tg' i i - Asp-

DPhe- él\ﬁ/lstpt\sfal Y, b??fe&gﬁgélrargz‘?ﬁ ézng“?%zcept abl e

der vai) thexgnas ot mare urther chematherapesdit agen)s other tharcthe at

I's head and neck..cancer. (.H 1id) the one or .

ol ky) BESREMERERG I anzgEn icend At be(cte SRRt lSlfincor

nor e gRemBtHEIapeaticagestsi(bpard S8leblediPorAARE ighdlih BoRdisting of
pl ati num cont al ni ng chenot herapeutic agents, iv) the

opt i ot Pefrphotasinestaipperide ctiablastiee apddeniposigent s

other than the at | east one specific integrin |igand

and the one or nore al kyl ati ng chenot herapeuti c agents

( 13.)aUee selconding td bagdf tiee preveplirmpolaims, wigerein EGFR

i nhi bjtors, cytostatic,_alkaloids and anti net abol jtes.

34.) Wdke at@%s&pﬁg sPECiRdniparpHigape 4k saleqtpciramthegaup
espec e - A € [ ;
oot | SR OEIOIARCR- Ao NMERI AT, e bRSrmaceufically
f r om a¢repjableervatives, satyatds and/pr aaitsithereohopl at i n

and o iplatin, ii),the antinetabolite is selected
Fr om UHB=GrBLA DHs PGB neliR Petins.fc ehfs (' selected
pyr i Mrginneddtbap @ansisting dfthé piatinliftcemtbPfidEhémotherapeutic
al kaloid is selected fromthe gro_ulp consi sting of
vi ncadg@mialcispiatinrarpentatie andaxaliplatin, and
iii) the one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) is selected from the group consisting of

etoposide, vinblastine and vincristine.

20.) Use according to one of the preceding claims, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
solvates and/or salts thereof is administered to a patient in an amount

of 800 mg to 8000 mg per week.

21.) Use according to one of the preceding claims, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,

solvates and/or salts thereof is administered to a patient in an amount
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iv) the EGFR inhibitor is selected fromthe group
consisting of anti- EGFR biol ogicals and chemcally

walesoswgm2conpounds. 35.) Use according to one pET/EP®08/000328

precedi ng clains and especially according to claim 33
or 34, wherein the EGFR inhilbitor is selected fromthe
group consi sting of cetuxi mab, panitunumab,

zal uty umab and t uzumab and/ or the
group ﬂﬁ@?&q #@@w&qp?”ﬁ?ﬁ erlotinib andl apati ni b,
the cytostatic alkaloid is selected fromthe group

consi sting of vinorel bine and vincristine and/or the
gPdupUserascerding to pnpadithe axegeding cladoe: wherein theiat least one

of 5. Feadol el 19T RERES A B8 S ORaRGRRRT A Roo-(are

t o onglpAsptBPheNE V), Qhélpﬂi@rmlde@wyla%bbmable dervatives,
according to claim33, 34 or 35, wherein i) the one or

more 8PINGlesandor skt eERafie @ﬁmmmrﬁﬂéo ed)atiant in a twice
sel eC&v%Eki&'tB%hPﬁrg%%&bWQéh%b{? s tFlé?rPB'c%'h'slé‘t‘iHb of about

contal ning chenot herapeu

car bob0@mg oaatoob@00@hat per, admhusth'ﬂmne or nore
further chenotherapeutic agents other than the at
| east one specific integrin Iigand and the one or nore

abﬁ%}ﬂ Bk %cSHﬁH@W@ﬁ@Qﬁ‘t‘ﬁé ol gsgeggs %h@le%?e%%llg%ccordmg

t he group onS|st|ng
cet uxiamme optne claimsralajmzidl MZRanerelmu not uzumab and
mat uz the anti -1 uor ur ac

bonot ) R Ane it dh o ARy ate chiolciebRUah A8Rhls B Selscted from

37.) m:@ggczfodismngcz)fqn@ pRftinURe cOnRRAd eaeﬁioahéﬁpénﬂc
especi al according to one of the clainms 33, 34, 35

or 3eag©mér0¢smaﬁ") canlopriatin @agtowhelaélp@iﬁfadmnr%@gd.tﬂ the

L;gf‘ggi‘-’}é‘gts‘@aﬂ%@guw CNI?@ @ngﬁﬁ é\'lr Pnlg(r:é; E){thlonls within a
aCCGpﬂlrablpferMMeﬁ tovésveeks| gadles and/ or sal ts thereof,

ii) the ,one or nore_ alkyl chenot her apeuti c agents

(a) abdheqnsceranors Birhes &%ﬁpﬁﬂbe@ﬂ%i'gﬁgﬁgt%@h@ﬁ than the at

pl at i

oA 590 ELBIE SR 6 30 g bAglb

f ur t harerobtheapeutmpegarnts (pselestedifram thé gnoumheomsisting of
etoposide, vinblastine and vincristine are administered to the patient in
an amount of 50 to 1000 mg in one or more portions within a time

period of 2 to 4 weeks.

24.) Use according to one of the claims 1 to 14, wherein
i) the at least one specific integrin ligand comprises one or more
compounds selected from the group consisting of cyclo-(Arg-Gly-Asp-
DPhe-NMe-Val), the pharmaceutically acceptable dervatives, solvates
and salts thereof,
ii) the cancer is non-smali cell lung cancer (NSCLC),
iii) the one or more alkylating chemotherapeutic agents (a) comprise

one or more compounds selected from the group consisting of platinum
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| east one specific integrin ligand and the one or nore
al kyl ati ng chenot herapeutic agents (b) conprise: a)

wo@e@sn8702dr e anti - EGFR bi ol ogi cal s, sel ect ed fPOIEP1v68/000328

group consisting of cetuximb, panitununmab,
zal ut unumab, ni not uzumab at®® -mat uzumab, and optional |y
b) one or nore conpounds, selected fromthe group

i Sti .of theantinet Lit 5-fl i d
panat FRRIRG GhPRR BB aAOEDRsi <1 i no of the t axanes

docet @) he éBﬁorﬁ’élCdrié & @lore ffHther\dhRnRtAEFPelbic BePiSotler than

the preceding clains and especially according to one
of t hthecatleast 3% spegifightegin bgad andibe ene arimaoke alkylating

I t ific integrin_Ligand ected fromthe ..

or ounchBRoRiEREUf; A06REb ajs SERPIGRIBR i chlifisting of
the ph@PFROMbiGE! tytosefieRfiikNbRsEidVatinie@bofitelsvat es
and/or salts thereof is admnistered to a patient in

an amount of 400 ng to 6000 ng per week. 39.) Use

25 3. DaPiaroRilg of Ryt ot BRE R i Elaft Rt pegiply agcording
36, 3ib €k ®4, whekeinn the at | east one specific

integrin |i (_:i_and sel ected fromthe group consisting of
cycl ol the glataun aaptaifing cRemothgrapeutie agent is selected from the

h i cal- i , :
P ogt i ot ASTARB Loy Blh R 0BT, | |
an aniuthe aritiniét@bolite is seE@dEd frgnpihe greak.cofBistinysx# antifolates

according to.one of the preceding clains and
espec?%@%}'”%@'@?@%@g@'? 'aﬂé of the claims 33 to 39,

wher ejiiptidytaktatie ahtalonas $BRGdd frohTiHRIgrolp!do®dRfing of vinca
sel ected fromthe group consisting of

cycl odlkalaidsappdaphyibrdnesbd Vaxanes; he I
bnar oy B ECRAR RS Slebair bV tof Gipud SokBisto o anir

once BOBFR bidiGyitals@and driniaRKHErivsiicampbuatis on scheme
consi sting of about 500 ng or in a once 5 weekly to
three tinmes weekly adm ni stration schene consisting of

£28 1, USSR o SR g And ol Repscely edorang

accor i clginh @4are250 iwHeneindthei BGF Bl inhibitdBist seldéted fivan ¢her group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab and/or the group consisting of gefitinib, erlotinib and
lapatinib, the cytostatic alkaloid is selected from the group consisting of
vinorelbine and vincristine and/or the group consisting of paclitaxel and
docetaxel, and the antimetabolite is selected from the group consisting

of gemcitabine and pemetrexed.

27.) Use according to one of the preceding claims and especially according
to claim 24, 25 or 26, wherein
i) the one or more alkylating chemotherapeutic agents (a) are selected
from the group consisting of the platinum containing chemotherapeutic
agents cisplatin, carboplatin and oxaliplatin,
i) the one or more further chemotherapeutic agents other than the at
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0 jj) the one or nore al kyl ati ng chenot her apeutic
agents (a) selected fromthe group consisting of the

WQEk@Bosmoes cont ai ni ng chenot her apeuti ¢ agents cPGPER1008$1000328

carbopl atin and oxaliplatin are adm nistered to the
patient in an anmount of 1003t-o0 1000 ng in one or nore
portions wthin atinme period of 2 to 4 weeks, and

h h h
ot he) 198 AR BT Rt digand S0 TR oTe pbere S e
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(b) conprise: a) one or nore anti-EGR biol ogi cal s,
sel ecast-EGbh hlhleggnammtunlmtstpaﬁgumumm wdilutsibyumab,
pani t ni mot,yzumab a

b o ChaREuER 4t Malitime® PRudfe Tibeika PR hps bine and

2000 ymcristiggie or nore portions within a tine period
of 2 to 4 weeks, and optionally b) one or nore
conmpounds, selected fromthe group consisting of the

£ 32" gPs8 Hebidii Io phU3y 6 Bece e RRHE R EDeRlHY Hocoraing
docet fxehe ofithe ﬂafrhsemd%oze be2paivherdini n an anmount of
150 to 7500 ng in one qQr nore portigns within a tine

per i ot g ablaast anqsprsifi 04'2tepﬂwélgaae dppelestpd Bowyibegroup

ggfn ?“ s atrﬁe)f gyﬁlo ge 4§iya)é’g dﬁ‘gitf\{m g’%ﬂf'tﬂe pharmaceutically

subst actepdable dervatives, aotvatmandvar saktsthereofpr di ng to

one of, the clains wher ei n

adri nSPPRNEHT T6rs ﬁ&YEaimé‘fmem@tbﬁrarPeamP.E\g@n&eﬁ)ﬁe@re'ected
2to I

i t no o YEREDI0Bp CORSRIRY of i pifinliTRInEINNY RS hBtHofapeutic
pr ecea@éiys clisplan, amb@@ptmaadwahplebndam@ to one of

the c} 3 1, .42 or ei,n
a1 AR on fbraitudner e Qoataneytagiines g dFaR e a
speci least bné egetific lintegndl ligand bhdtthe o@@mrnhéﬁé alkiyRiing 0
the patient wthin a tinme period of 2 to 4 weeks
r egarq?q{gotherapeutlc agents (b) comprise:
a) one or more anti-EGFR biologicals, selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab, and optionally
) one or more compounds, selected from the group consisting of the

cytostatic alkaloids vinorelbine and vincristine.

29.) Use according to one of the preceding claims and especially according
to one of the claims 24, 25, 26, 27 and 28, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
solvates and/or salts thereof is administered to a patient in an amount

of 400 mg to 6000 mg per week.

30.) Use according to one of the preceding claims and especially according
to one of the claims 24, 25, 26, 27, 28 or 29, wherein the at least one
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i) the one or nore al kyl ati ng chenot herapeutic agents
and/or ii) the one or nore further chenotherapeutic

wa@g®angroet her than the at | east one specific | PCEEP1008/000328

ligand and the one or nore al kyl ati ngchenot herapeutic
agents, run in parallel fen7one or nore weeks. 5 45.)

A nmethod for the production of a nedicanent for the

conbi ned in t| on for th

Cr oot ReAeEnBErBIERR e el SRRt drouBradaigng of cyclo-(Arg-
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2t | B 8BRERg BY bHED PASHEL Bt ey mpeut i ¢ agent |

dlfferent fromthe at | east one specific integrin
Ikgand of a) and fromthe one or nore alkylating

e agraiding tagne: of the pepcediag rlaimgansoesmasiallyraccording

2 niaPhe i e Bhs 23, Bot 2B 21 28, ZHd 30Fnlein the atfeast

i nt egloine épe@ﬁnﬁnteﬁg}mﬂtﬂmrﬂl sdlested fron® tHdWQrcﬁ.mcﬁﬁstmgeof cyclo-
chenot her apeuti ¢ agents, and

or nore al k | atin

opt i okaIg-! %ﬁsaaﬁ%‘?hw'\éﬁ\éﬁj) tt pherraa%?té@@"&@cp@at@ble
f .

e HebAvec289cE ArboRES hercorls BEARlsthdh 8 8ftent n o

and f oooetweekinto tbveertmmsahkglklwadngmstrenm Behenpeutdnsisting of

agent s, of d accor to.claim45 or
26. "\ BkPUt ROQ pad of PRI A RYaRG | s
selected fromthe group consisting of av integrin
inhibitors, 2 5 preferably avb3 inhibitors and/ or avbs

i @R;)busgragccoadiagﬁ@@nep:rféh@paquing claims and especially according

cyclo )aathe pharnmaceutically

accep{éAf'g ?é A?%gg}ﬁ@% \glﬁ%f%fﬂ' salts thereof.

48.) A tret bvesl onare dilkyating ehahothébapetflicligehts (A sd1&dtBd from
the one or nore al kyl ati ng chenot her apeuti c

gggnlt Qﬁeae@%cmstmoofﬂhe inyim £aptaiiiag shemptherapaytic
and  agents cisplatin, carboplatin and oxaliplatin are administered to the
patient in an amount of 100 to 1000 mg in one or more portions within a
time period of 2 to 4 weeks, and
iii) the one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) comprise:
a) one or more anti-EGFR biologicals, selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab, administered to the patient in an amount of 200 to
2000 mg in one or more portions within a time period of 2 to 4 weeks,
and optionally
B) one or more compounds, selected from the group consisting of the
cytostatic alkaloids vinorelbine and vincristine, the group consisting of
paclitaxel and docetaxel, and/or the group consisting of the
antimetabolites gemcitabine and pemetrexed, administered to the
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ii) the at |east one further cancer cotherapeutic
agent different fromthe at | east one specific

wo ado8gsions | i gand of a) and fromthe one or PCT/EP2008/000328

nor eal kyl ati ng chenot herapeutic agents of b) is a) as
described in one of the pré&edi ng clains, especially

one or nore further chenotherapeutic agents other than
the at _|.east one specificC.i rin ligand and the one, . .
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precedi ng clains, wherein the at | east one cancer

cot herapeutic agent of c) being different fromthe at
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pﬁgﬁo}gﬁoﬁ"‘&%&%w|‘%t°r"ﬁg°%gﬁ%ﬁ‘@t”ﬂg?'aﬁ&gﬁ‘{’i@%{sghts of b)
i's selyané e IddspOnk i ediflRURteyPRIigahdtDnrises one or more
chenot her apeut i c?l té}%ents, Cytotoxic agents,

es

i Mun6eEwoLNdg sa troay theagroup eenajsiing ob fBGO)(Aﬂg-gBIy-Asp-
copec ECRLAL Ul the farfackficlh & e i RiyRR solvates

canceand salteltiesreef] from t he group consisting of snall
cel | cancer (SCLC), non-small cell [ung cancer

|
(I\ISCL@Jt?‘ng@@&G%%@.d @)Eﬂlneéﬁﬁé‘éﬁeb@'*mhe head and neck
2 0 (§ : ' f :
ol ai iV I8 Pne g mare SIRFAt cAENBHU AReuR: JikniS (o] Sbmprise

| east oo@er spwei donspouridsgselacted geomd thd gejup consisting dieplatinum
one or chenot her apeuti ¢ agents of b),

ntor e_al h I atii n
and/ of T ANNGF! %‘WQ Qﬁfgpﬁvt'%g%mﬁyrt her
chenog/h eipptitn _o?ﬁ?dftrﬁoFéf&ﬂwe??hgﬁwg?ﬁé}%behﬁ@ﬁﬂéﬁgncgher than

| east one specific integrin lig a) and t
or noihe alllRgstanegpediisntewsinligand andffenose of myre alkylating

be SRhahERSR) G ANOT SRR BRI Ao o
t he pPESFRIintbittss, gltestatic akdldids hnd ditiiagbelitesse
according to one of the preceding clains, wherein the
34.) Use according to one of the preceding claims and especially according
to claim 33, wherein
i) the platinum containing chemotherapeutic agent is selected from the
group consisting of cisplatin, carboplatin and oxaliplatin,
ii) the antimetabolite is selected from the group consisting of antifolates
and pyrimidine antagonists, and
iii) the cytostatic alkaloid is selected from the group consisting of vinca
alkaloids and taxanes, and
iv) the EGFR inhibitor is selected from the group consisting of anti-

EGFR biologicals and chemically derived compounds.

35.) Use according to one of the preceding claims and especially according
to claim 33 or 34, wherein the EGFR inhibitor is selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab

and matuzumab and/or the group consisting of gefitinib, erlotinib and
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at |least one specific integrin ligand of a) is
preferably admnistered 1 to 20 hours (h), preferably

wQ@23108/08722%1, and nost preferably 2 to 6 h pri orP€DEPI®08/000328

application of the one or nore al kyl ati ng
chenot herapeuti ¢ agents of11- and/ or of the one or
nore further chenotherapeutic agents of c) being other

(han e B2 R R RSB R b o
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to ong?gffﬁ{cﬁ Uk ﬁ@élﬂs%ﬂ%‘é{#ﬁ’f , Wherein the nmedi canent
is to be used in the treatnent of patients show ng
partial or conplete net hKI ation of at |east one

p&rbiltse agcosdingdannespfdhemraceineg claims)and egnactallysccarding

use a ' precedi ng cl ai ns, wherein
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di agn9zhd arensemoreg aldykitiall gheniothefdpetiticlageats (a) are selected

chenot herapy setting. . . o .
from the group consisting of the platinum containing chemotherapeutic
agents cisplatin, carboplatin and oxaliplatin,
ii) the one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) are selected from the group consisting of
anti-EGFR biologicals cetuximab, panitumumab, zalutumumab,
nimotuzumab and matuzumab, the antimetabolites 5-fluorouracil and

pemetrexed, and the taxanes docetaxel and paclitaxel.

37.) Use according to one of the preceding claims and especially according
to one of the claims 33, 34, 35 or 36, wherein
i) the at least one specific integrin ligand is selected from the group
consisting of cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically
acceptable dervatives, solvates and/or salts thereof,
i) the one or more alkylating chemotherapeutic agents (a) are selected
from the group consisting of the platinum containing chemotherapeutic
agents cisplatin, carboplatin and oxalipiatin, and
iii) the one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) comprise:
a) one or more anti-EGFR biologicals, selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab, and optionally

3) one or more compounds, selected from the group consisting of the
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antimetabolites 5-fluorouracil and pemetrexed, and/or the group

consisting of the taxanes docetaxel and paclitaxel.

Use according to one of the preceding claims and especially according
to one of the claims 33, 34, 35, 36 or 37, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
solvates and/or salts thereof is administered to a patient in an amount

of 400 mg to 6000 mg per week.

Use according to one of the preceding claims and especially according
to one of the claims 33, 34, 35, 36, 37 or 38, wherein the at least one
specific integrin ligand selected from the group consisting of cyclo-(Arg-
Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,
solvates and/or salts thereof is administered to a patient in an amount

of 1500 mg to 5000 mg per week.

Use according to one of the preceding claims and especially according
to one of the claims 33 to 39, wherein the at least one specific integrin
ligand selected from the group consisting of cyclo-(Arg-Gly-Asp-DPhe-
NMe-Val), the pharmaceutically acceptable dervatives, solvates and/or
salts thereof is administered to a patient in a once weekly to five times
weekly administration scheme consisting of about 500 mg or in a once
weekly to three times weekly administration scheme consisting of about

2000 mg per administration.

Use according to one of the preceding claims and especially according
to one of the claims claim 33 to 40, wherein

ii) the one or more alkylating chemotherapeutic agents (a) selected from
the group consisting of the platinum containing chemotherapeutic
agents cisplatin, carboplatin and oxaliplatin are administered to the

patient in an amount of 100 to 1000 mg in one or more portions within a
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time period of 2 to 4 weeks, and

iiii) the one or more further chemotherapeutic agents other than the at
least one specific integrin ligand and the one or more alkylating
chemotherapeutic agents (b) comprise:

a) one or more anti-EGFR biologicals, selected from the group
consisting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab, administered to the patient in an amount of 200 to
2000 mg in one or more portions within a time period of 2 to 4 weeks,
and optionally

B) one or more compounds, selected from the group consisting of the
antimetabolites 5-fluorouracil and pemetrexed and/or the group
consisting of the taxanes paclitaxel and docetaxel, administered to the
patient in an amount of 150 to 7500 mg in one or more portions within a

time period of 2 to 4 weeks.

Use according to one of the claims 22, 31 or 40, wherein the weekly
administration scheme is applied 1 to 52 times substantially without a

pause.

Use according to one of the claims 23, 32 or 41, wherein said
administration to the patient within a time period of 2 to 4 weeks is
repeated 1 to 12 times substantially without a pause.

Use according to one of the preceding claims and especially according
to one of the claims 22, 23, 31, 32, 40, 41, 42 or 43, wherein

a) the weekly administration scheme regarding the specific integrin
ligand and

b) the administration to the patient within a time period of 2 to 4 weeks
regarding

i) the one or more alkylating chemotherapeutic agents and/or

ii) the one or more further chemotherapeutic agents other than the at

least one specific integrin ligand and the one or more alkylating
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chemotherapeutic agents,

run in parallel for one or more weeks.

A method for the production of a medicament for the combined use as a

combination therapy for the treatment of cancer, the medicament

comprising, preferably in two or more discrete therapy forms,

a) a composition containing at least one specific integrin ligand, and

b) a composition containing one or more alkylating chemotherapeutic
agents, and optionally

c) at least one further cancer cotherapeutic agent different from the at
least one specific integrin ligand of a) and from the one or more

alkylating chemotherapeutic agents of b).

A method for the treatment of cancer in a subject, comprising

a) administering to the subject at least one specific integrin ligand,

b) administering to the subject one or more alkylating chemotherapeutic
agents, and optionally

c) administering to the subject at least one further cancer cotherapeutic
agent different from the at least one specific integrin ligand of a) and

from the one or more alkylating chemotherapeutic agents of b).

A method according to claim 45 or 46, wherein the at least one integrin
ligand is selected from the group consisting of ay integrin inhibitors,
preferably a3 inhibitors and/or a.fs inhibitors, and most preferably
cyclo-(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable

dervatives, solvates and/or salts thereof.

A method according to claim 45, 46 or 47, wherein

i) the one or more alkylating chemotherapeutic agents are as defined in
one of the preceding claims, and

ii) the at least one further cancer cotherapeutic agent different from the

at least one specific integrin ligand of a) and from the one or more
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alkylating chemotherapeutic agents of b) is

a) as described in one of the preceding claims, especially one or more
further chemotherapeutic agents other than the at least one specific
integrin ligand and the one or more alkylating chemotherapeutic agents,
or

B) is radiotherapy.

A method according to one of the preceding claims, wherein the at least
one cancer cotherapeutic agent of ¢) being different from the at least
one specific integrin ligand of a) and from the one or more alkylating
chemotherapeutic agents of b) is selected from the group consisting of
chemotherapeutical agents, cytotoxic agents, immunotoxic agents

and/or radiotherapy.

A method according to one of the preceding claims and especially
according to claims 45 to 49, wherein the cancer is selected from the
group consisting of small cell lung cancer (SCLC), non-small cell lung
cancer (NSCLC) and squamous cell cancer of the head and neck
(SCCHN).

A method according to one of the claims 45 to 50, wherein the amounts
i) of the at least one specific integrin ligand of a),

ii) of the one or more alkylating chemotherapeutic agents of b), and/or
iii) of the one or more further chemotherapeutic agents of ¢) being other
than the at least one specific integrin ligand of a) and the one or more
alkylating chemotherapeutic agents of b),

to be administered to the patient are as described in one of the

preceding claims, preferably as described in the preceding use claims.

A method or use according to one of the preceding claims, wherein the
at least one specific integrin ligand of a) is preferably administered 1 to

20 hours (h), preferably 2 to 12 h, and most preferably 2 to 6 h prior to
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the application of the one or more alkylating chemotherapeutic agents
of b) and/or of the one or more further chemotherapeutic agents of c)
being other than the at least one specific integrin ligand of a) and the

one or more alkylating chemotherapeutic agents of b).

A method or a use according to one of the preceding claims, wherein
the medicament is to be used in the treatment of patients having an

increased DNA methylation status.

A method or a use according to one of the preceding claims, wherein
the medicament is to be used in the treatment of patients showing
partial or complete methylation of at least one promotor of at least one
MGMT gene.

A method or a use according to one of the preceding claims, wherein
the medicament is to be used in the treatment of newly diagnosed

cancer, preferably in a first line chemotherapy setting.



