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

wab@omeenti on relates to a specific therapy fRCTEPIING/005831

the treatnment of cancer, especially tunors (or

tunours) and tunor netastases, conprising

adm nistration of integrin |ligands together with

cancer cotherapeutic agents or other cancer

cot Qaéanﬁs_rrhsratﬁyeaﬁeméaibahéﬁtaysih@vmtegﬂhﬂ.liﬁ&naé_for Treating
synergi stic efficacy when adm ni stered together with

said integrin ligand, such aGabeemrot her apeutic agents,

i mrunot her apeuti cs, including antibodies,

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

r afleehhival FisitaghtheNaventipaci fical |y, the instant
invention relates to the use of at |east one specific

i nf Bginventiogdatatesto asperificiha@pyrfermfonthedsatnam of cancer,
fo | | I's
M T g R S

al ymiistnatiorhenintdyrinalizpasidsctogether withacahagp icotherhpgutiy agents
one or nore further chenotherapeutic agents other than
t her ather gageersrRihgiapsUfic herapy Jeims thajdiyeanditiyRopsnergistic
or | 84 ' S )
adefTERSy Bet] el SRR saaIaRgn oand, suph s

of cheraathezapeuticsagents aintmoadihesapautics Pinefuting antibodies,

adm pistration.of .the nedi canent can be .done.,in a

£ B o G apRa AR meo ok ARy SRRIG" radialipf therapy. More
SY §5e &HicdIlyC tHONS BHrit Mveritiohadiled to tHaeuddbf &t lebSlone specific

ef fect of "each individual therapeutic on tunor cell

anitegrimligandifor tlee¢ manuacture pbaimedisament fqsithe diegment of

i el di f ' t :
2 fr it uRergh Ine ricifbtint SIS Red PERanEMaferin.
or a) Bnéehise dikaaemy chésoterapéutihagemtg| ard abtibhally
present invention. Background of the Invention:
VaBLanger aistfehenchemptherapeuticaaents otherihanthgat least one

el o TERUBAE ke A el Hrldereutc
cohfegisnAtditienally ahd instantimephtiors relates tandethdds of ticaément,

- CHBPOG G SO Ao PafeiRbl, Decadministialon o5 1hE fasgicament can

llégét%}l\ie)(ﬂ hetimBRAShtrBlRea! Raffér. The theripy Wil rémt # 8 syhergistic
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 cells are known to contain at least three RGD-
dependent integrins, including the vitronectin receptors a,B3 or a,Bs as well
as the collagen types | and IV receptors a,B+ and azB4, the laminin receptors

aeB1 and a3B4, and the fibronectin receptor asBs (Davis et al., 1993, J. Cell.



10

15

20

25

30

RGD- dependent integrins, including avb3 and avb5.
I nhibition of cell adhesion in vitro using nonocl onal

wa@piovood8es i nmunospeci fic for various integriPCHEP200%005831

subunits have inplicated the vitronectin receptor avb3
in cell adhesion processes of a variety of cell types
i ncl udi ng m crovascul ar enddthel ial cells (Davi s et

al ., 1993, J. Cell. Biol. 51, 206). Integrins are a

cl Biochem. a1, 12068 THESRIRbE huseRyEe AL o’t iq I@i(ﬂ\ﬁ\ to contain at least six

extracel 'ul ar nmatrix protelns, medi at
ceRIGRudepeadehuintegrins; ircluding og@] and alfs. i nt eractions,
to . as.cell adhesion events.  The

re[r&!)t;'ﬁ&n Eg ?gLéS'QBﬁQWFtE%F%'nQ m%rr‘ﬁcﬁ9n@fa’}3'lb8p@sﬂs
W i meRBsS: éj%ﬁt% 8{?‘”0% u‘?ttég |ﬁ%[ &t %hbﬁﬁltghaog%g}{?étgattﬁe

associ at ed ycopr tel n co

of vieroneetin réd.dfpwrl &P il leel WdhesioaProbes Sseot # K/an@l@fﬁﬂtell types

for its original characteristic of preferential
b| inglusting migiovaseidat endoﬁhehaldsellﬁr(@ml&@t 3lef1893; d. €elirBiol. 51,
gé ent integrins, designated avbi , avb3, avbband

-“otvbi binds fibronectin and vitronectin. avb3

bi niegrind arepe cledsi ofteeliafar regeprds knaveh telbing éxthidellular matrix
fibrinogen, |amnin, thronbospondin, vitronectin and

Voﬁrqp?'r‘lseﬁf‘%ﬁ%?‘ga%”ﬁx"mu rratriviandosrieelhintgractians,
érréagfeg P@ | ca u?i | SAESO0 eVQﬁt%g‘Tr\E f@!‘g}l‘[']freceptors

eren unctions as wel
| nt:@rgmntnm afain&wbﬁpndt&nbawtmg\abdrsm:cmral cliarasteristics of non-

SpeCIfICIt3/ and functio ort ant rec
SsgaiRied

si Pevalanty assgsiate Bﬁt%aV‘?rth %@g‘gﬁl@t"?'@ ol ‘gﬁl gr%ﬁk‘ﬂf o and

LIRS FRSHRYR e Paed R Schl ol o
I npederemsial Bhdmgaioautnbaectbnss powfkrietan tce[ajgmtotfoun dlf&arent
avb has been, iden

s Sl o, FBRBTA g PR ADEGRERE anc
peRPREER, LB T o BB eRieh 5t NSy Mtfifa pHfnofdgen

I eRPFAIN, vt%mbd@‘pdnatre@itrdhe‘cﬁncandomon WillélsrahaRofatiit o B2
note, however, that depending upon the sequence and

st binesuiteongictinn i iRcleasdhat there afeedifipeentrinierips with different

Bfggc}qlh@r}uﬁéﬂ?r% %sa{gég a%dq ﬁ%reg\?frggémﬁ) Sﬁgfs;yﬁhlalts having shared

' nbi@ﬂfgléblsd%@iffcitfl iaind fbﬁutﬁbrb@ﬁe Rpetameadcognition sitanh @, ligand

by Cheresh, et a Cel
for many integrins is the Arg GIy-Asp (RGD) tripeptide sequence. RGD is
found in all of the ligands identified above for the vitronectin receptor
integrins. The molecular basis of RGD recognition by a,B3 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 Che(esh, 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@ 200901028 pat ents 4,517, 686, 4,578,079, 4,589, BBI/EP2008/005831

4,614,517, 4,661 ,1 11, 4,792,525; EP 0770 622). The
generation of new bl ood vessels, or angi ogenesis,

pl ays a key role in the gro'v@t'h of malignant di sease
and this has generated nuch interest in devel oping

agﬁ@él&:a‘hbﬁé dnafbéléhtsa(egg QIS Hasdrits 4'\@1/7968@84 898,079, 4,589,881,

gh various combi nation therapies util’zing

poﬂ&%t%ﬂ Ar@ﬁ‘b@éﬁeéﬂ@&frﬂﬁ R 6780 §22).under

t nEE g RBlas ot ot i qted Fansil, D oBRachasl e & Key role in the
engreiith of el Rfraing didedse &antt this hagehsratedAREN |ﬁtér€§t in
art to develop further conbinations which can show

i ndevelepingaganis tiatimiibit eagingenesise- ef fects. It is
K ”ﬁlé’o Ftﬁ&%s t%\ﬁto Jg‘ﬁ'@rlqﬁs&%&E%gn tive rgh{e%ﬂ}ﬁig}qggﬁ&%tial

vascu ature I ssue vas

chamgzogenesvsumbm@tdre undep investigdtion, |IﬁQ‘]InbeDfﬂd]§1§nd on the
stabl e, dormant vascul ature of healthy tissue. [

of M@FKethtieRytepmesef tB?%ﬁ“‘F‘ﬁEﬁéa%‘@d‘%iW@@WQ&‘n a'hzrefore
prfh:q@ré‘ gtlfpgxéféeé' nielel ifi the aﬁ%‘?ﬂv@ﬁm{g@%g kB a%ti)dg\% which can

a-v-integrin series, especia
V\hsrnovamorea!;@dieffh:as;z andtreguced smieheﬁfexﬁst he cel [ ul ar

t ot Fekadiun odcibat 1ok vescualbre 8 GifErt TR apRguisture of
teﬁ@@fg{wgvﬁ%‘iﬂé' FTheRRIsEBRRIE |536h5?é3t@ﬁ?tlcaf6fthé t#f ﬁaﬂd Qistinct

the S ki nase pathway to increase |ocal vascu
peﬁmmatbelatalyle, vmm vagicotatare: ofvhaalihy tnasueeﬁsseeftehe

eotial gty e Bh e e et RF el o i e
h%hééﬁoﬁﬁwﬂé@mesmm HRRAL-FHEGeh Béﬁeé‘ réb;ié@iau%/ %uBa and o, ps.

nmol ecul ar e‘gertl es that distinguish
nowran advatedthesedntagsinsienhaane she oeumiaatnsnmsedc growth

| BRI g 0h@bRaffr safibbS VERI A s G2 GRA was

angrigihBmy fernitoy Sl Ci%?me%'bﬂw htbralandat Astatvi®the SRC kinase
mar kers 1i ke | CAM M and al pha-v-series |nte

e. pathw@y3odnerease 5ocal yagcylag aﬁan@@%wt YRGREEt wﬂentactlvated,

e e AR BLATRIeR ™11 Rotabie that

t un@nﬁerofsbﬁ@ tuiradrssdepd1d 8RIaASNENSEEBhE ZobpedMRktEEtNeFrom the
the bl ood stream due to abnormal nature of tunor
host to develop. This vasculature has unusual molecular properties 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. o3 and ofs, 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

wW@200001028At t he nonent of diagnosis, cancers aP&I/EP2008/005831

frequently far- Aadvanced 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 usdvamicedQAttiodir RaturarkiistoipvahdPHeUbresBRESOF AfRastases is a
Met ast ases can be di ssem nated and they can i nfest

di qureme\@rgamgaat appeoximately 3086 of pafientaihave dejeetable

Sl e AR PR icks 558 PR3 vt patens
artshve @@mnetam@m Metastizes Gantles digséminatad and they can infest
resectability {)atl ent's clinical situation, and

hifiererb orgasat hesamea fime: or dacalize 4@ a srRaqific @igas. insthe case
c i

p?dg‘;lgﬁathz%tﬂqg > éﬁ%%@h&}f@gf'ﬂ& g%%s. tatgycgmtm&c hoWever recurrence
c hebplognasis depend onlesdnyseriteriagubhtaso nésedtabilityapatients

o i Shuaor aandé‘rﬂ?mbﬁs,o{;mga%é’%%%zafyi;?ﬂ ors and
PhedrReekESH, 'récﬁﬁéﬁé@fseé 5u§gé§.ﬁgoth%?ﬁi§@§?t?g%ﬁc foci

effi cacy. Liver, |ungs an des Tare

orayarmesmt atitbe eshement qﬁdlagedsmsmneasc a:helmﬂhempyw an ideal
poor,,. Sens, itivity.of neta Liar t hose
oo PUE ST YoM RAtiehSard o BB Eeand Boisl Bhislty Pestemic
usgheRdthetpyf fails | Mahe PhyBblddialtddfieshd PRarmacokinetic
concentration of drugs. The need for decreasing or

| .nﬁramege&sr@rgnweépf@@r%asaﬁs efficacy n‘por tant and

q_li/&ahﬁ\ soI a )Jng% b8dé§§r$ﬁl¥r% |8R 8£n égﬁ?%ifg%gﬁheed to

Tver pert usion
agﬁetastas(li.‘atldﬂ Thegmwr,cHembsdrsttwhty\o&rmétesfasesonecdlrarly those of
Morris McArdle CS, Onik GV

W%@@&E%@"Q@hﬁ gO"CB@t"t'%'PX/\kﬁs@ﬁrqiﬂﬁrﬁ é‘h’ﬂﬁﬁ mqtgggs for increasing
1 [ t

e 0 o o SBlond 681 1RO BBl SE0RAE R o i

nﬁhaslicteseﬁecta;fobmlsaﬁnmmérurm dei'rdage orgardledieithe development

ni S 4B Seriqe pbivehiss Blidh iriaahisidn of anfifeaniagtic agents. (K. R
heﬁgnerT h@élﬁte‘if livdr pRHuSich. 3n: QMBS OLNRRArHIR ¢8COAIK GM! eds.
ordér 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
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therapeutic strategies for treating cancer, especially
net ast ases system cally. The object of the present

WO paoen1G28h t herefore was to devel op such a newPCT/EP2008/005831

strategy. It should be applicable to systemc

treatnment, and it should | ower the dose and/or

i ncrease the efficiency of tthe cancer therapeutical

agents to be applied. A further object was to

Nog&Mery f systemid BferdpaltitsCof tinidiCcl & A0 988kt fﬁ%rtvmﬂfr vasculature
system c therapeutics of tunor, i.e. to reset the

t utecthevfupetionality ef the vassulatute oforen-turpontissuee

vascul ature of non-tunor tissue. Thus, it is a

preferred objective of the instant invention to

ProNuglat i@ aprefeRéd @bjective dfdhé RistamtiavéntRsh fo BVRNA more
for cancer patients [eading to enhanced

pr@@?‘"éé@b Batter @éergtﬁd/treatmqmpfg) canggr patientsleading:tp enhanced
1
Tl Y e8] R P R e o sfual

nodel radi ot her apy, C|Ieng|t|de schedul i ng
ex erlnents The sults are al so shown in Table 1.
ri§ {d

riep deggription.ot deawingsyt 4 clinical study in

s
pr adidtbespyy mlem;g;lhge sabheduliigrexperineertapll be 4esulBuanesalgo shown

of . t'Fet}ll vention: The present inventions describes for
t h® ¥8¥€t'"-ti me a novel pharnaceutical treatnent which

| SFigagathot theeredans 6PECHRIcal @tuﬁ?ﬂi@"gllébl@‘s&ﬁﬁa t(QBM) The results
admni ster to an individual in a’therapeutically

ef akecalso shawountExaraplecd.fic integrin ligand in

crEGLBRIEA stibhs 188 TrBun R MoRRTS #5ays ascording; to example 4.

agents as descri bed herein. Advantagously, this can be
done according to the regi nens as descri bed herein.
Thummapy eftheinveptionist ant i nvention is the use of

at Th§ %?%sé)rﬂ?n\?é?ﬂfﬂnfs éﬁeécﬂb@? "fc?rr}hle tfﬁé’ﬂ?pé A ndvd pharmaceutical

manu ure I canmen éat ment
c atreatmenttvetiich is basedredithement corccepd irbtumsettherapy to administer

e Maaguating BsdpstCam elpefn AMAnbH shessintasrio ligand
f Ufnt&ﬁﬁbi?laﬁ&‘%ﬂ?{ e Bt hforégs%@bff e@tdh%'indthéfhdéﬂﬁlcaégents and/or
| east one specific integrin ligand and the one or nore
al kg«hc&rmm@hey‘apautnhegapt&as descrlbed herein. Advantagously, this can be
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
specific 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

W@ eosv10285cul at ure can be functional |y nornmal i REUEPR2008/005831

system cally applied integrin Iigands as defined

herein. Such inhibitors of integrin functions, also
referred to as integrin Ilggnds in thecontext of the
present invention, increase the amount of cytotoxics
anéorﬂékpéﬂtﬂb'ﬁéseﬁﬁﬁberﬂﬁ)rp veerBhSE HRP 8ot Bﬁéﬁbﬁmcs and
and/ or cancer cotherapeutic agents as describ

hec)épatatlgﬁ.t sitghnas chemptharapeutic agenmtsiand/on ¢m®p@otﬁerapeutlc

| cofllstadeRibefiTprh. ShtRe RelgRirD AgtiuiiRe hetine

higdrid€sn bBhan toddithaiRe tHe Mhbers Of leukocytes entering
| ndirectly increase the anounts of antibodies entéring

t hidertymar fellowingtsystamisrimamunacytelines harapyyandeaygirectly or

oripitdﬂggl;@g- r@&{ee %ﬂpf}@f\% taﬂﬂgpdﬁ%féﬁtgﬂﬁg he tumor compartment

nopmahtiamod ranabodiﬂ ¢hérapp/ onviasredsatagcesyitd antidamor cvaccmes
chan%es in the nmetabolismof the tunor
oxbydherEeerees His kelieyed that this {tenﬁswnahﬂarmw@tlanmmge tumor

d%gtn eﬂﬁF@ﬂ/ﬂFl@%dttB%ﬁaﬂ 8Sin {Hekﬁef‘éﬂcﬁ&ﬁ?%@%qmnor, e.g. a higher

era y, to become nore ef
f uxygemcmicemnatmhua ithegy tuangyem @hddhus dows exggen dependent

KEED U et PRSI KBS SR
C W@"ﬁﬂ%ﬂ&nélhﬂirrﬂdﬁﬁfn@aéﬁ%?\t’t Bﬁthb%kénﬂﬁvéb{ﬁﬁr?@ defined here

tunor therapeutics or “of” specific bio-indicators of a
syempirically lasraafsageint targeting alpheov-integans mathim theitunal

entapathieny M G TESeh Hig levefy o i TR gHhaREe or of
t hep@difs biccindicaitdrshest spsytemid m%lrawlﬁﬁfhtrhmbatpmdrl The increased
reagent, an i mmunocytoki nes, a .inmunotoxin,

r alocal mmmut@r@wcms tamer resisianee sneRhATiEns, ahdenhances
ﬁfeﬁgﬁ @?gggﬁ ||r %ﬂgg thﬁé{ apgﬁfﬁietr%;?@ut mﬁ)g{/Ht%engclasswal

' Coamubdmraﬁelﬂicer@yey\t s iewrhadotytokinesea gnoumotoxin, or a

conS| sting of cytotoxic agents, chenotherapeutic

%'”HHH“‘P 8i BlCagents, and as the case may be
o ind PR st bt coporsi

ef asthes coithesapewtmm&m thamapeuticallyt adtiveqsorhpounds, preferably

en‘gglglc{re dnftror’nt egr GS %Sﬂglsllrr\]é/ % E:)'/t(c))i]oxric(:e laateﬁfc's, tcﬁemotherapeutic
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, auBs 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
| igand, preferably any of the avb3, av 5, avb or avb

WO nioemta2s7 r ecept or | i gands, nore preferably anPCT/EP2008/005831

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

acaesdrain t&&@%kéﬁﬁinvéﬁiid@f@a@é\ﬂlé@ly_%%m/é compositions may
t hereof . According to the present invention

t halsgieupioyided by means ofehpbaimacaviicabkit apmprising a package

Do EnHB R 8l g oR B SHETREL}n iBiandl; o HRe gF idrevancer
| | eetherapeditid ayemtd/prefarablyairééscribiedeiarppile . edstoki and/or
preferably as described herein, cytot oxi ¢ and/ or

C heheAtexpeeN iC-anNar BRMUARIRNK BgPBISalfbsingle PRCkAGRSIQS in
Pagkadate Bonta e??.%@if?er%@?ﬁh%@?e cEHﬁn"\'} ur%?%gyiﬁaude

t hese COI‘I‘gI na[hl ons nmay | e optrona
t r optioreailly furthér tredinaéntomith fddiationzent i on rel at es

furthernore to a new.thera formconprising the . .

ad FDRIRNETSIONJRIales BAtHeTMase a2 neyk SETPY dormi gomprising the

r agdiot Y hSri ; : i sing the
LRSI AR of 8 ilbSuRfahd BBP, IAGTERIRY. S! N9

r abh thisheewdherapy fosmaopnmrising the administeatidraof améntegrin ligand

integrin |ligand is.admnister ri to the further,.
canegh ooaetese; iteS Rgurieriacfafire thaf e teariighiid s

t OadhiStePSE PFiot Y 8R! fuRfer EaléattdoMerapeutic agent. NA kB tontext,
has to be understood as a cancer cotherapeutic agent.

Geaecerding, totthepresentrinygntion; aadigtion.oife sadipthesany has go be
ho f nore preferably 1
toHéaﬁrggaeqdogégtqewgen%gf)éf)ﬂ‘cetzg??go%'bo e further cancer

cot herapeutic agent. Even nore preferably, this prior

2" Bonerail: thi Pror appiieationdskss piacs ek Ik peereratly 1 to 5
appl | | f r . '

208 bEO Fey 1 SF0gE e AHIRBREAHE R concr

7 bothefapeuticegeipEvemmare préferaislyf this peor appliation takes place

or 205 S iape AL FORTesROMBAoS Bt RS PORTeIREeLATER) 2 FLp FLEETBre the

prror oht L T S o b O
Asaﬁgncsaﬁigﬁ tﬁéfﬁ.fﬂhértéa%\tde@&otr@ra%éut@ﬁémpgumbs Mo 2 h, 2to 3

by the data contained in I's application,

t hb, 3ftd 6ch, 2D hddmdyta 6 h 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

W 208®128ace 1 to 8 hours (h), preferably 1 torPGI/EP208316h5831

nore preferably 1 to 3 h before the application of the
further cancer cot herapeutlcsagent and even nore
preferably this prior application takes place 2 to 8
hours (h), preferably 2 to 6 h, and nore preferably 2

t 024, 12 toed Y 8t Beh, 2OR) 5 B Pl Ph Bé"f@ref H‘feté}ﬂ'!hc‘éﬁaﬁ%'f the further
cot herapeutl Cc agent such as 1 to2 h, 6

h, canees therapsutig agent: Wltbéew@ctttaéhamenaam t@ns DIHOI‘t mpllcatlon

oL R MRS A i M ISP B

al spplicgitient.ed to as "tinmed adm nistration" or "tinmed
application". However, the data fromexperinents with
human ani mal s preferably shows that the tine of the

abﬂ\’)@/e% He %%?&frgn'?g ;?é;;flmgh&q}dﬁﬁﬁ ppﬁ?{ée@ﬁ@s preferably shows

Ilcatlon can or nu
f atttab thel tilme &f theabaypisialideszribed 4nd Tiscusdetif“prienggplication”

DT P S S S
anB{F@L‘é{}} eslnktﬂﬁ"r‘@sﬁ&‘?séeélt RISPOUSL Yinfl B n%rg hpﬂlﬁsr?éﬁimals,

e applicant w shes not to be bound
t hesm@clallwrdddnl$wshtamts arsd mméaraaimals is kaownearsd

ibgﬁ’g'\%?‘téi?’%@f a Fﬂ‘ésb%dF indpg Iﬁt"I S/B@B% g%h a%ﬂa Rt Wis teigcnot to be bound

r 96* (2 313 $héd‘rydhé believés that this \Giferehte i2at leBst Spart caused by the

erent kinds of aninmals. For exanple, for conpounds

sudtﬁfea@tmﬁarm@pkin@eg behawion of the diflerent species.wiugh i/ a. reflects

nairy et ) e SRR Rnc B R RTa e, or

W Ebimnpodnd® stich aslcychipeptides chalhalfiives in ratdagually are in the
Accordlnfﬁjéi‘/[ a subject of this aﬁyllcatlonlsamahd
f range-efnts0 awaptﬂs wheseas the halfyesfin duman gaimals for the same

d t
or papBEfias ARy GIRE) 21 NE Ao Spollals ROPRER 1)
to 32 h, nDre preferably 2 to 24 h, even nore

fer bI to 24 h,. even nore prefe

bl tQ 20 . h
P ceadindlvia 5uaector R aPriRYPR Anefo tdidaimept andior a
t hghelttsd Bﬁhaﬁ@marecaé asgém%& hovIB8lbw, Wherein the pnor

alternatively preferably this prior application takes
pl applidatioo mefemalulystaKm plqaee‘fta&bhyumo(h)opmemblyaado 32 h,

MO Ry R PFLERAN . 24 R, ReriBFL B Gretdty IRB2ER! L Blore
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 2foeorees’ to as "timed adm ni strati on" or "ti nRCI/EP2008/005831

application”™ A further subject of this application is

a method of treatnent and/or, a nmet hod of manufacture
as descri bed above/ bel ow, V\A%erel n the prior

appl i cationpreferably takes place 18 to 23 h hours

( hprefarablyetakbl plabe 1®t233 M, hcm?ré fhPpRéRraily 2020 2Ph2mhoke

before the application of the further cancer

cRRETapAQ 0 ddérkefors the arplication of $hepfusthar sianget hi s

b rftheRRRUNE Bl dr iR p ERetabhis plOLABpISHign fakes
beflace 25lte mﬁ)hboﬁ (h)npm‘feﬁabﬁy 251t Bo™, @mdanbre preferably 26 to
hé[gera euti c agen respect tothelnventlon

pefere tﬁﬁpﬁﬂp@ﬁﬂ'% OBPheafa'ﬁmﬁr sanean eathempsuso agent. With
app?Pé@ﬂottﬂ eﬁtio‘ﬁe ﬂ’né‘ﬂﬁbp?géﬁﬁloﬂ%r SHmiin} étlnéFt‘% n is also

cation wevet ferred aspec
t refeérnad tmas I'tmed tadoministdaéion’ oe 'dlmﬂmpptuta“tmini' on
(regardl ess of whether the patient is a hunan or
nonhuman ani mal) of the specific integrin |igand takes

pl H@ﬁe@eﬂ th éQnBI%UGﬁl%férPéd aBpEEtIF RS ?’ns?aﬁﬁqgg%ﬁl{i%ﬂgﬁﬁ timed

preferably even nore preferab
e\aﬁmmtatpne(fegaulgﬁsaafwmeiher thedpatigmd s alhiumaih bondnhuman
ch an ,of EQe one, or

P ATioA A uhe sBRRir idteof y8ant ke iade 1% 0 FO0E Ty, oreferably

h 2 ﬁ) 8 P, 31cge p?efe@aﬂiyfz t026 hoeﬁer‘i‘ mcﬁetp(i'e%rgbly% fd)8 ?aeren more

5 nr@fexeblu 3 tpn@@ a@d esmalhﬂ Ho §rfep@¢rrf@dhefanmgam obthe one
t
SRR e BB BoBBR kB TR S5 T g 200

W2 to 4da$2€tot6 ho2 td8 H, 2vent0 kN3 té Biks 3ol 10 ha@WbBQﬁM w10 h, 5

or m pi strati is also referred to as "tinmed
adﬁ@%ﬁ F%ﬂpéh ?‘dﬁ Is @3RI RIefeserd ibire ongar Mesgrasncer

t ‘bo?l?ér‘égé?l ; éﬂf? 6Brﬁb @é étha)rr‘Pél tt&a‘a’ﬁ? gacﬂa%ﬁ S?Ebﬁgi# &f external

he spe ntegrln
s diednp radiatimlrﬁ\/nthsre:saemtdo the lrammltlonammpnpr apslicatiby or

it S Tt kn 35 e aganisyRont oF tmed

eXxppitation adm nistration of the specific integrin
ligand starting three hours before the application of
the respective cancer cotherapeutic agent is to be

" SAh ggéjpea& té s&icﬁ'ﬁ%ea %'Hrﬁ‘nh%&ra%n W timed 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@formegnti on, even if the specific integrin PCOEPINOS/G5831

adm nistered by i . v. Infusion that takes an hour or
two hours to be conpl et ed. F?IS definition of prior
application/prior adninistrh ion is in perfect
concordance with the understandi ng of the ones skilled
in the art.If the at |east one specific integrin
E?nd is admnistered to the patient in a tinmed
he atleast e apedcific integdn ligandinadministeres tof thegpatient in a

R A TR

t Qhé Imetcbrrmdr@d@ﬁ\@r?ddtlﬂénaﬁéuﬁé abBAtsSIPRCEdrhBinedtvAe . IWith
gand in conbination wt Oor nore cancer

cd?ﬁ%?%fﬁ@dh? dmagkadministratian of teespssific intagsim gand in

agent sh n@?g}}gr&%ﬁgrab F?rr‘réé% ﬁ%&ﬁéggéggghg gtlslpé%fg{ably
ortiened vmtherespectﬁtb tbettwteratpnuﬁei ?rw icbtherapelticagentsomore
nore_c cer cot rapeutli Cc agents CcCoO Se

- RiFtarARh dismed bibaesareto aldpastionehina sapest otbetpeutic
h t
fdeints. If {He SndBF nRABIAhELS %@gﬁﬁgﬁ%ﬁg%@{p@gétﬁ

Ieast to the radi otherapy.
t iradidvtherapy; espemaltynradiothempa/mx:dés;critjedt kayeim the Gened

cAfPisPRe SlISoR aH s ot ast 1 facifferapy '
admnistration, the prior admnistration of the

specific integrin ligand preferably refers to a tine
prEspeciallytprefesabiynths timet @dnonistratipo ol éheyppecifio integrin hgand

B0, E5 ey SRR AN e pbebboutic. Acsorangl

C Ot ket &mutadrnmmmmnotﬂepnwwmrrﬁ@handme@fané spiekclficiintegrin
the tine ndow gi ven by the tined adm nistration of

t igasg eeeferably re $tqﬁa|tnr@%naoamtheradrawﬁtfﬁtm@&raéwﬂaerapy
deHde@\F M mtaH dadi o Pﬁﬁ Wadm Py 53% %dpf R@ted' the one

rredafnnst ation’ theseC| C|ner|n
r e:‘rensretfurthbecam:enncﬂhempleutlc agehtseothpema‘n radmstheg;pywthm

BRI o) BBt by Sk B

t mgaﬁd ranal tﬁbra@inh.ﬁrgn%fnomﬁ ofe%w &f%hk %ﬁ%&abygand

such as 1 to or 1 to 3 hours after
admnlstratlon of this specific integrin |igand, but

OB Bt Bl e 2 o ordBe Shebiie i ERtinlgapd refers

bes et atiinistiaion of fhdt $ Ui intJrinVRgahdPand Bfe radiotherapy, and

radi ot her ap ?/ 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 2 or1to 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@eoodelizsery of the radi ot herapy.|f two or norBCT/EP2008/005831

specific integrin ligands are adm nistered in a tined
adm ni stration as descri bed rerein, the timed and
adm ni stration preferably Fé ers at least to one or
nore of the specific integrin |igands and nore

pr # Wb 7 InYoreOs getfid intedtin ngﬁrﬁissé}@%dmmlstéﬁe@th dtimed
ligands to be adm nistered in the tinmed adninistration

asadiistrafian asdeseribed herein | the sieneshand adpyaistration preferably

ad Sty
"CBEIEATIB8 ffe AR BRI huddih 538 nd ore
t hpweﬁemblthmetheltm/or@dnate spedifie mtegim ligamdptehe adblinistered in
done aft& he, adm ni stration of the integrin |igand.
[

ThidedHne m'aﬁraHOB@Std?@capﬁﬂ LRI agents of the

conbi nation therapy according to the invention can
optionally al so be achieved substantially concurrently
or ltshquidribe ahdgrstdxbd that kin®admihiatratiomof angicooittination of the

al ternafl ve out es [11 ér devel opgﬁe;:gt %1&1 gr om h.
| f PI&REN 6‘&!{38 e CBP 883 Y8 asePRIPaRIRADY frdia PABISTAPY:
t owRBtdif Padigtién ‘?Fe%%eh%‘ér?p%fem%%dh% areet tHé'a‘&ﬁn?lﬁtratlon of

ot her receptors and signaling s. Therefore
p htheninteguini ligandc dihigi athnunmhsatloh affike diftarent agents af it

St varPbBRioR Ry uonbiifd B eRuof ERodTERany aiso be

vaéctmésed BepStaAtaNEcOERTerty- or Sequenfiaiyrat i ons
according to the present invention are useful

t r das kwaﬁhptﬁummeihﬁ@ afternative reutesifor their %\uallgpment and

de@&"@é! Q We;\'%\%e SSbBE‘?EI ! e orﬂgﬁ @Leﬁﬁscﬂﬂvlgﬂ to switch to

hgamher fcﬂﬂeﬂm*‘%ﬁ@?lﬂb mdajbl mges&gir receptoes and fsigrea éiog

the tunmor cells. Preferably, e, di fferent caqnbine
ageathyays. Fhere&@sél?ﬁ phﬂva%@%waép gmﬁ%@tﬁﬁaﬂ PEgseqt

l o i
coPERGE i IobR seerd of Sach pRNShIS dAHIBReRE Eatepies of the
of tdmmvearnmgrctvhrm dosmq).ferltllye/amupdhemeutlo imgoefitsi dhe,

agentE and t hera sent ..inventi

S eepiriliony SEEORING 1o ind AiksBhf RuPhtied 4iE Ls8lu in trepting and
t h&rév@ﬁhﬁg RGRofs, tashorlire a‘hﬁfr%ap‘fasﬁé Ysgratedand tuimor

hi gher dosages. For exanp g the I owering the
dogwirstasesirwhigh mevebmcandastpva ¥ estigaiomef heir rglevant hormone

' ed%%Hors vblﬂcﬁ I%?e H‘eesoew "Wdthe 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,z 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 owe012g7 t he i nci dence of adverse effects, anPCT/EP2008/005831

i mprovenent in the quality of life of a cancer patient
I's expected. Furtherbenefitsg,of |owering the incidence
of adverse effects include ah inprovenent in patient
conpl i ance, a reduction in the nunber of

hOB@héﬁtb'oﬂdW@ﬂ’ﬁg fiReinefidnee df RRiverRoéiddts u&flu@é’éﬁﬁﬁ@rovement
effects, and reduction in the adm nistration of

anm RRtisN cagmila@cge@d@@uqt@ntmébe npmheragé@@paalg@tmnsmeeded

I d
M s S S T B
t hanalgesizynits neéded to teahpaineassdeirted withntbesadverse
pre&erabl showi ng an i ncreased expreSS| on and prim

of € %f nalivelys themethpds,akrd gpabingtionef the present invention
al phdakd rWaFﬁ’ﬁlk@ 156 th &ﬁ@@ﬁé&' éﬁf] @Y%B‘d@é& ccvb in

therr vascul ature my successfu eated by the
co'rlfbnms; i preferably sHuoaving @ntincreasgrexpression dnd grinting fof specific
i nvention. The conbi nati ons wi thin the phar rraceutl cal

t r et ﬁéh@s'aa ERRIaPWES @ theralnhapwitegrin §ﬁ6§§ specially ayfs
LB ksl NSy BB ShET B s BBt Dk BLEL g idre

on O rugs rea

dl aamb&wt@hs@mdqnelrabdmccrbgmmdcdwru tdiihleﬁhv@htlon The
studies while no signjficant adverse drug reactions

mesa@méaaé@nawu\m Fhe pharraacautisaliraatmentsicoording te dam invention
%ﬁ&k'a‘ﬁn?gtﬁhﬁhﬁ?é néﬁgé@éaﬁfggctf aaﬁgwu%ﬂﬂggﬁ% Bnftfindtion of

i camen |ne use
c oghigsareabtundrestamkirngand rdesmtegaatrmnd:omti breemmrved dering

medi. cament . co sin stinc
(arlsiedyaigs Whilsad Siantisent advetss diua Teatiosoets detegtable.
at | east one speC|f|c integrin ligand, and a
conposition containing one or nore al kyl ating
chPrefetred sgmebodimende of the preseopinvention yelate toeast one
further cancer cotherapeutic agent different fromthe
at | east one specific integrin Iigand of a) and from

tha rﬂemdarfoﬁmeepaidw@h iof@ rabaisahtait dpetel tinéd antdcophbined
b). A nmethod for the treatnment of cancer in a subject,

coHpe BsicngobinatipndbeiapySoethengeatonemof capret ttheamedlcament
| eaShpPRefRgS PRstedtsly I P bisBinkt @¥ete) application forms,

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

c) administering to the subject at least one further cancer cotherapeutic agent
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b) adm nistering to the subject one or nore al kyl ating
chenot herapeutic agents, and optionally c)

w@eiwpiesering to the subject at | east one furP¢EEP2008/005831

cancer cotherapeutic agentdifferent fromthe at | east
one specific integrin Iigang of a) and fromthe one or
nore al kyl ati ng chenot her ap Utic agents of b). A said
medi canment or nethod, wherein the at |east one

| ngiefaFdrit fidra AN at ﬁea%@bﬁétseec#wmebhﬁ I@hﬁéﬂ)f%‘? %‘hUSderﬁQhe one
of av integrin inhibitors, prefera D%hav3|nh| bitors,

noet mere alkylaling d;am@th(epa@tmqagmbs k- NMeval ), the
pharmaceutically acceptabl e dervatives, sol vates
and/or salts thereof. A said nedicanent or nethod,

WhATsRlid midtfcathe hEGSine R, Wikt ein-thett ‘Péa'm%ﬁe' iptelgrinAl@RINd is

is selected fromthe group consisting of
chseiecnedrfmdhe @aouragenslstm@pf ot htearimigdikitors, preferably o.fs

t rHers. Be SR B i LAl Ch R R RENE e e

f op@medceldically hbesptaBkt deﬂahhvesefsbﬁ@&eyanaﬁm ¢Bits dherdbf.
| east one specific integrin I|gand 1 5 preferably

beAns@ut geskicargent onmnethody vhaseibdheial dear) ase eancer-cotherapeutic

RSSOl 2R KPR B iyt Bt

?vmmégémhl memew)@cbhgemsram radesthemapyvat es
/or salts thereof, and b) a therapeutically
effective anount of one or nore al kyl ating

fﬂg:gaéggtﬁ{tﬁggﬁdtﬁ Sf‘Eéncé}% téiﬁgﬁ‘ﬁ{débe‘ﬁheﬁt dosage forms of:

ective ano l'east one
f ua} heetherapeeticallytdffectipe alrmmjrn@éat lettist beeapecificantegnia ligand

The f;%s?eaaﬁﬁuqéﬁélséﬁcgéc?hgﬂb oRB et b heSHh
b), Rhi gf?/f@jﬁlélg N gnn.ﬁtcﬁgmnesfsb ?r%b‘ﬂy &ws (ﬂﬁbley-Asp-

(h), pre most erably
h pri IPhecNMbb’at)pme' plarnuacenftically aeaepiabletderyaﬁws Iseivates

characteri zel? h’nﬁ’t hfa i,t wll be advantageous to give
det ai RHO[ p2lts thereehanfo and how to use the cancer
0052% ﬁ\%%’ﬁétﬁlc%w iechvd) an{o@f#ﬂ ot Bﬁé %@Ynoﬂenall%ﬂﬁﬂﬁgt i on

Integrih ligand in formof a specif

pac k aiemptherapsuticagentk ans optionally and si mi I ar on
c) a therapedtically effective amount of 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),
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
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Therefore, a further preferred enbodi nent of the
present invention is a nedi canent consisting of an

WO p10eg1a287 | i gand as one active ingredient, desPGHER200$005831

be applied in conbination with a further cancer

cot herapeutic agent, e.g. prhor to the further cancer
cot herapeutic agent, e.g. A*fhe case of radi ot her apy,

and contained in a container or simlar, the container

gi Kidigtheragyo afddonitéinkd v at@irtaihefof SiFilaH Cﬂhb%ﬁwtameé 8lving in
ot her technical information on how to use said

mefaraeefemitingdetaisd iastrugtionstand/ercotbgntashnical information on how

ol T pAdheaRBRTH in fofpitiieh WRTREFbadcbredfuftaBiftc agents.
ofetgwwmrrespetttbrmerabwe a;ﬁahtaﬁomsaméﬁuiet | east one
specific integrin ligand for the manufacture of a

neeufeah@mrerf%nre@ gegdinentat therpregapiinventien is thetuse of at least
maghg @F}E&ﬁc lrﬁegﬂre ﬁgaHﬁ §6r th rﬁ?ﬂ@fagﬁ}rbcﬂ? aV\‘nEQ GnéitSoPihe

nore a her apeu ent

optreatmaérit}ofka:)anoee wihersir thefmedlcame:rhwm be uspd i combination
agegﬁs other than the at | east one specific integrin
| i Y&Rd and the one or nore al kyl ati ng chenot her apeuti c

agsﬁbﬁe o%rgg;deﬂkﬁé%&wgﬁiéwgﬂﬁ%ﬁfﬁé !ragehtgt 584 o tlthWd

t he’ one or erapeut i c agents (

anbl) one ph mareéunhemdnembtheramuttﬂngmtth etkerdbandhage i&ast one
ot her }han theI at a& one s ecifin%cJ in.e r'hn Iiﬂgand .
antPEHIC Bikedry} lgap aﬁ be QPP &Ry "&@8 pMotigfapeytic

( bageévitg, provi ded and/or formul at ed |n(to) di screte

app?l cation fornms. A preferred enbodi ment of the

prwbergin mﬁ@ﬂ ooe speelficristegriadigandathropne op orareralkylating

P ONABERE LIPSyl Stk ot =

I nEhdrbthieragewtiy agete wihéthahahaat st oak spexifiesntegeim, ligand
wherein said integrjin inhibitor is an RGDcongal ni

|| AR hephe pE Mererlkylatig chRmOthaaReulizagents (ahar Bryided

DCBRGES Flyiieg D) asEree dipleaiarRan oo

cycl o( Arg- d y- Asp- DPhe- NMeVal ), a pharnaceutically

SRS s o B e Slich bl RBlSSly o

al kyredpdHid BRRFMSEARRA) c6mPB8RbnawherLih M8€ said integrin ligand
is an o3, oyPs, ayPs or ayPBs 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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herein, and optionally one or nore further
chenot herapeutic agents other than the at |east one

wap@eioid287 i ntegrin |igand and the one or nore PCI/EP2008/005831

al kyl ati ng chenot herapeuti c agents as defined herein;

and alternatively a pharnac$ tical conposition,

wherein said specific integrin inhibitor is an

anti body or a functionally intact derivative thereof,
CofRIchBings & Ah @#ﬂitaee%ftaﬂwhte@'ﬂin%eéﬁohop@ r‘éBM&ﬂSc@B from the
an integrin receptor, preferably selecte romthe

gr FeYPt antibodes erstheir bi-hei monovalent derivativesr(Fab’'2)-(Fab’):

ATelEBR, Y7501 VR Abedn anciah @ cr 1tk B e, chToss

humnbaRed, 6hinttd @n@ﬂé-iﬂﬁ\dﬂlﬁé@bé&‘i’oﬂseﬂ@ré’éﬁ?élﬁﬁéépfogether

included, together with, optionally in separate
cowithi erttonaly ipseraigée coataingrryar Mackages amaliatipgut i c

a ' ' onall n r._nore
ARl AL BB SRS o e
| ectrsmotheraperdict agerits ottgsrithah itigs atlleasti oh® @ pebific MtedFih Sigand
al k ({eati ng chenot herapeuti c agents as_defined herein. )

A aﬁ ther ?rg% O Fsaialipating cheraofiesapeitiq agentsiagrdefined herein.
relates to a pharnmaceutical package or kit for use in

cancer therapy conprising at |east one integrin

| | Aypnefermededrabadimerd rof dhvd Bresent ivemtibA qelatedd & phaghadeutical

receptor inhibiting agent, nore preferably an . )
RAkae TG EPRan FaBrerIpBTARY CRIPIEIRS 2L 4sSt oner iptegrin

C - - NVe f QI : kSN[

o e PRt B Rl e br co B4 IRt AUBREAGy Ao agent,
arrdocqapierﬁeraibllwanmmcmiairfgﬂirtdwror@Iyeﬁm?é;emmmﬁpbcially
agent s .ot her th h t ast .one specific integrin

K &ﬁﬂi%-gﬁYﬁpgﬁE“S?N%k)@ia?W% f&ﬁ’é@rﬁf‘f?é'ﬁﬂ%@"&i c
agHEnfotAsrapiutideh e 281 dbfineBtHer 8R! bﬁg! ti%ﬁEFﬁF éﬁﬁ or more further
containers. A further preferred enbodi nent of the
prehesmetherapavticagents athes than thepatieaatene specifipintegge ligand

i & ' i.d. i.ntearin ligand,is an.anti r .
oreri e SEREDe Ayt HaroteBiiiuin 3dthss s BbAdigrein.
t heptighallp irnteparatd eoht@giers 609, P 1F6, and 14D9. F8 as
well as Vitaxin Abggrl n, CNTOO5, Abci xi nab, further

cdhfthariyetares aybadinmentaidhe presenidueniiongelateato a
ARSI bockate 71ICAI M AR Pled T il B riboay o
spcadtive derivedivertheregdnereferdblyhselected dronthie group of antibodies:
o 608, P IFG BB as Wen MV “Abegrin, CNTOSS, 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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contai ners. Another further preferred enbodi nent of
the present invention relates the use of a

W@b@paa28Ut i cal conposition or a pharnmaceut i caPCREP2088005831

defi ned above, below and in the clains, for the

manuf acture of a nedi canent, to treat tunors and tunor
net ast ases. The phar maceuti ¢ treatment usi ng the
pharmaceutical conpositions and kits according to the

| MMeNbhafindEsutiRal BEARRRRNISHTY tf@ﬁﬁéﬁﬁé‘d@dt%a%omposmons and
sequential ly, by a radiation therapy.

pHeisraaserding 4p the imiention nay be @m@tﬂm@md;fconhurrpnﬁys ont

vV, enefits. The conbi nations
acc%&nﬁgnf&% %E&E)'%@é@ﬂl%%?ﬁy/enti on are useful in
treating and preventing tunors, tunor-like and
neopl asi a di sorders. Preferably, the different

cotis pearmacavticabeompinations and methedsiafithepeesent invention
t
o0 Bl R R LR yfnd BECARH 1 B plSen?

clinvertidn avet usefuldingreatingeatef plevehtihg temoryg tamerLike anaf
ents and_t herapi es of

{ MEopAa HEoriein Froerakin iheleignt combinaghagents of the
'ﬁbé‘é’ﬁﬁn@em 5!%3§dmnh§tﬁﬁe%ﬁcécgﬁ5‘ﬁ§tl% Q"iS\Fvs@oseﬁ that is, at a

effects assocliated wt sages or ex
bydasbdoWevxmamgas; beeda agentndnallyalwnluh lwnm:aesltmaim@em benefit
doxor ubi ci n, gentitabi ne

h
28R S 053 B fiie SO BRI omasIans, doants and therapies
Vet F?I'i’é‘k)?éberﬁ‘ inRMoh Rininfstéred tbrf A ﬁ\%ﬂ:dé%ea decrease in

severl nausea and vom ti ng W result when
cdhgamdiem@ ohadverse effects associajed witthdsghesdosiges. &or

c orvapite B e BN BkEfinte et R ia gentisugn as

t ethotregaie) d@Rbﬂﬂﬂdﬂthém@ftablhé doestaré|, parake blediycin,
Iomerlng the incidence of adverse effects, an

Ré/or Melpbalgnapireguetion infthe drequensy @nd tE&tSGé/ﬁﬂtY of
' E fd
E D8RR forifng Wl IR BRR cerhded PR AR ot pigher

palosages cBimilar denefi tsaaneechmemlated fohthersonssurads,
for the treatnent of adverse

e PRSIy 2RSSR TS5b RS CORMMANGET Wbt miparn

?Eﬂt 955 éftssgﬂg'& %r?%’rﬁ Gvdrflioh’ BRliowelifg #5% iR & ddVerse
effects, an improvement in the quality of life 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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Al ternatively, the nethods and conbi nati on of the
present invention can also nmaxim ze the therapeutic

wW@RG0e01028t hi gher doses. Detail ed Descripti on RPET/EPI®08/005831

Invention If not otherw se pointed out, the terns and
phrases used in this |nvent|_})n preferabl y have the
meani ngs and definitions as given bel ow.

Mor eover, t hese definitions and neani ngs descri be the

' “t‘h%@é'dé'ﬁnitf(‘)n@fﬁrﬁi HebRirlgs dERIiBEtRE iRENHIBhTR Mdre detail,
i ncluded. If not ot hervvl se pol nted out, the reference

toprﬁf@'M§thdlmebt§ Insbldedccordl ng accor di ng to the

or b FOh RER IR O REclol fi kengs b AL EmBEod fobBTisae
S %é@rﬁ ingrfstordih§ to the mv’éﬁhwh PrefRPAtIy Asti0dés tHeRference to the

reference to the integrin ligands, integrin

arRhaaraceuticaliy aceantablegiarvatives, solvates ara@ salie thereof. If not

SUEEISE A BSR4

acartpgehists, diaegahlag@msw adswehasahd referéncd teetheadancer-
Even nore preferably, the reference to the |ntegr|n

i ‘“g%thﬁfac&%‘l I5.agents thay are Fomporadanprelerpbly insludesithaes
{ NondiPICERABANY SELNABIE AN, dBIARLS MRS saROUIETEBE Even

salts t ereof, nore prefe
phaormpmf&ratﬂy Itpesefereﬂmtmm intdgri Itgmdemyclca(lﬁrg-Gly-Asp-

lsﬁgeml@%g%ﬁ)eglgé ?q%lg dqsh e aqr{g}aa&%ﬁ £ yS% cergficglgtdaebr\llgtives
%%@@tdlﬁhélﬁ%é%f hord b?éf@FéHN'l’h Qltméceutlcally solvates and

A
conbi nation of at east two disti nCtéTF era y orns Sso
cosditsriberenf and ¢speaviallygprafereblytbe phanmacelticallycageeptable salts

Y. 0 cutive manner. In a
pr%'?gg‘?f ﬁ%g)%%}gﬁtm%?mﬁ% present invention this
ey ScarhBina€ioh ithéraipyh |so;5re49érabn/t rReahia Icogrbitativri 6f & least two
further cot herapeut| c agent. is inpaortant to note

t reistingt SReapatToBRS tsﬁé?%l?ﬁ“eﬁ laéftérfﬁﬁnya ¥iBgle theranastisabconcept
I 3 fienpOsiiey BeheeatpbTRaRudi cal composition or

contras in a preferred
e nlincwl br@etredfemusmdlmem efithe pmeseht mvehhen it egeans the

Sinbieaton e niesendgand vith 8. 1upheiGdBeraseuiic agent. Itis

AR R0 I

t hdistimst andédrsindleypharemceutical composition 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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wi thin the neaning of "conbination therapy" of the
present invention. "Therapy forns" preferably are any

wore@n®1028es and/ or fornul ations for treating BERERI008/005831

known in the art. By the term"distinct therapy forns"
therefore it is nmeant that t di fferent nmeans, uses
and/or formul ations for treéd®i I ng cancer are conblned
In the context of the present invention it is

Pr &yRbhGsh: Hté@ruﬁ 'IIQaf'ldi)r ?ahdt@ abBliéd pribeth ﬂﬁ%é&ﬁhdfﬂe%py form,

has "anti-integrin activity(synonym integrin |igand),

anarefgra@,bpfqllewnrpg ther sehedute as detaited: atvepy f or m

R I NTAY A e

pfﬁi‘a@%abb &qFeritRb Yheaaagrih hgéndiv&ﬁémé%ﬁdy tsoamﬂi%d Therefore, the
|ntegr|n | igand radiotherapy is applie Ther ef or e,

t hterReicomuasitiasseemprisingrradiothergpy aii therranigxtofithe present
b By 8588 ok BSB L pRE AR, FSi3oBRby as suon

a phtatoraphatraceduticahpomipobiitiontto blecudegkih domisinationaithon
wi t h radi ot herapy. Wth "cancer-cot herapeutic agent"”
or FadithgEARYpeut i ¢ agent” preferably a cytotoxic,

Ch?\ﬂﬁt t&%ﬁ@@reb’&t'h‘égépélftlc' O&P’Go%&%ﬁé&tlé a Eﬁta'btreferably a

y preferred’is ra herapy rece tor
reyietm«m aneheatheEpeutical @f immabhgtoaicsagarntlie meant. Equally

menbr.ane bou(ﬁ nmenbr ane associ ated protein or
gl PEEtpired & %‘?P‘ﬁf’ﬁ‘@ﬂ ng one or nore domains to which a

| 'ﬂa%e?it&d%r“‘fécﬁﬁfd‘f‘rﬁofe%ﬁ%mw réfbibifa GIIE6r ndmbrane

bi ndi ng 'the |igand, Be an agoni st or an
anbegruth 05 metmb'armaoarate@ pa@telmarc @liicoproteincomptrissng one or

" gl Honihs . Bifin 8 Bt RS g A BeeBfbriidang qomlex. By

napbinttlg e Ilgehid) Qihich ARayIsH ae a‘gbhi?slﬁ ob ahctﬂ'ntagdsmSEMte‘eceptor is

nol ecule to forma receptor-|igand npl ex. The term

|.gmt¢%@rmlvawm mayantﬂa ar §l0§ p@rﬁ'awebms@mag

\(/)\/Ir BD @@g ({"adr “gé&)a#ltéﬁ e;f%lé%ﬂ{/h\‘@ taura}:raqgﬁgklﬁfhenc

Syctbrlnﬁbund edhitio bindisvdn rerte;ibomﬂsletdmie toeioamtwrecte:ptbnehgarw
sai.d rec

anEoep D R EBHESNOdorER SGpRET cragiysts, ANG PaTTARynds

a mhfbwa@ggﬁﬁgtyma@&qs{é&w_r bi ol ogi cal processes.
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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By "antagoni st" or "receptor antagonist" is preferably
meant a natural or synthetic conpound that has a

wheeboyi2éal effect opposite to that of an agonPGI/EPANS/005831

ant agoni st binds the receptor and bl ocks the action of

a receptor agonist by con‘pea%ng with the agoni st for
receptor. An antagonist is defined by its ability to

bl ock the actions of an agonist. A receptor antagoni st
NMBYhEedth Siﬂtéy?irﬁéﬁtbﬁéﬁbétéﬂ inAibitordNBIofrite AR Peddptat Antagonists /
effective fragment Thereof. Preferred antagonists
acintkitoigy’ preferablypiedersrio a natoraliasrsyatheticsi metgcaled preferably a

A PeEs ool B bR ABIBRE T PSSR steBrér 1n some
| Nbaded, Ahe terpd RicRIGYR anthgbrists difedteddd tarligatids of said integrin
synthetic nol ecule, preferably a synthetic nolecul e,

t heaceptersi{suethas iferiifiat vittaneetin dibirin, fibdregert, voniNVilebeand's
e B iRoh R R T30 T ghlfpecin an
Rl Tor i Horerd i DA RoniS ¥ ol a% rkegnn

]\C/i tecmpg%xsi?g tEa‘reaiermd)_aziaccor%:]ﬂgr'comm;z1irivenaai_ncl. lrite%mn(aret:ﬁptor)

or avb6: fibronect]n tagoni sts.di rect to t

| neBEEOR ISt BE B GBI o SRR PRI EY R RS,

'ngFéﬁﬁ SHimé e ShilinogFARMhS! sudh8anAtibadies TR¥umional

ural or synthetic peptides, non-peptides,
pefragohentsithereef, or imoungcobjugates, (fssion pasteins)i Brafetred integrin

(1 meiors3bih ePrtsh are AFGGER o aBPeRIor Ahiis MGG Erb e 9- s

t he 4 nyeant. efl t : ; totegrins
(T PTUTE AR SO BISLER (6 fcred ARSI PIHEiR abd S

I NnhAtIgonistsand ingpartieular ayBanitagonists. Prefencd ¢, antagonists
particul ar avb3 antagonists. Preferred av antagonists

acaeeerding todheHaventipganarnedRGh repdites, egptidemimetic (non-peptide)
oent | . : c ‘i ot o _
DB o RO e BRBTER S aptioeis bocking
bl a¢ kedegptens. recept ors. Exenpl ary, non-immunol ogi cal

avb3ant agoni sts are described in the teachings of US

5, Ezempiaryandnimniinodegisalions anédganisls aradegeribed i ar e

pell (A ies 6T 1S 27 E30 RS, RE RN 15 PR effpgonists are

enfigeweshd 6ydlic) REDEconthiming peptidss. Gydiit Peptidles ar€ais a rule,

ant agoni st of the invention is, however,

cy B1ase stakje @ng-elisi-anpprhanced serum half-life. The most preferred
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 aB3, ovB1, o,
ovPs, aubP3, and preferably especially efficacious with respect to integrin
receptors ayB3 and/or onPs. 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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NMeVal ) (ENVMD 121974, Cilengitide(r), Merck KGA,
Cermany; EP 0770 622) which is efficacious in blocking

Wa b@olonpeyrin receptors avb3, avbi , avb6, vbdPCI/ERBS/005831

and preferably especially efficacious with respect to
integrin receptors avb3 and/8r avbs. As is clear to

the ones skilled in the art;/ " the cyclo-

(Arg-d y- Asp- DPhe- NMeVal ) can be al so applied in the
COBUﬁébleqfeﬁti?ﬁl b Wellds pEptRItmiietic nbRgpdptide) %fwta’@omsts of the
physi ol ogi cal 'y functional derivative, physiologically

ac adin /acm | deBs indegnire recepio h@teebeemdescrabemboth in the scientific
ther referab lie t her
coni frentferafite, Bor ks DRlel rPlsiencB mads tf tftestia'and

COopbakeér, qugBh@uﬁr A ICheMes! 1 9% -\ 99)3'2?1969\7@@6/3?&55 WO
wel | as dom metic éﬂnon gmgtl de) antag oni sts of

th87&ﬂlﬁép 97/3%6&56W egh 95f41WeVB6698/08840 WO

I+ $E1380, o 08 Tede e RO Gilobnbs. BRS 0BREG; o agiaps4z: wo

anggﬂ%losewo %5@ WO 967310600 50/0E89; ‘E@ 0853 084; EP
2710; WD 95/ 37655; WD 97/ 01540; WO 97/ 3765

97%@‘1340 @B @&5%1@@4U3\ﬁa7 88A863a0d WM&Q‘Bd’atvms that

oo 5 e bfpecspresds walpSHiapdtenas PR e

0858n£&‘ycl&%p@&@a4%ﬁhtdéﬁn&%’éépﬂo4%nt rﬁst§8G/h‘Péiﬁare8él§o
US 6,048,861 . Patents that disclose benzaze

weswt%me fen theatsepBribisdnuertjamdnclude NQ RG0S éMQaﬂéIOWSO
Vi 9 A VB G58 98 RIS I 0 Wbcd“/r/]%‘{ P22N\58 97124124,

or 'thé us i nventi on
96Y/‘m)59‘841 5218, %0@97/881 OV\ONGD 00BDA9, WD B/ 251788, WOD9/15178,

ohisEsrad AE R 0TIR B, WA LR iR

9 79%/4@@58 09@1(—9’%% rﬁt“r%cep\'an r Ataibiists fXQu(?%g ]ba]cﬁgéne and

9/'155 er’ 1 nteg receptor antagonists
f eammformgtn@raaikbxgmon&bm%sdmve&@n desagibedrin W& 98/68840; WO

ooy aisH185: o S/ M s Bes o ﬁ@@%ﬁozgﬁé ofggoz; us

5 82256555, S 5088846 54d URE, 043, 9260 17 UK6; 0418"8635and WO
6, 048, 861 'and WO 00/ 72801 a seri es of nonanoi ¢ acid

deP072607 essersscof mmarpm enid derbatives adi¢chmareepetenb o.fs

anI n| sts re .disclpsed. her ¢h cal

o cRpl anteasTiaRie e IsERbe Ot tnenbtel small molecule
anfndéiiH Sh@algonists (ReSHlY PiadnkBtienhtagonists) are described in WO

00/38665. Other o,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. o3, owPs, avPe) monoclonal antibodies can be modified to encompass
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00/ 38665. O her avb3 receptor antagoni sts have been
shown to be effective in inhibiting angi ogenesis. For

W@x@nples7 synt heti c receptor antagoni sts such BGI/ER008005831

0,1 1-Di hydro-3-[3-(pyridin-2-ylamno)-1

- propyl oxy] - 5Hdi benzof a, d]g cl ohept ene- 10- acetic acid
(known as SB-265123) have bé&en tested in a variety of
manmal i an nodel systens. (Keenan et al., 1998, Bioorg.

Meghntiggrepindirg ﬁag;%ﬁf@ the?é&flmcldﬂi\rﬁgj Fedb)al Fab Wen@hé@red Fv
Met ab. Di spaos Assays for th

| d@rn$lnglec&a1al6@n@bodmége |swtazaltea@mw@tf%ra@u um mangeclonal

S PEdag s oS RSSATSEls 5 Sjainel ©
r ef 166D BrodIdt 6Md/., I1I9tgarajelur7@ 1A8Y1 ATCICCRIB Qszt)cmsaént specific

anti bodies are also well known. Suitable anti-integrin
( eanfi-oalmntibagly, PalFl@ﬁ)s disnlosed maW@r&?/Mkswmah ibalso

{IPETEd PRETRIG D B BT iPach FHRE PRI i Seleclive

si é}&tb‘boﬁ/helmAﬁﬁu'd@ﬁ% é\g@ggﬁ#és%bb%m%(?élﬁ%ffﬂg ok KGaA,

used ocl onal anti Irected agal ns

r eGeprhany)awbighiis selbetivelyi dikcted fo thehbd0 chBerokmtegnrﬂieceptors
1?@4 Cel | 79 1157; ATCC HB 9537). A potent specific o
nothepsuitakle madlintesrinsantibodyiis ém@gemmefcmgch\amm

T SRRSO e B LB i o
14@@51563( SHDs@OAr8Y SpecifiCatiy dk@@ZsSBﬂact rbnotloKabdntibodies,
oMol Sl FELBSLAEL bt ! B nibodien
anformea e iaf ezt Waqﬁﬁabﬁaﬁtﬁlﬁ)oﬁ'&“ﬁd%rﬁfdo%ﬁq‘ agrheAts! Bo long

(r). The term "anti body"™ or "I nmminogl obul herein'is

prag thexigxhibit the d%lteebbnblqmmﬁctus@néré\mmmraum micdlydes

e o8G5 BRER i R Mlise s i@ ol =B pr fragments

arthiekeusticf ellfférentBindingospedifidigashich \&e liRkéd together.
ant i bodi es, and anti bo fragnents, so long 15 as they

exipeperding ondhsiaraigomch §§ﬂ%%mc%@“h@iftqpnsﬂafg regioms, intact
o}%}?fb%ldliéé éé}?bg%%%dg\%gl%%ﬁér’ B?dérﬁ%o\ﬁg ﬁﬂm"ﬁ'h% %%;Hﬁﬂfggsses

or nore ant | es or fragment qreor
di THezeeare fivenmdajoy ctasses fof ntagt awtlbzidna*&gAj lysdgE, IgG, and

E ﬁgﬁ, hat%rgrgqvgﬁzgl qf:étgg%%ogwatﬁ?ﬁ ﬁah%r \?Ild(ejd ?r(ret uSubclasées (isotypes),
e.g., 1gG1, 1gG2, 1gG3, 1gG4, IgA, and IgA2. The heavy-chain constant
domains that correspond to the different classes of antibodies are called a, 8,
€, v and p respectively. Preferred major class for antibodies according to the
invention is 1gG, in more detail IgG1 and IgG2.

Antibodies are usually glycoproteins having a molecular weight of about
150,000, composed of two identical light (L) chains énd 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 hypervariabie regions or “CDR” regions, which
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anti bodi es can be assigned to different "anti body
(i mmunogl obulin) classes". 20 There are five ngjor

W@ b@sseErsdf intact antibodies: 1gA 19D, |gE |BOG/ERI9A8/005831

lgM and several of these may be further divided into
"subcl asses" (i sotypes), g%/ lgG@ , 1g&x, |9gG3,

| g&4, 1 gA and | gA2. The hedvy-chai n constant domains
that correspond to the different classes of antibodies

argoritainl the ahtigén Mindifigaited dRd Senespbusible foltied 8pE&ficity of the
mej or class for antibodies according to the invention

i santipgdy; anddhe ‘Bt eggionsywhigh @re iraportant with despech tethe

o LBV E8 S Bl ARy AR B eERuiiatid reBl ety comprises
charhim® @did résidues i é%orhr@féfﬁerﬂtﬂhtfﬂ@tbﬁﬁmnf?%gibh’gbﬁ “CDR”
chain is linked to a he?ﬁﬁy chain aj3/90ne cov

di &8- frﬁa'éiusér?& 34t 1)e 5P di(58) in f@@eliréhﬁ khaiasvariable

a .

Yadrrmdfﬁé'& 1 |(5H‘ﬁy§g'séé’ @%h e%f\)@)gg “35?'8&*%6 RgaYy,chain

aImndbdrsdon'@m a!ridjo:smmedemdt:eafmhaar‘fhylpéwbﬁaﬂl% Ioop” (e.g.
has at_one end a varia

33#3 @\%%rfggéﬁ SM%E%BS}LE) ﬁuﬁ#@érf?%ﬂ?adnéh%mhbwe\n Nariable
T*trorﬁéiwm Qerﬁg&m%sm %qﬁaywﬁ g il Héé\ﬂﬁ or

regl ons hco e antig ng si’t
aruhaan warialslpalosnaine Chothia Iaadsl.pisdxu |Molt Bladf 1961801 917

I RBPnel R oS rbles (rRRTR YOK et 3/8dopquaniable domain
anksioey- otﬁ'ékethahﬂﬁé\h?béﬁ@ri%bi@ﬁéqi’éh G@Ji&ué’é. laé’ hefsiR defified.

am no aci d residues roma ntarit
ddraghiightehairchas @ vaﬂabrcmpzrna(reagone end duéx and-a3donstant

Vg 3 ot o o satotah dorkgint BFineafit cRAGLE aygned wit

( HBg first ddmetmmamaih f the/ AebAPLRaIAC BRA fthe ﬁgﬁw Ehaih Wagiable
residues froma " ervariable | oop” (e.g. residues

26logmain iy ajfigned; @)/J%lzf ewvay 'aalﬁad@mameof(tbs)hqawmli@m iRgtticular
%ﬁﬁ@? %_%f&lllﬁu %Bel?é%d%@ “fdfm gﬂ%ﬁr@a%ggén%tfl@a) tﬁgqlght chain

eavy chain varia
Clantdﬂ@a\anmaieylanablel\dnmallsoﬂ'he th%&r&l’bf @hﬂBfo’dl)asTMn any

é@?&eb‘?%s%%%% e SBhiaRetie oRp o twayclaadRdhFthrpes. called

bsaem aid hshe44 (ﬁﬁfuaeég (@@efhrhfn%c.& Eébuenée% 8f their

var| ab omal n at con
constant domains.

The term “monoclonal antibody” as used herein preferably refers 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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domain at its other end. The constant domain of the
light chain is aligned with the first constant domain

w@Roovhe2beavy chain, and the |ight-chain vari abBEP2008/005831

domain is aligned with the variable domain of the
heavy chain. Particul ar anigg_acid resi dues are
believed to forman interfa between the |ight chain
and heavy chai n variabl e donains. The "light chains"

of anatihddieslirsiude 818 Rybridtha aRstRbE deBERHES by MbHKEr and Milstein
ass}&ned to one of two clearly distinct types, called

kapte 5 Ratdre256ARR and)in “Masiostonah AntibodyiTeshaelogy, The

NSRS gl o TR i By ey 1905

t oBardamet di)lcztﬁds;?b_tabbmdryf Teshriiqepid ltdchénﬁétry and Molecular
supstanti al | y honbgeneous anti bodi es,

i nBIAPIMoldRE b §§V'€b§5ﬁn§ﬁrl°gitt"ﬁ€ei$@ @Jmaerdﬁmhm may be
i dﬁi%ltd!ect%} eif KRBl r%%o%?ﬁérﬁ'[ﬁﬂ%éfh%h%%sé’& Célprg'ur@ 4,816,567).

rrutatlostatrra be present 1 n mnor
MoNonloctvsial antlbdmllds ma;aalsorbegisbsateqbﬁon‘i phagdentibody libraries

di t t { t
nogbnhe SR 98sabat BripBGRY pfehdVatib oA hitR28
'dinﬂ 4 Al hsnenét AN W'B/%/ dm‘sfaeq' mgéi) for example.

nt det erm nants epl t opes eac nocl
anThed:elyn i‘tsh|me|necarﬁd1>odg%1pre§eradolysme@1ne ahdibediesniarwhioh a portion

h h f ,
ot BN ard g fishsichai Jabafedl yEBGS farelabousT,
”H&orb@srﬁdﬁlﬁﬁ@§éé@éhéé§lﬂrﬁrﬂi@oﬂf§sed’erméd0ﬁ&ﬁra Pahichmls%cues or

Met hods for maki ng nonocl onal anti bodi es i ncl ude the
hybelpagm toea naalcelbamﬂtnb@dy iasect subctass, Mhilettbe remainder of

. C
rfao[ |g'(/35“i§lnd%ﬁg Uet Pgﬁggﬂo EtéwY}z}Ptacclt eri Pgﬁﬂwgga/uences n
ROdﬁtﬁttocﬁw detived froyrbandenspeie® v belrighog tcebnaiher antibody
Eds, Laboratory Techniques 1 n Biochem stry and

NoFlass o SUBFgsBRs W@Bﬁﬁéaqrgenfg @é\HCBra@@PQIRSe so long as they
Pu e
LR pefR il el U8 Lot iutora
I\/bﬁmd <Nail Aaad i BaidiSAnaY.6854 65856 Q1§6l4;a)t Méthodsrfqrhagbing
ant i.bod) ari es usi t ec ues de
& SRt and himariastaalibosiss aaRo #npiann)g At ey gxample,
et m@lthods fbf nMng @hﬁhenc aRfBodiSs inkleR fhols%%‘éscnbé@ lin patents
exan&@g The term "chineric anti b&% preferab %/ neans
anb BdSelliechhaod by Gabilly (Geoenteeb) (ida 853041 U
I '9'&':16%},37‘)n is identical with or honol ogous to
“‘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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correspondi ng sequences in antibodi es derived froma
particul ar species or belonging to a particul ar

wa@piovoo§? cl ass or subcl ass, while the remai ndRCT/BP200$1605831

chain(s) is identical with or honol ogous to

correspondi ng sequences in ‘{1t| bodi es derived from

anot her species or belonglng to anot her anti body cl ass

or subclass, as well as fragnments of such anti bodi es,

S OfouRBIn Ase Fé‘tﬁbf eﬁKQhﬁbdd &eindREidoRdr BhAbe@y . CFHese modifications
activity (e.g.: US 4,816,567; Morrison et al Proc.

Na@re mads to Sstherusfine @ntibedy pedeapana@dn)genereal thalbumanized

o i ng.,chi i C ' [,bodi re. als
B B oo e eI e faiin . Shadyigally o

c hwarrwm@ danidin®dh hichall oe eubstantialieal of ﬂ@h{ﬂérﬂéﬂ@ﬂﬂbﬂoops

by Boss (Celltech) and b%/ Cabilly (Genent ech ﬁ

4, e¥eespond todhase obagwnyhumap ieruneglebulinuarg al or substantially

pr I

O 8 e IRl OB ol S8R0, The

dehiuumadnzédczntlbgdy Impmang!lyrahoolgll rgbuiprrae étdeasbl‘na Baftsm of an

part ed anti podi es are huy obul i ns

(et odtobult Fasant faaicih (0, WOMRIyEbal Pafaman

hYRShYRS IBBhﬁ‘n rhﬁSih%ﬂs(fmlrﬁi/h&MSnfz%ﬁ' \tRdieY Sre escribed,

repl aced by residues froma ervariabl e region o

ndhor exanple dycW\aste( (M8 dr,225,58Bpdndl anst(CﬂlteubuzUzS 4r831t6,,397)

bi, | h h he,.d
& Bty ASRRTIE PRI ERRY CSIBRER? 7 PUTHOS 912" Intech Aptiaody.
f r srerably écﬁﬁbﬁ%lné'fﬁé ahﬁgéﬁlbﬂi?dlﬁé of RariblEBRgion thereof.

i munogl obulin are replaced by correspondi ng non-human

r dsxaoples cfiantibedidragmentranciudel Fabt Flbleéeb dmyv and Fc

TR, e, B A e Flherchel Bplifd P fgites: and

armum%Peciﬂ@ dntibbbiRss forhed froamantibody fragh@en@)csn “intact”
enera t he humanl zed antibody w || conprise

S AR 1o Whih somirises:an adtigen- am'ngjmwleyesm as well
heé %thgﬁt gﬁé‘iﬁ'd&?\stéﬂ dih&GR (é'l_z aRd %H @é)l#)éfaﬁ{ doGins,

ervarl oops correspond to t ose
no@HN y Cdd2 aand@l%ﬁmb!wﬂmb mitactmntlbobytrmstorm oymairé effector

o uEiens. Para dIERT8. f%ﬁ‘%%&'&? BB oY Idstigal antigen-

C OB¥R4I éﬁméﬁésbaﬁ’ed)qféb”(ﬁh G Beﬁip?i'@iﬂg & single antigen-
constant region (Fc), é that of a hunan
i nndingl $i tmanqha Gleahdds rregmn agdraresidualdFc” fragment, whose

an,%grP,g% fisctits a%eﬁ§ro %Py%ialllze readily. The “Fc” region of the antibodies
comprises, as a rule, a CH2, CH3 and the hinge region of an IgG1 or 1IgG2
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. “Fv” 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 hypervariablé regions (CDRs) of each variable
domain interact to define an antigen-binding site on the surface of the VH -
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for exanple, by Wnter (US 5,225,539) and Boss
(Celltech, US 4,816,397). "Antibody fragnents”

wWpe@bet@lt y conprise a portion of an intact ane¢BB3008/005831

preferably conprising the antigen-binding or variable
regi on thereof. Exanples of _antibody fragnments include
Fab, Fab', F(ab')2, Fv and~ &g fragnments, diabodies,
| i near anti bodi es, single-chain antibody nol ecul es;

any/ e S@@I‘Fécftivélya‘ﬂ‘ié Q%@%r\f/eﬂféﬂ?@' rédions %Bhfé?%fi'ﬂlgen-

fragnent (s). iI'ntact” anti body 1s one which
cohmdllwgasp%mf <atyt tiocthe- ambodmgHowewab|eyen@smgleay,amble domain

T 7 Ry B AR SRR S oo
i nhA ﬁéergrﬁasbm@)’aﬁlgl? toREcayniZDEAd S ahBged, Hitioughsat a

Papai n di gestion anti bodi es produces two identical

antowgsraffimity Wgnitheqntiie binding site Theibabifragimentialso eaptains the
mgBﬁétéhPSoﬁaaﬁ% d&ﬂih“é @?ﬁg cﬂ’f‘a‘l?\bw{ r§{ L6ndta é‘olﬁ'au{"{g—l ?) of the

gnent

r eheaey shaihs“Fdb’ fragmentscdiffet from Eab Ifregﬁhér;ts bi/'fthe alddition of a
region of the antibodies conprises, as a rule

vaFRsidyRs af W@ecareemﬁrmm%oi the heavy gn LT 99mam

i luding She of Hiofd BEReIngS oM I AnRSeP o T8gKN, Fiab 2
t hanﬁbﬂiﬂrﬁgmglsoongﬁemswere perazduuadtag/pallrsjsf Eab fragments
"F(ab')2" f tthth t di it

b Svd G el O A
t hgnfik Q?%ht@ﬁ@ai@b%@%(s%'é& H@ﬂﬁéhé& ,Bioconjugate

conp ete anti gen recognltlon and antlgen i nd |n si t'e.

ThTschmguea, /&m@mtosP@fSSaw%celdefii% 66ka Swgiﬁ-&halraﬁw or

o N ANUOR frabar pReErll Poirhrib T v, AR VTSR of

t haaboHR aihereirtible8e'RINSINS aréPRegertiin aBiRgeapolppéstide chain.
domain interact to define an antigen-binding site

t hé’r%fsraweth@fF\t ﬁ@'ypﬁpﬂdﬁ_fmhﬁérw"@ﬁeécﬁ Pwpwthi% ér?@?fxbeween
| K r?(?k/ﬁ Jcﬁﬂél‘ﬁgﬁl{/ﬁigﬂ %Eb%tthg%mqg 'f@tgn the deflred structure

wever, even
vaforadﬂtrgedcmadmg( Slndk\lchawf F\a(ranlﬁbodmmredqmgvm rlid)nyexample from

haBdakaNab| 114 EhasnacaBgH s I as ArdheRpsn Vol 113
al R & &l | Springdr\AlddI N g & iHeI915 (1994)),

site. %E @ ragment 'al’'so conta| ns the const
doWlOBBMMBEEUS @1&710&% N&ﬁcﬁﬁwalH@stOO(ﬁﬂﬁdﬁQBB Proc. Natl.

SOTRA. 65 Shrbl S SR M ecif 148 SR 240, 1030)
“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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few residues at the carboxy term nus of the heavy
chain CHL domain including one or nore cysteines from

W@ b@vanesbody hi nge region. F(ab')2 anti body fPEORERIWSE005831

originally were produced as pairs of Fab' fragnments
whi ch have hi nge cysteines tween them O her
chemi cal couplings of antibédy fragnents are al so
known (see e.g. Hermanson, Bi oconjugate Techni ques,

ACaRRBe pRipRFEd b9 SingléScHaidthtiBlles 4&8&@@.@%@6m eF4l (1988)
or "scFv' antibody fragnments preferab conprise the
Vv, Pseel Natl.dwag. $<1.435, H879 Skerravans: Riueckthewme 1888nSaience 240,

o 088 3 A R, SR bl e o
| i single pekypeptidé bRaiMHTafdrmYlthéd espetficHihdiRgitint ethetdiggle

scFv to formthe desired structure for antigen

bi ABRIAGANtIGoRIASIMaN dencaupled tegriheehemisaliORRY f or
BB shAE G 480 KB RIR ARG, 0 ol H00IB B rocuce

Spbispeeific\GritibagdiesNgstordinly,to this idNEhtidhSoy §8iRg)l¢ucine zipper

W03/ 16185; _US 5,571 , 894; US 5,587, 458: Huston et al .
( 198@uensese ThRaqquensas emplpyedare dernd fpmdherleycipagipper

Pl P@gﬁgﬁgwn{el@&%cr' 'ib@'?ﬁ@to?é‘ﬁos ﬂa‘?}%gj n (}?nﬁ@@ﬁﬂll“z!e‘? al,, 1988,

antibodi es” prefer bl are single, divalent antibodies
( oSciencera( 7 SQidot revaewysed Martiatiscaria Alpet 989 Naturef 341, 24).

o1 LeUoBTPRETS Ap SPERECATISE AR PodutieRARHI At 40 fesidues
di [ef WRh lEuciE BpIEAGSReNInd BESREY 'selBnth rdsidRD'SUthipper

VEG-"recept or), 'whereas the second anti gen bi ndi ng
si seqiienais fechampbipathi€obiielicese pitbrthé deurin&Greidwes Heed up on

¢ b hiAToehpbi e for e 15 et Mepghs ombsBondlato the
AC fflicine EippERfof e FREZnd JAN pro@ingdm hdteFdtim@rs preferentially

(See US 4,474,893) or by reconbi nant DNA techni ques,
whi@!Shelal etale 1988wBcisnces45, B4b) WMeppekeontaining bispecific

3t A R S S 1 0

chand \w@ 9%adihe2. Aiperific antmwyoébadrdiﬂP-thé I9@htioRrraay be an
Natl. Acad. Sci. 85, 5879; Skerra and Pl ueckthun

( 1estiyodysiditecteciroy EGF3Eceptorand avRS seranigies discussed above
OO TR St BRRARIALNEEL Sedhab oL,
agenéterdastibodiss ereferablyadreithotiraforeantiodiesipt aatibody-binding
‘e rgtgrr}weerntg Cv?'\righcglel ﬁ/nk()erd to¥;ether, each of them having a different 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‘Paqus, Behring Inst.
Mitt., No. 78, 118 (1985); Brennan et a. (1985) Science 30 Method:81 or

Glennie et al. (1987) J. immunol. 139, 2367. Ancother method uses o-



10

15

20

25

30

geneti c engi neering nmethods known in the art. It is
al so possible to produce bispecific antibodies

W@ewondi2sy to this invention by using | euci ne RCPPRI008/005831

sequences. The sequences enployed are derived fromthe
| euci ne zi pper regions of tgi transcription factors
Fos and Jun (Landschul z et 1988, Sci ence 240, 1759;
for review, see Maniatis and Abel, 1989, Nature 341 ,

24phemAdfédithaléiRr8s SoRDM)FBLEOUPIMAREL Fab! faGReHRNISS
ab%u?d“go 40 resll uego ong) Wi th u;b eme tty |cae§rﬁ W

ocQM%ﬁﬁg) aMuI@e@ew ¢ antihodies ewe @meon@tn muspmwentuon also

; CHEAE SRl GBI, By BidfmidAdearting e M8 sefeing orwo

f 09413804 .andantd 9850431 espondi ng to the | euci ne
zigﬁers of the Fos and Jun proteins form heterodi ners

e tefim | Tusiop proteincpreierably refarsdo a satusalcy syathetic molecule

p
64 WA t .
o SISRES! AR OB HRES i RA inGereor naing
92differsrst spedificlly 9idh afbfused tbyethes opticnallyt by adinker molecule.
ventlon may. be an anti body, directed

h
¥ C g/[gg'pg et ; éc;] imeng the, fesnt '@ew@érfuagncﬁog@twg@d wiieseia at least
Wi bhe P?@t@ﬁ%r é%etHéelsaé”frﬁrggﬂbgl% pORY Qnﬁ%@ eresp?ctlve ly or parts

speciticity. teroanti pref era
noﬂermft(libudummnugatésbody bi ndi ng fragnents which

i nked toget her.,, eagh qQf them_having a different
o1 e ML et astiodles Bredbrbonb Bie edtod apEbaepar ed
b
ax'r?ﬁﬂw@'@b“m?n;é:ﬁ%w@'zf o1 mIRAS20Y) DRSS et hreot,

cowbwhgécm by @anlehhk@tﬂg%b/a:abmﬁmWQlcaw eﬁectedey

complie Walrafb gl 2 gy Bt which may

Cahsé)glyraibdﬂaté& ssamlnanrarﬂwod Tﬁ@l@bule ddh s@quéd ® tRACAEminal
and Nsucci ni m dyl - (2-pyri dyI di t hi 0) ogll onat e

( SPPF copstant h@avy IQQ? I@Qe @ntigpdy 9198 -teprimalayefithe
S o B 19 Tl o

Pdirkes mdetulenghiatsis, ad/trule, aNb—~ TBamirddBacid38S)dues containing
Bren %n 1985) Sci ence 30 g/e thod: 81 or 3 ennie
ot Pentide fpafyiogoniugates ACCargng 19488 INVGTSIRAONRRHR AN

BSOS R 8 o

arte @ receptardyrosvte kinase| predenabtynam EsbB {Ert BhEebBRA)rec@ptor and

V@rp ?géirﬁneghtafg%hs ic p@ptl%eagg ah %'ng%gte%lé Peecc-}p?grc r;clrqura(i)ly 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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94/1 3804 and WO 98/50431 . The term "fusion protein”
preferably refers to a natural or synthetic nol ecule

W@ owshs28hg of one ore nore proteins or pepti deGI/BP2008/005831

fragments thereof having different specificity which
are fused together optional by a |inker nolecule. As
speci fic enbodi ment the terMincl udes fusion
constructs, wherein at |least 1 one protein or peptide

I Set@. Itnauwbmlwbauy e Sdthé *bQﬂ T%lcéﬁ‘érﬁw%l' HRIrip&uitidRinclion as
thereof wmunoconm?at es" e term

mmaw&#w&l@meaong @eranpyneem@tsien ereteim@antibedy or

o TRRRAGRAR RGO Foste, e, reBUR o6 infupien piso

| i suchoderivatizes owhichralieitlsogiduekd \or @‘nfhent:ed %fﬂca!icy
rm_l_ecule Preferably this fusion partner is a peptide
or

he Bt Gyioking| e praterally a,9sreyis tlesmdar prgieips released by one
I?(;Bdl.ﬁgﬁjé(n R é@:teorF Her I:?IT'?ﬁ%t%&eﬁl@%g}?n%@%fﬂggfﬁéamples

const ant eavy C a ns o
Nmfesudwrmﬁtskmés e lyvaphaldines, Im@ﬁﬂkum&j/awdl ﬂnarwnalhai ns.
Thefu3|o artners can . be linked via a lin
no?%xraﬁ-lfé' BHenes. Inglugeq aangat § cytakinesArR, 9Eawth hormone
I 65 HUES hGRRh rBIWY hBriABRE] ﬂ%eﬂW?ﬁgﬁéﬁgmﬁ hormone, and

according to the invention consist o
i Mg goiwthi rorororienpanathieaidhernooe] thyraxinednswvid; proinsulin;

f t f d t. t t , .

i R myp iR By CoRfeRs bt Prode suehiss, ol LIS S BRating
afhdrﬁid?@fQFfSWﬂ%&@Ia StirhGlaBR§ HofRone (TS Ggaaﬂd Ng&iMiZing hormone
recgiot or, pre erabl y an | nt egrin or recept or an

TNEH) ohepatia griowih factosifiprellast growth f@@@érnrowchp placental

| VAR rioe HogPaphBRln-Seed bl Sk REyoirbalyny vascutar

| rendotigelEd growth factsrEVEBH); iMegiie; theorhbepoibtin (EPD); Aéwe
termi ?I udes al so correspondl ng fusion constructs

ccafewﬂac, ofsi suchras R R JtelatigFowtmiacie) nsiasaing growth

f o
PTG B YOS e B o
t huich a5 IANIETIENBNAnadF Ry edlbAy lsﬂmlatlr@ﬂfa@fcﬁégnehla\s m CSF
fragnent or portion, dlflcatlon variant, honolo

orGH-@8Fi and -GSk meﬂe'qlanaﬁucln asdtitonl-tan -3 H-3, | -4 IL-5,
q%té) Eﬁ?\, él\é\% @.f-QafL 16elip{3 P SIl_hllze an%rTNEn%rel'l\EFeg I[)I:Qre? rred
cytokines according to the invention are interferons and TNFa.

The term “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-neopiastic effects, i.e., prevent
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conmpound, peptide, protein, antibody (immunoglobulin),
i mmunconj ugate.etc, that has principally the sane

whereboyi28al and / or therapeutic function as CROPEPZES/005831

with the original conpound, peptide, protein, antibody
(i mmunogl obul i n), inmmunconjygate, etc. However, the
termincludes al so such derfvatives, which elici t a
reduced or enhanced efficacy. The term "cytokine" is

Pr @lecdédiop rﬁeﬁ?"r‘ﬁ’éth?atkﬁ\r %Eﬁfea‘?fé?ftr?édbzaftﬁ! EARCHIrBYtIPBA the

cell popul atl on which act oh anot her
i ntusr@redeiueag., by gytostatic. orydotokieseftdcts, Larid ngt iodireetty through

| hoKi d djitional . .
oo EEARIRE A% AR BETGREl eaBiNss bREIHGAU0R, Suitebles ar
gfmérhoﬂféfraﬁ’élﬂlosa@éht@%cbw&ﬁg & el |hv€ﬁﬁ6f96lae prefeﬁbly natural or

N- et hi onyl human growt h hornone, and bovi ne gr

ho$)fﬁih@tlc glaeratqa} componsdsDhiet biolegioak malectlassual as proteins,

N LR

Stamhebph@tlb@geﬁf&a\(aﬂ‘éﬁle infdinmercianiige, g clivicabP&ealuation and
hepatic growh factor; fibroblast growh factor;

ér@? g;;jgtqllmca‘gpgygﬁpgpentawh@gé}puld@gg@clude in the present invention

SRR LIRSS SO e PR Wy an

t hﬁh@@ﬁl@@h@bgén(ﬁé@nts asrcited GibowehoperiaySwish @fhe’ifagents such
EF;I__I atelet-growm h factor; transform n%ﬁgrowt

(eerigr antagonistsr drshauid be grainted haldheet i n

F
roryotF e ARt éu%'stéfﬁ&@%@@gwh
GWwe saidadrugdonmtsinatiorh Beanhpled of chematherapelitic bk agents
IL-4 L-8, 1L-9, IL-10, IL- ...
| unﬂudeaﬁlgv'@m aSP“"Fl\I;ﬁbexqm%IPeP\tré’@eE‘ﬁ‘Bﬂaﬁ%% e]fh;]eneumme
aC@&thGﬂdé %IWI%uﬂﬂﬁbﬁﬁ&éé’ﬁn@bﬁwér@&ﬁﬁﬁ@drﬁlswﬁﬁ%ﬂ )‘fiatlng action

The term "Cytotoxic agent” as used herein preferab
r e$unhsas oiteosoubsas wisplatirnand dacaibaging, qnmmmmehtehefor

functio%?f cel.Ls and/ or cau S de truc

THExp R FRics TS 8 niHRE BRdR NSy BRuRys for

| sekAApR, vﬁi&é@ké‘l@fa@.ﬁﬁ#& HériaRes of paddp h?H@tBSmS Uy‘ﬁbt@&c
enzymat i cal a/Tﬁactlve toxins of bacteri aI

p| antibigticsaandreamptothegain dﬁrwramagﬁé?ﬂeieﬂr%pbem %herr@ps@tiwgents
T B A TR gling [inf Y 0804 Widtbacine (oTiO)
hagadtihomhyiin, aneohloxethantine Ynitrgged sustard)) streptozocm
?gy%gqpéhhoesrp?\%%{ctjlechr?ﬁl?sttlne (BChl\?U) tlgr%g eUt(é&?\lU)a oxorub|cm
(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, busulfan, 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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neopl astic agent” is regarded according to the
under standing of this invention preferably as a nenber

w@Rowle281 ass of "cytotoxic agents", as speci f PEHEP2008/005831

above, and includes chem cal agents that exert
anti-neoplastic effects, g preventthe devel opnent,
mat uration, or spread of ne %r astic cells, directly on
the tunor cell, e.g., by cytostatic or cytotoxic

ef frRegFaniAe thiotépa NSHRER RiUstaich U PASIbIFRS Eﬁf&rﬁﬁ%u&ﬂch as
bi ol ogi cal response nodification. Suitab
chéﬁ@phmmsdhamfts accor di ng to the | nvention are

L N Rl

pob*s Bihi gemciabineatfemoadlomid, Qﬁﬁ(b\/@m‘mebéblitdﬁé'l (tahltfy &nd
are arge nunbers of anti - neopl astic agents avail able

nblE€ORVEIti al use, in clinical evaluation and in

PSS AR L Ob gl 0 g B4 b e
negmécaﬁtya)f faymtmubomlednlle tehgr apantibody dNadurctibriahequivalent

anti - angi ogeni c. agents as cited above, optionally with
ot ereefguit 3 texerNaiety-60 12 cuipteric &iﬂ%‘@ﬂrﬁ%‘#%ﬂ"q above.
shoul d be pointed out that the chenotherapeutic agents
can be adm ni stered optionally together with
abﬁuehelae)obrdpieg of mainicentcotherageudticagentesind preferably of

S R A SRR FTUPH R o
C OgR@BP fRmunlokKic §§éﬁﬁ%¥&§b@ﬂﬁcl@ﬁ€%nti@6&%“é@éinw drie or more

an al kylating action such as nitrosoureas, cisplatin
antargat;ar@aza e selectechiroaniei group qoomséngrqﬁll-bi fHER2, PDGF,

"hPrrE6e, Rl UER ARG kERARS Jihérei sai

deéhMﬁddld§§r@bréf@rhmh¥élb@tw<ﬂr@n Heicepti] Be?amzumab rhuMADb-
antibiotics and canptothecin derivatives. Prefer

ch¥R6fh é‘\%@!]@),ccﬁtj’é‘ﬂf‘gb &E@%@iﬁﬁ@rlﬂwtuﬁemaaeand preferably
a%%ﬁﬁ%&@c&l@%@f‘ﬁﬁk Pr{sfl“o'ng ortAGR Sodid ré@ig% Preferably

ctinonycin am ne (nitrogen mus
st selptteddmm the group boaslbamg déSocafenMNema(@pl&@mtmlb

stl (adriamycin),
GB |WCC£B54?862?‘9% Tﬂ m:i t abi ne (genzar),
daunorub|C|n 5 daunorubicin lipo (daunoxone),
procar bazi ne, mtonycin, cytarabine, etoposide,
netrha prefieered  asperct abtheunatant inventon, thei G’flﬂraethel'apeutical agents,
bl eo

¢ 3013 et L oo B8l 45ia S i EEHR orts are
cagdlepledifrom oHeAgl mré ef tHefMbRirtegioupsCPT- 11, 10-

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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hydr oxy- 7- et hyl - canpt ot heci n (SN38), dacar bazi ne,
floxuridine, fludarabine, 0 hydroxyurea, ifosfam de,

WO d@pibi28T n, nesna, interferon al pha, interferpCil/BR1083/005831

i ri notecan, mtoxantrone, topotecan, |euprolide,

megestrol, nel phal an, rrercg%ppuri ne, plicanycin,

m t ot ane, pegaspargase, pentostatin, pipobroman,

pcanyci n, streptozocin, tanoxifen, teniposide,

tepi @'nﬂﬁb%?@fér%@ﬁsﬁébtfw thé MS@érﬂnﬁvemr@F ithe Hﬁéﬁﬁtﬁbrapeutlcal
vinorel bine, chloranbucil and conbi nations t hereof

Pr agentse aytotaxio agentsp sumusomasiwating-agenis mpdier imraunotoxic

t orgeiscfte e Tected 1ol Bofer Madiig B\ g grguesia
b| apakgiat 'Eg%nwfsféledtémﬁw B&wﬁarpfmélphﬁl%im( chfiopiati, 0
an agent V\:gl ch conbi nes the specifity

| nﬁ'ﬁﬁ@ﬁ'ﬁl exelpehosphamigg, aa@arsaameopaangﬁm {(BfplV), nimustin

@)‘“ﬁ 2 Ptnc :ég&:dggug 1%s'né?ﬁi abovea% nﬁ %ra ngxaltreﬁamme

of b):anmaotlcsqtsle(ﬁcae@ﬂbmlawmm, dnxwrublefneladhbmycfn idarubicin,
chenpt her ?;rgij ents, cyt ot oxi c agents,
i nRRIRdRE Pi’&? ts and/ or i munot oxi ¢ agents

pr gy §ﬁlﬂﬂébétﬂo'ﬂfés“@§le%&fd PBFH f&‘l@\%ﬁé& fli€ akld aita onists,

target, preferabl ect ed romt e ‘group consi ng
of gefpRjtabiBB? p- fIPlb@FuraB[D@-FEU)E[GHcoEG‘JFlﬁe lee@syorireawith 5-FU, 5-FU

d/ d ti bodj b|
B raaleminnlinglbc AR TefctuErRc PRRIEE I RGP
AVéI%HhB(dé) ben@%‘téﬂﬁ el'm@ethgfrbkétéx fél')lt)'eﬁéuj ﬂﬂrﬁ@ﬁéb?émhloguamne

and preferab (i/ nol ecul es or NCEs agai nst one or
noﬁ%inOtbach eawgé& (topetecandpngtes@nict ed from t he

(<l Bolaioa S RO AR R AP diniertifen A28

aspesfiein Rhend levhmidolenvention, the
chenot her apeuti cal agents, cytotoxic agents

i nﬁﬁh@m@m%an%@nwgts herest. seleaind flom Sutaeides gaserelin,
bﬁ,{b}%ﬁe Bﬁgrﬁrﬂpﬁlf@rﬁ nore of the foll ow ng groups: a)
I’ ng agents

B) antibiotics, c) antinetabolites,
d) f)bnoi;tagﬂ gabsleandtwemlsataubehhfrannmlphalan 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)".
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e) hornones and antagoni sts thereof, f) nustard gas
derivatives, g) alkaloids, h) protein kinase

WO pwpo128Ts. In a nore preferred aspect of the PEEERIWS/005831

i nvention, the chenotherapeutical agents, cytotoxic
agents, i munonodul ating agggt s and/ or i nmunot oxi c
agents are selected fromon nore of the foll ow ng
groups: a) al kylating agents, selected from busul f an,

me{IietedpectR theRhstahtinvehfieh ahelterr ysh@@hmemhﬁsr

dacar bazi ne, carnustine (BCNU), ninustin (ACN
| oninsmptt@repmm agemntss paefewé:ly refetsrtol one gemare chemotherapeutic

GoRaFUS A are iR i Blofh Wiciar BREPAS Sopt PEuR @R Hoin os

|OI Hefe héselﬁhnafﬁlﬂféféh@hﬁh fresene 6t ﬁﬁré@llﬁw&fﬁg
sul fonam des, folic acid antagonists, gentitabine,

5- ehemptharapeutiq ggfrur,s ,as @Qfl ergE. With sespadt te the instant
calpSeniiah; g "o bRt Bttt pr gt BY8hG" s defined

pehérsih are pmfermﬂmtsbemmreed tcahs 'oeesethore dumtharexed,
t hi oguani ne, canptothecin derjvates (topotecan,

ir ph@vemﬂﬁ?payt'%a@w@.(w Q %d)ﬂerﬁhmefﬁb her shemotherapeutic
Se% éﬁt%dcftf\éroi?gan%@rd‘t?éé’é} cﬁ%’%a{)écrﬁc%i qua%cf"é‘ the one or
So an

| ev hor nones agonl ereo
setmere atkyiatong ¢hermethiedapewcsagenits rib)"m t ot ane and
tanoxi fen, f) nustard gas derivatives, selected from
rrel phal an, carnustine and nitrogen nustard, g)

rpiéiﬁecﬁﬁi Belifstaht fivehBsAN®S: teﬂﬁ"’@éﬁé@' ootherapeutic agent"
pa I taxel, etoposide, vincristine, vinblastine and

w aopesifeianly "futhar cangarqotherapeutic ageatits praferablpas defined

r ofelelh ot bledBiatfi FR i F8G e FGRUP MR FLER

PYQ fuieathbmaiicrapeutipagent &s defiegd herdin métds a!ﬁferent from
ined herein and different fromthe one or

o) Hye 5k oAt oM RDEWES ipjeatin doand A ledaeddrraBdEaBerent from
bl SRSRAG c%%rﬁ&ﬁe}#%hﬂetageﬁyedgtd%edt Reroid wridher

rapeutic
i) radiotherapy, preferably radiotherapy as defined herein.

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

i) 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 is preferably also referred to as
"further chenotherapeutic agent (b)" or as "further

W@ b@oo128T apeut i ¢ agent ot her than the at | easPCDER2008/005831

specific integrin ligand and the one or nore

al kyl ating chenot herapeutic ggents (b)".Wth respect
to the instant invention, fRe term "one or nore
further chenotherapeutic agents" preferably refers to
one or nore chenotherapeutic agents that are different

fromthe at | east one specific integrin |ligand as
dePpraingstandepreferadlyostandashadministration sehedulesfordhe above

o BB URBR GCRT BRI s SR e an

nore further chenotherapeutic agents" as defl ned
hereln are preferably also referred to as "one or nore

h &f%mﬁér%dvmfa@@ﬁ@@b(mfﬁferdp erglesgribedhe

at
T
aI lkryﬂegulatgd cb& geowtr. Hyemieans af the ﬁhéﬂm)acedﬂbbhcémpﬁgﬂbns

to the Jnstage |nvent|on the term "cancer

coR$RAdipa.Rfithe paesant iRyerioartumass Fanta Faated susbas tumors of
C%@%r@@%‘i"ubﬁrtaﬁﬁi@t 'spial iR e%“tli'fiéa@(%l%n""sgpl%&‘;I lﬂaﬁe '8)1848er, head

Mor e pref erabl y, 'S se ected from't
coanrd peckgpvary, groata‘terhmam ptamer&a&skmpbohepbagemarm, blood,

SR S, <A, LAl P2

dl ééléét@ﬂtfrcfrﬁ Wi b%@b&ﬂélé‘l‘iﬁg"gf MHQ CHRN6 Eorﬁ%leﬁétrocytoma,

as defined herein, ‘and ii) Tadi ot herapy, pre era
r eRithetial @afylrwf,n@egernwomer gliohlagioow, dlliogiay, with

(oY I e —
asbldstornes de tiasraian lynvphiemal sleduidblastonta,i rheBlossd, ed

fromt oup consisting of i) one or nore further
cHﬁﬁ?&@ﬁ%ﬁ@%x?%eag%fﬁpg\%trﬂmomh%tﬁmaaéha@drpremgw@ﬁ@a

Sp%béﬂn%a%fﬁﬂ%g%f%él gand as defined herein and the one

nor e I’ ng chenot herapeutic agents as defined

h dnedetall ahel turnpr/cadcer issetgryed froaf thieadnioyiprautisistingrafricral
rein. Even nore preferably, the term "one

de i ned
%Q'Bo'f'% mqi%?o’@ﬁn%'i’"'e SCRIPESR e@ogag@ompsadenmd cycstic
S Qia?élﬁ@%ef HAEnbRfas) BBER0SARB IR, adenB8EqaIRolS caRiSoma,

f uarsttro%rytlc 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



10

15

20

25

30

chenot her apeutic agents other than the at |east one
specific integrin ligand as defined herein and the one

wW@rooste8al kyl ati ng chenot her apeuti c agents asPCEEP2I9681005831

her ei n. Dosi ngs and preferably standard adm nistration

schedul es for the above and%ﬁr bel ow gi ven cancer
cotherapapeutlc agents are " kKhown in the art. The terns
‘cancer" and "tunor" preferably refer to or describe

t heeRifopay, eaalgtant ARslahdma, mahgﬁﬁﬁﬁh&sbﬂ%hal fimors,

typically characterized by unregulated cell growth By
néaﬁéuwblaﬁ@nmqanwd&mtbahomanpswnomasmaomem myessthelial,

t t ed
t (R PSTRR oM iR oRcd B n R o Cinhier nefr QBT eBR.
cotarroeﬁlmél@m adshdo@ginomafganlar AfAgnemd, Batkell €aRinbma,
prostate, brain, pancreas, skin, bone, bone marr ow,

bl Jig@depdinglial, asteesascomas pagsreatic @@lmeptldanuamlilam
Vol BALhOIAIL NI plrtdHPol SERF ol BiRsHige om4P

consi sting of denor! angi’o-

e pseudbisdrcorac pobnenargdsiastonrs remllc@nlcmtlﬁﬁma getirgtlastoma,
i oendot hel i omma, henanglosarcona

haﬁ%ﬁ%ﬁ@c&&’?ﬁgm@m& Sqf%le%wicmow nyRatvgell carcinoma,
e fileaSdrBifBmdE 's@ﬁgﬁgstaﬂﬁ %%ER% { iFor squamous carcinoma,

ost eosarconm, reti nob rryosafc .
s@quamoumeelt carainomsa, Submmmhéljaltmmﬁuarémadmg is

selected from., he ﬁ%tg onsnstmg %

" InEEhBie, L el EnfaRd e P, Ve lnefoma,

adenreraus icatdRomad Qipdinth, GVEIPHiffe rémiAtéd CEFRINGHS NIHEWViIlm's
adenosarcoma adenosquam)us carci nony, astrocytl C

t JHBos. Mege prﬁfefabhgltaadum@rlcan@eras selecied from the group

C%o‘ﬁb[%‘{’iﬁg’of k?ﬁt?é@?ég al SLARS: ?\%ég = CdTﬁgck g%:sc'*élrln eiéal cancer,

car Cil nol car Cl nona, car i
c lastr@cgiomna, referably, astiveytraageade ll, Rher NOGlibbRstma,

el s BATE i i Lol oo e (5.0 ar

YR Shaf 81 A RIS CHE AP A8l ORGP dhoer

rcinonm,” epen
sE{NSEHT), menasﬂaanﬂhélanonfapmétastaﬂulamdrdsgewerrﬂe@endent prostate

oS Ef Bl 6Ran Fsied beme cancoréADPCa)
heiiRiNsreasBSandif PR ER n%?@rﬁ?%ral'i‘@loﬁ{e' tumor/cancer is selected from
the group consisting of astrocytoma, preferably astrocytoma grade II, 11l or IV,
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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adenomat osi s, hepat ocel | ul ar carci noma, insulinoma,
i ntaepithelial neoplasia, interepithelial squanobus

W@ 000/0ne8pl asi a, i nvasive squanous cel |l carci nRCREP2008/005831

| arge cell carcinonma, |eiomyosarcom, |entigo

mal i gnanel anomas, mal i gnant gelanona, mal i gnant
mesot hel i al tunors, medul | 68 ast omm,

nmedul | oepi t hel i oma, nel anoma, neni ngeal, nesothelial,

nETHéf‘Fha@néﬁmlbﬁpwanQﬁﬁ@ &ethemwbrﬁ@h%awmpnse agents that
neurob stoma, neuroepithelial adenocarci noma nodul ar

aghisecor ayQid side; efteﬁt% aﬁsﬁmate@ Wigho theneerobination therapy of the

R R RO O A 6o

pI agemtsyfopxanmse utiat mﬂm@rthe toxit effeat uf ShtesdneeRdrugs, e.g.,
renal cell carcinoma, retinoblastoms,

r BB FGRATBHPR BHUPITE, eIRIOPTatechys agants. Saidhadimetive agents
Ceéra eveRl 6f RiRe tﬁgflItICIBéﬁééJ Bf ﬁ§u§éa|19|qa‘§/omlt|r}’q associated with

tostatin-secret tunor, squanous car
sqclemotherapy, radrontheraw ors:tpbmm:mt loelreduice ﬂtqouacfdeulcelof infection

spr eadi. ggd&\a a orra fer enmwtﬁgﬂagfae\rﬁgivgoanﬁatlca%g%rugs
d' Afjﬁfn%ﬂ% %béﬁts%%@lpﬂﬁ‘owﬁnﬁtﬁ@ bm $hé gﬁﬁ{ O'Wér%geutlc agents

preferably, “"the tunor/cancer is sel ect
gr acgordimgstodhe n@verﬂlqnmamaddltmmaily admindgstered with adjuvants like

he@ﬁg? g%ﬁj i}%ﬁﬁ{’feg% rgﬁg{% r‘f, urﬁrqrn&gre{ ﬁ;u%ycompbsmons may
9' in@hld%ﬁhﬁﬁﬁnothé?é;%ﬂi@'égéiﬁé, @bbﬁéﬁw@fﬁbrﬂﬁé&ﬁé Q{;éﬁts which contain

(GBM cell 'l ung cancer CLC) and non-Snal |

ceqzytom#geﬁ%tw@rrap jed lﬁo@m@sa@r otheseytatexic agents, such as a
of e t
%ogen ﬁn%@r?%%%tcyg@gg ancemééﬁytﬂg lﬁ ¢

rreTlaeltemn tprarthacgaticalegid Iﬁckeméatmgjmma araomer ntBBEsEs refers
and breast cancer. Even m)reﬁgreferabl t he

t UlPoR PagkRgs and, aspdulee instiug E‘ﬁéord-l'%" th?of%ﬁ%"ﬁt%@ ethods to
PSSR ol kR RSB0 d eion
sn@picadiglfdxnhuﬂa@dcamaeher(a@éu(w campasdmrsamdéscréiéd herein, and

(NBEFRIpre et SerinBiny i Vet of St pulfabie SarfiggBaton in a kit
I ngaaﬁem catt Rlwiea tighre bo%bPQﬁblet f@lsb‘éh@fdrpand the like

andr ogen dependent prostate cancer (Al . Al'so nore
prformutatiop, for Reoviding the antagonist ami/@rcmwecfusmmrotem of the

| u;%%%%gﬁi\gpn%ﬁf'ﬁﬁeapéélgep\@Hbmé BROVISET in QlpatdR! LorfiSiners

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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(SCLC) and non-small cell lung cancer (NSCLC),
preferably non-small cell |ung cancer (NSCLC),

woreioas1@si ¢ nel anoma, netastati c androgen i ndePEnERINS/005831

prostate cancer (Al PCa), netastatic androgen dependent
prostate cancer (ADPCa) and_preast cancer. The

"phar maceuti cal conpositi ond® - of the invention can
conprise agents that reduce or avoid side effects

asgRdegitatie phiSioldiic eMaRA i ad AgHsEY d?iziﬁ@%sdtﬁa%grtfﬁqﬁpset

i nvention ("adjunctive theragy"), I ncl udi ng,
agn

| | and g tike. Theoprepagetinrsof 4 acgplbgicat bempositioodhaheontains

- chefstnafdinfie et 80 SEpisPiSt wlielous H8indersige in the ar

adand ebbd HokBeNingitdd BASSY of ﬁoﬁn@mQﬁaw.tTwiéélrr?i, 488K @oRfpositions

nausea and vom ting associated w th chenot herapy,

r a@icoRNeeRERH asinjeplablas either@s liquidiselutings ion SugpeRIO0S,

: ; . : ¢ g - AR
B sBRE AR S B T s BRUBN it prir o

ar gse\eah algwoe prepdrbd. Thé prdperationeantdiss bemulified. The active
agents according to the invention can additionally

adRgFgdient can Ge mixed with-exadpientsewbich ai8d i nmune system
oA el 6eAgHEBkSand SoppaTbRIkiM B BR HFdiER and in
whambuotsnsutable faraisexindhe tierapeutic neethods dbstritsed herein.

i sQtopes, or .other cytotoxic agents, .suc S a

oy SUTEEIE exEinigitaace br gxBiple idiet caiie. Jeiiose. olvrargh sthano
angr thQike! 4R cdmBir=tioRs tREYRLIBA Ridditfod, g’f‘ﬂés"ireﬁ‘?fhe composition
treating tunors or tunor netastases refers to a
pacagentainiming amopuhts, ofiawdlianyg substantes sush ag wetting or

] h .
RGN ing ogE BE b o hed M AR ik R sinhagee the
t yoffsativeyiebd bﬂ_tHeaé@tﬂ/eaiﬁﬁfediélm[ The Yhepetid @dhpdditicitof the
descri bed herein, and therefore can be in an

[ . ) c of a
v aresept inventiemsan inglage ehpgpaegutically @pp@ntahYe salts ef the

U b 8h SFts ARl PG ety acAMERI sdiRihElide the

suspensi on an he 17 Kke tornul’a or ‘providing

anacid aaiditionesaltsofforintied withithe frraeoarainmdgxfgubbe)f the pelypeptide) that
i nvention. The reagents, e provided jn separate
coRfedPHard witl) ingkg 'F&C'd;%gHQ%i %%f%'i ‘?WB(@@QVEF% ric or

a IHMi~t AR Bt t [

R dtids r SR bR dehlSas Lot (BRAR, HahdeRE4nd the

cdikeaiSaits formedh avithetbledfeae caibexplagroaps canyalsw bealetived from
i ent, for_one or rmre.dosagtes of reagents

2CBBRATIE PrBSt RS PRIk EATIRLG HRSGLIR, PotERsim) &RMoniom,

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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descri bed herein. A kit of this invention al so
contains "instruction for use" of the materials

waeomvalned in the package. As used herein the PEF/EB2008/005831

"pharmaceutical ly acceptabl e" and grammatica
variations thereof, as they_refer to conpositions,
carriers, diluents and reagéz are used

i nterchangeably and represent that the materials are

Ca@@lﬂi@s Qflcilﬁﬂl o positiinsan Sis8'conRAR liquRkEpREEesih tdtition to and
the production ofundesirabl e physiological effects

sutmtf@sem@ra of water. @@@plgas@frswhlmthhorquuldepnase@ are

kygéﬁﬁa\é% tgléleéﬁasé&he C@’E‘%‘ (F:’\a;fgld and'wa ostlgt[)&l gé'nau Qlons.

t hw@bauy S thrapelititall§ effedtive afftRint of aﬁﬁ%nﬂﬁﬁﬂh@@pebﬁc agent

limted based on fornul ation. Typi cal I%/, such
colipibeifermef aafar Weeanwcimpre@mtm fragraet orpantibody

o Pfo B arE ol SHEPRE VT adiiRiSEled P BoRRMY

t otalerableacorapesitiba ipsaffieierd to dbhiepe epplasinacconuentraltion of from
be emul sified. The active i n%redi ent can be m xed with

ex@b@ithP3 roiragrany g per meilBtari(ew) toyakaut 4 9049/el apreferably

S oTTRRLAO o i tB el 5t 0B ARG B LR Msitpe
heaiftféf’entﬁwhte&ias%g%arpmvtfﬁorﬂra%ouf on mgmgotoeabdmt:mo mg/kg,
sal i ne, trose %? cerol, ethanol or the |ike and

cohtsferabiy.fiem akoutdt.2 marka deiabouh200 mafkai mest praterably
coRBRTIBd b EHuAG T %'p@uf’bﬁ@ﬁg@ﬁﬁﬁ rfey 8f &l é%muﬂustratuons

ces suc I'ng agents

bu@hiey fdﬂ@n@gﬁrﬁei/emcﬂdy*seWhé?e tnbumhwmmtmapeuhe agent is in the
effecti veness of the active |ngredient.

t h@rﬁb@f fragment 88 aimeRogpnalan moélyé}{ta p?ﬂ)gg@ﬁe@,thq; amount can
con‘pong b%hﬁtgjﬂgt‘;eﬁ%és“e,@h&ﬂ tHRE FERE W e ﬁﬁbfn%n?fl cPHﬁxga e relative to

armaceut i cally aCceptab
i ntHeuniass loé thees Withobeddintib amdy . sé’apnt&er(réabplas«hambhc&dteatfanee molarity

et O rsicserpnte R B ABeut Sr@lirFgar END anckprsterably
arPan {06 WREGCP mitartibty AR ACR Ao Eal Frecive

f r amotiat bﬁaulagehoaeéordmg of mis nheedmsn wmbh‘ is@mMon-
i norgani ¢ bases_such for

potnBENatierapeia mtwtea%a PRotGIn gglypeethﬁjtﬁ gxiFdalphagor other

S SR SARTBR RN BPUAY b B B GEBI such
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 pg/ml to about 150
ug/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
(wM) 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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like. Particularly preferred is the HCl salt when used
in the preparation of cyclic polypeptide av

wapagunsst s. Physiol ogically tol erabl e carri ePGI/EP®08/005831

wel | known in the art. Exenplary of liquid carriers
are sterile agueous solutio 5. that contain no
materials in addition to thé active ingredi ents and
water, or contain a buffer such as sodi um phosphate at

phys QODQ@%C@M Ridre preferatip 5ol to| 100 t‘ﬁg pérEHlleParﬁ'bdéﬁ}tWelght per
such as fghate buffered saline. Sti farth
aq dauu§he #refesed dosagenfta acttv@ragentawhmheusmpnfeéerably a

iﬁ:cthi‘%aﬂgﬂw%ts 4 Ecasey%g{:ﬂ@%gﬁﬁ%éﬁ%?@ggﬂgﬁ b8RPLEBrding to the

ot fre/emtibht(Asithdr mln@nﬁﬁﬂmaéem@awﬁ rIrePnéithaiuhotherapeutic
I|qU|d phases in _addition to and to the excl usion of

vvlapépt' %@&Fﬁlfﬁ@ 0dx mg temumg; paTatiend and qayameanreferably
021870 Z300SHE P uhL 303 U 039, 4R kDAt Bitp 1906 mo per

er ape

ef patientvandiperday,asr, per kulrrg:am H;\@dyiweight Cpreferably abcmte) 1to 100
formof a, for exa ant i bodﬁ or anti body f ragnment

or MK ) MR PrRIEL %b|V§ @e ta AL kel DReTerakly fee Rosage unit
adghBirfb RS SiddapRie! &4 a% YUl Bt Bt fRIBEN S irfide,

is sufficient to concentration o
f r prefatahly 06 O toi Zﬂomlr@t/m rrg))repprefmdtjly bito élSOOrrhg;/nfo and

gggg{) égﬁ)@gﬁltOQRQB rzabI%f m ab pﬁ? egggta&gi more preferably

geag?tly the dosage can vary from about O 1 ng/ kg
to about 300 ny preferably fromabout 0.2 ng/kg to
ab& e teoo ‘W@/ra@eutmﬂv effestiee’=1 ‘%erapaufmihrteffpogve@nwnt"

a4 I R Al ot 5 R SRR TR e 5 S8R

i nmmﬁirmrlanﬁelbage@geahcersthentﬁdra péatidallgfeffectiveansiint of the
of a nonocl onal antibody or a conJ ugat e, the anount

Caﬁnllgamﬂw rﬁdHQe g@ﬁ Ugmfﬁéfréac%frm'ﬁef% the tumeor size; inhibit
@%geglbvf tR %?f a‘ﬁld?rb\’&ab r el .’i‘fﬂp% fnto
pr e

erre Sna CO cen ration 1 n nolarit
[ spérlphembomar% Imh]bltb(ltd aslopntld) sanoe afatert aEndrprIeferablyas*top)

(m\V and preferabl bot 100

ntimanmeastaSt ARkt 46 Soma SXent Aumo] oMb ANOGH Talieve to
ag@Bhe@;&@ﬁ%ﬁ@ oPhdr8ict thé“z"?ﬁ‘\b'td?ﬁs Wak6Hated \'f?nth the cancer. To the
noni mMmunot her apeuti c peptidé or a protein pol i de

( eegtent the drqmmpy preventrgnowdih @indéor kil existiag saacer cells it may be

t f tid
L BBt R AR Shef RS b st ampe, be
COFRBuUTe® By iagsesdihy thé filnd © 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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achi eve a plasma concentration of fromabout 0.1
mcrogram (ng) per mlliliter (mM) to about 200 ng/m ,

weew@betelly fromabout 1 ng/m to about 150 ngPEi/EP2008/005831

Based on a pol ypepti de having a mass of about 500
grans per nole, the preferrg? pl asma concentration in
nolarity is fromabout 2 m €ronolar (nV) to about 5
mllinmolar (mV and preferably about 100 mMMto 1 nM

PoCYefitng AndRGisebver StH E@itu@ﬁ' V6P$69ﬁnélf)le%rhnd Practice,

active agent, which is a preferably a chem cal
anwhighris dRcarpotated hereibay) reference e thg extent thajatteaches

ac ei ther an

nﬁﬁ)ﬁg{)@g cgﬂgtf{fr?%iog\égﬂ%h %l‘\;eg noni nunot her apeuti c
peAtluied (Hereivi, e te?nﬂ'&dr@té'Oprk@&@bggref@rrs%% é&hwea@@wanabm
20t o. 200 ggrwand nore preferably 50 to 100

ki sleihiemsty Jormred Ry arelutelin this inventice, a saegaﬁga@@gan ligand

RSB SRR ol Sind B SEBA Y, Sy BFEh oy
acfumctional deriviatiee itiereof)) and (nsolvést. Saieh solvents for the purpose of
eutic agent nor a non-i nmunot her apeutic

th
p% 'Bwer Eay)nagtd f@rfsrw'théhgmoa@abe@“ﬁ%{tqféhe sghte.
d 0
dggxa e@L s‘é&fﬁa&:ﬁ%&lgéﬂts lﬂi%gg bﬂp%rgfﬁoggﬁ Q%q%lg?ﬁethanol,
dagthaop| ape acktic agldamr@fe@bly\mn@ bolvept esed fsbda phabtmateutically

. e aPR N, TP AT Sbhiralch Srame

Pesoldants lﬁéludé%ltﬁaﬁﬁfrﬁltﬁﬁirﬁﬁuéiér %%MM%@ eaC|d Most
preferably 0.5 ng to 2000 ng/ n®, 'nore preferably

150efergbhpthesaiventpsedds waten Hl’tarmeutt@allyrzacceptable salts of

Sgcgérﬁﬁxﬁgﬁ(%fs fbeﬁe %%éﬁ%%gﬁﬁ r&%l‘wgwe%geﬁ# fgﬁd 35('—:# pPeparation is

" t kreoverp iruthecart | I tef E@@bouRd 8BNS not' £58k Sit £an BB edEAYNt
of a drug effective to treat a disease or disorder in

2 ansfaned |'W°t<’=h§a|éExeadé‘ﬂﬂ%@fc%Phaﬁmécqut@ﬁﬂb@gse@tablq/amd or of
eff ?F\Ehﬁﬁ??umg b{éﬁ)léjpgge Waﬁ%é%ﬁﬁéw?gﬁﬁgﬁleoémds and

cancer ce unor si ze;

sl Imsetsoaredﬂmvaxtmm-: artydopexramplEfrgmsthepileratureasitedeidrein.
infiltration into peripheral organs; inhibit (i.e.,
slow to sone extent and preferably stop) tunor

et R bafipduntis i Bietusdda&HrBingth 8RS invidhiBh, ?Fé?%fa"t‘ﬂy the specific

and/or relieve to sone extent “one or nore

sylnfﬁgﬁmsllwlsbamcﬂoeat lmashonaéJrﬁngmnceﬂ'ooﬂMa;meutMQemmfferent
fu %gr{ﬁgta? "SASt Qgegsrpoevc\:'tlf% |%pegnn IlgallnldI cg?\( Igsetnlerr]ao'hy tgien gg{ninistered 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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cytostatic and/or cytotoxic. For cancer therapy,
effi cacy can, for exanple, be neasured by assessing

W@ b@9Inine7 t o di sease progression (TTP) and/ or PCT/EP2008/005831

determ ning the response rate (RR). As used herein,

the term "physiologically fynctional derivative"

preferably refers to any phg maceutically acceptabl e
derivative of a conpound to be used according to the

Pr @ftivegaiy & tHe0spedifty inte@ifliga ncﬁéyc?éj(ﬁfg-Gly-A@PﬁlﬁPﬁé-NMeVal),
whi ch upon adm nistration to a manmal i s capabl e of

pr b¢i fallenyingdkinds of yriting ithelinama ang) preferablyotore tdgarted as
prg@lﬁ%le'hpventi on or an active netabolite thereof.

Such derivatives are clear to those skilled in the

ar ¢yclow Al Gly-AspLBPRrEPNMe]val) &t ¢ydie-(ARFGIY-ABpBIPREERIR]-Val)
to the teaching of Burger's Medicinal Chemstry And

D6V Bg G ly-Ash- BRBer NMaY all/o £yglo-(rgr(ely st Die-NMe-Val) =

PO - DMV ScPARLBLPK P AP E e -
decRGENM=/ =A{RGRfIMeVEi n, the term "sol vate"

preferably refers to a conplex of variable
stoichionetry fornmed by a solute (in this invention, a

. Co Al QI AL ] _
SEPRL SRS RBLHA g IcRIAGIoR AQLPRE SRS s o
f uneferre o as &ilengitides wihtiehr isdh )INAh@dnte rsationah NonSomipriety
_so,thvenis for, the gg@(iy’)ose of the invention may not

in :

e O sgjd; $P1PR ol ogical activity of the sol ute.

Exanpl es of suitable solvents include, but are not
limted to, water, methanol, ethanol and acetic acid.

Pr Eh@ pRBFific integdp ligand cugl@dﬁirg}@yﬁmﬁﬁ’@@uw@lalys also
R Ren B B0 o2 RTRIE8 i 818, 498 B g anenoun

pharmaceuti cal 'y acCep

| i PCTAYEOTV0 14a6 &f the shmeocapplicdntidieé disckssutle dFich is explicitly
preferably the solvent used is water. Pharnaceutically
adEEWédéﬁiot@edf‘s‘@ﬁ'ffrﬁee%'oﬂcb)‘o'@fﬁﬁﬁeaccor ding to

the invention and their preparation is known in the

art. If the conpound itself is not a salt, it can be
edsetsnttreanlts showdhatinhibétirgaintedrinsaedpécially atBa and/or avps,
phar maceuti cal | cceptable acid or of a .

DrERTROE ererged I kals cireaus pally cRBignifiganty decrease
aaheReaktdRtothetsthBARR Ut Ry AP BRd /R idrh%_iﬂgrrhdiaftieh of

exanple fromthe literature cited herein. _
cethewige chemse argadiosesistant ngneerous eellsaediaraan induce an

P e BagRY SehPfiniy SFmhterollp e Rt haiith Sl agents

and/or ionising radiation.

Accordingly, specific integrin ligands, especially integrin ligands specific to
avBs 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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fromthe at | east one specific integrin |ligand, can
generally be adm nistered to the patient in a form and

WO p009/0¥§7 or manner that is known in the art fPRCT/EP08/005831

respecti ve conpounds or class of conpounds, for

exanpl e as descri bed herein or as described in the
literature cited herein. Thé& speC|f|c integrin |igand
cycl o- (Arg- d y- Asp- DPhe- NNbVaI) is preferably applied

as therAPSUERCAe MR ihustOeaPh ¥BhLinPRLLousBIdR éﬁ&ft%@fﬂb)’wuth no
the pharnacol ogi cally acceptabl’e hydrochl oride sa
anun@wpédTallny\qmansfefmﬂys appl wel t@lgrataé i nner (or

e%@ﬁ@m%&ii? ?X\g‘%’ﬁ%ﬂ S‘ CW ﬁ?fﬁ%ﬁ\? Rgt'éﬁ\gag(izrye{ar survival

l ntdtéfab@)ui Qs%gdtrf‘e/ﬁioﬁabuﬂﬂy frofA Me&ﬁﬂb@‘?ﬁl ‘k‘)’ﬁtlbnstdllﬁ) rap|dly
follow ng kinds of witi ﬂ the nane are preferably t

bedegi@seddhe salityoilife é

cycl o- (Arg- @ y- Asp- DPhe- [NI\/E] Val) =

cycl o- (Arg- 3 y- Asp- DPhe- [ NMe] -Val ) =
cyEbDekd’mp@tNeAtahda‘Pb@f higatraent of glioblastoma multiforme,

éégqé@g?ngpf ioihs qnghpgnem%/bf}équomlde has only increased the median

gﬁ%ﬁﬁ%@&%ﬁﬁ%& g ﬁtfslﬁy% F}fﬁtg?tlhﬁ ﬁ?ga NVBY 6"months) compared

cytd mdidthgrdpyyalasp (Sﬁlpp N\M\(zﬁ@Oﬁ)sHaWeuer @ eombinatonawith at
ationa

d nt
Nole? ?SB%FE’F?%QAHGQ”Bf“%QF’d“&B 5 %0 B 8alan, preferably
grigﬁgteégcirr?@ggﬁam{CAs%éﬁo 622 A, US 6, OJSM@@@) 'Ns?ﬁonhe'NMe'
00Val)smpre preferatily setEvted frog YitaxineAbagen apdl GyclonfArg-Gly-Asp-

| nEEHeE MRl A gl bRl G ERERGR P he-Nwe-
r ewl)t this Badah@treatmient $hoves ightfizantlp ;mpﬁcm@ @mba{cy with
avb3 and/ or avb5, commonly expressed I n va

came@ago aelinaeasesh madian ﬁPB’é\fﬁ' W%&a’@ag&'ﬁ?h@he literature cited

t}?sﬁ@&%&?& @?8&5% i @ﬂ@ﬁ@o?at%g%@g?@léé?s% I":é%fsthagnstant
caapphcatmnda} tefemdeor can i nduce an increased
sensitivity of cancerous cells towards
chenot her apeutic agents and/or ionising radiation.
ACSRICHINISYua '(fJéIFC'aﬂES%f the! HEa dRd NSIKE@ISD feferred to as
integrin ligands specif

Squamous Cell Carcinoma of 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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avb3 and/ or avb integrins according to the invention
can be successfully applied to inprove the efficacy of

waQ 20000u8Tancer cotherapeutic agents. For exanptBEP208/005831

phase | clinical study used cilengitide treatnent in a
dose escal ati on study on varjous brain tunors (NABT
991 1). In sone of the GBM'ﬁ%fients in this study, an
i ndi cation of response was seen. Cilengitide (=

cy ehémbridiofHeyapys BollbRoNNB-Détel sutvivalChywBREK 88k 5-year

contrast to nDSt cancertherapeutlcs currently in use
ha§U%ll\(?é Fatei remain® aeowidi20%; ped 603 of subjects will experience a

clEBr8R Rt pP AR roiPRR it Shieal o iy e

paThegrau;ﬁ of yetgjectuwith Yédurrerit lisddyet arkdied with rewly djiagnosed
nor bi dity from neurol ogical conplications also rapi %’h
eir

de \smgn@ﬂaétafﬁﬁmww heteregenepys dﬁ@asemﬁﬁ@ermtw@
St AR Vel e HoWeer %g&%ﬁhé‘ém{@m@% H({{ﬂﬁgﬁnﬁh a poor

aSSOCIatIng ra |othera Py 'an enovzo as on

i nquality ed lifeh d hisedisaral prognosis rt':a;s nbeslaam@@u pamee;mst ﬂmyyears
2.5 nmont h 1 -> 14. 6. nmont hs

ARTpE RS Cﬁ*ﬁmpéh%@p@f}ac ér@agnentﬂsscurmw@/or metastatic
COSBIOHN iRtk tugd su&7as ntRofBRAte! blednlfc!8 Rubtdifgel (s-
according to the Tnvention, pre erab l'ecte rom

Vi Eblyiand platiguimcorapiasds. aﬁ’rdmlsmg phase Il results with new agents

| Q- - J y- Asp- DPhe- NMe-.  Val f
ceuch adtanas Aol T Basebfimed e B3k UER RSt dntatin s the
Dpﬁﬁs%é(?h)seé@‘ﬁugmﬁb@iéa)(n‘@h%ﬁ‘e%@'rﬂént and/or metastatic
cyclo-(Arg-Ady Val), this standar

t re ansih 6W§U§ggﬁ| qul%dﬂfe? thergtandasd deptroastinthistindication.

ORISR B AES FAREE 00 U g B A s

exmmblrfdtlxbnlmodmmﬂ Big‘hér réﬁpbrisb&atés‘@d I\Faféd tof sible agents and
i nstant, appl.ication ref erence. Squanous Cel |

camost OB\T"etfP*FEePE%'a'bH}?GIONéck\ geneyal, rcemla@teprt thesapy was
Say d{h h‘él’ e t&Bgfc ?amﬂgn%gﬁ‘f&%caﬂg%mq The

annua mor I'nci nce of squanous’ ce
t heombandtian of cespltatirsplasts-Folt mddat:edi aGal0b pbduestionabilen

P R S T e TN P O

b SRR, (2D Cutaiy hifeds e o B Rr oqpeause o

c otheirhaties safety profedloaver ranak OtQnglGr neurologlc 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.
The 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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Approxi mately 90% of all head and neck malignancies
are of squanous cell histology (SCCHN). Mst patients

wae@odiegnosed with SCCHN at an age of 50-70 yRGF/BP20A8/005831

majority of patients (75% have |ocally advanced
di sease at diagnosis. Those patients are mainly
treated with radi ot herapy éﬁg'i n sone cases surgery.
Newer strategies such as induction chenotherapy

or AhsHEYeAN tAEDRTtARNe e8RbthatioPVodSisDeE C%Fbé;%ﬁrﬁdrﬁ', 5-FU and
however, the 5-year survival rate remains around 30%

anbrigtes vas been demonstiated ipsighificantly pralong the madian survival

di | T hi i, N tj ,

Th RN At sRRE oS feetTRhdmBlastild sl Thi Rliserved

W friedi@vsiinili A Gifes 6611 0li1shanths T8 adsdrp e [BA§esEsver reported in a
het er ogeneous di sease characteristics. Therr nedian

subbasalll triakéor these watientse Thedideratwrgraited-ig this paragraphis

R0 Bbl Bl T ol 1 BBy

chesfetdmeeapeutic treatnments for recurrent and/ or
net astati ¢ SCCHN i ncl ude drugs such as mnet hotrexate,
bl eonycin, 5-fluorouracil (5- FU), and platinum

CONBEANESNoRLSHiall GFIAW_WBL\M&?SU' ts with new agents

such as taxanes cou e confirnmed in phase |11
st Ldhgsanéesigltheil@ading thasenf tanteredeaths adridwide f About 170,000

aniew SRR lung chrel dnet 160 o Ueelia e 1 s dirase per vear
t hpgcimAith@Uritied ShatErbloneaNISCLUD hbeh\@fts fanasFokffately 80% of

trials suggest that cisplatin and 5-FU in conbination
pr abingicanagier response rates conpared to single

co bl S, TR o et PR R SR G R bisent with
hesially advaated rshd Wovheitm hbtagtatie digesieC Suygicdinesults in earlier
conbi nation of cisplatin plus 5-FU produced a s

I
bustagesATe APABICOMARSES j@ RERT tumer wﬁﬁsso(tab@paﬁg)%ﬂgia fecyrrence in
mQ{a%%sﬁHQYlnvmetégtaﬁc H%egﬁgpﬂié}ﬁothg?%w R tﬂ%’(}l:%a? nt Of choice,
contarning reglnens are also 1requen use ecause

of btihsunviviaé berefitsafareybauromolde sy, reswlting énahe-yeaokagiival of
ne esti nal 1éoxi city than
u

ci gé?‘gt%?‘:qfﬁve%g%fgﬁmiﬁ’gggéﬁ%m% Wi val are not

Cofih SPRERONY SEcR R HAMRSE a6 s Al peaso
SCEthge tV saddhbiwittumatigaantgalental effesion) consists of platin-based
(cisplatin or carboplatin) chemotherapy. However, there are many open
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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The epidermal growth factor receptor (EGFR) is
expressed in nearly all SCCHN. EGFR expression carries

w@2@poung7 prognosti c signi ficance, providi ng tPEI/EP2008/005831

rationale for using EGFR-targeted agents, such as
cetuximab (Erbitux(r)), in t4Q| s indication (Burtness,
JCO 2005; Bourhis, JCO 2006)" Erbitux is approved in
the U S. for nonotherapy of netastatic disease, and in

copbpiadd Mintrigl hés badh Milistcaaded o tHeratta df & éﬁ@bmzed

where it has denonstrated a prolongation of survival
by phesentiririakinBtppatients trieated withvdispiatimvinoselbinesplus cetiximab

eVl SRHATT  ThoRiihe 210nS. T Bhcief il Tuciigf an aovantage

supftheatetlkiffal BoimdirzRidhnSwith Fé‘gér@Q@Uv}érall response rate (53% in
recurrent/ metastati c SCCHN. The observed nedi an

suffg experimastabprma@nd %%%unghe §oatf@h@mn [eatzempier, ASLe® 2003,
" eBBLHAG 4 DaBoRNARE phhbe 1 LA lé)r{ dd ﬁcl@ﬁ%‘ﬁrqb;patﬂ?ﬁs (550

era S p rap cit
i nper panptad was polereditc dénﬂms&atﬁ atu livicreasé #ninedian overall
appl i catl on by reference, Non- Smal | Cel | Lung

Caﬁt'%’r'vi rogn £dneaths; (§t8tfl¢@f¢ @ﬁm F@; 10 speuthg (cempination W'th
de ﬁﬁ&mh %‘é%ﬁi%gﬁg gytbﬁw Qnmgd'lﬁﬁ’lo@ﬂgﬁﬁ dMld ﬁrgp%sults are

cancer ue to sease per
o c euped:tadtslmenum'he éidabrﬁtta'eextedl innleis pasay@phds explictly mcorporated

o g Sag BsElaeuro ot e Bl RPUARTD LRI ens s pr csent

VVI th locally advanced and 40% Wth netastatic
di sease. Surgi cal results in earlier st ages are poor

com&mlb@aﬂﬂ-uﬂg@anpypes (about 40% of recurrence

| o STHAPkpRnosf SRHEE BB 637 T 2ar% HERTIHEL Bl cases

be&nthmd@ﬁd,, edRftingt tordpproxiaitely 80,060 hewvsatichits €08%y year. A
and five-year survival of less than 15% It

i s
cofffsnt pnabysisseidherSiyvetinace %ﬂ'gﬁﬂlﬂo@%é‘ﬂﬁ‘eﬁﬂd Results database

ad ﬁ'ﬁrﬁﬁje n

pl égr a ecfl *ﬁ‘gﬂiﬂ}é @bﬁgf&sét%te%f % at | n- Hgért\gpge Itfnqucancer

or patiemts Hastdegreasedriroreaboyt. ZO%\Ae\nerB%tlh ei998alileelyaiuge to the
uestions |n tEe managenent of these gati ent

open , :
sﬂ&ﬂplggiqrﬁéthfbp SHPKESHSPRIPB RIPHEMHY Ve p%s,ﬁowever, Is to
| Ngbidl dide AE @wigHed B tE Hgh atPhsiRg PréPMBRES fltobacco

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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t herapi es, and new targeted therapeutical approaches.
Currently, response rates of about 20% 30% and nedi an

waemveB7tines of 6 to 11 nont hs have been obRET/HRIHO$/ON5S31

the treatnment of netastatic NSCLC. Severa

chenot her apy conbi nations arg used with conparabl e
efficacy. The conbi nat i ons~ 8 “cis-/carboplatin plus

vi nor el bi ne, gentitabine, paclitaxel, or docetaxel are

anggents et a icERbindisT fof IBBRItYindRShthridint b Féfierhtiswh SCLC
t herapy of nmetastatic NSCLC. A phase |1l trial has been

i nintthgtWestess werish Ganebination therepy avithamoserthanitwihdeigs in
el lrid S, BB o GbeEAhelshatas, butalsodyohes ity

vi avd didonotereslitivea clihzaliyaslevant évdrall supNeR bRMefin A
advant age of the cetuximab conbination with regard to

oveqrabinatigs segiseen gersisting of eyalorhasphamidendexorabigimmmnd
3204 1.0 I Ler., .
et Bh toiCba Rl EERE adtRe pialiin/gtaposide

I ncorabimatidf Obpieascatnsoreqirifapeurableoxicityprofile duw vy e inclusion
to%fdermmrat ‘f an increase in nmedian overall survival

f rOrAY aRBRRRCling BhiaRan. sispfatinplus irReteRan it kel mareon
Sl e 3 WA SCE S 4Lk iy s

| i yielded faeowiabéaloveralltsiusvipalr Sfudies in thesWdstermthemisphere,

i ncorporated into e disclqsure of the instant . .

A oRPEYRT BT ot apler B fantiraanpse ecauis, Buis, Thiadgaiean ismot
Sniddd &€ Widély ot et of(tRelariiccount s for 15-20% of

all - lung cancer cases in the world, equating to

apprextensive siaggnSOLE, mvaralbiespanse eates o ghamothtenapyeange from

angly/si / u [ L demi ol ogy.and End,.

R e 7 e BB o B0 s iR, R oF Boents

t hysrogreudiig Withiro8 nsoriths of ebplating rsmethepady. eMHeSmasan
decreased from about 20%to 13.8% in 1998, 1ikely due

t ccuMal ispf b hmentbs: asssthari Sy of patigniscsurpivedeaaer than 2
Thi o _ :

S GFE REratie EHE in e pRratebn BELEAIoIR HbBhshEfecito the
otdiscloparet of the instantepplitatiSolLy refereppecal |y

di ssem nated at the tinme of presentation, with
approximately 60%to 70% of patients having

di BRITRNBhEA Vit befiRd NRuRts %@ﬁkv@ﬁ%ﬁﬁﬁ tRd last years, the prognosis

presentation. Thus, surgery Is rarely an option, and

apyfithe patiahts negarding 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 aikyiating chemotherapeutic agents, and optionally
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patients with localized (limted) disease. Rel apse and
death from SCLC is i mm nent even in patients who are

W@ e@apeds™i t h surgi cal resection. Wthout othePCT/RRI06$/§05831

than surgery, survival was 2 nonths for patients with
ext ensi vestage SCLC and 3 npnths for patients with
limted-stage SCLC (G een, J Med 1969). Systemc
conbi nati on chenot herapy renai ns the mai nstay of SCLC

t r ppon@ ol mdretfirthér therbiérapsutRdgarits \BheritheR thé at least one
their disease. For nore than 20 years, etoposide and

ci SPeGitie hieann ligang and dhe paecserecalkylatiag chemotherapeutic
stgg dagents used in conbination for the first-Iline
treatnment of patients with SCLC in the Western worl d.
Combi nation t her apy vvith nore than two drugs in

cl i.ni c; trial ha yulted in hi onse tes
buPP&filie "H?gﬂ@i’g?e ' a}F respectate 3@?«3«9@&5 'eFWdaf%m the anti-
V .« .
oG bYGFLAN IR DATERY), USRI, Atbarn, Abcimad
dogi3)pPdF8, 14D6. F\B IENTO05n e huamanided,) ch(mdmc aqdzdel-lynmunlzed

effective as the plati num etgposi de conbi_natjon
ha&eré'%tbe[ﬁﬁfé% é)l raofe RYed 'Sbfefe'm | MBQYePH 55t ﬂ'éd 14D9.F8,

' ”\?ltébﬁhOﬂbgénﬁncﬂ“fﬁ‘g?"%wﬁ\%t: bﬁdib"i‘@@ylecg%c? ﬁtBhngenchemucally

plus irinotécan I's used nore ftequentl
f i detived asti-integtimenmpoiun8€] and tyeo-(Ard-diyafepe DPhieaNMe-Val);

has _yi.el ded favouraphl e over suryival . Studieg i
¢ nandis BFAmRATRLlsALY BcCiRBlR.dSValES, soIvalgF and salls thereof
confirmthose results, thus, this reginen is not used

as w de in that part of the world. In extensive
st Egeeeai&@rate@bée Ithe sppsificdntegriadigand ds saiectrd fpiy the group

o PR PP SR AOREARIP AR 1€ piftbdceuticany

ﬁoaédtﬁptaﬁlewméWesngowheéméh@sams/thet'éef rredl an survi val
is 7 to 11 nonths. Less than 5% of patients survive

Ionger than 2 years. The literature cited in this

d| sc Lagﬁp %f’ﬁ%(tﬂg}arﬂnés t% appf}p{hz% on’i)i eg§/9ré ?Ie%rf%rr? bly selected

Thfrem:even in vi ew of the resul ts achi eved within the

'@?L&%ﬂiw&@ga%% 2 Bieteestly fom e sl fefass Busulfane

thgﬁgg -for inproved nedi canents, therapy
met ho treat ment reginen.
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.



10

15

20

25

30

It is an objective of the instant invention to provide
such i nproved nedi canents, therapy nethods and

W@ e@avnest regi mens. Thus, subject of the instBEE/EP2008/005831

invention is: [1] The use of at |east one specific
integrin ligand for the manyfacture of a nedi canent

for the treatnment of cancer,’ wherein the nmedi canent is
to be used in conmbination with a) one or nore

al kyl ati ng chenot herapeuti c agents and optional | yb)

one or nore further chenotherapeutic agents other than

t hBhefurtlwsxhemwhgmmmcagemttSagthan thany thedatleast ore epecnfc

o B R SHE PSR 0B b S eGPt b

Seﬂh%?ﬁe%@eﬁf arv érlé‘ﬁer%bgl saé@@alfrbrﬁlcvtd&aﬁ@bﬁnbuoncs
(Fab' 2) - (Fab'), 17E6, Vitaxin,

AvRtimetabolitesa pytostatis, allialggiswytoetareg%ﬂzmand &GFR

cqh and de-i mmuni zed versions thereof included,
nore pre% erably from LM509, P 1F6, and 14D9. F8,

Vitaxin, Abegrin, CNTOO5, Abcixinmab, and/or selected

f:ém t he chem cal | y derived anti-integrin conpounds,
ttgsynAalﬁ repprctiave praterably sglegied from:

ph@ﬁt’ﬁ?& |h8§‘ 'Espe {a%w fro h\éaAﬁtYl ity g)(a‘r?ﬁo?u'mcme

salts thereo y preferable, e spe
[ riDegmnubldlmegaEpﬂrummaelaﬂdtlddrdbmnei he gr oup consi sting

oA /e B eIARY NEPRIA/ES ando var es and

s i .
s %t?é;éé %%ﬁ%?ébm% ir‘rgﬁw Remztﬁgg@eﬂfeb%ﬁﬂ%‘éﬁd Mitomycin-C;

N-anss pharnacelticaly acn@ptebta dervatives, shlte andier soivatss thereof.
derivatives Busul fane and Chl oranbucil; N troso urea
derivatives, nore preferably fromthe Nitroso urea

demptirabiabesitdy inthis reepe&ldrBlyibferablgiéld A8Y Fionite;
Oxazaphosphorlnes nore preferably fromthe

ofpifpley HBW%@f@?@lyoiﬂleetsﬁafmra éhe enttalates Methatrexate,
Tr,%@rrggga d%\d BEﬁ{étféx@ﬁ“ vatives, nore preferably from
t he In deriva

I'ves G splatin, Carboplatin and
Odauiming abfagonists, 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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Tetrazines, nore preferably fromthe Tetrazi nes
Dacar baci ne and Tenpzol om de; 0 Aziridi nes, nore

w@e@bet@bl y Thi otepa, and others, preferably SPCBEPMES/005831

from Ansacri ne, Estranustinphosphate Procarbazi ne and
Treosul fane; and pharmaceut i gal |y acceptabl e

dervatives, salts and/or s6f¥ates thereof. The further
chenot herapeutic agents other than the at |east one
SpTakands, imbrRIprcferablAREMARE thidhe¥BolEtaXBl Snd Paclitaxel; and
al kyl ati ng chenot herapeutic agents in this respect are
pr Gaemipthecirededvativesy mare preferahly froamthenCamptethecin derivatives
ant | ol j tostatic al kal oi ds, cytostatic
En&b@é%dé@ﬁplghﬁ Ptors. Cytostatic antibiotics in

t haAd phapaateaticallyrficeptdtiy deplatives dsdltsoand/or solvates thereof.
Ant hracyclines, nore preferably fromthe

Ant hracycl i nes Daunor ubi ci ne, Doxor ubi ci ne,

Epinr Uk Gi endj .mre
S R S R R

s ehnad pharrmaceutiedliyramuegptablédeRlativey csalts amdlor solvates thereof.

M tonycin-C, and pharmaceutically acceptable
dervatives, salts and/or solvates thereof.

: Q‘QF'G'W wﬂ)iitér@%;&irt]rt‘ﬁls?%%ﬁeét%?@ﬁgéfeﬁétﬁggég @F}?Q the group

ecte rom at es, re preferab ect
f r comsistinguof.i f ol at es Met hotrexate, Raltitrexed, and

Penet.r ;. .Purine antagoni.st r refe from
 nARl R biRloaie. PRl IE At CT R bioldgieals

6- ZBILQHHAR| pEhitudnurRaB 0XYGRIMNifab! Ahotuzumab and matuzumab; and
FI udar abi nphospat e and 2- Chl or deoxyadenosi ne;

PyantiE(5in8 chemigally dervechepmppuadsrmbleypraieradlyeton ibe anti-

o ESh R sPam B e IR s IGHARE b gt
R BA8 phlaadhtdeatical Eicapable debidtives, {aidandrbr bolvates) thereof.
nore preferably Hydroxyurea; and pharmaceutically

accept abl e dervatives, salts and/or solvates thereof.

g%@%@%}w rtlgémgf’ie%isgﬁné kit ifRYRRGigaRt St GiEbARIoYe 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
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
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Podophyl | ot oxi nderi vatives, nore preferably fromthe
podophyl | ot oxi nderi vati ves Etoposide and Teni posi de;

wormeal@Bkal oi ds, nore preferably fromthe vi nREI/EP2008/005831

al kal oi ds Vi nbl astine, Vincristine, Vindesine and

Vi nor el bi ne; Taxanes, nore prgf erably fromthe taxanes

Docet axel and Paclitaxel; aft " Canpt ot heci n

derivatives, nore preferably fromthe Canptothecin
deph¥Rbtherapbitid'a§E/RDNIris e RO bEARIIE ?coﬁgﬁbunds, s?lected from
pharmaceutically acceptabl e dervatives, salts and/or
sotheageatipt ¢ansisting of platinum ceataipingsthemaetherapauticiagents and
this_re ecb i.s L-asparagi nase; and pharnmaceutically
ac%ﬁ%@foép QM0S%i ves, salts and/or sol vates thereof.

EGFR inhibitors in this respect are preferably

sel ected fromthe group consisting of: Anti-EGR )

bi Bllddiecuses as deseribed abewd ppdfor belaw @ndraspeet@iir as described in

bi gl 0gi cal [ [ I : : .

o st B R dp e hUhLER FBRIOf T ther R e SRR gng imtegrin
deligardliscsstpeted deom g grauetonsisting 6f @B, tamel/emndBs intehfin
chem cal ly derived conpounds gefitinib, erlotinib and

| al¥RIArd: and phar maceutical [y acceptabl e dervati ves,
salts and/or solvates thereof. CGenerally, the at | east

one specific integrin |igand, the one or nore

al [4)|Tatel uge ab desttilbedpbove andfpzietow @and, espediadlly ashdescribed in

oGl P e S BT GBS LSRR B S e o
or |53k 8ndliftebah ligana mr%%t&g@rga@@Aﬁmh&méﬁlal), the

adm ni stered™i n an anount and regi'men as it

knpharmaceutically acteptableedervatives,isplvatesrpodiat salts thereof.
Preferably, the at | east one specific integrin |ligand,
the one or nore al kyl ati ng chenot herapeuti c agents (a)

. Bl uddas descatedrBbevé Bhilfir beld\e ERidspRIeRI s described in
agents other than the at |east one specific integrin

| i gAEr aneretafdhe maragrapbe auamheredili Hg [hevhrrei tiseeancer to be
ageaLa{ R)a é{s‘ﬁ@ﬁggehaéﬁ{ %%ae'ﬂ an amount and/or a

regrnen as | Scri be ove and/or bel ow for the
respective conpound. [2] The use as descri bed above
bel d i all d I bed in. . .
an([jé]%e ueseoavg enscri Sé%eé:t;oa\l/e gnd%c’)r bgl%a/rénc? eslpgmally as 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 celi 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 paragraph nunbered [1], wherin the one or nore one
al kyl ati ngchenot her apeuti ¢ agents conpri se one or nore

w@orepounses, selected fromthe group consi sti ngPGF/EP2008/005831

pl ati num cont ai ni ng chenot her apeuti c agents and
oxazaphosphorines. [ 3] The_%gg as descri bed above

and/ or bel ow and especi ally™as described in the

par agr aphs nunbered [1] and/or [2], wherein the at

| east one integrin ligand is selected fromthe group

consi sting of avb3 and/or avb5 integrin inhibitors.

[ 4Prefeeakly ethgsatdeastransespeails integrin tiganss theyoasdr more alkylating

es e .
aPAERYaraREHAERGENRT AnbRs A€ ofie dfTheifurtyd chemotprapeuti
at abentst othepthai theratileastasreds sauifit integrin ligand and the one or
cyclo- (Arg- 3 y- Asp- DPhe- NMe-Val ), the pharmaceutically
ac awez%sgaw ghemetherapeyticagents e gdnyaisteredra @scamount

5 : [ : d
¢ 803l 4 B0iRen R 5 ARG BRI ot 8B compound and
pafarghapaspeutivearatef glvenan[thé pavagraph munitseredr[8Er to
be treated is a EGFR-dependent cancer. [6] The use as
descri bed above and/ or bel ow and especially as

< ! .
: e ré?ﬁgféré‘l\)/\lg,”ﬁweoét ltﬂﬁéteorfg sﬁ&@ﬁ@ﬁ{g@é@?fg@?ﬂ@ YR or more

1] to'[5], erein e cancer to ed 1's lung
c antkylating7Zhenhethesapewdicargants (el antor éhavoear roefeofurther

and, e cially,.as descr,jbed in, one or .nore of .the N

o PaET Rl AhaE RadRR GtheEthas n€ A st Brierstcife Bregrin ligand
headd anée oRedr rﬁ@@ﬁkylaﬂ%cﬁbﬁﬂtb{eﬁ?éaﬂ@ légeﬁﬁd db) &8 @dministered
of the head and neck”™ (SCCHN). [8] The use as described
abtivan ampunt anglera egimesmeit ig desciibegdarlpwifer therespective

0 Eomﬁroﬁpﬁfar{cﬂ%r L ?%p%glm% {&éﬂpﬁ @gell;i H trge?B%%Jg’raph numbered

wherern e cancer e mt he

cof8i sting of small cell lung cancer (SCLC), nonsnall
cell lung cancer (NSCLC) and squanous cell cancer of
the head and neck (SCCHN).Preferably, the at | east one

SPERSI el MRS s SR e b ypes
f ugiviearinthe pardgraphawmiveredd 8} alsotimeludé nzetastasestof the

| east one specifjc jntegrin |Iigapd d.th or . nore

al S3PRCtG CeRERGINRINSREMANS CigATtotiNE ik ofibe SLbiFdtr

an exBRiPs 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 chemoth.erapeutic 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.



and/or a reginmen as it is described below for the
respective conpound and for the respective cancer
w@eraen16287 t he par agraph nunbered [8]. Mre preP&r/BP109§/005831
the at | east one specific integrin |ligand, the one or
nore al kyl ati ng chenDtheraQ%H(ic agents (a), and/or
the one or nore further chenotherapeutic agents ot her
than the at | east one specific integrin ligand and the
ong10) THELSe ak liesatibed abbeeRnariraRIeW ighdedptichallyds @éseribed in
adm ni stered in an anount and/or a reginmen as it is
de ORI Bnoiepidherraragraphsayeberedd 11 tnf9d.umbiergini theoene or more

th ' o g ' r ad. .
| DRAEREEASRARAE et o LSO ABLoT THEEAE imegrn
5  esjigandiahy théeneastanord siRgRtioy \themdthéRpepticagr aph
nunber ed [)8] al so i nclude netastases of the respective
caABERts (7) &t srlectadSzerd the gsavp soBsisting ofody of t he
subj : ] s of other organs or parts of the body
of Wa'?gﬁ J'E@@ﬁtahfit are prone to devel opi ng net ast ases
i nd) cytestatictallealeidspt |imted to |ung, bone, liver,
brain, kidney,, adrenal gland, |ynph nodes (i ncluding
ly ﬁmt%&émttﬁ?%‘?sm@l‘?'gtosa), heart and skin. [9] The
10 usg)amtidRstspbiRed above and/or bel ow and especially as
descCribed I n one or nore of the paragraphs nunbered
[ 1pndphaghacenticallyracceptabie dervatives, salks/awsd/ongolvates thereof.
chenot herapeuti c agents conpri se one or nore
conpounds, selected fromthe group consisting the
Pl pE1]THE Gh 8 ek BEbE® HBOVE 8hd/Or BiRIGW lafd dspiceilly s described in
and oxaliplatin, and/or selected fromthe grou

CORBP S IMTecH! thaP5RaIRRDRLIMeRTeAd3] 1I0b pHuBIiedene or more
15 | fﬂﬁ{l’?épc%%gf&g%fefg%fu%%%@n?seo{hgﬂhgm%euételg?%&ejrgé géé%ﬁgintegrin

above and andespec ['y""as des
or ligameand thédenparagopalkyating eheshdtiérapeuti®] . wherein

{ nAHSTIRAPh A1Y SaleCiastUOaBSIaTPLP CANBANG Of gand and the
20 ESEp Refbly Rl FRATSH I OPR oo A ag lricly
i ndebvedcempoupdsyt ost ati ¢ al kal oi ds,
20 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.

25
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;

30 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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Iii) cytostatic antibiotics, and iv) antinetabolites,
and pharmaceutically acceptable dervatives, salts

W@rwho1028Dl vates thereof. [1 1] The use as deseCT/BRIH08/005831

above and/ or bel ow and especially as described in one
or nore of the paragraphs ngﬁbered [1] to [10],
wherein the one or nore further chenotherapeutic
agents other than the at | east one specific integrin

| i panshey thtéereealscparegwfeférabiwéeaéétea MG mac*é%@%gpi c

agents (b) are selected fromthe group consisting
i ) PacitaxelhGiapiptothecinsderativesfin tns aespedt@F& preferably selected

bi L. d ically derived ds,
oy TaaifBleeaPR Al TEhS@aptet'cn 11 om podaphyi ot bxi nes.
Vi ARthratyohhes #s thi$ fesprs afd BrefarabyisélRefdd ®8m Dalinorubicine,

cytostatic antibiotics, selected fromanthracyclines,
andoxenubigine,fepigricineand ldereiciag; f rom pyri ni din

an ' ] L ti.cal |
acARARIIEE o 1 riHicl A bfRTeraiip SRR G e oaate.
AnRaltiftreked pand Pentegtiexedn this respect are preferably

sel ected from cetuxi mab, panitunmumab, zal ut umumab,

ni Ryimiding antagenias in thisrespest pre-prefeablyselected from 5-

degi i i . > . g .
ol MBFAySER e ki, EyiotiaRitinote sRETl AR desoxycytidine;
Poatop phidimaceutivady iaceeptable dervatives, rsadtsearid/ar solvates thereof.
preferably selected from Et oposi de and Teni posi de;

Vinca alkaloids in this respect are preferably

SEHOFTRE fseUs JestveRl Aitie MIBF b&lowW'Snd \éEB?&%iI)E )s/"%!é@cribed in

Vi nor el bi ne; Taxanes in this respect are prefera
s edre pehare ehtime patagraphsinumbeced { Hhtell1 1lCwhereinttbeiome or more

¢ roHHRF ElERabbraPafud SaBRRLuARErBRIR A It HheSSHe T integrin
t NigandesmetHe ahe o%ﬁfré_@ﬁ@léﬂir%bl@@h@&éré@é&tic
Daunor ubi ci ne, Doxor ubi ci ne, Epirubicine and
| cR@es dphare selected fearadhe araun eonsistingef ar e

P ES AR I BRYRCLER ol AR AR Yrb G BbfisistiRb o befisfflab,
panitumumab, zalutumumab, nimotuzumab and matuzumab and/or the group
consisting of gefitinib, erlotinib and lapatinib,

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,

iii) 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 diflucrodesoxycytidin 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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Pyrim dine antagonists in this respect are preferably
sel ected from5- Fluorouracil, Capecitabine,

W@Y00910281 abi nosi de and Di f | uor odesoxycyt i di nePCHRB2008/005831

pharmaceutically acceptabl e dervatives, salts and/or

sol vates thereof. [12] The gge as descri bed above

and/ or bel ow and especi al | y“asS descri bed in one or

nore of the paragraphs nunbered [1] to [ 1 1], wherein

t hgpé&éific ftedim Bghhd Eé%fcté‘(f‘ﬁﬂm t'h%rq'erGthoﬁsiéﬁﬁgto‘f c%lBe({f\rg -Gly-

than the at | east one specific integrin a
onéseriﬁheé‘lMemlhttha@hanammme&pamepta@g%deya(nws,asdvates

AT 5pls WReaF A PUsiBRRLBla BeiStunahaaklintet 250 mg o

cengzq)(rm*;g gawekKMumab, zal ut umumab, ni notuzumab and
mat uzunab and/ or the group consisting of gefitinib,

erI ot| ni bfand | apatinib, ii) cytostatic alkaloids,
LS PR SN Be400 S0 8 BABREHRY agcescribea

VI one e:lr innove, ofithe paradraphs athbered¢$] toef13], eheareirnighe platinum
of docetaxel and paclitaxel; and/or the

{
o1 BaRUnG Bemad eIRPEHlin SBBE A SRIENR iAsbaB N 3 Oxaliplatin are
Y Laflimbieted g@xﬁéﬁ in %ﬁ' rqbéfr 190 oot APin ane or more

consisting o or ubi ci n, I 'ci n, daunor Ubl ci
eppodionsiwithinc timé peiodi of 2 umdwee)(sant i met abol i tes,
selected fromthe group consisting of 5- quorouraC|
capeci t abi ne, cytosinarabinosid and

di rhe rePRArYEYAMCEINaIRESOthel tRattHeMl B Eﬁﬁéérswitﬁ‘g of

penetrexed, nethotrexat and raltitrexed, and
ph ahmoﬂmrapawq/age@t@pn dhe bransleshsenss, is agproyragiagl issue. Thus,

it ERidf & Rangerltn Fey e Abelit Hoshfs 08k 4fy includes a
nmop ﬂ)l@uﬁ?édléxmtﬁéftdmwé oRgErence r[e%})eém/é dRdmotMeRapéitic agents.

the at least onespecific integrin and selected from
th@ab'ﬂédﬂtocml@ﬁf r@@sthféh@cbgp@i@rypeutlc agents, when applied

AS i SV B d Y{%{/ re {b%é’fb?rtﬂgg)ﬁyg o‘fméré ?&ﬁgm@b' €

dervatlves es and/ 0
adnhamstmadeuﬁx; ageatsi (antessthey showarty af haraly amy aoute toxicity)
The u e .as descri bed

Bl RRRIW ARRIod SUELR ST I L AT B AP IPHES Y Bfime period

iRl W ALIARRHEBG bt otndhopthe i, curin

ci wpicht fime tbepatiphts bodwaalaldmaed to er:tqoneafrem the toxicity 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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adm nistered to the patient in an anmount of 100 to
1000 ng in one or nore portions within a tine period

wO2009/0102874 weeks. The treatnment of cancer, at PEEEBP200$1605831

treatment of cancer with chenotherapeutic agents in
the broadest sense, is a prg racted i ssue. Thus, the
treatnment of cancer w th ché&npt herapeutic agents
general ly includes a prol onged exposure to the one or

maardt@ﬁe%&haag?mewrba%m;reEaifé im@‘p%rigd after

account that nost of the_chenot herapeutic agents, whe
apthe eftherchemetherapestic. fbus, thedengthxarduration néaleydle can be

P rlTeEe b fore MHERGBIASLRR At TSR0t te8Rotn of o

geppdlelid in etNdeptony ReeR iRl 12Weeks | Mibke Préferdbly one week to six
followed by a tinme period without the adm nistration )

of Wegks @@gmeicwlycﬁmmpemfe@b&géhe doging elthgHespective
ti Lent | - I r

t oreimBihelAbe Gt ade IS iieh Bl PHLER REPERIEY ol iR thE the

t hphysicisttoraddptrthgiavtunal administkiatign td theplatus of thenpatien, i.e.
period of the respective chenotherapeutjc agent

t

| ! d
nihsthes dbe amountiRer SyFleda Sitacin anssiapls pdminisratin or divided
{ nihto $3B%F rhoe SIABRS BAARNSIIES aRAftreh SR ER SRS YR EYcle. In

or nore tines, prefera several tiInes.
r ethensetting of auadnhlyinatibre treatment comphising kwblardnare | san

£T reSPlSabe sty AaSYE Gtk tnk shors, Slitkn FEvidtiime same or
ang difiérehe RGBSVl TPaPENEION RS EREmbliferapaliicagbms of

the respective ' chenotherapeutic agent. The dufation
of adminisigped tatheopatientdn pae ios anerediastionsh withicene cycle, each

o BRI defraEY i B85 8 Balwibif sad,vcle. With respect to
Pr egen of e Sierhbtharapdetits administerid) gedperally rhofgthan one cycle,

Accordi%gl Mdi fferent chenotherapeutic a%ent S can
hapeefaiabiy Pélm‘H?icdﬁ?so?V?'hE‘CHBpﬂrﬁ@&?P'M higenar BeFe gycles are

an : Yol ' N

cnapBlied REtierRIsT otk efap RS Stariih i Buf pelige. Generaly
cy abemoae thien 84 fcyelesrdrefapplidd td éhes patierftesattshartimtiy without a
agent s. nerally, the length of a le.is in between
oneaube i apaicafionid abad Sbgniles sigadi o R Bage to
V\B a - r -

oo iEp A IRPERLELE he i ARG CD ML b neraly o
gi stamdand for ofrroany ofithe charmethesapaitics fesicsbed derein.

physi ci st to adapt the actual adm nistration to the
status of the patient, i.e.

Accordingly, the time period 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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whet her the amount per cycle is given in one single
adm nistration or divided into two or nore portions

wa@etviesered at different tines within the cyRPCBEP1008/005831

the setting of a conbination treatnment conprising two

or nore chenot her apeutic ag?gts, generally two or nore
cycles (having the same or @ different length) run in
parallel. If the chenotherapeutic agent is _
admcgbFdiRg§ dtHeod irBoR ¥F aedycld WithWesct 18 'okafS&tih Mpreferably
wi thin one cycle, each portion is preferably given on

a @pubiemwegks. within said cycle. Wth respect to

each of the chenotherapeutics adm ni stered, generally

nmore than one cycle, preferably two or nore cycles,

ev @eneraky, the tpitin/cambe adatiniFeired ay ¢the pafiést &P krisvn in the
to the patient, preferably substantially with out a

pa@éte. CGenerally, not nore than 24 cycles are applied

to [ | : €

appi T oLy ESpia 15 hafiSlerky 1 W HaudhuiR dhamli of g0 ma to
ahﬁéosnﬁg Mthimenea:t/b?,ﬁmdrerpremgbbquBG g to|3|00 mg withig onde cycle.
chenot herapeuti cs adn ni stered i s, genera a st andar ¢ .

f of referakinytheramauntpfesierlatin é“pé‘éﬁ“i‘%%tea%’s,&ﬁ‘@elaatmé given in
Ac bPghYarethstré iof®h i fe ﬂ‘ﬁ%ﬁ f.er 2
toﬁigqﬁt hg&l pagfag§gph nuéf)rEgrtg%IsFIﬁ ,b\?\weér el n thi(ré& i rﬁ&‘?n '

pl &ccawdinglgnciaplatings prefatatiy adpenistered ¢e thes pafientlintannramount

car lLati.n and oxaliplatin ar dmini stered o the

papr B t8 158 A8l erelprelergbBest BoRid v nd Sepetialy about
ponDDQﬁ%/n{&W&mhrbrﬁaéﬁ@_i me period of 2 to 4 weeks) is
preferably to be regarded as one cycle. Mre

preferably, the tinme period or cycle, wherein the

"< hgottfoiid hiReh i AR GraERIne Gy Fi% BoHs foore

ox prefptatily n,tof5opbitiohs Jeveshiviors prefeired 1 B 3ladd especially
preferred: oxaliplatin is preferably admnistered to

t herefgfabiyin phe RRMiaRHM ENgfdayn Genesdlly, sispiatinisadipinistered as

NDOLE i PQT il preferably one portion, within a tine
perglﬁc;ggbw%ﬂ%ﬁ't two weeks. Accordingly, the duration of
a cycle with respect to oxaliplatin is preferably

abgut t eks. erally, the cisplgtin can be . .
o aanecoB, J5€ EarantiL can e adtinGtGrRgHn tha baRentas is known in
Prefesmbl y, cisplatin is administered to the patient

in an anount of 50 ng to 500 ng within one cycle, nore
pr Erefezably, Goboplatio ig@dmigistéredita thenpatigntiin.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/mi/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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Preferably, the anount of cisplatin is admnistered to
the patient is given in ng per square nmetre of the by

wae b@sursace of the patient, i.e. in ng/n2. PCT/EP2008/005831

Accordingly, cisplatin is preferably adm nistered to
the patient in an anount of %O to 150 ng/ n2, nore
preferably 80 to 120 ng/ nR “2Rd especi al | y about 100
ng/ 2 wi thin one cycle. The anount cisplatin can be
adianart Foefuld? one or nore portions, nore preferably
1 to 5 portions, even nore preferred 1 to 3 and

es fferbaplajinsiosedmg) 5 AUEC wifer@oimiinoin) sr2®ne day.

Ge , cisplatin is admnistered as an i. V.
[ P\ﬁi&%hy General ly, the carboplatin can be

adMUC st AfeedUh@et the DafveShg@il xinfinffnOWn in the art.
Preferably, carboplatin is adm nistered to the patient

i nXahMaERlied of 200 nmg to 1000 mg within one cycle,

e e et R

preferably, the carboplatin is admnistered to the
pat j ent an AUC (Area Under the Curve) reginen, nore

sp&]art?'eltaf]qu% AUC 4-8 reginmen (4-8 ng/n/min),
- ' 7t/ g T
D EcbépiatinYbs A (figh < KOC iflo/m (it x tarBbBlatin earance

t hémélmtin); Pref erabl y, the anounts to be administered to

the patient in the AUC regi nen according to the
i NV ¥'8n are cal cul ated using the Calvert formula

angiut =tAeadsl the ¢eoreul a, preferably the Cal vert
formul a. Cal vert Fornul a: Carboplatin dose (ng) = AUC x

(A (M/mn) + 25); wherein: AUC = Area Under the
Y i S Y e e
o ELFakE Mok 1P Ptndlich Fhbirbilatt eatpife Bt a™ °
f opatibnt fofaseaptisd Chatislgefeemizg) = AUC (ng/ml x nin) X
carboplatin clearance (m/mn);

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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wherein: AUC = Area Under the Curve Fornula suitable
for estimation of the carboplatin clearance of a

w@aavenest or use in the Chatelut fornmula: for REI/EB2088/005831

(0.134 x weight) + (218 x meight x (1-0.00457 x

age)/serumcreat.) for Fenalz (0.134 x weight) +
0. 686x (218xwei ght x (1 0. 00 57 X age)/serumcreat.)
Age = age in years x = multiplied weight = weight in

kg GeverallyG Ith?@bxaﬁpléhﬁ? caf benadminitaiddio tAB piltient as is known in
creat| n| ne The anmount carboplatin can be adm ni stered

hartor nore portions, nore preferably 1 to 5

or gﬁ' fe a e&&m @fnplgFé{o‘?rglﬁrsgﬁgg%gﬁﬁgiaﬂgﬁhﬁs%eggg unY of 50 mg to

casbom@wmhnn snadytlei sicre gitefesalsip 80 my.-to 300 mg within one cycle.
i nfusion. Generally, the oxaliplatin can

adHithe dugation ?fothﬁrré/q!ﬁaﬁ ahqut fareeonahamt v Ve wagksathe oxaliplatin

f t
" bty SR b 08 AR B0 o, e
pr dtisatiobl of tB cyyletis a%ﬁ)t two weelksntt'@rm(ahptdtm |slp‘refelﬂ@bly
cle i.s about three or_about

d f

RuIMRieed IO MeFSIaT! s anBewI 3P BRSO Fretrably. the
t hﬁnfb%h't BNbxalfpI&th mhlé}%r% the ﬁ%@i@a QM-:'nWﬁwg per square
duration of the cycle Is abo two wee
oxmetlfﬁl eftthe bysthpr%frtacekrbfyha@mtlansu er Emlmgdmf' hrkcqmdlngm

250 t he anp

of BTN TumrRrerdBy FrhitEet o Gefalieplin ananiabRi e £ to 150
i nw@nﬁwnm bﬁé Q:yﬁl%t F&r é)fanﬁ[ﬂ@ éﬁbul h@o%ﬁ{;fn@\ﬁltﬁﬁ dritecycle,

patient, i.e n2. Accordingly, oxaliplatinis
pr esRecialy,if Hmim%loer@dhe @ycllees uktree or aboghfauntwesks.

pHEratgeiP i oXacladh Blrefet b ad finst GGG g jn an
of alrimentpf:ﬁ@ to 900kmyim4 Witkie e qim@ltfof exampReiBout 85 mg/m?

Al t , th liplatin is preferabl
ad¢“ﬁe F‘:l‘?'gg ?oe%'?ﬁ??%& E}ﬁdl:ll'ﬁtlgﬂ oethe cycle ng/ 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.

[i] 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.

[1l] 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 preferably 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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amount of 50 to 100 ng/n2 within one cycle, for
exanpl e about 85 ng/n2 within one cycle, especially if

wo b@odurst i on of the cycle is about two weeks.POTEP2008/005831

anmount oxaliplatin can be adm nistered in one or nore
portions, nore preferably 1 %9 5 portions, even nore
preferred 1 to 3 and especially preferably in one
portion on one day. Generally, oxaliplatin is

adraspest & OLIeSARGly-AsP-DPRéINIVIEVal). | Rreférabrakl weekijie
cycl o- (Ar g?’gls %%%-_EyphgyNNb-Val ). taﬁé prﬁar nag:ut i_%%l y
acadminisirationepf/ el given asmurds takesmlaes twalor sneredinees,,

DB ARl i Bl ik e i B (R PeMf plbbit fifle qeks.
[ | Pteferaiflgrawiexklycadrhimistriston@fithégivdrPaeobives tékks plddeetwo or

phar maceutical ] y acceptabl e dervatives,  sol vates

antiop? tEgs; Prefeeaklpfwanires er Eausingesy witgin a time period of about
( Afclir Fekies Wr%%lﬁ%g;@é%y ﬁg"ﬁ%ﬁg‘g’ﬁ) W&tgﬂe‘ﬁg?éﬂg cyclo-(Arg-

patient 1 n an anou

pr &lyeAapiBPHENMe-idptkesplace tnimg twd omengrenivesksolithin the
one week, This is.also referred to as the weekly

2dPdlF S Ihg PyrlesvityEspect ohe

cy i Jt a a weekly
ad?r’i ﬁ?éé?r ?%F@gﬁﬁbg?@’gﬁﬁ eaé %J%tt'd:é%@é'sg}ﬁﬁy/gée two or
mobxone pesore fefthenchemotherapeutior agents wifser thanthe asleast one

' ' f.ab ks. f.er.abl Kly.,.
Lo SEorBligiy had 81 Bnd ST kugtiad shemduigatstiti
o4 .ﬁt's_mes, preferably two, three or four tines ,

within a tinme period of about four weeks. Preferably,
the weekly adm nistration with respect to cycl o-(Arg-

d 3 = . '

wc iR phrelahy g Feeth 2iastain Wb, SepB{ § cvoro-

t h@rg)GlyrksmDRiwe-NMe-Kal)abkeg plicerdiringy @payiwaelkegithinthe cycle
and/tl%retb one.or nore further chenotherapeutic agents

ot Pfe &f?stwgﬁé?sﬂ’eé‘é,%? “E%e_ specific integrin |igand

22 of ity alKRath LiRB R p SO By SRt B ©

admji one or atdre fiuthehcharspiberapeuticyagents other than the at least one
Ar g- - Asp- DPhe- NMVe-Val ) tak I [ .

(ARG 15 bk S e eBcBlddpounc

t hggents.

[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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a) one or nore al kyl ati ng chenot herapeutic agents,
and/ or b) one or nore further chenotherapeutic agents

w@rdeniban the at | east one specific integri nPCT/Gr20d8/005831

and the one or nore al kyl ati ng chenot herapeutic

agents. [IV] The anount of 5

cycl o- (Arg-d y- Asp- DPhe- NVeSal ), the pharnaceutically
accept abl e dervatives, solvates and/or salts thereof

angr A5QIt0VY igHidela webkdddhivdsiodiifhg thdvBydalor the chsles with
adm nistered in the weekly adm nistration with respect

t oresperbtotheg- G y- Asp- DPhe- NMe- Val ) can be a the sane

or2F e SE fifhe it Miometapdditadns afdipf T "o°
CcYis) ond 8r more Yurtiser EiiraotNERap&ltic. agdifts plrdrTRER Whé aldast one

accept abl e dervatives, solvates and/or salts thereof _
andPesifia Bteglingligand and theyone wr meye ahpylatingshemotherapeutic
ad%éﬁtgtered to the patient in an anount of about 500
mgor about 2000 ng once a week each week during the
cycle or the cycles with respect to the a) one or nore

ot T SRS AR e B MG i, 4ha phermekamlicaly agceptable
| egsrvaf %%ﬁfétéé %nbibtr%%ité '?hérieB?‘tQHd @E%f)e?%lﬂg YEIAAGREy-Asp-

al kyl'ati ng chenot herapeutic agents.
cylPbe{Nig-\Ghly istagmiDibsteradvio Wil patientén phamertuafiabaiut $00 mg

accept ahl ervatives, solvates and/ ar | ts thergof .
oo AR DOHYLECS e gty ek HuBna Thn £V olei (S cvctes witn
adigspeettortad to the patient in an amount of about 500

ng or about 2000 ng tw ce a week each week during the
cy@) @nepr Mese alkylatingphemethssepeuticoagensaand/ae or nore

al ' [ t
ook of i Sl G Far Ui e OBl fian B alegpt one
| esysdcifiiategrircligared amd ¢gs one lor geord idatin cheothierapéstic
al kyl ati ng chenot herapeutic agents. (C) The
cy%ﬂy%lt%-Ar g- G y- Asp- DPhe-N Me-Val ), the
phar maceutical |l y acceptabl e dervatives, solvates
and/or salts thereof and preferably cycl o-
(C) 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 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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(Arg-Q3 y- Asp- DPhe-NMe-Val ) is adm nistered to the
patient in an anount of about 500 ng each day on five

W@ owsetasT ve days within one first week and i nPEREP2008/005831

anount of about 500 ng on one day wi thin each further
week during the cycle or thﬁ cycles with respect to

the a) one or nore al kyl ati 81 chenot her apeuti c agents,
and/or b) one or nore further chenotherapeutic agents

Ot bRé fitftanedkiandin bR @Rtoftar aBeG 2060 Y 8RN ddyRithin each
and the one or nore al kyl ating chenot hefapeutic

ag&ﬁth@r wnﬂlsdulrmgetshﬁe@ycte by ther eycées waihwespemtete feet to

C%T%h? &P bc@eﬁl&ﬂg{ @é’rﬂ eefvgf’?gt'c}/ﬂ%e%ﬁa?ﬂg/@éut ically

acppohelor m&@ffuﬂhéh/@ﬁeméﬂieYé\éé%@é%prﬂé o‘-fﬁérttﬁah hﬁé %@l‘east one
and preferably cyclo-(Arg-

adfperite ntegrin bgamféapdtth@ﬁﬂem raweaaibyiatm@fchamﬁlne@oeonc

o2, P ey PRl UG BB P Gy

W thin each further week during the cycle or the
ect to the a) one or nore al kylating

cycles with res

LR BBl e cyleriR-Glydsor DBneNIcoYabushe AMaseuticall

ch

SpaCT ISR a6 RSB o] 38 Wiedt g BRéteRAH cyclo-

al Argeblyrisp-DRte-NdexMal)tis adagristered T itl?e batlelsiﬁa(a'hrﬂblinxbunt of

eferr W|th res ect to CL Pr ef er ,. the .

Qt gashveek Hitind e craclithe aypigs with
bgp{oethgervat | ves soI vates and/or salts thereof

and preferably cyclo- (Arg-d y-Asp-DPhe-NMe-Val) is

adaj ﬂm%pemetaﬂqlamfmgaalnemptherapwticammms ahd/about 2000

ng,.0Nce h week. durin the t he
cyel B8 o Te SuiRE HEREE S i G Giierdhaithe phipast one
c hepadifieintéexin iigarmdand She 8RE/0Pmdre AIRFEabig Efﬁéﬁ\ofth’érbbéﬁtlc
chenot her apeuti c agents other than the at | east one
s pegentscThistie gspedalyaptefarmgd with wseest toBELC.
al kyl ati ng chenot herapeutic agents. This is especially
preferred with respect to NSCLC. [VI] Preferably, nore
t h] Brederapty, anoie thanaseecyclé withhespgctatoeher nor e

[ agents, and/or one or

al kyl ati ng chenot her apeut i
moPkeORg Pt e%\%@’lﬂa heragthes %"g‘étfﬁ@%?tﬁe?nq/)ﬁﬁn t he at

| e8Sén@BBmore 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).

[VII] 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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specific integrin ligand and the one or nore
al kyl ati ng chenot herapeutic agents is applied to the

w@aavens7 More preferably 2 to 12 cycles and eREBEPZNN$/§05831

about 6 cycles are applied to the patient, preferably
conpri sing one or nore of t ﬁ regimen (A) to (E).
[MI1] Preferably, the nore tthan one cycl es conprise
only one of the reginen selected from(A) to (E), i.e

t hevRAReFRAIVER D RAEIABHE thé hﬂma(tﬁ‘én bAe (CytidsScohpy

|éfﬁvo or more
to the patient ‘i n each of the cycles. Mire prefe
t hef thenkegimgh reetected &one (A todin)( i in @hf(eﬁt)ent sycipe Idlfteatent

w e T SREtteg B ETATI Eh fE b R o Bt o1 o

conprise tvvo or nore of the reginmen sel ected from (A

&‘I}E)r . in different cycles different reginen
s e L beISf 'ﬂcﬁﬁS@A)W'the(onT‘Oée ¢haipane eycleovith eesnact &nthe

?l&’cr)n he g‘?'gon@'%ﬁ&m&hé%?@? g@sﬁg‘?aﬁﬁ%re W th

TES or nore

chbyrohta & mperet fuctheg ehémotlardpentibagents athentvad therdtiedst one
chem)tFetageutl C agents ot her than the at | east one ]
sp&keeific intagun igand apdihe ang qriaokhalkylating chemotherapeutic

al [ i ' I :
atPents Sppedt, B BRRHY, EomBfithions oI BAR drifoldot #8 dosings
r egi negimeA) (A)do (E) ar alsalarcprefermdeihethlseespactt hi s

respect: (F) Reginmen (C) is applied to the patient for

the first cycle, followed by reginen (A) for 1 to 11
Cy?F)eRe@Wer?é@ﬁ@ dll&dqg@h@ pétléﬂﬁb?{he fitse tféldPfNlowed by

duri'ng the reginmen (A, kl'y adm ni stration
cofegimes (@4 felbautm 1501y0lﬂ3‘> andwespecsalbspwnaﬁ t:yclp$ dPreferably,

nbUAhT RS Rt e et RR b0 shoBR bk soo mo.

(Arhfsos dsperidlly pretéresd with respect tal SQCRINRUL 5 cycl es.
Preferably, during the reginmen (A, the weekl y

adm ni stration consi sts of about 2000 . This is
I
Repinief (6] R asiiicl %ctéﬁgééf&é?t%ﬁ‘@‘% e Followed by
t oregimeor (Aydore1 cbtb 1t ttwct@gan‘ceesmek)tatlyoalééi)t 5 cymeslu?mfembly,
of .one cIe e cle, ..is abou
e aRBg S reainn S, BF WeSis Aurinisatios spaSi Ly et AbG 2000 mg.
dayfis is especially preferred with respect to NSCLC.

[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).

[X1] 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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nore preferably about three weeks (about 2 1 days).
[ XI] However, due to the extrenely low toxicity of the

W@ ywbo1028T g- A y- Asp- DPhe- NMe-Val ), the PCT/EP2008/005831

pharmaceutically acceptabl e dervatives, sol vates

and/ or salts thereof and preferably

cycl o- (Arg-d y- Asp- DPhe- NME-Val ), it can be al so

applied to the patient outside the cycles with respect

t 0 specifiontegrinhgandlandl thbidhe 6MRBRS ARy —IHA tdffén‘?&ﬁ@Fépeutlc
and/ or b) one or nore further chenothéra eut| c agents

ot REENtshafeferablyin aslesingortggivenias deaceuged rahqvgeamﬂ/or below.

ZS?RF“‘% &&%P 'X%ﬁnﬁé@é‘g 4%% @%‘ﬁ%éﬁ eétpgecg@ﬂsggg of or

abewmpasﬂfg?rpr@fel'amy chhsisting of SRLadRiNi¥traOREE R@es)tfo-BRrg-Gly-

a mai ntenance ther aﬁy consi sting of or conpri si ng

pr &serBhg-NMasyYa).ithg p@armﬁ@emﬁllmasaceatab@d@fvatwss solvates
cy ghfrdrAalts ther eoﬁ%ﬂd?"%%b%@ eYBlolearbhe Siy-Asg-PPhe:NMe-Val) for

pharmaceuti ca Iy acc rva
andherorsad:rnthstfwle&amrﬂtaﬂoml;ﬁfcezahhohths even substantially without a
cycl o- (Arg- d y- Asp- DPhe- NMe-Val ) for one or nonths,
foP3US$&npi e for up to 24 nonths, even substantially
wi t hout a pause. G splatin, car bopl atin, oxaliplatin,
cycl o- (Arg- d y- Asp- DPhe- Nl\/b Val ), cet uxi mab,

maCispiatim, cadboplatih, exatip)atin; cndbe(é\agr@ly«AspcDPshel-NMe-Val)
cycl&n}a(ham de m:l ta ine, .paclitaxel, doceta

e el R gD DAL AR uRIBRE: IMniedng, iy e, cyclophamide,

adgenickbbingd paélltaﬁell dodetakBf, lﬂ)‘éh%rex@doé}ﬂﬁbﬂsaﬂuorouracﬂ are
cycl ophospham de and vinorel'bine are typically

adhpically adsainisteredrasanli| V. iofusien.an i. V. infusion.
However, other admi nistration forns can generally be
applied according to the invention, if available. A

pr Etepuside, oybloptiosphainide ané viritrelbineaid §picatly %‘d%inistéred
The use of at |east one specific integrin ligand fo

t heithefrerely onas afy 1.8 dﬁms&ﬂmnt for the treatnent of
S TRlolwelik othdP Sarficeatd %?ﬂ&ﬁér%%ti%#ﬁ%ﬁ%@%&ding to

isto used In co Ination

al thd iaventiporg ikawdilableapeut i ¢ agents, and optionally b)

one or nore further chenotherapeutic agents other than
the at | east one specific integrin |igand and the one

or ATBreferAddYhSIEENSF tRBSHRBRENIBRLSH Felates 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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agents, preferably as descri bed above and/or bel ow and
especially as described in one or nore of the

w@aragteghs nunbered [1] to [14] and the par agP@EPRB2008/005831

directly related thereto. Generally, the at | east one
specific integrin Iigapd , %Qe one or nore al kyl ating
chenot her apeutic agents (a) and/ or the one or nore
further chenotherapeutic agent s other than the at

I ewnemnﬁy Hneat fdast bRk epetificlihtegnA n?aﬁdt e &f@ophdi@%‘ﬁ(ylatmg
E%/I ati ng chenot herapeutic agents can

ﬁmﬁf@raaewp ageaisdant aaﬂ/@f dhe ane @fimene fasthef is

k .
OBl B 358 TP AR o i boana
t handiee onermrmow &lkylating @hehﬁﬂfﬁérhﬁéaﬁ@ dheAtsABS A He?)

d/aor the one or nore further chenotherapeutic

agaaw'a%qi in 4R AMEKNtANY R fedimenggfelt is mowmregm art for the
c E§I RRg. or rmore al kylating chenot herapeutic

age ? adm nistered in an anount and/or a

regi msn as i t i s descri bed above and/or below for the

o RTIRranly. 58 Bt I ot sHacyesinteeec i tehopmer arore alkylating
oESerAbiehSpPANCRI BRI A RSP thd dhe bPpdluARG: (he

paragraphs directlty related thereto, erein i
| eelkemotherapeutid agentstatiper thahithead Iaa@m'pnemcd”mentagnn ligand

oy ofe TTEBEE & JnciE Aikualing BetmaterdbRc AdPRis b are apmynistered
acipe aflctint ah¥Asria/RgimeRagat %Sde%ﬁbéaléb%vbfm{o?&f belbw)for the
the cancer is small cell lung cancer (SCLC), ii11) th

onkespective eompPRUNdt i ng chenot her apeutic agents (a)
conprise one or nore conpounds selected fromthe group
consi sting of platinum containing chenot herapeutic

agi’B] Thensecasidegdritsahaldveesnd/or beloheand ispasially @Q d¥scribed in
nore further henDt her apeuti ¢ agents other than the at

| e3¢ OpMere |$Péf~?9{?e $ nHMbeged {11dad14lrndthe paragsarhs
al &Yé&w&%téaﬂ%wrﬁﬁ)&@d c agents (b) are selected

fromt group consisting of cytostatic al kal oi ds and
cyi) the at leashone Ispecificsntegrin 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,

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.
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and the pharmaceutically acceptabl e dervatives, salts

and/ or solvates thereof. Al kyl ati ng chenot her apeutic
Way®ans28h this respect are preferably sel ect eRCT/ER2908/005831

Oxazaphosphorines, nore preferably fromthe

Oxazaphosphori nes Cycl ophoggpgm de, |fosfam de and

Trof osfam de; Platin derivatives, nore preferably from

the Platin derivatives Cisplatin, Carboplatin and

Oxalidy Ritingi dhienadittie FAPBUTRCRIENLS #l this RGpeRE R Breferably selected
dervatives, salts and/or solvates thereof. Cytostatic
antfP® otics in this respect are preferably sel ected

fr kN .
PPz AR RS [re BB KERPHR OkppgbACtborines
EpCyclbphosghamnidiel, fosfamidersid Trofdsfasedeli ones, nore
preferably Mtoxantrone, and others, preferably )
seig in 'g’?BW%\dﬁPfﬁ)ﬁﬁﬁ?f@bU fremdhefiatie dgrvatives Cisplatin,
M 15 -C maceutically acceptabl e
deér:\g/%\léekg,pagg@sa%gﬁ%ﬁgr sol vates thereof. Cytostatic

al &rad phdsmaceutivatly mesppiableadervatieds rsaits\areibresdleates thereof.
from Podophyl | otoxinderivatives, nore preferably from
t he podophyl | ot oxi nderi vati ves Etoposi de and

Teg, Lteant Wi alkal I ¥ the
S, 8o Brbeot IR eI Bhgted 1O
andintiiracyclings maorerprefarably fromether Adthradyiclinés Saunloeubicine,

t taxel, .and Paclitaxel: and Canpt ot heci
1P PRSERIE. CRRpiSPE AR ETOR The Canpt o heci n
deAhthadderrifondd, MbrRCFreferably MROLARFGHE andnd

phar maceutical |y acceptabl e dervatives, salts and/or _
sovthgrse prefesakiyselgcted froneAgtiroraycinds ciBlepemycinsand Mitomycin-C;

or e dnadhuRal) ReBgubeR saiafley B Brild Flvatp fyereor
as described in the paragraph nunbered [15]; and the

pa raphs directly related thereto, wherein i) the
pl GYPs{atcalialalds iRghisHeRpeHA g Raeterably sefacted fiomect ed

f rPgad Ky I8t SAiderivatives, more preferably from the podophyllotoxin-
derivatives Etoposide and Teniposide;
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.

[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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consi sting of cisplatin. carboplatin and oxaliplatin,
nore preferably consistingof cisplatin and

w@20000pi28ti n, ii) the oxazaphosphorine is PCT/EP2008/005831

cycl ophospham de, iii) the cytostatic alkaloid is

sel ected fromthe group con $sting of
podophyl ot oxi nes, vinca al kat oi ds and canpt hot heci nes,
and iv) the cytostatic antibiotic is selected from

anph¢igphatihidhscarBBplatine phar maceutical ly acceptable
dervatives, salts and/or solvates thereof.

Potildpryaxagaphpsphoringisi cystophesphamidesspect are

Pr) B Rt RkAey b SRt PR el prpadriBingler ™
angodoptabtorines, Vineactkaloidsal carpihtiskscines, tdHd
re_sgect are preferably selected from Vi nbl asti ne,

Vih We theseytastatioiandibiaticds srtected em _emh\éacmlilaes,he
SofAREEPhaffecsuElr BB BLTICEPIVER ol A e

r etheeedf. are preferably selected fromlrinotecane and
Topot ecane; and the pharmaceutically acceptabl e
dervatives, salts and/or sol vates thereof.

A”PBB%WI&él}Eﬁdéﬁ\/étﬁ'Bg if 58 eEdpetit %E% p%fg@)kge%%géﬂrsm

from nor ubi ci ne, xor ubi ci'ne, e an
| dataposdenand dediposideyaceut i cal |y accept abl e

ScBNal Bhar el aSCed R 5 S Bls Al it
deghefedred in one or nore of the paragraphs nunbered

[1] to [14] and especially as described in one or nore
of the paragraphs nunbered [15] to [16]; and the

pay, ILectly t ret.o, retn t .
CoV BRIy e bied o st dR Y sl dlrag Vinblastine,
coviinicaisiing \thaesinesindevinorelbipeecan and vincri sti ne,
preferably etoposjde, and wherein the cytostatic
ar@dihs P%annaa%t@@%acwmﬁbﬁféerg%w. Saftsaadierpabrates
doy@radt ci ne and i darubicine, preferably doxorubicine;

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 Idarubicine;

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



10

15

20

25

30

and the pharmaceutically acceptabl e dervatives, salts
and/ or solvates thereof. Generally, the etoposide,

woO pGonot®8aAN, Vi ncri stine, doxorubici ne and i daPCHERI00&005831

can be administered to the patient as it is known in
the art. Preferably, etoposide is admnistered to the
patient in an anount of 3006€‘g to 1000 ng, nore
preferably 500 to 900 ng, within a tine period of 2 to

4 é@@%l@%fﬁ&t@&@ﬁ QhHWu‘MrIs‘ﬁh@ Bréfér%lyoéfd Rdidef aﬁE‘Wﬁerem the

three weeks, which tinme periods are preferaby
r eguioataticantisinticoy setectes frompthes groapl qons:slmgaoftdmmblcme and

et patient is given in ny

pe@%g%'g ﬁ&f?*a%&fdgg%ﬁ%f{fﬁe surface of the patient,
. and itte pfgénfﬁacémmnyl laBeéptabPdervatieé S saitsYarddAér solvates

etop05| de is admnistered to the patient in an anount

of the#@Cy/ n2 to 600 ny/n2, nore preferably 250 ng/ n2
to 450 ng/ n2, for exanple in an anount of about 300
ng/m2, within a tine period of 2 to 4 weeks and

pr Geaeedllyy the elmiplmsrdd; inireoteedin, adneristiabpdbxdrubisingvBAl Sdarubicine
whi ch ti Eerlo%ls; epreferablyto be regarded as
on%a’&%lagfm' dNpiPetientds |tis knewade e ap

et oposide to be adm nistered to the patient is divided

into three about equal portions that are adm ni stered

t oPreferahdy iatoposide is\administered émthedpatientim @hearabunt of 300 mg

ool RGP e e e R0 oD Bio” s R pttinee hefind of 2 to 4
r ewBeks$ ah@ préRrabIgRAEHIS Q- tirke PRfibaldf wbBUEHES Hekks! Wﬁlch time

etoposide i's adm nistered to the patient In an anount

of Peltirds areoprefejably iodve trgarded abe)rms:le__ MQreamefezrany, ahe

i‘\ég@é‘ Pgﬁé‘?r’@bgﬂ’srge@?‘isgﬁ?%4f%ttﬁg aé%m E]cﬁlg%rgllﬁ' mg pé’square

espetieaflthie dyate s@rfextelocfsh@patuawi &€l MQ/rhheAdc@?duﬂgty more
Wi th re% ect to etoposide, preferably substanti al

wi ReERrR fﬁsﬁepwﬁe isadminigtesed & the patigntdn aae@mpzate@f 200

a |

o 8fn™d D0 FRRE: nice pheicial 2Ho gttt Aol RGRE for exampe

esipear amioynot ab@Jtt?pOﬂamg/rherrbmaraJilmeqjmmd ¢f 2 todsveeks and
en each repetition of

) t
P rrefraBlehuitn . Briaie o pabRultires Werrs, Eh ke periods are
adﬁ?efér%b@'ft%‘bé Fég‘fﬂ&e@%‘s'(ﬁfét cydle. HE\/é‘ﬂBBPé p%feﬂalﬂp th@ ﬁ‘ﬂount of

nmy, nore prefera natime
ofeteposide tw@@@dmrmlstprmf tor thiel gatwnt fs dividedi into timeee -bouf equal

ab[S)CH"IOFIQ W5t atE S mln}/é@ér%t} to tﬁe p%?{entooﬁ thtee different days,
preferably three consecutive days and more preferably three consecutive
days at the beginning of one cycle with respect to 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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preferably to be regarded as one cycle. More
preferably, the anmount of vincristine admnistered to

Wa b@oparsent is given in ng per square metre OPCT/RB2008/005831

the surface of the patient, i.e. in ng/ng.

Accordi ngly, nore preferabl )é_,t he vincristine is

adm nistered to the patient™fn an amount of 1 ng/nR2 to

10 ng/ n2, nore preferably 1 ng/n2 to 2 ng/ n2, for

exanpl e in an amount of about 1.4 ng/n2, within a tine
period of 2 to 4 weeks and preferably within a tine
pePrefgératily atinoristiner is @dmeinlsteredito dhe patienpiararodmoang of 1 mg to

r rab t e r r.d as one.cvele. Especjally
P Eh3pdomdre BretSrtie2ita 0 8, SRfina firk efRd Bt 21614 weeks and
papref8tably wathirpdBiriy péfiodBPHbodt thre®(veRkd SvhiéAttime periods are
preferably on day 1 of a cycle consisting of about 2 1

dapeeferabiy ta berggardedasione gyelesMore peefgraliiyrthglamauntof

S G BRSO B B0 BB AR o e
subg thesufhtey oittiepatierst, pauaeng/hite Astotdingly, more preferably the

procedure/regi nen described above with respect to fhe
vi MEerigting is adminideradiotheasiest B angmoyntaéd mg/m* to 10

r b t 2 ctal
P Rl pinbrg Brerbfably { shOFE® (8 niiREVIH cipflé th Bn amount of
paabeui h4ragimt withic la tiree period @i 20b 4 iveeks and preferably within a
rocedur e/ regi,nen.., Preferably,. doxorubi.cine is
P e R Gt tnrasiuseRs. Which TnieBaticis freBrefgrably to be
ol B O R el PP IR [l dBfninistered
peta the patiext duantamewntafabout i aig/mi per payi preferably on day 1

o B 8RB oo g O B 2 el BT AY. o P Svelesamase
t hprafetdiyy tb B @jctedahd e8pedially aB0El & c?@bé ar€fapplied &y the
the surface of the patient, i.e. :

Ac patientwitly re&mtq;viepewm.wr@ieéaélgﬁgl%@gﬁgmiamé without a pause.

PO THRAAAE Biob Bl 0F B PRk R ATy e B incrsine

f ocarbenepeatend ene enmaone tinfesy poeferaifly wpentd, 124irmbs ana

{1 REPERnhod 18P tpeniior Arampisarall S/iee. bleferapr pifa pause in

o SrOIGIPLAS) lopubh PRI o, Even Tore

adm ni stered to the patient is admnistered to the

D2l G34atH, R SRR Bio thS o3t B4 RpuPTS1 20 mg

Pr & 80@Bhg mbREpAXABWLAT td'200 In@dlithih H frheperddl T 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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patient in an anmount of about 40 ng/nR2 to 60 ng/ nR2 per
day on day 1 of a cycle consisting of about 2 1 days.

wee@betebl y, 2 to 12 cycles, nore preferably 4PCDEB2008/005831

cycl es and especially about 6 cycles are applied to
the patient with respect to goxorub|0|ne preferably
substantially w thout a paug The whol e
procedur e/ regi nen descri bed above with respect to the

doyekoRibidife té BE defninRBsabad the %aﬂénﬂ'@ra%nﬁlh@éred to the patient
preferably one to 12 tines and ecially 2

t i epPnerday, prefesakly 8 dhe bsgtnnmgp meecmlatwum msmcato the

§§g§ﬁ§ﬁ%g§%ﬁ:§\%ﬁ$r§§|yy ’W%] PS%‘]%'PE!%W js;administered to the

gaﬁemtmraﬁrdam@uhh@f St mighmerto emgv&nzoéer%wsn day 1 of a

, nore preferably 40 to 200 , Wthin a'tine
pePYQJ@ censisting of ahedk31 MspP@fefM ¥ ta 12cKclgs: mege preferably

B?gftg(ré @fcl@%@h’% etspégglrlﬂgggﬁt G\gfgbl‘ég {-:‘g?)pﬁg(? gc? fi%e Bhffent with

pr ﬁw&btqdoxdsmbwlml mrefe‘rablvlmmnllvdvnhmustaqmt&et The whole

the patient is en jin per square netre of the by

t hgrcgqﬁdpg‘%/éegjmq?}%e%ppgrﬁ ovVe. vgnth resnegt fpthe doxorubmme can be
&t 'ong JFhSrePiiRES! prdkerablifond 193 & ?Fr?e% %rgd %?ﬁ%ally 2t06

adm nistered to the pati'ent i n’an anount
t otides, ftg/emammrabopt &ftined) I prefedally /with & pat8ermybeyeen each

for n _an ajount .of about 60 ng/n2, within a
t FRPBRR Gt toF pBeUreeaRiehng pr of er ably w thin a
time period of about three weeks, which tine periods

are preferably to be regarded as one cycle. Even nore
pr Ereferahly, Irinptecands mdnynistered do dhe patientis an amount of 20 mg to

parP LRt ghets bassBE 20120l fo A el o ta gaveets

CYGhd préefehalslg wiginh attimé peribdiof @b@QﬁthreéwwklsaWh}’ch time periods
preferably, the Irinotecan is adm nistered to th

paBleRrefeiabinta:be fegarged aswne ayriagviere Ptﬁfetﬁ%/thﬁ apaeunt of
d
SR8 S el U 1 SO LBSOR A s or e

cyby dise aodaes pémeabdit}eraboettmﬁn A‘Ecartﬂngipphioeel preferably the
ati ent th . respect. to Lrinotecan, pref

FiEamts) wnd%{?[g’etg tbslpbaélen*mbar\;vﬁm%f) t'of 307 mg}'m to 100
ﬁf?gﬁ‘mﬁ{orr@%é@&m?%r’hgﬁﬁp PR gt hforrlee‘igﬁfdleﬁrpah Bfnount of

tecan can be repeated one or nore
pr about:0 yngjn‘é withiros timeeeriodiot2 p@élvaeelgs and prefetatiy within a

b BT T R Nogks CHa-F B elfels afh RERferaplto 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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Et oposide is especially preferred in this aspect. [18]
The use as described above and/or below, preferably as

wa@e®en1d28d i n one or nore of the paragraphs nuPGBEERH08/005831

[1] to [14] and especially as described in one or nore
of the paragraphs nunbered %15] to [17]; and the

par agraphs directly rel ated ?hereto mherein i) the
one or nore al kyl ating chenot herapeutic agents (a) are

Sehﬁféseﬂ)rfé%&'ﬁ‘ldl@%b%w 8RinS&S) Pratdr Ay AitH ?gaa‘&ls@tlh Beéfleen each

cont ai ni ng chenot herapeuti c ‘agents ci s

carépgiitioniof thegpracedlurelregimen.nor e preferably

consi sting of cisplatin and carboplatin, ii) the one
or nore further chenotherapeutic agents other than the

at EkGRsided ReesRasally Srefétt@din thid Agdd, and the one or
nor e al kyl ati ng chermt herapeutic agents (b) are

sel ected fromthe group consisting of the

poﬁfbaqﬁeglisoé( ég §§g$@§$€aégg% gVi blb%iéti/,? Qe{g?grgbly as described in
phanews anbriecsfthy p@@@@@bnblr@nmréat[umq14faha espasiafy as

sol vates thereof. Preferably, the cis

cafgsgibad in ons@ar mereof the earas@%pf@ﬁenumbﬁrﬁrhfskﬁ] e [BHd
teghgasd Q?E%rgfwﬁggkgb&%l%dttﬂe}é?g patient as it is

known i n en nore preferably as it is
destieréind above and/ or bel ow and especially as

de i bed in one nore of the paragraphs related t
3%{@? PBR BLNeR %'R)é'aﬁag &Qﬁmhﬁ@ﬁsy%agpmtﬂ (a) aee éelected from

ﬁ{ %I%l?xk)yoorfs‘k‘fm '&%é?}'léh gﬁ?ﬁgﬁﬁluﬁﬁg%@ﬁﬂﬁﬁéraﬁp{eupg agents

In1s admnistere tre

desssplabledcanrboplailqmchgxalmmlri ohbm/\pnegembb/ eensistirgpdf cisplatin
nunb %{JP?A and preferably before the paragraph
T '[ 19] The use as descri bed above and/ or

beil)OtWe dHechemakd ﬁjrﬁ%r@r‘éﬁﬁdthéﬁéde@h@ HRyehits BIWe? t94n ifeeat least
par agr aphs nunbered [ 1] [ 14] and €specially

as@es speeifig intagen dgand mdethefonerm fpaf%tgikdlﬁhlslgmhmmarapeutlc
[1
{ navat Clls sfReS BB Y802 BoBlERTY of e Sidithuptopines
| | glopdside, vibtastied dndmenipsside @pieferably etposide;
and the pharmaceutically acceptable dervatives, salts and/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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consi sting of cyclo-(Arg-dy-Asp-DPhe-NMve- Val) the
phar maceutical |l y acceptabl e dervatives, solvates

W@ eepo1028al ts thereof, ii) the one or nore al KRUHEPI998/005831

chenot herapeutic agents (a) are selected fromthe
group consisting of the pl ag{)num cont ai ni ng

chenot herapeuti c agents cisptratin, carboplatin and
oxal i platin, preferably cisplatin and carboplatin, and

| i JeséhedPcor ofRioke by fﬁé"ﬁéra%?@ﬁﬁg h@mBRFaY tﬁ]wgg@

ot her than the at |east one specific integrin’li

anénd the paragraphe dieallk relateditherdtenot her apeuti ¢ agent s
(bgy i.s .selected fromthe group consisting of

et BSE‘?'Be, vi nbl astine and vincristine, preferably

et PRRG iat Bast Biie dpRciRINEREIAUIganalis ¥eRetEPHrBR] the group
dervatives, salts and/or ‘sol vates thereof. .ngZO] he
useonrsisiing of cynler(Arb(Aly-AsarBPhediMerVal), dhe phisrmageutically

[ T6ceptaIe dbrRRRuey, SRl anfsBRE BREAEBES One or rore
of iiY the drey 60maPé alkylathey cbrbothelapeutic adnts eéadarehselected from

par agraphs directly related theretq, wherein the at

| el 9roNP eaRsistingcofithe Alatinum ceataining chematheraprutinagents

ar @ QN . - - = = - - .

R BieEAr Eaiop P and Keatbiat BrEiotatiyRrcalafn S iRidotatin, and
aniiij the oné tos ndrerfarther sherdotharapeutadagenta ghiaén than the at least

.0f 800 m 800 k 2 h .
2SORE SEPrBEMEa00AeaNT K BeItts SigBreplyldohemdiherapeti
eS5ehac) IS ABB AR ol o RIS BPEoBYEE Fbiastine and

“to | and especl al as described In one or nore
of vinndstne, ayetesablyralopeside; [ 15] to [20]; and the

paragraphs directly related thereto.  wherein the gt

" c8d Y38 BRafihacqotcany Bt fiably Garatier cS A dnsdivates
ar fhepesonsi sting of cycl o- (Arg-d y- Asp- DPhe- NMve- val ),
the pharmaceutically acceptabl e dervatives, solvates
and/or salts thereof is adm nistered to apatient in an

acleth T psg g8befiesl BT RF PG profrbois dofuiea in
i Nnope ©r doretufehe pardgraphs auniEred nUYte (B4 dnt] espedidii] as
B Hasehadinariear ware o6ihé Bargesphs numbered f15] to [19;
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 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
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and the paragraphs directly related thereto, wherein
the at | east one specific integrin |igand sel ected

wo e@ai01(287 gr oup consi sting of PCT/EP2008/005831

cycl o- (Arg- @ y- Asp- DPhe- NMe- Val ), the pharmaceutically
accept abl e dervatives, sol vgt es and/or salts thereof

i's adm nistered to a patient'in a twce weekly to four
ti mes weekly adm ni strati on schene consi sting of about

50Pati@ntdh aMPamburPE o] Mor e
prg?erably, cycluo ?ﬁrsgmGﬁ;ﬂtAsp O“hvgtp?\leﬁ}/*b ?/ééll() t he

phar maceutically acceptabl e dervatives, solvates

SORArRRe o4 BB BB SPHBY By ot Snb kL e
I bné or mdrk ¢fnHe pAPagiaphbhuntheted §1] feqd4] an@%%&éian%g
of the _paragraphs [I ] to [XI] that refer t

[ 2desaried isongsonece ohthe pawgsaphaingnbeeedlis] to [18];

f th
N R
esweerah Itlye atledss one bmg]clﬂt@ mtegrlﬂrllgﬁﬁg%teﬁrl]écté@ from thehg roup

ar agr an e paragraphs
F '%‘ @{1 %xrg@(&geb& Aspvm%h@nNMﬁ\;ali Rlae %ﬁarr%acm@lly
aI 5&’&@&%‘!@ JamIdE Eﬁg%%%ﬁn%?%ﬁs r@reﬁ?ﬂs%rﬁﬂlgt&%@ to a

he group consi st Faf’I num cont ai
c hpatieritén aptwucl:e weaghrtofoar Bmleatwereklyz adbmmhmlldm scleme

oxal i I atl ni st ered patient in an
an® %gr@ 499%%@0%9(‘9@& agtinisaton.
vvithinatlms perlod of 2 to 4 weeks, and j) the one

or nore further chenotherapeutic agents other than the
at Mogg preferably, iyl a-{Arg-Glye4spDPherhiMe-Mad), the pbaremaceutlcally

AL RS BB RRb} Sp RO SR e RRIES to e
anpatisr asi dggchibedn® o&é%rﬂh@ieeéﬁﬁetﬁéré@@ph@tmﬁﬁﬁeﬂeﬂ [ﬁ]‘to [X1]
amount of 50 to 1000 i none or nore portions wt

a @ﬂ%sw'a%%ﬂeécwbﬁ ingee s mpe of the: ppeagraphsfl ]zod2§l] that
§%§ grred to in the paragraph numbered [23],
V\/nerei n € pl ati num cont ai ni ng chenot herapeutic
agents ci spl ati n car bopl ati n and oxal i platin are
in an anount_ of 10

ggr tered t pati ent
Jﬁé Uﬁe@}?e %‘%Cf ea%'retql Qr bajowh iprefesakly @ﬁrﬁescnbed in
p%h@@r Rioré of théparagraphs numb the will to ered [1] to [14] and especially

as described in one or more of the paragraphs numbered [15] to [22];

and the paragraphs directly related thereto,

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 time period of 2 to
4 weeks, and

iif) 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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weeks) is preferably to be regarded as one cycle. Mre
preferably, tinme period or cycle, wherein the platinum

W@owAalmshg t herapeutic agent is adm ni st ered PGI/EPIINE/005831

three weeks (about 2 1 days). Wth respect to
oxal i platin, follow ng adm I%stration is al so
preferred: oxaliplatin is préferably admnistered to
the patient in an anount of 50 to 500 ng in one or

MO Re RP Midreortiohe Wathah YinfBeféd bi 2o 4%%@&@ atine
period of about two weeks. Accordingly, the duration
of a cycle wwth respect to this oxaliplatin reginmenis

t . Ce .| the cisplati
CahE S be PR L2 ot WEBKE roseffRE hlre DeiBeioff niimced (23],
ar whefsig e phitihune béﬂﬂaﬂﬁh% chemasitie r%Béhﬁ‘é agehfs difSlatin,
patient in an amount of 50 ng to 500 ng wthin one
cyeamoplatineand exalimatiny asnadministessbtarthewatignt imas amount of

a0 fOBRGRGH Bne o TosteiCHia GAR Aid ristherion af 2 to 4
nmeweeksy istprefdribliyhte belrelgacdedas bhe dyeld. Mdre preferably, time
ng/ n2. Accor di n% y,. cisplatin is preferably )
adRened PEFreler whersin the platinummcentaiing therapestic agentis

apadin e S56itHHiok Aoke ekl B IS I RRELRL Y

c aoxaliplatinyifolaviegediministrationris aitsoeprefertediroxaliptatia is preferably
pref er abl tg 5 portions, even e p erred 1 to 3

P aERlered 1 e pAEL I FhiamoniE GG o e A more

o orensy PR BB NS pORicH, Dt ke paRedor aboutiwo weeks.
adAceordingly dhealuratiopaf a eycleawith sespeohto this pkaliplatin regimen is
art. Preterably,. carboplatin is admnistered to the
paneéﬁctab?%ggﬂa’ta%u‘ﬁ?e ¥ 200 ng to 1000 ng within one

cycle, nore preferably 300 ng to 800 ng within one

cycle and especially 400 to 700 ng within one cycle. )
Eveensially, fietisplatincan bradminsiered o thespalipntassisdnewn in the
toa&he patient in an AUC (Area Under the Curve)

regimen, nore specifically an AUC 4-8 regi nen (4-8
ngf’ﬁffem'bw,,ci%ﬂﬁ@iﬁbﬂmirﬁﬁeﬁ?cﬁ?@ pat@ntimat anifount of 50 mg to
ngy mn). The principles of the AUC reqinen or,_ .

do2P® Q"QaV‘)ét InoR CyFer more prefepatly 804pg o %Pﬂemarmuh@ gne cycle.

t oPFlﬁerably, 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 § 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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adm nistered to the patient in the AUC regi nmen
according to the invention are cal cul ated using the

w@20090128T or rul a and/ or the Chatelut fornula, PCI/EP2008/005831

preferably the Cal vert fornula Cal vert Formnul a:

Car bopl atin dose (ng) = ré(CrCI (mM/mn) + 25)
wherein: AUC = Area Under t Curve ((my/m x mn)) X
= multiplied &Cl = Creatinin Cearence (of the

r egneframg Mbagth'\ lgé%ﬁﬁhlﬂer%@rtﬂﬁ@paf@ﬁﬁﬁ@rﬁéhﬁunt of 200 mg

dosage X mn) x carboplatin

cl &qQﬁééng wlithin ﬁylemwde—wg@ref@mblyﬂﬁ)@ ragrto 808ongwithin one

R T e

Maties carb(o@ldtﬁﬁisxadmnﬂdﬂéﬁedﬂo(tﬂé @)aﬁenﬁ‘in%ﬁ AYC (Afea00ASeTr the
X e)/serumcreat.) for Females = (0.1 34 x weight) +

0. )(@szm ere gpeaificaltyoan AUC ég%ye@me@rm -8 mg/mi/min),

crPRE8 75 08 &7 ifen {57 UML) B 7 e Auc

cr esgimenner Crds&inguaw knowaribolmé atti Rreferabiig, t?é{ﬂﬂ‘id)@ﬂitertﬁfﬂ)e
ons 0

f bl
poPEMuRISIereq & thi patigiidn &he AV S regimenaadeasdipgdpane jnvention are
Pr ehRUAREY usThgPihe @leéhqarrﬁﬂla%/&ame\ﬁ%\%!ﬁ'fbﬁfnula preferably

carboplatin is admnistered as an i usi on

Cethe Glalvert fommutaal i pl atin can be adninistered to the
patient as is known in the art. Preferably,
oxaliplatin is admnistered to the patient in an

anpanerPFoRfuil® t o
Carboplatin dose (mg) = AUC x (CrCl (ml/min) + 25)
wherein:
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/ml x min) x carboplatin clearance
(ml/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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500 ng within one cycle, nore preferably 80 ng to 300
nmg within one cycle. If the duration of the cycle is

W@bwani1Bkr ee or about five weeks, the oxalipl aRCTEPR08/005831

preferably adm nistered to the patient in an anmount of
100 to 500 ng. If the duratign of the cycle is about
two weeks, the oxaliplatin’i's preferably admninistered
to the patient in an amount of 50 to 250 ny.

Pr ¢igey 2lagg,intyeareanount of oxal i platin is admi nistered
to the patient is given in ngy per square netre of the
byxtﬁml%tl}?"%'ce of the patient, i.e. in ng/ng.

Ac hiplatin is preferably adm nistered to
thg\%@b ent rﬂ)i'grh(bam)unt of 80 to 150 ng/n2 within one
Cytsbwmfcneatexéth‘else&hmdncéaﬁaﬂ@ﬁ B cMddtifine one cycl e,
especially if the duration of the cycle is about three
or about four weeks. Alternatively, the oxaliplatinis

S0 1S RUnE SRR EabfiERhedTH ohg of ol

rrg/rmﬂe\mefdrablyrfetaﬁ plodjonss peen ahdre préférraj ddo Starmch of

caRSBROPIRISTRILIN She BREIG) ORBRE At esikia Mrgppoplati

pr &f g8mHisteted 9s anAOVt jiisioneven nore preferred 1 to 3
and especially preferably in one portion on one day.

Generally, oxaliplatin is adm nistered as an i. V.
i nfusion. General |l y, the etoposide can be adm ni stered
t oGemrme, ite@oxakiplatin ican lbecadministetes tarthe patiehtaalid v,
Qggshdet S %dm' nistered to the patient in an anount
1o} rJrB 'E% 000 ng, nore preferably 500 to 900 ng,
W|th|n atime period of 2 to 4 weeks and preferably

W Phéferably | oxalipitiroid safmialktereditortae patieksin dmbﬁ{wnlt BE50 mg to

periods are preferably to be regarded as one cyc]e.

mﬁ@owawm;{bppe CYRie, mﬁfamre@ra@v&&@ld@ Hhingj withip ee cycle.
to IfttEE d&"i‘éff&pbf fh% cf‘%)c‘l’éa I3 %%Jmh%%rofgé@t%/%é&s?fthé BRaliplatin

€ surface o ent
Ac mpmfesr@byy admrr&stpra‘l mrﬂdel patigmt iretin @osourt ofs100 to 500 mg. If the

B Sk A bl i
foédﬁﬁﬁﬁ@r@d&@tl?é‘Péf@rﬂﬁﬁ aw‘arﬁeg of f’@%‘vﬁ vwrbfarab@, the

time period weeks an hin a
t i apqunt Dédxaliplalymuﬂ adrhn‘esiev&cbtcsmevwat@lmt is giwepeén imglper square

N N g N e R e
oxallplatln is preferably administered to the patient in an amount of 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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et oposide to be adm nistered to the patient is divided
into three about equal portions that are adm ni stered

W@ 0vhe2pati ent on three different days, prefePCEDP2008/005831

three consecutive days and nore preferably three

consecutive days at the begining of one cycle with

respect to the etoposide. Especially preferably, the

etoposide is admnistered to the patient in an anount

of about 100 ng/nR per day on the days 1, 2 and 3 of a

cycle conS|st|ng of about 2 1 days. Preferably, 2to

12 Q%rwgr@ e etonsside:cam bg aﬂmlalséereﬁdpébement as it is known in

espﬁg IIy about 6 cycles are applied to the patient
respect to etoposide, preferably substantially

W Phreferably petoposidétie adntihisteredde this patient imem dmmnt besloo mg
above wth respect to the et 0805| de can be repeate

on& 3P0RHG mpeeeerefw.aeﬂxeﬁ% tg 89 &g.gvithinga ks pafied fof 2to 4
es%“e’k@'# ﬁlyt\lvﬁi‘?lﬁ a {lﬁ’ﬁ% ﬁﬁﬂ“ﬂ hree \h ’w|?|ch time
preferably w t pause 1n b tween each repet |

t hpepods adz pwfeﬁgnlmbe I?egérdedtasyone/cyd:léahihr@prefecbbly, the
vincristi eare dmnlster%cg the at ent as it is
iU of RiShaside AR sreb it Ratend s gives Thimg pef square
defedtid8Ethalsy fhePdiiH e @ﬁh@"ﬁa’ﬁ@ﬁt G P REHRY/MY. Récordlngly, more

described in’one or nore of the paragraphs related
anpreferably the etopoisidepiaraspinistenedrib dhe pafiemy |maruemoaunt of 200

T e A W

COfPah ShisLIr of aBbufB0€ ney/ai’ewithr &tiffeapétio® of 2 td 4 weeks and
cycles nore preferably about 6 cycl es, each_ cycle

coRE§ §rahhgw(bthlraeélme pefiod gf abewt ta%wegssaawh time periods are

B 2ot MR EeA DRI, 1 pouno

ac e}flmmkijdeetdilee adhinistered ¢b e patientdé divided irgo tHilele&ﬂfout equal
prefera

ad RPHI%\Sé%@HX @'ﬁ@'%&ff‘r%mﬁsﬂatlegt QH Val eEﬁntfﬂﬁyﬁt
ZOBPefEEthr}rgg?gﬂtgeggﬁ/éjﬁ%y%ﬁa Hgi,’ég’ﬁe{%ﬁ'git s ercé%rtéecutive

an’ anount
dagaysvat thenbegianingr eftonmeskcle wit;hrreSpeeﬁibythe ret@posidelspecially

8]; Qfeg Eaar@ tBer i ng;st ?Téﬁ%lglﬁ cg{O{bet;pﬁ"”ti’es ik 8 anaeunt of about

weqoPhgitfep gﬁon @r?é dhps an2 ematmbf flcyelestnsiSig dfabout 21
per day on one during each week of "the subsequent

wedRys. o?reﬁerablycﬁcﬂoé 2 pycéeerramq/pmﬁer@m4 %o 8rmycles and especially

sal gout 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.

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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cycle, or in an anmount of about 2000 ng per day on two
di fferent days during each week of the subsequent

wor®re1287 sai d cycle; b) cisplatin, the PCT/EP2008/005831

pharmaceutically acceptabl e dervatives, sol vates

and/ or salts thereof, pref egﬁbl y cisplatin, is

adm nistered to the patl ent in an armunt of 60 to
120 nmg/ n2, nore preferably in an anmount of about 80

ngThis i peaferred s0Bjgtliofthe Mistdtitinvditioni is 3t metld of tréé‘tﬁnent
cycle, preferably on day 1 of the first week of the

cyelreéeram appethed aitieating Sfek€. eeraprisingrpnesor more cycles,
d
a. %féro%;b 5% tﬁyég&%sp d"ég;r?fé%blpgabtohu;? GSéti}Hsegsg lé%gh cygle

1 Ona

phemmmslmg otatbcblyt 2cdays abalboute28/days) @ef@@blydb@ﬁ:t 21 days,
and/or salts thereof, preferably etoposide, is
adWhereiR & 88Ck 6Y¢le patient c1) in an amount of 80 to

tlﬁg)e%@\rggﬁ ﬂﬁgagp‘v\n@?ﬁﬁ \t;%g tﬁ?{ps'ﬁ%rmaﬁéuﬁj@flgf itce eB}ab|e

ondelrvatldeg,soi\(atés and/c8 ;saltstthereof yreferably W(A@%H-Asp-
de i dnj ni st dtot
aPPERNME VA BreratiSatnineelenty said
C%*lﬁmﬁlﬂﬁmo@ﬂ%héﬁow 230U ety ofb Al i'trﬂﬁttﬁ@?rst week,

invention is a nethod of tré&atnent, prefer
rremmmam‘omt ohabouf Zitﬂ_(nngomrma)som o mieffefenhoayes within the first

‘&S? 3 8" %nggébw é'i\@ﬂ g og?ri?gssm? %rre b s @\I’ d}l/fferent days,

d aydre br@fbmﬂly 38 tﬂé)d%ys Iﬁlf of &ichB] WitRiRaHE fitsthveéw 8f the cycle,
wherein in each cycle:

cy@?bin(@n amaupt af gbcmma?@(h\@g\gﬂr)daytmom slayedwsing eagh week of

S?@%pélﬁ% sugﬁf W@E%%?Fsaﬁoéyﬁg %‘T‘%@E%I% @;}f 85“8”@61‘ said

ggagyoche ,Sdrein exth amouhmm%mmowwglperﬁiayfadmwfd dmﬂe&ahtmays during
r .day on one da e first week, in

an®agth DEQF%EW %tﬁﬂ‘ BYFlewo different

daﬂﬁm%l‘ahh nth'erkﬁmcﬁrhfa%teuﬁﬁﬁgl Q%céfﬁ;tﬁéléro%%ytn}é% §8Iv§fg§%‘ﬁd/or salts

ay on t erent days
préﬂbee@fbbsefembﬂlespb}m ﬁamme&dmmmpatlelme f| rst

oa B A o0 Bl Pl o ol or o
80 mg/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
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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t he subsequent weeks of said cycle, preferably on days
8 and 15 of said cycle, or in an anount of about 2000

worgoopero2eay on two different days during each MeEBEKP29D8/005831

t he subsequent weeks of said cycle; b) carboplatin,
t he pharnmaceutical ly accept ?ZI e dervatives, solvates
and/ or salts thereof, prefélrably carboplatin, is
adm nistered to the patient bl) in an anmount as

d Ss(r:ﬁus basbther pieterred %Ubfe%b bf/tr%slne@ﬁﬁ Iim}mloh% al rﬂeﬁ'ﬁ)d of

-7 and nore preferably described herein as AUC
VVI treatmente pfefaablyvagnethodtMdregtmgescpeecemmsmgmej ay more

oS RSIABPINE S 12lerbieS e Bre il Baff & fytissr Pagh cvole
t heonsIStefioPabolERkdaps of abeutd8 Hays, Preferably@bdut 2 1days,

Et oposi de, the pharmaceutically acceptabl e dervatives,
soW&f@Q iBRACRICYS!RN t s t her eof, preferably etoposide,

SO TR AP, R SOUESn 4 BBty g
t hdervativé$ esatvdted aywl/ov dditisithétedf f preﬁérab@eztyclcﬁl(kfgg%GﬂbMp-
1, 2 and. 3 within the first week
@ﬁb ’g%'vﬁb igAdMiBiIsterss; tadh e&a&'em n| stered to the
g;%hgmﬁﬂamd;@nggggg ai i y ﬁﬁe‘?err d° su j ec W%‘th'p the first week,
i ngtamamaount of about 20@0 rrg perdday oh twatdifferent ﬂaﬁ e.ntatﬂ the first
d of t t
¢ WEER Y sP L1058 bl G RDLPU 255 B fyerent dave,

abgidre Préferary onetﬁérha“yléci Q &S withmXheffirsReék &f the cycle,
days, wherein'in ea )

C
cy@%m(aﬂ gmaupt Aépbm%%a/om{;\mr)qau oR opaaiayadmng eath week of

@’%%@gﬁe& %f}ﬁ%%gﬁﬁz Sa?@y@epep%%ggélor s%}ﬁs 8 n?r‘ﬁ:? of said

adeydle séreihesh amouhtoPabo@H00Blhgi perdihyad tid dﬂ‘fer@ﬁ@@ays during
per day on three different days, preferably on the

da?%C"lW egkn{dhe subpeqiientvreksi Qfﬁa'd/\é)é‘l‘deof the cycle,
""2%))I %ég}bggcqﬁfﬁomﬁp@% n?%e Slﬁé@ggﬁ%taﬁb (EéWaﬁv $ %%I\%‘ws and/or
cysalts theredfe pedfesabin cdﬂ)p@lailramiadlﬁlmétewd tb 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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cycle; b) cisplatin, the pharmaceutically acceptable
dervatives, solvates and/or salts thereof, preferably

wee@pharsnh, is adm nistered to the patient bl)PCHER2I908/005831

amount of 60 to 120 ng/ n2, nore preferably in an
anount of about 80 ng/ nk, PeJ, day within the first
week of the cycle, preferab‘|>§ on day 1 of the first
week of the cycle, b2) preferably, no nore cisplatin

I S TR éh%spé@léll?‘bréfé?rel@aédtﬁéét dfthé ﬂﬁtémn%’ﬁ’t&ﬁﬂiéeé‘hethod of

weeks of said cycle; and optionally c) Etoposide,
phéﬁemtméut irrafergblyacmethod of Weating BCLE, comprising one or more

I
s Bl 28 B R IR Al Sl cgon ovale
12@oﬁg/st‘iﬁg opabbafabldgygbout 100 ng/ n2, per day on
three different days within the first week, preferably

on Whesedpeach oycleid 3, within the first week, c2)
pr%?%k@lg d%rg@y J?D‘Fih%oﬂﬁ/iedgd t gﬁﬂé} %ax‘ﬁgali\f%&geeptable

subsequent
Th gdervatives hsmlva’&a}smncﬂbt salfs mﬁaewfedrefe*abwt tyclb- (AI’@GI% -Asp-

" AR YRl & aoirieited tokgrnaions one or ot e
Cy°é|1?ﬁ1 aR ra‘?ﬁcﬁfrﬁ@f&ho'éotrﬁg é)%c 'o?'rsthré@g?fe‘?% c?é)%b erferably on

about 6 cycl es, each cyc on |st|ng
dayhe dayei R @ndnd,ewithin dye fiest veeek of the cycle,

- he ph i cal
o eafirtah Sy o Bpout 2000 g Bef dat 5 Ne04L diies gen week of
pr el sabd et Ut Wedkd'dsEid cf8e; pr@Pé}abN'\@q Haksle rﬁi 15 of said

adm nistered to the pati enfeEI in an anou
ny CPele; day on three different days preferably on the

5285 gt 05 BBl S por s
duthergof atdfersts! dis‘plétirﬁ i$ ubﬁrﬁmuwnéd & tespatiertai d
c2bisbin & o6t pderibomeie Fmérseaééé%%& &'n Simotint of about
degyFhGMTS  pSUHPWRAINARE/ St 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
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.

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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salts thereof, preferably carboplatin, is admnistered
to the patient bl) in an anount as descri bed herein as

WOARI9H1028Aand nore preferably described herei n BGI/BRIG0S(05831

within the first week of the cycle, preferably on day
1 of the first week of the é\éd e, and optionally c)
Et oposi de, the pharmaceuti cdl’l'y acceptabl e dervati ves,
sol vates and/or salts thereof, preferably etoposide,

'Se%@!md%ﬁzt@dr%@sth?; @f@omtmedg 1) in an amount of 80
to 120 preferably about 100 ng/ n2, per day on

thmraimlﬂmcy@iﬂ}s within the first week, preferably

on & WicfTo o B e A | 08 AT HacE et Bbonpranie

anewanvéur sagafel%&arwbus@atseﬂhbré&ebﬁef@faﬁ@b?déé(ﬁ\kg’-@y-Asp-
an even nore preferred subjec t he i nstant

i mﬂf?ﬂq divie-yal), r‘ﬁe@@mmlﬁﬁ@d Ehlfﬁmﬂtlef}i)r ef erably a

Cycqgﬂ' PGS atﬁ?%ﬁ o 57 ey |°i‘sf“9$§Bﬁfeﬁéa%émpfefefab'v on

abthe déysyplzwmd :eamthumtné ﬁrsuw&k&bﬂ the gycleabout 2 1
day s wher ei n |n each c

cyé‘ Rdin ap @f@qn 9%35@@@%% day pe qedamdeting eachyveek of

pr gfée)r g!g% Y cycl o- é(kﬁr%?r Séﬁm:)y&é eﬁrﬁﬁ%%ﬁ@gs’? 8t% 78 said

adnydestered to the pati ent al) in an anount of 2000 ngy
on th s 1, 2,.3, and f said cle;
by by el dhe BharTaesi issHy 2cAPRIgbR dRDRRLP SRR Ates andior
ag%EFts tr%rBB?rpr@anﬂy%BH% \8tin, |§%dﬁﬂﬁ1§f@'€8%'tﬁé‘hbﬁent
acce dervati ves, vat'es and/or salts thereof
pr o g maam )%Inml-tf[i Ia@tdescnbsd deneini ast AUEIS 170amdh quatprefarably

k0 R s % i T ey R 5! Bty o

vvn dayn sftpeffirstoveseekttef cydie cycle, preferably on day
1 of the first week of the cycie, b'2) preferably, no

noPBd@prdienally n i s adnini stered to the patient during
t h%) 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.

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-Gly-Asp-
DPhe-NMe-Val), is administered to the patient
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subsequent weeks of said cycle; or b") carboplatin,
the pharnmaceutically acceptable dervatives, solvates

wW@rwho1028al t s t hereof, preferably carbopl ati n, PCEEP2008/005831

adm nistered to the patient b"1l) in an anount as
descri bed herein, preferabl% as described herein as
AUC 5-7 and nore preferably &scribed herein as AUC 6,
per day on one day within the first week of the cycle,

pr e ;ernabh BnurfldY 2600fmg fp%rﬁbgopl theslay’l1, (218 @VaE15 of said

t>"2) preferably, no nore car atin’is adm ni stered
t ocy®le; patient during the subsequent weeks of said

o8} Bne dghrilh pPRRRY sEhABERe T totEPeutic pgent

an@ltnér salts thereof, preferably etoposide, is
adm nistered to the patlent cl) in an anmpunt of 80 to

128) wigmietin, ghe poagpageutically anseptablederyativeaasolvates and/or
t h%?ﬁs moérESf i)'?éffg gcYégptIQﬁr{1 id Qﬁ%ﬁé@e@?&&% ﬁét‘férﬁr ably

pr &fl piredah ymount w66 tetmmugﬂﬁz iraordpiefiérabhy bdari anfdumt of about
pat i entg{gax;l ng t he subsequent weeks of said cycle
s

In
£ hdOfeva5afs PeY day o o dayuabin el Tsbyeek of e eveleopreferably
MOBR daC] BF 1Y fkPHARI LI HRaRygae of more cycl es
substanti a U

yW|t out a pause.ln the nethods of
t r b&) peeferaley cno beateatisplatin ishadraimsterext toathieqratigint dneing the
cis atln nd/ r the.carhoplatin can be substituted by

thé tweﬁsoqfs@f' 6¥4Fi pl atin, preferably the

adgt ni stratl on of oxaliplatin as described herein.
Anot her especially preferred subject of the instant
i nbemtarbaplatihathespharmageutisallyoacceptable dervatives, solvates and/or

o2 Safe fistaS broaPadi Lot o aahifsfeI8d T 5% hufidey ¥
pr Bf Brinkiryampahpas Bégcﬂbéb‘ Rérein, [fteferbbly- a\éﬂdiéscrfbb"d ﬁér@m as

manuf acture of a nmedi canent to be used in the nethods

of AUCear hand nerreefriablsiracribadiereines AL @cpeiday A one
; o ﬁhg%tmﬁ‘i’r?é“ﬁ%? ;héeﬁtcﬂ?& cgélga@feféiad (}feﬁtda?,“ﬁoﬁﬁx%cﬁé{ Week of

rin i
the cycle,

b"2) 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

¢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.

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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medi canment for the treatnment of non-small cell [ung
cancer (NSCLC), wherein the nedicanent is to be used

WO poogon28hat i on with a) one or nore al kyl ati ngPCT/EP2008/005831

chenot herapeuti c agents, and optionally b) one or nore
further chenotherapeutic aggrts ot her than the at

| east one specific integrin“figand and the one or nore

al kyl ating chenot herapeutic agents, preferably as
defrthehnetiRgR\eF tRalht BB GENSLARDIRE %'dhiin@ﬁatlon gf the
described in one or nore of the paragraphs numbere

[ 1¢isplatip and/eirihet casbeplatin capthe substituted byethetagministration of

RPN o i 5 o DR AT b S 6 Wi

agents (a) , and/or the one or nore further
chenot herapeutic agents other than the at |east one
spheethet espeeigly rRrefeged sulinet of theinstant invention relates to the use

gg}?nyé}&ﬁé gﬂ%&%&ﬁﬁ%ﬁ@%ﬁMgﬁg éa pﬁgépﬁggutggllytaccgptable

kn@swatnves rsplvates bad/drivalts eerect,i preferablyayetb-(Arg- GIy-Asp-

e at | east one SpeCIfIC integrin lig
éﬁﬁﬁﬁ&% \4%'51 efoém&mﬁﬂuﬁ)dé'l?eﬂfo@ gth@% Heed (rashe
ARSI SfediftforlidelBibed HbbiE! Chermt herapeu“c
agent's ot er t n the at 1east one specific integrin

| i gandand the one or nore al kyl ati ng chenot herapeutic

agent b) are i ni stered in an anmount and/or a
eé?ﬂé'ﬁéf%“ql t'éqg]%é@?'&te'ﬂ"%%w&sand/or bel ow for the

r eﬂﬁ)@%e\& at RHPBRE. sp[e%ﬁ”lb ﬂdé@nm@aﬁa fgﬁgﬁslf RRURAPEOf a

and/ or bel ow and especially describ n one or

nomedisameny feathegireqtment mfrbeneam@lnq:eu bingicgncenNSEL-C),

" SWAHE B eEmen i G bR b hsh g Celnone o
rrw)eonmﬁpnméfall@%t&@ a@bmwmréﬂsmwagmntgoam eptioalRf
cycl o-( DPhe- NMe- Val ), the pharmaceutically

acb)ém%! @Od@%%h%@@m%em%cm@%ptfprtthem &g at iaa)st one

 REp AR Rledrh AR Ind Shk ok HRSARNRTnd MEh Cherbblri

caagerntse one or nDr e conpounds sel ected fromthe group

Cogg]r%eral)f}gasoéegcr rrcuwceogrt‘ or l)e%w 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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chenot herapeuti c agents, iv) the optional one or nore
further chenot herapeutic agents other than the at

wo ewg18e specific integrin |igand and t he onRCOEP2908/@05831

al kyl ati ng chenot herapeutic agents (b) are sel ected
fromthe group consisting of,EG-R i nhibitors,
cytostatic al kal oids and antT net abolites, and
pharmaceutically acceptabl e dervatives, salts and/or

SOhN@ tRs oh8 o e9dre dkylating bﬁénﬁﬂmbéﬁf @E?éﬁlsc(b aedh b@ministered
in this respect are preferably selected fromPlatin

del IpAEMALNT apglas gregivenAsit fsrdgsariked@bavierand/or below for the
def]é é%u“ygéoﬂp Bh tin, Carboplatin and Oxaliplatin;
an [

har mace cal'ly acceptabl e dervatives, salts
and/ or solvates thereof. Antinetabolites in this

&2? 51 are preferably selected from Antifol ates,
ff &t ges@itad akove Bﬂﬁ’/Phéelﬂw apd|egpesially as described in

Meb RO OF FicHe Sof tl%‘g'éprder;ééﬁg ’nu?rﬂ%rgﬁ to§X& ancjj(: tHe P&ragraphs

ant agoni st s, rably rom he “pu
andisegctly lelaieéi(he.hm!t@,a/phemml ne, 6-Thi oguani ne,

1 2h1eGi, Q8 SBEERE Mg AN ORI AGS TG ar Mg gompounds
pr@élé&@@ fVorﬁQhS@tr&Sb Ebﬁ@‘sﬁﬂgcgﬂbWBgAr% -Gly-Asp-DPhe-NMe-Val),

ant agoni st s5- Fl dor our act | peci t
qﬂ@swh&mmeubsaldeam&ptablfeldmvatdmmylwtesdam@sammereof

N R
aciiptieadme of ﬁfdrétdll}?&étmgséhérﬁoﬂi&éﬁéutﬁpég’éﬁ@f(a} E@thﬂée one or

Q/tostatlc al kal oi in this respect are preferab
seMeEe saMpoyRfs selrsiey fmop e erewpi cansisliag, of phatinum contammg

pra{&ﬁamey%‘g%mpeé tgodophyl | ot oxi nderivatives

Et oposi de oside; Vinca al kal oi ds, nore

prief teabptjorfal ometdrenurmftmth@k Ichémomer‘dpebtlaageﬁ& other than the
Vi ncr| sti ne, Vi.pdesine End Vi nar el bi ne; Taxanes, nore

pr%tf ERslIne $P @ indegnin lgend BOEdbe. 98P orrROIS@kYiRtRg)
SneheriePaneificTagitits (B) aleSelediBudidih $he 5@%?@@%§éﬁ§8f EGFR

inhibitors, cytostatic alkaloids and antimetabolites,

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 seleéted 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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and pharmaceutically acceptabl e dervatives, salts
and/ or solvates thereof. EGFR inhibitors in this

wo epoursare preferably selected fromthe grouRCI/EP2008/005831

consi sting of: Anti-EG-R biologicals, nore preferably
fromthe anti-EG-R bi ol ogi gg‘lﬁ cet uxi mab, panitunmumab,

zal ut unumab, ni notuzumab and” mat uzumab; and anti - EGFR

chem cal ly derived conpounds, nore preferably fromthe
anbiFlu&duracih GapeRitabinde Oyis¥in srabRULIES 288 DiflidloBesoxycytidine;
erlotinib and | apatinib; and pharmaceutically

ac@@@t abl e dervatives, salts and/or sol vates thereof.

E [ Db Distr S A S e e . pref erahl
el yrleieti ek A ERETENR [ TPRe S rbrehReteranly
paHyttoryoeéa; zal ut unumab, ni ot uzumab and mat uzumab;
and pharmaceutically acceptable dervatives, salts
an@ndPhagnagewticallyacseptabicieratines, saitssandior splyates thereof.
respect are especially preferably selected fromthe
group consisting of cetuximab and matuzunmab; and
ph@ytostatia a'rallkaldic%s mcth;sortssg:set aierpmfémb:sl, selatted fromd/ or
sol.vat es er.eqf .. Prefera , the ci atin, .
o bapPRuloloaRaFivaes! ford profecatiy Ham Mebederhlstarie:
PaBLAMVES EtbpbSidkHMTTempbEgear t and even more

preferably as 1t is descr above and/or bel ow. Mre
pr ¥incazalkalpidsh emareqreteralply fuom g vimicarallkaldidsrVinblastine,

oxgliplatin, s admnistered to the patient as it is
dé@ﬁﬁﬁﬁﬁﬁe'{\é'”aﬁé'"ﬁaa}’&ﬁyg}?ﬁ%bm;| owi ﬁg t he paragraph
nuTedress, Mde praterBbRf fRorAlhy t&@ﬁﬁsﬂ?b&@aﬂnr?ﬁi PBBlitaxel; and

nunbered [ 15] ‘and/or as it is described | . o
pafapipthecioterivativgs: mere arefgrabhnh freonther Canmptathegindderivatives
pref aragraph nunbered [24]. [25]
Th@ngééggé%é %gésgpﬁ%{éaggg ove and/ or below, preferably as

desnd pharmaceutivallpracoepabl déhvatipes agieim/ousdlested thereof.
[1] to [14] and especially as described in the

paragraph nunbered [24]; and the paragraphs directly

FESTRIHISIAN S SRt ble o) LOUEIGOR B Wour

coecanissstinggofof ci splatin, carboplatin and oxaliplatin,
Anti-EGFR biologicals, 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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ii) the antinetabolite is selected fromthe group
consisting of antifolates and pyrim di ne ant agoni sts,

w@e@9/016287 t he cytostatic al kaloid is sel ected PCOEP10W&005831

group consisting of vinca al kal oi ds, podophyl ot oxi nes
and taxanes, iv) the EGFR |%Q|b|tor is selected from

t he group consisting of ant’i"-EGFR bi ol ogi cal s and

chem cal ly derived conpounds; and the pharnaceutically
accept abl e dervatives, salts and/or solvates thereof.

2%]r The use as described above and/or bel ow, o
@feaamy the cisplatin earbpplatin@ngformxaliptatintare administered to the

bARCHEF B RAGVYEIn bt a' B NerRPrE TR LB Hn B gescrved

[ 2ébowdn52ﬁ]belc§deoP€ pfedbiptRe ciipl&t, lcarb&plati® dnd/or

thereto, wherein the EGFR inhibitor is sel ected from

t hexglmi@ﬁm sordmivstaedhio thetratientBs iaslesgribedin the paragraphs

ey N R T G

cyhus‘tb@re@ [’EB]Iatldaiord alsdt lsedesctlbéd in thre pavaggspshepfollowing the
consi st n of vi na f%cf Efg ¥)| ncr stine and/or the

gr Baﬁgé%n nymbeges praterably,bef 95R thesRaragraply numbered
anfdgiet abolite is selected fromthe group consisting

of ~gencitabine and peretrexed. Generall y, the EGFR
inhibitors selected fromthe group consisting of

a2 TTeseh P e SEHBE aaife BbilBy Beking RoEreyabbianpgscrived in
er baé iofinforenst thé%?éﬁabhs%ﬂ@eé‘f 1o [ﬂhFéﬁ&' e%ﬁeélﬁﬁy as

patient as it is known in the art. Prefera
ceﬁawﬂhﬂﬂ mhamﬁrag@p@rr@dﬂbw&dﬂ&batu ent |n an anount

ot el ey PRy RSB GoA8. and o of erably”

V\AWherem time period of about three weeks or about
four weeks weeks, which tine periqgds are preferably

bel) 1R Q#ai@&"hsoaﬁ@@leg @hemqmr@psum agant is, sedwearﬂmmhe group
of I 8 is given in
rrgcgrggrl% CI§ mtnﬁé ,%ro? ﬂaéhb?ﬁ¢ﬁé£%r ﬁgce of the :
paii) teetantlmaabohtenglseﬁactékﬂ; frondiheggrpuproonsisting faf ramitifolates and
the cet xima{o mnistered to the patient in

pyrimidine antagonis s and

iii) the cytostatic alkaloid is selected from the group consisting of vinca

alkaloids, 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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an anount of 500 ng/n2 to 2000 ng/n2, nore preferably
750 ng/n2 to 1500 ng/ nR, and especially 750 ng/n2 to

waeegongsn, for exanple in an anmount of aboutPG@BEBP2008/005831

ng/ n2, about 1000 ny/nR, about 900 ng/nk, about 1000
ng/ n2, about 1150 ngy/nR or ggout 1600 ng/n2, within a
time period of 2 to 4 weeks and preferably within a

time period of about three weeks or about four weeks,

D BAJMIT 2he GRoUDY coMiStng\BEgSftiniti érbtinibBnd fap 4t ahe cytostatic

preferably to be regarded as one cycle. Even nore
pr atkalqid iy seleptecdifomirthe @rour carsisting ob vinerelbinenard vinsdstine

t naDRrBRE bfcln bonsliid'Foadid oottt aRBind 1o
di bhtimerabality & sqleetedrfedrhthe grews endisting engemiaitabine and
within one week for three or four consecutive weeks

anBemet®Xghef er abl y 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
ceQGenenally, the Eé?d-? Rilinhibitorsfselediéq frotitheagmowpt carfsisting of
cetugu mab to he adm BI stered to t he (ﬁatl%b i s, divided

i nPBIUXHPRR. RANTUTIMAR, £3lY ABr Nimotyzymab AN Matyz L{ma
ZOQnBlbrW@gF@Jﬂ‘@oﬁé@ﬁn bf gt;é’ﬁimlﬁ”érkﬁirnﬂfjaﬁ@ 13 ln%"td

on three or four dlfferen days, preferably selécte

f r adimimistetiey tavthehpatientasitiskkriawn trhthesarbr f our
consecutive weeks and nore preferably on each day 1 of
three or four consecutive weeks, preferably begi nning

W Phefdably, sdtbkihiat i@%dmh%ter\é@etb thé p@ﬁ@nﬁbﬁ%@amddht of 500 mg

respect to the cetuximab. Especially preferably
t hias3P@Qme: Morenereierably &%tq 250Q maiwithip adine plelﬁ'@d of2to 4

pawngﬂg and fquB'g%ltl%aam efiod effge(%ﬁt%eaw $|Oabout four

y on one r|ng rst wee
t hwebks eeeks, hich ttmesyjmlwls\afe\mef@ablsme tb@ublgmfded as one cycle.

fo| | owed t bout 250
o peelatab e e et e e ABstetad B the paient s given

;
colL Rl sHRromad¥ Bpety il %ﬁ‘*ﬁf“%@bﬁf- i mg/m”
coAsceltdmmy orhoee)pmfefahhy theeestaxifzatnist adrinistged to the patient in
Pr ef er abl with the f

F AN Arahar RSN 6 200G milin?; indfe pissBtaty 250 mgln’ to 1500
Pr f{g#i@bard ebpEciamy 750 rmérmzaoamvormgrrﬁ? efbrtéa(ah#tﬁe inan amount

patient in an anmpunt of about ng/ go

1 ahabout 7260 ﬁ\wun,taQﬁUtaﬂ@@@thB'o @mﬂz%ermgmy aboutay@

8 Wmi,Sat%utal 1%36058/&98?58&{19666 m r?\u,t wﬁhlil'i adﬁ%% 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 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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Alternatively, the cetuximab is adm nistered to the
patient in an anount of about 250 ny/nR per day on the

wW@l2008/010288 and 15. Preferably, matuzumab is  PCT/EP2008/005831

adm nistered to the patient in an anmount of 500 ng to

3000 ng, nore preferably 80Q.to 2500 ng, within a tine
period of 2 to 4 weeks and %rseferably wthin a tine

period of about three weeks or about four weeks weeks,
WhiceRsisting omeooqe%@rrﬁgnﬁéfrﬁt @bé )édhﬂm?féré@@@'tﬁ’@ﬁaﬁént on three
one cycle. Mre preferably, the anmount of matuzumab

ad®r foun diffecent 63Vﬁ,epf|§%ﬁﬁab selectgdfeam ionerdaywithisene week for

el A B POl 1 or v
ad ior fowrtcoreecltivé WeeRs] preférably @égnﬁﬁih?ﬁMttOﬂaﬁ QOwitiAtRe first

to 2000 rrg/er nore preferably 750 n to
ngWﬁzek rRPee‘é\ﬁ‘é% with Respeet t@gthﬁﬁ:ettmmeboEﬁgme"y pfﬁferably in this

e oS SRy 05 1 o o

16Q60ngghﬂ2 omatbdsmtmm) tigie’ per tayl opfa day oné daeirigsthedirst week of
eri od of about three weeks

r thin a ti.ne
P S kige b toinaanasculigs @Peakéfc@naspwqﬂf@pmtex an
wh'aehnmsffsnsﬁ Ik SBéu?ﬁ@O ﬁ'déy dh Q%ageoqﬁrnge@a&?of the
one cycle. Even nore pre era he anmodnt o
rrat:olmmveb' fotlowihg tvvcsoetmdeifmrnére/v@dts eha ciycleaidrisisting of

into or t rtions.that
RPRFCIP el Rhoite APt Sallaia: oAt fouravesks (about
dana dayispf Rietérap! mlee@yc%ﬂstfah@rwmméimm ¥HAIMiStrafién BRRYay 1 of
for two or three consecut|ve weeks and nore preferably
ontheafirst weeki of two or three consecutive weeks,
preferably beginning with day 1 within the flrst week
of one cycle with respect to the matuzumab, or the

wh@venanorinpreferably, abercetusiraabl is\administeréd tﬁéﬂ‘@paﬁ@htﬁlﬁ an
about three weeks or alout four vveeks i s adm ni stered

on 2GIRUN 2] SBPHHHG0 BT Res dayearkd ey 1andiniamamesnt gfabout 250
I
prﬁerag{ér)ﬂa&h%erqgﬁ%éaojnos% GE rrab 1o tm@scgeﬁi(ﬁh 24 days.

unt mat uz mnistere
to the patient is divided into two portions conpr|5| ng

oS00 RTatB el e cefimafis, Adminiered tq fie BARE.R a Aot of
dl fabsw@so ARYA? ﬂé’r‘?fa‘?r&pfﬁé §8)Leigdndr@m one day

wi thin one week for two consecutive weeks (i.e. on one
day within one first week and on one day within one

Sef’?gfgrmg,k%a?unz%nq% f gé,%fn?sft%%a/ tootrr]meepa |en$JI ind a% ath\gu nt of 500 mg
to 3000 mg, more preferably 800 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/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
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consecutive weeks, preferably beginning wwth day 1
within the first week of one cycle with respect to the

woreqogpunsb. Al ternatively preferably the mat uzReEBP1088/005831

adm nistered to the patient in an anmount of about 1600
ng/ n2 per day on a day onewg ring the first week of
three or four consecutive Thus, a cycle with
respect to natuzumab preferably consi sts of about

t hiagg pﬁ@@fébl%&ﬁﬂﬂﬁ alirhe PRYDY d?rabéht)tﬂreé %ekée&kébout four weeks,
(about 28 daé , hore geferab about three weeks

( apwre preferably shreepyveeks,amhigh timeepegedsars preferabiy to be

£, eoAel A ATba VR ote i cTall, & ambliftotiRBiiaugan to

t hbepﬁtmmiﬁteneﬂ tarthapatieht igfeithied dividéd inte /w8 d?Qhre‘é%’orﬂan that
days and of a cycle consisting of about 2

da\?? Aﬂm'ﬁ@ﬁ%@@ thepatient sy dwaaryhreen Qlffe&emtz@am preferably
CSSBERERG & G S ideToR 0, PR WHRE L ek

coanadshonegpreferablyudbn 2aéh days!. omeebaltH\ryee cyisesute weeks,
[ oSt IIC al kal oi ds _sel ect ed

| kal oi , I t
Fr BFRBIADY: PEaB RS Wit BT WA the s DRB Of phe eysie with respect
pagd tHeehatuAMLE C&%é’@ﬁ"ole %?ﬁbLFrﬁ'?o Be ﬂftéfoe\gﬁﬁmté’tlme
t reterabply,

the patient as i't i s known In art.
VI perled lof aboutthaeleriweieks aredboub faureverits isradminiséened on one day

i o ot B 04 pBREE A RERE bt B9 1 6 8 e
pr erékaEhNedVaﬂbeéfératUIyTﬁh@%&mt@f n@étgﬂamfabrtsg;éﬂs@#ﬁﬁmstered to

which tine periods are preferably to be regar
onthechatient isdividest inte twe Pprtianscampiising oF conaistiag of GO0 to

23?%?0 gmﬁge/[rﬁefc%r%%lg %&)nggog?ng?/hfe B}ﬂt %éﬁ‘%d?r?n gf&uﬁ t6 the
ngpatiéht. omdrﬂﬁefﬂhwayﬁp peeferatfigselecied fﬂGdeMESJHQil Wlﬂhﬁ\ one
i's adE1 nistered to the patient in a n amunt of

myVEES feltweongfGtive WQﬁi‘cse(' Br @ @natﬂ%}/ witinagendi rzzt week and on

2, OB By it on @ SEOD 11 AR Brcferabifh e ] T

vvi consecutive megks; pnefeuafblyabegmnidg wﬁh\Mk‘lswnwm' he firstweek of
eriods are prefer to ed as one c
EvanS e iicanast o the Dabizuimb AlemaRraly Breferady g
adma't‘uzﬁ.lrﬁél@% h@miristered t&fHe ;bétléi"ltYﬂl gﬁ %rh&% 6f%o%*?%bo mg/m?
equal portions that are admnistere e patient
n pebday onexr day Odayislrlngrtbe éirstbvgek of three or four consecutlve
weeks. Thus, 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/m? per day on days 1 and 8 of a cycle consisting of
about 21 days.
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one day within one first week and one day w thin one
second week, preferably day 1 of one first week and

wW@l2009010287 one second week, e.g. o0 n day 1 and PEI/EB200$/005831

one cycle with respect to the vinorel bine. Especially
preferably, the vinorelbine_s adm nistered to the
patient in a n anount of abghf 2 5ny/m2 per day o n
the days 1 and 8 of a cycle consisting of about 2 1

dapgerrAtReR Mmbkey pre?e?éblyl Qhé Yﬁétﬁiunﬁﬁrr@ a@lhﬂﬁ%[él%ki)to‘ihé %atrent
8 cycles and especi al 65 out 6 cycles are appli

t hin paamaunt\f oh 1666 pm/m t pevdayopitbe day Hoka @ryalel qonsrstrng of

pr%@é@ﬂ# eﬁ%&: [ anrlarrhgggc?i EZESZbO\TQeV\F’t{]gl ?espect to the

vi nor el bi ne can be repeated one o r nDre tines
preferably one to 12 tinmes and especi al

ti ﬁeeera b cx&@&ﬁﬂ%alhe'@rﬂs Sspeeially cmoefaircaaikglom selgcted from
pafh?ee ﬂrge&q}“né;%ﬂﬁﬁét ﬁ&rs‘?fnec paglitaxel and docetaxel, can

thepr ure regrmen er'a

adoam betaﬂmmhrsteretdwte thatpatient ag |tasr kaownrih tieé abt0 ng
500 ng, nore preferably 100 to 250 ng, within a tirre
period of 2 to 4 weeks and preferably within a time

Peprod ﬂhﬁ&kl&rhé%aﬂﬁﬁ‘ﬁ&er&@ t&the ;Pé'i'?erﬁ/bﬁ Gh %8t of 25 mg

pre era be regar as one cyc
pr tef %Sﬁrhhgr,morteepmfmabty 50 tald6@ hag edithid @ tirmetpeEried ofd to 4

: Egregg{s :aggéo rigfergh&evgrgirﬂ @nnﬂng%reérség uq? qi)&nﬁgrge%eekhse wq}[ch time
Ac 6@ﬁ6’d§1§ré/ préi@rra%lypfcﬁlf)@ rédArdel B8 SHCEJA! eMoré Ereferabl , the
adm nistered to the patient in an anount of

t oanwuintrgf wiporelbine agrainistarsd,tosbemaptient iscgiven lmgrgmer square

RIS AR oA TR D mor

ﬁféf@r%ibiy)ﬂwebrfrnaké)blhetr@ adminerisd td\/thes:baﬁerrtﬂn REV ameant of 20
are prgferabl o, be regarded as_one

@Eé'?f‘am;j t’ﬂQ’"&mB“d?fﬁ RJ’? feiablyt4@a/mo ¥%§°dﬂ%¥rr‘rh§@fe@éﬁjnple in
t
o‘n’ah%@"@%'& pbghf 28 Ty Wik WnBeriod s 2RE ™ REBKs fin
of pmierabily withirea timef pened ofabeutvithtee weeke,ovhich tinhe periods are

docet.a eci al | refera Iy t he docet er

FRGSLRY D6 FS4RTel 8 GiR CYoIe LEvaEIe FOF ea%*alut ¢ thesamount of

”g(/rﬁ@rélﬁfne%hé)é‘drﬂﬁﬁstéréﬁ t@th%yb"étﬁen@ @i‘éi’vﬁéd‘rﬁtd’ EH&t equal
days. Preferably, 2 cycles, nore era

4 port@ns;tbataa;reaardmmetﬁchld tyleanatlent en d\yoldaﬁem days, preferably

P Bh iy i BB T b TS E MO SR RN 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,
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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The whol e procedure/regi men descri bed above with
respect to the docetaxel can be repeated one or nore

W peweo1028T ef erably one to 12 tines and especi aPCHER2008005831

6 times, for exanple about 5 tinmes, preferably with a
pause i n between each repetition of t he
procedure/ regi nen. Pr eferablsé paclitaxel is

adm nistered to the patient in an anount of 100 ng to

'109%dwur§ypéqqn@neferabl y 200 to 800 ng, within a tine

period of 2 4 weeks and preferably within a tine
perlod of about three weeks or about four weeks weeks,

v BRISHAT. QR85 1 B SPER Rt B SR AT 50 mo to
adBUOInS? anhefk %Kéf RBIPAO0 €N P50 M 'Wiﬁﬂnlwtlrﬁﬁ ﬂé@fodséf@fc% weeks
nmetre t he t he surface of Patl ent,

myPRE preferahiy Mﬁtjllrya tingg eeppe b aa@uy hree VWISI which time periods

SRR pd IO S ol L ool THE rount o

f odoeatarpl adrimisterethtouthe pétneabm@wéﬁ% wy pér s@hﬂétméﬁ@ of the
mg/ n2, about 175 ng/ n2, about 250 about 27
ngbwﬁh%ﬁuae%fa @@opmw e\ inmg/m aMPWIWw fb‘@f%Pf%_feEley the

%@&éxé{}g dtih 'iéﬂ%ﬁ%o"lhé &'gﬂﬁﬁ‘t ih Va;ﬂeaﬁﬁ%hh?gf 8k n?%/ﬁ?tto 150

hree weeks or a out four

ar mgiméf mioed preferatie SOeggﬁm?em 30 owEmé yfor exaErpdmm“raxn amount of

P LAPRICES g iR B lime Tt ot A welicand refagably within a
daﬁmepde?rfcﬁf @ibéb’odi Whr%%ywéel’(‘é tWihiBh GRfe péficds &féeﬂfreféﬁ%bﬁ/ to be

preferably day 1 of one first week of one cycle wt
r eeggarded @stane gyele.i Everemorapreferahly \ibeyamountzfdecetaxel to be

e Rtel el Rl 2 enfiifstend Bl oF mrefesably on day 1

abwuhme@h@f rsb Week? mbréfpﬁtéfe@éﬁym ‘nbﬁbﬁé fitstwedK6f one cycle
patient on three di fferent days, preferably sel ected

f rwﬁhdﬁép%wom Hpretaxel kspectally prefesably othecdqnstaxel is

we f 2
oS ER I CURL SRR bniiinGia br ol 78 mby/MZer day on day 1
vvi oha nyclba:o‘nsrstmgvufeibomllt 2ardaysy Prefevabily, 2 tsp2cycles, rivge

I Esp I f bI h
Do STaeHeD 41§ SRy Q{%gége%ra otk bHiEs R APl kmihe
Of SO it rdspetffd egré*ébﬁbqy‘sﬁﬁbqaﬁﬁalﬁl \)vlltﬁ)é ause.
thPee consecutive wee € consi st B
t hifbe wmaprqmme/re@mydéscrmedf above witks vmpedh@o th&adocetaxel
of c%rbbétrfe%%tr% V@gq(gra X}Qﬁ%?mes pretJeraS!;Iy ongl?oqifz ttlnqgscmil ©

especially 2 to 6 times, for example about 5 times, preferably with a 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/m?.
Accordingly, more preferably the paclitaxel is administered to the patient in
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ending the cycle wwth the fourth week w thout an
adm nistration. Especially preferably, the paclitaxel

WO 20094606287 st ered to the patient in an anmount OPCHBP20DS/005831

250 ng/ n2 per day on day 1 of a cycle consisting of
about 2 1 days, in an anoun% of 135 ng/n2 to 175 ng/ nR
per day on day 1 of a cycle 80n3|st|ng of about 2 1
days, or in an anount of 80 ng/n2 to 100 ng/ n2 per day

oN afamAuntFiy1 0D Mame &y 5@5 n‘ﬁ/m’g Her %ré@?ébl?tfzwn@f’mz to 350

about %8 days. For exanp pacl it axel
admgimst fngfeﬁxample meapaatmwnt cifrab@ut 486 umg/ms}, abbuoti1 5@ stg/m?,

228D £75 B! 268 2e el i 8 pBh” r B84 mo/m”,

onvaithen aemepéna@ ofi2kto 4pWetrs ahd }Sr@fé%blﬁb\ﬂﬂ'ﬁn d4irhe pbﬂod of
an anount of 135 ng/n2 to 175 per day on day 1

of aRoklitree wei(isgnab@%fmamksz whict{jmesreriads are\preferably to

b TEBRRIElS dnk byl RYEA TR LNV I sl afbigiareit
10PerggimiBistereddtaithe patient is, adiﬂu‘y\ns%e@dobrﬂene lﬂlberéferably on day
cycl e consi sting of about 28 days as an

i nf1 YIERHR W&rsﬁwﬁskﬂnﬁfﬁ Péefeﬁﬁb&f dawd of Qi\?eﬁfsbb'@@k of ope cycle
oanqegﬁerabtthgi,a?gt\ég el Preferably, 2 to 12 cycles,

nore pre cycles and especially about 6
cyélltemaiwelwamdi atsth prefarablyp the amouwt bhpaditaealtto the admlnistered

Tote Wr et B BT i ifes B0t Brud Pt et S Seministered

r efcpﬁ‘fét étﬂsrft'?ﬁi ARE HifRYSht I/, Bﬂafé?ﬁ}bﬁ@%@@c%&?frﬁh 6?%5 8ay within

tines, pre erably one to 12 °ti es especi al
6 phewreek for thregrsinseautive weeks apd mprecpreferably on eacb day 1 of

D iEa rPoReLRRWSBEL ABRFEbY Fhilind B g divihin the st
esm@@kaifldﬁecostmwathlr@spéétabwhéigaambﬁét E@pébi‘éﬂy‘d?@feaably in this

group consistin | ot oxi nderivatives
es ﬂa@jmm {the H@Clgé&@pﬁﬁﬂm@ﬂfﬂ@& thespatientds @soamaunt of 80
PP 00T 58 b 1hS8eRE A hisckBylE i or o
t heygatcoesisting cdmabaabthree Week@QabgutZJB 1899), preferabsly starting the
ef er, ab{i% 500 tpo 900

UOmPBIBYAD PTG T WOBK of e ér'e St aBpublqu weeks, and
théﬁem ﬁé%ycwﬁntﬁé f&r@%éeré%w%%t Pﬁ%fo%'iuﬁi%ltﬁétubﬁ be

regardéd as one cycle. Mire preferab he anmount of
et oposi de adm nistered to the patient is given in ng

peﬁssg&gﬁf 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 on day 1ofa
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 an i. V. infusion over 1 to 6 hours,
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metre of the by the surface of the patient, i.e. in
nmg/ n2. Accordingly, nore preferably the etoposide is

waeomwoniesered to the patient in an anount of 2BOI/EBI0NE005831

to 600 ng/ n2, nore preferably 250 ng/n2 to 450 ng/ nL,
for exanple in an anount of jbout 300 ng/n2, within a
time period of 2 to 4 weeks %nd preferably within a

time period of about three weeks, which tine periods

ar préferiLiy 30ky abSut’® h'dtPtHedRdpastive§af Ydr!if anfarRBuAPEFB0 mg/m?

preferably, ) he anmount of etoposide to be adm nistered
t ote B0 pag/minperi daydon idaygd , iday S and day diSoefta eyglelconsisting of

' t hat i st dto t ti th
o BbbbEs A o' £V L BR A GHhet il BB FiBee lfSoout
NDheoRtRé esspdctiveizf8. consecut i ve days at the
begi nning of one cycle with respect to the etoposide.

Especi al | ypreferably, the etoposide is adnmnistered to

| hEraRIAY. 216 13 AR Rl log oA 1 £e{Be5ls becly abour
cy 6l eyclesrariesdppliedab thd patiedt Wwith agspedPite bachtalkyl, plefecably

12 cycles, nore preferably 4 to 8 cycles and )
esEH%?tém'?"YaWBUPU%a epusasT he whelg pracgduge/fegimeardeseribed above
Wi thr t ' Y, ks

o Y8588 PRERARE i BESLEL AL AR M prefrably
abone toil2Htimes padtespecidily 2etoop tisiede forasxabeple apoat Sdimes,

one_qr re.tines, preferably one to, 12 tines and )
o5 Bisderatity wihi g Pausd I aStwesn eAthisetlinn of T pldgeureiregimen.
preferably with a pause in between each repetition of

the procedure/reginmen. If the etoposide is
adenesaly, sytastatihalkploidss espenially cutestatic alkalidsuselecied from

day.. t d 4. 5 of | .
ol Rl Lol d oS BhyarokirRlertiafiye il wpecialy the
cy pb@ophylibtéendediative étbpositepesn 8an be durRinftéRid/to the patient
triggered by the adm nistration, preferably the first

ad@f i IsknaWINOR tBe aghot her chenot her apeuti ¢ agent

according to the invention and especially preferably
triggered by the adm nistration of an al kyl ati ng

c hereferablppetoposidegs adnminidtered tth ¢her gatiemtshraat amount of 300 mg

t he ific integrin li descrji hed herein,

Golre 1400 mg,aﬂ?ﬁ%@v%égapﬁw il 9%§§Qm%|w%'amlrnﬁmm festo 4

Sem%kg%ngr&aérasn R £ENE! pelriodfdbdift rebafedits, AWHich time

penetrexed, can can be adm nistered to the patient as

i t pedodisiamnpiefetdidy to be regaitdedas gne gyctei Mabé pesfesably, the

adm ni s er e{j t 0.01 he I%at.i ent { n,an a}rm nt of 800
amount of etoposide administéred 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 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/mz, 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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ng to 8000 ng, nore preferably 1200 to 6000 ng, within
atinme period of 2 to 4 weeks and preferably within a

wa@ pose/opesT od of about three weeks, which tinme PEV/ERWES/005831

are preferably to be regarded as one cycle. Mre

preferably, the anount of geptitabine adninistered to
the patient is given in ng I square netre of the by
the surface of the patient, i.e. in ng/ng.

Ac ‘b@éf@kétﬂw’therélbﬁoﬂﬂéf@ baRliNisidiéd 5 e patdntan iah amount s of about
adm ni ster%ed to the patient in an anount of 1000 ng/ nR

t o 1900097 per, daype the days 4bRyarzibdor ng/the days door 5 of a cycle

ﬁﬁss&ﬂé %Bg& fg ggggrblae?%%@&&t‘ga@ %OooggBﬁerabw 4t08

Wi t:l]clesarid eepeefdllyasbailt Gadids AR &splisRiothe Waitieht WithBespect to

periods are preferably to be regarded as one cycle.

Ev &teRaside, W@feé?@m%ﬁhsl@t@% withogt agrauset Abervwhele be

oq DIttt G8s e holewth odites e RtiboBiE Gan be
t woepk4téd omet ordapee tumeef preibiaplyore ey 2winiés an@eepecially 2 to 6

f| rst ek and on w thin one second week,
mesa R pgrle aﬁm Bdimes reiRrakly-with agausedn behween each

seq. APELitREs: tn@ p%cél:fbr@ﬁ&éﬂ}né}gqf ﬁ%yet?f)8§|d8r3€ at gg{n}@/té/}’{eﬁzo the

respect to the gencit specially pre
gepatieabinran amoadtrohabowr H0 ing/mheepday exmtherdays 3,4or50fa

oS e R, 0 e S8 oSy o
t OtHe?e@p%lsRﬁa |s"6?éfér§bl9ftﬁ{;§@r|eﬂ Ky tHe &@Mﬁét%&%referably the first

especi al |y about cyCles are dpplied to the patient
wi BdMmiristration pbagemrtcasmmherppeﬂec apenpt actardmgt tostheynvention

2803 P B ietel iy WidacisBr PR AP BHATRR JrEtakdRting

onehemotitgraptuti® agept afd/batiey/admmisteatioh 6f tlﬂiésspi%fhc integrin
especially 2 to 6 times, for exanple about 5 tines,

pr gﬂ%ﬁﬁyﬂe\ﬁpf'he‘&hﬁéft@e in between each repetition of
the procedure/regi nen. Preferably, penetrexed is

adm nistered to the patient in an anmount of 500 ng to
Zombnugallwmnﬁnmtab@mabl gspRiallyantibitabylitesiselected fromrthe

eri od of weeks and preferapl thin a tinme
Do BISHP SonSith of seDetalBR ANpATDRTERe, o Gasioe aiginistered to

prﬁ{eebﬁﬁléd’tésoit RekAGaR il &¢ one cycle. Mre

preferably, the amount of penetrexed adm nistered to
the patient is glven |n gy per square nmetre of the by

fagﬁées%ﬁ@?;georﬁgﬁ%% i agmlmsfered to ﬂme”gatlent in an amount of 800
mg 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 the penetrexed is admnistered to the
patient in an anount of 300 ng/n2 to 700 ng/ nR, nore

w@e@betebl y 400 ng/ n2 to 600 ng/ nR, for exanplBCI/RP2NS/005831

amount of about 500 ng/n2, within a tinme period of 2
to 4 weeks and preferably within a tinme period of
about three weeks, which ti'm8 periods are preferably
to be regarded as one cycle. Even nore preferably, the

anEameunPeNgémeItaBinkoltR AdHIIHIEERT RAthEDAtidt isaahgﬁfd into

is adnministered to the patient on one day within one
f i (WO aheukequalgiastiams thal aye adotinistared ito the patiént an tyvo different

2o HER efpraPlfal g wiLohE e saand Sul A Wi e

t osttendweeRNpreférably aapPYIdf ovle fboweek %gr%ygg ogéhe d@¥%ond

on day 1 of a cycle consisting of about yS. o
Pr WesKagigy ondayo! apdday & of one cyclgrwitte regpegt to the gemcitabine.

c : [l C . [ tq. the

oy BegRpRlf ORI IR KATRTSBREL G4 St an
subetoumt ohbyuti QOUJutg/mzrp@lnsleg ofhewdiyse! and 8 of a cycle
procedur e/ B(égi nmen. descri bed above with respect to the

pefRtsiaingiotaboue? 1 davniefarablyo tadecalege gnore preferably 4 to 8

. e .
[ 168 B APSckfly Sholt Byt a0 Yo pafeth with respect to
pagemcitabinet peefaraddy bubstpatially withorﬁtda bause. 1('jhe \évhole

d / ' 271 ,Th A escri ped aboye .
o RS diesby SROVEIEHS TesBact Io BRcOSRCkghiae can be
of rdgtte R bAl 'R RS WABS! Sidrdrablyt éhd 42 ﬂﬁ%sea%nfél;,l@ééié{w 2106
as described in one or nore of "'the paragraphs nunbere
[ 2tipesofdr 26pmpde @bobt S timesy ipaplesably vdth & pause i batween each

e Rt Rep ST Procebuteegirey oSl cat ot from i he

group consisting of the platinumcontaining
chenot her apeuti c agents cisplatin, carboplatin and

oX [quqaeptly,,gemqat)'e)g%lsoqggnigu,astqadetoﬂbgtgaéipnt in an amount of 500 mg
| I
PO RE FAEprRRTAER 8001 1200 hd Birfh % pflf o g to 4

cheeek$ andpreferablgyetitis a(timhe aeeiodof aboatitHree wddie, which time
grou

o R AT IIRBDL AR R ST B3 AR I MR BEUevaBlY, the

2oL Y pEReRkal i85 Mo K o orscuare

preetexfithe by thesurfabedfithe patient, i.e. in mg/m?. 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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one or nore of the paragraphs nunbered [1] to [14] and
especially as described in one or nore of the

weanagteghs nunbered [24] to [27]; and the parBQr/EPIvES/005831

directly related thereto, wherein i) the at |east one
specific integrin ligand is §e| ected fromthe group
consi sting of cyclo-(Arg- GI'>9-Asp- DPhe- NMe-Val ), the
pharmaceutical |y acceptabl e dervatives, solvates

angdppliedtd the pARINith respett® &?ﬁe@éxé@ efﬂrﬁhﬂ&%ﬂb@%ntialw

chermt herapeutic agents (a) are selecte from
gr vithouba passenfhe whdie ppocaduneiegineredesariped above with respect

o 5 st e PR BREE BBl Oh S pfeRihrsarreial one to 12
Chameishaidesedigllyed e blingéd) §or EXamipledbait 5 Baek OprRferably with

specific integrin |igand and the one or nore

al RyRasserig behween wach sepetitionaefdhe proegdwefregingen. a)
one or nore anti-EGFR biologicals, selected fromthe
group consisting of cetuxinmb, panitununmab,

za[21] Thenide as destiitiedrabove dndir llbéllbmtprefmdblyms dé@éribﬁd in
b) one or m)re conmpounds, selected fromthe

coRBF N iMyeAf the PaE39gphamumbered (4] ted 141 asd @rsseﬁl@lhaﬁa
vi Pééér%éd‘ff:e? e%?n] mbié ofife ?%rag?éﬁﬁé H&H’rbépéa’ g@*tg&ﬂé

ow, pre y as I'n one or
paaagrtlaqz)baragm‘pbs diteftly relateditheretad especi aI I y as
descrihed in one or nore of the paragraphs nunbered
[2WMefQYN[ 28] ; and the paragraphs directly rel ated

thgngé %ne%"r%@ié”alk?l%tlﬁ% cheaRith&petfs slgbhfs #d)ta?é sklkcted from

i gand sel ected fromt group consisting
cyma)gr(qupgcqaqstmgpofmna @Jauwmnvabmtalmng chemathermpeutialaggnts

" SCSRIARA, EotPRlRt S50 pBMAM.TY 2N arount. of 400 g to
?Oth@arﬁﬁbr qu&l@]ch&%théfbpﬁ:hd?@( ntd 6thertieai® the at least

[/ or bel ow, r ef er abl as describ n one or nore

of opasppalfi agmtﬁsﬁg llsaﬁﬁméfdhpﬂn%r Merg aligylatigrhametherapeutic
PSA5ERS D8]k SoE foni eyl L% 05501 SN = ARG cars
t heeteiximab, panitumumab, zalutumumab, nimotuzumab and matuzumab and
the vinca alkaloids vinorelbine 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,

i) the one or more alkylating chemotherapeutic agents (a) aré 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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wherein the at |east one specific integrin |igand
sel ected fromthe group consisting of

W@ ybo1028T g- A y- Asp- DPhe- NMe- Val ), t he phar mackCt/ER200$/§05831

accept abl e dervatives, solvates and/or salts thereof
is adm nistered to a patient _in an anmount of 1500 ngy
to 5000 ng per week. [31] TR "use as described above
and/ or bel ow, preferably as described in one or nore

of ohbepRaifiRIrRYAD IfamadRItheldnd 6r nbfd afliyihtiPatdmbinerapeutic

as described in one or nore of the paragraphs nunbered
[ 23pents (b30PMp4ise: t he paragraphs directly rel ated

B8 85541 0 Y g o

cy eetux(mal - ganitusmBBhealtdmiidab, ninffétuzumab and matuzumab, and

phar maceuti cal | yaccept abl e dervatives, sol vates and/ or
saPPoRlr eof is adm nistered to a patient in a once

we e j LSt .0 -

oL bt g g St G b BIEor e

adoytostaticalkalbidsMinereftsing @nablincristine.

cycl o- (Arg- 3 y- Asp- DPhe- NMe- Val ), the pharnaceutically

accept abl e dervatives, solvates and/or salts thereof

I S . -

ol T4 R ag BesebolF aBYe SRR holie oRgEbly b BEsfbed in

es [ e epara sm re ahdespecially as
peeioningrezof th draghs muonizered [fbtod 14] ahdesp Iy

hs. [ | t X1, t hat f t o, NS 32]..Th
o HeSHiioronnudr e ot P aroBe S UBbEred O R8T
degRd thePatdyrapRs QAirebly Rel&feditrldr agr aphs nunber ed
[1] to | and especial [tgéias descri bed in one or nore

of Wheeeipdhe gt tgast onarpeciis integrintligangdiselected frame the group

pa : Lrecthy rel atec &hQ, im i h

oncORE oPby e ate-G AP HENIYE M th alpimpcs icaily

sehecdptdbler dervhtiveg) rsolates BRdBF isalls tHerbbRisdthinitered to a

cont ai ni.ng chenot her apeuti c agents cisplatin,

caPBUpNtdR @R anaupkal 409 ma t9 Rgrhefiweek.ed to the

patient in an anount of 100 to 1000 ng in one or nore

portions within a tine period of 2 to 4 weeks, and

i i [30] Tiheeusenas descrnitved abovenand o beldviepreferablycasadesdribed in
at | east one ci,fic rin li

o6 g6 nite g peesGiRRpR AU RETeH s e dn has dspeBall as
described in one or more of 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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agents (b) conprise: a) one or nore anti-EGR
bi ol ogi cal s, selected fromthe group consisting of

w@eianieseb, panitununab, zal ut ununmab, ni ndt uz UPEIER2908/005831

mat uzumab, adm ni stered to the patient in an anount of
200 to 2000 ng in one or gportions within a tinme
period of 2 to 4 weeks, and 2 ptionally b) one or nore
conmpounds, sel ected fromthe group consisting of the

Cybesépiable @bhatitbslsondtes ahlidreah8dheice id é&ﬁwﬂﬁsteFélPto a
rouseconsn sting of paclitaxel and docetaxel, and/o

t h@ageolip aonee maenky torthremtimes iwealdp stimiristration scheme

BB Bt ABG DT i S8bod Bl MG ol Bunp, o

portlons within a time period of 2 to 4 weeks. Thus, a
preferred subject of the instant invention is a neth

od

of Marearatenablypeysla(Am-BlyAserBBhedIMeréall.ithg pmsameceutlca"y
co I r I

gﬁ&éﬁt‘ap@rgar gé’tgrag es q?vzﬁéé% aﬂ?/o(g%aﬁ% ﬁté%%o\é gﬁﬁ&rﬂlrﬁﬁgred to the
copahem agydescribiealin dhelodmyose of t@m@gi&)mm?'mbered }I ] to [XI]

rably about 2 1 days, wherein in each cycl

@Pg ﬁsRieﬁl ;‘fls/gﬁﬁcbbﬁg "NQBE\%IWOFQ pfth smﬁa@@uhﬁ.[l:b q [I] that
acg; ﬂgr\gcq_qfvat ives, solvates and/or salts thereof,
pre y cyclo-(Arg-d y-Asp- DPhe-Nwe-Val), is
adm nistered to the patient al) in an amount of about

oy 120 T e g Cb i aboe Shoibs e eitrapicas JEperived in
of Oﬁa)orlrﬁo'@bﬁﬁgwa@'fapag%nwelﬁﬁrﬁFﬁl\’[ﬂ!‘ah%spemally as

different days within each week
pr eesered/incene pemiug of 1h%xnaragraphs_name5edv[24iuta [@Hch

dor0d e pBra@aPhs ety P ARBERD: 107 o0 " 0Tt orabl

Ci yyhepéinn, is adnministered to the patient bl) in an
ampunt of 60 to 120 ng/n2, nore preferably in an
anrﬂh'me ene appare sdkyigingchemathsreapauis @Sﬁrﬁﬁ (apeslegteg from the

pr 8 er ag%s%\fﬁﬁﬁggth%r@?{' tll!1rﬁt O sb 'n%ecié?ﬁ?ﬁéﬁéﬁ ulie aegents
b2¥ispiatine catboplatiroand oeatiplath are adirsniatéred ltstrmr pdtlemi in an
o) seti o0 16 10B0iEs i eBRcl cape, PaiBeas MbNLa e befiod of 2 to
depvpddreeangso! vat es and/ or
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
) 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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15

salts thereof, preferably cetuximab is adm nistered to
the patient cl) in an anount of about 200 to 600
worguoaR1028T ef er abl y about 250 ng/ n2 or about 40BCTEP2988/005831
nore preferably about 400 ng/ n2, per day on one day
within the first week, pref%hably on day 1 of the
first week, a2) in an anmount’'of 200 to 400 ny/n2,
preferably about 250 ng/ n2, per day on one day during
each week of the subsequent weeks of said cycle,

preferably on day 1 of each week and nore preferably
on Tawps agrafedrerssulijeetzofdhe yrstant iamentign Isom méthod of treatment,

. BREERS E RERRNSEE Lo B0 oo pes

Vi ferdb| Q,tolma@&lé@lmbfﬁ feférabhyhgbdarte led)eddh &ftle
armrpgf]t ofvlo to 50 grefera)gly aboﬁ%"é ) n%rb

peicopsisting ob aborhs1 ﬂaVﬁ O atbﬁ@t 28 ﬂ@ysm@erapiyeamtdkﬂ 1/days,
da;ovﬁle i Hbeaci\'cél;ﬁ .week, and on one day within the

secon meek erably on day 1 of the second week,

e2pn) pyelbe(M@@ly-Asp Dithe- MMmVal)mmhanmb@uncslgeae@ém@ble
tjent urln uent weeks of said c

th
Th§§P‘?aJW§Fh% Vﬁteéf%?fpgagéjl &Ofopquﬂ@hlmyfélﬂt(Afg ly-Asp-
| NI RiMd-Y/ F?é&‘rﬂ%éﬁ%réc!ﬁﬁ {HEE Mtierit! ©f erably a

met hod of tredtin conprising one or nore
cy@l1¢jn ap raaﬁcmrukﬁfyabbut 2002 my perday woranepday withir gach week of

ut 6 cycl ach C cI e, consi st of ahout 2 1
&ge SYCIEbBrL?Se"?@ Y89 day o ff"éqcé‘o‘f"?egﬁgme YaeQys,
V\'h%Q?imah %nﬁﬁﬁh dﬂQ@O@ m@per day on two different days within each week
cycl o- (Arg- B DPhe-NMe-Val ), the pharmaceutically

ac G theasy e eferablycan therdays angrtionl and 5 withireeaoh week,

5 0 4 o S A At g goor s

200Kkrenf, r;ﬁéfeﬂaMP/Qibm@ﬁh Jdewndwinibtered a6 thepatiestf t he
cycle, preferab on day 1 of ,each week of the cycle

or b43jn AR amtm%&@@ ter1 i) rpefe ar@;er@.blst iican amount of about

g Ir fgp gﬂ\H yQ%E d(’}j H@?fi\e Q)% \ﬁi'tlﬁ{\ the first yeek of the

weeyclebprefala@dwbatdayj bhmerﬂ'ratweeleof theabyqleaccept abI e
sol vat es and/.or. saJ ts, t hereof

S BIETaRY. s ks eVl Smipiseetaa:iodhe Patient durig 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/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



bl) in an anobunt as described herein, preferably as
descri bed herein as AUC 5-7 and nore preferably

wa@le®en1d28t herein as AUC 6 , per day on one daRCTEP190$1005831
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the first week of the cycle, preferably on day 1 of
the first week of the cycle, 8b2) preferably, no nore
carboplatin is adninistered*io the patient during the
subsequent weeks of said cycle; c) cetuximb, the

Dh@1mﬁhtdrﬁ@ﬁﬂbfal@t%p$@ fggnqéem&éﬂabﬁﬁab&ﬂlwwm per day on

and/ or salts thereof, rab ?/ cetuximab 1s
ad NG dayewihin thetfisst \paek erreferably dayah ohtheufinst wieekband on one

400Gy IR Rl sEBandEER B etiabi Bh oVt PR seborigecs

0n%2?i preferddiy né Rorivisdrel®k is édrﬁfrﬁétékéd’td)ﬁhed@dleht Gﬁrlng the
the tirst week,a2) in an anmount of 200 to 400

pr SUBsaBUeNtMRRNS Qﬁ:ﬁ?'ﬂ&b/ ; per day on one day durl ng
each week of the subsequent weeks of said cycle,
preferably on day 1 of each week and nore preferably

on Tdhass aBoﬁued pi&ea‘bdsajb;bat}ot ltiee wm@htomlémw isya method of
pt abl e

Vi nor I b| har cal | e
ded Pf% %%19 nﬁ?ﬂtﬂ?* aating N%&Lébfcormr&'@@ SHE\Or more
Vi b |
%8‘%'?50?*@?%”* 2452 YR Mare ArpferBy it B'okciet, Bach oycle
percodaigstmg obabouti1 whaiyh ion abat 28 days wereferapheakoutt? fydays,
da 1 of .the first week, and on one day within the
CNBIEAH ¥ abl y on day 1 of the second week,

e2)a) RYEIbEPRE Cly-Akh- mmfé NM@vabbthré%ﬂaﬁn%@uﬂbélgﬁé@&ﬁt@bne
the patient during the subsequént week sald cycl'e

Th gervativesspelvatas| gndieesalts thereefbpeaferably CYIdO1(Asg-6:‘rly-Asp-

ot e Vel FEadRiisterdd BotE e o S o
cyalin anlaaicﬂlrﬂbif)abaut 200@Q nty perday Bhrchedd &y RitAlM ¥ach week of

about 6 cycl each cycl e conS|st| ng of about 2 1
§gecm§¥@r raplyeg@ﬁia}g/ycq)feeac@weeko the cycle, or

S A 00 ORI v
pr ef treatycle cyreferabhr on leyddypd 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
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/m?, per day on one day
within the first week, preferably on day 1 of the first week,
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DPhe- NMe-Val ), is admnistered to the patient al) in
an anount of about 2000 ng per day on one day within

we2awh/ovweek of the cycle, preferably on day 1 oPCEHEE1908/005831

week of the cycle, or a2) in an anount of 2000 ng per
day on two different days within each week of the
cycle, preferably on the daf "1 and 4 or 1 and 5
wi thin each week, b) cisplatin, the pharmaceutically

aceepirnbh %nﬁ*&rmaiflzw&o 400 mgvrﬂ% prefdrablysadut 2509Nh§/h?, per day

preferably cisplatin, is admnistered to the F)atl ent
b1)0n| onexday AUling egcheveeloofithe subssauenbweeks of saiditygle,

i PP 8 ey, T oE o Il ATy R e a4 iapa 15 of

1 ehid &elé;i rst week of the cycle, b2) preferably, no
nore cisplatin is admnistered to the patient during
th@"glﬂfg@@éﬂht weeks of said cycle;c) cetuxinmb, the

%?or Saft{lﬁé,ltt érpg%?ﬁl%%rggbcgarlge{c\é%éﬁbﬁm ﬁ%t%&e%lvates and/or

ad salis shareof] preferdisly pridreltiine, i3 administexst o thepatidotut
nmg/ n? or abpout

200 600 / ne, f bl bout 250

4061 Srﬂ? "ar%met e rtgriqrﬁsg/%ba et eblvr@v%ﬁ 25.d@9/ra yesiday on
f 1

OB Wi e ik, pheRkanP kel 3G 6t iRkKcaf on one

pr dfag!r\mthuy thdhsacorkb@ert/ mﬂ-:,ferpbty omagagr ofrtbe@poddrwm

f th b f d
or ERLPERFTAt, R prote St EBing Bt s BCiohe matisp guring the

onsdayéq@erﬂ%éhé fsadcgcieycl e; and optionally e)
Vi nor el bi ne, the pharnmaceutically acceptable

dervati ves, solvates and/or salts thereof, preferably

L TS, B el RGP Bl ik By M R Ve b o
petredéyient) poeferalsly a/mtethdu bfrtﬁeétlrfgslusm{k cdmmism%bhé or more
day 1 of the first week, and on one day within t

se@%ﬁ&sm@@@fabﬁye?é? ABICWC!%; HK&FePf%fef@Wt‘ aboub Rryrias, each cycle
e2)co|qgltg{| %%Pgﬁoupﬂ tﬁﬁgg vinorelbine is admnistered to
the pati €

'subsequent weeks of said cycle.
Thudmeralnonrwch@/pm:l ally preferred subject of the
| nSS %{/lct:lo (Ar 'Eli/-";{‘sd E')P%e-NMe-VaI), 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) 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/mz, 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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nmet hod of treatnment, preferably a nmethod of treating
NSCLC, conprising one or nore cycles, preferably 2 to

wa200090i285, nore preferably about 6 cycles, eardlI/EPWLE005831

consi sting of about 2 1 days, wherein in each cycle:
a) cyclo-(Arg-dy-Asp- DPhe- -Val ), the

phar maceutical |y accept abl e dervatives, solvates
and/or salts thereof, preferably cyclo-(Arg-d y-Asp-

DPl céuxinvab ) thei ;ﬁraadraceu'ﬁé@rryeabde@tétrre denfatRk, §él)/até% and/or

an amount of about 2000 ngy per day on one day W th

ea&hltstherest, pmf@r%lw @etuprn@atersmrplnmemtmthsfpaé@@h

aag bR ehadiff oF anBli 20 ¢ Bpd . RieiBiaty o286 ngim” or

cyabeut #0@ frey/ai3)| mo@ﬁ pfrélfemtﬂ?/ 2bbdubad0 tngim?Lpandap on one day
W thin each week carboplatin, the 'phar maceutical |y
r

acvathinthefirabweski 9@ rapdf Qmday 1a‘P|chh8 retweekit her eof ,
pr %ﬁgrragq)én?&rr%r'zab'tamrdosm eg&@grég;a#r B80 mg/m?, per day

I'n an anount as gesd
pr ehe:mdodigry daring each lvmiawm‘rtbersubseéi@\tﬁﬂée?rdf saideycle,
r ef |y de cr erein as, AUC 6 er da n one
I prTE AR o Evr | PLEacswEebatHBOm Beforapie ol days,b ad 15 of
daga,]d &cid;he fr rst week of the cycle, b2) preferably,
no nore carboplatin is administered to the patient
duandg)pttlbaaﬁyrbsequent weeks of said cycl e, C)
cet

i mab, .th t | t d t
S oPU et In8 ARGl AtsREfERS AR AR SohaISR andior
adghmé fHereo pr@rerémy narrdrerbtné: 1|)s adrmarstér@attatthefpaﬁeﬁtﬂ
200 to 600 Bre er ab about 250 n(z;zbout
r a

4oe1hgrmamm fters@dm/ra%cnrefereolymmzsm/ pesday on

on r

o GnF By g BB EAL HEAtantp Bl LR 88Nk e on e
pr dhy Nﬂiﬁrr}’tl@@&ﬁorﬂﬁﬂeé’@/ priéferably @iwapn ¢fithe Gayofd ek,
each week of the subsequent weeks of said

cle, :
pr S?EP%?J?S?b&h NPafnore anOé%'@rﬁ‘%ég"é!ﬁlft%ﬂé%%%fpgﬁ'ﬁm guring the

on f ycle; and optionally e)
Vi ﬁore [ ne%%g dr:)fhsz??(?ra e%tl cally acceptabl e

dervati ves, solvates and/or salts thereof, preferably

vi Q‘RLE | abrllcﬂﬁér es‘f’pggg]ly pre grrrgg sugjec{1 of &%tmg{;nt 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
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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el) in an amount of 10 to 50 ng/nRk, preferably about
25 ng/ n2, per day on one day within the first week,

weew@botely day 1 of the first week, and on oneCTED2008/005831

wi thin the second week, preferably on day 1 of the
second week, e2) preferablyﬂ%ﬂo nore vinorelbine is

adm ni stered to the patienf during the subsequent

weeks of said cycle. Thus, an even nore preferred

Subj1e @i apfanidienti dssdedtribed\HEInOPreferablyBt fedchbed herein as AUC
treatnment, preferably a nethod of treating NSCLC

cofepf PeAmoTEnRreferabhi desgribedergincasAlIS 6, pert day on one day
/ST ) Bl by R oy Tl o e

a) cgylel o- (Arg- d y- Asp- DPhe- NMe-Val ), the
pharpmaceutically acceptabl e dervatijves, sol vates .
an8Rypreferably (nemase caghenialinis 3drpipesterqdaiogthe) Ratiesy during the

ngﬁb%é(ﬁlv}e?ﬂs;%fg%ﬁ&gﬂ/aéered to the patiental) in an

anoun abou per day on one day within each
we ek cefuxirhab cthel pharprackatiedllyyacoeptahle dervativesd sdlvatds and/or

Sty Thstapt prerabiotetUsman P anS oo the hatient
A : .
p @Wﬁﬁgﬁfah&ﬁ{ t36f%BP?P?@@#@ségm@f‘r?zgEfeg‘?lr‘ér?h}’?lsa%t 250 mg/m? or

and/or salts er eo prefera C
adabnit 400 enp/trd, trioze paefiecattly abput AOGmM@mSuper day 60 dre day

120 .00/ pe, f [ f about 100
o nibh e igbieek. ity an el StBeReCheda’ of the
cyabgin & ahfsullor 200 tda001mgim? ieferasiy aMRek 280 rh§fn?, per day

cycle, b'2) preferably, no nore C|spla?in IS _
adANANg da:durting eaeh waeakeefithesubsgauert weekseofieaid cycle,

"=l i ol ek 48 08 BBy 0 an 15

angaidcyptd;t s thereof, preferably carboplatin, is
adm nistered to the patient b"1l) in an anount as
de@BAiapdignally ei n, preferably as described herein as

PR TGOS S SLAb I ST B DRIt bt ano
cyehlis thEredt padfeyallyp viregrelbind, istadrhinisteéredetelthefpatient
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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the cycle, D'2) preferably, no nore carboplatinis
adm nistered to the patient during the subsequent

woe®Re187 sai d cycl e; c) cetuxi nab, the PCT/EP2008/005831

pharmaceutically acceptabl e dervatives, sol vates
and/or salts thereof, prefe ly cetuximab is

adm nistered to the pati enf ' ) in an anount of about
200 to 600 ng/ n2, preferably about 250 ng/n2 or about

40Q1yeH 88 anidUret d¥'aboat 2006 n?gﬁﬁé? dég@nrm{er@a y RethirféacWweek of

one day within the first erably on day 1 of

t héhe cyele, peasarablyopnidayad, Sransh 5@ftrmqul©. 400 ny/ n2,

0 O e S i e |

pr eitheabl y on day 1 of each week and nore preferably
on days 8 and 15 of said cycle; and optl onal |y

Vi Roridsriatia, the mhasmacauticallyi aceepiabie 6 eptaéwpg, doivtes andor

de ably

Ui SRS iiRor TRCeaSy AR, € BuhTnis RIS mEhSnSHeD

ambdhin ah ab@ourd (;ﬁ@ong/?n mlg:]m? enatd yrei@:rablk y m5ef.mgmka)jlzmt of about
a one day within t e refer

o) 08 o/ §3 g ton s day i sy sHpekicl o oY . Preferably

Se‘éﬂ%W%ﬁhé’fr@iWe@R'dﬁﬁ@cgaé 1 of the second week,

e2) preferably, no nore vinorelbine is administered to

t hd' ac)a:tre@mabluuno mpreraisplatis éadministessds toothespatient yarieg the

In t ods ,of tre nt descri bed above, the one
?Géqlé I%%e'ﬁ"r%f]{ ‘iﬁ?@ nmean one or nore cycles
subst antially wthout a pause. In the nethods of

treat ment descri bed above, the admi nistration of the

ci $pl earpaplatia/ the phmeagesicaly peceptablecdervatives, sobw@tes and/or
th
nase s Heteph sRbteribcamifbioh, 3 slmifE-B36 e biffent
An bt'hein ansamouat hy dnsen{:l%d bdreinprefdrably dddesdritetiierein as
nv i_on r |ates to the
é’m ¢ en OTRSRYe lw\cijﬁcvgreﬁ hergip ahAGE bl day py one

S?ggzﬁvgg'lnitrgfg qégw ﬁc;of aﬁglcngeeﬁggﬁfgmﬁy#yﬁ Bfﬁ’f t week of
nmathe agdtley e of a nedicanent to be used int he net hods
of bt'"4;)ef;ﬂrte?‘:"rgi)Iy‘?I %Socntni)rbeegar%%g}/a?ih 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/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, preferabiy vinorelbine, is administered to the patient
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A further subject of the instant invention is: The use
of at | east one specific integrin |[igand for the

woreowaaesur e of a nedi canment for the treat ment PCE/EP29681005831

and neck cancer, preferably squanous cell cancer of
the head and neck (SCCHN), erein the nedicanent is
to be use in conbination wtfa) one or nore

al kyl ati ng chenot herapeutic agents, and optionally b)

0”%1an AR atduhtiona tesmghaP, ekﬂéféréﬁl B 95%?%2 tg@@ay on

he at |east one specific integrin gand and
or onerdayawitlyinghe ﬁgstw@ebmeﬁemmdag gtthedfirstweek, and on one

0 oBoAREEEHiF oot ERl ifo 8 9L 487 hiBPehe B e

bebefoéTdratﬁyDGrfd Alore virfordlbi isRRININIStERY tB'theYatieht dunng the
t he garagraphs nunbered [1] to [14] and the paragraphs

di peksequantjwaeks afis@idewcleeneral ly, the at |east one
specific integrin ligand, the one or nore al kyl ati ng
chenot herapeutic agents (a) , and/or the one or nore

f uin ther meltreody bfctregteent desgritiéd abbhe rthelvme dmh@ofd cycles

| east. on s ecific integrin |igand and the one or nore
al pgﬁfsfqtﬁxg 6 8F m%gtqye leggdibstantiglly vdthoye a pause.
adm nistered in an anpbunt and/or a reginen as it is
known in the art for the respective conpound.

Pr &f theamlethodshef tegatimead tdesosbegpabove, dhbradegnlstfdubgmfdhe

Thg.ﬁgragilnorq{go%ﬁ@al k&/)I a i.n C emt@ﬁ ﬁ%ﬁﬁ&&&gﬁ [plst aa}?on of

ag Sﬂéﬁlgﬁri]ﬁ]d%refé?aﬂlytthé a%‘mlh%ﬂ'%hoﬁ%? oXBfA Eﬁh %s'dEs%ﬁBéH herein.

l'i gan the oné or nore al kyl ati ng chenot herapeutic
agents (b) are adm nistered |n an anmount and/or a

- BBk B rebials SRR it g B fnd MaeSinaBEe in Ml do the use
andf oy clOSARNVGIAspSDPAENIME-\?&) dﬁé@ﬂabmdcéﬂtléﬁl@ aﬂ{]ceptable

nore of the paragraphs nunbere 1] to [14] and

paflgpativas, %ﬁlv@f@ﬂqnd/@] %l@dhemfewr@ferﬂh @ alo{(Arg-fRly-4ep-
! eﬁ)ﬁhe‘?ﬂﬁﬂes-{?gg' fdrné Eﬂﬁ%ﬂ{fﬁ&ut‘% Emag‘?n&ﬂggn’h enf fo ?Q%sgfi in the
rom rng of

nmore conpounds’ sel'ec roup consis
cynmeth¢ds gf Eegtnient-deRcabéiabdae)

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.



t he pharmaceutically acceptable dervatives, sol vates
and salts thereof, ii) the cancer is head and neck

w@ 200001028Dpr ef er abl y squanmous cel |l cancer of thRCTER2H08/005831

10

15

20

25

30

and neck (SCCHN), jjj) the one or nore al kyl ating

chenot her apeuti c agents (a) nprise one or nore

conpounds sel ect ed fromthe‘@ oup consi sting of

pl ati num cont ai ni ng chenot herapeutic agents, iv) the
optional one or nore further chenotherapeutic agents

other than the at |east one specific integrin |igand
andoeneraby.dherat ieast anekspedifimiptegreniganst, dipe one oranenet alkylating

| it B TosPetFEy it PR (] il oS G e, s,

anGheRRItTBRMIEULE AJeNt AP trdN the St 1At JIRS spEdié ﬁ\tegrln ligand
and/ or sol vates thereof; Al kyl ati ng chenot her apeutic

ag@ndstherpnenpimoes géwiatmecfmmféempqut@eamt@éb)mme

LB Pl SnfhEEaPhén U KPR art for e
andegpbedtiveasmp @u’ﬂid y acceptabl e dervatives, salts

and/ or solvates thereof. EGFR inhibitors in this
respect are preferably select ed fromthe group

co r

Fronclirabe fe aftRastoire Spiefl Hehh foalh fieirE & MRKd alkytating

z alchemutheiapentio@igentsiéd) and/mrsthanmmbr mareifwtﬂer EGFR

chem cal der ved c S, re preferabl romthe

e 2aer BT didn (BRSO podsits GHegr lgand

er Iyl 6k n%}g [

acgggttg%%e der’i‘?gﬁ%tl %Iggld@u;g% an % or so'b ég&dté( tRear ecﬁd.mlmstered

q/tnmanaam@ural and/of dsegimarnas itrie dpecribed abpvedndainibglow for the
phyl | ot oxi nderivatives, nore

el from Po
é?%é%‘gi"ﬁ W"f podophyl | ot oxi nderi vatives

Et oposi de and Teni posi de; Vinca al kal oids, nore
preferably fromthe vinca al kal oi ds Vi nbl asti ne

Vi 6331 Ehe Hise asidesstbad abue andirdielowandresenially apdescribed in
o AU O bR PBRR NS o P PSR
Candirectly eslatediherstal whesein
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,
i) 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;



| ri notecane and Topot ecane; and pharmaceutically
acceptabl e dervatives, salts and/or sol vates thereof.
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selected from Antifolates, nore preferably sel ected
fromthe antifol ates Methotrgexate, Raltitrexed, and
Penet r exed; Purine ant agoni'gﬁ , nore preferably from
the purine antagoni sts 6- Mercaptopuri ne,

6- Rikyaatiag tRémotherBpe iy 5%%1%% %i§¢esupect are preferably selected
FI udar abi nphospat e and 2- Chl or deoxyadenosi ne;

Py fiofM.di ne antagoni sts, nore preferably sel ected from

py g g di gQni st - 0 Ciol se: eci.tabine, ..

o PR AR e Brab BB Pl FERRINER Sieptatin

Ri IgaTbepatihiaie @gd;é‘fqaﬁﬁ,;e inhibitors (RNR inhibitors),

nore preferably H{ roxyurea; and pharmaceutically

ac @@ﬁtfﬁlﬁf@%@ﬂzﬁ@' yaecepiahle desyatives. salty andorsphiates thereof.
[ 34] The use as descri bed above and/ or bel ow,

preferably as described in one or nore of the

paitAGif R phisibitarsbiartbid re$pettaark lpteferably estecsted fitom dse group
described in the paragraph nunbered [33]; and the

pacqgF'a ﬂ%og‘i rectly related thereto, wherein i) the

fpl @Hti’-‘%GF‘FPBfo?dd?&élg, %ﬁrgréggra’bw HFtr%gng—E@Fpﬁ%kcﬁ%iﬁgls

rom the group “consi st ci'splatin, carboplatin
andetramnabl panitymumabt, Eeluturnumaba bovhotuzumabsahd oiatdzumab; and
from.t rqup copsi,st.ing of antifolates and .
oy AR RE ifabaIlY UB6veE sampREnd rimots Podeiabiy from the ant-
al KRR &hemicallyedsmibd é&ﬁbb@ﬁdsggéﬁtﬂwis,oé‘r%tﬁﬁb B8dpatinib;
vinca al kal oi ds and taxanes, and iv) the EGFR
i nangdinharmasesticalin acreptalite desvajivespsaltmandior sgivates thereof.

anti - EGFR bi ol ogi cal s and chem cally derived
conpounds. Antifolates in this respect are preferably

selOytostdtid alkaldigs irthisrespeact Bad pidfeebidseladtéd from:
Penet rexed; and pharnmaceutically acceptabl e

de Fpdophrliotoxindervativeso mase| Rratesably e dhe
podophyliotoxinderivatives Etoposide and Teniposide;

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-Chlordeoxyadenosine;

Pyrimidine antagonists, more preferably selected from pyrimidine antagonists
5-Fluorouracii, Capecitabine, Cytosinarabinoside and Difluorodesoxycytidine;
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Pyrim dine antagonists in this respect are preferably
sel ected from5- Fluorouracil, Capecitabine,

W@Y0091028T abi nosi de and Di f | uor odesoxycyti di nePCHBP08/005831

preferably 5-Fluorouracil; and pharmaceutically
accept abl e dervatives, salts _and/or solvates thereof.
Vinca alkaloids in this re'si Ct are preferably

sel ected from Vinbl astine, Vincristine, Vindesine and
Vi gagel bi ne, nore preferably Vinorel bi ne; and

phar maceutical ly acceptabl e dervatives, salts and/or
soRikgnucleqtisieseduttasenabibitors (RNRrinbibiots)amere preferably

pr el ected from Docetaxel and Paclitaxel,
noﬁé(‘a%ﬁg)f‘%?%bl y Paclitaxel; and pharmaceutically

ac angtprarmadenticdlly\Rteptiblé deAiives, satsVan®er s6RERR thereof.
Anti-EGFR biologicalsin this respect are preferably

sel ected from cetuxi mab, panitunmumab, zal utunmumab,

cel o TR, 89 ReBBitie) HB0ye RN Befl Flefpbl 8 descried i

ac oapiorbheredsfrtiatpavagraphs numtsardd §1] o uparg especialy as
Anti - EGFR chem cal |y deri ved congounds in this respect
ar dessrired indhe paspgi@pbnymbearegdPsli ni b, erlotinib and

Isaﬁﬁaiﬂrpé B?rgd}ggﬁga;rggﬁfh%%%gﬁfthg[%écept abl e dervati ves,

al'ts and/or” sol vates 1 The use as
dewberdind above and/or bel ow, preferably as described

in. . f  t.h h b d t 14

i T8E pBitiniit GoReining cheianAPeHES BashL P stecieRtiaradhe aroup
[ 38bnAisting3df cispREnt %%g[ﬁﬂrwéxﬂim ly related
thereto, wherein 33 or 34, wherein the EGFR inhibitor

i siistbeantisetabolitetia selgoteg froomthesgriong avinsisting af mamitifolates and
papi & | L b, ni notuzumab and mat uzumab
anﬁy@fﬁr&ffﬂggg}a@?ﬁ%‘%@“ ng of gefitinib, erlotinib

anii) trepeytosidiic diksloielit eeletied fr@hkﬂieﬁ%@ub&cﬁ%ﬁiﬂﬁbe@f vinca

fromthe group consisting of vinorelbine an
vi akkaloids ard ianas. @8RE group consisting of paclitaxel

an |- . i i i ect I
) SREECTIE B & 351282 FRLT: o/oBp' SrRELRoyicerR
Pr biokogitaly andrechemisallyatderived aotmpplatis.n and/ or

oxaliplatin are adm nistered to the patient as it is
known in the art and even nore preferably as it is

deagfifoRREs in this respect are preferably selected from Methotrexate,
Raltitrexed, and Pemetrexed;

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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above and/or below. Mre preferably, the cisplatin,
carboplatin and/or oxaliplatin is adm nistered to the

WQE2ivensas it is described in the paragraphs POI/ER2A0$1¢P5831

the paragraph nunbered [14] and preferably before the
paragraph nunbered [15] and/ as it is described in
t he paragraphs foll ow ng t hed par agr aph nunbered [ 23]
and preferably before the paragraph nunbered[ 24].
Gemakaheéy in tHis réspledx hra fef@%un,ﬁ %&EE@G fr&rﬁ'[géééiyﬁaband
ni not uzumab mat uzumab, gefiti erl ot ni

I aBacllhaiXBI monecpreferably, Pmlmelsu ne, paclitaxel,

ourac d c be
A PLELmaRe i CAHRRInIE R cTaie SHRTaRTRr Svates thereot
and/or as described herein. Preferably, cetuximb is
adn1n|stered to the patient in an anmount of 500 ng to
botirkGF Hr#l@lqguaalﬁnatbqsyesn@cttase preferably seledted from catiximab,

o8t o BRI o A e i prterably

V\hfrom téturinpaly adnatueupratt er ably to be regarded as

one aycl e. Mre preferab , the amount of cetuxinmb
adAndirbagnagevticallyacsgptatiie dewvagivesnsalts #R0/pe polygtas tereof.
metre of the by the surface of the patient, i.e. in

nmg/ n2. Accordingly, nore preferably the cetuxinmab is
adﬁmtiHé(BERemhdmmahye dpaVéda sbmipouads dmthis resgech@be prgfefably

mopagcted HoB Rl i g9 e alBibiooo myy e, T or

exaﬁalpﬁatmawuﬁdmwcc@btaw@ waﬁﬂe@é% aﬁmewsol%gfé% {hereof.
ng/ n2, about 90 n2, about 100 n2, about

ng/ n2 or about 1600 ng/ n, vvlthln atlms perlod of 2

L Dl 7 e S oSl S Bhtlve il lo? ik PreBiRbfiras Hesgringd in
t hoRe oneedr®, ofthe Paradraphe eluntiskred ¢ ﬂ@r[qﬁgaﬁblexﬁé@uahy: as

rﬁgarded as one cycle. Even nore i)re era
geeribsd '@éh@)ﬂ%’fﬁ%fapb‘ nEnbened 331 ef B4t o the pati ent

is r [ at are

adranﬂ?}:mgg od}%gh% ﬂﬁergggf%%{éﬂghgﬁbe@ﬂgfélﬁour di fferent

dags ormeWaéinytheeE@ERedhlbrtomsmmedeg frgnh ey group eeredisting of
for three or four copsecu

eks an
by B UERY. RANIGARYTER LA T HAG N GO R AR ZHEnaD
we
T i e v
Espikeicd ||§/s¢ieefeetfadu1n3thetgneu;anousnstlmg ot einoxelbine ard biecristine
and/or the group consisting of paclitaxel and docetaxel, 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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adm nistered to the patient is divided into three or
four portions conprising or consisting of 200 to 500

worgosR12Bat are adninistered to the patient onPCTER®0%005831

four different days, preferably selected from one day
within one week for three or_four consecutive weeks
and nore preferably on eachQPa'y 1 of three or four
consecutive weeks, preferably beginning with day 1

W tpgin the firstweek of one cycle with respect to the
cetuxi mab. Especially preferably in this reginen, the
cetuximab is adm nistered to the patient in an anount

f ng baut 400, ng/ . d

on oI 1o Z81uKioBb, S8Rt mione” 2AlbuR ey firmotuniEh
CORSROLUMAB, YERtirfib COMGRTIbIL Iapatinib OliherasinBY vintristine, paclitaxel,
adm ni stration of about 250 ng/nR per day on a da

dudoagtaxgh 19-BrororEadilriyk pametrexed can hapdiginisteres ¥o the patient
t hr, ; . hSEd: of about

t a8 S 8o Br SYTIBCABETRBIGIAD o "about

four weeks (about 28 days). Preferably the cycle

startfs with the first adm nistration on day 1 of the
f i Feefefplly, cetyximan lssadinivigerad 1o therpatiest ikanamount of 500 mg

o 00 FAG bR bFeRbh 806 16 2580 T WRing! B HErstith 2 o 4

ngweeksemdipreferabtjawithi® atichelferadd of abmitéheenwesks ogabout four
f about 2 1 d . GALt ively, . th tuxi mab i

aaiGRRE ek, WHGHh ims.eritls a1k RIRferABlHP b regaded 25 9ne oycle

NOM&GeRfEfFaIyOthd BRolaY 8f detuSintdlfladminiSiepd® e/ patient is given

mat uzurab is admnistered to the patient in an anmpunt
of IO P squase uetng of the by theswifads of thepatient 5@ immg/m*.

vt ERERrdingl ol iy fud Bottlfat s ABRUPEBIEL REIRE patientin
f olh aMRelRt HFST0SMR? €61 2000%8ndrai? ﬁdﬁecﬁréfe%ltﬂg@?)@hhg/méto 1500

be regarded as one %d e. re referalgl¥, e anopunt
of Mgtizandesaasiafy So8rmag/motor Hi0Gmg/mnt fersexanirlg in @n amount

pacy ShoBftEY gt Suds 100 (/- et BB InGiny abayt 1000

t hengrat’yaboetol 150 adyinAios aboeati 1600 nigdnpdawithint a timeaperiod of 2 to 4

B Lo e

AberekaBlorE PRRrA MR JBEENE wien BRie el e fieferably to be

aboegardéd@asnyiereyclei EWem nzoreiprefesably pthecdmaunboticetexikaab 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
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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and preferably within a tinme period of about three
weeks or about four weeks, nore preferably three

wae®ke1028thi ch tine periods are preferably to bRCT/EP2008/005831

regarded as one cycle. Even nore preferably, the

anmount of matuzumab to be ag¢‘g nistered to the patient
is either divided into two o three portions thatare
adm nistered to the patient on two or three different

daweekisfeir @rle withl regpest thrtra ifal. Esheki in thi
for tevvo or t%@ee conse%utiée vvecggg("g%g Eboégé'glrlgpger% in this

on regigtend dlye cetsximab inadministered tostheupatiantir aksgmount of about
pr r egl nni ithaoday 1 within the first '
o 25RaRdlnt: SF AN Aol BRY e Uhed v nle sty TSt week of
wheneethrge b fodracdiserdive WeleRs Gonsédutivea foliowed By lafd Of
about three weeks or_about four weeks is adni nistered

on agRuniglation ohakowhadq madm* \pes dayionsadaydusiagraghoef the

pr ' [ ially. ..

o SpasalenRIBncingd oF e it Ve o8Bkt o
t oabbet thaee eveekis(ablowi 2t daysitar domsiglingt dofcdut femmweek®(about
or go sisting of 600 to 1000 ny/nP, for exanple_ about

808 ri%/Yﬁ,Pﬁeﬁ%f?bh/r@eaR}’ﬁi%ﬂ@ﬁérvéﬂ‘ the finskadeiniatratiemonway 1 of
di fferirpvedays, preferably selected from one day

wi thin one week for two consecutive weeks (i.e. on one

day within one first week and on one day within one

d Kk d f bl . h 1t .
coESBD MR Breiaol e Pefiiinal i afimat e R tippatient in an
W bRidunit b abbluBA0ORRIMBTpe? MRy O 48y W iheaﬁps%u@tJPg BSout 250

mat uzuab. Al ternatively preferably the matuzuma
admgimstper slayten days Bandeth of a cyalezsansistingf of ghmut 2161Hys.
ng/ 2 per day on a day one during the first week of
three or four consecutive weeks. Thus, a cycle with

r egtepiativelyTahé zefBdman & administeea o tHeSpatierth9dh amount of
three weeks (ahout 2 1 days) or about four weeks

( aBbayt 250 ma/ay paistay ¢t dreciayst 1 BBBdt1S hr ee weeks

(about 2 1 days). Preferably, the cycle starts with
the first admnistration on day 1 of the first week.
Ev Eneferaldly pmateumbhly js adrinisterslitoathel matietitimans taenachttof 500 mg

a5 3804 725, angre arefgrably adhig 480 e il tiBe pesaiat 2 to 4

AR USSR RS e ber IR i sbout o

mgwmeeks pegeksayhich timme prriods are prefeyably to desiegarded a$ 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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about 2 1 days. Preferably, paclitaxel is adm nistered
to the patient in an anount of 100 ng to 1000 ng, nore

w@e@borebly 200 to 800 ng, within a tinme peri oRCOEPR0$/@05831

4weeks and preferably within a tine period of about
three weeks or about four weeks weeks, which tine
periods are preferably to be regarded as one cycle.
More preferably, the anobunt of paclitaxel adm nistered

t 0 arbadpdhistaredits tige panemrbmgwbair tﬁﬁéeafdﬁfféf@hf 8apd, préRerably
by the surface of the patient, |

Ac 88lestedyfrom ape @'amr\féfma &@Byme% q!slan ogg‘éeeu epnsecutive weeks

oDl bRS Bbrdanhy6n BaEh Sy 1 Bt Joiite &inskAiD BRks,
f oiprefesatyly ®egnrimg W“thtd’dy wanmtmttte ﬂr@ﬁwéeklﬁonémw WitA respect

nmg/ n?, about 175 bout 250 , . about 270
oI MARRHTIAB R TG HeOS Aok ta e ASuR P whIa tine

fh}s%%a Aol mcr%out e%kos‘l’}?rtéBd?L?oﬁr’ Vﬂ@el%efs i st@*égié%n one day

ee weeks or a

ar evitirebpe dindtywe ek bfesaldgmmejpdrlad pmeéeraptty en <ﬁyehoﬁ9a|d first
prefer paclitaxel to

1
P hiea Bsbeiallg oreally b reunhl el 2urip tobeagministered to
dayhe paféStr |§@|\Mdé’dl‘ :rﬁé)fwé fb’idr&&ﬁsﬂcé’rﬂﬁn&hbsdr ctpRisting! f%OO to

pr ef er abl one st week one cycle

r ed QQthg)@/nzt, fes @mpieaaMut 800trogmas, ithat ar eaactlmaistered to the

" oY e RRPRBE B RS TRt oo iy vt one

abwaekefquwl/o ROhéeQUtvel ek @. afrond gayewiHint 6né filst week and on
patient on three different days, preferably sel ected

f r GRESAY Withinanensecandavegiokandmare peefesaly epLeacheday 1 two
oo SERRAE Sl thetebabl LRBATA AR o P st weok o

Wi bll'lercyblelewfth lre$pem$(|a( thoet nmtezwgab eAmmEtwelwﬂeferalolytthe

acl it axe eci a refera in this regj nen, the
P Erath2iBRb S slmiatetaRe ' habent indm SRoUNTOLAPAAGID ma/m?
of b8P dap/ofea HQY HAe d@{g@h&%sﬁ%ﬁ@ﬁf tge Hr¥Surlc secutive
three consecutive wee a cycle consisting o
t hwe@kweﬁhes (abycle with respert tqo‘netmm’mtypestfarablmgowets of about

F B e Fpla BaymuCLabpfgout BeefE labtds Gl more

f Obféféraw kbWiif theed waikkadabBIS2 T 8hy N Préfepasty atlthCycle starts
referablfyt the paclitaxel is admnistered to
RS

pawitarthe; aaﬁramﬁjmtlooforaﬁemﬂ afdbe figgtiveealer day on day

1 of a cycle consisting of about
Even more preferably, the matuzumab is 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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2 1 days, in an amount of 135 ng/nR2 to 175 ng/ nR per
day on day 1 of a cycle consisting of about 2 1 days,

wW@eoop1@s7 anount of 80 ng/nR to 100 ng/ n2 per BEIHERI908/005831

day 1, day 8 and day 15 of a cycle consisting of about
28 days. For exanple, the paqgttaxel Is admnistered to
the patient in an amount of out 250 ng/n2 per day on
day 1 of a cycle consisting of about 2 1 days as an

. Wedkafaitd preféradly withinta BepditlibBabdlit thi weeks or about four
respectlve day, preferably over about 24 h, in an

nﬂ\(ﬁﬂksomee_i@s Whighvtimeoparigisaenmrefarablyp hemregayded as ane cycle.

Y MERGER b PRk bt Sagli el 2fiipRlkven i patent s oven

on in hvg pe:smtare\mettﬂ@bf thes by th@@uﬂé@élﬁf thef paentoilé18n nfg/m?.
100 ny/ per day on day 8 and day 15 of a

cyeﬁceor;dme'b's Masg p@feaahimh@ gagl)e/t?selag admmlstervd to the patient in

AR A 0 S g0

nomg/pfefmradaln;plé in anGmyehtesf avodt 43pengmh?, )ab@bD W60 Png/m?,
pati ent with respect t

ied to_the 0
) SbPuL e U Sbaut 250 Ml hauti 47 malat 6r abpat3e0 ma/m?,
Tyt b finfs EéﬁgH IfLrted f»‘éek@s afdr@fésﬂaaggmwa time period of
respect to the pac It axe can e repeat one m?
t i mbout threé avestkisyorabout fourdvee ks svhichl tiseppericdd qre2preterably to

Sabigén'gﬁﬁ c{gg{ @ééﬁengzlgglﬁa%&Etgtrﬁweoweg#rag[ye%ﬁé gr%o%:n\{mog paglltaxel to
pr ge%muﬁlsﬁ@.@drmhe@%ehﬂisl adminiteed b Bheldj’a@ﬁ b#ef@ﬁébly on day

be adm nistered to the patient as it is knowl in
ar fl. withisfonediist/weskf mgse prefatabily day ddefianesfirst weekofome cycle

pa 2000 ng to 15000 ngy, nore
pr(e'\)tg?ggt)gc%(}ﬁg?%%&@gﬁb ng, within a tine period of 2

t 0 Adteneativelyaand piseS ;ﬁbﬂé?bblywtﬁélamo@nt bﬂpa@lﬂékéldofbfe admlnlstered
about three vveeks whi ¢ periods are preferab

t olHihe RgH 4% d %d%@t%ytrﬁs ahwﬁ sqgakﬁ@?'aas jhatiafe adymlmstered
an'tHe ;95t|€§1tfdnuﬂ’l"ré’éJ Biterin E)?éf?@ﬂy Egm%f{deﬂéﬁi day within

is glven per- square sur ace
of ohbevepsﬂt ioe mllmeel cm\secutuvsgweﬁks Mdcmdreﬂliqferaw en each day 1 of

Pafireneen eéﬂt?w.a?w%%tié’&?r‘éie?bbrg&m&%%%@n@éfé/vh%nﬁEﬁearst
gﬂgﬂeﬁkqﬂ aeg%s%fb gl%\g@ﬁg%ﬁé%e ?Ef:ﬁ%gef ®s %‘1? g‘?efe?alﬂ? in this
t oregimesk theapaclijaxélds aldhynrwtetred o ¢he pa’eemtsn iamdambunt of 80
aboug I?o %0 Sym pg'P day on tﬁm € days 1 of three consecutive weeks 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 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.



periods are preferably to be regarded as one cycle.
Even nore preferably, the anount of 5-fluorouracil to

wheooadni2el stered to the patient is divided i nt BCH/ER®08/005831
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about equal portions that are adm nistered to the
patient on five differentdq¥§ _preferably five
consecutive days and nore preferably five consecutive
days at the begi nning of one cycle with respect to the

5- fHor@ixanie, the pelitiiedld admirdteratPloythetgitient in an amount of
S5-fluorouracil js admnistered to the patient in an

ansbeut 3P0 MeM” peyadayhen ARy Jeof aiaycle songistingf aboub21 days as

3 ank . i SLi f .

5 0 IR oo |28 3 Bonk e BBBe dofi Y Sreray cver

cy@best 24 ¢, &rs preimolnt cfbi@s mg/m3td ¢85 mg/ngmeriday éwday 1 of a

the patient with respect to 5-flugraouracil, preferably

suwglérﬁqrﬁl'qtgf‘gv@ftm 24 qayssas amhe/ \iRision over 1 to 6 hours,

Pr reRrdiny ou8 GBBuF'S BdA BRARBUR LY. &SRR dmblnt 880 mg/m?

5-fluorouraci| can be repeated one or 'more tines,

pr ¢6 40ahg/nuhpert dayl én daye dayd asgdaly 15 quf!cydeﬁzonsisting of
era

tines r,exanpl e. about 5 tines, f with a
0adB8U A8 BBV AGRTAE s oh HusEN GV 676 Fars, préferbly over about 3
Pr oC @HURB/rESSBITRB. ddysef erably, vinorel bine is

admnistered to the patient in an anpbunt of 25 ng to

250 nmg, nore preferably 50 to 150 ng, within a tine

ey f, 2 weeks an ref erab ithin a time .
Do Prdferally 22813, YRS nillE SRR 16 'ckgle sihg' ¢gReciatly about
pr &f &ichdd arel ApplRdrtodhe pRieAE Wit fe§pédteo pMelitaxel, preferably
preferab amount of vinorel bine adm nistered to

ly, the . (
t heupsianéially wihgut/a paugenfihe whole, peecedue/segiaien drsasiped above
t he, f ' Loe .
"S5 BBl o BBy o s, proferay
adoneitet1@r taire$ andhespaeidllgra ta 6 timesaforwexanyble 2bouy Srtitnes,

to 100 mg/nR, nore preferably 4 /n2 to_60 ng/ n i

t oPTeIEARlY Wi A BRUs AEMHETLBARN Fahshign o8 (he,prageguselregimen.
time period of 2 to 4 weeks and preferably wthin a

time period of about three weeks, which tine periods

ar &enesdlly, dbe p-fluorburaciandezl administereq td the Eatientrasritis known
preferably, the amount of vinorel bine to be

adf Hl&#red to the patient is divided into tw about

eqpeéfepably] SimsoFd\hch isCadiifisteFdcehel fatidh® iPah iadduritibf 2000
two different days, preferabilha/ one day within one

f i mg tavdeQR0Gmyg, snerederpfembly 30&hte angnaéthin a time period of 2

oL 58815000t A oo SN0 Sy Ao Bl R unin

r efiprCpericds & prieferadlyoionse rdgpded aklone cycle. 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?. 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



10

15

20

25

30

preferably, the vinorelbine is adm nistered to the
patient in an anount of about 25 ng/nR per day on the

w@l2009/01028hd 8 of a cycle consisting of about 2PQT/EB2088/005831

Preferably, 2 to 12 cycles, nore preferably 4 to 8

cycles and especially about1€10ycles are applied to

the patient with respect to Vinorel bine, preferably
substantially w thout a pause. The whol e

pr eagdupeféraslye eavsedulied daheuddihbie ﬁ@f&%ﬁy five Ebsecutive
vi nor el bi ne can be repeated one or nore tines,

pr éiaysaﬁbme baginninglof enerexclamdtherespetitol the B-flaoduracil.

L;% ec ﬁﬂg gﬁ@?&lg a@%q.fgﬂ&oﬂr%ﬁsoﬁrﬁ h (&R Prothi R pafient in an

pr @nmUmeﬁ aboLtt000 inz“ﬁee dayeorptheddHiy 1 LB B, aPan@ 5 of a cycle

and/ or_ hel ow, prefera as descrl bed in one or nore
of CORgisHAY Q@?BBHfszhdﬁﬁ%r%@f?ffPM @ P11 cygles.dupepraferably 4 to 8

S SRS, B bbb et

V\hér-fdumoubadllhprewmbw substantialipywisthout paesetTier wheld i C

agents eé{q%/are selected fromthe roup consi sting of

¢ pEToResiTR/Rg IS 2634 IBG AR Wi JpRRRGL & thesBflyorouracil can be

ci : a

o PRt Hore A AR ines CORIGrERl) Bhe1 T2 times pF oBREolly 2to 6

I eamesoma’ @mnplmaquﬁdgnea prefexablyawmith alpausedn betweer each
fgﬁenotg%ed gfutj C agent s (b) are selected

frB Qngq b PERFRALEIRG A ant i - EGFR bi ol ogi cal s

cet uxi mab, panitunumab, zal utunmumab, ni notuzumab and

mat uzumab, the antinmetabolites 5-fluorouracil and
peseiesakly, vinatelbine is administeted éo thepatient ipan amausl of 25 mg

T 25054 e AL SR i Ao ot 2104

panegks e prefdrabidwitiih 4 timelp8rioanef Eﬂﬁﬂﬁ(tlhr@el We@lﬁs which time
described in the par agra ph nunbered [ 33], h@[PBS]

or ppgeys aéﬁ]&@ﬁ@%?‘h ¢ pGardedas.ene cyeeal gy, the
| o s L{ehé't Ty r{b?elﬁ?r}éhgd’ﬂm&@?eosfbeﬂef;Sa?(lénrﬂ;segi'i/bﬂ ih n%per square

Foup consi st

cy ohetef éfmemwmswrmeeeﬂwe -pddient, ltehm piudmAskecardirgly, ymore

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/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,
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accept abl e dervatives, solvates and/or salts thereof,
ii) the one or nore al kyl ati ng chenot herapeuti c agents

W@ 2009ate8tel ected fromthe group consisting of PETIEP2008/005831

pl ati num cont ai ni ng chenot herapeutic agents cisplatin,
carboplatin and oxaliplatin ndiii) the one or nore
further chenotherapeutic aggk€s ot her than the at

| east one specific integrin |ligand and the one or nore

al lpyéfatatig sQB@@h‘tIB%‘:mbht & padsal Fhé Whdt® Ef%de%%feﬁég.men
one or nore anti-EG-R biologicals, selected fromthe

gr @lﬁscnm pbove withirespectdorthe vinasalbineroambe repeated one or more

by e RPetR el B 6 i indS BnfRepE Y 2 (1 e 1 Exatmpre
coa@oatsmme:s‘ préferatly witi abalisé @5 betvearneact aspétitiRcf the
penetrexed, and/or the group consisting of the taxanes

do PERGSELIT /é@@"'ﬁﬁ{blltaxel [38] The use as descri bed

above and/or bel ow, preferably as described in one or
nore of the paragraphs nunbered [1] to [14] and

es jea]i Eid ysenas diescribée dbove ahd/qrdrelow apfefevabteaedescribed in

o PBET™i8 o Bb Rokastapds bl LThio (6] Reddspenaly as
iﬁﬁ%?é‘{"?endg”%‘%%aé*a?ﬁ“ﬁ“%s LA™ ) e

phanddbe paragrapis alireelly sdlbteddtberetd| ves, sol vates
and/or salts thereof is admnistered to a patient in

an zi‘r% et of 400 ng to 6000 ng per week. [39] The use

asj)dRe ‘Ude%ék@&ﬂkyﬁiﬁ%%heﬁﬂitﬁéfad@uﬁﬁ%rg@'ﬁlté’ (é)sare selected from
descri bed in one of nore of &;ragrap S nhunbere

[ 1the grqumqorzﬁdﬁilr@s@fébsmlatynm cee ning edheimpthaeapeutic agents

PRERBIARS AHBMGT ahd Yearigdth, 1351, L3861, L37] or

and paragra ectly reI ated thereto,

why thenoriéner atoré é%hem‘rferﬁ@lherép@ticrﬁmm otherahand the at least
sel ected fromthe group consisting o

cyeng spgpac@gegﬂgdlggpﬁeame\ﬁa}% or mée pHerlatinsethsraatheyapeutic
acsggf\nf’émbzt re e I%Hé’oeﬁomst‘ﬂ'e rﬂ%ﬁﬁ c%ﬂgfsﬂﬁg Hlahti-EBFRKbIogicals

to a patie
cetuximab, panitumumab, zalutumumab mmotuzumab and matuzumab, the

antimetabolites 5-fluorouracil 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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anount of 1500 ng to 5000 ng per week. More
preferably, cyclo-(Arg-d y-Asp-DPhe-Nwve-Val), the

wWeb@ooaeeuti cal |y acceptabl e dervatives, sol vaP@BEEP2008/005831

and/or salts thereof is admnistered to thepatient as
descri bed in one or nore of1 e paragraphs nunbered [I
] to [XI] and especially as described in one or nore
of the paragraphs [ | ] to [XI] that refer to SCCHN.

[ 4Gl) tRE s AdreiRftHer RRENRIINNAPBOHE Qgegg ctS’tﬁ(gr than the at least

preferably as described in one or nor _
paoagrspsefiointagrinelipgnd] andtheldhe anthare @dkyilating chemotherapeutic

Flg rebgse@ié;?”&g%ggr nore of the paragraphsnunbered

t he paragraphs directly rel ated

t hey) @ne, orhereanti-EBF RbidlegithlsO BeleTRaF frbfrtthie§rBtpiddnsisting of
l'i gand sel ected fromthe group consisting of

cy CRBIXImAY. pRjityEmMBbL galytemyeiap, nimetuzimakeard maturumab, and
acgggbﬁgﬂl)p dervati ves, solvates and/or salts thereof

'S mni‘stered to a patient in a once weekly to five

ti Broneckhyreacompbahds)tsetectad frome tieogriup carsistinggbrte

500 or. in a_opnce weekly to three tinmes weekly o

ad APHMGtakeltes, 5sfﬂ4%%ra&d@§wdmrn@tr%¥%cand/qo@@ grgupeonsisting of

adphdtsind io‘?ﬂ:eta{)é]r]angzgacﬂ efts described above and/ or

bel ow, preferably as cribed in one or nore of the
par agr aphs nunbered [1] to [14] and especially as

[ SHEI T e o8 HeaRfing® phets Ak MO PRI RER AR Gscribed in
t heheldt myhesBhe ddragidphsHinEredqH Ftdfa{'r%lrrnbﬁﬂ ieé%gecially as

chenot her apeutic agents (a) sel ected roup

codepstibedinothetparagragh etad [334i [34], {BehidGlearddélit i c
s anbins e2badtebs diRHY Pedled WoiKlonmaunt of 100 o

10Q0themgini n one or nore portions within a time period
of 2 to 4 weeks, and_iiii) the one or nore further o
chéhahleaghene seeeifeintegrn igand iselected fram thesgroupreensisting of

SpaCihi G G . ¢

PRSP PRS0 B 0l TE. acoopiavi
dervatives, solvates and/or salts thereof 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
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a) one or nore anti-EGR biologicals, selected from
the group consisting of cetuximb, panitunumab,

waQ 20000u8Tab, ni not uzumab and nmat uzumab, adm ni BEBERHOE/@5831

the patient in an anmpbunt of 200 to 2000 ng in one or
nore portions within a tinme,period of 2 to 4 weeks,

and optionally b) one or mo? ‘conpounds, selected from
the group consisting of the antinetabolites

5- phtientoal desdribEinRsiEesbf Mmere ofthe QéraPP@pKH RiMbered [I Jto [X1]

consi sting of paclitaxel and docetaxe adm ni st er ed
t o andespaciaditasi desenibaddn enedir mere ofthzFEvagtaphs [bhte [XI] that

Gen%@éf? y,%qurﬁ@'ns' within a time period of 2 to 4 weeks.

cisplatin can be adm nistered to the
patient as is known in the art. Preferably, cispl ati n
is adm ni stered to the gatl ent in an anmount of 50

t o4 heyuse anideserieed abpye angias qﬁl@ﬁepr@mrybboasrgescﬂbed in
30 i £ hj P

o SnPr o ot RGBS NGB8 1Y) 1R BB KEbefaly as

ny dpecntm:qmrcmeret norefof the phsagraphsnuribbereddB 3] tee[39);

pat i [ cc ingly, cisplatin is
préf‘glilé%P?raoﬂfﬁ’PH?ﬁr@nﬁWQ' e@f@ Eé?i ent in an amount of
SOuiverdin0 no/ n2, nore preferably 80 to 120 ng/ n2 and
especial ly about 100 ng/n2 within one cycle. The

anthenat leaspone specifia integria rli'gahdtselwbbd froomtheogroupraonsisting of

or Er AL By A GRRCIE Vab 'R dhrineaBiyod Grrspistle

POHEHRIVES, $W1PatddlandiE eIl théredtii® BURINiSteréd to a patient in a once
adm nistered as an i. V. infusion. Generally, the

caW@@blyatpu fwectanemw%ﬁm administeatiaroseheme goneisting of about 500

adehoL s Hicd Weekly B fraRlies BeckiaihiNslrSen sshers

1066n$I§t|rvg bfatmeZGOOyﬁg@erﬁdfrﬁnlstref@rﬁ ably 300 ng to
800 mg within one cycle and especially 400 to 700 ng

wi thin one cycl e. Even nore preferably, the

CoPHE D 13 LT L8500 s IR bl 0B Ciea
AUGnd 08 rmmgl ofthe (paragraphsinumbgred 1 todn dpasd @spétialip ag

e Ratbe inRuE b ere St sardreml s binberBadRar )
t han@ e phradrBpR§ directly related thereto,

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 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,



adm ni stered to the patient in the AUC regi men
according to the invention arecal cul ated using the

w@20090128T or rul a and/ or the Chatelut fornula, PCI/EP2008/005831
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preferably the Calvert formula. Calvert Fornmula:

Car bopl atin dose (ng) = AUCx7(CrCI (mM/mn) + 25);
wherein: AUC = Area Under fA¥ Turve ((my/mM x mn)) x
= multiplied &Cl = Creatinin Cearence (of the

r e%ﬁﬁhls\@reﬂ&b'tﬁ@b)atl@‘iﬁhe&diémﬁa%%f 200 %‘.‘2@99 In?g ifone or more
dosage (ng) UC (ng/m x mn) x carboplatin

cl mwumn/mmp peiitst ef 21 to Aveekspaoad dptideally he

oAl Sk Abhs; e 5t RS P sRlu Cpising of e
Ch@mﬂhidtalﬁ@lltéy bafludretrddil 9 perhBtréidd én&%rgﬁ‘é )gro“ud 361$s|st|ng of
X vvel ht x -0. 00457 x age)/serum creat.

ekam@dgﬁet)axel @deyBistgredde e gatient l(\lamamomat?om 50 to
oY 8 BT ER i g Y ks

concentration of creatinine The anount car bopl atin can

be adm njstered in one or nore portions,

pr G&nesglly, the Cispiati,gan Bﬁ§d“@m§ﬁ3fﬁért@ the @aéeme@s is knoven in the
angespecial ly preferably in one portion on one day.
Cenerally, carboplatinis adm nistered as an i. V.

[ nﬂneiemablyﬁaaplaahllg' adtrieisterad itpthee patiertin laé amount of 50 mg to

o3 5 e i A raiabi Ao D 5 B cvce

' N PR&fePaBlY NtheAmeGntdX displatin 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.

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/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
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W@R@an1mBT ee or about five weeks,

500 ng within one cycle, nore preferably 80 ng to 300
nmg within one cycle. If the duration of the cycle is

preferably adm nistered to the patient in an anmount of
100 to 500 ng. If the duratl,gen of the cycle is about
two weeks, the oxaliplatin f preferably adm nistered
to the patient in an amount of 50 to 250 ny.

Pr ehRURREY usiliEthe IRt rTbrRuRl A /8t ihe Cﬁat@mfahﬁ&@r Eﬁbferably

to the patient” is given in ng per square netre of

by thenGadvert faculd. the patient, i.e. in ng/ne.
Accordingly, oxaliplatin is preferably adnm nistered to
the patient in an anmpunt of 80 to 150 ng/n2 w thin one

cycjaevert Porykpl e about 130 ng/ n2 within one cycle,
especially if the duration of the cycle is about three

or Garberlatia gosedang .= AUCex ﬁ@f@'\(&'ﬂf“'nﬁ We2®xal i platin is
prg\;h%rr%gly adm nistered to the patient in an amount of
50'to O mg/n2 within one cycle, for exanple about 85

AT wi AilganUnder thecCearves@ngail ainti)) i f t he duration of
t he Cé‘ld e I's about two weeks. The anount oxaliplatin
cak HEOURei stered in one or nore portions, nore

DI efe) 3t afinhCoapgh aéb@yﬁhe?a%ecwéga@%ﬁge”ed 1to 3

especi a y pre in one por n one day.
Generally, oxaliplatin is adm nistered as an i. V.
|nfiﬁ%qn fThu _a preferred subject of the instant
in ¢lyhfar ‘met hod of treatnment, preferably a

megapsloMbtih H%théq CC@RgAI X rﬂ&)@(@arﬁbg%h%learance

cycles prefera to 12 cycles, nore preferably
abéot/minkycl es, each cycl e consisting of about 2 1
daéﬁ‘ about 28 days, preferably about 2 1 days,
r& R n each cycle: a)

cyAUC EAad)idésthe@BgeNVe- Val ), the pharnaceutical ly
accept abl e dervatives, solvates and/or salts thereof,
preferably cyclo-(Arg-GQ y-Asp- DPhe-NMe-Val),. is

de.pi t
g Ogb%apa:&ﬁ%btlé’ rfb;st?ﬁét é\ﬁ&é dgh%?gﬁgw&aﬁée gbgu
copatiemnttfovaselaryﬂwm()hbtduttfoanﬁla‘ st week of the cycle,

nore preferably on day 1, 2, 3, 4 and 5 of the first
week of the cycle, and additionally in an anmount of

abeyjt o nd and
on&gnhgg%gﬁ%? Itxdﬁ%lgﬁf) mg\?\ggfmarﬁ? Qoér)go@ grgg;;gr ably
onagaysartmdremg 15 of the

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

t he oxal i pl aRCTEP208/005831
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cycle, or alternatively a2) in an anmount of 2000 ny
per day on one or two different days w thin each week

w@Rowe28ycl e, preferably on two di fferent dayRBCIWEP19081005831

each week of the cycle, and nore preferably on the
days 1 and 4 or 1 and 5 Wlthjf& each week of the cycle;
b) cisplatin, the phar macedt i tal | y acceptabl e
dervatives, solvates and/or salts thereof, preferably

Ci sphaiinistereéd adrinnii Y /if@sioh0 the patient bl) in an
amount of 60 to 120 ng/n2, nore preferably in an

armunt of about 80 ng/n2 or about 100 rrg/er per day

or SRRtk CRali a0 it adfFibs e R daRny apds known i

b2thenef erably, no nore cisplatin is admnistered to

the patient during the subsequent weeks of said cycle;

c) é@iﬁﬁ%b'bfa%xa'm'rpﬁaﬁdm@éi@re@aqo| the patiept lparamount of 50 mg to
der t f f I

S CEORESNT SERE, HRS5RERTL SRt an A ho cyce
amlfuhe dnfratuismof tha0¢y die iscafoutghre?, orpatacflﬂrfwblwea@ wﬂie Bﬁ@llplatm

0 mg/ n2, nore preferably about
ropreterabhiagmins et evmtmm 1§ A amouat QLA (0 500 mg. Ifthe

g:rggﬁ{tﬂ)?f detg% C??%%Oégr%#ﬁg, pre ’e)pgf{sy E’@J{ﬂ Béggferably

ngAadMinistared 4y tha patientda;ardambngt Mta\éé& ng. Rr’e&rablyf, the
bse day 1

caBMUIERY akaTmaNe s Adniisber tn FapAiat 0 8a 13 ing pfisauare

CY gleltie 8NthedR tHeNGrFaceof thefddiiRheYledfl mg/MmPCAccordingly,
phar maceutical |y acceptabl e dervatives, sol vates

an@xaliplatin issprefesiabiy adrpwmt@r%datq/tr@ patient suaa@MQUNtf 80 to 150

SR ORAN ong ¢ofe, BF exdihoRdnahi 130, BERNE ity S ol
t 0 eSpédeigBy if nh@ﬂerathiryoﬂthé&;ysleausthbm threeajreibdvt Youk weeks.
consecutlvedz}%/ wi.ithin the first week of the cycle,

Aerast lé’e %Péﬁl'@ﬂa% 'Sjla@fqrabb’ admigligferechto '&"ﬁe‘)aﬂ%ﬂ” an
I 2
5. IRt oF S0 0B e RIGIEEAS Yclelfor BRMple aout 88 mo/m”
t hvithirbere cgole, espdcalbf if $kze duatioineof 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

an i. 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



10

15

20

25

30

Thus, another preferred subject of the instant
invention is a nethod of treatnent, preferably a

woreionoth28tT treati ng SCCHN, conprising one or nRCEEP2008/005831

cycles, preferably 2 to 12 cycles, nore preferably
about 6 cycles, each cycle ifnSIStlng of about 2 1
days or about 28 days, pref ably about 2 1 days,
wherein in each cycle: a)

cyehpir &% ariduntAF abBBhsodNM?g F{ei day bRel Rﬁ%ﬁ‘g& e;ﬁr@{ eopiws

accept abl e dervatives, sol vates and/or salt
pr éﬂ@S%mJtWediaMSdNKtmnghe}f ystavgek ofithe-ayibte, Viadre, prieferably on day 1,

S00- g poe gl P St RRek Fing bk caf aiipiogany’ o
comsaﬁ ottt Ghabout 500 rmg Bér Bag@h d@n%edfa@t/vnthrrﬁth@vs"éc%nd and on
nore preferably on day of the first

m@neaaytm@'e;ﬁge éhtrdawee!scmdt m@r@prqfenrablsann slayuhandiday 15 of the

ab ay on one day within the second and
8 gpal?&n?ﬁ{}e@t he third week and nore preferably

onaﬂ)nn &n ambtd-ay)f 2600fmg per day lod, oriey oﬂM@ﬂﬁféfreM&iaysaﬂkhm
i n an anount of 2000 ay on one or

di PREh waekpfyse @yek: ﬁ%ﬁ@b'%@W@fd'ﬁW@n&ﬁéV% within each week of
pr ﬁ{eegﬁ%?é yaﬁgio‘f‘@ Ipﬁé%??élg h tﬂ ‘é" 1 908 45 Ta?’l‘ﬁ mﬂflm each

the c rab the days
1 weaekﬁ)f\lhebycleeach week of the cycl e; b) car bopl ati n,

o) BB, B4 nidundoslitaRs AdeensSbler drplivas, Sohies andior salts
<'J‘0|t’l‘1<=.‘?fla§1t pr&xdrdily H!;%IEH?H 'lsegflmmléte'r&i &t ntas

descri bed herein, preférably as described herein as
AU Bin7am athavnt of pode éQ@Uhg/mzemneuyeferebm in ansamU(IntSof about

oy PSRy AR SRl ” P68 5% gBTShlh ghe it week of the

cyeycle, preferdbhf & dby Y. ofithe TstavEak BPMeddydle,i S
adm ni stered to the patient during the subsequent

web&kpigferabiyy noympee @rﬁptaémusuaﬁlaumstmd ) éfneraat;emﬁ during/the
aCQ@eﬁﬁ{e%there‘k@tdf fﬂ cﬁ%vat es and/ or salts thereof,

prefe y cetuxima adm nistered to the patient
cly) a:etuamabmumphafmabelwtlcam&cbepﬁibﬂb defvillivep) sdieatesland/or

S is &gge%;)%e%pé? bq%i@xué}%%dﬁ @dgayls?grreg tortﬁcfe %ra%gl\ty

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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within the first week, preferably on day 1 of the
first week, a2) in an anount of 200 to 400 ng/ ng,

w@e@betebl y about 250 ng/ nR, per day on one daRCTIBEP1008/005831

each week of the subsequent weeks of said cycle,
preferably on day 1 of each ¥eek and nore preferably
on days 8 and 15 of said cy& and optionally e)

5-fluorouracil, the pharmaceutically acceptable
defdé?‘s' WRFin (REIAYE RECIRBAHRY cyetd teizehhﬁb?é’ﬁref@u’a%“lﬁbﬁ*ﬂa& 1,2,3
5-fluorouracil, is admnistered to the patlient

an aadotaf theffirsbeeel of Bdcyejen, preferably about 1000

roed) BrapladiS thots rRnerb R 8 pBminiEfart o 82 Bafght during the

m%&b@é?tﬁérﬂw&lseofﬁi@&yéléfe preferably on day 1, 2, 3
and 4 the first week of the cycle, e2) preferably,

no nore 5-fluorouracil is admnistered to the patient

o SR, piicineY BRARiER'su bt B s ARidntiEs dion s el o
is tr@atmeht)fﬂ)r@ﬁerablya metHod of t@éalfr@sszm-weédmdngﬁg one or more
treating mpri sing one or nore ¢

pr év@ﬁabpsﬁfqably 410 dgqveles. mare niplerablyis uéﬁcﬁytcle@ each cycle
Cy%bﬁ§|stlﬁ§%?a5ﬁﬁi 1 ‘399§' ?tabBQt 98 43P YWreferbbAout 21 days,

wherein in eac
cywmrémrlgeﬁch o%&te DPhe NMe-Val ), the pharmaceutically

or & 272 aR @rgfély? ?hgsﬁhéa{geﬁg%ggé%@s%gb calcacceptable
ad %Na‘iﬁ%&egol‘&ﬁte%%d?@rt éaﬂgtth@ﬂéof' area@ra@w%euo QArG e Asp-

mg per' day on ays, prefera
coﬂfb‘lleM%V@b)y§ admmlﬂetedetdihes!atmek of t he cycle,

weod) B &0 Rint il Bedtsdn ot pardRy PR 1.8 dakSmretdsBbly 5
ab@bhsé&ﬂw@&iaﬁ@ witkdil thé ﬁfm@wé@é/oﬂmbfdyﬁlet hﬁo@ﬁﬁ@f&ab%n day 1,

on one day within the third week and nore preferabl
on2d§y @nﬂrﬁioﬁltﬂﬁ first weekof éhe rycle candpdditieaally el y a2)

ép%ﬁ g b%ggsgﬁgna@ﬁ{ar 93% oﬂgbﬁga)ggvétwe}fthe second and on
pr eherddyl wltlmn theuthicd Weekend mhayes prefelably eadayv@akd aay 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 carboplatin is administered to the patient during the
subsequent weeks of said cycle;



the cycle, and nore preferably on the days 1 and 4 or
1 and 5 within each week of the cycle, b) cisplatin,

wo b@pheshaceuti cal |y acceptabl e dervatives, sPCI/EPR98/005831
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and/ or salts thereof, preferably cisplatin, is

adm nistered to the patient 123. in an anount of 60 to
120 ng/ n2, nore preferably i'A®an anount of about 100
ng/ n2, per day on one day within the first week of the

CYQ!) %ettﬁ( R Pfhé ph&rmndbatitamy a&é?pt&?lbsde%%é’fsowﬁes and/or

cycle, b2) preferably, no nore cisplatin i
adrsalts dheiiest, preferablyp setuximablis adlgnmsuteredj ko thepupatient

ohar T a0 SR bouf 208 e EHo i’ eXerecaly abayt 250 mgim or

an(ﬂwut 480trRg/nife hesre, pr@fé?éﬁfyéﬁﬂd(nt QBDHIG MR pet day on one day
adm nistered to the patient 'cl) in an anount of

200vithin S firsg week, prefeeatdy g dayoliof hedfirstweek, per day

of Aldn PR G 2080 400 gl prefeib Bt 58I, per day

ny/omongua elmh yeathoméeR bOthedutideqpent Wagke of 8aid ¢lale,
during eac of the subsequent weeks of said

cycnr% er@b'ém%\r } abgaghyveekornd mate pseferably afpdays 8 and 15 of
prebed ¥ On days 8 and 15 of said cycle; and

optionally e) 5-fluorouracil, the pharnmaceutically

accaﬂdt(milomadigrvat ives, sol vates and/or salts thereof ,

D SR, AR SR SEA I G Sonates ando
pr %faﬂ§ *'ﬂ‘?éréoﬁﬁﬂéferé@l?% 96/ radiris %Ymﬁ%t@reﬁ%gfhé’ Phtient

preferably 4 'days and nmore prefer consecufive
da;esi) inan ramowmte)ffauosuo 1606kmgimf, ma'etejabky abowdri Oﬂﬂrnsg/m per

2o BB eletefiinty 4 YRy BiRlmbs pitfbiaR g GorRecutive

adraavssmhmothtacrréme@labfmetcm Imﬁrheréplf@réﬁuwbn day 1,2, 3
eks of said cycle. Thus, another especially

pr é“é'r"r @ﬂt%@FbWﬁeb@fﬁm@CYﬁgt ant invention is a nethod

o %) FES R, 45 e oy PR IO Lol B skt curing the

cytsbbseqmtewmkﬁ efrs&dld)cyelbout 6 cycles, each cycle

consi sting of about 2 1 days,
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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wherein in each cycle: a)
cycl o- CArg- d y- Asp- DPhe- NMe- Val ), the pharmaceutically

waecwepiebl e dervatives, solvates and/or salts PCHERSDS/005831

preferably cyclo-(Arg-dy-Asp- DPhe-NMe-Val), is

adm nistered to the patient 231) in an anount of about
500 ng per day on 1 to 5 dé)} “preferably 5
consecutive days within the first week of the cycle,

cl! of arematively day 1, 2, 3, 4 and 5 of the first
CZ the cycle, and addltlonally in an anount of

ab@@r) lrsao amotpmrofd’é)gﬂodngcneé daa;onmmen on two diffareohdayswithin

320 v B Rl By R S o Bitefi: bl v 1 et week o

I n tI@él cmuahd atoréreferabledn ﬂ"@}/da'-y% PBAJY off Mand 5 within each
d| fferent days within each week of the cycle,

De&bfcle\/\o di fferent days w thin each week of

g& %)é?laehnt e pggf: %@L&ﬁl?%cﬁe&é}pﬁée&%ﬁ%% rsﬁoﬁ\%qt% %rﬁ’d/or salts

t h¢hereaf, aeferably adidplatie,de pdatihisteted tathe patiestol vat es

and/ or salts thereof referably carboplatln i's
RS a8 st o 60 teaf’ CERO/B%)More BRETBADIHD 3 Smount of about

d 951@0' rﬁ&ﬁ'nzh PP idBy d?f %P WitHir? tﬁé‘a@r‘éf WeeR d1%he 'CVCA%Co%eferably

and nore pre erably described herern as
, perdayaj/oﬁtheoﬁfst d@pkwftthenyclbe first week of t he

@?gpr refb(&? apl Mﬂ;l '1’11'%]; rﬁ@p&%r{g%&p\?ﬁ ?i]:an g&ring the

adguﬁgé?@rﬂdvéékstmmbyggt during the subsequent
weeks said cycle; c) cetuximab, the

ph&)} felsimak, dhepmmeubcailyomoe@taMedemaﬂveat selvates and/or

Sasefs 1Rfebt e ot ERFEER drfiFSElaPR he patient,
2081} in ;ﬁrOamw:’ritfﬁf aboaf 2061 306hﬁ§1h1246ﬁéf6ww¢ab6€lr4@@mg/m

on one day within the first week, preferably on
of Pehday ohaneday within thefirghwaak. mfﬁfe:rﬁbbmw flay szt o first week,

RA2E i 85 SHRAAR Y 000 4R hal, el B0 250 15 e o
cyoh@nepdaf éumng paoh waizek df thé sebseqwetk/v@askk ofosaid cycle,
Pr S}c‘e ofa ll)y on day 1y of ea wee?( and more preferably on days 8 and 15 of
said cycle;
and optionally
e) S-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



said cycle;and optionally e) 5-fluorouracil, the
phar maceutical |l y acceptabl e dervatives, solvates

W@rwho1028al t s t hereof, preferably 5-fl uorouracPCT/EPR08/005831
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adm nistered to the patient el) in an anmount of 500 to
1500 ng/ nR2, preferably aboug }OOO ng/ n2, per day on 2
to 5 days, preferably 4 days“and nore preferably 4
consecutive days, within the first week of the cycle,

evemeBi Mo eylearaferabla/ tol 12 dyclés ardrd phéfetdifly Bbbét 6
week of the cycle, e2) preferably, no nore

5 foyalesoaaslk cycleconsistingaf @beut 24 days, pati ent duri ng
s of said cycle. Thus, an even nore
g‘ferreﬁ Lbﬁ%]rhe t?‘%f the instant invention is a method
of al) ey alor@ Y- Glprmé;ﬁDﬂHeyNMeIVbI)Om@ﬁhéﬁmmgamptable
conpri sing one or nore cycles,

cy ety r@0%?@6@%995@%%@%pterfesabhéamod{z\&@ly-/\sp-

a) Cy N%Val)éﬁgoggg\%\ $@M%®mt qu each cycl e:

phmmantammhrit)ofanbmpsablfmg ger day |on|e1sto( scdav(a]t preferably 5

and/ or salts, ther .. prefer ycl o- (Ar - Asp-
PETRRBIYE Jav8 WBH N Mcstaaek 6 HELRy s e PeSTarpBiyon day 1
an 22 A0 YHndO% oﬁh%‘ﬁrs?%e%f@ﬁéc éllé ?ﬁd SddRichally, 3 4

5, 8 and 15 of the cycle, atlnumplalnum

coiin ahr@meunirof aboiuk 5680 40g |per dg;mln ons daywithin the second and on

Sorbaiay witiP B BB arifimots PEERY oR 45/ H BhiHRY 15 of e

|sc?g|@ argﬁ@,rng@ivég the patient bl) in an armunt of 60
/2, noré preferably in an anobunt of about

10@20@ ﬁn ameyntef 2008 rog@ed dayvan ene of modiffegenmm within
BB BB Yy OB 6l AR YA B ek o

ad thecpéler anld morerrﬁefmbblgrdn herdays 1 badsubstandrg within each

e ek of the oyl ¢! &7 "
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 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 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;



b") carboplatin, the pharmaceutically acceptable

dervatives, solvates and/or salts thereof, preferably
w@20000pi28tin, is adm nistered to the patient b"BQT/EP20881005831

anount as descri bed herein, preferably as descri bed

herein as AUC 5-7 and nore 955\?\;‘ erably described herein

as AUC 6, per day on one day thin the first week of

the cycle, preferably on day 1 of the first week of

t handysptionally 2) preferably, no nore carboplatin is

adm ni stered to the patient during the subsequent

vve@l}§ fb.forgg[qg:ncy@ @har@)ac@é{tlggnmgpentable dervatives, solvates and/or

AR ARIEDE reterdS P R é‘%gﬁﬁnj;s}]ejgh‘@ﬁﬁé patient

S admmlnsalemmbum dflﬁe)ouaﬂmﬂmgkh Imewﬂalﬁwmtqboebﬁglﬁnz per

200 tondg prefera about 400 ;g per day

ondgK&e P%%npf%rﬂhwé aysand e p gwqplsoﬁ qmegutwe

of t

o E0E, WHARRE wlek of el fibref Bl ufiln day 1.2, 3

duandgt efitble fitselweek of the eyxﬂeequent weeks of said

g?%kgp[é{ag rargid ?g 52 I'%glqu?ﬂ IS 3 awvl\ﬁlgérgg(%g% patient during the
10 Opkhﬁﬁ@%léht@eé(sfé%é’ gag! |, the pharmaceutically

e

accepta dervatives ol vat es and/or salts thereof,
preferabl y 5-fluorouracil, is admnistered to the

220358 of M P BB S0ei%RCe BediRoT M Ehon s aguetnod o
gr &éafrn@hty p{’eféﬁéﬁi¥ @f}ﬁeﬂ‘ﬁfdeoﬂf-’tféﬁtﬁg?ﬂ@tm-m CEBMBAsihg \Yhe or more

irst week of the cycle, even nbre
pr év@eﬁmgefefﬁblya% tq 12 zyclesamere poeferakly mbost 6vayslesoeach cycle

15 th ly, no nore 5-fluorouracil is
Soﬁéﬁglt e dg%%@t[ﬁe 2% :

admni's ent during the subsequent
weekereih llseiadh(cyclee 5 In the nethods of treatnent
descr e or nore cycles preferably

eSS et é‘%@!’gg “NiliscY el theiaharmaceutically aeaepiable
e LTBL sl & B A bSOl e
caPRhe-NMssVat)uiscatmipisteredatdrtheipatieat i on of
20 a1) in an amount of about 500 mg per day on days 1, 2, 3, 4, 5, 8 and 15 of
the cycle,
b) one platinum platinum containing chemotherapeutic agent,
either
b') cisplatin, the pharmaceutically acceptable dervatives, solvates and/or
25 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
30 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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oxal iplatin, preferably the adm nistration of
oxal i platin as descri bed herein. Anot her especially

wWpe@bet2etd subj ect of the instant invention rePCE/EB200%005831

the use of cyclo-(Arg-d y-Asp-DPhe-NMve-Val), the
pharmaceutically acceptabl e _dervatives, sol vates

and/ or salts thereof, preféi] )1y cyclo-(Arg-d y-Asp-
DPhe- NMe-Val ), for the manufacture of a nedicanent to

be busgif dhaidintBS ederivéd herdh '??r@?erﬁsﬁ:“éé BEScrfRerein as

[42] The use as described above and/ or "bel ow,
pr &UC SbT anddnarespreferably desm@edrhefemeas;AuG]é per day on one

G IR R TRE Ry b QR B b Bt ek o

[Zﬂ}e cyélé] and [40]; and the paragraphs directly
rel ated thereto, wher ei n the week y adm nistration
scRedePreerapy. nednare earbepiatings adntsistared e the patieaiduring the

gscri bed above and/ or bel ow,
preplg?g%'fén%%e ggscrl d § Q

y as In"one or nore of the

pac)agemxhaan Lﬂn‘eqrrmltn{atbutlml[ylddce@mbleﬁmtﬂ/lebysols'ates and/or
desc ki'gaz one or nore of ar agraphs nunber ed

[ 287! fts f ﬁaefpaal?'y %ﬁtaxw@ ﬁaﬁ inigieredtor thenagient

re 2
pacy Ltat Affdti of #BELE T K60 FiIY BlETEIdLRy abQuf 60 mo/m”,

r epeatiay ob ane day wmmstrmﬁrst waekmdeyembtyfmday 1pefthe first week,

Lféb&ﬁgﬁn %ﬁ@’ﬁé’ggﬁp (%%% n E%?%ly Ui 250 mg/m?, per day
pabﬁ@f@@d@y aufihg eaeh wdek! & thé%hbgéeu@r&nﬁéé@ b

n%a'?lé cgcle
describ in one or nore of par agr aphs nunbere
[ 29}efe[am] on[cgy| 1 of 8agh V\{e@ﬁ]a”q moTe plegeiably ooldays#and 15 of
%] .and the par agraphs directly related thereto,

Yy ' the weekly adm nistration schene regarding .
th.ndmﬁpmbﬁanyi ntegrin ligand and b) the adm nistration
to the patient within a tine period of 2 to 4 weeks
regbﬁﬁ[q@gow)actlh@e&r@rmacgypga agaeptakig dervatives, solvates and/or

¢ SERS 100 o L ,000R, & b fpig 4 et

| ead}) onan apexint iof SDOte iS00 rhg@nﬁu@refecbbltmbouewﬁo mg/en?, per

al EX{/ % Ifgo 8%%'9? Ir;reerfgr%%Vy 4 days and more preferably 4 consecutive
days, within the first week of the cycle, even more preferably onday 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 cycleé
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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agents, run in parallel for one or nore weeks. Recent
in vitro results show an i ncrease in cell

wolgabiiadet eri ori ati on after conbi nati on tr eat nRCE/ERF008/005831

| ung cancer cell lines, such as A549, H157, H322, H460
and/ or H1975, with specific Hwt egrin ligands, such as
Vi taxin, Abegrin, CNTO95 andé’ -

cycl o- (Arg-d y- Asp- DPhe- NMe-Val ), and cancer

COtAHIREY ééla'#&%ferrédiﬁ%jéét 6?tﬁ€|lﬁ’§téﬂt mQéﬁ{lbrﬁ’ r&taldy to the use

Vi nbl astin, Taxol, Gentitabine, deevec, Iressa, an

r adif @Vﬁ@f(ﬁ{ﬁngMrfbngﬁ’rbieyNMet -¥ab aihetpharmaseuticalynacceptable
e dePlaelo L O PR andTEL Sl neBt o bicdetai Slke - clyraee-

as DRitE-NMé&Val)G fdt the FHasufasire o b%e@’baﬁ@rﬁv@ab used in the
i nt e%rl ns in lung cancer cells, and/or that the

spdegthpds pﬁtr@gtmﬂml degoibedabayei ng as an anmplifier of
efficacy, e.g. as a radio anplifier. Moreover,
conbi ned application of at |east one specific integrin

| a2idrendsertis ldesstibed aboas @nd/crdidiew apefiéiablyags described in
preferablg radl ation, results in si ?nl ficant cell kill

an@NEIIINPrERitBE RATAGTAPRS nuhereddA il 4] asd@spegially as

t .
codBrEibedir Snd oF RdHE o paftifiabhis Rlinbertd 221, (3] gpd 140}
li Iaehyhdtparagrapbsmhmtly relatédothenetopt i ¢ cel | death, in

C e Siphe sk saRtasATY" siiamRis aaﬁfgiiltpyﬁ%t?rgie‘sj "

caggBstanBhllypwithbat §paage, of effect may depend on the
degree of target expression, i.e. integrin expression.

Thus t he nedi camants and/ or net hods as descri bed

R o By EekEibed B SR BT B8R BBkt

I UBBeRM6te @*tﬁécﬁarﬁgﬁa@ﬂs&ﬁﬁﬁbél’é@fﬁm [ﬁqibhecstspe&nawgs

instant invention is the use of at ast one speci fi

i ndegenibed ingenrior awip of $heygaragraphs numbered (23], [32] and [41];
d/ th
g%gb%égjptgf&%épﬁéaccenf %I%(ge SQF th hg: eof , ° for the

mamlfeseinsaid atlmanistrdtiometite patiertt vathin eettme periotl of 2 to 4 weeks
t upour s, rei.n the ne t s to be used in
cof?oﬁ%&tafegﬁ\x?f‘ﬁ times, ﬁeg %Eyewaﬁwﬁ 2 PAHES-

chenot herapeuti c agents, and optionallyb) one or nore
further chenotherapeutic agents other than the at

| e fdt] Theeuse 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

i) the one or more further chemotherapeutic agents other than the at least



specific integrin ligand and the one or nore
al kyl ati ng chenot herapeuti c agents; as descri bed

weeeom28nd/ or radi ot herapy, preferably externedT/BRHA3/005831
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radi ation, wherein at |east the specific integrin

i gand cyclo (Arg-d y- Asp- DP2§ N Meval) and/or the
phar maceutical ly acceptabl e Its thereof is

adm nistered to a patient in an anmount of 800 ng to

70Qfhegpatific inesYrin KFEAPARd the oh&@r ABIEMIKAAting chemotherapeutic
cycl 0- Arg G y- Asp- DPhe- NMeVal ) and/or a

utically acceptable saI t thereof, preferably

C%ﬂaﬁ A OB o SR MR oL 0, st e

anount s of about 500 ng or about 2000 ng for each
adm ni stratjon. tionally, the anount of
Cycﬁqpe(nAprgy@oyreAg phaw- aqugﬁeqsedﬁd;edjrdqath/detenonatlon after

h poTety I tihere

OSRGOS IAT oA o s o B L 7, o2
patH48( andvoak 1&7\5uMthcs‘pe@imlmteig@i@ﬂlgmdsesumak Vltab‘(thbegrln
15 er week, 5 per week, about 4000

%‘8@8&5@9%’% é@o SHpP%Ia@ NMe/alpandgsancey cothesapeutic
a f t | Qo
o A Bl G e
t hésleevec, drasisar abdl yadibthesapy, preferably external beam radiation and/or

| 0:.( Arg-,d y- Asp- DPhe- N\VeVal K i
o eRiiopRo P ER bRpRLr Ao, ThafreRnls Sueed tiateancer
OpichtHerhpdutid Egeﬁg%'@éh 86 r@c‘ﬂﬁﬁén A&Q\O nGEchexpressmn of relevant

cycl o- (Arg- G y- Asp- DPhe- al )’ /or a
phétegoesin bag cancec éptl%kﬂr@/@raﬂhtat theasmf c mt@rm bgand is acting

oo Apffer of ERE. 8 s Ry Amitier FiRied rpeqpmbined

pr @ppliedtion ofratabasttormwécmwég RgarPand a?@&i%t dBe cancer
each, Optionally, the ampunt of about 6000

Cygpﬂle(rgp@ut@ Wg@ppmiﬁ@blmugn Zasvits masngr?lf cant cell kill and
g?%&@%f&;ﬂ%ﬁﬁ@d IVQF&FFQ%%?IF ﬂﬁg\%ﬂ:{\% Frggtedoicﬁfseéo‘?@i&/erably

er wee
ad mcnoaileglydthmccanbimaeens appeamizedffectiadly indate atll death likely

SC emnlb a%ro%{c?srlg glngloirrr]ni?ot%uct:elleé‘euaa%k %rrgnudnc}tﬁel?gl c%ltl)s and tumour
cells, especially in lung cancer cells and especially in non-smali cell 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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2000 ng each. In the twi ce weekly adm nistration
schene, the administration is optionally done on a day

wWo@r@andst hen on day three or a day four. ThusPCT/ER2008/005831

tw ce weekly admi nistration schenme is optionally done
either in an alternating ev 5% third day/every fourth
day schene or an alternati ﬁg very fourth day/every

third day schenme, such as an adm nistration on nondays

andg) ohersrdafe fther@heisRe@paltic BgeRlstothePBEH trl;%f 3t least one

tuesdays and fridays (as a further exanple of t

scisegeific integon ligand sl theone aomess alkylatingrcheraothiesapsutic
th% %{.]iis.scherre) or on Fridays and Tuesdays (as a

f ufoRer 'exanpl e of the 4/3 schene). Optionally, the

t wasaleseebey hefreinhr ee ti nes weekly adm ni stration

schene, preferably the twice weekly or three tines

ge@ﬁ'ﬂ{f"déﬁi%’i‘%’tapm PEsierabheaxtesal beapt rastiatiom oviecreimat least the
o PSR e Band PRI /Ao PEAELRMAN T ey g

| epbarmbacesgtidallyesceptable baktstheseof isigtesinisteredasanphtent in an
t he tqhH?lSSe Sklé agﬁi ni strati on schenes can be applied
coffM @é}g@ JRYite /RBQ MG per weelt ¢ di sease or tunor
progressi on takes place. Optionally, the these weekly

adm ni stration schenes, preferably the the weekly
ad @ptionalnt therarselrtrf cyato- (RegeGlybsp-BiRhee NMe\calhpptios

2bBamiacsytiEdy nEieble SF Hisrcot pisiRratly By HedAranghiAse-
70 DPHEENMBV#P 28 belddminidtBred th §afiér&iﬁ6(§f\ﬁéél€% a@rfwfhistered in

resBect to snall cell Iung cancer (S non- sma
ceRboviegual ameunts edaboyt 800 g onabast 200 mgsfor @acbf

th 3d_neck (SCCHN). Optionally, the anmount of
ab%ﬂﬁﬁﬁgggﬂ% of cyclo-(Arg-d y-Asp-DPhe- NweVal)

and/ or a pharmaceutically acceptable salt thereof,
e DIt Bah R R @B 2 - B da AT DRAGNMEVal andior a

v gi . . I
bl RhEccally SepERRaR LAt fidteb! plctefitdl oy fE e Gly-Ase-
of g))ﬁ’dimﬂNNmﬁM), rigadlt‘n_imi;‘laélred ((d\ag}aiﬂegllt iean Wnt N’f/b}dahﬁ 1000 mg
and/ or a, phar i ca accept a a er eof ,
or BPEMEBKyABFUL IR0 mE ey week. bslibeRRs e per yeeheabout 4000
Werty pér weEk BF abBLECOOM iy pEF RBek] MES

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.



weekl y adm ni stration schene, preferably in about
equal anounts of about 2000 ng each. In the three

wo pove®1028ekl y adm ni strati on schene, the adm nPGI/ER100$)605831
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is Optionally either done on a day one, on a day three
or a day four and then on a 9@ or optionally on a
day one, on a day 3 and on “a ay 5 then foll owed of
two consequtive days off. The latter three tines

e ediptiorediyi fHeSéﬂhathBf 5@&&@06 9 PEYERLArglGRLASH-DPhe-
starts on owed by one adm ni stratl on on

a
t heval@MaB\/arw@ow@#@gaayetamllwre@caltahlﬁ salt thereaf, peferably of

i SR (A e R VAL R Pk B ERRRE py g e times

t he/védfmeadtnmﬁeaaﬂ@ﬁf&bueméﬁpféféfabﬂi} incab&steryiRl @founts of about
descri bed above, can optionally be applied to the

patd % mgRachor several times. Preferably, it is

appl i ed several tines, even nore preferably at | east

three tines or at Ieast six times. For exanple, the

t hriip¢he twiee wesskly adendnistration achmesﬁmwnmm&)n is optionally

ap%@%ﬂcprﬁgg Iy?éﬁq%hétﬁé;& lop Elg?/ltt geéb%WouP tI' %rsetshseI tc\mce
ad iy ééleﬂQtrﬁﬁ&? QEherlPi ﬁ@héﬂy d BitRé&r I)“/eﬂ‘%ll'ergaﬂng every

adm ni stration schene as ove, 1s applie
t o thisd dayfevery faurth day admmabrtanmiternameverytﬁonﬁh,day/every

2D 8 S MEi, B0 3 AT o Ry (e
ad fﬁrﬂb)&drﬁ@b' &ﬂhé@ﬁ&%@héﬁh@) QPIUéé@lﬁkl!s)énHeréﬁy@(ékeQ further example
or total wi t h’ radi ot herap pre erab

parti al | y
r adf 8@@1@%@@%@1@@1 Pewrsdayspnd Mm aysd@syan example of the 4/3

e e Ehol gl TLS5adis 8 AP adrifight gy

absghe2®®)0 ng of cycl o- (Arg-d y-Asp- DPhe- NweVal)
and/ or a pharmaceutically acceptable salt thereof,
preferably of cyclo-(Arg-Qd y-Asp-DPhe-NwveVval ), per

Weiptichafg Mg Wéek@ c?r PPé’eegrtnb w ég@%%%mlstr?tlon scheme,

adm ni strgtlon era
ampuefesaltuly tiad bulceao@@eki'g oe ttoke thmes Weekiy\aﬂmlnm-tmeédhﬁme as
tion is

d , dm
o s ibtd bbbl Gl b seplisn B Thel paier oes assveralsines.
foldstie@ipyit & sspifed severaings fprefdrhbly at 18atthRe times or at

consecut i ve adm ni stration
least six times. For example, the these weekly administration schemes can

be applied continuously until healing, 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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foll owed by 2 consecutive days off 1schene can be
repeated once or several tinmes. Preferably, this

whedoone2descri bed "5 days of consecutive adm nPGI/ER100$/605831

foll owed by 2 consecutive days off schene is perforned
nore than once but preferabléiless than 18 tines, nore
preferably 2 to 12 tines n nore preferably 3 to 8
times and especially 4 to 6 tines, for exanple 2

ti prseklBadinifstratiori §dMsme Sprefdrably if éﬁdm%guﬁl ér'n@iﬁﬁts%f about
12 tines. Especially preferably, this " ays of

coR98dngie@shadni ni stration fol | owed by 2 consecutive
days off' schene is applied 6 times. Optionally, this
"5 days of consecutive adm nistration followed by 2

c o Dytionially ethearowtl of o8 000 rﬁ@@bw@ld (Nr?JGIy-Asp -DPhe-

radlotherapy as described herein, preferab
r abiMeViah apg/aia phammacasdically aceentable sajt &q@pwfeareferably of

th ti I f
Sy BBLARBIoH D AOBARL OB B ey SO AT B3 n e imes
t hateqklyeé@m&hd;tyatrdmscherm@,qrreférablytln dboait ebar amebatseef about
(ééShabl y w*jth the sane two days off. Regarding the
288 bed weekly adnini station amounts and/ or
schenes the specific integrin |igand
cycl o- (Ar g- A y- Asp- DPhe- NMeVal ) and/or the
phh‘r thecthine¢ timldsyweekly @datihistratibn schamee the adnﬂilstraﬂnd:n/ls

e LA e 67 PRt Tanhne: o AdayuRRes 8" 3ell fopeand then on
heéQiaﬂf 6 Qﬁrtﬁft@'n'al{y én% 89}( 3Heh@h‘ bsda()hi anB'dH 8% P'S’ tﬁ?ﬁ followed

6 h, ‘'nore preferably h, even nore preferab
2 pbiwmcanseqidiverdays off. diher laﬁeyth;ee dimes weekly admlmstratlon

- anetr ey torexafde Blcefi sl of aRBGET IO flny pY e

I i gdlmhlstyailcm éﬁltlge %IM%M@S ddv ) arigda@rmirditeation on friday,

phar paceut i cal acceptable salts thereof is

adWithisatwiday qr}g@’l‘ﬁ’fe‘éﬁﬁﬁﬁ?ﬂﬁ"&@’? tati on as descri bed
herein, preferably 1 to 10 hours (h), preferably 1 to

6 , nore preferably 2 to 8, even nore preferably 3 to

8 }h'he dhree tiroes weeklyeaddinistBation $chande gsreéerably thedhtee imes

PRl dminitescheces 5 dsacured RBOUp A bbtionally be applied
P Ao o R i s
pr even asre preferably At deast yhieedirdes or Biviedst six tines. For example
°°{ﬁ%' t'ﬂ?éje tifhd Irstv'vexj-:‘klgll administration 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 totally with radiotherapy, preferably radiotherapy as described
herein. Optionally, the three times weekly administration scheme is combined
partially with radiotherapy.
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totally, preferably partially, with the adm nistration
or delivery of focal radiotherapy, wherein 20 to 50

w@e@y/0(2¥), preferably 25 to 40 Gy, nore pref ePCHER2088005831

to 25 Gy, for exanple about 28 Gy, about 30 Gy or

about 35 Gy are adm nistered_or delivered to the
patient, preferably in fracffons of 0.5 to 5 Gy, nore
preferably 0.8 to 3 Gy and especially 1 to 2.5 Gy, for
exanpl e 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,
pelOpenalynthei ameuant ofratmut @800vag wf cydlodArg<Gly-Asp-DPhe-

f di
T UREPRL 4aflich bBReRSRiNsemy ab Perpblectail fereSh petpeaply o
t al@?éloF{lD@Q@IXWWH&NMe\Pd’I) peFwaektis %Td'nﬂﬂrs%red rn 2 five times
delivery of Gy and preferably 1 €Y]

pewegkly adminstaatian @rérwnw prieferablysnahsit egiipremeuntajof about

1 SO Rat, AP teE Hesly Soegipiitstempe dnel

dahﬂmlﬁrstﬂaﬁomié Nre‘f@rfabfﬁy dene oﬁﬁﬂe%n%e@ﬂﬁi@ﬂé% Yoreferably
consequtrve days,. within one week, is also preferred

loxved, by ?H@Yédﬁr%fom pf¢ T bis "5rdaysiafwenseentive administration

3 ol@verglg EXug\;ég )éslg &@ﬁ% c%n%e% at&?8HEe or several

I'n one
es pmsalﬂrgfemlﬂ?eﬂsedefo‘fér dekcmed)TS dayd of:abms&cwf/efmhrstratron

r adi,ot hera as descrihed apove is preferred.in the

t - Sofos B2 dinsRtiig davs SRCSChrae & asgmapempre than once but
me
TeRESERIAG I HBRR KR oRe AL 57 Ningh oo mor

_ceprefetatly Batn@etrmep mﬁeesﬂaqalhymtm&arnesc & example 2 times, 3

er, ,Qreast_ gcance static [,ano netgstatic
C Bl 4 S o fiRBR L 6 it 2 drPes e 07 (1Y Ryl preferably,
angiioos Iara?§medﬁgécmrve%@hmlstm@ﬁrfoﬁowe@ By Y comstdutiveYays off"
anounts of about 30 and about 60 Gy areée

ad fFheroeds agplied §élm%red to the patient within about
Si X consecutive weeks. Another preferred subject of
the instant invention relates to a nethod of treatnent

of Optioaklly, thidvand®ys ofustthseanthas adeiniptratiornfbllowed by 2

adm ni sterr Q%atq{,e%gt one specific integrin |igan
noFRN$RANEJAYs gaie @r@r%kpraeriw'@ herapy asgaﬁacnbed
as r

o, PRl el S SRR hRt Rl the
L Vpatientlifi &6, anﬂog%ﬁ rdayAhné gonsrecmhver app‘nnbtrorﬁ’lﬂ@wed by 2
14consedutlve dc%s o%p c% th(at pgefer%ly rLPns in paraIYEI to the other

scheme, preferably with 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)



Val) nore preferably Vitaxin, Abegrin, CNTO5,
Abci xi mab and cycl o- (Arg- QG y- Asp- DPhe- NMe-Val ), and

wegpenieBly preferably consisting of cycl o-( ArBET/EP2008/005831
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A y- Asp- DPhe- NMeVal ) and/ or a pharnmaceutically
acceptable salt thereof, in gon‘ol nation with at | east
one cancer cotherapeutic agé $-as described herei n,
preferably sel ected from al kyl ating agents and

antdd%ﬁh@'dﬁa?ﬁa%éuﬁ@él é&&g»té‘tﬁé Qhlts tidldof &%&hp\%@% ina
as descri bed herein. fer a conbination o
| edined>administyation ag d@genbedahaream prefarablyntto 10 hours (h),

o PSR 1o, gy SrePlirkiBbny §'E Babieb B reltaph 3 €8 h, even
r ad“m”b?s > ©°6 ANdSSh tRAIF M'to BhPrisrablidie a%pllcatlor? of the

conbi hation o he al kyl ati ng agent cisplatin
antadigthaiapy+ e genctit abi ne or a conbination of the
al kyl ati ng agent carboplatin and the antinetabolite
paclitaxel is applied, optionally conbined wth

f r Qyptioradly ew\efamaimsttaiioﬂtdf&herspeciﬁb&ﬁtégﬁmIhgaﬁdft‘fybﬁi—(mg Gly-
preferably delivered over a period

g[a &aﬁ%o@%’%gg%@éyal)mr&/@f thel pharmaceytieaily agcentakigrsaits thereof
2
e SRy RYPRR G e D e NRA T LBt ety or

specific integrin’l
cy dotally SprefetablyAsartismh evltﬂMdmlmstratmrmredeiNew gf focal

e B fomisthpy wBeran 216 Bitae Bty 25 o A Gy, more
metoRerdpalsly ztsrtsans@xt fdi“éi’a?r'i e g& %' o ufgp??)ﬁbﬁébout 35

descri bed” herein not her preferre
| n§3yaarte adimimsterad oetelivesed ¢o ﬂwmpammu pfeferabiy inefractions of 0.5

s iy RO et B0 Y105 Seard PecialigT i 2% Blnfor example

m)bbolf ¢foeaably 13 Gyeaﬁémmeswcatfdu@ 1|81G99 abBut 2 @8@9 about 2.5
as descrijbed herein, even nore Ere erably a specific

i n@'g?r @lbwtg?aﬂ@)sdq%cneé@dweﬁtrﬁ @n @rd@bV%runwihm lﬁgpr@ferably

y/ b
b SR 4o S BB i g dever
m)oéthﬂ exfckéaitegl t;ak\{stpﬂaced Ao%b@hgl?. aﬁmﬁlstpémhwrmﬁvery of 1.5
?l ? Me-Val ), and especially
gq é by@%ﬁ %pép;yg §fto 2 2 Gy per day for 2 or 3 days within one
Sl S B AV AN il 10710 12

coabd paefesablyi(. 8 tatl.2 Geyspercday fonBde6 dayd) q:reﬁeeablydor 5 days and
nt _as escrr#Jed her r ef %abl sel

aI mﬁrgtqrﬁ Iy & congequ |¥§ BawWithin orle week |s aqso pre rPerred
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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cisplatin, antinetabolites, for exanple 5-FU or
conbi nations conprising 5- FU, al kal oids, for exanple

weawbiiesel or docetaxel, and conpounds t ar getRCI/EP2008/005831

agai nst PDGF, PDGFR, EGFR, VEG-, VEGFR and/or VEGFR2,
preferably selected from Be\{?‘ﬁ_i zumab (r huMAb- VEGF,
Avastin(r)), Cetuximab (ErDi x(r)), N nmotuzumab,
Sorafenib (Nexavar(r)), Sunitinib (Sutent(r)) and

ZD&piealigAsdthhe tamdunta it abadt 30 (@Y aRy abBUEEE'GPhe

fractionated focal radiotherapy as descri bed herein,
an@deynisteradiassieliveradiorthe madieat within abeutsirbonsedulive weeks.
of at |east one al kylating agent, preferably

conprising cisplatin, and radiotherapy, preferably

fr Motmmretbrféwsmb;eaﬂmhbahgmt RvefBs6s rélarss foed fdthod of
Addi ti onal Ié preferred is a conbination of at | east
B

ondeginertetinsaliy advanags lusgrgnsergompiising adatmistesing, at least
pr%ﬁ'\%r%@g}fﬁ lﬁfé‘gkfnq %dnﬁd)r%adrefe"i‘gb té??é%@bn% specific integrin

descri ditionally pre erre

co m’gandmlscﬁescﬁbeﬂ hieegiai evere gairé grefetiablg @ngpecifici g\te%rm ligand
pac and r

d | h f
P SelaRrira he-aoup sNSISIBR . MAOSIGTER s Adraarn.
Pr ofiRididb P1R6C P4bBY Y, 'cﬂQTefgsaénq gytac?é (Rgf eaSF%PHQ-NMe-

agent, preferably conprising cisp one
anMah)enmJelpre&zrabl(yncﬁtam Abegrir,), CMﬁ@QBaﬂbom(hBalapyld cyclo-(Arg-

el h%i»'a%ﬁb{e—j%\za@?%’n%%%ﬁ%a@d' RN faSisting of oyclo-(Arg-
CgG:y%BG:PhéfNﬂb\ﬁaﬁaéﬁdlﬁ ﬁﬂﬁé@@tldaﬂg%’céﬂtaﬁlﬂé"sﬁﬁtthereof in
, VEGFR and

pr 6pEIIMAtioRwith ot laast ooe @avat relesapqutinagent vedescribed

SRR gl D A6 oot o

ZDQégédritetPRaidify(dnd Jadiathdramdaotibesrtnag herei, @r@fér}ﬂbly a
fracti onat ed focal radiotherapy as described here

Theombirationrefraldeasiane alkyiading aoepy apd at deasiiope antimetabolites
CORShFpIR bréfnt Wcmb@/anowﬁﬁﬁ@&%b%e?@%t gregg&gef

a perio i X weeks, about

fr érabtlomatearfeézdrradlo]herabg aspscribedihereinpr Preferagsipoai s
adni_ni, st red adm ni.stration as descr.i ped

e Poiation of he Buty o AaFutrsman wiliie antratabolte
CyglaﬁTdtébﬂreQ’m/a %Wﬂ%ﬂ%ﬁé'a\kyléﬁnd 8 @r'ite%ﬁbé&blfn and the
adim nistered to the patient in osm

we @Rrtinetahdlite paclitakehis appbead, @;stlojwy rcpmtﬂneah withefractionated

deg&%ﬁjgaetﬁBW&r & r{)‘?@%ergglglc%rns?qmgno'fsa ou bBrbfcphrgfjeragﬁ'/ delivered
over a period of about six weeks. 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
treatment of locally advanced head and neck cancer, comprising
administering at least one specific integrin ligand, more preferably at least
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| east one specific integrin ligand, nore preferably at

| east one specific integrin gggand as descri bed

herein, even nore preferablﬂ specific integrin

l igand sel ected fromthe group consisting of LMO09,

17khe Spédific mxegmemgarm ad@esyii@PherRl GevelBrd Breferably a

CNTO95 and cyclo- (Arg-dy- Asp-DPhe-NVe-Val), nore

pr &neciisl iptegrindigand sqi@tgted ronciiveog BupreensistingroblMe09, 17E6,
r Vi Ia

or S{fé)&ha‘ /%egj‘ﬁus %ng HB(E6 %59 FBSV]%IS‘?BS% (J cv,yclo-(Arg Gly-

erably
cyod\sp-mmrm\/l&%r) lEiBF@pP@fEkéﬁlY Vﬁéd/noﬂ\bégrln CNTO95, Abciximab

phar rmceutl cal Ly acceptable salt thereof, in

cortidexGlekALg-Bly-Asptlaike-Nivie-\alh ead esnesialipsafarably consisting

orhSYERABCA ISR DPHE AVl BB b AfirifckRTEgl paceptable

f orsatttherdof, mms:mhlahatnon withi atdeast@net eancelr eotirerappliic agent as
r|S| n 5 FU, and_ al kal oi ds, for

e ASCEDBR BRT1 Bie g RBY R le ihel o ralleting Ageolsnisk example
angighistin, GHliRfStabbites %F@B(Eﬁfﬁlé‘ 5G4y ¥r %g?rﬁiuf\é fods’%cgﬁl@tf‘lng 5-

ligand with the cancer cot apeutics spl a
andr Uadbaloids; wrammyemmlltaxeket docetdmeleaad e:lompaunds targeted

e B PO el P SERE SRR el oy

he%@m@a ROk Beaa@ieumabr(ﬂﬁmABL\VEt;FC vaxuﬁ@%/ TG dinhasd

neck cancer, onprisin adm nisterin | east one

spéErblttw@)nNegptuzumajm&pra rte(h!ﬂw@m@umtmube(sytem@éand

ig%b% Arﬁ# gr}g(gf@h ’gﬂbp {]??@% r%‘?éé ;ﬂ%fjgra%{?r%dé‘ @feequocal

fr cnadlbthergppas desesbed ihegeinf ahd/BBfbidatichs tHéteiifl n,
%g#e(rr Abci xi mab, P1F6, 14D9. F8, CNTOO5 an

igdis@ GomeRiatipRfatieagtone aiylating @g@nbmrgferably

Vi

" 3, SRS AT R0 facpppa o

pr eddiotiErgpy assdestcringd bierein. Addltlonally preferred is a combination of
. o- - 3 y- Asp- DPhe- NMeVal

ohét Sras ol antrgStBbelib: somerisubi S ho Aegadiatherapy, preferably

COH‘F@cﬂéhél@G f%élh'aafoth@t%‘b& Y Ge&AiBeq herein Al e c’g preferred is

agent as described herein, selected from conpou
t alegearabinatian of at leRSFoneRiRHOIBCERNPYIEIDE, padiGhe| andboetaxel, and

VE f I | ected, f ' b . .

(r eURineDR B AT D TRt BB TP AR A descrived herein.

Ni FPoefeziethit.a Sorhbirditioh df Melestone)alkyl Sy hhBhP preferably
comprising cisplatin, at least one antimetabolite, comprising 5-FU, and

radiotherapy, 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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(Sutent(r)) and ZD6474 (ZACTIMA(tnm)), and
radi ot herapy, preferably fractionated focal

WO 200901128T apy as descri bed herein, nore preferedl/HP2008/005831

50-70 Gy, in fractions of 1.2 to 2.2 Gy, preferably
about 2 Gy, preferably appl_irlr%?_ on 5 days per week.
Especially preferably, a co nation of a specific
integrin ligand, at |east one targeted conpound and

r aciboubeixapgekss diRwE Ridrembod 8\Gy psr ﬁfﬂ@ilé@q:’rel‘érably, the specific
fracti onated focal radiot herapy 1s appli

r eé'?.i@@t"nthgabﬁeﬁ Administared év a tigred edm@tr@mm as descnbed herein.

e R ] IR oy b o By RSE DS RENR R it s
pr eirefepdbly aﬂ%h@té@dgw the pafuemahla/ddﬁhg\awdm a Weekly
frations of 1.5 to 3.5, rmrecgreferabl .8 to 3, e.

g. agpyistratien sshemenrs desepedindhe mmydwéltreatrpem aag/or
Of a@lﬁr@Hktr%h?ﬁ%cP%&bl%B d@s@ﬂﬁ%&‘?@’elﬁ days a week,

Anot her preterre ect o e I nstant invention
relates to a nethod of treatnent of netastatic
adm ni stering at | east

o AT prTerr K SubieRt o1 b nstiRE Mueplioh &7 aBrs tosa medhed of
On@re‘éﬂﬁéhf bPlonHyeQBYéhééogﬁé‘éb 88d %_%;R icbREgr %%hfpr[;’.rgven

nor e pre erab east one specific Int égr
seladmlelatermgmt leasigone ppedific integniny ligand, MB06: pief&@bly at least

)élsn(plglc ﬁ%dqgﬁg l’%@_&ﬁéﬁ%s%cr@gd)aheré@}?%vgpé?g%w egera%fly a
v ts stiflc imeqaniiganG¥ERed R0 HeGRuATbnsisting of LM609, 17ES,
cyc DPhe- N\Me- Val eci al

t@mwg)egﬁle Athxmapr&F‘ﬁ,. M%&F@QMT egamasqyclo -(Arg-Gly-
' n%s#ﬁ%ﬁﬂ?fh‘élgliec\lélﬁg rgg% éﬁ?%%bg){?ﬁ? X, e {aé;m"i‘“é&%s% Abciximab

ceu

Coahdr@tld;(Armey-Atp-lm%tﬁé -NMe-Vaiinand espebriligpeefersbly consisting

agent escri bed herein eferably sel ected from
aI @P@Pﬁg\%ﬂhﬂsp PBheeNM@Sdaé) angkar 8 pivaRmacautically acceptable

n%ﬁ&ﬁ‘@r‘é@?ﬁﬁ%oﬂﬂﬁﬁéﬁ&fﬂntﬁ Gt Z\%i& loﬁ(eetfa‘?{cgp E}S}h%lr%peutlc agent as

I'nation of at one ating agen
cod‘esmbed)hemlm rpreﬁetablyhhr@qayancmrefoﬂna’abguﬁc age'ntsn stledted

o LB NSEA B By S SEp B oI T el 5
ad Flﬁbﬁé&hﬁ%a'tlﬁné coMBrif5IFY, Sérfcﬁékgfbld”’ss fgﬁéﬁ?aWB%dpachtaxel or

her ei n. the specific integrin liga
cydp@ei(axe!;Jmnyetasq@i@madmm/aeqk camcersth@r recﬁrebmam;z of a specific

@Féﬁriﬁé%ﬁ? &&hatﬂsoc%%tc'e? coth'epapaeu ICS%%SD%P n, 8 Fl.?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, 17EB6, 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



schene as described in the methods of treatnment and/or
adm ni strati on schedul es descri bed herei n. Anot her

wWpe@bet2etd subj ect of the instant invention rePCE/EB200%005831
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a method of treatnent of netastatic prostate

carci noma, conprising adninis;ering at | east one
specific integrin |igand, o e preferably at |east one
specific integrin |igand as descri bed herein, even

NDIeRpRERIIR prdfeYatily ©OASIstihg dfBtélgf(wﬂgJGIgﬂ%-@?‘h@?ﬂﬂéVal) and/or
fromthe group consisting of LM509, 17E6, Vitaxin,
Abé&gpharmanssiticatinacceptable saligberanf, onommpbinatidn with at least one

CY Rk EmE R RS ¥ e BB P pormpounas
A targedBiaindVPDGHF,) PDBFR, SBFR|, #IEHGF PWEGFRBhd/or VEGFR2,
consi sting of cyclo-(Ar DPhe- NMeVal ) and/ or

g- dy-Asp- )
o PRaleRalY selecitd {rom Bepreinu@abAriuNIAB \BEF . Ayastin®),

L . _ . : Cie
2 gt U ), N2 GiBLC S0EREn BONEEPRRSY, siypinio
al ngmm’@) ahd;ZMﬂo(ET@'ﬁﬁ\&AMeEndmddipﬂiééépv,xmb_ {)eraply
tibiotics, for ex e doxorubj ci ne and epi rubicine,

Zﬂ&rwpnﬁwesfoaﬁﬁfagmaﬁgmvsq% sscslbesiherety r@&rgrﬁfpéerably 50-70

t i f i SGHd :
ho gl B 1 R0y el B RS S BBl avpied o
adi @ﬁ)@t peredeek Espaarlly preférablyt aatdnobinationl e arspeeific integrin
LS80 iR bl 30T s 88 ey aprdpscid above
adig applieyed to the patient in a dosage and/or a

weekl y adm ni stration schene as described in the
nmet hods of treatnent and/or adm nistration schedul es

SCSEAARAS F A00 B3Ap PSR bty rtesases

i 1 paelieedblp braiprraétistases ¢frathbytatdartyseas described herein, it
[ rradg ation or, Eﬁrot{aggl actic nediastinal irradi ation
coRpPiEEablY cansish QtabouiL oo 425y matespetarably 3000 ow.

: ; gg%‘%raaﬂsl?E%Iiw?ér%quga?ﬁit%néltof'ﬁ@% 3@%&%%5&531@@%@ e.g.

escri bed herein, éven ndre prefera
spabofit 2 Gyhoegbout 3 Gyapdefeeddy bedr & penotdaf alpowti three weeks,

consisti of LM609, 17E6, Vitaxin, Abegrin,
AbEF%éF%F&%Féﬁyﬁé? WERKe. F8, CNTO95 and
cycl o- CArg- 3 y- Asp- DPhe- NMe-Val ), nore preferably

Vitaxin, Abegrin, CNTO5, Abcixinmb and
cy AnethierrpretariedsgbjecirpftheiNastaat inveatian eelptasi tal a nethod of

pr ?rfeg{rﬁghty ofclgglsé.sﬁtiicnlg\aﬂfgngl){tcrlngl'a(n%rnga',%cXﬁpAr?éfﬁg administering at
least one specific integrin ligand, 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, CNTOS5 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 sait 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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DPhe- NMeVal ) and/ or a pharnmaceutically acceptable salt
t hereof, and radi ot herapy, preferably fractionated

wo owal1028di ot her apy as descri bed herei n. The nRCTBP200$/005831

prophylactic cranial irradiation is preferably applied
with respect to |lung cancer Egreferably smal | cel

| ung cancer, even nore prefg? bly small cell |ung
cancer in conplete rem ssion, preferably after

chegnidseriped hepsinOPrefar4HI¢ al co‘Pﬁ&ﬁSﬁéﬁ %F’at I er a%'&‘ﬂ@leﬁfng agent

prophylactic nediastinal Trradiation is
apm D@mbmatwnrwttlpe@dlomrammg)re&naUy frauuoeatmbﬁoeahtad)otherapy

corp deElbed HeRe R SinisRe PLe Pl ShE speiy nfeaginyigand i

af bamifiRRITel e baedBENIRISTHIGH 88!deREABES Wefdin. Ifrﬂhélb?ecufc
of the above given nethods of treatnment or neth

pr dpagrindgacd is exee4Araly-AspridRbie MNMielabt itds prafetsbly

P Seinkisly 1 BT LB MRS EoR agmipppratin
adsthemeersdesuriventin thowethot S ef Beaimest drid/bPadAISHESon
descri bed herein regarding of the specific integrin

| i §ahedwos dgseribed bELRIMsp- DPhe- NMeVal ) and/ or a
pharmaceutically acceptable salt thereof, preferably

of cyclo-(Arg-d y-Asp-DPhe-NweVal ), the armunt s of

( abmothergieferedsulfjetivoft the Itantipventidre reldtesntiosd atetiod of

?ggggfrygg?g(g] n| tr%goon sg\@‘%lr%g%@taggm%fngmunt ) r%g'nstermg at least
t

Sy b s S

pr bganc bk Wesafibed beajnoeuvammoa:e ppeferably a specific mtegnn ligand

-y Seeted o e iBup chBs YR Bt Lt 17kel Viakin, Wbegrin?
cy Abeix{rAan; MEst@Plaedegs)andw m@cw-Asb BPhe-NMe-

different form or derlvatlve such "as

ph¥AhuBwIre preferatiy Miaximmbeasia, @é\lmassbbwmm and cyhle-(Arg-

Aoy REEiME, VAR ey K B1Rb cqnsisting of gyelo-(Arg-
i t GI;&AppeDléheNMe‘admand%rea eHarmaesutivaly rabcéﬁwbll@halt thereof, in
to % unt i ven above for the conpound

cy EPBBRHGNAKgh Ab sa8hRBS aREvaT SotHEraRRIC agente ascribed
Suﬁéi%fiﬁ dﬁl’%féraﬁly' ﬁé&@ﬂ JHH SiMdIABs ! for ek&mipl nﬁdﬁ@éﬁ?@l gﬁ’i

he production canment for the c ned use
a paclitaxel, antibiotics, for example doxorubicine and epirubicine, and

hormones 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



conmbi nation therapy for the treatnment of cancer, the
medi canent conprising, preferably in two or nore
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| east one specific integrin |igand, and a conposition
cont ai ni ng one or nore al kyl,ati ng chenot herapeutic

agents, and optionally at I'east one further cancer

cot herapeutic agent different fromthe at | east one

s peplekifie intigeidiligandi erire ppéferabla g léds@'@i‘nbf‘s%e@ifﬁ: iAfegrin ligand
nore al kyl ati ng chenot herapeuti c agents of b);

pr ésciegsripedhefeine ever mensdueferablya spesifigindadrin ligand selected

panien S irdlip EFMHES: {RePGir PERTViRR Abegin phciimab,

di IREtR6, y1409. A8 cONTIGISand clydloh(Alg Bl rash- D@hef-NMe-Val) more
treat{rent of cancer in a subbect conpris

admratesakly i\ itaxin, Abegriay GNEY étAb@matbﬁedw@@rwg -Gly-Asp-
or LN S0 o FEN S0, | SHtng sitlo- 008 cv-nsp-

optDI?n&}NrI]\ﬂe‘ofal) add101|aspbanma;:&M109ﬂmascéptgb$efﬁ|t 1Ihea$cbf, and

t t t

oS50y B epBH B o P bobo 5 oahihsd eren.
frome r'ﬂ@tl'ﬂilﬁo%roﬁﬁ?%cﬂb lEvafal lﬂ%dfdfi%ﬁg§ Eﬁove a?] gﬁghed with

agents of b); preferably as describ
belrespegtido bs‘pgacamerypmﬁem@@csmlaﬂaell turgheancenrsven afore

o PABEGSly 3PP B Gopodt indornplate AdbiainBEc Tl ater

abenenfifébyRlder sidices ﬁs‘deaj ks el &f!
par agraphs@m[rrbered [ '5] gnd/oru [84 6] , @h%gﬁ%q)n rt)ﬂr?(g)hg%tlc

I edRe¢ '@ﬁ@&'ﬁﬁf edjation is peaterably applias with respedt ffe ngngwcer more

i prrang saifel b8 Fantet BUeR bl SRal Plfie cancer
cym oem@Mg-réimss%rp preferablyeafiérichenidtRerapy and/or surgical
pharmaceutically acceptabl e dervatives, sol vates and/ or
salPfeCeaWe®of . [48] A method as described above and/ or
bel ow and especially as described in the paragraphs
nunbered [45], [46] and/or [47], wherein i) the one or
nmoie alilolﬁmmabo@e ghvenonbthoaisenfitieatmgat bs metkods ofipfophgthctic

ond a2 BRE Rt ePthe SLiss opeiaReciminfas igand i

t heréferregast one speC| fic integrin ligand of a) and
fromthe one or nore al kyl ating

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



chenot herapeutic agents of b) is a) as described in
one of the preceding clains, or b) is radiotherapy.

wQ 2@p/of28et hod as descri bed above and/ or bel oWPEGIFIEP2008/005831
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especially as described in the paragraphs nunbered

[45], [46], [47] and/or [48]n wherein the at | east one
cancer cotherapeutic agent - Mferent fromthe at |east
one specific integrin ligand of a) and fromthe one or

norcaptabi@baRg ahl SENEIES TANE spedifi8 MteghAh ligank Tyclo-(Arg-Gly-
sel ected fromthe group consisting of

chéai-REheNMe\al) isdg drer adminjatetaskioctheqatient, it is preferably

[ ' t radi of . d

| o bRt i SwBlBL BhubBie o R A auE it Sb6Ve 7 the
|sleAR-CheAst hée- hsyghunber ed

Fa?]‘om;?d}lé}d @’[&;4(‘%5 [f%gwaﬁgf%f [ig?égﬁzggspgg]iual ly as

descri bed in the paragraph nunbered [49], wherein the

at | £pfor Y1BIGERRF Bl FRIAIRIARSHbhGsa0ent of ) being

er ent e east one specific integrin

| i §45]0A ofiethpd dodthier produbtioro ofa eieditament forlthé icBthbined use as a
chenot her apeutic agents of b) is selected fromthe o
gr &95‘%%@’%% eﬂi@%?mit e deatpenterbernnercthe mgdicamentigomprising,
t Nafefehdbifin hig e nadie 8GRI ierady Rfifs) |1 gand and the

one or nofre al kyl ating chenot herapeuti ¢ agents, ii)
cytaot@npasitige costainingratiéast aneesprcificciategrionkgasak @ntli ¢

i [ d d th al kyl ati .
cnérgrhapstigt BPolionhe o more AwatBe hemmphnauiagents,
t hamdtdiftionally @@ fdast BReFORRES é&déﬁ%%érﬁpéhﬁ@ﬁgeﬁﬂ;ﬁg%%?\t from

one or nore al kyl ating chenot herapeutic agent
i vthe atilegshenaspecificdotegriafligand f iay andrfeerndble ane or more

doailaly SRl diiCRed B uTIRTABY 3 Bserines goove
[ 4@8hdrsrdietow (o] esputigies deddribedsindsifeCor ek bftHdgaragraphs
par ag{ aph nunbere wherein the at | east one

497,
P Bt e ol R 4] abd ek Rarmraphs Giiect GEHIhGEbo.

[46] 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); 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 aBs inhibitors, and most preferably cyclo-

(Arg-Gly-Asp-DPhe-NMe-Val), the pharmaceutically acceptable dervatives,



| east one specific integrin ligand of a) and fromthe
one or nore al kyl ati ng chenot herapeuti c agents of b)

WO 200801281 ed from the group consisting of one RPCT/EP2088/005831
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further chenotherapeutic agents, selected fromthe
group consisting of: i) EGR inhi bitors, ) cytostatic
al kaloids, iii) cytostatic antibiotics, and iv)

anti met abol ites, and pharnaceutically acceptable
dersohidte € andfot!siafts aheredf. sol vates thereof. Al so nore
preferred is a nmethod as descri bed above and/or bel ow
and especially as described in the paragraphs nunbered

4 - i . .
45k AGPincl Slad AFben M Jf ADBYESREERBLLNI S goscrves
at ih ¢k parayrapls nambeséd ¢4 51PRIG] hdAEEAT], WHerginent from
the at | east one specific integrin |igand of a) and

frdht ®REMEre @viatingchenothgranautisiaganis ae as defined in one
ag o C fromthe group consisting of
ongi?g'?e E&?e f'tﬁtcﬁgbg'c%@djrmt her apeuti c agents, selected

f r dgijthéhat lpastipne dursh ertdameot:oth’e)aﬁéﬁ? agéritkdiffexgat from the at
sel ected fromthe group copsjsting, o et uxi mab, )
PP RS ANRARECHY BIGHATAaANS otk AN el thePnset migragikylating
an%@ﬁ,dthgra@@gﬂeaggﬂg sfbyg of gefitinib, erlotinib

and | apatinib, ) Cytostatic al kaloids, selected from

t her)sodgsaribediis inegfdhe eregadingl elaimsnobt asti ne and

“teni posi(ije the group consi sting of vinorel bine,
iofh

vi e r§ & €Y -vi ndesi ne, the group consisting of

docet axel and paclitaxel, and/or the group consisting

of irinotecan and topotecan,iii) cytostatic

ani{4%ji Amethod as| desiceibet rabove randgorbglowarsd espedaliyf as described

bi oi n i .dar ubl o} oog Qe <
ot shRrEL e FRE By 1 e BT S
gr %réf?\r‘tﬁb_sét'lé‘&t‘%fnécégﬁél‘? chH{e?‘Sbéutic,Cé%@rgﬂ diﬂ@l'err‘lf from Lhee at

cyt osi nar abi nosi d and uor odesoxyc in and/or t
gr iegst opesipecifiegntegripeligandesfea), andefromt thexarte anmhore alkylating

o DEMEpelN¢ 2BRAl S bictda FREFRITGrofip sonaisting of
netchefhotberdpeatitierherits) et osicigents, aMiniisbtegRag eMts &gd/or

as described in one or nore of tgne par agr aphs nunbere

[ 453dipBT4apy-

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,

ii) cytotoxic agents other than the at least one specific integrin ligand and the
one or more alkylating chemotherapeutic

agents,



wherein the cancer is selected fromthe group
consisting of small cell lung cancer (SCLC), non-snall

w@eiob/okazsy cancer (NSCLC) and squanous cel | caPCBEP29D8/005831

10

15

20

25

30

the head and neck (SCCHN). [51] A method as descri bed
above and/ or bel ow and espeﬁiﬁglly as described in one
or nore of the paragraphs ndnbered [45] to[50],
wherein the anounts i) of the at |east one specific

| ntigdrimunhdtaricdcadents other thén ?l’i‘@aﬂé@s%n@%b@cﬁb‘ﬁt@%hh Tgand and
chenot her apeuti c agents (b), and Ll

nortbemetmnomw@lkmlalﬁegaop@mqtbementus ot her than the at
ific integrin ligand and the one or nore

aI %yeg'??ﬁagn%@ﬁénot herapeutic agents to be admi nistered

to.W)hedpﬂhegpy are as described in one of the

precedi ng clains, preferably as described in the
precedi ng use cl ai ms. Thus especially prefered are

Sn 9480 BB ol g Rl AL BRI g especily

I umg mmedomﬂ&ﬁbragmm namb@redi (45]] Fmr[umg[m aad/or [49] and

su ect, ref rag atient, i) cis in_or

ox BSPBEIAlN 4 RETbbd bt e paAGiaR numBRred 1ol bi ne.

'C'y'(\:/?héﬁrf b@%ﬁ%ﬁénc&r cothqr?p%técr agent ?ff?%enlt \f/r)on(]J1 the at

pr ééaa’tainieysrz&imﬁmmsaginehgand d)frna)rambtnblmﬁnlel gneedf moire atkylating
ﬁ%ﬁidtggr%gg@p |39§8 fétr @-bllﬁ%e%rx;geci} rom) tg?rrp%grflé)%&stmg of one or

corﬂm@n‘d&hé} chér‘nbthérbgéutﬂf‘ggér’{t)s %Ecm%gﬁkygﬁ? 2bAdisting of:

adm ni stered as the pharnaceutically accet
th@rféGFF{@hllabr%mot her pharnmaceutical ly accetabl e sal t

gytos\%tlctgs]ﬁ%lf) pectice compound i), ii), iii)

ady a pharnmaceutically accetable

Salut))cytdsta!idﬂaﬁtltbiaﬁds@dandt he adm stration of i), ii),
iii) and/or |v) preferably takes place serially or

conontimgtabylited, net hod of treating squanous cel |
S irEIEAG SRR R, SRTTRLS Bt oror
cisplatin or oxaliplatin, preferably cisplatin,
Also more preferred is a method as described above and/or below and
especially 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 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,
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,



ii) 5-FU, iii) cetuximb, and iv)
cycl o- (Arg-d y- Asp- DPhe- NMe-Val ), wherein i) to iv)

w@e@pre8er ably admi ni stered in therapeuti cal | RCT/EP2008/005831
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effective amounts, and nore preferably are

adm ni stered in anmounts as q §CTI bed herein. One or
nore of the conpounds i), ? iii) and iv) can
preferably be al so adm ni stered as the

phaiiy@aestatie antiviolies esabbRdFrdrh thé B%LRPEorQé?ﬁtlr?gS of doxorubicin,

anot her phar maceut i cal | y accetabl e”salt therof
r edpaBbicie, daBUREIn lepitubjcin and valtubicty, ang) i s

I bl | ' :
oL AR BB SRl BBl SobBlha B rpyract
pr efapeghbbineakposivlaratsingsidi ad arﬂoéroa@gammm bMd/oﬁ\the group
nmet hod, of treating small cell [ung cancer “( SCL

corRANSisting ‘Hd’fﬂmﬁ’tﬁ@@q rﬁ@etf‘ét@x%ﬁﬁﬂcbt&'t'tf exeask, er abI y a

g?gép har'rﬁaci%')u%%%h@cé&ftanéadoér%ﬁ\gés saht Shaid¥olvates thereof.

cyclo (Arg-dy-Asp-DPhe- NVe-Val ), wherein i) to iii)
ferably adm njstered in therapeutically

of ‘é&ﬁgw@ﬁemﬁ@esc&b@ drhayenns/er bplpy andespécially as described
ad ter g&gﬂ One or

rm??é%lgg ?h’ﬁg%éoﬁfp@u sgé afb'ﬁlsldrfiftﬁ cfé Bc{‘;?F @‘Q'pr ef erably

be wiereudthnendastoer éﬂjsdecteldefrcpxhahmgwm coatlbgmgiof: etallllczll lung

[ts th h h
e cehgsl BEER) ransAden el e BracasabBLC Eand sanamops ce
| i JcanBef f thiel hdad énatln@emsc@: armaceutically
accetable salt). In this netho the adm strati on of

i) and/or |||) preferably t akes pl ace serlally or

E@g]% i‘r?eglwl)%{ ﬁs\%égs;élnhgﬁ 00 &ﬁ]tq?ﬂag?r élf@@iﬂ?‘nncgglgggcﬁgl y as described
pr aﬁ enahﬂrynderheLﬂaragﬁa@hsdebéreaqas} to[50]t he i nstant

invention, patients are preferably hunman patients. The
s pIaEl hRTABPURISI) GEMesAtlea%ionmsRpaiic piearinligand (@,

}"?Ef R oY BP hiche hlatitp tho o ARL AREUENY (RSt
neml);dfehlne onesirahose fusther themotherapautic agents stheptheinethe at least

one specific integrin ligand and the one or more alkylating chemotherapeutic

agents to be administered to the patient are as described in one of the

preceding claims, preferably as described in the preceding use claims.

Thus, especially prefered are one or more subjects of the instant invention as
described below:

A method of treating non-small cell lung cancer (NSCLC), comprising
administering to a subject, preferably a patient,

) cisplatin or oxaliplatin, preferably cisplatin,

ii) vinorelbine,

iii)) cetuximab, and

iv) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val),
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met hyl ati on of at | east one pronoter of at |east one
MGMI gene and/or are having an abnornal |evel of MaVr

w@e@vein2g7 especi ally an abnornal [ ow | evel of RM3VEP2008/005831

protein. Accordingly, the invention provides

medi canents and net hods thai can be advant ageously
used to treat patients asso 44ted with one or nore of
the aforenenti oned effects or defects. Therefore,

sulitReéindf td NE ate §Péféiaﬂlyﬂﬁaﬁﬁhl§!éré§ irt ﬂ%r&ﬁ@uﬁﬁal@ effective
medi canment as describ erein and/or a nethod using

s aamqmﬂ$ cantbmore preferably madﬁmlstﬁre@m amaunts akelescribed

el O O SR Fatachrdha) B, ) BB Farttpegrraby e

pablmdmmtwewa@ #id pRarmescanicallghecsmbly saltd Peredf (8F as
| east one pronotor of at |east one MGVl gene and or

pa@netiies H’i’é’\?’“ﬁ@eﬁ‘i‘PQiWrﬂﬁCﬁﬁﬁblﬁ saltitheyof Nfie ieseeetice compound i),
esﬁf‘?lnae{r{&loral% ?\ a oRY rjnﬁt\.(@u c{%lly Wta%ﬁ«%gﬁfg)[]gaﬁﬂg Mhethod,

are Y rer erre
patheaadmistrat'bhem‘e) Sll)l bijieand/onivy peaferablp Qakwﬂladte%@ﬁaﬂyﬁ ar
in m)reﬁg bel ow. Met hyl ati on of the DNA-repair
geRBNEYN t%S/I guani ne- DNA net hyl transferase ( MGWI)
nore correctly call ed O6-nethyl guani ne- DNA
met hyl transferase repair gene or short MAMI repair
geAenetndseftreating squameusgell El:'hlhsereqfitgemeaidcand neck (SCCHN),

nodi fi cati ond has .been, asso g a fa abl e
o ShmpERla FiriREsEARd G bty el rebhia Attt o
types, cispritinasr &ddhgl@t.ﬂsmf&a{b@&% |afRo receive

aI kyI ating agents, for exanpl €, nltrogen nmust ar ds,
Wyl eBdiWi ne conpounds, al kyl sul phonates and ot her

ou al kyl ati ng action, preferably
ctggﬁ?(%%ngn rosoureas, preferably ACNU, BCNU and

CCIW bytqu(AaglGIyﬁwlsphlaPhérNMét\baM atin, cisplatin,

oxal i atin, cl ophospham de, dacar ba2| ne
BRim L v &

cawnﬁ P eto’ iy @,efarrﬁf%r@b%@dnnmgf%@ thesareusically effestive

7 PIRUAR, B brd BRTEHRINSR SamfiicRred [iFaiouhieas dbfebed
suheiejml Onatoe naore cxfdhe |cbmpdupdso) ai ki) amd i) cagepreferably be
as, t e zol om

su enoves al kyl

o SBpTUT BRI S e A Wesb Arerable s dheiat oas

nu

s ot 5

t hi8), iiland/ardv) is, alieadyalpharnavewisally accetable salt). In th|s method,
the admistration of i), ii), iii) and/or iv) preferably takes place serially or

concomitantly.

A method of treating small cell lung cancer (SCLC), comprising administering
to a subject, preferably a patient,

i)  cisplatin or oxaliplatin, preferably cisplatin,

ii) etoposide, and

iii) cyclo-(Arg-Gly-Asp-DPhe-NMe-Val),

wherein i) to iii) are preferably administered in therapeutically effective
amounts, and more preferably are administered in amounts as described

herein. One or more of the compounds i), ii) and iii) can preferably be also



strand breaks and m smat ches, which trigger apoptosis
and cytotoxicity [5,6]. The MGMI enzyne repairs DNA

wel200a9#)28T hus interfering with the therapeuti cPEr/ERING005831
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of chenot herapy al kyl ating agents [7-10]. Methyl ation

of discrete regions of the MMl pronoter CpGisland is
associated with silencing of'4? he gene and di m ni shed
DNA-repair enzyne activity [ 1 1-13]. Previous studies
haveiadi O .

he G, bRl el R A B ENDs (o asanother
metpharaaceutically adoetahla saltehénof df thenrespettice odompbend i), ii)

e bl Aisei4 haRedaiicpl otrioplrsall, fiSitiod, the
f 1 Q@nkistiBtiors BED MEAHd/oS S BretferdbifRiKesE6s SBASIMGY Ch

have been snap frozen at surgery. The Methylati'on

sp&ONcOMitratly.anal ysi s can be easily perforned

according to nethods in the art. Preferably it can be

performed by the Method by Hegi et al., NEJM 2005,

352Vit 9 gt B the metdritlihwswtion, BBbjRetS @aﬁh RRFRId to administration)
r

successfully been used in aPhase 111 i al "assessing

t hargpreferally bymarasukjeets. a subset of the patients
(tissue available): DNA extraction and

nmet hyl ati on-speci fic pol ynerase chain reaction Genom c

DNAVitls respechte thd instarmrisveritionypatievitafdre prefecablgMuntdn patients.
gl i obl astoma tissue (Ex-Wax DNA Extraction Kit $S4530,
Chem con) (proteinase digestion |asted a maxi num of

5! Thecstictiic it idARR I uid decafind R WEifedlfon T

i n sarprigingly shbwaa advaiitagéolslyimproned sffédtidrepatiehtg that are
mv,_hyd i f] h t 55 d then.

R AR PR metny Tt S8y &, af adh8 4 padialgasomplete
UnigétRylatiba &f @Y et E’oﬂ_eepgéhdi‘@rt of étﬂe?%i})&ﬁé RIGMIT gene argd/or are

counterpart, is nodifi i nto uraci y the treatnent.

Théaking3n abnermaljevelfaf MM T ptataine especially sa@abnenmal low level

(P | Ly - P . | m sano
W MR RRSRTE cordihyy e b R 858 me el AiE and
camssthody tiskticrt beradabstayaolsiprusedtte treat patibats #dsociated with
sputum Cancer Res 2000; 60: 5954-8.] The results can be
coRNErfgnoieotthe afataraentionedsifrgts ReAefects.art i ng wit h
rei solation of DNA fromthe tunor. The PCR products
are separated on 4

Therefore, subject of the instant invention is the use of a medicament as

described herein and/or a method using said medicament for the treatment of
patients, wherein the medicament is to be used in the treatment of patients
having an increased DNA methylation status, patients showing partial or
complete methylation of at least one promotor of at least one MGMT gene
and or patients having an abnormal level of MGMT protein, especially an
abnormal low level of MGMT protein. Such patients are preferably referred to
as "methylated patients" .

These subjects are explained and discussed in more detail below.



percent agarose gels. The investigators who sel ected
and anal yzed the gliobl astoma sanples are blinded to

wW@R0i09oka281 cal information. Alternatively, it CBECI/BR2008/005831
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performed according to the nethod descri bed by Donson
et al. in Journal Pedriati c@ijﬁood Cancer, 2006.
According to Donson et al. e MGV pronoter

nmet hyl ati on/ met hyl ati on status of the MGVl can be

advaetryurRrsdithe DIRAFPSH g@ﬁecm@imhy‘lguémﬁgf @NJAOW' ng

procedure: DNA Extraction and I on ecl f
PolpetyHdeansteraise (MGNIT) o'notaanonrectlmallecbOf‘-smthylgdahmDNA

S v e,
Vals@l@ﬁbm Chhis % R&tidodificafioR Haseth assdcitRe@ith a favourable

i sl and o t he gene are determ ned by nethyl ation
spé}fpgn@S@@RpaWn@ V\atfbef@@urdéffer@mb pa@@erdueﬂs csych as glioblastoma

oy NGB reienteh Y B e, 1or SR, W il myataras,

PCI%tWJéhelnﬁme confrogdsraliyl QlNﬁhbﬁat@SrmidJﬂstﬁér vbinpounds with an
final cone. M in a volunme of 55

So% d?%rgcepréf@r%blxlﬂehqt@d froannitiosoureass Preferahly CNU,
n
P o B QU SO CENG bt by B B 0l
Dl\b@ycloqaansppalﬁ]dn dacemazlmacanmtme nfoéﬁ?r)udé’éiﬁd lemustine,
f nt, o .
P oneRorB it g AlrbtaaReapr BABPBI PSR, APEAIGIng. there is a
r ege@nonms BtivBBA MGRFOBRIASter E@H@%ﬁléﬁ tﬁengmeQ rate and

tenpl ate but do not discrim nat ween et
an@engitivith jo atkytatingl agents, sichras teseopolomide. l]'stw\/lGMTrwzyme

votove8 2k s i QS Ryt Shailahid; 1081 g number of

MGdhehrdkerapRarenssd DNK SOPRERAREmMottieraphriidiiced
M x (Fernmentas, Hanover, ). The PCR anplification

pr @W&ivorﬁdeagﬁgw& dagage indhedumor gslie ingluding RNA double

bttt oSl Ao 501

f oIﬂhmMGMT] emzyﬁm rephirs zﬂNA)daﬂi@geq nh@&ﬁwtéifermg wike the
us PCR reactions. The s

-1 PCR
Siprapetiic effertt chenuathaiapy ARUaENGROBN R0 Methylation of
d' ldicreR regicnsbrark WGW Pro?ﬁ@@z‘?c?pcg’ %ﬁ%ﬁd‘,s‘gé‘éeéé;biated with

primers spécific to nme ated or "unmeth
silencing of the gene and dlmlnlshed DNA-repair enzyme activity [11-13].

Previous studies have indicated that 30-40% of GBM patients have
methylated MGMT promoter [1-4].

The MGMT promoter methylation and thus the methylation status of the
MGMT can be advantageously determined using a 2-stage methylation
specific PCR analysis on DNA extracted from tumor specimens, such as
tumour specimens which have been snap frozen at surgery. The Methylation
specific PCR analysis can be easily performed according to methods in the
art. Preferably it can be performed by the Method by Hegi et al., NEJM, 2005,
352; 997-1003); the following method has been successfully been used in a



tenpl ate are used. Priner sequences for the stage 2
PCR for the unnethyl ated reacti on are MAVIT- st age

wQ@2monvesd, 50- TTTGIGITTTGATGITTGTAGG | | | | PCT/EH20889005831
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and MGMVIT- st age 2- Rever se,

50- AACTCCACACTCTTCCAAAAACAAAACA- 30 and for the

nmet hyl ated reaction I\/G\/IT-st‘é@%' 2-forward

50- TTTCGACGTTCGTAGGTTTTCGC 30 and MGMI-st age

2- TP g;@gg I ;
anmplifi cgttlﬁ?n pr ot ocol for sStage 2 |§T’3§sa %oﬁégm%ith%gg&ents
f o(tigfuendvgilabtedn denature at 958C for 15 sec, anneal

at 628C for 15 sec, extension at 728C for 15 sec for

40 cycles followed by a 10 mn final 728C extension.

DNAD N A SR tPE tiGH ahd'ﬁ@tl‘lwﬂﬂBﬁ%eﬁﬁf & gt %ﬁ\%rhge \ehal? reaction
with Sssl nethyltransferase (New Engl and Bi ol abs,

Beverly, MA) is used as positive control for

ﬁ%‘*%@%ﬂoc@b%@a&@ %%s% etgvgﬂt é%% UbRES B:rnsf%ndhoblastoma

rrettlbsbet(esa,vzabk ONA Bxtraltiofl Kitts453RChemreh) wro&e'hﬁagé Higestion

is directly | oaded onto 4% agarose gel, stained with

et taied A RSB Qffix boyrs Dglédsmveturgd with aﬂﬁiwm hydroxide in

St
kn%tv\)llwab ta‘#] ?J é{nqsuc etaetﬁprﬁéul e'(;‘?gésjatﬁﬁér& ﬁ,@‘, ?f,360 ul
cor(4 &l Mtsodiurarids sifite arsd IZOathh)@fnocﬁmmane)efcmfabyms at 66°C and

S A S i AP el
Me SR8 cRRIAE N nbfﬁé‘ﬁ{e%ﬁﬁfedoé&g%ﬁfart is modified into

met hyl at fon status analysis I's perforne
f r ozacil by thetreatmente ThetmethyatioMapEcifiet m;lymewse shaihuesaction

larl.y be.d i ned
of TPREY & BRI rBSa TR s WhHIRE hptatdlh PEIkake WASRBRAS KK
”E@adc@fﬁdmios(fsaétlél P"ré’d‘i@l%q Qu’@ecé?ﬂié? b?'dé(eé!ﬁ{d“élﬂ)éﬂréﬁ promoter
None of the sa es showed

mf;/thazaﬂ@n m$ﬁutumc@ﬁm@t%e$@9ﬂm69:5 ngﬂserved rray

or 00 e G s CAAAREG aivinpepedderEspRafit AEF win

purisskrtionidf DNA floen tied &IMdN G’fﬂmevm@Rf‘@bdnafst arel separated on 4
met hyl ati on of the tunor ronoter can be

r e PSRNt RGAresn gelsi Ihe b@,‘éﬁs\tlsﬁtqsﬁ Wip seleeted apd anglyzed the
|
e oBfasBing affHicd off pffed &' difciflicd ilhato. e

patient who is treated with tenozol om de and who's
sn#etmatizely, titcar bé petforned racyriing itd tHemetthey desérilsid by

I'n four out

of
Donson et al. in Journal Pedriatic Blood Cancer, 2006.
According to Donson et al., the MGMT promoter methylation/methylation
status of the MGMT can be advantageously determined according to the
following procedure:

DNA Extraction and Methylation-Specific Polymerase Chain Reaction

Genomic DNA is isolated from snap frozen tumor obtained at surgery
(COMIRB 95-500) and GBM cell-lines using a DNeasy kit (Qiagen, Valencia,



the six celllines studied, partial nethylation of
pronoter is observed (Fig. B). The results show that

we@p/o1n8pure GBM cel | -lines, partial M3V pr OPGI/EP2008/005831
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met hyl ati on can exist. Fig. A PBL MPBL H 145 257 271
273 281 387 391 405 410 434 g§U uMuMUMUMU

MFig. A Methylation status '® the Mawm pronoter in

GBM bi opsy specinens, as determ ned by a nested
netdy). INA fﬁnétﬁ?@tllf)h(‘pa%ﬁl@ﬁﬁ@ﬁé- C lah@Bfiee WEMT gene are

peri pheral bl ood nphocytes (PBL) is used as a _
cortetemingd bryrmetm{attqmmce&c l(e@larT smmadu(e))nvolveds chemical
SNSRI TR BES, BN R B RS o Totomes

( Mby @ Agsteal Moét&gémRSW]a OmOmidrygrare of DNA iPdehdt@red with
PCR A 100-bp marker | adder is |loaded to estimate

nolS@diMrahydraxde finaliconp &8 Mhin a ¥plunae of 85mhand-supjegted to
" il B8 gy 8 HOLEMBEIM Biurie and

rreth&ﬂthgmineqmiaohé)' for HGR?malﬁlﬁaC And&l@erbpuﬂﬁéd( asinbatflﬁelvizard

is to, estimat e _nol ecul ar size, as _shown on e

| eéﬁégﬁ%ng{a Sygtedn ?ﬁﬁﬁ“%l@%‘i‘@@e\é\ﬂhipﬁﬁ I3 esEPIped to

ab i L oL ] . )
or ol 8 JEDp ANt MOMTRedti inélfting 83fdHion of the Cpe
pr eighqiromodér regiponde primerksdcagnizg thgdisulfifelmddificBhiemplate

e e R B e RS RS S os P
MOEqBhEed asedrh M@SsthgéB I\%%Bliﬁ‘c%ﬁ%ﬁ &fthémff’?e as follows:

e
entzl\xmatic activity in atients that are tested as

patMeMIsstagenl -fgrwardr S9eERATATCH TEGGEATAGER 3 and MGMT-

te ] ' \ at,ho .

or 16, TR AR S L ARA LR AR e R frastsr M Fggments.
netHurbvenavB)f The PCR unglifieatiorepradcolfoestage £iuad follows: 958C
sui tabl e accordjing to the understanding of the ones

skif9n E4min, e deraturgal IPGorhseeanneal aheddfy fer 4 sec,

2R 3728010998 S 6 ARSI, Y B B RIAEERNY,

anaitension.A25-ml volume is used in all of the PCR reactions. The stage-1
PCR products are diluted 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
unmethylated reaction are MGMT-stage 2-Forward, 50-
ITTGTGTTTTGATGTTTGTAGGTTTTTGT-30 and MGMT-stage 2-Reverse,
50-AACTCCACACTCTTCCAAAAACAAAACA- 30 and for the methylated
reaction MGMT-stage 2-forward 50-TTTCGACGTTCGTAGGTTTTCGC- 30
and MGMT-stage 2-reverse 50-GCACTCTTCCGAAAACGAAACG- 30. The
PCR amplification protocol for stage 2 is as follows: 958C for 10 min, then
denature at 958C for 15 sec, anneal at 628C for 15 sec, extension at 728C
for 15 sec for 40 cycles followed by a 10 min final 728C extension. DNA from

normal human lymphocytes treated in vitro with Sssl methyltransferase (New
England Biolabs, Beverly, MA) is used as positive control for methylated
alleles of MGMT and untreated DNA from normal lymphocytes is used as



patients showi ng partial or conplete nethylation of at

| east one pronoter ofat | east one MaMI gene. They thus
whelogy2sd the coll ective of patients that canP®GEEP2008/005831

especi al | y advant ageously treated by the nethods of

treatnment or the nedicanments according to the

i nvention. However, such teéﬁ§|ques, e.g. the nethod

descri bed bel ow, can preferably be used in concordance

Wi triagaive 'c%ﬁh@f‘for'rﬁé’tﬁ?h‘té’c!‘ apeies o’fmﬁﬁ‘ Bt BERMEEtion (10 mi)

status. Chenot herapeutic efficac e ability of

che&dtrnetlsamdted cmtadl"/c agerosm@el stainrie;:l with murdluraltnsomngie and

o1 SRy RELRL i GRS o el AGaBis b Be hctormed with

5 Ce|d1et%©ahfknbywhhrtﬁé%t tchﬁ)% tH@'rﬁé‘th%HéWNéﬁlhhélMeler correlation

distorts the DNA helical structure prevénting
t r @nsstafisticah significanga analyses, fqrremmewsmg the Prisro statistical

SOOI LB SO MRE TR, S PR, ce e

%mbbgm&m DOHOMRtNRETrBSfer S8 pRInGter Mé’ﬂWl)atnah%t?atus analysis
known as 06-al kyl uanllsrﬁe DNA- al kf)/ltransferase ( AGAT) . y

Thds Pedermes opaR, Ee7arlissvie oitbe RasEnts. NGB meshyjation status
t t
0 coRB PR BRI R o e rRee R LR ol M BfertE ne

M3gampies tested éal MEMT @rdﬂ@tér@ﬁthymloglmawsmroved to be partially

¢ naRethifRtes TFiagAL NARE oF 1 SRS Shonas FogBIRie BrRinylation. The
pr @rY&ﬂﬁbl@ﬂe ﬁ?&ﬁﬁéﬁbﬁﬁb@éw@% y Metdid t%t %r%ﬁe#bg%ﬁe.ty

shown severa I nes of evi ence to ay a rol
gemf ltéaqmgapenplnerad: bldoddynfrtphpeymesandvjmr vasmmintugﬁri-‘emwmpanson

15 o RUORRR e Hpledivi Sk BB rarlifn s il fbreotdne tumor
W}?N&I\/ﬂt briméter exh ®e REpbASILILIRS tﬁ.B Qibséhmiowmdin%%datmg the

t o a guanosi ne, occurs predonm nantly in

cyth@MTep@mﬁEﬁ eﬁe{tnﬁﬁtlgaétatuégf 6r{sBM eelbtnes, areludiggcell-line

ST LBMMERL Y & oA OB yEBE 68 pomide an

i mwho’tt snap Woeen tomionyd altsommafl}fze'a intieg @bat/@fsl/udwgn P\ out of
I ead to transcriptignal essi on pressi on of

20 *thesi callines stistied, dastialdnethy VRSB A BMosP abgeaved (Fig. B).
no"l*?ne%ﬂ@%ﬁ%*v%éf’é\/% ngnﬂ'@r@"BM de JPW@%QPAT promoter

G. Hyper et ation enes encodl
enmetby;laban caera»estas
Fig. A
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markers for predicting the clinical response to
certain cancer treatnents. Certain chenotherapeutic

wa@aos287 ncl udi ng al kyl ati ng agents for exanpP&)/EP2008/005831
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inhibit cellular proliferation by cross-|inking DNA
resulting in cell death. Tr g(irrent efforts with such
agents can be thwarted and resistance to such agents
devel ops because DNA repair enzynes renove the

Crasg-Al ME?{WI&?JN%M@& th'e"M@ g?c‘;mbfb? ﬁ@%%bﬁé&ﬁ specimens,

side effects nost chenot her apeuti c drugs, and
i nea‘Sfdmermmdsts,/ afhestad meith)dam;g‘espmlf ¢ RGRassay. DNA from

Podkdzy ahe | h ‘
! CERTEL bRt hdval Blediv iRt s (BEL YIS iedd B & 5Bl for the
U SnniRsthyiatéts MGNT8R01eh @9), eABImAREAR el ke DNR from PBL

chenot herapeutic treatnent of a cell proliferative

di SRRy servegasd pesitive cantielifaothe gn@ihwlat@nam%w promoter (M),

chehRaleR . o s @R RBRRAIToL g BERF A 1088 mBlicer tacider

al kylcaideddoagtiniate Motediasige &4 ehdvin dattAE NG aEAIRNL).
and conparison of the nethyl ation state of nucleic

acid encoding a DNA repair enzynme froma patient in
ne treatment with that of a subj ect not in need
of tYeatnment. Any difference is deened "predictive" of

response The nmet hod, however, offers no suggestlon of
how to , = =W t h
an unf

al kyl atj ng agen ckyeri noy Ot Py Lmder

the tr
Tenodal
adm ni s
i m dazot etra2| ne derivative. The chem cal nane of
tenpzol om de is 3, 4-

d i Irygirk-Metryidtidn statusodfithd AMGMT frodiotasinGBMeeli-live |-asa

d . .S, . . , 260, ) h
(o BETited DY ne R oA SPECItEGR #5sHy A 100-bp marker
Mrléadeﬁs dtlednb dstinkfte PhoIBBIaF iz asts%owd% Md %Zt ale (L).

Al kyl ation (nmethylation) occurs mainly at
and N7 positions of guanine. Tenodar(r) (termzol om de)

Ca I ently. indicated in th tedSt
ron MEHEENTL BrRblSI etk et Ber b e ddT e Meyt in the
dI agijoybfgbtomastuaie smdv&mé MOMTameB/laticistd 96 basiicebysful
anapl astic _astrocytoma, i patients at first
predictor of response to alkylatlng agents [1-3]. This technique has
superseded earlier techniques of enzyme activity measurement after it was
demonstrated that MGMT methylation was the main cause of loss of MGMT

enzymatic activity in GBM.

Patients that are tested as patients showing MGMT methylation or that can
be tested as patients showing MGMT methylation, 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,
are to be regarded as "methylated patients" according to the invention, more
preferably as patients having an increased DNA methylation status and/or as

patients showing partial or complete methylation of at least one promotor of



rel apse who have experienced di sease progression on a
drug reginmen containing a nitrosourea and

w@e@eatd28zi ne. Tenodal (r) is currently approveRGTEP2008/005831
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Europe for the treatnent of patients with malignant
glioma, such as gliobl ast orrﬁ gul tiforme or anaplastic
astrocytoma showi ng recurre 2 progression after
standard therapy. According to the invention,

al taneadtion MGMTWE?%@@E@!@&\BQG tRE @¥Rectivetof gathts that

of met hyl ati on of ene i s assessed by determning
t he:anemeesmmm/admmiagenuwm tegatechby ¢he methedsi of treatment or the

- vap§ s iEnts gfforaieile FRIMENEIT S o7 et erabl y as

described in nore detail bel ow Assessing whether or
not the MGMI gene i s nethylated can be perfornmed using

an;}"%?‘fﬁfd SKefo {RFNNiusFs exkithe aeethadidescibed be&ynrﬁqm@ferably
o2 bl R EEAAA ARG 8 Mo AERn eabRiffe wom

by séituendt et aL, J. Natl. Cancer Inst., 9 1:332-339 (
1999); Belsinky etal., Proc. Natl. Acad. Sci. U.S. A ,
95:1 1891-1 1896 (1998), Cark et al., NucleicAcids

Re%her%@th%?%&elﬁﬁggff g&%ﬁ‘iﬁ 85@ 'iynﬁg‘( ﬁérﬁbthéz’ éWt&%Hdnéﬁ@%mor A

9821 I ong and
Nu cledls svithoutl saBsing lethal ﬁﬁﬁﬁezﬁw desEnds, orcdrlgy sélealivity. One

GO itiEN Rt b, iy DSl ™, duse e deith by binding to
Ci tradA hetieh Btra&ﬁxraW@u&&ﬁf@tﬁw@bn?\fﬁélﬁabé’tru&tﬁé Sna%ntmg DNA

Met hyl ati on- speci f PCR (MSP; Hernan et al.
Natransgggatiorsand tltacmlat@@( In agarmjz:_eusgmedzgmagmp actlon of

S o hibnts GRGL Lo Rl 04 PRA b2 SringBiss. in
U. partiatiar M‘m&hY@hEnWDNASMWIﬂmfe?é%e @@QQAT)L&I% known as

Pat i ssued

0" Alsyioangs- ORA-alky Gansterans (AGAT)280a leveh ok MGIT varies in

oty o4 A8h e eyt i 8 fang

r eMGbIcis redtrconamodlyymatated or tbleted:t Rathar, low Ie_t/elsuif MGMT in

AT R @hﬁéﬁé&@ﬁﬁ&@%ﬂrﬂaﬂ

o5) ARG DR EqfAa AR MOME ihe ang prverting

al lexpreasianyobM&MTbut not
Methylation has been shown by several lines of evidence to play a role in
gene expression, cell differentiation, tumorigenesis, X-chromosome
inactivation, genomic imprinting and other major biological processes. In
eukaryotic cells, methylation of cytosine residues that are immediately 5' to a
guanosine, occurs predominantly in cytosine-guanine (CG) poor regions. In
contrast, CpG islands remain unmethylated in normal cells, except during X-
chromosome inactivation and parental specific imprinting where methylation
of &' regulatory regions can lead to transcriptional repression. Expression of a
tumor suppressor gene can also be abolished by de novo DNA methylation
of a normally unmethylated CpG.



nmet hyl ated, cytosines to uracil, and subsequent
anplification with prinersspecific for nethyl ated

wa@ergs2snhmet hyl at ed DNA. MSP requires only snedT/EP2008/005831
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quantities of DNA, is sensitive to 0.1% nethyl ated
alleles of a given CpGisl anlg | ocus, and can be
perfornmed on DNA extracted f B par af f i nenbedded
sanples. MSP eliminates the false positive results

I nheysstimethy|BtieN iop genESBneaging I?NNr@PQﬁ%%zWe‘éhbdr?&ér@@ as
on differential restriction enzyne cl eavage

di sﬂ’\ﬁﬂ@ﬁ for prediefingttbe clinieat mspenaqﬂmcedallnmmemt@atments

e e e A e R L
V\eambn delllatar peslifgrationlby closs- |1'nkin§; ENPOd:sREvig H célhgeath.

i nyention to neasure the |level of MaMl protein in

patTf@ﬁfmglatr@ff%s with sush agests can besmwaaed ansl resistance to such
%n@éepé(logg b;éﬂ:aage M ?eﬁé“ bﬁ%éfﬂb%?éf?\?wé?hg orddd fifked

I S cor por at erei n

dessctnuchﬂésmmﬂewmahe aielletbndussmetéﬁedt@ of st thembotherapeutic
bind either to nﬁtlve humal? roteln or to human

ugs A thenRgTRgivaness ahenain drugsifenvatous itgaRpens, it is
AN delsirdblel 3t pr Fef&?'g{e'nﬁcé’lfre%@ohW?@%ﬁ?ﬁ%}ﬂ'Wfﬂ Eﬁ‘émotherapeutuc

t echni que use thrs odi nen e 1 nventl
toamlﬁure the | evel of MGMI protein in pati ent

407, 804
oo At P EIT Bl dRirRSs sathods puplihe P Ahemctnasgbeuti
r eftrsatment oMl Ren pPoRfbrAAivel 1ssides. Iﬁ&fbrﬁ&ﬂﬁ# ASRALHUY & provided

are able to specifically bind to th MGMT 'protein |
s. AQr & r@@ucnn@.ﬂ@epshmcaldﬁgpgnsﬁrtmoert@ndzmotdnemomanap@nc

of Rl ebbdng ShacHE ST adRhiER T Bisthod P
t hfdeﬁ:@’nhlnam and S:oﬂﬁiaﬂsoh%* tR8 nathl/ratiBNn fstate of nuclelc acnd
quantitative neasurenment of MAMI | evels in patient and

coPncaringapINA repaicenayme fiam arkatient i peed ebtreatraent with that

0 B U S BB, A TRE g recicive o

notre$parnsee T heanetidu) tewaeer, rofﬁwsl nbysuggesties ofhod to,improve
64 (19 scher, et al

Gl ﬁ'@‘go H'P.H?Pmelfo?@égesp}%ép?wb)an l?@f)@malﬁt 2 {Riediction”.
Elgqgﬁﬁcgztﬂlgrp@@ﬁran IQ_FR {agg %M g%?‘a@é@rgﬁ?%@%ga@%@hunder the
en iade nanse lobJemadas® le’(he IUmied States aod Teewbdad®dn Europe.
el EhbSied 6P A el B i Soiomice, an
imidazotetrazine derivative. The chemical name of temozolomide is 3,4-
dihydro-3-methyl-4-oxoimidazo[5, 1-d]-as-tetrazine-8-carboxamide (see U. S.
Pat. No. 5,260,291). The cytotoxicity of temozolomide or metabolite of it,
MTIC, is thought to be primarily due to alkylation of DNA. Alkylation
(methylation) occurs mainly at the O° and N7 positions of guanine.
Temodar® (temozolomide) Capsules are currently indicated in the United
States for the treatment of adult patients with newly diagnosed gliobastoma
multiforme as well as refractory anaplastic astrocytoma, i.e. patients at first
relapse who have experienced disease progression on a drug regimen

containing a nitrosourea and procarbazine. Temodal® is currently approved



expressed by cells of the patient is assessed by
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U S. Pat. No. 5,817,514 (supra) by Li et al. for a
description of a Western bl_gg assay to determ ne MGMI
| evel . The level is conpare %o t hat expressed by
normal | ynphocytes known to express MaMI. Patient MAVT

Pr ah&uropeYer theareatiicpt of Ebt ients |vﬁﬂﬁhfa'h§ﬁaﬁ§glfd?hé Bieh as
Very Low = 0-30% of the expressed by nor mal

| yripiebiastesa muwemmovmmasmmastsmtommmmg regurrence or
r r 71-90% and Hi gh =
01 ‘%Q@%‘Wﬂ F&aggg’#qﬁ@e express(:ed by nor mal

Iynphocyt es. Pat| ents that are tested as patients
havi ng Moderate or |ess otein levels or that

can‘\qf@r@'esttedhammlpen@@,erﬁawwg tadir mathod deserked aigve, the
I

o 8 R R AR Yo Sl oI i fove o

whiMGME peatem inya samplmbbtaatmbirdmrtgetpatbhe The level can be

o s of Be oy rudavi Low flodatate'paf [hiahl-préferaby as

aCCd%rs@hBSd‘irPn‘td?S detifpélo@?. They thus belong to the

collective of patients that can be especially
advant ageously treated by the nethods of treatnment or

TR TERG e B Ror bRt Begk WA b8ust o g performes
haygidddey methéd kRdwn28%ne meé@rn&hbkr( L'l%hmcﬁibs7&>s@ful for

and nore preferably Very Low (= , of the
) Wtwbatm of @ssn@@;m@lem ec rlecle'dabbyt arg nm limited to

feQﬁé{eeHeé‘&ubéHEﬁ hpdst i g”fgg EGREENNLE gﬁ’gf&%w (1999);

I nven nnre rab y a
I nBedsinkyl etNAProt mhmAm SatUsS.And511891 magemu 898), Clark et

L e
bel t I

D010 4, oo 16 X A M g s

t r &5 2631~ 2534t(h@97‘be&iadarmmL$ Nnmcécdisnﬁlasq 28_1e32 (2002); Cottrell et
S B B0 bt P S okl

V\:hq}li&jrﬁoﬁd’ﬁgd MefliA byeferefcé 0 be used in the treatnent
of patients having an i ncreased DNA net hyl ati on

status. Thus, an especially preferred subject of the

i nm&w%ﬂoh?&p%cﬁﬁtlgeﬂ (WiSIQ; HafmAR et al., Proc. Natl. Acad Sci. USA,
93(18):9821-9826 (1996); Esteller etal., Cancer Res., 59:793-797 (1999))
see also U.S. Pat. No. 5,786,146, issued Jul. 28, 1998; U.S. Pat. No. 6,
017,704, issued Jan. 25, 2000; U.S. Pat. No. 6,200,756, issued Mar. 13,
2001; and U.S. Pat. No. 6,265,171, issued Jul. 24, 2001; U.S. Pat. No. 6,
773,897 issued August 10, 2004; the entire contents of each of which is
incorporated herein by reference can rapidly assess the methylation status of
virtually any group of CpG sites within a CpG island, independent of the use
of methylation-sensitive restriction enzymes. This assay entails initial
modification of DNA by sodium bisulfite, converting all unmethylated, but not

methylated, cytosines to uracil, and subsequent amplification with primers



descri bed herein, wherein the nedicanent is to be used
in the treatnent of patients show ng partial or

W@ ovplere7 met hyl ati on of at | east one pronot or PGF/ER1008/005831
| east one MGWIT gene. Thus, an especially preferred
subject of the invention is éinethod or a use as
descri bed herein, wherein the nmedi canent is to be used
in the treatnment of patients, having a Moderate,

pr %Réélﬂb or mekigatead erais uRiretigatedyDRAYVRMSP lr@d‘(ul’@é/@hly small
rotein, preferably in 'conparison of

t he
ex guaa@@s of DN, nmsewhmtn:%é/s mett wgtechalleigp@é agiven CpG

1o 150 by B ondle,brores Bh 10 s Bof¥EL A8 Sireftn

be enstrstided ddmpleseMSRBlimi{atesttieefilse positivg résults inherent to
i ncreased DNA net hyl ation status, and wherein said

nepr\%o'&ﬁm -based qpreeasheswhishirelied en ghiffergptiaigiestriction
Qﬂkfw‘nbrb% o) d@ﬁuﬁé&éﬁ%é&hi@iéﬁ%ﬁ% ﬁrﬂ@}h tEH%NR This
nmustards, e compou

ener m honate
andnathbelis venysinpds and tdande aaté@balsmagl arobunts, of tlssue or a few
pref tfrabl y sel ected fromnitrosoureas, preferably
BCNU and CCNU, busul fan, nel phal an, carbopl atin,
CI spl atin, oxaliplatin, cycl ophospharri de, dacar bazi ne,
carnustine, ifosfam de and | onustine, tenozol om de and
al Angtlystrative examalwpnﬂa)W&sctém blahassayaunseafsifec this Ieynbodiment of

preferred..subj ect of nmet hod

(s S EVERUEH . Basiie M QAL PN eF i BLrgli sofpmjes s
be prSRtédirt UGStPétaNB?EBtSW 5Mbyfmte$ ab hhal é\ﬁ.réafédlaéure of
or conplete nethylation of at |east one pronotor of

| emcmﬁenmr@t@ﬁéﬁe{a@ by eaferenceal vetralt ﬁ@@pnhﬁﬁmo@@glonal
t hg 5%‘55 ?ﬂedafg &]%Im HREEt arl\é?}()eaf\lgﬁgnﬁém%protem orto

pre erap y se roge rmustar

et hyhemeMGME mﬁmﬁ)hadmg a ktytivessltao\hhmtﬁ%ll&jmed An illustrative
ot hercogjounds with an al ky| at| action ref erabl y

sePXamPiF ot %%"HPTW!?@&IP%“‘CB piaeu ﬂ@ﬁl@“&bﬁfj'ment of

Xah}él g\l&at Hor Cg{%%ﬁg ?%%gémgjaca %tée?rhgpbéﬁéﬂ} samples is

capr&sﬂr’ntenk;n Uf&sPatrNd:e 5a|467l&6)4ume artiret distlpsurenofdehighds
altretam

t he
o WPt bt ByRetaenta MaRo el SibpR A fibglosed which
usar@ébréetwdé@méah? bido theemewr ph&telfed SiagRYelll grepArations

be used in the treatnent of
(immunohistochemical staining assays) and in cell-extracts (immunoassays).

The use of fluorescent read out coupled with digitization of the cell image is
described and allows for quantitative measurement of MGMT levels in patient
and control samples, including but not limited to tumor biopsy samples.
Useful techniques for measuring the enzymatic acitivity of MGMT protein
include but are not limited to methods described by: Myrnes et al.,
Carcinogenesis, 5:1061-1 064 (1984); Futscher etal., Cancer Comm., 1: 65-
73 (1989); Kreklaw etal., J. Pharmacol. Exper. Ther., 297(2):524-530 (2001);
and Nagel et al.,, Anal. Biochem., 321(1):38-43 (2003), the entire disclosures
of which are incorporated herein in their entireties.
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normal |ynphocytes, and wherein said nmethod conprises

the adm ni stration of one or, gmre al kyl ati ng agents,
preferably selected from Ai'P ogen nust ards,

et hyl enei m ne conpounds, al kyl sul phonates and ot her

co Imdﬁdiﬁ?\/tb idmeanode lof ik iimerdiohi Mo Iepéﬁéﬁf/ldmaﬁrotem

sel ected fromnitrosoureas, preferably ACNU, BCNU and
cospressed by pellsel theaatient Iﬁaﬁ&ﬁﬁ@ﬁadlb{y measyiement of the MGMT

camn it FNRRRAE IS p SFRRST SuREirs o MGMT, spe for

al texahspleng.S.Patc Naspsrtmhsu (suplra *?e. ef ol ﬁ)rch?dééctrﬁﬂﬁm ofa

met hods or uses w't he nmet hods or
us S¥eptesn éi%t@s;ax éﬂﬁet@m'w M@m levek Fr heileyvelds cormwased to that
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phar maceuti cally acceptabl e dervatives, solvates and

th d
é:fai' A%CEM%P AL IPHRIS ﬂ?@p@%ablmwgtﬁgdt% foldowssVefy Low =
i nfU 805°6F t%mmmk %}B{F%ﬁdﬁ?%eﬁo QWOI%QN 31-70% of the

partial or conplete | east
pr dAGMI exppressed ebejstormaé IywtiMioces Madermte ent 598%eand High =

s Gt ol BE MG P kSRR B dbrie Bagnooytes.

descri bed herein can readily determ ned by the ones
skilled in the art. A preferred subject of the instant

i n\Ratientmthat age tested @sqatigntssbaving Mederatear lessMGMT protein

B0 T AR 2 S 50 M SRR

subpsetgireleivels, paéferatily siirg the. a‘dedésmlbéd rm@whoau Bhesfalog
of thF‘BI nstant invention is a net or a use

deeetnaddhersios; of amhether mathed NRURIL ey S g iseaearsling to
I n tﬁé‘gnpé%ﬁ‘éﬁﬁiﬂé cﬁfthé Bhds %F{lgg g tHebant i fle Sﬁaﬁﬁe@eﬂ’éﬁ régarded

second [ ne or sequen settin
t hasd'aretbylatexd aatlemfs'r aecbrigetiorthe Amvention. ffbe9 thus belong to the

f d s h
b SolibBR, G RAERYs Blay cRB e Serenriac A abepitaIE gl by the
| S nhéthbAs ¢f Bdateht\6r ﬂwb%ém%ﬁ?ne‘hfts ReMbrYirY RORRSAGeNtion.

cancer, preferably in a first line treat@ent setting.
[ 52] A met hod or use according to one of the preceding

cl 9‘102(‘t3rdi>4\6]|?/5r Slaf?eﬁ% tri1a°'t have or can be shown to have Moderate (= 71-
90%), preferably (Low = 31-70%) and more preferably Very Low (= 0-30%),
of the MGMT expressed by normal lymphocytes are preferably to be

regarded as "methylated patients" according to the invention, more preferably
as patients having an increased DNA methylation status and/or as patients
showing partial or complete methylation of at least one promotor of at least
one MGMT gene. 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.



preferably adm nistered 1 to 20 hours (h), preferably
2 to 12 h, and nost preferably 2 to 6 h prior to the

wappbitrest on of b) and/or c). [53] A nethod orPEI/EBM08/005831
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according to one of the preceding clains, wherein the
medi canment is to be used in Fe treatment of patients
havi ng an increased DNA neth% ation status. [54] A
met hod or a use according to one of the preceding

cl arles, awwr;ﬁcfalwftﬁefé?ﬁbd:ﬁmﬁé&t dfthe fnihtionsd d r‘i‘leiﬁ’tﬁi or a use as
treatment of patients show ng partial or conple

netdgscaEbed ﬁ\e@elnawfﬂeé%lgtthgme eamenbis tofbeausecbusthedmtment of

PR RS ar R P RS IR UENER: s To be

used in the treatnment of newy di agnosed cancer,

preferably in a first |Iine chenotherapy setting. An
espetisapnyespestally r%@f%tﬁﬂ %‘&Je@)thftth@ inventiontis ianmethader a use as

SEHBQ? %e?élpavx/ﬁ%?elﬁst |§§ﬁgnp‘§rt§‘§?§[ %4116 {pe(l\%}@aqment of

medl canen b be use reat

di amteatsjslwnmgrpamabdmcabplﬁte methylation of anleatt eaé wedrhotor of
settin wher the cancer is selected fromthe group

corfdi ngqe,t (E%@Trg@@?t oma, nore preferably astrocytona

grade I1, I Il and/or 1V, and especially consisting of

gl i obl ast oma or glioblastoma nultiforne. Exanpl es The

f oIT[mwi Ay &sp@niallgspraieeregi s«mjed:trofdlhelmvemmass laghethoel or a use as

lesEfipd bR, wBerah i meticameans e B be timagment o

nOtp.?:l'tl@l'r\{tE1 ﬂédlrigoa i\AdHéraié1 9réf69§lﬂy afLdw %hﬁ‘?ﬁbi‘é“preferab rY a Very

conf erre Clal ns. f eat ur es, pr oper |es a
@g@EOéMQMTunTp@m fnfefarablydo oowpadisoaraf the MAGMT

[or the Figures related
théﬁ‘gf%sr?@y&g@°§§@ngﬁ‘§§°?@%8t her conpounds and uses

not specifically described and/or defined in the
| es and/or the Figures related thereto, but
f aI Nty a0 RFBECIHK PERisHEdTUbIRRiOfithe nventied i$ 8 method or a use as

?]bé:d‘ ﬁ@l%l% \?vhe%?ﬁ .tt% H{é@ﬁ%@nﬁgw BeANYR HRYRlatment of
I ot her apy, engitide (=
cycplastteotsrrga\ﬂ\g' aAdpere@ised TINBA Viaethylatiohestatus ngnd wherein said

g TR VI ST 1 -,

or *ﬁ'réf%l’ébdg s%l@@té@frbh? ritr88n Rlustdifs PergBReiAhetorfipounds, 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.

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 showing partial or complete methylation of at least one promotor of
at least one MGMT gene and wherein said method comprises the
administration of one or more alkylating agents, preferably selected from,
nitrogen mustards, ethyleneimine compounds, alky! sulphonates and other



wi th 5x10E5 U251 human gl i obl astoma cells suspended in
10 ul of culture nmedium using a #2701 Ham | ton

wavmayestfitted with a 26 gauge needl e, essentPEI/EP2088005831
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previously described (Engebraaten et al., 1999). After
14 days, cilengitide (4 wg/gg.) is given as an

i ntraperitoneal bolus in PBS;" at various time (8h, 4h,
2h, 1h) prior to a single treatnment with single,

ColdompFRds Wit §ﬁ|é{|%ﬂélr ) abfen pﬁéfe@alyg s’é1é6%¥§ fro%? n&?b%bureas

95-1 00% of the central axis dose of
t ursefevab iy ACKK;, BGNUand CCHUH)buseifen, mrelpnadarr carboplatln

S A0, BT T O Botamce
uneeid lafhustife! wimdanemiiedand aftetdiing, dritemABMHERIN.

nmori bund, or are sanpled for tissue anaIyS|s (in the
t-4 and t-8 h groups, where the aninmals are healthy

2o 5 R S R AP e
t heiesembek&here(ﬁabherelr) Ihe‘\fﬂe(ﬁtrdméﬂ\lsisim behesedlin the treatment of

nono he a rou ed by 120 Ref erence Li st:
Eng@bfF ﬁV g a Eﬂqsietfﬁt@nerqﬁe@bly Ai-oyx BpdpoNe prefgrably a Very

F
i A o R
12expB&sediby doirhal lyihphobtytEs, ar@hgnglgmars?mn}ethod cogmrises the
JOA,, d B . 1 ractiona
T o g Bl e e A o

J. nﬁ%béﬁmug!aﬁeé etﬁy@nelrﬁ’lﬁlésco AdS3 3 églphyﬂt and other
ow an %%ﬁ 9

Result's are given in Tab 1
S| @pmqmdswﬂvaawwamwm @lﬁeferabjy slal@ltedﬁrom nitrosoureas,

at PR AR BOA abiRCe Gl B8l crfgeEtin,

TI Eftsplutm bﬁ(aﬁpllaﬂlhl@bl@hﬁ%@hamlﬁémddrﬂﬁlﬂenﬁﬂﬁmstme ifosfamide
gi ven. Rt = radi ot her apy EI\/D—C|Ieng|t|d bol us

4 ApAeMpustine, 68H1Q!§!@“@Grﬁféh@ﬁtf@¥ﬁmmed@!'éaBTPththeCIH

term nation colum, European in date of radiation

col um Exanpl e 2: Phase Ha Trial of Gl engitide ((=

cy & the @foge Gegeritsqd PfRtieads 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).

Methods to assess an increased DNA methylation status and/or showing
partial or complete methylation of at least one promotor of at least one
MGMT gene in patients are known in the art. Accordingly, patients to be
advantagously treatable by methods or a uses as described herein can
readily determined by the ones skilled in the art.

A preferred subject of the instant invention is a method or a use as described
herein, wherein the medicament is to be used in the treatment of recurrent

cancer, for example in a second line or subsequent treatment setting.



NMe-Val ))) Single Agent Therapy in Patients wth
Recurrent diobl astoma Background: The present phase

w008 uty7 was desi gned to eval uate the safety, PCT/EP2008/005831
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toxicity, and clinical activity of the cyclic RG

pent apeptide cilengitide((= 1

cycl o- (Arg-d y- Asp- DPhe- NMVE- \/gf)) an i nhi bitor of

i ntegrins avb3 and avb5, as a single agent at doses of
500 and 2000 ng in patients (pts) with recurrent
glioblastoma (GBM. Methods: In this nulticenter,

opeh marsdirefartasisubieetdof thadastapbinventien isdy methed\arahuse as

or e BE AR, WhefoA TR e GambRt i AR AL Eygeatment o

werrecuaenpearicsd, fop exanﬁjle!m aiseeodd lihdoraubgdegaesntateatment
ei ther 500 rrg or 2000 .V 2x/ week, unti l

pr GGG wherein g\%‘ﬁﬁii‘%%l'%@?%fﬁ%@ﬂ@"and MRl i magi ng

wer e subject to independent blinded review The

primary endpoi nt was Progression Free Survival (PFS)

at A even hmrérprbie)rreﬁwhqedimﬁthemmmahhmehmﬂ\ igdadnethod or a use
response, rvival ease ression,

di
saf (g)e qu(l}p Ahasen, Wegﬁ@ tb%épﬁ%ggmeﬁ {310 e peed in the treatment
ACtdfMevld Bid¢tosed cankk? éffﬂﬁﬁé@l? lﬁ%rﬂ?gf ﬁﬁ%’ trE’Sﬁﬁ%ﬁt'r}fésiﬁﬁg.

Status 80% "nedi an age yrs)
r ed@2Md dnethodry usedactorging townesﬂdhe@remﬂngglaimsl wherein a) is

or SRBEh b BiintEta. L% A0 B PIS PNBHERERA 201y ang most
[ r prerrably D7R16 h ttmtlﬁvé applictRm ME) datifogEade 3

rfot
adverse events (£Es i ncluded el evated |iver enzynes
(at 500 ng), arthralgial/ nyalgia (at 500 ng), and

vveiéggt nq\/%?qSésq\ba 3 agécélrﬂ qgﬁ{&ocgyé"?P hgrké%c%@bg\é%lg‘ns wherein the

r e;memedniey\t e bervsed irgtheotreatntare ofpatiendeaving an increased
Eﬁ\gi\ rrha e wasreported, possibly relate

e|t "E'%hb’ 'Oarsdg USr to the disease. The PFS rate at

6 nths was 16.1% (n=13/81 pts). 10 of these pts (12.3

% n=4 with 500 ng, n=6 with 2000 ng) received 12 or
m)l{é4]o®fmeibodfortamesmpycc(rdihgctporbrm:df thegireredifigclaines, wherein the

SRR W N R Ry R
ar Bonipéicafe %tﬂ'}d of Bt I¥h¥tPdne ﬁ@ﬁ}oﬂé@%f &t féa(gf B?e [N?éﬂ/ﬂT gene.

5.2-9.3 nths], 12 nth overall survival
vvas 24. 4% Inthe 2000 ng arm nOS was 9.9 nths [95%

c ’[5%‘& 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.

An especially preferred subject of the instant invention is a method 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, wherein
the cancer is selected from the group consisting of astrocytoma, more
preferably astrocytoma grade II, lll and/or IV, and especially consisting of
glioblastoma or glioblastoma multiforme.



15.7 nths], 12 nth OS rate was 37.5% Al though not
statistically significant, there was a trend towards

wheawer2sunor control in pts receiving 2000 ngPQRER®EK005831
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Conclusion: Cilengitide was tolerated well in single
agent therapy at two dose lﬁ ? Clengitide
denonstrat ed advant agous si é e agent activity in
recurrent glioblastoma, with |ong term di sease

st ghkdrhphdd On in a subset of pts. Exanple 3: Phase
I/11a Trial of Clengitide (= cyclo-(Arg-Qd y-Asp-DPhe-
NMVe- Val )) and Tenozol om de with Concom t ant

v LRI np B ey LT AP B SRSl il atis®R o
€] Ib&lea%hdmté@khe pFRigem® ffienfion dyalarbeegémplification. The
toxicity, and efficacy of the conbination of the

Cy(g)qaglq@afﬁ; ﬁpgwq%tocﬁm@ﬁ@ SEQRE gf:protectlon conferred by the
CY & e \%éf ree %Egn% é&\?antga $ QQ%HW dgé%%r the

|ntegr|nsa 1on

t emmztmmmdﬂ;mr(dT We}s deﬁhedmh mermfmmeé @hd/orRhé iRigtresaetated
R Flft ts 0-1: 92% 2 : 8% nedi an
agdh® ?é?'QBPG 5e>9t'a¢fmm<md80and HFes npb%%@lﬁwy

( n d@éﬁ@efa )an%r efingalif ghé"b&Q géln %B?’or.-ﬂé(g/ FFglbr%grn%%?ed thereto,

et al. NEJM 2005 I'n addi tion engiti

Lv.but talli mgaeh;demme saopet efdvibatas defiked arf theeclaividd RT and
gi ven throughout for the duration of chenotherapy or
until progression. Primary endpoint was progression

fr E(a?ﬁPIéI wkaf amoawg?ﬁ gﬁ@&i&%t&ﬁﬁrﬂ%el ﬁéa%thé’ﬁ&ﬂffcufengutude

wer e | owed with every 2 nonths. Hi stopathol’ogic

di 45eysie-(ArgrQirrAspdPhe-MVie-Val)acheduling expetiments

I(\/Gg(ir E&;n%"{lﬁjdg rlégta %’gﬁgéSQE?ﬁieﬁ Lﬂé?{f@ﬁ‘?gﬁﬁ ﬁﬁ%ﬁpgtlrétaacerebrally

RT,1 m8Opétad o:tmaupmm&nto fhdZigtaof ties Breditla amdﬂéi aoaéptwwr 2.5 mm
cilengitide B}‘/? 45 pts. 20 pts (3 ongoi ng)

cy Wiks5st06R, Urbd fuipan glipblastores p@uﬁgwm@degdaew@lopf culture

(STEYIEYSfE) 2 #2707 Harklion Syt REE el 7 2 200NE ke
newssepkilycas Hreamusly  Segcritbeiingsiraatenaitad, 1999). After 14 days,
toxicities wer

O GSARE Aot ab it PrabEomEACyEB A S, various

]Sﬁﬁgﬁegirgﬁfgf 2hi GHPPriGR £¥indle fiedtmeRIEHASRGId, (cbfimated, dorsal-
ventral beam of 6 MV x-rays, so that 95-100% of the central axis dose of 25
Gy hit the tumor volume (Kim et al., 1999). Each of the 7 subsequent days
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 sample& 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.



(n=1), deep venous thronbosis and pul nonary enbolism
(n=1). One patient with a history of signoid

wa@lRooe01028ul osi s experienced signoid perforati oPCT/EPHAF005831
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2). In total, 34/52 (65.4%[95% O, 50.9-78.0%) of
the patients were 5 progrefni%(ﬁn free at 6 nonths. Pts
w th O6- Met hyl guani ne- yl transferase (M3AMVI)
gene-pronotor nethylation in the tunor were nore

| i edferdricerlggaeh 6 nonths PFS endpoint. In total, 34/52
(65.4%[95% C, 50.9-78.0%) of the pts were
progression free at 6 nonths. A major contribution to

it B0 €5 bR € O IREnBR o Bl Rediuda 0. (1009)

pr @Foneh of préciuired hhhfarﬂg%mss einfsayiftnudeMbr braii gh
showed a strong_increase of the PFS-6 rate conpared to

hi Ne}HPerIg. @Qn325113(291% vs. 69% . The ot her majhor
PSP, R s, OB e GRS PLOTTAR RS oo
( 4Fraétiormated 0aliosuigery forsgll ghadaycomalbin tise gati framamit. Y. Radiat.

[ oved_ b hi gher Si of Cilengitide in
cgﬁ%m‘?g%wﬁpﬂmsh%@saggg-a@g%w th nmethyl at ed MGMI
pronoter. Overall the study reached its primary
endpoint (PFS-6 = 65.4% Conclusion: The study reached
i t IherResulis aredgiventn Tahle tbetwwand dig.of: t he 0
integrin inhibitor RGD peptide Cilengitide and TMZ/ RT
was well tolerated, PFS at 6 nonths is very
adv@pl@qous. MAMTI gene pronotor nethyl ati on provi des

or_even better prognosis. results are summarized
i n[489:9pq 2510 Celisdpin) o 4] Pr ofEMDSusivabBtudyssay s
NVabes d - . ; Days Post
Group] “Time P adi tmint fl ) f 0 Termination]| Implant

meferrarsranm mat ) Caf cf Noj| _Cer1 T es are ygrowr T

t he 89 dl [ ovihey neqfiGas1 AGRD T DIESAA0 2905 1 () V4SIeKDS5/2005 %

(h 89 | ; Bhaus, . 1 G892 | Rt o] §3032005 i 3.20) %S%K@OOS 106
9 ; T Bhouts - T GBI [RIFEMD] T 03.092005 T, 47.05.2 althy) T1/15/2005] 257

C OfTtggtI [T I1(8 holid 70 Y ~pad 4 IiRetd EMD[ TToB68. J0RECTL [EUJ7. 0B20B6>  F(Healthy) 11/15/2005| 257

mvileit[am Beovsnd ] GahA MM PA0B2906at e, 17AB.20057E [ |(Adive) 12/15/2005 287

copE&Hrs—EOB S uni{ P [RYADE ] D303.2005, t  VTR200Ry ) pi(Alive) 1271572005 | 287

L e o | L

St POy Gindls _CEN Iaso A ERP TS S tedeTiosat | C el 2065 T Sy 77202005 106

wasb g odbesin | G2 | R 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) 1172972005 | 238
%0 4 hours G904 _|Rt+ EMD| _ 05.04.2005 19.04.2005 | (Healthy) 11/26/2005| 238
90 4 hours GO90-5 |Rt+EMD| _ 05.04.2005 19.04.2005 (Alive) 12/15/2005 254
%0 4 hours G906 |Rt+ EMD| _ 05.04.2005 19.04.2005 (Alive) 12/15/2005 254
91 2 hours G911 Rt 12.04.2005 26.04.2005 (Sick) 772612005 105
91 2 hours Go1-2 Rt 12.04.2005 26.04.2005 {Sick) 8/12/2005 122
91 2 hours G91-3 |Rt+EMD| _ 12.04.2005 26.04.2005 (Sick) 8/10/2005 120
91 2 hours G914 |Rt+EMD| _ 12.04.2005 26.04.2005 (Sick) 97612005 147
91 2 hours G915 |Ri+ EMD| _ 12.04.2005 26.04.2005 (Sick) 972172005 162
91 2 hours G91-6_|Rt+ EMD| _ 12.04.2005 26.04.2005 (Sick) 10725/2005 196
2 1 hour G92-1 Rt 12.05.2005 26.05.2005 (Sick) 8/26/2005 106
92 1 hour G92-2 Rt 12.05.2005 26.05.2005 (Sick) 971/2005 112
2 1 hour G92-3_|Rt+EMD| _12.05.2005 26.05.2005 (Sick) 97172005 112
92 1 hour G924 _|Rt+EMD| _ 12.05.2005 26.05.2005 (Sick) 97212005 113
92 1 hour G92-5_|Rt+ EMD| _ 12.05.2005 26.05.2005 (Sick) 571972005 130
92 1 hour G926 |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.



cation -free PBS followed by a 3 mnute incubation in
trypsin (0.5 ug/m)/EDTA (0.2 ug/m) solution in PBS

w@e003p@28TCel | s are recovered in nmedi um centriPCHERR08S10D5831
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taken up in nediumand counted. 1.2 Chemi cals and
solutions Al cell culture reagents are from

@ BCO I nVitrogen with the ngzbti on of foetal calf
serum whi ch is purchased from Bi owittaker. Dul becco's

PBRW rédiathérdpy Rguby cations is from G BCO | nvitrogen
Alamar Blue is Trom Serot ech. Paclitaxel, vinblastin,

anoEMJ@aﬂCﬂ@fé@'tlﬁeM&‘ﬁ‘mg/mgna Gsplatin is purchased
from Fl uka. Gentitabine is purchased from LGC
Pronochem Heidel berg. Gefitnib from AstraZeneca and

| meAmeritah date dowadrition inidate ofiterrinatidrycalain, EUrépean in date of
Clengitide by Merck KGaA. Bovine serumal bimun is

f r JAAAHRN Bxtracel lul ar matrix conponents

vitronectin and fibronectin are purified from hunman
serumin house according to SOP 6456; fibrinogen

acdexainple 20PBaBe Gl6DrialRof Cilengitits ((aayclo- ('AsngWsp-DPhe-

Ser Qdi es for CS anal ysis: 17E6, 20H9,
VeVl S1ngfs; AoBne Theramnin Patisnss witli Recurrent
cor@ﬁégyagltg,,y,aaval | abl e, e.g. purchased from Chemi con.

Goat anti-nouse 1gG FITC conjugate is from Becton

Di cB@;thgr ound3 Titet preseraisasen Ha stidy Qas Idesgnedtarevaduatd the

o ‘<Bloty LRRchy 2 3nl ST AP StV Soa AU RBLY PRRieRsEl ge
and:ll@n?ltld'é/g(yuffb%’f (ArgoGhyBRdp OPHANMEN ?rér@ﬁﬂ"nbltor of mtegnns

alquo e6/tube After centrlfugatlon at
g fayR3and avkeas a single poentatdasesufatiand 2000 um@m patlents

s at 10 ug/m in FACS
Bu??@whpg‘%tcg BLQ@‘?B%‘{%@ %@Whg to renove unbound
anti body, the ceI |s are incubated with goat anti - m)use
Rﬁ:? il ? :25 in FACS Buffer. Cells_are incubate
fg\w@s BFP'FE%U"'MﬁécPR%‘ labgb vandemizess uaﬁpn%@l&ﬁﬁ study, pts
a”‘@v B
ul /tfm)ée;. CEPP?‘ %\?iﬁ}’?ﬁ on dﬁ%ﬁé’g&ad; anﬂ iﬁr@(noﬁg%erapy
i nwdthsienyozolomide and radlotherapy were randomized to receive cilengitide
at doses of either 500 mg or 2000 mg i.v., 2x/week, until progression.
Histopathology 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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fluorescence (MF) is normalized to the MF of the
negative control (no primary antibody). Attachnment

WO®aP1028T achnment to extracel lular matrix pr ot RCTEP1088/005831

performed as follows: Briefly, 2.5 x 10e4 cells/well
in RPM containing 0.5% BSA,and 25 nM Hepes pH 7. 4
attached to non-tissue culture treated 96-well plates
coated with serially diluted vitronectin, fibronectin,

fi beporeatipossiblg aélhtweéitﬂerft@rth@arug duicctheddisédde. TN BFS rate

washing to rempve unbound cells the relative cell

nuﬁb@rmﬂ@ was dbri %ada=hy/81risb 0 ofithase ntﬁh(e1>203, &ori Mir4with 500

P P it 2P0BnQf Vet § 28 ihg e pies Tt in@lapd oty Yle=a
I\Iowaelks)s \Bix pts (488 Wmeaﬁtmcbregre&sidn-ﬁé@tam 'l ﬁeé@ﬂérﬂdat the
usi.n 0 ul/ vitronectin solution in
psﬁm%wgsaﬁ'@av%ﬁér@ﬁt WRe '%ﬁueﬂ drthecafd emgipempmedian Gverall
5X$u9\ﬁ§al' (ﬂ'\égg Celff.slrhth%L[bE !3:53% %ﬁ”rﬂt%]aq%?‘é@ B¢&all survival

above for eac
sefO8) rqtedmasjﬂédl%hmmhemoﬂaagtarm agOBt was O adhe{95% ClI, 6.3-

e olBdndll 32 hInPOB TRIE el i ANbPRSREO! statiligalopignificant,
com@etw&é h %rﬂdrto%%% bBRES tunfbrS@introf i1 @té&,%icgﬁmg*ﬁboo mg

Plates are incubated for 72 hours, afte

r eRutwesk.cel | number is deternined by the addition of
20ul /wel | Al amar Bl ue (Resazurin) (Nakayama etal.
1997). After 4 hours of incubation at 370C rel ative

f | Conetasion: iClleagitideywas télerded Well iFaMH a@bﬂt therapylat two
(SLT) at 535/590nm (excitation/em ssion). 1.

Exgese iels Cilpngitile demanpstraled advantagaus gngl@aag;ant activity in
Re?&%ﬁﬁerﬁ'g?ﬁﬁl%st&ﬂﬁt\mtﬁ”ld@ & &s@ééésﬁt%% Igggsﬂ Fgl- énslybset of pts.

reagent w out cells Fun on eac
vaI ues are subtracted fromtest val ues and are

£ U R ek 0
gaNME-V‘éI)) Ahe T éRozofornide AFH €8Ak fmm %ledth%gaqyé Followed

I's based on staining wth propi |um e}
ar bys]'amomlawmrdgamd@ulmmhde Maiptérance Theeapye in ﬂatllents With

LRy RipORERR G RmaCl e s cor (i gher

intensity fluorescence) are considered positively

st ai ned.
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 av33 and av5, 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 until progression. Primary endpoint was
progression free survival rate at 6 months (target: 65%). Patients were
followed with MRI every 2 months. Histopathologic diagnosis and MRI



10

15

20

25

30

The results are shown in Figure 3 and Figure 4 ,
respectively. Concentration on X-Axis) refers to the

w0 e®petsve conpound (oxaliplatin, cisplatin, PCI/EP2008/005831

vi nbl astine, paclitaxel, Iressa (gefitinib) or
gentitabine). Y-Axis refers_to the relative cell

nunmber. Cilengitide concenf 1%t7on is constant (6nM for
NSCLC (A549) and 0.2 nMfor Endothelial Cells (HUVEQC),

re ' ' SR ; t Eﬂﬁo- [ :

[ nﬁiﬁglg?g\r«gé?é)nmggﬁnbi nar?ilygrr? VV%V{I%VM%M-EF [ net\ﬂgrr]ﬁl%tﬁgfdnf}n status
pr Wasfagsessed infSH8G®Yoxplisci noma cel |s The effect of
integrin al pha V blocker EMD 121974 (Cilengitide) on

the viability of human carcinoma cells were tested, in

CoRRisiiis’: Fortyldik p¥d (B2%) bbr&g]eﬁéé’ RRd 96%*& concomitant TMZ was
respectively, in a cell viability assay, dependent on
r efRRAIVeshbyA2Mts and dilengitigdedy 45 pts. 29pis (3langsing)dainpleted 6

| Ny QLL | P ﬁtre?\i ne . A o .'l ' itigRS SRR rer%mgfeological grade

compounds Ehow an adv t&o gﬁ p@PS

sy Geargl 4 toxicityWwabi lyaiphopehtr(28/52,15318%), fhr6mdBytopenia (7/52 pt.
nd

.8
(Bi ol ogi cal Materials/Animals) 5.2 Chemcals a

Solil §ﬁ°eh§n@pgt{gpgpi@e(,5/@v§.q .g'ﬁ'w’atment related non_-hematologic
cY5Hd it de e bITON 15 I 798 R RE S Bgone

wasymiptores (astheniar fétigwp}an]?]gaﬂé,gw?l _Glbk/atéeglgveg ﬂrJTrR/clztion tests
0C, Dul,becco’' s Phosphate Bu re al i ne 36. )
Na61=,1|)28%9WR@|’S, OfMbAI\BRIPEINERRLY eMBOIKON KrF HoPne patient
Wi sRrgi | | i
I\/bglfﬂjﬁ ng;r\?}veo?g] ro?n Li eébl'lgc sn%{dgg?gg,eé E%i?ﬂ%rrforatlon

r etgiade 2) o total] 3WE2 (66 A9 %G, 50(BF8i0%]) Ff tlne paties were

( : . Bl Serotec).:...chenpt her apeut i gents

pagq Sﬂ%@é@ﬁ%&%@@n&&%a@‘%@ '@?FBV(QP%B F@'@,‘@é ar e

Comwﬁgﬂirahéféra%é?@h@m .geeee ARRth18ti6R TP HE W nor were

were di ssolved in DMSO as stock solutions at 10 mV|

st B0 likely Ao reaeh 6 saentistRfi $ epdpoimbrintotal. 8452 (68476 (85% Cl,

Th s ' j ' et ail .

or g(\)”@gtés‘ﬁg%j{ éﬁfggﬁ@%iﬁ% PG rélerSH H8E %t B AR I 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. Overall 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. The results are summarized in Figure 2.
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endot helial cell proliferation. 5.4 Experinental
Design Points were run in dﬁg&i cate or in triplicate.
Reagent bl anks, containing nedia plus Al amar Bl ue

wi thout cells, were run on each plate. Blank val ues 2

mrgmb]yappmif@fﬂmﬁg@sdﬁl ues and were routinely
5-10 % of uninhibited control values. In the growth

asshaterialsand methedst ested in the range of 50 MM to

0. | O. i. nati.on Assay
oubeTHest Bykfiim BiAbGIFa RatehargAnmRIR" 575! o

1- fCardindmacéblinesack §rotim frothe f@flth@ medect ive EC50
2 5 concentration. 5 Met hods of Eval uati on and

St 4548 TRYEM coptaieing ik FC 3 derats-iaaetivaledilug 2 mM glutamine,
?Lg—lﬁf}g?ﬁg—mﬁw%@n‘tﬁh&n& % E8 (ﬁéé’g—agg{c%\éaqgg)t BEE 2 mMglutamine

herapy).” I'n"'sone ‘ass
chamot henM gediun pyageaté. was serially diluted al one or

in conbinatign with of al pha-v_integrin blocker.
Grcﬁjk'ﬁepﬁw‘i"lﬂt?i”éﬂchjﬁ"\‘/'é‘z”\li@?@'cﬂl"bttgd and a shift of
U h@n@of8 Gt A S?ﬁi)’r EeiY Gré Ba%@%éd Spméﬁg'mashing

inrelationh tot gl e "agent "curveswas | nterpre
as omgeanldi ti onal effect, produced by conbination

ot . 5.6 Resul.ts, The _-integri.n
CoBLEN T8 FRRTBIvEd By o D ieanEREO UFRS 04 5
t esighf)EDTA (arzdug/ﬁmlf_gﬁlhtiaﬁlirh PRI 8790 NO&IR] Hidvecblerkd in
serum growt h stinulati on assay using human carci noma
celmedigm, ggntifuged and dakervep in sestivmeandcowdeds

(HUVECs). In these assays cells are cultured in serum
or in an endothelial growh stinulation nedium

( Cdczi hendicaiand slutibhst her api es, the
chenot her apeuti cs inhibited the 9rowth of both )
enddiged Guiture FrRagents are fram: 61 B O7dtregemwithithe exegption of

bl 8[ Saif Nhi bi ted endothelial cell growth. A typical
result using HUVEC is shown in Fig 1, where the 1C50
f ose@irhavigch isdpurchas&®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: 17ES6,
20HS9, 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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in conbination with 2 MM G lengitide. Gowh of cancer
cell lines derived fron1noQH§gall cell lung carcinoma
(NSCLC. A549, renal carcino (A498), and squanous
cell carcinoma of the head and neck (SCCHN:. Detroit
S6HA@BrAn4Iysie | nhibited by the chenotherapeutics, and
specifically by vinorelbine, and in all cases this

i nhi bition was advantagously and preferably

oY OB S A R o B DBRBER 0 g ropyges mumber o
vi regliglidtal@nvip th PBSeghritaining10 19 il Sa@l2 BRaig.5 RARMgCI2+ 0.5%
co trations |lowered the ECS50 for these cytotoxics.

dr i(THAGS Byfteranshakauated dad0e§ fubiey Aftesicentrifugation at 800
P18 hurbicbcs odf 4l ey Phed 0InIRAgs ok My o

narantivpdiesi at 10cdgintliinir ACS Bﬂﬂér,ammamglbéoAger :wasnmg to remove
val uabl e ,additi,on to the anti-cancer. dru attery )

al M\?&OH&%&@OGV&'WQ%G aRdngubate g@ﬁhee,%aq t-Jeusadi EC diluted
ef 11.286 PAEY Bﬁfféﬁﬁél%%r@qﬁéuﬁéieg%ogﬂpﬁﬂég 8”'?8& washed to
results of these assays or assays pertorned in 'an
andeoyyeadnhouadsantiviodly|andam fihaleellssuspensiorsisenade in FACS

' [ Fi res 5, 6, 7 8, o, 11, 15, 16, . .
7 B 508 e el agayged m@ﬁ&%&n&n%%ﬁag intensity
t 0 flubfestemdEIMI Ef i¢l AgrnidlizeQte the MIF & thé nkBStive control (no
respective Exa es 5 6, 7, 8, 9, 10, 117 15, 16,
17,Pr'ﬂ3?r¥rﬂi}’“§9d% and the correspondi ng Fi gures as

gi ‘A‘i‘{é . References 1. Chou TC, Talalay P
Quan |C?§ié|ﬁ\?,éo‘s§ra1 | ysis of dose-effect relationships:

t hdttachirient do ekfracéiulal maitrix prdteing lis| perfofrmed 2% Bllows:

[ nla'fbi t ors. A8v. Enzype Re%ul .1984, 22: 270- 55.:27-55.

2. Befina % 108t Gelig/bieddn PV GonRINing/Sch %294 ansi25 mM Hepes
1- : ) ! al , ' r

{ b1B7 o € S s TPl g

i nserially difyted Nitror@adtim, fbrortectincfihrindy@Oband colfsen/(ffor 60

ol CE R e o bt el elaghe cen

Ho iRt i€ defe@hriiédbMNindibafiofwith 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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350: 2335-2342. 5. MacDonald TJ, Taga T, Shinmada H,
Tabrizi P, Zl okovic BY, Chergéh DA, Laug WE:
Preferentlal susceptibility brain tunors to the 0
anti angi ogeni c effects of an al pha(v) integrin

antﬁgm@r,mghwm@g'gﬁry 2001 , 48:151-157. 6. Max R
Cerritsen RR N00||Jen PT, Goodnman SL, Sutter A,

Kel Roeiaiszang, rupdn tigpli
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El der St ewart nj anovich L, Herlyn M CA:

| nt egﬁAGS ainéiwsamﬁmﬁ erwe%angluam %Blﬁw@fﬂﬁ are gated out from
ngig%;ﬂéiggélﬁaé’%agg?esb @tl’?é @\B%H&Ifob%!ﬁg;oﬁ g%ﬁmgdwgh propidium

Fr iiedidenbiarkdvs di%emksnl%Cne@dttaie‘ eontR\polutationdstéided with goat

bauss FATG Ao (i PrEaR BRiTBeAYnCE stehiol @ tgsright of the
27%5@(@? {Higher ﬁterﬁ‘i@"mfotréf%c@) Bk S&H&%&ﬁ%&% s?afmed

crossta Integrin’signalling’ spreads
2002 4: E65 E68. 10. Friedlander M Theesfeld CL,

F h DA:
Cndbieehui 25 Shilfb P Fidi R D nd Fionre ¥ Seshertiehig v
gftocgbrﬁ’\;éeltnlﬂ'aggg' @lﬁs C{Q%M%Sgél’eiég éé'ﬁ\%@@gfﬂgg comEound (oxaliplatin,
St cismatin vinblagtines maviitaxeh deeswp (gefitisie) Pgernitaking). DA:
SURRING RSP}, B% \;Ré%l?gvé \égfl %uﬁ'ﬂ}%&pz-lV\AFl/ Cl PL

expressi on asc grin al phaVbet a3

durGilemgititg @cg&imnaﬁon\]s Gonstant (& foP RS CINS: (ABﬁgfraﬁd 0.2 nM for
©12. SChIff PB, Fant J, Horwitz SB: Pronotion of

i &nﬁqwmaé%@éwwi% rosRedively)t axol . Nature. 1979,
277:. 665-667.

Example 5: Effect of alpha-V integrin inhibitors in combination with
vinorelbine on the proliferation of human carcinoma cells
The effect of integrin alpha V blocker EMD 121974 (Cilengitide) on the

viability of human carcinoma cells were tested, in combination with

vinorelbine and paclitaxel, respectively, in a cell viability assay, dependent on

reduction of Alamar blue dye. Each agent alone could inhibiting carcinoma
viability, used together the compounds show an advantagous and preferably
synergistic inhibitory effect.

5.1 Test System (Biological Materials/Animals)

5.2 Chemicals and Solutions

Cilengitide, EMD 121974, cyclo-(Arg-Gly-Asp-D-Phe[N-Me]-Val) was
synthesized, purified and characterized in house [23]. Cilengitide was stored
in sterile apyrogenic solution at 4 °C.

aaie. Reagent blavks, mntaumngsne@amims:aolormetric |
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Wzni ak AJ, Ross WE: DNA darnpge as a basis for 4'-
denet hyl epi podophyl | ot oxi n-9-(4, 6- O et hyl i dene- bet a- Dg
| ucopyr anosi de) (etoposide) cytotoxicity. Cancer Res.
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M ranbeau G_Panijel J, guet Topoi soner ase
i nHNt NazHPOne it 5mMrI§HHP©4)fwmlgmmruaimuunamﬂ magnesium,

<o ipSF R A o MEARET 185 Syerparond 1t Sotagienand per

V‘ﬁregyém%'é% follows 288%HE altldmik §BoviRe F}Hbﬁén"‘(/?i Iﬂ)a%%ar Blue
. Conbi nation Adrianycin and

t héﬁgmﬁech bemmr@@eutlc ageets;pa@}avaiodocmwl eto:o@we and
2 5058, SN IS R 14 B ver

corgisaontd inl DMSDIasi S1o6eK S61uBOAs &t 99 i, Btored aRR€C and used
cytotoxic properties of platinun(ll) conpounds.

Bi WHUNOPRAPARAEl . 1974, 23:1359-1365. 18. Bl ommert
FA, van D jk-Knijnenburg HC, Dijt FJ, den EL, Baan RA,
Berends F, Fichtinger-Schepman AM Formati on of DNA
adcﬂ.l&t Méthadseant i cancer drug carboplatin: different

e SR BT PSR SHSehy (Etion ana
L

an mmbnordear)qohevnoﬂlefrapmntmswn damcinatha def) landghahas endothelial
pot chani sm based i nhibitors of ribonucleotide

re %ﬂtpéi% ©ra9%%d chem 1991 , 34:1879- 1884. 20.

Hehl gans S Haase M Cordes N. Signalling via

integrins: inplications for cell survival and

ant®4 afreperimental PesignBi ochi m Bi ophys. Acta. 2007,

176%id€3%d@%un in duplicate or in triplicate. Reagent blanks, containing
media plus Alamar Blue without cells, were run on each plate. Blank values
were subtracted from test values and were routinely 5-10 % of uninhibited
control values.
In the growth assay Cilengitide was tested in the range of 50 uM to 0.1 nM.
In the Constant Ratio Combination Assay substances were tested at 8-fold,
4-fold, 2-fold 1-fold 0.5-fold and 0.25-fold of the respective ECsg

concentration.

5.5 Methods of Evaluation and Statistics

Chemotherapeutic agents and av-integrin blockers were serially diluted alone
or together (combination therapy). In some assays the chemotherapeutic
agent was serially diluted alone or in combination with of alpha-v integrin
blocker. Growth inhibition curves were plotted and a shift of the combination
therapy curve to lower concentrations in relation to the single agent curves
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Sci. 1995, 108:2825-2838. 23. Dechantsreiter ,
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i , ridge. United.,. .
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Bi Oﬁge ' t" Cel.l Biol gy 2006, 38:333-357. 27.
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2002, 110:673-687. 30. Zaidel-Bar R, Itzkovitz S,
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ScNBCLL: W549| ngrea)icarcinoma (A498), and squamous cell carcinoma of the
head and neck (SCCHN: Detroit 562) were also inhibited by the
chemotherapeutics, and specifically by vinorelbine, and in all cases this
inhibition was advantagously and preferably synergistically enhanced by the
presence of cilengitide.

In conclusion, the combination of the vinorelbine with integrin inhibitors at
their ECso concentrations lowered the ECs for these cytotoxics dramatically,
preferably at least 5-fold, more preferably at least 10-fold, or even more. As
the therapeutic window for such drugs is often extremely narrow, this
reduction in ECso appears to be a very valuable addition to the anti-cancer
drug battery allowing more prolonged and less aggressive, yet more
efficacious therapy regimens to be pursued. The results of these assays or
assays performed in an analogous or essentially analogous manner are
summarized in Figures 5, 6, 7, 8, 9, 10, 11, 15, 16, 17, 18 and/or 19,
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the effect of av integrin ligand G lengitide and
paclitaxel /vinorel bine on NSGLC (A549) cell
proliferation. Exanple 6: Effect of av integrin |igand
Cilengitide and paclitaxel/vinorel bine on A498 cel |
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synergistic effect of the conbination. Exanple 9:
Effect of av integrin I|i gan_(:i17Q'_I engitide in

conbi nation wth bl eonyci n/oXaliplatin/paclitaxel on
A549 NSCLC cell proliferation A549 NSCLC assay with

bl eony cantiearier A bar‘bbgétint: AffdreANtuEebRIVEEqEEnce preferences

ananl ysed according to ou and Tal al ay [1] shows
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formati on, apoptosis, and cl onogenic survival also
show t hat the radlosen3|t|V|z of endothelial cells is
enhanced by the concurrent ddfini stration of the
integrin antagonist. It can be shown that prom ssing

i n 26.t 'Naktsiaind SRV@atoh MCY Nd%a]MiD Pﬁ%rﬂﬁ;o%%%%ﬁéé%hiént of

transl ated i nto_human xenograft nodel

epi der ribe Alamag Bjue asmfcufqellubderoxgﬂmmmglagmty inovitro. J

BALB/ ¢ e 12 and Figure 13.
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i ed | 37| C 5%002 and 95%
arda; KAy Ba#%éﬁﬁte@ueﬁ%%anmm SehmaskoMe Integrin
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5.8 Figures and Tables
Table 1. Summary of effect of vinorelbine in combination with
cilengitide on NSCLC and renal carcinoma cell lines
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m croscopy. Aninmal studies. Aninmal studies are done
according to the rules for _q&}%? and use of
experinental aninmals and approved by the |ocal and
governmental Aninmal Care Conmittee instituted by the
Ger man gover nnent ( Regi er ungspr &88F8F um Kar | sruhe) .
For tunmor growt h experinments vvibll??ia.c. grow ng human
xenotranspl ants, athym c 8-week-ofd, 20 g BALB/c-nu/nu
m ce are obtained from Charl es NSGUC Labor atRenals

(Sul zfeld, Germany). Human PC3 tate carcjnoma
cells, U87 glioblastoma cells, §5§8A431 vul V498

carci noma cel | segs@. (nyected s.c. into the right hind
linmb (1-5 _ 106 cells i'n 100 AL PBS). Animals are
random zed for Phelktaggl when tun®r vol une reald®es 200
mB as determ nﬁ% Ithrilce weekly by direct neasurenent
wWith calipers a c&tgf(%uTated by the fornmul a Vol une V =
length _ width Cijlghgitile 0. 5. St@pki ng on dayy @t he
respective drug is admnistered s.c. as given bel ow
Radi ot herapy (5 _ 2.5 Gy) is delivered on 5
consecutive days;.Usi a Co-60 rce (Sie ,

Gammat ron, Erl aﬁﬁ‘ﬁ%lg%eer many), %‘@Has gi vennﬁeqsow.

Conbi nati on ef fVineesibile C |l engitide & Erbitux in

carci noma xenograft, optionally in conbination with
Radi ot herapy (RX) is preferably deternined as foll ows:
A431 human epid b arcino .C. on bal u nu
nouse i s treat e%névﬁlﬁd% bi t uxn?%'gt uxi mab) i r%dgl%ﬁ]anount
of 25 ng/ kg (=0.5ng/animal), admnistered i.p. on day
1 (4h before radiotherapy (Rx), if the optional

r aBest Also dfiguriess:d fiert af piviiedgrindigand, Citkngitide and day

22; C.lengitide (cyclo- - d y- Asp- DPhe- N\MVe- Val is )
ad maa'@e(sﬁ\'@ab{eﬁ'@p&eﬁ HH%?@H péplielation/ang e ?fff?ﬁ)é)ﬁ av integrin
b1 apand ftendilds FRIBAEMAKARIAGERIRE bn KECI CYAs4Y thi
optorolifafatioadi ot herapy is al so applied. Further

reference, especially with respect to the nethodol ogy,
is given to the Literature given below, which is

| nExainple 6t EREcEbEEV Rtd i lighRUTdgitigRtdmdy
paclitaxel/vinorelbine on A498 cell proliferation and the effect of av
integrin ligand Cilengitide and vinorelbine/etoposide on SCCHN
(Detroit562) cell proliferation
The graphs of Figure 6 show the advantagous and preferably synergistic
effect of the respective combinations of Cilengitide and the combination
partners in the A498/Detroit562 cell proliferation assays. Cilengitide
concentration is 2uM (constant).

Example 7: Effect of av integrin ligand Cilengitide in combination with
docetaxel/paclitaxel on HUVEC cell proliferation

Constant ratio assay with docetaxel/paclitaxel and Cilengitide combinations
on HUVEC endothelial cells grown in complete EGM MV medium, analysis
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2005 Abdol l ahiet al.,din Cancer Res 2005; 11(17)
Septenber 1, 2005 Hal | ahan 224 Int. J. Radiation
Oncol ogy Biol. Phys., Vol. No 5, pp. 1536-1543,
2006 Abdollahi et al, din Cancer Res 221 1 2008; 14(7)
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U8'éynefg|stid effsctiof tine ebmbihationsl t h either Erbitux (at a
concentration of 2.2 ng/m) or Clengitide (at a

concentration of 100 nM or both, optionally in

oo ity Ol SRR o8l GUengiie Wbt dlon wie
shpaxlitieeloty NSCIJE wedl prodiferatiar abl y synergistic
[ ns and especially of the

eff ct of all the conbinat
e shows A5 SaRSaRLREND ENgIieTafBTuhmahCels grow on
Comﬂkﬁfgdlﬁ[bdé;t?%@?t%%‘br 72 h60Q! |ﬁ'tﬁ’§ ngan é{%dc?foé E@ﬁé\&gdlluted

Exanpl e 15: av integrin
ang¢hemstberiapeutio \AHﬂU\(Ettangiei;) cpxrwitlhdtﬁr(aqums) Dﬂeagutnde. For the

catbttdlsh Geeiendos HGEEre piked of RobIpi g sespective EC:o

COoRbAtEmtRgtioHY éﬁﬁtﬁéﬁn&@r@@éﬁb %I dllﬂltéd1 fRéléﬁ\?@Bﬁlg number

or absence of av integrin Ii gltl de and

r e¥yAsScdeteEMines Alﬂ%e@bﬁd edgetmn andus owis the synergistic effect of
d .
Sk, Dot ot el aho SIERGHiRL PR SHTRERY dfesspspective

i nCengbinatid® Index (G1) Patlitaxkl g@iengitidendi = @Iewﬂﬁilcates the
et oposi de, acf%?é]synergl stically to inhibit HUVEC

endyPeroIstic efteot of the,combinationi on. The data for the eye

i sobol ogramis taken fromthe graph on top of Figure

15 and i s anal ysed according to Chou and Tal alay [1].
DrExathple & Effect ofatrv tumtegrlmhgamh(hfe‘ng]tlde'ih&:ombination with

gﬁgq'%?)g/'pﬁ-pom‘jg@%‘%%ﬂg@psﬁ erAes‘g NSCLC )cellngro %tar%%ion
A549 NSCLC assay with bleomycin/oxaliplatin/paclitaxel and Cilengitide
ananlysed according to Chou and Talalay [1] shows synergistic effect in all
graphs shown in Figure 9. The respective Combination Index (Cl) Bleomycin
— Cilengitide (Cl = 0.07), Oxaliplatin — Cilengitide (Cl = 0.66) and Paclitaxel —
Cilengitide (Cl = 0.33) indicates the synergistic effect of the combinations.

Example 10: Effect of av integrin ligand Cilengitide in combination with
Paxlitaxel or Vinblastine on various NSCLC cell lines

Calu6 NSCLC assay with paclitaxel and Cilengitide and H460 NSCLC assay
with vinblastine/paclitaxel and Cilengitide show synergistic effects in alll
graphs shown in Figure 10.



Exanpl e 16: Effect of av integrin ligand Clengitide
and the Drugs etoposide, doxorubicine, vincristine or

woreloplosi28h on HUVEC cell proliferation. These PEBHEP1088/005831
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are shown in Figure 16. HUVEC cells were cultured on
vitronectin-coated wells i n, di um 199 contai ning 2%

FSC and 10 ng/m FG--2 in tH presence or absence of

av integrin ligand Clengitide and the respective

c hemrdmplan e LEFfecl B¢ BhvSintdY ﬂﬂ).galmueﬁ?itmé:mbnﬂﬁhaﬂon with
with a constant concentrat IE%])%BC 50 or TC70

G 1Rl er Raclitaxedon varieus slependensicalhlines by

i ng@?‘ﬁ% ﬁ%&bﬁg&ﬁds mhﬁglepﬁg c{g%&%?’fgc@éxel with Cilengitide

Ci sgho® &n Maﬁm@ﬁ@tﬁﬁ?p@fmbm@@hb effeet inf EGER @8pendent

These results are shown in Figure 1 HUVEC cel | s were
culGANCEES. &% I5ishpvindey the @%’ité-én fiaure 1ithengdn e AGHN, A498 and

consakin &gy &@.Fe‘?gt.&‘?%s&&hé“g/m FGF-2 in the presence

or absence av integrin’ligand Clengitide and the
respecti ve chenot herapeutic agents (Drug) alone or in
concentration(lC 50 or,

 RxampIee “hth FipaBionsticagy Shai 5 st carcinoms

det r :
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on THi8/Eganple shows ithiatrcimbined Treedrmentwithtistegria ligaodrCilengitide,

vocbdnf ntiorial o AvhaGaes BEER BhuBotg Gstwdmat Erbituw),
HUptonamMp ESRIbimdd Wﬂh'F@acﬁélWéfﬂaﬂ (ﬁ@@élﬂSF%léiﬂéfWed to as RT, Rx

medi um anal ysi s accordi ou and Tal al ay

sh&hﬁ@néf@fﬁ@hlwem @@ltbeaﬁn Fadjotheramy, girrarhermﬁdlal and especially

f of
| AerASRE KorgnPiafin ool Wingr fécapy, THE rbuBigssae ipvivo
on xSﬁb@rafeékp@iménn‘s&'{Iﬁiw that rddiatien upsregutates @(vBB @mrés%lon in
gure 19, Constant Ratio Proliferation Assay

sc@@d@m'@' feisagd, ppn%%wtvz%phcp&phqméatﬁ%@nw@may provnde a
c AR B8c8be el PR afon PiginaRladBy Wikl suniva

detsmnallnngbgz sfldies onndotheldlcell pl‘DllfMDhS nsgl@msnt tube
concentration ?f cherH) t herapeutic .a eq %
sos thatt e

ormation, apoptosis, and clonogenic surviv
radiosensitivity of endothelial cells is enhanced by the concurrent

administration of the integrin antagonist. It can be shown that promissing in
vitro data (shown in Figure 14) can be successfully translated into human
xenograft modells, e.g. the epidermoid (A431), xenograft model growing s.c.
on BALB/c-nu/nu mice as shown in Figure 12 and Figure 13. Suitable

reagents and methods for these experiments are known in the art.

The experiments are preferably carried out as described below or in an
analogous manner thereof:

Reagents and cell culture. Primary isolated HUVECs and human dermal
microvascular endothelial cells (HDMEC; Promocell, Heidelberg, Germany)
are cultured up to passage 5. Cells are maintained in culture at 37jC with 5%



Clengitide concentration was in a ratio of 0.4:1 for
etoposide: Cilengitide and 1:0.5 for

wee@plash. Cil engitide. Patent Clains 1.) Use OPCHEP2008/005831
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| east one specific integrin ligand for the manufacture
of a nedi canent for the treaf7 nt of cancer, wherein
the nmedi canent is to be use n conbination with a)
one or nore al kyl ati ng chenot herapeuti c agents, and

optCORANd9%% KuthioRy ieErUrh tediesd @Y% PG SEmdafiEd Promocell
agents other than the at least one specific integrin

| i g’gﬁ@iugmumi@mﬁ@e@wlm gk MEGK agdat ng/mL basic fibroblast

S 3% ' im 1

o STBAT RGP 3, 36 B b RulRE Gra IeP L dren ue?),
agentdsvmﬂm’(WlSt) mmrwellwwemmﬂunkfz HRigsibery, fGehany) are
t he | pI atinum cont ai nin

&N% E{l«sﬁ HB’SU&M@I &é)zéﬂmgﬁmrﬁégre gayriadseut with
?ﬁé*@é?ﬁwﬁpggﬁé g e tpRsEb o B %‘{a@eﬁgsﬁés. HHirped using
of FHDME(hﬁwmpasmz@e&);egrln inhibitors. 0 4.) Use
according to claiml1, 2 or 3, wherein the at |east one
integrin |igand conprises

CY MIATIGAT BvEsbnARigratiof:; a% c¥lituret AJ}Z} E‘?efr’l@clﬁ%éﬁﬂl PHUVEC

accept abl e dervatives, solvates an ts the
5 RNdHDMEG iini vitiep isaneasured aroMatrigelcoatext (28 inn@/mL) transwell

R EAR 8 S50 E84ctb ShEA bl Cgmany). et
rTDWe @fyptm&ewmgoo mu:bﬁcbémsué/ﬂ%ﬁjm(at ha osaiems/mi Ppdre
treated is lung cancer. 0 7.) Use according to one or

o €XPEfiment afe added i tranawells indriplicate. Ohemeattractant medium

of CPREMnIECR BB GE (ofR GRSk dafe i Wefl For

selcecumd'efstodleshEC@nmlB arerssesietng 2¢lfwéIlTp|dte§ ahd, &#&dirradiation

Cang%&éségc}vl%gaglgqgaqgh Itra%(iélwlellls l\m gr?ggtﬁéha(llg%%)re adged to
the upper compartment. After 18 hours of incubation, endothelial cells that
have invaded the underside of the membrane are fixed and stained with Diff-
Quik Il solution (Dade Behring) and sealed on slides. Migrating cells are
counted by microscopy.

Animal studies. Animal studies are done according to the rules for care and
use of experimental animals and approved by the local and governmental
Animal Care Committee instituted by the German government
(Regierungspraesidium, Karlsruhe). For tumor growth experiments with s.c.
growing human xenotransplants, athymic 8-week-old, 20 g BALB/c-nu/nu
mice are obtained from Charles River Laboratories (Sulzfeld, Germany).
Human PC3 prostate carcinoma cells, U87 glioblastoma cells, and A431
vulva carcinoma cells are injected s.c. into the right hind limb (1-5 _ 106 cells
in 100 AL PBS). Animals are randomized for therapy when tumor volume
reaches 200 mm?® as determined thrice weekly by direct measurement with
calipers and calculated by the formula volume V = length _ width _ width _



of the head and neck (SCCHN). 9.) Use according to one
or nore of the preceding clains, wherein the one or
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or nore conpounds, selected fromthe group consisting
of the platinun1containing_q99pounds cisplatin,
carboplatin and oxaliplatin, and/or selected fromthe
group consisting of the oxazaphosphori nes

cya.epSefthgbhdiay 0 fthefraspetaiverdtuli®banfimsieded sld-as given
Use according to one or nore of t Eeﬁ‘agrecedl ng cl ai ns,

wheelow. Radiadheragy (Ruor 8.5 Gy} isadelivaeaehon Sregnsecutive days using a

D otk (SBher ity PREREFhelibehd: abien

agdrglow(b) is selected fromthe group consisting of:
i) EGFR inhibitors, ii) cytostatic alkaloids, iij)
cytostatic antibiotics, and iv) antinetabolites, and

h i g : r ' /
S SRER A YOI B B ot SR
t heopticaallylimgorabmation witheRediothévapg(Rxpis preferably détermined as
ch n?t her apeutic agents other than the at |east one
spgeli‘?"f’% integrin ligand and the one or nore

al kgt h%aﬁ@@éﬁ%ié{éﬁ#&hé@%ﬁ?ﬁ (E'Gé%h)i c;‘hﬁ MFnBELESs treated

fromthe group consis Ibitors,
selvgth BtbituxdeetnxirnabGrrRam aoicit ofiRS nagitg(kBrEnagdanimal),

fr RITBEIERBTH Shidrns G hRIP & radioBheiBny (BXn EbeRiEna
caradibeidrapy iealsol édp)ie%,tdé%’t gitddy P hh8idaly 5 ,Ciﬁaﬁgﬂtfdeg@yclo—

from ant hracyclines, andiv) anti'metabolifes, selécte
f r N GEY-NsarPPhatNMenyah)ds administered|im isan amount of:25 mg/kg

OBt S SRS B 5o BRL2 3 SR, By -

t he ipbefediradiotherapp (R} éf therogtivhabreliotherapy is also applied.

Further reference, especially with respect to the methodology, is given to the
Literature given below, which is included in the disclosure of this application
in its entirety by reference:

Abdollahi et al. , CANCER RESEARCH 63, 8890-8898, December 15, 2003
Abdollahi et al. , Cancer Res 2005; 65: (9). May 1, 2005

Abdollahiet al.,Clin Cancer Res 2005;11(17) September 1, 2005

Hallahan et al, Int. J. Radiation Oncology Biol. Phys., Vol. 65, No. 5, pp.
1536-1543, 2006

Abdollahi et al, Clin Cancer Res 2211 2008;14(7) April 1, 2008

Example 14: Combination efficacy of Cilengitide & Erbitux in
A431/HDMVEC/U87 proliferation assay, optionally in combination with

Radiotherapy (Rx). These results are shown in Figure 14.

Cell proliferation assays were run with A431, HDMVEC and U87 cell lines,



or nore further chenotherapeutic agents other than the
at | east one specific integrin |igand and the one or

woreroe/oai2ky | ati ng chenot herapeutic agents (b) aPE&I/EP2008/005831
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sel ected fromthe group consisting of: i) EGR
inhibitors, selected from t_q?B_group consi sting of

cet uxi mab, panitunmumab, zal utunmumab, ni notuzumab and
mat uzumab and/ or the group consisting of gefitinib,

er lrespedtivedy) dvitrogither e Mituk i(at @bbﬁéérﬁ?étfbn%ﬂ@_hgjgdﬁﬂ) or
sel ected fromthe group consisting of etoposide,. o
vi fblengitidec(ad racansenyasira ©f 108N} eubotbo aptienallygnagiombination

vin ) . e i . i '
Lo SBELSRerA0 212 85) SR TAE e e sty
gr dupalomes Figjure d4ashawd thel sdaantagebdsoand pesfarably synergistic
cytgstatic antibiotics, selected fromthe group. )
corédtest phall He errrbinations @nd; erpegiallyiaf the sambiinatian ¢f Erbitux and
ep| . a | | 1
SEICIIR, SR8 LBy SR, GRTRIEER idpnereny
capeci t abi ne, cytosi narabi nosid and

oeARBTEERNH S ihiaeitn lband Slaitiaignd ossice on
PhayuvECUEéIf sbbgfeaggsn! TRbSe FEEURS a¥E Showh P F%egf% f

sol vat es thereof. ) Use according to one or
the preceding clainms, wherein the at | east one

i e in i d ted f th :
conty UEE SRRl Pa Gt S e s B 10
phaontsisimg 28| IC agders A§Ingl FEF AN thepreS&habesbsence of av
and/or salts thereof is admnistered to a patient in

an tggliRdigand Bilengijfidecand teoresgeptive aeemotherapeyticagent alone
accor di - e r ' i :

2o S A TR o R B S04 Al i e
ageedsctonspl ati n, carboplatin and oxaliplatin are

adm nistered to the patient in an anmount of 100 to

1000ng in one or nore portions within a tine period of

2 L2 4 BRIy % RS L5 A e ol

I ntapgdretaposideratt spnengistieallp teeinhibitiby/ EO epdottadial cell

g; lgl? Ff%%l%)rnogﬁrbié/h@é&g E‘c?r%ece?/résilscs)lt)clalgaraor}c\ is taken from the graph on top
of Figure 15 and is analysed according to Chou and Talalay [1]. Dm = drug
concentration at medium effect. The Combination Index (CI) < 1 (here Cl =

0.4) indicates synergy for this combination.

Example 16: Effect of av integrin ligand Cilengitide and the Drugs
etoposide, doxorubicine, vincristine or melphalan on HUVEC cell
proliferation. These results are shown in Figure 16.

HUVEC cells were cultured on vitronectin-coated wells in Medium 199
containing 2% FSC and 10 ng/ml FGF-2 in the presence or absence of av
integrin ligand Cilengitide and the respective chemotherapeutic agents (Drug)
alone or in combination with a constant concentration(ICs or IC7g) of
Cilengitide. Relative cell number was determined by Alamar Blue reduction.



DPhe- NMe-Val ), the pharmaceutically acceptabl e
dervatives, solvates and salts thereof, ii) the cancer

WO 2008411287 cel | 1 ung cancer (SCLC), i) the one BPCT/EP2088/005831
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al kyl ati ng chenot herapeuti c agents (a) conprise one or
nor e conpounds sel ected frqq& he group consisting of
pl ati num cont ai ni ng chenot her apeuti c agents and
oxazaphosphorines, iv) the optional one or nore

f urExamplé ¢ T Effect of ¢y mtegﬁn_tngaiWeneh@amé 4Rdahe Drugs 5-FU,
| east one specific integrin |igand and The one or nore
E_ﬁ/%ﬁ ge

al Kylsplatig arfeamptethesiaoncHY Wiproliferatione Jihese results
frogpet ‘gthq_-_iélggéﬁgl ng of cytostatic al kal oi ds and

cytostatic anti iCS. 16.) Use according to one or

norHUVEQ heellpr eeedi ogturkdi of @itdnesmseebatddy waslROiMli Medium 199
to claim 15, wherein i | ati num cont ai ni ng

h
cheiRBINgo &% FeCagarlt )@ ?glggreFE&Fea_ Inrthe RIesegee @ absence of av
CONFIGE 20 SASRIEHS B 598 ROBIGILS ABERYBELALAL Whgs (o

aza orineis
cytalenat o ial tambirdition sdthea adnktamh toecetaation(ICsy or ICz) of

consi sti.n odo | ot oxi nes,, vinca al kal oi ds and )
coAeristith, Bl nmBenwas R ained birAlRBIa S be reduction.
selected fromanthracyclines. 17.) Use according to

one or nore of the preceding clains and especially

acdoxample ﬂ&:f Effa'ctrﬁla,v integrin ligand G';len?it'ntei and!el;aboswe on
|7 IOVEE. feu Rioltekafio: PhBse 2RgUM ard shawia B Hetfe. 8.

3nt0'diistzfrit fatiosass&y Rith ﬁdgétégﬁnpb?lgaiﬁl QH@ Oﬂéﬂﬁtiﬁé bcﬂﬁtt)iﬂétions on

oxqr cine, and idarubicine.18. e according to one

o S oy R, S sorig o
ac @Houi arg Tahalgy Bl Bhds sydeegistidleffect inFag@rael 8C§ra$5ﬁ’éﬁd isobologram

al g?‘ﬂ ghleﬁwg chenot her apeuti c agents (a(); are sel ected

fr 3 )group consi sting of the platinum containing

chenot herapeuti c agents cisplatin, carboplatin and

oxaliplatin, ii) the one or nore further
chenot herapeutic agents other than the at |east one

Z f’%}@p%{%@@ﬁé& bt 8iftelith 1i§5n8" i gitife%and cisplatin or
etoposide on SCLC cell proliferation. These resuits are shown in Figure
19.

Constant Ratio Proliferation Assay: DMS 53 SCLC cells were cultured 72 hr
in the presence of etoposide or cisplatin alone or in combination with
Cilengitide at a fixed ratio. Cell number was determined by Alamar Blue
reduction.

X-axis shows the concentration of chemotherapeutic agent used. The
Cilengitide concentration was in a ratio of 0.4:1 for etoposide:Cilengitide and
1:0.5 for cisplatin:Cilengitide.



chenot herapeuti c agents (b) are selected fromthe
group consisting of the podophyl ot oxi nes et oposi de,

wWQ 20blbaesT ne and teni poside. 19.) Use accor di neCT/BP2IN&005831
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or nore of the preceding clains, wherein i) the at

| east one specific integrin 1Isg')gand is selected from
the group consisting of ) i}

cycl o- (Arg- 3 y- Asp- DPhe- NMe- Val ), the pharnaceutically
ac EitenblClaiigs vat i ves, solvates and/or salts thereof,
ii) the one or nore al kylating chenot herapeutic agents
(a) are selected fromthe group consisting of the

| af i o h h f . in
Car bbpi i A afa2e0dne SBEENA THaREN iofed FHahg Bad el of

f ur t hermedieamidnt faae!ticat@@Al b catdd! wheadinthe niddi€ament is to
| east one specific integrin ligand and the one or nore

al ky| atbendgsechisheameinatieawith agents (b) is sel ected

and vi i oHe SESREBIGIAES eskBRIpLEo Adehss. S Gugnaty
the prdyetenyr mbee fartherMobiemidthélapeatic agepasbthenehan the at least
specific integrin ligand selected fromthe grou

consi stANGSRICTG ptegrmligand gngthe ope er maere k))'?ﬁfﬂme
phar m%ﬁ%ﬁ&ﬁé}a?e%?i?%%ﬂ@ e dervatives, solvates
st I°S

and/ or salt hereo adm nistered to a patient in
an armount of 800 ng to 8000 ng per week. 2 1.) Use

accoy di to one or re of the precedi ng clains )

whé ki W5 RCeATdNgClorcTING 1 syBerh the PRe&iMera SimAlkylating

sel ect %ﬁeﬁ’fdiﬁéﬁék?u%%%@n?@&%h i§é‘6n8for ore compounds, selected
- ASp- - rm T y

cyclo-(Arg-Ay DPhe- NMe-Val ), the armaceut 1 ca
accept done thi: groun eensisting efpletinemdiontaisinig sherhethesapeutic

is adm_ni_ste atient inan anmount of 1500 ng to
7000 Gﬁzﬁ&s éﬁgégﬁ%r&s{%‘@'ﬁ'ggﬁor ding to one or nore of

the preceding clainms, wherein the at | east one
specific integrin | iq?a_nd sel ected fromthe grou

cg@s)i stseReroTding) te- amg; ary. »é\@r@pﬁeemiel |0)1,epintﬁgrin ligand is
B! o SSHET it BEFGRLP Xeheliibbr aih: s iEbeiteot .

tw ce \whibkitorst o four tinmes weekly adm nistration
schenme consisting of about 500 ng or about 2000 ngy per
adm ni stration. 23.) Use according to one or nore of

thg ypr ¢fedh brGing' BRIAR1 S5 BFS! fhklein 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 or more of the preceding claims, wherein the
cancer to be treated is a EGFR-dependent cancer.

6.) Use according to one or more of the preceding claims, wherein the

cancer to be treated is lung cancer.

7.) Use according to one or more of the preceding claims, wherein the
cancer is head and neck cancer.



according to one or nore of the clains claim19 to 22,
wherein i) the one or nore al kylating chenot herapeutic

wa@aos28a) sel ected fromthe group consi sti ngPGF/EP198/005831
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pl ati num cont ai ni ng chenot herapeutic agents cisplatin,
carboplatin and oxaliplatin are adm nistered to the

patient in an anount of 100 '84- 1000 ng in one or nore
portions within a tine period of 2 to 4 weeks, and ii)

t heg pneyes aBB6MlirdgHd &% of mt*%@@géﬁéﬁqaggﬁﬁ&a\ﬁﬁ@ﬁ;g the

than" the at |east” one specific int
one or gancer i sgleatedforotbengrowp eppsisiing afjsmad celi)lung cancer

Vi il aSERERRR ARl Pl KRG caoeR B0 ibedimpus cell cancer

pat i entofitRe ABadEHdhe (SEOCHN)1000 ng in one or nore
portions wiwthin a tinme period'of 2 to 4 weeks. 24.)

Use according to one or nore of the clainms 1 to 14,

ccor e i dand.
S5 i GO AL AR i e o
group crmmbsd alkglatihg Ghehtothérapettiv adehts 63thpridden¥drmore

the pharnmaceutically acceptable dervatives, solvates
and salQCsNRAEIdseselected fram hergreupiconsisting i ithe platinum

lung c : Lhd X 0 r . 0

chenot f@?’%gﬁ' ic a %%Htldsé %’3;’9”?8ng%b%'%ﬁeﬁ“oﬁ’%'t"i&"“vga"d’”
conpoursdtected éohethd gaupt densistingrofahe BixakzapBosghorines

pl ati nuntont ai nk%,&hem% her apeuti c a?en,t s, iv) the

opt i on&@YclopBogphamide. ffesfarideand beiosfapids: i ¢ agent s

other than the at | east one specific integrin |igand

and the one or nore al kyl ati ng chenot herapeuti c agents

( b)10ar dJssebeanrdingftocrne bemgre of theopreicetingoclaimd&SGitkerein the one

o LR B Bl a5 B s ne
cl ai s spagifiesmegial ligandi te'shd 8r Moté Rikgatin téﬂhegtherapeutic

i) the platinumcontaining chenotherapeuti'c agen
sel ect @gento)inse@ctashfrepnibiesarong consistinglofit i n,

el ot S PRI otp "consi st ng of antifolates
i) cytostatic alkaloids,
i) cytostatic antibiotics, and
iv) antimetabolites,
and pharmaceutically acceptable dervatives, salts and/or solvates

thereof.

11.) Use according to one or more 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:
iy EGFR inhibitors, selected from anti-EGFR biologicals and chemically
derived compounds,

ii) cytostatic alkaloids, selected from podophylotoxines, vinca alkaloids,
taxanes and campthothecines,
iil) cytostatic antibiotics, selected from anthracyclines, and



and pyrimdine antagonists, and iii) the cytostatic
al kaloid is selected fromthe group consisting of

waowea1@s8al kal oi ds, podophyl ot oxi nes and t axaneGI/EP20p8/005831
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the EGFR inhibitor is selected fromthe group

consi sting of anti- EGFR biqgggicals and chemcally

derived conpounds. 26.) Use cording to one or nore
of the preceding clains and especially according to

cl ai m 3¢) AtimétabbliRisesBIctRRY FSHPy MR 5ﬁfagbﬁis?§bﬁ%ta‘ﬁﬁfolates,
fromthe group consisting of cetuximab, pafitunmmab,
zal ut uransepharmansuticalinaceeniabletdervatitesasalts andlor solvates

group ﬁﬁglseioiti ng of gefitinib, erlotinib and

| apat i , the cytostatic alkaloid is selected from

the group consisting of vinorel bine and vincristine

and/ or the group consisting of paclitaxel and )

docle hlise agarrdingdoane eimepe of the precedingcelaiing, whereitethe one

e hodrio il ndfBtheraRe R ARERGRIRLE A tne 2 dast one

and esgpecificligtegeindigdnddridthel snenoRrhore alkgylati?ly chemotherapeutic
wherein i) ”15 one or nore al kyl ating chenot herapeutic
agent s 398Nt areselacted frephihengroypaamnsistingiaft i ng of

the pl afj a0 0i ng. WH”F ' .

ci spl a?‘)it Eéwgaﬁgg% 5%]1 %ﬁgaoxa ?’Eﬁgﬁu rP E?ri?%q&ﬁio%%eetugrm ab,
rmlr e f mahhamwh@r}gdlﬁpapmab,mifigmmgnab ?adhmh'mZUh’fsz and/or the
atl east_one specj.fic.inteqgrin |igand and the one or

nor e algrE?/‘I‘%FPﬁﬂSﬁ’Pﬂs %gﬁ@qrgﬁe?fﬁqtﬁ‘g%ﬁaﬂt'%p‘ftﬁ)'bar e

sel ect ;ﬁ)’g?tb@fﬁtfc@kﬁbﬂé?sé%ﬁfécﬁﬁbﬂ%h@f a{?ﬂ@'c'oﬁgé g of etoposide,

bi ol ogi cal s cet uxi mab, pani t unumab, unmunmab,
ni not u¥inkiastinedanthteniposide dhe grbup consisting lofivircdslbine,

oo ST ApTEAk i i P efRE Rt 80
accor dipaglitaReR BRdWr thelgPo@ cbRSisth@ bifindfecatPand fopdftecan,
27, wherein i) 'east one specific integrin

th t
| i gand iil) $ytostalig égﬁtﬁmmtsn@céfitbtrpnttmsgr@upr@misting of

avcept SorarBidin ToRr AR, dtincrdbloin ohibigh ZRGHLER and
i i) the)antinetabolites adedgttedifram the grédecomsisting of§4abrouracil,
(a) ar gaggclzi?acbtir?g 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 or more 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 or more 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



fromthe group consisting of the platinum containing
chenot her apeutic agents cisplatin, carboplatin and

wW@@bopi28t i n, and iii) the one or nore furtherPCI/EP2008/005831
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chenot her apeuti c agents other than the at |east one

specific integrin |ligand and he one or nore

al kyl ati ng chenot her apeuti ¢ BYent s (b) conprise: a)

one or nore anti-EGFR biologicals, selected fromthe

group m§dhé iorMeoref psrbHE Withth a Rt Béﬂg&n‘rg?z to 4 WSH‘?,‘

zal ut unufmab, ni notuzumab and mat uzuna option
b) one or nore conpounds sel ected fromthe group
oi ds V|n rel bi ne and

f { ost at al
VI n rfslﬁ]%@o qu f Qi)e: 2@198?3 ﬁtf PF&C&HE'QO ¢laips vigrein
the prerg étgeéét%d@sﬁé‘@f @ﬁi@@g“ﬁlrﬁhéé/ncﬁé%bﬁbég oh8 di'tfiore

or nore of the clains 24, 26, 27 and 28, wherein

the at qoamurmeseé@@teﬂffmn TT\Q guUmCconsjsting eéd:)em-(aﬁrg -Gly-Asp-
f oSt . .
cyel o (05 B S ik BirBicruticaly recapiapipdenatives  pivates

accept apidesalertheiaofes, sol vates and/or salts thereof
is admi_pistered to a 0 patient in an anmobunt of 400 ngy
to 6OOG)H§9%’PC%%§m33|(P%" lugg cape®r @FCro one or nore

f th
o be WIS G0 Oy BAtq RBRIBL kDRSO Comprse
V\/ner ei wnecorahofecasnpourds peblcfed:fron‘mtthgrgrbubIc@&@litlng of platinum
sel ected fromthe consi st i ng of
cycl o- € L’ W%Bﬁg’ IPQUlicagents and oxpgapkesAiariegs| v
accept ahlige %‘il&ﬁél NS or AIr¥ HBFerHEMREthe féﬂ@tﬁf%ﬁﬂg other than

is admnistered to a patient 1 n an anmoun
to Soomergt least onelspegifit.integse ligand ramdrtgetmeomemore alkylating

nor e of reced clai and ecjally according, .

to one 8% %raggu "ﬁgg %(ﬁa&g{se%f’ecﬁ% t¥1e g_;gupz:gnglstmg of
and 30cytRedtR) alkalofistand epoktaARarBRtidsi ¢ i ntegrin

l'i gand sel ected fromthe group consisting of

cycl o- (Arg- G y- Asp- DPhe- NMe- Val ), the pharmaceutically

< SRSyt 5P ATUNE R BR DR 5 Bregsay

tines aeeddingtdntlains tisathereinchene consi sting of about

500 nmg. ut 2000 ng per adm nistration. 32.)
accor dl)%e pﬁ)ﬁtw SPNiRNIEY shematheiapestic ageot ks %edﬁd from the

especi gldup consisting of cisplatin, carboplatin and 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 or more 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.



according to one or nore of the clains claim?24 to 3
1, wherein ii) the one or nore al kyl ating

W@ b@ao128T apeuti c agents (a) selected from t hePQr/BR3»08/005831
consi sting of the platinum containing chenotherapeutic
agents cisplatin, carbopl at i1? and oxaliplatin are
adni ni stered to the patient %~ an anount of 100 to
1000 ng in one or nore portions within a time period
of 18.} Wgk weedrdingtaconé bi nor&f BREpRIcedEcibiths BAE especially
chenot her apeutic agents other than the at” | east one
speci f iaccprdiagte glaimgthavherein he one or nore

one o ‘hRSHEBPEEE A bt dboiRTREeS o e selected

group dromitisé greupptomsiéting oRihe glatvdrHBoMdining chemotherapeutic
zal ut umumab, ni mtuzumab and mat uzumab, admn ni st ered

to the 398NteAbPatinafamepiatin #1d oedlinlatimo00 ny in one
or mor ?? R H\Q % b uRnar Ehéﬁoﬂ%réﬁ%%tg aé%rlﬁtg Cc#lé%\&et?l:éﬁr}pe at

and optfonally b) one or nore compou (
the gr degstomesspedifitgintégrirnkigand axsd the one bk aaredsikylating

[ | bi d ristine, the group consisting of _
bl | ¢ SREMoLRETsRsull agents (B e pelbeied o ecaronpraangisting o
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adm ni stered to thepatient ITn an anount .
ng in one or nore portions within a tine period of 2

to ks. 33.. e _accordin 0 one qr re of the,
ci 40k U accing R ot i Mot g 4 Megefing RaGs e
| Nt egr i)thel bt GAEPSP LR IARSYrY ligHHEis SUBRAEE Fom the group
sel ected fromthe glroup consi'sting of
cycl o- CAPgsting ofsyc Ofﬁﬁf@GlM’é\S‘{baDP?!etMMe-Val), the pharmaceutically
har ma | I rvative ol vates and
g alts t% Eg%%tgp |e| élf?)%%g ﬁgggs%ﬁ\gaégs PQQ{?Q&‘Q‘%@&W&? k cancer
(HN), i) the érreeopnmreralkyitthgtterhathef@p Sl B 1s RBEHId Selected
agents éa conpri se one or nore conpounds sel ected _
from tf "ﬁm@%&ar&qwstwg fthe platinumcentainingichgmotherapeutic
chenot DSt kM) 0t 1.QN one or nore
furt nes SefBtnBNT AeitbSptatilerd BBl B
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 or more 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 or more 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



the at |east one specific integrin ligand and the one
or nore al kyl ati ng chenot herapeutic agents (b) are

W@ 200801287 from t he group consisting of EGFR i nbCDEPIINE 005831
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cytostatic al kal oids and antinetabolites. 34.) Use
according to one or nore of1§$e precedi ng clains and
especially 0 according to cl'arm 33, wherein i) the

pl ati num cont ai ni ng chenot herapeutic agent is sel ected

from t b SiuURt 6PTSOG Md'® POOC higPhér week.car bopl atin
and oxaliplatin, ii) the antinetabolite is sel ected

fromthe group consisting of antifol ates and

B 20,08 <B AR o font o s BRI REL Bl gperein the at
vinca aédstloriedspeifit Ir@é‘g‘ﬂﬁﬁgarﬂf@elétf,t)edtﬂ‘kﬂnﬁﬁﬁ!ﬁrou% fc:onsisting of

inhibitor is selected fromtheygroup consi sting

anti - E¥FR-MretGlyrasp-HRheiNMr=Vabathe plrimacaytically acceptable

conpou . c ' Qr, t.he L
preced :b%zv%tﬁ/%s)ﬁg b@%td&e%gcggt g?'lt%/ﬁ]aegggfr 'g ia#é%[] %t%lfegl tﬂ] asgatlent iha
or 34, twlwwéqaklyheffﬁm%é@ Wd?’ktyoadrhmiﬁﬁtﬁgi schdme@ohbisting of
group consi ng of cetuximab, panitunmunab,

zal ut urﬂ?ﬁ%‘ﬁ,gbhirﬁ%f’ﬂ? REH2A0R MepPeadmBiISRINY: t he

group consisting of gefitinib,erlotinib and I apatinib,

the cytostatic alkaloid is selected fromthe group
co?Si)s tUsegacdordingdoairs oemanel of thecpieseding claimoand kespecially

ant 1 e eaatdng bR P diee e e SRoLA0 d072s Biergn
of 5-flupeBHer6r ﬂno?@@l%fﬁbr&i%%tlhgﬁaﬂedtﬁ?ggg Q'#scted from

to one or nore of the precéding clains an ggl a
accor dithg gteurcansistiry obtheqlatdmymwioatainingi gherhethenapeutic

Sl cot E5eT HEPRERPRIBLARGH PRt e BiTsigrma to e

cont ai piatigntinearpaiiunp efit 06 t&de00 $ng irf8h&lor More portions within a
carboplatin and oxaliplatin, ii) the one or nore

f ur t heiMeRABRHEF At dweeksy@nds ot her than the at

| east [ ' j | . 1

al kol o] s OFE of pibre At cherhGRtarltc oferig Ry Bk fhe

f r om t leasyooespeific istegri lifanardnd fHeFdhd oo huge eakylating

cet uxi nﬁb Qanitunymab, zag t upumab .
chemotherapeutic agents b'}j selected from the group consisting 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 or more 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,
i) the cancer is non-small 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



ni not uzumab and mat uzumab, the antinetabolites
5-fluorouracil and penetrexed, and the taxanes

wa@lowensnre! and paclitaxel. 37.) Use accordi ng ROCI/BPI0&005831
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nore of the preceding clains and especially according
to one or nore of the clains_33, 34, 35 or 36, wherein
i) the at | east one specific™rntegrin ligand is

sel ected fromthe group consisting of

cycl o- (dnaifing Afein&ifiepapdltic @dents { he pharmaceutical Iy

accept abl e dervatives, solvates and/or salts thereof,
i i) thdvithe eptional enalocynene faghehehembtherppetticagemtstather than

a) ar C fromthe group.consistjng of the .
b1t + nE 20t s icPlepifERArd iaPors ot prore atylating
car boplohenfotaerapeuticiajedts (b) B Gelddied fdfh HLgRIup ®risisting of
further cherr_ot_h_erapeljdtgl C ag}e)nts.ot her than th%_ a g
| east dreFBgBBibitoes, ioytastatinakalpidriaad antimetabelites. nmor e
al kyl ati ng chenot herapeutic agents (b) conprise: a)
one or nore anti-EGFR biologicals, selected fromthe

gr @fp) ddsesacdordingoto ores OXMBRE of BRNpietddiMPelaims and especially
zal ut urumab,. ni not uzumab and nmat uzumab, and optional Iy
b) one a5EOFing te GlABAkIvhesginect ed from the group

consi sty t'Fa% ﬂétri]rg;;}ﬁ%tnité‘fﬁ b&*érﬁ&ﬁef’a's;{éltﬁlgrag#érrﬁéég?Igg%ﬁefgom the

penet r €xed, rthe group consi _

docet a;geo%mndnﬁaﬁmg b&xislblati&S caarlidtpdad ¢ thg??r; Ff?ma{%% ?Siengr

more of. t.he preceding clains S >C( )

to one "6&“%’?‘&*‘8%‘1‘!& 5 g.ﬁlg,gteaggor@.jfr?e gEpURsEORsTisting of antifolates
wher el BnbligriddidineesitagbRistP G | ¢ 1 ntegrin ligand

sel ected fromthe grolp consisting of o _
cycl o- finthe cytpstalic aika@adu:%salad:tpq f::jd;m tMglrc:mn?%msmta?cg gf vinca
accept der ' sol vates,_and/ or salts thereo

i's agmgmai 'gg’eﬁé@dé&@?%tgf('ingﬁtaq taéﬂ"%?munt of 400 ng to

6000 miy)plee BGER.inFiBitdr s ISGEQ Fidini the Qr&)ﬁc&{sié\fﬁfgﬁgﬁnti-

the preceding clains and especially acCording to
or rmor %QER {ilogicalsnandghemicalligsieriged compaurgss,
wherein the at | east one specific integrin |igand
sel ected fromthe group consisting of

cy@69- UeegraBoyding [te BRkeorivbrevef the grocedingoiARUAhE 85becially

accept abl e dervati ,vea, sol vates and/or salts thereof

i s adnPRSYANGte ¢lgim, 24 or 25, 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 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 or more 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,

ii) the one or more further chemotherapeutic agents other than the at



patient in an anmount of 1500 ng to 5000 ng per week.
40.) Use according to one or nore of the preceding

W@ k@oos28hd especially according to one or norRCOEP10h&005831
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clainms 33 to 39, wherein the at |east one specific

integrin |igand sel ected f[q the group consisting of

cyclo- (Arg-d y-Asp-DPhe-Nwve-Val ), the

pharmaceutically acceptabl e dervatives, sol vates

and/ or |egdtichel 3ol integrirdigandand ik bhe dr PRdrecdlkylating

once weekly to five tinmes weekly adm nistration schene
consi stahegasherapsytic agentiy(k)are seleciedt Fompthe graup consisting of

three tj | L NLESALO 0onsi, St i f
about A0 g eSiologidle BRb kb Bl izE 23 s®.

t 0 one nimotuzuenald ahd enatuzamdbrendthel vincaaltkatsios virdrélpine and
accordin .t? one or nore of the clains claim33 to 40,

wher ei ,ynr?qrys "Pfe one or nore al kyl ating

chenot herapeuti c agents (a) selected fromthe group

consi sting of the platinum containing chenotherapeutic
ag@itt)s Usesadcarding toareomd mbren ofithe prezkdingadlaimsaard especially

dm ni st to th ti t . t.of 10Q t )
2000 b P oF Brarsrat the eI 2a, PR h Mhersin
2 1o 4jvmekd.leddtbrd spacifidptedth ﬁﬁar{H)Fsesé‘Ié’cftEB eﬁ:om the group

chenot her apeutic agents other than the at |east one
speci f iconsisting ioh cyelgdAdg-4sig-AspeDEthe-NMenal}, thiekphartriavgutically

henot ' i se;
ant | - EAEPEREdle e RARIES SNBSS R aRingRer, ™ °
consi sii) the ofie OFMbfe N latifChembifapd@ichgErEgE) are selected
ni not uzumab and mat uzunab, adnministered to tThe patient

in an &ePutte groupmepnsistingoef the platinum centaining ghematberapeutic
wi t hin i o) ; . optionally

b) one agrehﬁgﬁlgg%gaurﬁég ,%t'bce%n;hcis\%aj}ﬁ?artb%%tﬂﬁe gr oup

consi stii) tige ohetdrenaret funtheabhémotiserapéltio agenscitheathan the at
pematr%xé’gI and/ or.the, gro consi sting of the taxanes

pacl it CRRPPESHISgiegMn A § 9" Mese vlating

in an aregdthéthpéafic hRerd mofis@ne or nore portions
within a tine pgri od g? 2({[92)6% \@ggs. 42.) Use

accor dahgne®r enerecantirBGF Rbidlbgicalsaselecie] frémithergré0p

wher e P:o}vggting of cetuximab, panitumumab, zalutumumab, nimotuzumab
and matuzumab, and optionally

B) one or more compounds, selected from the group consisting of the

cytostatic alkaloids vinorelbine and vincristine.

29.) Use according to one or more of the preceding claims and especially
according to one or more 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 or more of the preceding claims and especially
according to one or more of the claims 24, 25, 26, 27, 28 or 29, wherein



weekly adm nistration scheme is applied 1 to 52 tines
substantially w thout a pause. 43.) Use according to

wop@01026bre of the clains 23, 32 or 4 1, wherRCHEBWI$I005831
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adm nistration to the patient within a tinme period of
2 to 4 weeks is repeated 1 tg 12 tines substantially
W t hout a pause. 44.) Use according to one or nore of
the preceding clainms and especially according to one

or nor ¢hetkt 1gust ohaispectid.integrindighndFeletld ﬂﬁnln tHe gRsup

43, wherein a) the weekly adm nistration schene _
r egar dicRgStsHBI b S¥elior(Arg(el¥hsmDPhgaNMeaWal) bthe: pharmaceutically

5, SRS S RO g B i o

chenot Ipatiepkint arc angemt of 4600 eg td 5000 mgﬁﬁér WeeRDr e
further chenotherapeutic agents other than the atl east

one specific integrin ligand and the one or nore

| leyilvat) ' i | .
o M USRS AR 1 s AL peciay
pr oductacoardifg to orelioc ameetofftbe cldims @#7125n26, B2 e28s2%and 30,

nbi nat.i on. t f the tre t .of cancer, the
oai caRie e Was) et SreainiSar iancsoiRgied from the group
di scre i LI RARD i T ;
Moot - ConsBARGRY cf BbTArg By ASROPABINNEDY &) 8! sHthaeutically
conpos acteptablemdervatives, pdvates mpdéorsialtg theie is administered to a

one. T uPEHant i Bafe BBisRy BB ima3 hedky brlinifafion seheme
the at cbasistingoeaboecsd0 fd ot S96utTRI00IRE D& adMhiniiihtion.

fromthe one or nore al kylating chenot hérapeutic
agents of b). 46.) A nethod for the treatnent of

22 58 B30 oGP B0 Do ARSI Sgpeciay

adni ni ateornditg tooonder mdre &t the oriras claime24tdk g alvheeein

chenot ﬁ)e{h%pée#et Blg m% S gﬁl?y’latﬁ%dcﬁ n%t?\g?érlgutic 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, administered to the patient in an amount of 200 to
2000 mg in one or more portions within a time period of 2 té 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



c) administering to the subject at |east one further
cancer cotherapeutic agent different fromthe at | east

wop@spesific integrin ligand of a) and from tPE/BP20%005831
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nore al kyl ati ng chenot herapeuti c agents of b). 47.) A

met hod according to claim45.,0r 46, wherein the at

| east one integrin ligand is selected fromthe group
consisting of av integrin inhibitors, preferably avb3

i nhi bi tpatienaimdam anurd of @5itbiIB000ang &N dnewstmoreshertiahs Wwithin a
cycl o- &Ar% Ggﬁ& DPhe- NMe-Val ), the pharmaceutically
accept W€ PEEPY of A\te# WeBk$at es and/ or salts thereof.

48.) A method according to claim45, 46 or 47, wherein

i) the one or nore al kyl ati ng chenot herapeuti c agents

ar 83a)s Ukef acemiding toraneobr tmioee pf theeclaimys d1tai1ds whastdini i )

the at .l east ,one further_cancer cotherapeutic agent

di 1 or dHPertdsaTh AN Specifis indeqrinsligand cemprises, png or more

l'i gand cgin ; j _Clv.Acn.
chomt o Sel6aBt e 8 o RISl o isié (rg-Giy-Asp
one of Dfhe-hiMe-dainthe phamsacawdically acteptable dervatives, solvates

further t apeutic agents other than the at
| east Sﬂég‘jﬂg‘géﬁﬁe@?. ntegrin [igand and the one or nore
al kyl afi) fie €drsuBptid Al INd eckd®iHcer (AN)L) 1S

radi otherapy. 0 49.) A nethod according to one or nore
of thelijtiee oap ey rapig alkylating chematherageutieagentsn@) comprise

cancer t eut | f [ different.fro .
The. at HEstTEREHEaARRE e REtsE 1o1R 18 sip Fo85ting o latinum
f r om t bentairing icheniatheédapeutic lagentd)enot her apeuti ¢
agents, ) %.s sel ected fromthe groug consi sting of

e

f b
chenot H’g r"_é%@e ipRal| ongyenmore fyitharshemaeterapsutic agents other than
' ”TTUn0¥H~’€‘ét°le§sta&?é‘Eﬁe&ﬂg’frﬂéﬁﬁﬁ‘gbgwghgmé? gimgac?rr{ﬁore alkylating

met hod according to one ofr
cl ai mschemothgrapeulid sgantsdb)iargselectddarom the groug Bonsisting of

cone SEGHR ITTRHGHR) S@eBtR Al ehERd AaEIeiRpoNes- s |

0 cell lung cancer (NSCLC) and squanous cell cancer of
the head and
4.) Use according to one or more 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 or more 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,
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neck (SCCHN). 5 1.) A nethod according to one or nore
of the clains 45 to 50, wherein the anobunts i) of the

W@eoobears7 one specific integrin |igand of a), BCI/EP2008/005831

the one or nore al kyl ati ng chenot herapeuti c agents of

b), and/or iii) of the one Q§ nore further

chenot herapeutic agents of ¢) being other than the at

| east one specific integrin ligand of a) and the one

or ror erlatikil arid la@athibtied eytaBritici Ak ASRNE SeMctéd fronP the group
be adm nistered to the patient are as described in one

of theCpPaistng of Vm0a¢lhme peviecasline apdipsdhe gneup consisting of

h

2ccor P aheRel AP bCAsREL. anethe A5MEIIaRoe i SFisgted from the
wher ei graupecansistirgs bf S-fleosqeati badi féxed.i gand of

a) is preferablyadm nistered 1 to 20 hours (h),

preferably 2 to 12 h, and nost preferably 2 tﬁ.lo 6 h

prg! t Rhit& ¥h L0

o1 081 BoldbgoRRbS SHow b ARG eBE D Fal AL By

nmor e f aeeordingtocciainh 33ap4 rids, adentin of c) bel ng ot her
egrin ligand of

 and 1l BB i ® SHEBERD hEmclonpesiin s0RTIs: (3 goh selected

of b). from the/groBp tdMsRting of$fe ﬁﬁi‘ﬁﬁ EBntgﬂuﬁgrgzhgﬁwoW%rgpeutlc

of the precedi ng cl ains, wher Int
be useddentsiaigplatin narboplatin apdtomhplsatlhaw ng an

uoe aclarsion Fangie A seRiotferpeylic Aai Shea than the at

wher ei leashenerspecificiritegiin IlPQn@%nH&ﬁé dnié érr}ﬁol?ef PIQ%IH
of patlents showi ng partial or conplete nethyla

at | eadt® ’Bﬂ@eﬁﬁﬁiﬁmgﬁﬂs &) arecsalecind fMBMrhe;; gneup 88ngisting of

A et r t he

pr eceg?ﬁbeg ng{ #B?d?o g@e&rﬁ%ﬂ{a%nggﬁggﬁé’ bf §aﬁlguﬁlé'mu%téd

i n t henimodezuraab fanﬂ matuzxanﬂhtﬂltla@ t@ﬁﬁﬁfét&@dlﬁﬁ 5-ﬂuorour%cu and
refer LN | i ne chenot herapy setting

IE)Jse ac%gp% c?(? eot?xﬂ%?%d%et?h@' %?%@édltﬂgelcl ai ns,

wher ei n the medi canent is to be used additionally in

conbi nation wi th radi ot herapy,
37.) Use according to one or more of the preceding claims and especially

according to one or more of the claims 33, 34, 35 or 36, wherein

i) the at least one spéciﬁc 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 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

B) one or more compounds, selected from the group consisting of the
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preferably external beamradiation. 5 57.) A method
according to one or nore of the preceding clains, said

preferably  PCT/EP2008/005831

addi tionally conprising radi ot herapy. 0O

38.)

39.)

40.)

41)
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antimetabolites 5-fluorouracil and pemetrexed, and/or the group
consisting of the taxanes docetaxel and paclitaxel.

Use according to one or more of the preceding claims and especially
according to one or more 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 or more of the preceding claims and especially
according to one or more 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 toa

patient in an amount of 1500 mg to 5000 mg per week.

Use according to one or more of the preceding claims and especially
according to one or more 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 or more of the preceding claims and especially
according to one or more of the claims claim 33 to 40, 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
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43)

44.)

PCT/EP2008/005831
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time period of 2 to 4 weeks, and

iiif) 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 or more 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 or more 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 or more of the preceding claims and especially
according to one or more 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
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47.)

48.)
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least one specific integrin ligand and the one or more alkylating
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 o, integrin inhibitors,
preferably a3 inhibitors and/or o,f5 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
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50.)
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52.)
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at least one specific integrin ligand of a) and from the one or more
alkylating chemotherapeutic agents of b) is

o) 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 or more 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 or more 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 or more 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 c) 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 or more of the preceding claims,

wherein the at least one specific integrin ligand of a) is preferably
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administered 1 to 20 hours (h), preferably 2 to 12 h, and most
preferably 2 to 6 h prior to 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 or more 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 or more 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 or more 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.

Use according to one or more of the preceding claims, wherein the
medicament is to be used additionally in combination with radiotherapy,

preferably external beam radiation.

A method according to one or more of the preceding claims, said
method comprising radiotherapy, preferably additionally comprising
radiotherapy.



