o

*e3egd 4: 6pTE Phar maceuti cal preparation The invention
relates to a nﬂw\\w utical preparation conprising 13 MAR 2003
cycl o(Arg-d y- Asp- Dg&e- NMe-Val ) 5 and/or one of its physiologically
acceptabl e salts and at | east one chenut herapeuti c agent and/or one of its
physi ol ogi cal | y acceptabl e salts and/ or an angi ogenesi s inhibitor and/or
one of its physiologically aphephabeatiehlsprépaFationovel preparation can
be used to control pathol ogically angi ogenic disorders, thronboses,
nyocardi al infarct, coronary heart disease, arteriosclerosis, tunours,

ost eopor osi s, Thaf | dmveritdns 15raehdteaf edtd ons. Theelnvephaomasastbaseéd on

t he object of pding. n Lcjn 1Sy r e f 1] _
phar maceut i cdl £ %iﬁglr:g Po%é%ﬂ%ﬁ@av@%%%p@o%g%$ 2% %éolnnﬁl&%o\\/]\%lbo
medi ci nal 5pr czhudfer uscne fafr it Bhvieiplegosasly Thicsepbpdde Bl tbeeand

achi eved by the fiadiinGd thempenelapEaPREAHRt 2hd/or one of, its
Cycl o(Arg-Ad y-Asp-D-Phe-NMe-Val ) 1s disclosedin EP 0 770 622 and acts in

particul ar aPhysttegicahini pererrabpsr srdticariHtNhidh RPgHeIeReRkAct i ons

of the oc", —Hiph{hi&SP bAHPBE PPt 0EE Whikib1GAds1 ISHEcAsptdBle
exanpl e, the binding of fibrinogen to the 0c"(33 30 integrin receptor. The
conpound shoW® ¥ ticul ar activity in the case of the integrins 0c" (33,
oc~, (35,16cl 1 b(33 and 0c"(31. ot,"(3s and Oc,"(38. This effect can be

detected, for, ,exanp y t escr.j bed, by Smth e l,. . {in J.
Bi ol . Chem %&535!1-‘%5?37- 1@%#’%%8@%? %?éppflégenﬂis}%\dve%%on (?Os roc’jf:)e
regarded as @adiaagirrllwent pogiogendicat i odiserders, 770 Brombosgs, . 1 1

3 MAR) 2003 - ngo i PR 14192; patbons phabeeagili cal Huseduct s ghigdsgonpri se
conbi nati ons Of non-peptide vitronectin receptor ant ago%'gﬁt s Wth

chenot her apet?tritce@d:é"fr)ﬁjs‘?r%ﬁ%'e EPMRUTSof QRESAPPEAGT Bgendsh amiakigRs

conbi nedisv t @l chefeddieorapy 1S described by J. Fol knman in Nature Medicine
1, 27-30 (1995). The efficacy of cyclo(Arg-d y-Asp-D Phe-NMe-Val) in 10
conbi nat tor Wit h-a-chenot her apeuti ¢ agent can be shown in Lewis |ung

carci noma sy&hem inNentdwns vaag kased noma itheonbl]eabdeefiattatovidinaienced

by conventi Oﬁ%ﬁh%ﬁ@&i@imu%kédﬁﬁﬁgt S %eh&aksih ard ghamalhohedal
| nvest. New Drugs 15:, 39-48 g 997)&. .
preparations which have better properties than known

20 medicinal products used for the same purposes.

This object has been achieved by the finding of the

novel preparation.

25 Cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) is disclosed in
) EP 0 770 622 and acts in particular as integrin
inhibitor, in particular inhibiting the interactions of
the 0y, P3 or Ps integrin receptors with ligands, such
as, for example, the binding of fibrinogen to the o3
30 integrin receptor. The compound shows particular
activity in the case of the integrins op;, oPs, 0P
and oyfi, oPs and oPs.
This effect can be detected, for example, by the method
described by J.W. Smith et al. in J. Biol. Chem. 265,
35 12267-12271 (1990).

The present invention is to be regarded as a selection

AR

*166166*

invention in relation to EP 0 770 622.



15 The method for del ayi ng tumour growth is carried out in anal og

Kakeji (F. Mtjans et al., J. Cell Sci. 108: 2825-2838 f1995)). ﬁeMAR 2003
invention further rel at es to a pharmaceutical 20 preparation conpri sing
cycl o(Arg-d y-Asp- D Phe- NMe-Val ) and/ or %ne_ of its physiologically
acceptabl e salts and at | east one chenotherapeutic agent and/or one of its
physi ol ogi cally acceptable salts. 25 The invention relates in particular to

a pharmaceuti cal £/ aration as described, characterized in that a
chenot her ape@ & de£¥93romﬁatgpaﬁp Rharmcetigah) Bregustisng wabehs, b)

anti biotics, 3nMifnti edRbaldd snsd) &t ol %&%%mlmnm%&@mrs e)

hor nones and anta onists thereof, f) mustard gas derivatives, g) alkaloids,
35 h) i nhi bi FRCERFOTEAM 3RS Ipt R T PERRENERARER RAF HREBREF: i) protein

Ki n?se i gﬁli Pik'I(H@l SffdcOtHEr Sni 5n€ﬂ§h@¥6§enesig3 tMBR 2290 F omb3 nd&k apptes of
preferred al ky in ents are busul car bo car nmustipe,
cisplatin, cfclb %ﬁ@gﬁﬁgi‘?@é’, Jd‘cac%Jﬁr? %d g@fsf‘g %Jé.’ $Fa Bt |Iﬂaet?u’§e
Exanpl es of pleefierimed 1antad7i3d i 9B ). bl eonyci n, doxorubicin (Adrianycin),
i darubicin or plicanmycin. Exanples of preferred antinmetabolites are

sul fonam des or folic acid antagonists such as, for exanple, also
5-f | uor our acMhe( 5-sfifjicamy capf opavthe, (AngtBoyragn-e- é’beI@Mth@ddamm or

5-FU Wi tfy calgiyPnblidtatgs €1 e4CehioRherBRMRY1@S apgerpe e&sﬁr g ilagi cal s

and i munonodul ators, are_i nterferon a2A, interleukin or |l eyam sol e.
Exanpl es of pPef dreWte holkBfes GRIE MR onFYES SMher @e ar EEVL§t ari¥ng

goserelin, rrt:ta@ba_mmar t aj@®xi feﬁ1y15 @fﬁﬁﬂcgfa&élmref enegdefivetiar d mas
derivatives are Qalq{l, m;rs?tlne or. nltro (%rdrﬁganpl é)
prefefred al ESPXFFE SP8 nERPERIRES 3TN s & a&el 94ax&"< al so
et oposi de, anAI aSeickear, Vnvesd.biNew [Dsiuggs 1230: Qhet8 chEddT her apeuti c
agents nEAN RASHMREN (AN R A AP SLAAE: {4 &behaggveags:%as outudh, as,
for exanpl e, tretam ne, cladri"bine, genctit JEF)l ne eucovorin, I evam sol e,
pentostatin BPALPPHotEc &ekedd A(r?bnd"-“i‘?ﬂﬁrb‘f t@F s25f » mdt r CRLAe S8 -0pR i nases
(MWP i nhi bi tpgak-28BBCcli1808)al.s0 descri bed, for exanple, by M Wttaker
[sic] et al. in Current Qpinion in Drug Di scovery & Devel opnent 1, 257-264
(2998) , the follow ng conpounds are preferred, for exanple 30 baltimastat
(BB-94), narThest énveBBiQMG)furB&eiGMx;elamst'a@ aet pbeamacaGtidA(,

BAY- 12- 9966, é@ggé AL08 s@@% 240236 nB5- 419428 BSPia%Qm-v 1
Ro- 32- 385 pRo- 1rg5es & 13?118 (AR 4174R8p B2 al)
/or one of 1ts phy51olog1ca11y acceptable salts and

at least one chemotherapeutic agent and/or one of its

physiologically acceptable salts.

25 The invention relates in particular to a pharmaceutical
preparation as described, characterized in that a
chemotherapeutic agent from a group consisting of
a) alkylating agents,

b) antibiotics,
30 c¢) antimetabolites,
d) biologicals and immunomodulators,
e) hormones and antagonists thereof,
f) mustard gas derivatives,
g) alkaloids,
35 h) inhibitors of matrix metalloproteinases (MMP
inhibitors),
i) protein kinase inhibitors,
k) others
is employed.



Protein kinase inhibitors are described, for exanple, by G MMahon et al.
in Current Qpinion in Drug Discovery & Devel opnent 1, 232-246 (1998MARny][]gy
L.M Strawn et al. in Exp. Opin. Invest. Drugs 7, 553 1 3 MAR 2003 -

573 (1998). In the preparations accordi ng to the invention, the foll ow ng
receptor tyrosine kinase inhibitors are specifically preferred: CG 79787,
SU-101 (HWA 486, |eflunom de, Arava), 5 SU- 5416, SU- 5271 (PD- 153035),

PD- 173074, SU- 6668, ZD1839, CP-358774. The preparations according to the

i nvention al Exammzlarlieosorralientast odllﬂglderln%téig%'sta)f arfe swkftamgenesi s

i nhi bitors and/9fonfade CheMENaraReUt i HHeMS, | Kc1CRAUNHIG MY ch are

nmodi fied with, for exanple, alkyl or ‘aryl groups,” sugars or ol I gopepti des
and are rapi GRFAIRARIAE | i HIRLAIVEL 1F YRS thnact i ve conpounds accor di ng

to the i nyengh@mpiEe poedr yo-difedasd vabheesibrglwde, afor @1@8&%&:1@' so the
chenot her apeutic a nt capecrtabl ne V\:hl ch is the prodrug of

descri bed, f8P*EX: 0§ (R TS INo . 1%‘%’1%@ 19 (H@%ﬁmyw Parti cul ar
preference |Exgmpa@st oh pharfereedt igAliferliieay asedesdficdethides

characterized_in that a chenothera eutlc aq nt_fro gro onsi sting of
docet axel , p8ElitAxES, a@égbo?}?%ﬁ‘? %‘f%plsétlt(r%n age F%] nde’éééfﬁxéf Shat e,
i rinotecan, Byflluphrwp'laa:mlde(S—ZEUbar mmaMOp@M@mblmmowrmaeebldm

goser el iy Ortg glci; gﬁ'a-r'%e IS 5ehR QMedr ¢ Eﬁ% Wﬁaa & St?ibé x}&ingmur

t r eat nent or exanpl e

Semi n- Oncol . Ezeeelﬂﬁg,ofzzprafsnmq ploaaz—cela delmmmmﬁémmOms al. in
Pancr eas 1998rdanncLbtronl 4225. 1ﬁ|ﬁ%ﬁl@h@c{1ﬁi(%n6ﬂéﬂtéi%fmlr%1§] es 10 ?” i
phar mpceuti ca ara cl o(Ar e a
and/g}ra one oIFX?@B?Eﬁy& |%5%€egpl|"§ﬁagggﬂ¥56§e %‘xté?r%g@’eﬁ\i?tggﬁﬁ@o%d/ or
one of its paysi blogamabkey gosepkibhe sdltictane br3 tédexdFeh .- 5 The

[vent |98 [UERIREIES| 2185 LOCHBIAATRGRHIIEA PIEDTSLERD, EOURL L

cycl o(Arg-d N d/ or oné of 3/5| ol 6gi cal | y
accept abl e sfaﬂl@ ah@nat CREBYELHRL aNghagEResns Musiagid-or and/ or one of its

5 physi ol ogig#hy186CERt §Qbee%eleasalaraqf&rasech@@%meaeﬁaﬁes NBLBht g&s are
descri bed, f(g exarr%Ij In Tﬁ e 1 m%ﬁ% 9741844, %0 Part iul ar reference
is given to @RFLR gr(BaCLALtaFFln EiDigiIROSidF: e‘%h’i’r}ﬁ %sFﬁE cBpounds
nent i oned i wihkoOelBiIn€2Psic].
20 Other chemotherapeutic agents mean those which cannot

be assigned to the above groups, such as, for example,

altretamine, cladribine, gemcitabine, leucovorin,

levamisole, pentostatin or irinotecan.

25 2Among inhibitors of matrix metalloproteinases (MMP
inhibitors), which are also described, for example, by
M. Wittaker [sic] et al. in Current Opinion in Drug
Discovery & Development 1, 157-164 (1998), the

following compounds are preferred, for example
30 baltimastat (BB-94), marimastat (BB-2516), BB-3644,
ilomastat, metastat, AG-3340, BAY-12-9566,

AE-941/neovastat, CGsS-27023A, RS-113456, RS-130830,
Ro-32-3555, Ro-31-9790, CT-1746, CT-1418, D-1927,
D~-2163.
35

Protein kinase inhibitors are described, for example,
by G. McMahon et al. in Current Opinion in Drug
Discovery & Development 1, 131-146 (1998) and by
L.M. Strawn et al. in Exp. Opin. Invest. Drugs 7, 553-



.) The novel pharmaceutical preparation can be produced by 15 converting
cycl o( Arg- @ y- Asp- D- Phe- NMe- Val ) and/or one of its physiologigalgﬁg 0
acceptabl e salts and at |east one chenot herapeutic agent and/ g) its
physi ol ogical | y acceptabl e salts and/or_ gn _angi ogenesi s inhibitor and/or
one of its physiologically acceptable 20 salts, into a suitable daily
dosage form tgget hen owishh atrnl easfe OQ&eisHﬁactidﬂgui&b(%r@ﬁg@Iiaai dthe

exci pient or ancillary substance._ The, preparati ons obtai ned in %his way can
be enpl oyed a¥Y@uFePRal 5?6ﬂudg%11?w nTEFEREPE: i TP TR ci RanarR
particul ar fofnhileitoeat aeat spbc2bitulbyr prebuirirall:e carrier substances are

organic or in ani st apge iC e itable-for enteral_(for,exanple
oral, subli ng‘géﬁg or7(§r7gact’al )gﬁﬁgpiﬂt e{]g?‘z{ o'%%l'opi ggﬁlwgglg?anp@{"ava '
transdernal ) sS4l 6) r &-G27dAnd (ED-06B0BBACt BI-11730TAL COoBoBIRES,, f DD~
exanpl e water Vege oi | s) benzyl al cohols, polyethylene glycols,

gl ycerol acet%%%&hngpgiée)?% atty acid glycerides, gelatin, soya |lecithin,
car bohydrates such as |l actose or starch, magnesium stearate, talc,

cel lul ose. Papld CULAELYrHESEnEOr HRArAHY Ni G4 T athan ahR,drithilgl S aBgocoat ed

tabl ets, capsules, syrups, suspensions or drops, for rectal adm nistration
are supposit omEkidg or pareftérdl adHANRAT at i QRTAYREEHBREti oD prERerably

oi ly or agueQifgisseriddNs, iahspisusRERFIANT E€fUkRiconshéiot etapéseiand for
topi cal adm ni stration are 1 3 MAR 20133 - 6 _ oint ﬁe%t.s, cregﬁs o)ge
plasters. Thé%ti%re PnGredFERPSURER aVitCBe A5opAPiFedantd*Ehe rERTI ti ng
| yophi | i zat esextzenpised, alkyl evanpioyl faroywwodusiggrenjoectald gopewcides. The
pr eparations s i Lize rs i ngl | q;ﬁ;_& such
as prZser vat ia\%gds],é)xg? a%| %égsgéﬁg%ra %%%ﬁ%ﬂt gb g?‘rﬁ’?ési |er€£,l€l§z ts to
i nfl uence t heanIds praeerrdinguf fer 5hBst aATERL1oN -ourBaan®@erdfavours.
They may; @l sgeaaRRiHisRd urt Relc1aeld,ve | rgredi egkampliar exagpké ot hewe

subst ances which 10~ | ower bl ood pressure or, have a di rj%t;ﬁc ef fect, but

al so vi t ani nEPETPECTRARTIHAC saPFERY n Cp%ﬁ’?cf%‘iﬁa@rn? ho chifavddpe

met abol i ¢ pr gereskesy ofh&-{Rppaaait dessribedr dEng exatipd d,nventImsharma used
to 25 cont ro&\looatlri%lzogilgqllltly (airygéj’geni c disorders, thronboses, nyocardi al
infarct, coronadry héart “di'sease€, arteriosclerosis, tunours, osteoporosis,

i nfl anmations and infections. As a rule, they are enployed for controlling

} umour s, 26 hg}pair&iwlaq}y b;iei(fgiiebige tﬁs@urgi%%rg{\lw t\/a?; PHYMHc Bt Bsd BSes.

t is possible to use cyclo(Arg- - - e- -Val) .in.,conmhi,nation
products enmpP&FER*RHContiol I%@C%ﬁ%‘%‘g'sesc?ﬂrﬂﬁwggﬁléfd i ﬁf‘eg%hr‘?st a
especi al | y ocheddthedapeltil, 2Agarte ifwahves agdouphi kidnisdstiiey eadf f oans
part of the I I'n . of nons oL pgicak dhserders,

cycl o(Arg-d ?gigg-g%el-l’ﬁeph%g}%ai ; s used&?in conbi natsigon dmgt'h%'a F:t%.ear]rc}f:p{)euti c
agent typi caFal§iumhi s §P3dRaAEL, ThelpabRELS§Fes i nCVFdORRTRAIde,
nyocardizd i ehahGkride, ar @HQeabeEns) S, viikbraTmEliens, gokeekeinangina
pectoli s, oncoses Bsteol. tic di seases such as osteoporosis, pathologically
angi ogeni ¢ dPSBGEBPINER 18 SPGPYEX I e, i nfl ammmti ons, opht hal nol ogi cal
di seases, diabetic retinopathy, nmacul ar degeneration, 35 nyopia, ocular

hi st opl asnosizge 1 QGUTAL Ekd a%éx@éﬂéﬁin&“%.%”@(&n%h% rupeatingng! aucome,
ul cerative colrtis, Crohn's Ui sease, atheroscl erosis, psoriasrs, restenosis
after angi opfaseyibefly alfomf esemid.e babrerBel - Braphini 906@% 84f ecn on)

fungal i3y eckbRAn-bAkbaMMALELY Aeyel 2di sor degspandigcute rengt b Irure.
M. Mohammed et al. in Pancreas 1998 Jan; 16(1): 19-25.

The invention further relates to a pharmaceutical
preparation comprising cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)
35 and/or one of its physiologically acceptable salts and
gemcitabine and/or one of its physiologically

acceptable salts.



[t is possible to use cyclo(Arg-Qdy-Asp-D Phe-Nve-Val) 5 in tunour therapy,
al so in conbination with anot her angi ogenesis inhibitor, a) on, surgical
renoval of a tunour, b) on radi otherapy, c) on phot odynam c thk?aw‘k @03d)
toget her with nonocl onal anti bodi es agai rst. tunour sel ective epitopes, e)
together with fusion proteins, f) together with peptide vaccines and g) on

gene therapy.rHo THEvEREESN O tG¥EhatAr GeTateASPtd Phe- NilaMrdde@Eiddd salts

and of the chenotherapeutic agents and/ qr the angi ogenesis inhibitors are
preferabl y b&u@RArabbeR 6°TPAAELE60 DiFq WasnGhvefish-Bidthedie-¥abhd 20
my, 20 very esp®chal bieberwaans GoHy a6l d9i 681 Der adesptebile. sHleglaihy dose
is preferably be vveeE about 0.00Z and, 1, .in.particul a betvveenc% 002 and
0.2 ng/ kg of HodySheFgit*e BT Thenbt héinglﬁg,ltf)ﬁe 19%eB8n Ye Yi¥en,

for 25 exanpliphystlclogical HosecadptialdDe ngdkgs 2x a week. The

chenot her apeuti c agents can be adm nistered, for exanple, also in a dose of
1-10 ng/ kg once a week to every 3-4 weeks. However, the specific dose for
each pati ent Poegfedsedn aagiiodeneardiset gnbfibfitotrsr saréordSgceikaapl e fr t he

ef ficacy of teg(%{&qeeci fif z%i@%”dixﬁ% Qy£h g £ the age, body weight,

general state of heal tJh, sex, on the diet, on the tine and route of

adm ni stration, on the excretion rate, drug conbination and severity of the
particulgy dipgetden 1 pwdfdrdiee 3bst §eiany tos PPl 484. ofAlintegrin

adm nistration_i,s .preferred. The inhvention therefore also relates to the
Use of the deBBrPHGPLSHarAl: STATEC of BB ar SYPEHEAF o ePrd OREGudet 1h b
medi ci nal pr@adoc®e2far controlling 1 3 MAR 2003 pat hol ogi cal | y angi ogeni c
nyocatdi al infarct, c arteriosclerosis, tunours, and infections. _8

di sorders, thronboses, >ronary heart disease, osteoporosis) inflammtions 5
The inventi ofbeupcvel milaamasrausiidal ueeerarahbodesani bed pyedusgese i cal

pr epar atjisonscbaie¢@Rk !é*@ﬂo pRtHOGOgL bl b-BRELANBNE 1]I SRRELES. one

t hr omboses, ocar di %E; n %rct,, ronarg heaLi di sease, 10

arterioscl er85i stt% ukbyFdC 8&@5&31”05?%, SPRAPLARF U A7d i AFedSGts. The
i nventi on padhecul ehkypotheatpgutact heage@atof and/or one o its

£
| o( Ar g- - - 16 - Val f_li 5_physi gl agi cal.l
ccent abl'e ooP{ SERRQRRERREE. KUChoRUIY P  ahhfon "R KN i B
chenot her apethébagent amed/osr e of it prlyssrbegiapliyacesspatibdesal ts

and/ or ap anghpggnesngo rhi HiidbBadagl 19N add SEPRStebeghes! ki th

acceptabl e salts for produci a 20, nedj ci nal r.qduct, for confrollin
tunngrs at ieast[%ne soggd, %1qu1é or s f%iqu excgpgent org

ancillary substance. The preparations obtained in this

way can be employed as medicinal products in human or
veterinary medicine, in particular for the treatment of
25 tumours. Suitable carrier substances are organic or
inorganic substances which are suitable for enteral
(for example oral, sublingual or rectal), parenteral or
topical (for example transdermal) administration and do
not react with the compounds, for example water,
30 wvegetable oils, benzyl alcohols, polyethylene glycols,
glycerol acetate and other fatty acid glycerides,
gelatin, soya lecithin, carbohydrates such as lactose
or starch, magnesium stearate, talc, cellulose.
Particularly used for oral administration are tablets,
35 coated tablets, capsules, syrups, suspensions or drops,
for rectal administration are suppositories, for
parenteral administration are solutions, preferably
oily or aqueous solutions, also suspensions, emulsions
or implants, and for topical administration are



The invention also relates to the use of cycl o(Arg-Q yAsp- D Phe- NMe- Val)
and/ or one of its physiologically acceptable salts consecuti vel 30¥4A'Rn 03
physi cal 25 conbination with a chenot herapeutic agent and/or on t@
physi ol ogi cally acceptable salts for proguci ng a nedicinal product for
controlling tunmours. The invention furthernore relates to the use of 30
cycl o( Arg- G Yo Astmdh - Nyka¥al Joinglasters .0f Thé Saphyseol iagixadignts

t abl | t ely.or i hysi cal t it
chembt her apedift 458t PAndYEPRSRLZBR RAE SHufs oRotitcal | Mot ST =l 1 s
for controll ilng ttummds B6r Theestamgpleli entforof pheducimey phiarjeceaibleal
preparation are (i)uc rabﬂ, a m n| st I’l%glsl ncggnbbgatéé)é% i—PV\g erarié/h can
Cu

al so be adni M'steted si ng y aneousl y or conse I'vVe
2003 - 9 5Thednhasim i @nce:llskﬂmel adss tanceki tsuddnsiast i mgreca‘e:s@pam@@, packs

Of (2) an ef (Achi e AR o6 Gl s Calrchtit D Bhigho WeeyBl) anckdb) an

effective amount of a chenot herapeut|c agent It _conprisés suifable
cont ai ners suc¢h idBfpsrese the v@ﬁfﬂQFlﬁoﬁ%ﬂe@ssu%gsb‘éﬁfaﬁp(ﬁﬂk@&am\%sklt

may, for 10 xRl esrstmsf Sﬂé&&?«f@t erlaagaomh§sauaoe@%ﬂpsflsmmm@fe i's
an effective amount of c%g é g¥ DPhe- N Val{_‘ and of tg%l

chenot her ape @S iy et IF FoHe E%l vegtor aﬁ?&lﬁ/l? F [ SPRFERBFRS MR
9814192 1 scll@ﬁ»@: vblbods ﬂmﬁme:abrt esésesd t dbeetar deffeatni ngnt he
concentrati on 4 th un avin h ol ogi cal . eff .
Oyel o Ar g G JARS, DR G b T BBTEET o L B 36VaR rhose
angi ogenesi SWﬂﬂnI@blﬁaGtOmmatfaMJa:mesefaﬁﬂﬁi onality is present be

convefted with a base into the relevant acid addition salt, for exanple by
reacting the eqw val ent anounts of the acid and,of the base in an inert

sol vent suchThe PHSRFFIRtAMRS RGFORIRE po? atRfginBERELOBarE R WSd yrO

sui t abl e15 or cbhitgoneact i patabeobhieae 1whi ch phoviodengkysi ol elglswdesrs,
accept abl e s tr Tgus an oaC| %P‘ cgn bef co vertegovvl}h %\eba e (.for exanpl e
sodi um or ESERERTdr SR OGETSH 2 ar it Sy | RPHOTREY 3 res ST g
metal, in paaril:euhasca,lemlsusnetfahm@mral k&l treoparasi swet ahflamya tiioes t he

corr eSpond' nQna”DHHEleu%HEDn' HO sgl t 98 thepaihen Randma LA C for
functionality can be 35 converted into the relevant acjd addition salt for

exanpl e by rEABFFRGIERT VAT bSO tHR Ba¥e HhdlBRiPhE &FWYH an
inert sgoengrsweh ag euhlsnel mamdstheesevaporating. Particularly suitable

acids for this reaction are those which provide physiologically
It is possible to use cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)
in combination products employed for <controlling
diseases in which o, integrins, especially o.f; and o.fs,
25 are involved and inhibition thereof forms part of the
therapy. In the case of non-oncological disorders,
cyclo (Arg-Gly-Asp-D-Phe-NMe-Val) is used in combination
with a therapeutic agent typical for this disorder.
The pathologies include thrombosis, myocardial infarct,
30 arteriosclerosis, inflammations, stroke, angina
pectoris, oncoses, osteolytic diseases such as
osteoporosis, pathologically angiogenic diseases such
as, for example, inflammations, ophthalmological
diseases, diabetic retinopathy, macular degeneration,
35 myopia, ocular histoplasmosis, rheumatoid arthritis,
osteocarthritis, rubeotic glaucoma, ulcerative colitis,
Crohn's disease, atherosclerosis, psoriasis, restenosis

after angioplasty, viral infection, bacterial



‘1 3 MAR 2003 - 10 acceptable salts. Thus, it is possible to use iu£or ani ¢
acids, for exanple sulfuric acid, nitric acid, hydrohalir acids d 2003
hydrochl oric acid or hydrobrom c acid, phosphoric acids such as 5

ort hophosphoric acid, sulfamc acid, alsg arganic acids, in particular
aliphatic, alicyclic, araliphatic or aromatic or heterocyclic nonobasic or
pol ybasi ¢ cariiomeydt Lon sul fﬁn'ngacnr sthffecitd oagi ds,idframuaghe f opsivelaci d,
acetic acid, éc)iro% nic ac(%1 ‘gléva iC ﬂaik'd 110 di et hyl acetic acid, malonic
aci d, succi niC ST M| LREF TP haf PE1HEPA, nalefic acid, |actic acid,
tartaric acid, malic acid) citric acid, gluconlc aci d, ascorblc aci d,

ni cotinic aci i SO d 1l C i

et hanedi sul foltrlltl) ct géc?)(?%%tf?qf h?%rg?(?et anes epam d, ben‘%éﬁ%%ﬁ??%hi C

aci d, p-tbl uemestifronizc sbedapmaphabed erigr mnublmdtldmsuWibhl cancther

I auryl sul furig d S{ W ]gnl,\p(gym ol ogically unacceptable salts, for
exanpl e pi cra?lgq?d can be used to 1solate and/or purify the 20 corrpounds of

the fornul a B[ Sirc]surieca hviesovaml fef theFume@Phtes to a phar maceuti cal

preparati on )Ny L4 herdhg, and/ or an oc” (35 integrin inhibitor and/or
one of its ph siolo |cal($%gaacce table 25 salts and at | east one NIP

i nhi bit or anG’/ oror’o GRETRRE Al | y acceptabl e salts, and to a
phar macewg i cal) p:l’cﬁj)sattlaér OW:LChmﬂfdrﬁddl@)naﬂ biBodﬂdéOlagalin@(t" ~ddmdunt-egrin
i nhi bitor and/ (ir e e 1 r?é‘ngI ologically acceptable salts and at |east
one 30 tyr osPn nase [ or’ and/or one of its physiologically

accept abl e s&l)t gogaté]fee:r med:lfoo‘f‘l(mramrquﬂl(r%, integrin inhibitors are

descrj bed, fegy i mtlgp éygtheeg,?acépgsqlq 3657, 35 EP 0 820 988, EP
0 820 991, WD 94/ 77, EP 0 518 586, EO 95/32710, WO

96/ 00574, V\!ﬂ%PDO?:?@eorthieﬁa@Z 198 50 131. 1 3 MAR 2003 - 11 Ampng MWP
i nhi bitarss and tyrosine kinase inhibitors, those mentioned above are

f d. I f t t t
rowth 1 andiBoyieBeRaie) | ey ' SR e Rl 1! TBe 2as
(1995)): Le\/\saltangandr crhorrrecethemphetepetiice agjeat;Sedamchm:r 1G:1@57BL
mce 8-10 wegks;Bhened st h?nﬁ@HEEBrgayar@y%loéféﬂaﬁ%‘uwv%é%"e Ditval )

(30 ng/ kg) |s a(Jim ni stere . p. each day_[sic] mour growh is
measur ed each-day@rB. 1RO mgichidt BRrhfculpst Peotweghcdy- 2572109230y,
( 1994) ) 200nceethe dsyénﬁralnaveeltea@heob Al 1an@ar 10 cugaperol dose ofurdlout 100

TG, Vari ousyyt GLOYLC SAIDLIAU Ak LISLAP! S5 B eh NLEBRE" Bl B2 eCt O

start on day anour uor our aci
nmg/ kg) or Adlnamy@rhl(fq;larrrgbﬁgweane gi-0er eé@kﬂ d&y 2f memkday of tcboli]y

Cycl ophospha‘g;gght_
During chemotherapy, the peptide can be given, for
25 example, also in a dose of 1-10 mg/kg 2X a week. The
J chemotherapeutic agents can be administered, for
example, also in a dose of 1-10 mg/kg once a week to
every 3-4 weeks. However, the specific dose £for each
patient depends on a wide variety of factors, for
30 example on the efficacy of the specific compound
employed, on the age, body weight, general state of
health, sex, on the diet, on the time and route of
administration, on the excretion rate, drug combination
and severity of the particular disorder for which the

35 therapy 1s applied. Oral administration is preferred.

The invention therefore also relates to the use of the
described pharmaceutical preparations for the

production of a medicinal product for controlling



20 (150 ny/kg), carnustine (15 ng/kg) or gencitabine (2.5 ng/kg) are given

on day 7, 9 and 11. Cisplatin (10 ng/kg) is given on day 7. Thg gnmjgﬁosare
nmeasured three times a week until a volune of approxi mately 50

reached. The delay 25 in tunour gromh ig calculated as the tine required
by an individual tunmour to reach 500 mmB conpared with untreated controls.

The fol | ow ng gxR te eut i epar atH,QhS nmpl e A
Vials A sol u?)iaon of g?LO%Oégi%f cg?gf’g?%%g&% y-@ﬁ%ﬁ%l\l%- ??tellil ) _SSOsa%r%'/ or one

of its physi vefiaEslial acceprBdret sal t scoR@BaEYof t B3 ennt KESGRER C
agent and 5 gr@lerdicxedididiglr oganpliesphad s ddpdrds Pé, daHH 1@mitattiidd £d
water is adjusted to pH 6.5 with 2N hydrochloric acid, sterilized by
filtration, @pé 54 vi al s, 1 3 MAR 2003 - 12 |yophilized under

sterile cmnditions and seal ed sterile. Each vial contains 5 ng of the
active ingregients. 5 Exanpl e. B:, .Supposifories m xture of 20_g
cyclo(Arg-d bﬁsp-lﬂvﬁ??ﬁ@%- \fcalﬁtré?fg/ olfe%% ol ??s gﬁf?si 8lsggi c?gl I ;)Fthe
accept abl e sdessrik@dg phatrhecehenvaherppeparat dgest for nelonddodiltimgl 00 g
10 of Soya | ecithi 400 ¢ . but tfreqReME£d i Nt nd |eft
to cool. Eacﬁg‘gh%%%??‘?%};“’gont%ﬁ%%s%ﬁ% of dchsﬁ ve |%’gr edittglnt . E%%n% e C
Sol ution 15 myeekpydigd i s prdPrdy frorsarepasy heart disease,

cycl o( Argy G YrAepi BEbe=NMR¥al)  BHELPE, O t¥lodd oW S| hedbaabitY ons
acceptabl e salts, e chenot her apeutic agent, 9.38 g of NaH2P04 - 2

1 g of th
H20, 28.48 g@Bfl NASAPBEECNSI2 H20 20 and 0.1 g of benzal koni um chloride in
940 m of doubledistilled water. The pHis adjusted to 6.8, the volune is

made up to 1 and the.solution. s.sterilized by irgadiation, This
sol ut%lon canTég u%ggelgﬁlt% e (Sarr%l(%ulea Ydr orpegl.a EX%CI’)YM gﬁﬁ: Beht m?r#t 500
ng of cycl o(#rglasrasGlp-Rep-RvENEaNMeaValor cmredHPrit onghysebl ogitsal |y
accept ahse S?Hréio@@@i&’ﬁl@ﬂz t hec 3Pt sHeEDI ST apeWdits daeiv@l P gr<ednni th
99.5 g of petrol atum under  aseptic conditions. Exanple E Tablets
physical combination with a chemotherapeutic agent
and/or one of its physiologically acceptable salts
and/or an angiogenesis inhibitor and/or one of its
physiologically acceptable salts for oproducing a

20 medicinal product for controlling tumours.

The invention also relates to the use of cyclo(Arg-Gly-
Asp-D-Phe-NMe-Val) and/or one of its physiologically
acceptable salts consecutively or in physical
25 combination with a chemotherapeutic agent and/or one of
its physiologically acceptable salts for producing a

medicinal product for controlling tumours.

The invention furthermore relates to the use of
30 cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/or one of its
physiologically acceptable salts consecutively or in
physical combination with a chemotherapeutic agent
and/or one of its physiologically acceptable salts for
controlling tumours.
35
The ingredients of the novel pharmaceutical preparation
are preferably administered in combination. However,
they can also be administered singly, simultaneously or

consecutively.



35 A'mixture of 1 kg of cyclo(Arg-dy-Asp-D Phe-NMe-Val) and/or one its

physiol ogically acceptable salts, 1 kg of the chenotherapeuti c ag @Q
of lactose, 1.2 kg of potato starch, 0.2 kg of talc and 0.1 kg m% ium

stearate is conpressed to tablets in a_ ¢l ~ MAR 2003 - 13 conventional
way so that each tablet contains 10 ng of active ingredient. Exanple F:

Coat ed tabl etBhd Tableisiafie £D9pr esslettds aral agykie ExenplietEngndoare
then coated in a conventi naI vvay with a coating of sucrose, potato starch,

talc, tragacattBPEhE® BRGNP, °10 Exanple G Capsules 2 kg of
cyclo(Arg-dy- Asp D Phe- NNE Val ) and/or one of its physiologically

accept abl e sa{) Kk e Shemt herapeuti ¢ age r ipto hard
gelatin 15 ca s)ul eagnl %%E%%n%/‘é%t |°{o¥ﬁ% I%J‘:vvay 1J%s‘lo 4 Q{rc% &QE % co%‘eoli ns 20
nmg of theS5active iNMpddkhtandxanple H. Anpoul es 20 A solution of 1 kg of

| o( Arg- G D P - Val ] i ol qgi
o Cent able soffeP A | SFegBRIVE amBleE 2e M ehimo ERPIYSL B 8dhGREY

doubl edistilled water is sterilized by filtration, dispensed into anpoul es,
l'yophi lized ungerxsterddgpeoaek t isQRsa81e @oﬁ@@iﬁéﬁt@dé}? akaghoaapoul e

contains 20 ng of .eac f the actjve ingredients. s Kit 30
Preparati on G&4E lFﬁ’qug?%ﬁFi?%i %Bﬂ?np t PR BH e ﬁf‘ngpgllgt &Y cofBi ns
500 ng ofo cy@:@ﬁﬁl@» G yokppiBBhesdpdratod ) ampd/uaresanenofeadrs pliysited @gi cal | y
acceptable s ts and_500 encitabi he, 35 ydro | n roduced
as follows: 6? e%%g%ﬁef:%el gx@8ﬁﬁ5una€ clye @%r \e/(;e%%ﬁ4 ™ of
distilled watthe- Nmevﬂ)ut iant a0 ftheerehemOEhBrmRum@:s adgeht in

) dissolved or lyophylized [sic] form.

15 WO 9814192 discloses various biological tests suitable
for determining the concentration of the compounds

having a pharmacological effect.

Cyclo(Arg~Gly-Asp-D~Phe-NMe-Val), the therapeutic agent
20 or the angiogenesis inhibitor can if an acidic
functionality is present be converted with a base into
the relevant acid addition salt, for example by
reacting the equivalent amounts of the acid and of the
base in an inert solvent such as ethanol and then
25 evaporating.
Bases particularly suitable for this reaction are those
which provide physiologically acceptable salts.
Thus, an acid can be converted with a base (for example
sodium or potassium hydroxide or carbonate) into the
30 corresponding metal, in particular alkali metal or
alkaline earth metal, also into the corresponding

amount of ammonium salt.

On the other hand, a basic functionality can be
35 converted into the relevant acid addition salt, for
example by reacting equivalent amounts of the base and
of the acid in an inert solvent such as ethanol and
then evaporating. Particularly suitable acids for this

reaction are those which ©provide physiologically



under ‘sterile conditions and dispensed into 10 ml anpoul es and | yophilized.

For intravenous or intranuscular injection, 10 m of 5~ aqueous1(3e>MArRoFm3
are added. 5 ~~( - 15 r Patent clains 1 3 MAR Z003 1. Pharmaceutl ca

preparation conprising cyclo(Argd y-Asp-yPhe-Nve-Val) and/or one of its 5
physi ol ogi cal |y acceptable salts and at | east one chenot herapeutic agent
and/ or one ofaddeptdiybe osayteal Muagcept dkbl @osalitd eandd arsani adggageaesi s

i nhi bitor and/or.one its_physial ogically. accept.abl e salts, characterized
110 that 8 ST nelPeut PRAIBAR TRERr i oL SR P TR T  BeETacel
paclitaxel, dardophatlin, dcciplaiti sudh FUasnd bedicoahlbolicnatecidri not ecan,
cycl ophosphanj okf?&ﬁ'?c’é“ n%zci XOr UbheisnopiRor el Bihgs gosgLehin oJ

genti tabine i's enployed. 15 2." Pharnmaceuti cal preparation according Fo
Caim 1, 2onmrBianhesrhain g- ecydasp-oldieamigve-aeld. anglee omxradnics

physi ol ogi caldqs @ccephablgr3ahhisiansh findeas! 9n¢cHBeret herapeiin L. agent
and/ or one of its 20 physiol ogically acceptable salts, characterized in

that a chemot¥er ORI Qg&Ht ML YN c HERING ofooRRpkasic

paclitaxel, Garhaphatid, Q@i o FEhasdreal casiaspl i faet e,estdnipnat ecan,
cycl ophospharg de,, carnustine, doxoruhicin, 25 vinorelbine, qgagserelin or
gerci L abi ne HOTEHS Qe FOBHLT naTedt | BAPPEPBLSY 8Er0 REVEIITERIED ai m

1, conprl@i nglisthyd(Areg-i@ly- Aspdl- Pheaeid/al hecadd/ orswoeinfci t acid,
sy o1 0oL capdsieniath e sl o 0rkaash, WA ANRAIERES i o1
prepar ati on &eadedilsg awidl amalicorcipd, cotipimift nyeid, gluconic acid,

cycl o( Arg- G yspeRtRcPheadN\E; Vah) «3kiand/ oradang, of 1 56581 8BY$hoLOIAld Y
acoeptabl'e salt9,a0] qemeiabine ARUIOr O0e,of A2 RISl e 7 ke,

15 2-hydroxyethanesulfonic acid, benzenesulfonic acid,
p-toluenesulfonic acid, naphthalene mono-— and
disulfonic acids, 1laurylsulfuric acid. Salts with
physiologically unacceptable salts, for example
picrates, can be used to isolate and/or purify the

20 compounds of the formula I [sic].

The invention further relates to a pharmaceutical
preparation comprising an oyf; and/or an o,fs integrin
inhibitor and/or one of its physiologically acceptable
25 salts and at least one MMP inhibitor and/or one of its
physiologically acceptable salts, and to a
pharmaceutical preparation comprising an o,f; and/or an
oPs integrin inhibitor and/or one of its
physiologically acceptable salts and at least one
30 tyrosin kinase inhibitor and/or one of its

physiologically acceptable salts.

Preferred o,f; and  o.fs integrin inhibitors are
described, for example, in EP 0 770 622, EP 0 710 657,

35 EP 0 820 988, EP 0 820 991, WO 94/12181, WO 94/08577,
EP 0 518 586, EO 95/32710, WO 96/00574, WO 96/00730 or
in DE 198 50 131.



;> 16+ C5. Pharmaceutical preparation according to Claiml or 3,
characterized in that an angi ogenesis inhibitor froma group COHFBSM%RgﬂMQ
ot"(33 and ot"a~ integrin inhibitors is enployed. 5 6. Use

phar maceutical preparation according to {ains 1-3 for prodUC|ng a
medi ci nal product for controlling pathol ogically angi ogenic disorders,
th[onbosels flmdp i ﬂﬁﬁib%to@@rcﬁl@dy t@&ﬁrstln@tHiﬁ&ééezj;r_lhifbit%qrs, .
arteriosclerqsis unours st.eopor osi s a ions and infections.

Use of a phaﬁﬁﬁﬁ%ﬁﬁ?%ﬂﬁlﬁﬁ%ékﬁéﬁ 5%c%¥ﬁ£ *Clainms 1-3 for controlling
pathologlcally 15 angi ogeni c dlsorders, thronboses, nyocardi al infarct,

coronary' heg S dlse ,|-s 0S] & urs, 0osteoporosis,
i nfl ammat i onSane abséastﬂr? SJ’ é -)" & y- Asp- D- Phe- NMe- Val )

and/ or on® of its physi ol ogi cal I y accept abl e salts consecuti veI y or in

h | t
br” docet axel DoLaY (o CREGPERLAPEASGPIER! (3ReDT, [, R Jalfs 07 0UP
folinate, i rlertotaécanJ cﬁqldplﬁ%lp-ha]rﬁ%e 28 nel 9¥okbr ubi ci n,

vinorel bine, goserelin or gentitabine and/or one of its physiologically

acceptable salts and/ or an apgi ogenesi.s i nhibitor and/or qgne of its 30
physi ol ogi caFeyigceBpFRrSieRes §eldsodiet NP ES e @i haP eFr68udmtr

cont rol l1iog 'clsmmu,rs mﬂceUSGB-QTO (wéé]ﬁ.(Ar gi@ y- Asp- Dthiee- NMbu¥sh) angdfor one

of its physial ogi al onsecut | n phyS| cal
conbi nati on WF% 2 ﬁg ut| C ﬁﬁé | ect ed (If rﬁqﬁ%g gr oup
docet axel , padmunarseleredarlbcml aeaoh daypl[astllcri Srhe) enmlogal gmomtholmmat e,

I ri noy ecan, slsageas@aaaq Uy CPBTHS! TRE crdeXubi£in, 11 3 MAZ2Q03 °. " A
- 17 vinore |ne erelin or genti t abi ne and/ or one of ‘its
physi ol ogi caPFy %l 4188803 fcﬁn%?o&b& ngrBOwesli diava Jae@ah@@ foor

control l1isng pH#FBEEG1al Kbluthd @)(fnsa]&t)uﬂg 100 $@PAr afLr DREKS it e idn
effective anpu of _cycl o(Ar Asp: DPhe- N\Ve- Val an .effective
Srount o a CHBRSORES HBeutISEARARS ooPdor SRR HEoRFBho SFIRoEIEReE!
paclitaxel, staboplatni daxi spl @fitgr 5tkcand dabculatfign .naExampliesat ecan,
cyclo 5-fluorouracil (30 mg/kg) or Adriamycin (1.8 mg/kg) are
given each day from day 7 to 11l. Cyclophosphamide
20 (150 mg/kg), carmustine (15 mg/kg) or gemcitabine
(2.5 mg/kg) are given on day 7, 9 and 1l1l. Cisplatin
(10 mg/kg) is given on day 7.
The tumours are measured three times a week until a
volume of approximately 500 mm® is reached. The delay
25 in tumour growth is calculated as the time required by
an individual tumour to reach 500 mm’ compared with
untreated controls.

The following examples relate to pharmaceutical

30 preparations:
Example A: Vials

A solution of 100 g of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)
35 and/or one of its physioclogically acceptable salts,
100 g of the chemotherapeutic agent and 5 g of disodium
hydrogenphosphate in 6 1 of double-distilled water is
adjusted to ©pH 6.5 with 2N hydrochloric acid,

sterilized by filtration, dispensed into vials,



T

15 phosphami de, carnustine, doxorubicin, vinorelbine, goserelin or

gencti tabi ne. 10. Pharnmaceutical preparation conprising an o and/103 m%m%
integrin inhibitor and/or one of its 20 physiologically acceptable salts
‘and at | east one Nm P inhibitor and/or-ope of its physiolog~.cally
acceptab7,e salts. 11. Pharmaceutical preparation conprising an oc~, ~3 25
and/or an a"(Bophikzéd | nltiddr or sardidle oneondlitienphysandogicehlgd
accept abl e sa“&g nd atEgeﬁst\%21 tyronggngin%§%linh£Pit%5eand/Q£.one of

i ts physi ol odi cal1y" accepfabl ekt t s©° g active
CACA(, A(, . ASngddliASity. A R Alfy. A@. A(y. Aa. A Aly, 5. Af 2. A. AHO

(qr +, uxR#j op45sty| wmhc”Y] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]c
a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal] ca] ¢ a! WKopuvy| pq 1 WX

{vqgl gb] X] Ta] &jeamlen]Ba | R Q% ®= a] ca] ca] ca] ca] ca] ca] ca] ca] ca] ¢

aU] ca] ca] cTa] ca] ca] c*a] ca] ca] ca] ca] ca] ca] cal %&1256CDZ [
A mixture of 20 g of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)
and/or one of its physiologically acceptable salts,
20 g of the chemotherapeutic agent is melted with 100 g
10 of soya lecithin and 1400 g of cocoa butter, poured
into moulds and left to cool. Each suppository contains

20 mg of active ingredient.

Example C: Solution
15
A solution is prepared from 1 g of cyclo(Arg-Gly-Asp-D-
Phe-NMe-Val) and/ox one of its physiologically
acceptable salts, 1 g of the chemotherapeutic agent,
9.38 g of NaH;PO; - 2 H;0, 28.48 g of NaHPO, - 12 H0
20 and 0.1 g of benzalkonium chloride in 940 ml of double-
distilled water. The pH is adjusted to 6.8, the wvolume
is made up to 1 1, and the solution is sterilized by
irradiation. This solution can be used in the form of
eye drops.

. 25
) Example D: Ointment

500 mg of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/or one
of its physiologically acceptable salts, 500 mg of the

30 chemotherapeutic agent are mixed with 99.5 g of
petrolatum under aseptic conditions.

Example E: Tablets

35 A mixture of 1 kg of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)
and/or one its physiologically acceptable salts, 1 kg
of the chemotherapeutic agent, 4 kg of lactose, 1.2 kg
of potato starch, 0.2 kg of talc and 0.1 kg of
magnesium stearate is compressed to tablets in a



RSd} xsni d_Z] ] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca
] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca! det u01<=KLz{} xsnid_Z]]ca] ca cja]ﬁﬂg %ﬁd C
a]J ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]ca]c 3
a] ca] ca] ca] ca] ca] ca! FGQRab?@3HRS" _} xsnid1Z] lca] ca] ca] ca] ca] ca] ca] ca]ca]ca]c
a]J ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca] ca]ca]ca]ca]ca]lca]lcalcalcal _ "+,;
<VW conventional way so that each tablet contains 10 mg of
xsnid_Z]]ca]calcalcalcalga ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca]ca] ca] ca]ca
]ca] caj CL} ca} %5}%3 C +§5}eal}9§g]]ca]! 56]EF%]&3u]~ys]rrga{ V\h% d_]Z] c] Joal cal cal cal
a] caV] caV] caV] caV] ca\/] cal] ca] ca] ca] ca] caV] ca] ca] ca] ca] ca] ca] ca] caV]ca] caV] ca

]&Cg]QC?(]Ya?]QC?] fﬁﬁﬁnﬁ cﬂai:ga %g] ng%g]:ga] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca] ca]ca

] ca] ca] capca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caV] ca] ca!)*;

JK} xsni d_Z] | | sabred sakeal %}ng;%]e%@e@a]ﬁﬁ]&ﬁ}%fakeah%h@q]ecad cahgaheal cal ca

] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] cal
1xsni d_z]]] cafken ]"-’Eﬂa] 3] @] CANFEPEAPRET cA{a¥] Watba] R aFeAtd@ T aPéa] ca] ¢
aJcalca]c a] Cé\l@ﬁ@@] o tRiSad€a8r€R) talc, tragacanth and colour.

VIWAL Tul v PEETEE"" S #f ###H##YR&3&=" V' W }xsnid_Z]]]ca]ca]ca]ca]ca]ca]calc
aJcalcalcalcalc
a] ca] ca] ta] c Bxeeld 03 CeBpsileg ca] ca] cal ca]calcalcaljcaljcajcalt" ((9(:

(5(2(2?)2@}) )))21);;] ] ca] ca] ca] ca] ] ca] ca] ca] ca] ca] ca] ca] ca] ca]
* <X EX GF| * i ~**} xsni ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca
]ca] ca] ca] ca]?ca]Q:a?ﬁa S}l@a]AéfQ]— ]Q,T:E}]'@H']I‘@’éﬁ Vel )+ and L RrOoner+f X
-(-)

FHS. L its gﬁmﬁf&d]@@iw] ca&eaiaeama] cahaakcal ealkep] cad caigal cal ca

ca] ca] ca]ca al.cal ca] cal] ca
!31] c!a] c!a] c!a] c] ) ]???gg%L%’?* 4RAgkRd,; 5PERe hard gelatin
666667} x55i d caldsuialscajnal« apoavenltdaled] cehya] ©@] tilata] eatha] capsaleal cal ¢

Zj]| g(zﬂ (;?]73,3] g%&’%@%ﬁé’ﬁé‘?@g’?mﬂeg%%ﬁ% BT oosm xsnid_27]]] ca] cal

calcalca]ca]c

a] ca] ca] ca] caaapAd #r] asdperlied cal ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] caj cajc
aj c

al ???2?QRR?N?_??27?7?27?7?7?7?7?7?7? QA0 @ G@@HA Qvanaadodd xsni d_Z]]] ca] ca] ca] ca]ca] c
a] ca] ca]am] cal cagloat ioa] Cafca] &g caf caycapdagalcds]-escd]-EleajNa} el ca] ca] ¢

2} gg] gg] (:@S@(%?a]olm]:ca ca ca] ca E%W%‘F }E]_'(%L]@%‘gﬁca] c%iég% gg] gg] g

a] ca] ca] ca! HEI ERE EEBEMP @G vEiEgisiodl ket ca] ca]
ca] ca] ca] ca] aa]seahqe\hcaila&ae]zcai@%@@ktﬂh%]acalfak@@Lgakezahca]daadﬁaigéd ca] ca]
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acceptable salts and of gemcitabine

35 hydrochloride and is produced as follows.

500 mg of each of the two compounds are dissolved in

40 ml of distilled water. The solutions are filtered
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y31olog1ca 1y acceptable salts, characterized in
10 that a chemotherapeutic agent from a group

consisting of docetaxel, paclitaxel, carboplatin,
cisplatin, 5-FU and calcium folinate, irinotecan,
) cyclophosphamide, carmustine, doxorubicin,
vinorelbine, goserelin or gemcitabine is employed.

15
2. Pharmaceutical preparation according to Claim 1,
" comprising cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/or
one of its physiologically acceptable salts and at
least one chemotherapeutic agent and/or one of its
20 physiologically acceptable salts, characterized in
that a chemotherapeutic agent from a group
consisting of docetaxel, paclitaxel, carboplatin,
cisplatin, 5-FU and calcium folinate, irinotecan,
cyclophosphamide, carmustine, doxorubicin,
25 vinorelbine, goserelin or gemcitabine is employed.

3. Pharmaceutical preparation according to Claim 1,
comprising cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/oxr
onne of its physiologically acceptable salts and at

30 least one angiogenesis inhibitor and/or one of its
physiologically acceptable salts.

4. Pharmaceutical preparation according to Claim 1 or

2, comprising cyclo(Arg-Gly-Asp-D-Phe-NMe-Val)

35 and/or one of its physiologically acceptable salts
and gemcitabine and/or one of its physiologically

acceptable salts.
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10\ 10\ controlling pathologically angiogenic disorders,

thromboses, myocardial infarct, coronary heart

10 diseases, arteriosclerosis, tumours, osteoporosis,

inflammations and infections.

) 7. Use of a pharmaceutical preparation according to
Claims 1-3 for controlling pathologically

15 angiogenic disorders, thromboseé, myocardial
infarct, coronary  heart diseases, arterio-

sclexrosis, tumours, osteoporosis, inflammations

and infections.

20 8. Use of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/or one
of its physiologically acceptable salts
consecutively or in physical combination with a
chemotherapeutic agent selected from the group of

docetaxel, paclitaxel, carboplatin, cisplatin,
25 5-FU and calcium folinate, irinotecan,
) cyclophosphamide, carmustine, doxorubicin,

vinorelbine, goserelin or gemcitabine and/or one
of its physiologically acceptable salts and/or an
angiogenesis inhibitor and/oxr one of its
30 physiologically acceptable salts for producing a
medicinal product for controlling tumours.

9. Use of cyclo(Arg-Gly-Asp-D-Phe-NMe-Val) and/or one

of its physiologically acceptable salts

35 consecutively or in physical combination with a
chemotherapeutic agent selected from the group of
docetaxel, paclitaxel, carboplatin, cisplatin,

5-FU and calcium folinate, irinotecan,

cyclophosphamide, carmustine, doxorubicin,
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agent selected from the group of docétaxel,

) paclitaxel, carboplatin, cisplatin, 5-FU and
calcium folinate, irinotecan, cyclo-
15 phosphamide, carmustine, doxorubicin,

vinorelbine, goserelin or gemcitabine.

10. Pharmaceutical preparation comprising an ofs
and/or an 0,5 integrin inhibitor and/or one of its

20 physiologically acceptable salts and at least one
MMP inhibitor and/or one of its physiologically

acceptable salts.

11. Pharmaceutical preparation comprising an o3

25 and/or an 0yfs integrin inhibitor and/or one of its

) physiologically acceptable salts and at least one

tyrosine kinase inhibitor and/or one of its
physiologically acceptable salts.



