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Although the subject treated may include any mammalian species, the subject in need is

preferably a human suffering from cancer.

[0005] In a specific embodiment, the VEGF antagonist is a VEGF trap, capable of high affinity
binding of VEGF. More specifically, the VEGF trap is F1t1D2.Fik1D3 JFcACl(a) (SEQID
NOs:1-2), or VEGFR1R2-FcAC1(a) (SEQ ID NOs:3-4). In a specific embodiment, the anti-
proliferative agent is a microtubule stabilizing agent such as paclitaxel, or a dcrivaltive, analogue,
such as docetaxel (Taxotere®), or mixture thereof; a platinum-based chen;othe_rapeutic
compound such as cisplatin, catboplain, iproplatin, and related compounds; or other conventional
cytotoxic compounds. One commercial available form of paclitaxel is Taxol™ (Bristol-Myers
Squibb).

[0006] In a second aspect, the invention features a method of decreasing, reducing, or inhibiting

tumor growth in a subject in need thereof, comprising administering to the subject a vascular
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DETAILED DESCRIPTION |
[00011] Before the present methods and compositions are described, it is to be understood that
this invention is not limited to particular methods, and experimental conditions described, as such
methods and conditions may vary. It is also to be understood that the terminology used herein is
for the purpose of describing particular embodiments only, and is not intended to be limiting,
since the scope of the'present invention will be limited only by the appended claims.

[0012] Asused in this specification and the appended claims, the singular forms “a”, “an”, and
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description. BRI EF DESCRI PTI ON OF THE FlI GURES [ 0010]

Figs. 1-2 are bar graphs showi ng tunor reduction (Fig.
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1 (Fagptere®i eyentisinteny. Eranealaprosopisp, qyplophosphamide,

doxorubicin, epirubicin, 5-fluorouracil, topotecan and irinotecan, carmustine, and estramustine.

Preferred chemotherapeutic agents include platinum-based compounds, such as cisplatin,
carboplatin, and iproplatin. Other conventional cytotoxic chemical compounds, such as those
disclosed in Wiemann et al. (1985) in Medical Oncology (Calabresi et al., eds.), Chapter 10,
McMillan Publishing.

Methods of Administration
[0016] The invention provides methods of treatment comprising administering to a subject an
effective amount of a pharmaceutical composition comprising a VEGF antagonist, such as a

VEGF trap, and an anti-proliferative agent, such as paclitaxel. Various delivery systems are
3




based ant agoni st VEGF traps F1t1D2. Fl k1D3. FcOd (a)

(SEQ I D NGs: |1 -2) and VEGFRI R2- FcACl(a) (SEQ ID

NGs: 3-4), see PCT WO 0075319, the contents of which is
|woa9q§/@tm4ed in |ts entirety herein by refermm2004/023815
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[0019] A composition useful in practlcmg the methods of the invention may be a liquid

comprising an agent of the invention in solution, in suspension, or both. The term
"solution/suspension" refers to a liquid composition where a first portion of the active agent is

present in solution and a second portion of the active agent is present in particulate form, in
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an aerosolizing agent. [0017] In another enbodi nent,
the active agent can be delivered in a vesicle, in

particular a |liposone, in a controlled rel ease
swmmlommi n a punp. In another enbodi nent \NheT/asiob‘kﬂozsms
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Al ternatively, a nucleic acid can be introduced
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Pharmaceutical Compositions
[0023] The present invention provides pharmaceutical compositions comprising a VEGF
antagonist, an anti-proliferative agent, and a pharmaceutically acceptable carrier. The term

“pharmaceutically acceptable” means approved by a regulatory agency of the Federal or a state
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and, mucoadhesi ve. Metrononi ¢ Chenot herapi es [0021]

Metronom ¢ chenotherapy is energing as an inproved way

of admi nistering chenotherapy. Traditional
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fromiin vigmassa Hoy srample, 8,dopeap b forplateadin Etpglac\??% 1Ri a@ﬂ eve a
L&b%la%ﬁg EaRGkHakiGn gt MbRAGHRAC Y4 @boRNiREIRTEN bhladé. Such

information can be used to more accurately determine useful doses in humans. Initial dosages

~ can also be estimated from in vivo data, e.g., animal models, using techniques that are well
known in the art. One having ordinary skill. in the art could readily optimize administration to
humans based on animal data.

[0027] Dosage amount and interval may be adjusted individually to provide plasma levels of the
compounds that are sufficient to maintain therapeutic effect. In cases of local administration or

selective uptake, the effective local concentration of the compounds may not be related to plasma
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can. be sterile liquids, such as water and oils,

i ncl udi ng those of petroleum aninmal, vegetable or
synthetic origin, such as peanut oil, soybean oil,
nwoeoas/o1oid, sesanme oil and the |ike. Suitabl PCT/US2004/023815

phar maceut i cal _exc star.ch | ucose .
cppreptsaiion. One hegdeg Slali ik et e b1 Bt fkrsponiiply fecive local
ﬁgigbﬁﬁﬁkw@g@kﬁ%ﬁ%ﬁt e, glycerol m)nost ear at e,
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yi ng agents, o
tbwfuﬂ@hem gf thg @rdsmbwsclaoom&enapbmy bmpeaé«gntex’mlttenﬂy while
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afldi{elwirﬁdombﬁ]ﬁtl&ndnthbﬂlefdrhgs Exanpl es of sui tabl e
pharmaceutical carriers are described in "Rem ngton's
Phar maceuti cal Sciences" by EEW Mrtin. ,[0024] The
Ergposi tion of the invention can be fornul ated as

neutral or salt forns. Phar eutically acceptabl.e
(5% <Thoieveation lsa e viés apidly CirorB T R R e kaging materia
#d alpheSBcetiRhliapeiel cf)ﬁtﬁ’iﬁéti‘w&mﬁ@ﬁﬂ lﬁblta@mgﬁﬁmn Qvbefein the pharmaceutlcal

acetl c, oxaIIC tartaric acid ?
agewtsormbrisss i o3 VEGF S0iagonish L 81 dock 58 BRI GEer e ag and

\§ Litl Be aﬁ@&a@ﬁxﬁ'n&ﬁi‘&naﬂmsm labdl |09¢)1 gelififeftivéhich indicates that the
1 SO rog‘\l/lamne triet | am ne

r ox|
‘Q%GF ptazqnish andamti-neliferative agent Goe be B’F%‘cf%‘i tpating¢ancer or reducing tumor
%r 5] The anmpunt of the conposition of the invention

at will be effective for its intended therapeutic
use can be determ ned by standard clinical techniques
% pisesent description. In addition, in

ro assays rray optionally be enpl oyed to help
j0020]tAsf dgsaviped meExamwsh grace inpepbated VEARS, cctl,tuwcra treeted with either

dos ran ad -
BRI Gpi1ooRY, Pook Tub R ReP it B Rk B Bifmor Theseul
ghotved tHaDerarwas nd yemansghble asites ialtheemido thatpeceivadgEGF frap alone or in

i nt.r.anasal, rati Wl
w‘w&ﬁlﬁg a’)’“‘\?@f‘?}ht sli cgmﬁ)&t@ (ﬁ% v@%pg%?%PEth%&m a increased
figke supgﬁ:xsl&eo@v% ,ap@theinsick xfebaiﬂhgl ﬂﬁeemhmmmmmmam‘/meared as robust
derijv in vitrqQ or ani . model sterpeé

st a8 ormel et Brerinhanigals it ¥R eg
ﬁﬁ&ﬁ&été’ﬁhﬁ@ﬁ@ad&ﬁﬁnbﬁ ﬂﬁm&qﬁedm thelampuntfof cte anti-prohferauvc
vitro assays. For exanp a dose_.c e fornul.ated_in

agenhreedadde é?@c‘tcc?ﬂzh'&*ﬁ‘?l%%“é"me{ Y,  Fusher, ahdesriibed in Brample 2,
ﬂa?ém b atmﬂaﬁ %déﬂ@rﬁg thd SorhtiRdY tRsatrekat @070) Reshih Aliveeind healthy at this

culture. Such information can be used to nore
tmeuvell aftey thgend phthe eatmentperietbses i n humans. | niti al

Eﬁ§ﬁg Biher fe%%ré?slog ﬁekiﬁveﬁﬁ&i Wit Borhé SipateRt Motk AE thc following

ani ma using techniques that are wel
&esonpuqnm of éxemalary entbndithents whiclyarg igiven gforslhlsmhqwfttwem&qﬂém and are

ul d admnistration to humans based
%uétﬁ?({‘?gilgﬁqeapt{ml%%%%]? Dosage anount -and interval my
be adj usted individually tEXAMPLES pl asma | evel s of

43, e e s cagio e Eiiso 5 e B UrRlciagy gl in the ar it

#Eomplete disclosure and description of how to make and use the methods and compositions of

the invention, and are not intended to limit the scope of what the inventors regard as their

invention. Efforts have been made to ensure accuracy with respect to numbers used (e.g.,
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sel ective uptake, the effective |ocal concentration of

t he conpounds nay not be related to plasma 6 WD

2005/ 011734 PCT/ US2004/ 023815 concentration. One

h3¥0 2005/6lk134] in the art will be able to opti nmPE®/US2004/023815
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3186s Mdfdafti QeheyWiseé, ,pa@sf aré Pattslsy: wdight ARledulle Heigho 1stah&age molecular
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\g@glé;tpmgeraﬁlretlﬁ@ degreps @?qt’cﬂff‘de’t%‘é PFF&%%’:S apgr near atmospheric.
adm nistration, and the judgnent of the prescribing
physi ci an. The therapy may be repeated intermttently
Entamde 1.sVwmoo Freatmentoritle VEGH-trap s Baxel” when they are

R SRR, R CBRip oFf PY g2 E B s
1hidy €537 iwis) %|tﬁ6tzafp6ﬁmdﬁ$to&m na40) mi'eenoxfula;ahLﬁ with OV (h’g’& cells. Two
conpri si ac mat er i armaceut |
b s anstubiion | R i e itk SRR S e A VR ettt L
3 iRePNRKITBL4 (ve€ld] Thegednd st $Rated ivith FETIF-Drap aMb&Fhe third
ant agoni st and 'at_ | east one anti-proliferati e b Atth
D WagHespisd WreclsaRek AlgRa b OB Y Leled giftyshicle. At the
& o@ﬁﬁ%ﬁﬂ&l&éﬂﬁef& iy @&e endfindShe Volaine b Sscitdéods measured and all

antagoni'st and anti - prollferatlve agent can be used
“Yigibletyoertwas gxeispdand weighedduci ng t unor  “gr owt h.

l{l@tﬂft}“t?ol '%?’P.fiﬂ &v?h ['19191%9 burfisn ﬂQﬁ@VE@Fﬁ‘réﬂ"-l— PachitRb1Swas

ce I noc CAR3 cells were treated wth
signifieantly redhged)by 95(17&1(@4)@4)}1 pmpe)red tgraptraly. Fymar bjpden in te VEGF-Trap

SR Ao k1802 ol oS00

' mwehvelbabompaxedwmn&&@u rléﬁl’a&k‘dﬁe or in conbination

wgé{} {:r% r?l oY asclids fo?ﬂlrmgﬁ] a\%x P;Hs o a¥eitds dBJe ed i din tgé;é}lnl—%eél treatment

n a | NCrease uppr essi 0
groap od grenpr tesateidwiithgV EGE-TeaprdbonedFigo2). memnea@é’@m@b reduced

0 f if

SR 8o, B g . S Aot o e

Blefehed puadtss tinivas were eargﬂyl nédrolic anfl aVa@sethtEi@Jetgna}p treated with VEGF-

RB dEerchtpal Rel ey s s PisRabd FyRoL B RE rap atono groups

mdr SOUi@éﬁ midé inths ﬁﬁdhb,ﬁel alone @fcﬁlffgﬂa? tuyors drhthe dlap]ﬁragxnaléingty percent of
ni s recejvjng t ined. tr enaj n .

S e 5 B SHPRAR ST 8 i I VP 18P g A vt

416k értbﬂﬁthﬁﬁ B.frrlldiﬁnl tBsthilus QO b livex hﬂv‘{eﬁ&attmﬂomsweré fmatthfeund in these

i nventon w arept i.n_the course o

logHcB e Sarls (K AEHRGY P RaIg® o feprios Hipeppvior of e

FEGFOITHS P phélitaxel %ﬂdﬁﬁ Wwad vigiallp indiﬁﬁgmﬂidblﬁtﬂoﬂmmdl Aseinoculated mice
e

not intended to limting thereof
of the same ages. These data suggest ti'lat com matlon therapy with VEGF-Trap plus paclitaxel

may be an effective way to markedly reduce tumor burden as well as ascites formation in
advanced epithelial ovarian carcinoma with minimal detectable side-effects.
TABLE 1

Taxol™ | VEGF Trap | VEGF Trap + Taxol™

% Reduction Ascites 85.4 96.5 100

% Reduction Tumor Burden 55.9 56.7 97.7




EXAMPLES [0032] The follow ng exanple is put forth so

as to provide those of ordinary skill in the art with

a conpl ete disclosure and description of how to make

am 288011 73¢ net hods and conpositions of the pcT/us2004/023815

invention, and are not intended to |limt the scope of
EMPIQ heEffens ef Trnatmentyutt VEGF-tiep # Taxely'crt SwswivabTingg ¢ s

PRy TS5 o LR Yo RSl

cﬁzﬁﬁa\iﬂtaﬁcer telhiires atdl,twe weeksi:lat)sr were treatadfoe iqm ieakesnwigh either a

SR A AR o85BSR by n SRS sove

HeV e indfead\ef s@b‘ﬂiﬁdﬂ? tay ﬁﬁc%gaetlﬁiah&cﬂfoﬁf weeks,itgfytwere observed for 110
en‘gerature isin ees Cent| {1 e, and pressure,|.sS

pm thetpme of, ,%ggq{@}el euthanasia was necessal it Ail of the control
ﬁNcE Haci‘ﬁ%déré@ﬁltﬁanﬂ_ﬁ%ﬂm dﬁ)QQ@t@l] dlﬁﬂtﬁ{u'aﬁ&rﬂfﬁjeatﬂ%ﬁﬂ an contrast in the

Two experinents, each wth groups of femal e athy

gronteof micgeeated-with ke VEGEH Tﬁnmépe@!&%ﬂ, frsen of theofive mige mcﬁle first group
M?%l?vel WRErhPihe Erid Imly £iBal QAR lf(ﬂlelgg aﬁ&\’fﬂmof’&ﬁ lfﬁoculauon (68
oup was t

I nocul at1 on, reat
daysafter wSctmtmmke 9f tseapmt); Oaxef these pas a @5 morﬁslsm/té@m gt an inoculation

YR A Sy Bl 5 B2 48 NSl ERBECIh) Qlnion bocause of

lpwatonadus;tesaandrm;i tukhe arcewd ithei traghegs andthefifth wndeewantiewthanhsia 81 days
h r|
°f h.lgr?? CGIQJ&]O(%JEB%OH %vntﬂ b?oo #v asg‘,gg gs O\Arggg tﬁnggé E\.rﬁ'g%[] dé%chF currently
onigsinp lgeoup ofimicevia the sumv&aba!udynsi pevfiirmingdn a pidGBAmamen ta the first group.
of tunor growth. Tunor burden in the VEG- Trap +
paclitaxel was significantly reduced by 97. 7%
Thbiﬂes@ﬂt)lmieﬁﬁcﬁmajebb dnibodizdtin other. spdaificmforhswitibout depattivg from the spirit
VEG-- Trap . nd paclitaxel al one groups was
T &SRR 2 E‘;’zb %Q‘%O? <0.05) and 54.8% (p< 0. 05),
respectively, conpared to controls (Fig. 1) (Table 1)
[0035] Control of ascites formation. Virtually no
ascites devel oped in the conbined treatnent group or
group treated with VEG--Trap alone (Fig. 2).
Paclitaxel alone significantly reduced ascites by
85.5% (p<0.01) conpared to controls. Morphol ogic
studi es denonstrated that the blanched, punctate
tunors were largely necrotic and avascular in the
group treated with VEG-- Trap + paclitaxel. N nety
percent of mce in the untreated control and VEG-
-Trap al one groups and 80% of mce in the paclitaxe
al one group had tunors on the diaphragm N nety
percent of the mce in the control group and 60% of
the mce in both VEG- -Trap al one and paclitaxe
al one groups had tunors in the hilus of the liver.
However, tunors were not found in these locations in
t he conmbi-ned VEGF Trap + paclitaxel groups. The
appear ance and behavi or of the




VEGF- Trap + paclitaxel group was visually
i ndi sti-ngui shable fromnnormal, non-inocul ated mce of
t he sane ages. These data suggest that conbination
t ey A1k h VEGE-Trap plus paclitaxel nay bgcAbsioososis
effective way to markedly reduce tunor burden as vve?ll
as ascites formation in advanced epithelial ovarian
ﬁer cinoma.with mninal detectable side-effects. TABLE
F REAPRAEGE TrapVEGE Trap + Taxol' % Reducti on
Asci t es85. 496. 5100 % Reduction Tunor

Buyr den55. 956. 797..7 8 WD 2005/01173 CT/ 4/ 023815 .
e,k & combipstion of « yRcuiepORBRKEL o e (A anspggiigEand an anti-
proliferaive agent 131 thBtrEABSRof bdhcér il the'\preptation Sfhmedid¥hent for the
groups of athymic mce were inoculated with cells from
trgatmentof cagp@hr i an cancer cell line, and two weeks |ater

were treated for four weeks with either a conbination

of VEG--Trap + paclitaxel or vehicle (control) as

20 Ghe npeefdlaim 1Ewherpinghel VEGE vatagoniss isa\EGF frapst ead of
sacrificing the mce at the end of four weeks, they

wer e observed for 110 days fromthe tine of tunor

3¢ dihke useafeldimt?, wherein theVEGF ¢trap s NRBGFRIRZcA(H @ osar y .

ol mce had to undergo euthanasi a
@-@%mﬁ%ﬁi{a&di sconti nuance of treatnent. In

contrast, in the group of nmice treated with the

VECE- Tr + clitaxel,.. three of t five m.ce in the
4 TR pa e oF s 1 G e 10 e arai gt i bt
spbilizingakedtehavi or 110 days after tunor cell
i nocul ation (68 days after discontinuance of
treatnment). One of these has a 0.5 x 0.6 nmtunor at
SAITHe REEH it AN whéreinghe dhtif rolifefativaagent isipabiitaneliNdocetaxel, or a
eut hanasi a 89 days after tunor cell inoculation
devatiye.canglogus, exmpuge theteofii st ress and had tunor around
the trachea, and the fifth underwent euthanasia 81
days after tunor cell jnoculation wth bloody ascites
%ﬂée&s@f@y gt elaimsr] tpdy wherein the antipapliferativsrageniis 3 platmum-based
ROk sl dBdd Bk fhel gPoupRBnststiny b¥F @bpltintleh¥bdptatin, and iproplatin.
-performng in a simiar manner to the first group. e
present invention may be enbodied in other specific

rdy i ; fot QR L
7 el L ERA e e O Bkt B B2 a1 mud
thvnanti-proliferativeregent is pacligaxelyr dacetanebi nati on of a vascul ar
endot helial growmh factor (VEGF) antagonist and an

anti -
8. The use of any of claims 1 to 7, wherein the subject is a human subject.

9. Use of a combination of a

of a medicament for reducing tumor growth in a subject.

10. A method of inhibiting or reducing tumor growth in a subject in need thereof, comprising
administering to the subject a vascular endothelial cell growth factor (VEGF) antagonist in
combination with an anti-proliferative agent, wherein tumor growth is inhibited, wherein the
VEGEF antagonist is a VEGF trap, and the anti-proliferative agent is selected from the group
consisting of paclitaxel, docetaxel or a derivative, analogue, or mixture of paclitaxel, and a

platinum-based chemotherapeutic. '
10



proliferative agent for the treatnent of cancer in the
preparation of a nmedicanent for the treatnent of

cancer. 2. The use of claim1l, wherein the VEGF
awbqg@mjl%‘,is a VEGF trap. 3. The use of clai %%82004/023815
wherein the VEGF trap is VEGFRIR2-FciCl(a) or Fit 1

D2. Fl kI D3. FCAC 1(a). 4. The use of any of clains 1 to

wher ei n [
1F; AR uloASoRBbrig A8 ARt RISl gowt agtor (VEGP)
andagcsxﬂst,rnntah&-pmﬁferaimedgeﬁteardtal pharnzagerticallysacpeptdble eaxdr,
docetaxel, or a derivative, analogue, or mxture
thereof. 6. The use of any of clainms 1 to 3, wherein
12h Q‘h@?ﬁdrmﬁ’deﬁﬁéai edrAgdsition afélaiin 115 wherpinthé VEGFmatgahist a VEGF trap.
chenot her apeutic sel ected fromthe group consisting of
cisplatin, carboplatin, and iproplatin. 7. The use of

1@/&@9&%& bf&ait {20 w’ﬁerewrtﬁé VEGFitAG isNEEEFRIRABENT IKE) drS

FCACl (a) and the anti-proliferative agent is
FADRIFkIBIFcAC1@cet axel . 8. The use of any of clains 1
to 7, wherein the subject is a human subject. 9. Use
of a conbi-nation of a of a nedicanment for reducin

: [ . uci ng .
Ithu ffibe phpraaeentival cempastiion of claigEl b hepginthe prfyiprgfiferative agent is a
i.nhi bi cing tunor growth in a subject in
rwgro&x L?esghg’g&ngcg%grl sing admnistering to the subject
a vascul ar endothelial cell growth factor (VEGF)

Nt.3000LS t ERIbLR sBblifig agent i
1gge '?\marcgurhca C%%Pﬁgédo &%151 hi n%’ @H dpgi wherein the g agentis
ﬁdaiﬁca,rﬁoagﬂm ot a derivativé; @aloguapor nzintire thereof.
anti-proliferative agent iks selected fromthe group
consi sting of paclitaxel, docetaxel or a derivative,

- @ alse 988 corindtiontofl i ¥BGF gntapbnittcand b chemmuthexapeutic- agent for treating

P i 2B BBaH. B B e of § SO bt hecessay o

aﬁ:ﬁm?é 4 8ésit8d ffact $€the preparation o medicanreht fogtreating cérmed or
(VEGF) antagonist, an anti-proliferative agent, and a
phar maceutically acceptable carrier. 12. The

P aIBER oF tlaiad 16; WHBRE the &ibnﬁﬁheﬁipalhtm abdnt ivdredmeiiprolifamtive agent
VEGF antmégom st a VEGF tra‘?. @3. The net hod of cl arinm ¢
setectedfomethe gioRR cqpsisfing plpgchitaxelee dpmiyatiEe, |palpgHe, of 8 Mixfyre 0
ﬂac%xﬁlakd & planun64ded Shéhlotherapeutic.

18. The use of claim 17, wherein the VEGF antagonist a VEGF trap selected from the group
consisting of VEGFR1R2-FcAC1(a) and Flt1D2.Flk1D3.FcAC1(a).

19. The use of claim 18, wherein the amount of a chemotherapeutic agent necessary to.achieve a

desired therapeutic effect is reduced by at least 20%.

_20. The use of claim 19, wherein the amount of a chemotherapeutic agent necessary to achieve a

desired therapeutic effect is reduced by about 30-50%.

21. An article of manufacturing, comprising:
(a) packaging material; and

11



14.. The pharmaceuti cal conposition of claim1l1,

wherein the anti-proliferative agent is a mcrotubule
stabilizing agent. 15. The pharmaceutical conposition
ovoabngiont7dd, wherein the microtubul e stabili Zibmuszgﬁmtsms
is paclitaxel, docetaxel, or a derivatjve, analge

or nfbXe phasmaceutiend pgent eontaired Withimthe pAtkeEiAg materigh W
p@ﬁ&g&ﬁﬁéa\?\%ﬁp&nﬂ) gRsdr %sg@lgxeéﬂdofhgﬁaltgfﬁﬂﬁ fdathr (VEGF)
cancer rein e co |nat|on reduces the ampunt of
trap adentenitone petispiotifesajive ngenb ciod whenpinithe paskaging matgrial indicates that

N

nfhR iR apeutic agent is an anti-proliferative agent
sel ected fromthe group consisting of paclitaxel, or a
derivative, anal ogue, or a mxture of paclitaxel and
a pl ati num based chenot herapeutic. 18. The use of
claim17, wherein the VEGF antagoni st a VEGF trap
selected fromthe group consisting of
VEGFRI R2- Fci C1(a) and FIt1D2. F1k1D3. FcACl(a). 19. The
use of claim18, wherein the anpbunt of a

chenot herapeuti ¢ agent necessary to achieve a desired
therapeutic effect is reduced by at | east 20% 20. The
use of claim 19, wherein the anmount of a

chenot herapeuti c agent necessary to achieve a desired
therapeutic effect is reduced by about 30-50% 21. An
article of manufacturing, conprising: (a) packaging
material; and 11 WO 2005/011734 PCT/ US2004/ 023815 (b)
a pharmaceuti cal agent contained within the packagi ng
material, wherein the pharmaceutical agent conprises
at | east one dose of vascul ar endothelial growh
factor (VEGF) trap and at | east one
anti-proliferative agent, and wherein the packagi ng
material indicates that the VEGF antagoni st and
anti-proliferative agent can be used for treating
cancer or reducing tunor growth. 12
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