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VEGF | nhibition Technical Field In general, the
present invention relates to nmethods for the treatnent

wobtoosonddi i ons associ ated with abnornal | evel sPOfF/AVEGE 001318

producti on and/or secretion. Background of the
I nvention Vascul ar endothelial growh factor [VEGH
al so known as vascul ar _perneabi | factor (VPF)] is a

hi ghly conserved, pote ﬁﬁ‘nhthl!i{‘?'anal cyt oki ne.
Abnormal |evels of production and or secretion of VEG-

have been |inked to a nupdehnieal Pieldhol ogi cal
condi tions. For exanple, high concentrations of

b| ol lmg;enedgl )ﬁha(ptesem ?Bﬁﬁomaa}medo@meﬂ‘@d%d@reth\el freajsnent; 1o | conditions
ki et

aapocsiggBebramaliaBisty wECF BB il S divor T Ibi 3 i«

th bd | t f b f

condi L ons. i nol udiBAPKETAYARCOLAN BVREACH: sease st at es

Sucr\/%g%%r%g{lhéﬁ?l Odfrd(@ﬁ fagt'orc?@é? aldd 5\”195% \%S&J;IarggﬁehbiM?factor (VPF)]

isre ority of cases
larwlhlgllﬂye cpnsegedspaterit snufiimeticabl gytqkler Almormanlgvalsi b prasiuction and or

ggﬁ@tlﬁbgﬂgﬁﬁ? 63"?2)93% kga{ol a or%%?ntpﬁﬁogcfgicgféonﬂﬂ%rg Hot ¥xample, high

ébﬂ&é“rﬁr@ﬁdﬂi@%@%loﬁ)glc%@ﬁ\fe WEGFTHEVegIE@ﬁtde&E@dtne@leﬁmr fiids amdl ascites of
I ncl ude colon, gastric, pancreatic, endonetrial and

eongeripalientsd Aelsowskisatiat, Hg%‘?‘?’db\]ayson 2003). For exanpl e,
the d%@tésg ﬁﬁnécc%@?ﬁoﬁso?'ﬂﬁlﬂ n‘i’ftheoédﬁbm%l @a@ﬁ‘,ﬁ iayi rEsult from a number of

pre conti ned peritoneal cavity and
mﬁwﬂmmsemduwmstumouraranchsmrtd@@asaﬁtafeq e b clyenigiver digepgey) Cirrhosis of

h t
iR by ot B B Bl Br G b e LGS BB Rsts Hoehril poor.
2002)\ccufulatioaindf inblignameastites i$ rae aitnperteint oéuspaiﬁmb@ﬂmndwmortahty in
SO SN T I
g%%lc' {)ﬁ?gl%%h@@ﬁfdoﬁieﬁﬂ aHd d?)au*féh' dafce? (E’iﬁthdahdeldys*thZOOBI) tFloabxampIe the

for stage ill and IV (Burbrid
mekgapnt mmn@s@n of @warianicaresr @fpr@;@(nl®nﬂyscogflmega@9h% ag;goneal cavity and

g?eilaé?@ﬁ%sci{aa@eag? }f(ﬂ O%@PPQS%@OAU P&h RRRSur Q&é’gﬁ@ﬁl@%ccumulation of

api dl'y ‘accunul at'i ng ascites fluid
asvitedrarg ﬁrivyrselylummated wrlidsqnh\fad)ﬂ-iaswhueéak;éo 2)| gurrent therapeutlc treatment

Etgtpﬁt&q Sf yy,t tqqggr{cg%;cﬁ%? %:g}l%ern 5%%{;%@5 (?Yg)r&lfu&ﬁlgt éﬁf&ery and systemic
@H‘é@ﬂdﬂ%ﬁap?sﬁl‘ié?lo@h\@mamndf tiaolitaxel Amdi tigplatins beingkemhsitlered the initial

oo sisroe o T apa et o FBBl A RV oy ogtients aready
AaveCbdah®d &{ge%% vfrheﬂsd?égk}b%df %hcﬂr%blo?roghées Nfd QB8SdcAtkd with rapidly

vascul ar per meabi ener al VEG- exerts a
acouimelatingf asartpsarﬂuldrandelﬂgf@ttnya&m armis@lawrmrp%&@lluwémhemﬁtypes There

% ugé& efi)gcﬁuﬁ‘ Sfclife’ ndftod Wrahe t@%tfﬁ%ﬁlj &nasc\@%nd ascites-associated

per meabi enhanc
conditions.

Ascites is linked to peritoneal, as well as tumour microvascular hyperpermeability and
several studies have implicated a role for VEGF in ascites formation via increasing vascular
permeability. More generally, VEGF exerts a number of important effects on vascular endothelium
including inducing new vascular formation. VEGF possesses potent vascular permeability-
enhancing activity and abnormal levels of VEGF production or secretion lead to microvascular
hyperpermeability. VEGF is now recognized as a key factor required for growth of tumours and is
involved in many other disease states such .as diabetes, arthritis including rheumatoid arthritis,
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activity and abnormal |evels of VEGF production or
secretion lead to m crovascul ar hypferperneability.

WW/BEB6/0299N0owW recogni zed as a key factor requi redI/AUR005/001318

growm h of tumours and is involved in many ot her

di sease states such as diabetes, arthritis including
rheumatoid arthritis, psoriasis, endonetriosis,

ps@nmr aéndometdonis, eerebeal osademeogiherostelesineisshaemisaheart disease, and

.and T as age rel ated
RAGE usBien il SR e RE AR TBRER N o7 V2 T
essemmow skapstion of IVESF i3 cassemtlbl &b aamtefsTanmmulatqkz)ml | Tumour cells usually
usua repr esent in source o GF, bu . .
e Jiesgat 5ayEe ob U E el LMt G Safated ST A5 nempprtant st of
Vﬁ beﬁ@éﬁHﬁt BBE‘km BGK bfb@uc‘tﬁ@&r &%ﬁéﬂé’rﬂb @ﬁw@rf ceﬂ@%reéxbmﬂe using a

é mour cel or exanpl e u3|n% i nhi bi to
WMeGF thébitors Halgwbeqzm skawnnia| angmau(;tug@s (°) rqsgggm inhjbiion of ascutes formation
C tq ,
@B 3@5!5 EP&” f§99?% il ‘é‘isaé O%SJUP _PEI‘% rlé Jlﬁ)gg’rg\)ﬁﬁ éwdfegsm@t/hat VEGF production
and sbemtian it hattimidEas sphddum«mrs ot that YESE @ VEG r¢czeptmstare expressed by
ESGF and VEG-

?¥@@i¥t°g|e§€e£’i"%s%§ﬂh8§ e gggl\%ﬁ]@i@f‘?} of | eukeni as and

Ot heAcoBﬁiﬁ‘@Wt PECE isCa atttheqa@éthoﬂﬁeraﬁbuﬂ@mtémgﬁoyi anY&é¥eral strategies
an attractive target for therapeutic. inter

@nalo@%vaeaacawwahaag.t@gn (60 oBRLRCIRoBa: bt VEGF recepor
EionRRUGRIne klﬂgée%ta@&lﬂpé}ﬂ“éoﬂﬁl@'VEGF%&&Q@PSEWEGV-E% There remains

rec ptof "antagoni st s, rosi ne ki nase antagoni sts and
aoeeth haweverder ae eﬁqﬁl‘t& @e%%@nhlblﬁ‘}g) VEGH pioduciienamndies sgcretion and for

Vi) BBt ors s RieguhE YL PR e s PR, 1on? o

condTrlé an&eﬁisment@heﬂ. pretiicatstE@n pheodwenholh sarpdging finding that the

Beivnizsns caanal, bl P Sk e o g, RS Destdét by human

%@dr@ﬁﬂé?fc@r Rlids 'Wl@%ﬁdi 6n VBSF RvEl9Inaivo, HidfeREibitsaiyn¥ELEinhibitory effect on

l'evel s secreted by human ovarian cancer cells in vitro

amdmber of goaritions\assagiated With @bnormaal YEEX #eV8St s si gni fi cant

inhibitory effect on a nunber of conditions associated

with abnormal VEGF | Summarsgfithe Inventione | nvention

Accor di fir nt _i.aven I

t hor AcrsThg A TR @86 HEReEB IGHTREIEP o roudad 2 meiiod for inibitng

W/E@?}:]b?ddhé’tfén OF s&RibS i aPQJb]eBt fhe Pieiiod €bmprisih@ adRinib@ing to the subject an
Isin dmnistering to the subject an effective

aﬁmuv&ammmtaof@@ﬁmmumdotﬁormwahul al: | wherein R is

selected fromH, substituted or unsubstituted,

strai ght or branch chain al kyl, al nyI aIkenyIaIkyI

cycl oal kyl, cycl oal kyl al kyl, cyclo kenylalkyl aryl,

aryl al kyl, -SR7, -SORs, - S2R9, -SCN, B (KH2) NBRi 0,

-C(O-Rn or -OR12, COOR13 : 3b,

i sot hi ocyanato, or -CN

i ndependent |y sel gg

unsubsti t ut ed, stralght nl kyl, al kenyl,

al kenyl al kyl, cycl oal kyl oal kyl al kyl ,

cycloalkenylalkyl, aryl, arylalkyl, B and B are

i ndependent |y selected fromQ |S, S(O or S and n is

1to wﬁérein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SRy, -SORs, -
SO2Rg, -SCN, B'(CH2)aBR1o, -C(0)-R11 or =OR12, COOR13, -NO2, NR13aCOORap, isothiocyanato,
or -CN where Ry to Riap are each independently selected from H, substituted or unsubstituted,

ubstlt ted or




10

15

20

25

R2 is selected fromH, or substituted or unsubstituted
alkyl; R3 is selected fromHL substituted or

waoe®alostop: ut ed, straight or branch chai n al kyl PCT/AU2005/001318

al kenyl , al kenyl al kyl , cycl oal kyl, cycl oal kyl al kyl,
cycl oal kenyl al kyl, aryl, arylagkyl, 5- or 6- nmenbered
het roc§cllc rin hete oa rrl(s) 0

s r@plbﬁqa@h%kygra kepyle alsgnytalky Scy;}pgwr cyfqﬁaalkﬂgﬁl (cycloalkenylalkyl,
a@%@la@ %ﬂcﬁ: B arﬁﬁ?e‘ﬁbﬂdenﬂy%@@cteg fr6rP0, @' ﬁo}or&fr@| and n |s 1to4;

each’ 1 ndependent

sel eBe @eleetedhiran Hstksgbs’tltuw@dur@ubam@gl@gwﬁ tut ed,
i;g?ogﬁkfﬁcteﬁrfﬂ Odﬁﬁﬁ% da+ 'ﬁ}ﬂ%ubs e %th gc{'fﬁ[h}ﬂ% éﬁdﬁrélkyl alkenyl,

aikerwl‘a}ldylaldygibalkyﬂ,OcyoloaIWlant adyolbalkenylald)d,r lawat aaryielkytr 5- or 6- membered

BRI i 6 SeletoploMs) f B8 36, eledbfh G or e of O, S andior N, -

sampcamgl seweh@oaRpeszN rrcawmé eOR@r MRHBOGRAT wiedé R t& Ry are each
i's selected fromH, substit ut

mdgrgp@g@ntly g@l@qged fgam B SQthltl{BQd qg,umwt@%pmangﬂt gg,tpranch%ham alkyl, alkenyl,

BRI AT PSSy, YR

S@Rgram%gollteBde(rmmea@gueMr@ Rn or -OR12, COORL3,

t o Rne e e TS substihd RS RIS off poplthl © T

subsThé cdngrduimd mayrisLedisenrimidagale calfansite efiFginuledl: br anch
chain al kyl, al kenyl, al kenyl al kyl, cycl oal kyl,

cycl oal kyl al kyl, cycl oal kenyl al kﬁzl:’ aryl, arylalkyl, B
and B are |ndependently sel ected;from O or
SOand nis 1 to 4; R1 ~ t %H§90§g1
unsubstituted, straigh
al kenyl , aIkenyIaIkyI,

cycl oall kyl, cpcl oal kyl al kyl
cycl oakenyl al kyl , or ep v—NThe conpound may
be a conpound of . bwherein R is selected
fromH, substituted or unsubstituted, straight or
branch chain al kyl, alkenyl, alkénylalkyl, cycloalkyl,

cg;'?%é@ép@'.&é@@gﬂfpﬁéﬁagut@ (il fathPon Banch chain alky,

vaikenyﬁ%lkeﬁylalI@d}Qﬁx’t:l&lkyml N@ﬂoall{ylﬂkyBamRemﬂalkyl aryl, arylalkyl, -SR7, -SORy, -

#ﬁ%mﬁ%ﬂ%ﬁ@m&@% DR Q@@&% ﬁf@e@ﬁaﬁ@ﬁ&m isothiocyanato,

@Fi@@%bk%ﬁ@ R1§ta"r@bz§ﬂhtmdéber’@feﬁﬂ?@éle@ié@'fr@maﬂ ké(lbstltuted or unsubstituted,
a eny al keny

siaighd Ar k@ﬁgh gquryalkyl aallyqnyl alkgny@lkwy pycloglkﬂn @yclg@u(ylgﬂk)% cycloalkenylalkyl,
?&Fj %@%m%,rﬁtahd’ B'Y ou&ég@l%eﬁf )&’éle%ﬁsfrorﬁe n fS’(b%&%OzaJﬁg n”s 18 4;

be se
consRsitib suhstlmted@n da&.&bstéutechlstﬁmgid@z btapcls cha}tmaikyl oaikenyl alkenylalkyl,

EIERERAE B gorautt PERERER Ry AU oF iRl oo .

oxi b&hsleonpoend mayrbeersdapolnd.of Férmakédihdazol e,
cycl obendazol e, dribendazol e, etibendazole and

f enbendazol e. s

B
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In one enbodi nent the conpound is al bendazole, or a
nmet abolite, derivative or anal ogue thereof. The VEGF
woragoeoziopr oduced or secreted by a tunour cel | .Pdiau2005/001318

tunour cell may be an ovarian, colorectal, liver,
pancreatic, gastric, endonetrjal, renal or other
primary or netastatic tunour cell. The VEGF production

or secreti on may be associatdll with an accunul ati on of

flu o e
of 1 HASBR F?ﬁég%?ﬁ@v' i ﬁdﬂ@#ﬂﬁ@ﬁ‘?gﬁr Lﬂ%@f@?l@ O§tr%?b¥ (4nch chain alky,
ARERACIRNASION éy0lo8 ) cryolpakwuuql rmga@k)aﬂ@nyhllqd asykt arielkyls S, -SORs, -

as | n "i\ ?5 I@HZ Lév\étb\égd %1' (5}8_ fgﬁg,eglh%q;ogﬁ@b, isothiocyanato,
ofr Gﬁ Siterd @VS%Eboéfe teE&f lﬁdépﬁndéhﬂv’ seiRebddrofeH) hsmi)sﬁtméd or unsubstituted,
gat'l ng ng a condition associ at

shlblgmrmrﬂiranbb‘@bans alkvl piinUU@KB@MIﬁlIM cyqalkyk pmlpagwla%dyc‘op]lkenylalkyl
BT Bt Prag FgRnu BT ReckMonts e, SR oPSOPEcle f 154

|2 vihercempourd maa/ e beledtezidfrdm dhe gﬂpummsllrtgu@feaibﬁﬂdamle, albendazole

sﬁBSUbSt ! anéqgg%p ﬁgn%héag@& ggﬁ%pda%g 8%11 E r}da;cf( quabendazole

cé@%@%&&@”bk@éd@ﬁde a?éfbend@iolé a{hia%éndam,, cycﬁmwlazele dribendazole,
BRio, -(O-Rn or -OR 2,

atipoRaRle andEnbend®@BCOOR 3b, i sot hi ocyanato, or - CN

Wherlﬁgsﬁ’? 9@8?%51*? o é?)nfﬁg&ﬂ it BEs E(ﬂ@rHr lym&dofite! @ivativear analogue

Or unsubsti t ut e st'rai ght or branch
tadredfn al kyl , al kenyl, al kenyl al kyI cycl oal kyl ,

Zﬁg' al\?%éFa iagr%%l aArks ﬁé{gﬁggyalf t}lrgﬁ]urgfg "TLJ% &@Hdﬁ}’ kel ﬁay be an

GvakhnD chlredtal Qvet; Mcte@tlc;‘» gbartct estiddmetnial, Henairormd}‘@stprlmawgm metastatlc
or unsubstituted al kyl; R3 is selected fromH1

tympwicel- ut ed or unsubstit ut ed, straight or branch chain

al kyty ke Battebik Yay be YeescRrtddWith an accumulation of fluid in a
cycltal @#ﬁpéh?maﬂ(‘:yc I oal keny?,al kyl, aryl, arylalkyl,

tody oavit@,-sucreastaseited onplewsal¢liysidni ¢ ring t he heteroatorr( s)

Klf mﬂ@é{%{?ﬁ Sr@%&%r%%@o%%%&%od‘%@ﬁﬂﬁfrg@(o%jﬁl_n%ﬂ,é’d\@écularisaﬁon,
s@é@m dmmﬁopamtnermédataﬁdegenmngr e each ’
Lﬂgﬁg@?}?dﬁﬁhlgoa ggqlpﬁ itagr%c{ éf? {Wgﬁié%gﬁtb@%églﬁ%t gﬁkeg{s provided a method for
ﬁfj‘ re@én'ﬁﬁg{‘ﬂ'c@hdﬁbh aswmke@ahlthydbnomwblem bfypradidcﬁd)n or secretion of
oa enyI al kyl ., aryl or aryl al k

i
EGF v subiscbriheamatherh GRMAYiBIEy 8 G Bist FerEe gmount of

gq%@ﬁlgf&#oﬁnﬁpendazm e, or a netabolite, derivative

ogue éreof . The conditi onryay be one
associ ated with increased vascul ar |perneability. The
condition may be selected fromthelgroup @®ansisting
of : ascites, cirrhosis, cer ebr al
oedena,

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rs, -SCN, B'(CH2)aBR10, -C(O)-R11 or ~OR12, COOR13, -NO2, NR13.COOR1a, isothiocyanato,
or —CN where Ry to Rz are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and nis 1to 4;
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pul mronary oedema, ischaem c heart disease, macul ar
degeneration, proliferative retinopathy, diabetic

WO 2d060ppet hy, retinopathy of prematurity, psorPEBEAB2005/001318

endonetriosis and arthritis, such as rheunmatoid
arthritis. Admnistration of ghe conpound may be

system c or regional depending on the nature of the
condRtid sefected fros H, ﬂfe%bét&ltedﬂ@ wingiibstitted 2l may be

|t iy ¥%éq?§qyfrorﬁ Bl LRYAGLE Bt unsh lfufb'aﬁs;’(&‘ﬂ#h%r branch chain alkyl, alkeny,

intr I ntravenous,
akeaylalkyl, nt)rcrﬂ:elayu t:ynlqalkgldlkylncwldaﬁxewlnikyhm}ylberylalkyl 5- or 6- membered

Hekgratioans oot o 7 seehar B0 ahgpl B, 'andior .-

sﬂaﬂ heRﬁI WORY esa)ﬁfismmc I-RR/ @mmmogfmas«mems tor Ryq are each
an ascCl tes-assocCl at e u
o bonioned o o ahsigd ot um&#n@te?@a@hmrbanchdﬁwam alky, alkenyl,

wherein
Benail el oisaly B RO ) 2 Rl Tt et
ortamadtaplolite alerivativenarranalbgierthesgdly | | aI kenyl, al kenyl al kyI

u ?r/ §: lﬁ?l k%mbO@ﬁ%ﬂt %@LW,& 6@%&&&% é‘iﬁ’\ﬁét% deé&?t}(lla ‘or analogue

thé/e6d) - Rnor -ORi 2, CO(PlS -NO 2, NRi SaCO(RSb
i sot hi ocg&nato or

i ndep® @qnyngyetpee@pﬁsqq wuﬁ |gqﬁ?§% @ar Qﬁrmeablhty The condition
?@bﬂ%%’e’cfeﬂﬁ‘r@ﬂ thesérblﬂi d&zh&stiﬁg of é@ﬂé‘d" cifrhdis) pl@ur&[&dffusmn cerebral oedema,

keny I'kenylal Kyl , cycl oal kyl', ¢ cl oal kyl al k
RUraonas Q@j@maalsralyqemlcahgqrt dlaea;p,amﬂgmar oeneptipn, %[plgeratwe retinopathy,

q%@@i&ﬂ%ﬁﬂys re?:ﬁ+p%§'{3lecg ittty p§ona§§%qo%[n8t é%s %ﬁéj afhriti§, such as

rom su
thegndisit atruitied al kyl ; R3 is sel ect ed fromH, substituted

g{ ku %r%gtgtlﬁrgﬂﬁﬁéd?q%%&ﬁ h%y| b%%y%/ﬁig %E&;@B@%Bﬁ;&l @ﬁﬂ the nature of the
@dh@lltlé}ﬁ"tdfedé)"tr@étw' Adminlstratian Yinay Kog! untrécavmryﬁmtrmemwr drdramuscular,
heterocyclic ring the heteroaton

igtsaasteralqinfravgRPUSH Sulsutanequs, @plc@lorsor)glnd }rgr,acqyiiary agmmstratlon may be

Ri7, -SCN, -C(O-R 8, -OR 9,
N@&Méﬁ%\%ﬁg}@% 5 to R21 are each independently
sel eAa:oeuﬂlngrtora tHird sspest oft the ecesent inneplispsthere s gepvided a method for the

WA DL otk oS L B 7Y 0 o o

étfmp@lém# adriiibterirngrio therseibjedt ah effeetivecaoumat a vmnmxmcmfd:lonmilzel
t hereo In one enbodi nent the conBgund is

al bendazol e, or a netabolite, deriyative or anal ogue
thereof. The ascites may be maligngnt asciRses. The
asci tes-associ ated conditA The
conmpound may be adm ni
regionally. The cB
intraperitoneally. Acc h aspect of the
present invention there i ovi ded a nethod for the

tSnga;thErem IF{J)] Is s At §3 Ob]olﬂpﬁ%i)%tﬁﬂé?e& a@?@bﬁgp {Hef, é? a@ﬁ@&%rénﬂh @hain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylatkyl, cycloalkenylalkyl aryl arylalkyl, -SRy, -SORs, -
SO4Rg, -SCN, B'(CH2)nBR10, -C(0)-R11 or “OR12, COOR13, -NO2, NR13aCOOR3», isothiocyanato,
or —-CN where Ry to Ry, are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B’ are independently selected from O, §, S(O) or SOz and nis 1 to 4;

Ry is selected from H, or substituted or unsubstituted alkyl;
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to the subject an effective anount of a conpound of
Formula |I: wherein R is selected fromH, substituted

wWoroo0swbst i t uted, straight or branch chai n al RgT/AU2005/001318

al kenyl , al kenyl al kyl , cycl oal kyl, cycl oal kyl al kyl,
cycl oal kenyl al kyI aryl, arylg kyl, -SR7, -SORs, -
SO2R9, -SCN, B nBrRi.o, -C(O-Rn or, - 2, ,
- NO2Rs Nﬁpbateﬂam Hs@&gsﬂ@t?@mrae%ﬁ&w ssalghtm%wnm @amﬁofkyl alkenyl,

e e D L

het&ryd:ychcamngethq heterahters(sy Phwhioh arecsptepfe iyl one or more of O, S andfor N, -

R o suoAeR, AL Dl Bio b a8 e o

Iﬁdﬁ)eamuylselazteﬂ ftom HL;sutbefitutesl op ensaibstierded; steaightbr boanch chain alkyl, alkenyl,

t ut ed tuted alkyl: R3 is selected
Akl Gl RCAITBI Gl Elveam oca ek - or
Bﬁ@iﬂ@tﬁbdﬁféadé?lvé’tlvléw anaRbleehsreof, al keny! aI kyI cycl oal kyI
cycl oal ky/ al cycl oal kenyl al kyl | al k

5- ol @e amewme@td 6qrenoyny isi alkendazalg, @%mﬁ@b@ QW@{I\@)N analogue
mferw” ch are selected fromone or nore of O S and/or
-'SR14, -0ORi 5, -SOR16, -SM2R17, -SCN, -C(O-R 8,
- OR1%he mmscn@;m Jnahgmmascﬁas Bha ascieeassaciatadaohdition may be cirrhosis.

i ndependent | v, sel H ., su

unsabe Fotieut Ty BE Bl Raiehitabl b by he compound may be
adidﬂlmewed umdaFalmrbalykyl | cycl oal kyl cycl oal kyl al ky:
cyc en ar Qr ar a, neta ite

derlg qu@ra Q/\'ﬁl éﬂ’@ré of Hog ers%/en?m%/m@n i R tah'@ethOd for the
ﬁé‘éﬂﬂ@kﬂ%ﬂ fevenfdriPadan fﬂlc Q6cade MREsabett! th&meMed bdﬁ?dnblﬁg?admlnlstenng
or anal o ue thereo retinopathic disease may be
todhesibiedt efnraﬁmtwe ennounéefaqmour@tqf heplely, di abetic
retinopathy, retinopathy of prematifeity or macul ar
degeneration. According to any one |of the above

aspects and enbodi nents th

adm ni stered in the forpwof 0S| n t oget her
with one or rmreEznh ¢eut|cally acceptabl e carri ers,
adj uvants or dilu ccordi ifth aspect of

the present invention t & a conposition
when used for inhibiting production or secretion

by awﬁ@rblh §1W§‘§élé?ﬂtéa fFo'ﬁ?H Cméd b%s%ﬂiﬂfelj Sé%l%lgﬁt or branch chain alkyl,
mpound of Formula | together with one or

phawhwdj@uylalwqydoaﬂtybeml yilkyla eydlastkenylaliyl, w@fht @ﬂ/l@lkyl -SR7, -SOR, -
t

S S e BT 0L, O SRR ) g Royant

Ho£CN heter Rt lmmtare)eachrlmependemty aefeciad diomets, substirted or unsubstituted,

SR LR Bl Rl SRR AR S,

E@f ,aryR ?lr BEﬁ@BPtdréﬁﬁdjép)éane@féh G0, Si §(0F or SO dnemtis1 014,
uvan Accor di ng sevent h asp ect of the

pr esgmls selactedhiroro H, Qrﬁébsétuieg %H@Ubiﬂ'&'&?de@"‘dbnpo& tion when
Rs is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,

alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 6- membered
heterocyclic ring the heteroatom(s) of which are selected from one or more of O, S and/or N, -
SR14, -OR15, -SOR16, -S02R17, -SCN, -C(O)-R1s, -OR1s, NR2gCOORz21, where Rys to Ro1 are each
independently selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or arylalkyl;

or a metabolite, derivative or analogue thereof.
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used for the treatnent or prevention of a retinopathic
di sease, wherein the conposition conprises a conpound

w@bookoe400d a | together with one or nore PCT/AU2005/001318

pharmaceutical ly acceptable carriers, diluents or
adj uvants. According to an eighth aspect of the
present invention there is, provided a conposition when
usednfape embedimertdberaqmpoyhd i§atbgRYAZPINOTGH mg@%@?ﬁd derivgtiye or analogue
@E,%gf_:i ated with VEGF production or secretion, wherein

e conposition conprises a conpound of Fornula I o
t ogeTireerretinopathiondisasse nbay hehaelagied Jtom girolijeraive efetiagppidy, diabetic

el pirBhao bR aRfury AR Begd BRI "D, oV Sel B
et haetofding idesnygoriendf the labovei aspekig @hd emhodimernets dhe compound may be
et bE e 0 A CamBasIon geiy e ob Bt AL cA acceptabl

@jr&ﬁ@é@jgv@[gcbr@mﬁﬁ@pe of one or nore candi date
benzi m'dazol e carbamates and adj usting the identit

and/ ecorlingalg e fifth aspest Bihe inraserd 2iyeetiop dhesa iseRredded 2 gainpogition when

[PISAVI=N- j ki : n ; ' i :
TS GMAVEILS: bR SRR BTGNS He ooty ymories
tampoundeeftforgylal tegeitiee with one aneete phrmaceuticaty @cceptsblegamiers, diluents or

b@nzi m dazol e carbamate treatnent regi ne desi gned

4 %\@P@i ng to the ninth aspect. Al so contenpl ated

Wi t hjgcofdirg talacsieh aspeetadf sheaprebeatnibveditionethérs isaprevidezioareangposition when
i ncl udj ngrest er eoi soners gnd .geonetri ¢ i soner

sesdpeLthia dregimeperrRipyention gfjaseiigy of Ay ,asgtgs-agoplatgg %gndtltlrc])ﬁ, wherein the
Fﬂ?ﬁo@iﬂ&{ E@ﬁr@éé@ Joh‘@?lﬁgfof [y 1 kddBther Wit B 60 MoRXghafrhaceutically

s specification, t term "conprising” neans
agoaptablel cargerprdilurpitsilgjyvanisut not necessarily sol el y".

Furt I at] ~ i singt s
o By VBRSO g b wren
vsudi ferdhereeatrinerd sr preventien dfarretinopaiiic bis¢ase,gihesein the eanposition comprises

A eateny SLFSTalinL Ripke ko e AADRGLBIDHER PR eapers divens

@ﬁé‘d]lﬁhri,t@_n. For exanpl e, dependi ng on the
circunst ances, i ncl udi E‘% the nature of the copdition

bei ndcaordingtean eighth aeReckiherRseseaidRIeTionhardis PTavieH BicpTRAFion when
ﬁgé?j%ﬁhé“ﬁ@ﬂm%wgrg%%iyn &l\@ﬂiﬁlﬂ\ aggﬁ:atéﬂr\ﬂmwpﬁo&fction or secretion,
but r pro a

Secreti on, uci ng uction to )
shérkincihe ntonesjtiope canprieesalal eonphendd ek Fersullaed fiegsther avitheone or more

achi eved. |0 sed. herejn.the. "treating" and

P q’”é'ﬁ?%@“fﬂly aqpéﬁ'tgl#l'e ?agneg%gl(ﬁ]gﬁta °E?‘?JJ"§@"§-§ whi ch renedy a
condiAtdordingdtd agintpdspent of the presamt invdnéorethiéra lis preited mtmattfoddor designing
conditjion or disease,, or, ot I@;gféﬁsl@r event

acteadiaidage apards eHED! B o, Syt Biiing the sorum
\‘%’ngzcggc\:/ég;rgﬁ&ﬂﬁrthéi A&t iRieeproyeieé QRB dbSenddof WY or more candidate
benzimidazole carbamates and adjusting the identity and/or dosage of the benzimidazole
carbamates so as to achieve a reduction in serum VEGF concentration.

According to a tenth aspect there is provided a method for treating a subject in need of
treatment using a benzimidazole carbamate treatment regime designed according to the ninth
aspect.

Also contemplated within the above aspects and embodiments are isomers, including
sterecisomers and geometric isomers of the compounds of Formula I, Il and Ill, as well as

tautomeric forms thereof.
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The term "ascites-associ ated conditi on" as used herein
refers to a condition associated with, i at least in

W@2006/0240b2 accumnul ati on of excess fluid in thePCT/AU2005/001318

abdom nal cavity. The condition may be characterized
by such accumrul ation, may occi@r as a result, either
directly or indi rectly of such accunul ation or itself
lead to the accumul ati on HeTHMELBS 1 uid in the

condniioreriat ¢ s ageficRohot Joh RAMHAT, ASHBChAhRG princaly, bu

ndt héesdriyesolIyt URirthermord, vahztionsl of therword ‘Somprisimgt)gueh as “comprise” and
non-t oxi ¢ but 20 aufflc nt anmount of an agent or

@@m&f@@m&%%{e@w BOly e GAPIRGP: ef f ect . The exact

tét‘?rﬂ“thTbﬁﬂ%V\és| Usedf ﬁér&m firf RBtS 3] VEIF 1b@lsSiidng Feventing, reducing
depe i ng on tors such as the species being

orr etherwise andiorating YRAF guedictian efoperetipon kr Qna@p@usp%dmg on the

e

iahibition sitouldtmezn conpletely bloeking. VBB produdtion sr smetlpmslmt mdscmg VEGF

Ry AT S bt TP e ST - O,

be dgs @eiharer thyte@izetredting=fl l"t%bmeﬁk lréfér tb Anytdng aHluies Wthh remedy a
using only routine experimentation. The term"

eondifieneer sryf@pf@mﬁ, prveeh (e esiaklp ATk Ok & %Onﬂha%rmrﬁgﬁease o dherwise prevent,
n I

{240 BRR G Bl o S b A Dk it sy

inengway whatsobveles wi t hin its neani ng, rmnoval ent,

oL 0 RO PO ARG B 3l st i,

Besbt hegart the accupdutations ofvéxcéysiluidtis the%domlgalmamtyv dlherbndition may be

Si ngle po n?”ﬁ%}:@g{u@I%fr;@gq%t@lgdasﬁag%ﬁgﬁ%@?erg W%PBW'F%QV' of such

gééﬁmﬁléﬁ’o‘ﬁe&tltsélmé%&ttb @e HdclmulBdey &%X@@’é %idbiﬁCihe Bbdovial dvity. One
exa:g)eonly with reference to the foll ow ng

ancgscitesiageaciated comdition és CirBosis.nt r aper | t oneal
al be tu "
e ekggﬂg‘% E S[%ﬁff@sfégrﬁo ﬁ\gg%ﬁéﬁﬂt ﬁrbcgjdlé‘?%ﬁ@( itk c?ﬁeaf]nng a non-toxic but
sufficiend amednt @V@Nﬁg&ttaﬂ rmmpmndAsq:)rdvde the demred@ffen’m waede)xact amount

i(pgpic m'le @ §@)| E@dqqélgﬁ%eé %Irf% o%sgéjlgmas e s%&ﬁgl: being treated,

Eﬁ@tégéfﬂnﬂadehérﬁlsconﬁlltlﬁv bEths- suﬁ‘eétethb Séf/erw bemdécbﬁdhm)nolﬁelrtghlmated the
nunber of OVCAR-3 cells present in r% t oneal

partiquiar agesit being: adriisteted @ dhe- Bester of meMministiation; ad SO h%’?ws it is not
t h t

{3505, 6 SRR Sl Ena it Rl ey i, o, o spopiat

tetfeciive mogmﬂ maf heeddterovned | byt enepefr erdinarny rakil Uiel dhaviad ising only routine

Eachv l.ue represents the nean s.e. of 6 to 8

GREPFRRT; on.

The term “alky!” as used herein, includes within its meaning monovalent, saturated, straight

and branched chain hydrocarbon radicals.

The term “alkenyl” as used herein, includes within its meaning, monovalent, straight and
branched chain hydrocarbon radicals having at least one double bond.

The term “aryl” as used herein, includes within its meaning monovalent, single, polynuclear,
conjugated and fused aromatic hydrocarbon radicals.
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Figure 4. Effect of al bendazole on CA-125 levels in
OVCAR- 3 tunour-bearing fromnude m ce. Each val ue

WO eEre3®nt s the nmean s.e. of 6 to 8 determn nat PGNAD2005/001318

Figure 5. VEGF levels in the peritoneal fluid of nude
m ce bearing peri toneal OVCARg3 tunours. Each val ue
represents the nean e. of 6 to 8 determ nations.

Fi gure 6. Effect %\"efap%ﬁﬂﬂﬁ'@né’fdhed-'l’r@é"ﬂﬂ%'EGF | evel s

e nmce beari OVCAR- 3.t v
reppﬂ‘?é’ﬁ?%mt'ﬂ‘@“ cg/vlée de§f;r| ntg/ %/C%e Iencgpyug/ﬁtyeference to the
fEIIcﬂM’ngjreKmndgT PCR presentl ng various VEGF nRNA |soforrrB
extracted fromcells _asp lﬁrlat ed Igrom asc:| es fl

per i igwred: Effec af iptrapgiierealalbendaze rtqeﬁ@]eate(ﬂ Qr@.ﬁl@dq weeWy for 4 weeks)
@f%’éﬁ%&@@?sﬁw ift -nuds ﬁ%lc@rb%al‘ﬁgl deﬁtoﬁéeﬂ’@V@ﬁRti @hoas] Mkies fluid volume

were extracted from al bendazol e treat ed

(nijtim ath andalbandayole {45Y) tiegtacymige. 3Ea0b &RILG reppsents e aiean + s.e. of 6 to
?&%%F’FP% F| gure 8. Effect of 6 hour al bendazol e

H? on VEG- production in SKOV-3 cells in vitro.
EachFigmleu® Efigut of elbérslazdiee omifemumbsr ef OYCAR-3 cells present in peritoneal

%ﬁ%@égﬁ]@g%%ﬁ?@jmﬁ%mg?:@@gtnpgﬂe( m@%ﬂi/ammedepregenls%e mean £ s.e. of 6

plekrpdrRops. B VEGE level s (pg/ 105 ceI I s) in the
presence of ve}:rogdng concentrations of al bendaz
¢

f ol | igHied. Ede be@mclwqtgta@u&»@wmpempeal g:mopqsdr@f@ e mlce Each
Bl B7hoRRANARGH.PE L S8 ek bhpabrivesselcount) in

r nornoxi ¢ _and hyperoxic (75% Q2) conditions
f oI I E]guneg4 t Eféeat ofeatitendsizols oDIABC] 25rB8Isdn OY&ARnymour-bearing from nude

con tions o | bend or 10 ng
e chamﬁ yaﬁ HEYHTE Sltg meerb:ﬁe 8Tﬂ?§ &o%&%%ﬁ@a&q I;rgaemat oxylin
and Eigeiers. SVEGR¢lelgipthe periohdad Asid bEﬁle@‘ﬂ'hlc@bea‘ﬂngmentoneal OVCAR-3
retlna ollownge ection Wlt Efgndaz e in DVBO

(URpUS: EVERS SIPBREEN ) BEt - R 038 S BTG t he
! nvegbum Beffeet of éi@bﬁ%zele%r&mt\%@mm%dernﬁce bearing OVCAR:3
broad=spectrum anthel mntic drugs, w dely used for

wmnursoﬁacbwalu%nememrﬁs tbemaeﬂ + 86. 9ff tmddelemminationsc | udi ng

a5 A i SR RIS o

fravh iadwites fiuitoor! peritopeal washraf nadel mice bearinglpssitanballO\GAR-3 tumours. A-C are

SRS Sy 55 BhRB i SRR T sgperoneay
@ao h@n@&%)wee@? hea W@@@yamggzol e carbanmates incl ude
nebendazol e | ubendazol e, tricl abendazal e

oxf chiBwrechh Zifest of 6 fxau alensiaenle reayaeis OR Y 86 roducton in SKOV-3 cells in
% b@% 32164 %Pree&g%g PL8e &@He@méﬁ S, VEGF levels (pg0® cells) in

azo azol e, efl azol e
the rpteeermammymgﬂtmcemremea(ul\d Jrof alherstazolé) aB.e VﬁGE‘lana {04105 cells) in the

R BB % BB SRR o

gancers in animl nodels and clinical studies (WO

Figure 9. Retinal neovascularisation (blood vessel count) in mice under normoxic and
hyperoxic (75% Oz) conditions following treatment with DMSO, PBS or varying concentrations of
albendazole (0.1 ug, 1 ug or 10 pug in 2 pl).

Figure 10. Light micrographs of haematoxylin and eosin stained cross sections (50 pm) of
mouse retinas following injection with albendazole in DMSO (A) or DMSO alone (B).
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02/ 076454, the disclosure of which is incorporated
herein by reference). As disclosed herein, the present

WO paoef49ps have now denponstrated that al bendazpdPAO205/001318

potent effect o n VEGF levels secreted by human
ovarian cancer cells in vitro4sg0 n ascites production,
retinal neovascul ari sati on an(} o.n VEGF levels in
vivo. Accor di ngBgst Mﬁéeﬁdﬁ%ﬁoﬂﬂlﬂ%@%}@@éﬂpﬂ nventi on

rel ates, t, for in

secr @r}zgmgegsle ga@@mpte chBOLgB%P@Cb(ro sR%(tSFH@ta}qg@ mlntlc d?ugg v{/idely used

o0 MRS b@dtr’ﬁlgofal@ﬁmmthspé?ésht@@ lrI ﬁlatnhﬁlss tnbuu@lﬁg hemargs f &‘ﬁé lpklrﬂary target of
amount of a compound of mul a wher ei n

benzisiidazele foatham esgmbgltewedntceae dvbuumSth%@Pmpwésj actmg {0 inhibit tubulin

gél@ﬁéor %l[%r} Ghd Hé e H?étmlﬁ%stngcs?%H; cla€‘+ g%ﬁﬁérﬁéte | albendazole

émgﬂh}daBJ,p;dpyltthR?benanﬁE@Je -2-y| Sabadate). %Ner @ngl ;qi@saréamates include

F&%F@%%Q@@%@ W@g%@p%ﬁ@m§%&ple, cambendazole,

bﬂ@bﬂﬁm@e ipathgndezblec titabehdazote Hycloberaiazdle)t dribendazole, etibendazole and

E%WSt ituted, straight or branch chain al kyl,

g10le. 5 kenyl al kyl, cycl oal kyl, cycl oal kyl al kyl ,

cycl gpd fresunt |ﬁJ/éﬁidrs hae )é}emoé’dl;yfoéﬂdk{b{ét elb@ncﬁﬁ&e Béeadrﬁantl prollferatlve effect
i ndependently selected from Q S(O SOz
on egange oRcancer ook linestie wire a@m}n—pan@ers g\uqmgﬁal mgpd@a a@p, chnlcal studles (WO
Hf‘/gﬂ%ﬁ{ tﬁeu ﬁgrsmﬁﬁﬁﬁ'gﬁt'@ e%q{e% %{r@f&eﬂ o gﬁilsclﬁsed herein, the
atekeﬂt mvahtda:rertnyWe neaw ﬁ@ngrismtk@/that aibemldamleklyas a potent effect on VEGF levels

S SP Hitbag LBRESTI  ed  PL R oigsutrston
@ﬁd OMVEGF lavets isovect ed fromone or nore of O S and/or
gl ] g‘l@pgi?ngmﬁg%;mtlof theh gr,egenpmelitlgr? p:éqtesdtoea g@@%g) )for inhibiting VEGF

h GiEeRE egonstgj §Eéll‘?ﬁja sUEjéEt %émﬁﬁ@@&drﬁ&n"siﬁ aS’mlhlstenng to the subject

stltute trai g branch chain a

ahRﬁmﬂweanwumeﬁybahmwndoﬂymnﬁalkyI cycloalkylalkyl
cycl oal kenyl al kyl , aryl o r aryIaIkyI; or an
anal ogue, metabolite o r derivative thereof. Typical ly
the conpound is a benzim dazol e carjpamate of fornul a
Il wherein R is selected fromH, gubstitiyed or
unsubstituted, straight o
al kenyl , al kenyl al kyl , , cycC oaIkyIaIkyI
cycloalkenylalkyl aLyL?_aLyIaIkyI
SCPR9, - SCN, B(CHé)nB ilo, - \r

-NO2, NRi 3aCOORi 3b, i sotR] or -CN where R7
to Ri 3b are each i ndependently selected fromH,
substituted or unsubstituted, ktraight or branch chain

2;‘;%%@@ L@%Lelec@@ﬁqﬂﬁﬁ%ﬁ@tg{ él‘: n?@éslﬂt)ﬁ ed straigt grgneh ghain alkyl,

alehyB' all@nyealkmquﬂemmrdyblyauaﬂdlmk;tmafkewtalm a‘EyI @ﬁlﬁ@(yl,OJSRm -SORs, -

3&%&%”{1@[ §H2]5 %t%q, aQ(&S%%OCI}rS-’-Q:ﬂgn @%ﬁétlﬁﬁgﬂ@,ﬂcgoo&ab, isothiocyanato,

at k@N‘Whereﬂ*bH@W% QJréWéch |ﬁdé9érﬁi@htiyyeelecteu¢ﬂomaﬂl katbstitdet! or unsubstituted,
cl oaken , aryl or ar
s raight or bra%ch cha)lln alkyl, alkenyl alkenylalkyl cyc]oalkyl cycloalkylalkyl, cycloalkenylalkyl,

aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and niis 1 to 4;

Rz is selected from H, or substituted or unsubstituted alkyl;

Rs is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 6- membered
heterocyclic ring the heteroatom(s) of which are selected from one or more of O, S and/or N, -
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or of fornula Ill wherein R is selected fromH,
substituted or unsubstituted, straight or branch chain

wa@bdoglo2400d kenyl , al kenyl al kyl , cycl oal kyl PCT/AU2005/001318

cycl oal kyl al kyl, cycl oal kenyl al kyl, aryl, arylal kyl,
-SR7, -SCRe, - SO2R9, -SCN, B41§CH2)nBRi o, -C(O-Rn or

SR U Sl S0 S0RP COblkep e IEAOR URERE R are e

independéht!p satettadtiiome] solystituted Wb Shisubstituisd, st ﬁ(brgiﬁéncﬁ’bham alkyl alkenyl,
alken IaIkY cyc| oal ky

chai n, al k al

@@Y%EYWV%{?W‘ &@%KY@@YE&WP%W? Ylaghil or aa*ylallsylkylr anBanalogue,
m@@b(ﬁﬂeadrgeﬂ,@%nﬁégwt ly selected fromQO S, S(O or
SO2 and n is to 4. Those skilled in the art wll
r eadi YPiFalyipe @fnpaurcd is B aenzirgidarele sarbemate atformyla Il
st ereoi somers and geonetric i sométs, of the above

eRRg] CQPR=uch
i sonmersare included wiffhi S¢ scop@gyof the present
i nvention. Further, tHe tautgmeric forns of the
above conpounds is al edy For exanple the
substituted benzigie oup may exi st in a nunber
of tautomeric fornk, including where the Ri
substituent is in any one of thd 4 to 7 positions.

r anal ogue

Al b i
C horWSTan B rpelegted B h supR e i hepFhed Sraphan Gitaeh ehain alkyl
awngloaményuaﬂ(yloamd@wu By ciRKPARIRY, C@&Bﬁ@@lkﬂaégi %:}Jla'ﬂ{yl YSR;, -SORs, -

&ﬁz\%émspﬁ rﬁl&?h@'@‘;f %n *g\h? gpgé%tz,:r&gélﬁa,yNme aCOORab, Bsothiocyanato,
driLepewidrd h'; &ARIAD ?k%gﬁfnﬁﬁ%ﬂfﬂaéntlgga edof?&ﬁ ﬁp?@%ﬂ»@g or unsubstituted,

carbanmates nmay a or eXa

straiohtaen keansh zqham chikylo latkenyd raﬂ[enﬁallgg dyclodliyt] ecyclbakitylatiyie cyoidalkenylalkyl,
o DO SAMBRIANE S gs v 10

c antiendald odubstituted @anﬁaﬁsﬂlu%dl ﬂ%rggﬁﬂgﬁérgheéh?m alkyl, alkenyl, alkenylalkyl,
endazol e, dri bendazol e,
C@B?@S’E Hi@ﬁ‘%’ Igﬂdxﬁg'%%ﬁ@f@ﬁ/ﬁ 81YE0r apgAlel t i ons A conpound

as destbimedabove may act to inhibit the cellular
production of VEGF and/or may inhibit segretion of

VEG-F fromcells in the subject underg g eat nent .
Accordi ngly, the present invention prlpvi des t hods
preveJ i on of

. Ny

and conpositions for the treatnment or
conditions associated w th abnidrmal
i ncreased, |evels of WES > [
i ncl udi ng conditionf§y asso th increased
vascul ar perneablllly, usi mg such|lconpounds as
descri bed above. Colditi gns—to-whinch et hods and
conposi tions 0@1 griti on are applicabl e include,
but are not limted to, ascites, cirrhosis and other
asci tes-associ ated condi ti onsll pleural ef f usi on,

cerepral e .oeewa i S, enm ¢ heart )
di Sg@g@m @dﬁ 5S¢ gqtecﬁféqggﬂ Lép%glt %u@ﬁjggestfa@hgp&anch chain alkyl,
rkauwul aﬂenﬂ@l@ﬁr@bl@élkW%ycl@élWldll(yB c?élééﬂ@n)vlﬁkyl r?lﬁlakyl -SR7, -SOR, -

TS & ChBer RS ot CORRY G ok

@% A eRrsor 13, -NO, élBa;hCQ@ 13p, isothiocyanato,

of heNheR Ry BHykdrd bdch independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and n is 1 o 4.

Those skilled in the art will readily appreciate that isomers, including stereoisomers and

geometric isomers, of the above described compounds may exists and the use of such isomers



The inventors' findings as disclosed herein

denonstrate that intra-peritoneal adm nistration of
w@bdene@gnl e rapi dly reduces serum VEGF | evel sPCT/AUS(05/001318

the nmonitoring of serum VEGF | evels will enable the

design and i n’pl enment ati on of a@proprl ate benzi m dazol e

‘efr%r ? Wi t h %@o@{ egﬁetsl o gn ﬂq@n u rﬁ{géjsspg’@gtﬁméric forms of the
ht?b‘(/@'ébmﬁﬁﬁmﬂg @‘é‘ls@%nt@m?@&ﬂ'o%ﬁc %m?l@%@ﬂlb@ﬁut@d benzimidazole group may

benzi mdazol e carbanmate treatnen era
exigh jrexnumbebofiautemarig forbsinchiling g/heméhes%mrauﬁstm@s in any one of the 4 to 7
g@ﬁgﬁg}tratl on in the subject in the presence and
sence of one or nore candi date benzi m dazol e
c ar b@lbmdemleamm rmﬂalboh;te,l degvatitecoriadeloguiettiyerent daﬂch as:hﬂmgaotefsulphomde
zmd car hamat.es, so as to a

AR a5 e, DL aRIe, BB JBAENENT bl in methods anc

ééhﬂﬂb@ﬁérfslo@mé p@@@ht ireoitien. Rdwereim will bé fe@ﬂﬂy@ﬁprﬁﬂﬁt@dibﬂﬁéﬁe%kllled in the
the present invention contenplate comosl tions

of
#h bl el GabRaemna asedecaTR e Lor ssipnae dher suitabl

IH&EI el rc%?n‘n?@ clﬂ’deevﬁtﬁt gfég rfot CIpEl t {oonméﬁe?@&io;%t eflibendazole,
Wt eve s of

nor na uction or secretio

Wiglaendazote; dixfegbendazotes | endamleafcqnbemiamlm oxilzendazole, parbendazole,

EEPRRMALS. Riite PR R B Lo A bRaRR Y ™

| ocaCbuwditidise particul ar route of admi nistration to be

used, 0RO Bt £l S Lance . L feBi o B MBSk or aner

knay mhmtss@ieuohfw VE@quom %Il@ﬂﬁth@%&lﬂéﬂt uﬁ(ﬁeréd'}@ tﬁéafwbnt I ﬂébordmgly, the
t he reqU|re osa e of par i cul ar” conpound

preseny @V@‘@O%WQVI@%@%Wé Aakd @qmp@slws darthectiestegn @rrpéeventlon of conditions
SRR ith Eﬂ{orrﬁ%é&@%@y arthbaQéJ %VQT?B?VE@IS £w§§5tf°ﬁ gP sécFetion, including

require g conhcentrat
ctemlltmrtsdassommmimm lacreaséé vascalaeperaeakdity, uging suchhnempomés Bs described

bt o BShrRs Buich itreds aff GBSt bt A8 o frelaplo g lociude, but

brigenct Apadd to, ta‘Scnl@é tﬂlﬂidsk&e&nldftﬂhét%sb’te@a@&bclaté@Gdondltlons pleural effusion,
concentration t he desired g%ngound to the required

Carekael ST FSImRary AeRaIOR ShaAMIs PGB, GRFaS6, MEZR Gooeeraton such as
Q@ﬁ‘efafé@ thatRlR e ela% 6, Eflfé\’a‘ﬁ{ié ?étlhé(p%lﬁ Eﬁb’%lcg@ﬂnbﬁéthy, retinopathy of

i di ng exposu er organs o

Dr?fnﬁptuuw @sciiagls, tenéormﬁryosp@n@artthnm |sychra@dlmma@|d=ﬂ gitis.
o oo Boids af SRARGHS ner MR8 kB fafabaapistation
sft alreridazdlerrapidle seduces setuti M@F fevelsic Amist the ymonitoring of serum VEGF levels

1] ch e it sion, A7 4B BTS2050 o SR ol e Psarls peramate therapy fo

patidhts il itle @Pﬁj\éh tHafapy. aﬂéﬂofdln‘gtyr éﬁ rfibd IRyt &Qhe' présent invention provides a
intraperitoneal or intrapleural. For exanple t he

melbad fasrrlesighings achengiidernle garbamatel tr@@tmeamharaﬁh'{prt?esubject comprising
ﬁﬁmoﬂrﬁeqjﬁ@rs@r‘apf\mé@cdﬁ@ C{itl’éﬁHﬁ%ﬁltHeVsuﬁﬁ&r}ﬁag{ebﬁé&%néer &t db§&Hce of one or

usi on adm ni strat
morer eanpidetarbvdnmmidazcg@ reatbamates wand addjustingotinp cidéntityoarsl/oredosage of the

PRBLEBRE Biradti ok e ol RR0ot o o so e VBl Sapcentrtion.
pharGonsitionshhd roatdaip aainistatiovent , adj uvant

Embodiments of the present invention contemplate compositions for inhibiting VEGF
production or secretion in a subject and for treating or preventing a condition associated with
abnormal levels of production or secretion of VEGF.
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20 and/or excipient. The diluents, adjuvants and

exci pients nust be "acceptable” in terns of being
wa@ewpardobt e with the other ingredients of the PCT/AU2005/001318

conposition, and not deleterious to the recipient

t hereof. Exanpl es of pharnaceygically acceptable

diluents are dem neralised or distilled salin
sol uAGegiing vie Jas Angtnods o8 oFpsehY igvesforh C%[gpoam@snam aq)mposmons may be

ﬁﬁlkt@?&ﬁb )Jsu ésﬂlé 96@ Oélther ﬁﬁ&ﬁwi‘éé@%@lor@ll* or I@c@llmhé%artlcular route of

sesa suc anut | ower oil,
aclmlmetraﬂbn 0 b@dlsedamsa@wlvm q:lrcumtarzce will depelyig@raar@umher of factors, including

@8%@@@ gfotg% g&(dlt@ﬁg é'ttre%é{i th(?s Bé\)eﬁtg %)%tlgﬁteof tﬁbﬁk%ﬂ‘tl&g the required

mdagmﬂtlwmfeulalmﬂ)mpamﬁdyb bémhyéred)addyb@ﬂ)qdmwdmeie eﬁedtsamflthe&:ompound
silicones: m.nera par af f

par afd' qriexarpple, éra %qugﬁ%ncegéy eff %sereg@lgﬁ ayggpr@k&f.png@tratlons of the

BESrEy tongldddre 8dlivered BivdctiCie tHelkitd ihe body to be treated, adm|n|strat|on may be
car boxymet hyl cel | ul ose, 'sodj um car boxyrret hyI cel

epgiongl datherytharoRypleris: r@ﬁ%@ﬁ" iy erationopiatidesdh %P‘?@&h‘ﬂﬁy §?§ellvenng very

ﬁgﬁ l&él%Eﬁé&fr@bﬁgﬁg hglq{f/e(s:lgﬁ?iocoﬁ\r Qﬁﬂﬁ% 'rtheateaﬁfég a%&%blg i suitable for

émevmg ﬁmpieearqd dlhqymeugd apeevetstve Ieffecpwhlkzmvopy]g exppsgeyt@her organs of

i B et o e DT Bl Sy e Pl o) @ 7

pal By a\ta? ,of ieR I@padmmiatrra’tl@t adcerding tetembbdimestatof the invention may be
rridone; car

qh%gqlngbg $t@1dagir{8ut5g,t r,quﬂdggg ﬁqt{agaﬁe y arﬁﬁygggl tlé}?%pﬁcéj?ar intraarterial,

ﬁ?ré\fe'n@tis %tra@&ﬂefr' §t§b%ut’éhédusffébﬁélfdroéfhll%ﬁtr@ca%ar?%dhﬁmstratlon may be
3s conposi tions. For adm ni stration as an

mﬁp@fltoagal er lgtfﬂplﬁura(b nFa ﬁxag;anj,q; évibe eatmendat qs_gl,‘gséhe desired compound may
P@%ﬁrﬂh@fe?e&llﬁira:o‘éﬁﬁﬁ fr’%r[?d f&h%hﬂ%éﬁneﬂtr of;‘?ge:hf]a'l ?I‘ﬁ%loﬁ ‘%Bmlmstratlon may be

um c
(hive-pleural. sot oni ¢ sal i ne, phosphate buffered sal [ ne

th | 1 L | |. S | fo.
Sut £ Regesbeh a8l BB ERT e Y RepprE Aol b hiPaBhuhian are known
fd’thosférdﬂbrdlrié@ skinil theslgrt freiamaytinoide a dharmab@htm? aécfeptﬁble dlluent adjuvant
sodi um car boxynet h?él cel l ul ose, nethyl cell uyl ose,

andjerrfxeipientgy Jﬁp Silyen aadjwﬁgstapggw%muﬁ@Qt“g@ggable ln terms of being
g@@a‘ﬂﬁlg with Qhe othet lnlgféﬁi@ﬁtbt lihe B6ThFRSHIGIE a8 ot BEIEtAUUS- {0 'tﬁb recipient

tron these oral formulations may contaln suitab
thesemburl ng and col ouri ngs agents. Wen used in capsul e

;F; plq%f;‘ﬁfs @J}aﬁﬁfﬁcgﬁ%a@ %?@%@? yﬁ\ﬁehpsﬁggﬁégw&% ﬁrhdi?tﬁled water;

dﬂiné)&oldllcﬁlt v@ewbat hased ou%CBualvaBtpsartuy pil, czaffloweri ailc bhl/d&)ll, cottonseed oil,
empl | | ents, |f|erstaL keni
|

Eg a?ﬁnt 3 L
ﬂ}ab}géﬂ P8P SS B PRANY r gil, okve g g&ggﬂ o, maize oil, sesame
§H’|dré%hfs‘b'ﬂ'EFc&ﬂﬁthﬂaélhcaﬁB’fblB' Fﬁ&lﬁ(ﬂﬁg BAlsTIBKENER0 BlicAi 88 methy! polysiloxane,

bi'nder's accep abl e in human and vet'eri nary

pheny hastysilexanszand medyipheny! palyseloexsnervelatile ﬁlﬁ%ﬁ@%gﬂr@ral Alls such as liquid
ggr%fﬁ softﬁ'a a\‘fﬁ W §q%aﬁénev&yulbéaéﬁo%}|\éé§|9%t é#glg 82?@%‘2096%?336’. ethyl cellulose,

serva I ¢an
Sarbmwmmbylmllnldw sodiom| awtmxgn&ﬂnydne&dosa orgyydeakypnepylmethyleellulose; lower

%arpgg&ﬁ%[%f% eg@?apgcj?)gtgg pg)l?)grgo' ower ar%'kano'i elower polyalkylene glycols or lower
alkylene glycols, for example polyethylene glycol, polypropylene glycol, ethylene glycol, propylene
glycol, 1,3-butylene glycol or glycerin; fatty acid esters such as isopropyl palmitate, isopropyl
myristate or ethyl oleate; polyvinylpyrridone; agar; carrageenan; gum tragacanth or gum acacia,
and petroleum jelly. Typically, the carrier or carriers will form from 1% to 99.9% by weight of the
compositions.
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pol yet hyl ene gl ycol . Suitable sweeteners include
sucrose, |lactose, glucose, aspartane or sacchari ne.

w&iobabioe2 di si nt egrati ng agents include corn sSPEr/ai2005/001318

met hyl cel | ul ose, polyvinyl pyrrolidone, guar gum

xant han gum bentonite, alginkg acid or agar. Suitable
diluents include | actose, sorbitol, nannitol

dext Fes@gministiafion qs ar Bleptahl selutiop AT BYspeRSIORN9BTiRNCParenterally acceptable

@@len% Hmaﬁie éc%ﬁ n‘Elu&’é Rﬂ‘g@? éb!u%ﬂ H{é@ﬁm*&ﬁélﬁ}rlg@é{érﬁég\h@r ), isotonic saline,

perm nt ol
phasphategmﬁemd saihe,reﬂ;anol@ﬂ@ih@@rqpylemeagixsblerry fl avouri ng.

I I
of - acryTe SOmpleR AR e, lPGis PRGBS SRRE ot B e nciuce
QéSdh@tf ail, ligvixesaffin sddium edrbepmbibyicetielose, n&hwlcélmose)rsodlum alginate, gum
B, P o i “Shunn e, R i, ot

RS a| A ARBAS m@¥ ehthin Rait-BRETAVAUTNG @A dobEings! bdhts. €When used in
Sui tabl e lubricants include magnesium st ear at e,

eapsule ifrmalbe ¢apssisdinam kel eagted withoepmpaynds| syeh ae alyperyldnenostearate or

i ncl ude glyceryl
@géebﬂ‘?étgaréee%g:ﬂ%lal%g@ﬁlgﬁ%@pnst earate. Liquid forns for
or al anjmanisstyplwlyomclmcw emoliiends, nemulsifiess;l dthiclening t agenise preservatives,

Eagq?v.e. aé; r& | |d carrier. Suitable liquid
qricidessan r!PHff‘?M%a oil's such as olive oil, peanut
oi I, seRafEMPIfdr, orﬁluadmlﬁ‘émlomlmay gatdin Cbmﬁersoadceptwl@dmmman and

oi |, coconut oil qui d araffla eth | ene Iy§
ptesipalve RkargRRY el P&&‘Flgﬁem@ﬁt@ﬂ%{&g @Ia@gra Ingk R luerits, flavourings,

96a‘ﬂgf‘g%ntsr ggé’é?ﬁéﬂpe%nfﬁbmca%léﬁﬁlbﬂhe deid tégeﬁtls CSﬁi%bFé blnders include gum

S or mxtures

er eof nsi ons
acagla, gelating, stormatstacoh, g fragacaidh, smim .a&nat@. gq@éxogyme@ylcellulose or

BB, AR B A D S " BoRs Soprame o
sRicharingel | uSwiable hiiihtenxating opagentet h'n_ydludeel ¢ont ostarch, methylcellulose,
gm\éiyﬁ/rw iI e{ éﬁq?bluﬁfgg@ai?g%b\u%ﬂqﬁ% aﬂlglp%{glg%r%g%/rt Hpylfable diluents
%iub!é’?é}ét%eh)ébrﬁﬁtﬂ? shinfdl SdeRfrosk Akolih, @6liufdSe, TdlRIMASRioR&tE, dalcium silicate
aci d, pol yox ethylene sorbi tol nono- or di-olea

ok diealeiam edhesphateaFuiekle flavsugngxgaspis inciye F@@P%fﬂtﬂ‘aﬁﬁ rRri§ wintergreen,
Eﬁerﬁ;' OFQ'@Q# ?aspbe?rgﬁé\fogﬁr?g ‘§u tatldate mg@ﬁlg inchl ﬂzdI)}ﬂ?ers or copolymers of

mnlsratlon rlse
acrelicoacidvandéor emeifiasiyfioy Bcid) andfemtheir egeris wa)tee, btﬁu |abbho}a agin, shellac or

ﬁeﬁ;{c’ Itglﬁl é%ﬁgﬂ%ﬁ eIrnsllun %ﬁfm B%ﬁecte WC%( %@%tﬁﬁglﬁﬁl ascorbic
bél@gﬁéiwnpéiabewbérbwﬂﬁarébéh opwﬂi@lﬁf Bisutphitear Suittisks lbricants include magnesium

adm ni strabl e conposi tion ar ent t.0, those
slepralee doTie chesqdrum olggtey S gRlgRde Gs dalc- SLitgblp dm@ Jplay poents include

chhrﬁﬂ{é,n igp&)}@? épﬁes Phar maceuti cal Sci ence,
i ncor piguid fesas oy Ofaéﬁ@’ﬁlélﬂﬁigloh aap 3&talwﬁggéc%p dcg ﬁe.abﬂfermynts a liquid
gﬂf%:] Pg{”%bgt 80, %H [‘samklﬁ% %%ﬁ%l?%ctf ue %h\%smla"ﬁg%nug gil, sesame oil,

iC surfactant
soifloérail, @flowersoil caraghis! ojl coogeriuholl, kquéiel pheaffiny ethyleresglycol, propylene glycol,

Aok ok P 96 St et e 4. dtosios o
HikthrEARERYS

Suspensions for oral administration may further comprise dispersing agents and/or
suspending agents.  Suitable suspending agents include sodium carboxymethylcellulose,
methylcellulose, hydroxypropylmethyl-cellulose, poly-vinyl-pyrrolidone, sodium alginate or acetyl

alcohol. Suitable dispersing agents include lecithin, polyoxyethylene esters of fatty acids such as
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silicas, and other ingredients such as |anolin, my
al so be included. The conpositions may al so be

wa@ehvseevered in the formof |iposones. Li posOPEFAHRM®S/001318

general ly derived from phospholipids or other |ipid
substances, and are forned by1{sono- or rrultls | amel | ar

hydr at ed I|qU|d cryst | s that 3 [ in a1

S e, RRYISRR, SOHBRL 0e0r & Srslrl cRERe of gurds, polyowyetyiens

&%Hmt% eor&% ts?éé?été&aﬁh@telanmr@nﬁ@pabl e of forning

posones can be used. The conpositions in |iposome
f or m Emyisicnsrioapral aministrafieremay fuphessomptise; apgHr more emulsifying agents.

Sﬁ%@%ﬁﬁ[ﬁ E){@;%ahtg %}Clglgg i %el%ﬁja e yl%‘g Lﬁé?‘?qllfﬁég'séﬁﬁv@ér%ah% gums such

éé@m’rgm,rgﬂmacbniﬂdsrgnmttmgadanfhnd synthetic. Methods to

o MebBEBEeEng o e Al) bt Gafl, bt orsad fipBfeh 8 those sdled
ﬁ‘ihe arVFéh@ @Fésdesé?lb&ﬁn;mcﬁe @%tgign foésxampte, Rémingtei'soRteanhaceutical Science,

Ne or k %g a?
&ﬁh %nMéde?Ublmlng ﬁomganynléﬁo‘goPaat hete g}cgrpp{a&) by Efelense herein.
adm it S?&ﬂ;ﬁ‘)ﬁﬂor‘?fﬁﬁg br%@san?'sﬁﬁébiésﬁﬁfa&%%uéh B&¥n Bionic, cationic or

er apeutically or preventively
hon ianit herfasfaetisuct aapmbltanaastemqor nolyaxyethilere deriyatives thereof Suspendmg

R R B BAE A, B RO A o gccens
@iticfa@ aw offier ingraditntpsuch |aalahgd|,nama)eai$o e indiueled.ondi t i on and
' npt ons, and/ or licati

(D H T e T N ——
?Eﬁ@éﬂy aehived frbin Cph@efbhollpféls of 6tﬁé‘rtI|R|M glipstdnteabind dre fapaed thono or multi-

fective dose | evel e admi ni st er ed

famellarniyydratact liqsid erystaleihas cre wispersadie{iedit agHSOYS guaaﬂ& e{\&}y non-toxic,
%%slg"f)o@ &QI ﬁgb{bﬁ%‘éﬁnﬂ Qnetatbplﬁ?l%lé{ Réd &patie Bﬁbﬁﬂl@glp%ﬂég can be used. The

age o e ‘condi ti on activity
@6mpd$&|onsalmbpnsnnde ﬁlmplrrmyedntam Bhblhaerﬁp p@servahve%mlp@ﬁ@cand the like. The

e 0o S5 R B 3o B e
QfntiRhion gl/léihdcﬁt to ok tigtsomes aradfnow&dmaﬁ am andnm aélation to this specific
o b ot SR Shed 1 L BRI A7 press, New
tY%g@CI nggg)tﬁ‘ 32%"‘%@ ’ frﬁe'cﬁﬁtﬁrﬂs Bfaaﬂﬁcﬂﬁsslné’M?ddraté‘de byveference.

e art woul

by
- r out iQospeunde rahdreeropositions, discloserchasgindmay bg qd ministerad Q}Uger therapeutically

o gﬁev%rﬁ%cﬁ)é d@ Oahalﬂ?r?;}f@g:ié Qp%éé’iérg c@wﬁptﬁﬁgé‘ hﬁoe&{rﬁ)gsﬂic{r)\@ @be administered to a_

(b@ﬁ@llt Alreadylsuierimy fronse ednyition srearbansiust sutfisient talclirg or alrleast partially arrest
the ran

0 600604 g BPEES P ORRICHBRS by PRl Gy Ropegsiion shoud
ﬁﬁ'ovgn%'aérqﬁantﬁw itfeeHctive, coﬁhﬁﬂmﬂ SOXfiéksht ftefectivallp edt th"éﬁﬁt@t per

per 24 hours; about 0.0

500nrgThp @ﬁeqﬂge dnsgjevekgf @madrp@;stemj qqmgqatg\d }q;@%par@u%ﬁajb‘egt will depend
3@%‘(‘% %98&908 ﬁ?&ojégwﬁgm% W(E'tﬁ%t p&hdlﬁ&hpé?ﬁgp@efreat@tpﬁr‘% Ehg stage of the

anmﬁmulthelam’q mfdhahnompomammualqyed they cbmmﬁltmmgmoy@;brthe age, body

S5 iet o Y SRR, YOS R e e

%%tlﬁﬁfm e rét@@f/sequestration of compounds; the duration of the treatment; drugs used
in combination or coincidental with the treatment, together with other related factors well known in

medicine.
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wei ght per 24 hours. Alternatively, an effective
dosage nmay be up to about 5000ng/ m 2. Cenerally, an

wepdoeoe40ve dosage i s expected to be in the ranper/aiti2005001318

about 10 to about 5000nmy/m 2, typically about 10 to
about 2500ng/ m 2, about 25 to1about 2000mg/ m 2, about

or aDBRERIEY i} DO ZIRRIES RY i PRGN Iaton,ip Alemure an effcive,
ABPRKIE Bésab@wRitiewadld B figiirdYo ﬁi‘dt labpht‘,aﬁblet ébﬁdlﬁdrgot'l'ﬁé’ste willYRost often be

optimal quantity and spacing of 1 ndividual
QPtP'Im"!?Q O atcaerhyriaee Bagisi he nature and extent of the

Condb%hé?é\lgbﬁi éfﬂzcﬁv’é %@g'lsé EctbPloBe 'ﬁ%:)arq%l cuﬁ{%ﬁt 9.0801mg to about

adm ni strati on, nature of t
i1o(imgi pgu kg bddmwe@ht paz 24 dadursAymmlly,sabcm 0c)ft mgntorabout 750mg per kg body

ﬁ/gigﬂtirp%égﬂiou%aébqﬁfqﬁ t e g‘b?}’igg\% R@l qut(x' o%gl Ry 24 hours; about 0.1mg

tmraibbntew@m@ pérlky bod}' wdight per24 hbas; abbie qult@wouﬁmm%eﬂfg body weight

i] g at: t he nunber of doses of the
ﬁz Qvfﬁ»u%ﬁ QU J/QWQ &b@boawomspem@edy weight perddehourss More typically, an
Qmé_éﬁve 038 rdpge RSSEECS DR u‘P!h AR or Shdut Hgﬂq tonalfofhe%o%ﬁ per kg body

usi ng conventional course of treat nent ermn
welghtper 2hwuisr esent i nvention will now be further

SeSCH AR Skl Byt B AGRBob "B, o ot
desage is exmbclad ta e inthe ravaye of Bt 10t abdue 5&‘It)mgﬁnzpt§lpltdﬂ¢ about 10 to about

o0k R 528 T e ORI, sbruhisd i i SIS 50 to about

moombwcalabodtvmdtibm&f@hﬁﬁ (ATCC Accession No. HTB
161) _have the capacit og\rowmtra peritoneally in

f erraFuﬁhﬁh diéNllbbmpﬁaten Oc;@e prdineryi skillri theeart thaintbeoptimal quantity and
éﬁébiﬁgbf |ﬁ&]¥|dt%f‘b ée} \ﬁgyg P?tgrrr]ﬁﬁ’rgetgao?ttﬁé h%ur@ %@ @ﬂerﬁ'o’ﬂhe%ndltlon being
foeatak the darmnrolte aud alteamftadmlnzs&dtlobyandéhaemanpaeﬁme pérticates dridividual being

ive intra-peritoneal, tumours
Gt Aot Ul op i B et B B fonl iR oA
ex pr ik w# alsb be apygrdntto chg DEGrdinar SKiibin et tﬁétttheg@ﬂm%oﬂfgéof treatment,
use del exhi B_@ts hi stopat hol ogi cal
%ﬁﬁ@& mbar ofrlasssu e cowRasTion given Rt OAY 0 aﬂﬂﬂns@ Avmbgs of days, can
%ﬁ?%??%’?e? RS Bepnng Bl WS oBivePRATORSE of pificht determination
©8Fl owi ng response to treatment, and drug sensitivity

SRl RyLESS: g BB0RY Y8Ry trrce b e

folldmngrapeblﬁcrexamplesg whieh shauftj re¢t becbnsived s dmany wely Yimiting the scope of the
m ce. Eight weeks later tunours were dissected,
'erﬂﬁ% and washed x 3 in PBS. The cultured cells were

Examples
Example 1- Albendazole treatment of OVCAR-3 peritoneal tumour bearing nude mice

Cells of the cell line NIH:OVCAR-3 (ATCC Accession No. HTB 161) have the capacity to
grow intra-peritoneally in female nude athymic mice. After intra-peritoneal injection, animals
develop metastatic spread similar to that of clinical ovarian cancer. Disease progression is
characterized by development of massive ascites production, extensive intra-peritoneal tumours
and pulmonary metastases. The malignant ascites cells express the ovarian cancer associated
antigen CA-125. The mouse model exhibits histopathological and embryological features
consistent with human ovarian cancer, a reproducible pattern of metastases which parallels the
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suspended in 0.3% of Bacto agar in RPM suppl enented
Wi th 20% horse serum penicillin (100 u/m)

wa@reoep24my/cin (2ng/ M) and insulin 3 u/mM, EGPADAU2005/001318
ng/ M, asparagine (0.1ng/m) and DEAE dextran 0.5ng/m

to yield a cell density of 54x 10 6 cells per nml.
2- mer capt oet hahol was

oo cetlanl s A e COSIELLON Ly iy ot
sn&fﬂ?&tﬁ % @Oﬁﬂ@aéw'ﬁdérgddwﬁndé’?ﬁlaﬁﬂféﬁ(été?ni%4}a feeder |ayer

medi um condi ti on
adh@VeAR-3zplse(dh xcl619) sultyredrin nigp aqerq)qn]ectgql ﬁpbggtag%al_lgy into nude mice.

E@tﬁﬁze tgﬁg%% ?%%r%g!%?/éc‘iten@'h'in%q & \%é‘%@é?j rﬁ I W@ﬁ%o@ﬁur&? cells were
SUBBSHdeing. 8% JEBEct Barrig RRV) squ@Meagedrveth 2@%t mrqew@rum penicillin (100

uBoveaomEh @maiden vl IR EBF HEnGL g0 gy ho DEAE
dé:ﬁljilgg St?ﬁfrrﬁ tof J‘éfd‘a bélll déﬁél@ @f %‘r W 30?&@!@ p?ﬁﬁll Xtmemlapto?hanel waBadded at a
AL T e T, L FRBBHE s v
Q@efgiroﬁg) f}sé gx%rlv)ﬁlch %Frﬁblﬁ&)c(f‘z b mé?jiunﬂébﬁéltldiﬁéd $)$B adherent spleen cells

was col | ected, washed with steril .
oSmInIemEoﬂ mméchmJBfa hing) éd0.8% B}@@gan@uiwtgs]cwﬁre @cqhawgtaéy C in 5%

ngCM %gay ints ?saﬁ Eofupggﬂ@tg d%@nﬁdjb«gﬁ%b?dgb n@ﬁilt\ﬂ% la Rgered onto the

a4 EH8) sUMBES AfEr B hbed, ¢dtﬁnteaﬂbeelismqu;stednm maeeaend plated in 75 cm2
nimal . For all exper

flaskay'Fhege gsls weee thely lnj@CtlﬁérE @cgt%ﬁngy WEe’E'S%r lédj X W@jeﬁ?éu‘? BBis harvested
ffh ﬁ'nr fhBse YiRh ﬁébuﬁ?‘%rﬂﬂré AbreBlisBeridie@dn dsmt efStnedmmnmidsm]ected intra-

anlna oused i n pathogen- free i sol at e
pewtonhdly intoseaicim cartier nBileoMogsec ;jﬂsm&g qu wag colleglad, was wlﬁ ésteme saline,

[.Sity s and were fed autocl aved
@fggegﬁagdﬁgg@v“ {@gﬁﬁp{&% The general health of
t he 1A e $|ama$umduecé¢|eatolMtedyromAﬂm agnites Hidped suspendgd 1.0 ml of
approved b he Univ
pq% Mm%ﬂé)tw@ée et e DR e SR T e
wﬁ Qlf@bméﬁhyhﬁé Balb @mdlaghmeqmmah FRBlsolﬂdes Gentye, Perth, Westem
er t e al bendazol e treated or contro
Austraha)rmete uged amiesy animgs.khege \ﬁ@@la'syw?%rholis“\%e@k %%099{ ek 'S°'a:e:
¢ LithuW akeseand
& ﬂfﬁ%e?oZdr‘éggﬂgbg&gc%'Céﬁtré&ﬁéUhNérﬁltﬁf{ﬁ%Wﬁ%l o ng were eI
élifcbdmédspellétsranabwdbr adivitum.s Thegeneral hegﬁrgqu a5 C fg(e daily. Al

;pn‘gfpp%\s 'ﬁ@a whle 4D Erro%jdrl&gtaq],}érﬂ‘\}%s}tg oﬂ\lé%\?’géﬁtﬁ"ﬁlbl%kﬁlmﬂmtﬁl@s (Ed?ﬂimlttee

suspensi on of
us edyics ifatdiated inBQpgitericaky) as dem:nbdd alocarbyvem ramlomly)dlstnbuted into either

EE%{]@Q@QS ﬁrggtgd g&qgtrq\@gfpgasa rgﬁmﬁ@?@a iﬂét a&d c(%( 3 dveekly for 4 weeks).
g%&m%re Sish EHdRE i85 EatbGxy méchwaalulase/wmdmmerematmm o150 mglkg
an over ose of the anaesthetic dru col | ect 1m0
tmfallttl’eetediammaledzor pral admintstrgtiono f Sﬁéﬁﬁy%ﬁmlcg&@ E‘ﬂ[m' 925 g0 mitog
d (3mg/1 ml/20
b s ik LTRSS RSPy g (et

eritoneal
Im@i was then recovered, its volune recorded (Figure
and the nunber of via g hit d blood
L TR A B o YRS BB o nd oo
\WhSesitE 86liedted thidugh-cérdiac puncture. Animals were then euthanized by an overdose

of the anaesthetic drug. For collection of the ascites fluid, 2 ml of physiological saline was injected

intra-peritoneally and the contents of the peritoneal cavity were mixed by kneading. Peritoneal

fluid was then recovered, its volume recorded (Figure 1) and the number of viable tumour cells
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subsequent anal ysis. Tunours present in the peritoneal
cavity were dissected, weighed (Figure 3) and stored

w0 oro6meosEquent anal ysis. Aninmal s were al so cheCkau2d0s6001318

the presence of netastasis in lung, liver, spleen,
stomach and pancreas (data notigshown). Tunour marker

pisSest tntes YoHinn2k: rhjosr irekBeFTBo Boliciui ers sl &°-80° C for

S36QRRhT amblyees i n ascites fluid (Figure 5) and plasma
(Figure 6) were determ ned using Elisa kit

( Qjaﬁ@mtpgr:h@remt ) tgg,gqugmgl cavyly gvefee@%ﬁegtgd d«@(g@p(ﬁ ¢igure 3) and stored for
hif &Hafysis.) E/2R0 InL kP o tﬁée@%%erﬁge B t‘ﬁ@tastasns in lung, liver,

|ntr - peri tone%tn a bendazol e treatnmen
apleamastomacheand panaess (data s shaved  Vwrhaunmaekari( C%XEIGB Ibv_elee(FQure 4) were

Yot B7 SRS S S RILAL, VR i n st i

Hhquved) amplesma(@igumeﬁj wbmdetdnﬁmai(lwir@ﬁsa)k‘its uantiite R&OD systems).

;grell:g%ﬁesﬁq I SOf O en@g t[aé,EeG(Teg'leg Qﬁ%?@@pu}/ E@Qj@g Hice intra-peritoneal
@Iﬁéﬂd'étcflélﬁe%‘tmé?ﬁ Ieé@sﬂb ﬂraﬂiatxér@@&tlélﬁﬂﬁ a@ﬂé& voRi! anEWéGP‘%%els

isolated fromthe renaining cell-pellet by using t
Hi ghVPGF éofMes | sol ati on Kit (Roche Di agnosti cs

CO rp g,&kR%néellé‘fs%%Ee‘a' iﬂgn ‘antEQ ﬁuﬂ‘%\a gfjd’ec itk eJearcmgpfu%% Qs described

concentra
alpm!e)t wereh examinedefor die emaesmanejf em@NAn forf vaIﬁOs MEGIESISngmB (VEGF121,

TAF s Vb R R el erd et g Berftloagon (5min at

1509 rpmpmna@sR%wa%régl@t@G% g&%@g I‘Zr(gém:n\i_q_@elﬁéellét Z@ﬂ? the\Hi§HPure RNA
fﬁ@gﬂ‘)" K'Vﬁé‘é@c\‘?ﬁg’@gﬁ% gorpgrah%@:@@mgé@@e@qnugg?@ep\@ro’@p@j The RNA

&&E&tﬂa%ﬁ%ﬁheasﬁ@? StoRBR} Atfthe M\Pelef\}%h 'oP.’ZBOWﬁ*n ) ysing a Quartz
roducts or 21, 230 bp for
Epectr@whotm@tq@sll &v@as}zo bp for VEGF206. The b- Actl n

o 1 s foF Gnffiofien, o, fr e ek BhisPlottt B pAS T - sequences

piegen@iln EalliZaro(ehEI2002 V@B}enskx -SACACATAIGGA BASATCAGEIEC-3' (SEQ

@Cﬁbﬁé? ot S T Rt G T M s primers

Mﬁsﬂﬁl thbfoﬁ@wuh@ Mﬁudt‘sg 10dﬂsp RHIEGRG/, '280 ‘E? o QEeﬁgg 800 EbeoP@EGng and

Pl ati nun(r) g (I'nvitrogen)

140 40 LA e b e 6974 WRSUSEA AN iaheonsp (202bplsing primers s
0 r Bz I pR f )

Bt A, 8% 90 6 o 0k, Bue g eRalioed 1) s
BitiserbO 0 -KAASECK ATGATGET G AG CrllT- 31(EEQTIIJ NOré ) (Marchiai e?ral riﬁ%)
fina r ration 0.2

rr) RSl o B NS 45 DR b6l ing g SyperSerit™One
Sl©b lm'EPGR wttllﬂ Plammraw Imﬂtr3§enl)ﬂ RNAT\@ask(ﬁlﬁI@d t\Ahﬁ DEPTyieated water to a
M 3 [ nacsﬁhve al | pi pié ?

ef dnitl forene &Q&Wﬁﬁqt@ﬂ i r2>< esstomi(inal esngeniration 1x), 1

al Prer Vi @b RTDEFEANAET 58S BRF Sdhbe Primer, 5 pl 100 pM Antisense Primer: final
Primer-concentration 0.2uM) and 0.5ul RT/Platinum®Taq were added to the RNA dilution (total
volume of one reaction = 25 pl). To keep the enzymes (RNAse & Taq) inactive all pipette-steps
were performed on ice. The amplification was carried out in a Palm Cycler (Corbett Research)
after an initial cDNA synthesis at 54°C for 30min and 5min at 94°C for denaturation. This was
followed by 27 cycles (denaturation at 94°C for 1min, primer annealing at 60°C for 1min, primer
extension at 72°C for 45 s) and a final extension of 72°C for 10min.



10

15

20

25

30

35

after an initial cDNA synthesis at 540C for 30m n and
5mn at 94C for denaturation. This was followed by 27

weywbesiofrdenat urati on at 940C for 1mi n, pri merPCT/AU2005/001318

anneal ing at 600C for 1min, prinmer extension at 72C
for 45 s) and a final extensitm of 72C for 10m n. The

(R ESP Fgrr'9((11%C{?ﬁ”‘%ﬁ‘“’%@/&ggéﬁa@f%g&@@@%@%ﬁ E ?ﬁj\ff on 2% agarose

dEPRURTAE dferdohiathing rétmdlwnﬂbrdmlde'l'tb quantify thé ylze bichespraductsfa 100bp DNA

laglqu%h mﬁggggatgfrﬂ:%%igr@ -pﬁthlPIA i ﬁhl e b %]O&Iﬂrlg @gure 7 which
d@gloﬁﬁra%rfﬁ’éiﬁtﬁa%ﬁténééﬂ %eﬂd@idl@ad?ﬂhﬂst?éﬁ&e%ﬂ t@b@fgmﬂ@emwe@uctlon in the

mnistration led to a significant reduction in the
axppeseesofyRGOMRNAGE nRNA. Exanpl e 2- Effect of

al bendazol Exfiin 2. Efféﬁ&pf%{%afaggﬁm o FEEVs &hr&wmn

cystadenocar0| onma ce al ned

ATeT $1e@13 TifEn %tédéﬁ&a%bhﬁ%ll Mk, (OBERRGd AeMEhe lAm@né‘d(n Type Culture

HTB 77) were grown in 5a nedi um with 5 mV]
CojlectionrthHe; Acassioh N@sHﬁEﬁ 75)ew¢r@|9rqwmm Mat@y's 56 'mj}% with 1.5 mM L-

@@t&rﬁméomﬁc ;/pﬁgaﬂénﬁﬁmihhefboyeg‘s %t%g/foﬁn?ﬁ;/ 2 hllen%er\‘l@d Rith 10% FCS.

own 't 0 con nce dand har I zat1on
Oélis lwefe @awmig/confluemcg@nd harzesTol tarrtdpsmzqhemw@do 2mmghmb trypsin/EDTA and

gt@ggnlérgnq] Prg Or eqd@méﬁeb‘ﬁ%pla&q, ?p]e\és (yfﬁre{ Lﬁ?@ g@gﬁzg (1%5 *on plastic 6-well

@thhgl bmregﬁﬁt@s TRt NES thaintaied 37 & 37 TC inbubiator inl ahunidified atmosphere
at nosphere of 95% 02/ 5% CO2. Twenty
Ol OR B, {HEReiT s ter, DR GRRIMM Wi/ DRTAC SHBLOuent cultures

éﬁe ﬁegj t@ﬁ%%’*@@%ﬂﬁ‘bhb%% Hufféfﬁ‘@lloWe& |B¥ mﬁ@@dﬁbﬁcﬁ 6beufseMth culture

i hcubation hours w diu

memraucnmtaigng/ mriou@sorw@ﬂ@é@rsr%ﬁlbamﬁ;ezm ((hIOBeﬂéé@qu éO(HM) “dissolved in

{
@"&]%q g?ll (mf%g? r&%eglom f @E{Me\égﬁerio@ ri'ie/&ugllﬁ ﬁgnxﬂgb% %éfs ¥idre individually
vetibdted aveiramalysed iforitebAE Gy conogritratidneusing rad eazyaieyiokad lmmunasm@ant assay

trat -l.i nked .
(i B das sodtly VePeaind VP ge I E° JGuapine R D systems,
Mﬁ% ﬂs ggpj VEGF165 isoforns (Quanti kine R& D systerrs
nneapol | s USA). I n another set of experien

whi | B anser et eff expetimests, covie keprings al st ﬁmd'tloﬂﬁwéonsta"t the matrix
|
FBEIEARLRE0 S RRERE ML N L e NS duction
tort-tntthIth/\albéndazdlﬁe nthereois @vidarise that MMPY indéaes éhet natqase of biologically
d th |
M R 5 el B AR B oPkef AR B St o S g Bgin mour

%Ig% ﬁﬁi:e& eI@W aral. @?00394 nSKLD\bB aells W@rcmxpese(d&ettmrd[?gnmmmwct,lvated form
to the reconbin

aicMME-2: whick wa |(§>ptly,\mi|de@to t(%h EQ?IH:U ) n@ﬂly@gpptglngg Janpus goncentrations

b hen§aoleClUl ture medi um contai ni ng various

concentratl ons of al bendazol e. Results obtained for .

bot hReslts obtpinesk for bothesats of gxperipeats ere Rraseantedin Zg'lglu@ &. It js clear from

e 5 R B SROVA o (Pt B GRAEDY Pl 0GRS it vatous

concentrations of albendazole leads to dose dependent reduction in VEGF secretion. Using a
haemocytometer and Trypan blue exclusion method, viability of cells present in each well was
checked (at the end of the treatment period) and the VEGF concentration calculated as picograms
per 105 cells. Although due to the antiproliferative action of albendazole, cells could not be
incubated for longer than 6 hours, a dose -dependent reduction in VEGF concentration was
observed. In the absence of MMP-9, at the highest albendazole concentration used (1.0 uM),
VEGF concentration were reduced by 64% (Figure 8A). Stimulation of cells with MMP-9 led to a
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concentrations of al bendazole | eads to dose-dependent
reduction in VEGF secretion. Using a haenocytoneter

w@nae/024ppan bl ue excl usion nmethod, viability ofCTaUR®5/001318

present in each well was checked (at the end of the
treatment period) and the VEGBopconcentration

o s 105 eI I t hqu eto
RS R, SRR 107 5 WSS ot
stimulatedroetls le€ td prefalrat reduction in!\BEFedonénBRtioRs; VEGFeoneniSt®Rs in the 1
U@ g@ reduction in VEGF concentration was

Ahepdazole fealed el Wk daduged oxB5%, lattheseeces ghdynder the described
@nBigeHEa 0! N AeRBEBT hiSRed SRS 6&%7%) E sggg:on induced by MMP-9

concentration were reduced by Fi gure
simuletionat i on of cells with MVP-9 led to a44.8% i ncrease

A e SRR PRy R RRisids boiRAOE s50kes yepE peprgion fom

K- madarrwdumtoamerceﬂswﬁﬁ% concent rations; VEGF
S@ﬁa r%tlop the]1 endaz_oletreated cel
kb irfeh otheoyescHaiasn e e g 978 prolfeseive retinopathy

d b | d the
Ces et R L IRI8 Bobhd Yt e
dEber&eatioesu(AMB) cwasardvglustedwint hat well-éstabiishied! enudin®f meadl! Yf retinal

reduc retign from man. _ovari an

IR isdiaroROR iopaly cERmaRi s 1A o AbDon of

NeoVikg expérinedBt deddtibbd bélowWetd SopidiEE 'b?/ ¥e DRSO Arfﬁﬁé’itdaYee and Ethics
etinopathy The ability of al bendazole to serve

C&Hif@ﬁﬁei al inhibitor of age-related macul ar

dege rF%%fﬁé(gQ’%y @W)CWQI? clviead Sﬂpéeﬂ @ klc ?@‘g@&&b&'}‘ #4 days in

muri ne retlna neovasculari s
eraétumﬁlpa&ﬂaxyswedppmt (Herafor)l, Ukl @vanmnce owédDretufted to normoxia,

PRI 5 L B, 0 A PRl S
mmsmb contaieng/& 1 e eXI0ps sibleridazdly in HMBO: Q)MS@%@(MQ&@BS alone were
Seal ed cages (Hereford,

Ma
a@R ”'St‘ﬁg %?Hglcg %@@e@ﬂ%a d{)g&tﬁél%sz|aamlcr9rﬁé(@rger{§f3EzI@tarnatlonal
Melb?)ufﬁﬁ/ ABtriRs. M emandd a@ro%n%@ 6?52‘3 nﬁﬁﬂep?h )@rfﬁjen gb%ﬁqe removed

intravitreal i nj ections of Contai M
and fxed i 16 farmalindPBsoBerial womanWMabm) wersrstaned MBS haematoxylin

aﬂ{ie %gﬁg “@{J@ag%gﬁg'tf@%géar%nﬂg@p ? cégnt%g@ﬁaeqr @litfrnggoggﬂq&(mm) and

ekpedsod asithe mearsiiISEM. a) . M ce remai ned at room oxygen
for ,a further_.7 da en, eyes were renoved and f

ed
o 4808hP o FilwBak hissroar s PIOEHRH o 24 increase i refina
né@v@mﬂméatmfQi\lﬁénaazfcbfédﬂ%mﬂcbntlyalﬁmﬁk@thbérﬁx@\’h@u g ﬂ]al apﬁlogenems ‘

| ood vessels from eac roup were counted

WP Sipgip intrevilteeiniectinp 0@&1@?’@@3@6%@“ Waﬂadqsedepean/Bndﬂ@served with
ag@@@? gf ﬂttlg I QUE, DMEY %n@ﬁ h? J‘r%&%iea\feﬁ{c@g g@l rg>|1] %ffect blood vessel

-TC Incredse In reti neovascu
fonnation drabypeioxigexposéd misetwith bioot vesstledurity petrdifsicat fronviesdn the PBS

grroﬁf)i nal angi ogenesi s

Statistical analysis of the results shown graphically in Figure 9 was performed using a 2-
tailed Student's t-test with unequal variance (Table 1).
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following single intravitreal injection of the drug.
I nhi bition was dose-dependent and observed with

wa@emane®9as |ittle as lug. DMSO al one (the al bremapodos/001318

vehicle) did not affect blood vessel formation in
hyper oxi a- exposed mce, wth §l ood vessel counts not
different fromthose in the PBS group. Statistica
anal ysis of the results shown graphically in Figure 9

was per f or meghblegt Statisical sighifdahecof Sbbistipdle fedimérgst Wit h
unequal varifance (Jabl e @daélabl e T _Statlstical

si gni fi cance DMSQy Hiigabe O?reat B 004581889 oxy| i n and
eosi n st ai nech‘Eegﬂ m%ggézglgre Pf@ﬁfmhﬁ% that there

was no det eg¢tabtrenorphotogrecat—dit+ference—bet vvpen t he
DVSO al one i| jMSE edl gy albgndgzBlegur e PeiB}05488778 he

al bendazol e [+ e ted group E' r ), | ot her

than_neovascﬁﬂé&ﬁ@%kﬁ 8 ZQfggesti ¢&§@z§&5ﬁhkn t he

confines of |ty §03hy'albendaRiAdver sepay.odoomsazof eapt i on

towar ds al bendazot e and/or T1ts venicie, DVBO anpl e

4- Conpositions for treatnent In accordance with the

best [
Hegﬂ\gﬁoé@ aﬂ&"e{)s% thﬂgdr %éafgon% r(#‘ﬁ{g%ﬂ@r}?\% BM%S%E%% i detectable

speci npos OIS
rh@rbﬂmmglcag didferenteo bbiveewribd rOMSD momempblxed i grbups {(ffigure vléJB) and the

S PO ot o BTiofRORS PR ndh nieesiltabrs ypoesting et

\ﬂ1{hfh) the Q@ﬁﬁh% iof it sthiy, ndaddesrte bR toxidtehdlibs tdwkdsOdlbefdazole and/or its
n‘gosml on for parenteral injection could be prepared
epic

oePn 0. 05 mg to 5 g of a conpound of fornula I
(Such as a Dendarelaiolt . SéinflshichS1cf einiehe, Of 19%

car boxynet hyl cel | u*ose y, a conposition for

| Nt rigvResYshce WtH&h@Besff&bbd@Qimér‘f@mméﬁﬁe Rverftion Previded fherem specific
Ri nger's sol ution, and a conpound

n
¢ompﬁwoas pre onflipeshisioyy. (Tihg ﬁp"@wmq aiBltebs QS’PSt&@F'r?ﬁ Male yal{usmve examples
&%ohpﬁﬂsﬁ‘ﬁ#d é?ﬁ gﬁfg%é %fgﬁtﬁt cj}iﬂeof an[i ggb% %F"th@pregér?f InVé%tlan/ My way.

[ ene
gl ycol and watExempleld)-Ssimposition wrpamte;al@dmmlstwmy

filt

i DRRP I BleBeb lsch R BBt bRt Bl g 5eo 5 9 of 2

dorﬁp@urtdhﬁfo(fjmlflm @ﬁch&s@mﬁﬁddédeﬁfly(t) s (o2 &m{oe % b?rbﬁiWﬂethvbellulose

a stan Wo- pi,ece har |ncasuevv|

o BT P SAMBCSIOR TIPS SR D80 CopE 200 dfl g6 St Ringer's

é’a’ﬁm&q aﬁéob@lng t#9g ofldcompottd JrReR@g|). UM st earat e. Exanpl e
Conposition for topical admnistration A typic

corrp%@@fﬁFrO@hﬂOfT swtabj@fqr administeation by ijgriion mayi atorkerprepared by lelng 1% by

%&@L %t éon@yo? ] a/‘f?;By%Mﬁlng ! cg)_y[?ﬂé Wg&gpg?@%t thg{e solution can be

sieritishddy fillraioroot h, honogeneous

Example 4(B)- Composition for oral administration

A composition of a compound of formula | in the form of a capsule may be prepared by filling
a standard two-piece hard gelatin capsule with 500 mg of the compound, in powdered form, 100 mg
of lactose, 35 mg of talc and 10 mg of magnesium stearate.
Example 4(C)- Composition for topical administration
A typical composition for defivery as a topical ointment includes 1.0 g of a compound of
formula |, together with white soft paraffin to 100.0 g, dispersed to produce a smooth, homogeneous
product.
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product. Exanpl e 4(D) - Eye Drop Conposition A typical
conposition for delivery as an eye drop is outlined

whedoemn2408Li t bal e conmpound 0.3 g Met hyl Hydr oxyPE€nAU2106/001318

0. 005 g Propyl Hydroxybenzoate 0.06 g Purified Water
about to 100.00 m . The net hyl.'zzand propyl

hydr oxybenzoat es a e di.s v urified water
a%/ 750C, and the r §QWQIFE@) EY%lll)mBrgoir'BooﬁfP'&wed to
cool Atyplesl c@mﬁmmﬂﬂ)rdalvé@@@ aﬁé‘)féﬁtﬁop igBdtlifel @elo®! ut i on

sterlll |Itr tion through a nenbrane filter
(0.22 ‘ﬂ ?@0@?%5‘ and asdbidcal ly packed into
steril e genliaask erenqp@) lotti, D. < Paganoni ,
P., Manent I?ﬂ{ y%e ?t% %:I‘Chl ni, S.,

Tar abol elropy! HEFOXYQWO@ avaz zO G6R Matrix

nmet al | op 9 an i nduce the rel ease
of vascuqﬁdaﬁrfgd \W@éfﬁboﬁ\@r gr O%OWﬂt or (VEGF) by
ovar lenneihm enmprnplyl h;aird)wbenzuaiés aratdissoheedfimV0 b purified water at 75°C and

gﬁﬂlﬁ %@Mtlm IS ,gﬁowe%? T E@\etc[qmgqung ||_s2t qs\éégd am? %e solution sterilised by
fRirioh Ghrodyh, a Ah@tthne fiter (8281 ((AigoRAakigk), Bind %‘sé’dtleﬁgg?%cked into sterile

d phar macol ogi cal char acterisation of th
‘Eﬁ“qlﬂﬁfﬁan ovarian carci noma established in nude mce:
use of the CA125 tunor marker to predict antitunour
activity. International JcRﬂ'fﬁEenQﬁS Oncol ogy. , 15

BRI o AReroR, o 90800 e Sl Merai, 5. Tersbokt, G, and

Graedzar /Ry ﬂﬁéih&l ﬂ’feta%b?@tblhéﬂeba(hﬂwgoﬁﬁdqlvf Mduce the release of vascular
m crovascul ar JO errrea | and ahgi ogenesi s.

eneihel @barowtbdaet@n 5Fphy nvarl@rgyarcmqm celsniplicatia®, forl @etas formation.
%Q.méll , Louie, K. G, Behrens,

Fﬁe%E/%r@ 63%%4h¥?wg)ot zinger, K R, and Qzols, R
F. Bubrige, eMJ E.atkraus-Befthier, e rNage,alflt, PﬂHmd;elA Olftadsl,lrﬁa,nand Guilbaud, N.

T ST T M
@mmwhn nuéér m|5é28&‘e5819@|e CRRS. tuh\@ﬁlhﬁﬁrker\{o préﬂlétuéﬁiﬂh\our activity.

Q@ P 1akeuc i, K, Kune, A,
| Fﬁ?@?ﬁ‘é JON}i“al O?Qﬁ?’ﬂ'qg&m@ HP5-11621999. T.. shi buya, M,

Takebapdk, HY-F., BRMNCLAMR: DEmasVting Ib_' ik XY %&hﬁp ermeability
suppresses carcl nomat olis ascl'te$ T n nude’ mce é)
facterfvasaulas ndashelialCgiowthr faaeseaupmmspulazhypchmnembm am)@ﬁguogenesns
American Journal of Pathology., 746: 1029-1039, 1995.

Hamilton, T. C., Young, R. C., Louie, K. G., Behrens, B. C., McKoy, W. M., Grotzinger, K.
R., and Ozols, R. F. Characterization of a xenograft model of human ovarian carcinoma which
produces ascites and intraabdominal carcinomatosis in mice. Cancer Research., 44: 5286-5290,
1984,

Hasumi, Y., Mizukami, H., Urabe, M., Kohno, T., Takeuchi, K., Kume, A., Momoeda, M.,
Yoshikawa, H., Tsuruo, T., Shibuya, M., Taketani, Y., and Ozawa, K. Soluble FLT-1 expression
suppresses carcinomatous ascites in nude mice bearing ovarian cancer, Cancer Research., 62:
2019-2023, 2002.
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Marchini, S., Codegoni, A M, Bonazzi, C, Chiari,
S., and Broggini, M Absence of deletions but frequent

WO o®s/02f09EXpr essi on of pl6l NK4 in human ovari aPCT/AU2005/001318

tunmours. British Journal of Cancer., 76: 146 149
1997. Czols, R F., WIllson, J23K., Véltz

i G195 B o G K i M DRt %ﬁ{%%f%sr Fmﬁ B o R.C.

lﬁﬁﬁbl‘tl@HTMiChdﬂna’f\n&/ahérﬁcdﬁ@érocfoldﬁgtf@rh’l@hdntE}Badr@mly@@rand its major metabolites.
Resear ch 40:4109-4112, 1980. Pellizzaro, C1

Cwcaiasearchn, 40: 4108-4544, 8%, M G Modul ati on of
angi @&@E&a'é éf’b@fﬁl@ Qquja?dori? hﬁ@%@ﬁlbtﬁ)nk&ya@%éh{éﬁs related proteins

butyrate 'n colon canhcer cell’ |ine
Sathesinbyeadigi b&liyratem colp sangaell m@dﬂ'ZQSEﬁrlepgeIES|sm23 Aner740, 2002,

}]rg?/?gfﬂyh? g{§ ang S&b@ ﬁnﬁlﬁa H&?@g n@{}f@tu%&ﬁ ﬁ%‘i Iof)rfnallgg?mt ascites.

@ﬁﬁbab@ﬁmlogy @R)oyal Tollegb 9f Rﬁilolcigﬁbw 15x68172,2003Yoneda, J.
Fbrrer

| }ﬂ%ib,Ypr%\ \gq-qurgrq 8” aggﬂllfogsj Anancglggjg\& ﬂJgphﬂH{M malignant

ﬁéé ! g‘?&ftl‘? bfm}?ﬂ%n War@h %brcihdl‘ﬁh B %Fal édmlﬁlétreﬁlén af appﬁtéﬂﬂtnhlbltor of the
bitor of the vascul ar endotheli al %rowt fac

V@c@me@dothqhalcggowﬂéfarzﬁows@@éor tyresinerkinasasoln rnaﬁwrmnakf# Oncology., 16:
16: 445-454, 2000. Zebrowski, B. K., Liu,

Hbcﬁléggnmpez K., Akagi, Y., MIlls,. G B and Ellis,

L MZeHWmsikecBl ¥, e Vaf Bamitazy K, Akagi, Y.ablils) Gr BeactbElia li. M. Markedly

Mdﬂ@{,eafm asg[y\ g%plg%e fgtggﬁv C'ﬁatg%f @mﬁ%[wga}{a@ Q{Qite ur@\g{]]ag?lof Surgical
@ncoldﬁy 6\73- 3%1219%n R M, Hicklin, Put nam J.

,andEllls ul a r owt
f act 8ebrovskie Bs Kaand. e G&N}"\Engﬁﬁ kn@ag"oqtqu Pgtnam I', i and
Eﬂés' 9 Wmas&gﬁlgg@éthe%lg%%tﬁrf§ctor%\)efé' M'lnéﬁ@%edf pehme(?blfhty in malignant

‘ear Ch 364-3 Cl al ns
blatriaksffusions. Ciibisal GanoerReseaseh. &’3@&363”1899& n a subj ect,
the nethod conprising adm nistering to the subject an
ef fective anount of a conpound of Fornula I: | wherein
Ri is selected fromH, substituted or unsubstituted,
strai ght or branch chain al kyl, alkenyl, alkenylal kyl,
cycl oal kyl, cycl oal kyl al kyl, cycl oal kenyl al kyl , aryl,
arylalkyl, -SR7, -SORe, - SO2R 1 -SCN, B (CH2)nBRi 0
-C(O-Rn or -OR12, COORi 3, -NO2, NR 3aCOORi 3b,
i sot hi ocyanato, or -CN where R7 to R b are each
i ndependent|ly selected fromHl substituted or
unsubstituted, straight or branch chain al kyl,
al kenyl , al kenyl al kyl, cycl oal kyl, cycl oal kyl al kyl,
cycl oal kenyl al kyl, aryl, arylalkyl, B and B are
i ndependently selected fromQ S, S(O or SO2 and n is
l1to4, R is selected fromH, or substituted or
unsubstituted alkyl; R3 is selected fromH,
substituted or unsubstituted, straight or branch chain
al kyl , al kenyl ,
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al kenyl al kyl , cycl oal kyl, cycl oal kyl al kyl,
cycl oal kenyl al kyl, aryl, arylal kyl, 5- or 6- nenbered

whedoeiopmyzl i c ring the heteroaton(s) of which BCBHAU2005/001318

selected fromone or nore of O S and/or N, - SR14,
-OR15, -SOR16, -SQ2Ri 7, -SCNyy -C(0)-Ri 8, -OR19,
NR20COOR21, where R 5 to R21 are each independently
sel ected fromH, substitutedl@Msunsubstituted,

strai ght or branch chain al

| kenyl, al ken I
cycl bal 1y imethogd o ihipfing e pre%ﬁ%pkgmtlgp kY18 s@;e);( the method
o] Eizeiffo A5 s o RE SR e oMol ¥l

Ri substitution occurs in the 5 or 6 position. 3. The
met hod of claim 1 or 2 wherein theRegonpound is a
benzi m dazol e car bamat e of FornulaLll:mherein R is
sel ected from HL substituted or ungubstitBeed,

strai ght or branch chai 7 al kenyl al kyl,
cycl oal kyl, cycl oal kyl yIaIkyI aryl,
arylalkyl, -SR, BSORS1= SRR, 1B (cH2) nBRi 0,
_C(O-Rn or -CORL2, ) BOOR  3b,

I sot hi ocyanato, or -CN whe R7 to are each

i ndependently selected fromH, substituted or
unsubstituted, straight or branch chain al ky

al kewnlydrem & IISeS@jHC@H lilpm H @ybstlb@qununswmutg@swgmq@aranch chain alkyl,

e s

304Rg, %CNRB?-CH‘IZ%BHJQ LIOPR{1 tor+-©R120CO0RB ] NRELDOR 13, lsothlocyanato

h h |
o ranL%qu9| 7&&&@?%@@%9 @%ﬁ%%l@@@%@g@ﬁ%ﬁ l?s%ge?ﬁr ugsubstituted,
@tfali’dh%lkldﬂanc%cha-ﬁhﬁkmﬂéﬁﬂ ﬂlﬁen?lﬁlkyl 0%@Io§[k&%y@lbﬂﬁyla1kyt , @y&oalkenylalkyl,

wherein the COfT'pOUI’] aormul a

amlearéliausyl.ts ands3' el I@i@p@wenﬂv@ﬁheq:ted &%Qs 1Pk SFpandnis 1to 4;

ar kengr ST ARG pURRSIERRI &) )

| al ,
cycl Raislseleyted framiH, sabsﬁtutedaryahsubklywted sipaight or}é(am chain alkyl, alkenyi,

St St SRR B, B FERES, s

Frbterbcy@licerieRd het@@@@m@%ﬂwmyh sel eltted fibmametdr more of O, S andfor N, -

gﬁﬁ;}d t15Lil|t %R;,{- ugﬁi;g&tw 28@1 18, Céé L}%}Mé&h ne?g] R15tah21 are each
Qé égéd' fro “sh@@ﬁd&%rb\’ hﬁ’dubéﬂtutecﬁéb’dlggt e bfén’%h Iéb{éms alRyl, alkenyl,

n ent sel ected from OL
alh@yialkvlscymoa!byl,ccycloﬂwlamwecyﬁbalmlausvl aArr aal ﬂi‘ cI aims 1

cons Pt el gl RONAE rand@ERARL’ L0 o de

mebepdaz Dhemethdd.df ehiat whaein theiRy Isattsdatudrambtﬁs in the 5 or 6 position.

8§f ggﬁggf&zgetﬁ%p Xabﬁ ﬁépv%le @%gg{ﬁ&g@% 5a Fbenzimidazole carbamate of
eyflugiendazol e, dribendazol e, etibendazole and

fenbendazole. 6. The nmethod of claim5 wherein the

conpound i s al bendazole, or a mstHaboI ite, derivative

or anal ogue thereof. N NHCOOR

g

N
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7 . The nmethod of any one of clains 1 to 6 wherein the

VEGF i s produced or secreted by a tunour cell. 8. The
woredobozitoaf claim 7 wherein the tunmour cell is BEI/AU2005/001318
ovari an, colorectal, liver, pancreatic, gastric,

endonetrial, renal or other ppsmary or netastatic
1.9.. T d o f claing 1 to 8 |
wher VIS R isiel 85 5T b oo st & obmeiund G biegefoehain alky,
ik . A 1 e _
49, o ok A 4 i 35, S
§@ ﬂ%pth 2bBRfo| 1%(@)-Rm of HaR1.0e)OBavNOp, NRiz&ORzssahiocyanato,
| i i Ehal :
§-2A g0 45 gy BB SRR O R ) D
sreighicoraranchvahein alieyt, iatkemdt dikeoylallyd vaysloalkyh raysledliytatkyl, tsloalkenylalkyl,

T ' ' he~.retli Qo hic, .
A Tak BB e BeBbebbentl] SHEUR AT 01 SO Rt 5 o 4
reti Rm)}isﬁi_ﬂ{‘aubstiﬁitabert liJrSuhssﬁtu'teﬂpﬂfdid,thyor br@rﬁldgrbh%ﬁtai‘lylh Ql(ﬁj(enfyl, alkenylalkyl,
remat uri or macul ar degenerati on, . mef hod for
&F'ggﬁ‘ﬁ’ﬁ&'#ylﬁﬁ‘\gﬂﬁlﬁh@@y@k)’géﬁ’ ?rﬁ%?cﬁk)’hssoci ated with
b | f t) ; retd i:
. ugfég? Tre oD, & el SR oPtI A1th i B8l BlrpBihd| i aompound of

Formpiladk an effective amount of a conpound of Formul a
l: | wherein R is selected fromH, substituted or

unsubstituted, straight or branch chain glkyl,

al kenyl , al kenyl al kyl, cycl oal kyl, cycld I al kyl,
cycl oal kenyl al kyl, aryl, aryl al kyl, , - 1 -
SC2R9, -SCN, B (CH2)nBRio, -C(O-Rn -OR13| COOR13,
-NO 2, NRi 3aCOCRi 3b, isothiochanato M where R7
to R 3b are each indepen yhsel egted fromH,
substituted or unsulstit uty ght or branch chain

al kyl, al kenyl, al kg cycljoal kyl ,

cycl oal kyl al kyl , ‘ 1| 3 aryl, arylalkyl, B
and Blare inde 2 #\'romo, S, S(O or SO
and nis 1to 4' R2is selected fromH, or substituted
or unsubstituted al kyl; R3 isjjsel ected fromH,

substituted or unsubstituted, straight or branch chain

al kyherely l%éﬁ)sgl,ectgf E@'p,j/-ﬂ, gyhsltuted of ensybstikyjad, straight or branch chain alkyl,
o k c » arfll ViR, - i

e T

SSRRunb@h BiCH2)s#ie cCEY-Rir omQihe GRORMW -i0s NRR.CGOBE isothiocyanato,

o!'\laglil 9@5‘%%70 521{? 'e\%@@ep&ﬁ@%&e’diﬁgl gégft?gﬂtﬁt&'i gr unsubstituted,

straighet oz ieamolt clyairs elkylc aleehyf, mienytalkyls la:kadddll@l,lbmba(kylalkyl, cycloalkenylalkyl,
url1$u t|| bUt‘F‘ig" strai ﬁéﬂ or Ib%ﬁErCh §§é@alg , .

Ay, RETAINY!, Band B Ay infiepprdently selegiediirom O, & 54 Adipys 1 to 4.

cyclsoal Kr& kb i anyaik lof §&imaMth @ ihtei |
nmet abol ite, deri vatyi veoor Irarl]nal ogue terl]netﬁggﬁﬁpdfﬁﬁ’ﬁﬁ?lgcted from the

JrP hGensisting: | efi ralbesdagpler ealbendarsleri sulpheyide; t mebendaznts; u flgbendazole,
tﬂc&béﬁb%zo’i’e, o&xfe@b&%%%lé,Olﬂxabendazole, cambendazole, oxibendazole, parbendazole,
thiabendazole, cyclobendazole, dribendazole, etibendazole and fenbendazole.

6.  The method of claim 5 wherein the compound is albendazole, or a metabolite,
derivative or analogue thereof.

7. The method of any one of claims 1 to 6 wherein the VEGF is produced or secreted by
a tumour cell.

8.  The method of claim 7 wherein the tumour cell is an ovarian, colorectal, liver,
pancreatic, gastric, endometrial, renal or other primary or metastatic tumour cell.
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15. The nmethod of claim 13 or 14 wherein the conpound
is a benzimdazole carbamate of Formula Il:wherein Ri

wo 2008024901 ed from H, substituted or unsubstit uP@AU2005/001318

strai ght or branch chain al kyl, alkenyl, alkenylal kyl,
cycl oal kyl, cycl oal kyl al kyl, 2&cl oal kenyl al kyl, aryl,

ar yI I kyﬁlﬁm% of Emgﬁ%ﬁ%ﬁwkﬁgﬁ tgg(\_{%p%ﬂgﬁh Br secretion is
a%@éléied)\nméﬁcwmmuhon 6Muidtirea bodiRcatity oﬂhekutmcé each

Iuﬂgﬁ en rg hosdgn{f?: ﬁw&%ﬁﬁgﬁ%ﬁgﬁ%ﬁt@pﬁ gqlq(gr)lthe body cavity is ascites
& fg{bﬁus@hkenyl al kyI cycl oal kyl, cycl oal kyl al kyl,

fndle%g LS@%&L&& @a? ér{pl gf .cg[ﬁ/sdatlo §y vlvlg(qug %Q%Eg@)?&ﬁgion of gecretion is
aﬁsbaaté ft??r%tug)?at Hé&bﬁ?&ubﬁ%’eﬁ i§fl or unsubstituted,

rai ain al kenyl , aIkenyIaIkyI
cycl d):?al khe methord aﬁallainy1 Talhieydin the ;aﬂmmt{mmpwskqmlsatwnyq asgpciated with

R@P(fg\ﬁlé\{eéfquopﬁty, gaﬁeélg 89%@9&9@'%%@ &9%qaﬂk®}rdlu§qaéﬁ?r}c{%generatlon.

wher ¢3.n leétlﬁbdsfsﬂ festingl of preventihy s ebrsiition @sediated with abnormal levels of
unsubsti t ut ed, raj ht or ranch chain

| . ,
YERE ipductiap Resepleliondp @ s & mefrd cw&r&s@gﬁﬁéﬁunﬁteﬁ(}q to the subject an
I al kyl, -SR7, -SORe, -

%@E@a&‘@@%@b%m%ﬁ%ﬁg@%”-qq R or LR 2

-NC2, NRi 3aCOCRi 3b, isothiocyanato, or -CN
mhere R7 to R 3b are each independéntly sel ected from
H1l substituted or unsubstituted, st|raight or branch
chai n al kyl, al kenyl, al ke
cycl oal kyl al kyl, cycl oa
and B' are independentl
S® and nis 1 tof4
clainms 13 to 16 wherein
t he group consisting of al bP€ndazol e,
sul phoxi de, nebendazol e, flubenpdazol e,
tricl abendazol e, oxfenbendazol e, | uxabendazo

cambahereindRies sejmtadefmmaklos@stltptgd g@um;ggs(gtu@ed stralgh’[ or branch chain alkyl,

SHRRLTESHRMTRMPAR RN panaen oy sy, o, 0.

BO,RE 36N, B (CHe)BRIPOIDIR & -ARags SRR, eOn NRazsCOOR13p, isothiocyanato,

e g@glb*{?%eeghpe%%ar%%@\ lggﬁerpgﬁ%gfffge?ef&ﬁmf@f g 5 ?lhtutg&‘ Br unsubstituted,
%ﬂﬁghttdr%dcﬁ cR&iS alki ablﬁ&yv\ﬂatkbnylamqr egcieatkyly agdodiglalkyl, cycloalkenylalkyl,

) h f
e b P B e B LS G e STy L
consigg a% é%ﬂacfga frorﬁ?l‘sbrtﬁﬁstlttﬁéd drfd b§t|tut&i éﬂkw al eff US' 0”

, arylalkyl B

O S S(O or
any one of

N sel ected from

al bendazol e

cer ebr rmnae(%/ I schaem ¢ hea
it SodReds selentadlrom Hesybsiévted pomsUbled Sraght ocbranch chain alkyl, akenyl,

@‘ﬁg@ﬂﬂqﬂ@?t %l’oal&,opfk@@&% B ng@(gﬁ?ﬁoaé@ﬁtdrﬂ,oagb!kxlf t.or 6-,membered

hetefdtgclioihg @@ teredtem(s) éTONh:dheare seledtdufrean bhe ot ingrei of O S and/or N, -
AT S NARLS RZ: D et B, Aol MBRIER R ar oot
GiYadeddeRMy selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or arylalkyl;
or an isomer, metabolite, derivative or analogue thereof.
14,  The method of claim 13 wherein the R4 substitution occurs in the 5 or 6 position.
15.  The method of claim 13 or 14 wherein the compound is a benzimidazole carbamate of

Formula Il:
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in a subject, the nethod conprising adm nistering to

the subject an effective anount of a conpound of
wo-006102491 : | wherein Ri is selected fromHL PCT/AU2005/001318
- Substituted or unsubstituted, straight or branch chain

al kyl, al kenyl, al kenyl al kyl ,2cycl oal kyl ,

cycl oal kyl al kyl, cycl oal kenyl al kyl, aryl, aryl al kyl,

-SR7, -SORs, - SQ2R9, -SCN 1 B' ({H2)nBRio, -C(O-Rn or

-ORi 2, COOR 3, -NO2, NRi,3aCOORN3b, i s@ifigepyanato,

or -CN where R7 to R 3b”arexeach | eﬁldentl)?1

sel ected fromH, substjtuted]|or unsypstituted,

strai ght or branch chain al kyl, al kgnyl, aIkenyIaIkyI,

cycl oal kyl, cycl oal kyts of: f‘kenyl al kyl, aryl,

aryl al kyl, B and /™ dependently selected fromQ

S S(O or S22 and nis 1to 4; ,R2 is selected fromH,

or substituted or unsubstituted'al kyl; Ris selected

f r onhefeinsRibis séleaedeftbno H, substitisd bi Mfs@@btltufédr ﬁfa‘il{/m Ppﬁr?q(ch chain alkyl,

SRR R Gt SN, Brehonitiol ot puibtyion SO -
sastorscm BCHRBRAS -O0)R) AL OR£ COORY, LIS, NRISE QB M s hiocyanato,

sel ected from one or

| ch are
OINIC w@pgeﬁ o Grepesire eashyrindspendgiyrseiected SO, H - DbsiiutdR) orBunsubstituted,

S?%%R?@ﬁ? Wﬁyecétr@gpf Fom HH(V' %@?%Ylufyé“g’a@\da'kyl cycloalkenylalkyl
anyh grugg(yh B anc areslndeﬂergientl)cselebtedifmh OcB28(0) &d 304 and niis 1 to 4;

oy e e SRl B Sipupati e aﬁ’@)é‘ﬁ|0k91a¥5r{)$h%bﬁamy§cau@'nyl alkenylalkyl,
cmbalhjdmyclbﬁkylaﬂ@r cyc@takenﬁlamﬂ ay ot legq@ﬂt hereof. 23. The

<net d 22 wherein th substitution occurs
eo'Fethg%W Poshofiaimsy bk toriSt whessinothe compoumd & 2 campound of
Fcfrmala:ﬂlv\her ein the conpound is a benzim dazole
carbamate o f Fornula Il: wherein Ri is selected from
Hl substituted or unsubstituted, straight or branch

chain al kyl, al kenyl, al kenyl al kyl, al kyl ,

cycl oal kyl al kyl , cycl oal kenyl al kyl , yl, yl al kyl ,
-SR7, -SORe, - SO2R9, -SCN, B (CH2)npRi o, -|€( O -Rn or
-OR12, COOR13, -NO2, NR 3a i 3b, Jisot hi dg¢yanat o, or
-CN where R7 to R 3b are eachyi ndepg€ndent |y sel ected

branch chai n al kyl | al k nylélkyl, cycl oal kyl
cycl oal kyl al kyl , d , aryl, arylalkyl, B
and B' are independ etN from O, S1S(O) or

S and n is Rifo 4, RZ1 is H, substituted or
unsubstituted, straight or b[yanch chai n al kyl,
al kenyl , al kenyl al kyl , cycl oal kyl, cycl oal kyl al kyl,

cchhemiﬂeme %blbotéd fré¥h YI' s&lfstlt@l%b! 'oﬁ‘hrlfs%stlﬁﬁ’e'ﬁ st}'na}gwt HPBIQI?C% c%ln alkyl,

Ikg@?(rp% &ngg)fl Ilpgﬁyﬂyuq:ygloalk){lalkmcgc;lglkenmlkyl sarﬂealgiaﬂ(ﬁd SR7pFGORs, -
SOzR, SSCWtB (CHE %R@r ClO)RIP&ITRY, B0 LROS R4 (508!5{131), isothiocyanato,

chain al
or -CN where R7 to R1ap are each independently selected from H, substituted or unsubstituted,

straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from 0, S, S(0)or SOz and nis 1 to 4.

17. The method of any one of claims 13 to 16 wherein the compound is selected from the
group consisting of albendazole, albendazole sulphoxide, mebendazole, flubendazole,
triclabendazole, oxfenbendazole, luxabendazole, cambendazole, oxibendazole, parbendazole,
thiabendazole, cyclobendazole, dribendazole, etibendazole and fenbendazole.
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Q al kenyl , al kenyl al kyl, cycl oal kyl, cycl oal kyl al kyl,

cycl oal kenyl al kyl, aryl, arylal kyl, -SR7, -SORs, -
WEARR024095CN, B' (CH2)nBRi o, -C(O-Rn or -OR 2PCTZOORDI/N01318

-NO2, NRi 3aCOCRi 3b, isothiocyanato, or -CN where R7

to R b are each independent| y8sel ected fromH,

SUDS! ¢ the hefoa AR ir  hehth R Koy R aBUnBARR, EPE Metabolte,

demllwajrlayal@ubyﬂereotycl oal kenyl al kyl, aryl, aryl al kyI B

a0 L2 RT3 s 3B B S i Shsosited wi

mfe@séﬂs\/ag&ldrgera{éaumyer ein the conpound is sel ect ed from
t he roug consi sting of albendazol e, al benda
@

sul BRoxiThe meed ahany2ee &f claims ha dte Wieesin Wﬁ@pmﬁ@ﬁ @a&edﬂc@d from the
gR%l %Pﬁ gzo‘f’l éascnésuéﬁ'ﬁ&’bd%ﬂ a?efﬂfsﬂﬁbgé}gﬁﬁl%e%ema pulmonary oedema,

ben par bendazoél'e, thi abehdazo
laebaﬂnwbéaajhd@e@e tercWendegensiraion,eprolfesalivazietinopathyl diabetic retinopathy,

2 6 wherein the
r‘%ﬁﬁ%@'ﬂg@é@@%y@ﬁal%gr @B@S@osié ?P@taahnisi te, derivative
oI r 24nalThg methbdhefrotairh 20 ﬁhe’tﬁn tthwthmﬂsﬁshhehmétoma&hnﬁﬂe of
cl ai 2 to n. the ascites is nal
o PP Aot Bttt i raady sk Bxeqr an peclapssgciated condion
mMéeéL%jeBt the n@%ﬂtc%&pﬁsﬁrﬁgoﬁdrﬁh@@rlﬁ‘gofbdthb' SQbjebSark 'eﬁédﬁ@@ lafhount of a

nmet hod for the treatnent o r preventlon of

C@r@muﬁépbﬁqnm%laau sease in a subject, the method
conprising admnistering to the subJ ect a n effective
amount of a conpound of Formula I:x 0 wherein R is
selected fromH, substituted or un bstituted,

strai ght or branch chain al kyl, alkenyl kenylalkyl,
cycl oal kyl, cycl oal kyl al k al kyl, aryl,
arylalkyl, -SR, -SORs , B' (CH2) nBRi o,
-(O-Rn or -OR R, 3aCOCRi 3b,
I sot hi ocyanato, or - are each

I ndependent |y sel ected 5 substituted or
unsubstituted, straight or branch chain al kyl,
al kenyl , al kenyl al kyl', cycl oalkyl, cycl oal kyl al kyl,

I I : d .
cYChBllaRL Bt 1 1! Bl sy B 1 rnch i s,
alkenyh mkenﬂalkyl,scyslealb}dtwdloalk)dﬂkyH cyaoalkeayialkyil,t aryledrylalkyl, -SR7, -SORs, -

SRS oo B PR LR ol R 0%, @R dnpiipoyanato,
oal—Ele(;Ngew I:lgtlﬁﬂm @d(z: Iegrnmh@d budentlycsebe%cmlﬂom H, substltuted or unsubstituted,
S0 G1anel vt Bk kb o EREAARYE FHioale bl R otyclesikenyialy,
aFiri anlﬁq B%h@B%“Fé ﬁGéd‘éﬁdJnflPéElé&t?e@ fBf @@gg\lcﬁfor S‘Ck?bé:nd@ﬂéj 4,
CRB@ is saiagt@dmmﬂb or sub@ltt@edm Bnaut:stltmi alfyk each
i nd %n&?e- {egﬁ‘rof'neH s%?rﬂpé 5[%1 ﬁ@lﬁ@ﬁtétkﬁhgﬁk@@ch chain alkyl, alkenyl,

unsubstitu stra 'ha
altieriytatiyl, ,cysloaikykecyjcloalkwgdlkyl cy;zlolalbaiyla}kyl aoy, cargialky I5aldk yB-, membered

nERLEREF iEPe Relo e yficn e et g engt ™ SiTPD: S andior N, -
SR14, -OR15, -SOR16, -SO2R17, -SCN, -C(0)-R1s, -OR19, NR20COORy1, where Ris to Rz1 are each
independently selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,

alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or arylalkyl;
or an isomer, metabolite, derivative or analogue thereof.
23.  The method of claim 22 wherein the R1 substitution occurs in the 5 or 6 position.
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3 1. The method of claim30 wherein the Ri

substitution occurs in the 5 or 6 position. 32. The
woredoaoekoaf claim 30 or 3 1 wherein the conmpounBCT/aU2005/001318

benzi m dazol e carbamate of Forrmula Il: OIl wherein R

IS selected fromH, substitutzmd or unsubstituted,

str i nal kyl., al kenyl ,. al ken J |,

cyoi4a P meftol P 27 of el oF edibling s BibeGaM ol Catbamate o
F@rmﬁ]@" kyI -SR, -SORe, - S2Rg, -SCN, B (CH2)nBRi o,
-C(O-Rn or “ORi 2, COOR13, -NO2, NRi 3aCOCRi 3b

i sot hi ocyanato, or -CN where R7 to R 3b are each

i ndependently selected fromHl sHbstltuR§E§§$q

unsubstituted, straight 21
al kenyl , al kenyl al kyl ,
cycl oal kenyl al kyl, ar

cl oal kyl al kyl ,

B and B' are

)] ..M» or SO2 and n is
1to 4; R1is HRe 2d or unsubstituted,
stralght or branch chain al kyl, al kenyl aIkenyIaIkyI,
cycl oal kyl, cycl oal kyl al kyl cyﬂloakenylalkyl aryl or

2y EE Rl L 2B o

ahfleew calkenidalkylscyeiobleylt edlobikyatkyt, cyﬁodﬂ@yléll@l ea%lp erylalkyl -SRy, -SORs,

w%“i@&n@%&{ gi@%t&c‘r(ﬂ%%mé @Bbi‘l WQPB@P: isothiocyanato,

o@)LQNQ/ﬂieKaeRy io@'i#&}’ére e@éMndep‘éhd’én&!}z Eé{éoted fr%'ﬁ? H s@%@ted or unsubstituted,
s@egim @, brammhalmraikzla a@@nylall@btcmkaaﬂvbml@lkybkyl cyqloalkenylalkyl,

N T

al kiR isdﬂ,leabgtlltute<hd>rlmslydshﬂﬂeyl strargymrdmiricblcham alkyl, alkenyl, alkenylalkyl,

cycl.oal kyl al k al k aryl, arylalkyl, B

ool oifafysh Rt a8 o 6 & 7s(o or

SC2 28nd The infthbd toParfy. ond4f cidifre 228b D dherkinay coripuf is a compound of
cIa| .30 to 33 wherein the conpound is selected from

H@J@ oup consi sting of al bendazol e, al bendazol e
sul phoxi de, nebendazol e, fl ubendazol e,
triclabendazol e, oxfenbendazole, |uxabengazole,

canbendazol e, oxi bendazol e, parbendazoke,
azol e,
met hod| of cl ai m

t hi abendazol e, cycl obendazol e, dri be
eti bendazol e and fenbendazol e. 35. Th
34 wherein the conpound is al bgdndazo)e;
nmet abolite, derivatiye e Ahereof. 36. The
nmet hod of any one o L 35 wherein the
retinopathic diseasf }ron1pro|iferative
retinopathy, diabetlc retj N retinopathy of
prematurity angh meculaxzdegeneration. 37. The nethod
according to anQ one of the preceding clains wherein
the conpound is adm nistered KWystem cally or
regi%nalI%.. . . . :
wherein Rt is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SRy7, -SORs, -
SO2Rg, -SCN, B'(CH2)nBR10, -C(0)-R11 or ~OR12, COOR13, -NO2, NR13sCOORu3p, isothiocyanato,
or —CN where Ry to Riap are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and nis 1 to 4.
26.  The method of any one of claims 22 to 25 wherein the compound is selected from the
group consisting of albendazole, albendazole sulphoxide, mebendazole, flubendazole,



5

10

15

20

25

30

38. The nethod according to any one of the preceding
clains wherein admnistration is intracavitary,

WO pdocay4si cal , i ntranuscul ar, intraarterial, PCT/AU2005/001318

i ntravenous, intraocul ar, subcutaneous, topical or
oral. 39. The nmethod of clai m038 wherein intracavitary

e MR AT T -

thmbeedamlet cyolnbdmylamlec?itiendazﬂe remFehdbm ahdrigndsndaz6le H
is a ¢o un Fornul a | [ 11 et her )
oM TRES] R e WAL 8 SPesich faabeadiots ob pemetabolte,

ddm}au\gﬁr%ng;@gugﬁe\:@bants 41. A conposition when used for
the treatnment or prevention of ascites or an

asci2fesd8e peihad @fdink @'Fﬁal‘?ftclatﬂﬁi 22\ 8¢ wheiein the agaitep ssnaligrant ascites.

co S et he
TR o BRI Snokr G B 20 b ot ARE R onton

CtLThDS!ﬁant s or adjuvants. 42. A conposition when used for

the PQ 'i\trﬂgﬂ ﬁ{)@g-tr??t Bt'cq%nrp}ge%{a%@gro a&}wﬁ@m&gd&{sg ina subject the

m'ed“rodnbraprlsmg latiminlstetig tottirosabjbetran wifddiveratfouRt of BRbMpound of Formula I:
pharmaceutically acceptable carriers, diluents or

adj uvants. 43. A conposition when used for the
treatnent or prevention of a condifzi on associated with
VEGF production or secretion, wherlein the, conposition

conprises a conpound of E nul a LNJI o, 1 together
wi th one or nore phar y a?bﬁrt/abl e carriers,
f

E
'r

di luents or adjuyants. t hod r designing a
benzi ni dazol e car Bamat reglime for a

subj ect, conprising nom & sefum VEGF
concentration in the subj in the presence and
absence of one or nore candi dpte benzi m dazol e

* heBERR T SRSt i Besae baed  suistiufariteiatt o bravch chai aly,
akgfguﬁwgg{p?wyn BT, \eégg%alwkzleeydéo%lkbmlkyﬂ%m AargaWO@Ry, -SORs, -
SQ@%ZTSQI\H&(Qﬁgn @%Rg qrr-@auzn@ﬁORnaegNOzeNBesﬁ%eb isothiocyanato,
of SO SR% 9554 R S04 Y B SEbsies
streigh®er Bahemctiain sy, sallenyl3alkenyRik@>cykloaRill LeycRalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and nis 1 to 4;

Rz is selected from H, or substituted or unsubstituted alkyl;

Rs is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkeny,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 6- membered
heterocyclic ring the heteroatom(s) of which are selected from one or more of O, S and/or N, -
SR14, -OR15, -SOR1g, -SO2R17, -SCN, -C(0)-R1s, -OR19, NR2oCOOR21, where Ris to Ry are each
independently selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or arylalkyl;

or an isomer, metabolite, derivative or analogue thereof.

nt

31.  The method of claim 30 wherein the R1 substitution occurs in the 5 or 6 position,
32, The method of claim 30 or 31 wherein the compound is a benzimidazole carbamate of
Formula Il:
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<212> DNA <213> Artificial <220> <223> Synthetic
sequence <400> 1 cacat aggag agatgagctt c 21 <210> 2

W 2WEe20902 <212> DNA <213> Artificial <220> <22BCT/AU2005/001318

Synt heti c sequence <400> 2 ccgcctcggc ttgtcacat 19
<210> 3 <211> 20 <212> DNA <3Bl3> Artificial <220>
<223> Synthetic sequence <400> Gﬂcttcctﬁ%gc at ggagt cct
20 <210> 4 <211> 20 <2 ! 13> Ar PR <220>
<223> Synt hetic seque S Qﬁ'ﬁgatga tcttgatctt

20

wherein Ry s selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rg, -SCN, B'(CHz)nBR1, -C(O)-R11 or ~OR12, COOR13, -NO2, NR13:COOR1a, isothiocyanato,
or -CN where Ry to Ri3 are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SO2 and nis 1 to 4;

Ra1 is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylalkyl,
cycloalkyl, cycloalkylalkyl, cycloakenylalkyl, aryl or arylalkyl.

33.  The method of any one of claims 30 to 32 wherein the compound is a compound of
Formula IlI:

R
Hl

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Ry, -SCN, B'(CHz)nBR1o, -C(O)-R11 or ~OR12, COOR3, -NO2, NR13:COORap, isothiocyanato,
or —CN where Ry to Riap are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S(O) or SOz and nis 1 to 4.

34.  The method of any one of claims 30 to 33 wherein the compound is selected from the
group consisting of albendazole, albendazole sulphoxide, mebendazole, flubendazole,
triclabendazole, oxfenbendazole, luxabendazole, cambendazole, oxibendazole, parbendazole,
thiabendazole, cyclobendazole, dribendazole, etibendazole and fenbendazole.
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35.  The method of claim 34 wherein the compound is albendazole, or a metabolite,
derivative or analogue thereof.

36. The method of any one of claims 30 to 35 wherein the retinopathic disease is
selected from proliferative retinopathy, diabetic retinopathy, retinopathy of prematurity and macular
degeneration.

37.  The method according to any one of the preceding claims wherein the compound is
administered systemically or regionally.

38. The method according fo any one of the preceding claims wherein administration is
intracavitary, intravesical, intramuscular, intraarterial, intravenous, intraocular, subcutaneous,
topical or oral.

39.  The method of claim 38 wherein intracavitary administration is intraperitoneal or
intrapleural.

40. A composition when used for inhibiting VEGF production or secretion by a cell,
wherein the composition comprises a compound of Formula |, Il or IIl together with one or more
pharmaceutically acceptable carriers, diluents or adjuvants.

41. A composition when used for the treatment or prevention of ascites or an ascites-
associated condition, wherein the composition comprises a compound of Formula I, Il or Il
together with one or more pharmaceutically acceptable carriers, diluents or adjuvants.

42. A composition when used for the treatment or prevention of a retinopathic disease,
wherein the composition comprises a compound of Formula 1, Il or Il together with one or more
pharmaceutically acceptable carriers, diluents or adjuvants.

43. A composition when used for the treatment or prevention of a condition associated
with VEGF production or secretion, wherein the composition comprises a compound of Formula |,
1 or 11l together with one or more pharmaceutically acceptable carriers, diluents or adjuvants.

44. A method for designing a benzimidazole carbamate treatment regime for a subject,
comprising monitoring the serum VEGF concentration in the subject in the presence and absence
of one or more candidate benzimidazole carbamates and adjusting the identity and/or dosage of
the benzimidazole carbamates so as to achieve a reduction in serum VEGF concentration.

45. A method for treating a subject in need of treatment using a benzimidazole carbamate
treatment regime designed according to claim 44,



