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In general, the present invention relates to methods for the treatment of
conditions associated with abnormal levels of VEGF production and/or
secretion. 5 Background of the Invention Vascular endothelial growth
faEtdRReEBM2also known as vascular permeability factor (VPPBjristaees/001318
highly conserved, potent multifunctional cytokine. Abnormal levels of
production and or secretion of VEGF have been linked to a number of
pathological conditions. For exaRiplghigihiieriesatrations of biologically
active VEGF have been detected in pleural fluids and ascites of io cancer
patients (Zebrowski at at, 1999a, ke Aahikas Fiegsaccumulation of fluid in
the abdominal cavity, may result from a number of conditions, includin y
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of ibedivet siresponaindeotecrjodivtiol eagessedrargites and the
prognosis is generally poor. Accumulation of malignant ascites is an
simportant cause of morbidifagkgirasingief MelByantian with peritoneal
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have advanced disease when diagnosed, and poor prognoses are associated with rapidly
accumulating ascites fluid and highly invasive and pleomorphic cellular phenotypss. There

25 remains a need for an effective method for the treatment of ascites and ascites-associated
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

30 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 arthiitis,



involved in many other disease states such as diabetes, arthritis including
rheumatoid arthritis, 2 psoriasis, endometriosis, cerebral oedema,
atheroscelrosis, ischaemic heart disease, and retinopathic diseases such
as age related macular degeneration, Tumour secretion of VEGF is
essential for ascites accumulation. Tumour cells usually represent the
main source of VEGF, but tumour-associated stroma is also an important
site of s VEGF production. Blocking VEGF production or secretion by
tumour cells, for example using a VE&GF inhibitor, has been shown In
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Summary of the Invention -

in a first asbect, there is provided the use of a benzimidazole carbamate
compound of Formula Il

NHCOORy

Rs

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
atkenyl, alkenylalkyl, cycioaikyl, cycloatkyialkyl, cycioalkenylalkyl, arvi, arylalkyl, -SSR, -SOR;g, -S0O3R,,
-SCN, B{CH2)aBR1p, ~C{O}-R41 or -OR 1z, COOR43, ~NOg, NR13,CO0R 2, isothiocyanato, or -CN where
Ry to Ry are each independently selected from H, substituted or unsubstituted, straight or branch
chain alkyl, alkenyl; alkenylalkyl, cycloalkyl, cycloalkylalkyt, cycioalkenyialkyl, aryl, arviatkyl, B and B’
are independently selected from O, 5, 3(0) or SOz and nis 1 to 4;

Rz is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenyialkyl,
cycloalky!, cycloalkyialkyl, cycloalkenylalikyl, aryl, aryialkyl

in the manufacture of a medicament for inhibiting VEGF production or secretion in a subject.



chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, B and B' are independently selected from
0, S, S(O) or SO2 and nis 1 to 4; R21 is H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alR&nylalkyl, cycloalkyl,
cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl in the manufacture of a
medicament for inhibiting VEGF production or secretion in a subject. 2a

In a second, aspect,.there is proyi the use of a compound of Formula
T R AR T R B e S Bl s oo bR By
unsubstituted, straight or branch ch'ain alkyl, alkenyl, alkenylalkyl,
cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyf; - -SORS, -
S02R9, -SCN, B'(CH2)"BR10, -C(O}R11 or -OR12, C RlB,w}TiOZ,
NR13a000R13b, isothiocyanato, or - CN whete R7 to R13b areleach
independently selected from H, substituted ogunsubgfitute ,,stréfght or

there is provided the use of a benzimidazole carbamate compound of
~Formula It H N~NHCOOR21 N R1 Il whéeiein R1 is selected from H,
substituted or unﬁeubs ituted, str i%ht or branch chain alkyl, alkenyl

) . vl .
alRERIT, & REESRY TR IGa RUAR L 98 SRR ERUIAR  SKRSNL R BIRpED chain alkyl,
alkenysikengiaiRg cysipaiy,; -werelipiaipi? evBralkendityR evorawgring, -SRy, -SORs, -
SO,RE ROR1B(CN)BRNRAIANI RIS R thid0Fan atdl H NRGIN@DEre, Rottiocyanato, or -
CN widk3IRaie RAGIBdaBE MR ReRCtReLHOmHdmSHDSIIRILN or unsubstituted, straight
or brdf bﬁgiﬁteg :[raalﬂgfmp,rQ@ﬁ‘ggllg{ﬂ?'?gﬁl!%!kﬁlkgyraafz];?gﬁ”égl@géllrr;(_y&tlgaigeragyla!ky[, aryl,
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in the manufacture of a medicament for inhibiting VEGF production or secrefion in a subject.

In a third aspect, there is provided the use of a benzimidazole carbamate

compound of Formula Ii: W
NYNHCOO%
. O N \

A

Ry

wherein R, s selected from H, substituted or unsubstituted, straight or branch chain aikyl,
-alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenyialkyl, aryl, arylalkyl, -SRy, -SOR,, -
S02Rg, ~SCN, B(CH2)aBR1g, -C{O)-Rq1 or ~OR4z, COOR43, -NC;, NR13.COOR;ay, isothiocyanate, or -
CN where Ry to Rz are each independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl, alkenyl, alkenylalkyl, cycloaikyl, cycloalkylalky!, cycloalkenylalkyl, aryi,
arylalkyl, B and B’ are independently selected from O, 8, S(0) or SOz and nis 1 1o 4;

Rz Is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylalkyl,
cycloalkyl, cycloalkylalkyt, cycioalkenylalkyl, aryl, arylalky!

in the manufacture of a medicament for treating or preventing a condifion associated with
abnormal levels of VEGF production-or secretion in a subject,



R21 is H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl,
arylalkyl in the manufacture of a medicament for treating or preventing a
condition associated with abnormal levels2af VEGF production or
secretion in a subject. 2b In a fourth aspect, there is provided the use of a
compound of Formula lll: S ~-1I HN N R1 Il wherein R1 is selected
from H, substituted or unsubstituted, straight or branch chain alkyl,
alkpnytoahensiality theve teialicerainalisdaliul ceppieatenyiaiylanh
arylalkyl, -SR7, -SORB, - SO2R9, -SCN, B'(CH2)nBR19, -C(0O)-R11 or
-OR12, COOR13, -N02, NR132C00R13b, isothiocyanato, og - CN where
'R7 to R13b are each independently selected from H, gubstituted or
unsubstituted, straight or branch chain alkyl, alkenyl, {alkenylalkyl, ‘
cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl;raryl, “arylalkyl, B and B' are

~ associated with abnormal Ie gtion or secretion in a
subject. in a fifth aspect, there i g of a benzimidazole
carbamate compoundpfFormutect? H N'-;COOR21 R1 Il wherein R1 is
selected from H, substituted or unsubstituted, straight or branch chain
alkyl, alkenyl, alkenylalkyt, cycloalkyl, cyclbalkylalkyl, cycloalkenylalkyl, -
aryl, arylalkyl, -SR7, -SOR8, - SO2R9, -SCN, B'éCHZ "BR1q, -C(O)-R11 ,
or VREEST B PRI B e S RAT  SBTegm RARET ERRrch chain aley,

alkenyih exseRvialyR X3picakve aetrierisfeinde auyiosdieoristkitomn, sntafliwite8Ry -SORs, -

SO RENSBDISTIBICH,)SBRIgRC(an-RrarehaRai T alkil, alemy Nrlkertytakyl, isothiocyanato, or -

cN ORI, reyciaalikylalvheprniaaliipovialiod i H 2auialititeB AnchBlidifuted, straight

or -blrggc eo%%%ntgf@ﬁl%ﬁggy[romcgﬂy%Ik%/(,og:y%{o%&%,arégc%éﬁ(%at&y%’ cycioa!kehytaikyl,' anyi,

arytalkyl, B and B' are independently selected from O, S, S(0) or SO; and nis 1 to 4

in the manufacture of 2 medicament for treating or preventing a condition associated with

‘abnormal levels of VEGF production or secretion in a subject.

In a fifth aspect, there is provided the use of a benzimidazoie carbamate
compound of Formula H:

H
N NHCOOR,

\!Nr
R4 :
_ fl

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycioalkyl, cycloalkylatkyl, cycloalkenyialky!, aryl, aryiatkyl, -SRy, -SOR,, -
30,R,, -SCN, B(CH.)BRyg, ~-C(O)»R4q o1 -ORyz, COOR3, -NO2, NR13,C00R 3, isothiocyanato, or -
CN where Ry fo Rq3, are each independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl., alkenyl, alkenyialkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl,
“arylalkyl, B and B' are independently selected from O, 8, S(0) or SO; and nis 1 to 4;

Rsq is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylalkyl,
cycloalkyl, cycioalkylalkyl, cycloalkenylaltkyl, aryl, arylalkyt .

in the manufacture of a medicament for treatment or prevention of ascites or an asciies-

associated condition in a subject.



R21 is H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl,
arylalkyl in the manufacture of a medicament for treatment or prevention
of ascites or an ascites- associated cordition in a subject. 2c In a sixth
aspect, there is provided the use of a compound of Formula lll: H NN Rt.
Il wherein R is selected from H, substituted or unsubstituted, straight or

branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyt, c cIoaIkyIaIkyI
In acixthaxesRiANeye ierproMigad ke, Lssrof aswmuoqé@é%@ws@ :
B'(CH2)"BR,0, -C(0)-R,1 or-OR12, COOR13,.-NO2 ? OOR13b,
isothiocyanato, or- CN where R7 to R13b are each depe?nzjﬁciantly selected
from H, substituted or unsubstituted, straight or brgnch chainmialkyl,
alkenyl, alkenylalkyl, cycIoaIkyI cycloalky Ikyl, cyefoalkeny a‘fkyt aryl, '
from.0, S, S(O) or SO2 and
nis1to 4 in the manufact Le of a mdlcamerg or the treatment or
prevention of ascites or anjascites- associated condition in a subject. In a
seventh aspect, there is provided-thé use of a Benzimidazole. carbamate
compound of Formufd{ll: N Y NFCOOR21 N R, Il wherein Ri is selected
from H, substituted or unsubstituted, strajght or branch chain alkyl,

alkenyl, alkenylalkyl oa cycloalk Ia I a
wrg,-'r Ialé\‘/lls éﬂ@f:te E{g IQJ EE% ‘ng X % %X%F%@l%s fa)i%b ?Fyltham Hovd,
alkenyl, az@makm@m@gcym@@ows%@bm%kwﬁmyéﬁﬁma% RN Wiere™ R -
SO,Rs, -SBN, B(BA3BRE, cath)iRgdepehffentBOsifestddizoNRH, 80Pt itutésgthiocyanato, or -
CN wherel#@ys{éh@g %%jemigbép@ﬁd&&mﬁbﬁdﬂf&’nlﬁyh-{aﬂ(%y{u&ldmﬁwadkykﬁtuted straight
or branch g%lkg Lt ?y%fl)(g tagﬁYeEnﬁ¥ a'K&?X&ﬁ!W E‘)@al?ﬁéﬁwy |c&l@@ﬂeﬁy@ﬂ%ﬂ anyt,
olent cted. from Itsoﬁngl is H,

arytalkyl, %@Bé)ﬁﬂ?d%%aﬁgﬂ%ﬁﬁ?&ft% Y ﬁg Or br n%ﬁr i [Palkenyl

in @W@W%’W%Vé@w@%méﬂf %bﬁﬂ@ﬁm %r@?c'é’ﬁl%"@ ascites-

‘associated condition in a subject.

In a seventh aspect, there is provided the use of a benzimidazoie
carbamate compound of Formula II;

H. .
N NHCOOR, 4

g

N
Ry

I

whereiﬁ R, is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkeny!alkyl, sycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryi, arylalkyt, -SRs, -S0R,, -
SO.Rg, -SCN, B{CH2)nBR1o, ~C(O)-R1 0of -ORqz, COORy3, -NO2, NR13,CO0R3p, isothiocyanato, or -
CN where Ry {o Rqg, are eaéh independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl, atkenyl, alkenylalkyl, cycloalky!, cycloalkylalkyl, cycloalkenylalky!, aryl,
arylalkyl, B and B' are independently selected from O, 5, S(0O)or SOz andnis 1 to 4;

R,: is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylalkyt,
cycioalkyt, cycloalkylalkyl, cycloalkenytalkyl, aryl, arylalkyt

in the manufacture of a medicament for treatment or prevention of a retinopathic disease in a

subject.



in the manufacture of a medicament for treatment or prevention of a
retinopathic disease in a subject. 2d In an eighth aspect, there is
provided the use of a compound of Formulail: iSHN NN R1 Il
wherein R1 is selected from H, suBstituted or unsubstituted, straight or
branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORS8, - SO2R9, -SCN, B'(CH2)"
BR1o, -C(O)-Ril or -OR12, COOR13, -NO2, NRICOOR13b,

in anjsightb apasetidhere-TpaviderdiRuse Ril8baneachdiEepansantly
selected from H, substituted or unsubstituted, straig%nt or branch chain
alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylaty loalkenylalkyl,
aryl, arylalkyl, B and B' are indeperidently selegted fr?nig, S, S(O) or S02
and n is 1 to 4 in the manufacture of a medicarflent for the treatment or
preventlon of a retlnopathlc dlsease jeCt TR A Tinth aspect, there

concentration in a sam ject if) the presence and absence of
e benzimr mates and adjusting the
identity and/or ddgage of the benzimidazole carbamates so as to achieve
a reduction in serum VEGF concentgation. 20 Disclosed is a method for
inhibiting VEGF production or secretion in a subject, the method
wheOiT Ry isingledaifisteHn guissthéesudj atsabstieftedtiveaighbemprengh chain alkyl,
alkenyl, alk%ﬂ?ﬂr@%mn@@dﬁl%lﬁﬁ R3cIRiIkenyBIRigiafy iscaitoed SRm HORs, -
SORs, “Sc’ﬁikei] ﬁk o 0] ’titwegfaitli@g@ﬁg b%ﬁ;ﬁ& lallk 'T‘Y%'r@“*ﬁwﬁk”"“" o
CN where RS‘Q ’35%5%@0 mdep ndeXt?y seie X{e kf¥ %&ﬁu‘t\ég ryuhsu&t@u%g %alght
or . branch chain alkyl, aEkenyl atkenyialkyl, cycloalkyl, - cycloalkylalkyl, cyc!aaikenyla!kyl, ryi,
arylalkyt, B and B' are independentiy selscted from ©, 8, S(O) or 8C; and nis 1104
in the manufacture of 2 medicament for the treatment or prevention of a retinopathic disease

in a subject.

In a ninth aspect, there is provided a method for designing a benzimidazole carbamate treatment
regime for a subject, comprising monitoring the serum VEGF concentration in a sample from a 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.

20 Disclosed is 2 method for inhibiting
VEGF production or secretion in a subject, the method comprising administering fo the subject an

effactive amount of a compound of Formula |



S02R9, -SCN, B'(CI-I12)nBR'0, -C(O)-Rii or -OR12, COOR13, -N02,
NRg3(r)COORub, isothiocyanato, or -CN where R7 to Rub are each
Independently selected from H, substituted or unsubstituted, WO
2006/024092 PCT/AU2005/001378 3 straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalglalkyl, cycloalkenylalkyl, aryl,
arylalkyl, B and B' are independently selected from 0, S, S(O) or S02 and
nis|to 4; R2 is selected from H, or substituted or unsubstituted alkyl; Ra
is selected from H, substituted or unsubstituted, straight or branch chain
alkyl, alkenyl, 5 alkenylalkyl, cycloalkyl, cyc?alkylalkyl cycloalkenylalkyl,
aryl, arylalkyl, 5- or 6- membered heterocyclic ring thﬁaheteroatom(s) of
which are selected from one or jn ... 0,.Shnd/or M, - SR14, -OR15,

cycloalkyl, cycloalkylalkyl cycloatk nyIaIkyI, aryl or arylalkyl; to or a
metabolite, derivative or analogue thergof. In one embodiment the R1

ponWHEH S AL AT o R s iy i it

mwmmmwmbm@a%ﬂdmmﬂpmw%tﬁ%w@%ﬁ%
<SR W%F‘mylm@%cmﬁﬁwlﬁﬂmﬁlmyanam,

SERRS
&ycloalkenyla kyl. a ﬁu(arylalﬁx%ﬁ@f%%%?ﬁéﬁ %&QQE | @EE E BrFyf%bsﬁtuted

isothiocyanato, or -CN where R7 to R1ab are each independently
selected from H, substituted or unsubstituted, 20 straight or branch chain
alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from 0, S, S(0) or S02
and nis 1 to 4; R21 is H, substituted or unsubstituted, straight or branch
chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloakenylalkyl, aryl or arylalkyl. The compound may be a compound of
Formula HI: 25 H Y1IN
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29

25

R1 4 1l wherein Riis selected from H, substituted or unsubstituted,

straight or branch chain alkyl, alkenyl, alkenylalkyt, cycloalkyl,

cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORB, - S02R9,
-SCN, B'(CH2)nBR10, -0(0)-R11 or -OR12, 000R13, -NO2,

NR13e02mRt3b, isothiocyanato, 5 or -CN where R7 to R13a%e\e268 /001318
independently selected from H, substituted or unsubstituted, straight or
branch chain alkyl, alkenyl, alkenylalkyt, cycloalkyl, cycloalkylalkyl,

cycloalkanyialkin anth @Maﬁ‘%n? %@nﬁ@i@l'%&@ﬁm%&ﬁaﬁ@ (}f%inﬂﬁ%kenylalkyl

compound may pe selecte

S02
LT A IR A S S e s
fIubendaﬁmhsmdmﬁmdamlmmmmmmt&uth@w{yendazole to

camben @@&@?ﬁ&ﬂ%%sﬁﬁf&?%@é bm{ue su gﬂ%gl ranch Chaln a]kyi alkenyl,

cyclobendazole, dribendazole, eube ean nbendazole
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anaiegueydiveipp fhd heekBGRINawbiiprrdstedeorisacsatest Mo BIMOYTand/or N, -

colbfe el e S Spsan RO IS, g0

gastric, endomefial. renal oF ot R or metadta ourc

ve@ﬁf%@uﬂx.wgﬁ%&mowww@wmwmmm dganeiuthaionld, akenyl,
fIu|diild@r@iaiqu]}@ycmmcﬁ%dkﬁ@l@ﬁ@M@ﬂé@l@ﬂiﬂb@f%ﬁ}w@he VEGF

producn%p or e?%n g va?y %?a%% ome‘}' v%nth retinopathic
“neovascllarisa as in ifatanve retinopathy or macular

degener&‘tﬁi@.@%@l‘ﬁ@éﬁh@ Ry myestittiprorcasaiivibedrqsfeneiitng a condition

associategk\wHoalHiana)d: e vekzipidareriatinmas seestipnef VEGF ina
subject, the method comprising administering to the subject an effective

amount of a compound of Formula I: R2 1 R$ R125 wherein R1 is

selected from H, substituted or unsuhstitutednstraight aiHbram_h chain
alkyl, alkenyl, alkenylalkyl, cycl , , cycloalkenylalkyl,
aryl, arylalkyl, -SR7, -SORB, - $ CN B’ ( 2)nBR10 -C(O)-Rnt or
-OR12, COORI3, -NO2, NRaaa i3bl-isathiacyanato,

I

wherein Ry is selected from H, subsfituted or unsubstituted, straight or branch chain alkyl,
alkenyl, atkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylakkyl, -SRy, -SORs, -
SO:2Re, -SCN, BY{CH2)sBR10, -C{0)-Ris or ~OR12, COOR;3, -NO2, NR13aCOOR;3s, isothiocyanato,
or ~CN where Ry to Risp are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyi, alkenylalkyl, cycloalkyl, cycloalkylalky!, cycloalkenylalkyl,
aryl, arylalkyl, B and B’ are independently selected from O, S, S(O) or SOz and nis 1 to 4;

Re1 is H, substitufed or unsubsituted, straight or branch chain alkyl, alkenyl, alkenylatkyl,
cycloalkyl, cycloalkylalkyl, cycloakenylatkyl, aryl or arylalkyl.

The compound may be a compound of Formula lil:
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compotnd of Formuia i:

or -CN where R7 to R13b are each independently selected from H,
substituted or unsubstituted, 30 straight or branch chain alkyl, alkenyl,.
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, B
and B' are independently selected from 0, S, S(0) or SO2 and nis1to 4;5
R2 is selected from H, or substituted or unsubstituted alkyl; R3 is selected
from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cyclpalkylalkyl, cycloalkenylalkyl, aryl,
arylalkyl, 5- or 6- membered heterogyclic ring the heteroatom(s) of which
are selected from one or more of 0, S and/or N, s SRia, -OR15, -SORIs,

-SQRBEN S GNsleC¢OfRis, DR cnnbstiutedysieianRadranriehanalkyl,
.y g | . : A
AR RASBRACERIbYRR HIRAIRIH oA ABRY D e HYBII SR s B

n alkyl, alkényl, ‘alkeny

RAMEIR Tl e A e T e

orthexeniiets R Ribmelisaenintiependenthosatetd dttre rit| anbkéiutedzor unsubstituted,

stHGEROME A AR CLRaRlo e IaMCL AN ARy AR B BEEfaly,
assoclated with increased vascular pefrmeability. The condition "may be
encsedalol P 13 DAL IBCN BB S PNy ofiion,
cerghEatARRemanap BEnenamdRie the geohaenisie of talisrdmele almnkazole
eneration, proliferative retinop [ iC refi eti
.S‘*Sﬂfﬁﬂ%“m rﬂfbsg%ﬁgﬁgis,aﬁgée 3?# éltgr)i oﬁ@g%%%?ﬂgﬂtis%%%%ﬁg?% ’rhgjg m atmg ©
ceahnitazoldroxivendazee opamendaroipohiabendszele, s rabREdgrde g @Hpgndazole,
eﬂ%@ﬁ?ﬁg&@&@@mm-e of the condition to be treated. Administration
may be intracavitary, intravesical, intramuscular, intraarterial, intravenous
bl ETHRIEF SPRPRIT S ACKOREH i THPRER, ALyt o e
thisiperitoneal or intrapleural, 20 Disclosed is a method for the treatment
or : : | : . diian j .
e o e R e o on
ovsRiEnc 6AReRH olfve - BARGREIY.: G4SRS RRFOMETHah Rl e RINR; RIBaTk defjeiastaic
w4e@0p &8y substituted or unsubstituted, straight or branch chain alkyl, 25

vy Ve o B Bt WER SRH s YR B SA M P i n a
bedyRady GEDRissciOR plawa SHGIVRI3Db, isothiocyanato, or -CN where R7
to Rﬁ?@\@@“ﬁﬁ&du‘ dsienendenilyssiestaskdsaisdNits wipaaaE Seovascularisation,
e

unsubstituted, _ .
such as in proffierative retinopathy or macular degensrafion.
Disciosed is a method for
freating or preventing a condition associated with abnormal levels of production or secretion of

VEGF in a subject, the method comprising administering to the subject an effective amount of a

Y
- i

wherein Ry is selected from H, substituted or unsubstituted, straight'or branch chain alkyl,
alkeny!, alkenylalkyl, cycloalkyl, cycloalkyialkyl, cycioalkenyialkyl, aryl, arylalkyl, -SRy, -SORs, -
SO4Rs, -SCN, B'(CH2)rBR1g, -C{O)-R11 or <OR1z, COOR13, -NOz, NR12COOR13, isothiocyanato,
or —CN where Ry fo Ry are each independently selected from H, subsfituted or unsubstiluted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from G, S, §{O) or 8Oz and nis 1t04;
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straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl,
cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, B and B' are
independently selected from 0, S, S(0) or SO2 and nis 1to 4; 30 Rz is
selected from H, or substituted or unsubstituted alkyl; 6 Ra is selected
from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl,
arylalkyl, 5- or 6- membered heterdcyclic ring the heteroatom(s) of which
arg,seleptesd fienHpoestistire o hfsuBstibdalky); - SRI4, -OR15, -SORIG,

T e

 alkespialioght eyeloabviceeivaliviakeg, meakanyiaikdn ARl AVEiib ik, pr 6 membered

heté¥SIaR ol hemvelastie o ation eybasosy bty e 6r metabilies andior N, -

d t | : the .
S e e S
indepeoieriynelyctsd foaligrauhetisedosunsybshiviate stahberdiasce shainalkynaipnyl

1 H%’éféa' h& &R %Sm@yem ARmiserasiaxatenically or
alk%e%%ﬂhl Y. _Ttﬁpemc%mpoun ma dirﬁmg%re(ﬁltrﬁeritoneally.

b .
or U@@Pﬁ@d@%ﬁﬁﬁ%ﬂﬁ@ﬂ%%ﬁtmem or prevention of a retinopathic

digpane émsodinieie the thempoeti del alicamgaisiecond mistabelitm gleriyalivates analogue

i supject an effective amount of a compound of Formulaf: R21 Ra Rq f -
erein Ri is-selected from H, substituted or unsubstituted, straightor .. -
" braietsadtin 1Ry be anceayRsRlReIRIIRGTSRSRI gAYl RS YRk A condiion
maf 6 amken Hatlkyk gode asvértingof SRTes IMRRs, FORRSSRINeRIiEHR ema,

ey A e e R R

diabetiotiintpeing, ustinopatiyed dremaiightnseinsinendvmetiosiey g leebyfis, such as

rheﬁlh?%&@%ﬁﬁs?ydoalkyl’ cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, B
and B' are independently select%(glf fro%& S%) or,. S02 and rkflg ta%?xrébf o
R2AdmiaiRkElen 9F 415 JoMpRUSE B DR SESGMIH U BY @8%%5‘9&% 8N

corfBmen Ho Shebstéiattad onaminishsiitnitathystraidhitasaviamc lintangicallkyniramuscuar,

'imrgl«ﬁ.@@%ﬁ,@%k}%g{ay%y&;aﬁxsmwiezﬁy&lO@nylqmc%mammh . be

‘ _ : membered heterocyclic ring the heteroatom(s) of whic
infrgperial 5 dRMAUGhe or more of 0, S and/or N, - SRI4, -ORis, -SORIs,

-SORRIFaSE b mGR) RinthORts, NR2400R2r, where Rr5 to R2r are

-tregﬁ%%gt or prevention of ascites or an ascites-associated condition in a subject, the method

comprising adminisiering to the subjebt an effective amount of a compound of Formula 1.
. Ry

e
R = l
. N

wherein R: is selected from H, subsfituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycioatkyl, cycloélkyiaiky%, cycloalkenylatkyl, aryl, arylatkyl, -SR7, -SORs, -
SOsRs, -SCN, B'(CHz)aBR1g, -C{O)-R11 or ~OR, COOR1s, -NO2, NR13:COORa, Isothiocyanato,
or -CN where Ry to Rusp are sach independently selected from H, subsfituted or unsubsfituted,
straight or branch chain alkyl, alkeny!, alkenylalkyl, cycloaliyl, cycloalkylalkyl, cycioalkenylalkyl,
aryl, aryalkyl, B and B’ are independently selected from O, 8, 8(0) or SC2 and nis 1o 4;

Rois selected from H, or substituted or unsubsfituted alkyl,
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independently selected from H, substituted or unsubstituted, straight or
branch chain alkyl, alkenyl, alkenytlalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl or arylalkyl; so or a metabolite, derivative or
analogue thereof. 7 in one embD*nant the compound is albandmmie, or a
or an ue The ratimpaft deease may be selected from pro- retirr thy,
diabstic retinopathy, re y of prematyyity or macuisr , $ According to any

f the ab bo the

o R ERSR hd FHTa FERERe char et R . oyt
alkepiiakylaceniitiglly eyclefsyéaliod, @v@hali@nﬂal}wbam& rvialiako Spichrs @gmbered
hetéi%égrem t;gwm st RhibI RS MBGRT REAABIIBN M5HIeR GYSPaRgir N, -

saw.t%ﬁesq%%ﬁ%%’ﬁ?;°”9%‘ép@i Faonie RS IR RS

inddpiseiaae deisotg onpHsHibstintae orusaubstintive sreightras rbtamcfpcéale alikgnagenyl,

4 R g S o

or mipeiabelils|desiiplies o eyt theRRbants. Disclosed is a composition when
- usefdar dheciRimeRtRmpsaNe Rtidendadeticopattthuis cdeivaivb eremekiyee
composition comprises. a compound of Formula | together with one or
®f¥re pharmacuficahy acceptable centers, dliuents or adJuvants Z0

Disitie ssites ray bepaligian aien (56 @Taies rsspaaien condiiop Eachainels
CORFINASHRFIAL Gyl ERsRdIGHaTy oF RGN, THRessipode may be
compaosition comprises a compound of Formula | together with one or
ad'ﬁ%?j@ fp Ble carriers, diluents or adjuvants. Also disclosed is a
m%ﬂ‘éﬁ:@@& fesigiirggfoathenzimidazole carbamate treatment regime for

tregmgn%{% SR ﬁ'g%ﬁﬂgﬂﬂgﬂﬁ' B8 RSy LBe e MeRBE EtHRIRg Mritering

e presence bsence of one or more candidate

o beamwec@w@m&ww%ﬂi@ @%entlty andlor dosage of the

berramidazoie carbamates so as to achleié a reduction In serum VEGF
concentration. Further dlsclosed is a methgd for treating a subject in need
tpgatment regime

designed according to the rijnth aspedt. : {
1 N

wherein Ry is seiécted from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalky, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SOsRe, -SCN, B'(CHz)sBR1o, -C(O)-Ry1 or -OR12, COORsz, -NOz, NR13:C00R 13, isothiocyanato,

“or -CN where Ry to Rea are each independently selected from H, substiffed or unsubstituted,

straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalky!, cycioalkylafky!, cycloalkenylatkyl,
aryl, aryialkyl, B and B’ are independently selected from G, §, S{O)or SOzandnis 1 to 4;

Rs Is selected from H, or substituted or unsubstituted aliy!;

Rs is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycioalkenylalkyl, aryl, arylakkyl, 5 or 6~ membered
heterocycic ring the heteroatom(s) of which are selected from one or more of O, § andfor N, -
SRi4, -ORs5, -8ORss, -SO2R17, -SCN, -C{O)-R1s, -OR1s, NR2oGOORg1, where Ry fo Rt are each
independently selected from H, subsfituted or unsubstituted, straight or branch chain alky!, alkenyl,
alkenylalkyl, cycloalky!, cycloalkylatkyt, cycioaikenylalkyt aryl or arylaikyl
or a metabolit, derivative or analogue fhereof.
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 ueed for S 9amRni-ol, BEEERRIAT

Also contemplated within the above aspects and embodiments are
isomers, inctudng stereoisorners and geometric Womers of the
compounds of Formula 1, Il and 111, as wel as tautomeric forms thereof.
WO 2006/024092 PCP/AU2005/001318 8 Definitions In the context of .
this specification, the term "comprising" means "including principally, but
not necessarlly solely Furthermore, variations of the word "comprising",
such as comprlse "and comp?lses have correspondlngly varied

Ievels means preventlng reducmg or otherwise amelloratlng VEGF
production or secretion. For example, depending on the .circumstances,

Thinchibpgible disaase mheﬁomdkwﬁbémg peaiforiiveniatinopaiby diabafic’

Eglﬁlﬁ!%{ daeaB-campletely blocking VEGF

raﬁnal g ogucglon or secretion, but’ reducm VEGF production to a sufficient
SR A Th 021 EERVE FSHRRE (B STRRAIRIES (1 SOTROUTH B B

administMﬁSﬁU fomiingd aaummmﬂm sheoy e pbneesIERIN #eaptdie a-

ptoms, prevent the establishment of-a condition or
caniare, %olgease&oar!iou%ﬁ{e!

rwise prevent, hinder, retard, or reverse the progression
DWE%&MPW&%B%@’W%ther undesirable symptoms in any way

usad formﬁm‘h@%F RE @W@@@WI%@W t@e@eéers

Eégon t@ %ESO ted W|th f‘: atleasart the @c ﬁ@gﬁ%# ég %?Ed

ad;uvan’my such accumulation, may occur as a result, either directly or indirectly,
Dig&gg%@tsag%mwgm%gﬁelf lead to the accumulation of excess fluid in
dominal cavity. One exemplary asmtes assomated condition is

- bt *_ : Li% |

composiise @meﬂﬁqlw @ﬁ@@:aaa@ SHzPRBcRGHAEN t0
rowde the desire e t. The exact amount required will vary from
ga% ing on factors such as the species being treated, -
Dihﬂmge ijwmtnommdhﬂmn of the subject, the severity of the condltlon

used for PRIBGaRAIRH %MWH'W&%&@%&%%

amm@ﬁ%‘élon an 8@%&;’%@#% ible to s ec%g?ggéjact

or adjuvaidfective amount” may be determined by one of ordinary skill in the art

DidBinEaMYarasHBEsigsRpEentation. The term "alkyl” as used herein,
Jincludes within‘its meaning monovalent saturated, straight and branched
farg}%gﬁmm@@ggo ftion assostated with VEGF production or secration,

whereln the composition comprises a compound of Formula | iopsther with one or more

pharmacsufically acoepiable carvisrs, divents or adiuvants,

Also disclosed is a method for des:gnmg

a benzimidezole carbamate Teaiment regime for & subject, comprising monfioring the ssrum '
VEGF concantrafion in fhe subject in the presence and absence of one of more candidate
benzimidazole carbamates end adjusting the idenfity andfor dosage of fhe benzimidazole

carbamates so a5 o achisve & reduction in ssrum VEGF concenirafion.

Further disciosed is & method for treating a subject in need of treatment usiné g bénzimidazote

carbamate treatment regime designed according o the ninth aspect.

Also confempiated within the above aspecis and embodimsnis are isomers, including
sterepisomers and geomefric isomers of the compounds of Fomwia |, Il and Ill, a5 wel as
tatiomeric forms fheraof,



The term "alkenyl" as used herein, includes within its meaning,

monovalent, straight and 30 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
avamratigobydeocarbon radicals. WO 2006/024092 PCT/AU2009/0QE2ik8/08318
Brief Description of the Drawings The present invention will now be
described, by way of example only, with #&ference to the following

drawings: Figure 1. Effect of intrapegiigngaisiaendazole treatment
(150mg/kg x 3 Weeklg for 4 weeks) s on ascites production in nude mice

bearing iR i\ RRepifigation rbe AsseitesmprisingoInAmes (inmluing srieinally, but
andaikesdaayleAB A iRatesonisttiFRAUT valuerderiepamg thecm@aBomprise’ and
s.e, of 6.10 ,8 determinati Figure 2. Effect of albendazole on the
NUMBE rrg?%)\l}?ﬁﬁ?@ %%%@%gggﬁ%%ﬂ %%ﬁ%heal ascites fluid aspirated ‘
sfrom tumbeifepe driHetRgIcRS HeRbhaie i velalienrispYESEAeveln & paaaprevcatingf reducing
6 3P shéhaatesmunaiiens vERURdudibie ¢ odatbpndazeleaanipial wupiahhg on the
of peritorgeal tumcm{.s frEgm ntud.e |ce. Eﬁgh valuet re&rgesents the mean that
5.6 OB e HEHIO NS TE S 1 FEe, B A, BR 90 SRS, B el Reyssessary tha
levishiblfipOshoukRYBau el ilagdra MEGEderodnidien Basecedine but reducing VEGF

repfegaittn 108 Raei 3R 6 dR-BiiRtaiininaunns 15 iRk, VEGF
levels in the ??ﬂ ritoneal fluid of nude mige bearlqgﬁ%entoneal %\KCAR-B

1 tumours EEEA RS e GRS MG A RO SRS 8y aRd AhitsaR S remedy a
Figurelioneifepthubath presieiidiie estaplisisneal VG Bnb@l oridisaase oniateerwise prevent,

bearing %\é%@%meg%ﬁ%m&'%aem&%%ﬁg% BBy &%ﬁﬂéfﬁet%mptoms

8 determinations. Figure -PCR presenting various VEGF m

isofbfAYY/BLYARIBERFFom cells aspirated 20 from ascites fluid or peritonea]
wash ofigtenntiseitbsasiogtel tomitioh QY (saRhardltnfussso Adonditen asdigiated with,

; . 0g4ks : ;
L EERIE LA Rl T A8 AR SO A A A ER oy e
Efftarasiesizsd by ssrsavyoratineatide seon BFEamshotitieti gieriysr ddiestly, of such

celigdimyifion bajdivalse t&mémﬁﬁd%rﬁﬂﬁ%n@sg ﬂlﬁdf‘r id&t@rmiﬁm%aﬁty. One
VEGé: Igvelss(g?&/l% c%%gﬁiﬁgnggg resence of varying concentrations

(pl\% OFabéRaazome. B evels p%S/iOS cells) in the presence of

varying sotgethfreiabnis g aofeiiBsdvedanolstioneudesgvabinréameaningvamen-toxic but
20 NOSTHOEM BmBunt of an agent or compound to provide the desired effect. The exact amount
required will vary from subject to subject depending on factors such as the species being treated,
the age and general condition of the subject, the severity of the condition being treated, the
particular agent being administered and the mode of administration and so forth. Thus, it is not
possible to specify an exact “effective amount’. However, for any given case, an appropriate
25 ‘effective amount’ may be determined by one of ordinary skill in the art using only routine
experimentation,
The term “alkyl” 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
30 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.



Figure 9. Retinal neovascularisation (blood vessel count) in mice under
normoxic and hyperoxic (75% 02) conditions following treatment with
DMSO, PBS or varying concentrations of 30 albendazole (0,1 gg, 1 jig or

10 jig in 2 pl). Figure 10. Light micrographs of haematoxylin and eosin
steinsdegrasszsections (50 pm) of mouse retinas following injectoquwidkroo131s
albendazole in DMSO (A) or DMSO alone (B). WO 2006/024092
PCT/AU2005/001315 10 Best Mode of Ferforming the Invention

Benzimidazole carbamaigamreienistiare st asé sRREIYS anthelmintic
drugs, widely used for the control of helminth parasites in mammals,

includingMBueeans iInverdigyivngmbpclesesibase Ry indtel Aol Belvn ibgaisrence to the
belgenddrbgrdgdulin, the compounds acting to inhibit tubulin 5

polymerizati ili igratubules. Ong s enzimidazol

carbamzlié} {58 %@%%éqfﬁﬁé% mﬁgﬁ%ﬁ %%?o%ﬁfﬁﬁgﬁ?é{ﬁ%%% z%?e\{g 0@ for 4 weeks)
5 caftfaRprias) Podidiph EnBint deisod e winbheeriares! iRVRRR Srivetsursd bssitss fluid volume

flupenpiasaiel iH¢ ahsadarsleREprenbeniaz clgn VAP RMFAEM e mean £ s.6. of 6 T

car%‘ug)(?grdaz le, oxibendazole, parbendazole, thiabendazole,
cyc SBERuR ‘8‘15; drbendazole, etibendazole and fenbendazole, io The
present figvst rEfesieohatbensiagtiefou tie thamtmibehd¥ZoRheallapresent in peritoneal

anﬁs@iféﬂif@f@&wﬁémmmw@ﬁnafn@a@%PeHcH%@ér@smﬁ%@mean +58.0f6
al models and clinical studies (WO 02/076454, the

cargc rs.in an%){ﬁﬂ
 dis® gﬁ%”&i‘? #ien is incorporated herein by reference). As disclosed
herein, figurp & Seffecirdelvendsdobo.en tos vbighiar paritad:t b @ilsdndarolemice. Each

has-APRIFNAERR AN ESE lP¥es RagHRIGebRY, human ovarian cancer

cells in vitro, on ascites production, retinal neovascularisation is and on
VEGF |&i81e ify Jilsclat alrinirgnle an&Andplavee ddiedisnimpunbrsing from nude
relaies Fach misthegtdsanis tibitiogh L@ fof ptoddetianiratisecretion by a cell

it VA ST AR (SRS ks i
wHEROHSRF R s lee feprerenss e sisgs s &' Griv Adaisaninaitns straight or
branch Elyatia 8)kEtec!seapbnabisio\Malebey vialeryRl aalsyiatsybearing OVCAR-3
cygleplie Al rréf)lte%@mglthg s AP 8 determinations.
Figure 7. RT-PCR presenting various VEGF mRNA isoforms extracted from ceffs aspirated
20 from ascites fluid or peritoneal wash of nude mice bearing peritoneal OVCAR-3 tumours. A-C are
cefls from control animals, while, D-F were exfracted from albendazole treated intraperitoneally
(150 mo/kg x 3 weekly for 4 weeks) animals, :
Figure 8. Effect of 6 hour albendazole treatment on VEGF production in SKOV-3 cells in
vifro. Each value represents the mean + s.e of 4 determinations. A. VEGF levels (pg/105 cells) in
25 the presence of varying concentrations (uM) of albendazole. B. VEGF levels (pg/108 cells) in the
presence of varying concentrations (uM) of albendazole following co-treatment with 6 ng/m! MMP-
9.
Figure 9. Retinal neovascularisation {blood vessel count) in mice under normoxic and
hyperoxic (75% Oy} conditions following treatment with DMSO, PBS or varying concentrations of
30 albendazole (0.1 ug, 1 pugor 10 pgin 2 pl).
Figure 10. Light micrographs of haematoxylin and eosin stained cross sections (50 um) of
mousg retinas following injection with albendazole in DMSO (A) or DMSO alone (B).



S02Rs, -SCN, B'(CH2)nBR1o0, -C(0)-Rij or -OR12, COOR13, -N02,
NR13a000R13b, isothiocyanato, 25 or -CN where R7 to Rian are each
independently selected from H, substituted or unsubstituted, straight or
branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cytfdlketifdkyl, aryl, arylalkyl, B and B' are independently setacieddromizis
0, S, S(O) or SO02 and n is 1 to 4; R2 is selected from H, or substituted or
unsubstituted alkyl; R3 is selected from Hjtsubstituted or unsubstituted,

straight or branch chaip ey Gdiea beafbaNkeI Ik hwyslaaiky!.
cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 6- membered

heterocyEREARIEFFAE FREBSRARAPIBY BICH Aiie Arosd sherierm @ftsimiolicdoigs, widely used
moriercth® cBniai i hidinintd QRRRE40B 4RARRIE, THAMBRP BARHS 1 8TrkL ok target of
-O Sz -S -C(0)-R1a,.-OR1g. NR20000R21, where ,
RO s R Baiden 1 A OB % o LhCeR. iy S PR wbu
‘unsepigtietiaipnsandigentahiliseanictetebiden aflop stskereprimidrenty kaibpmate is albendazole
CVCKWEKW&W@FE?‘@“%’@-B@%W _ lﬁﬂﬂ@@a@'}yl (%élkr Mﬁ%ﬁﬁtﬂﬁo@%argamates inciude
an ite or derivative thereof. ca e compound is a

por e e R, o o e B eEg, cambendazle,
whepdiandazdes dtadradazelm Fisbatisnlae dyolobedabuttidubndtrighetiendazole and
brapgicshaigialkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORB, 10 SO2R9, -SCN,

o (G B O Y By B K920 o eratve cfect
isotPiicrirapRb c2operCRl iteere WD wRdatameesdachiired epdeisendlylinical studies (WO
seleigrhisanmElaisibsiiwesheh @ﬁ%?ﬁtﬁ@ﬂer&ﬁ%ﬂ%&%ﬁ\%?nﬁg%}&%d herein, the

alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalken
ary PSSR R IS Y el oo Pcp ol U ORne FEF levels
andseristddibyhuRad dsakibnstdnstitcbiisl iowitrorbastitse ros eaitgh fatnd iR e cularisation

schain@aikykeatend.2lkgnylalkyl, 1s cycloalkyl, cycloalkylalkyl,
cycloakenylalkyl, aryl or arylalkyl, or of formula Il HN RIN 1

Accordingly, one aspedt of the present invention relates to a method for inhibiting VEGF
production or secretion by a cell in a subject, the method comprising administering to the subject
an effective amount of a compound of Formula I;

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycioaikytaiky[, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Ry, -8CN, B{CH2)iBR10o, -C(O}-R11 or ~ORsz, COOR13, -NOz, NR13.COOR13, isothiosyanato,
25 or -CN where Ry to Risy are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkytalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, S{0) or SOz and nis 1 to 4:
Rz Is selected from H, or substitued or unsubstituted alkyl;
Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
so  alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 8- membered
heterocyclic ring the heteroatom(s) of which are selected from one or more of O, S and/or N, -
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Il wherein R1 is selected from H, substituted or unsubstituted, straight or
branch chain alkyl, 20 alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORB, S02R9, -SCN,
B'(CH2)nBR1o, -C(0)-R11 or -OR12, 000813, -N02, NR13a000R13Db,
isothieaysnaip, or -CN where R7 to R13b are each independgiiid v200s001318
selected from H, substituted or unsubstituted, straight or branch chain

alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycldalkylalkyl, cycloalkenylalkyl,

aryraey oty BORil BCAYeSOfRp Ot SHGERELIUUDRY, ISORGTHS aro cah
an e sKlled | art will readlly appreciate tnat

o A e e b e SRR e apenato, akeny,
desép¥aiobnspderial walpainistyarmidbekesgalki i isoraataltWQor an analogue,

200RR4R0: FBHNIRHE5/001318 12 are included within the scope of
the preSanthié]Ev ntion. Further, the use of tautomeric forms of the above

compountds |sy§ o CB Elgt%ed]?ﬁﬁqﬁé%ﬁﬁ?fﬂ‘@”iﬁt@ diorEsated

benzimidazole group may exist in a.number @f tautom@,.qi@dgﬂgs, including
where the Ri substituent is in a onesfMie 4 to{-positions. 5

Albendazole or a metabolite, dgrivative gr analoglje thereof (such as
albendazole sulphoxide or alh€ndazole.sL '~ one bezimidazole
carbamate particularly usgfdl in met#dds and compositions of the present
invention. However it will be readily appreciated by those skilled in the art

that other bezimidazole carbamates may aldo be employed. For example

other sukeei® Beiziseledbfondtbarbsitetsdruclutabittited estalghinoitadden chain alkyl,

mefengiazplay BT, SRR IACIAAIRIPIIZOG sr, -SOR, -

Iugngﬂe@ bendazoIeRoxibenda , E .
thiSbertiazote. Bt AR trib ez SO B¥ia dbie-aR@R 1, isothiocyanato,
fertbettiaires. Rxandions decomzpemidraly sesasbrehRROMBMNENASE Wsubstituted,

inhip r jo r_may,inhibit secretion o
e e e B R e R e S
pr@%mﬁ%hﬁ@ﬁd&%@@?ﬁ@iﬁ%§§we&ﬁm@sﬁi&ﬁ@)f@r&aeanéaiaraenﬂor
v hpupensiostialy i iligedat S iC AT
Wi\téﬁ in@rgg@géF ﬂf‘aﬁ%%‘é’?ﬂ‘neé@ﬁ{ﬁ@a U‘s?ﬁ@@ﬁfg ‘compounds as described
above. E6hBHABIAE!0 which methods and compositions of the invention are
applicable include, but are not limited to, ascites, cirth8sis and other
Jjerebsrﬁaedema,

ascites-associated conditions, pleural effusion, 20
pulmonary oedema, ischaemic heart disease, maqular deggneration such
as age-related macular degeneration, prﬁliferativ T y, diabetic
retinopathy, retinopathy of prefmatyrity-psorasjs, endometriosis and

H

wherein R is selected from H, substituted or unsubstituted, straight or branch chain aikyl,
atkenyl, atkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SOR, -
SO2Rs, -SCN, B'(CHz)nBR1o, -C(O)-Ri1 or ~OR4sz, COORs3, -NO2, NR13:CO0R a0, isothiocyanato,
or -GN where Ry fo Riz are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalky), cycloalkylalkyl, cycloalkenylalkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, $(0) or SOz and nis 1 fo 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 demonstrate that
intra-peritoneal administration of albendazole rapidly reduces serum
VEGEF levels. Thus, the monitoring of serum VEGF levels 25 will enable
the design and implementation of appropriate benzimidazole carbamate

thesapysferpatients in need of such therapy. Accordingly, an epbodiasabs1x
of the present invention provides a method for designing a benzimidazole

carbamate treatment therapy for a subjectz comprising monitoring the

seruan @R ﬁ%ﬁ@%ﬁ%ﬂmﬁe%ﬁ%dmw %:Gﬁﬁé@@%%ﬁquﬁﬁ@ﬁ@f%s of the

one or more candidate benzimidazole carbamates an JUS

ideARRYEAOBRIUBBSS G FINETRRIsEn iniierle thersuhsiliied E@ﬁé@*ﬁ@m‘e group may

achddsténa resdibetiofaiotuevioforns, seluding\Whesé o Reautisttion s in any one of the 4 fo 7
COBBQ?&‘EO”S and routes of administration Embodiments of the present
invention contemplate compositions for inhibiting VEGF production or

s secretiof hAN4230IB & apfabRyiendeaAlly L Sralrske fitgrack (el Rs 7 hersiseria stlphoxide
witbr albendaack|aviisepfiproduotgnidisrciatinmat \afduiaWyQiseful in methods and
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present invention compounds and compositions ma

any$ i@1oeb hegimidazele sgagl?éi\?ﬁt@mWav@@n%ﬁmpim@énym@@mc@w suitable
rougzpfidaghminigiranardo tb§uU§eriiﬂ 3y giYenififsH nstanesHat8e Pafendazole,

on actors di the,nature of the condition to, be treated,
e EEENG s SRR SFAPE CURRIRCORe PRUETAS o bAe ke Fooohdazd,
palttiicbead eolasycletndapeeddinasteeoienetitlsadpatieratia fasibendtidets of the

compouogndﬁi%gxample in circumstances where it is required that
appropr te conc e desired cq nd are delivered directl

tlon L#.’
o e e R, 5 AR Ao P T M BRI SAEGE andior
than%yet@hﬁﬁcmw@hﬂE@ﬂmmnswﬂsmnthﬂwbjm vhdecmipgtibaeht. Accordingly, the

15 de']bY@iéﬁQn‘é@ﬁ)for{‘M@%{éf%%ﬂy %Hﬁb’%l%ﬁ?ﬁqﬁétF@éin%’@?ﬁFéognﬂﬂntBFcondetlons

requwed site and thus is suitable for io ac mvm&{t e desire erapeutic

or BREARARANE éh‘&'ﬁ‘é\%h‘ilfgl"%dﬁﬁfﬁasé%dﬁ‘ﬁﬁé’ SR erreshiAens @rosfielon, ncluding
bodyntitithe asmiptdwitandrébexk yspode patalbaieg Laing side @ff@ﬁiﬁﬂdB&s described

way ol W&!ﬁn?ﬂ%ﬂﬁ%&%@ %‘&%’o‘?ﬁ@&&%u‘?{ﬁpﬂg RERS % gpﬂ:\éﬁe e, but

may be achieved by any stan routés, including infracavitar

|nt%@é&kﬁﬂﬁ?ﬁr&m@@&%ﬂa?”ﬁ?&aﬁ%aihefnﬁﬁﬁkt@rﬁé@c‘#ﬂfﬂaﬁmmﬂs pleural effusion,
2 sub@aumeﬁuammmbmmb@uemyawwv mlm@ta@élqmmy&@eﬁeranon such as

colbei e sl A S, BRIRANR B R Rty o

de compoun n S ere |n ra- pEIytO
treBiemahitysrsiasll emariiriosisl AmhsthElR AUANcE tb@ummicsdprmal In

genera'?ﬁél|Fﬁ9¥%r§%ﬁ§%%ﬂﬁsﬂ%§¥d%r@f@@@ﬁ%ﬁ’s@%%ﬂ%r&%éﬂ%ﬂ%@p&immistratzon
are wn se of ordi kill in the art and may include a
phgﬁﬁ%&g f%f@?§@68§‘£&%§| éemmgl%ggiﬁw%nﬁus the monitoring of serum VEGF levels
25 will enable the design and implementation of appropriate benzimidazole carbamate therapy for
patients In need of such therapy. Accordingly, an embodiment of the present invention provides a
method for designing a benzimidazole carbamate treatment therapy 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 andfor dosage of the
30 benzimidazole carbamates so as to achieve a reduction in tumour or serum VEEGF concentration
Compositions and routes of administration
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.



5

20

20 and/or excipient. The diluents, adjuvants and excipients must be
"acceptable” in terms of being compatible with the other ingredients of the
composition, and not deleterious to the recipient thereof. Examples of
pharmaceutically acceptable diluents are demineralised or distilled water;
salinasaluion; vegetable based oils such as peanut oil, safflpwennedo@ingsis
oil, cottonseed oil, 25 maize oil, sesame oils such as peanut oil, safflower
oil, olive oil, cottonseed oil, maize oil, ses@me oil, arachis oil or coconut

- ol S'“C%&%?g fac Héj'ﬁ‘ﬁtﬂﬂ’é/%f%&fr‘x? |ﬂéﬁﬁoﬁscﬂﬁWdQ°é}{§"68@ﬁb§mons may be
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PCE\c {2805/ fﬁeﬁora MRIRISTTAGION 45 Ah injecta BRSSO o o'

su§b@b@ibﬁ3 th@mmmﬁ)améﬁt@rﬂéw@t@mﬁmmcm sleeediestscarriers can
include, BINGHTS aﬂiﬁﬁﬂﬁ%ﬁ&h@iﬁcﬁﬁ&b’@@@%d&iﬁ@ﬂ_&’ §5ak@Nivention may be

S B P s RS e Wi pore
orahiizeninesudérageplenrmuboilahiepizl teptedfing soaliunntracavitary administration may be
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gum tragacant extrose, sucrose, sor itol, mannitol, gelatine
R e S S0 A0 L R AR L B LG minisaton y be

flaweitrmgaihd colourings agents. When used in capsule form the

capsule§n IQP %%@%Wﬁ%ﬂﬁ% éﬁ?eﬁ%&!%%ﬂo%%ﬁﬁﬂ{i@ﬁeare known

stearate wh e ration. to Adjuvants typically

glycery
mci&g@%ﬂiﬂf@?ﬁ%’ SO S BfS R L B TSPy Apoarizble dident, advvan
bacierigidasprnt Thifdiirgiagaiantelid Bmip@rft@rnwalbadmm&mrdm Wy of being

CO%% a?bnéi %ec%ﬁn?gﬁr%@M@S’Wﬂ?eng%}{%%%a% t}%{ VHS}&SHS[}%% the recipient

practl swee eners egrating age eﬁts lavourings, coating
agéhﬁ@obreservatlves lubricants and/or time delay agents. Suitable

-binders wg%wmmmsg@@@mb@%mm% QemniRERea istiled water;
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Somll”r]% asI ﬁ@g};[eve%% bo?é( )éra%gttih 3/ ls SUC: ogse p%anut oil, safflower oil, olive oil, cottonseed oil,
maize oil, sesame oils such as peanut oil, safflower oil, olive oil, cottonseed oil, maize oil, sesame
oil, arachis oil or coconut oil; silicone oils, including polysiloxanes, such as methyl polysiloxane,
phenyi polysiloxane and methylphenyl polysolpoxane; volatile silicones; mineral oils such as liquid
paraffin, soft paraffin or squalane; cellulose derivatives such as methyl cellulose, ethyl cellulose,
carboxymethylcellulose, sodium carboxymethylcellulose or hydroxypropylmethylceliulose; lower
alkanols, for example ethanol or iso-propanol; lower aralkanols; lower 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 isopropy! palmitate, isopropyl
myristate or ethy! 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.



polyethylene glycol. Suitable sweeteners include sucrose, lactose,

glucose, aspartame or saccharine. Suitable disintegrating agents include
com starch, methylcellulose, polyvinylpyrrolidone, guar gum, xanthan

gum, bentonite, alginic acid or agar. Suitable diluents include lactose,
serbial/mannitol, dextrose, kaolin, cellulose, calcium carbonatey sakoismnizis
silicate 20 or dicalcium phosphate. Suitable flavouring agents include
peppermint oil, oil of wintergreen, cherryldorange or raspberry flavouring.

Su'tab'efepéémggﬁg%ﬁﬁé @ﬁlﬁﬁ%@xm&a BF sqgsa{meﬁ%%mmﬁ@ﬁw acceptable

and/or methacrylic acid and/gr their esters, waxes, fatty alco
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vitahuspizicpiacdbsaiph ettined sodrbipragidneuittoll paraben, propyl
paraben %BﬁQQ%Fﬂp@éHs'B&]lé%be%%@@'%gl%ﬁ%%ﬁn@?ﬁé%& Ijﬂ%%%‘%}a?ﬁse include

stearate, stearic acid, sodium oleate, sodlumc oride or talc. Suitable time

s de R8P SlhiKiE RRTRIY 5ol sABRoGekyieiiss  Reiyicaluiessr shdium qgiate, gum
formadarmltm@mmtﬁtr@ﬂmmaycmammbﬁn! adshitiite), treittiecadavViecigents, addition
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Pu(prle?f qﬁa 8%%3'%9 fﬁﬁé?&mﬁ SU?&(@QX&Q&%%"@@%@?&N r&?&c& cogoiymers of

herein.’T ompo may Incorporate any such
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potyl%yetlswt%aﬁ deEvabives IReotoSunnradise, mm$ta¢dhmdaph@ral ascorbic

ra'?:?d (r:n%ftleylppara eenr I\[/)?(;[[I)\)?FDEFEBEI%H%F 851!1%%?&%“% Eab!g E:gr}!:'gn § halude magnesium

25 slearate, stearic acid, sodium oleate, sodium chloride or falc. Suitable time delay agents include
glyceryl monostearate or glyceryl distearate.

Liquid forms for oral administration may contain, in addition to the above agents, a liquid
carrier. Suitable liquid caniers include waler, oils such as ofive oil, peanut oil, sesame oil,
sunflower oil, safflower oil, arachis oil, coconut ofl, liquid paraffin, ethylene glycol, propylene glycol,

s0  polyethylene glycol, ethanol, propanocl, isopropanol, glycerol, fatly alcohols, triglycerides or
mixtures thereof,

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

35 aloohol. Suitable dispersing agents include lecithin, polyoxyethylene esters of falty acids such as



silicas, and other ingredients such as lanolin, may also be included. The
compositions may also be administered in the form of liposomes.

Liposomes are generally derived from phospholipids or other lipid
substances, and are formed by mono- or multi- is lamellar hydrated liquid
cwstalks thaiare dispersed in an aqueous medium. Any NON-tP¥iGAT2605/001318
physiologically acceptable and metabolisable lipid capable of forming
liposomes can be used. The compositioh$ in liposome form may contain

StaQBh?E%@r% ayﬂwﬁ&@g@mmw&@%m Theurieeipuan RIS iGethylene
the p osph0| s and'the c[glgll cho é% j‘élecnhlns) both natural
andOYRIRARe- Rﬁ@lﬁ@@?ﬁ%@fﬂﬁ% f8&8Bwn in the art, and in
relation td:thilsispetificr2 Gdefeseaive santidectaioPriseotte Bdmdéetmoldiying agents.
Ce%lﬁ%&@%u}é@%@%éﬂ&/ ;ﬁﬁ@éj@‘éﬁléfsl: §ea'§§nl§ %‘é"e%%ﬁﬂéﬁ dho\bHf GhtPal $8ms such

et seq the contents™of which is mcorporate herein y reference.
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25 the cond:tlon and its symptoms andfor comphcatzons The compound or composition should
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provide a quantity of the active compound sufficient to effectively treat the patient.

'The effective dose level of the administered compound for any particular subject will depend
upon a variety of factors including: the type of condition being treated and the stage of the
condition; the activity of the compound employed; the composition employed; the age, body

s weight, general health, sex and diet of the patient; the time of administration; the route of
administration; the rate of 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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OVCAR-3 cells (13'x 10 6) cultured in vitro were irfjiected subcutaneously

into nud&'ieeR bepralsaidr ena & ridinsairdindhe aidbaidhecptimalaedrssne freatment,
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' The present invention will now be further described in greater detail by reference to the
following specific examples, which should not be construed as in any way limiting the scope of the
invention,

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 capacily fo
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 patfern of metastases which parallels the
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dextran 0.5mg/ml to yield a cell density of 5 x 10 6 cells per ml.
2-mercaptoethanol was added at a concentration of 50 RM just before

cells were plated. A portion (1 ml) of the resultant mixture was added onto

a feeder layer which combined 0.2 ml of medium conditioned by adherent
spleenieelsto of mineral oil-primed BALB/c mice in 0.5% Bagtoagarnoosmo131s
Cultures were incubated at 37 C in 5% CO02. At 5 day intervals, 0.8 ml of
growth medium with EGF (10 ng/ml) wag layered onto the agarose

S li'ﬁf gﬁ’ dfHIRE %W%§%MQW@%%&@|%%%ﬁ@é‘t@rff%ﬁ%ﬂﬂerm@ﬁ@ abitivity profiles
plated in 75 cm2 flasks. These ceﬁ_f éﬁéiepﬁ? ri'ggn cted subcutaneously
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tumoursvmw&rﬁpémedﬂﬁ)bmreﬁ inaiowesnidjbefet bcengqysly into nude mice.

s'éﬁtqge%ug Iﬂﬁéﬂﬁﬁ&ns%x@?ﬁsm Hiides arﬁﬁﬁgﬁﬁé lyighyvass crileaiBmed cells were
with sterile saline, and centrifuged at 300 agég/ﬂél}]c for 5 minutes
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rug reatment was Initiate
wemmwmesmmmﬁowwmlemepmwmnds% of medium and injected intra-

s CorbaYIRRHCEIY 'eaﬁﬁe\/\fﬁﬁ@ﬁkmuwswms&w JRsRdEAS) Raghsg vith sltrile saline,

treated animals. For oral ad éstrat{%n a suspension of 15 mg/ml was

pr@ﬁ%?@@rfﬁgfdrﬂ A%y ile for intra-peritoneal treatments a
suspensiox 1if Srieglenwas ueﬂscbnéthﬁgd]frm’t/m yeitned)iGenthstsaendedip 1.0 ml of
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ascites fiu '?d H\é\/%lfﬂ?é?{’f&q agmgoe& %s 8%%8%%8‘3%&5&9 ?‘éﬁdw ﬁuted into either

present aV| ssected, weighe g glure
stahedifendazole freated or control groups Drug reatment was initiated (x 3 weekly for 4 weeks).

Albendazole suspended in 0.5% carboxymethylcefiulose was administered at a dose of 150 mglkg
o all treated animals. For oral administration, a suspension of 15 mg/mi was prepared (0.1 mi/10 g
body weight) while for infra-peritoneal freatments a suspension of 3mg/ml was used (3mg/1 mif20
g mice),

Immediately prior to euthanasia, animals were anaesthefised with pentobarbitone, and blood
samples were collected through cardiac puncture. Animals were then euthanized by an overdose
of the anaesthetic drug. For collection of the ascites fluid, 2 mi 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 celis



subsequent analysis. Animals were also checked for the presence of
metastasis in lung, liver, 5 spleen, stomach and pancreas (data not
shown). Tumour marker (CA-125) levels (Figure 4) were analyzed by St
George Hospital Biochemistry laboratories. VEGF concentrations in

ageitandligotFigure 5) and plasma (Figure 6) were determingg-Hsipghosmo131s
Elisa kits (Quantikine R& D systems). The results obtained demonstrate

that in OVCAR-3 tumour bearing mice intra-peritoneal albendazole

treghngnt 1SaRsAQEEARNIC INgUREHIONS IRFSTES YRS ANV c?egﬁ at -80° C for
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C TTC-3' (SEQ 20 ID NO:1); VEGF antisense:

GGA G
mS'-CCGﬁ# %é‘%?&ﬁ GTC ACA T-3 (SEQ ID NO:2). These primers
amplify REGERSWIRll [srduiert feom ciips fiiid/ efGrde M3 Bindouveae Has Sescribed
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VEGF/(3-Actin usi tep RT-PCR with

uper MOne
S TR PA G GBS ARG KRLITRER 9106 IEPen i ah 2w @ Quart
a ﬁ@atwmmoe:mrﬁll feioRaB. RT-PCR reaction. 12.50 2xReaction Mix

(final CO?%@!@%P%&E}%C&&F Bm@Ed "%?&I QEF A a&ﬁrtn%?é)t]?gg % ﬁlw%?gequences

Primer, 5 lul 100 M Antisense Primer; final Primer-conce

anaréss@fﬁ@wﬁ%ﬁm 6 PLE) e ME GRI RIS PHA RATA BRAIGAGHTA ABC TTC-B' (SEQ
20 Vol f; M&GF@&EM‘;@@%%&}G ToTkerp U1 eneV0AT RNPOEJDRN) These primers

ina e lifi

carﬂ@@&%‘% ?@Bﬁ)@t esearzﬁb%@er\%ggﬁ%%wr VEGF 9 and
sy rtERdoat g@@%r@@r&ﬁ@hé@ﬁﬂﬁ%ﬂ%ﬁ@f@? m@nﬁm&ﬁoh@ﬁ?ﬁ@ m primers as
follpusad: by-Licxeles: (derrtusgio et 96AT farchmeTooimer e B-Actin

2R S A Osbaee éﬁi%é%%@@&%%ﬂ%ﬁﬁ%?% %
25 250ng/50ng of fotal RNA was used to amplify VEGF/B-Actin using the SuperScript™One
Step RT-PCR with Platinum®Tag (Invitrogen). RNA was diluted with DEPC treated water fo a
final volume of 11 pl for one RT-PCR reaction. 12.5ut 2xReaction Mix (final concentration 1x), 1
pt Primer Mix (40pt DEPC-water, 5l 100 1M Sense Primer, 5 pl 100 uM Antisense Primer; final
Primer-concentration 0.2uM) and 0.6pl RT/Platinum®Taq were added to the RNA dilution {total
30 volume of one reaction = 25 pi). To keep the enzymes (RNAse & Tag) inactive all pipette-steps

Lh

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 {0min.



The RT-PCR products were visualized by electrophoresis (25min at 120V)
on 2% agarose gel in 1XTAE buffer containing ethidium bromide. To
guantify the size of the products a 100bp DNA ladder (Invitrogen) was run
with the samples. The results are shown in Figure 7 which demonstrates

thed nliasprgtoneal albendazole administration led to a signif'tp@ﬂgmgwm, 318
reduction in the s expression of VEGF mRNA. Example 2- Effect of '

albendazole on in vitro VEGF secretion $KOV-3 human
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treatment with. albendazole, There |s i
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tuniuetbens. aﬁ@pmmﬂ*@@ of émmwnh@ﬁmadbéaﬁln@ frieelieurgiwvsreindividually
20Q3ecrl - ARk YElR Srpseddataton m@y@&ﬁmﬁqm&a@m assay

-9, which was djrectl ed tot II culture m con
Wl S et '&Eé i SR RSP RoRs By Srtems,
exhéneaots, &&A\presented in Figure 8. It is clear from these results that

» reatment af O3 %’J?eﬂ’r‘ﬂ%’rﬁ? Q@ﬂé“ﬁ%@ﬁf yaﬁ?tﬁﬁe?ecbﬁﬁﬂ: %‘iﬂtant the matrix

various concentration albendazole leads to dose- d(z;%en entre UCtIOﬂ

in Vetefierseleingns AMDsH B 10/aH Wa Hisd RHTLtate SRl rismRgsIYECH production prior
extiusiaimenciithcjberalality. of el dsprddent ithat AtitPvidtiduces tiohextdand ¢abiologically

the, g0 SE e SRMRORARETE 30 e ERRCSeShl S 0B Al et maur
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as picograms &% m:\g
albeaniag alies dealatcefiabl HSBheSHRB ARk oe DGt inthea greTRNaR! delé@ted form
25 ~defiengieo! wadh ole oW Bl 0B REIRGIMtEASdIum containing various concentrations

of albendazole.

Results obtained for both sets of experiments are presented in Figure 8. It is clear from
these resuits that treatment of SKOV-3 cells (which constitutively release VEGF) with various
concentrations of albendazole leads fo dose-dependent reduction in VEGF secretion. Using a

s 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),

as  VEGF concentration were reduced by 64% (Figure 8A). Stimulation of cells with MMP-Oled to a



observed. In the absence of MMP-9, at the highest albendazole
concentration used (1.0 luM), 35 VEGF concentration were reduced by
64% (Figure 8A). Stimulation of cells with MMP-9 led to a WO
2006/024092 PCT/AU2005/001318 20 44.8% increase in VEGF

creankatieg,in 6 hours (Figure 8B). Albendazole treatment qjd&{l})(lpz‘%%ms]g
stimulated cells led to profound reduction in VEGF concentrations; VEGF

concentrations in the 1 1xM albendazolestreated cells were reduced by
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Blood each, group ere [
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shvapst Fﬁ@‘hl(é@n%@é@@menméﬁamﬂ@dma 2rd-toldsineraaRilimjections of

reuaadnmgﬂvmﬁ“éﬁwgftﬂi'%ﬁﬂas%ﬂﬁﬁ@é@oﬁ% 'ﬁé@“bﬂﬁ?jbﬁ 169 or

hyperoxia-induced e inal angiogenesis 25 following single mtrav)irea alone wers
in Jéejds 1OR oF @h‘és‘ﬁﬁfg %rﬂﬂ“&ﬁ? ﬁ?‘é& 64l altasteding aioowEase d8Gkithternational,
arslausnasAnsieliah Mie DB atm(mgatb@fafamieﬂ@b&m Qi \Hre removed

20 affREtRIAH MBFRENIRTBIRIRR ) DYREIONIAE qgs}g%n weu‘ ﬂg«%g‘tﬂ haematoxylin
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vessel cqunts not different from those in the
arflR S Br tHR°reteiRe! %ﬁaw&%gm%mﬂm Fadled gnﬂqskgl@rfanmmmsm@ox) and

a @pressed as the mean + SEM.

As shown in Figure 9, hyperoxia-normoxia produced a 2-3-fold increase in retinal
neovascularisation. Albendazole significantly inhibited hyperoxia-induced retinal angiogenesis -
following single intravitreal injection of the drug. Inhibition was dose-dependent and observed with
amounts as fitle as tug. DMSO alone {the albendazole vehicle) did not affect biood vessel
formation in hyperoxia-exposed mice, with blood vessel counts not different from those in the PBS
group.

Statistical analysis of the results shown graphically in Figure 8 was performed using a 2-
talled Student's t-test with unequal variance (Table 1),
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30 tailed Student's t-test with unequal variance (Table 1). WO

2006/024092 PCT/AU2005/001318 21 Table 1: Statistical significance of
albendazole treatment DMSO v 10u albendazole P=0.000651889 DMSO

v 1lu albendazole P=0.000117785 DMSO v 0.1u albendazole

Rv8 2096884279 lug v 10u albendazole P=0.654672771 1u VRl 1200s/001318
albendazole P=0.0000853701 Haematoxylin and eosin stained sections
(Figure 10) revealed that there was no detectable 5 morphological
difference between the DMSO alone injected group (Figure 10B) and the
albendazole + DMSO injected group (Figure 10A), other tha
neovascularisatiopgstidges salisignificanth ok AReRdAsies s_study, no
adverse or toxic reasgdvioigetiealbeidazolg 8roL0EE!sgehicle, DMSO.

Example 4- Compaqsiti ﬂﬁ) &ﬂg&%@t 10 In aggﬁ%apﬁ%gith the best
mode of performirm%rpm et -specific—compositions
are outlined below D& ol duialendsaelebe cohBidf48Herely illustrative
examples of compagjtiopgaidiualas a limitaliprgkiaesgope of the

present invention i any way. Example 4(A)- §omposition for parenteral
administration A @ } .Eﬁ"@@ﬁéﬁﬁ.tera! A &%@Dﬁ@ R we prepared to

contain 0.05 mg to 5 g of a is compound of formula | (such as

lbenciggledi ) SRR RS LI BRSO S it

a composition Tor intravenous infusion may . _ [
RifgEslegratisiesingeo iedvaey 8% BNRQ anidiiprdeer serAufEiqura 108) and the
coulipngitios skt Hectedgrinisiatien 04), biratthan may Rtstaiatione paygating that,

o e A Tl RN IR cncor v

A(H3bieln8Sition for oral administration A composition of a compound of

formula I'in the form of apsapfKa Canpes BRI GdiEing a standard
two-piece hard gelatin capsule with 500 mg of the compound, in powdered

form, 100 FPEMREHEcheDeplgsdeart BREPTENg R iyRIgeRBIOYidet dsreife specific
25ckpasifbesd(e puliamhpssitiohddsitprigatadmensisatianadmgpipdlustrative examples
co iti r deli [ Intment.incl 1. fa
LIS (AP IR i o
dispersed to producdEpstitlr fesieriieieien garenteral administration

A composition for parenteral injection could he prepared to contain (.05 mgto S g of a

compound of formula | (such as albendazote) in 10 mls to 2 lifres of 1% carboxymethylcellulose,

Similarly, a composition for intravenous infusion may comprise 250 m! of sterile Ringer's
solution, and 0.05 mg to 5 g of a compaund of formula L.

A composition suitable for administration by injection may also be prepared by mixing 1% by
weight of the compound in 10% by volume propylene glycol and water. The solution can be
sterilised by filration.

Example 4(B)- Composition for oral administration

A composition of a compound of formula 1 in the form of a capsule may be prepared by filling
a standard two-piece hard gefatin capstde 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 delivery 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. WO 2006/024092 PCT/AU2005/001318 22 Example 4(D) . Eye
Drop Composition A typical composition for delivery as an eye drop is
outlined below: Suitbale compound 0.3 g Methyl Hydroxybenzoate 0.005

g 5 Propyl Hydroxybenzoate 0.06 g Purified Water about to 100.00 ml.

Twe methyignd propyl hydroxybenzoates are dissolved in 70 gphpurfiediorss
water at 75C, and the resulting solution is allowed to cool. The compound

is then added, and the solution sterilised 32y filtration through a membrane

filter (0.22 m pore size), arﬁmg_ﬂg@wﬁp@gﬁggé@ i8fidq to containers.

Referencges . Belotti, D.., P noni, P., Manenti, L., GGarofalo, A., Marchini,
S., Tarag B'ﬁ?,F @Tpgﬁ'gb@g%iy?ﬂ’ R wﬁi’ﬁﬁrﬁ?e‘%%;ﬁﬁ%ﬁl%es (MMP9
and MMP?2) inditieds tepetddse of vasclibg endothelial growth factor
(VEGF) by oy yg*%m gglls: impligations for ascites formation. is
Cancer Resegrgﬁm%%: 5224-5229, 2003, Bgrbridge, M. F., Kraus-Berthier,
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R7 to R,3b 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(O) or S02 and nis 1 to 4; R21 is H,
substituted or unsubstituted, straight,or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl in
the manufacture of a medicament for inhibiting VEGF production or
secretion in a subject. 2. The usggtaLcompound of Formula lll: S H 1l
N NN Ri(l..wherein R, is selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl,
1cyclanﬁf@/Peé%la%@WﬂﬁmﬁF‘%ﬁFoﬁ?ﬁ}%Wlo é?‘i“?‘” IEHRB, - SO2RY,
-SCN, B'(CH2)" BR19, -C(0O)-R11 or -OR12, COOR13, -NO2,
NR13a000RI3b, isothiocyanato, or - CN W%re R7 toR3haeg each

stituted, straight or
3 kenylalk l, cycloalkyl, cycloalkylalkyl,
: i Nependently selected from

inhibiting VEGF prode&tlon or secretlon in a subject. 25 3..The use of
claim 1 or 2 wherein the compound is selected from the group consisting

wHealhenrdazalgeahendazele siwnphaside, mehengardesfhbengazalfsh chain alkyl,
alkenyl, Ase(%'ﬁgpsmaz@@a;ag;%%as&ﬁ%m  [XRBRDARZRIS: £ ?méjga%%% -SORs, -S0,Rs,

ibendazole zole, thjabendazole, cyclo
son, B o . Y i . or O whero
Ry to Rwr?é?e‘ﬁ?fthé“ééﬂ?ﬁéa%’ iseMBEAdEYBIE, SHBSHYdRtbeNitesgbsiigde stipight or branch
chain alkghalbgug, thieeewh! B/ Thyeloskybfanipaindatd Clairisalktovialiicseih thgalkyl, B and B
are indepéhdahtisRIeclugednrsesreted dyse, iaaus ¢l 46. The use of claim 5

Mhérﬂ”&%ﬁme%rcﬂg%%&/@r%uﬁ lgF%CHV&r&IR %g‘gegkghygaﬁ%&flaikyt

tra rena or ot mar etastatic tumou |. 7. The'use o

cycloalky] CyCan%%fa GRS 1 %’réln%%‘/\eq(}%@ﬁ: broduction or secretion is

in the manufacture of a medlcament for inhibiting V GF production or secretion in a subject.

2. The use of a compound of Formula HI:

i

wherein R, is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycioalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, aryialkyl, -SR;, -SOR;, -
SO3zRg, -8CN, B(CH;).BR+g, -C(O)}-Ry1 or -ORyz, COORy;, -NO;, NR13,CO0R,3, isothiocyanato, or -
CN where Ry to Ry3, are each independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl, alkenyi, alkenylakkyl, cycloalkyl, cycloalkylalkyt, cycloalkenylatkyl, aryl,
anytalkyl, B and B’ are independently selected from O, S, S(Q) or SO, andnis 110 4

in the manufacture of a medicament for inhibiting VEGF production or secretion in a subject.



associated with an accumulation of fluid in a body cavity of the subject. 8.
The use of claim 7 wherein the accumulation of fluid in the body cavity is
ascites or pleural effusion. 9. The use of any one of claims 1 to 4 wherein
the VEGF production or secretion is associated with retinopathic
neovascularisation. 10. The use of ¢laim 9 wherein the retinopathic
neovascularisation is associated with proliferative retinopathy, diabetic
retinopathy, retinopathy of prematurity or macular degeneration. 11. Use

ofa bef%'”EQ%%%I%%%@Q‘%P%%?&T}RQ%HH&JLFBVE‘%'é?eﬂted*from the group conssstang
N~NHC % i!azl\{ I |W er in R1 is selected ﬂm H, su stl ut

edo
of aib“lafr‘wdsauzlgsentute SdrHight orlBPanc“n thail Ay~ Alkeny gﬁeﬁﬂ“ﬁk Imc;abemazoge
Oﬂe”b@%?/ﬂeﬁlky’lu’fﬂﬂ%%@l‘élkaE%IB’éﬁéé?ryl§N9Fr§@ﬂ°’§rylaﬂi9ﬁm§we -Shpgndazole,
cyclober80 209 diHON B (€ EisBRLole-8(OpREdderc®R12, COOR13, -NO2,
NRI320QO R, dsethiosyapal o Eortiundieraiftada-R3 36 are &ashlite, derivative
or analolNepgRdently selected from H, substituted or unsubstituted, straight or
ranc chama I alken I, alkenylalkyl, cycloalk loalkylalk
cycloa h(kenyﬁalﬁ%; gry? arﬁiafqu a}ir?}/iv lﬁ/rénltr?' e%%%cenﬁy ée‘fegtgrds r%rrer%ed by a
tumowr 5l 5(0) or SO2 and nis 1 to 4; R21 is H, substituted or unsubstituted,
&traighthor Uskapichiagh i adkein ikenyloalkehialioplyadyelcaliwgctal, liver, pancreatic,
gastric, @ytlaaindatsyh oy cioatkenylaliof rasnyktamylatspinctine manufacture of a

medlcmenéécgftgﬂ@m QF QP%ﬁN%”’F"&Q @\QQQQEHQH@%E@#%%M% or secretion is
& mal Ievelso VE @rodu n orﬁeﬁrﬁtlon g)n a‘subject 26 12. The
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The use of cEa:m 7 wherein the accumutation of fliid in the body cavity is ascites or

assomate

pleural effusion.

9. The use of any one of claims 1 to 4 wherein the VEGF production or secretion is
associated with retinopathic neovascularisation,

10. The use of claim 9 wherein the retinopathic neovascularisation is associated with
proliferative retinopathy, diabetic retinopathy, retinopathy of prematurity or macular degeneration,

11. Use of a benzimidazole carbamate compound of Formula i

NHCOOR

T |

wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain atkyl,

Ry

alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SRy, -SORg, -
S0:Rg, -SCN, B{CH2}BR1g, -C{O)-Rqq1 of -OR4z, COORy3, -NO;, NR13:,CO0R 3, isothiceyanato, or -
CN where R; to Ry3, are each independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, and,
arylalkyl, B and B' are independently selected from O, S, S{Q) or SOz and nis 110 4;

Rz¢ is H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylaikyl,
cycloaltkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl

in the manufacture of a medicament for treating or preventing a condition associated with

abnormal levels of VEGF production or secretion in a subject.



wherein R, is selected from H, substituted or unsubstituted, straight or
branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORB, - S02R9, -SCN,
B'(CH2)nBR1o, -C(0)-R11 or -OR12, COOR13, -NO2, NR13a000R13b,
isothiocyanato, or - CN where R7 t R13b are each independently
selected from H, substituted or unsuebstltuted straight or branch chain
alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,
1aryl, grdalyleB and Buatedrdrpandently selected from 0, S, S(O) or S02
and n is 1 to 4 in the manufacture of a medicament for treating or
preventing a condition associated with abnormal levelsof VEGF
production or secretion in a subject. 13. The use ofClaim 13,or 12 wherein
the compound is selected from the group consistlg of albepdazole,
albendazole sulphoxide, mebendazole ﬂubendaz ﬁ,.terEL ndazole,

parbendazole, thlabenda
etibendazole and fenben .
compound is albendazole; ' ite,—-aerivative or analogue thereof.
15. The use of anyfafe of claiAts 11 to 14 wherein the condition is
associated with increased vascular permeability. 16. The use of any one
of claims 11 to 15 wherein the conditiol! is selected from the group

wﬁ%%'nswgsoieg%&eﬁcrﬁ'”h%l%nﬁ'%%r | SHUSQR, 68 et{ d%gen ‘J}anch chain alkyl,

ulimonar ema, Ischaemic heart disease, macular eratio

alkenyl, 5‘#8%?&%&9@ elishosyc ariiai e fiepalingy ol o?féhq?%’ﬁ&yém%htysms :
SOzRe, -$ariB$id; SritomtiB s apic @ithsifid) A T usifo-SI8IRTR16, ishéreayahrio, or -
CN wheraiffarit s rheuractiondarehritisty 58lddsd bba benpimitdazole caroasiated, straight
or brancGOGMAUNGOf Farsavla ékk@r?yté?kﬂ“%\‘bé@@@%biﬂai%iﬁqﬁi wWheseieRality, aryl,
arylalkyl, %eéﬂgtgda@%gbeﬁir%ﬁyﬁg%%g e BS?'%?)S %@n‘g{ﬁéﬁggﬁ;ﬁzw ]

b e D LT e T
ab”‘”ma‘d?"@'lseﬁv%%f F@fSC“‘F\I”(BQS?@F?i‘Sﬁ%@Wi|soth|ocyanato or- CN where

1R7 toRé¢ 3iraref edaimindeperi@entiyrsel dbteddramurd Sabstitated 6pm the group
consisting/RUbsEtated|cStea@hiazole sulphoxide, mebendazole, flubendazole, triclabendazole,

oxfenbendazoie, luxabendazole, cambendazole, oxibendazole, parbendazole, thiabendazole,
cyclobendazole, dribendazole, etibendazole and fenbendazole.

14. The use of claim 13 wherein the compound is albendazole, or a metabolite,
derivative or analogue thereof.

15. The use of any one of claims 11 fo 14 wherein the condition is associated with
increased vascular permeability,

16. The use of any one of claims 11 to 15 wherein the condition is selected from the
group consisting of: ascites, cirrhosis, pleural effusion, cerebral oedema, pulmonary ocedema,
ischaemic heart disease, macular degeneration, proliferative retinopathy, diabetic retinopathy,
retinopathy of prematurity, psoriasis, endometriosis and arthritis.

17. The use of claim 16 wherein the arthritis is rheumatoid arthritis.

18. tUse of a benzimidazole carbamate compound of Formula i



or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl,
cycloalkenylalkyl, aryl, arylalkyl, B and B' are independently selected from
0, S, S(O) or SO2 and nis 1 to 4; R21 is H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl,
cycloalkylalkyl, cycloalkenylalkyl, ag?, arylalkyl in the manufacture of a
medicament for treatment or prevefition of ascites or an ascites-
associated condition in a subject 19. The use of a compound of Formula
I:HST NN It whereii R Nted' from - <dbSkuted or
unsubstituted, straigtit or bran h chain glkyl, alkenyl, alkenylalkyl,
cycloalkyl, cycloalkyialkyl, cyc; oalkenyl kyl, aryl, arylalkyl, -SR7, -SORB, -
S02R9, -SCN, B'(2HR)" BR¥0,-C(O)-R1 or -OR12, COOR13, -NO2,
NRlSaOOORl@b isothio yanato or - CN where R7 to R13b are each
independently selected from H, sHbstltuted or unsubstituted, straight or

Méﬁﬁh@h@lge@é%d %'5%%{' s%%&ﬁl}’t@!‘%!:' %'Qﬁﬂ%ﬁ%ﬁjé?%%?%%ch Cham alkyl,

cIo en lalkyl, aryl, B' are jnde en entl rom
alkenyl, ycyl%élgly Cﬁa{(}/alawﬂnt e a’t%?ﬁrg T'a nﬁg%?‘@g é "or> O Re -
SO2Rs, ﬁ%“tr@ tiierft B pleleition o eiteS BRan Hstitd R aEs e dcdemiaato. or -
CN wherig iy dofjester2C:aFhéndeecof aidimd Scmd I@uwhereihistedmpownosiuted, straight
or branselecied fioym theagroupikeansislingafedbendazmaiaihendazeieakenylalkyl, ant,
arylalkyl %JH?J(EQ%('QF‘@ ;H&%B@%@%?'%lé&@@ﬂ%@% t§(‘dﬁ%?%@ﬁ%91'<?n s 1104

| quabe le, c mb ole ox end
%en azof%% acg azc?liz%d So%%ndazoaﬁ%'nﬁear'\%f I'ea'ke"m’E alkenylaliyt,

Cycgoaikyétf%lﬁa%@féyéﬁacl‘%?{f)w&ﬁ%l@“‘i‘f”ﬂf‘ﬁ]éyuse of claim 20 wherein the
indapoandasiatb ehdaresaoratnfutdissiitentderivivoton ahalotge therechcites-
associat&Bec@iBitibhénusaibibany one of claims 18 to 21 wherein the ascites is
1malignapt aseitasodboling diseafany one of claims 18 to 21 wherein the
ascites-associated condition is cirrhosis. 24. Use of a begzimidazole
carbamate compound of Formula Il: H NHCOORZ7 w
!N

Ry

il
wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,

alkenyl, atkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylakyl, -8Ry, -SOR,, -
SO;Rg, -SCN, B'(CHy),BRyg, -C{O)-Ry1 or ~ORy;, COOR3, -NOz, NR43,COO0R, 3, isothiocyanato, or -
CN where R; to Ry, are each independently selected from H, substituted or unsubstituted, straight
or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylakkyl, cycloalkenylalkyl, aryl,
arylalkyl, B and B' are independently selected from O, 8, S(O)orSCs and nis 1 to 4

in the manufacture of a medicament for the treatment or prevention of ascites or an ascites-
associated condition in a subject.

20. The use of claim 18 or 19 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 fenbendazoie.

21. The use of claim 20 wherein the compound is albendazole, or a metabolite,
derivative or analogue thereof,



I /R1 1l wherein R1 is selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl,
cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORS, - S02R9,
-SCN, B'(CH2)"BR10, -C(0O)-R11 or -OR12, COOR13, -NO2,
NR13000R13b, isothiocyanato, or-,&N where R7 to R13b are each
independently selected from H, suéstltuted or unsubstituted, straight or
branch chain alkyl, alkenyl, aIkenyIaIkyI cycloalkyl, cycloalkylalkyl,

20ycloalkenylalkuh pinb eyl s BoandBe g m@gmg%ﬂmﬂm@&&&m
.S, %O) Qr 302, and n| Lo 4, R21 éﬁk subs ituted . or unsubs{
y e

_ . stralght or branch ¢hain %Ikﬁ'maﬁ %n nei/rl?a{ﬁ(yle ca% ﬁy oo
cirthosis. .y cloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl in the manufacture of a
’Medicesaenefornrsziderain errpreneonnretadetinopataid:disease in a
subject. 25. The use of a compound of Formulalll: S HN NRN 1l
wherein R, is selected from H, substitdted or unsubstituted, straight or
atk ) cyclo KB refoalkylalkyl,

B, - SO2R9, -SCN,

13, -NO2, NR13a000R13b,
isothiocyanato, or- C are each independently selected
from H, substitutégor unsub |tuted straight 29 or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cyclgalkylalkyl, cycloalkenylalkyl, aryl,
arylalkyl B and B' are independently'selected from 0, S, S(O) or SO2 and

4 in the manufa ture of a naedlcam nt for the treatment or
WBFe‘"%‘é‘nu i SR Tetinopahic isdass’ i 3“5&% Sttteos ST SE R el alkot
alkenyl, 6'#?5/%3@re’mciﬂ@‘%n%ﬁa%vlé“@éléa@aaﬁ@m‘ﬂ*l@f'gr@mb Hlabigking’df -SORs, -

SOzR,, -6 riti&zbiel BibefiddarBle suipRaxideORebdidaite; . oiEhdaralbjocyanato, or -

CN wherHiRL&bEFBQMQJ%aM&ﬂJ@@ﬁMM@efﬁ@!&bﬁﬂﬂﬂﬂ%@b@ﬁﬂﬁ@fBdﬂﬂ@]@stltuted straight

or branch_@%ﬂgazﬁQF Qﬂgﬂﬂndzﬁ}z&lﬁa Ea gﬁmle’c%fsmﬂﬁz%%oalkenylaikyl aryl,

arylalkyl, %“abnedryaazrg mdgggg)nedg yZ g‘clg?eg{n rom 8 ngag(%?or SOz andnis 1to 4;

Ry is H, substlituted or unsubstituted, straight or branch chain alkyl, alkenyl, alkenylatkyl,

con’dstlon is

cycloalkenylalkyl, aryl, &
B'(CH2)~BR1o0, -C(0)-R

cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl

in the manufacture of a medicament for treatment or prevention of a retinopathic disease ina
subject.

25, The use of a compound of Formula Hi:

R+
it
wherein R; is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
atkenyl, alkenylalkyl, cycloalkyl, cycloalkkylalkyl, cycloalkenylaikyl, aryl, arylalkyl, -SRy, -SORs, -

SO;Ry, -SCN, B(CH:}BRp, -C(O)-R1 or -ORyp, COOR43, -NQ;z, NR3.CO0OR 3, isothiocyanato, or -
CN where Ry ta Rq3, are each independently selected from H, substituted or unsubstituted, straight



27. The use of claim 26 wherein the compound is albendazole, or a
metabolite, derivative or analogue thereof. 28. The use of any one of
claims 24 to 27 wherein the retinopathic disease is selected from
proliferative retinopathy, diabetic retinopathy, retinopathy of prematurity
and macular degeneration. 29. Theggse according to any one of the
preceding claims wherein the compound is to be administered
systemically or regionally. 30. The use according to any one of the
or branghegbaingaitdimaikehidrepiadiatidtrationdkts ycipafiadaliitargycloalkenylalkyl, aryl,
arylaakylirsrwsrcz&b IRERRESUIRECIBBiBaRBRAD ietr@(@p@r@ommwarto 4
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erein intracavitary administration Is intraperi SnBaI'SF it rap edra
in & subjgdthod for designing a benzimidazole carbamate treatment regime for a
ZIbjectheansprigingamontosingIhersesmNeEimponeeniraigieitiafrom the group
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candidate benzimidazole carbamates and adjusting t ntity and

oxfenbeazolR o‘f"ﬁ?@%fmﬁda%ﬂl—f-’%’é%za‘?ﬁatég"?8”&?%8’%&h‘i’é{}é?ﬁdl%zﬁi?ctldﬁ'?fﬁenda"—de
cyclobersiznie \JEGERdenrie calfbatidazad @rRd0 60 2488 2eP CT/AU2005/001318 /1

- SEQUENCESLIST DG <34 QanblBiseale it bpIGHP s 1282-UEGE, 3Ptk G poite,
<130> %82516 10 <160> 4 <170> Patentln version 3.2 <210> 115 <211>

derivativs pr 2539945 IR"051 3> Artificial <220> 20 <223> Synthetic sequence
23100>The use of any one of claims 24 fo 27 wherein the retinopathic disease is selected

from proliferative retinopathy, diabetic retinopathy, retinopathy of prematurity and macuiar
degeneration.

29, The use according to any one of the preceding claims wherein the compound is o be
administered systemically or regionally.

30. The use according to any one of the preceding claims wherein administration is to be
intracavitary, intravesical, inframuscular, intraarterial, intravenous, intraocular, subcutaneous, topical
or oral administration. |

31. The use of claim 30 wherein intracavitary administration is intraperitoneal or
intrapieural.

32. A method for designing a benzimidazole carbamate treatment regime for a subject,
comprising monitoring the serum VEGF concentration in a sample from a 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.
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cacataggag agatgagctt c 21 25 <210> 2 <211> 19 <212> DNA <213>
Artificial 30 <220> <223> Synthetic sequence <400> 2 35 ccgcctcggce
ttgtcacat 19 <210> 3 <211> 20 40 <212> DNA <213> Artificial <220>
<223> Synthetic sequence 45 <400> 3 cttcctgggc atggagtcct 20 50

P PO804/02292> 20 <212> DNA <213> Artificial 55 <220> <2PGHAU2005/001318

Synthetic sequence <400> 4 ggagcaatga tcttgatctt 20 60

SEQUENCE LISTING
<110> Unisearch Limited
<120> VEGF Inhibition
<130> 682516
<160> 4
<179> PatentIn version 3.2

<210> 1

<21li> 21

<212> DHNA

<213> Artificial

<2202
<223> Synthetic seqguence

«<400> 1
cacataggag agatgagett ¢ 21

<d10> 2

<211> 19

<212> DNA

<213»> Artificial

<22Q>
«223> Bynthetic sequence

400> 2
cegoctogge tigteacat isg

<210> 3

<211> 20

<212> DNA

<213> BArtificial

<220>
<223> Synthetic seguence

<400> 3
cttectggge atggagtect 20

<210> 4

<21Ll> 20

<212> DNA

«213> Artificial

<220>
<223> Synthetic sequence

<400> 4
ggagceaatyga bektgateott 20



