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Treatment for Cancer Technical Field The present
invention relates generally to nethods and

W@ e0op061863 ons for the treatnent of tunours. BaP&KOAUR00E/001839
of the Invention Paclitaxel and docetaxel are nenbers

of the taxoid fam ly of anti tic drugs wi del y used
as chenot her apeut i cf FRakpEN t'ifm oa Gftfonot e

m crot ubul e pol ynerization and stabilization. Their
anti-mtotic properties are derived fromtheir ability
to bind tubulin and di Jieghniealdrietdibul e dynami cs

padn§ Pleskl HEMRS hes bérﬁga@gﬁﬁ@feth%‘{r fiEmpBSRIG for the treatment of

turﬂioylpses i ncludi ng breast, ovarian, |ung, head and neck
cancers. Paclitaxel also has activi ty in other
mal i gnanci es t hat Barokgreﬁnd@fahy lnwemwnenu onal

e SR op el a1 B Y b2 S ol o mIGTRRE el used
as @lﬁ%ﬁﬁréde@ﬂlo ag@ht@d'%bldéiﬂﬁmgt@rn%r&@ﬂ)dle Edl‘m@ﬁﬁ@uoﬁ bﬁkélébnlzatlon Their

Mar Kman 2: Yanazaki R% is one
anm:mrt@tﬁeprqmgres arﬁudquyéd frem H\eﬁ@bwé@blr@q tubl&ln@ @Iﬁé@taw@atybl&e dynamics
bﬁr?oeéé he clinic for cancer
the?&g}dﬁmﬁqjﬁqﬁ(ﬁlotahé@tr rra”g(%btﬁrobl ens associated with
pacﬂaclﬁmmastahtammgameka lsnoad ind obfumohietygesi iscluding yeasy; .ovarian, lung,

SRR S S DB )0 B4 D8l b s
compi??fnélsmeﬁﬂthéﬂpy, ﬂmmmblpjemﬂsly-treai@ Iym))homa tid ethgi esll lung cancers
mya

and s e A, COIOTEGILr AR B G5 gl GEU o MEEhAl ond Merknan,

20@2)‘ MRz 9e et 8, t1998)aQi s toR% & tHeSm@dt%ﬁlq@e Sdn@uédeSshNt chemotherapeutic
factor hindering the ongoing efficacy of paclitaxel

agerteeurrentit usetdn be é‘H\@dﬁ@aﬂ%ﬂf@@t@ﬁ&te Howgpysr gnsor probleas associated with
cl e

paﬂeaglgtﬁgra@} eﬁﬂ Od'fe%gﬁlﬁjegéq:{rk&fc@} 663%6'# foxicﬁl&sr sesRfatd #Rlude total

alopeda rhglpergngitivity neactions,shoae alagraw su;mmsmm(pnattlpaéy neittiopenia), arthralgia,

my{a[ﬁ% \?/Rgﬁ;geglp at e h@ﬁatf&lﬁ@%ka 'g%[gﬂt s ehcget%lfe)é{p@épf tolerance or drug

reé@t&fc@ﬁmtbmbmsceﬂﬁt@ phdlieaxdledalsa @@mﬁdaﬁt f@dbhﬁmﬁtu&ﬁthé bﬂgomg efficacy of
have an op $03|n node of acti on

pe ! ORI T CIeOmBRARETG0 I\RaN Do B3RS & PHaRer g ered are
mo?é?:}'s&{flﬁﬁé I€§dlrﬁgUthJa'd@ eﬁdp?rféﬁﬁ/of sid@8csLacey and G 11,

Benzi'm e car bamat es | ncl ude al bendazol e, a
br dwaordipgly theaeris arslereasH friatioroaivel introvad elsategjestiesitanoidebased cancer
tre%@%ﬁ ment of a nunber of parasitic infections (Horton,
The present inventors have previously found
th dtnombbgemdranba@nlsabat atargetrmibmpﬂmlbs’s tirer the iberzinaiflizetet catramates that

ha&% @ﬁé}pposm%anqu% of glon tloitﬁe Yc’axoﬂs 5O thgy %hﬁﬁ‘ miGoste pé)lﬂnerization

rather than polymerize tubulin (Lacey, 1990; Lacey and Gill, 1994). Benzimidazole carbamates

include albendazole, a broad spectrum anthelmintic used clinically for the treatment of a number of
parasitic infections (Horton, 2000). The present inventors have previously found that albendazole
has an anti-proliferative effect on a range of cancer cell lines in vitro and on cancers in animal
models and clinical studies (WO 02/076454, the disclosure of which is incorporated herein by -
reference). |

As disclosed herein, the present inventors have now surprisingly found that cancer cells
highly resistant to paclitaxel and partially resistant to vincristine and colchicine are in fact
hypersensitive to the anti-proliferative effects of albendazole. Further, albendazole potentiates the
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nodel s and clinical studies (W 02/076454, the
di scl osure of which is incorporated herein by
WO edoenensse), As di sclosed herein, the present PCWAN2WEH01839
have now surprisingly foundathat cancer cells highly
resistant to paclitaxe] ,esi s
effectioh padiiteelrie hwnen ecenfels g%tﬂé’f padi {%X?‘ a%rasﬂw 88‘5 Cﬁﬂé‘?“"? Tesistant cell
ds¥/ Brugd hfetan Rdbitval dve sle effect in inhibiting
hne#_,gu{hﬁger\t%&? @%&@glggﬁ%pgt eﬁ? I ates theeffect
cangenctli gralifesdtionn human cancer cells, both in
paclitaxel -sensitive and pacli taxel -resi stant cell
 lines, such that uSachmaryceithelavestiothese drugs have
n, additive r syner P aGRAGIRAY for the
ce‘MCO@WSF‘P o 3& ?%)ﬁgt @Jm%se%ft rﬁ% ﬂwhlr}p]%/rgﬁét ?t)oﬁ Accor di ng
trceahf?en@ofr d tfumburaﬁ [ ie@fthd mahcm@smnsmg adnenistering to thersabjgat an effective

amcggg;)/fga{&tleasfl e {q{gql c thqu%g)tuge ta|t1 Fe@istaq\%#)%}?%f@ld%%leacarbamate

ffective anount of at |east one taxoid and
cm@ﬁ éﬁﬁggﬁgsg amount of at | east @ge benzi m dazol e
car bamat e conpound of fornula |I: |wherein R is
selected fromH, substituted or subst jRsut ed,
[ A8 , al kenyl al kyl ,
enyl al kyl, aryl,
, B (CH 2)nBR|o

cycl oal kyl, cycl oal ky
aryl al kyl , - SR7R—SER
-C(O-Rn or-OR 2, ‘ R—N3aCOCRi 3b,

I sot hi ocyanato, or -CN e R7 to Ri 3b are each
i ndependently selected fromH, substituted or

;Piglﬁsn t tlfg %ﬁ?eg f@g?ltlltsgﬁ’srtl @%Fs%@ﬁutﬁ% gk Egﬂt'o branch chain alkyl,
|éﬂ@h%ﬁkw|@/blb31kyl @bmlkylﬁwyIcyctlcba}«enylak)érmylsaryamg SR7, -SORs, -

oSSR e S5l B, RS o, o

—CN“@H&P@%%”F@Q A leubli inBebeh@entelseledted] frbmaiin dubstituted or unsubstituted,
stituted or unsubstitut e

straighityar bragick shgin alkyl rikenyl, 2D a|ky§ﬁag,a3fyi(ﬁycloaqky%ﬂ<yl cyc?oa|kenylalkyl
aryg%ﬁb)aﬁ@ls b%h@bkéfé mg&ﬁﬁééhﬂ)l é%?é%?éh Foi0, S, 9{106 lor S©4 afldaliky to.4

erocyclic r|ng t he heteroaton(s)
of \Maummiedfrsxall—botMstﬁu‘teﬂnrcmbeﬂtu’i@d}aﬂé’l,of O, S and/or

[\I m}gm%@g%gw sugé\)ﬁugerd or%%ﬁ%ted g%\lfght o%@mlﬁ&h%m alkyl, alkenyl,

aINSﬁ}gﬁlﬁﬁtn?&?Fg?ﬂé% %ﬁildr%MIleNylf cwvalHer;]}MJ‘kyE}qlrjlzlﬁtaejdﬁll@k 5- or 6- membered
hetgraeuslio ring e l}agﬁquptgn%) SP wm%%cqr%%q?q&g frogv)é\fe 8§W%|ogpk§/ Pnd/or N, -SRu4,
ot Lok g 20030 SRyl oadogu, samnb oo et
indepgndenity aelecied faa H S%ﬁtlfete@@émsufb%titufeﬁh%fawgﬁ%ﬁﬁ”&%&hﬂ'rba'ky' alkenyl,
I
e R Toc Al BRI, A e RARP IR &
uPideltmatalIoEtd dertﬂa;tli\e ?;rmaloguetfuhemﬂﬁlh chal In a: Ey: e
al kenyl a , CYC L. cycl oa a :
2yc| |3@éH§/ﬁiﬁiﬁt'§'yW?ya:ﬁ9§f|‘ﬂ %%@F%F‘isi}ﬁbf" Y Sret - GoRe, -

The benzimidazole carbamate compound may be a compound of Formula Ii:

H
N NHCOOR

T

N



10

15

20

25

30

S2Rg, -SCN, B (CH2)nBRio, -C(O-Rn or -OR12, COOR13,

-NO 2, NRi 3aCOCRi 3b, isothiocyanato, or -CN where R7
W0 200R0&088F € each i ndependently sel ected from HCT/AU2005/001839

substituted or unsubstitut e@ strai ght or branch chain

al kyl, al ken al kenyl al k

cywhem Rylsaeéyﬁe d fregpdi, @gpquﬁa)ghqmuﬁ%bst%g?%stralgptﬁr gqug)gh cha@ alkyl,
alke%@zal a@fkﬁ b%il%%ﬁlg”gﬁ%iqlalﬁﬁ' &@rbaréenfyramw alyl, Saryla‘ﬂw SRY, -SORs, -

substi tut ed
SO4Ra S 8BN} B{GHoRBR10s1G{@)-Bhtor oPRbar QQQRmCﬁ\anNBmgQORm, isothiocyanato,

[ | | |
or a}\twg‘%@(gﬁ@q E é} aé%ﬁ inde é/n%rﬂl? s%?é{:{tecii & W%ué%t@é%‘%rau;glljbstltuted
ai‘gﬂf b»amm mrmmlvmoblkww blberalakkyinml@awlocycioekw@lhé qyelpalkenyialkyl,

arylu@fglglﬁg,ta qqgltBlegre | séjntdgrﬂy sgl %ﬁ%ﬁbi %‘)ﬂfr%ﬁz% dnis1to4;
al K Pks@s{ﬁﬁt@é! |oﬂhkéﬂbstltlﬁétp Ism@gmw branofe b b:lWl adlliepy), alkenylalkyl,
cy

, , -SR7, -SORs, -
cycsakﬂg:yclom?élkylscy@b%ezylﬁmadyl or. a@(@/w Rn or -OR12, COOR13,

- Qind ofMorintiatle R7
tg¥éﬁﬁﬁgﬁkéﬂ%ac d@ﬁ?ﬁy%ggﬁg@Fed fromH,
substituted or unsubstltuted strai ght _g
al kyl, al kenyl, alkenylalkyl, cycl oa
cycl oal kyl al kyl , cycl oal kenyl al kyl ,
and B' are independently selected f
S2 and nis 1 to 4. The ben%]nida ol e car bamat e
conmpound may be sel gef ¢ [
al bendazol e, al benflazol e ~$ul phoxj{de, nebendazol e,

fl ubendazol e, trlclabenda;ole off enbendazol e,

| uxabendazol e, ca--endq/; e +blendazol e,

par bendazol e, KA v oIe cycl obendazol e,

dri bendazol e, etibendazol e ajd fenbendazole. In one
enbodi nent the benzi m dazo] e carba

o D ancmidi s Saeoiad Tt Houbsitied Gaps palioE SURGHIE pisfefchan alkyl
lm@& %lgqnyl?lgﬁ %}fg%él% cy Rk gﬁ%%ld)éll@ﬁ?blkyl déa?latagpeﬁdyh -$R7, aSORs,

tive al ogue her eo

SOTRV -$EN,&B'(CHy)eBR 10, 0@@)%11 or <R rGARRb,, -NOa 136130, dgthﬂocyanato
or e—ﬁg%}tp@{ ﬁé}% Rigs érg;qtqatb ﬁvg?&ﬁﬁe&gﬁ @%éc‘fehde@ﬁﬁ@f ’su@sﬂfﬁbﬁ'o? unsubstituted,

strQ@lﬁt' drapgieh chah Cdlmpmbmﬁl akenyiaikyk aoyatoalkyl, qunipaﬂo/ﬂa#gyl cycloalkenylalkyl,

sarconma_or secondar a
arpay A, B BLATe MBS PEETY SRR IO on Sler 5P AT o4
ant]*hg' t}eﬂilhﬁiaﬂi é19§rbarﬂ31@ cOMgouRd nMEpriR Sdctsdi fron ite @kom{gsonSlstmg of
sel ected froma taxoid, a Vinca Ika4 oi.d an

alhmuazbiem rabandazole orfalpbenidsdi naehendarale; | pngazole, trlcla%endazole
)i%ﬁm g 'nslﬁ%ﬁﬁda\é&et ‘tﬁ?ﬂf;ﬂé daz%%c xEbeRghzb18, Eaﬂbéndazole thiabendazole,

e anoun taxoi *Rdm ni st be an
cydloBana4zomRy djm)endaelela’ubérfdemﬂaandfembertdaéd@ the tunmour if

adm ni stered a
car! BQH%?’Bbqgg?ﬁ?L@‘ﬁge 8??8? R‘?’H%Q? Fg)gmgﬁnu %@g’l(jds[% metabolie,
d@(/atﬁggr%%g@thyreomccor dingly, the taxoid and the

enzi m dazol e carb
The taxoid may be paclitaxel, docataxel or a metabolite, derivative or analogue thereof.

branch chain

The tumour may be a liver, ovarian, colorectal, ung, small celi lung, breast, prostate,
pancreatic, renal, gastric, endometrial, oesophageal, head or neck tumour, peritoneal
carcinomatosis, leukasmia, lymphoma, sarcoma or secondary metastases thereof.

The tumour may be insensitive to treatment with one or more antimitotic drugs. The one or
more antimitotic drugs may be selected from a taxoid, a Vinca alkaloid and a colchicinoid. In one
embodiment the tumour is a taxoid-insensitive tumour. According to this embodiment, the amount
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conmpound may be present in a single pharnmaceuti cal
conposition or in separate conpositions. The taxoid
w@nwenbisshenzi m dazol e carbamat e conpound nay BPET/AU2005/001839
adm ni stered systemically. According to a second
aspect of the present invention there is PQ)E
of taxeickaskairistared Wy b ARG OBeTwisehiBRINe orfeat K ']“”&%J( f 3ggistered
alofEt hod conprising adm nistering to the subject an
effective amount of paclitaxel and an effective anount
olewI uemﬂazanuetheTrb@npmtdrazodeax@rbaawt@ aomeeundz ey rbgy apainistered

m.ni ster |
sim@} nguaﬁlngl g&%u?lﬂe va C/fs]cl%g}g@é% g{? d?a?{ﬂg éhgazol genZImldatz)ole carbamate
connfoemﬁmtay bé pserit iy b singleephemeeeltical abmpasition of in mpamte ¢ampositions.

sep 0 |t|o . t axoi,d and e, ,

TheSlGIoH s e o e R AT T e B Bl sustapicaly:
SYRéBRInGad h¥secahd (‘e@?ébt Bgthb cpre%eﬁthwednoaamsﬁs erbvidddea method for the
present i nvention there is provided a nmethod for

treafen ph:imowtin a sukischiter mﬁtbedn@qntprls)@ TR0 Ehe§uba?¢é gp effective
am%uﬁ?o@%ﬁﬁb&g aﬁ@gﬂ? ﬂ‘e%h\)%gﬂ Bb& %o‘t’e adm ni stering to

ect pac I taxe an e ective anpunt of
al ﬁmmadutami anth elbenvioeoie mﬁy bacidminislased stmiiltanestidy @ segyentially.

il PP PR 5 A5 SR SRR osto

or Wb%pamte%mbosnbnsenﬂ hetaxbidene thes bgnzimidadele carbamate compound may be
phar conposition conprising at |east one
ad‘”f”&‘ﬁféfng ‘éﬁlljﬁﬂ” Y| east one benzi m dazol e carbamate

COpRQKY 19fa thid Bbdedt b the! pradaeY igVentidh thel @qircmreetb fe@od for the
H, substituted or_unsubstituted, st ral ght

branch
treailaitnofad Kigoid-lageReitie UMUK dihyA gqjmgp( th qugotg@q @9|[nprlsmg systemically

adrﬁlé&ﬂe%l @@g&m’&g@@&&%@g’aﬂ%@é’d % 0%36 albéﬁg}ékcﬂé KYhe amount of

padiitaxebRimifiste COORY e anmomuntmﬂuer\@ssomw@ to freajthei tumyumfaadmmlstered
alods -CN where R7 to Ri 3b are each independently
a0l%s| ected fromH, substituted or unsubstituted,

st A@doﬁd’ﬁg tora ﬂoumneipecth@ﬂ the pickarit invedtior riydre lsa;brmadeﬁl @ bkaraceutical

G T ST T AT

formulaP(O or SOand nis 1 to 4, R2is selected fromH,
or substituted or unsubstltuted #,kyl; R3 is selected
fromH, substituted or unsubstit ted strai ght or
branch chain al kyl, al kenyl, al k yIaIk 3, cycl oal kyl ,
cycl oal kyl al kyi , cyclo aryl , aryl al kyl ,
5- or 6- nenberedhet efjocycl i rlng t e heteroaton(s)

N1 - SR14, -OR15, -S , C(O) RiB1
-0R 9, NR20COOR21, wher to R21 are each :
i ndependently selected fromH, substituted or

griuﬁgrtpfntliﬁsesde’lec etdrfrohlgltl]tsuegtlttﬁe{daiﬂ%Hsu%gtﬂutgd %lriﬁﬁﬁt’or branch chain alkyl
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rg, -SCN, B'(CH2)aBR1o, -C(O)-R11 or ~OR12, COOR13, -NO2, NR132COORu3p, isothiocyanato, or
~CN where Ry fo 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, S(O) or 8Oz and n is 1 to 4;
Ry is selected from H, or substituted or unsubstituted alky!;
Rs is selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, 5- or 6- membered
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al kenyl al kyl , cycl oal kyl, cycl oal kyl al kyl,

cycl oal kenyl al kyl, aryl or arylalkyl; or a netabolite,
walesoswaissye or anal ogue thereof. The R substiPCI/AU2005/001839

may. occur in the 5 or 6 posigtion, The benzi m dazol e

car bamat e conpound may be a conpound of Formula_ ll;
heternyelisiring thie Nterogtomis plihiahrasmrpalecteg fiogt ane of are¥ O, S and/or N, -8R,

uns tit a r | to R h
ORGPl SR T KRR DRl Bl R o o ar o0
indepyiadenty dedaniet] éﬁoﬂn;H subatityled onunsubstikyad, straggit or brag;dqgham alkyl, alkenyl,

I L L T

to cb?la&hietwoﬁteec%ﬂmwmapaﬁglerhhdr@ofsel ected fromH,
substituted qr unsubsti % E tral ght or branch chain
al kifie RiuRsliwjen may gceifrin te 9[69 fohoal kyl

cy e%h%Wd@id@ﬂarbaﬁM@'c@ﬁb&ﬁhﬂ)ﬂa@'bléfa|com|§a"LMdi of Fafrllallkyl , B
Bl are independently selected fromQ S, S(O or

SCE and nis 1to 4, R1is H, ksubstltuted or

unsubsti t ut ed, straigh . PNHGEP Ry,

al kenyl , alkenylalky " ycl oal kyl al kyl ,

cycloakenylalkyl, The benzi m dazol e

car bamat e conpound

wherein R is sel geted H, substituted or

unsubsti t ut ed, g%ralght or br ECh chai n al kyl,

al kenyl , aIkenyIaIkyI cycl oal cycloalkylalkyl,

cy ghétgh ‘F%Wé@éc@'fmmalﬂ Vubstariad 6 dﬂ)ébbstntu@ﬂi straightS§PRsanch chain alkyl,

alkemlkeml@h@mﬁkm@yclqaémallfv'oew&?w'a%% afyd:r\?'ﬁﬂ@fog% -SOR, -
SO% C'f\{? .%@&oh 0 Ogﬂﬁed?d—g EO@%?Q‘]@‘F Nhﬁgg'f(b(bkm, lsothlocyanato ‘
Ubstit ut e

or unsu itute tralg t or anch cha
or el whereaRzkie b, areaeacbnlydeaendyntly s@}@ted foRy i, substituted or unsubstltuted

stragff o %raﬁ?{rb%ﬂem@% e Ei’ﬁ&{e‘y HidH e Xgoagyléﬂ@? §y¥|'oa|k§\yla|ky|

aryS@laﬂtde and B afke depélndEhtty selectzd fror 87 8) &(O):err&ﬁhmad pis 1t04;

) Boriadt sheufsE ShSDHRdsd SFAMMLEF s CH BERARICHEMA, Senya

cycfdaﬂkyleﬂlgl%éll?}lﬁkyl Eyfcloﬁké\?@mﬂ agpbearyligkflenbendazol e,
dazol ol e, oxi bendazol e

pafrb@bmmnaéole ﬁﬂﬁbW@P"é’ may kel acteaRenns of Bormula il

dri bendazol e, etibendazol e and fenbendazole. In one
enbodi nent the benzi m dazol e car bamat ound is

al bendazol e, or a netabolite, derivdfive of] anal ogue
thereof. The taxoid nmay be paclitax docdt axel, or a
net abolite, derivative or anajogue -N The
conposition may furt a\\Fo prNse ore or nore
pharmaceutical ly ag ept akk€ carmyers, adjuvants or

di luents. According to a fifth ajpect of the present
invention there isjiprovidgd a phdyrmaceutica

conposi tion C%a. stNqg gdcl i taxel” and al bendazol e.

I
wherein Ry is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rg, -SCN, B'(CH2)nBR1o, -C(O)-R11 or —OR12, COOR3, -NO2, NR13aCOOR1a, isothiocyanato,
or —CN where Ry to Rys, 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, $(0) or SO2and nis 1 to 4.
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The conposition may include one or nore

phar maceutically acceptable carriers, adjuvants or
walRdoemenssy According to a sixth aspect of the PCEABI05/001839

invention there is provided @ conposition for the

treatment of a tunour in a subje t he
comi benzimjdazele| caghamalgrrompayns Ao e 9 5 gloup bonsistng of

alb@%@idlé“ d %E)@rhd%z&é” babadé 0 ”Pr%ﬁé%a@cfle fo rﬂUbé'né\azble Thtﬂclabendazole

liver, ovarian, colorectal,

may [ un
oxf@rbandazcle,l |luxa!umi§azo[§; ecagrbendgzqie,t g)glb,end@,@}em@mqn@azohee rkiabendazole,

&Rﬂ‘?% ead or neck
cyc%ﬁ%%c{qkoqe Serl one t%(l%rédrag(‘lﬁ%orm osﬁgazoqaeukaem a,
|y indme resmbo&memmaabeonmmlemtamebamtemnmolmd%albmndm@ﬁ or anhetabolite,

defwahlvé%ﬁr{”?q@?ﬁﬂegfgemi tive to treatment with one or

drugs. The one or nore antimtotic
dr PgStaREy mBEbSScitatet dodatarel ¢ atrstaliofite, deriVAtine or aﬂhlk@_e@heﬂeof
and a col chi ci noi I n one enbodi msn theuiI i S
t aXls EAMReSERRs May Justher GoBRFSe PRecelrBYTRPhergage %ﬁrﬁo ﬁP‘ﬁptab'e carriers,
adjé\%ﬂﬁ%?dl%ntghe present invention there is provided a

conposition for the treatnent of a taxoid-insensitive
t uhceordingntoaa ditthjasesct oft the peeseploisvaniier theenisrpravided a pharmaceutical

ccording to an eighth
congz%%,éé &g’fp”?ﬁ@gaﬁﬁgg%n |n\l?§an Eéon there is provided a
e T hoebnipositidrheayt inchale wpsor nodre pharmaceuticallnacaesatty @orters, adjevants or

et hod conprising adm ni stering to the subject an
dilygPect i ve amount of a composition according to the

t hinesbrdidPiard dixtie bspetifdf theardretinvefiohathste Rgprbwided a”hoﬁtpbsmon for the
aspect of the present invention there is provide

treajg]@nt@ff aéqmqug B sugﬁ@t the, cMResilierycomprising akleashene taxoid ang at least one
be&ﬁﬂ&%ﬂe%,ﬁ%%t‘cgﬁ@g@gﬁoﬁgmound of formula I for the

manuf act ur e _ canent for the treatnent of a
t urfberturhour anayubg ediver, Aeatien.deatajeata, king,esial cel dengt besest, prostate,

parﬁc'ghegatig: zér}eaﬂé Iq%ﬁri éﬁ@H%ger&ﬁbﬁwagé%whg gr/hgrgéew ﬁ@pﬁﬂr peritoneal
cantxﬂﬁfﬁ&tbs»é Seukaesea) Hintphorea, lswrcmorcslecmvda@ meteistases theveofc

ﬁﬁ%gﬁogﬁmgf %@gqngl Vel | Sﬁt{nggtfw@o% éég{nriegq%gr%i?otict: Qr%gs The one or

mo‘?@é\ﬁnﬂ%ﬁ&#ﬁds%%e%@&b@fr@rﬁ AR a 0finch @lkabid@nd alcolchicinoid. In one
wherein R 1s selected from H, substituted or

e”\b?@'ﬂ]ﬁﬁﬁhthm@ﬂ is atexaid-igspnsitve twpdlich chain al ky!,
cyc + Iﬂgef?al #?&ﬁ%ﬁtﬁ'a@éﬁ fCtIYeC;l)r@f’é Wb?ntl&i’ @'e%% 'ﬁbbbl@éd‘é{ kmmposmon for

theﬂnﬁ@nt ofsaﬂakomBrngenth&)thNrm a smb(em) thammpos:tromcmprm@taxel and
b I\(%oI NRi 3aCOORi 3b, isothiocyanato, or -CN where Rto
albg! &re each i ndependently selected fromH,

substording @darogightin aspestt df tthit grdsent nwveritior therr is lprorided aairedhod for the
tre?%%{%a&%&?{rw su%gé ﬁ%l ALy pgﬁréﬁ{g%%#nﬁ]}gl’te'ring to the subject an effective
amount of a composition according to the third, fourth or fifth aspect.

According to a ninth aspect of the present invention there is provided a use of at least one
taxoid and at least one benzimidazole carbamate compound of formula | for the manufacture of a
medicament for the treatment of a tumour in a subject.

According to a tenth aspect of the present invention there is provided a method for the
treatment of a tumour in a subject, wherein the tumour is insensitive to one or more anti-mitotic
drugs, the method comprising administering fo the subject an effective amount of at least one
benzimidazole carbamate compound of formula :
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aryl, arylalkyl, B and B are independently selected
fromOLS, S(O or SO2 and nis 1 to 4, R2 is selected
WO e@a06885Hr substituted or unsubstituted al kyl PCRBU2®5/001839
selected fromHL substituteds or unsubstituted,
straight or branch chain al kyl, &kenyl, alkenylalkyl,
cycl oal kyl, cycl oal kyl al kyl, cycljoal kenyl al kyl, aryl,
aryl al kyl, 5- or 6- menber ed het rocycljRy ring the
heteroaton(s) of which eshfpOm one or nore
of O S and/or N, -SR , -SORE6, -SO2R17, - SCN,
-C(O-R 8, -ORRYy—NRze , Wwherg R15 to R21 are
each i ndependently se ¢>, i Mubstituted or
unsubstituted, straight branch chain al kyl ,
al kenyl , alkenylalkyl cycl ol kyl , cycloalkylalkyl

CyCWeg% F?@Q iy frofft Isy%rtltu Rl ﬁh%g‘%trtut&f sﬁ‘an@%?‘@%dhtcﬁam alkyl,

or anal og
alkénys ekenyialkye dycoaiiy aycloaikyta&ylobyc:ioatkamﬂlld'] ayl \farmlehyl -SR7, -SORs, -

scBh AL AR GO YOk BBt 18 R oo, or

-CRalteRd Ry RORE, 0y ehh mdép@hdemlweeledtem foore H:réubsiltummr trisabstituted,

str;ﬁgl;@nglfjg;ahéw Lr&?ﬁgﬁgf @&ﬁ %Ik%él@&lﬁ%%qﬁjaﬂwlel {sq?qgﬁgglﬁllkyl cycloalkenylalkyl,
aryL) Qﬁlﬁmﬁd Il B9nd B'eFEindepercpt dReted fﬂ&n @)SS Slb éltS(bz%ﬂéh is0ng 4

dazol e carbamat e conpound formula I for th

man Rt isselacted idm H, ersubstituied of UffS@bStltUF%' alykat nent of a

HRP]E sg@é@@?rbﬁ]wguésﬁ%ﬁg ohgrﬁs?léstﬁﬁﬁ E@iéhﬁ\%é@t}idg;&h% Ytyl, alkeny!,
alkekw&dklylg bﬁdoa}tyovea/cbhlkylaikybj @/clbalkemybaw; caalll yrglalkyhaﬁ oAl Bomembered
oGBS R W5 SRR SR IR, s

-OR1§°IE€5F§6, aBOLRe -SGNPQD(WRmOf—OFE@r NRb@OOR, |W|”@l‘iﬁ R|15| lb Rzasare each
as tautonmerjc forims

md@@ﬁﬂd@wv sgJectedhiram ﬁp%&?ﬁtftlﬂt%da%uﬁw%sm%gfsgﬁlﬂh‘t 'OF rﬁﬁ?h el @ﬁyi alkenyl,

HEPID RS CBEIANE bty oot psgesr |

conpamsiah@jite, dweﬁvea)sarradﬁg@the@@f and "conprises", have

ﬁh‘g%ﬁ@ga{ﬁ% ée Y@ﬁWﬂ g a %gﬁfmé% c?’fsgq f&ﬁr %i Vin&ah%lk? pid and 2

coldﬁ@r&)ld/\hThe texoie mesy Yoe padicaneli T h&)analleiambt\mbB wrmnsimen‘fhetdabhlcmmd
e e GaiGnen e emeparanane oy Hns oS RAE =P PRIy o

a Qeeiding l@@n Qlevélitis 8speet oOthe atchént invasties therls prosidepthe os of at least
in any

one B BUAZIL CHRBRIAG COMPRNG SLETIAA Horine Dan LS Fip medicament or the
trth%nlIo% dﬁncﬂ%s&%ﬁn&é tS'a Bst a{*éoéﬁg@neﬁc dHh.agent or

e desir effec The exact
amhuthle aspects and embodlments of the invention described above the subject is typically

human.

Also contemplated within the above aspects and embodiments are isomers, including
stereoisomers and geometric isomers of the compounds of Formula I, Il and lll, as well as
tautomeric forms thereof.

Definitions
In the context of this specification, the term “comprising” means “including principally, but not
necessarily solely’. Furthermore, variations of the word “comprising”, such as “comprise” and
“comprises”, have correspondingly varied meanings.



10

15

20

25

30

35

required will vary from subject to subject depending

on factors such as the species being treated, the age
w@re6gensss al condition of the subject, the sevRCT/AY2005/001839

the condition being treated,gthe particul ar agent

o Bl e S 0P B L 14 ey

cond%rﬁ §|°§9/fngf%m§n§?ékféh the 'é‘@t‘éﬁbéﬁrhentﬁpé cAHaANiod bV@seasa TR othélerlse prevent,
"effective anount” may be determ ne

hmdmeretafd ol revaniser e srepressipmoftarpendition o §iSﬁQje@ﬁ ptperrwgsurﬁée symptoms
in aﬁg@g\?%ﬁ[{f%te%rl on. As used herein the term"insensitive"

0 a tumour or portion thereof which is .
r efAs aisécb hgrein ttioe Mmé‘efﬂ@gveeemourﬁ’ mcrlum‘s rmihln ltm meaning a non-toxic but
r.therapeutic a

sufiit arovE of 5 BB o ol Berre Hrolf SEHH FRf o e ot amoun
requIRSdEWiK Gty frém @@bjéo@w ﬁibpﬁtt depérming&mamw@ such as the species being treated,

ief 3o BB WFTEIOR R IFBPGTS Sty ah T, GRAPYL B0 Ui, te

paﬂtl@tﬂﬁlaﬁerf?fbel[lgfﬁdrﬁﬁ@@% dn@ thd Rod 6T RIRFHiEtraforddh@No fbrth, Thus, it is not
guestion her 1ncludes within its scope t unour s

possthiet torapeeiiy ransexael ‘effeativay ameunt'h eHewsuen a5 ANy \aivee I$agR, S| aRpropriate

ef@%tﬁllé @Hﬂmﬁth by 1S Bé’tgr?rhﬁ’a?hlgﬁ ?réér ?rg b@ﬁﬁ@/?ﬁ(ﬂl in"{AE NarC ﬁ%@:?ﬂ? routine

i ve’tunours used
expemmbmdt@a within its neani ng nonoval ent, saturated,

stral t a b anc;hed hai drocarbon radi cal.s,..T
e SR e S TEBE o 3 ORGAER I b a0 it S Tefrctory
to We@@e ttmr@@tmhtﬁmm a ﬁérﬁoalagthteraﬁéuﬁc bgemcmmltemh &ingensitive” therefore
dr ocar bon radi cal s havi n?e(gatﬁ | east

is qqqeg tp dlpspribes fynourspingrYiae) refe asjregist ,nfgr Joun H%pqcftgxel resistant.
Hogﬁ\?? giﬁé?t ROW&! IRiKbd t§ 'thrQJu% wHﬂéH bewcéo‘ﬁﬁ‘)(ete 6|0é\}eHga¢§nﬁi@|ant levels of

used aromatic yrocar bon radicals. Brief

residéance fopthe mrapﬁutmrﬁ@emlawes@@n ukrafhieeiveludes; wilhisnitsi ssepanumpurs that

retag}ggﬁ@xgl:@ﬁ@é ?ﬁe@tp h\é@ﬁydﬁ% %%Hﬁ*sﬁe@@séons%r%@s to the agent when

co@ér@dtoxensma@tumwsy of al bendazol e and pacl itaxel in

| if t.i
(mihein el e e s W BmPariibndiek e sy, steion
an@biRRMEaairehyalosstBon redifaifoser el ated i nhi bition of .
proliferati on by paclitaxel and @otentlatlon } {
of fTa (eralenyi 136 IS NereoELIRSAWID U3 TpATNdp SORYalen, Staight and

bra?‘llc}l?l%% ﬁﬁg)to‘?ocal%vg adRER ki aﬂe‘a&%n@"@&bmﬁ@ﬂed using a

am ne assay. Results are presented as the %
of Tbeterm &dryl{ asclsied herein; ingltidas witbinlits yneamingmpeovalent, single, polynuclear,

cofE Y g2 blody Bbr ARG, s el e vi tror ()
al bandazol o al ooy RsSBibo B ATRNFEE, "o

pr ahé brsa inentiol wiamiw eadestribadthy way ehexaatplecomlyo ittt fefesence to the
follow{ng(c:i;aw\lﬁggn cells were coi ncubat ed
Figure 1: Cytotoxic activity of albendazole and paclltaxel in inhibiting prbliferation of OVCAR-
3 cells in vitro. (A) Dose-response inhibition of cell proliferation by albendazole alone. (B) Dose-
related inhibition of proliferation by paclitaxel and potentiation of this effect when cells were co-
incubated with 0.25 uM albendazole. Cell proliferation was measured using a sulforhodamine B
assay. Results are presented as the % of control (vehicle treated cells).
Figure 2: Cytotoxic activity of albendazole and paclitaxel in inhibiting proliferation of SKOV-3

cells in vitro. (A) Dose-response inhibition of cell proliferation by albendazole alone. (B) Dose-
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with 0.25 nM al bendazole. Cell proliferation was
nmeasured using a sul forhodam ne B assay. Results are
w@e@soessxl as the % of control (vehicle treat eBCaUR®5/001839
Figure 3: Cytotoxic activity of al bendazol e and
aclitaxel in inhibiti n%XproI i feration

relaigd; inhibition o probisation: By, Bardtexe! ARd RNt of 1g|f§|e|%fp?:% wrh%#\ Icg’llsi Were co-
lncd%ﬁh i\nfltﬁrOaZS' a*Ban%Et?@ r@@izﬁélﬁbﬁloﬁrd\%s n(e@%ur&)%ﬁgeb %Blﬁ)%odamme B

1 on O eration aclitaxel al one.
assﬁ;orﬁasnlwremremted @8 thedfe ofqantcmsévehlda tregtedigais)cel | s wi t h

LB AR5 S Dl PR B of 0

cell8 i giay(A) Bew‘etmnﬁer ahlpltlersehtdobrd&rmthe byoatifendazleraidne. (B) Dose-

relaiﬁdegylctlé}%d)zg@ t&qngyrpgel?tg)ie@&,ur e(ﬁ pg{p]%l@ﬂ% %ﬁﬁ%\‘ & tmc\ﬁbat%n of 1A9

cell®with ivb§hgtdosd P hadibRETaRA2. € &M élbérfdaZdIeI 0@} p(oﬂileratlon was measured
Dose-reéesponse i nhibition of cell fer

usingl siera e . Resyltsrsrreses) egtaggpe neficen {ql &ﬁhlg¥ treated cells).
pr ﬁbhlfeeﬁ'ab th@yacmy'd{ A%B%‘?:gﬁﬂeoﬁt% @ax@thmﬁ%geﬁﬁoﬁ@ktlon of

atlon 6] vary |n% doses of
1A&PJQ(22 telis él viteon th) oge- m&p@ﬁbmhtbﬁ@lbof@e” n:eluferaﬁmn yiafbendazple glone. (B)

Do%?r-rglagﬁ @E}Htﬁrgaﬁz@@ﬁgn f}%%cﬁ’@pﬁ%@g} @v ﬁ\ﬁlﬁ&y ? Eﬁ?% Lifcubation of -

1ATE&JIIb ®ith varjirgiiosestof p&dlitapélaad 0.1auM albéndgzot. Cell prolrferaiianmas measured

o BRGNS 2l b S RHe hbaPele o

V' P@UfeSS 'Gyﬁ)tdxﬁ)acﬁ\hg\t\fﬂwﬁérﬁtlr% A) aM cc@chﬁ;m@NB lmﬁﬂltlr@ pftﬁﬂferatlon of

n Concentratlons col chi.c %
14 By SARBHZA090S 0, s ROTGERaRATE CL VERITS GETOL A1 0.5 i, |
8w L By nﬁ%d b deaﬂﬁgt dé?l%s &%%Ehlcﬁﬁ B} §Wta'ré3(‘5‘1 WAS0.5 nv,

hreasured 'usi ng am ne assa
1 nple5 oEntCadé 56hMctﬂ0|rwi 400 nié and €100 nik Satl prpli wa@ort:\msauﬂaawr@dj usmg a .

gt ) DG5Sk R B D BNy oo e

optfcélﬂiehél@foeurﬁﬁﬁed ¢dﬂ§ (ostrol) %dbO% eveladsadpragent thagean wiSOeof 8 replicate

Best Mbd the I nventi on Dose-rel at ed
: eXHeBBE‘P'&t?"te@SH e@sﬁ @?g]ﬁ"@ ‘are significant factors

limting the adoptio eflc;ac of treatnent of
patients withB eaﬁw%eFﬁs mmws ?é"\‘ﬁ'?fb%n such as
pa@'oéé @?é?e'd toxicP atf le@bt8R0e Hé s?ﬁ]ﬁaﬁﬁédté‘rg limifigy fﬁ@%ﬁor%n and efficacy

pac Itaxel to overcone resistance nerel y exacer bat es
of treﬁmgmwb|petreﬁtswlth¢@a¢artuaua@|antmﬂsaiwcdrtlgs siiehl e aciiaelur Hengleategy of

mcgeg@@ g% n@ofﬁ eo‘f;pﬁchta%' o SovBciife ROGGIEL Hdrdly @f(éFEFBtafeQ Ghe El%blems of

increased drug resistance
pachtaaelr torieigd arfido rthesbcmtrergneesf ‘slde reffectsyi whilet Also [poteptially sprcomotmg the

SoRRSEA L PRl B it S TS R s o

~ belAiaD Baclitas, it DheoRRSId, ieb@ichis of tumolis ésiatrbaderdrenéflivasy without the

have now found that al bendazol e potentiates the effect
neest toigeaase d%edeSi n i nhibiting proliferation of human

Cang @fsclb&dd ierein] e pRdseRGhvehRrORSe hotk fbuRPthbt difendazole potentiates the

effect of paclitaxel in inhibiting proliferation of human cancer cells. The effect is observed both in
paclitaxel-sensitive and paclitaxel-resistant human cancer cells. The inventors have also
demonstrated that the paclitaxel-resistant tumour cells are hypersensitive to albendazole, a
member of a different class of anti-tubulin agents. This is a particularly surprising finding as one
skilled in the art would expect that a cell resistant to one type of anti-tubulin agent would be equally
resistant to another. The inventors have demonstrated that this is not necessarily the case.
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paclitaxel -sensitive and paclitaxel-resistant human
cancer cells. The inventors have al so denonstrated

W@ b@b/06d863 pacl i t axel -resi stant tunmour cells arBCT/AU2005/001839
hypersensitive to al bendazol1e, a menber of a different

class of anti Thi,s .is rti
< uRSirdong T el SirgrBe eRaiionts Aty pRlaral fead o a
red@é%’@ﬁ Blthé BéHhta?el G@ée' rec{uﬁéd t%tpﬁfdlhcetéh MaRmbiigfedf Furthermore, in paclitaxel
anti-tubllin agent be equal |y resistant to
resigiapt HBtOUrSTHE U&W@fmlhﬁﬂﬁamm @'ﬂtﬁéﬁ%rﬁ@t pragesge tohé’bsqnﬁ? &f jagpaclitaxel
{
treéfr‘ﬁ ntr}g@%grﬁg{agd%ad lB%rﬁd;h? (?eﬁﬁg ggég?ég}ﬂttlausn% tgFﬁeﬂ&él' tﬁérﬁﬁéutlc effect
prekllemﬂ/ upat@inaklducAs @Nermﬂlfledqherpmcltyp[cawein gw@xeﬂwmaﬂb@el dnes an

BT A AL Ry S St BHE RIS b i o

to tﬁattdme&rvemmtphanta&el%em*twe c@lrsd dHosenareheoihventopaddmadnetratd here that in the
treatpe ea totum)u respansi ve
ore3Fgo Ch 0RO T4 CURPHe RO Eobps R ARG o 50-old fo

acrh{ﬂ/@tat Sl e B onddSto et Behvel Gfipdtatardl Benstivd talia! Miatii&) the addition of
pacl i taxel -resistant cell |ines an approxinmately

albemlazale ty aneiieatisainefiactve desetchredlitaxel paneequge aéeﬂqﬂ@al response.
re \/
R, InTallns B SO o BFRRPRS 4 Rttty pamentof s
tumaur/ Bre mb;ect;l memmnqda:bmprlmgeadmm&termg ta the sphjent em eﬁectb\fe amount of at

| e thi aclit I

eof b aap by atiote8 AppLT oL Bt EEC HefnGRof Mndfpeg compound of
forfh@igaponse to that observed in paclitaxel-sensitive

ceils. That is, the addition of al bendazole to an

ot herwi se ineffective dose of paclitaxel can produce a

benefici al response. Accordingly'R%ne aspect of the

present invention provides a nethpd for ﬁhe t reat nent

of a tunour in a subject he ne d c i si ng

adm nistering to the ' I ve anount of at

| east one taxoid, and nt of at | east

one benzi mi dazol'€ car Jamate ¢ f formula I

wherein Ri is selecte ! ituted or

unsubstituted, straight of branch chain al ky!,

al kenyl , alkenylalkyl cycl oal kyl cycloalkylalkyl

cyclwdnatekla‘hms ableodd, froar lyu subdl’cqlechdnrwlsubshtm straigitRe branch chain alkyl,

S PSR B, SR, SR BB, o som. -

SO2Ry, AN, BY(EHHBRY, LG!OEIRﬁ B E-EDR b, YC R 16, N O NRisgTOBR13p, isothiocyanato, or
substi tut egﬁor uns

R Rgtre Rt i are daRroRgERani sBbeio domy i subbAd of UiduBsiuted
str&&q'd?adréﬁéh %h&ﬁ'alkgl%%@ﬁ'dﬂ@ﬂ éll%)l ‘g{bloall?ﬁ ydessloﬁ(y)élk?' |t§§/c!|oalk8nylalkyl

are | ndepéndent ECt

a%@wlﬁwu Brand §' are mdemndqnﬁy seleciodomrQ &, B{Q) T $Qzand n ls 11 4:
SUb%#éée%%diﬂf"{"ﬁpéﬂﬁﬁém&é&&%@b?‘ﬁ?ed, |I s sel ected

or unsubs Strai ght or
br arfshis sdieitad faunkr;u subsiitutasinyr lunstes ietey; | sibigiytior bkaym mmemyl, alkenyl,

oG SH SRR, TR 1l 21 b

he@focwhlb ﬂﬁlg A ﬁet@@bt@ﬂ%ﬁﬂdﬁ@r@%c@ﬁ fr@mrcme of méde oﬁoaem dﬁdwr N, -SR14,
S
-0R®R1 sz&%boﬁQARw wﬁ@ﬁ@mgﬁe@ @@Qﬁ%ﬂ e\géqﬁg Ros to Res are each

independently selected from H, substituted or unsubstituted, straight or branch chain alkyl, alkenyl,

alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl or arylalkyl; or an analogue,
metabolite or derivative thereof.
Typically the benzimidazole carbamate compound is a compound of formula I
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i ndependently selected fromH, substituted or
unsubstituted, straight or branch chain al kyl,

w@bdoenyiss3 al kenyl al kyl, cycl oal kyl, cycl oal kyl BC®R%IU2005/001839
cycl oal kenyl al kyl, aryl or afylalkyl; or an anal ogue,
metabolite or derivative t her eef . Typlcally t he

benzi m dazol e car bamat ¢ is aNtORnd of
m H, substituted
Wehai n al kyl ,
cycl oal kyl al kyl ,

formula Il wherein Ri
or unsubstituted, st
al kenyl , al kenyl al ky

afyl al kyl, - SRz, -SORS, -
S2Rg, -SCN, B 1o, -¢(O)- Rn or - ORI 2,
COORi 3, -NO2, NRi 3aCOORi 3b, i'sothiocyanato, , or -CN
V‘"‘ﬁr{e‘?‘%ﬁk 10sclcRB fRFEH eblituidtidg ey, sialghicdreranth oimain alkyl,

d b
aleiaphomaigh tc?@a‘ﬁ&h;”p?csio“aafyhta'ushymloau;?ﬁylraﬁ% Ao Ay S, -SoRs, -

SOQ%,C lSEﬁl E?((IJI%:) th?%'rk@m’z, bR, Ny NR13§TO’¢F@1§%bthlo%anato ,

"y sef‘ected trom
or -SRwhard Ra to le, are)eabh iRizperidentiy, setealed tiomult, eewb@muted or unsubstituted,

sl 05oh Py Y ol BRI bbby posvenyaty

arleM?lbIQﬂl@é\)dl @lakyhdepardyéhtlytseleaed/ir@h Ry$, S(0) or0, fandt mrisl1do # |

ﬂﬂg{]ﬁgﬂ, plmsgigte ;rﬁg%ugdtt’[ut%(f nkglgms@ﬁu Eah'(q% ﬁﬁaﬁ]dﬁl&{l alkenyl, alkenylalkyl,
cyc%lﬁﬁ%&lelﬁ;\éﬂ@ﬂ&y}cﬁki@h&lalkﬂ}’ﬂl @?ér}ﬂéﬂkyl cycl oal kyl al kyl ,

cycl o aryl, aryl al k -SR7, -SCRe, -
Som@form , B (CH2)nBR|o -C(O - Rn or -CRlZ COOR13,

-NO2, NRi 3aCOORi 3b, isothiocyanat o, CN where Rg
to R b are each independently sel ectfed fﬂv H,

substituted or unsubstituted, straight or RQranch chain
al kyl, al kenyl, al kenyl al kyl ,4q cyclo N
cycl oal kyl al kyl, cycl gal keny aryl, arylalkyl, B
and B are indepengde _s€l ect fromQO S, S(O or
S22 and nis 1 to { P dinthe art wll
readi |y appreciate soner s, lli ncl udi ng

st er eoi sonmers and-geQnesti C |son§rs of the above
descri bed benXim dazol® carbamate conpounds may exists
and the use of such isoners Wre included within the

y Cgﬁlgeﬁrgl& I%hfsﬁéc?e%efgb%} ' rb%ﬁ%ﬁdté?irbr uﬁélfb%tﬁtgéd sErﬁlgntlé? Brafth chain alkyl,

ove compounds’i's
alkeryt tatienylalkys doyclBalkyl eoyaloglkyéalkyh eyclestienylaly, eatyl, arylalkyl, -SRy, -SORs, -

sc T A, Gl LR B I, e, BRI ooy, gpcant

or LSN iwheRRNR; 10 304re tehgh lﬁdépénienmoselédtednfmm Hs sutistitoled e dnsubstituted,

Str@&lrt%%mntgﬂ Eg}élﬁr;v ﬁggrgé’mr aage@gqﬁyftcg d ﬁpgc [%F%I, Fxploalkenylalkyl
ary?1 %él!a&glaBtan& B' afé iﬂﬁédeﬁ&énﬂyﬁse%féd GOM@NISCHIT8 0P8®; and nis 1 to 4.

éensitive to the anti prollferatlve ef fects of
al Bbosgaskdled in thei art wﬂiera@ﬂpﬂmre%aj% that isamets) insleding leregisamers and

ge?rﬁétré I@@nérg R HHEeIY év@ Eés‘d%ﬂw rb@n{lrﬁlﬁ%z%kaéé?bag{ate' (fbﬁﬁﬂr?ﬁd& 4§ exists and

totic drugs
thecuae basueh ésemetscne msludﬂdkmthld meodcepe af\ﬁhemfwehnvennw| $udhecghe use of

eSS0 B bR b SRRl BB, BEPL e

behzifiia@fe goupanBfdxRER S namB&r ohButomsiiciotns, mmddihgawhﬁrmmem substituent
is in any one of the 4 to 7 positions.

As disclosed herein, the inventors have also found that cancer cells highly resistant to
paciitaxel and partially resistant to vincristine and colchicine are hypersensitive to the anti-
proliferative effects of albendazole. This opens previously unrealised avenues for the treatment of
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the devel opnent of greater resistance and failure of
the therapy. The clinical application of benzim dazole

W@ a00baemses in the treatment of tunours resi stBCI/AUZ005/001839
drugs such as paclitaxel overcones these inherent

deficiencies in_the pri o art approach ordin
turpgyrsygpiaiant opnsensiive ko pofic g Esgqur*&w%@ 8@%@3@8 such as
albfeﬁdazélé‘eAf g@@éntr?e@fstaﬁée & coMBREY by MerBasiPhe dbsa %ﬁﬂn@'a@ent to which

tunour 1s insensitive to one or nore antl

resiptangs hastdewelonst Hiberelyoingreassig e rish o sidesafieets sephras twcéy and leadmg to
theogr%uzel ﬁrr]tt%@rbf ShdaRs by ?tarfcgoéﬁﬂtfalﬂtfre 91{ th*eetﬁérta% lnefh? piinical application of

I¥e""car
behdirhidazsledeanetbsaibofie . treﬁmententatuptoers resistantutoodragsraychs#sopaclitaxel

te resi tanc to one or nore of the
ov?rg'}fegiﬁeﬁalnh?rgﬁtéj%g%enct@fs Wé %ﬂok?ﬂ %H%E@C nd col chi ci noi ds,
or Ad&drdinet iad espart oﬁth@Wﬁ@@ﬂSmIeht&anﬂévudeé\l Deetted ﬂweOtlreaanent of a
net abol jte, derivyative or an ue thereof

turBUp BRI MR b B K TBRUT [5rinsah la_lﬁ R anaswyﬂq lnige method
coﬁ@%ﬁtg S anﬁérﬁ\gct%r tﬁ@nﬁtbfécﬂoﬁﬁ tekredtlranoumS ST Yl (chst réebenzimidazole

ositions of the pr esent i nvention.

calbiemele éempaundvof fpmmde b 8aaill 35 defpadebpea: cftpr igyanimi dhe tumour may show
coﬁnt_@b cﬁgpatt%l t&%’te‘%é td Iaﬁ‘t%: oP hdfy otb @Zfbl Z @l Endsan AArBiERIds and
y al'so be enpl oyed.

or exarrp her’ sul'tabl e
cobokicimdidsi ofalemadivesar braieguesthemefl ude, but are not limted

ox ERBEANE 1 Retale AENaEof 81aoalh BeRAEERRER bendazole suptonide
or @bbhlﬁﬁ@@émfoﬁe) lﬁ@h@%ﬁi@ﬂldéz%le datbaﬁi@%rmmlaw useful in the methods and

o O B eSS BB Criav i icha ot A eRrisg i e Sifed in the
artt tﬂ?{ 6tlﬁ’%fedéhilrﬂ‘aaﬁﬁ83 l:é’rMérﬁ‘él%st FH§¥ URE b‘éfenii})zt%%ti dssor te%nﬁlé"éfhbﬁj suitable

It axe or a neta deri ive or anal ogue
benmld@z@fe caibaiaies i ineludd, but aremptakimlted elo, deehendazolge flbendazole,

o SE, LBt EE eyt i patencazie
thiblexdazdie, afyalgbalkiszmlebéntmnquzolyfaﬂberﬁazoleeandri%ﬂbencmzd)lar ge
er .o e atives o t axel ., an ocat re .,
curaranJr PRneE e GEmeRR o e Eadrenlig: B fp & oiss, e
tastofdl i8 lpaclitaielvdr Id mbtﬁbdtﬁtédaétﬁ/bmcbr lélvtalb UeRerdf] orl dijdlltto@l bl’ﬂ@ metabohte
art that such derivatives are within the scope of

deptiveod Snalpayie disignbs Hewayaisit wi be readily sprrReintash by thhe ﬁtﬂ“@f&leme art that
otfleP A4 A5y sy 5{&%plWe@V'F9F&aHPI@ra g@ Hﬁmtfeibf GSIRRSS &fipaBlfaxe! and

conprising at |east’ one taxo one
dobaiaxel are duzaﬁllltelndm epetmental phgsewnin cifical diahulk wlll Ibe understood by those

skﬂ%ﬂ g@l Ar@’tpétlgﬁatede?l%gwgss%rg 'wﬂﬂﬁ th%rs??désoz theaf egﬁ)({dg 'aﬂ@c&n?pog Béhs of the

e inv rea
in@pioneci at ed by those skill ed in the art that accordi ng

o .t he nethods. of i nv ion e ch co

of TRGEBH AR GBS Diremareifie baeSToToTaRa0  least one

ta%dldtand af IeEQtQWbérﬁﬂlrhINajoFé @amén@ted@é J)daﬁd aF fétmllael, €Mypically these
tinmes, so as to provide the desired therapeutic
compesitiops are used according to the methods of the invention.

It will be readily appreciated by those skilled in the art that according fo the methods of the
present invention each component of the combination may be administered at the same time, or
sequentially in any order, or at different times, so as to provide the desired therapeutic effect.
When administered separately, it may be preferred for the components to be administered by the
same route of administration, although it is not necessary for this to be so. Alternatively, the

components may be formulated together in a single dosage unit as a combination product.
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When adm ni stered separately, it may be preferred for

t he conponents to be adm nistered by the sanme route of
W@evb/066853 at i on, al though it is not necessary POI/AURI0S/001839

to be so. Alternatively, the13conponents may be

Lg&gghg&g%ﬁt g\% Et@ggr{t lnlvgrgi%ﬁéliag er(dggr%{?r o ti%?%{g@r?ﬁra?on of one or more
cor'ﬂéb‘é%%ds%d/ﬁ?%hﬁlé’(éﬁfﬂ@é gﬁ% d|6’(1%n;¥o*i’§nn‘?e‘)i r\'brﬂéxélhbl@tab ‘érbr@freatment to

or nore corticosterolds ‘and/or antihistamn
cm(r@nmh thasisltof teenatjent haringean, advesse resalifpiodhextgxaid. Slmllarly, the methods of

C t
iy T P biee U SMREIA MRS oyl Aot RIS b he tarcid
and/brebeneimidertie @fbatriate dompeuntdi anrthentanourdorpe treatedt Huch administration may

adm ni.strati on qf .one.or nore potentiators.of e -
be P B B TR LA G e k01 B il i, penimiczoe
caBafRe WoRpsUnd ! IFer bxdimpl, d suithisle tpoleattae of Beredmidazole carbamates is an
adm ni stration may be conconmitant with the

lSOQ@iFﬁ"H?%hQ%Pr@qu@ﬂéélther or both of the taxoid and the
ben2| m dazol e carbamate conpound. For exanple, a
SUI TUEBHE potentiator of benzini dazol e carbamates is an

‘?ﬂ{%e 3&?”?‘@ ﬁ‘ht‘ﬁé‘ R @f rﬁdﬁﬁz b@‘r@bﬁc—? hat the TR cas EH@ %Emﬂosmons of the

reciate tha
prasemthrwstuoarilad emhpajlgn i tbe §eaimenthté apy gm@mtypmmﬂablgﬁo freatgent with

QR8RS BBl I AR 0 o o

tregted Dsingmethodsreme pompasitiohy of tE@premnalrmérmort ineludaJlnz_elu osarlan colorectal,

whi ¢ b teat usi n ds and ositions o
e BLlng: BrevemibsidR RTE A e st G S, oesSHdgedl head or
neBIO t@n& RS, aperitdnbl JcarGii@hdtosie | lbukabifid, fiphambs, Bdreshiadt @ secondary

pancreatl c, renal, gastric, endonetrial, oesophageal
mqﬁ@éﬁﬁe%wefﬁ@fck turmurs peri toneal carci normt 0si s,

| . , t ,
SR g B TR 0 ARG 0 BB B S
applizptiondi the treathertt of uamiqaneeisfentttumm awah@a padliteeiel resigtant timnoss, as well
] L. t ant
as?ﬁﬁoatﬁ?@s'éfé’n? &fiqt%air*“eﬁgv&‘fne%%% R o oo e s "o vl
unour.s re ﬁmant with Vinca al kal oi ds
P&ﬁ!‘&f‘%‘? F:ﬁ‘g’HWs BN and routes of

admcébréiﬁg" & lthé”mé&h@dﬁ di lp@sér@ m\l@ﬁtldﬂietdmamndsf arlr espwkitions may be
i nvention co QSi ti

adgmfﬁtqqegl@yeqnééﬂggledcpfge §gthrgbq lq:qgmr%glon@{m%@cally The particular route of
adﬁ]Yrﬁsttr%anOté‘lbé Yised'if thp@ﬂid dl’rc@ﬁstérféé @vﬁll'dépen'ﬁrtﬁ\ domfrﬁbewﬂ fadtors, including

route of dm ni str ion to be used in ani/
the hatere nfsth@tum@urvw be tremigse e severily and aident obthe Lﬁr@vbﬁ@ required dosage of

"
o S PRSP T BT shp R B pole
of Foh exau@td; ||mmﬂcamstammp®uhlamst tsaed;mred:l Hai \amrqula&n@ncmatlons of the
otential side:effec co For
ooBR e B oo P YERTRR BRI S1E Ut APlrion oy
beGef6RNfaknRE ihemsyskimid. h%g%ﬂélldﬁﬁﬂmlsﬂrﬁtrmcpmms mle&a@bbihty\/cﬁ delering very
directly to the S|t§|nthe bo to be tr ai
hl%hﬁqﬁ,cgqcp%{fqﬂgm cﬁg@p esired compounds to the requrred site and thus is suitable for
achieving the desired therapeutic or preventative effect whilst avoiding exposure of other organs of
the body to the compounds and thereby potentially reducing side effects.
By way of example, administration according to embodiments of the invention may be
achieved by any standard routes, including intracavitary, intravesical, intramuscular, intraarterial,

intravenous, subcutaneous, topical or oral. Intracavitary administration may be intraperitoneal or
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be regional rather than system c. Regi onal
adm ni stration provides the capability of delivering
wao eng/oblisgh | ocal concentrati ons of the desiredPCT/AU2005/001839
conpounds to the required sie and thus is suitable
achi eving the desired therapeutic event at i

e ARt PRSI TSRSy SUBGIEAGR BenSe B QHREgRS fffusion o

mtr%ﬁiﬁné ifgisgagpounds and thereby potentially reduc:| ng
ects. By way of exanple, admnistratio

ac lngedab suiieble Apramsiiensteaydp pramarer! ageringde me@g)dao\@h!ch are known to
thoSE 51’ c?réﬁﬁgry Qi AW St %W%Yd |n"c@85 ﬁ?atrméc,réﬁﬁdéﬁ}) deptable diluents, adjuvants
i cal, I'ntramuscul ar,

ntracav tar I ntraves )
and/ortexeipienter i Thda dlluemts regjugantsiand exaibients ansbhes’aceaptableiin tenms of bemg

R, D853 YR T, B s b e rein

thepgpodi ment s, admi ni stration may be via intravenous

o FEATBIES & aTrBrea b 6T Lo e i Befistled wate;saine
solﬁfbﬁ?\{]egbﬁgletbﬁfe’a%‘i@%ﬁ aMb&Tut 8l SafiewRMail, tdl?vet HIos&toRdeed oil, maize oil,

ry ski he art and may incl ud
segamafinisish e geanuioilsafloyer-a| diveipil, getipnssed &&Jm@@rw'eseaﬁm @jk; arachis
ol %)t‘%k)@dgﬁpbﬁ SJI-EB?fe @|s Eh%ﬂ&lﬁ% g@ﬂgl‘d)@'égzs@gdaggﬁgtgﬁ pﬁ}fs%xane phenyl
polyydilexant land meihgpledylenlysolpof(artehmlahterqhmes inurgral aisisus s liquid paraffin,
eri ous to the, recipient thereof

* sofb A o ey eSe: Bovden (n e mPLAGRRRE oo apluose

carﬁbxymeﬁ\tylbéllufbde vekiam; c@lﬁix%ﬁ@thﬁ@ll&ﬂbﬂeoﬁr hyd%@@pra@)lrﬁetlbﬁfeﬁdose lower
il's such ﬁeanut oi |

alkgls, & GEaSuPle P NaNO Bl SpPTRpRNL 6‘%%&??@%@? gy, eﬂyaﬁwleﬁ%@mﬂs or lower
alkgbrlne ng&fsf foPé‘FaWnp%' dol Iygtg}']léﬁéeglﬁoi polﬁ%ﬁy@ﬂé?@&)l %‘tHylenéTQI'ye,?oq3 propylene

or coconu
glyodl) &3- buiybnwlyﬁ@ ‘op@lypering datbirpsis, esiaie ﬁU%asTﬁ@me palmltate isopropyl

myﬁ%{% }450'6: g{g%\gate %@ﬂﬁlpyﬁ%?@ia&;&x A gBL . W¥%®P§ﬂl§ hr& qum acacia,

xane; cones; m ne
anépetrdlegn jellyp aliypitdlly rthe safier opaaradrs will form Saudlda89.9% by weight of the
cellulose derivatives such as nethyl cellul ose, ethyl
CORY9MDse, carboxynmet hyl cel | ul ose, sodi um

carrgpxdmEbthibie & dnuhje@sbléd$olution or suspension, non-toxic parenterally acceptable

A I S 'Rs%&'sgé'p SR Gt t@vc&r@%&"@ sotonic saiie,
ph{p Watb Hﬁﬁérﬁé@'sglh‘lé eélﬁ‘%ngi Mifoh 8 p%ggl’eﬁ’é’"@gccﬂ“ kw8l lécébhﬁnonly used

r exanpl e polye

ne ropyl ene g
camiethyy Iveliele for pastitexel prf%qzwapénritglaa@mxel I&&gmwﬁégﬂpérﬁé lrgﬁy q:%flemaphor
ELOJgFﬁW%ﬁ{gha fatty acid esters such as isopropyl

i sopropyl nyristate or ethyl oleate;
pol )Some)dxamples cicnible@gmiers, ahlaerrta@mmems argiwd]wwﬂgmcaahne include

peer;-urtrI eq;laca(fgtgc} r ?gg@%ﬁ: { |O|sc(fe J elc'a%oiwfeﬂyfagl\oég/ methylcellulose

hy%k;@mpylﬁfethwbaluréme@umIaqy"r@te E@rh SRERA, ryumt tra@tamm asxn@@e SUCTOse,
i nj'ectabl e"solution or susgjg i on, non
sogba@lem@vtah, sdlalive épd Jgsihin. oI asidivers thepe erak fpmwﬂ%lor&amay contain suitable

flag%ﬁ%‘ Qﬁd odi rag%ntﬁm\l\l‘hteh @Sed lﬁ‘%‘é;)ét'xm BIE ¢ 6éu%3fﬁ>a§frﬂedc%ated with
sotoni c “sali ne hosphat e buffere
coapoLA® Bucdarad gtycezyl mooqu&aa’h%o@lyywlldjstw’te whiehngsiay, disiptegration.
comwdn uv¥nts Styrﬁlcally include emollients, emulsifiers, thickening agents, preservatives,
bactericides and buffering agents.
Solid forms for oral administration may contain binders acceptable in human and veterinary

pharmaceutical practice, sweeteners, disintegrating agents, diluents, flavourings, coating agents,
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carrier or vehicle for paclitaxel is Cremaphor EL.
Paclitaxel is typically prepared in 50% Cremaphor EL
wareeBaBEEt hanol . Sone exanpl es of suitabl e carCi/aUs105/001839
di | uents, exci pi ents and adj1evants for oral use
i ncl ude anut araffi sodi
pregeiyai¥ssy Wgﬁqap S@@MO[J‘I ay,agta gg{ablmb@ggrs include gum acacia, gelatine,

corhlY dr Qtébéﬁr op g{ uffet Nt g@dahﬁ| OS%odlﬁlﬁd' Urilgilafdl Nat c%rbo@?ﬁ@thylcellulose
acaci a, ragaca dextrose, Sucrose, sorbi

hydmmmmmeth@@ll@losen er paliethyisnet gyl | Suitablai sweskeners e@@lude sucrose,
Iact%&? ) e 8§emé's€§rt'a91?30rr$% h%@t O\ﬂab?é‘ 'drsﬁ\@lgfatlﬁé %géh%r ‘qﬂ@deaEH?n starch,

rrngs a I'n ca
methalpaliuloss qum;dayrmMedgum @hmpmnﬂtanngim sheotonites a@imocmmy lor agar.

Sui{%%@oqﬁleg‘@s: 'ﬁélﬁq;ﬂact%éyﬁtm gmrgrth @gﬁrﬁv a]oélp lﬁ?@“ 0SE; Yealcium carbonate,

cal6iR slicRe b dicRduth %hésﬂpﬁaté Stitable Klavdurigy agERt isclude peppermlnt oil, oil of
preservatives, bactericides andﬁﬁlgqtpee“

WrGEIERD. ¢GRS 1 EFDBOAN 09 o S Ay TR Aclade polymers or
cod%wﬂﬁ%ro? a@?ﬁﬁ@%%r 'Méth%éfﬂfé%cﬁ%d/ﬁﬁ&@ff bﬁ@r‘s)/waxes fatty alcohols zein,

armaceuti cal practice, sweeteners, disintegratin
sheﬂg@m glutent Bu@abtespresqr\@{y\@gmcwgg sodjumtben@ate vitamin E, alpha tocopheral,

asc%ﬂ)‘?cn%c?d Q@E@fg%rﬁﬁén ﬁr%aye rlekaBérF@rggeluﬁ‘xﬂﬂé hitd @Eﬂa‘ﬂ%' Ifiﬁﬁcants include

agent’s I'nc gum caci a,

maguesiuns stazrafe, stgant aorcagermﬂmbleatessnﬂlumctald)rgﬂermttdc Su1table tlme delay
car.box t hyl cel | ul ose opyl met hyl cel | ul ose

ag%;\?s 'B@‘i’%ﬁ ?/')?Lrﬂ%n atpa;@%pfglg%{y[(ﬁ%%% €weet eners i ncl ude
sucLgig forfn@%rQﬁQ ad@inlBAIse mag Spesih, Anadd onﬁ@@lte’mbvmagents a liquid
Sui tabl e di sintegrati ng ents include cona st arci

carfigi hyhitgle mutglsgarrl%pn)c,‘ku q“w%}gg,rqlléﬁugb,ag ollbqjg oil, sesame oil,

surﬁl@f]&r}’tﬁ%aﬁb%r &Ieé\laé}fﬁ dil€eocsudbin ll@um%élré*fn? %th?lgﬁé glyc%P bloBRérR glycol,

uents I nclude [actose, sorbit
polksinianes glycok agthane), rrepanoll af@émpaml,cglmeroéafaﬁbmobols triglycerides or
ilicate or dicalciumphosphate. Suitable
m'?lﬁéﬁiggrgbﬁg agents include peppermnt oil, oil of

Wi neeiﬁganams for heralr admlmtnn@elnmél ﬁualwb@nmylse‘ Id'&persing? regents and/or

Sui t.abl e coat i ents i.ncl ude po rs.or Cco rs
SUSPPIGE RS aci Tt UTPeRATEn 0Py | BOLER (Ui ERBRERYelulose,
meBlcellufose WRHRSk prB@Arﬁéthyﬁ:leﬂUé@' Soly- Ayl Pyrrcﬁidftﬁnb' 86dii alginate or acetyl

gluten Sujta reservati ves include sod
alcplaohz Suitable dﬁpeawg @g@ts Iﬁ@ﬂﬂ@deqtaadp%mt ylege 68?'§|0Efaﬁlbﬁ<‘dﬁs such as

stegﬁ’é Qéf({l) &%ﬁ}& FiYlen® OBl ﬁn‘} a@edw oRhteS QiR B SMIRET foRoxyethylene

I'cants 1| nc U nagne3|un1stearat
sor@ttmamrw ergli-dleate ptearate of wtaée anddles likex chl ori de or talc.

o S TSy B SRS s g s

Sumarbw enulsifying agesr&s mduderwsperemgagems ad exeaqlifiet] iabovetop nattval gums such
bove agents, {}udcrrler Sui table |iquid

asggar,gp@r mﬁ%‘F'ﬁ&éQ% Pecandy | s such as olive oil, peanut
Oi IVetr@s BiBrephiing pawnfetaw@dmumstkab|eso@ﬁfpb@ﬁmé afe dpFaré\r‘tQ&fhb& skilled
oil, coconut oil, liquid paraffin, ethylene

in {he @ﬁyar‘@rﬁge gq&%(aﬂf@ﬂd in p’@[eyc@{ag{y] @qﬁ@xajn% (ﬁemlr@tqqgrf’glprmaceutlcal Science,
15@%8'0?/@8{ Put dg@%{) ?b‘hﬁé% Eadbry Fﬁ.éflj’éé%l%y iRotpbratddify RGERnce herein.

ceri ures
The composition may incorporate any suitable surfactant such as an anionic, cationic or

non-ionic surfactant such as sorbitan esters or polyoxyethylene derivatives thereof. Suspending
agents such as natural gums, cellulose derivatives or inorganic materials such as silicaceous
silicas, and other ingredients such as lanolin, may also be included.
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Suspensions for oral adm nistration may further

conpri se dispersing agents and/or suspendi ng agents.
wWEbalises suspendi ng agents include sodi um PCT/AU2005/001839

car boxymnet hyl cel | ul ose, nethglcellulose

hydr oxypr opyl met hyl cel | ul ose, po rrolidaone

soH?eu‘Fﬁ”ﬁ’lOQF Ghtraayofl Seéetaymm&iee@h@%eéj %{Hfg’é SQRES p erRaSpges are

gen?&?;{‘@e?wéd‘@n\l t%sht?dﬁbﬁ@b%the?%xd/%@h&e‘é' fidearé BhRédbyhono- or multi-

as stearic acid, polyoxyethylene
lamsitar mydreled rtigwid - Cfmfa'&iithabla@aﬂléperseétléaﬁﬂa@@eélﬂs megiumat Any non-toxic,

oY LB R T B rals SiqS R gprariahss. T

condpdsitions ¢t Irpasfommfommmay corttdirestaliiisensy presenatiees pexcipients and the like. The

preﬁeﬁléqk E;igéyi A gé@h%ém t l Eh ggr%ru i Ifc¥ I@%s @%ﬁ@és%bpoth natural and

sy ntﬂﬁhdl rMﬂthc{ﬂﬁ [ﬁf@fl&hg@ﬁeswﬂno@hl M thedaHand mflatloﬂ to hlsrspecific reference
ragacan ods for preparin re ral »

s redon Povpb - Mhpan Geh By oloBoaA Readgne Risse. New York, N

19?@;’? . ?@gt éeg fh@%orﬂéﬁts of%\m%h ] lﬁcoﬂ)%?e‘fe"d' HeRsh By tefdRnge. det ai |

Bdg on's Pharmaceut’i cal Sci ence,
15Tle efidctive ndesedemeﬂ the nm@steredrp@m@unme ayrartiodlar suhieetari depend

upq'nﬂag\gqngtg og agl%rs lécltioﬁ{gte fh%'?@%s uﬂrﬁ)\épbel i u@”&?\ﬂ%é LgL ST tumour;

theadalivity bicthe carhpound employedpthe icompasitisu ehployednthe sage,tbody weight, general

heqﬁtﬁé%gtar?cp di esig}r@sﬁa ?e:% ﬂgééﬁ%e@w%’%ﬁ& glge[ biﬁglto Gcﬁwjgistration' the rate of

sed%:@étia%@%ﬁ c&ﬁﬁdu‘ﬂé@ ' M@Sdu@d‘tlom fwftﬁb’mrleétmém afrigs! Sse‘dumhccmﬂalnatlon or
|'i caceous ot her |n%red| ent's such

coRaolo) WP et (st UGG e eorp Bl 1oBdr magjene
aI fe Qﬁlleﬁqm%'aﬂt\ﬁ&ﬁplﬁ fhid ?r&u@ﬁé‘é&ﬁnhér@ﬁ%ﬁ “ES%etermlne an effective,

POSONES ar.e genera i ved i ds or
noretokie doéag@WUmfswblﬁd be mglredatﬁ ﬂearaeplmhlmdmgnsﬁrﬁhese Wit most often be

h ted liquid crystals that are
detamgrﬁgroggg%e %?S%g{? ous medi um Any non-toxic,
th§ﬂb(|@h@@E¥tbfﬁ§ théipr@mt tdntiora the tmetkc)iatml bes:meﬁd eat ih theicdmposition in a
e of formin posones n used., .The iy
conBRgRe ¢ IES! Ront b o R PR ARy el Crrarmesicp may be
froﬂﬁfa%&ﬁﬁ MWtd MRS 509N, idirebb® 081 hM tB@bbutK e nvTHiém Bbst 105 8 to about

are the Fﬂhosphol i pids and the phosphatl dyl
5n&/h©|lff0ﬁb@0@tloe1:nm eyt 1 Wbt h natural and syntheti c.

W&H?do%ninﬂldfafménc% bQﬂ%”@o?npr%g@er e 'ﬂ?es%ﬁ‘te martﬁe» cAfsbstibh in a

specific ce i's nmade ;
coreertertiart of, at fRdhst abiobt chemsum n T concaititionyyf, tha/benmedazple/ carbamate in

A d P 7

e REPEUT aky 52 Jpmaip w08 M o IS ronBabaigo L A% about 1
fromgab@nenqm (gBheu(@f i iem dAEO.1 g 2061028

adni ni st ere ound for an subj ect

e Eeralp g ST c R ooRSy obf URRHBTC0! FEIH Clrelerysrpected
be‘mcthé Hi'ﬁ?é‘bf éb%ht%ﬁfgqghﬁ‘(ﬂlt tﬂéﬁkfﬁ@i@@e@ht ééﬁ% hbk!‘r@lﬂypacally, about

ivity of the cor oun g@“ nPOSItI
0, 1@1@;50 elg;celtj%()me)ea@bodu sy ’g“thUngé B1mg doxpton, T00mg per kg body
At t I
oo A0, WA e Shod 0 08, bl ot Rl o oo
1.0vfg to elmmbﬂﬂ@am pet keebadiy meighioer 24 hauree Mare fypisallyt an effediye dose range is
expec%g fo be in %e range o!f gbouf) gmg to about 50mg per kg body weight per 24 hours.
Alternatively, an effective dosage may be up to about 5000mg/m2. Generally, an effective

dosage is expected to be in the range of about 10 to about 5000mg/m2, typically about 10 to about
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coincidental with the treatnent, together wth other
related factors well known in nmedicine. One skilled in

wo bweaetssswoul d be abl e, by routine experi ment abCDAP2106/001839
determ ne an effective, non-ffoxi c dosage whi ch woul d
be required to treat applicable conditi These

25Q96‘§fm20ﬁb%|h 2pdo geaub ZARGHIMD rRbeut SAdte 5199“0@9@“91@& @OUtVF%pr to about
10(@%3&%@[@% fbfnglﬁl%oé}h gent invention, the taxoid may

esen conposition in a concentration of at
I eEsrtheabtomH bd ppparenhéo crenafexidinay sidhindhe e &at ﬁb@cﬁpdmﬁlrﬂuanmy and

o B 58T b2 RIRABPH: o4l 8 R0 R0 o

treégéd %t@cfbh’gl E)ultd\énd@it% bf sumisdiation, @ndétha Mattjrg cﬂlﬂmnartﬂ:ulammm\]‘ ﬂal being
enzj m dazol e car te c un e present .in the
treterfhes: $UCR APMYMLCoR ga E@E%@{m@pggfcqng aif‘?&@ﬂ'q%soos
Vi wT%o%%Sé}éﬁth bridhof @fdufaryeskm qRé Bt ﬂﬂ?tﬁb @ptﬁ@ﬂ BEUIRL ¢t treatment,
in the conposition may from about 0.005 nM to about

SUQhCﬁSnﬂw S ofdheoqommw qireB per dey iy a defiear nugbat of days, can
be% %g% &G@E%}rjgﬁllﬁd??n i 5 SI éqt il ﬁéﬂéﬁ c&:ré'e Wéaﬁneﬂpeé’térmmatlon

an e osage of

testsonposi ti on for adn1n|strat|on to a patient |s
expected to be in the range of about 0.0lng to about
150ng per kg body wei ght per 24 hours; typically,

ﬁbcﬂdé pfbs%nm}vémoﬁhﬂluzwovlbéﬁw'ttrpig%dca)ddod)glr(eaw*; gigtall rlwrrefévénce to the
ours ou 0 0
gD Sbpclo@iRpea IR DoaRgolns CaBRTed S0y par nifasfitgeope of e

mvgqbght per 24 hours; or about 1.0Org to about 100nmg per
g body wei ght per 24 hours. Mirre typically, an

effectlve dose range is expappRe to be in the range of
about 5ng to about 50ng per kg body wei ght per 24

g,ggg{ e %g‘%ﬁéi@ﬁg&’ ﬁgnda%\fe %&ﬁﬁﬁs‘tn‘aﬁﬁ AR dﬁﬁaﬁ@ar&iﬁoﬁ‘né’cells

nera , an e ecti ve Osgge i's
ex ;Hsmaedvanen lsarcinema kel lines d&/CAR-HISKQV-3L d ADand HAGPTX22 were used.

mg@g a%eﬂ%ﬁajﬁ Séﬁﬁ]gﬁ’ ﬂé’n # A n@&%@g %g@]g%{:&%ction (ATCC) and

malrﬁéhﬁbdwhr@Mla’mdlwtn & Mc@o@bbmtedlwﬁ(ﬁéhpgdtm@y aordingdoATES irtstuctions.
ST M M T N YA

a p%aﬁaxéﬁéﬁété}@ s@fcloh& e Mo, ISSI%@gﬁén Mﬂll/lﬂuab@ioﬁb?lh %fsmglé%dep selection
the nature and extent of the condition

bytem@amdM eqle tr DRgim! pasiitexs! aﬁ'aﬁ PseaCRtf O 'ﬁfﬁ@Pﬁfal! iadigp antagonist
G@ﬁ@a&%@g e‘i‘%,;’igﬁ )0lcel Hﬁer@%éﬁtéﬁ#ﬂédﬂglﬁm In 'pgélr?éxelbé?ld B9g/ml verapamil

opti mum con ns can
conihauwslyi ned by conventl onal techniques. It w II al so be

DR alip 2 ARt o o 1 R of Bence
padm@I?or their tdrsbiretiop@siumbartelcystoxidigin vilay f or a def | ned
@e& Wgrfg gg&és?%mﬁfg%aﬁgglep{{%% Q@ﬁjrs?b X}f fr@é counted and plated
in %Iv@ﬂ Bidit | Optih&Siceding densities for each cell line were determined to ensure
exponential growth during a 5 -day assay. Seeding densities were 5000, 1000, 400 and 3500 cells
per well for OVCAR-3, SKOV-3, 1A9 and 1A9PTX22 cells, respectively. Cells plated in 96-well
tissue culture plates were treated with 100 i cell culture medium containing various concentrations ‘
of albendazole, paclitaxel or a combination of the two. Both albendazole and paclitaxel were
originally made up in absolute ethanol and subsequently diluted with cell culture medium to give the
desired drug concentrations with a final ethanol concentration of 1%. Treatment media were
replaced on alternate days. At the end of the treatment period (5 days), wells were assayed for
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The present invention will now be further described in
greater detail by reference to the follow ng specific

We@@ai608s3 whi ch shoul d not be construed as i NPEIYXUE@Y/001839
I [ m ting the scope of the ingention. Exanples Exanpl e

acl i t axel _and. _al bendazol e adm ni stratl n to
Cellwamptsﬁ coRleRt nBRESRECRISY MapRewas reaerdingrie %Wﬁtheiﬂﬁscnbed by

Skeb)\/ﬂ‘@lsa/g‘(%bj %dK O%!ﬁggis%t aﬂfﬁiQ?n%tﬂrﬁﬁP }rgﬁg@fﬁé’éﬁ&% UgRbulture medium

I's METG bt al n fromt

wasAaspiratechprioTygiixatiowl af dfreecetto by émaddmon( grieeyl e cmutrwhlam@eﬂc acid.

BTl RSB, AR AT KB GRRERE i) g gy v

staihedwith 200gu1i0a4% SRAB dissalved it dPA adelmecld MbB@a{tSﬁmﬁmbt\d eubsequently

/.. 1997) .. 1A9PTX22 Lstant

wasDih luE RS it 8 epie gt to SefE bS5t iU ere et o

room rrenazpe$atms |a@dt wuﬁclpprﬁﬁln%@n \9db é@mbmq\ﬁth ngo gm nwhh-ﬁuﬁemﬁns base
| T axe verapam

[trns@yﬁgwmmya@mwp@eth@r@ DioieeaRIg B O%tlﬁal dirgigw OD) @£ 10 Mher e
Mk flegh e fbur kel e \ngd Wtﬁ‘s shi@ %\enﬁﬂ@t of eﬂa{ lfﬁb was initially tested by

verapanli cont i nuous odanlne

incubelingraetieswithi vericus swewta@onwé afber@amlmf;pacmﬁe(elém s.ofhe SRB assay

oSSR RS e, i R P 02,0, W

expaia émtm (a‘{/CARaasdlscané pmsaﬁecbm Riguyep $,i wiieratespmmse tovanibeddoses of

and | at es. timal sgeedi . .
abia RrEoelsf iR Brd ikBoness alkus e d asitan one or n
con®iREAERtH abengsolt (D.28 l;AdIVI présenteddFigare i@y . AsSeRdiers@en from Figure

densities were 5000, 00, 400 and 3500 cells

1B.1ibg additonrf §.25 gmyoegldaz_p}ggtogpﬁquc};\@ Roniaipiag n§ubatlgn medlurlnlled toa
con{rﬁ‘e?é’ﬁé?ttdﬂ{&lé)}’ olifcfeRbd.S Plated in 96-well tissue culture

, treated with 100 nl cell culture nedium o
c oBiKQ@YRically (Figure 34 end 3B)oespondedi to albensiozald, padiithelor the combination in

o LRS!l RO R, 8 Ot Bl s, o
pot@’mlsi@ti wpen @iih@batlton auithl aBauinﬁeoieLe melayndedt dfuhesd CBHSth’[hCDE(HhM paclltaxel
oo b o 9 b 31 D 4 AR5 Db e

redﬁfﬁl@h a Uik @o- rlﬁ@:bét@ﬁdmmrpa@lhtmr (uamM?J AN albédatdie (BZBLMS there was
he treat nent )erl o wer e assayed

69. 4%&@3&%1@6" progeratian ( e%ﬁ@%@m%afﬁ@towlt%lsa@e
pe’fﬁl? ﬂ‘?ﬁg@g@f \ﬂ%ﬂqtga%gr}t%lgé S}ﬁ‘ﬁ%\@ gﬂls ‘%ﬁ@g% 9f%e@the§m9\ﬁhth a low
albendeidié cancerdation of 10l leaiQmee(anwduaAI)thm it 0daMppaciiaxel alone

iy 0 1T fhonl 27 B g ospp R bl befin il s i e wo
drug®4gt these kbreentati @sWS@&H?%Imhéntbn oiasolifération Yex0901) (Ribere 3C).

|
CrTicamantn 1A RE A heae Totta S 144 ﬁgu%@aawﬁ%n%@twns o
albémft%i revOKd thé BRR e@nélmt;t%r thesd behis ﬁ?é\é’enﬂ@zo!eecﬁméfrfé hand (Figure 4A)

unbound stain. The plates were |e to
and confirmed the resistant nature of the cells to paclltaxel on the other (Flgure 4B). From these
results it can be seen that, compared to the parent line (1A9), the paclitaxel resistant sub-line
1A9PTX22 is even more sensitive to albendazole. The addition of a low concentration (0.1 uM) of
albendazole to medium containing various concentrations of paclitaxel had a dramatic effect on cell
proliferation (Figure 4C). Whereas cell profiferation was not affected by the addition of 1.0 nM or
5.0 nM paclitaxél alone, at the same paclitaxel concentrations, co-incubation with albendazole (0.1

uM) led to 79.1% inhibition of cell proliferation at 1.0 nM paclitaxel and 99.1% inhibition of cell
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room tenperature and bound protein stain was
solubilized with 100 mM 10 mM Wun-buffered Tris base

wWQ 2e06m¢dsy3ir oxynet hyl ) am nonet hane)] bef ore reedi/Ay2a05001839
optical density (OD) at 57019m For each of the four

prolfaraon 8 G Rackey TreRuTasiyAberoatia 9nS L1 P41 A GrSa% hibfory
effeFPJn pgé,,%rg(faﬂgﬁﬂésregglgpns of al bendazol e or paclitaxel
e

assay was perforned at the end of

the treat Ffé?ﬁnqlé’f'&?gs fgeaséﬁw&ﬂae@afaﬁs.gtmanm to

drug trea s are presented
i nTa;@gslrsaacrias pmtaml raes renaiass tob amtimitoiudrugsatbai darggt tubulin, A further

oo RS Sk S MREA AR AR A0 A5 SOPARE e

vinbhstife aﬂmdomﬂamé eTlﬁd)Vlﬂé'a m‘erondﬁnilarf@re iith ectellnatitygiorpeopkBy form the
e seen from Fi addi t i on_of

AS C; 1B, .t
mlt%twﬁﬁgls?as pEsverding fhe ng .w'&sagrzat&%rﬁ FGIPHRpIgs nm&@v%wﬁ%m& in
the%gﬂm_ém bﬁ@uﬂeﬁu@lmﬁaha%t SmARddl 1@y GRtdr, afdoéthéreﬁaﬂqgnaneies A third

gure 2A and 2B). respon ded t
cIa@I bfeﬁl@tatzblllé drp@clemrwkl%qd by Ctblﬁl@f:le%n*buqszmpr@ﬁ @fna structurally diverse

coll J%tlgb ofgmélﬁﬁaé&gést %ﬁ%@at@@ %ngct 't@ 'ah)blh R Bfmef dite e on tubulin

eration axe oun potenti ate
knowp @s theaolchicindsitsi amh preverhtha Inbrm‘att:xMeezat@m efamcrehbulesf

e SeEbLatt b T, RRSsb el Bl Mt G et

resBlaRE 06lR 1R dABPTNIE displags 4r8:|ré’as% rsenkitivity ¢ .theUpotipratiferative effects of
pac) i t axe

alb%rgi%g@?g tp,elp\p;;)pna{e\ﬁelp &q,p@ghtq;(gl sedsitiv d@@“ @}'\;A IA% 3’8|lqve§|gate%he properties of
1A9?5T9422f<?eﬂ§tfur%r QHKQWQ\%S GRRBRaRd he I&M'dftséﬂéﬁlwt)ﬂ'opfﬂ%)se cells to

his inhibitory effect was nore intense in 1A9 cel
rep(else@ames aftwo alherrciasses ehanimietiodrugs, r@melyvvlnﬁn%@@]wz@lcescme

COTRE B PR T SLANS B N0 S TYEN ol
cultaredmadiur %ontaining ivarioos corespistionsvef| wncrlsﬂoe ian¢ atdettidinenfonf2 hours and |
SRS buled B S SRS RS Wrtne o

coléHidirUgre %ﬁ@mall&l’rnfaaé 0B M absblubAARR¥Rahd Subsegaéntly duwéd w:th cell culture
resi stant sub-line of 1A ncen n

medfimipsBitcias GPaiey S7.6H0BGENTHENS YA 4 10eh QTTEy PIGHTE I o, The
resgﬁ;én%rlé rllhjgt dﬁétﬁﬁ A ) Eﬁd‘QB Qdﬁlcﬁk‘h@ 4?4\)3 d@Q\@e of sensitivity of

e reS|stant nature of he cel
1AQRIO{22 tcalisdd beth vintristingtand colgtrgingLis élng)anﬂyFredwed w@ejlecompared fo that of

t ' b t
o] B A 00, "D oA B PP ! BaPA v
coricenteatiems ofdmd! aneabove |andafot mlcmicbemdt(ﬁ)mmand'ﬁbevea(dfﬂ @01pn of

a low concentration (0.1 nV of al bendazole to nmedi um
cont ai ni ng vari oEmmleﬁ‘,@mhmasmonSfoofreqimhi taxel had a

E I I E MG LT -
pre@é?%tcbmﬁos‘i#onslarg oltMeabelowO Tﬁé/foﬂ@vﬁlhg draxehe @hsthed a@metewﬁﬂlustratlve
same paclitaxel concentra ns, co-incubation wth

exainples i sormpasitions, and pajes ladiitatign phtha sgope af the pressat ipyentios ip any way.
i bi 1 on Exiak sy EAHRGREn b eRm @afedithistition, | o
Tr datorepusition fdn patebierati injastien adulth e grepared toridontaid G0%EGto 5 g of
albeﬂélazgl' LR 0.05 mg to 5 g of paclitaxel in 10 mis to 2 fitres of 0.1-10%
carboxymethylcellulose.
Similarly, a composition for intravenous infusion may comprise 250 mi of sterile Ringer's
solution, and 0.05 mg to 5 g of albendazole and 0.05 mg to 5 g of paclitaxel.
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effect on proliferation of these cells. Exanple 2-

Cross resistance in paclitaxel resistant cell |ine
waanoeless3 such as paclitaxel, are one class of PCT/AU2005/001839

antimtotic drugs that targeg tubulin. A further

wel | -characterized class of tubpuli i nding drugs are
the Vinca alfikampie(B)- EQwrpsition f@ﬂ°@E CBT“H@F’T“ M ne,

vi A‘%ﬁg&situeﬁ o?%dsu}{étnfpgénpgﬁﬁe g€\ BgRuR! rh@l Bd %Pared by filling a

inter to properly form
starrdatdduvo«ples@hard lgelatin/capeide witlt 5(}0gng plalpapdaggle, in powdered form, 500 mg of

0 ortance
pacffhe B b6 BLiiEet 5 b FLEk AR L0 o RKectEY Sender” 21
| ung cancer, and ot her A third class of
anti-tubulin drugs, exeﬁ%‘%d ??@%é:%y colchicine, is
Giaﬁmousledsaﬂ(eta Dstr KardguY 2] Zhadj Z eBuders,cloT | Em;d) |Tqrand>Poruchynsky, M.

E,"ﬁ'g' li’%:? tgxqi [l;s!(ﬁ%:,q Ear%a@ac{ygna[nfﬁgﬁqt:q? %el%(ﬁh nf h%ta l?u Ulind that exhibit

col ﬁﬁbﬁédﬂﬁeeﬁﬂa&&dﬁ%ﬂ dolyRegtion. Bumer oralblo/g&ar Ohen&aY, lzm 17118-
of m crotubul es descri bed above in anpl e 1,

pr e$d@b, 19%ent ors have shown that the paclitaxel
S l r logy, 121,
Horéo@h\ésl%ltl?ew?z%@t% Atng/eo é%ﬁﬂgf ﬁg?er a %@dé%e%t?@cr%@% gsd Parasitology,
al b&idfazol e conpared to the paclitaxel sensitive

r e,. 1A To_.investi 1y | of
LaB R bR pen it B E Th R BRI 180 O e
Lade?VEi" and@fGis e . tBiochénistof oft lepzimidardlé sesistances piotss Eopied, i56e845-262,
&vg) ot her classes of antimtotic drugs, nanely
vi né¥4st i ne and col chicine. 1A9 and 1A9PTX22 celis

Mamn%ﬁeﬁ 'Méngg@méﬁi bf tokieisteadsbtibttd QiitR!tRé @EmivBtr&tioh I adx@res, Expert
|l culture nmedium containing various

con@emoﬁaﬂDm@sSafﬁfy,\& Hd#&t200% and col chicine for 72

e S PR IR SR AR st (R R el SRR Reoterapy,

col 8hi56i76@ 2082.e originally nmade up in absol ute ethanol

S RCE BT Sl £ o i
P Ikhg g b% é}é ?g W@h‘? lgA ﬁ@%&r@ﬁ% HBQ émn'iz%tlon of the
et hauethogamiae Bt dotdrivetiic @bsal Ydoultet of BremirolgieseMethods, 208: 151-158,

illustrated in Figures 5A (vincristine) and 5B
(col1%97| cine). The degree of sensitivity of 1A9PTX22

skt B, Lo G%fxékaNdLP er 'P%chl%sl@yn ., Gl Hajos Anﬁjhbu% from Pachtaxel -resistant

sighificantly reduded when conpared to
par eells a8 @lprobeifernoshantinioietutyes adeals. @@@ers@fé@ﬁ@@e@py & Pharmacology,

1A9Pa'>%$ 25§1 arent for vincristine at concentrations
é and a ove and for colchicine at 100 nM and
Skeﬂao\Ra Stpreny, @Dlscudlﬁnampn/lmks -A. Qdetfeben,tdi, Ofisticd, Or, WarreatJnEnBokesch,

i nvg‘nﬁf E?ﬁeayg ﬁg\ﬁvﬁ%t&g}@g\? é? E\Fet %)Eog'ﬁ\eﬁi]é cﬁtﬁ@%@w@gg%’ bp Sinticancer-drug
conperséringo sy 6 thaNatong Gatvel witutd,62: f10V1018, ngeoare to

G Re ko s el Dl RO Bleoiacity and
thetﬂcﬁf?@ﬁzlu?léh‘(es'ﬂ}d'ie@& eraf&nx dgﬂM Ryeh8R4RneeAoumal of Cancer &

Conposi ar e m ni stration
Chemotherapy), 25: 605 615, 1998,
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A conposition for parenteral injection could be
prepared to contain 0.05 ng to 5 g of al bendazol e and
wW@2@6/060353 0 5 g of paclitaxel in 10 ms to 2 |PCT/ap205001839
0. 1-10% car boxynet hyl cellulgge. Simlarly, a
conp03|t|on for intravenous infusion may conprise 250
Claimsf sterile Ringer's solution, and 0.05 ng to 5 g of
1, al b?'bﬁ%@@@'f&tl@é‘ﬁea@n%o@t uﬁm% s%ed.qatﬁé He%@'corﬁﬁ?%ﬁ@'a&mmlstenng

np05|t|on r oral ad nlnlstratlon
to fb@ syhiest an effectife amatnt of-gh leasizaperigxoldrand e erﬁgetwe @mount of at least one

oo R EodBind e AR A%l ¢’ wifh 500 My of

al bendazol e, in powdered .form 5 ng of paclitaxel,
100 ng of lactose, 35 ng of talc land 10;Qy of
magnesi um st earate. Ref ces na u, P.,
Sackett, D. L., Kang, Y. K . T.
Fojo, T., and P@g M| S. Pacl|li t axel - r esi st ant
human ovari an cancer bet a-t ubul i ns
that exhibit inpaired axel -driven

pol ymeri zation. Journal of Bjological Chemstry, 272:

éf7 1i{ﬁ@rﬁléﬁ%ﬁ?qqleét%gf?qo[nggzsiugsglmds%p@ st%ﬂezz(ﬁ | ﬁgg{g oF gr\elllnc?\V\cl;hain alkyl,

alkE@L aa‘ﬁéeﬁﬁél yogcléa@ié({ C%QQQkyIdH@F%WoaﬁeréwQ% 4!, Q?Fa!kgn -3%;, -SORs, -

rasitol 115
SOIzl%a,:@)(EN E(CH:MBR@ L(0)-Rns on+:0Rai, 6&%1& SNCszNBfaaCOORmb, isothiocyanato, or

—C@e\@%'ré"‘k%?ci a?ef/?écﬁ}am gpr% N g?lgc{tégpfr&ﬁ‘ H, Bibstitftar gpansgbstltuted

ti'es assoc
straigHt for btaeciadhralm aikylr alkengh atkenyladkyb mpcoalkipx peoldalk@alkylj oyeloakenylalkyl,

20 141- 146, 200 khail. T..M .and
ary%&%@aé g"tl\‘)lyB BE/NGeP Ekcé"ﬁ)’ Sﬁ?egfga EQPN%c Eg‘#@l’bgy S%&S‘Q?‘I{J‘S 110 4:
gm Rb E@el@ﬁeﬂi’@ﬁ Ha@r%nmfumor ijr%ubsmﬁ@d%ﬁ@ . 2002.
apaZISIS hal os

A . Rajscelested ggmll-g subsstltuiqd owpqumniuéqq straight oﬂ;{@nch c?]am alk}ﬁ alkenyl,

f .
alk?r#nulﬁ htg@lé‘éﬂgrecy@oﬁll?%éwl 8%%\“&@%&@% aryi gg@ﬁﬁg |, % or 6 membered
heterocyocls rmgrtmmf(ei@atom(s ofiwhnch@mmbrztyd froum on%mrdncrr@ptp Saand/orN -SR1s,

O SR PASH Ao Ak, KT, i, iRl e e

de’ﬂmrie,fmly eélexmd frofiOH, %&rtlﬂ@cﬂor u]:ﬁ%htutéiﬂ;ehaght onranc?ot cchemra@(yl alkenyl,
alkgay) qlkaglncycyalw Cygg%'wi@wﬁ Scloakeny MRS br aiyiaig’ St' €2 D

or a metabolite, derivative or analogue thereof.

2. The method of claim 1 wherein the R+ substitution occurs in the 5 or 6 position.
3. The method of claim 1 or 2 wherein the benzimidazole carbamate compound is a
compound of Formula II:
H ‘
N\\W///NHCOORM
|N
R4

I
wherein R1 is selected from H, substituted or unsubstituted, straight or branch chain alkyl,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rg, -SCN, B'(CH2)nBRyg, -C(0)-R11 or —OR1z2, COOR13, -NO2, NR132COOR13p, isothiocyanato,
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H, Kenney, S., and Boyd, M R New colorinetric
cytotoxicity assay for anticancer-drug screening.

wqQowsnelssdf the National Cancer Institute, 82:PAWAV2M5/001839
112, 1990. Yamazaki, S., Sekbne, |., and Saijo, N
[Paclltaxel (taxol): a review of jts anti

or N where\Rr de i @58 @@chyndeﬁef&enw selpcted tqe %sﬁu%g%a?fi prounsubstituted,

stre@ﬁg %}(P'ﬁer ole n’[ é%aﬁlgeggl éméﬂyﬁﬂgl ‘é&clo@&ﬁc §3Fc|654kylalkyl cycloalkenylalkyl

aryf, onylatiyleB ande arednteperdentlytsalestad frqm OaSsS’ﬁB @é:‘tOz aﬂ%@ iSrﬂettD Rod
ngg P&gﬁ\ﬁﬁ@é;&t Sh&Lih c&%lirélsf‘ﬁ o BRIGE Enaft] Fi} ?%fﬁf&mﬁl" Sl#enylalky(

one and an e
cycﬁbfalkw cyblealwtalkgolneycbakmylaﬂ(yi gaygloearglakhanmat e conmpound of

t d f H
o Dhestiebed o icere eiime e 3 GhSiah T flupieSoadinale Yofffound i
acé&hﬂf&ﬁ&bf,lroﬁﬁd@myl al kyl, cycl oal kyl, cycl oal kyl al kyl ,
cycl oal kenyl al kyl , aryl aryl al kyI , -SR, -SORs, -

S2Rg, - SCN, B((CH2)nBR| 0, -C(O-Rn or: 2, COOR 3,
-NO®2, NRi 3aCOORi 3b, isothiocyanato,~/0r - where R7
to Ri 3b are each independently sel egted frgm H,

substituted or unsubstituted,, strai anch chain

'H

al kyl, al kenyl, al keny] al kyl ,5;cycl

y
cycl oal kyl al kyl , , aryI arylalkyl, B
and B are indepengd $ fron10 S, S(O or
S2 and nis 1 to ; R2 is selegted fromH or
substituted or ups kW ; Ris selected from
H, substituteg, gstituted, straight or branch
chai n al kyl, al kenyl, alkenymalkyl, cycl oal kyl ,

7 WS g ttacted e L spbgte Eor s it sl oBbitregpein ek
alkéa{yl Vﬂmeﬁ)hall@ﬁ éi@éll@ﬂ”%@loélwulﬂg r&g&l@lkeﬁ%ll%\l@fryloa @kglncﬂmr -SORs, -

SOeR:Ri@N ﬂ@ﬁ@@@% C(O)Retie-GR1s QQ@H@ NG é‘%&g‘éﬂb%b: isothiocyanato,
or L& El%q% %J'R’dsbsa‘?% %Q&heﬂgép'éﬁ nf ancﬁ%tﬂo‘iﬂjﬂeﬁf@ ftuted or unsubstituted,

unsu st itu hali

stragﬁtem)brancrabiheamglkyil klmn,yl @kenyteityk \chcloatkylc Icyx;inawlakylkyyc]oalkenylalkyl

ey B 30 & Beildpelobl HcRBYO 51X spfbr R AR! 64"

5. C| aiThe ﬂnembcﬁdif%hw orﬁd@ cBlmsSMb ﬂtwhététnl tinbepgimidagolé carbaneatécopipound is

posi tion. 1.or 2
SeIg TP opiBUR: SRS ¢ % el b ad%ﬁp%%x'g? melihdazole
flubeRbanelea n'ndlabem%l@' BxfBﬁbeh§az§l@| %@@éﬁdéz’o@n démbémiélet gkiBshdazole,

or unsubstituted straig branch chain a

parendargie, thl@ekdaaglp,aqngbend@zy@l @@pmole @pt@qnggqoleﬁng){q@endazole

cyc I&Bg%@%@w &whg an é&igér}ﬂnﬁdé%%% ceﬁna%%te co(@%;d is albendazole, or

an@fﬁﬂ@ﬂi@ denN@Zﬁorl&ﬁalogim(ﬂfmf 3b, isothi ocyanato or -

V\/ne R7 .t 3b ar ach end
Theeref baverem sBhE T [f SBERE K e éﬁ%&%@?ﬂ%ﬂﬂ@ Caltbel, or a
me(’(idb@ht@ d@h\}aﬂ\}aoréhéi@mwther@f kenyl al kyl cycl oal kyl ,
cycl oal kyl al #(3/ cy ?I oal keny| 6}1
The method of any one of claims 1 to 7 w ereln the tumour is a liver, ovarian, colorectal,
lung, small cell lung, breast, prostate, pancreatic, renal, gastric, endometrial, oesophageal, head or
neck tumour, peritoneal carcinomatosis, leukaemia, lymphoma, sarcoma, or secondary metastases
thereof.
9. The method of any one of claims 1 to 8 wherein the tumour is insensitive to treatment with

one or more antimitotic drugs.
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aryl, arylaikyl, B and Blare independently sel ected
fromOLS, S(O or S2 and nis 1to 4, R21is H,

W@ awsn6usss ed or unsubstituted, straight or braPChATR®EN01839
al kyl, al kenyl al kenyl al kylas cycl oal kyI ,

cycl oaI kyl al kyI ycl oakenyl al kyl , or arylai kyl .
el 10 ey 5 o 56 9ne o Hofes SReie-crsLaTg: et rom 2
tax&@rbZVrmadﬁéBtdeaneé"c&a{Wo% conpound is a conpound of
. wherein is selected fromH,
11. sub§h¢ maﬂw@tﬁof@karmu%gru’l@gthefqn theitumetiia p deeidtisersitiye bmoghai n
12,8l Kyl lnﬁeyl'iﬁ r}ﬁ v % %hg% F\LW o 1 1 én‘r‘tie%"f}l ¥l taxoid and the tfe,nZImldazole |

‘cycl oa aryl, aryla
carbShdte congOms] are a@ﬁﬁlﬁiﬁred-sﬁ(ﬂltlaneBuﬂﬁHZ) nBRl o, C(O) Rn or

13. T SR § Gmiaoas oL P BBat 1 1R it By R UL B hpricazole

carbdrRdte EbmfouRGare bdrifisted smuﬁaﬂ ituted, straight or

b h ch | kyl | k | k | kvl
14. C{/?Pg%lm%}h%lglr]%%“}’ 08?/@?6'&?‘?%&13;@ jﬁ R’?ﬂe e'fgﬂ\ﬁ?/tax%é tla&}@ylp%m@ldazole
car at@are%ﬁmis@é?ﬁ?ﬁgﬁlﬁéliyy Se' ected fromQ S, S(O or

met hod of any one of
15. cI alAn’Beﬂlod for the Weatment of @ h@oueﬂz& bigetz BF @eded bermRrising administering
o 9 SUANDS, BcRELGSHER ORI DA LRI ARE)SE 108 o
16.f | ubemethad|fer, the rtneelmb’enﬂaztakcmj ingenkitveb tnar @l e, subject, the method
co%ﬁé@lgﬁ%géﬁy%@ﬁ/ f alg;gtgﬁ?g: |tr@ @E@F ﬁad(glz Bhde an effective amount of
a|bg|ﬁd'aQ@@dazol e, etl bendazol e and fenbendazole. 6 . The
of cla ein the benzim dazol e carba

hod
17. conﬂ beiAgthod oml@r@ﬁ@a@sre@ the paciitaxgl dsrinistered dean %&Urlvaeffectlve to
reQlhANRbGHBmRRfROIone./ . The method of any one of
erein the taxoid is paclitaxei,
18.doc dt @hemacaiticah cortpadiiioni cemprisingi etatdaste obe taxeld cydeat least one

selgt N ERk eftamel ASRIOORA™ 0U2 o' col or cctal |

lung, small cell lung, breast, prostate, pancreatlc
renal, gastric, endonetrial, oeso hageaJR head or neck
tunour, peritoneal carcj
| ynphorma, sarcons, orI
The nethod of any_one—of clai
tunour is insensitivelto tre h one or nore
antimtotic drugs. 10. thod of claim9 wherein
the one or nore antimtotic grugs are selected froma
taxoi d, a Vinca alkaloid and a colchjcinoid, 1

The . .
ot WbBTEH RiF BRISHEg TOm FcoURpIEAed of MoK iER gy cg branch chain alky,
0 n 0 . .
alk%f%ﬁ'%n}lr@ﬁq’ %kéim@ %Ig@éﬁlf arllkyilﬁcgcla_egf(égp%hgg%yl,t Erg%ﬁ{)’l, Q‘ﬂ.%, SORs,
SQzBsn 7Z3GN, B4ZI0d)BRoa1OfaRB er -<Fim AR 1@ MOz NRissfi RRpteigothiocyanato, or
N \Wéré @%) Ll!&a!byare each independently selected from H, substituted or unsubstituted,

straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl,

y rreta ases thereof 9.
1 toff8 wherein the

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

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

Rs is selected from H, substituted or unsubstituted, straight or branbh chain alkyi, alkenyl,
alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenyialkyl, 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, -SR1s,
-OR15, -SOR1g, -SO2R17, -SCN, -C(O)-R1s, -OR19, NR20COOR21, where Ris to Ray are each
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13. The nmethod of any one of clains 1 to 12 wherein

the taxoid and the benzi m dazol e carbanmate conpound
wae®@emdstni st ered sequentially. 14. The met hodPGf/AEZNP5/001839

one of clains 1 to 13 whereibp the taxoid and the

SR A e AR Tt v
j ng to the
kG kT ShoioBBF oESIIEIABENENIACEN Bt SYERITO 10
ef f@amezéooaﬁeodmwatm oranaiewa&ajecé 16. A method for the
I t
9. heﬂ]t‘?en@ﬁ% ﬁon%f I&IIQ@IOIQgmg@@ﬁ@bﬁnﬁkéu}ﬁﬁltlhﬂm&ﬁrs lr?théls%l"@{)&%n
20.t heTrmtunmslthmamﬂclatrmx&br thaheaein éfeftmmndeszﬂmaﬁé compound is a
zol ? 17. The nethod of claim 16 wherein the

CO”}?&EW&@EQ@?”%‘% admi nistered in an anount ineffective to
treat the tunmour if adm ni sterq_g al one. 18. A
pharmaceutical conposition congising Rtcberst one
taxoid and at | east or 'dﬁﬁ]zé car bamat e |
wherein R is sel ectd fro H, subgtituted or
unsubstituted, straight or Ppranch ghain al kyl,
al kenyl , al kenyl al ky kytNcycl oal kyl al kyl ,
cycl oal kenyl al kyry7 aryl>~aryl al kyI -SR, -SCRs, -

SOZR9 -SCN B' (CH2) nBRi 0, - (1O - Rnor -CRl 2, COORi
L0
BT R e s AN ORE e, 8o L HAfEh Shain aky
alk&wh}bfatkbﬁwmi@ﬁ @Elodliys Ld?déalliylatk?ld cy@ialkamwﬂtyl caryl barglalkyh, SRaj 180Rs, -
enyl al kg_ny al % alg§ R ihi t

SOzR;adS&N Wpﬁz 10, “elPEREA K ay £33 NR1zQPR1ey {Fothiogyanato,

or a@wﬁergﬁ%%'m%eé?@ @%Wﬁde}ﬁe&%htﬁ@e@éteﬁrf@m Fp s@sttt@é@r @substituted,

nis I's selected from

straighb ot branehe dhair a\hﬁsajkﬁr,wh elienyialial, leygloalky, |cxclcz@k«vléﬂsxle@'Cbalb%ylalkyl

arylH%rg%W [% Eﬁcf‘é ea?q |E5elgé'ﬁb%Ht§/%EfeEtH ?ru Erg’(bngISCf% {% aah 4;

cthqall-k)shbﬁtlmdd orwmlbetalhtkcb rsyblg}hthlbramln yhain alkx),l akdnyll, alkenylalkyl,

- qr 6- re eterqcyclic ri t he het eroaton(s
cycﬁ)@lk%ﬁyglﬂalgﬁa;}r%lg @@P%‘Mlaﬁ(}at%ﬁ(%@y‘a‘w?mre of O S angg oz
21. N T @é?boréréosm@ﬁ'oﬁ any SHeR3GolaimSPRRY 20 whek the Behdimidbzol carbamate

where R15 to R2i are

Cm@&@ﬁ#ﬁ@éﬁ@ﬁ@éﬁpf@“@@ﬁgkted fromH, substituted or

unsubstituted, straight or branch chain_al kyl,

al kenyl , alkenylalkyl, cycl oal kyl, c 3 kyIaIkyI,

cycl oal kenyl al kyl, aryl or arylal kylff or ajpnmetabolite,

derivative or anal ogue thereof. 19. |[The composition of

claim 18 wherein the R substitutio inthe 5

of claim18 or 19

e conmpound is a

or 6 position. 20. T
wherein the benzi np6

R

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

alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SR7, -SORs, -
SO2Rg, -SCN, B'(CH2)nBR1o, -C(O)-R11 or —OR12, COOR13, -NO2, NR132.COORap, isothiocyanato,
or -CN where R7 to Riap are each independently selected from H, substituted or unsubstituted,
straight or branch chain alkyl, alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenyialkyl,
aryl, arylalkyl, B and B' are independently selected from O, S, §(0) or SOzand nis 1o 4.
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conmpound of Forrmula Il: wherein R is selected fromH,
substituted or unsubstituted, straight or branch chain

wa@bkdogheosad kenyl , al kenyl al kyl, cycl oal kyl, PCT/AU2005/001839
cycl oal kyl al kyl, cycl oal kenyfal kyl, aryl, arylal kyl,

22.. ?]gTheZéO%f-BOfs%e %%%N%M@ﬂere@o@ﬁ.bs%@ﬂy@ Carbamate
con?b"ounocg @d Rrdhf tr? gF&lBe&%Qstln@d@fpﬁlB&%Eélé/ §lﬁérﬁl§£o%d sulphoxide,

stltute nsubstituted strai
mehandarole, dwaendaaol&ytnclabanrd@ogel ox@nh@ﬁl%okﬂ klyxabe@qaéwl@apa(@hendazole

ooGHEAED. SHLE i TP E b Yoo iaBe

fen@amted n is 1 to 4; R21 is H substituted or

23. griﬁ}éfc%g%sﬁ@hy@fafsl%‘g% %@éﬁﬁ{/l eﬁ%@'@?@%{ l@q%bgm&gl ?ompound is
albénigiorakenmbabdig, dervaive oDéna@PU@ byl . 2 1. The
conposi ti on of any one of c

20 wh t
24.penthensampesiien & aph amﬁa@f@'a@wﬁagg w%gre@ oo st %Epeaslﬁaxep docatavel,
or a7 rﬁ%tQBHh% éiénbatw%?ér%!ogu%erb&‘ sel ected fromH,

or unsubstituted, straight or branch chain
25.al kijkIpharaiakestigdl corapdsitierysoaipiising paslienebaridiejiendazole.

26. cyc!g Rk llth}w géﬁ%ﬁeagéﬁlfé}ﬁ%ah%_‘bﬁ%g&her %@%@‘nﬁn%e or more

phanﬁReutﬂ:all;@BEEbtaﬁfe carie®® adjiN@nts 3adl0El®.3b, i sot hi ocyanat o,

27, ol eRTPSRSR: ot U SGBE AL SISO (T2 GUDIOG: P cgpoRyp cabrsing a
leafiloRd &RoiE B &t Ie%isi@hle be@dinfigavle car@brh@c@ltbrﬁﬂ)dﬁ)’idj of f@rmlaqal kyI
cycl oal kyl al kyl, cl oal ke

yl
28.and T cameosntwaepfeﬁ Ehtd/ yw%w@cth%obw@m%@'e §arb@(n@5)9 69mpound Is
tion of any one of
alb%z@é‘%a@@egﬂbélte&% \Aﬁgg\éi r r?aﬁgﬁtgﬁ@t%f i y

enzi nm dazol e carbanat e
29.confbaicdmpasitior | of claid A7r @n2d waerginohe teeits isspachigxebfdocataxel, or a

ndazol.e, al ben sul phoxi de, nebendazol e,
me%@ﬁ%ﬂafyfh\fee‘lr a@?%’?%geﬁgazol e, oxfenbendazol e,
30.| ux dhe oetaEsltien ot‘:amVO@rred(awlrm 20%0 Pentlezinl the tumour is a liver, ovarian,
BEEREIRE e ) RSOSEEEL Sl SSEASEE I sy g

oesopRAasll ﬁéa‘érbr‘héckcthmblm p?eﬁtoﬁé@béfrmﬁorhit@s@m%dm@aﬁ@h@ma sarcoma or
car bamat e conpound | bendazol e, or a netabolite,

seqgadary metestasasinasenhl ogue thereof 24. The conposition of
31, any TR?%on)osﬁigﬁ'dFBani%Pé Qf Fimihgs gdb[?? bRBrelnd@! tmdi? is insensitive to

axe or a net ite, derivative or
treamamtmgthene brem@e fintinibtic dﬂugshar rmceut i cal conposition

R:g[}é Eflgfﬁglﬁﬁ)lad flé:h;n gL}g eéqam ﬁgﬁﬁge%gt@gm? E@S%%@ selected from a

tax@@f‘@)V/h@a Aicalohgnder colthitiee. phar maceut i cal |y acceptabl e
car k\ers d{)uva tS or

.27, A it f
53¢ e The EIRREHRN A BUAFGAMMPRINA P & RHEeensve tumSlr
34 COMAQRiripbSiHNGETRY ettt &ta taxoid-insensitive tumour in a subject, the composition
comprising paclitaxel and albendazole.

35. A method for the treatment of a tumour in a subject, the method comprising administering
to the subject an effective amount of a composition according to any one of claims 18 to 34.

36. Use of at least one taxoid and at least one benzimidazole carbamate compound of formula
| for the manufacture of a medicament for the treatment of a tumour in a subject.



| east one taxoid and at | east one benzi m dazol e

carbamat e conpound of fornmula I. 28. The conposition
w@Roosleaisas 27 wherein the benzi m dazol e car banmaP@Ir/AU2005/001839

conmpound i s al bendazol e, oroga netabolite, derivati ve

or anal oaue t her eof . The, conpos, t

29.
37.or Ageirdiwitie feaiment obp Bmodr Pt P@waf‘efe'agfzf‘afwén s ngonsitve to
| gt OstheniteRen ih Theeffectiv
oner TR Rkl W}“%n”éé‘“?’d%mﬁf@?‘é gumisigieelhe AbjcThealecti
ammmnflaﬂea%orae henzimidazale earbamete wapendof Wrmula ling, snal |
cell lung, breast, prostate, panteeatic, rena
gastric, endonetrial oesophageall, head or neck

m a,
ses thereof. 31.

tunour, peritoneal carcipgmatosifN, |eu
Iynphona sarcoma or co met
The conposition _of a y one of| clains|l[27 to 30 wherein
the tunmour is |ﬁ$en3|q|ve to|treatnemt with one or
nore antimtotic drugs 32// € coanS|t|on of claim3
1 wherein the one or nor anF|n1tot|c drugs are
selected froma taxoid, a Vinca alkaloid and a

col ghdrih Reis $3Bcted fremd) rpintiuted on umsﬁjbslllthd’rBtﬁalght or br&®h chain alkyl,

ARl I sHoga cudodlely niicloaBgigyl 'ahf, ariaRyL SR “SORs, -
SOER%XQCQ B{ﬁﬁ)"@l’ﬂo' LR) IR{F&”—D%PC@OR%WN@?NR1EakL©OR13b, lsoth|oc anato, or

OSI r-sing pac t axel bendazol e.

—CM\ \AﬂneltEthijf Brab ﬂreeeaqheta epenientf sedectedripai H rpubstibag @;rcltnsubstltufed
10 stra echﬂfegﬁﬂaﬂ&dcr%ﬂ]"awl,oél&gylggl%@@ﬁgleE ol loc;}é'lb%lkﬂ%ll ,:%Iogfri]benylalkyl,

I"Vé' amoun
arybﬁrylelkyi,l Brand1® ateondiapendféﬁtly selsetedffora, S é‘d@l orcﬂQa andr ési 1do And

east zim d e carb compound of
f or hﬁ'ﬁ ael?cgefcgfpngﬂ or tmtﬁ%épwnéu%ﬁt drﬂl.\%lt canment for the
t r eRS ‘RBkcted fr@nwmtltuteﬂ oRursulktiged, Sbighomiranohehdivelkyl, alkenyl,

he treatment of a tunpur in a subject, r
alkwmmr cyaloalkys veipakNakh ocvaa%keav'alﬁﬁr é"YLn%'W] ke &t |°éhb membered
15 het%@@ﬁbrm tﬁ%rg%rectl ?cﬁbr@%el@&éﬂ f%ﬁbﬁg drivebrd & &, Beand/or N, -SRys,

ect an nmount of at |east one
-OFhaniSiOrﬁimdaSGtRy cSGNarﬁz(O)thaor@%mnNRm@Of)BzmﬁNharel RisvicRaeiafe each

ind epg%éigél%:féd%%n{ 0y Oﬂ%utﬁ?}d“@ﬁhéuﬁ%ﬁ@% gﬁ?w %g{i’réédrﬁ\;c{ﬂéﬁ %{l/(}ll,’ alkenyl,

branch ¢
alk@wtalkgdaat)fslpblkyl,ccycibaﬂqlalkyll aﬁckalkenyla&(yjjavyilokamlylkyil kyl, aryl,

ar yI@)aI k t F(’?Ft SR! 75’8,“\’ i @gueﬁ%g% NRISCIgla B ('Clg_,%) nBRi o,
20 38' SOtk REMENGHcRim 87 wherdh e & eubiSTtufion ockuBdinaliess @rfmiibsntlon
[ nde&gndent ly selected fromH, substituted

39.uns ik Methed e claie 134 GJhid whergjp éh?cheﬂ?wa(i’a@olmq&mamafe compound is 2
I nyl al kyl, cycl oal kyl, cycl oal kyl al kyl ,
CO@H& dgégIFl%n '#gl kyl , aryl aryl al kyI , Band B are
independently sel ect ed from O ¥ S(O or S and nis

1to 4, R2 is selected om H, Wﬁ%NHCM1 or

unsubstituted al kyl ;
N

R4
25 ) Il

wherein R1 is selected from H, substituted or unsubstituted, straight or branch chain alky,
alkenyl, alkenylalkyl, cycloalkyl, cycloalkylalkyl, cycloalkenylalkyl, aryl, arylalkyl, -SRy7, -SORs, -
SOaRs, -SCN, B'(CH2)nBR1g, -C(0)-R11 or —~ORs2, COOR13, -NO2, NR13,COOR1ap, isothiocyanato,
or -CN where Ry to Ria, are each independently selected from H, substituted or unsubstituted,
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R3 is selected fromH, substituted or unsubstituted,

strai ght or branch chain al kyl, al kenyl, alkenyl al kyl,
weywboelsky | , cycl oal kyl al kyl , cycl oal kenyl al kyPCT/AD$105/001839

arylalkyl 5- or 6- nenberedzheterocyclic ring the

St @r‘)@gf&ﬁ(@a’ﬂ Aot B S ikepnll elopdivt ol esgatenyalkyl
aryl%@lkyRB #hd B &RHe éN?@rQI%EEQeH froWP@ re s@iforsgz Eﬁ’dln B3R % 4;

eac |ndepen ently sel ected fromH, su stltute

unsiebdst ¢ subaliuteds o unsybtituéad, piraight r bragghrchainkafiy, alkg;yl alkenylalkyl,
| | oal kyl al kyl ,
ofBbERYlcoaB RN ALKy ShRady oy oal kyal ky

ar ’ar or arretabollte
40der i Nnat lme'thod)rof anﬁlcmguré ti4ims 3T to 3B whetein thet bendimidazole carbamate

e substitution occurs in the 5
cogrlp%@b ?nghndcgggmwlhet hod of claim 37 or 38
wherei n the benzi m dazol e carbamate co und is a
conmpound of Forrmula Il: wherein R is

ted fromH,
substituted or unsubstituted, straigfjt or b| anch chain

al kyl, al kenyl, al kenyl al kyl, cycl oal|lkyl,
cycl oal kyl al kyl , cycloalkenyIHIkyI

-SR, -SOR 8, - SR2RIAXASCN, B

or -OR12, COCR13,

i sot hi ocyanat o, or
i ndependent |y selec ";... pstituted or
unsubsti tut ed, strai gt branch chai n al kyl, al kenyl,

al kenyl al kyl , d&cloalkyl cyﬁfoalkylalkyl
cycloalkenylalkyl aryl, arylalkyl, B and B are

i ndeghereieRt is )%elscetedaimrebﬂ Substrtutéhj oﬁ;ns&t(s@)ﬂedrstﬁ@ﬂt @ritanoh chaln alkyl,

b d
i Sp iy bR RS ST Soat RS, o5 B 85 -SOR,
S@xRs,|-se] kw(CHj)émT cra)ymlokyd)m C@@@Ré%' nrﬁ%a}ooomgbyubotmacyanato

aryl al k he met hod clal ns
ﬁﬁm% Rnta Ree Br@r%cw@awﬂ@w é@lsﬁ%fr@ﬂ&bﬁgbﬁywd. & ugsubstituted,
st@@mp&%%cﬁfchgﬁfa”ﬂyl 3“91‘%':'?{') all%ﬁélﬁyl ncyEibalky‘? ﬁ;@ibaﬁﬂf@ éfcgﬁé‘alkenwalkw

subst it ut

ary ’rﬁa\rlaikyhlBl@yﬂ B' ai¢ kdenandendly mqadénom,,s smooaDkgmi nis1to4.

L8 i) U AL i s Nl g

com@Riha, |sC€éIRited3F’{froml\tF3!i@, %rbﬁp cORISERIRI 03 balbeng artold, loali)eaﬁ@ble suthOXIde
r - re o ,F re eagc ent ect
miteriaene. DisSdrolky dibbendikda s SrPBETGHbIo AP abgHEosy ‘cambendazole

oxPefede, Cbﬁbéhd@idfé{' thiaBérigesnye, cyé!blb’e%ﬂédo%' lﬁl‘lbendﬁi/cﬁé Oﬁlbghﬂazole and
o cycloalky al kyl , cycloalkeny al kyl, aryl, arylal kyl

dagole.ar e |ndependently sel ected from O S, S(O or

42SO amd nibticd o%cl%i% \Aﬁlewﬁ&em ;trrﬁebe %B%Jeoéarl%‘ﬂ%teo&ﬂw%nd is albendazole,

claims 37 to rein nZ| m dazol e car
or gargiavalitel de@aé\acm@ﬁ@@gufarﬂmmof he group consisting of

B D e e W

of bttaxelbeaMmacdlkalOIdmdbe:oldlaziﬁdlcE oxi bendazol e,
par ndazol e, cycl obe zol

444 | E@nda pgf cl%t?] :43@%@@@ hedutgpuy1s lnsenSI{] veé}o pacﬁt’axel.

45, The method of claim 43 wherein the tumour is insensitive to vincristine.
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46.  The method of claim 43 wherein the tumour is insensitive to colchicine.

47.. The method of any one of claims 37 to 46 wherein the tumour is a liver, ovarian, colorectal,
lung, small cell lung, breast, prostate, pancreatic, renal, gastric, endometrial, oesophageal, head or
neck tumour, peritoneal carcinomatosis, leukaemia, lymphoma, sarcoma, or secondary metastases
thereof,



f enbendazol e. 42. The nethod of claim4 1 wherein the
benzi m dazol e carbamate conpound is al bendazole, or a
woredoabelsss e, derivative or anal ogue thereof. 4BCT/AL2005/001839
nethod of any one of clainsy87 to 42 wherein the
nmour is insensitive to one or nore o
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tunDur is insensitive to vincristine. 46. The net hod
of claim43 wherein the tunour is insensitive to
col chicine. 47. The nethod of any one of clains 37 to
46 wherein the tunour is a liver, ovarian, colorectal,
lung, small cell lung, breast, prostate, pancreatic,
renal, gastric, endonetrial, oesophageal, head or neck
tunour, peritoneal carcinomatosis, |eukaeni a,
| ynphoma, sarcoma, or secondary mnetastases thereof. 48.
Use of at |east one benzi m dazol e carbamate conpound
of formula | for the manufacture of a nedi canent for
the treatnment of a tumour insensitive to at | east one
anti-mtotic drug.



