| NJECTABLE PHARMACEUTI CAL SUSPENSI ON COVPRI SI NG
POSACONAZCOLE FI ELD OF THE | NVENTI ON The present

WO pwsneisen rel ates to formul ati ons useful for PePEE2I00§019053
infections. Specifically, these fornul ations include
t he active pharmaceutical i nglr edi ent posaconazole in
an i njectabl e suspension that' is stabl e when subjected
to termnal steamsterilization, and throughout the
shel f life of thEANGERIEREABMENIFMENHOD: THE | NVENTI ON
Posaconazol e, an anti-fungal agent, represented by the
foll ow ng chem Igﬁb ﬁdﬁﬁﬁr@# TﬁﬁrﬂgEﬁTbéNbe' ng
devel oped as an oral suspensi on (I nmg/ M) under the
trademar k NOXAFI L(r) by Schering Corporation,
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metwt)erfphdlt4duibazalidamineanidealts and Belvates thanedt i ons,

e.g., US Patent No. 4,957,730 (PENLAC(r) avail able
fromDermk(r)). Certain aspects of stabilization of
m cr Bfiéctive grrematidrepy ifer pargerdeaimpdials aopAtisling ogeal in the

o%go?oeqﬁztdﬁﬂgss g%é\ig%’llg,ligaﬁ&etrefe@&ﬁg %HF He %%H&Ha?llon WSthe normal
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rééflégf.o% &cthg%hb% gmpmceuti cal conpositions. Exanples of

cl oSe ospholi pids include |ecithin, phosphatide
aci d, phosphati dyl ethanol anm ne, chol esterol,
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the aforementioned references however, discloses an
c¢lhjarciffeblsenedisied rhyi theseofecppios: Shadiierent ligsads ithat pinghlodEGFR
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463, 1994). In contrast with the other ErbB receptor members, a soluble ligand has
not yet been identified for HER2, which seems to be transactivated following
heterodimerization. The heterodimerization of the erbB-2 receptor with the EGFR,



agent is enployed to reduce autocl ave-induced particle
size growh, as well as a buffer systemto stabilize

wo b@spissphol | pi d during autocl aving. The for neCHUSZ05019053
provided remain stable after 20 m nutes of autocl aving
at 1210C and after subsequent2 storage at 40C to 400C
for at |least 6 nonths. The priesent invention provides

mul at.gns conpri si ng a .suspensj.on . of, posaconazol e,
HERSTPT AERA RS RORY o Ra ey Rrishigh JRERG FoplyToce:
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emhodi nents, the for ation has bee terilized
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sul fate, or, acetic aci . SO e i ments i
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C(Sffe@,i_lNdatDreS eme:segimgdj 199%; Shaiy be%lhwfnfnsz@vwalﬁﬁ@ CRO6E-80 1151999;
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Binatural Op%gégl}gl F! d. In sone en‘_oodl ment s, _th_e

BRSEPH AN Pt c #B i ses a synthetic phospholipid.In

some enbodi ments, the phospholipid conprises a natural

phosphal i pi d and a synt hetic phosphqglipid. In some

enmbodf fFE ts,sr{rﬂgg'ﬁﬁosp'ﬂgf"g'ﬂgd CW&B?&%@ antibodies” ~ (Mab),
immupatonjtgates, 2ant-EGY| saccirg| yamer ﬁf&i@&&@b@cihﬁibit@e have been
derplied ottt SRE R Chiruncad ek Bt #@h AN in cancer
cefid qseiestadiird (Sﬁgmdhsti%l.l -Llagbem' UoxB92406,2003)k NBecause erbB2-
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o-farRiagol. B ool de froinP dluelRngse, BADI Qe EGFR and
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SR ApS AL S B ihitkh, “End SsecES iPRRE" wiidt cells
overexpressing EGFR or erbB2 (Rusnak et al., 2001b; Xia et al., Oncogene,
21:6255-6263, 2002).

The present inventors have now identified novel cancer treatment methods
which includes administration of N-{3-chloro-4-[(3-fluorobenzyl) oxylphenyl}-6-[5-({[2-
(methanesulphonyl) ethyllamino}methyl)-2-furyl]-4-quinazolinamine (GW572016) as
well as salts and/or solvates thereof.



not nore than about 3000 particles of 10 m crons or

greater size and not nore than about 300 particles of
WQ20081120500Ss or greater size.ln sone enbodi nent BCT/UR®05/019053

posaconazol e has a particle size distribution whose

medi an val ue is between about 1.2 and about 4.5

mcrons, with not nore than dbout 3000 particles of 10

m crons or greater size and not nore than about 300

particles of 25 SUMMABRYQF FHEANYENIIGN | n sone

enbodi nents, the fornulation has ingredients

conprising: Ingredient Concentration range

Posdoomdizsi| aspaboof 80 pragent inpepionatbere isopieyidad asaeptied of

P a 0 . y r rising:
wGB A o BRE i R QRORRESIG o TRSE Iy Sae g Somprising
adPninisteriog do 280 mgmmal \taerepeytisally affective @mounispolya compepind of
foﬁﬁﬂéq” ome enbodi nents, the formulation has

I'ngredi ents conprising: Ingredient Concentration range

Posaconazol e about 1 to about 100 ng/ POPC about 10

to about 60ng/m Sodi um Phospha e,tgézhh 0.01 to about

0. 6 nonobasts/|__nonohydrate, ng/ P Sodi um

Phosphat e, dgbadi-d sut 0. 04+ t0 @bout 1.5 anhydrous,

USP ng/ M Trehal oseaho Q0 #Q about 300 ng/m Water

for Injection, USP q.so. @ yﬂ ad In _some

enbodi ments, the fornul atT® S i rﬁdl\oents

conprising: Ingredient ConcentratiQg ange

Posaconazol e about 40 to about 60"/ M POPC about 20

to about 50 ng/m Trehal ose about 100 to about 250

ng/mM Water for Injection, USP q.s. aboutv_ég:} ad In
le

some enbodi nent@)) the fornulation has in§ nts
conpri sing: I ngredi ent Concentration

In a second aspect of the present invention, there is provided a method of
treating an EGFR overexpressing cancer in a mammal, comprising: administering to
said mammal therapeutically effective amounts of a compound of formula (1)
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In a third aspect of the present invention, there is provided a method of
treating an erbB2 overexpressing cancer in a mammal, comprising: administering to
said mammal therapeutically effective amounts of a compound of formula (I”)



Posaconazol e 50 ng/rnl POPC 40 ng/m Histidine 3 ng/n

Citric acid nonohydrate 0.24 ng/m Trehal ose 250 ny/ni
woeioen20§06. ad 1 m at a pH of about 6.4. |n SPEEUS2005/019053

enbodi nents, the fornulation has ingredients further

conprising an antioxidant. In sone enbodi nents, the

anti oxi dant conprises propyl 4gal late at a

concentration of about 0.02 to about 0.005 ng/m. In

some enbodi nents, the antioxidant conprises butyl ated

hydr oxyt ol uene at a concentration of about 0.1 to

about 0.02 ng/m . In sone enbodi nents, the anti oxi dant
conprises al pha-D-tocopherol at a co tration of
about 0.5 tec fbout 0.01 ng/m. sone”embodi nent s,

the fornul atijon\has i pgredi entg gpri si ng: I ngredi ent
Concentrati of Posasedazlbl e 50 |ng/ i POPC 40 ng/ n

Hi stidine 3 mg/m Citrhic nohydrate 0.24 ng/n
Propyl gallate 0.01 ng/ n <Bu ted hydrBxyt ol uene
0.05 ng/ M Trehal ose 250 ng/ M Watef §.s° ad 1m at a
pH of about 6.4 o In some enbodiarent’s’” t hg }_12@ mul ati on
has i ngredi ent s( c)orrpri sing: Ingredient Coﬁwcer‘t'rati on
Posaconazole 50 ng/ M POPC 40 ng/ M Histidine 3 ng/m
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fotrhelaf(By mul ation has a wt. ratio of phospholipid to
posaconazol e between about 1:1 and abolit 1:5. In sone

]

enbodi nents, the fornulation has a w ati o of
phosphol i pi d6fo posaconazole b er abott 1:1 and
about 4:5. |/ sous enbadi ment sg e formul ati on has a
the wt. rati8 of therfolirotectlant to posaconazol e

bet ween about 300:1 arfd ajour

0 o[H20] .

In a fifth aspect of the present invention, there is provided a method of
treating renal cancer in a mammal, comprising: administering to said mammal
therapeutically effective amounts of a compound of formula (1)
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or salts or solvates thereof.



In sonme enbodi nents, the fornulation has a wt. ratio

of thernoprotectant to posaconazol e between about 1:1
wanpwsabsm 6:1. In sone enbodi nents, the fornuP@EL/US2V05/019053

has a wt. ratio of thernoprotectant to phospholi pid

bet ween about 30:1 and about 1:6. In sone enbodi nents,

the fornulation has a wt. ratio of therrmprotectant to

phosphol i pi d between about 5:4 and about 30:4. In HE

enbddi arshtls aspee anthérﬁri?%ﬁi‘téﬂ‘(ﬁﬂ%'&s%ﬁe is REvidsd Bmethod of

tréartlﬁgttil%ﬂie?r Vﬁlné'rﬂ&nﬁ‘iﬁl | b RFiINGN abifiist@Md ™ shil mammal

reo conpri ses adn1n|ster|ng to said
tharrarpﬁ&ﬁcaﬁ)ﬁeﬁ?@%@@ﬁ%“ﬁlﬂi@@”@ﬁ’u?%@ ogPwalBti on. In sone
enbodi nents, the animal is a mammal , _a bird, a fish,
or a reptile.ln sone enbodi nents, t animl is a
mammal , i melfidi ng but not |inmg§d Yo a human. In some
enbodlnentsﬂ'“hewrﬁ/ tion i
parasite. 1h some\erbddi
sel ected fromthe gr8up i gting of: oropharyngea
or esophageal candi di asi pfractory oropharyngea
and esophageal candidi asis; invasive aspergillosis,
candi di asi s, fusar@psis, scedosporiosis, infections
du I mor phi c fungl , zygomycosi s, and invasive
Oﬁﬁﬁﬁefﬁ W§eaﬁ? rare mol ds and yeasts; invasive

mycoses in patlents who are refractory to, or

mould 1 nf ec DETASLER BESGRIRFIO pE THE AV ARLEN n ' ¥

i ntensive chenot herapy and/or radiation therapy for
hemat ol o

nanci es, . bone OW or
st enﬁﬁéqsg %pmm iy Cqﬁpgﬁspbﬁ?t”gs ﬁ@ﬁ% Lﬁg)%r?of cells or
tigdabi 8Rd Ss ' @ERIrstbsd t6 oiblud&t hemign, nmnmu-mpnemeuy@rowths and

therapy for the trea acuy chro
”@P%We‘res'u%ancﬁ@é‘ﬁ g(g?\gtggsérhgrtegp e%%?ﬁ‘ s8R @Fag P& rellat%d toa
nédpMdiRl ant ati on; Chagas di sease; and, Leishmaniasis.In

sonme enbodi nents, the invention enconpasses a nethod

wherein said forrmulation is adm ni stered

I Nt r A¥|RBYHebin,| the 3EME"cHotihai an‘ﬁdillrﬁ" mehes thav embuptnof a drug or

enconpass rei ald fornul ation i .
PSeoTRERSF Saln TPl B Dol b AL [HBohSe of a usste,
s@dthhahimat arl mm@rultr(zmn$ Wetrigv edught, ﬁontlmsimmaal aJyI §y reseaacher or

anterio e cha er tion, r eal »
st o FHReTEGr Ty e s iaRPitralf [ REh{S Blroliny, means any
aiabihewhiek &8 bc)‘mpehr@él rt@amiehpondir@gwwédtwm\ms rwlm:mm:élved such
irri ga t rapuc

t
AR SBAB I Agve] eriieat: Pedlfds ngver‘?ﬁ% " Fpgiqrgion of a
disBhsaadissradn, ar | Side efiédtaonpsddcpsdsg, ini ther ate of agmriclement of a

|ntrapulrm ril vi a,inha via endotrac
ClsRH PO ASAIGR 1 TG &I o ReGps “Brinele st anpags aetive to
chidriteManmanNsHygiokaital fuastion. nt r aspi nal |y,
intrasynovially, intrathoracically, via thoracostony
irrigation, vaginally, epidurally, rectally,
i ntrag |§t\/$éllnmdm ini thi reay a@ﬁoﬂsadrbyfreqnénWmtasrtaiml arihgt a first
intr osseou V|a rr|%t|ono i nf ecte,[ one
(;ané;lar%3 ciis e bgpge a§ to one or more ana omlca y Separate sites.

As used herein, reference to “a tumor” in a subject includes not only the primary

sed by a fungus or a
%, the infection is

tumor, but metastatic tumor growth as well.

“EGFR”, also known as “erbB-1", and “erbB-2" are protein tyrosine kinase
transmembrane growth factor receptors of the erbB family. Protein tyrosine kinases



any adm xture with cement for prosthetic devices. In

sone enbodi nents, the formulation further conprises a
w@emonebsacti ve i ngredi ent sel ected from one orP@DUS200$/019053

the group consisting of: antifungals such as azol es;

anphotericin B; deoxychol ate anphotericin B;

flucytosi ne; terbinafine; antli bacterials; antivirals;

steroi ds; nonsteroidal anti-inflanmatory drugs
Cﬁ(talvmhasp'fbospmlﬁb@méfr MFlM@Syléﬁﬂd%ﬁﬁ N v@RPYs EEOt?'ﬂs involved
ln%ﬂgﬁﬁidlmc i SESdISy roWﬂ? ah8 R MRLEN CRFPIFRES PRogrBddMdGrowth

furt rSi n&f}fm nistering a second aCtIVG

FaqigrReearth, é@?%e& oS rieousineidgpeDey. Supp-lgi B 57-64; J.A.

C8 | sbiilg ©&ij B‘?"d?t '1@9@&9 SﬂﬁbBﬁSRazqi’éiﬁson Semin. Immunol.,
otericin B; déoxychol ate anphotericin

199@&{&)086?1@771 A/ iGhan, . SN PEEUER]- o 396 mk vof40d). The
E?)tBel\@%lgzof tﬂ%‘ﬁ ’[o‘#fﬂlroﬁﬂé ikmlaBéd McRICEBIERDE1 (EI48known as the

herapeutics; and, anti-emtics

I'n
e@maé@wﬂhrféﬁtpé reftelﬁtorf (BBRR et HER1))s efRa friso kriown as Her2),

obBa! Ankekipad b%e@éot‘é'cgbtﬂg tfroSRakiRESEsTHA RlidsyTBexpressed in
concentration (Cm posaconazol e of at | east abouﬁ

epiipligigmeserghysiad @Qlﬁ@l@al tigpuesawvihgrg b BY Rlayd gl dn regulating

ifeldiBn QURViSaIONRd difdrdhastion S avdlwgnef, Science, 269: 234
Cé@%‘g[:g%azgl o'aat Ieas{ about 9840 nghr/m at st ead

(1§9§i e thﬁf’éﬂ‘ ghpld $eeras 2690f3] § Q9ﬁ?>u§@aea§@9re%%i§t°nlgf witd-

@Q%rbéﬁ’ d}eEGFRr olo&pP&s%ﬁ &Oéﬁ%ﬂﬂﬂ@&& %ctlﬁéﬁéd rr@@@ﬂ&rerﬁutants
t an 1 nterval abo mhodi nent s,

tramsgormsy pelisali HO i (5" i LFF ? rﬁra’c HQ%’CPM‘?‘@%&%’%} Prgegeend: 831

(1588 4ty &Um Phazmgonesnt sat USA. (8499 ¢fo87); Qian et al,
osaconazo of’ at | east about 852 ng/ m _at Eg%g
ng@ae@e éﬁema (H98R))p| Hsransad expPlgsaler eherbBar 9% hgg been

cPsE R d (NAC db%Fé#ecllﬁfcap&?t@&ﬁé‘ﬁ\i@bﬁhlereQét defasls @lpytvariety of
24,600 nghr/mnm_at stea rmul at i

aid
other MaligrragiesBlamasoral 1§ﬁ’6ﬁ?9 ?85&377 ?7>z§[? eiral., Science,
2@@?@?9@%@9'5%cu§eﬂalfﬂﬁ;e9t©/m Phthano2:84 S 1w4)) of about 24
hours.I'n some enbodi ments, the fornulati on is further
characterized by providing, after administration of a

dosagg (REq aeedih, &Q@II “&/e‘?’é Pﬁ@s%gpmaﬁ@@} erbB2t relféfél% a cell
one of; a nean plasma ha range

having atsioTWisauY S8eRSRE @H@behﬁforuactweah'fﬁFgﬁ%?@t%a@? receptors,
cShphRd e iETBY & hgél hﬁﬁ\bbb@it fleBEpt6Ys tAONbuId @R- f59|9d bn d ¢kl of that

some enbodi nents, the fornulation iLs further
sear Beeer iAEAINBIENER.o PVIIEKYCESIo M RERRMARMSY a&RB2 has been

dsanﬁ&ﬂédi i?ht V&Hdut CBRESr tPhesd %ﬁ@mg,azr@éﬁ (v&rb@tek legapt FEBS Wetters
at steady state

A2hads RBBIOROIG doEesot b CaCRDGeS PRI Dias T (1891)) lung
(BARSEP &z, eCé)Tceﬁ‘Pels@é}'éh 5@@089 (29'92§0|Qenﬁgcé]f (Sﬂlmﬁht et al, Int. J.

stead6yglstate ornmul ation i s infu

Canesitb6N1hd 9Pty §agg@|n; gteqxl dt Ul[o@ggtmgo’tﬁ%@?g aromld bladder (Chow

epgﬁ agpnagser Fad 7H©B¢6(Q@@h)at3u@rét iant Mtval C9ﬁceabmﬂ1893‘€r1 998);
hours. In some enbod |rrents formul ation js further

(Maligrach eldnesd JasJ v i 9%y 558?‘%1& QHANIA or SESHN &% o Urol

1@@@@9@2%9 abet Ta%nr@ a@f tﬁaﬁogy Bas 849118998 ? cmeré@a@tsmn of
one of: a nean plasna hal of about 8 7 to.a

0
G M P ESRFRE bV AR PSP RS ARPRCEaRly KPUD T 19 T e but
net rhiid it iRl gake dinphdti&®thumber of cell surface receptors present,

protein expression, and mRNA expression. See e.g., Piffanelli et al., Breast Cancer
Res. Treatment 37:267 (1996).



In sone enbodi nents, the fornulation is further

characterized as providing, after admnistration of a
waelewagzsef about 400 ng of said posaconazol e, BET/UEE$/019053

one of: a nmean plasma half-life of about 18.5 toabout

51. 4 hours; and a nean plasma steady state vol une of

dlstrlbutlon of about 200-5007L. In some enbodi nents,

the forrmulation is further characterized as prOV|d|ng,

af t ePSadRethi Rareiat itha &ma “slvaige referambtoun €0MPleax @f variable
sﬁ)@dhﬂ)rﬁ’&fﬂ’éﬁﬁ@?@ Siso@&e r?ﬁ‘r‘fé m%‘rﬁloﬂS%or@pchﬁQ oﬂ‘cﬁr% ) or a salt

hal f-11 of abou abo ours;
thesesi) ﬁﬂﬁs&rﬁowﬁ@fad%ﬁcgt%ﬁl\@n&%rfwrr@eowurmm of e urmentbcﬁn may not

nﬁ@f&‘é Valngh%)g drogidd? a%ﬂ\r/ﬂg gl %%%t %xa%?esf 8f THh&Hd Wivents

is further c aracterlz provi
inseiigc BirizareInet Bmiedte dveé@rnmeatan@h emampl a@d sg@@tm i Brafgrably

trid Bbilért qdtiBad opﬂ%rrﬁéc%éﬁﬁ@all% %‘Qﬁ@b%%%gérg Og%rﬂbl'egnof' Slitable

i nfused over ab I ver

PRy §eEeHiicaly accapiphie ﬁf@'V@Wﬁd@ﬁ'mwthouhlﬂnﬁailonuWatar,oethalsol and
abstictRRY. MBATRGERD|ARE sBiFemI %Y ﬁ&b\N&eF‘ mean posaconazol e

pl asma concentration pro? stantlally simlar to
that of Figure 2, when sald fornulatlon is infused

over Tﬁ@%thédsh&%ant:& &Rl dlgéo%ohrﬂ:gmofncludes administering a

posaconazole In sone enbodi nents formul’ati on
comPeuRskof draiacler i zed as providing a ratio of nean
posaconazol e bl ood Cnax to nean posagonazol e pl asma
Cmax of between about 1.5 and about 8, when a single
dose of said formulation isanf@seaxover about 1 hour
to deliver 25-600 ng of poazol e.ln sone
enbodlnents th- or mul N0 cfurther characterized
gan posaconazol e bl ood Cmacto
nmean po%anonazol@ pl x of between about 2.1 and
about 3.3, when a si se of said forpulation is

i nfused over about 1 hour to deliver 25 ﬁﬁ of
opszita 0o Belzatbe thetgbfsonme enbodi nents, the fornulation is
further characterized a s providing a ratio of nean
posaconazol e bl ood Chnax to nean posaconazol e pl asma
Cmaclof alhxﬁhaveembahmmht 1th8 eombaupaus 3.BmpolRd ¢t ’r%hﬁ@lae(l or

ald tio s infused qver about

a§35e oy B9l RSO 3 e ﬁ?éemoéﬂaeﬂada.th%ﬁtt@swate
sdltd tfieocompaindaf farswufauilt her characteri zed a s provi di ng

a nmean posaconazol e bl ood Crmax to nean posaconazol e

pl asma Crax of between about 2.2 and out 3.3, when a
single dosa“pé said fornulatio N ed over about

1 hour to deP—vSLﬁloo ng of po nazole. In sone

enbodi nent s, It h \ tion % fufther characterized

a s providing a rati o, saconazol e bl ood Crax

to mean posaconazol e pla Qggk of betyeen about 1.5
and about 3.2, when a singte dose of~3aid formul ation
is infused over about 1 hour tq de r 200 rng of
posaconazol e. I n sone enbodi ments, “the fornmulation is
further characterized as providing a ratio of nean
posaconazol e bl ood Qwpx to nean posaconazol e

as pHBY| Na dat)




pl asma Crax of between about 1.7 and about 3.3, when a

single dose of said fornulation is infused over about
waz26wenzosvo deliver 400 ng of posaconazol e. | n BOMES2005/019053

enbodi nents, the fornulation is further characterized

as providing a ratio of mean posaconazol e bl ood Cnax

to mean posaconazol e pl asma Ofax of between about 1.9

and about 3.1, when a single dose of said fornulation
i s i i edermhedimanlde compaund & e AyBdrasoditagylete salt of the

BRPAGAN BT RIrRulal (M S%o@r’f@?%ﬂﬂ%ﬂﬁént fh'éecofrﬁﬂonH%j% b%n‘lp%und of

further characterlzed as providing a ratio o
f%f@%%Gda&@%lsah%wnmat@@tﬁ%ﬁe 58k atibeseoipeund a&fnunula ().
Cmax of between about 1.2 and about 2.5, at steady

state when said fornulation is infused about 1
hour to deI|veﬁCﬁ5 600 ng of posa 2 and
/dzgﬁenbodlnents t he

repeated on a 24s -hQﬁﬁ basis. In s
formulation is rt nay act er if2ed ds providing a

rati o of nmean posaconazole hlLosg-Cprax to nmean
posaconazol e pl asma Crax of “éh about 1,5 and
about 2.3, at steady state whén daid f tfhation is
i nfused over about 1 hélu} to deliver gﬁgjﬁz of
posaconazol e, and repeated on a 24- hour basis.In s
enbodi nent s, ormul ation i s further characterizei

as prib@i @Pﬂ@"y@rﬁ‘tﬁtq'@sﬂﬁtenﬁih op dxn comaeene o femtiTixhas the
chémmiaan D%ﬁ@naZONf{s&hM[ rc%n?ﬁ ween, %ﬁ’r&ny%ﬁ% ({12-

and ab sta when sald for

mgthﬁﬂ?ﬂ%@w%ere@waﬁ@mq}w %Jrﬂbﬁqmaz@marrgw%f (GW572016)

dROSARE AHRhPdrafthdli§ BRBKASWR Bs Bapafinipour basis. In some

enbodi nents, the fornulation is further characterized

as prOV|d|ng a ratio of mean posaconazol e bl ood Cnax

to Mg f&@%@enﬁcpéeﬁt é@eﬁa‘@o é\hfb%
cgabout .5, at st ggd V\f}ég{r? i?gfae‘év@?rﬂp fF"orr%ula (0

3y BER" GB@&d&\?é?r db‘fﬁdat*helpfl%%ﬁur%OBI@quwlonmbBatﬁgt /bwphcatlon No.
mammaamﬂsefneamdnmaﬁ?@aw@b QRd PuBiisndYs \WBSdgi35148 OBy 15,

1§§b odi nrents, the formu ation is further characterize

9. Jrtsiiedi tREbRVe and dntgmafienal Rateni Anpligasion M. JHeT/O$A%/20706,

file@ mnzeoge@p@aa UBIIEHES BB \ﬁ@a52@§5@;
and about 2.0, atqitéady state when sal nﬁqu %082 and

apcording Jgeﬁl‘eo%ﬂr OR{iiRI tEXeMRIAgr recieqd dejayer Qfﬂﬁf) sngh o ocedure for
AP BRZ Gty aRNShit &R I

pggr%‘glog?)nent S, yt he for nﬁ?gt&ﬁgﬂmﬁlfﬁﬁé?@ﬁgrl) gﬂreg?:?tég @@gﬁng in

BEQB?8V|d|ng a ratio of mean posaconazol e bl ood Crax

to nean posaconazol e plasma Chrax of between about 1.2

and about 2.2, at steady state when said formul ation

is infused over about 1 hour to deliver 400 ng of

posaconazol e, and repeated on a 24-hour basis.In sone

enbodi nents, the formulation is further characterized

as providing a ratio of mean posaconazol e bl ood Cnax

to mean posaconazol e plasma Crax of between about 1.3

and about 1.7 , at steady state when said fornul ation

is infused over about 1 hour to deliver 600 ng of

posaconazol e, and repeated on a 24-hour basis. In sone

enbodi nents, the water in the fornulati on has been

renmoved by




| yophilization. In sone enbodi nents, the ani mal
treated is human, while in other enbodi nents the
w@niogalosv4 eat ed i s non-hunman. I n sone enbodi mTEPEBPS1008019053
formulation is one that is bioequivalent to a
formul ati on disclosed herein. In sone enbodi nents, the
met hod further conprises adnitistering a bol us Ioadlng
dose of said fornulation and then adni nistering an
Schem8vlenous mai nt enance dose of said fornulation. In
sonme enbodicnrents, the nmethgd conprises admninistering
to saidigﬁﬁgal an effecti unt of posaconazole to
provi de an naxinunlphﬁgmﬁggéncentration (Cmax) of
posaconazol e of at |east® abo 467 ng/m at steady
ma Area Under the Curve over 24
posaconazol e of at | east about
eadystate, when said forrmulation is
i nfused over about hour to deliver 100 ng of
posaconazol e, and repeated at an interval of about 24
hours. BRI EF DESCRI PTI THE DRAWNGS FIG 1 shows
posaconazol e mean bl og éﬁfntratlon time profiles in
heal t hy vol unt eer i ntravenous i nfusions of
25, 50, 100, 200, and 600 ng posaconazole. FIG 2
shows posaconazole mean pl asma concentration-tine
profiles in healthy volunteers after 1 hr intravenous
i nfusions of 25, 50, 0, 200, ¥0@se-and 600 ngy
posaconazol e. FI G 3.-355%6u,0 azol e nmeancipl asma

state, and a
hours (AUC) val
9840 ng-hr/m oS

and bl ood concentration-tine profiles in he
volunteers after 1 hr intravenous d.njysi omy ngy
posaconazole. FIG 4 shows posaconazo p A
and bl ood concentration- tinme profiles mbalthy
volunteers after 1 hr intravenous infusion Qg

posaconazol e. DETAI LED DESCRI PTI OF THE | | ON
The present invention enco es formulations
suitable for parenteral a tmﬁﬁﬁen e.g., by

i njection, for trgﬁggﬁ an infection iese

fornmul ati on ONPIK égﬂfuspen3|on of posaconazol e,
stabllg5ed"g;§E;£ﬁQsp (pid, in a mxture conprising
wat et %3 fher Qfectant and aZz | buffer systen1

Si nce posaconazole is m IIy soluble in water,
suspension fo gytgy}on is a ntageous Pho pi ds
have been fou ffective surf tanms éﬁgn1ng
stabl e suspensi ons of saconaZQI nOr

aqueous nedium These phospho%? d% can g¥ade when
subjected to the tenperature excursio expgri gnced
during termnal sterilization [e.g., é‘@h %)o’ a
step which is necessary to assure the|steriPity of any
injectable fornulation. Thus, a thermgprotectaht is

used to prevent aggl onmeration and crystal growh of
t he Ipssberoadzthleergparatiar cﬂskheﬂdltdsy@teasdlwlthwbdi‘@pound of formula

(IIQ‘% cﬂe[eglgiu{] (1;(%1'}42(3 ess')éf’ag%mf7 eactlct)IY BF ﬁ]ae {n&catee%l &cyc?c comgound
and amine to give the lndlcated iodoquinazoline derivative; Stage 2: preparation of
the corresponding aldehyde salt; Stage 3: preparation of the quinazoline ditosylate
salt; and Stage 4: monohydrate ditosylate salt preparation.



of about 7.4. Phospholipids are known to be stable at

a pH range of about 6 to about 7. Furthernore, pH
wa@eajoagrasent of injectable fornulations can be PEDESRAF/§19053

to achi eve physiological conpatibility, and thus, for

exanple, to mnimze injection-site irritation. In

addition, the rate of phosphé‘?l pi d hydrol ysi s can be

tenperature-sensitive. Thus, in the presen

f or niMrigalsrise selie obifter @r@sgryérﬂeﬁﬁora@ée a@%rﬁg%?ea“%y REggPtable
sa@@y%a‘?tls%'cﬁﬁbaﬁédrﬁﬂﬁh R Spharffhck QidaRy @b@édﬁaﬁl@@alts" refer

t enper at ur e/P ependent chem cal stabili tfy t he
togiesstekiespls 6f he domPorBis gl S IBYEIER: weftshefghe ‘compounds of the
prjegéﬁtqrt\?érf%ﬁ rﬁéf}?%ﬁﬂ%)ﬁ@ atRUsduitRh SxBeddrRiag eFbrAl Y | hiﬂt@gen on a

aut ocl avi ng) hr oughout shelf |ife.ln accordan
sukistityentia aaasawrouN of hesPrESRIH dnveran- FReRreseHativegtala ide the

fo fio\ah a%tat?s a%,c8t84!S BRASARRufS R, | 'béﬁfoaté\’asole?&BéhéteVeolétﬂfate
utoCl aving. Certain buffer systenms were found

bltﬂb‘mtﬁolbaﬁ@‘gr aeratidm  6plciHppce ?’alq"f‘mwséﬂab%sé’é‘m?tﬂ gchloride,
cla@l t@télt%‘té Qut\?ﬁrQGhl@tﬂéxéd%tﬁt@gedlﬁMte exAdBlee es§lldt‘eh fumarate,

ormul ati ons’ we f ound be stable after 20 mn S
glotepiaieogiueenatey etamaie glyepiyiaarniiate hexylresseingls iy rabamine,
h%@r@@ﬁizstcﬂyﬁﬂobﬁ@n@é‘cmyﬁ%&%ﬁpﬁmo%fts Gotidd1g isdtRbAge, afactate,

or at |eéast 18 nonths foll

lagiobispptevi lagratsi rmalate, y maefer MANSEER| m%t%‘ﬁt h&pethylromide,
n%h&\nutfétetrﬁetjﬁ%ﬁtféw%gn&%téé%% hﬁle%t@bhudai@ rap8ylate, nitrate, N-

t'ions di scl'osed herein. For ex

methylgiupestingl pPXA#RoI iNgMPStan HAMarNalRly | n%l,rgﬂetq erfgnpthenate,
@sg‘)gb{égdl SHRPh&d 2 PBI?géB&uMﬁﬁfee ipBtasBigntean&atdf sodium, stearate,

turation of chain ranges from1 to

suisEetate, s asuiciiaiel pksegkol i Britde.wi t4oCkRie, ac%sy@Fﬁal nf”eﬁ‘IOdlde

trlrﬁétﬁ}létnﬁqéﬁﬁhﬂ%nﬁf MGl tothet Safts ewuraf Hie a6t cyh@lrm@:emcauy
bresent invention. Exanples of useful unsatur

g}ﬁpﬁbﬂﬁ;m@y 8e useiy! igdhe preparation of compounds of this mven(fa“on and
th]eeg%r@éRh‘ﬂhelzascﬂe%t)é(ﬁthéﬂwghﬂ%ero 3- phosphochol i ne

("POP Myi i stol eoyl - sn-d ycer o- S- Phosphochol i ne

1, 2- Pal m t ol eoyl -sn-d ycer o- 3- Phosphochol i nel”- Di ol eoy

| - SnV\ﬂl%Cl?rso'p&m@Sﬂ%BPQBPheé‘% thORENcer treatment methods of the
17-Di ol eoyl -sn-d ycero-S-P hoet hanol am ne

pfpsgnq_lnmt@ayhergﬁet@ce@ée@ec@y@ﬁggoHH@qu(ﬂ pq{gpm of forr?aula (1) as
wleﬂ %eé’éfts & Miydtsd %re&‘nwng&?%@m?mé?Qﬁapi‘ﬁmeotdvﬂ@ﬁémlcal it is

I nations thereof | es of saturated
ppq;ﬁbtg@hm ipeepnti el @(ggve lngredlent as a pharmaceutical composition.

%cor@!n'g@/ufﬁé' invdhtiGh ¥G&H R pro B&d.itios! c(o@hp%@)tlons which may

stoyl -sn-Qd cero S— hosphochol i ne
b@"acm“b'éteﬁ@d dylth%ﬁa@%fc@?%mgmpm%rﬁ%’éc ofh engre%gpip@;/ergm The
pharmaiceafiy | Coﬁﬂ% lmr%cﬁla%thﬁé‘ﬁéBéMallﬁeeﬁ&‘ﬁ?@) @Mmounts of a
e

corrbl nations thereof. Unsat urat ed phosphol i pids are

CRIMBMND Ot Pripkiendl)t andx it i9BnsoEeH Bowef, epgnone or more
Héﬂrﬁﬁteh@d'étly aé‘cc%ﬁtdb@(' Gaitdrs C Mudifis, eGP SxRflents N S'ﬂtée carrler( ),

di nents, he anti oxi dant conprl Ses

drbmeefﬁ(ét 8b pycn@utantés dBwE 19t acpePiBRIcIp t%éet’%bot)gg'f‘% Camsat*b'e with
1 Ser ifGrelients! Jf 14 REhuBIBPSHh OBt dRictdritRs a0 tHerstidRAt thereof.

conprises butyl ated hydroxytol uene, preferably at a
concentration of about 0.1 to about 0.02 ng/m . In

Pharmaceutical formulations may be presented in unit dose forms containing
a predetermined amount of active ingredient per unit dose. Such a unit may contain,
for example, 0.5mg to 1g, preferably 1mg to 700mg, more preferably 5mg to 100mg
of a compound of formula (1), depending on the condition being treated, the route of



rel ated enbodi nents, the antioxidant conprises propyl
gal l ate, preferably at a concentration of about 0.02

W0 e00abz0s04 0. 005 ng/ m, in conbination with butpCHUSH05/019053
hydr oxyt ol uene, preferably at a concentration of about
0.1 to about 0.02 ng/m . In yet other enbodi nents, the
anti oxi dant conprises al pha-Btocopherol, pr ef erably
at a concentration of about 0.5 to about

adieisiraticanarat thehagee Waighiendeeandition radtthe §a5¢ntc ghﬁn%qifg}ﬁcgutlcal
fo{rﬁuéét\ﬁbill%ﬁlta eta%Y@%?l?eQieﬂP% f ocﬁc@él fJrin8NSontdiRihg € %F@Jiétermmed

oo phosp id to posaconazol e Fﬁ
amowett ef sstive b@r&vb@“ﬁ Rt ounit c.l.ose refadediypiitdosage formypations are

thﬁ%eéoehrtﬁmkér a%%\%g&?%%%% as ﬁé\@lrﬁ&ﬂ;% réc:t%d §rfdrt églproprlate

re pre ween abbut 1:1 and about 4:
frantioghtherexfj cofolnhectivspriogedieaht Ftiﬁhﬁ‘m%orﬁa‘%l @hqarénaceutlcal

foﬁﬁ@%%n@%é)(y @%éﬁe %S/%S/ R rmefhBls ABP KA t[lt_éth@rmacy art.

er ab bout 2:1 and about 6: 1.
wei ght ratio of thernoprot ect ant to phospholipidis

pref %rh%bt{o\‘npotiﬁﬁ %%@%Qﬁtm%pbé a@t’?ﬁn@&@ﬂtby%nft apﬂﬂfpﬁiate route.

pref erab bet ween about " 30: 4.
Stﬁltablwtcmtesomslucb@ ofaheregiads@sel, |t<PR}@5Ht in6|Hd'6'6rﬁ5#CP§leanéj Sublmgual)

vagt;pﬂtsa?e;éﬂhoga%fnte?‘ | 'ﬂclﬂ@irng %h@&téﬁeoﬁgs%t@d?ﬁ@é?:h%roﬁntraveneous

article 'size distri utlonlnanau

infrhderenal, Tihteatipenat, iapd eepidurdl). dit a¢ilt Pe @ppr@ﬁlatﬂdstaﬁtakyl@cpr?fﬁ”?ﬂ goute

m§g§8§/n\/ﬂ@d o‘?%&gﬁwglleeﬁ’le'c%n |f|1)ﬁ be@b réé?ﬁletﬁtftiffﬂié)éd?&blﬁé’don
t |ty yringeability, physical stability of
the suspension, re-suspendability, and for

phar macoki neti c characterijistics and Eﬁl o- di st rk;bu“ 0,
P¥

[ Le. The eneibed redt herpraperti AVaTSER: ik Aesiibe, Srplygdeyith other
thgtdb%ﬁtlé hestBodsher asicer itehingsntalre padtictilag ah dnti-ridoplastic therapy,

formul ati on as ti ent
ccprﬁtaagq%]tpertaﬁgw SP&% &8@0{"}%&[@88‘2?’\9{’88’?% %ntlbgﬁ%{a ents as well
aPajurdiedl earsd/@re ratiiationi edtmentsabther thaw rtbosez mdndianed e:-lbove are

@8%%%8' gﬁ? dwcelgg@gtlcp rtﬁecrgélﬁgsargaeeéc'ﬁ%d’ d@r Ei‘rgﬁérﬁ:lféefrﬁtlht@ﬂ\ahonal

ApplitptioratNe. G Aif s§126h1§ 3andledr J%‘g‘iaﬂ'aﬂ f*oﬁo‘é& p‘é‘i"P‘é rnphcation is
lngHrrgoFEQ% P%fe'?&c%nt@ ﬁkoéﬁ@rﬁ théd lt'cﬁsdd%és %Elid%bﬁsﬁd #ferapies.

on in the formul ati on as reaég ude th
Caawinaitian rﬁiterame& FCEPEingattp efte tRiEENt niy H’E‘e§h“3 include  the

a@i_rﬂ%"é%ﬁ@ﬂf bh&tiddst éhélb@ﬁb@mdsdﬂf@mwmd & \G)eIda§bpstidmut usEnof other
e inventors.o t |n ention

S e T e oy e e s
agéT&§emethab@Céc3mhstelrers tagethbr angbepanatelyi an@,d\v\dn@nagémusstered

sépga}r} Yw\‘gtrﬁ%\{) @éétﬂg {I;lr@ltgljtezo%s& ?ts'éggéﬂtlbﬁ&nﬁ @N&%@er”ﬁ&h @bse and

rgmatbeinatiing, Boewevounib it the. compowisoaf fgnilayi( Br @ the other
pﬂ?ﬁ%c@ﬁﬁéaﬁgaa% |\)’%Q§ N@%n@bﬂ@treﬂa’t@e tiiehiRR0Bt admbistration will be

m Ccrons article size dlstrlbutlons
seliegipr dy ordlgt tQﬁﬁh@Vﬁﬁéﬁmd%SGFOQ@Wdﬁ%fﬁP%qt@se gt 10
mcrons or greater size and not nore than about 300
particles of 23 mcr%rqts or

%Pza(%e% S! Z? t n may be
i nj eChapnaceulicalu fAMURIS ST aapiehr LRt | H%H’tﬁ @Ho Y
pY%'eﬁfédl 8¢ | disteetPQii@s sdchhas depeule$ mtntéble@fmﬂwdems or granules;

R N e

onoil-in-watef byuid eyulseneee watdrduoil Bqud amd!sigosut 7. 6. The
|nventors have found that certain organic buffers,

| nc gﬁ){ Hriﬁtt%m%'ngﬁjtrﬁée}glp%ért\lwsﬁ?@@ gTetgh%; gﬁ?{g% ?a?)Yéi‘rHratgt%QMé the
abthes Hougnednaparent c@oibporrentigec v @molgh non-toxic pharmaceutically



adj ust nent systens can al so function as conponents of

the buffer system after pH adjustnent has been
wa@edsawsod Non-1imting exanpl es of pH adj ust neeit/US2005/019053

system conponents that function in this way include

sodi um hydr oxi de, hydrochloric acid, and phosphoric

acid. Anti-Infective Applications The present

i nventi on enconpasses net hods of prevention and
acepitbie irerb camiey rehe ay effanphiobcerdbnyatenand dnd ke Ravsiess are

PPEIRFEd BN d&nmlﬂﬁﬁﬁg {h%u&nﬂﬂﬁlﬂﬁsto aTQlﬁtatb‘fé Fhe s[}feeﬂdhﬁlﬂ(md with a

understood to i but not be Tmted

spilasly coMypigyied prbaugwuwl ¥BITigs SUsieas 88 egite oarhehydrate, as, for
kBBl 'sﬁér'é’n Bgﬁ"l%ﬁrtolsﬁl‘é{?@\% S?é’é@h%ﬁve dcﬁéﬂ@?&ﬁgléﬁﬁ Cdloring agent
Di nor phi cs, Demati aceous Al'terndria an

CBP@!ﬂOahq Wse%per gillus, Acr ermnl um Basi di onycet es,

Bj er kandera, Copri nus, Paeci | onyces, M crosporum

Tri chophyt on, Pseudal | escheri a, Schi zophyl | um

Cryt @=peGles aré"hﬁd@FHy%ﬁ@Eann@' @ﬁé@ﬂ@#ﬁﬁ&tur@% ‘Hegbrfﬂe‘aea"bove and
flEﬂgﬁrl T g%ﬁﬁﬁg@%éﬁ%n j&l}gfcaﬁge;csggh as coIIO|dal silica, talc,

n&gmehlanostgamﬁa cémiuno stearat®ioe hblﬁd péipétt@gen®ghxbiodsn be added to

t@pg\ﬁfeg‘ﬁblg u?%ggf%re ﬁ%%‘ﬂﬁ?} 9)%:) haglgh a@gg Q%ﬁgﬁﬂéﬁﬁoz 'solubilizing agent
SEpid ﬁ@tagrarﬂsagarme@my@tbpgatewn sﬁdasp@admnat%mrdéap be added to
@é@o@m Q)a‘ﬂ%ﬁ’c?%f AN %@Wmé&é&%ﬂéh@%&{ edm

durella, Scytalidium Leshmania, protozoa,” bacteri a,
gram negatives, gram positives, anaerobes, including

Leghwbdl)\[krBQprﬁ@{ lhaeSIMCQiP' a}%g@s_lgaﬂy eRARIR, bmders lubricants,
neralla r ommnonas .an noso
ofsTERRER Rt Poft CPRRR, PasiS o SN RoRBRisted o the mixture.
Sojiptde thimies$ iincladed staceho etatit U naisital csugafsesiichoas ,gluddeE &r beta-
et B SRR o 58 L SRT81E8 58S o
sgiiy@agleingis, y:arbwmnﬁwtce 036 noe@ltmfdmelyccﬁ wewesr add the like.

L@br%antsblésé‘(hmﬁéb%r@@é Qrfoh‘n%1 éﬁéludens@éﬂﬁﬁ"l' GIHE%r ssodium stearate,

osaconazol e i s usef evention an
3085¢ HEnBtearaty, rodiusn IbGWFQ?ée a9 acstaig, e@dlumuthoalﬂe and the

likd.i I Slisihtedrelors flﬂ@lhﬂ@m/vltﬁéutol"rﬂ%tﬁfnyné]%h Qﬁetﬁﬁogaﬁ%él agar,
oBROEHE T e 0B, Pk LeLIBEE, pamoe
pEpaiiegts ydvodenamixtdraj Igeshutatiay Hf Lahs[ggeﬁgol @dcﬁrﬁgll/a Qiibricant and
dls?rﬁ%g?}gﬁa%ﬂ ﬁr)essdﬁg ngb ?bééstlggﬁ E&ﬁcgerrl nalg u§e sS'prVeleJared by mixing the
cgr@@@wbcauit@@womrmm@tedu wits adgitzent odbass misi destribagl above, and
oporily, \‘FaﬁB/ Ri Bﬁl@@ﬁ@@dhsas %ﬁ%gﬁ?ﬁgf&@%ﬁ&% Sn aliginate, gelatin, or

gﬁra0000| di ol donycosi s,
Y

VUBY| RWjeldene) | 2 %@Wé@gﬂ@t Sa@m as parafinve faspetion Gegelerator

satieas @ ditﬂit@rnaﬂluééﬂtsarﬂﬂ& é/rﬁa§§cﬁrptlo'ﬁaég’é?ﬂ%ubﬁ‘%éadé\ﬁtcfn% kaolln or
i nvasi ve nycos o are refractory

AeRERFLP PR i o B Ehi S eoit 6o franulfad B Wetibe iipa binder
sli¢hpagl syrap nsthechi maste, aicadiaphuadiege of solRiorsasiuiluBgit or polymeric
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anti oxi dants include propyl gallate, burylated

hydr oxyt ol uene, and al pha-D-tocopherol . As used

herein, the phrase "nedian particle size" refers to

t he Bafﬂrma@%tl@l jemylaliornadamied frs adginiptatinn yninbalatipt include
ﬂrieebgmalrel ists @p na§t§ethétanﬁ90bebgerﬁé&btéarw eanSYTRAHEE fbes of

malered o whbauB8F hebib et BOBRU TS e a the

termnation of, the shelf |ife, typlcally up to 24

nont

refrFﬁ%ﬂ%‘Cg%ﬂ%?”?%@%%ng 4% 08t aingl dolflipuation ey be
prepege aﬁais@ailea,rtamnammtcmam gelsepesies foamsof sprayiormelations.

diluted into | arge volunme parenterals, e.g., 5%

dextrose or water for injection. As used herel n, the

phr aBRarmaseuticsl f?fﬁﬂﬁlaé'ﬁnﬁeﬁqaptﬂdef%l Ragentersy @dmmgtrth@ include
aqLisols CAred moheaq@ésﬁserﬁtemtuhjeandn wRekionsd tetic rﬁaﬁ‘%cfn‘teﬁﬁi anti-

|
oL e hiSEITOF Ao Pl Beaien BraSrioa et ptp frofepic win
thei bogdr efethe witérided 1ecmem adride raqaab s | andi m@nfm?bmrsterne
s&ggpélgﬁsfg/hlscﬁzﬂé qu%lt? %Jentdl;ﬁg %@éﬂr?% :?gpttﬂ%‘(&%‘ hﬂf%gents The
fognelptionszepay die preseted nF@lnlt@yaa@q@lr enultrdoss: cantpingrs, der @ample

séElé’Hﬂaﬁﬁ)o@feslgﬂ@Qlawf éh&‘?ﬁayﬁ PeSkRtdd 78 tHaeze- drled gophlllzed)
cﬁ]éisaconazo e fornul at| ons ‘di scl osed herein. As

o eayireg oy f.additier ofdhe sieale ligwid-carderefos eﬁamak? water for
inRGRdHS, tl?ﬂﬁecﬁétélbl piigreso tuse. p@&@h@d)rbﬁéggijdeéd’dIGn solutlons and
erature excu resent /inve
sUsRaPIo R BL of biberec fdn alePls fulhs SEihues SDspRB: i pi o,
which is necessary to control crystal growth and

aggok O%Lﬁf 'b%nHRéerEljagd ptﬂﬁ?%’ Naz@lon ?oartﬁé C}@%d%H{ :Bgrtlcularly

aut ocl avi ng rotectants are
meRiansH ebgye ;ﬂhydfprmbwloe%nwun@@de piber eg@mﬁ)lcenvetntlemlllrmﬁe art
hévﬁwg’iretgaﬁf m%qgﬁbﬁﬁ?m@g%ﬂ it H@éstlﬁﬁ‘yfop%xé’rﬁﬁg th{)’se swtable for

oqk#nctlon W osaconazol e hers include t ose,
oralRYRIpis rat'Qﬁb’i@f"YB@ de§@\59rt5‘§é‘geﬂt§ct ose and nanni toI As
used herein, the term"prodrug"” refers to a conpound

t hatAd snoﬁcacﬂéwgthara@@mw SBLIBR, aMBOfs ast @béém@tcb%o&ﬁd of
a suh(bect under%(ges chem cal conversion by netabolic

fogpule Honscaimipisited e mammal; dTbQigad'é’om?zHleéaRﬂUt'ﬁa”sYaﬂfeCt'Ve

arﬁdﬁlﬂft@f oﬁ@'o‘f/ﬁ{eeadnﬁlﬁlfs%%d adﬁ\té@\eﬁlehﬁéﬁn‘f‘inv@%ﬁ WiliMepend upon
vate" refers ysi cal associ ation between a

a EB %b?f‘dfaﬁﬁOf%mswgmarf%@%%me'@r {herrgenandwgiobtof theirgammal, the

protiys cemditicHs &@anﬁ% itkBtrhéhit Othk Gs‘évé!rﬂfl Yo ik é’&ﬁﬁt%ﬁsth%fndt%' ¢t the
or coval ent bonding, including hydrogen bondln

fomtﬂatm &N e &eue @éédm{r}'%raé'e'i‘ v‘é'ﬂf'@a%i')r |th% Qfﬁ%@?@!'ywﬁecﬂve
arh&lt &ili 9at the disercanm b%e‘é‘&@ﬁd&ﬁﬁh%cnﬁ@bﬁveﬁéﬂlﬁé‘?%

nol ecul es are incorporated in the crystal lattice of

the crystalline solid. The term "sol vate" enconpasses

bot hrymiauy ltﬁ@c@ﬂﬂ@@tﬁwdacﬁfdoﬂnﬁﬂé ab il R §i0rY AL BE range of 0.1 to 100
es of sujtable solvates include

nl |
&gg ol g/elgg{ ﬂérﬁ&pﬁnggnarawal ) per day and more usually in the range of 1
to 10 mg/kg body weight per day.



nmet hanol at es. As used herein, the term"Injectable"
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Because of the poor prognosis of bladder cancer and the inadequacy of the available
therapies, this setting therefore represents a true unmet medical need, and
mandates further investigation for effective therapies.
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invention, there is provided a method of treating transition cell bladder cancer in a
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amounts of a compound of formula (I) and salts or solvates thereof.

Pancreatic cancer is one of the top 10 causes of death from cancer in the
Western world. Surgical resection improves the outlook, although only about 10
percent of patients with pancreatic cancer are eligible for the procedure. Most
treatment failures are due to local recurrence, hepatic metastases, or both and occur
within one to two years after surgery. Advanced pancreatic cancer has few
therapeutic options and a dismal prognosis. Less than 2% of patients with
pancreatic cancer survive 5 years. Patients presenting with locally advanced

pancreatic cancer are either treated with chemoradiotherapy, generally a fluorouracil
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tannate, tartrate, teoclate, tosylate, triet
tri met hyl ammoni um and val erate. Ot her salts, whi ch are
not |ahsHen@®&Bodimest bﬁ&hé&ﬁ@ﬁr@%}%ntuéﬁ%hé}% IH%% ded ﬁ rﬁaﬁod of
tr%p arati gn of conpounds his invention an

2] QVGFRmERNGEE b &tMYIPMEL SOMRUEIRG: astminipring to ﬁaludsmammal

therapsutially efiédtive faoun&eofl lcdSolrANG 86 miiL A} FRA St Qi sates

of the present invention therapeutically effective

anmounts of a conmpound of forrmula (1) as well as salts

or solvates thereof, may be adm nistered as the raw

chemcal, it is possible to present the active

i ngredi ent as a pharmaceutical conposition.

Accordingly, the invention further provides

pharmaceutical conpositions, which may be adm nistered

|n t he cancer treatment nethods of the present

o, . —



phar maceuti cal conpositions include therapeutically
ef fective anounts of a conpound of fornmula (I) and
W@ 2006820804 sol vates thereof, and one or nore  PCT/US2005/019053
pharmaceutically acceptable carriers, diluents, or
exci pients. The carrier(s), diluent(s) or excipient(s)
must be acceptable in the sene of being conpatible
with the other ingredients of the fornulation and not
thpseelt dn i aneihar cembredifeat, gherforiResnd de . a . compaund cefutorerla (
ptEulyahé eaRpEIN Somigsanted in unit dose forms
containing a predeterm ned anobunt of active ingredient
per unit dose. Such a unit may contain, for exanple,
0.5ng to 1g, preferably 1rrg to 700ny, nore preferably
Sy WIV%PQ%Q%&?]CIS g rg%nPaQ}%Q no\fvc()ﬁ'lgﬁ Wﬁlic?\ éfte)cts %%Rﬁm%', %t is the
on the con ion b ted, the route
exfeathiifernale rsaeklomgarssmct ilsencarge:omm;irgimtwcameln coddle taiged aol older.
t p C PN
Sttegr}gjggoﬁt{e %P:;pp( %r \r/\%v ﬁéérrrs %3\’8 ﬁ/é%gméh%r}p Sfa%%epa%y, and/or
cbemd@eapm ty@d:aﬂymwal @hm$tratlen|q‘ﬁgjiuemueaml ipegarlyrstage disease
S L d@s I, QNS e
aﬂ8 efdmnﬁ’ I‘éﬁét?orn gﬂc#@ tin &3 dQ Qgﬁ%rﬁrgérg?ég g? vgtrﬁ t@rﬁgahgﬁ% for late or
nnaéastatmulseﬁsean appropriate fraction thereof, of an
active ingredient. Furthernore, such phar rraceuti cal
formul ati ons may be prepared by any of the nethods
wel | l%BH%ﬂémﬂbdﬁrﬂﬁwtm%gﬁ%eﬁf aneﬂﬁb‘?l AP UBRVRIed a method of
forml a I stered by any approprl ate
tiegiing vulsal cames Ino@tr@@nmﬁblwr@m; adpinistgring feswid mammal
tﬁé?gﬂ)éiﬁ‘i'cal 3/ Q‘FécH@é BSIOQH[%Q@' AthovHA o RAHRIS) (1) ¥RPEAR or solvates
arenteral (1ncluding subcutaneous, |ntranuscu ar
thﬁﬁ@@fa\}@rﬁmr ?ﬁﬂb@@@éﬁhﬁ © GAIROANA &E af CO&?ﬂPUééleufoﬂmﬂa (),
phéfotblylthD BoRpRIRLAAbAHIA p@)t the preferred route may
vary with, for exanple, the condition of the recipient
of the conbination. The nmethod of the present
invention may al so be enployed with other therapeutic

met h@dscof ofap@ e6tvixtis &l $820hd modt Eshbe dh@ader in Women worldwide
antj - neogl astic the{ X conbi nation therapy
cancep

gt nir a clrebe herUshet bFiASHareat np WBH&‘?Ra@e Hpgerggveloped

coBhttie A VEIHVIHS, Edpp%)ﬂﬁ&élyfmlmblcgﬁeé 6%\?’[@1%&@&@& diagnosed
t han tho%e menti oned bovg are enyi sa

AR i YeRR oPPULYS SCTERRIPG piassdefTeAssds Wg@ef"?ﬁ o reyasiyeecervical
chRcern fﬁ’fé"@hitéd"@‘taté@ﬂﬁe@@ bpSroxiMatel @'Ob@ cagédar hdsive cervical

filed Januar i ch app |cat|oni
C?ﬂ%edr r%‘i’ Q%gk&‘?s??ef) Fervical eajcipg ae'SZt%th 'Fhé‘?cﬁ“f-ed cancer) are

dmgﬁaéaﬁﬁéar@ntlhvmeaﬁ&élca:ah&@r@moe@ corﬁmashnn%n% middle aged
t her api es according to the present invention

ai”ﬁ@l'q‘f‘tﬂ éng irpwaren rﬂf PPPECKIT RO Sf aé‘é%t"”l?r%eé%??d%%o gyceive

ré%ﬂﬂé@eédlhg amd\eady @satdidht.onddre US @I aOhiBREr rate of incidence
erapeutic agent s incl udi n%!?at her anti-neopl astic

et aTicas AmeReRmbi HiERANM apf Naus FEnaHgsn pomiisiandagt grapy

f6rog8iBaIr catcep GRANaE eduygeti dradifieitade NArdlsit 8Hedtbtherapy, typically
separately this may occur simnultaneously

or
agatpigtioqof 9'SP'ﬁt"éﬁ§ adpefuberappphwih giber é%ed“? ShEh &s fijorouracil,
id inARatehe anounts of the conpound of formula (1) and

the other pharmaceutically active agent(s) and the
relative timngs of admnistration will be selected in
order to achieve the desired conbi ned therapeutic

ef f edt onE’Mbmi@*aerﬁti (Ifahe fpmsesut mlvection, MQﬁsedrdvtdedm alethod of
"\ [n ni st ratehonn gpr esent ed A3 di §cr et ermun S i$UCh mal
28" ShPst ¢ &7 ?%{bl‘eat 2 ‘%"%" 5I9g PARIITREHNSS ) PRIE L
tlograpadipelhyseftactivé amaqoisaia cmmpwnd af] teeowta (1) and sklts or solvates
edi bl e foans or whips; or oil-in-water liquid

ermul sions or water-in-oil liquid enulsions. For

i nstance, for oral admnistration in the formof a

tabl et or capsule, the active drug conponent can be
conbined with an oral, non-toxic

phar maceutl cal I yaccept abl e | nert carr| er such as

- o . o -~ 1 o o



exanpl e, starch or mannitol. Flavoring, preservative,
di spersing and col oring agent can al so be present.
w@2apsntwss are nade by preparing a powder m xt uPET/ES2005/019053
descri bed above, and filling forned gelatin sheaths.
Gidants and |ubricants such as colloidal silica,
tal c, magnesium stearate, cal?i umstearate or solid
pol yet hyl ene gl ycol can be added to the powder m xture
thewéalr &n tametier | embaglimpely 4b¢ cempaUBH J5 A egmeclng @ formula (1),
I Hﬁlréi agar-agar, calcium
piegéﬂémxglb%bﬂﬁpso %r@car g?ate can al so be added to
i nprove the availability of the medi canent when the
Caps‘iﬂ\/%l\)e%ehf‘gﬁéﬁopg in 'M'Hg&%ﬁ B} cémglnls%ﬁiubﬁ%vef expression, with
necessary, suit ers, |ubricant
odlivéihauiegera |aﬁ@“&@?élﬁﬂs 2o (O Ry tﬁgﬁlfosOfc@FﬂOé'P%Ifba'b‘éancers
r t& dBB2 BokipaFedt with inbARAICRIoRfRA epitheli
dlsﬁ%& %Fé{parchﬂ %ratl nom tur\g sr,]ugars sSc as epithelium, as
qgbniteied byrimpendi GQeStryco$Wn§\ﬁéé¥%9n@@\§ deraimanigd ard2 gene
ﬁ?bgﬁ&%h th StTmetHa rbaﬁéer@‘?r@? IsBpsdt %@Hﬁﬁﬁmﬁét Qhow Q)%l‘é&bressmn

I nate, carbox ul ose, pol yethyl ene glycol,
Qnerexeresai@nt iherhe éeemeﬁeut@aﬁ@rs‘me@éa 3 fulpsed <t Pd@@ra@?éie and/or

atj%r{ﬁ'éd'ﬁ%@%c?r@d'@éﬂé?étﬁﬁt& erdBdi diite3ERANRME clinical outcome is
magnesi um st earate, sodi um benzoate, sodi um acet ate,

lessdionaiueivg. cHlinaeotaa drend dias ieen obpeyver eyFelatfasoveriPIRRsion and
\A{)(‘ﬂé e gﬁf tpk'ddﬂob@t I(RRy JSORERD, Gﬁ%‘cbb"%@%@ﬁl' OfRR1; aBHecol Oncol

xant han gum and ke. Tablets are
4TS iIBAt £992; ypeeol SSPES3:8493r @94ni ng a powder
m xture, granulating or slugging, adding a |ubri cant
and di sintegrant and pressing into tablets. lﬁf
m xt i @ne§n§mﬁa¢réd>fﬁ RTs§eAty NV ARIIORe FRHRI i Proy e@a%l”iﬁthOd of
tl%g Rt Qﬁdon’(@tﬁa @ar@bF L,Iﬁrg n?afmrﬁé!s%o%ngﬁﬁécbﬂﬁlﬁﬁlsté@@/ € said
optionally, wt bi nder such
rromwn@b(tyﬁ@pﬁyuce&y pﬁwye amgyintg fcA meour@é?faf@rmwa ¢ and salts or
SBQ/E%%I’[H&JGOPMIH AbIhEP BRbodintedk, Uhk @Brip8lLRd A cofipeln@Sf formula
ara resorption accel erator such as a
(&)u Bedarally jheseanpaung/ob foradladb3or pt i on agent such as
bentonite, kaolin or dicalcium phosphate. The powder
m xture can be granul ated by wetting with a binder
Suﬁgné’}%eﬁléé#ﬁ?non% BHEH) Rank %‘h |84l BauBeCofl @MBerOdeath in the US,

sol utions of ||U|OSIC or polyneric materials and
aceouiting farki% ebﬁdtat welananciens T e ARG 4e240grases diagnosed

.rsa Q@@W'vﬂfh‘ ékﬂ)ro%rlﬂﬁtegp’l’@@(!io Hbé‘thélfr?th‘é&lﬁs o] tlﬁél rbstt laf Eh\éQJVoﬂd“ €rates

et machi ne and the resu IS |§er ect | forned

V§%Q@f%ﬁmﬁ07fﬂﬂo|@*%ﬁ‘ﬁﬁ ds. h'g’fl?ét it an@gawenam other parts of
N&%%hﬁe&feget wn&ﬁyﬁnte drigkdridowibRst ke IgiRisEtaté® ém RBorted in

di es means of the addition of stearic acid,
I@@I@a@@ﬂesesamd Japagiege popHipHet Andgreas %@em%rﬁn@'a‘%%h America.

Iﬁglé‘érﬁ%%a‘s%eteh%@eébﬂW%%%ﬁgmb he pés':tk%e}e“‘ars @SBq:WEpébEﬁi'ésswn
resent 1nvention can al so be conbined with

rengas frq:rava(}%/g o rvef 80%: rPvar-eXREsSAD reeEsiates Wit tumpr sfage and
s‘tj.lr\f\%@tjfrbfe VYbFeth“i:yt%thggthEFHpW\g% the gr@puliatialhaOin prolonging

|ng step A clear or opa rotective coatin

éqrmger&ﬁ w@ths?élaanwg afearﬂeta$ a&%@@ﬁd@maw%@@tmwsef with a
réé’&ﬁ%e %1’[@081l YO %Mn%ré@staﬁ‘]ﬂgl ﬁ)xfé@ﬁl 'fr%hw g%@éngTr%f response

wax can ]prow . Dyest uffs can hese

d@@aitonrfgequo w@ﬂ%@er@ﬁ Bppr'éﬂwenhlﬁur?&%ta@taf@é@er@'mrapy and
HokHbes tR&&By a§n§é)'nHtégféﬂt cOdisteRlyaachi®les X FSspeAse e more than
prepared in dosage unit formso that a given quantity
1©GmotRatients. pr edet er mi ned amobunt of the conpound.

Syrups can be prepared by dissolving the conpound in a
suitably flavored aqueous solution, while elixirs are
prepared through the use of a non-toxic alcoholic

vehi cl e. Suspensi ons can be fornul ated by di spersing

the conpound in a non-toxic vehicle. Solubilizers and

emul sifiers such as ethoxyl ated isostearyl al cohols

and polyoxy ethylene sorbltol ethers, preservati ves,



be added. Where appropriate, dosage unit fornul ations
for oral adm nistration can be m croencapsul ated. The
w0 o0osk@d4 on can al so be prepared to prol ong oPCHUS1085/619053
the rel ease as for exanple by coating or embedding
particul ate material in pol yrrers wax or the like. The
agents for use according to £he present invention can
al so be adm nistered in the formof |iposone delivery
systens, such as small wunilanellar vesicles, |arge
uni | pngld @hb&&”@e‘ﬁ# %F’tr%n Eéﬂttlh\bé‘fﬁ@ll\ | l"%r Esbrﬁl/iﬁéd a method of
Li posones can or ned rom a variet
tregiog prediel sRAgeT iHus hmasngho PBPRESIRg:, a@ﬂ'@&f%ﬂnﬁrﬁonéaldr mammal
I
th@%@%gﬂfaatﬂ %ﬁp{%oénrﬁ@rmﬁﬂs é?% gB@gB%idl ?@@F@%QQT qajne%aﬁtQ o? Q?Ivates
thﬁtﬂ%clfbﬁapthahteinmmf@@taﬂ?q sEMpPEnRFhis @appm@wﬂct @f vfﬁmama (),
pﬂéfé? m@w}ﬁﬁ)éﬂﬁldecﬁ'f% ﬁa(l FPP(H’RJJ &bodient aPRmad Ilrﬁé}‘lcer is
SO e coupled wt [ e pol ymers as targeta
re@ﬁl@”@@fqm@ﬁ% Such poI ymers can incl ude
ponV|nyIpyrroI|done pyran copol yner,
pol yhydr oxypr opy!l et hacr | am de- phenol ,
pol y g@tbg&@pehw [ESPHEL & l‘@éﬂﬁl@'ﬁbq)r pqyl,toneal lining. Over-expression
oL ¥ eﬁﬁd@%@f‘%@ﬂtﬁ ?a%@:lryrleé’éﬁt&e EBH9tiL %“é&%n% tflhle@' lﬁ”nﬁé?bgl' solid
resi dues hernore, the conmpounds may be coupl e
tumnoEs, a@§1udm9b|U69Le§Weﬁ§TaBF@ fp‘éﬁo}*iﬁélp@augéﬁqueirwpé%ﬂﬂ%\/hﬂ@ been

sr%Q\m ‘fc?ldo?rgla'ﬁ@lvﬁtﬁsﬁotﬁfa Ebo@F Yogridels 5%@'?9&@%6@"{6“@&5&&1 and
acid ye&%?qeﬁon capr ol actone pol yhydr oxy butyri

cwqjherp@v b@\é@@c@ SHeDGe dhaklug- re@ldalwi W%‘H?‘i‘%@f EGFR

ml? gYaﬁlyé‘%ﬁﬁc,(é' Y&Ié‘tlr?éalﬂngarﬁfneéém& &R, Qfaré%ﬁénitaéﬁe%tos fibers,
copol ynmers of drogel s. Pharmaceutical

krqurhf@ma @ﬁwe&j gpﬁséﬁne iQfpa.tara Heenn HRalPraghinieitee pypesdion of the

EBRR. 5pBEGE S IRET s ERC L hEHAML R3S 1PIRE %ﬂvét%nt %f nuclear

remai n |n Intimate contact wth the epiderms of
factorkBi HrkBlo@ téarﬁpmt@ﬁgféat%énmﬁ@nbm theniegulaien &% anpinaber of

gdlR Rfhkao! iIRRnSHARIM pP@WerQﬁorfj&I\d Kﬁlbe&féﬁdé@ thsdwaichNof the
by iontophoresis aslé‘%enera descri bed

aw@gm@@@%a&ﬁ&fé Bh sigvaling B@tawenggey "be important in the
dRRAIRGR U F&el ftﬁérﬂEélﬁk‘ %ﬁe@@@%?%oﬁ@r’ché PhBbrevention and

admnistration ma formul ated as oi ntnents, creans,

treaigyeehef m@gna%m@ﬁwell%e\dﬁw EQfiRdndsed Assivation, of NF-kB in
MEShthelia? Rﬁﬂbésby @\%5@@@& s QfpBHAk: inFeEIl tsrﬁmare ﬁ»?écee&nggl &f the

eye or other external tissues, for exanple nout
A@Ierlﬁan AsrociagppfrdianeprsReseargy AAERa Yoy 48pMRreBc0Rd) - a

topical ointment or cream \Wen fornulated in an

oi ntnent, the active ingredient may be enployed with

ei t hisyone pabadiment ef Hie eresantdpvertion thees isi prowded apagtod of
tréétanr H\%Ebﬂﬁ@l’ldfna he Afdis, 'ceg{pﬁﬁhﬁnbdlﬁﬁ‘ﬂst@ﬁ\g‘c & BHlgak@fthmal

creamwth an oil-in-water cream base or a
theeansrticatly sifectiygsemoystia phacempperd of lormulp 4D iand Saklis #p selyates

thfeRarof t W'aﬁ@iheﬁ%%dﬁﬁérﬁt 'tr?é“%an%o&rlﬂf i€ cbﬁ‘nﬁbl&%e oﬂ‘f@rmula ),
drops wherein the active ingredient is dissolved or
prefasplin deicampaaing @f fosmre (Edrri er, especial |y an aqueous
sol vent. Pharmaceutical formul ations adapted for
topical admnistration in the nouth include | ozenges,
p&SNEeTE @sing roruie pSoRlsuys. InPHdingiiesgastiegsophageal junction, are

rllativEN! bAoAl &R BfitddCstateRChAh 18900 Redldadbd 8Rd TBYOBGeaths
presented as suppositories _or as enemas.

repREPFHH 8003.cHe Hidk ineneasssowih aeaptid afreamagapt diagnosis of 67

y&H81 Bdophagdd] @Bnddr &S BlkrselBfth feHdi dgeéadsé AR dEShiffdnd Béﬂdéijﬁmong
a coarse powder having a particle size for exanple
Amggcan men. Worldwide, esophageal cancer is the sixth leading cause of death



range 20 to 500 mcrons which is admnistered in the
manner in which snuff is taken, i.e. by rapid
wo pwahiz500n t hrough t he nasal passage from a cPCI/EHB2005/019053
of the powder held close up to the nose. Suitable
formul ati ons wherein the carrier is a liquid, for
admi ni stration as a nasal spP&y or as nasal drops,
i ncl ude aqueous or oil solutions of the active
from gaeekre Adorptibamee eatceotd! dsophageat camgrsaatamlfédr $q@ramous-cell
trati t1on [ ar
AORPRS | T FRDlabRORCS, (OAIEUER Ml R of a
adenocaginomase greoffowrd dn etreddistal mw@a@m% ewhareps ssqugmous-cell
%}SHU%PégFémBFe é&&W%E@B&E&beﬂ&PW%dI&QLd awer third. %verall
at1ons adapt or vagl nal adm ni stra
mpreetbenﬁéwegsanp efs@%tnen@shave wnfﬁﬁﬁstab@@mastgm @semsatéise time
spr B t;
%%r]tgt{ |nons?§%§9§£g ?w"%pga}t%ﬁgg‘?él?éﬁg id Elaér erlrgj currently is 14
pern@mtudé\lfaqu@bd@tfarﬁmumnuaq@b@a@lw iang amrmarcmma of the

i SN R e i

Exwessien ef WbBi (3R adensgasenena 10t éﬁd@ﬂ%%tﬁ'}ﬁ'l fpearsaiedoe a
n

D B R 02 AP Sl abou

25% imadendcareinomas @éhegdisieberopbagys andd GE dowdonr

mul ti -dose containers, for exanple seal ed anpoul es and

vials, and may be stored in a freeze-dried .

(1 yophilh ppegnbedimsnt pbive peepent invention| {petenis paelddad amedtod of
g Bt ee) LAEP Pl oot RIRTBUBNENHg Xl ammal
therqpéét@aﬂm effgrlivei aneutn af 8 gemeawicbeisforrayafb andesglis o solvates
thfeFe‘?)’F‘ Rt Shbther %%%%Trﬁentgw%ﬁ oG | %b!c%?omgl& of othda (1),

under st ood In additio tot e ing lents
Prﬁfﬂf@blbmeaﬁqn?pqwdtqf ti@dladbdve, the fornul ati ons may

i ncl ude other agents conventional in the art having

regard to the type of formulation in question, for

exanpé\eralhelicopathoiasical fsgidiasr Apverd@rpminedr Hiei everaygression of
EGﬁﬁl ém)eeftJBQVfﬁrHnﬁg%régﬁgélﬁlarﬁlah@%rﬁ@\%%mg |mm]ynoh|stochem|stry

erapeuti cal | fectl ve "afounts of
Ferarsoaidacystic fc@rrcmgvm (AQC)i thedemeuaney e BGFRPVerewpraagion varies
I

R B QP O3 Rt B e B irom
OWAPD% aéﬁf@ffﬁ%ﬁbﬁeﬁwwrﬁw bﬁé@‘i en smiah seiirs Wig limigad sample
sn?é%agﬁﬁ& TadtB® RBR 28 UHI&IcES In IQBorIaEJ?y 8BHAY and Qz%nﬁ% R,

condi tion requi ring treat ment severity of

archeliceis o antibpsliesatikalecattributed mdhﬁﬂetsfqg@neltsaﬁfdhe Fesults. In a
re%@hﬂyepﬁ’rgllsﬁg(ﬁnlé}‘gétsre?%!s% 137 §él|g§1£yegﬂ¥lp? tc%gm%ﬁm?% éGlISSOh et al.,

herapeut | cal ective ano

G ES: BiOA-4br/a00 1o israll SRGENEY 96 CMB AraeEmPrRESIca(2* fo

3J368h1‘b@té Mneﬁ)ﬁ%PéoéIRﬁMgdinoét IfeQét%%‘ (gl tlmer ellg"?qgé}évs%ﬁred as
in the range o

pqsetbferfp@ﬁ\ter@mﬁmry) vr?ér17a/ay23aﬁfd13%memqmg il histologiicahsubtypes of

sa\’h@é‘f‘:}eglé’rﬁd %ar‘c%oﬁ%s”@yvgr%xpl%gé* oV FHBZDWés B Bé?éré%' ACC
above present invention is |rec ted to can

(4th, é’a@fw@itwmﬁ;@magerm@r@wmhwa@ geamaann ﬁakvafmtdu@trpa@mers (83%,

1d\|‘of %2? M98 Q)'b‘éel[v(a??or{ |\A{é9ri%F?QPZBé| Lot RNGRY e typical high-grade

net anes

h'é‘p |C]a§ﬂaht5$$rén%999regswbshe]vmoéthemﬁwwwm gubtype as well as
.ts(%égr%@s.rﬁ%rwiolbr@%t%%é and/ or solvates thereof.

Bl adder cancer is the 5th nbst common malignancy in
Europe and the 4th nost conmon malignancy in the

United States (Jensen O Esteve J. Eur J Cancer 1990;
26:1 167-256; Jemal A, Thomas A. Cancer Statistics,

2002. CA Cancer J din 2002;52:23-47). Wrld-w de, the
vast majority of bladder cancer is of the transitional
cell type (TCC), which conprise 90 to 95% of

urothelial tunmours. These tunours may occur anywhere



bl adder (90%, and proximal two-thirds of the urethra.
O the patients who present with clinically |ocalised,
woreeshzsifnivasi ve TCC, 20 to 80% can be cured w@TUS2005/019053
adequate |ocal treatnment consisting of either surgery
or radiotherapy. Qther patients will develop either
| ocal relapse or netastatic dd’sease with little chance
of cure, (de Mulder p, van der Meijden A Bl adder
cancer . Iniame eDxfasindentet throrRseTt iUeBU dhere idpredided a method of
r i yers e MR
tr@é{rg{ %)%1'% Oo %gé% %eénh‘eaﬁg?%a?&gpg&'q )gdt reaerwgnto said
naﬁmmaldhhr@beeﬁcaﬂw afiecive reauotngf awonmqungt afderinigtafle and salts or
[
sgfvgggatﬁéﬂgﬁflln %ﬂéf%l"ghfg'oem?é?@ fhé %Bhr@é%u@% 3: ﬁg%uﬁ‘@ of Formula
(i prefetraldathmqmpqumdtdﬁénrmnlat(éd St ates and Europe
respectively (Loehrer P, Einhorn L. J din Oncol 1992;
10: 1066-1073); von der Maase H, Hansen S., J din
mcolH@ememaaG@esﬂnO@WXﬁCQ)sempﬂebq)fné‘xecure%tawrnmewancers
wo?Hd@/[Hea\Jvﬁr?? @aﬁﬂll\éﬁ Offa%Qé BRAuN9. W"\%&%@ |§?§p|&9ﬁﬁc§éasmg due to

bel ng 1 nCreasl ng
ve@woeaail mqpagim@enfg@tnm t Hifira avers appyprioaialy 1ﬁ 3@9&%%@ the US

s 2bb3 Wath. ée@gcge%thge q@% e Rlathesedd shoRdvap (ﬂ‘f‘éj nﬁ’r‘orlty of

netastatic [tal tract is | ess wel

patients ewith Tersctablg @Ia@@seppThﬁf@@V forelogplized HEC qu@ﬁteﬂgew,

ré‘%gﬁed'l%h@)psﬁatmnad&ﬁéncﬂnFﬂvééﬁloﬁ’t i613rtrérHsoért'!s‘?ial aéheﬁ%ﬁ‘i’c‘;ﬁﬁﬂfoﬁza’uon
| Sease progresses I owi ng pl ati num based

Thleeanist he restaplishase adiywant dbergen apdutBe dnaigait &f pers recur. The

p&@%@oﬁ;sfor RRIREA R rﬂ@tgst‘%é Pl@(?isrbooiaUWlh %J‘Jrﬁ&)’r@ﬂvbﬁ&% months.

se rates var etween 7% and 27% and tine
Emogrbmsa@ﬁ S(nmﬁvggem ar treonlinatign is,a gammendjeaipent for advanced
I—\{?@ I(]JJ\Mev%l?ofl{e ré Sfi‘éés?atgflstls‘\ﬁ J%F?jofhepé ‘PéJ'F\BS’dh&ébfy that improves
adder cancer a he 1 nadequacy of the avail able
suhévahpiresthist tﬁeétlr@et Qhﬁ@om@pmr er r bpisesendls emqha@tlon with
c?ﬁ@%‘ &Rl algkﬁ%gmn% RkEsS OurbxResdidl 8\5&%6“ h&been
or e tive therapies. rexpressi on of EGFR (erbBl)
reperteskip BICG with |vawmdecga¢ﬁ§ecrf ONEISXPIEE%IOR EFNCEiedt EAPRY expression
e t t Mo t
1@%@8% g &ﬂ’%‘ﬁ%@ é%j?%%r \%gﬁrowcth @rada‘ad@wo CS:IS( Sestr?ﬂ?ténce 0
qhemomeu«nm Em ar%ememgsus;on or hgpateim cell tipgs areimportant
rggl%,]% Wkh/2. 2% and 44.5% of primary bl adder cancer
respect i vely. Conbi ned expression of erbBl
and er bB_2 is found in 33.9% of sanples (Chow N-H, Chan
S-H L Gnbe mREnt hggﬂéﬁenﬂrﬂv%ﬁt?dnl?ﬁé’re is %ﬁ’éﬁlﬁ métfod of
a potent an el ective I nhi bitor of both
tmadn@raosepatﬁe%)lutaneqe@perr@ BrHemmal, agPredriségk @mmstermg to said
’
R e PR AR, of & PEFR ) APl (B lapd salts o
sotuatesr beresf. la|arlotrmtemhq¢lr@¢ré BetromneEng o Qqﬁ\aooynésoérﬁ@rmula
|, , I ma nmethod of treating
'%’ﬁﬁ r'laBQ th%gﬁ@g?mﬁn& f&mﬁ@g , conpri sing:
adm nistering to said rmrmal therapeutl cally effective
anmounts of a conmpound of forrmula (1) and salts or
EGFRds érngeﬁ@v@aﬁrexpwsa%tm@?“%wﬁbmn?%ﬁpf therfraio Aipejtkgroer et
éISCﬁn@ U%d34@% J50bMubEo)( IHCpu)dlng @Toﬁfa%r@?ed’eltéﬂeél ClinCanRes,

of formu oné enbodi ment of

the
1 ERO IO, 099N A@mvrdmaléréw5§291%@ﬁmt%t@eﬁ S8tgciife Gual nnibitor

5frl§tﬁﬁ'é?SBpla"f\gd@rbBQaH%?rtthef@ren&mé ,anC efiddtive] @ll-tolerated and
admnistering to said manmmal therapeutically effective

conyamert tertracriepgionfa patierts Wiy Peain F%ncghwcgiglﬂgsg"emas

sol vates thereof. In another enbodi nent, the conpound
is a conpound of fornmula ( I1), preferably t he
conmpound of forrmula (I"). In an additional enbodi nent
of the present invention, there is provided a nethod
of treating advanced or netastatic bl adder cancer in a
mammal , conpri si ng:



adm nistering to said manmal therapeutically effective
anounts of a conpound of fornmula (1) and salts or
w@ologazess t hereof . In a further enbodi ment of PEEUS2005/019053
present invention, there is provided a nethod of
treating transition cell bladder cancer in a mamml,
conprising: administering to2%aid mamal
therapeutically effective amounts of a conpound of
f or ninl eng( embammeeabf theopresetvaras§on.hbesos. prrdded @aneihod of
e h 1 f
uGdAGehrelr ARVl p el ARTEE AmiERy; (o78kid mamma
therqpeowytdﬁecmmmmts af 2 ﬁgmgnur@ﬂp@foawgt(l)mdpﬁéﬁé Oneolvates
af i€ 7 f &
Bjogho i, BTk RFRFIC e SofPPaR] £ BrpSuRl of Bimuia (1),
prlel’mably e gempoiesl, ofiepatlad ! ireln stearyBRodimenty Hieh begiy cancer is a
%ﬁ&yr within one to two years after surgery. Advanced
pancreatlc cancer has few therapeutic options and a
di smal progn03|s Less than 2% of patients with

panc ha |§rbc% ué’ form H&RInScankat. 'Itet%g‘inspfneﬁéﬁhb&ﬂes—

with'loc ad va pancreati c cancer are eit
celisetaa’emakﬁtﬂhe ehemra@htoctaﬂe@ a\pg}am@elhlmghyn%ianoma ‘accounts for
o&}/ %%5895{‘90{)# e{)ﬂ%n c ceg% od qbiNRaLaRRH slﬁlﬁgﬂaﬂ’@éhre%ﬁed deaths.

i ne al one. orturmrs W th distant
Twmt:aib’t asdanomgeiscireated méthhsisoens cangeint high é*ﬁbr?@ﬁ?% igpfollowed by
m‘frﬁ[lr‘?otﬁ%rbggvsﬂh%ﬂnkt AhBOHerlolobl al shoved a
atis Icant 1 nprovement in

cancer-rel at ed synptons (23.8% Vv 4.8%clinical benefit

resp Vi | thefY & Blovidelra édod of

(5. /03 AR cF e e T on Doy Blokidel e mehod o
trEbtirngaseelandRee eint aatmesipals domprigingomdpistedng rig) sald mammal

tﬁé’r%_ﬁé@c%l@ éff&fl\%hgr'g%\f §%If L O Y)'uH@lof RyYméiat ('ibeénocéfﬁft@ d¥idates

é@rep acl ng genci tabin é N
trmamzmmthammbmtmamt the comworpg néquqomﬁg%rOJs rmula ('),

t L syl @ynot i nprove the survival of
Bée}gn%lpb,tgéﬁéﬁ]?reat ed g‘ancggati C cancer patients. ErbBl
expression is about 30% and erbB2 expression is about

70% |Ir\ﬂ't r@&&ﬁ?idﬁj@ér ReathRft PRASSRE of theepidseRt invBRiich the

is pr ow treating pancreatic cancer in
campaumas qf f@rmma @) do: a@dﬂﬁ)ﬁr%@%gﬁ%mb%a kayed nanmal
therapeutl cally effective amounts of a conmpound of
formula (1) and salts or solvates thereof. In another

embodihedaifowinhexamipoariedniesded %H&yémﬁwn&nlx Bhdrateqt pytended
y&mula (1"). Estimates of

t&nosﬂge?%%gtﬁggﬁq%:ﬂg@ﬁcgl E%lrcate that there will be

over 220,000 new cases di agnosed in the US in 2003,

resulting in over 28, 000EXEMRES | n the United

Ki ngdom n, F anc and oyer

110, do Y E%ég@}/%‘? §E? SIMe. olnv%%tl,eg g&% n'c?s\éh Sgnifocesses,

seMehed Bndearigias be: cmhemtemedntd lﬂmstamsEh ||rstM|cs>ewmordzny scientific

LAl 93 BEOSS ShS (RS AP I S ol

Of B:b/ogrc@stc&iem/sz@ncetammw rsinvgld- hettad\oartbmdz |ditsre alslareviitiars are

def h
bl T S SRS EE aSlBbiio% o

d@hﬁgdraﬁcfn arlesestharesehbted! iUnidsg dineratsechoied, fallastatiog eraterials
abl ati.on,

the effe i sease pro
WAporaRd AR iateBh PRI e PP D B fihher purtoaton.
Sﬂﬁcﬁﬁamnﬂie\/felldvﬂn@adbreglaﬂbmhay be nseahld tbe exdarhgas and throughout
cl assq Ia}g@as havi ng hornone-refractory prostate
the SRRFIEIRIBC) [ Crawford, 1989; Ei senberger, 1994].
St andard options for pati ents with HRPC incl ude
secondary hornonal therapies or chenotherapy.
Conbi nati on chenot herapy regi nens invol ving agents
that affect mcrotubule integrity appear to have
activity with tol erabl e adverse effects. However,
desplte h| gh prostate specific antigen (PSA) response

.



duration of response is limted to approxinmately 6
nmont hs. Survival benefits have yet to be denonstrated.
wa\Ldokorig advances in palliation of synptons apdr/us2005/019053
i mprovenents in quality of |life have been obtai ned
wi t h chenot herapy and steroids, innovativeapproaches
are needed to inprove survi val rates. Novel appr oaches
to the treatnment of prostate cancer include the use of
targeted therapies to pathways critical to tunor cell
sury, @gmsfor treat nent of mhgqhﬁﬁgrgmgﬁPC
M t oxant r one/ pr edni sone or estranustine are commonly
used- (lfefshddi ti on, docet axel Mesmdliligrs)every 3 weeks)
p y 19, 2004 in [
pr eoﬂ Q‘Qﬁﬁé’ﬁ%g first-line ther?@@?gﬁg?%ﬁi‘?%hhwc
Cur rrieolar) mul ti pl e LHRH agonm&/@n'ﬁmﬁl’ laght i - andr ogens
are \3Q6midh hornone sensi ti vekgi@egaihg cancer. Several
smal | trlals wi t h chenot her ap a ents ‘are underway.
The labi(intieyenaisyel ay the use é? (Bei#ogen bl ockade and

the poximebinéggoci ated W th B gndiégr apy could be a
clini cal I ybl rrport ant advant age o(?n e‘%gBl/ 2 inhibitors

i n tMmel galiMAiRE): Both er bBl aRd (OPPESTREEERYr essed i n

Pr OShHRE @ik@Bser - The maj ori tyhg{ous,g udi es have
i ndi cated i ncreased expression with progressi on of

pr ostat@ebigga®eintlas it becones #%ﬁ‘ﬁ‘d?)fﬁrfhf%“%tt)%rﬁagh‘
hor MpNgetbhRIARNe); 41- 100% er bBRP;(re28rs3QHesspB2)
Cinical studies with either ErbBl or Er bB2 targeted
t her RpMe@lidhioremeaibangleen pr om BCEddichlopradangdie cancer .
AS eESWFe(?VSN%ﬂn&B IPJQlIanﬁfe Bl aH@A%r Q&%lcca%ro" elate with
t he progreéssion b te can

hor nﬁMéEr (@f(ir mﬁ'@)ﬁ%"yﬂetbﬂése aTM§e(trlni1€?’fhylEM or of the
erb i provide a eat ment
opt ﬁ)r?%f@ggﬁrép ;i t hat speci Tgéz @t§l8%|t%ﬁ?lgr ei t her
r ecepgPbe talgbrmeessure Iyt @m@o@lm@phybf t he present

| nve Hf@f&traﬁ%“r&%rénﬁ prOV' ded BM!% gb@rﬂe%lshlgcﬁén’dé g

pros cancer 1 n'a , m ni'stering
t o sBiQhmiethyhhcatate); apeut DN@ 01y'2 élfﬁeéfmxveféaa%unts of a

conpegipd of fornula (1) and S@ﬂh&l%n@&naﬁﬂe‘(&k%%eﬁé“ééf@“
I n anot her enbodi ment, the co IS a co

fornbB& ( 11), prefer abl y thefeéai@pwuﬂée@lnfor mul a

(1) pabfp one embodi ment of th%ceveeemh.f.bamwce@s medium

there I'S provided a nethod of treating horno

refrdd3ory prostate cancer |n|r@Uﬁfﬂﬁh“dBthy|@tﬁ¢p$nl@f§ng
adm tering to said rmrmal fective
am)uﬁ?é of a conpound of for Iap?F% an i’;)ésda at“géor

sol vBPBY thereof. In another Rebweli HektMemeral dwstipieind
IS apfOp Qﬁ{g}d of formula ( 11), preferably the
corrpound of formula (1"). Colorectal cancer is the
four R nost conmon type of carmoertempeygdteer n soci ety
and the second | eading cause of cancer-related death

in North Anmeri ca. .The annual incidence of col orectal
*S8nobt Nagl, tiiemUnTtietChitpit éS, 0258p fwlvk rdapxyshplatagl BAYP-40, 5

o e 2040, TS o d oA ) o

The lifetime risk of colorectal cancer in the general
populatese rotheswisgdndicated oalb tgrepasetites gt expressediip HCa(degrees

CE%E%@) o r 'Aﬁkreac B]I%SGCOWHI? tQ@\’@nie)\fm aR" &R’ edfth5§§he|ré3rat room

gree relatives col orecta

tm@tﬂreumthﬁwéﬁ@m%@d mat el y 20 per cent of all
patients with colorectal cancer, whereas approxi mately
5 to 10 percent of the total annual burden of
colorectal cancer is inherited in an autosoma

dom nant manner. Al though surgical resection alone is
potentially curative, |local or distant recurrences
develop in many patients, and those with the highest

ri sk of recurrence are advised to receive

fl uorouracil -based system c adj uvant chenot her apy,



anal yses. ErbB2 is noderately to highly expressed in
primary tunors. In vitro expression of erbB2 is
w@swsa@mved with progression in the PCT/US2005/019053
adenoma-t o- carci noma sequence, tunor stage, invasive
potential, and is an |ndependent prognostic factor for
survival. ErbBl expression i S0 ower than erbB2 (40%
versus 60% although its role in growth may be nore

pot e WRTZAA6E isBdapataniby pyhessi eferaicalemeBe ds dNdp1ibgoro-4-[(3-
e ol (FR R by A R PR3 4
qWﬁ@éﬂﬂﬁ@"@dﬂ@ﬁ@@@dﬂOWBﬁ6%@ in a manmal , conprising:

adm nistering to said mamal therapeutlcally effective
anmounts of a conpound of forrmula (1) and salts or
Examplg bs thereof. I n another enbodi nent, the conpound

roula (11) preferably t he

Pb%ﬁggﬁﬁggggmgg?gﬁ§g (I"). I'n one enbodi nent, the

cancer is colon cancer. |In another enbodlnent, t he
StAREet is rectal cancer. The annual incidence of |ung
cancer worldwide is 1.24 nillion people. In addition,

1.1 mllion people globally are estgjmated to @je from

| ung cancer jevery year [Pa kln 20!1]. ApprOX|nat%Iy

cell | canckr—(NSEEe ndt II"’haveaII
advanced>-or ﬁ%%astgwp$ di spase™at d%% NOSiLNS.
Currently, tihere is no curative therapy for these
patients; therefore, the goal of chenotherapy i C
patients is to extend the quality of life through
pal liation of synptons. First-line conbination
chenot herapy of advanced NSCLC @g&gﬁﬁeﬁ C&.dsfESponse
rates of 20-50% w th additional i ents achi eving
stabilizati on of disease. CUrrenﬂMstand rd fPrst-Ilne
t herapy for NSCLC includes cisplatin conblne- WL
vi nor el bi ne or gentitabine or carboplatln ned
with paclitaxel ordocetaxel [Schiller, 200 oss a,
2003]. The time to progression (TTP) an overal
survival (0OS) in the four platinum deuple
by Schiller et al, were simlar, 4 nont hs
respectively. Fossella et al., reportsed gnd GS
of 5 months and 9 nonths with the conblnatlon of
car bdpitigef rsuspensirsc et ANSHodowinaggién- féﬂong de@npeuridnd) in toluene
I
B e Rt IRl A KR S 22T 58 BB LATE, Fpon peated 1o
90%pr Bhesphotousroxybldoddeal 1. tgq) afasl addey, ’dueckedcmcgr medt@t aghs then

tQxi it Docet axel nor el bi ne, nci t abi ne
ngdted i b SRk HRcan MO B cbePa B e, B e (svols)
a@dadl VCbMpa@qcseqomi; éc? J@at @aédredta sdidnaid @Btslury Wvls warmed
Currently docetaxel is indicated for the

b%qketat%gtaHsttlﬁsf’ faint SOV 1 Gy was §a0giated toa second vessel;
theefids vasdet Vi rifs&d |w1me{dluénén@vél§‘%%r cé}‘f']Elﬁéd fvﬁtH Ll:Hee r&ction

prior platinum based chenot herap I nhi bit

Mhde. alld® reradian| mikee was C@i‘#d ttCP rTOE)C (ar\deé@aM )ayueous sodium
h |

PRBSAU AN 1 DS 8081 GO ER 104! E | s sy

maintaining e mréemis t@npdefawebeMnn p8s2dCanichedobdétraxels stirred at

65- ?S?Fogﬁr e d meg%lt)'ﬁ:fnp é@ﬁé (d ?‘fewﬁ]%}if&r ibes gtééo hase&v\;als stirred

atReCeot 3 homl mat;ﬂddudmomemew fnteénoayemcaWbsﬁw siaéassively with

whEhEEx BaeTEM ety (RS2t Brast B 0 Vs sosne,

approved in CRC and ongoing trials are explorlng its
activity in NSCLC. In one enbodi nent of the present
invention, there is provided a nethod of treating a

| ung cancer in a mamual, conprising: admnistering to
said mammal therapeutically effective amounts of a
conmpound of formula (I) and salts or solvates




thereof. In another enbodi nent, the conmpound is a
conpound of formula ( 11), preferably the conpound of

wo eosuk@o4 1 ). 1 n one enbodi ment, the cancer iBCHUS2005/019053
small cell lung cancer. Approximately 14,300 wonen die
fromovarian cancer in the US per year. It is the
fifth nost common cancer in Wbnmen and the | eading
cause of death fromgenital cancers. The 5-year

Velumesv ale rqucﬂed owitoveaspast @hnther duentiypebxCampeuryd okogised.

Peent T s bt Bid: 8% S5 a8 B NG cvstals.

I11/1V) ovarian cancer at diagnosis, and the 5-year
STAGEZal rate with distant disease is only 31% Age

and race influence the incidence of ovarian cancer and

t he sur iwgl rate. Wonen age 65 years and ol der have a ¢
hi gher Clgence of disease (56.3 of 100, 000 conpared

Wi t hunNEDS 100, 000 for women younger th earﬁm
lapd. asgi gn ntly pooker 5-year surviwa l'g‘ \N
Eﬁﬁaned wi th 65. 8% I % @ﬁﬁ%us st andar d t erapy

worrer wi t h advanced eglthellal ovari an cancer has

devel oped froma series of random zed trials pérforned
prlnarlpy by the Gynecol ogi ¢ Oncol ogy Group (GOG . Hé1<:>_
1996, this group reported the results of a random Zed
conpari son of cisplatin and cycl ophospham de versus

cisplatin and paclitaxel in patlents with reV|ousIg_
unt r dat ednixancedl st ajd3ichiorerfd(3riomhesadoxyiphenyl}-6-iodo-4-

Lu t gyxe g ju I @r
BRSPS O bR R O

t |
1@Feavig)y, ang m%apailaé@mr@:@ﬁlwg %P@wbé%w%we@w@s slurried in
IMgl(())i 5vcﬁg Tzé_cfeesaﬁﬁﬁ StishEnFH \Afé@rgflrr@H Fof gsrﬁﬁl‘ﬂﬁa% t@bged with di-

an | ncrease 1n 8[‘ essi on-free survival

|s(op|:c$yle1rallalnloe 13 38vakphi Prguivp aad t myeatgﬁao cag9iC for ca 3 hours
V\)h@gjﬁé A chidn w’é@ doﬂf?&@%@é{e@?{ ﬁ‘édib#/ HER S Afhipsil)V it m&ﬁﬁe was

nont hs; he results of this stud

g st drirarycmwe (Tl 1508 220 EAsaRIIRdD APV HE eirlvst
TRaLLENY, @awr,hgleos\t\,agmgl@z\;ohr ough 1V epithelial ovarian

cancer were simlarly randomy assigned to a
ci SplAaEblUtld?i He pgfé(l%r%t&%l%‘%odﬁ\oh&ﬁl}cﬁaé (‘4 Wuﬁ equiv) in water
cisplatin paclitaxel. In the latter d

(thyvy) web @ QY@hﬁrWeBl“ﬂMtQSntopﬁ@l f"ieé‘%@bﬁo'%% m%}t@f‘%‘éj a4y §5°C.
A@teﬁfﬂlgféﬁllstHH% IS n{)mr?@%s 'sﬁrré&%t %5 tist 4 hour, cooled to ca

axel was adnm nistered as a hour I nfusi on.

25&@ pivere! hbiesandastifedrad e termperpiiot f@ééIfU@é%H?g'ffpurﬁ)oTh@ solid was
[ f [ t t
c%ﬁekﬁjéoeﬁyé ﬁlﬁ%ﬁ&?‘ t\/\?ﬁ@h@&’ thg ﬁle @'/(i)l § hefl darll'e? é/?] Vééuv?: At&3 8RB0 give
ther easn@dsjommnnd EaaSe@l y@uwaer@eﬂe @wa‘raﬁjlaﬁ sobgh eeﬁlated as the ethanol
i ti has | ess

Sﬁ@%% gﬁ@%a Pgﬁﬁ%ﬁg595ha§§?hg parent compound
cisplatin and the conblnatlon of carboplatin plus
paclitaxel has al so been found to be an active
regimen. ErbBl is commonly expressed on tunor sanpl es,
while erbB-2 is | ess so. Co-expression of erbBl and
erbB2 is also conmon. In xenograft ani mal nodels and
patient sanples, erbBl is an i ndependent prognostic
mar ker for poor survival and chenot herapy resistance.
er bBl overexpression is about 70% while erbB2
overexpression is about 30-60% Co-expression of erbBl
and erbB2 is al so common: about 30-60% ErbBl
expression is an independent prognostic factor for
survival and DFS in multivariate anal ysis, however
erbB2 prognostic value is rather weak. In ovarian
cancer cell lines, there is evidence for erbBl
gr om h- dependency. I n one enbodi nent of the present
invention, there is provided a nethod of treating an
ovarian cancer in a manmmal, conprising: adm nistering
to sald nannal therapeutlcally effectlve anDunts of a

o Y r I . Y



preferably the conmpound of fornmula (1"). Vulval cancer
is a rare cancer in wonen which affects the vul va,
W@ bab/126504 he external fenmal e sex organs and i SPODD§2005/019053
common in wonen mddl e aged and ol der. Standard
t herapy for vulval cancer involves surgery,
radi ot herapy, and/ or chenot hel? apy, typically topical
adm ni stration of fluorouracil in early stage di sease
SAAGE8mi ni stration of cisplatin as a nontherapy or
with other agents, for late or netastatic disease. Clln
one enbodi nerit of the present invention, there |s
prow ded a f ”eé?aéJ‘g vul val cancer |n a

omanpral , : admnlsterlngtos
ef-apedtical | Lective anournt s pf
HforrruII}J and saItngLs_a_oI vat 550 eof ther

enbodi ma{nf“ t he conmpound i §‘“:a°'corrpound 0 for rrul a (

I sberably the conpound of formifa g;> 1 H.0
of t cervix i s the second npst conmon F(éc o ’

wonen wor |l dwi de and i snauslc@fli ng cause o

cancer-related death in wonmen in underdevel oped

c ountQongRunt\d | (dwitflend agmetnyisotidrel ethyRoniod Bydasidsridd (0.4 wt,

13 S R he ML E AR TR, St e s Ao (0354 vol,
4C@GILW ¥ ahd adimsopropyfetitytemiblai (DEREAL 208Syol. V\ME(Heeqmv ) were added.

oxlnat 13, 000 cas vasi V|caI ancer
TR S e o s pUTees 2 DS s R ol Boming Eqolef 168 22°C
Sogitidd trz@csét@@m@hg/dwee(o@eagm Qsoe/deqm)r Wils tHePVafied&s a continual

cervical cancer women ni
BTG S aE ORI TN IR TSI SO oS GRCB G o dis point).
THE Gedlitthd @Bdurk ivieR! Mirfed ot @B SI2VE féreé«wt %U%Cﬂh@ﬁ%bﬁﬂle@%r HPLC
early treatnent. There is also a higher rate of

analFiient® HASHEN AR B4ANCARSYCadHitian ehamieous sadiumthydeoxide

(Z8% /%A B WP@Ho@é@B?Wa@ert bqfo@ao»’aﬁ&étnﬁeﬁf for @8l 30c Ak s (some
|nvolves surgery, radiotherapy, and/ or chenotherapy,

effgrypeeancy Wageal §¥ thgtstashofdpe E@@HP afifion)s a rmnt her apy
or with other agents, such as fl uorouracil

The AQECES . Phase ofes é?%bé???éﬁiedotexv%e%r%gbﬂ'ﬁﬁ (R/é’ﬁksb gind the

cbﬂﬁ@fn@dl'ﬁ-leéﬁVddf’@ﬂ'e% ﬂﬂi@h Reghed t\blb@%th%"/@mﬁ\?éé{ué&lls ammonium
cancer in a mprisin nistering to sai

id
chiaHgR PO T é?pééﬂql% | 9 SQfLF'QBtO?QéO'H%%ﬁWfQ”'B@CQ menydrate (p-
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#pCovealed fan asedyhod of treating an endonetrial cancer in
a mamal , conprising: admnistering to said mama
t herapeutically effective amobunts of a conpound of
formula (I) and salts or




sol vates thereof. In another enbodi nent, the conpound
is a conpound of formula (1'), preferably the conpound
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Activation of NF-kB in Mesothelial Cells by Asbestos
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Invention, there is provided a method of treating
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formula ( I11), preferably the conmpound of fornula

(I"). Cancers arising fromthe esophagus, including

t he gastroesophageal junction, are




relatively uncommon in the United States, with 13,900
new cases and 13,000 deaths reported in 2003. The risk
w0 p@sezses With age, with a nean age at di agnoRCEHUSI008T19053
years. Esophageal cancer is the seventh |eading cause
of death from cancer anong Anerican nen. Wrl dw de,
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observation was felt to be consistent with the typical
hi gh- grade hi stol ogi cal features and aggressive
behavi or of the salivary duct subtype as well as its
hi stogenetic simlarity to breast cancer.ln one
enbodi nent of the present invention, there is provided
a nethod of treating salivary gland cancer in a
manmal , conprising: adm nistering to said nanmal
therapeutically effective amounts of a conpound of
formula (1) and salts or solvates thereof. In another
enbodi nent, the conpound is a conpound of formula (
1) , preferably the compound of formula (I").
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not
any way.
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illustration only and are
intended to limt the scope of the invention in



EXAMPLES As used herein the synbols and conventi ons

used in these processes, schenes and exanples are
w@omsiistsent with those used in the contenporarBCT/US2005/019053

scientific literature, for exanple, the Journal of the

Anerican Chem cal Society or the Journal of Biological

Chenmistry. Standard single-1éfter or three-letter

abbreviations are generally used to designate ani no
aci dFiftgsight estienihivgh lepady adwaneed of petrstatie urpihelial tumors, who

hétfﬁ%ﬁ;fe%gé@tah JHM@Ba%%E%? eree&(/@&j'mw ?ﬁépat;tmlb once daily

W se note starti terrals we tal ne
uiitil ofiseasmrepiolEassionppIri etsdign@l. uSeirtni eRduefficaet hagsessments

rR%rgbﬁG&ﬁt }eQRw) 39@%' fcél‘ﬁ@!jl é(ut 5thﬁ bed |82WEQI9 mtervals respectively.

reviations exanpl es and
Patiantuyh@ualse ﬁ@se§gg@ iaf yvttm:{ra\@ﬁ\iI gnq pllaved evw 2 months until death.
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rlltrﬁlylﬁfhls@&h%ﬁﬁét @513)'\//])19 Fétlénrtset Gﬁ‘% %céd/é@D%andﬂRlb as intended

reverse | or onet ane

se{q@ndﬁneﬁftﬁé@m byee mament(suﬁow haf fwetawy radvckieminatyas pegified as
f%tﬁ&leFés%oﬁféss? PII:{ “@Eth(#rngtrai'd@éé%e?ﬁ' lﬁb\)vs\t/é}}’lc)nié/ e PR was

triisopro

cqrffirmed i auwmkﬁw Eghtypatientsg2 o) heg ﬁtabﬂeéeeaee K$Q1)u|5oW'th noted
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re@BS famedtphaval.buf f ered sal i ne RPM Rosvvell Par k

. 1505%% %ttlr%%w %_Igp%ﬁnlpl sﬁg\ge&%@@'@ Vécfl’l(/iw &nd was

gereallyyvhbltalegted 4o KRLATS VchrrwpelbfdadNﬁrmed mfvmn‘@@mtle urgthelial
t sc,odi um fluoride, and a protease inhibitor cocktail.
Nl ess otherw se indicated, all tenperatures are

expressed in OC (degrees Centi grade). Al reactions

E?Qrﬂ d under an inert atnosphere at room
erature unl ess ot herw se not ed. GA672016F i s

Clinijvat pmade hatisly atorall atimitdsterédslapatidibGs singledadgrd-second-
lihé treatmhemtaf|padienisomith yodallg-adbanddde metdsdatéc Gahgitiongl cell
carcindrha of tie wetthsliay traef.uryl ] - 4- qui nazol i nam ne

di t osyl at e nonhydr at e.
Methods: The primary endpoint was RECIST response rate (by independent

radiologic review). Key eligibility criteria included stage 11IB or IV TCC of the bladder,
progression following a first-line platinum-based regimen, measurable disease,
expression of erbB1 and or erbB2 (1+, 2+ or 3+ by immunohistochemistry) and
Karnofsky performance status of 70 or greater. Oral lapatinib (1250 mg, daily) was
administered until disease progression or unacceptable toxicity. Tumor and safety
assessments were performed every 8 and 4 weeks, respectively. Cardiac function
was monitored at baseline and every 8 weeks. Tumor tissue was analyzed for a
variety of biomarkers (TUNEL, p53, pAkt, Her3, pHer3, pErk, IGF-1R, Rb, pS6).



Exanple 1 Preparation of GAb72016F STAGE 1 A stirred
suspensi on of 3H 6-i odoqui nazolin-4-one (conpound A)

w0 poosotesene (5 vols) was treated with tri-n-bupgl/asion®019053
(1.2 eg.) at 20 to 25C, then heated to 900C.
Phosphorous oxychloride ( 1 .1leq) was added, the
reaction mxture was then hedled to reflux. The
reaction m xture was cooled to 500C and tol uene
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when the reaction was conplete (determ ned by HPLC

anal ysis). The mxture was diluted with
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y, e t
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at ca 50C to give the desired conpound F as a
yel |l ow-orange crystalline solid (isolated as the
Exdarhpleal sol vat e contai ni ng approxi mately 5%w w
ChiniChl) SIBIRGE CBallpApninidtdréd (aphtinf) imRdtients with Solid Tumors
2- (et hyI sul fonyl ) et hyl am ne hydrochl oride (0.4 w,
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The resulting m xture vvas stirred at ca 22C for ca 2
hours then sanpled for HPLC anal ysis. The reaction was
guenched by addition of aqueous sodi um hydroxi de (25%
ww, 3 vols.) followed by water (2 vols.) and stirred
for ca 30 mnutes (sone



ef fervescence was seen at the start of the caustic

addi tion). The aqueous phase was then separ at ed,
wesxasaztsed with THF (2 vol s) and the conbi ned AE#FUS2005/019053

extracts were then washed twice with 25% w v aqueous
~amoni um chl oride solution (2 x 5 vols)2. A solution

of p-tol uenesul fonic acid nod8hydrate (p- TSA, 0.74

w, 2.5 equiv.) in water ( 1 vol)1l was prepared,
PiRgrassiPnt & iplgebe, sidn et 78 nieH reeramse umas @yte(rom@dzevery 8
wikt) seeds were added. The THF solution of the free

base of GAb72016 was added to the p-TSA sol ution over

at | PastCR@suntainrtior 1iRimes) asneksieniedgn tanecrbB alyerexpressing

S '

hésa‘ﬂt I'Qﬁdr ; egéég{ %u%FnogQ%Q; cﬂiﬁ":oﬁ\% U[}d&régﬂg%/\gag ggxﬂlt%ﬂog’%gﬁ%gar&ors most

owe*praﬁ}slmmalﬁheamb%béﬂe%2t ﬁxr%erleeﬁqybﬁat\wﬂeafrmdi@radmtion of 4
e d t f 0 hgd wig
mBQ g%ﬁ?ée'i 1‘4@;&%%@? pgtlemfs édnttlﬁﬁﬂﬂb fherﬂr%@\s/acu> 4 tos  were

vol s) dried | 0 at ca
a@sm@ter@d dapadinioVs 7Tipee s E QO@dngfdaththaﬁaS[B ipitgy 12 witle Inbowsmall
o) 9 r L9
offf M6 Fappeh BB meERRBte i, i JROSERY bl thoraoy
renesiead on lewdtinibefor 421 7andoBt mosCaespestialy.f Breraseuy .rét eapes of
'”ﬁif\&%@ g (()1‘3_t he ditosyl ate nonohydrate salt of
fl qu@oeﬁmwgtr@ﬁyr} i dapatipibowps -well[ Rigratet hwitte exidepdeo nf chnical
. 4 . .
2 GAY o P17 R Bicknctr Adbn RS e NEARLTE Topiey. ony
patiettsvgcelving dapatnip forsoledhaed mqmthsaarsemoa@@dﬁm TaBie 2.
mnutes to give a solution which was clarified by
filtration and the |ines washed into the
crystallisation vessel wi fTableHF/ Water (7:3 ratio, 2
vol). The resultant solution was heated to reflux and
t et rmamyshDfper an (9 vaol Pa@&@isW W aQkitaldRespainist [wat er )
was distilled off at atnospheric pressure. The
sol utgomtestals seeded w t kp7 SD=3
N-{3- @EERgt0- 4-T(3-TT Uor 0PENZyT ) OXY] PhegpAyf - b-
—19-({[ AUpTEL ane sut pllUHé’l )

MMS coo$ed to 5- 15C @\ﬂ?ﬂ ca 2 |nours.
The sOvatbrwas col | ected by filtrati on, washed Vith
t et r Rhyeteadaur an/ water (327 ratio, 2 voI) t hen
tetragydical uran/water (ID: 1 ratro, 2 wp=y and dried in
Vacuo GyRoUC [0 _gi Ve

N— 168,( H‘lté et Hlo LI oot U,iJCIILyI roxytpirenyt—=
T o L e ot e ditom ace
nnnnh%W§Eltéx as a hri nht 1/91 low crystalline solj
Exarffoehogqabt er i nation bf _concentrations of G\k\57201
6 FNebetendodrinei t 50% of ckll growth (I C50) The hynman

| hligiideddec8arcomanes, HI- 197, HI-1376 and T24, 3nd the

" OMgkdi@pdsardontd €, SKOV3, Wwere optarnmed fromtije

I-\Ity& B lgﬁ{é‘ﬁ Cuttuoure uu1|cutiun. Hre—cett+s—mwere
rmelanoma, - b s ool o DOM 16

Ilul II AT LAY | T T UTTooutl out Uur O T 1 CATINT T 11 T Tvr = O

(I'nvitrogen # 22400-089) with 10 % fetal bovine serum

Cresgesfnprdyé}espenéé =ized a4 d;sasbeaaagg:evm@rgéﬂ@y}s.@é Ied at

sius in an nt i ating

PR GrPar s nenes THaH P RecUsdp! PLBSeon hihiateblssisal s

Sherstalii disegsd definbe asppigpqith @k 8ome dédittian xn&afg%@le@;wnl S
per well in a 96-well tissue culture dish and returned
to the incubator overnight. Approximtely twenty-four
hours after initial seeding, cells were exposed to the
ditosylate salt form

VoS i =
=1




of GW572016, GW 57201 6F. Cells were dosed in 50%
RPM and 50% | ow gl ucose DMEM nedi um cont ai ni ng, 5%
WO-B®B5/18530411 crograns/ M gentami ci n and 0. 3% DVEECTMIE1005/019053
three fold serial dilutions of GN57201 6F. Fina
concentrations ranged from 30 mcronolar to 0.00152
m cronol ar. After three days3®f conmpound exposure, the
growt h nmedi um was renoved by aspiration. Cell bionass
was estimated by staining cells in 0.1 m per well of
CE? | ene blue (Sigma #MP140, 0.5%in 50: 50,
ol :water), followed by incubation at room
tenperature for at least 30 minutes. Stain was
Weesgimat ed and the plates rinsed by imersion in
dei oni zed water, followed by air drying. Stain was
released fromcells by the addition of 0.1 ml of
150l uBi inethati aitreatingt arokGFRL a08toN-driB2 yiverapressingesancer in a

i um - 9 Al 57, i ) e . .
e B B, R RRERG, I S mg Y feleiicaly efective
aberts lohacempasnd efddrmaitla @20 nMin a Tecan Spectra

m cro-plate reader. Percent inhibition of cell growth
was cal culated relative to untreated control wells.

| C50 val ues were interpol ated using nmet hod of
Levenberg and Marquardt (Mager @Ziiﬁgpd t he

equati on: 9\m Vmex * [ 1 - (X n + xn))], where "K'
is equal todl C50™\RefUlts aré reported in Table 1
along with results feradditienpal cell lines. The

addi tional cell |ines Eg'orgbared gp@Hexposed to
GWb72016F accordi ng to nethods si nitst4 0 those
recited in Exanple 2. Al cell, I} are obtai nabl e
fromthe Anerican Type Culture Collection and were

pl ated at densities which provided |ogarithmc growh
for the duration of conpound exposure. Table 1 Exanple
3 dinical studf"of orally adninistered PERRli-nib as
si ngl e-agent, second-line treatnent of patients with

| ocal |y advanced or netastatic transitional cel
carcinona of the urothelial tractFifty-eight patients
with e ; I | d unors,
Ziho e G i TR e et s

recei ved 1250 ng lapatinib once daily until disease
3P! 097 Hcbc st ML AYRn thé??:fa%éf 80ibsBhd baReY
assessnents (1 ndependent review) were carried out at 4
and 8-week intervals respectively. Patients were al so
asse i ; I I
4 1 g ot o SRS nsFIR 1 S e FERn RN proptate
camedr i m anal ysis (16 weeks on study), and are
presented herein. The nedi an age was 62 years. Mst
patients (67% had visceral netastases. Al patients
Shad dbafmethastofeigimels wihereinvthecanesr ispelpEctab BRI ( 1+, 2+
or 3+ by i mmunohi stochem stry). Only 19 patients (63%
recei ved | apatinib as intended second-Iine therapy.
8Thr edhe meithatt ¢f ofaimoh whatein iancerdsioelen eanashat was

qual ified as partial responses (PR) at the initia
assessnent ; however, only one PR was confirned at 8
7Tweek $he Figimd ¢laidrt whermvheraocetiarsceal gpresise (SD), 5
with noted cytoreduction. dinical benefit (>6 nonths
SD) was seen in 3 patients (10%. Five patients (17%
8had phegradiay efclainsle wherein thepansearris 8o smed cell ivng canper.
prior to week 8, and 3 patients (10% were not

eval uabl e. Di sease progression was the nost frequent
9r easdhe Msthad eftiigialawhesdt hedaneseids pyatanmensewi t h or al
| apatinib showed promi sing activity and was general ly
well tolerated in patients with |ocally advanced or
nmet astatic urotheli al




tunors. Exanple 3A dinical phase Il study of orally
adm ni stered | apatinib as single-agent, secondline
wao e@watizspt of patients with |ocally advanced oPCT/US2005/019053
netastatic transitional cell carcinoma of the
urothelial tract. Methods: The primary endpoi nt was
RECI ST response rate (by indépendent radiol ogic
review). Key eligibility criteria included stage |INB
or IV TCC of the bl adder, progression follow ng a
irs I qg@g e di sease,
16exprﬁagés€n%§]og cﬁtclaﬂ’gm gﬂ%'%g\rﬁgggw % -%étg%r% by
i mmunohi st ochem stry) and Kannfsky per formance st atus
19f 7‘?hé)ﬁ1e9{ogq}f% a1rPQ' fheleAPRE cBh&r (slérPcibandél | Y) was
admi nistered until di'sease progression or unacceptable
toxicity. Tunor and safety assessnents were perforned
1fver?‘h<§m%ﬂf$d§>f\€%§ﬁ ér%ﬂﬁ% Yfdef is &?d'o%é%ﬁalfc'éﬂéér' on
was nonitore ase I ne an every 8 weeks. Tunor
ti ssue was analyzed for a variety of biomarkers
14, TUNRle f2 e}‘a?m 1%53!‘@%@%31‘10&%%88&%]‘01‘1% Ro,
pS6) . Results ty-nine patients with |ocally
advanced or netastatic TCC of the bl adder were
180 OJ’rlll@HTetHo@IV(ﬁ%leﬁ AL herchiene chRchr i éstbhagédl tc'af%er
responses (PR) and 12 (20% stable diseaSe (S
i ndependent radiologic review reported 1 (2% PR and
188 ($dehldd #@%ﬁﬁ 1URABrellME ShhAR|0EAIRRY JIaHiFRsREeNt
review, six and three patients had durabl'e SD | asti ng
4 and 6 nonths, respectively. At week 8, 10 patients
élad Mot BUNCRIHR , ARV e R ieRisa ARGy LARLAS] S
and 10 patients had cytoreduction. The majority of
tunmor shrinkage was short-1lived; however, one patient
17 e”a*l'l'?@m‘é%o%tdf@)énﬁqr wﬁel%ﬁx fﬁ@%ﬁﬁcerﬂ“@raﬁ%ﬁn@@r TTP was
8.6 weeks (95% C, 8.00 . ) and medi an over al
survival was 17.9 weeks (95@6 , 13.14, 30.29). A
181 engind MERHFAST Icfh 92 §Reref ﬂ]@'cﬁﬁéer*?se@%ﬂﬁat was observed
in patients with erbBl or erbB2 2+ and 3+. Prelininary
anal ysi s suggests the follow ng bi omarkers may predict
192t i SRt oMo olcldim BewhelefAht @aNcdr & r'n@léﬁbin@' b: high
pHer 3, high pErk and both mutant p53 & high pHer3. In
contrast, patients with high pAkt and high I G- 1R were
2GENSL neehddo of at%ttlhﬁ' B EGERT é@er@%ﬁaés?nzdh RlAteid M nd&iRfnal,
frequency were diarthea (39%, rash nausea
cqmmriyng: \as¥RipiptegnNg doogaid saniesi fae(apszecaémopfieatw@a@ounts of a
cdrdfnd dEERARIaY4. AES occurring in nmore than one
patient were vomting (7% and diarrhea (3% . One
patient had an asynptonmatic, G ade 2 decrease in
cardiac ejection fraction. Conclusions: In sumary,

| apatinib was well-tol erated and exh s nonot her apy
activity ing tlents with rela pced or
netastatic T PIhe bl adder, nstrated by

clini cal benef CR P
12% of patlents as as% @y~ nvestigator and

i ndependent review, respek keuy. The nmedian TTP of
8.6 weeks is conparable toreports i ous

chenot herapi es in the second- IlpeH§E£JY?Z There was a
trend toward cljnical benefit in patients_wi th erbBl
or erbB2 2-3+ b |nnunoh|stochen1stry EXEﬁ%ﬂe 4
Cinical Study of Oally Adm nistered lapatinib in
Patients with Solid Tunors Ei ghty-one patients (pts)
(27 colon, 7 lung , 6 adenocarci noma of unknown
primary (AUP), 5 H&N, 6 renal, 6 breast, 4 ovarian,
and 15 other (see Table Il) were treated with

| apatinib once (qd) or twice (bid) daily in a dose
escal ati on schene.

16° meeks) in 14% and



Forty pts were administered 175-1800 ng qd and

forty-one pts adm ni stered either 500, 750, or 900 ny
whr@s/ 18584 wer e eval uated nonthly and treated uP€T/US2005/019053

di seaseprogression or intolerable side effects.

G inical response was determ ned every 8 wks. One CR

(sustained for 16+ nos) was 6bserved in an erbBl

over expressi ng head and neck squanous cell carcinoma.
21T\Nerﬁ\ym?ﬂ\7@dppg tregfing amrdarbBd QueRwPEessingt cancer in a mammal,

r r c

co%’p‘?fs%P G| x&grl tgpl%glr(]ieg?ﬁﬁné? th@{a?gﬁtbcgﬁ%%%étﬁ%o ﬁﬂﬁ%?s of a
Cqﬁﬁﬁ@ﬁﬂﬁﬂ%@HthM|ng therapy for > 4 nps were

adm ni stered | apatinib at doses > 1200 ng/day. O the

22 SD pts, 2 with non-small cell lu cancer and AUP
net ast at i Geld | ung, both progressi previ ous
t herapy, re neg on Iapat|n|w 12+ and 8+ nos,
respectlvelé,’/ Br e /ARre no ses of interstitial

pneunoni tis. QD admprstration of |apatinib was well
tolerated with evi dence cl)nl cal actjvity in this
heavily pre-treated populatien. R ’6g are
illustrated in Table Il1. Only pqqc S receiving

| apatinib for nore than 4 months*are included in Tabl e
2. Table 2 Tunor Type # Patients dinical Response

Col or ect al 27 Dzs Breast 6 SD=2 AUP 6 SQHJQ SCLC 7
SD=3 Renal SD=2 Head and Neck 9 CR=1 ;

Mesot hel | orra 3 SD=1 Ovarian 4 Pancreatfc 2 Cervi cal 2

225D=1a GRsthbl CofLtr&RingObAt BSFRNEA %r@?%@%&h@@n céncer in a
Prostate 1 Esophogeal 1 Neuroendocri ne

m%ﬁF@bnﬁOTPW%l é‘dm'%%ﬁgzotﬁas@ Oén@rﬁmahéh%rﬁﬁﬁ*ﬁ'cf”mffecwe
arfSEURY 6t £cdRSAPASE fitRlid@J as di sappearance of target
| esions PR - partial response defined as reduction of
at least 30 %in target |lesions SD - stable di sease
defined as no growth or some reductiogpiin target

| esi onCLAINS W claim 1. A nethod. 0 eatl ng an EG-R
and/ or er bB: \laver expr eSSI ng caficdr in a mammal,
conpri si ng: ﬁ st © gal d framal

therapeutlcally ef I'ecy ive_AupH It's of a conpound of
formula (I")

(1) 2 e o[H20] .

23. A method of treating renal cancer in a mammal, comprising: administering to

said mammal therapeutically effective amounts of a compound of formula (1)

or salts or solvates thereof.



(1) [H2GQ 2. The nethod of claim1, wherein the
cancer is pancreatic cancer. 3. The nethod of claiml,

wob@sa20304 he cancer is prostate cancer. 4. TheP@EUk®AS/019053
of claim1l, wherein the cancer is hornone refractory
prostate cancer. 5. The neth?d of claim1l, wherein the
cancer is colorectal cancer. The nethod of claim1,
wherein the cancer is colon cancer. 7. The method of
claim11l, wherein the cancer is rectal cancer. 8. The

24et ho@ Qbtheh @F Blakn 28heR&rein thE @oMPBGERT of BrigA (8§ e lcompound
cell lung cancer. 9. The nmethod of claim1, wherein

of fyeusshéer is ovarian cancer.10. The method of claim
1, wherein the cancer is vulval cancgr. 11. The net hod
of claim1l, wherein the cancer ig cgrVical cancer. 12.
The nethod<aof claim 1, wherei € cancer is
endonetrlalﬂ—“nsér of claim1l, wherein

/}4. The nmet hod of claim1,

g igﬁal cancer. 15. The

met hod of claim1, wheréhw e cancet:sf's salivary

gl and cancer. 16. The net hod of c I, wherein the
cancer is hepatocellul ar cancér."17. The net hod of
.claim1, wherein Rpﬁhcancer is brain cancer. 18. The
nmet hod of claim1, erein the cancer is glioma. 19.

or Bhaydretus odnyafratedl rmstherebier ei n t he cancer is nel anona.
20. A nethod of treating an EG-FR overexpressi ng cancer
in a manmal , conprising: admnistering to said manmal

23, herﬁmemetmdldf xclaéﬁ P8 cwhereinative wotmpoorid af foonpleyhds afcompound
ffo%g%a@,(l" (1) [H2 2 1. A nethod of treating an
of & Qerexpre33|ng cancer in a manmmal, conpri sing:
adm nistering to said mammual therap |caIIy effective
anounts of a, compound of formy a<iLE§j(I" [H2O 22.
A net hod ofﬂ eatlng an EGFR er bB2 overexpreSS|ng
cancer in a# dministering to said
mammal t herapeuti L ive amounts of a conpound
of formula (1") 23. A f treatipg renal cancer
in a manmal , conpri sing: | st epd gt 0 sai d mammal
therapeutlcally ef fective anmounts a conmpound of
formula (1) (I) or salts or sl Vit es thereof.24. The
met hod of Cla'WL 3, wherein the conpound.micﬂornula
(1) is a conpou of formula (I ) 1) or anhydrous
or hydrated forms thereof. 25. The nmethod of claim 23,

orrru A %P\%d%‘f’w@VFg&@ergﬂ”{ e"gagrc%e cbrsls r%glﬁgl?m ig?fna

wherein the renal cancer is renal ceII carC|nona 27.

27A mex hoeh0dq ttéjea&éaﬂﬂ up Rk a!:arfgépcﬁr % N8 Bomprising:

onpri sing nst rng to sal
actntneustqmlelttpcs@id mamaédmrveelamu'neﬁe@we angwinsoaiad compound of

formula (1)

V)

or salts or solvates thereof.



formula (1) (I) or salts or solvates thereof.28. The
nmet hod of claim 27, wherein the conpound of fornula
W@ 2gositz0se4 conpound of fornmula (11) (11) or anhpdr/os®08019053

hydrated fornms thereof. 29. The nethod of claim 27,
wherein the conmpound of formula (I) is a conmpound of
formula (I") (1") "[H2Q 30. Pde nethod of claim27,
wherein the urothelial cancer is bladder cancer. 3 1.

The nethod of claim 27, wherein the urothelial cancer

28, Rodaridl sl M CarbBopRT ey o 5 Gorgpounc

pffarmilgi(nal cel |l carci noma.

HC. 2
\él
J AN i

N /\ NH

or anhydrous or hydrated forms thereof.

29.  The method of claim 27, wherein the compound of formula (1) is a compound

of formula (I"")

Hsc\g .
& N \ {H c
o Z N
>, ! O*s;\ooH
(") o[H20] .

30. The method of claim 27, wherein the urothelial cancer is bladder cancer.

31. The method of claim 27, wherein the urothelial cancer is advanced or
metastatic urothelial cancer.

32. The method of claim 27, wherein the urothelial cancer is a transitional cell

carcinoma.



