10

15

20

25

30

TETRAHYDRO- PYRI DOAZEPI N- 8- ONES AND RELATED COMPOUNDS
FOR THE TREATMENT OF SCHI ZOPHRENI A BACKGROUND OF THE
wo DMENTISEN This invention relates to PCT/IB2006/001251

t et rahydr o- pyri doazepi n- 8-ones and rel ated conpounds,

nmet hods of maki ng such conpounds, pharnmaceutica
conpositions containing them and their use for the

t r eat PO CANCER CUNIMBOYATIION| THERABY GISBBE COHRTINMIE WEIATBUS
system (CNS). The tetrahydro pyri doazepi n- 8-ones and

r el a'@eg ¢ E nE L drH% %S)H%F I §e|9,—0v|? Qnap Awlcetgn %Q 86676@8 837, filed

acti vi
Magdﬁl g@Qﬁ ofid BL/7pHeHptfitads! Dewmbpre 29t ﬂ@(ﬁs t hiils‘gpgures of which are

in@floratdd By rRreRtd IRBGRMInIAeH Afirefiddch receptors. O her
- heterocyclic der|vatlvgﬁfé£§%gﬁé§?§seful for the
treatnent of schi zophr rred to in United
St at Bés jpedntion refgt@50, codibinatisnis @hd imethedsl ob eatig ebnswal Gzt growth,
suq:ﬁgaé:ca'nﬁe Ufr\' ﬁ\?fqmé‘lg abé‘rﬁcul&ﬁ Whurﬁan1s27ln3 icuahi &8 imv@RtivAdprovides
er

h pub h .
coaH S eaigbs SR UREes | KeaEr i B, S i an
inddliddvé4Arivatite thdt intdtdts pmhblemdonwomlemﬂ&w 19, 1990. The

foregoi ng patents and pat@ﬂ&,@@QIications are
I ncor porated herein by refer%nce I.eS

ire
SUMVEREZOMROURAE-(5-RNARRA LT %H@V?JP@%%#&Z ‘P"ﬁ{*/‘%ﬂ?‘?q'&’ﬂ? %‘{eﬁ’ mply-1h-
pyrelecdyavtylid 2cia {2-fliethylariacethysanideoreprebaitariy fodmeleei n G i s
a group selected fromfornula (|) or %yénula (i),
below. 3(') (ii) and whereingoA
-(CH2) MO, or - (CH2) mMNHH,C whe MLSCF&n |nteger from
3to 5 wherein two of the arlppn atons of - (CH2) mCH2-
are optionally linked iy 4 )oca3e bond, and wherein
one or two of the carbonl| orynitrogen atons of
- (CH2) nCH2-, - ( CHR).mO=¢ aneb - (CH2) mH. can be
substituted, optionally—aRd independently, with a
nmet hyl or ethyl Dis N C, or CH provided that when
is2 iowel faral eanser drucr hown it isive afieas ineavariety of alid tumgr ipgs &pmpound 1

tatré'UtQMﬁlbe@re‘ééﬂ&lt oél@@ﬁinasé wihﬁlﬂor’é iRdI@irigRIErR) kEN&dVEGFR, and is a

pgtglatg%é ﬁ%%clth/e vtlggplggengas ngeg};h (%naoph@a{] 8)' lé Lﬁ{ﬁate salt is also referred to
as 15td 2480 81011248\, su@itinib rmate (u$wwm ﬂ@l@afp@) oF SUTENDF (L-malate
ssifgsaturated 5- 6- or 7- nmembered carbocyclic ri ng

wher eji n one, or three of e carbon ato [

e S 1P <5 o 5o g it o
6/373,89% WS. (Hatent Batticatien Nep 28020529228, R0070069298raNd 2005 0059824 and
ir J‘Meﬂ%}é&ﬁm Yaint2¥, @anBﬁvPaQe@C BXil 9€NH&Vens Hhd RI'VaidyaRathd, “Early

Apiation éy%m%chat%)e/:at(lggge? S)(%%%ﬁ‘ -2énclgf},otn§sgngr§ a b 46 "6447-6450
(Bl0R)0 X Prefantee rfermulatidng &l Gophponmd ¢ taind Stsdf-mealhte e(attlarmyscrlbed in PCT
Pﬁ!)l'&fth?n%o (- 20%2)2&5‘()0)9{@@&&1 ﬁsfn?' rg@Fnet‘H arl%rcﬁa'g%bﬁg iRs. Patent

MRS VR0 t‘lps{q L Knormal Cell
ApPliaion Nes (R0 A, Tk NOLPRBRTHIE 298¢ gtee  Yelorh el Treatipe fonormal Ce
Ghbwih UsiRg &idibiman® Comyalindssypuslished a¢ Usn PatepirRubliciich Nd aﬂos 0182122.

e

sel e@p&alf rﬁf?fﬁnﬁgﬁdﬁl@e@@tpe cepmtgjl@ﬁtlgns nygprawn '&ﬂlltl@@}her agents For
eﬁédﬁp{é U.8NPatbrElPubliatic Nexzuoswhmem RlediBesatdmpiinatiarisedfi Gegnpound 1

v@t{j cr:]yC °°>((‘;}'§enar38\/| glb}gaf% hat %éﬁ&%t) Fﬂkl&gﬁ%s?‘foe 2?)‘0& %Héﬂﬂig Odescribes
chinbinations pf wmogszq/n with regvagpl @agets.i sychnas RET14 ('&b%t%q@ﬂ Capposar’),
dbSetxaisRenARNatl $8Fert 88, PraRiohs dpp@aton $6obt Kds. 60/660,624, filed
al kyl, and (Cl-C4) acetyl, wherein the al kyl noieties

of the (Cl-C4) alkyl or (Cl-C4) acetyl are straight or
branched; R11 , R12, R13 , R14 , and Rl15 are

i ndependently sel ected from hydrogen, halo, -C(=0 CH3,
(C1-A4) alkyl, and (Cl-C4) al koxy, aryl, and aryl oxy,
wherein the al kyl noieties of the (C1-C ) alKkyl,

(C1-C4) alkoxy, and -C(=0) CH3 groups and the aryl and

aryl oxy noi et| es can be opt i onal I 'y subst i tut ed wi th
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dependenci es and addi ti ons; behavi oral addictions; and
ocul ar disorders, conprising: an anount of a conpound
wobRooboeesat a 1, or a pharnaceuti cal |y accept abl BCEE206/001251
thereof that is effective in treating the disorder or
condition, and a pharmaceuttgal ly acceptable carrier
The invention further relates to phar maceuti ca
Meohptki 2005n afid re0/G64 463, nfoth entidest déﬁ*"' %T'—%‘brﬁﬂ“??@n and Indolinone

C&ﬁt&rﬁ&r%ﬁ&héré%ﬁ 'h‘é§tﬁ1e|1t' o‘ftcﬁﬁceabeésenbecmrnasona@f Compoumd 1 with an
oun e
oL Bl A e o HRIER U bl e s

inaieircemtinetiednxi ety agent; and (c) a pharnaceutically
accept,ahl %e%ErFa’bférto h%@éo@ltrﬂn@@&ﬁrb{&traﬂ ﬂiéfa‘breé ahd &Bsimét)regimens

are not th nt
i QTP B ARSI S ADToamcel PRt SR cpBls g FPhtnalmic
disatets.di sorder or condition. This invention al so rel at es

to a method of treating a gj rgler or condition
selected fromthose liste ove,

adni Ky grtee?rpk?pgmie@t 4he inMeptien Ipﬁ:vrﬁ%%a rgﬁ?r@ a Er@a?aﬁg?{tm a patrent
cEPmIdInG atminiBtetingTiocthie dateacsunitinib gatate ih@nramoantIof 26to 5 mg free base

BB EGY °h%a°|°ht}ﬁug?‘&°a%ﬁhﬁ?éhgdrﬁé't thereof, that is

intrea I sorder or condition. Q
i nveht Fdlﬁ"ttﬁll'%a?PGPta?fe@'st%“bgd'FP@f‘théféf EANCET 87, gRnger. Pone cancer,

pﬁiﬂ\cf:‘éét" Sedncé sl@ﬂd%ﬂbérl Gncs of hetheal 6 renk, tchiasewu$ psintabcular melanoma,
o %rg% %%ncgro TR %ér?g %S\{Peﬁbfsthé? EJ&;P g?glio Qtomcér NeIREDn&, breast

at ment
cptoan Hade e cpyinarme ef eI bes, CHERGIEA of tiegiderpsiugy carcinoma
oﬁiﬂé IcElOIRT @i P fhedBgid) chrcinbia ot e age) degldmﬁsrmsaasd.‘ fzencer of the

Fobuth, 00 e b it 1k s e o

gtafur @amqem tierparatieysaid gigndr h@cm%ﬁlﬁ @diend lapd, 5P A Sofrﬁ%we cancer
o? ﬁ'fe”ﬂrretﬁrak)ééncer 26 thﬁ%ﬂrsh%ﬁhts,caﬁé&r e&sonitt bresautes Bukemia, lymphocytic

IW %rg%]t ganﬁ%{\ﬂ? &6%%%5%[? al %;Jerr%fjtﬁglr(] &Y @rlefeptrerly gé' I %%r?ﬁg’rﬁg carcinoma
ob thecremeth iprlisi mavplasrhe pbe cemhm@@ system {CNS), priggany (NS lymphoma,
sbrﬂéﬁla%g Qumdrd! torefH §erf Qliontd, F\uﬁtéﬂ]l alidéhomBBdraydombkiivyl of one or more of the

i sopropyl, buty i so- sec- and tert- butyl
f‘%%ﬂ?%lcan%@(yl heptyl, 3-ethyl butyl, cyclopro
cycl dioatother perylclllarrmmoy of thisyambodiert| the@@@qe@ mﬁey‘ed from the group

cerg s@ﬂé 1y L, ?a‘%ﬂ‘gntéﬁrﬁall disRal RS, tr&faﬁbella&df&iana, bR3stuGackr, colorectal
In

CRPREF: é\prh-sm%{ll q%f, [cl’rng }t:@%é{\ga a%fn%eﬁ %:(r:rrgetotgrr/rgr {Eeggg r%BPC%r sx?ll r%ll lung cancer,
matolsyi@@)s gliooapsarcontd, Latete myeloidirieukamia, |prostatee gancgr, lymphoma, and

&ﬁ?ﬂam&# hoxy, propoxy, butoxy and pent oxy The term
as used herein, unless ot herw

el URrasoiEet BGHAY PEPoR ply ey STITaT 1 g BTPalRE difp any ot

PARICUlArEgpate tizcanuntidI12E; 137.6 260 do62.8inid e basesedvivalentun @otgr particular

a‘%@%&? b thi gte&g %rﬁ BB cdrtihatth dith 0§ otﬁ&%ﬁlc&lh‘r%b@ct the amount is 75
e group consisting of

F(‘gifree@?%?%ﬁ)’ﬁ‘e'&?pt ionally substituted wi t h f fom one to

t hr ean GhdtheriefBodihentpthaimedticl proGdpsia ketpd optréatingabdnger in a patient,

q{%Hr?ﬁsuﬂgt é&rrﬁ st&di,ntg Ry we&m %ﬂ Eurﬁtﬁ’ubt A8 ag LH QB R in ah¥nount of

erein, unl ess ot herw se
%ﬁ@?@ﬁ@éﬁebﬁ@éﬁQWﬂ%ﬁ9wwc> wherein "aryl” is as

defi ﬂﬁ@ Qélﬂc\(ﬂér a'Ebébttoertm eﬁnﬁdﬂuﬁént mbe ecanedd 4 ilung exanest,, bams cancer,

%aaﬂS?tg%]rarﬁcer 'skih cance?‘ %&e@oﬂmeeaﬁ o?ﬁ%&uptﬁ%r{e&égstrﬁra()&lﬁr melanoma,

S 0ne-to the naxi mum tituents
Qyeriani dsheerhigsteldcaneert ¢eaces pfihierangk region StaiAch CRRgRECAIGN cancer, breast
&hte® Suterih® Barlc& EFcindi d? the diEpiar tabe3 g@fcinomaSf the enddnetriemncarcinoma
unl ess ot herw se indicated, include, fluoro, chloro,
bromo and i odo. The term’ therapeutlcally effective
amount ," as used herein, refers to a quantity of
active agent sufficient to treat one or nore of the
di sorders or conditions referred to above, when one or
nore doses of a pharnaceutical conposition of the
i nvention areadnrnlstered to a subject mnth one or

S Y a1 N
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O her preferred enbodi nents of this invention are
conpounds of the fornmula 1, and their pharmaceutically
waecwepr@bt e salts, wherein Ais -(CH2)nCH2- orPCT/IB2006/001251
-(CH2)mMD- and mis an integer from3 to 5. mis
preferably 3 or 4, nore preférably 3. O her preferred
enbodi nents of this invention are conpounds of the
offthe pRIVia carcinamal of e vaginsh aareierseaefitesayyka Hedokipe dlisease, cancer of the
s%ﬁh s, c\éﬁ&r 8f #e @mblﬁmﬁsﬁ}feocdhcérfof fier eidbding EYsteng redincer bisth€thyroid

glargde c%ﬁ% B-ﬁd)?'% #;é ngb enbo d# l&re nc‘irénc??% ﬁﬁcp 5§rcdn9a"o? g&f’c t%@ue cancer

ofptharunstiore,ucance ¢fyth@cpe@ptm@ﬂt@e sailces  chighie rasj agute lpukegia, lymphocytic

I Qrbﬁﬁhpasoéanéé? lofMé Blaﬁde} caﬁ’déﬂofa're klcﬁla? or @8@r, Bhai o%ll earcmoma carcinoma
| hdependent | ect m t he

ol\the & naﬂg@l‘ﬂ?'r}éoéﬁwl of%pes 8?5&8' rgﬂrvou eg@/g;}\g%r A ryg C&% I¥]mphoma
spirey axis1emofs, Baib,steRl @lioma apitditaR1 Seingmd 2F © corinblnatlgn of one or more of the

fop{?% EQQEX C or F. Oher preferred enbodl ment’s of
I's 1nvention are conpounds

thei In SRPHEIRIET CHeEy SAUR ERPET T SISt SPBFED (o dre aroup
consBtiraupl afgabtaintasticel tromal tema, dnainekll Caginemeabkast corceCi4olorectal
cgcgreﬁorpgn?aﬁl %%Ifl@r% C%P&‘?dé rfsgmaﬁﬁoerf gttLrﬂ'hocr thﬂ&@ BidceN srRdiel Iung cancer,

heir Ip ar maceutl cal |¥|
rraéte@f&samgéor%aal JaEcoMh @pge rmyslaids leykeypia, progipter gaNgefy Jymphoma, and

phrickeatic @Rckrr i ng AA is an unsaturated 6- menbered

car bacyeldes Pgrjtlghgar a%&:? bf m{seénﬁoroﬁrﬁgnte E@%l%é\&t@ |é)5dr{1|h|5l§red on a

nenlona

coinvavs desing sshedule. d%@ éﬂh%&ﬂs%ecé &Hitinib Rplate i %ﬁ‘"@"’rt%’e%\'“ an amount of
261 7D 5@br d20 Mgl trée dsk bquivdedt @i aifuRtAet agpedt, Bilritindy realite tshadhinistered

Q s of this invention are
'"c%}%oﬁﬁtooigofng%% %%Té% %‘u' % and their pharnaceutically
accept aisther gartieular agpast efi this @mgdlrgerg,r%}gmgmqi%q i$Ladgpinistered on an
u(térh’r)ttent%@iﬁ@bdhem@ IRg ﬂlrtﬁ’éﬂas@écﬁ sumghapansae i ddynirséred thetl amount of

SI St
2%9%0%@ or %%@5 fr 8 reﬂlé‘éageé‘ rb =) IfurrrtEérz]rtaggeé:]t @?{}iﬁlﬂﬁd qnal% rllst éadﬂqnlstered
Iraareawntmaﬁdmf@ﬁ basteeeqmalmn al, and their
phar W%ér Eﬁbcd(mé}ﬁ R Indéhtien prlitiss a M‘r@tﬂb@bﬂre@tmgscaacer in a patient,
cgkquljslrj@raga Eﬁ'{‘ﬁg‘-}né‘ﬁ pg{ %;\Fglﬂ'lllt i ef ! agl(s:g fneoadéu rr%nt (:Eherrr%DHt|n an amount
0b25 tolT6 snd freedase eswivalantidaile t he foI | owi ng conpounds and
t hei ry Qhﬁe\rﬂ@%@%&b&?w YhisQEmdelinaddl, Ethd dhhder is lung cancer, bone cancer,

pgn%r%qilig ﬁ?ﬂ?a'p glglrg%r]%gro lf@'}c/:%r cgﬂf er}e@é °h n%:kywlaneous orYJtraoduPar mielanoma,
car{ad -dadeef, 2e@al diandel, arancep ot thg | 2nalpegion, stomach cgricgr, DQIQVDW}:eF breast
c%n?r {i eﬂn%ﬁa‘n&é%%nﬂﬁﬁé%\‘ #0 balichiah t@c]e@z(ﬁﬁ:lnemg oPAE&endometrium, carcinoma

c@#\eéﬁp’a‘r Barﬁr?ﬂr;qa%q[tlfy\gagﬂgf %h‘% t%ﬁ)alva Lﬁodglyrl steése cgang:er of the
e2efhdgdsd efrivertof TheBsrialit intediipel raancea phthi @hdagrine syistemp caneerecfitie thyroid

Jnd yéahcep o tﬂé( ;'ratﬁyr lgagag% cancer of the adrenal gland, sarcoma of soft tissue, cancer
e ra az e I Nn-

o they yr@ ra, rcaaqc,—zr At §I1e ?ﬁnﬁ‘e ,pgpf Fanﬁr) cIB'aqlcb)cS,]aCLge é)eulferga lymphocytic
Iyradnphes) canoer ofalfieiaider] eanegi ofithe@idoeyeor ureter, renal cell carcinoma, carcinoma

cﬁ Iie re['\4l ;%glg 95355)&%5 h}% ﬂlﬁ'éf @lr\}olgs %ngempt a&l'rrféry] CNé ]Iymphoma

aze
sgmgl@x{sztur(rqrs qu%'bﬁtémr%iﬂﬂq miqu@w a_gerggn)a Br ) afjo n of one or more of the
fdreydifg datiéerxy} - 5, 6, 7 , 9-t et rahydropyri do[
g ? 4% %ﬁ%@ér% g ﬂgrgasgecztﬁf hésn%nattqg rTIe]nt j{l]e cancer |s sel%ctedI f{om the group
q@eq;lg;@grpﬂa. gqis}ronmggtmglﬂttomal tumor, renal cell carcmoma breast cancer colorectal
&néer, hoR-singll éeh iing canchy & inetbehddcri ARRR ithyrdt &iAsr, small cell lung cancer,
8- { 4- [4-(8-Oxo0-6, 7, 8, 9-tetrahydro-5H pyrido[ 2, 3-b] azer
i n-2-yl oxy)-butyl]-
pi perazin-1-yl}-napht hal ene-2-carbonitrile;
2-{4-[4-(I -Methyl -2-o0xo0-1, 2, 3, 4-tetrahydr o- qui nol i n- 8-
yl)-piperazin-I-yl]-
but oxy}-5, 6,7, 9-tetrahydro-pyrido[ 2, 3-b] azep| n- 8- one;
2-[4-(4-1 ndan-4-y| p| peraZ| n- | - yI ) - but oxy] 5,6,7,9-tet

o o - o Y.
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but oxyl - S*J”*-tetrahydro-1J”-tri aza- benzocycl ohepten- S-
one;

w@2qo4ap0s51 2, 3- Di chl or ophenyl ) pi per azi n-1 -yl | bup@rIB20@/001251

ethyl-1,3,4,5- tetrahydro-benzo [d\

[ 1, 3] di azepi n- 2- one; -4-

8-{3-[4-(2, 3- D chl orophenyl ) pi perazin-1-yl] propoxy}-I,
m8stety®sis, t eltorrah)Sdncmb@naleEedMYBlOlQ] GP‘@Z@pl ostate) rrancer, 'YmphOma and
pé%cr{eétlc[c 4aded. 3- Di chl or ophenyl ) pi perazi n-1-yl ] but oxy} I,

s SRS L AR A o on
cdntirydolis dnsing)syI}edhl;ES Indg fBrther espeaihsutitioibeatato @]jmlnlstered m an amount of

25{ ‘15 §] F@@'nﬂ‘ feePREs ec‘ulvalent In a further aspect sunitinib malate is administered

or O- s . suni te
I Sl T s Spsh SV y o Y ooyl )=l per azin:

[ 1, SincHnatheppanticRlanaspect of this embodiment, sunitinib malate is administered on an

inf 4!'[1@ r{tﬂ?%b Leﬁln i Hﬂg f p‘%% %ﬁtlﬂb%a‘ﬁta s Quﬁwfﬁ?éhé}e'd]m 8n amount of

enzo di aze

25 .Bf B TQpr@gﬁE@gquqe h35e PAHVA lept. i3 further, g§pggtr antlnylrﬂala[geblﬁ 8Q|S|)Inlstered
infanmdurt o578 @Y fréé’lbaié@l‘ilwmf d] [1, 3]di azepi n-2- one;

8-1{ 4 [ & %gr ér@: é’ |the Webﬁj&n %T)a rﬁét rcfl‘%rbéhnb CWICLr *HLét patient,

oxy a
ccgnquqmg admlgstgﬁmg)ﬁodbmpqtlpmjép@u%@ eyin En 5@9%\25 tog,Zp? rqglﬁee base
?Mé]@i ent a8 aAohdif tissah Yalowde bz ab t0l]75| m3 ] fdle azepiequilalanetaily, on an
intey

%'{I)gfé"lg%h% %hl or o- 4-fl uoro- phenyl) - pi perazin-1-yl]

t et r {hg chadickenaspeel] cPf| thlg]qgnb@glg]gptn_ﬂ@_ gaser is lung cancer, bone cancer,

p§'\c{e§ﬁ& éem(:@r Q&P&aﬁéﬁr Oﬁﬁéer I%‘r'/ihb Ghest &'r)é[bl) cPafua ot Rtrdocytbr] méanoma,
tetra I

owgan?Ql%%rEel‘( fécf_ﬁl a%ﬂcgr ﬁ%rk? rt?f eﬁnaTLe)ﬂg%\ gtbl%écﬁa%ﬁgeq ! cQJTq% &E@er breast

cancyr} uterir®, candss, tcarcinermy ofitiasofelieopia tultes, pargpqmqiczfélm aR gnggr,ur@a carcinoma

ofgfhé ceryix, carcinoma of the vaglna carcmoma of the vulva, Hodgkin's Disease, cancer of the

e L f BRLAF oo P58 s
g&nq ¢arﬁoén= Qf?ohd:wamﬂnymmm beacesTef the yadiengy |g|@e¢ aaicpma ofgoft tigsye, cancer
unfthr% Aaneet Sit fh@l'BéF'lrsopl%ﬁét@[caﬁ&er [ é'ur&ﬂcdbraicﬁ@ Rukénfi) @ymphocytic

?m (n&er5o {hg?)}aéﬂ%gc%ag%é ﬁgtgf klglie)y[o? %fér az E%ell ﬁgrﬁll'lorga chcmoma
08 thedefal péiBis,Fhaoplagms afpthe [catah ndrvaus )sygem dEMS), mrimary |GNS [ymphoma,

@ﬁ%f %xn% Hﬁho‘lls neétéirﬁl =0 iR P Eddhbmb! or3] hdmeidnlbf 3né361ﬁnore of the
a en-1-yl - pi perazi n- 1- yl') - propoxy] -
f°@°5‘gt°é'i°|eb°'hydrobenzo[ d] [1, 3] di azepi n- 2- one;

8- { 341 dndiher phrticay-aspagzh dhihis embidiykt; thie pencer lsrselbcgeti]fromrtbe group

ﬁ)ﬁk }f 3 Aasﬁouﬁt@étlﬁéﬁlrk\’rgﬁgbtﬁmgro[reﬂ] c&lllca%lr@néz %@a& c?ahégﬂecolorectal

cgnqegpgram@lrcg%@p&ancm %/ peu%ea&o&?%ﬁworz%gq@ cancer s aJl ée:ﬁ lung cancer,

nfas{odytdst; (g’ﬁoraa Diaréunes; cehie nylgigid plewkamian-prostate cpmoep olyyphofia, and
2 %tl , 3,4,5- tetrahydrobenzo| ] azepl n- 2- one

g c{r 3 Di chi orophen | ) pi perazin %} but ox

5- di i engiher| pagiculass aspegk ofa ipcerBtoaeat @pgz%ﬁ oG, Hith any other

pBrtibdar[ 4bpédt, Be BmoLALQUT AN RAYING Pbseeis &Bion-1100 Yor [15@@n 290 mgyi}‘ee base

equ%a§ i Fear?%leé Lﬂﬁduﬁ%{ gspetéthéf tﬂFXQB&RﬁM %Q]lﬁémr{é’u&\ Qﬁ}?any other

p]a:tngul@.agpqubﬁh@gmqmt ofthg dglﬁ/ dose is 2? 3% 5, 50, 62.5 or ¥5 mg free bg/se equivalent.
1% %hétﬁéi%ﬁ@b]@rnéébb&l]o‘ﬂlﬁ@eﬂibé’mrﬁm and in combination with any other particular

aﬁ?ﬁ%e |||1ter§¥ tif gdq%lgg %Lﬁ'ﬁ&@%’ IS5 nzorrbli cHadu%J @ﬁér&ﬁ Hé c}oic-y J)r) thp first day

o edctDireatment | cyge psaaroﬂoh&pnmaﬁwgedﬁsqs Wmﬁheseﬁba\ﬁ @nﬁ g y'Oﬁﬁ on the

rérﬁﬂﬂﬁ%hds?ng?da% or 4o Eradimelt PO &y of the daily doses described above. In a
] di azepi n- 2- one;

8- {4 [4- (2, 3-Di chl oro- phenyl) - pi perazi n-1-yl]-but oxy}-

|, 3,4,5-tetrahydrobenzo[ b]azepin-2-one; 8-{

5-[4- (2, 3-Di chl oro- phenyl ) - pi perazin-I-yl]-pent-I|-enyl

, 3,4, 5-tetrahydrobenzo[ d] [1,3]diazepin-2-one;

-{5-[4- (2, 3-Di chl oro-phenyl ) - pi perazin-|-yl]-pentyl}-

’§L4:5 te trahydrobenzo[ d][I 3]d|azep|n 2 one;

o . N e ) — -

) — 00—
1
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nmet hods, such as optical resolution, fractional
crystallization, optically selective reaction, or
wa@ booerretseyr aphi ¢ separation in the preparati onPOf/1B2065/001251
final product or its internediate. Individual
enanti omers of the compounds of formula 1 may have
advant ages, as conpared with the racem ¢ m xtures of
t L. r
TSRS SSREPS M Sl ' FR e B0 eIl F0 RIHRHG and e
dapieg sshedue iwadfisenedde. they are all capabl e of forming a

vvl d e IV ahdtiedr yematudndeﬁtf 186 @NEntBApicvided & Methad iodticating) asrgemlicsell lung

csﬂ%ef ma% é)a{ien& cioWrISéng C% mlré%{?»h ng?tg%le %!ehtlsa{y%ier%g f?Howmg a first-line
chenethérapy, unitini regflatein ad@mowal@f 25 tor{5 pigdeeeibase quyivalent daily.
i ni tihiald patisMrodspedtnst BRSemEcAMRAY NElinftihi@Nmilbe & eamrtinifered on a

Cpﬂ@glr&edﬁglfs‘l a@%ﬂéj% :]HC fu&t‘wlerﬁa%pec?( esgrrwllﬁ; B glg?eﬁ_p%drg‘ @et%rea ﬂldan amount of
25 355,156 10t 6215 M fram badeleglivaientrie a dusther ﬁnepttaueﬁ@famﬁéte s administered

|ﬁ§ﬁ‘¥r%dnt&f|°f?> nﬁdf?e% b@@é u¥v9!eﬁt phar maceutical l'y accept abl e
aci d itio i tion

pase e R RALedr 4ohrL of fbermeptinett ARl g i alipiaren on a
iigrritteptidasing stiedulbds e frthepaspedd, aphitiib makields ar&mmstanteldw an amount of
B8 ¥ 3o ePb2 5 g Wak pe etqnﬁal&n 97 8 RuriieRpadt, Rhitifb BaRtels administered

acid'in an aqtieous solvent or in a suitable or gani c

'a 81 PERHNE oSG PR RS DRE] PWBRor et hanol . Upon car ef ul

evapdn atahatherqiarticliar zspéot efthis ethedidad, sueitinis olalate is adirinistered on an
lﬁtE@Q%elﬁyd&m %bﬁeﬁgle 'ﬂ%ulgﬁv éj§/1 \Qf‘ilﬁ Qch%g@e YL adify @Js@ B%@to 200 mg

ar naCeut |ca y accep ab acCl dition Sat%i (}
fregdash uARRRON dhrdtistidas &f saehiRAIARIE cxsre: mas 3y, gosfof gt 75 mg free
@seaﬁd\e&et mhelenfamrrmdamfbanmteammbyaldd| tion salts,

'In §|?Jtlliesr‘ eﬁx%ﬁu?%ﬂ?' tﬁg ng'@ihtUEr%?igeé &ﬁlleg &%fﬂ’i(?aﬂ dngiogenesis- or

anlons such dr oc

ViR tsfatndi apbthaliia disarder s pRisps CRPiSIng AT R S Raisat suniinid
Bdlata @i Hh PMRTUN2S B, 75anEiakiase ¢qbbRhialsici trate or acid

C' tr % ? galltlaflér a@ﬁe% &‘rthlp EmB(ﬁf rﬁgn?tﬂ?e %ﬁ&ﬁ%ﬁ‘dl{lagﬁderr@ég%%@ted macular

memﬂes thpwat eeoveqcnlaﬂ?@ﬁ@n fr%iﬁamaéhy FRiA® ueitis, refinal vein occlusion,
lﬂ§ lﬁéwmﬂsmﬂaﬁ@ﬂ adrReahigbvistiRAiaBor(, mabular edema, or neovascular glaucoma.

1"‘%&}(% e%%og ln?nt( %equgﬁt%)ﬁ rcS/ J&QQW\I\ t?%toﬂr&tﬁ\?ln{)?-small cell lung

resen
¢aabeéureaj p@enﬁa%nmﬂlgmg a#mle'ﬁtemgeto ithgenstient gunitini md@iw ¥ amount of from
3506 lrmh@ frbe biudteqhislert hsnyf afftgetitht dawna aAbmBBit f ZBoNE ar e
rep n atom . N n,. at SS .
bl 3B B e reroR Hio SupaenaluR; Fele, W dimnpired on 2
tesiimbks/ddsipasenedwenat ure.  Exanpl es of isotopes that can
be i nlﬁ%F\E’tﬁéradaﬂ@ubpéé%&mpm&fmehh%urﬂﬁrﬁ!ﬁﬁ@lﬁtel|Qh(&ﬁh|bt@féd on an

BT costgpiRoribuL BT drpect FRuRFAureDlos=Ri Biierig s @ 42 dosn

schedvieas 2H, 3H 13C, 11C, 14C, 15N, 180 170, 31P,
32P, 32%noth&FpartRlidr 22864t of fh%%ﬁ\%ﬁ&dn&ﬁ' Suitiid FRAINE Bd@nistered on an

th t t

R et s e -peeibue B 5 8 SBRHG8 1 o Hadnn dose st oo 200 ma

ide mae ehypriedirangise fivkti dai oloeaal Beatmérit ey, endeadailly idoseax 25 to 75 mg free
é@%&@%&n?‘&ﬂﬁn@ Fen%ﬁrq‘fagrqeysc‘&tegﬁﬁl?ea%en%ﬂ%r atons are

wthi'n the sco s inventjon. Certain

i sot o'ﬁ@&%fl‘?rfmba%‘%tdthé SHBBIERALVIPS ? MEtEH gkigagting renal cell carcinoma
i rvEtignt, caompfiginig wnamnémgtth theepatierit suniimitcinalatadn ememount of from 25 to
' : e useful

G PO Seed Ml i R0 o Sl T B BB G000 7L e,
Tritiated, i.e., 3H and carbon- 14, i.e., 14C,

i sotopes are particularly preferred for their ease of
preparation and detectability. Further, substitution

W th heavier isotopes such as deuterium i.e., 2H, can
afford certain therapeutic advantages resulting from
greater nmetabolic stability, for exanple increased in

VIVO half I|fe or reduced dosage reqU|renents and,

Y

o oy
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reveal the hydroxy group giving conpounds 9. Oxidation
of a conpound of the fornmula 9 with Dess-Martin

w@eoocagissane or anot her suitabl e oxidi zi ng agePtT/Ho66/001251
as | BX (oi odoxybenzoic acid), oxalyl chloride in
di met hyl sul foxi de (DVBO) (Swern oxidation) or PCC
(pyridiniumchl orochromate) to formthe correspondin
al ddimyal@aiéuldr oaspettaof 110is  amiosimesh cINERL nagatp s c%‘fv't'sét{ d on a
coﬁﬁHuouéthnh Breg@eret hane (CH2d 2), tetrahydrofuran
(0] {
%@n%er@a@%ul?rhaég%c gt g\@ eh%%t gun m%%@ét@% éa%‘m&éred on an

Ive ani mation -of
mtamemudtmtngtscneeute pinpefdrtier aepey the |"]tﬁmltt2ntrvesmg1§ch§ql+tﬁ,\ﬁ aj4j2 dosing
schsfiR® A, using nmethods well known to those of skil

Inthe art, with a co nd_of fornul

corrlg §68%?W§”'8%‘68&??ggf3ﬁ3 ]elsns?ﬂm%{tt s'k{m %a% gtls g(?m L thred on an
int@rmittemt dasingGalredble, paeichlonyrae2l] of 42 s@wgtp‘@urea Iogqlmg ¢dosp ﬁbso to 200 mg
fre%ebg c{%ﬁvglentyoqrtl‘;&f%t%&)t %a%&b@ﬁ&t BVclel/Srid ey Hosdiof 28to 75 mg free

g agent such as sodiunvtri toxyborohydrlde or

baéééﬂ‘ﬁ‘fﬂleém%@t’@ﬁ‘iﬁéhd?y%‘g eaeﬁt@atn@g@ Y1811 sol vent can be

1, 2- ianbtherentbliment, the driveatioy dravides amettade tedting inpresmall cell lung
c%‘?uhéT‘?rt Qéet]{eﬂtr %rlgﬁ? ?%mtﬁﬁt‘éﬁﬂmb 'tt%tdaﬁéht QunltFn\%Qné?éte dran®unt of from

optional ad
259 gl frep baserauinalent Pe"Va%tch”OWPefi‘?"t Hé‘“ ﬁF‘ﬁlé’t QE{%“%r
pi- pemi gigagiciiydaspebl of ik embodiyieht,o bundtimibd ealste! ts admioistergd on a
a basedéﬁﬁgd%% riethylanine is typically added. The
C?@Hﬁ%? antna ion is preferably conducted un
condtntetngthsr rerticiatesPagt o risserrkodisnept. ety w8l ﬁféd%a‘%"'“'stefed on an
|nte|r|Jn|Héﬁt B@éu@sscﬁedfﬂét voglfubtadr 2Bpeh &el intgmatanpdusing screfule is a 4/2 dosing

f or .e., conpounds of forrmula 1 wherein Ais
SC“FGﬂZéJz) no Q

is Nand Zis N An aldeh%de of the
f or niml aaa@megmﬁeu@gaspect of this embodiment, sunitinib malate is administered on an

mt‘&n(qﬁer@hbétﬁgoa-cﬁed‘uw ﬁ@d.cuwy b difror 212)kheddle 2n diloaging yzsemf 6@LoR00 mg -
fri%%e %&@?eén{ ?@L\? Erstadoil g@ eqcﬁ treCl}{:ﬁnﬁtSés/&é/ ’ané3 é (t;t@dos ozﬁgtos% mg free

group - suc
bgﬂe\eaw@e}ldantmthehem%mmgetiﬁwafbﬂaéh m?@mntsyctﬁ. c acidic or

b?S' ﬁt éhf%fl*u@t érh%@%eﬁﬁfhebﬁteﬁ%@i’@iﬁeﬂ\feh’fetﬁbd RF é=tind mealdielbtarcinoma
the for

| ""rﬁ/ Bqtﬁsyyﬁqrmngleq P%[Blmv\gg%to §rﬂ?c%at'8'}f‘ sBQOb fﬁa@%qn ﬁ'} aln%ur@ of from 25 to

25

30

35

50 egdrea bdse eqnidalent dailydindiegefinibotailcinten IaVTP'P"é °7n35(9r"&g enati on.

For Myt i20ParRulaf s ckQ%'tﬁtSSenﬂfodlhﬁﬁt fsQhitiAl analale 1i§) adfministered on a
aprotic sol ven ol l owed by addition to a conpound of
C?‘H'@”?Lﬁtdﬂﬂngascﬁ U ve a compounds of the formula 13.

Specilf armttier particutar msect dfdhis embediment, sunijaib analalcls agministered on an
rﬁ&kﬂt@@t ddBhg schbadi!tiRXirdHher SpELURR InRFrhiBeH: Qodiiaschedadl is1a4/2 dosing

pot assi um hydri de, [ithium diisopropylan de,
%WQPHPuntbls(trlnethyIS|Iyl)antde pot assi um

bi s( tin & emdtiey batitudr aspEcte thipemisihientmsunitinib malate is administered on an
ﬁl?_'f@ tteét' JB%Q%%HJ% p?aﬁtmtét@ a 27’{‘& z‘if,_oécttscitﬁes anaSISéhlﬂWs@& 50 to 200 mg

ene | et
fige bm%elerg op Wf% daviqf ﬁa%lftre@tmeanyclﬁnarng aéilall){ 4058 81’ 25|}|M?5 mg free
basd &RiVaient ohiite: remaipiag daysroteanh teltmentegdé.i on may vary

fr Om"?gﬁ)o%er %QE %{1% ﬁﬁ?ﬁ% Furﬁ a%%tﬁ)dﬁirﬂf kBathg ph|$creatlc cancer in

reacte oxymet yl phosphon
acpstient; @@PUﬁféﬂe?d"\N'%t?ﬁf'@ tp el W?dwﬁat%mﬂ Ao from 25 to 50

B e hs@eqivatehBiang Xird stiofiyib failg it ancanminiodf 15heg.f or mul a
ggSI ?egg\é%!tlguq r gs%Sctpgfoﬁwgc%rjﬂMmgnp U nkifib ulﬂ?@tre Qréﬁrﬁﬁstered on a

1'ONS " exposes grou rom whi ch
q@niwoyssdosing AGdWs: reaction with a reagent such as
trichl oroacetyl isocyanate. Further acidification of
the internedi ate exposes a protected al dehyde which
condenses with the trichl oroacetyl bearing amne to
give a saturated seven nenbered ring. Treatnent with a
protic base |iberates a conmpound of the fornula of the
pyridyl-fused - |,3-D hydro-[1|, 3] di azepi n-2-one 16.
Catal yti c hydrogenati on of conpounds of the fornula 16
prOV|des conpounds of the fornula descrlbed for the

.

_)

o ~ o
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that include singly or as m xtures, water,
acetonitrile, acetone, DM, DME, or ethanol and a
waQ 200682055Df bases i ncl udi ng sodi um pot assi um PCT/TR2906/001251
carbonat e, sodi um or potassi um hydroxi de, at
tenperatures ranging from5F-+o0 1400C. The resulting
conpounds of fornula 27 are then reacted with a
G swmamqtnaupedcnﬂnrpemt pirthis embpdipent snifaib malatejis Administered,on an
mt ﬂ?dogn Eehedhi€! | atitihefifsphitafle mesRiasH dosrig dchedule isa 42.dosing
|s reac ion is preferably run in the presence of a
& such as pot assi um car bonat e, sodi um car bonat e,
ce s||m macathdy paditugr aspactoftilyis gn’pqqignqm sunitinib malate is administered on an

mt@'r‘nhr&ﬂpc{ogﬂé’ LéHed %'éh@ﬁarlyg‘z% &Y SRS ﬁ*pla IBRIingdse of 50 to 200 mg

freg(p@qe(ﬁ%ltv;llﬁ@pﬁ me ﬁir§ S@Lﬁfﬁf—‘cﬁé@@‘d 4 g gy%lgﬂézng @?cpotse Pfuze5 r%o 75 mg free
baé eduivaleniuiniiad riemaining dayswf eacheatementfcytibese sol vents.
I n 0 rlg gﬁdtl‘fer ﬁ\%cﬁméﬂ# CtFe ﬁﬁerﬁleﬁj bl‘dﬁh&r a RRhas & tkgﬁlng%lo%tdﬂﬁ%cer in

react | on

a pséﬁlpieqeoatpuwee eAminiFighne A e R?He%atgﬂ't\%?r'pa 35 S AreaSERypt of fom 25 to 6
m@ Bé Bade éRiVRIRAtaddily, Bantl @etkionb it be intif Infusiot efded sglm’dolgived by

2 The reaction may al so be heated by
W?ﬁlil@ﬂiu °n§°f|t2r5pa i'ation. Schenme D 28 Nal /refl ux

i || usrrfuthesaspeehof HWWQ?F'"}SF*@EM\‘“"W@“%%MHH&S d: ona conl?nuous
dJsm QiHeduiéD, i.e., compounds of fornmula 1 wherein Ais

CI os8 abﬁg?rood?@c?l%r @gﬁ&%?th% en’?ooh‘?hem gmﬁtlnﬁ%ﬂéﬁe a |n|stere8 on an

inteanhitient Horinarschesulehdn iurtesr sapect, th&d%}?rﬁwenfcﬁosmﬂ‘é\eel&? (51542 dosing
c@g@fgstry, 41(3), 317-326; 2004) are reduced singly or

bor glﬁéoa?lgﬁ'l?%gzp%? {ﬁpgﬁa gfr%;ef%bgdj rsf;lg alnltlalb malate is admllmstered on an

inteyroitient dowirtai sohedutei patiouladyia 84 bR ﬁCl'teHlé'e rin @ |‘an"§9 S‘Pﬁﬁ of pyto 200 mg
fréH 5&%9 e@.ﬁ\%ﬁ%t dnochgf r¥teda9| bﬁé@cﬁ‘ﬁéat@éntb{]t% bAd Audilg dBskidi 25 toerSeng free

can clized i tabl e source of
b%ﬁaeﬂwﬂ%%owﬁ '“%%éw%éabtﬁe@&ae ‘éy‘*é

car bmngrothier eintiediroénd, the inyientioncuenites rid cethpd tof deatths gpg and neck
c%%er |ﬁ§§9ﬁ’e"i\L %prgmﬁ BRI RN, ﬂrtﬁélﬁhtlbbt sUﬁﬁrf'B)ﬂélaté@i &n &hanof from

n the a and . pre 24
Zato\ﬁggngpffpémp%e%nva{eﬂfedafiybiaﬁctcfeé QrAPr\ll:j&nl mf shonci %d Rﬁlﬂ'\ followed
bpweskyl isfusiing ef 250mwmhds of t he for mul as 30 and 31

V\'hl Cih grﬁarﬁbuﬂﬁ%gb’&molf ¥hié eeﬂfbbﬁﬁ‘lew tsOnifitd PhaRAd L 2d@inistered on a
peridines to %lve conpounds of the formula 1Cin a

C?ﬂﬁ'ﬁé’ﬁ desing schsduhose anal ogous procedures previously
desciri mdther Frtie afpecedlthix efbadirodng dufitiSe alate iE administered on an
#Jr%h&éﬁt%@% Egsscﬂecmfé he Q ffrfREr RpER AR |ﬂﬁrrﬁ]9€m96§']@%cﬁgdule is a 4/2 dosing
npoun of formula 1 wherein Ais
schedgle-2) nO-, Q and Z i s C, and both R4 and R5 are
met hyd a érMﬁer pdhl@lﬁﬁ&ﬁpebwmb dnatiotliadent) surdthibf roalatel issadBhistered on an

r&eém%tgﬁ dgg{l%?gch%! ﬁér%wlaﬂ(a%ﬁ) o 25‘29s§|]red1:|e %%QQdurﬁggé/eeof%@Eb 200 mg

fiee basegngyaienbyn e fitsbdny okersluertBeptfySe 28R p|dRHiops0f2h & 75 mg free
badel eqﬁﬁ&@rﬂ"oﬂ thelr@R4ihig\ @8 BNdach yaihatticide.

Copmﬁﬂ' Cﬂ'}glf 8?03 l‘géﬂi%%é Lpeémgrhéé% 3 ée ﬁ1zegl 21 fzr%fﬁn% br, ast cancer in a

paffent, gwrnmlsag amlnwnmsipéhecmtl@ft siitipjb fb?'%iﬁi%?é‘sa"’tf’d"tpﬂﬁ &?ﬂi |2§ to 50 mg
1BY bhid SjulEleRXENRREE dbaitdxemB tinhifusieast 6006 100 tnky/ra” once every three
bor onat e subsequently foll owed by oxi dation provides
“ﬁﬁ@hols of the fornmula 35. The conditions for the
r eactn @npaficutan caspént rad| this vérbedimepk cnitinle emalaty i administered on a
HithabisdBsing dfbdupred by displacements with

G substit %ed pi perazines or piperidines to give
conpounds of the fornmula | E has been previously
descri bed based upon anal ogy to conditions for
compounds of the fornula |D above. Schene F Fornula IF
Scherme F illustrates a nethod for preparing conmpounds
of formula IF, i.e., conpounds of formula 1 wherein A
|s -(CH 2)nO— Q and Zis C, and both R8 and R9 are

M L
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phosgene or carbonyl dii m dazole to give conpounds of
the fornmula 51. Renoval of the nethoxy group by

woredoaa2ssel | known to those skilled in the arPCHEHIBR06/001251

previ ously described gives phenols of the fornmula 52.

Al kyl ati on of such phenol s gigve conmpounds of the

formul as 53 and 54, which are subsequently reacted

W t hirparpteagartiear aspepi @diis dinbetiment syhitinib oweletsois adwinistered on an
! | Risad/2ora

ARG UG, B TR el AlichIRTe IR Suae |

2 H@ﬂﬂ93®6dl$9f 11 = 2- 4 X = Br or d Formula |H Scheme H

i1 ust 4 adofier ﬁart‘ﬁelt%ecbeﬁtmf thiy @ytmdinegt, sariipibumalsie &fadministered on an

mte?}éﬁg%%o% sd ec’ﬁne p%ﬂgﬂﬂé?l%'a% <gf2/2‘c é%ﬁé&dn} aink |8!Bﬁnggib£b & 5b % 200 mg
By b@e@g@vmprotj@ i tde%yr?éﬁ@CQttfﬁ?ﬁ"ﬁPfé\YF'?;@P ? cisiors 828 79 me free
b&‘»é’@ﬂﬁal&at o fheabrh&hiRQa8k vf Sidh séatinaitegcld. et r al one of the

]; g;r rb?ﬂj)g‘lsr ab é%frflr{hg %v&?gnvﬁlro%ggs J fhefBd Qﬁégﬁngaﬁm-small ceil lung

cortespond
chcgY in apatfent, rcamwns Eﬁ‘é\'ﬂﬁ#{ﬂﬂ? épzfé@ prfiept sy glatedp Ay paount of from
2860 56°RYRE Habd eQiivatthlydailfiEinh @syetgKeDit M ilfesidnnef 60 to 100 mg/m? once
corres onglng phenols is described previously in
%K above. These processes give conpounds of the
formin @ Battisutar cspeqt eof t thie nerehodiment esgniBigib rraaiaie iy rpgmiggstered on a

cg,h}ﬁ,uajg%eghgssd%mb appr oprl ate al kyI di hal i des to give
\(,:V,O{TE ?!{‘L fﬁ%@S%qnggﬁglﬁ enggé) rg?rﬁ surgutu*’?lx n%la%ep |s%%ﬁ1m?s?etr§d on an

ines to
intemitteninitsing fschedalef dr arfurther dspSCHmMAtermitterti daging schedu e IS a 4/2 or a

ﬂ&&ﬁ,?g&{egﬁea met hod for preparing corrpounds of
or mu

wher &7 % gwthelg%ar?l%&?r%m this @%%jnr%? ‘,ﬂlr@ m?a e és #ml%s;i%{ed on an
ifteririitteRddoaing séRedule, epaiﬂculﬁlyra ka2 s:hedmmpwln@mngﬂosq b0 to 200 mg
fieg 'BQ%{-J e%ui@%)ierttgg 'EFE;%Jt E%ftegéﬁ tFera{nfén@&y'c@narﬁfa e RRE B 1815 mg free

react
ke %ﬂ“&ﬁ?k‘é%’?ﬂ‘%@?‘éﬁi“& Saysicheash rFﬁtB’eFthP’H%I a
Cl ( CHR hinsidr GhBgdbhér2, thaninesntibmpravides samethort efgreatingpeastate ¢apceer in a

p%tleng Q:gz%gnsﬂ@ H&ﬁ%‘is%{o%é( é%gnégﬁ% leE §r$arPQ'HcflJ\|}ie if@om 25 to 50 mg
feegrbees B@’f‘\‘@feﬁbd%'brﬂﬂgﬂ‘?ﬂgta’@f '”f%‘r'ﬁ{'ﬁ'an Bb 0 fo,00 g&%‘ pRge every three

weeRs.coupl ing can be conducted using a catal ytic anount

of tetr alﬁ%l?&}lgr' Q@S&y&pﬁ%s%ﬁd&ﬁ%enp%Jnﬁgﬁou%lgﬂe %M\ﬁstered on a

presence ueous sodi um car bonat

oopiinuoyn deying esedde. or sodi um et hoxi de, in a sol vent

such Iﬁl%nat_lhﬂ? paflit@Xrodipect ©f ih}6| dimadigeltc Sdinitiibnmdlity liscadnétistered on an
n r

LB . PRI 008, PR o) o0 5

%bdnﬂngtshl@dldlefl ux tenper ature of the solvent used. The

r esul b kRgoth@ RRABIASasPéct bithis feﬁnbéﬂﬂhéht Gliniaie mala@ s baAitikte’dd on an

\éxlslismt&e[nég Isnﬁ %%%ﬁqglﬁ,én%ﬂlcela{]) % 8T 2 tsﬂw Qlélg% ée g n%do%é of 50 to 200 mg
feerppeaemiiyaleht ondhefirstalay oflegch tiystrgent ewple; pnsia q@y fgs6ioE2f toyyd mg free
BadE eJqJ\/atehteorﬁﬁ@ Fé%ﬁlﬁ)g‘?jﬁysaof QQ@Qre‘éﬁMéﬁt &@lepot assi um

carbonate onate I um car
tﬁocp cl{}ga{e ”§| pancreatic cancer in

STl ecnondberERIHR: e Vapos BBRORSAT
& patieentanprisioy adheinistesngomither patient sweitingy malatelfn ar) prosush ef from 25 to 50
ﬁ& ﬁéé)ﬁ‘a%e eHﬁHBﬁk déll§ %H tg¥||ncdé§ﬁ19 Hean iFBAGERT 500 1280 HME once weekly

onbi nati on %g nmore of these sol vents.

?%%a'fm?f?éhw%'ygaw i um or potassi um i odi de nay

be enipl @ypadicalsr esteal phthds iembodieent.e awrtitindn mafkee is administered on a
e reaction can range from about

%ﬁ%%ﬁ#@%g{rﬁygre to about the reflux tenperature of

the solvent. The reaction nmay al so be conducted under

m crowave irradiation. Hydrogenation of conpounds of

the formula 1 la, using nethods well known to those of

skill in the art, yields the desired conpounds of

formula 1 I'b. For exanple, the hydrogenation reaction

can be conduct edu3| ng cat aI yt| c PtO 2 or Raney ni ckel

o o o  a N —— — — p—
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t he foregoing experinmental section can be acconplished
usi ng conbi nati ons of the reactions descri bed above
WO b@b/124551 be apparent to those skilled in thePeriB200a001251
each of the reactions discussed or illustrated above,
pressure is not critical unless otherw se indicated.
Pressures from about 0.5 atnospheres to about 5
at N phethe adicaargmspent af this eatbodimestb bunjtingrioalateris administered on an
lntglrrr??eﬂ"ﬁt% ng'sEhedu@P S fultn@ IRRP Y iRernlifenPidng sEiRduid S #4/2 or 2/1

conveni ence. The conpounds of the formula 1
dogifg s¢hgdule-nt er medi at es shown in the above reaction

scharesnetaer gaticuiadspéat df thin dmporﬂmént exinibiyib celategs edroinisiered on an
mt@{ﬁ&e“?‘nijy&%ﬁ scﬁ‘elzﬁﬁlg @aﬁucﬁl’éﬁ;{ 3{ §lq 3t :%{2 §éHeH|9@ iP4 Joading dose of 50 to 200 mg
rmw@ebironttwef U P ?W%ﬁ’%"&%&?@ﬁ gdq ma free
bdsB ediRIchO6IEBe ehtintigiaYd dTeadhateatent ¢yole. can be
. 32:25?%‘13 ae %mHé&up%\ dcfﬂgq ﬁ@dno vidds & hﬁ‘etﬁo% L non-small cell

above par ent to t ose S
cangertiha patient, compriging pdrainisierry tp éima{u% sunifj amount of from

28 lol 365t #LE BatbiiRaleitl RS € gbMcitabihe @1 art Intualbn uﬁ?%is 1250 mg/m?

ot herw se | re om about 0.5
onge Nﬁglﬁ%‘@}aeﬁ/ndﬂé{:%rﬁﬁweegrygg §:r'kélgs Cﬁ%‘iu(raes are general |y
accelpt atiagiculandspesbib titis gmbediment, synitimib - mglgén, is Edm‘“'s"ered on a

: ccﬁyﬁﬁﬂbﬁ@@&gﬁr@@cmeﬁu@referred as a matter of convenience.

Th
Shgv\ﬁ]‘o nﬁt?]{arh;éa%%(lgspregt algid l{}g s?["@g“ﬁs Euglg{eq??blﬁhgéred on an
interolttent dbgingesthigule olmaefmtheo nanecip theduignmitient dagifgschggule is a 4/2 or a

3/:|%P£§ﬁtdgghdﬁgdd;g1 or chrorrat ogr aphi c separatl on. The
compounds t he

d.their r t
accelﬁ'taa?ﬂog‘e%%ﬁwcglar gsgﬁ Zthé?oem%ﬁf“g‘?%tr LHH B mm?a(Eee % d%ﬁlkske\‘ed on an
inesirhittent dbdieg sthedule, partieiariep&l1 of 22skhesylesin lgdcmda?ﬂ éesysof 50 to 200 mg

fréé‘tﬁ Wt orl Ak ’h’é Héa%ﬁ treét%ﬁt%?&@ ahdk dairytdiosenﬁflzs k0TS mg free
ues rect a buccal or i nfiranasal routes. In
b@q@@@}:ﬂ& entppl

thederaiRLAAYBST PR IFAYBEN B 1 abl y
admi m slotheeembaodingtnt dee ingentpngovides ra radsioagt of yeﬁhg\gtb@da%@a'ﬂcef ina

p%%? gﬁn;ﬁ@i{w% gé%nlsfeg gsr)bw dati sugﬁth’ﬂbQﬁéilatg Pt%san{ohnt%f frorh DO 50 mg

frae E@g%\alyqlgpt S@Bu?ndcﬂéﬁ'é\t?&i“ﬁd‘ ﬂblaw\sllglirtll fa}éa g% ’??e’igl m%z (ﬂ'ﬁ:? weekly on

aﬂ”d;ilﬂ@ﬂﬂﬂtnﬁeélﬂy ddsinglsehedaiti ent being treated and the
patl ﬁma gar{ic{ﬂlﬂa'r Vdseé@lof MENS PN boGirdet Ss@hlﬁn MIQ@WE%mmﬁ%red on a

harmaceutical formul ation
ceﬂ@%ﬁdaﬁw%@dwq me peri od and interval at which such

adm M @t parfidun aspect af ltmsacénmommedﬂo\ammm malatbo Baapmihigered on an

|ntt§§|ﬁt hS do!s Hg tsﬂg\% Jlé‘nlgea erft e?Q%ét:t[ mﬁ‘l@ntébQQiHé scHaBuIER a 4/2 or 3/1
qay S oye

I'n some I nst ances,
Od%{éég%ng 9@0%‘1“? beI ow t he I ower limt of the aforesaid

r angebn éTaqyotI’ﬂHi paBEUEar bRuat Gfdeserabaiment)isligtinitnmalate dy adrarssigred on an

rﬁ 0%519§ Echggtﬁg %Fmarslovﬁ Lo ﬁ:ﬂ?&ﬂlé ‘ﬁhoéjl&ad?@gd;bbggf 581 200 mg
fneebese@qaw@erﬂ on e it goycrbgaah eaimeat @yPla) g Al 9A5E E2rip 75 mg free

lv§|%ﬁt&i1|tlﬁHYehB|hiﬂgl BARWF edch Grestignt cJti@ novel conpounds
o e 0 BB M it v

petiant, |cer|ngnsmg admlnw@enmstwbe mﬁ@nt@ﬂn'@%m?'é@tﬂé@ %W‘é‘ﬂ fiiremyes to 50 mg
fleB @bé@ét\@ﬂaleﬁnﬁllys B capETiaRihe tn=f ahROntBRE2500 1250 mp/ed et daily on a

ingle or multiple doses. Mure particularly, the
%4%%? gﬂ?@% Peutic agents of this invention can be
admi ri st eerdichlarnaspesti ofethisaemieadimant, sinftinier maletedigsadunistered on a
Joﬁﬁnﬁﬁus dosifig schefifiyy My be conbined with various
armaceuttcally acceptable inert carriers in the form
of tabl ets, capsules, |ozenges, troches, hard candi es,
suppositories, jellies, gels, pastes, ointnents,
aqueous suspensions, injectable solutions, elixirs,
syrups, and the like. Such carriers include solid
diluents or fillers, sterile aqueous nedia and vari ous
non- tOXIC organlc solvents etc. Moreover, ora

e
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and the other disorders referred to in the description

of the nethods of the present invention, wherein a
woonel12@s6Trpound of this invention and one or nRPCEIR2006/001251

the other active agents referred to above {e.g., an

NKI receptor antagonist, tri@yclic antidepressant,

5HT1D receptor antagoni st or serotonin reuptake

i nhiltbanathey paitieulaichebast oft this @mbedigenthanitinig gy {s agminigigsed on an
Intmnmtﬁfngﬁ%‘édhlbcm a fPAB Qb AR in&Smnet ldosify $obeduid 8 @IB2 or a

whi such active agents are adm ni stered

Z’B@ﬁgﬁé‘f@weas part of an appropriate dose reginen

desi hgaedoth@ petticuidrraspdveofiiin embadiment, sunidniiz HABIeBa]rdHstered on an

mt&tjﬂ‘ﬁﬁﬁpcycsm ARRHRREN AR 2;‘13&92/2' SBdRd) in 4 IB&diRAV4E bf 50fto 200 mg

an ‘act € a S
freg ﬁéiq qqutyalplhttog iRedirst d%\éqf\%(ghtreag%eétgéygk %‘g éjagyc ols\g/ 8¥ %33% %’15 mg free
bavé édun\depteotrdhmmmammb dawubpambtirebtgientrycleeat ed, the
SP eclh h&cheg%mb&ﬁmé’lg SAL nb&‘LlBlg pl%giﬁéé"é ﬁtEﬁB@ o @&ﬂngt &b%rectal cancer in

nature and sever I sor
a pabigeti qu\’mﬁlSIEQaﬁm{llFt@Htgéa the rﬁm@é ﬁg}ltg\fb ms[t A8 lr],]?ﬂ/%”pount of from 25 to 50
m§ ﬂ@@é&@ﬁun@éler& Baily, ardvcapéditabine mfae EMosE ! 825 t 1260 ook’ twice daily

r in conbination with another active
O"a%ll %fosm %%F % adm nistered to an adult hunan

anDUntafnaﬁlﬁmlabgwctgofnﬁust gmMnt3wltﬁﬁ Btéllatedgyaé}i\lﬁaered on a
co‘ﬁh[ﬂﬁhﬁdd@hgdbﬁéﬂd@d doses, preferably fromabout 10 to

aboult Iag?tg?rg%rtg lar, éjsﬁxct o?tﬁ%h r?o%gﬂ'%ﬂp g@-utﬂﬂy mggte is admlmstered on an

adm LA
inforreiftest desiing schedsiles lo eﬁw@epespeeta{}e terpEEnkdosp zctﬁdﬂ%és adf2ora
2/@@6S|@h@m@ nost espeC| ally once daily. Variations may
nevﬁl,rg@ ﬁrgpafqti%glg{ aesae 4 HP tﬂls egtblgcﬂrﬁgntt %ﬁ\ltl iB Wla?esls %Emmlstered on an

ani ponse
InEHnIﬂbﬂlré@Bnqule pattioglarly a alg obwztspr@dply p@ adﬁadlng dose of 50 to 200 mg

fr%@@&ﬂéte‘n?@t thé ﬁ’rEtrHé 8t de r6dhase Rycld) end & Gailly dose g5 todt mg free
and Interva C%tlon is carried

C
b3sgauiyglent g er?ﬁ‘%at'”é’}?c S &th%hgtéega}Ten%éf S bel ow the | ower
| i m W apbthehentefineals medn\qeawg@rqmjps Bangthed of freating colorectal cancer in

a @Qtfeqy @frﬁpns\?@ 'ahn%mlstétnﬁé Rahe Eaiﬁﬁtssuﬁlhrhli) h'nala&f ifah afhoGR Df My 25 to 50
a
B 1 ST - 121 GerP UG LMl o] SRR e foLroxs

desingescladdulenal | doses for adm ni stration throughout the

day al é?tfl:‘al%fs%sﬁ@t |0Y 11519 SbBdimantD Hlinifirfid! PhaRl® is administered on a
i nhi |tor preferably sertraline, in the conbination

CORUPYRYE 05&?%%‘?%‘509 tions of this invention, for oral,
par eni snothler partidulac espectoal thin Embadirnént rsunitnib Imalateyie rad@‘@'stered on an
m?e(#l#“tténtfaggﬁ%séhgﬁulé e  fuRRd: HEfct, ®le H%ﬁmﬁé?t'ﬂ dbdidgOdtBedule is a 4/2 or a

ove, is fromabout 0.1 ng to about 2000
2fggiosipg gaheduihbl y from about 1 ng to about 200 my of the
S5HT frealsiotiee partidulad bépett qb ¢his emtiotineo’ eynitinfi rodiate iaddehiristered on an

ln‘%‘eqmﬂgﬂtt?ég gé%eéug% g%&?@lgggmprtzﬁ Shnddulte i N6ddirfdAbse & 50 to 200 mg

rece tor % Iﬁa(%on St5 95 f
fiembace SRUVARI Pl gt HRCS26h JeRIBIRPIYFIei3BHE dafy P & 25 o 7o mg free
bhdtve0ivhienmt on freirer@sifihg d4ya bbstick redtmentegdi@l or buccal

admi rI]nI gntOEheo?rgch#n? gﬁlﬁe ﬁy%{ltﬁg&o?éjéé QHM trfeQﬁngth%rectal cancer in

treatnen Ions re to above, is from
agstiant, comorisinggRdinisisina fo tze@et%sunﬁm@maé%wnfw% g 25 to 50
iy flecBisd SquaRHE dadP) AndBintécah B fiunkblitadil bed lp¢avorin on a FOLFIRI dosing
qg qgon|st per unit dose, which could be adm nistered,

A xanple, 1 to 4 tinmes per day For intranasal
admi i <t partidulan aspech difi this sermkegiment. pRpnitinp Analete of  admiistered on a
cBitBdusBERPLERESuLf the invention are convenlently
delivered 1n the formof a solution or suspension from
a punp spray container that is squeezed or punped by
the patient or as an aerosol spray presentation froma-
pressuri zed container or a nebulizer, with the use ‘of
a suitable propellant, e.g., dichlorodifluoronethane,
trichl orofl uoronet hane, dichlorotetrafl uoroethane,
carbon d|0X|de or other SU|tabIe gas. In the case of a

N
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EXAMPLES The follow ng exanples illustrate one or nore

of the enbodi nents of the invention described above.
WEXMVRLEBST 3- (Tri phenyl - | 5- phosphanyl i dene) - ppOPIB2062001251

acid bromde (2)To a solution of 3-Bronio-propionic

acid (1) (15 g, 98 mmol) in1decetonitrile (MeCN) (200

m.) was added tri phenyl phosphi ne (Ph3P) $25..71 g,. 98

nmol Iy aaperticuldr] asped df ghis Zembiedinpte sgwlinfe Malajyds administered on an
inBMARAE AR schdile! Q§H|ﬂ§rlh€|93ébé&ﬂlﬁ6 iffmBentioking\achewas lsexl4/2 or a

w th diethylether (Et20), and the nother |iquor was
2’%805&9r?8'é‘??f‘\%at ed with toluene to obtain the title

c onploaranothe) paetisulataspest stthis @émbdditneyreuitiolo medate is eginisipred on an
mtl\lrn?ge Ed&%g(s@ﬂéed%lé "Bartrc§lar¥y7 a ﬁ/mor Qﬁ'&@hegulg & 4 mad@’%aose of 50 to 200 mg

free hapgequl n?éptozrtl@ frgltd%té{uf%\\{ %E%/ By 2@%) ggl} dqsg gﬁ(élt]o 7g¥ng free

b6 kgilivatent @f the remaining days of each treatment cycle.

2,2- b Jﬁgfhgy Em%aﬁrﬁ ark, Ané LRt yﬁ&ﬁde@)’é AHathdd Y @reMiting bgHs@éﬁMestrnal

rro |onam

st@U@B%m%s‘@@)ﬂ mﬁpaaentmmﬂswiﬂ") “'gt?f("af‘}/thﬁé’?ég?ﬁ?ﬂ‘ﬁ%'{”m%ﬁ%e n an
arhduriEdf flokPgs 615D nwpRecasbee dquivalent gdily,i antiiiratinipronBeidaily in(@n gnount of

4(%'tgg?&%ﬁ%gg?ntrgﬁdugﬁogﬂﬁsc@w 3 mol ) at 78 OC The

rred for 3 h at
N, N- i freerighipn peRest g tl‘cqggp:}:or{neerg ynitingos rr@lam ?d%@tered on a
c@dﬂ%dsﬁ&wfgfsehddmactl on mxture at -78 0C, and was
stiryed far I t;
SR e, e SRR, o T2 S R on
interrgitierit doswzw@hedms I Ftber apech theittermiffentdosing sehegilp isp 4/2 dosing
s@¥&lie Na2SO4. Evaporation under vacuum yiel ded the

fj i gloﬁflarf) er qgﬂcgﬁ%a%ct(ogth embo& gl\@ gﬁg%}%@g fed on an
inteirfpitterd dwmscm@u(qmarmq)arly 320 mr nggqhqdpﬂp in ﬁ)loadgg ggselof &10 200 mg
frédbasd Qidlivaicht &7thé frst c%l)?%f each treatment c cle and a daily dose of 25 to 75 mg free

4- (tetrahydro
b?SSE?qE' i}?’ﬁ?@heﬁm%@lﬁ&yg? e[ (3 enoi cyaC| dpy
(5) . InNaridth{ed .edbogjmeB9 the |nmtrc)n mgrd%ﬁjgeﬂethqqi plotregtiagh SIERG positive
br‘é'af[%tamér mSaupI)JtlQﬁ?' &)ﬁ’lp(l n(rét@rrn@-té thatpatidh® BurfitRiBa4IaE U & amount

of from 23 jo f58rmq_ e?ntb se equrvarmt gally an(c? t‘astuzur}rab éﬁ taeorncg %vegﬂy dosing

sche@dle.i phenyl - 15- phosphanyl i dene) - propionic acid
br O“HrP'% &%ﬂ (af'; a.%gecg of ¥s %bmleﬁt \Wasitiris GRfbté Ns administered on a
e

portions. reaction mxture was stirred until a

CP'?"QW‘RUSSP%\'FR:;%’h%"é‘feor of the phosphoni umylide was fornmed
( apr axancl@r partiular Hsfedt Gdnispmbaient,(sueitinia mpthicoisyadainistered on an
X | e b sraﬁ&mr Qi‘élﬁhd
e
S%“'added dropwi se. The reaction m xture was stl rred

over v ghdottadr pardeuar beepiest didrsbodineat, warstinitddaete fsoadniiréstered on an

te(?’%‘%tfgrrtoa%sr LnHhfe, ggﬂcrﬁ%ﬁ: L3 {r"iéé’!ch%@ 2Q1 HC?H r%)dose'r 5850 to 200 mg

S acl
fr@g paqg@g@ualwtphthgtf @t\@ay(q( eaﬂ1 treqqﬂgntcﬁyeg And a|d§weqos%f§5 to 75 mg free
bwesetaﬁrdammtoh thddEmaibing 88s ofiédck thegtiverit cide. SO4 and

evapor at to 0
1H N irz% wp@drm%éFes ngéﬁtl}r? H@Q ?% é'ﬁlgéhgééf @egatr?gf 6?1' é'rsall cell lung
cgnq@grn(agatrqenq)comgrrm s(dmrnlqtq.q;'rg testhe gatery supthrb maglagsin @p; amount of from
2@'1‘8 50 r%g %ge baBe eqtivalens d4ify, 4nd perblrexed in2dn dniBunf2dfl250 to 500 mg/m? once
%m 10H), 1.32 (s,

%?W ﬂee{‘ﬁee(( 2- Di net hyl - pr opi onyl ani no) - 6- [ 4- (t et r ahydr
0- pyHmre Panjitutseydspielt @ xipls- emlypdimént - Suniinib - palate r is cadguiigiered on a
c(aﬁt)nu&g d%s.ﬁ%édrrea@@ of

met hyl - propi onyl am no) - 6-[ 4- (t et rahydro- py
ran 2 yl oxy) - but oxy] - pyri di n-3-yl } - but - 3-enoi c acid
(5) (8.8 g, 20.27 mmol) in EtOH (80 nL) was added
NaHCO (8.51 g, 101.38 mml), and N2 gas was allowed to
bubble for 15 mn, Pd-C (35%v/v) was added in
portions. The reaction m xture was stirred overni ght
under H2 at at rrospherl C pressure, and flltered through

o P L 1 . T 1
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2, 3-b] azepin-8-one (8) (2.1 g, 6.28 mol) in nethanol
(MeOH) (15 nL) was added 3M HO (3.15 nL), and stirred
wo 000642055t room t enperature. Sat. NaHCO3 wasapdBmB2a0md01251
extracted with ethyl acetate (EtOAc) (x 3). The
organi c | ayer was washed w-tta-H2O, brine, dried over
Na2SO4, and evaporated. Purification of the resulting
or arlgenaitdraertioilaryaspect ef thislembadizent; sunitisi| nopigle isAdminisigred on an
intéfntiteniVedSg CekdduR. (19 aWither 5p¥E, thd Mitdrinitb@ dosing echadulé B)a 4/2 or a
g an oil. 1H NVR (400 MHz, CD30OD) d 7.55 (d IH)
2gdasingsghediiey 4 24 (t, 2H), 3.60 (t, 2H), é
2H) , In 2.2B@h¢rtparti2ir, aspec? of thlﬁpmrchqymerm %zltlr(ﬂmnam) is admigjgtered on an
|nté ltte%WOQng schedule partlcularlya2/1 or 2/2 schedule, in a loading dose of 50 to 200 mg

d bl a
frqed)g% ewyg&gp%n&%@;géia)( ti(%qutbe ﬁnem? éfcl?r gr{dz qt égally liose%Péﬂo %5 ¥1g free
bade éeiun}djaﬂt axtie teotaming )dafs @ eaghAreatmentdygldr o- pyri do[ 2, 3-b] a

zepl Ig %boﬁlgreﬁls sl'%érllz\%n%% b a(rﬁéthddnof treatlng breast cancer ina

Or oet hane
Pqﬂ%@%éﬂwdmmmﬂg 9 thg ! SR %team a PR gLy 2o 50 mg
frde Hase dquevaleatdatly, and eexestaree inas afbirnt e 26dngonde thily.
filtgag %a ﬁ@@an‘c Qéb%‘éﬁ&( Eﬁsegmbﬁﬂ'ﬂ rﬁ.’ugurfltlnﬁ)d m(QBteS ksl b&iﬁmstered on a

colunn anes :4) and then
copfiels ?@'“S@Cf(eg“'i) to give the titl e corrpound (10), as
a Whintzpothed ;bed:ncullzi-hshdbﬂ of HOerhBdzdimeBDELBYnikdmOla@ds agministeed on an

mif,'_lisu&ené go/%r!g}(_%ched; F‘Sn éﬁlgaér?%pecg I_B%%ntéﬂuttehf’&osmé safed&z@ izsza 4/2 dosing

sqhaquiH) , 2.08 (m 2H). EXAMPLE 2
2- 4m(a4anmeh;§efﬂﬁbh@ﬂaépe¢t|of pispaibadiment) sunltihib ratate ks JadfbinBiered on an

m%‘rmlﬁ nrt% rggrs%RXJu‘ed Sirtlc%laﬁy Q bﬂzo? 9)2 r%cl?edglg Gn Zq’oaalnﬁ %éétdf 86'to 200 mg

frefe ifzge Epuivanyorahe firskday afgagh Beamey preiel gNoa dailyigsas 2R toprymg free
bés‘é)&\ﬂuvaléﬁt' by frd IrétRdmistdalyd FeacH Pealrher@cycle. 6 nMmol ) and

T naﬁ'ﬁ W%SE%"E&{?E‘#@F ?%e In,Y_e)npon[ &Bw%é a mgﬂ% éf ﬂdé;tlng breast cancer in a
*’“en@cmﬂ"am admi(iEedig)to (6. patpmumtmlbes@lthwp amggptef from 25 to 50 mg

fr%é MSE 'e&‘@va?ént 8eﬁ19 Manb %ﬁ%ﬁbz’ﬂeﬂﬁ n ElﬁdtSuonlgf ﬁ%{:lgrgélaw OAc) 3
v TogbarteyRf Aot g, RS tRdineds? shilfpud Fd 8 I on

corltihuova dosiebledut®. t he reaction and stirred for 15 mn,

If ol | mtr*éypérnﬁllat‘?g iked &hi® EmbBdcihént, (HRitib Inalatd e s@m@feréd on an
ayer was se e was

et i SOFAP. o0 2T REDBBE 1 PIeTRAE Fal o e ' 2 42 cosing

sthesulet i ng brown oily material on silica colum,

el ut 'Imgawtﬂep partiédRe a%’eg'&f Qrﬁssengl)odm%f Qﬁrﬁtﬁﬂ) Ralté |sgadﬁf|n|§t§fgd on an

coupl ed product as atter, wa

RRTOUaASg FETRR . PR 6! S A, RS SREpe 9150 to 200 me
fidlé Bade)dquiediére on {he fist ddy, of Badh tremtorleit qytle (an0 € dailyslogel die? to 75 mg free

bl &\em?’ l?nt oA I'Ellngﬁ P?Eae)g‘af ﬁaé:ﬁ] 'tr@étfﬁ Yht chhider at r oom

a urecrgsta e CO oun&!as a t
SO| [ dP angiher epgodiment, the [QveQiRn (’%'@ew '5‘9 aregs -/:fncer in a
pésant, lbhpristhg Bémin@terihddo, the/paiént G ahitinid-fralaté ir6dh gnabunt dfffrom 25 to 50 mg

frleﬁﬁalse%‘aﬂnﬁéﬁt dalg'_é'n% léﬂ@@ F)a’n aé"gbgr:lt gé’g gAg'é)n%e @a.l?ﬁ ( d,

3.16 1M pgpgularzasggct(qf this | gmbogliment, qumtlleD malg_tegle qi istered on a
c(aﬁﬂnuédﬂ)doa@@d\@

2 { 4 {ﬂg)tr ng[% éect gﬂﬁﬂ Lr% @ﬁngrﬁr Qﬁﬂltﬂ@ méfété lsbéHrMéred on an

nzer{mttepmdo(smg scr@plwm wradu@mﬁgneyt e ,mr@sttpw qos'w $chBiiniR @y4/2 dosing
sendyuié, 9- tetrahydropyrido[ 2, 3~b]azepi n-8-one was

produced using a process simlar to Exanple 2, wherein

1- (2, 3-dichl oro-phenyl)-pi perazi ne hydrochl oride
(Lancaster) was substituted for 1- naphthyl pi perazi ne
inthe first step of the process. The title conpound
crystallized in the final step as a white solid, np.
188-890C. 1H NWR (400 MHz, DWVBSO-d6) d 9.73 (s, IH),

7.61 (d, IH, 7.39 (m IH, 7.22 (d, IH) 6 56 (d,

A TN
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2-[4-(4-1ndan-4-yl - pi perazi n-

1-yl)-butoxy]-5,6,7,9-tetrahydro-pyrido [2, 3-b]azepin-
W@2@6a20885 produced using a process sinmlar toPEREBRPIE01251

2, wherein |-indan-4-yl pi perazine hydrochl oride (US

Pat App Pub No 20050043309)- as substituted for 1-

napht hyl pi perazine in the first ste {ﬂ of the eSS red

The Ipitanethercnapisuacpsess) et thip pmbediment, supitinik melate s ppnstered on an
lntél‘hhlﬁteﬁht a@&rig@chdmme AEUIZ08OT o/ bivied\flé 00a Ivkling BIFBOF Shetp 200 mg

fr§e|_tbase %qug/véretﬂ CFn th rst%éy é%a H twalt nt é}%le( End d é’&l&d&e%ﬁ& @75 mg free

ba(smemalengorgtge (qlﬁawmg)daysg,ofggchgreg e@tﬁyclgH) 2 87 2.75 (m
4H) , In?anéﬂaer(émboairﬁent Zhe2idvehtion prblides2a higthbdnof @édting bra®8tumors in a

pagl%tﬂc%h? @ %panm ﬂt@r Qo he ]a_ﬁe t ér%(@[}@ Héla;e in F?J grrnguzr}t gf from %5 to 50 mg

frésUibasg phuiGle dailg, artdéem@mmd@ -950@ ri@u[nzarsamla\i &p13¢-t8 2%91 mg/m’ on
thgﬂr{sﬂsﬁéb%?a&w@ém&rn s&Ragef uran-7-yl ) - pi perazin-1-yl]-

was. b bcretiet, apvest of Y Bty Bufn, RERECH) BadfrRa on -

conltierogs dosing(s2hediulgi hydr o- benzof uran-7-yl ) - pi per azi ne
hydr pchb,@ed ﬁiﬁtlc(JHtSa?p@Et o@% nglkbdmnt 200600 h3BR9 aMﬁﬁlstered on an

lnﬁga%tdgélggggc{ulerﬂg a?l.ilr{hfely as@gﬁ,ﬁﬁ prﬁlfté)'g Féﬁh’% f e i %%& or 311
orlenarbsnrgtsemedale a white solid, np. 176-1770C. 1H- NI\/R ‘
( 400 (QJ El} ashedi®s &%dlhﬂ}_tg suhitini® rﬁeﬁate Istdministebelt on an

rrgqger(tdlosnpq_ﬁche Ie5 Qarggu\arli gi)'zﬁl oﬁitﬂgfcla d’ulezlpba%o mg go%_%;?f 50 to 200 mg
fré’é‘base 3q@Emidnion Refirst dhy dfleddh G8atemt B¢, anda taily(dose ofi3P to 75 mg free
b%sée%z&élent%%&é%né d8ys étdach fetdert @cie2H) . 1.88-1.73

2- { 41 anqther Embedizenia S8t Rventiag. provifes. 3 msthod Af {repting, pelghgma in a
@ﬂéﬁ} c8miftisifg Qdminieteriag iy diepapiytit sutitind, rialisg mzmEEnDuB:-bfrem 25 to 50 mg

frie {)ﬁg %}u(/ZleA: W 9&@%9@5&&4\@@@% -daliy m Ql'npaﬂ{o@ﬁt' d#150 to 200 mg/m? on

ropyrid
ﬂ)le Bt ]daiﬁéﬁ?ﬁ"@eﬁﬁ%s"wh?ﬂ%duced usi ng a process

Si m liffa paMidorenrgebést 2f tie egnttiobinibnt, sunitinib malate is administered on a
| yora- napht hal en-1-yl) - pi perazine trifl uoroacetate

%‘t%”?i'ét“ S8 ‘%a TNo. 20050043309) was substituted f

1- naﬂ)’h@ﬁﬂﬂ?eppﬁi@‘r’ué\%aﬁ@eq of tﬁ'ﬁémPPq*@?"tsﬁl@k?“'Bf'"aﬂaﬁ%'srﬂdmeéed on an

lﬁmﬁntiehttdo@mg? e¢hRauE dinGy MEHen bépezie the iimterinitientf dosiag schiedyle &sa 42 or 3/1

wh, t b D, 202- 2030C. 1HNMR (400 |sz DI\/SO d6)

% 16°§QP?°9 %), 9.78 (s, IH), 8.05

| H), Iya7egtopr panugular]aswt Qfdhls qampodm';enngurcmﬂlb Qg\)ate @adzrgnl%tged on an

ultéﬁ‘)mtteﬁt d‘b&n GohelitiB, padicd4y(ata/ atdy2 schedide, (8 lo@difig dose of 50 to 200 mg

f@e Qﬁse(erg]uwﬁ rpon é’l'él)di&}t %ﬂﬂ o§ E?_ﬁh]tgig%ht z%’_u?san? a%%)ef_édse é%gw{%mg free

base equivalent on the remaining days of each freatment cycle.

2- { 44} 4ndtRerdentdioRM A0 1 inhanao bllilits 4] Mdteotest theaing/ nklafdma in a

@g%?%BGpésg%éwgﬁ%ln%gp tp%eﬁhﬁntfurﬂﬁl%l%lgﬁlatﬁ néan amount of from 25 to 50 mg
fide {bdsq daufvaleat @il \add dadibagion IofrbMeunt PR toxep mslke/dyy pn e first 10

51'3'4 \%Jk U dycle or in 20 amount of 250 mg/m?/day on the first 5 days of a
(%%@&7& t et r ahydr o- p)yrl do[ 2, 3- b] azepi n- 8- one was

%W?fﬂflﬂ’@étﬂ‘eﬁfsﬁyﬂﬁ a process sinmilar to Exanple 2, wherein
- ( 3,14 -adiphnicliay- Rdetteofzih[sbéribodijent, osumitinin- I@alyﬂe)lsmqm@mazfred on a
; e (US Pat App Pub No. 20050043309)
o\r/\&/gténqé&%%tgll E%hggm?or 1- napht hyl pi perazine in the first
step of the process. The title conpound crystallized
inthe final step as a white solid, np. 200- 201 OC.
1H NMR (400 MHz, DVMBO-d6) d 9.78 (s, IH, 7.61 (d,
IH), 6.94 (t, IH, 6.65 (m 2H), 6.52 (d, IH, 4.22
(t, 2H), 4.18 (m 4H), 3.92 (s, 2H), 3.60-3.44 (m
4H), 3.22-2.98 (m 5H), 2.62 (t, 2H), 2.21 (m 2H),
2.08 (m 4H), 1.88-1.71 (m 4H). EXAWPLE 10
8-{4-[4-(8-Oxo0-6, 7, 8,9-tetrahydro-5H pyrido[ 2, 3-b] azep
|n 2 onxy) butyl]

o . [T ~ I T T e 1
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was treated with NaH (1.52 g, 60 mmol) at OO0C under
nitrogen. The m xture was stirred at this tenperature
wo o06A058T N, and then treated with PCT/IB2006/001251
N-(6- Chl oro-3-fornyl -pyridin-2-yl)-2,2-
di met hyl - propi onam de (11),-1#Jdournal of Organic
Chem stry, 55(15), 4744-50; 1990, 5.76 24 mmol ) in
por t inanstherAfartiulat depec dfi thisi embodmnfoewtmgbt rn@iatmwdml@stmé on an
m!eﬁﬁl{ten? Ebir{g' Redutl 1R A& aspedd the ARt 3ol schesleasisled or 3/1

reaction. The m xture was taken up into
O@M'“Sﬁ@eﬂ}é{%hed with water, dried and concentr at ed.

The mesdndiher mulpuaspécteﬂthiswnbgdnmqn ginitivhmalsty iapyinisiered on an
m%h!j Kﬁ{d% ﬁﬁg&b\’ﬁarﬁctﬂféﬁl)‘ 4 §/'1 %r §/§ @E%Hmé if A%hdnﬁ%dés’é@} 50 to 200 mg

free pge qulva|ep6 on tI7e firgt day of egeh Y?ﬁtm yc’le6 a&%é ?a&y d?sﬁ)o§ 2%!0 'mg free
be(sﬁleqé%@lent Sn 18 rdriiainindtdays & cBéh treafimenOcycley 4H), 1.40 (s,
Eun%wérzeng)%glﬁ%hto IJR/HﬁtBﬁ )ovr’éeg 2F BE‘ QNVeaHr‘ngd'\})éhal 8 édrcinoma

propi nam de

m@payentmpwsm@wmﬁtpm o n?t'mtévwgnb 'ﬁtsrm grsgmeaunf; pf from 25 to
5@m§ fRE WhdbRiVaRM dsfs andl Bedciginbvih a6 atourd of Bits 1@ dg/kg once every
cool Ed m xture of (et hoxynet hyl)-triphenyl phosphoni um
MOWSSfF de (22. Oy, 65.1 mmoi, 2.5 equiv) in anhydrous

di et b ertiesler @SEEGE 9f fthisytembadiment, st'mtwh Mglajgads administered on a

c&ﬂmduQHgéfhgfs@ﬁedaﬁ at between -50 to -300C and then the

N- [ 6 n(%ogahgﬁlcg%’\gd t ggz\)%a éjo%lrﬁe% %&lrﬁﬁl ﬁ{ala% '%il’ﬂﬁzﬂsfé?ed on an

intErmitterit ylbsing: sshedutearth d éurtharaspect, mq)gternzl@ngdqﬁmﬁyhedule is a 4/2 dosing
Sg{egﬁgl ved in diet hyI et her (5OTL) was added to the

{n h )étn EJnF eg?no?r%ﬂ pajﬁlcu’:ag a3R %&Fl&%ﬁtd Jn%nlb?f'Hala% |s%ﬁ%ln?srtyed on an
inteinittent diesisg$ahed ubm pavawlaalm a@d qr@/ztslq@edmeXm @H‘@?d&‘ﬂ d’°$€h‘§ 50 to 200 mg

frgé ﬁés@%ﬁu;@l&%n he YRl d)RPef @ﬁétﬁ'ite@t%yclér RRd 2 QEFAdSe of 25 to 75 mg free
n was extracted tw ce w.t | acetate. The
bmpw@wtep giierpaining dave 0{%%"%%%'& “fer Na2sO4 and

C ONnc @ndrottieeembobingsnt, diss idveationamovides @meetiogr of yRating galorectal cancer in
3 lén? %o& ISIrﬁ:;OcldHleEtéilﬁb ﬁgthgbgﬁélnt SnRhiB hRidkex 3R @nlolintdr frérd 25 to 50

nzgtffe&bﬁgqje%aggnw%lapg gv%glgqn abl'?llﬁ&/ﬁm rp()% ‘? m\g?ggbonce every two
wekis) © Major isoner 8.05 ((d, IH), 7.65 (br s,
7 30 { 2? ecéﬁ%fqgs (éilnbokﬂhl)ent @u%@nlﬁ%alé’c@bls a'él)rrﬂx'i_Stered on a

csnteeoumdos'mcheogﬂess 1.70 (m 4H), 1 26 (s 9H) M nor
i SOMBY anbitked pértlculdr Hspect ofdbis Embodimerit Hyunitiiib 3taiafe BSd(ninistered on an

r?emnittﬁ&)u%glzé gcgleétw Iﬂg)ﬂ?rgug(%sg %tH)\e g%)nﬁlger{t qOSII{ checﬂ:geﬁga 4/2 dosing

sgheggle1. 70 (m 4H), 1.28 (s, 9H). ESMS: 413 03 exact
MRS S :In 4 ddather particular aspect of this embodiment, sunitinib malate is administered on an

lrﬁ%{ﬁﬁgge i'él °&$¢éd8¥%8?&¥&|ar§: (2?'1 %Q%Xdu‘{é WA IZ)ad%%r dogé Br 5% td 200 mg

fire pase(emuwﬁﬁyn 8oy vt pedieptmeREtvRB,aRd F 4N Josp §iaodp 2 ma free
b%sé’éduwalegrdﬁltﬁ%hlﬁhiﬂé Gﬂ}s(bﬂé?diih treatnddtcydl®. 6g) , et hanol

r of ﬂ]‘%r&@léef ﬁ:l'nglﬂ menrt, tge }né/%lrgl n %%09%'3;% m‘?@%@éiré&lﬁ#j nwg-ffll cell lung

cBR@) inval patiendi aoNipGsing mlm%tﬁwg torhe patismbsuniiaib Gratpdnin@n|agipent of from
a8 50 ngerbeWL8E chiddiit dailg e @RldcRuMEh Mndh ghiduatioflBdel0 mg/kg once
hi gh vacyum The title conpound (15), was obtained as
YCHABWEREP ow sol i d which was used in the next step

Wi t hduta fenticutaer aspeeti 6fi thist erobedintarh\VRNitioib (oalale3is aryunistered on a
M houdVRsRE sd r 7.38-7.25 (m 5H), 7.20 (d, IH),

3 700%%4%@% 0 (4 11 5.55 (d IH 450 (s

2H), 4.30 (br s, IH), 4.20 (m 2H, 3.65 (s, 3H, 3.50

(t, 2H), 1.90-1.80 (m 4H). Mnor isonmer 7.60 (d, IH,
7.38-7.20 (m 6H), 6.10 (d, IH, 5.05 (d, IH, 4.50

(s, 3H), 3.70 (s, 3H), 3.50 (t, 3H), 1.90-1.80 (m

4H) . ESMS: 329.0, exact mass: 328.

2 (4 Benzyloxy butoxy) 7 9- dlhydro I 7,9-triaza-benzoc

I o o o, .
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(17) (0.20g, 0.8mmol) in dichloronethane (301) and

THF (5m.) was added Dess- Martin periodinane (0. 48g,
wa2anmess7 1.4 equiv). The m xture was stirredPEl/IB20@i001251

tenperature for 2h. The reaction m xture was quenched

wi th sodi um bi car bonat e sol-utsi-on (20rL) cont ai ni ng

sodiumthiosulfate (1.25g, 8.0mml, 10.0 equiv). After

ext rlacnotber pertichlaghsprdt of tﬂﬁeitmmﬁ@e('t% synitipip Helgte ig aministered on an
lnféﬁmi’én‘f‘ 86Lird BRdiue. RhARRSer WL, WRSMGhitwhi ddsiRg beheddie Enraldy2 dosing

[ and concentrated to give the desired product

S“Pi‘!}; in the formof a pale yellow solid, which was

di sslolaeadtherpatiic@lacksphdt of tisteandiment Gunifinib Tglaterip gdministered on an

ineRhitidt 8&|ng]schédﬂfig%brtgcgbéhy b1 %?ﬁ/@%bﬂéﬂul@ Vsl & R h@ﬂésfé%f §0.5 200 mg

fr?ert?aéég%"ﬁ'lﬁw@ ttl%)f rm of efc%ﬁéaﬁw )gcf andz nqojibse of g§ %)7’5 mg free
bdsa Bhl(itfen} orBthé Bending dby<d & eaunreatnlenﬂcyeqm v) wer e added

. SUCCRSALKE éfnbo]ﬂ%?mhétuﬁ/@ﬁloh BHRide04 ﬁieﬂ‘u%&i of"t?e“atu%ﬂ)rbétﬁg cacer in a

room Leb qe@enmed L vater and om 25 to 50
pajiguf; 'EHWPBP'E%\?%W%F?'@Q tihe SPtisRL UNKRIP M3 wtaﬂam“" ot from 25 to 50 mg
fréli BateGiqONEIEM AR, GRd YelEdizirhdh, intanearsmnboineth 0 gefy ence every two
Wg&%ses were dried and concentrat ed. The resi due was

purified over S|I|ca%1 colum (5% MeOH in

it chinop opestickiah @ppech ofjitie em‘?@d"i!”'ﬁ'i"i sunitiiR ARlte i agministered on a
c&ﬂhwul;eggingfgambnp 70-72 0C. 1HHNWMR d (CDC 3, 400

ﬁ_ﬁNO%gl' é%-ﬂctx &F%?Hﬁf'f o]fih éémk{c{dm% @u%ﬁn %gml {e"g gdlﬁm@éred on an

lmprm@erg doging mecgqlq) In a fugtherasper (tl’,aﬂ mtg;q)lttengd@@g(sgpedgpe |s4q_ﬂ/2 dosing
sehefime.(t, 2H), 2.05 (m 2HO, 1.80-1.60 (m 4H). HPLC

22{2 rf/%arl’\é?.eép C&J%I’ g?pg on(gm n%fb%dlm%;)ft 5un%w %Aédmlnlsteg;d on an
infen@itigntQlosing $Q§h§;¢ﬁ gartlcu}arlg aH qggfg_qgwgcry & 'Qﬁﬁié‘@ldéﬁf‘ @ 5 00 mg

frge {)éjse [egu |Géfetn$ oﬂh@ mspdia@ oIF’EE%HYr’eétwﬁth%l@ Zh a ldailyl dosdef26 Xy 35 mg free
tetra

b??el eé’?'é{a'ﬁ’g 12 M%W%W%?%ﬁ oteagh freqfment S¥uced usin g _
pr oc ésanodienembedirent, Ekgmpq:r@loq providgsca aethod of treating breast cancer in a

itlLegﬁ gim?lesfri a@r‘hﬁns%ﬂ line ;Qz'tlé]ﬁ E@'KtlnbenJIétQ inQmhn@UhtdE from 25 to 50 mg
S
o e v [ GCRT BTPARL o 0 g svery two

free bﬁffa?gu&/a
wetlep of the process. The residue purified on the

Si i ga OphriGRr UJEBedt rbftthﬁ énhtﬂ)@imeﬁtt &Jﬁmﬁrﬁlb LRt 9 CRIFTISRS] on a
the title co in formof a colorless oil,

CRMINEPHSRREINE ¥ el~ed to HCI salt. 1H NVR (400 Mz,
DVSCQdn &nother péxtidfar (aspect bf) this @mbaditient, surfinib malede (smdnﬂnﬁ;ered on an

ré rﬁ]g‘teﬁmoség%chegulg’ Oln%qurtﬂe[%spe@t t%g’lnférmlﬂglﬁ%OSII% &Qédﬁle |3 E|)4/2 dosing

ul&H) . HPLC: 93.99% m p. 197 - 199 c I\/S 464
EXAI\/H}LEnth:er embodiment, the |nvent|on provides a method of treating a sarcoma in a

pétle%nf’ cglﬁﬁlﬁg@ tﬁﬁ&f?egmé Mile &tugﬁ Qﬁlrﬂo |J|1?I¥[%)n Mn%&m of%’oﬁ 26t0 50 mg

I aza- benzocyc ept en- 8-

fipe [bAsy aquma}sn& deily. @Rd |d°>§ﬂrub¢ﬁ"b'é PR A Q1 by 4 8‘%"} e every 3 or 4
weeket rahydro-1,7,9-tri azabenzocycl ohepten- 8-one was

pr od ced oGe t 1

o oc U5 ¥ p4RHDG, AeBECZ88 S| SoRRTRURe, . sy on
qonthypmsm S¢hedlﬁ@an 4-yl - pi perazi ne hydrochloride, in

t he 3ﬁ@ﬁotﬁér%rt@tﬁlartdt%ﬁedﬁtbﬂﬁh%%%boa' iment/ asitdibemalatons ddnenistered on an
Xtra on_s C,
rg}grmr\%:eg Eqﬂ,pg Sﬁﬁﬁdﬁg flr|1 ﬁiﬁ'f{hg , % E& pth? ﬂnﬁér&i}tgrg a%&né\a&eﬁﬂé lsC4/2 or a

¥1 ddsingsohrgddland in the form of a col orI ess oil, which
was converted to HO salt. 1H NWMR (400 MHz, DI\/ISOd 6)
: 10.20 (s, IH), 8.15 (m 2H), 7.90 (d, IH, 7.65 (d,
IH), 7.54 (m 2H), 7.45 (m IH), 7.42 (d, IH, 7.35
(s, IH, 7.20 (d, IH, 6.30 (d, IH, 4.23 (t, 2H),

3. 40 (m 2H), 3.50 - 3.10 (m 104, 2.80 (m 2H), 1.90
1.70 (m 4H). MS: 446. mp.: 188 - 1900C. EXAWPLE 16
{4 [4-(5, 6,7, 8- Tetrahydro-napht hal en-1-yl)-pi perazin
yI] butoxy} 5 6 7 9-

S | N 1

. I ~~
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1H NMR (400 MHz, CDCI3): 7.30 (m IH), 7.05 (br s,

IH), 6.80-6.70 (m 2H), 6.35 (d, IH, 5.60 (br s, IH,
wd2@6/1¢0557 4H), 3.45 (m 2H), 3.10 (m 4H), 2. 9BCT/MB2006/001251

2H), 2.80 (t, 2H), 2.70 (m 4H), 2.50 (m 2H), 2.00

(m 2H), 1.80-1.60 (m 4H)..4gPLC. 93.43% Ms: 452.08

( M+ H) +. EXAMPLE 18

2- { 4n p4nbtRerpattiouler-aspedt bhthis embodigént.-suhitinib malate-is agministgigd on an

mtgfﬁl %en??o@iné gghedhl@t SRUEA s 2/4 o 2/8 sdriehi@é & & RBAS dose of 50 to 200 mg

ep.bpae eaulvaIpEAP o st PRl Eapirmeny Pyclenpnka dedy fosp g togma free
beR¥ Buivieht oh tHe tettaintiayidy0df each treatment cycle.

7,9 b 'n%%gr rﬁpozd%:éﬁ? éﬁ@%%rﬁﬂrl%r&mﬁs %ﬁet%&%ﬂnd@'s@ﬂm@a in a

procesEoSrnrlar t

patierft7comprighcadminsengltehe IPatjﬁ“B suptinie maatea an P Al fEpm 2po 50 Mg

frdeUsasBabuidinmt Baily, el SRO5EN 3G 0Mounast Goddeido imy/m eroe ewdry 3 or 4
I ) ndan- 4-yl - pi perazi ne hydrochl ori de, |n t he sanme

W&¥®p of the process. The residue fromt

di chinoa craticiamesrest Ph &S @mbgd"@@twa@'twm ma|aéed isygeypinistered on a

coﬁllt.,l,doggld&mgsgmdugn in the final step of the process was
t he

whi ¢ l'tlé?@%lp 8?9(98 {1 this. ?mgcﬁbenw ?L@ltlﬁglrﬂﬂéﬁsﬁ Jdﬂ@ﬁ?tered on an

~ intetrhitierd absindgChchedillay t Inenfurthed asi@gt, e, intenppi qflngeg@dgleéﬁ)@ 4/2 or a

3Mdsamg Snafid br s, IH), 7.80 (m 2H), 7.55 (d, IH),
IH) In5'=1 w%(e}_%par’%cuﬁa[ ;épnlztz?f;ls e(n?bo& E’E& s%lt@% naa?atgg g%ingteé%i on an

infeomnittent dddt)g scBedie, particuttidy a 201, QB@IZ(sblpedgle in @oadipg ggse(qf 50 to 200 mg
réd Dase %%Lg\%lekt &vthé Mst %f eddhkrEatm&t-cyddtand/Bdailf @dseld 25 to 75 mg free

bgs)é?e%“'['ﬂerttin @eﬁ'ﬂ?'a?%daé@gff@f’ LFsgment Y9e: pi perazin-| -yl

but oxy3notheberdbd@liment, the invention provides a method of treating non-small ceII lung

%ﬁ%f lﬁ‘?ﬁ)g{ ézllﬂ lcorélpr% ngrddﬁ%%té?lﬁ ke Ez!lti@ﬁl%ﬂﬁlﬁ’rﬂb fraldfd8n an amount of from
cheglunan.t: |t 1881375 3
zgtgﬁolmqafm eq;Jl eyt@ y, paclitaxel in an amount of 13510 mg m? once every
wieelis| iy ehrimplatiny inant amaupsufiieientoio achiatecpiatget 8U6 igenagpisation of 4 to 7
n@LMHﬁ%ﬂf&%) Rnde %ggqafawﬁg HelpBéiich@) dexarl e 13,

ereln

0- benzof ur an er.a
T b e R RS b rdipds e on 2
c&ﬂﬁ@ﬂlsldﬁsnﬁdﬂ:ﬁéﬂtﬂh‘ | - |ndan 4-vyl - pi perazi ne
hydr e'r g]gr% %JIJP 5 %‘:c SARE eﬁh@cﬁm&ft $URRNIB RS B adhiMitered on an

reS| oronet ane extractlon Mﬁ
awmment@@ﬂawhew%. InRduthgeRsPed: idrteyBYENARsiNg gehedule is a 4/2 dosing

sgheab]laoromet hane) to give a pale yellow oil which was

E g[ H‘rreé% éé@gﬂaﬁ\éggec%f tILf é\n&%‘meﬁlp lsﬂm}\éb malate |s admlnlstered on an

lfttﬁ@ltnenttdoem@ eanpeile darisulaly e ben 2ssehediign %‘B °?% g‘fc?@%o 200 mg
freEin AR HivAI&APoh the fifkdBay\dfieach tRathizn( dytle Sandlatdpily dbsd 6f A5de 75 mg free

5.15 (b I
b&%“t"?'e”tfﬂ)“f rﬁ'g‘gb'“%% ?ea%ﬁlr&?me@@%(ﬂes 00 (mr gl—l) i
2. 70 If gnother erpbfdiment.4he (nyentngm-prov@es%mgthg@of(tfﬂatuzg_ﬁvarlan cancer in a

pEP éngcorggﬁs%%ﬂmh@tenﬂé%tﬂe &iéﬁ%ﬁm!’ﬁﬁﬁﬁialatﬁﬁan Jrhaaresttrain 25 to 50 mg
SIS

frf8% eq’a_uaga r& da@ p%:gta amf)ue)tlo?ﬂ ﬁﬁ to 12§ Tg)#\zéﬁ%}éLgM %eeks and
c2rbpdlatjndin @8, amommtrs}aﬁplentzeiawvz@{ taigp Auq» @onsreipstien et 4/10)7 pp/mb/min
REL &by tnlee Weéks%lio%}gj Yre é}f&lﬁéxél bydro-1 -tr

{Za{zz hF Legné%r% Cqﬁo?ﬁpg?té]f b%rﬂl}og[nﬂﬁn |Sunltlnlb malate is administered on a
codtindowmdepingi séhesillg.- pi per azi n-1 -yl ] - but oxy} -
5,6,7,9-tetrahydro-1,7,9-triaza-benzocycl ohept en- 8- one

was produced using a process simlar to Exanple 13,

wherein

| - (3, 4-di hydro-2H benzo[ b] [ |, 4] di oxepi n-6-yl) - pi peraz

ne hydrochl oride (US Pat App Pub No 20050043309) was

added in place of I|-indan-4-yl piperazi ne

hydrochl oride, in the sane step of the process. The
reS|due fron1the dlchloronethane extractlon step was

A7 RA 7~ 1
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purified over a silica gel colum (5% MeOH in

di chl oronet hane) to give the title conpound as a
w@odoenkwesss sticky solid which was converted i nPOI/IB2006/001251

HC salt by adding 1.0 Methereal HO solution, np:

168-170 0C. 1H NVR d (CDCl -317-400 MHz): 8. 60 (s | H),

8.50 (br s, IH), 7.90 (d, IH), 7.60 (m 3H), 7.40 (d,

| H) , In Anaifer(partichli) aspect 26 thiscembopiments surafinfypalate i ayminigfersd on an
lnl@lette%Wosw@ sl‘lQed(lfé: r?é'h.u’the? a&&ec( ke irfternftiht dodin§ Echietiule 2H)4/2 dosing

4H) , 5 (t, 2H), 1.90-1.70 (m 4H).

SOPPL”é 95 26% ESI\/IS 471 27, exact mmss: 470. EXAVPLE 23

2- { 4in[adanbtherizttioylar Speot of this 2Bodimend: sualtiyibl malata i a@ninisteged on an
m%}rhl&éh't 54 r%zs'cﬁbdul'e%’[!)elrtlcularly a2/1or2/2 schedule |n a loadlng dose of 50 to 200 mg

freepage @,quaient on the first day oy each treatmén? cycle Qauy %Q Q)%tmg free

bade £4uifalen( bn vk tdmydinirgr dayoefleadh t&aﬂn&r\ewcahydr 0- qui nol i n- 8-
yl)- R'ﬁ%@é‘:zérﬁ)odguﬁéh] 'the |n ntionI provndes a method of treating breast cancer in a

but -tetrah za- benzo %ég fé)t 50
p@lﬁntgcqmp@smgigdnﬁw%wé@ thﬁ§?§'ﬁ§‘ %II’IBPIB i@ AMaynt pHrom 2510 50 mg
fréexeP buivkibnt AR pRdferably 25, 37.5 or 50 mg; and paclitaxel in an amount of 50 to 175

mg/mﬂ%hg%w%er 0 ?:‘#{I or@eﬁe & lédééﬂlng?é’ oiwg%é%y gééhfak%ﬂg%gt 8&|0H gl “e., no paclitaxel

deggonawpgls d), mnefe;pta)c g5 glf 9Q mg/ gﬁcellwe,qkl_yrjprp%wg%sr{glowe b a one-week
pdtyEkd edat giribgle, in the same step of the process. The

resi due fromthe dichl

puri E] a op &?glﬁr gspect OE aﬂ%g K é&gﬁgﬁ %Eilﬁtrr@:kﬁe%& Igl‘én GBmiRered on a
caitticueus desingtsiebgttiieand repurified with 4% MeOH in

di Ch|n°é'n@fh€F !Sb?ﬂfé)ar béhedi ofehié BiAbddirhdn€ UG thalitedis administered on an

mﬁﬂ_‘?%mt %g%@ ?c gfluﬁ_b n ag.lrhhar a(sgect ét}l—‘ﬁ%% t% sEBeAdg% is %311 dosing
s¢heguleé.H) , 4.25 (t, 2H), 4.10 (t, 2H), 3.80 (br s, 4H),
3 40In(§an icéart'l’cu%@a e (H‘B en@dd)ilmeat Sehitnmy matdt is sdmfirfistered on an

in @lttgrg dogs@Sl cg%es gar{ épbaély a B:_sc %‘ale %%)Ioa%ﬁ\%bse of 50 to 200 mg

frée bésk lequivaleht omihe fitshdieyef e3ch dreatowenttayflp.and agjilyHgseof 25 to 75 mg free
b§§e' Jq[u@gerﬁ ‘Bh %He' r&’ﬂalﬁlhydays of each treatment cycle.

of Ejorgo gqﬁlrge he %gﬁmf?n Brrf\%%%e%égghiﬁéflt?gagégslgo%-s%lﬂ cell lung

ca@edin r:mahent icomprisingaedynihistedriog smth¢ g@tlen’q_s)umam@ mgtategm an a(ngqpt of from
5@h'|QQreQ(Ba¥@§qLﬁ/§%ﬁfjdéiy Sdéh‘k!ﬁdbﬁl@ iPEn Bﬂb@ﬁ of D t@W@Bﬂ) fa/m? once

V\ﬁ?lsbf {QF 2, ?V\%fﬁ \geeke Foél%wegt by % we%% regt P]grlgﬂ Oan§ Cfsalaf i in ran grrﬁunt of 50

tmoormn?dsr&epms or£weekhe reaction m xture was dil uted
wi thyat gérticgu%goa Bl!t%% ANglist éh@oo@ﬁ’déﬁpus%niﬁMESrﬁal%Ss administered on a
W th aic

extract ed | oronet hane (3 x 200 nml). The
cersiprusSasing spaRUWS ext ract s were washed with brine,

dri eth anotter paticulemaspsct aittels anﬂodumbnteswdnubwlatenstadministered on an
i fRld s a 4/2 dosin
lﬂ’t&mﬁ%ﬁtj dolglﬂg ¥§‘\%ng% g 3 fi tt:tgtg% Qgérrﬁﬂ%lg ‘383&:{ S&Q%I.lello g
speddlges/ et hyl acet ate) af f orded the title conpound :
(20) 108 avothdriphicuar|asskct dftthidbMRbddDhxot, 3)Jn|ﬁrib mBlafeds adiristered on an

éeré] tﬁét’ d?g E& SCWLE@Q P&Hiilﬂér y a ﬁ&%ﬁ&ché@e in‘a %%‘_‘B r(gddi)se o 50 to 200 mg

fige @as;pgaguny@gﬂgn@'@ﬁrs; day of each treaiment cycle, and a daily dose of £5 to 7)5 mg free
bebereqlivbiénidationsiaiding ldéysauf piamebineatdyyib.ani ne (21A) To a

(i AT RSP SR b€ Ryenion i rened pfptinalger cancer
p2ier® cnmm'swguadrrms}emetqthhme@tfsuwhnb (n?ls’ferw_?n spunhef dep 25 to 50 mg
e basteadufhieRitafly; 9EMERBING PRl oulit’ol 750-to 1450 MgMI*,onde Wedwy for 2, 3
solution in tetrahydrofuran). The reaction m xture was
heated to reflux for 4 h and, after cooling to room
tenperature, quenched by the addition of nethanol (10

m.), followed by a 2 M hydrochloric acid solution (40

m.). The reaction m xture was heated to reflux for 1

h, cooled to roomtenperature and was nade al kal i ne by

the addl t| on of ~aqueous 1M SOdI um hydrOX| de. The

oy o 7 o~
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compound (23) (product contained residual mneral oil)
as a pale yellowoil: 1H NWVR (CDC 3) 67.48-7.46 (m
WO Bos/170540-7.20 (m I H), 7.10-7.06 (m IH), 3.BSI/(B2006/001251
3H), 3.49 (t, J =6.8 Hz, 2H), 3.02 (t, / = 6.5 Hz,
2H), 2.86 (s, 3H), 1.36 (s;719H); M5 (ESI) mz 311
[ CLEH22N2O5 + H] +.
or §-wisksfolioyed by 2-areviegk eest PRIEE AP CispIaRiN ZRiagunt of 50 to 100 mg/m*
ongyg{;egﬁgﬂrqrweg% (24) To a stirred sol ution- of

ni t [0 he y, r:
L) Parggq%ras?%) ( %Xbo}j%'gné;%uﬂﬁﬁp %al&@ 11? i (l)s%%dg on a
co@tltuﬂoux@asnwsshaditﬂ%d 4 M hydr ogen chl ori de |n 1, 4- d| oxane
(40 I%ﬂotheﬂﬂgm&ﬁé%b&{‘ oinﬂwPéteH'bedIN@& Sinitirib erbiad isSAimBidtered on an

and coo t T
s oR g sods 8 LS PREL P b YB3 a2 coima
sche‘dute_ur ated with ether. The white solid was coI | ect ed
by fii E%h&ﬁér%@rﬁ@xﬂg a@?1 AL 6k thid eﬁbdbﬁﬁéﬁ@ r§Jl.|ﬁlt(|ﬁ%51malbtezlé)a(ﬁ'nnlstered on an

mtgr:\ﬁt{elw ing 3 g?pa}t,rq]ar&qﬁio F%% f.ch%gﬂl? @8‘#»\{/5 (FOE? ﬁP 50%h ?OO mg
freb@Yedjulvaidhtwmtiarfirst dapafrea¢iOrebinegy CMSarddU@dy fase hﬁ?ﬁip 75 mg free
bek& Qquﬁ e&%d(ﬁé re wﬁlg rd@)%%l @%c‘ﬁ webtnfthidy@gen. The m xture

pr e-Ip @Rl W@d'@ﬁ'ﬁtaw?é'%"e“tﬂ” VE?F% 8ﬁ“%'?°dt921ére3t5‘8\;)éeagtrﬁew§er n a
peftidnt AR n@risiy Rhiriei@ng td the patichissuoitinil h@@terin n amsunbofdreth 25do 50 mg

fre§:})g§ qu*v%%gtzo%ﬁ)g dS%hﬂ)l c%n lfa aft Qﬂo&rﬁ' Bt 40855 h@fr‘nzrﬂn&t Vel &St weeks;

0,pS e mi xtur e
ann@sclqsnhpma@@etrrﬁmnmwn%pf 6%(&0&90 E!I‘B/éﬁ eﬁfa%%'ixé LAMERRS,
the ki 4 tpaAk@aaspebiOBC @il eMb&ment, sunitind tmalatyi \seadrhm!stered on a

Q 24) as apale yeIIowsolld 1H NI\/R
copliyol OB S 1
Hz, Inknothe. ppvtlcglggjaspgctﬁf gusgembLodgmep& surptpub mglatgzs ?gmlmgtpb'ed on an
interrRifend d4hg(dtheddid) In 2 uBtferdsfett, (18 int@iittenddSidg bshed@él)s;a 4/l5dosing
E%I%% n z 181 [ CLOH16N2O + H] +.
S@ENET hoxy- 3-met hyl -1, 3, 4, 5-t et r ahydr obenzo[ rf] [, 3] di
zepi n-aanother geptE)lar aspect of this embodiment, sunitinib malate is admin stered on an

mérrg{ﬁ&n 95§(ng2$cﬁgdufée AWidufiy QQﬂtthlﬂZ)sBﬂiEﬂﬁlﬁJ ifgilgaeing dose of 50 to 200 mg

ochl ori de
et e ot o of o s nd GBS 7o mo oo
bds efuivatait pn ﬂnademmlmgidaydcf@ﬁdrmﬁtmemcm) were pl aced | n
a 10Inrga‘|o@1|eﬁ§rﬁbo\6ﬁ§e%?|the iﬁ?é?th&ﬂpr@ﬂ&%stJ‘ﬁletﬁbd(biutféétwyab‘reast cancer in a
e

e e a7 v
fréd oanayuvaBetcdaiy| Hippjoufasit of Gnnintarmittenk ﬁommmgdtéﬁ epirubicin in an
a?ﬁ&’nﬂ? of @6 o ﬁoorflg%ﬂ'@gncg evaly 138 Q&KL hdlcPclbpEPBEBhamide in an amount of

enper at ur,e e reaction mxture was diluted wth

4@Q‘|9)§P° RGET nee V00 YWeRIR 1 M hydrochl oric acid (100

mL) . inTlaepatioyanisspivasé thiasensepiaenl ednitinitl e de)rdainistered on a
%@X&Jus\ﬁgg Béd%?et ed with ethyl acetate (3 X 100 rrL)

anic extracts were vvaﬁ Y\n % s‘?éred on an
dri edn @ﬂP@}er Q@B‘P%ﬂhaﬁﬂcf ofthis gmRodiment.esua "'bgﬁle\tﬁaﬁta mint
wft&ﬁim‘éﬁtl dotsung veeddef ol 4 aveer dapedgyuing intearaittend dosiig schedule is a 4/2 or a

o|Sdue ? ilica gel chromatography (eluant: 95:5
'Pg?:\ at'e/ met hanol ) afforded the title co

ound
( 2 5) Ima anpthss Partigiiar aerEcsef|thigiemaqdimgoR SE‘@E‘%H @ylatggbp%ﬂ(gm(lg’ered on an
iltéMnittet & mg dche&ule partibuldy.a Ai+Hr, 2/Bsdhiddule jn alloading). dbséaf, 50 to 200 mg

frgg%%seseqwxal rﬂ]oh mgl)f irst aayoqg Chﬁregﬁﬂen! ghsysa}g %%fﬁysdosé b @5 to 75 mg free
ba&Siquivetent oRIRe IEOAINI days@peach fpatment cycle.

8- Hydr oxy- 3-net hyl -1, 3, 4, 5 t et rahydr obenzo[rf] ][I, 3] di a
zepin-2-one (26) To a stirred solution of

8- Met hoxy- 3-net hyl -1 | 3, 4, 5-

t et rahydrobenzo[<i][|, 3] di azepi n-2-one (25) (0.45 g,

2.2 mol) in dichloronmethane (20 nL) at -78 C was

added dropw se boron tribronide (5.0 n,, 5.0 mol, 1.0

M sol ution in dichloronethane). The reaction m xture

was al | ovved to warmto roomtenperature overm ght

AL + o, . o A~ .
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140 C (recrystallized fromacetonitrile); 1H NWR

(DMSO-J 6) 68.45 (s, IH), 7.31-7.28 (m 2H), 7.17-7.10
W@ pgooh 29557 6. 94 (d, J = 8.4 Hz, IH), 6.64 (d, JPERIER0#&001251

IH, 6.43 (dd, J = 8.3, 2.4 Hz, IH), 3.90 (t, = 6.2

Hz, 2H), 3.40-3.38 (m 2H), 1&9-98297(m 4H) 288

(s, 3H), 2.86-2.85 (m 2H), 2.52-2.5 g

(t. [ anothep eppodimeyt, the in@ntiongproyisgs 2 yethodl ‘éztfeft'%HFﬁ% positive
brebdt icatder ﬁl:asda}lerm Grriising 4aRdrilEHnl 20hERDatientBunitibik AMRit&Ein2H amount

é{ol%}? 55 g]gljlie¥ 8%3 S%H?tﬁlgrﬂ)égl h?ﬁr&{ta% %@ é‘%&r@of Z(% tg 175 mf;/m once
evany @wyelqsandaagtmwfamraan grosniA maliganca geley-
bor apeat gy destck 'orNhi€ AMbbeiMerttd Suilinib 4nalateTi ladmibisterddl on a

sol uti on in F({T[?ahydrofuran) The reaction m xture was
CPLAYQUE PG SRS for 4 h and, after cooling to room

t enpér artothee partiuken ebred: ¢ythis Bebertint,i synitins ehiggeMinisteged on an
jmttelglgcaolsn yechele. 2inZa MR Bsmseh iRy ih@erndnt dssgUschaunle(i$Q 4/2 or a
0

reaction mxture was heated to reflux for 1
EiBHPFLEMND room t enperature and was made al kal i ne by
t he &rolal biiditreen parficuten aspmaisof 1Hid araiabidiorent, phitinibi roeate Trasiministered on an
r?%@ﬁt%n%sdoglﬁ%%hﬁm 859&{:&5?@%% Wz?é“scﬂédaibl fﬁraQ@ﬁH@aﬁQe &30%0 200 mg
and the conb

I ne ani cs
oo S0 FRUMAINTA PR 1 P A1 GBS RLAE, RGO PR SR ES mo e
vaéd @juieidnton titkareRainidg tayslbbeach Reatinentapdeny| ) et hyl ani ne

as a cg’,ﬁ{eﬁ%@o&‘ ﬂ&{{” thﬁuﬁb%l@ &g@% agr}\etﬁgd éereZhrgQ:obFBctal cancer in

emq}lent zog@(img aﬁq)lnlstq_rgg tq\“spR p@@g@@)tm% nj_%aéeH%l anlaa_@uvt o% from 25 to 50
g3 fed basb2yulvaledt il , and GthoRcarh B-fliorodciB andB BuehvorvSin( #ESIF) dosing
%d 97 [ COH12N2G3 + Hl+. To a Parr bottle containi ng

0% pal | adi um on carbon (0.9 g) was added net ha
(80 rih)a pededtaraaspaetn®fsipiseprabasiment.  JHlRIR. Maiple I %&"U?‘%e’ed on a
d%uﬁﬁ@&ﬁ@nﬁg&%h%ﬂhl@ydrogen (40 psi) for 10 min to
?Zezaean& pjﬁl at ap¥ ﬁ 0%1{3 e%%l flﬂ‘n %Oaﬁf gbhﬁalﬁg’%v nﬁlﬂ%’c&@d on an

Kano
ibtaenitentdasing @g@duleatnaa fygher asreck the In*e-f@@tentcﬁqsm sahgfie ijg/2 dosing

s%h@dﬁpen for 1 h under hydrogen (40 psi) at m)sphere The

red thr ad ¢
e ar t n gﬁao E%{r‘a@gﬁ{ﬁ?r‘,ﬁsg%ct PHH%F?@ e uglﬁﬁl? R gg%&@ glstgred on an
iptatngttepbdidsing sohddule 1nartiNrry ECIB3/2 gck@dygg iy glloadjng-dage of §,to 200 mg
ﬂ'éél)bas%q%ﬁla@nt%% tit(enﬁrst%lbb of e%cﬂt@ea‘rﬁent fdle, %&Nﬁl\;ﬁllf t(l?sé\b; §5 tg .79 mg free
bese e%"va?&?fbthe %E?‘"ﬁ‘g dﬂsffﬁa" ‘ET@E‘%” Y% 6, 55.1, 41.8, ,
34. 4;nleBothdiSimboditent] B2 ifvadien HrRi0es-a Fethod of treatmg colorectal cancer in
M% HOpriking aé‘lmﬁlstteﬁﬁd' e, AR RGN halate in an amount of from 25 to 50

di azepli n- ~onaﬁ)é 0.a stirred solution of
’th@eﬁ??ﬁﬂ)‘é‘ﬁWF?a"‘S IBHRRY 1 ami ne (21B) (4.30 g
25. 9 Inmeparticutar dispect ef thishgrapadiment rihg MEK inhibitopdss Na{(!ﬁi@@ -dihydroxy-

59 n%qx?] 34- blﬂuor&ﬂ m&-&jlob@b%ijgﬂnﬁoﬂ@n%@e 3ér 1 Mfﬂarma&eutlcally

over
ﬁ‘@gﬂt@qu §aét tpng;qfd;l afﬂa’ﬂlerz%fpﬁct the, MEgdntY%tor i3 B?H“P'éﬁffg H%?rb?rgount of 10
@30 miEsdicslor twice dailyioh la cettinydusalogitgsobequ®0 nl) and a 1M

hydroghl gfi.c 8%%‘% Sﬂ%E A4 1P Bhid éRP odfhant, adCin HoHBRLGonPRIBS Sny other

was separate aqueous | ayer was extracted with
eerioylr feRschinel (GPNESIEDD SHAYTD TIPS, rBA RS iy P Sontnuous dosing

sonbdudst s were washed with brine, dried over sodium

sul fat\: E—%r |J|§|cl.$ a%Pec?%lf Ylfgtengd;mé(rﬁll addn V&%Fﬁatlon wnth any other

follo ion o I ca
quylaataagacapanC@Blataﬁt suriipibsmgiate é}d@ﬁﬁ% an ﬁBt'WﬁWthePt dosing
adnbaniglag atiliet ds gé& RO dédingaciitalie ig/£4/P avsirgEchetiule.

1H NVR (CDO 3) 69.54 (br s, IH), 7.00 (d, J = 8.4 Hz,

IH), 6. 79 (d, J = 2.4 Hz, IH), 6.64 (dd, J = 8.4, 2.4

Hz, IH), 6.43 (br s, IH), 3.78 (s, 3H), 3.60-3.59 (m

2H), 3.07-3.04 (m 2H); MS (ESI) mz 193 [ CLOHL2N2O2 +
H +.

8- Hydr oxy-1, 3, 4, 5-tetrahydrobenzor [, 3] di azepi n- 2- one
( 9) To a stlrred sol utlon of

' A - . o4 o o . r .1 r ~1 I L ~
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2.5 Hz, IH), 3.99 (t, J =6.1 Hz, 2H), 3.77 (t, / = 6.5
Hz, 2H), 3.19-3.15 (m 2H), 2.82 (t, J = 4.7 Hz, 2H),
WQ@28AMNED (quintet, J = 6.2 Hz, 2H); M5 (ES|)Par/mB&sh01251

[ CL2H15C N2Q2 + H] +.

8- (4- Chl orobut oxy) -1, 3, 4, 5-1a®t-r ahydr obenzo[ ff] [ I, 3] di a
zepi n-2-one (31). FoI | ow ng the general alkylation
pr oclacienetheigsdiculbeatpedh of/tbis esxbpglmpmjxgxm]tlmb Palgtesis administered on an

m%ﬁﬁ}ﬁéﬁwﬁf *%%ﬁb%%d&iﬁcul%h;dé 9121 %PQ/Q vs@neams i 3 Whadingd 4 o850 to 200 mg

frefrkseg eah@ eafég\l tbéﬁ%ggllab Sﬁggglétr?aZm cg:?e %@d %gﬂﬁgﬁe of 35 to 75 mg free
bk Raueienf drOiBle rdmairtfyf dayslefebatthtesatmant eycleonpound (3 1) as a

Wh' tR _/aﬁgthérd%mb%m%ﬁg QY&e&on zu"évﬂ%?a G@h@@bﬂf}eaﬁﬁg @&stété cancer in a

pgjleai g)mpngﬂg aqnptulste@gththfaatlen Jsumtlglbg\alaée 7] ap@rl’alz)l'lr]_ﬁ)f frog*u é‘.gtb 50 mg
fréd basd egbivAlerti@aily? tbcetael 70 af tamotint=of G5 ngHi” orefeyerd 6 weeks; and

prgf@_ﬂlson%@ a(nég? ’unlﬁg}‘ 8 ﬁ‘gg\gmf é‘i ¥ }_ﬁ sémﬁé&u% 'd))smglscﬁgduie 80 (m

27 Geliie p atartshigt 88RACk of d¥is &r@aﬁl'ae@ném't'r&w"ﬁ'%|'ﬁ aémww?d on @
c&mtnﬁho@@bé&'r@l@bwie p| pera2| ne. To a solution of a

hal | g’ﬂg@ p%{ cg[%[ gspg gémg’%ér?%%%%nmw géfé@ ?%Frlﬁnﬂs efed on an
nl{m'diﬁelmdpﬂt!b shveduiel bat fag@qr @mqg: ,tr@dntgmﬂeng-ﬁ@ngégmqugds a4/2 ora

Z)T‘déélhl%fch% heated to refI ux for 2 days, cooled to
roomtenper e and | pred wi

phagk‘ ?A%E’ﬁ‘lg él{aéaspﬁc ést qud@%gt}l\@lﬁnﬂni ﬂi&ﬁ% %%ﬁ‘s%%?ered on an
|mdnm1ﬂemm$lmga@hed%naruculadygﬁé1 qg,@pécbﬁqugdm @\}@\dlng &g$8 4§50 to 200 mg

frééjbefs]?eﬁunt/a%?llt YRk ﬁr"s?dH?‘b%ach ﬂeé‘tﬁéh&yél@ah@%ﬁly%se of 25 to 75 mg free
i cat1on of

SOHMFIRY P%H’ﬁ)?er(‘%"'ﬂpa‘?ﬁys °&?Cﬁg¥aélpﬁn)} Yae et at e/ met hanol )
af f otrdandthehemisheimient thedovepiinnradovides 8 methadef Heating prostate cancer in a

pgégg/e iﬁg admlmstermg to the pat|ent sunitinib malate in an amount of from 25 to 50 mg

a r
e Ges oL g 9 DT IoE AP SO pI e SETFigRRY)
Fol | i partidutes ageatofdhis pmb@:tmstrrt ghe antEandragee ISZSHGCQES fo@ the group

Fn %ﬁggcglbg tg gﬁﬁ%mde anddmlutamlde
(0. 5@ anotbier{ya ;lr;) asepgfzz C‘% % Cgﬂﬁ%%m%%tggb(&jrbg?rﬁkéna%on kmth any other
phiicliarcaspest | rabe ircOndisbeny, suitibib rmajaty , is sduhinisterédo dn decqngni@us dosing

sghed 1 nmmol ) and pot aSSI um car bonate (0.85 g, 6.1
in acetonitrile

th
Con'pdﬁlﬁﬁpﬂé% PRHicCWRE awgptt of @lﬁp%napodlmﬁntl ggéj ir!3 goerbl@attlin Wny other
pafBbdD- 45p6gt roB inbbhs(stent, | skitinily nBlatey is2&dnfinster2t)on gh henittard dosing

éi@gglle H}n a fﬁrtt%? Egp%[:t’_@e u{t{rgmtterg dggng{( theéule‘ls § 4& dd%lng ﬁéﬁ)edule

I H), hga ggptl'(qr parpcular@sg_,ecf,af th@ﬂ)‘tbodg'nefb sgm rgb rpﬂl‘ate dml_llr%étered onan
irderfitent ddBing Btheduid, padic@drly(st2/1 6r 222 gehidduid, jn eﬁlbbdandOSG of5034d 200 mg

{Egéﬁe'@ﬁ}w§ﬁ'ig F"é%_é%gdfgﬁ%&étn%ﬂ cy%lté@d(amaﬂ)za?pse o3 to 75 mg free

bRemequivaleat onghegempining daysheas) epMSBY RSP n- | - yI | but oxy} - |
, 3, 4 l@andtl%‘i' éﬂbéﬂi’rﬁ&b&ﬁﬁm[l@h{)d proviksaz@gthat &Fteating prostate cancer in a

l | %\@gx'\p% baﬁfn ?%{13 (o] t@é %%E&%Lﬁ tll’ﬁg m%@rﬁ)grﬁar&?mt of from 25 to 50 mg

fteetbaser@n@lweibféﬂzﬂy[ end[an L$!|Rﬂi a&,@@lpﬁqna'ztam&t (31) (1.87 g,
6. 96 Im&}lculsﬂ'a@ﬂélcﬂffQﬁH@ﬁBbhln{éhp%Q.HRﬁﬁngdrﬂélhﬂrmﬁe degoserelin.

gﬁaﬁggg%@ﬁr ARigr B%q?gf 2% e hod %egtgwggﬁkgl ﬁq ag&rﬁst?s JEQ%N

acetonitrile (100 ni), afforded the title conpound as
an off-white solid: np 185-186 0C, 1H NMR (DVBSO J 6)
58.51 (d, / = 1.7 Hz, IH), 7.31-7.29 (m 2H), 7.14

(dd, 3'=6.1, 3.5 Hz, IH, 7.00 (br s, IH, 1.60-1.57
(m 2H), 6.90 (d, J = 8.4 Hz, IH), 6.62 (d, = 2.4 Hz,
IH), 6.41 (dd, = 8.3, 2.4 Hz, IH. 3.90 (t. / = 6.2

Hz, 2H), 3.19-3.15 (m 2H), 2.97-2.95 (m 4H), 2.81

(t, J = 4.7 Hz, 2H), 2.53- 2.52 (m 4H), 2.38 (t, / =
6.9 Hz, 2H), 1.74-1.69 (m 2H); M5 (ESl) mz 463

N\r\llr\nN SRAILA ~ N
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conmpound recovered as the di hydrochloride salt NS

APCl : M+l : 445.3 (Exact nmass 444.57). EXAMPLE 33
w@2qo4ARoss1 6- Et hyl - pyri di n-2-yl) - pi perazi n-1| - yl Pebir2086/301251

-1, 3,4,5-tetrahydrobenzo[ d][I, 3]di azepi n-2-one To a

m xture of Im water and 3ni21acetonitrile in each of

two seal abl e m crowave tubes was added potassi um

car boraabteer( #hrﬁ}ﬁhrrabpec()ofG&Eggmbodiment and in combination with any other

foIgr ¥ | PinBRlcaid | Aignididéreddh FRntiudus dosing

palShI BB, sds%dgdc’q%&%'ﬁnﬁ%&t'mb h12@%) and 8- ( 4-
scaeflulsr obut oxy) - 1, 3, 4, 5-t et rahydr obenzo[ d] [ |, 3] di azepi n-

2- one aqdther ;(a@hcﬂlr? gspedt, 2ddrirotdmbifatior witeany o fgerf particglar aspect not
m&%‘ téntaéunilcﬁgqplala-@% n%ﬂnﬁﬁ %}&‘éd WﬁsanQPftEfnﬁt%?QosYHgtsl%h&iuiéW In a further

I ne 3an| C H%\'r'%s were dried
aS@%r‘“%‘&ﬁ@%‘?%ﬂ‘?%lsﬁQﬁdé‘e s/ deing g in vacuo
f ol I |ﬁ\é%dothyr ratticilér 23pédt ofthie Bmbbrmere ssuditisb nplatsi is Adrainigteted on an

‘|nt§fr? %an%éulg Aaﬁﬁ[}l%ﬁly aq§/1 %r stb Q%QUIQ "Wfé QQ&R%/EE@E f&%t%)zoo mg

freghtjase emwargnt(@glgﬁ;ﬁrstﬁagg eggl’gtreg@’)nertm el axdgily dose of 25 to 75 mg free
bale ééun[af’en(&rth& RiRTafig| dafRy/dfieaidh redtnydn) cypleper azin-1-yl]-but

OXy} IQ tan?tger oefnbpﬁiﬂrer"f}h%(,g ranlglﬁlg% g%;lvglei é {no hg(li sztr‘aglcll{b ;%oé-t’é’fﬁ cérr{%er ina

ni t ri
pa'uwut coenprising edministeringeo thet rabiens syptinibamelelg et et phfrom s to 50

?%@Qéb'étéam(léerz 0l pre@ra%@gﬂz 5, 25, 37.5 or 50 mg; docetaxel in an amount of 60

s BaB SRS o e n SHE54 51 G458 of e

d@dgschﬂduboxy) -1,3,4,5-tet rahydr obenzo[d][I, 3] di azepi n-
2- 0Ny é%%}nc(ngr ﬁgﬁct L SBRIoddiméHt! %ﬂmthﬂﬂ?ﬁaﬁ@ fisoedministered on a

hour s at sﬁl The mixture was extracted with ethyl
C%Y@%‘{°Hfg°sé{}9tf°'f d®conbi ned organic layers were dried

over Innamgthesparivulaubspatieaf tBoemiasimant moninid malatede geéministered on an
intePhk:OWRGsi lkbyscﬁéﬂ'u\ef 1§ 2 %drfg: é%faecft R ih@hithACdd¥hg Sbhddai8 ise/1 dosing

chromat ography (el uant: 2 di chl or onet hane/ net hanol )
sgefde-ded the title conpound as awhite foam MS: APCI:

Mt : indBéhothe( pactiouitar aspest of B, Q@))odlrrENAm_tiglbggalate is administered on an

m%er&?ter[t%ggl% %Q&ﬁéj pé’ﬁlédléf'l? & 971@? ePYdchedd Ie 1 lad@Hdihg ldosd df-50 e 200 mg

frg@gqsg\gﬂ%alqnﬁ%n t@@ ﬂ'@f‘ or %5:5 g'g%(p)wg d%:glcl ﬁﬁ %glﬁléil:?se c% Zg toe75 mg free
b8ee(cfuitdierabo metrmgl:ﬁnd_&&SbB&acbitHWmeh eyceoM | 1

gi gégplaﬂotgerogﬁbéd@ﬂ%nt ( H@ P@éntnémbrg\h&sl\g’ rggﬁ)o%ogﬂ%%gtﬂ»g an ocular

nppSRUEh HigRTaerdn # palSP B RRAIoFeqSi By miSirEng [odhpeient g hesaps tcaly
iR R0 20134 38 on(pBurEl Y |, In2a Sartiowir) aspeainof thist asbaediment, the ocular

ngg)’ag)%?fﬁsobé q53 %g?elmﬁnmzﬂ%@fd&%rngﬁﬁo h:ﬁor‘bidﬁll Reovascularization, a

Exact mass 446. 1
rgmmgqﬂ]yE %nltls uveitis, retinal vein octlusion, iris neovascularization, corneal

néov{aécdafhzéuan 3m&m;ehl qemadof hemvasuphemytdmapi [remafaitiver | aspédt of this

} i th f
e{nz;{xﬁ tlaé I tmbgeitr&] [1? déa]bgtlca Zr%t;gio atfy, O\Htéeo P?poa\suyn or re mopa y O
Pg@mlﬂlall procedure of Exanple 27, 8-(4-chlorobut oxy) -I

4, x h%‘faé’élM@Hl Q&ﬂ Mibal] |Iefers3ﬂodal MBERPE BF Gheostandrd bj the compounds

d%FWB?do P%Sﬂyf’ b @&30,9 Vﬁgamgé'%c%ﬂydécg% Réts solvates, hydrates or

PRBIES CUSEFI witi) 08By | chqnlgag mpgnentsaﬁ@php@ﬁ aRysiolggically/pharmaceutically

fadpbpRAaRietsland %Qelpléf@s 4Tﬂ§3du}po§é 604 plefimbdattidal édnposition is to facilitate
conmpound, _MS: AP MHl ;. 482.1 (Exact mass 480. 15)
qgm t@ngfia compound fo an organlsm

8-{4-[4-(6-Cyclopropyl -pyridin-2-yl)-piperazin-1-yl]-b
utoxy}-1,3,4,5- tetrahydro-benzo[d][I, 3]di azepi n-2-o0one
To a mixture of Im water and 3m acetonitrile in each
of three seal able m crowave tubes was added potassi um
carbonate (3.3mmmol, 0.469),

| - (6-cycl opropyl -pyridin-2-yl)- piperazine (US Pat App
Pub No 20050043309, 90.83mmvl, 0.2l1g) and 8~(4-

chl orobut oxy) -1, 3, 4, 5-tetrahydrobenzo[d][|, 3] di azepi n-
2 -one (31) (0 27g, 0.99nnDI) Aéter heatlng for 2

o o, o g, o
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dl[I, 3]diazepi n-2-one (31) (US Pat App Pub No
20050043309, 0.238 g, 0.887 nmol), and

wd 2060205821 n- | -yl -benzo[ 2,1, 3]t hi adi azol e HO BEil/1B2006/001251

(0.203 g, 0.793 mml ), potassiumiodide (0.0814 g,

0.490 mmol ) and aqueous sodi2am carbonate (2.0 M 0.8

m., 2 mmol) and water (5 nlL) was heated at 97 C for 16

hourAs usée bereini 4 physiplagisslyiahaeaceuiieally @sespiabls cawiel exfers fp a carrier
or fAGdR: HraMB&dsAiod E§use S;J hifigeht ﬁ@tbtldl’ﬁs andi@hisanshdr @@s thbiogbrogate the

m xt ure cgﬁgentr gga ion q% LC (0-5 %
b'?%&"i?b?ﬁg}"ty REPPETAES H‘F@?mﬂfs U 0i | whi ch was

{ r eah ephaninadeutihllyHabceptable texeipientd reférs dp can Mert spipstance added to a
ph%ﬂf%@&%% GWE&J}IOW?OSMHW ¥ RaRbdmhiddBonY 8 cafifdund.i Bamples, without

lmzﬂ@tlon of excipients include calcium cargon(a'tzx caﬁcnum pﬁosphaﬁe va%o‘?s(%/gglrsEand types

ofStafch: fellulbse-detivatives; geiading egetable bilsydnyl pplygieyengigiycols.y| | - but
oxy} % Fs%d‘h'eém hRlEANYHL RS AZA] StdebtaBll dbRZEBiso #o8é 8aits which

regur(tne biplpgiead g{f)ﬂ%\%@%s gnd gropertjes cgltr}em ‘(‘ﬂS‘é’ﬁQ‘Bj[ Such salts include acid
addiitioh s@]deﬁEtemnrbe?emd (63 Tac(iéh GF8Re fige asO®f tmwRENt camgound with

lng;g%m acu:%or gh ﬁ%ﬁ%&d&@hwéd gwrobr g%&@zdltﬁ@ad'pphl hdnc(abﬁ sulfuric

agibend Bﬁrglmrp@gp gead (hg likegyor vgth qlpaglf@cﬁwcj'l aaﬁaetlga %%ﬂlc acid, (D) or
(LS Qehiid! BEig, arh&l@a atig, fhathéneblifohicGachil ethanesnifonic awitd preltemesyiiBnic acid,
%‘8}@8 acni 4 aruégm ricBligG qu(glrll? glgd Bl ighic L @Mkt ! € was

°O1Y CobT roomtenperature. Silica
gel was added and reactDetaleddescriptionconcent r at ed.
Puri hé Q@éd @Brely uhl@sd GthBrwiéenmdiibasd | the Edrimy iCoADedrat &) refers to the
&? 9 d quq h which was treated with 1 N HO in
Reupd OIETHFY B AR titl e conpound as the

hydrochl oride salt, Ms: APC: I\/H-I 46 Hg (Exact mass
462.5). EXAMPLE 4 1 A~NC

8- {3-[4-(2- Met hoxy- qui n6Ffn- -W) pi pera32|n | -yl]-prop
oxy}-1,3,4,5- tetrahydyo-be rogﬁ][l 3] di azepi n-2- one
To a fI ask cont ai ni ng
8- (3- Chl or o- propoxy)- 4, "5 t et rahydrpbenzol

d][I, 3] di azepi n- 250 OF {US Pat App Pub No
20050043309, 0. 1875 ‘g7 0736 mol ), and

a%o Ngnteggu?(ecﬁ %) pgr(@ﬁdo\ib - oNd- ﬂHhﬁ%lhdb@gfﬁﬁd&@rﬂdf(y@&ﬂmethyl -1H-

P&rﬁ?ﬂe %‘ﬁﬂ@%ﬂc §G‘S| t%gﬁ%ﬁ%@&lﬁymﬁ Nf |5O%9e gttase fo:;rz1 ag well as
pREfageulicetly Vate'ﬂtab(eS saifs) oveslvatesa timailiding ®yAra@s) dhergas. A particularly
pna?é#eﬁ salﬁggtrﬂ(gté £dlt @or%ié;@%ﬁﬂe ﬁ'?ﬁjalét@%t ion cooled to

was adde

i xt (REETTEER BrTOHES! GRIACHTC étr?fswoomefsec?qe'veﬁent amounts. - For
eﬂﬁﬁﬁl@ﬁ@imp&ﬂ’dﬁl is A@aﬂtlmtm)formrcmu|saleobf¢rhmed@§0m@niﬁomgmnd 1” or “50
magf ? of d L] d/\’? fé:a btagu.g %tﬁ\gle tnli]ea}'t?] Ne'ﬂcf estaft‘%{at tw@uld be needed to

oun | ori de sal
PWB'deFlF”@lg of e ffeezt’@% ypon ER@E’F*‘*%%%C'%'BQ 055‘)"9 E@@A@[E‘eiﬁec‘fc example
o8tr{e4na{|é’ce 68t, Bb Wy &F-Coapbiirdtal, diee lbayd dqualeet; Bzirovided by |6616uhg of the
”ﬁ@% " 3,4,5- tetrahydro-benzo[d][I, 3]diazepi n-2-one

3 ask cont ai ni ng
8- ( 4-Sohtifir dosiatagidgnes] is givan &r vafoup iRpisetiang ppe combinations. - However,

tﬁg Hlovéﬁ]gdjeﬁérﬁlﬂbﬁhrr%m@ BFpI)( drlgss ofherds? igicaled?2 ol ), and

Pat é?l U%E[gi & rﬁ%gﬁ @X eé ap %‘P grraﬁ_ald%ge 'fglji[n §9t!ht ad Y3ablet or

epsudes i desadecaiodets 01213 (35 gr 5@mg, ?_f@er’mw gquiyalgnta g gg@lﬂgsage amounts

p%ﬂﬁ*‘t H&@y%glp? Q%Bﬁmérﬁs th M .5 thgBindfbments. MABHoligia BeM@s@de érhounts are
wasS heated at 97 OC for 16 hours. Acetonitrile was

added and reaction cooled to roomtenperature. Silica
gel was added and reaction m xture concentrat ed.
Purification by LC (0-5 % net hanol : Ethyl Acetate)
provided the title conpound as a solid Ms: APCl: M+
463. 3 (Exact nmass 462.5). EXAWPLE 43
8- [ 3- (4- Napht hal en-1 -yl - pi perazin-|-yl)-propoxy]-1,3,4

, S-tet rahydr obenzo[ d][I, 3]diazepin-2-one To a flask

T
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yl - pi perazine (US Pat App Pub No 20050043309, 0.152g ,

0. 612 mmol ) aqueous sodium carbonate (2.0 M 0.435 niL,
w@2@60m%6t ) and water (4nL) was heated at 95C POT/1B2806/001251

hours. 4 nL of acetonitrile was added and the reaction

was heat ed overni ght hour aty3=80C. A steam of nitrogen

was bl own over the reaction to reduce the volune to ~4
podkible, Egpidahéosiyg vsh@esrans firdin 12 6@ 750y pbraiag rerd wiatetypicatyi23, 3.5, 50 or

65 %gég d’gﬁrfpeeso% é@ gfg?th-rfﬂ {5\@ ?AS iggeﬁe%ily kgﬁ‘Qﬂ dézﬁeqﬂgﬁzy of once
pey gy Withquiiiepard Eafopds he-bip alfedt qrfastes stase. h%qmﬂouw‘ { &%b)%emﬁtefed in
a (cbr&ﬁn&&hsodbsmgﬁdglﬁre@flé\/éﬁw fornaEi2iGtation Ah&eogéatmenRPeddd) or in an

in RBE_‘fP ng%%ldghrggjr&' ! l % 4§%nn§%3%g§%mgngo% re%édt%eﬁ’o%l #oﬁlowe%y arest

ormatrg#mem neriefl dreing yhictBna Cermpauad d ipadniizigieretalnean-integritient dosing
Heché ?ré’étmelﬁ pﬁindﬁt sl [y%mQIfy from 10 to 30 days, such as 2, 3 or 4 weeks, and the

re§t2pe( 8d é%tyalcalbégro?'n E,?{c?] 3? daﬁﬁlcfgryhd%g 12H' ﬁ/@g?hah]%bcc?mb%ﬁﬁon of any
tree@@t period fioay 60 148 dys With cng xsst aﬁﬂIQdérqi‘fyéer)éﬁldéYSl igl sontemplated.
Sdvéral Pitebitteht fégwﬁgﬁQ'a}e ra&uh }S}Qfeh*éﬂ %SE&E@E@ af frealtherd peﬁb i weeks /

AR Sk m@%ﬁ% % o DR, Plormiten
redimehd inclodesd loadiey ¢ab@On the)firsiday efdaaddtremt tynie, hed/@loyer dally dose

oﬁ"@é’cﬁ rélﬁﬁﬁﬁﬁ ti6&hg d: eof%%i??éﬁménﬁ)&%le W Ssheuid Bé@tgﬁgr éﬁip"é%lated that
e conbi ned .or

hi
g9 é?ﬁ*@%ff@nmaq&atem g, Wlee 3 et @ TR ATDPUEID Shsrnocte
copalinatioroof tHe3 dosirgQregitnpnsaofdCdmponre, 1 dnd edilitova rthesapgiicnagents, if such
ac@}oé'trﬁé’i'\#seare tHeLa&@ﬁtﬁQ‘y%@& f=81aC ?Brté'gj:ﬁ?lg iBdn Jo@ﬂHﬁé@@ueﬂ &itie H§ént were

aqqmist%ra%éj QI) infysign G@e(edery_fi.(zr%gy on"ppﬂnd bdoralg\émgqganen/of or 2/2, or
a Godtinudus? dbding rddimeny .visild( Hest ToBrdihatelz with e rédirBeh ©f thel additional
1.73 (t, / =6.9 Hz, 2 1.28 (s, 6
th%8 LEZéf‘ A 366 16 DHLAB O + H + v (. 61
8- Br %%zosms “Tdisnesefy lin |the3treﬁtrsertte<tfram9rmabﬁdh5@m Syelp @R -cancer,
inGludiide bitId) imitka tq) Uny [paeen bord caner] phnErb&te oahder, hskiatcabet, @ancer of
thg' f‘lQadoo?nX\ékt ghta%gcg.%;dr in%gdﬁnlaﬁﬁglaﬁo \ Bﬁqaﬁ’\éaﬁ'nt‘,]er,%cté]\égﬁdaﬁ @Q‘ncer of the
stirrer was added a solution o ) :
anal Frgipip stgmachy Fansem pelors cancyy; H’WﬁtocanE% H@ﬂ'l‘ﬁ Racen CRreippmaa of the
faldpiaiBubles ThrciBma Of Be eRdbridiriliiip tarcihdmatof ¢l rvadredrticomea ¢f e vagina,
cé??fnqoma o‘?th%X/[ll g-{%dg%\( 5 Dléeagé @a IP(ﬁ th%I e%whgé&ngngg%?thmall intestine,

renoved ation,
cane%rt@dhea@nqumlsm@nf @ﬁncqoof ﬁﬁlentharﬁd glandc rangerpRf e parathyreid gland,

cdn6& Of@HeCAdrdndi dlarld) sarédmcLst o iigdub,"G@néedlof thelurethrBecancer of the penis,

d by fil h
oS AR PR TR RS B eRiehi b g concer
ofihe) kidnanor urdier, ienaj aeli carcingparogreinemea ottherisnal @elyis.ngaisms Wi the central
né‘vo%@tsyls"télﬁ §)0§Hn#éW ONS YipAGAS, BpRal dhtsi t@Horé, 24 Bibth ga@da pituitary

rne 0

e o as?ﬂ“a'%% iy SgpS Pwa@@aﬁ‘s?%%’@wgawﬁe 1) il Sapget of e
erglndiniant dhentanbert i eeleciéd fert @dsteipkesthal stromsh lumees crpelgstycarcinoma,

bresdt |daﬁt§r gc%ﬁorefckaﬁ%gwcﬁpl riéﬂjgmaly 5e||2 ﬁlngé%? S{eﬁﬁogﬂdoc%e&ﬁb@) thyroid

ce%qgﬁ@a?r@degiuna c%rlnctg@ (rer(a%tgc §osns| QOST*QBa ?ﬁ mmld %%efia prostate
censer, lyhPhom, [Bdcratic cdncer, @ndcortibjnal®ir the@oflO (t, / = 7.0
Hz,  gHinotikr 3fhobdimertHihe MRomEPkdl Gloft? 9% [HedighTbitieNRe" disease,

'“gq’qlﬂﬂd Py RgLlimited (g; reptagiz) hanion prpstatic uperieRi PICHBII | b] azep
I n- 2€ampoudd)s atsoaskiutin the tredtment of angiogenesis- or VEGF-related ophthaimic

dl§or 498 o?tg%) %\'/E%glgé(r déogo% ésosm?cht LgahysE® RSﬂHég P%Jne%&{’ ARMD),

Intetr
(15 rTL) was cooled to -78 C and
N, NN N,N -tetramet hyl et hyl enedi amne (3.60 nm, 23.5
mmol ) was added foll owed by n-butyllithium (14.0 ni,
22.4 mol, 1.6 Msolution in hexanes). After stirring
for 1 hat 78 C, trinethyl borate (2.90 g, 28.0 nmol)
was added and the reactlon mxture was aIIovved to war m

e AL + oy o . AN
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i nseparable mxture (3:2) of the title conmpound (36)

and by-product olefin respectively asa white solid:
wWAabkNMR(EDC 3) d 7.32-7.28 (m 2H), 7.21 (br spCT/H2006/001251

6.71 (dd, J =7.2, 1.4 Hz, IH), 6.46 (d, = 1.4 Hz, |IH)

6.08-5.99 (m 0.3H), 5.38-5228 (m 0.7H), 453452

(m 0.6H), 4.14 (t, = 7.3 Hz, 1.2H), 3.60 (t, =
chbb;daﬂnébbaacularlzéﬂorg(w (rﬁ'tmoga@'nes te.gy dighetic Jetmypaghwltregp;)nopathy

reté'l ?&h)éﬁf r@#‘éwrltmg esé) c tomegalowrus (CMV)_retinitis), uveitis, retinal vein

ocplgfiefy éf%?ﬂgg?%%ﬁ%?é%@?) Corfeg| et =GRtT, Bl BN Y B Rcuter
gl@fcorﬁaamﬂemlldtﬂdls&shgrdpmryh Biserders ieen hy |found 4 mls and D Shima,
gtl'{ofeh&d{/%s QSP ER&otPr]eﬂﬁeﬁ RbrBwiR - e ®r (lrS@culélo HéalthJand2Diease", Retina,

25 HAHA B20R5. the qﬁry%gl?re gt \glgcm%{gmrp?r e%{‘lﬂ'glﬂ 8Y re(f%er}%E h ifs%at .r%&‘
af f o @garticlier dnibotimentoip owerdiog Bdyidessa methwd ofdreslingiagy oftie above-

_reF| cg%lgggﬁ’ tggtleaa %9ch(£§ l4u51an SoyAadWmstérE% to the géhe(atm}on%ound 1inan

arﬁwnt pf-|j25 tw Mgt prefaragly937|_% 502<pq) 62. % nlgg de“y o gorgmv%xs (i.e., not
in2Mitterd). dd€ing chedul& 70de $Hilled RHhe arPeahOedtiildet¢rmine itd) qptimal3psage for
a éirhcu?a'_%ém'r\\/{soageasor? tur%rzregb%gse[aqll gﬁl?e%s%r M p'r"of ,'e!] +. EXAWPLE

8- ( SWnBrraMtispaTAsPee REtis SmBadimens thaqanger & gastreiptesting] Sty tumor.
nzo[ Rl-AsH& pﬁrtlgum ré@peéti’tﬁ JhisFepdboiieitothé bemcerdsrenaibell carcinoma.
proc

5. hy 8 @d ur er é,a%&g? %Reﬁt c#gvs eg1b2dlg|ent the cancer is breast cancer.
tetr mra}ndlher pbélndar[abqe&!z@ giisenhogiment( the gancey iseplogeotal cageer.
Mo! jn, andther Hl@lﬁlﬁ@@;ﬂﬁfﬁf &enibbdif@nithe danéér ismmdlsmatoel lung cancer.

ﬁﬁ?l E‘fn%“c r bo l?lh% a%;?e[cgé ttgéo lwgm@g}adc& 155 E@P&L‘nd&%’fb tumor.
liqu Irchnotbbt mmlér@ac@f this emiwgiment, thg cancer, lgthy.{gld cpngp

(7d 1 351{4?15th§n pahféular a@p&gof(tfﬁéjemlfodme& the cahcér i$Emalllckl) lungﬁcaéébr

J=#f @o‘tﬁr paﬁpﬂlar}%pgof?lys ér?bodlmfnbthﬁgancﬁn H%%ocgtyé' ? t (t, L
7. 2 izanothied) parttulSGasiect & tifisgmbpeiment] thg ¢a@egggl(oma 2H) ,
1. 3%@@th§l‘“@aﬁlch@ dopet of thi &n%ﬁnéme% lé\@col'néH] +.

hal i dféawhﬁwaglcglabqsg E gfclggﬁ‘rgt?eﬂgl{mor g‘ 26 |§ Q&?e my?elmcﬁeukemla
hydr arcdvlother heticler aspend biiiis embadiment, l:ra|camp§r is aqqyta@ﬁ@ncgf

Conpgyé]ﬂﬁl nﬁglar sBeéf‘GﬁﬁlQE\hﬁd'dinlléﬁt WRZaRBEIE mphoma
oro

|
odi gl wcagésa?ﬁtg R SR RSl b PRt
was heaparticuld embddirnent ftiae invdntisprovidepiamaetiiad@fireating gn@y cg the above-
rgcﬂte& ga%cgps)q bR SsueR 94 Selupad b? é(!!rhiﬁl@lgm‘@ tb 'Ehe%ﬁé?ﬁ Compduind 1 as an

OUS suspensi on was_extrac
Shvar ithpgany 2 AN ARPUTHEY B Bafn B4 %‘ﬁénf%’ iria ée'l-%S SHierelgo: daiy. on @
ddﬁtined.:soci el nsoiienitiant) drainermittént tdesingl schedule o iseused detin, the term

a@s aEw etgé%ﬁyo Bafg%/ tostllela@m\gﬁks&@éa@ PRLAGK SIhY pridddrPiupied dridaskilled in

the agrgce[ruee(dgy deteyming teg QP&W@WF?% f?f@r pasticylay pe\}lgl]t bﬁeg 58 Mor gesponse
and adVdi®d dvghtlprofie, 4, 5- t et r ahydr obenzo[ ] azepi n-2-one

. al tumor.
g 0 3 O'B 8 8%[3&'?& a9§ ’&f&f@ll%é%%&%ﬁ%ﬂ{ ﬁe%fanc,@‘ %%a@troﬁgestmal stromal {

di rret lhynoﬂner Barncu@r peveptohihig cobRiRe 2 crpessisientl ¢rl carpingye-
(0. 45n gnotker gé’rtdﬁﬂa bapectadf Bis efhb6dihent A enydr istirgzst candene

hydr ochl 15
Sy R A e

nmol ) Inianotises @ertieviar esrect of this embpdimetftag eRSERT iy 9B~ St“?'! gedl lung cancer.
co rrpolH %ﬂotﬁér p&'tu\MHr E@pe&ﬂ:’f {hfd: eniﬂSBduﬂa@ﬂ tAS&anBéEis alnedendocrine tumor.
(CDO3) d 7.3 J=87H, IH, 7.14-7.16 (m 3H),
696(de 62 3.5 Hz, IH), 6.71 (dd, = 8.7, 2.6

e, IH), 6.45 (d. J = 2.6 Hz, IH. 4.02 (t, | =6 2
Hz, 2H), 3.08 (br s, 4H), 2.68 (br s, 4H), 2.60 (t, J
= 7.3 Hz, 2H), 2.38 (t, = 7.1 Hz, 2H), 2.07 (t, J =
6.9 Hz, 2H), 2.0 (t, J =7.1 Hz, 2H), 1.38 (s, 6H): M5
(ESI) mz 476[C25H3IC12N3(2+H]+ EXAMPLE 54
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EXAMPLE 56
8- Met hoxy- 3, 3-di nethyl -1, 3, 4, 5-tetrahydr obenzo[ 6] azepi

wo2d60ms57140). To a stirred solution of PCT/IB2006/001251

7- met hoxy- 2, 2- di net hyl - 3, 4- di hydr o- 2H napht hal ene-
1-one (39) (2.00 g, 10.4 mmb) (Beilstein Registry
Nunmber 3091415; CAS Regi stry Nunber 21568-66-1; Kl enm
L. Hh aetheaparticulaCrspect GHaisremi@iBs:nt, §B cancese im/weaanw}

yr ' Igbﬁbﬂ’ne% ?é)técma) aéﬁ/@& oﬁﬁig Slqbdaﬁﬁ‘i’én@ﬂ")é' Bhdeh® shﬁldéeﬂ Ry Cdncete

eated at 80 C
f or ln enqther parfiqyjar %S@%?t PHB'S F‘Bb?d%?# ?‘wag?eat%masm q??es
r eaah amwpatﬁduraEaspaa otthin emhddiregnd dhe oaategis gion®. ) was

\?\nd? ﬁﬁ eﬁ Eﬁ‘tlc,ru%f%%gﬁ oﬁgg ebnBD&diRnt he @ndR R sS%&rﬁ@Ct ed

et tn Gt ariias spAeat G SHEATATE trorieh Cpary et Bl
sodiy ah&hﬂrb@:t@laaasi;ea@nms einbedireeht, tAemancar isdeostats aancenas

theny added 16 pOLYRIOPRRQ GGk thd SRodldhyrhona C and

waspour ed into
i ce/ wanasher particusr pspeet@f s emhpgyRent, twnfﬁf Isepsreale gjeer.

sol i gg paric@ar édbb&h@ﬂ, thas&fign plotibesminethodefdreaking edy ¢fdhe above-

reilliq]d%%ggetsg%gé& g sYc oulg.l%a 483) ﬁm%@’mﬁf éﬁh%gﬁeglté %ﬁnd lasa
nevadjuint the@pyHin, an| zmountsof% tod5 nw, :prejerg)ly_ﬁ QQ)or 63 5gng( Sdally on a
co?’n uoug (|7e3 ok mtérmltteﬁ’c @r Htermi@Eht, doking %clﬁdduleJ &6 ugkdHzerein, the term

ﬁrg)zgpréoyg regq%tﬁes? n%n?g) %%6} 220 c%pég%%igrlr\l% 8 rkgr}'}' malignant

tumoQ One skiledl)in hesapl canireadily fletermine the optlmal dosage for a partlcu(gr patient

bgéeggﬁ Hﬁ’r?&yregso% éjéﬁ@@é/rge Eveﬁt ﬁofﬁé tetr ahydr obenzol & azepi

1) Rapacisapeasmes otts cisboditentnq nca; i PR TIAR R dehd tumor

(10 mianother(paitibdarlaseciood thisrentbodinentr ﬂammem%l)’%n%l/a@ cawtnena.
The S %H’lépﬁhrﬂ%lé; égp@ct‘@?msaérnl\%HﬁQntt e WBHdEF IsQoré=RO8Ncer, particularly

nP/f :qigtggr; Igtoﬁftggev\lgyeﬁg\ﬁéqglr %t?%e Iﬁ reeg}oa%cteé?; V}%S cIiarger than 2
cﬂ?ﬂa)ﬂi HésSspreaid itd the dxiflzoy Iyﬁplhntmesl or hetwpereZ ansi § e bt hg@ncpt@gread to the
\Aﬁarr}? {yInH\ Bgdegd Sta@@ﬁg%ﬁe \34 dahcé?@é &fhe%é@h'zeé}'ldt@cn@gﬁd)ﬁéé spread fo

as a tan so % EI @a P‘ d
the ay(lllgry(lgnpq rqujes pr d;a_[ge(r ahan P o byt Ip%s nof pﬁrea to5t eﬂ ry yymp nodes.
Stige Il brebstHdancet W) a pm@P cériber thatBeabutds lessH)an HoiB4n gige agd causes

ail@PnyENBZ%g ts 'fo ng %ngto n%& 58% rsotﬁér stn]cttrr@s = aryzt':@ncer that is
gBaien then b smiBrRl 7S BN TR rmfps o7 & PATa catoeh e ashee o te

cﬁés@ﬂvaz&@kln Recudpvdrt @prappinlbessisi@ntdn & dgecribedinoferfadiy #0@.FeSchwartz

gal E%o{%dm%ﬁqé él? g(gdnﬁ%osﬁ ';?{ﬁjférgﬁ(dé d%zl@eoglgﬂghp il\é(notherapy in Carcinoma

of thg Brenst, )L\pnu26@80&625134%'@##!@14%&?99%@3% g e 5y 4) vol. 100:
29@25@,@& um car bonate (0.70 g, 2.2 mmol) in ethanol

e e titl d
1H N EIEBVCE ar a?p%cﬁgf(thls %ldrﬂn%g g‘%)c rg:grl C(M}é&% iacjl{zelerl
I H), Irﬁarﬁﬂne( MIculﬁir aspept ¢f thipergbadiment, f.q)e car@eglg n?rdsmajl celﬂuwg; cancer.
HZ + lifnothdr ;%'i_’tlc(llhr asﬂectoffthlg erhBfodind), theZarfér i§ b neutoendberide tumor.

1 o biongi e i g 9 e e R et

EXANMRL&nothér particular aspect of this embodlment the cancer is small cell lung cancer.

8- {41r[ SiofRr piiduiai dsPER BNREMhDIRAINRAT, BicBnder i habutyRosie} - 3, 3
met Nyl =153, 4, 5

{ et r é%WF"Gb%aﬁtE’B'FT g5peg efdhis embasiveseh SRR S L1 % ener al

pr oc extlarothepparticulangspect 62his ersbaugnedt, (hé-cahdedis siyoenaky) - 3, 3-

di met F ' Pis Brutes APdoid Bdkemia.
(0. 1émérl°m§réaﬁyn%ﬁs?é&gm?{:géﬁl E%HE ?Sr?gﬁ% pi pergg?ne
hydrochl oride (0.17 g, 0.65 nmol), sodiumiodide (0.10
g, 0.65 mml) and potassium carbonate (0.22 g, 1.6
mol) in acetonitrile (15 nL) afforded the title
conmpound as a white solid: np 110-112 C 1H NVR
(cbAd3) d 7.18-7.14 (m 3H), 7.05 (d, J = 8.3 Hz, IH),
6.97-6.94 (dd, / = 6.0, 3.5 Hz, IH) 6 62 6 60 (dd /

T 1N ~ NN 7 - ~ ~ N

I-
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5.40 (s, 2H), 3.80 (s, 3H), 2.20 (s, 3H.

(4" Met hoxy- 2-ni tro-phenyl)-nethanol (47) To a sol ution
wo@totaaatssT aci d 4- met hoxy- 2-ni tro-benzyl esterPCB82006/001251

(7.23 g, 32.4 nmmol) in MeOH (30 nL) was added MeONa

(5.25 g, 97.3 mml) in portigns. After the addition

was over, the mxture was stirred at RT for 3 h. It

WaS Ih %ﬁ&héﬂgéﬁi&ﬂ?a@ ayﬂeétfbftﬁis%@ocm&@ tmaan@dncé pr&ekednggrt h
r%ed The

reS| é@@“@%?“ ar??"@ﬁt %{V'S@WB%?%dﬁacﬁﬂc Pi'¢a

t 0 ginasothdn@articuldr especropthisrechbodimgnt, tha-paneRr SAP@WW cancer

ngolﬁ a parﬁ;c r @rgb&mxerg He infertin providdd B me{hoaQJf (réatmg Ibn-small cell

lung @qﬁ\p@'rubﬁg@tﬁm sgphﬁaétamywn ?y%dpp’ngteﬁlgg] g)etﬁeep?tlggt)as.ﬁ therapy following
a Get-link ichematfierdpy; Clrmpooxy 1 I an dmampdfehyo 75 met freferably @15)50 or 62.5

m% d%g o a %ﬁﬂ gudmr ;ntélrrﬁlttQHQO’sJﬁné 10R2qmt.) dN@%kﬂéj)diﬁQhéD Qt 2an readily

ortions. After the add

d%@"@ ¢ optiread dasage ferea \R%G%%HHE‘P%‘& bagedrep fegponge ﬁ"é F?"erse event
profis. MRS edbd»cmﬁémt itigeehrstaihechembderapy yan Beemy of the firstlingaBemotherapy

e rgg}e chw {gnhe %rd'pogg gﬁ')aell lungbea%gagu& é%h%?%xéﬁﬁp‘?e regimens

concent r at
d@cnu@dtlh@ R.iReflasi arsholanger A%IFt-"anWRotb%w E%d’e?"e“"ew of
rérévznt@fféls( MungEBncer382814- sm (260d)., 4.95 (s, 2H), 3.90 (s,

2H d of treatl any of the above-
4- Ne{nﬁogal;tlcplar( %nq%d}ﬂenii thﬁ |nvert1t|on prowdes ? Sne?o gen)z, grtn
recifedl) befgnzprelfaralive o:hsegses in a patlent suc as a human by adm|n|ster|ng to the

p&tleﬁthéé?ﬁdbﬂﬁd YA 2t aBUnD @K Y5 - 75 thd, pré¥erame BR.5( 389r, 62(51mg 1daily, on a
q%‘tlwﬂuaﬁ]e? r\q? f\},eHBlFlwad?%mg ég%bule %g%%gﬁe% ift sﬂ'y&q readlly determine

the@ptimna dosagi éor aripatticuiar pakest kespe ee@swswdf r'erie ﬁ'enfmﬁ@’ ile.
r ea;: il PFbriBRr SHARRAL thelihvRntidh@roViee s metdd Bl geating ey of the above-
m xture was, ex
Parne s ot oA kel g ert 5T s B efers, n o
phitehfi sudh38 arfiuiman chyi aeichinistating tmtbe patieat @ampown 1 ineas) ampani,g{ IS to 75
nﬁuﬁﬂefe\'a%g/ 3936 @6‘ Broé% ﬂgrd%m}%n QRoftinbibuEdr @'@érmttt@ntg:lo!fﬁg tdhedule. One

skiltlsd |B)the ala cgn jfegd yddegterpvne tgé fatlr?ghdo?_qs\a@or sgartlftgar fi nt based on
répéike @8d a®lehse eterBprofils, 6H) .

2- (2- Am no- 2- net hyl - propyl ) - 5- met hoxy- phenyl am ne (50)

A mxture of,

_)

-met hyl - 2-nitro-propyl)-2-nitro-benzene
(49) ;Thé thv8iiog ,als3.pRRidesrodibisatidnsRanethpddioteilg dombBatignsiand kits for

%%%o*@iﬁ?tm{ q{gp%ﬁegal} ﬁﬂ dd&g@ﬁd'ndﬁ%nﬂ Sal'varfléN of tHar adehtswas

ere rou The
was dbeneambogiment the "yﬁm@n {stiregted ﬁ°é°%‘B'H?}l9f] Haatgﬁntsm?q:ﬂompound
Ve e E@FRnlnhlb@)r nexdmpdtiey 1 vdah euadnfinistéreérin the dosage amounts and

gﬁ’lekblfel eastci'l?(%} he A@(%glg%l(zi}-_gﬁzmtg@g ﬁélude%_e‘)ﬁmﬁp(lr(egaam IP&traZeneca)

egeinib 1Tag:@ve( S,or oS- 774, OSI Pharmaceutlca|s Inc.), cefux1mab (E bltux ™ Imclone
F@.E%a%edi@élmﬁfcy) gmb-rdoorandipd AG), ABX-EBR @higam yrdr andbabpeoik dijc.), HR3

i aze 1

tiaQ rﬁgmecgf‘rm ﬁ{n}%oéne %Jn ?rs@r SfQ% %Ré(e‘dmuﬁermbe ) TP-38 (IVAX), EGFR
f(<@) profedn, 6EGF-v@cipe, nAv I;Glfrbtrranwektpommqsﬁier@?se@quﬁ'e"Pﬁ?: Inc.) and
c(ﬁgmgﬂe}]s W@%oﬂdﬁl%%rr’éé‘lEbPRMhlﬁbltbm isbge | gefith®BDedotiif .and cgtuximab, and

nol e mxture was refluxed for 16 h, cool ed

CPB’b'R?m"%I ?rﬁ?ed with EtOAc (150 nL) and washed with 1 N
HO  ((2Q0ressa™ Agedititib:ilm eng( enabodiment, the B Rainfibitop isefiiniba peajable from
As‘ﬂaﬂén%@a 5@5 254 FnE Qatfidd ”P&ér”ﬁfe t(a'éiéﬂamelmwm( ‘t‘@&er%ﬂ] the combination is

Lge%@ t%egt a pqlbent 25 Q@bég hug@ﬁn sugérnb frelg cé%ﬁs 4‘H|fg élba %'a_nlcmar aspect of

8 Fydroxy 4,4-di methyl -1, 3,4, 5-tetrahydro-benzo[d] ][I,
]diazepin-2-one (52) To a cooled (-780C) sol ution of
8- Met hoxy- 4, 4-di net hyl -1, 3, 4, 5-t et rahydr obenzo|
di[!,3]diazepi n-2-one (51), (0.40 g, 1.8 mml) in
dlchloronethane (30 nL) was added BBrS (O 38 nL)

AL o o S
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t et rahydro-benzo[d][|, 3] di azepi n-2-one A m xture of
8- (4-chl oro-butoxy)-4, 4-di nethyl -1, 3, 4, 5-tet rahydr oben
wa ejo6dr(ss7 3] di azepi n-2-one 53, (0.1 g, 0.34 nmpCI/1B2006/001251
1- napht hal en-1 -yl - pi perazi ne hydrochl ori de (US Pat App
Pub No 20050043309, 0.1 g, -0734 (86 ng, 0.41 mmmol),
Nal (0.10 g, 0.68 nmmol) and K2CO3 (0.14 g, 1.02 mmol)
thi Br6adBEaNt, (tHDinvEintion pravides efmethod df freatin®@@anher by mdmiaistegiapio@dpatient
Comp{)F'?an'_&%ﬁ(% %‘ﬁﬁg‘m Lrﬂoﬁiltscihétqlr\ QoRbiR&®sn F@th%%&ﬁéﬁ“y @ﬁé&ﬂﬁj In this

ed and concentr at gg tgt g o dail
enpadimgby ppme@vné;ﬂ ehrRsnadmistelph P ®R0%OP L 1o 1B hg e daiy
préTEaMe DS ad 5t 50, BIb ob 7 hg bicegiaMye pricteeablyi drdlig. Gefitipibiwacl be administered

in P%)sag#) fgonz %%5%8?%@ d&lly ?ﬁz r?@/ %5% md &Dce dsil ng?allg NCompound 1
and geftinfidican| bg admnnlgigregdat tl]q_ﬁam |r365 C(rrﬁeq%qyallyﬁwn ut( rlxhg}_%riibto order.
Ccﬂn&gn&ﬁ ané 'd)ef tin®- AR be Amkistdred cohBijousi (iRQ daily, foP He, dupation of the

tre@trgtené‘ H@f%@ﬁ%%’?%%éd ﬁ%d{'f\}nlstﬁ%ﬁg}rﬁ\teg&g%\t r?io ing reflmen and

bqtmgnfkly@ aihd Gomposnd 1 are admmlstered contlnuously durlng the CompouXd trgatment
petrl@('i ra‘ﬂméﬁllp %ét’ﬂr‘ﬁﬁﬂ@ bhhi Eulstel%]:l GH mé RimpouhdoN@stpefibd t Botie cafipounds can

q.@di;[lmﬁcjer[eg lgg 85%%%1 stifeo r\réa gﬁsmfarl( Bregeréd %Bﬁn%ﬁéﬂ yﬁn%@nd 1is

admimisterid frabe amburylof 85 e ﬁazwrﬁferahly ®508hP (ﬂf ieng qilsorpa4/2 dosing
schBdud YRy @éﬁtﬁ@@%@%éé@éﬁ oneSdall in dh buAiBRR3Q m@xlalh ah6thé barticularly

7! |
preffae%mbmef% FaRRR 1 o BAHer 7 R SBUD L Sefokrably 25
3115 brugioerdg. uaily honch eointiraoosedsing rsehedgie, and)gefiting Im@rmlatewdtoncq_pany in
&‘9 5;13 % r| edand concentrat ed The reS| due was
pur I e chronato i C give t
titl qu‘gﬁy ﬁapecﬁm IS( gr@%) ? t&)(ﬁ g«i%r is aung rface(r Qo“?'\e cancer,
pérk:l)eatloficaiﬂer(skin dahBer, cAn@b of the head) Qr rigcky @utanepus|or iplrgocyaq) melanoma,

\Zahé'gc{nger [ al 0%0%6 {n‘éer 6ftge arkd ?%loGSsto%é’&ﬁ caﬁee@,oco(om chfder, breast

.00 - 2.60
cqnger, geyjne cgno_gg c?rﬁlporga ofjl"q)fa ORIa%EIb%% lgargmong_ﬁf thefngﬂ'ne((réum carcinoma
ottt cerliy: caéﬁﬁmé g the Wagifi2XAarBhdmdG af the vuiva, Hodgkin's Disease, cancer of the

eaogh@agtu %&Xct:e!r 8ﬁthé 517“ %Jsﬁ&v gér]gge&%%[ d@&ﬁ@'s?s‘t&ﬂ Qféﬁce(' ®bthe thyroid

tetra one(‘gl 00. g cor
glaed, ganeaidf the n@raéi‘Y!lO'dlg'?ﬁdx‘Eﬁﬁ‘F% opthe @R gENS T3 W&? gfysoft gggue, can
ofﬁh)a Mﬁﬁraadéiﬁér bry e @eyib,aprostate legolieq cdhrapici aeacii2, Wakegia, lymphocytic

Iy{\rwgorpralasX ct:an}er%h ﬁlne %%g orgarﬂcgef fuﬁhg klﬁdée/ Z:P urgter 5@1a§cem39r‘cl}10rﬁé‘ @arcinoma

eate

1 0N
ofrthetrenad pels, resplpwes efothe GeHARt BIYRYP a’?b’%i?fé (Q'H@ 8“@%&/ &?‘fﬁ gphoma,
sﬁ@éj 'aﬁmﬁid@bm& giaalipituitdty G8dhofih,) or\eecomaitiatisd .of Girecor more of the

fcg?ﬂﬁ) nphcgn%e\? ; a o(r:e ?e?aq) tﬁJ‘ ca%tcg'nL %gtgé rﬂés%nﬁ %gémJ S(UM&L renal cell

ayer "Wer e
cinoree (BTG or hIaREE gaNecrs BT Al 18 EanoF, PP T Rgocgg wmors

tr\‘;s\fhﬂ'ﬂp ﬁeﬂﬁ:&a&ggl & I@fgfdéh&rtlhé%tdcﬂbﬁé rgReth4) tsarcoma, naeuie Smyklofy)) leukemia,
was |

taken for re V\/lthout
e R e i A
pr ehdma earticdriy prefared spest of grioepbrsinet, A laveotm m\ydeata method of
oG n%ﬁ] dmait it cEtQ:rer R éBaﬂentTéﬂJGh Q@é hﬁrﬁéruby @cﬂmmmrlng to the patient

ou Into an i e
(&%’F@B\"@ug ||ryaq 8‘?"0‘{{@ ﬁ}é\gtto !'ﬂ‘ é)r%?rgély %t 2, 8r SO| dallyNeonea 412 dosing
sbhdduler ad, gefitinibhie dn anount ofbe mg(dallw_qn mtlwu%ﬁphewl%
vacuyin,Qskdt ;{aﬂuc@lglflyl'ilﬁr@férg@ abpdcl 6 ﬁ@%ﬁﬁneﬁﬁ@e MGenlitn provides a

r%)érflod}lg]t&rteaﬁgg ggn frﬂ%l' cel ungg r&:er ] a)enaﬂﬁwz slugB gs %hgﬁgr% 8y a&rﬂ‘inlstenng to
tke patidnt, Corhound 180 ab samoBi) of 23, 17 H0( prefetabiy 25, 37 Bor 59|-q)19 daily, on a
2.35 (t, =7.3 Hz, 2H), 2.22-2.18 (m 2H).

8- Hydr oxy-1, 3, 4, 5-t et rahydr obenzo[ Z>] azepi n- 2~one (57)

A sol ution of

8- Met hoxy-1,.3, 4, 5-t et rahydr o- benzo[ b] azepi n- 2- one (56)

(1.1 g, 5.8 mol) in dichloronethane (60 nm) was

cooled to -78 C, and a 1.0 M solution of boron

tribromde (12.6 nl, 12.6 mmol) in dichloronethane was
added dr opwi se. The reactl on m xture vas aI | owed to

e

_L1“
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EXAMPLE 63 Tri fl uoronet hanesul fonic acid

2-0x0-2, 3,4,5-tetrahydro-| Hbenzo[-f| [1,3]-
wolc@zsapiss? 8-yl ester (59) To a stirred suspensPCHIB206/001251

8- hydroxy-1, 3, 4, 5-tetrahydrobenzo[<i ][I, 3] di azepi n- 2-

one (29) (0.59 g, 3.3 nmol ).28n dry acetonitrile (20

m) at 0 C was added N, Ndiisopropylethyl am ne (0.75
cotinuods Aosmpkdhedie, arphgsfiinib rin fh ammaunte ohadfe 59| daiyiod; g gontinuous
341 4 9, 4. 30 nmol ). fThe ;eﬁctlon n1xtﬁrg mas stlrred

roon1tenperature or 1 and . quenche

(50 WL gnothet Prtiolaty MyRItsE ARGt Of S SRS '\3"6“ nﬁ)PmV"’es 2

méiA6d arERanreha)tRll cavsiforex Inreapdtient, such Ias@tﬂvyrian,alm/e@mlr@st@g\g to the

p e%ﬁqpomfaéndang BB E{ﬁf&? H?Srlg 8o, g?%@%lfzé 3Y 8loP50/YRg B SeHesl/2 dosing

rie
schedliley nn@g@ﬁﬂ@tb @, anfamov@roé%ﬁoamjdad'b ﬁ%aﬁ%rwawa Sﬁc’i]'?g\'/'ﬁc uo.
The gr %&eﬁ%rﬁédla’iﬂy prEiSrdaUdshédt et tiy embaddiroent,gibé invention provides a

n\e{ﬁpﬁ? g?g%%’% Baﬁ%l {e@ Q%i'r@i Bma %tg1¥$tlef?tc?+ ﬂta‘:é)a ﬁLﬁ’néﬁf f))Pé&i'nlﬁlgt@rmg to the

pEtERICCa)p@ing. 188 s amp%t of '2508 @d prejerab1382§, 365 of ﬁ? m% dgily, on a
cén‘hlnuoLS‘dogmé Eﬁduie"%nd @effiflib(idchn &msunB.oft 25@. nEg bily érHp, continuous

48-3.44 (m 2H), 309 3.05 (m 2H);
S‘R?edl(%sn mz 311 [ CLOHOF3N2O4S +H]

8- ( 5¢arhmeabrarofinits yanpther @nwdlmeﬂtem ERFRrivfthiay s erietinfoy avallable

frgkd??zﬁﬁrrﬂac%uﬁ%@@. ésGQk5T@Ooaor5150r ing dalSiq| uttiérothe fadename Tarceva'".
riftluoromet hanesul f

Preferahly, ihegcogp glat[lcgltl.lc, L &ﬁ_'_a patient, preferably a human, suffering from cancer.

Tbamztmhdja[ticul&] aspectzad finis eglbgdlmqmt tbe n(vgg)on (Fuovides @ methed of treating

?ﬁ@} by & &Zt )%?/ﬁatt@rﬂ% %d%%ndé\&%tnﬂﬂ @eshounts that in combination
trakis(tri en al.l adi u

it RESU Al PEEHS, A ARG CoDA A o Attt i€ ossoe

obertif25tb @8l my drive rially; péanably 2% S &t 5@ rp25f or 75 mg once daily, preferably

oﬁalr:r?: Erl&?k)q!aﬂ'bg %@H\E’I@th QMHoSadaCds ‘?roﬁol 0330 QOO thg Dnd@@ily, preferably

Gt
169 s Anee ey asal CB&?P%U"QMPF et G i o RO dame time, or
sefuenfalig, wihdt rm@irc} tb norst eiCofBourid) 1 e eriddinibt £an be administered

?kt?ﬁh t@@ - rgﬂl" el durd] élgﬁ lop! %’hef t%atrﬁen'ﬂ el &&ek@lyr O&fipound 1 is

te | acetate (1
ﬁ@lséﬁf‘gﬂar*ﬂ @nlla*y@wﬂ%gsdom%ﬁ%%mw t% V\}%\Ct*éurai ( ‘? &y H?ﬁ””“d 1 are
dafinieré® QotinliousiyT duditlg Qv Cosnpdindim Steelafraene peﬁqd tand eahlya Adptinib is
%Pnpncl:s??%cr it tﬁg doﬂw}f@n%uf res?_ggrﬁﬁr %p@ﬁdﬂﬁ 'cﬁlln b&‘@ﬁmﬁﬁﬁéréd Rt fed or

el uant :
statee Wb il FHEITERG PIMETER it BB ey LoUBRB BTG 2! eas!
{ BOr wforé Whittieass @ hélirs hitbrNWRnéaCDTh 3) patti@pl pfédferresi, embodiment,

c%i'ﬂ;fo‘% 1 lsba(dg)){ns?édeé H)a'n 351 gﬁt}_‘é %5 ci_g_@ pre?éréﬁy ﬁéj 67 4 org% 918 daily, on a
%doﬂng)schqgiulglar(d(ﬁrlotmp |&aq_r5|nlgtereg ogcq_gally ‘nﬁp an‘@uqﬁ)f at‘g() mg In another
p@ﬂ@ulﬁ%y %%@red %n%gdlﬁeﬁ% Compoudtt) 1, is2adiniétered Jn andantoukizof 25 to 50,

t
R—E l’aEI 1%7% IQR/F?O( E%d’%l? 8§%§oém§%(&g§'ﬂﬁ g%‘ledlfle 1%% Erlotinib is
aﬁm'slerqur&egiallman Fnoun F 180 mg16. 6, 44.4, 42.5, 34.8,
SE,)l(Ag In?f@ulawﬁsdegtg' of tﬂ’{sZerﬂﬁEm{eﬁﬂAhﬂZﬂdeZ@ tunb]cancer, bone cancer,

%anﬂe’attc A:aTc?r ssklﬁl Cé?ﬁeb rcsrbcﬁ e?lf t‘w3 P)eageorr g%clkh CLIItanePl]lS or lntrﬁomilar melanoma,
guiaiianl GaBrst, Betat @ncathsaeasteé theodnel fepion, atqma&g EBNGEL EDBH éa“FGf breast
één 'Jt rﬁg cafebutdr@Rbnef of the falloplan tubes, carcmoma of the endometrium, carcinoma

oro ent 5- tetr

cff thqj?%ﬁiarﬁ gn%ﬁ{eth %/g (Bérgr?nba oféh%v ﬁ§a%gﬁgﬁgegge[ Lan%er of the

exopliagns, tcandee of 186 snnal) intgstineackieat o8 fh@-aideding pYsisie pgncer of the thyroid
drénap§larilYBdrdomaSaT @bt isue, cancer

@%@ieé%%%r(r)b?ﬁ)%{aﬁ‘gMd%dngecaﬁ%ﬁgﬁgﬁta assi gm car bonat e

(0.82 g, 5.9 Mol ). The reaction mxture was heated to

reflux for 48 h, cooled to roomtenperature and

diluted with water. The aqueous phase was extracted

with ethyl acetate (3 x 50 nmL) and the conbi ned

organic layers were dried over sodiumsulfate. Solvent

reanaI |n vacuo follomed by purlflcatlon of the

e . ~r— -
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cooling bath was renoved, and the m xture stirred at
room tenperature overnight. The m xture was quenched
wowaok/12058at ur at ed anmoni um chl ori de sol uti on (BPODIBRN)6/001251
and the | ayers were separated. The aqueous |ayer was
extracted with ethyl acetateo{3 x 200 nL). The
conbi ned organic extracts were washed with brine (250
of Ifﬁe) uretiirai eshcew eff the quthisprestate apancer, f ¢hranisr @rgacgiegleukemia, lymphocytic

SJIE&@ tHe'BIa\é@&U&n&éP oPth@Nibieks of hretet, irdrlabcell @8RG carcinoma
Ct cont aj ne

e| ren Helmweow%yf the f,en;@F {?grgo?lls (sw?tgrg {g@hsg 'plfé%ar?:}%l\%(s&ﬁghoma
spl(ﬁinaxds Ijmord, beh ftem glidr)a, pilBary ESGinpmey or al®@mbination laf ongamore of the
forg%lngt t?an%@g h or%ngfeﬁe {HI)I rtﬁ@@ﬁﬁ&l s a@ﬁ%t@dﬁhél%tr&ﬁﬁ)turﬁors renal cell

g A ik e N
thy?&a caHReeEmal tdlagRNcanes, masdopidsis, cghﬁ]mﬁ)@awpmh, aciigomysieid leukemia,
prozf%tr ) llyn?p% rﬁﬁ}f] %Jtl@@%(&éro&lércﬁﬁuﬁﬁ&mkrﬁko{ 43.0 mi,

Ion I n tetrahydrof uranz (;';1 thod of

dr opma @ertw%\tlyygﬁferf?géswb?f ﬂl?gefﬁ‘ixﬁ*'m% e IpYRRtIRIPYES 7 ethod o

tre\éﬁ’@ rféﬁlgmaﬁ&&l lurighandsr Kt dipatiemesici s omarg by edrinistefing to she patient

Cd%@urggg érglatll %Vm\glﬂ,élt 28 Qo %O ‘?ef{ar%&g‘z%igﬁ B?%b’rn% ?A}(g;i?\aél a)o dosing
schaduleyandemnotindsis en amﬂufm 0ﬁ\7!5ﬁ VSriainen saptintorgscbsiyg i on

( ZOQn %dth&’aﬁarlﬁ:dﬂmd pre&ﬂdd tagsactibiX ihisr @nbsdisneht dliee thvéntion provides a

m%thcvg Hegtlnaéplé sﬁnglt&eﬁ éualg c%nczevgg agp%tlgnq déu{:th J&g hl)(rﬂerﬁiak Ie'a&h‘nmsterlng to

tha gateotiSopaued 1viasndimaynteef 2k to rﬁomglie@fab(yﬁﬁ@ 3ﬁ1§)or 513hrgg daily, on a
co@fﬂ%@ﬁé‘ Sdnb@ile, VR ERESL St aR NEoYintRbK 880 g daily] onld) rontinuous
e ition of a 2 M sodi um hydroxi de sol uti on,
PRS- extracted with ethyl acetate (3 x 200 nl). The
Corrbln remdther paxiivutarle ptefemet sispast of this erdbagimant, JoR inygRtion provides a

m?tﬁ&f Qﬁtfﬁatufg' feh& Slfjcé‘aﬁon%oﬂc‘ae&thérﬂt &idh iaB aMRFER, ByOadpiidstérthg to the

pa(tlgmggog)oo@'ld%olg gr? ;rrr]lgrqp ?f 5 t%g_ﬂ preger%bjy %e égkl F]?OI ra%ia!lvﬁ o] 4/2 dosing
schsdule? Ehd erbtil in(zd,anBkft;of M nid=slily oma zormg@up gmeplﬂlq,Nzoz +
lr_n“ : %én&ﬁeﬁ?&[ﬁgﬂa% N dedrfea %F&X lo} th?s %MMGnPrtﬁ@)ﬂv]ant@ﬂ Idadvides a

oLt ﬁ stirred ou oterln to the
method ofigaafig tepal csll ﬁ?rF'P‘B‘Eﬁw@rﬂ/Pa) B’i’ oﬂﬂ? A umeg. 2 ﬂo’m% g
patigntbComElund iMnintan oot @8 @B 1o GOaplelbrdbh0251137.rt 50 Mg daily, on a
RO u daily on a continuous
oHHREEL AR PAPRAE oA e 28998 o
schrdulg.eacti on mi xture was stirred at roomtenperature
for fhBardthangartibuary Qretériddesspeatrod thie mbeimént, thednventionhagovides a

mg%%tlé%y E‘ea\{t\fﬁg ggl?d’rgtly lcglé((fepf?\uig?lﬂe'nms?cﬂ QseéW@FnSﬁ @ngin‘iuhﬁermg to the

patigal qunmurw i 2g apPu @ 2Pnir RY: cﬂf?jﬁf?dézé &|7 éﬂr g‘h mg gy, on a 412 dosing |
séhRbws, | |aﬂ6‘ eﬂb‘tlmﬁ iirr arf anfountnf 1 50 elg dilylbo aabetin(SusS0hagiule25. 3

mn)zlt %nog]ea palgti cu%?‘@&;?efér@e% %et%thggﬁg&i ifh&hi! A€ |F?\Jekfi’dn' p6vides a

gTT erature overnlg
mathiodiiof treating @ANnareatip Iqareq 81 A gatient snwnﬁwdwma&r PV 3cipinigfering to the
&%Utbrﬂ undes inf 84 lapioed Jmset&woac;»téfaablwzsmes oy 150 mg daily, on a

e oty s sy T DA B 9y e

semadulél | tered. Sol vent rermval in vacuo foll owed by
puri f(é)CE'}Bllqu Pletiditfatf %'aﬂ&l%r@(nb‘é&hieﬁtatr@eEGFR inhibitor is cetuximab,

agqr:l;@ggrtgg‘n {nglqd% %{5% IQC lptar BIB%%(H?%EI) ER,EY con%n%éatﬁa mg of the
campendyih - sepi] rietmbleatidul, ander ther fadstanys Eebitugr - ( Bxeferably, the
Eﬂﬁp'_lﬁ‘atﬁﬂ O1deBSS ekt a pdvient Frefetaolif & hdiah, [sGHenh HBiN&R¥r.+ Thus, in a

[ 2- (2- Ami no- 4- br omophenyl ) - 2- met hyl propyl ] car bam c
Acid tert-Butyl Ester (65) To a stirred solution of
the [2-(4-Dbrono-2-nitro-phenyl)-2-nmethyl-propyl]-
carbamic acid tert-butyl ester (64) (1.0 g, 2.7 muol),
obt ai ned as descri bed above, in ethanol (25 nL) and
gIaC|aI acetlc aC|d (25 L) vas added |ron pomder

~ NN
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title conpound (66) as a pale yellow solid. 1H NWR
(CbA 3) 67.98 (s, IH, 7.15-7.13 (m I1H), 7.05-7.02

W@ 2006229557 6. 26 (br s, IH), 3.20 (d, J =5.1 Hz, PCHB2006/001251
1.33 (s, 6H); M (ESI) mz 269 [CllHlBBrN20+ H] +.
8- (5-Chl oro-pent-I|-enyl)-5-3edi nethyl-1,3,4,5- tetrahyd
robenzo[d][I|,3]- diazepin-2-one (67 To a stl rred

pagiolilart aspect aff thls embodiment, the invention provides a method of treating cancer by

ad%unl%rté?l D0 a%p ﬂubﬂ%&ﬂdouﬁd 3, éhd%eh&hﬁa@h%n@ﬁt@ztﬁétdh [domBihation are

thqgrfz;??égqﬁi&?,f@ﬁ:ygné ?hﬁs) g.p%odw&gtg garag%md qTE[a)n )oe anlnlstered in a dosage of
frotve25r t8 K gt aniog Hailpyprefbralslp B5,182)5p 80, 162 §ion /6 (ng)oneesdplyygpreferably orally.

t -
Ceg Qﬁ‘% mTPLQ adm %‘F]elrr{ii?gl érpﬂntﬁﬁﬁagﬁh \Wase 61‘/ a6 AgAf adl@d 120-minute

mt@gyno\gs inflisigp g)llpw?jjet?ytvgﬁgb mal(g}?pencggpﬁas(%to gt %0 to f5%mﬁlr%1 Breferably
250 rmgzih%mtfdryau yeérieanaintes. ntompeasd hckde dettximathean keaasininstered at the
sa(rﬁ é eo %q&%ﬁ’fﬁn‘ﬁ% Qrg‘lthgutsr\‘%g#& |0 br@dr. S @gﬂnﬁénng af kan aateeadmlmstered

COﬂiII’)@p“ﬁl}é(l e daily dert they dyrationaf FWr;g@eng of Mg @regedattl)b in ay mtermlttent
ddsﬂ&%in@én%r&i ceAstintdb|cti Beladmitisteret! byde veeskly avitaouf fe@ardrie Sompound 1

dos\np ﬁé’ur ?@ ﬁ%k’ %X%P LYP@% a‘ﬁ@%&@gg% Hﬂ b ﬁ'lrms eg%l lma)feoa&%sted state.

over um sul [tered a} g
In @rectistiernpre®Tec embrgifeent, ﬂ?mpe'ﬂfl?d'lelsr?éf"&‘ﬁteé?d 28 5Nt 9T &g to 50,

pr@ﬁéraﬁ!y'Z'SC@? QSII 5(ﬁrh§ G&@t 604 aphpsing behaaidle, 288 cBuximab is administered in

arblHl?% M l&é)n (o 4,@1 %%m we%évg%egklgﬁugl f%o I'np I%Ngbt?ér artlcularly

Praﬁze@%quﬁmmom 4 aqministeyed i e pe §6P®fq h Pb%fe%b'y 25,
31 516 SRRY &ailf @ doffhubes d'meQ sch@dtﬁg aRBBéthxithab i8 @@hiaiietediih en initial

nhen Bep SR PeeD B AR SRR o o e (0. 17

g, lin2parinola) aspestspoit thisserabadiseant dheytcanqep i juing cancey, bone cancer,

pJ ht)c cantl®, didaahdeP tafdeX bkh€ hdkiSor heeK @l(i’caﬁe@uér &f ihtrb6clfmelanoma,
48 cooled to roomte

era
oo L RO ST oL PR e corer st
cancat atérime (c3ncer, Bﬂcmchn)a drﬂ’&é falhgam:tgm pﬁg@nqmegﬁthe@nqimm carcinoma

ot 8er9% o?\@mgM of the %\éﬂg satkihhhLor t@bd(\ﬁénﬂodgﬁmé\méeaé& cancer of the

e%/q%ﬁ;ggg cgéq:er emhs %@@E&eﬁ I Cg%nlggrﬂp‘; e erggcrlge sys(iiem caXcer of the thyroid
glelihd; bhreecstete pmrathyrait diendpdanceaof tbe ddrenal blend, sarcemaefispltinsde, cancer

oiaﬁ"ne E\.Hgffi\"atgg%ﬁ%zbfd? Jp'éhlykﬁoété’;pgar?&r Brode drSacuteHbukerhia? §mphocytic

Iymr.ﬂomq; FHC ogtge (oﬁfi qr ,_q)ances ofgﬁe l(lgngy ?[_blr'éPe% reztgllc(e& carﬁannga carcinoma
ofLthe Gerdd pellis)) neoflashs ¢fcthe central ddivaBs s@stein KBNS)! pimarg CN§ lymphoma,

lqa 5} uéllho ISE lio 0 tuﬁ a&%n ﬁlié")or a%oﬁlgnnétt%ﬁ o?ane%?‘)more of the
)ty il bl o5 grorg it

foTeugHg (CGORSH: eMore- preferably, thezqzq)ncerlls %st(ogntesgw strarggl (t r? renal cell
c&ﬁﬁon‘l@ rdaSPeanics? Golhe@! dankhr-nonESfiVIeEIEIu6Y cancer, neuroendocrine tumors,

thy&; ‘ﬁ%%"ﬁ?ﬂ grpgilspﬂﬁgwl oc{aﬂc%p Gha6 ()cﬂbﬁse ﬁ'c?nl\J] sgrcgrjn; pa%%%y}eroﬁi léukemla

prostatecaness, dimipbem® PaNealicgare - gicambingie theeehanesul f oni c
Aci d g péi'tl&l?d'rlg/ pkéﬂinteh Gs;fe@ﬂdf #iérmigbdpheat, tHeunealion) pravided @ method of

ol d

oot ML D EHRAC b B T, AREPERE pten
Qosippuridot irGamamount oh % tar & peeteraile 28,237 9580 Ml dady. (AN HA2 dosing
s@ﬁedgre{ a%d[c‘étu&@na@ lar RlGar RGO 4D nfaBH adlioMed by weekly infusions of 250
n¥ pent-1-enyl }-5,5-dinethyl -|

, 4, 5- tetrahydrobenzo[d] [ 1, 3] di azepi n-2-one (0. 17
g 0.1 4nothey| garticnlariye prieterred agpe00ofnthis ambodimgtie dher Hventien provides a
n?il%igr&ddf‘é Gt Gty Thn@P6h & RBtidneakibh @8 aMhukiad! By WBkinistering to the
shaken for 2 h under hydrogen (50 psi). The m xture
was filtered through a pad of di atonmaceous earth,
concentrated and the residue was purified by silica
gel chromat ography (eluant: 95:5 ethyl
acetate/nmethanol) to afford the hydrogenated product -
(0.15 g, 89% as a colorless oil. The oil (0.15 g,
O 31 rmol) was d| ssolved |n EtOAc (5 m_) and treated

~ A~ ~ NS
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3,4, 5-tetrahydrobenzo[ 6] azepi n-2-one A procedure
simlar to the one described in Exanple 64 was used to

WQe@da2Ess8-

{5-[4-(2, 3-Di chl orophenyl ) - pi perazi n-1|

PCT/IB2006/001251

-yl ]pent-I-enyl}

-5,5-dinethyl -1, 3, 4,5-tetralydrobenzo[ & azepi n- 2- one,

as follows. To a stirred sol ution of

a@er(tEC&ﬁHoQﬁcpﬁ’GﬁttaM amount of 25 to 50, preferably 25, 37.5 or 50 mg daily, on a

con 82'? %gbng (sihmé yand §et§>gr%at)5mta§ r\rltghmglglpﬁ"lég Hgmzqglfémad"byzweekly

I'n acetonitrile
infsignsafl 3&UMPMS- di chI or ophenyl pi perazi ne hydrochl or| de

(1. ]-In%noﬁllerlpéﬁHMa}l pFefdiied rﬁsb&d iofl éhis( Emifodingent, 4hel inventiby provides a

ater(

Bt P RS ATR Y E P Ue CHs

lg 3 pta’%e%F esgl%u %%nsb Tgb‘?mnlst]enng to the

pattientiCogwoarefyie paEMPEt o 7§ tol0, mredaiakly 25, 378 PEF0 mafiily, on a 4/2 dosing

séﬂ Ud PAGGRanRSin it RRBA otidom@inh Jolloviseiedyateekly afbions of 250
e conbined organic | ayers were dried over sodium
mg/m fate. Solvent renoval in vacuo foll owed

pur i ki anathieo partdularip eraferssidcaspedy of iig prbodifednt, othe dvertign thFRvides ‘a
8% tfegwg ?@n&k‘ﬁ@ﬁcfe?m%‘ﬂa’tl&t dchl 88 ﬂt@ﬂar@by AdhifBEing to the
pa,tue@qumgpgnq rﬁ lngqub amgung g)? (28 d‘.o 5’5) p;%erﬁjy %g, §7|S—?z or }_%mg daily, on a
cntififué dosing ssheul, 4, cetukiinab 6. B6nifiadl infugion: oﬂ@Ogng#m follged by weekly

m?%i%ﬁséf%ﬁ?_énﬂlq 15. 8 6 5_He, IH), 3.08 (br s,

by

4H) 2.65

cet eL-}n gnqq}er emmm;?t oth qvenﬂgn progudes ﬁ{ngblnatlon
th&‘d}:les lof7don6;ﬁbund 1= aifd GlotdtaxeR Hn, arftin@fplagiic, a@éﬁ) avBiBbleE®PY Aventis

sggsq_r%ﬁ%ﬁor op nt'ék Eg@lwgeﬁa@gontammg 20 mg (0.5 mL) or 80

I perazin

mgd? ml_x dgpptaxel ganhydsousy, @M%ﬁtt?dfe%@%wetf

rgz e .gfe@ th%cdebmatlon

|5M%E@fbrtl%§t~& paiahtCpréeiaBly Bchuehas Lisifiering ifom caficep| Fitusionp@itisglar aspect
atiﬁ?1 qgrq:elgbi{ admlnlstermg to a
p?tlegt C@n@un@ﬂ [eyqi dpcetagel4n gmounts that in combmatlon are therapeutlé(ally effective.
I Bisr bodirehe @mb&]lﬂme@nrbe%dﬁfmtérgd #0a dosafe 4flfromab Yo @ chg once

l de l%&g\ea )ﬂ'ltﬁ IﬂVMé{hﬁfBﬁbeS(JQ\e{nO& OYvﬁ'

or.o er azi n-

o 7 36400 A

rc{alI)h é%"fe‘?&%’“%@r

dﬁ@é’t%[el diluted for

react! on

infasion asedinaeted by |theemewchmr¢mgh bauaam*ﬁéﬁf%dom\sa degapp ohfigm 60 to 100
rrylﬁ“ bickdrdt 60, 781 800 hainlas d180-niid tittaveausliBfugin vme every three
IS

a1 e SR T o bl oy

8 ML 148, 8f sequentially,

utron 1n

withdut ryganhito ardeied Camdouwu 1 eabe @ministerchcontipyously (ie., daily for the
dRaBS&H Btk tr&fn&R), bMorairstertibly, i B thteRitertrdosifl tegingen, and docetaxel

m oven afford the titl Q
oS A 535 6 ko PRI At Vo v
BBth7Confmeund Hand doc@@x¢ldan be adiginigterad in pﬁgd orfasperl s}atg_oln( quartlcuIarly
p%_grred n%%dlﬁﬂﬁiti CAmDOLZ'IdSI is ladfhintdfered i)an dmdt 6fdEh, toJ507preferably 25,

37. 5ﬂ 5(img|gally2g‘) a 4I§ 05%/1 goén,g icﬁeduf,_and J;Z ditixegl?saamtms?erégﬂ& ar‘t| infusion

0B 6@ ¥5(,103 hﬁg[m%rﬁé gvery fhree Weeks.Hiz anthér pagic@aty( nrefemed:embodlment

C%)pﬁ)om_ﬁli %’%m g%te? ti;ngizt:unﬁ; tosf%: Erefelab%&SlB?@ of 50 mg daily, on a

RptpusEIosing ‘FFER?@P 2

B ' ) BYHRRCHED s 100 mai?

oneceptyahreBivaeksng Assay: The conpounds produced as
descrlh %gglcul% %@E@ lo?%h% E@om%@w%e\"'@érﬁe#%ﬁﬂné @atc@H HoRe cancer,
in f

]

qamase CRREEH N peiniy ﬁgtcerooféh%@% P&H%?kp?l’éaﬁa?%‘?fa’ﬁfat"i“@hme'amma
delifan hiarder, Gedthl cal@s, daader iofthe Glnl regior SBracto tarfser, wdibn cancer, breast
Iris buff e RANGrei
Bieb by SRR o okt Htoma b b fuftrainom
0.4 nM
[ 3H] spi perone and approxi mately 12 ng protein were
i ncubated for 120 m nutes at room tenperature.
radi ol i gand was separated by rapid filtration under
reduced pressure through Wiatnman G-f B gl ass fi ber

order of addltlon) the test conpounds,

f||ters preV| ously treated W|th O 3%

-, . .

I
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prol onged sedati on, and nonresponsiveness, wth

greater efficacy in treatnentrefractory patients.
wab@sa2iseneficial attributes are thought to bePCHIBN&H01251

to the antagoni smof both D2 and 5HT2A receptors which

i's characteristic of atypicady.antipsychotics. However,

one nmaj or problem associated with the long-term
ort thé 8dri1e RbrcPbm& 6hha Oéd’t’(aﬁ Bar€lSonizsof nienvuivapiodakio's Diseade, cancer of the
e50f @ﬁ%ﬁ%ﬁ%{ nﬁﬁ%@Qll inte %trneb a?rgé/r‘%ﬁtﬂeoé?t%énxe Eﬁ%‘ﬂrg r&'éunc‘iahé\‘t‘che thyroid

rs o are no
gland, caricer of etpreattyspidcatang] Ganeer ofine PR G BRI GGG gt 15, cancer

o P8 rur&ﬁrgpkdnéérc& R PR UHcstdte caae chivhio dr eutpdsuktalj ymphocytic

lyggﬂqdngy‘g%p\?qq rogtﬁa ﬁ%ﬁ}é%?tﬁ%ﬂ?f tman{rﬁzgrr urggpf‘iﬁi) o] Xﬁvﬁama carcinoma
ofpthe iremat peidsn ceopiksmsnefdha central eswsue systash (CNRD prﬁfgarsus&ﬁdrénphoma

sén%ﬁ Qﬁs Rifnoree S’r‘aﬁ%tén%\roﬁ‘ré epltdi%%} éd%h&rﬁa oPERAEbIfAEM off a8 ok of the
epot formnul at]on

ORI SRR MO RS ] rgat}t%‘tea?”atn el fumors, ronal ca
carcinaned, ibeast cAnabe polborettal cantat haprsimiall celplend canpsy, meyrogndogtinegtumors,

thg@ dp%ﬂgér Agnahl RIVILAR %Qﬁd@l; 'n%to@tftos‘ish Elrd?r\'au Garkdn@INablE nfybibi@ leukemia,

stration, often keep In?ﬁ" faﬂ? e\;ﬁeutfr c |levels of
PropateGRRrg" FVH‘PP‘H@ BaCTe3ti 638ceL A8 SENINAIONYRTTESTy  eeks at
a ti mea paHiourly prefecred bspeohof tis &nmt&dlmntpmemvngron provides a method of

tr@ét{n B%%&Qghdefm% r#é@e?tt Gath R& Iﬂllﬁ‘fzéh L{%}( ddﬂtrn'ls'tgﬁh%@ﬁhé‘gatrent Compound 1

ce anon renic g p t] dul p
lrm anpuRie 25 1o/, prefiesehl 28, <?f|5° ey B 5 4308 &1 8%%9 gphedule, an
ddﬁmbl iff o intukiah bfB0, TH orQodmgditG oyed evpaytiirdowesksU. S.  Pat ent

r
rgrfsr%?’ fter %grg" Lglgr g?{t@t‘éﬁed\@%ﬁga of tlﬁg g%fﬂ‘géﬁt frhlgﬁrzveﬁtron provides a
merh%@f tieating breagisangenineapalisiusush ap ﬁﬁ@&‘?t‘ O ABYRETRg foufe patient
CUnﬁounHal RNdn AAounb ofl 28t RN Prefeatn & dB7M¥osredthmy daily, of @O@ntinuous

degrgs%c{cbeﬁ cP J&%@tn%? gr%h 'rn%?érogco?&p 98 ' tdaqn%ﬁs&{cle Qb&gthreleb weeks.

Z1 prasi t
6, 2@17anc9m Petiedanyerfefguied aspect czfdtri)e"tre%?mb&@ igvention provides a
nYé8oR fof fisedhg/ I%rﬁsrﬁdtl)béﬂ Rhg tah@erdh U Patient, wlidhcds sohusnanf BCaiministering to

th%dqlqerg%rﬁmlggtﬁrgf s 8laam%urnFl tg%% tglg(? ;metfer%@é g‘7 §%I— 56 %8 daily, on a 4/2 or

26, dosthg seBetiuteg amme@tasepn @ntrérdSI@ of1899 7% OﬂéQQz mgts‘ésmce\ﬁ"efy three
wegkgubi ity crystalline drug substances to which a

g R e
rﬁe,thoﬁbt)tream@ nérgsroaitcet Iun@ péricer i3 patiep) GychRes MBS bysadministering to
Eﬁgﬁ%&ﬁﬁohﬁdq 113K 9F @FRudtQf thtélsﬁ ;ﬁ'b)t’@ramy%o B7.8loHB0 mg daily, on a

t t
crefmuo%@d%%%g%“ e 3 earet 5o Blyan 318G ot ol el onge even
tireewegkst ati ng a crystalline solid fromliquid. US.
Eggzqh a?g@&ll Qtpré?érrebllégpe%f of@é é%%ﬂméht (e rh\%ﬂtre]’%ryvrdbs a method of

ressu nogeni zati.o
t'teat"]@rpé‘t?éﬁt%cﬁ'i‘ﬁ‘ﬁd'b%P?t\egtt tra?ftgé IppTENISO %&Péﬁé\? Compound
1lin at BBYnt dE2E: toi amesre&rabtyer N % ecbOrred daily.conmentfd paR/ idesieg schedule,

dnd QP&?%(EI' i?5n mtﬁgopgt/ &9 959& 166 h’Jgherfi oﬁ&‘égétr% tﬂfge w&&%g)

describes an 1 nj

napr d&éﬁaﬂ%Wd’ﬁﬂfe&?‘ asaecﬁ%féhjs g@tpqqrm%%tgﬂ |§vqng9n Q{gw?e& ethod of
ttcafigaostie Emeertime phtiepntuvaat adimsny by edrisisteurd te thermpgtiént 6minpound
£ih aﬁ léﬁt%ﬁrﬂtot N t? 569 rQPEQéBIP 98] SSI 5 or%@rnt nﬁw dh Ia%ontﬁ‘ru&ﬁrlﬂsrng schedule,

otic providing a
@audpeegaxel ip H@WB‘B?"P@{ Wrt.oﬂmtg% %P%e'eaffttfsgwge% | e
enhans) empet!i/ gBincitbin®| Ih anditer ehbodigént,athe ddentierd prdvigésgymbination

s d

ther%p es (R C r’ﬁ‘g\;ﬁgﬁ g d enpc'ttﬁﬁrte g gogncd ?cﬁ&gHbtsékfﬁﬁt Mﬂgﬁr aanésf\gbllnsany asa
and therefore have the potentral to lead to a greater
success rate in the treatnent of schi zophrenia,
formul ati ng a zi prasi done depot with conventiona
depot techniques able to deliver efficacious plasnma
| evel s of ziprasidone has been difficult. Additiona
characterrstrcs of a depot fornulatron that wll

T T

o o o a o o
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pharmaceutically acceptable carrier. In another

enbodi nent, the fornulation conprises (1) a
w@b@seseuti cal |y effective anount of a conpouPdr/iB2006/001251

selected fromthe group ziprasi doneand a

pharmaceutical |y acceptabl e.ggalt thereof, which

compound has a maxi mum average particle size; (2) a

Iy@d’i‘\ﬁéité“?x’?releebtfé)iilI ih )éll'@%ﬁ.%@tvﬁ@ Eorgzii ﬁg 200 mgnat { @) (fraé basmsuivalent)

ne sur ce st
gqanltﬁm alfl(?lowdg tﬁglrgciegarg? Ggpz%eas " raﬁﬁ&é#oﬁﬁ)matmnt i'Bsed to treat a
patiestbipsierans a Mivesn; stifaingtfiognsanser. t HEUS, i) e PRGRIFFagPect of this

e&l%ﬁ'dbn‘?élﬁ?qm ﬁver@@rﬂ?i’o\l@@s éh@fﬁo@tﬁwtr%&lng @EncBt/by adrinistering to a patient
stabilizers, pr o fi | -
%Eﬂuﬁ%r erdl m:.. W? in f”ﬂ% n% %W‘JP g?moﬁat"é% %% tlg{aré%u?callgl Bftective. In
thlsmmbédnmeﬁtaeemmuadm lchiz b adngnisteriad inea dasageefdrony 28p 7P mgrogce daily,
géra% \X'Dié 3?@056‘%22 5e<§F0derh§T%Hée déuiﬂ epréf@rramyloadlly ortseﬁfammat Giluted for

Surface stabilizers

infision [g& dir i the Agnu fcwge 38&{“["}‘?\?&?# in %n og%chpof from 750 to 1250
‘mghdcersteaslyf760, 100@patasn gmgsém?c hs a 30-ovinutel ta)lqscmusmnrpnaﬁwﬂ@ffm 2,3

of E‘t\ﬁéakgeﬂﬁoweﬁ hg, Bréne %Ek 'r@s‘l’ ep@ﬁécp n C%ﬁlBBJddsﬁsan& I'!;%rdelﬁe\&n@fcan be

osi tl1 on as

oAU et CEAHSNELY, R B D it GPHBPATe | can be
afiBifis@ ki contmnoetyi (Ce. pdaﬁy:fooBesi,urdbeha‘\zhe)trﬁtmem)son,m@am@@e‘;ably in an

m@&%‘&%t%‘aﬁ%@hﬂ%n %U Qﬂaﬂﬁﬂg tHe\é@m%s@éod&'béwe&ly&n dnintermittent

IStUI‘ ances | n he d
dpsgqgaqcﬁgﬁqlq)\ﬁltnghwegqjﬁ t%WF CognpHd 1ed%5m§fﬁlafi'dﬂlﬁ'e Altsmgtyplgrt e dosing
M&@ﬁﬁ bé fcAdser sa MRt eesb pgiabis for Gampayndbii aral gemcitabine coincide. Both

CBI"E%‘!“ S 9y %e%acltg e %fnfb%cédnﬂgstéw@ 31 §tf&lb6r fbé@& 5. 1R a particularly

€SSI on and anxi e é
peafroteH ambewme@n ﬁempounti Hes prEBiEiered inRe o Qf&ﬁﬁ¥ PleRyeferably 25,

3%tdﬁ%@%@ﬁal&r&ﬁb|MOmbeﬁ‘¢‘g Schedutd)iano plineitabiag is administered in an
rB WgZ’%Of oe}qé% o 13’5(? r%/%e ﬁ‘%e \.ﬂ%ﬁl}/1 i 9'0!29 8|ht[ \ﬁéﬁkg gallowed by a one-week

av ora ces assocl at
gamcitabide geste periody dn dinethed eegiculalyg prefeﬁreae?r’éb?fim?"t Compound 1 is

BR MRS ﬁ'andérﬁéddf Bﬁmfbssd Pref@adabs, ratsasost ngriat@n a continuous

bj
d@ymhgd%q 681? g?mcﬂtawp%ls agpglbsfeéed E%L‘I ﬁ\ﬁ%sgénoocn? l’79(? Br ¥JO@ or 1250 mglm
oatd wesklyriey 2rmp 8 dr 4 wadks|fdllowed kyra ¢rﬁ—wsaeb mramta*an%rsﬁt@émd :
depr Q|t$ %bﬁﬁeulﬁfngstpéﬁ§'o?ttws elrﬁboﬁit‘rh@ﬁtrﬂ"re 6&?\6@@% luigh €ancer, bone cancer,
i nvention rel ates nan rti es
SR FEeh 80° G R TR o oRI S H9REf pparom
ovarmnasn@orrectalIcanqene:amebg’dihmal regiong sﬁg\q@{pmercp@@ ggncer, breast

Bhddf ARHAOBR AT caRFHIRERF the fliGRan@ibed, cﬁféﬂblﬂaﬁﬁhg érfdidmbtium, carcinoma
acce tabl e Z|"%r asl done sal t CO”‘EEH Se

G e TR 5108 VI8 BT RER ' VO AR R prase g o the
asbphayys; asiceros ¢heosmaladntesiine, taandee sf thé eadggtingr syale@u cangel qf)the thyroid

@a%‘a eRhaR Icneth% F%?étﬁsﬁrblg gﬁﬁd %Qﬁctar SIS ;%énd | Brdkna Pt tissue, cancer

rface st

qf NeENreiheaN crpges of é‘leaP?"@d PEPé‘?E?r ?aﬁf?rca‘rﬁ'?'c 8?1’8%? @E‘?’@a lgmphocytic
[yrishemes daat of thieblavten eanoér of thie diuseysdriutdter drenat cellfparcippma, carcinoma
thI]ié1 mg{eiv%aﬂ%&lashg\é? B! &-‘: al nEt%o éy@féhqucﬁ%) Jﬁﬁﬂry' &NS lymphoma,

t1on so ers
i aaeﬁyura@ramranaﬁamawaj PR 020, DSR4 one or e of the
th’émg)béhcér@f MWore GBeférbisly, @ \cater ixegistraintettind stomahmors, renal cell
%aﬁc %m%gggggt %an%gr @o@'@&gl cg# ?rnoh'%tﬂall %g?uéub Q:\éﬁc%" ' {koendocrine tumors,

ment s descri bed .
thyfoid Isprees p;er@n elcling BfIcera AastARPsBedliprpi FHFOMG: AR Yy leukemia,

RostADBne i¥hpHRnE, Fincrediichivet, boscombmalio tierdof.:

Abbr evi at'i onsAWIT CANCER COVBI NATI ON THERAPY USI NG
SUNI TI Nl B MALATE This application clains the benefit
of U S. Provisional Application Nos. 60/680,837, filed
May 12, 2005 and 60/ 753,797, filed Decenber 23, 2005,

t he disclosures of which are incorporated by reference
herein in their entireties. Field of the Invention
This invention relates to conbi nati ons and net hods of
treati ng abnormal cell gromﬁh such as cancer, in

.
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exanple, U S. Patent Publication No. 2003-0216410
descri bes conbi nati ons of Conpound 1 with

waey@bozosygenase i nhibitors. U S. Patent Publ i ceCT/BR0001251
2004- 0152759 descri bes conbi nati ons of Conpound 1 with
several agents, such as CPT-gkl (irinotecan,
Canptosar(tm), docetaxel and 5-fluorouracil (5-FU).
U. S.|n Brpaiib@arypadferfiarispexhbi this efbddiradnt, NesinvedBorois Oyidea 4, method of

treakrﬁf garl\%ﬁ{ﬂ %alt}gﬁf 9\2 dp%ﬁcgwt6 cﬁ daol gﬁwﬁmap C%J“n%&ﬁkhgtb r%dto the patient

and none
Corhmpaq;)ymfanrampp@t@[f %W{SOopre@ﬁ:ﬁty# 7. HO g eily, on a 4/2 or 2/1 dosing

schedti B d éﬁ'&ﬁab@fg l@mﬂﬁﬂlﬁiofbmﬁot Lt)oarcbr m’&}plmﬁq.dhcéweekly for 2 or 3 or
ant | e disclosur e references are
4Wﬁeé‘8?°38\¥%?tbé’c? e %9?5“"“ eer?Setﬁ?crEO%l n their entireties.
I t mbmndthbrepam@ﬂarhabreéemeé eﬁmpé o thési emindisent; S inMeRtip® grovides a
m%tﬁ@cf Qﬂr&tﬁngaB?wcFiaﬁrﬂgé@&t mrae&tlﬁﬁtnSudHSds@ h&raar) oy redmibjstdriag to the
e frea of abno e C
kiipdeti oainet Mo T E R
cdnhm.lound@rmlsohedpleoandtmmct@bmetlm@dlniyﬁlon Pfe7§f) ioh {00007 d 230 mg{m? once
wé’ek Hzet{ﬂts or @Ws'fo‘ilbﬂgd l%ﬂé%r{él-v%eﬁ ét’ﬂ&ltaﬁlﬁ’e k&fbeﬁéﬁ I ent

itintb malate In
equ| I Anether a%{pquiarly (?FF egoqapef% l?g LJES alaé?dﬂ'&enggﬁ 2 wugr‘i?tlo? %%o%ldes a
mathpdibft tieatiigatonasiait cdll lafy dahées ineavbatidintneush as ahemam by @ﬂm|n§terln9 to

the ggﬁénF und h’?ﬁ% d heﬁﬁ{e 05 WBI@?&dbﬁ/ 2BABLCEbr, 5054@ dkily, on a 4/2 or

ncer, cancer ad. or  ne
2/1 ﬁpel%gqbe%le ABY ggTeniabinegy) 2P infysion 3%3@' or%)@lg?r ﬁ%g i (% (once weekly
fo 2BERr feckéiliawealby bege-onek geaitaiie resipe®d, col on

canc F\a?r]omeF géﬁlcd?%lg &%f errdd! fsﬁe& Gof Q}?:p Qﬁnbodlrﬁéﬁ Cth@ mnﬁbﬁ provides a

t he carcinonma o metriu
methpe pﬂ{ﬁaﬁngoqontsmgxll 6@‘('9‘?5@3“69&"13? H?ﬂ?ﬁt Btfchtaﬁ@ gl@p rPﬂ admlnlsterlng to

thHeagaGért @dpedindt hé arlhiveunt bbelgkd 50, prabéraisnas,, 37cocst mgfdaily, on a
C(gn?lﬁlf 2 %’sh %gs%ﬁedu? agﬁ’c%err% tabtlrreqn Qm%'rJ‘g.oh i %tdr 1600 &“&Qg@l‘hglm once

r ol
Weaﬂ%cfel”rZ fo3 ar havepler faliowpd BY G °@€I"‘H?R5‘ ge@ané@? reéglpet"ﬂe adr enaI
gl anh arfollef @amicUMrly SPéfbrrdd Sspeet, of Glis @mbodihertt hihe Limehtionagrovides a

n]e@ﬁﬁ 8£ﬁre§§|nq 9?33 £ cr:]a{nger i % 34 eﬁ %uc%%%‘%{mnaﬁ mﬁblnﬁmé?énna?&ﬁ'@ patient

Comaelddrt,in amapeint 9ff25tt'hé0 lpreit?félg}v %‘i 3& |5@f é(? mg daifysPn 3 df2j0r 2/1 dosing

sSREGE, HATBemEBbifd iﬁ‘émihf&fontdﬂ%d &@nebo grekso slg/m% enqsl veshiy faoR2 or'3 or
ner vous s&a F prl mary CNS

r

I“S?ﬁ]bsn%%ﬁ’eghﬁ? ﬁ%ﬁ'w%& g§ t'd 2%n stem gl i om,

pi t uilrt amofhen dheriowiarly mefeaecb@smptrﬁtthléﬁmbﬁdl@ . e ingsptionoprovides a
nleffd foP(r@ﬁ? RgddeRBrRES a lphtichi) @Lidteds PRInanCihy Aimims@egtto e patient

ancer i ro

COBRRIEL| Agprormaen, 2o B B Btsrtraf 22t o Sl o Hhtnuous
dosing scheduts, amhgemcliabiredn arciafusien of 756 |0b‘r(@@t0aﬂ25@amﬁ£rer Once weekly for 2
op Br ﬁW@ékg fofi&hdd Hy%%e%@l@ mCItéblﬁe&Hﬁ@@MOCV I ne tunor,

o1 o XA e drpapeclghne. el EeBiedie WBRSE oy e Somonatn

thegapizs Iof Corgpahd frand, #agkcjtabiner @ avrround Avaiiable from Bn@her@ra 150 or 500
n%at[a Iétq}nhé'rthé"ﬂb%ﬁamé)kelédy ' ﬁr@ﬂ%lynﬁg'ccmﬁﬁ%oh i used to treat a patient,

Ination wth an ot her articul a

Péﬁﬁ%‘?ht a human; suf?pmgjfr g §anger- g 'Pnj plaglglgarg% tt bf tFIIS embodiment, the
ireghtiov Praites almetlanlodfhreatqugmahcec by admaseend tood patientsCompound 1 and

CSEQ&%A&‘%H%moEWQ tHaPm %lngﬁ)&n' é?@ tH@r%oQutﬁEM’ é?tteaﬁé In this embodiment,

I cular anount
Cgmpm bean bq ?firawa?rﬁéﬂn 899%39R (PR fiPM 2@”% 7 mge?ncﬁ a'ﬁ"y preferably 25,
PI5080,062% & TG 0fceddaily I Reteiably otafmc ©apéditatanepeeni tEngdministered in a

d%serrgr;%ro% F‘Jmﬁ‘ g??t% J uvgﬁ{z 't\{l\%ee ¥) le?é? Mr 1665‘&11'2% F?\fq/(r)n2 7t\n5/ice daily

ate as an anmount of
ng free base equivalent daily. In a particular aspect
of this enbodi nent, the cancer is |lung cancer, bone
cancer, pancreatic cancer, skin cancer, cancer of the
head or neck, cutaneous or intraocul ar nel anons,
ovari an cancer, rectal cancer, cancer of the anal
region, stonach cancer col on cancer breast cancer

o Y T Y Y 1
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ovari an cancer, rectal cancer, cancer of the anal

regi on, stomach cancer, colon cancer, breast cancer,
waot@eiimsstancer, carci nona of the fall opi an t uUPEBIB2006/001251

carci nona of the endonetrium carcinoma of the cervix,

carci noma of the vagina, cargi.noma of the vulva,

Hodgki n' s Di sease, cancer of the esophagus, cancer of
orhllye @Pﬂbbundl ﬂélﬁisdrierbethect@@ 64y dodestdi eapzoickbine icare bs pdrhisistered at the

cancer of c
safieaite & gﬁ%léeptlaély \fllﬁ] a%?%ﬁg? qu%P gfomggunﬁh‘? aP@%Q&e@?beﬁle%an be
adniinisfered comtingieyslyofi.et, Higily fast the aduraéa'h@érth%#eitﬁé"tbed\ﬂ%e preferably,
C&ﬁ&%ﬁ@ﬁ 8s %@mﬁ%breochrémhférrﬁ!ﬂerﬁ@uﬁlﬁg teieRnduadh as a 4/2 or 2/1 dosing

reg%gg r?él% %éﬁ%@%p}/n&us TFP}E?% rg Egaﬁgrrtgrmltf Ftedgglbgpe%ﬁ{en sH&H Y™ 2/1 dosing
regieneci nif ethoFonooend dnaxid cpy@pqmab,lne BED pqirgglﬁtgregfm t%@ dosing regimens,
pl%fél:gb gathe Fé%frﬁé%‘ %regéﬂlﬁérﬁéﬂlﬁe%)that EH’e' tFB&ErNean@oHy BPiAe o compounds

co}&@g@ﬁg%)ég?st gerggﬁﬁﬁ th%{vq%&ﬁmmung% goubcﬂclm mg,‘ro@pgl.fnd 1arax be administered
inf 2Dfedl g ifastpdcsiate, evus capeaitaiinet i erefqatii admhngtpreggrpgded pipte, preferably

wili SoSERQEL %?&t a thdf GAY %5nlb§ar§e$r@f€ltr&ﬂ efnb&imdrMecanhsdind 1 is

conS|st|n astrolntestin
A e e ST BB 0. PSR 2o 1.5 PR P el 4 871 dosing
sdhedul& rant lcapezitibirelin gdmnistped, twicerdaily Meardaroeunh ef $25neyr1000 or 1250

Wro | b6 @Q&@ schécm?é |In gn% He bém: aﬁ?E%@’rm%&BWérﬁ%&npound 1is

O e ) e L scPAPFHE R contnous
débﬂ'fgt dehetuR! ams petitabihe ishadmirgstized iwiendaily sruan amownb oh@g5aare 000 or

#ur"t"%mmasﬁﬁ ?sqlngosr&h JeONtinuous dosing schedule. In a

er as suni |n|b mal ate i s adm nistered 'Q
anmouh paticu asgqct%of this gmbgstiment, n{?efqag%eruggt@g cancer, one cancer,

p&HatealPRABdr, skirﬂcaacefr Udahdie lof e pead or reuk)icttamdols maihisdoeularsmelanoma,
O\éaggr]l E%r]%t%re%e%gaf ﬁanncgrg {:%%Qru&tth oLna?? g‘m gtBrﬁgchbc%?@er colon cancer, breast

an
caneerodiEtinerances GACiNOMa ¢f t‘i‘?afﬁ'lﬁ’P'én F@esaﬁ?fF‘ﬁ‘?f%"’t @ﬁ'@cfr'e?m%iwm carcinoma
of #é @éﬁktégﬁi?bmg%ﬁthag!a@ﬁ& eekdhéma binth@ viilvy, Hogykinaesabe, cancer of the
| Nl mal at e
n%pus EGNESH O g%e §WWE es ee éc'ncgrr &qhé &u?&m?@#&ﬁ c%bce? %Lthe thyroid

Base equi val en
glaecp eaiicer of (el raratiyipichgiang eancey ohtaraniendl glepd) sprromm iRt igsye, cancer

oﬁheﬁﬁetﬁlﬂ taRer boge ;ﬁﬁlbll Mﬁétﬁétcandeﬂ éhrgdicher actitebiedkemes tlymphocytic

Iyglpﬁ%m nvgﬁ%érggwglbﬁgﬁi% ag%er[nom S?gney or Er{e%ia i %n%gceﬁ Qg'&ﬁz%mé Rarcinoma
ofs the i renah ipblviscaieaplesmsofahe gentighnergdus %st@ro (9N, ﬁﬂnw &AS lymphoma,

s ﬁ‘a‘i @xi€ %o\@b@m Stéh® g%ﬂaoﬁﬂlité?g adk¥oRa, Jr@ doﬁl‘bﬁéhoh)bf 3 dranore of the

Gl i T S, T P bR bR, et co
cambmda roesast, cantee, eolorestat cancer] norgsnegisele lung b%n@er. petifessflocrine tumors,

HRAREERRE SmAPE Sing kR RAREPosis, GREHRE lsakbmé, hRutBaARIORS leukemia,
neC Cutaneous or in raOCU|ar nme ﬂ%mgﬁg ogvaril an

PEosigtsesancer, AEIPRPMS RARGIRAtIC CANRRIEST 25P egi on,
st omirch partioutzely prefanied AspEaia s erbosinnt, @‘mm@ntlonmr@men @ method of
t@%ﬁ@ s&%ﬁ&ér W\%tl&ﬁ dubRad é‘hLlln%' Wacfn#ﬁhﬁ&ng@@fh@ 'pEﬁHﬁPC&ﬁpound 1

UG LI ARG R MM LA G T X
capstiabinedh a ArdousGBRAGUEN0 carh5e mglﬁn‘l2 twvice dalsmh b 2/1 dosing schedule.
I nt e?rL ancﬁheécp%flfﬁaérlyo E)reltengd QQH%QP ﬁ’ I8 eMbohifkht, Wﬁ@éntl&f provides a

t he r ol cance par at hyr ol d

reedfind et tfeéllt'ne Wéeaafoﬁaé??&lm @P%iﬁ’at S@Q@écﬁﬁl‘"&ﬁ‘ R ‘ﬁ?tg%?& the patient
Coripe@id Pin dhembintihpRto 6GNEEErablj 26h&7.Henbs mgpdad taat & continuous
cancer, chronic or acute | eukem a, |ynphocytic

| ynphomas, cancer of the bl adder, cancer of the kidney

or ureter, renal cell carcinoma, carcinoma of the

renal pelvis, neoplasns of the central nervous system
(CNS), primary CNS | ynphoma, spinal axis tunors, brain
stemglioma, pituitary adenoma, or a conbination of

one or nore of the foregoing cancers. |In another

partlcular ‘aspect of thls enbodlnent the cancer is

S o - B _[

o s R
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I n anot her enbodi nent, the invention provides a nethod
of treating an angi ogenesis- or VEG--rel ated
woplwbha58T ¢ di sorder in a patient, conprising PCT/IB2006/001251
adm nistering to the patient sunitinib malate in an
amount of 25 to 75 ng free -B8se equivalent daily. In a
particul ar aspect of this enbodi nent, the_ophthal m
doging sehgele, iagd seReckabinaieen ArARUAF @528 8) &QrAPRIMYM” twice “daily on a
21f§¥r@iseilduigeovascul ari zation, retinopathy, retiniti S,

g‘égbé'ﬁaﬁgpér%a'ftgzada@hvgr'e%rrgg %sr{ie% gfnthls' e(rh dlment the mventlon provides a

rneal neovasculari zati
metBasubfatreatinte prigreaial qaBesy ik 8 Aatient (iUl @8 ahumas, hhaiRiERtering to the

peRei @@h‘nH&fhﬁ 1 i Q@am&)h@&t%(w 5@ rpﬁéféréiﬂ'ﬁza 3nelohs@mE@Haily, on a 4/2 or 2/1
b el B e 55 P 10 8 B g ooy o

2/tredsirgeschediulen amount of from 25 to 75 ny free base
equ' M aJnSﬂEr Bisicubarly %Féﬂerﬂ@fa'sﬁécﬂ bbihiadrhbbdintenB Nhe eHbn Pfovides a

00 o o iy &80 R et e

paietti Canpoaieduih ean dmounh ot B&ro Sar pretetablyr 25 3idcer 83 mghéially, on a
CQ%HI?.Bgé EB%W@ sc}%gﬂlbténﬁ'cgpémébﬂk% bis a6l B 525 @F fsbo®N 1280 mg/m” twice

oSl ng schedule. In a further aspect, the
dﬁ“h?'e?ﬁmtdpﬂ'f‘ﬂs“ﬂ%@i'%g schedule is a 4/2 dosing schedul e.

| n a7pIFekdxein pAsthdr camtmiimastpétes ineéntiomipsovided cainbieation therapies of
C%g;pouh& qerﬁ r%iL?bﬁ e%offﬁﬁmet h%f S)Eéﬁﬂatﬁ\j_Sﬁﬂorbd?&éﬂ r("ﬂ-lilj fv‘Qﬁd leucovorin

hed ! L fé@ i fﬁ L?] tagil, (5-FU)/
desrqub&duroé’em ngoldksse ebﬁl 5N9T4]: FEOLFQY (Pralrtatni@e ailieray %“Ht
leGbvbime (LV) 108 tredddetl BfseeRMHL (ORTatiners-FWING ie, adsarged cdlaiekipl cancer

é@aﬁgal eg‘ §%c&%a'7aq‘¥o“garf ﬁ%f%rgl%sﬁuuﬁq l:'lthlﬁ%l %F‘bllrﬁ ] bngology 2004 ASCO

I'n anot he
AMeremntProqeﬁ@nw(P@P&MQﬁﬂ%F@!Wadola%@!%ﬂs &uly 5 Supplement)

260316@62' fhe diselBsire Sﬂhﬂlciﬂﬁrnebrﬁ@ﬁﬁd hérei by adferends, in tto antiréts | Oxpliplatin
adm n St erin t I t _

ISa%W Fa ]Jyroglmt% o& rec%iltuﬁ&f |P‘;5lél) "as@ote}“%rw\?%@ﬁ{ ggﬁb{ﬂ Synthelabo
urded thgdibferanieElaxafin 'y 5ﬁluawuraﬁlbla Frailgple zse satiqnrorgnjection 500 mg
VIQEV(EO IR, 10SRGCGon® Prideh 1c. eurde theBridensenadrici™  D@lcatosin, also
k’é%@tﬁ?gw ﬁg?l{lmjeﬁcg\?ong Conc:t allcp o%iﬁurg(?ghﬂ%g chﬂs &H&%%Un? fac!op is available

fremniaveral [sowagsat leclllldsﬂgaMWﬁ'fm Eh@ m@@?l@wlsarﬁl-qdﬁt'% rH?FQOLV@m Calcium).
PRAS LAY t@%ﬁféiﬂétﬁm id fsed tcf ir'éatt B htieAS I@féfdrablyt élﬁurheﬁi; gUfitiid feomi cancer.

dosi sch Si sche ul e,
Thi i1 8&185' Pigreasge i ArSHierh g ANE D o it B AR B reating
cargeabinadmigstening do erpatiemt Compound t1tand tFOcB,BQ)( m‘ga@@ﬁ@dﬂ@tén combination

a%ﬁhérbﬁéﬁh@af l%¥ffé3tw%/ In @fs e}:‘bgdlﬁﬁh‘tedbﬂw&)und A can b adhingtea %fa dosage

t t
ch o 2511 75 8k TR =y BREIDY D 47 Gl F2GEd5ap A T referavly
oragly.f rmdoammemm e la@ministeredt bantinuomsly rilengdallsyfer e duation of the
trtegtﬁ'@hf's&t m&% G rably |nI gh' ﬁ%ﬁ@ﬁt dbdiBet, in tah%d or fasted state.

I nven I‘OVI es a

FOLHEX B RTS8 A6TEIHS O OETa LAY APSTLRPRYIR Yol inown
i fhe apatni peﬁrculsn,l ROLFOX4canbe atiministereaipnadapsihtind? offgagimiw@iveek cycle,

%q‘olﬁaglsngornr a&em‘g&ﬁ” é)%k S %ﬁ! bdo migfgt I@ﬁclo%rlnnhr*é administered

n an a artlcu ar @peqz
Sﬁ‘ﬁ“'*ﬁ?ﬁoé!s'!em?o‘wpﬁém‘"f“%%FQ"P‘VFP%"Vn%‘l idvenays Sl pf Ay’ 5-FU and
600 n@/rﬁ?wﬂsmma up2dwRar ingsis hed Dag2, 400 nayrat kecovgriaris hdihistered in a

@s
Y dﬁ%?url; inf Séornegll%uneg;gg%g @O@mg? %st é{%@ rq‘gﬁ'nlwaﬁﬁj bﬁde600 naglm of 5-FU
in araa-r@pr iésisnt DaypS-14nefdhenFOLERX redise mip 31 G0Kgeptopesod. In a
ﬂh@ulﬁ‘@sn% @rred Begedifent| Compan®ther adpdisiéred liraan aspeantt ofafs to 50,
this odi ment, sunitinib malate is adm nistered on
an intermttent dosing schedule, particularly a 2/1 or
2/ 2 schedule, in a |oading dose of 50 to 200 ny free
base equivalent on the first day of each treatnent
cycle, and a daily dose of 25 to 75 ngy free base
equi val ent on the remai ni ng days of each treatnent
cycle. In another enbodlnent the |nvent|on prOV|des a

Y " g -
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weekly infusions of 250 ng/n2. In a further aspect of
this enbodi nent, sunitinib nmalate is adm ni stered on a

w@obi1znssus dosi ng schedul e. I n anot her parti ceCHIB2006/001251
aspect of this enbodinent, sunitinib rmalate is

adm ni stered on an interm tgent dosing schedule. In a
further aspect, the intermttent dosing schedule is a

pré’férgblyi @8 3g5S&hsrwige dauy No zaaQt dree/2 pdusing csshaiuleaspe FIOLEOX4 is

adgwlq%cﬁengo %;?e(s?g)ﬁ ha%lérllﬁ anélt'h%r eogﬁicﬁlgl% pdégftelﬁéc:yl}n%oﬁﬁrﬁﬁfeéoﬂﬁound 1is
adiirdstesechimdarl amounh obh29 t;)a@p rpgefq@lgjyﬂ@ﬁ?@ort &P g % op g, gentinuous

doBiRG ScHBak, 4Ad ?@LFO)Q id Sfnidistersl adldescided@aein. t r eat nent

S f 25 t 7 r
eqw'(}aqag'ﬁﬂa ﬂSpFﬂé ‘Fjﬁlﬁ ﬁ%‘mﬁg angngL ltgrﬁgeg?%gr bone cancer,
pangredtie canaer, akio céreer, earsenif tenhead oh eeqkmpﬁi‘?‘?l@r?r ﬁ\tféQHU@ég‘e'é"°ma
ovgﬂnh(%gc&fre&télgéhéep %aheRds ABhnBIeeHor: BVAREN tahcar, paidr Eanter, breast

Canear, é{rtqlgﬁé Eggnggf %ﬁg{?ﬁ{a%%ehg ?q"%ﬂlﬁné@)eeﬁ gc%tggl%% ftb'eg e tcfgﬁl'ettﬂum carcinoma
of @istidenad, eartinalad bfythe eagthacerainomaed thervulya, Hadikin's Pispasp egness of the
es%lfﬁg& ?H:/elngf HhOLhAMREstiRY, WREK |0Vthb %&b%hﬁhn@s@f'n Zﬁﬁer of the thyroid

A o e as ecl il 'i ng dfttussue cancer
glangneanpey |°5thﬁﬁﬁr8*ﬂ’ér°!d §'a§9} rFP?ﬁeg ?fé'i‘ee?ijr?fﬁ D‘??fqoﬂﬁé’u%
of KRS iufhrs, Cdaaeki | of .the perte) girdstate pancern crbaic onipuwe teusgmia,hiyrphocytic

Iyr%ﬁ?o%%s ?fstﬂ%blgdo@ @arﬁ@# cﬂttr% Hld‘ﬁefgtlnrélérsfeﬁél @6l @Rtirdhha, carcinoma

sSin ecC
ofi the enl Pet“ésntne%l‘ﬁg’f i ol Sk (138 "%Evhé'é!%ﬂy@lﬁ’mma
sdirfhl SdisHIRbREBraif dfein flioma Ipitdiapeaiendaia, bha sommm ofeone or more of the
foge(%gllpgt;] erécgﬁe du%te pr!afgrafﬁg P'c% &r eieg g?#roﬁ\fést’ir%i Sf et Mﬁ{&s renal cell

2 schedu|
cagrgingmd, g@gsﬁtrq:gnngg,gloqutalmnqqf, @Oﬁmﬁb cqil lyng qeness r@ﬂ@ﬂ\p‘gpr@'ﬁttumors
th9|B|dt d&ﬁcefr | dnsell cdl&wn@fcarfba@ nakib&adsISE Biton@y edréoman aclita mglelditl yeukemia,

n the
PiPSRE iR VBB e Pl Bl B SRl | 00,
embolh mnﬁculatlmefemcbanpp@@f wls@mbs@@e%t the inyepjiop provides a method of
rédtRG LcbiREbchl 8aRbr ﬁﬁacﬁleﬂtns@hm’ﬁ heﬂhwncbmﬂmsﬂstegng to the patient

adm ni sterin t |
Cg‘ﬁ'ﬁ?}ﬂﬂ drf an ?rg nggf ZEZ gfg Wger?b Z\é ré”' gebq [y r{&é{?@ 2/2 dosing
sehedulel @0 FAXEDX e standardfRGLFEX4 @qsms@egﬁreﬁnﬁ@ewp beYse e

ever }ﬁ M&h%? p%&}feﬁly dréfer?edpé’éfpbd;t%ﬂtlﬂé eﬁxﬁ&ﬁ?{ﬁént othe tikvieition provides a

d,,0
W@glﬁ@ ,0,'f] u‘sﬁgg (fBQTBHBI g%'ﬁ%rdlmaepeﬁﬁntaﬁ% W3S é%[n%% anﬁhlstenng to the
patipe Compduntl i & arbodintenit25 oA mrqﬁrablwaﬁ a$7e5 |°§ 50 mg daily, on a
@Hmcﬁ;& %Eﬁr‘ige&h&ﬂjlea nd EBISOX dnlLeMndk@FONBORE g Ir€yimdnasalescribed
er aspect, e intermttent dosing schedule is a
apve. or a 2/ 1 d05| ng schedule. In a another particul ar
aspeqd) Fifirit Ivi snethdsoethboeiintent, Semiirventioty mieMidgs ecombination therapies of

c%ﬁ’xpyﬁh St &4 olelgoﬂﬂilag c'oﬁ\hﬁ%tﬂh Lok %ﬂ&teégﬁs Sﬁ%r%m CNSLFEU " and leucovorin.

I cul a

pptega. Siso K0P PPEATpaduaIBbE o S 3. eha PP g gfpten and
nrqéctuﬁaﬁhz srideminranls @9 ahe 10Gamg idnotbaar yywtmhlenda‘ rezBedtively) Zinder the
tr?n@enafn a?r?p?o%am %Pl(o"i)écgﬁ]thelﬁgchﬁcl?ﬁ%o SERb)! @Flgﬁ&ﬁaéﬂf is %@éﬂ%me as a

I ment I nv

sglp’rdpylﬁ@rege(glom 508 dngyyialg K@dflglwb HomLsfraam FIZEEHI‘FC Iuﬂﬁ the P adename
AQRRIFE! LelicoRoritbis€ KhowrC&TIV,i Giclugh Rdedvains falinic regid} oalctnjmg folinate or
ﬁrﬁ\t/q;ﬁ?rgg cgunl tavanlalge Eﬁllle‘l te9edél o@l@esarpgh!lgﬁw% ‘lee{hr %rﬁ&eﬁtﬁaéQLederle

equi v et’axel
LevefouerinGh Celeiumh)  Peefaraiy. e spmiiatien dy #8gf ohiFest 2R, Prpferably @
h@m@r@@ufféi’lﬁb arfomaé‘a‘ﬁ@é‘rt s, lih aattialiedasipestior tisiambdditdnt, the invention

Pgoalﬁigﬂmn'g?hoar?%n lﬁig%n%cgr bS/? Id%b ‘fs?emh gogé; g%tleq‘?é#nﬂgund 1 and FOLFIRI in

enbodi nent, sunitinib nmalate |s adm ni stered on an
intermttent dosi ng schedule. In a further aspect, the
intermttent dosing schedule is a 4/2 or a 2/1 dosing
schedule. In a another particular aspect of this
enbodi nment, sunitinib nmalate is adm nistered on an
|ntern1ttent d03|ng schedule particularly a 2/1 or

~ 1 ~ o o o N a2 ~NSN~N r
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intermttent dosing schedule. In a further aspect, the

intermttenWsing schedule is a 4/2 or 2/1 dosing
w@edvededss? I n a another particul ar aspect of tPCEHIB2006/001251

enbodi nent, sunitinib rmalate is adm nistered on an

intermttent dosing schedulgg.particularly a 2/1 or

2/ 2 schedule, in a | oading dose of 50 to 200 ng free
arﬁkﬁlﬁt@, HEH dbﬂibfh@ﬁon@ﬁ’e ihbl@péutlﬁéﬂv efiyived fin ericémiodizanty€atnpound 1 can

and a, dai |
be %{rn qistered, i ao%os?q_'e &% 5 Ifrgﬁjal rﬁ? fr715 ?hg o'ﬁge Z%y ef%rraﬁlg 2B, %Si% 50 62.5 or 75
mg pudecdaily, preferghih ereallye Bsoneh Ca'! be aqirwvlétﬁtep@ﬁnww!ydé% daily for
thS ARG d?fthettFe%ﬁﬁénf)gorr}ﬁUie SrRERdrAbyC @ dn iGBMAGINt HEsIr reglineremt a fed or

fa%:gq?g{altg& E(ggﬁlglg]?ﬁ?lhl% & |n|%?r8§,]asz“h%oer? @gagooﬁ sta?'uﬂgpdt Oglhg schedule well
krewoiin/tak arit Irdgdrlioplar, £OUF e nari beadriniistergd anerv fouweaks agfollows. On

Dg\ﬂy:p?(ftegcﬂ%%eggéﬁ% %Crﬁglh‘\eiﬁkétycaﬁfb a’%infﬂrﬁs’lered ﬁ/aJQOQﬁmtRé thfusion, and

L P g N R
follaet!ibg wa isiradler®ius Golsx biet04580 migfm shibly. h&henp 24Q0-300 arrg/m of 5-FU is
d?‘@rﬂ&grted ™ a id"ll\o?lr RRRBAT BRJAts.1494 metF'dl'FrRI @n@é @re |a$OLF|RI rest period.

mnistered on an intermttent
Infa,partirylariy, Rgteaed emRRAiIment, dqmnenght 'ScP&m"ﬂ%e wead‘m"é°“P‘ of25 10 50,
préfePabyr25p373 dr 50Mmgadaly, b daigd er@/2sddisind séhedulé,rand FRRORNe pdministered

a@@é’saljdb%h' lh@lrelnaﬁ}%ﬁ%elogart‘cmaﬁy ﬁ'glgﬁgd E%Hdmeﬂy r(UoHp&an 18 béthiflistered

an Intermttent dosin
mF?grqrrpogmqqglzp)tp go dej_er%t}ly 28, 37.8 O &Y mgedaW Pl ggqoatgwp%gcloalag gchedule,
arﬁB‘F&@flRl%aﬂ&ﬂwusmed ssdeshivechergini val ent on the first day

of epch o dufsfta ggJHs 69/ flse em@cﬂlgneﬂt ARL | UndPSE | dLﬁ’-E c%ﬁcéi' Obo?é cancer,

ng fr ase val ent remal ni ng X eac
panceegliogeneer.cSki| c@ncer, rpaaq%phtg? hgq%dqe% ﬁftanqoh% n IHt(P@FH rd'?]elanoma
oRFiQY talRsr, ébcﬁﬁbéh@& edncér Falid Al kigvd dstomanhrvasder,i doloa cancer, breast

%ﬁﬁr i i?t rmegarr\?gn.f) a%l'e {]n%a % %{Qafgrygﬁgrf{l]bép Fér&nf}n%gof %%gg&(etnugn carcinoma

obthe eereiy saizinpeA Of thaivegine, seainefesefi tharivee Hedokias E?lﬁ?ﬁ%?s F%mef of the
eéUphJ 9 cIaﬁce]L 2bfe %Bfaﬂ%te@ﬂﬁecéfﬁﬁﬁf%d)éhdacrﬂé Bysterd/chna@r o2thd thyroid

gl@rﬁg 8#%?%31 np%[ﬂ?n(: foufﬁlf@%”% hcer o At tB a&%l%lj h@ﬁc{ @&9&3‘5& of%f)ft {idiiS cancer
ot thet urettreu sandersdfntye Petia derptate ICﬁnC&r paronicc qwtealgﬁts@@ta dymphocytic

Mh&n&nmgér%?mé bla&db‘ﬁ | dahdak br thekidde§ of Sret@f] Fénal @l edir€itbne) carcinoma

ten 0Si h I t
of g Pl B EOMIETERo) , SEURE e ol JAS] Bty RS ymproma
sgindl axie simogs, breinetam giomanpititannadenema, ma etdombinaion gEenecar more of the
tdr&lomg ERQFY. "Ridle pr%%ﬂébty' HeDcdrBérait %aktfou@ééﬂhdﬂ isGéridl @Gm@8 renal cell

c%;rzllgérg% ; matlt ct@(raicr:]efr rfo rqc%gcéqsnﬁaewss@agfcglgbhqc gan%%'loXeuroeﬁdO]CmQJ tumors,
tiyauecanceri sradliesel g cahcer, friastocytosisy glidmae agioma, @autﬁ@melmd leukemia,
pﬁ%fé{eeca ‘R/ |p¥nc¢ééﬁ@ca%er205 aﬂ:@m&ﬁaﬂﬁﬁth@fe@ﬁ base

quil va ent on e remnmaln

b= Paricuiaty RESEr BB Sma et B s g & mthod of
trggiing Osblondctd! roeader riy abpatiastt scdneer@ human, [bait adenirtistering to the patient
c‘réaﬂ{mgddsi' iR 9n SRBAR| loisis% fsb‘ Qbréfé’raﬁlg 85, F?ﬁts'o%b ngtaaw bk /2 or 2/2 dosing

e in an_anount from reeﬂ%se
cieio A AOLHE) 8 SN Gh I SRR RSTTen S esbA RO 825
t 0 125 @ndiegEr rirticilargeprefaird) agrctaof2hid edbedimgnts dHeeidvention pravides a
n?etlf%%%f'ﬂ%%n% co?o‘?‘&?aﬁtcarggr fhk gat’r:dﬁp QETED I’aﬁ‘léﬂ' by QérRnistering to the

cont 1 nuous

pstiant GEMEoUd &b e Moy ?fu %’ur°a?0 pfeiEbly 7O, @HﬁsOf 50 mg daily, on a
cOnipQelisTeREing seredilt, andFORIRRbE ai standattiFOLEIRE deihgoegi@en as described
bntermttent dosi ng schedule. In a further aspect, the
PRCer ni tt ent dosi ng schedule is a 4/2 or a 2/1 dosing
schedule. In a another particul ar aspect of this

enbodi nent, sunitinib malate is adm nistered on an
intermttent dosing schedule, particularly a 2/1 or

2/ 2 schedule, in a |oading dose of 50 to 200 ny free

base equivalent on the first day of each treatnent

cycle and a dally dose of 25 to 75 g free base

o g o s o g, .
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intermttent dosing schedule, particularly a 2/1 or

2/ 2 schedule, in a | oading dose of 50 to 200 ng free
whawe/ 126567 val ent on the first day of each treaP@®Em2006/001251

cycle, and a daily dose of 25 to 75 ng free base

equi val ent on the remai ni ng3days of each treatnent

cycle. In another enbodi nent, the invention provides a

met H@)Geévercleninatinh:clp| aseter ambasimanbrthe inventign tpreyjdies combination

thé?&H’ga%{ gisb&g o’aﬁam%ﬁ %btfhﬂ) taocérﬁ&uﬁkﬁtalvﬁléblesfwm tNoldrlls as a tablet
in.an am

to, 50
cogtallmng Jmnatiyib Jesy §;e lfhﬂg(g ioF |4ﬁ€]t"éqc gﬁe bgsef P%Jvra oeﬁf gﬁ) F%e gadename
Gle@ucYy Grdferalny) tiae de@bRbiRIN islussdrig) treat [adtient. préferably a human, suffering

fra'ﬂ?x!a‘hbé}mrﬁ'&s RS RIcuS ash&bt 8f tﬁ‘g’%%diﬁéﬁt théHﬂénﬁbﬂwbwd&'aaﬁﬁhod of
dm nistered on a contjn ng ? hat

gt $GPTEY AUPEETS: o, 5 PeoBh SORPE | 2od AT  drfbullp et i

cotrbinaiibiiiané ht@padicaiin effavtiventie this amt:eumedtogpmgot@é hedu beeadmmstered

in ) Jgg%[el%$ 'froﬂ%@g& b5 n{gh)%cés g IZ ﬁffe?a@l?t%d@ﬁé g, &Ch&As By bifce daily,

G/ I A PR CUE I I i A

10 -

CoriipoafidTi Bhd kgl cambesatiniimdieredrat the samediirsd, og seubngidy, without regard

g‘}? e%b%ém%é% @aﬁ t]aé)g&%gi{'lg S BE nglnﬁrsteHa &nlurﬂ@gélyng ed‘aﬁlﬁl for the

quil val ent
dustton 6 et Fesimerint Mefp ATeisrahiclCamppard y BGEeTS g pmitent

dd¥g hédferasiCaalR uaeh@rtaguman tah € imiatinia isradministEaydsin @fcomtmodus (once
daﬂ)ly)o@tﬁlgigetggn ClCﬁ)g oun]dalt 9k %dr%lﬂ’l%%%dﬁ}?ﬁtf?d 5rh§stédr§f£@tbhpiﬂ1latmlb is

t rea ti1nal
preiarmtysam qu)ad i with afoghlan@; rygater Ctg rfplfun'gqen aot%falﬁli Adversgr geﬁgomtestmal

effeBis! fPa PRtiduRRY pr%féﬂb(! bibddiniEat, Wothpbiihdanis admidisteredfin & amount of 25

tog’ﬁcge@ag\y;}gl f;?r 2 ggas e?ﬁ(ﬁ)g %:nv %%Q?sm%%8%éﬁulea% J‘n%‘iﬂ ig Iam'mnlstered

omverdailyiroes aweitngf 4hedéflemgian a osatmupl@uﬂ%ﬁnga%ca%we dt another
pdritufirif rﬁt@&r‘eﬁ"&ﬁbod%ﬂt‘ tdoﬁipburﬂai & Gdrhlﬁlstaféﬁl iRi zmt &hcdt 6N2& to 50,

p%%]aibllyg?l%g%gq ?ngﬁtmggdgi% op Fﬁf)l'gm%s g{)%lp %e Sqyis, %rﬁds ﬁ%@nﬁ”‘&g aglfmnlstered
owgue dailyt ie amarnounhof 400 i 69§ nm@(thWOWSndoémﬂ gehedde. aspect,

the jn Fﬁ‘ﬁ &tﬁﬁgctsdeﬁfh%geﬁmk Ethé Scaﬂcei’r/ i€ Ilﬂ@scbaﬁébr bone cancer,
schedul e. ct of

PSISAER ?ﬁgf:ﬁr Skgﬁlﬁ%ﬁ%?trﬁgﬁceltrgfl tb? gqusorapg ?eolu 8r mtraocmHar melanoma,
ovantre camcert eavtal carsem ganserha did anal prgion) ﬁQm%ﬂhIan%\?f 2olpn gancer, breast

c%{cgr ﬁgm(&lll\c%r chrBinénd &b fé\ﬂplgﬁﬁlﬁesoﬁaréﬁbrﬁébf%@nmeﬁmﬂﬁcarcmoma
ase equi val ent _on the fi qy

oﬁtpg pgvnx £FApingma gf }hﬁ Va%%ae c%{fnn%ga P C}he]guhﬁg glf)?gi(@e gﬁéssggse cancer of the
esupbiagua @anter ofthe fsenall @teatinel papceragf sheoéndecrivh systeratasnger of the thyroid
gFaX& lcgn(fe Qt@@gﬂﬁﬁom‘s A B lof the Q@rehanﬁ@ﬁﬁ Is&¥BorRd &"ébﬁ‘%ueﬂ cancer

treati'n ositive breast cancer
obg'pl lgﬁ{nra Eﬁﬂ?ﬁrr pfsiihﬁgeganﬁ:rggtgt@ é:P?qgeb cthEpntchcg %;g{el Igmemla lymphocytic
lyeripAdridsn Edmceraf thi dlabider,coan@enofithg kidrfey for unate fenabeel Oaraigonfia, @arcinoma
of ﬁgerfr?ag géﬁ/@l r%gélaﬂ% J)fythe @?ﬁrai heévdub % (Els)@ pﬁ]ﬂ&? CNS Iymphoma

a particul ar as
spipd) @zg;s FABIPFS, b@uprﬁtqm gl|oglan:@ﬂu;§qré aqiegorga,rﬁr M cgtngllngt@n 8ﬁor§ or more of the

féF€ydtn Ndandets. d amdie grefeeddil tHeecanker iaryattiudntesticel tsirarodl dumors, renal cell
glggrﬁ; b?é stt héeﬁe&%Pel‘i{ PFJﬁEer ?ent r&blpluﬂ?kg'ﬁgr h roend%crlne tumors,

OSI n
ek pRseeraspalosell 8 anast, &PARQeYIETH, SIRIZH. G CUEH e anjeldidgeukemia,

pftisitcttaRden Gniphbias phkcreatiticahcdt N aleombipatioh thetebfar aspect  of

;EI f,&f%?ﬁfgu?elﬁpre 2%9 ﬁggd tﬁ +n%o% n#e?‘l %ﬁ\%ﬁéﬂeﬂr&gdﬁgg method of

trRatihg gestesintgstinal stromeal fuaaesi (G T msaepaéentmcm 8 QD'G"%PQ by ?dé@n'Steﬂng to
RASReRVompalRINM in@R dnidantldf 26 to S8 Yrefdraihaes) 37 /5eABORIY daily, on a 4/2
cycle, and a daily dose of 25 to 75 ngy free base

equi val ent on the remai ni ng days of each treatnent

cycle. In another enbodi nent, the invention provides a

nmet hod of treating non-small cell lung cancer in a

patient, conprising adnmnistering to the patient

sunitinib nalate in an amount of from25 to 50 ng free

base eqU|vaIent dally and penetrexed |n an anDunt of

~NrE N 1 NN o o o o



10

15

20

25

30

35

free base equivalent daily, and anastrozole in an

anount of 1 ng once daily. In a particular aspect of
w0 bios/12055Ddi nent, sunitinib malate i s adm ni st PCEIB2005/@1251

conti nuous dosing schedule. In another particul ar

aspect of this enbodiment, gynitinib malate is

adm nistered on an intermttent dosing schedule. In a
doélh’g" §dﬂ6c!ulea§ﬁ&ﬁr{at|m$ Bigcei dallyeif Bh bimeunit ofl40si to §0Gmb ol alcentingous dosing

| dosing schedule. In a another particular aspect of

s¢ '?eﬁi S embodi ment, sunitinib malate is adninistered on

an ilmeeathdrtrediotlaorseieteds asreaiuofhis PAbPHIRgNts theyinventon: prgyides a
méf’l‘o@ StaRaghy trélﬁle@nbl%dmalgtudleﬁe(eﬂﬁl' ) 50 at patiéd Osucly ab ratkeuman, by

adwgl?eélng E?n% ggt ? ! ptagrid f(sl;a‘?’\tfg\%?m g5 %aébh Prrefe?%y%mé? 5 or 50 mg
daiyq on ma;bﬂtnntm@rﬂoslhe scpr@ﬂtm rang gnajnarygan@q d@lg@hart araqunt@f 100 to 600 mg
on%ycghﬁgoﬁghogﬂgggh@au‘@nbodl nment, the invention provides a

nme of treating breast canc rin . . .
COMM—%&MM a?méoﬁﬁnaeéb n{p'% invgntion - provides

comination thenaptes ai rAmpbundf1 arrobtmsgsumab Bomengclpiab antipgdyeavailable from
Ge%gMbMﬁg e?fyoﬂffété Yor infafibon! |ﬁ§|ﬁ§l§-9§é9wé|§‘ cé}ﬁbuﬁﬁmtm@ﬁas&zﬁmém under

once articul ar as
e ersT HeioaPETe RECRN HF SORMEIoBIF ttof TR asqE. Perabl a
huet@B, suFesrahfeshubancer NTranoib epartsalat henebtoof this pmbedinentt the énvention

pr&}q‘!}er m td o & 'h§ %JHCQ gﬁfnfste'nﬁg @%aﬂérﬁt%l‘nﬁ&n@ﬂ a’hEl trastuzumab

he
in jappdtsihet @rgomglggmqgar%@ﬁ@a%t@ally §ff%‘ct|xr§ 2InotE|§ eﬂ-gs(ﬁ) ment Cct)mpound 1
cafi BB @diinRterdd iR a @bsgh ef frqaes iosInay ores pailyt preferablyi2s, 37.5, 50, 62.5 or
Frm?gcéjn%ge até)h tp?(%@ljaglk rUrQlX ﬁg’%tszuh%b a&me@' Rt ﬂf&%n% alﬂacted by the

articul ar
ma_nuzacm s8ube sdMinsiarer e HEIdESBIS0SSE 4 oo i A b gt ntusion,
folARE b§ BhticUAdeRN mamiterahd® dobéssdf 2dy/kgods BEhintite dreigsima—for the duration

ofé%lr%rpand H’l%?l:l,' Idy1 g%st?asﬁlgurg% Ea(ﬁ b7e ad@nnﬁér@@ \A}ﬁﬁocu@ regard to order.

remal nin
Coryrsiued 1(can he @dm@\steéqmm'wevﬁ‘y (i.. héa"b' bR 9‘6ﬁt'°ﬁr°6\ﬂed?§*”§“t) or
mbRtAGEa8Y, it bR HidrMBteRdAbiRg FegMhsandtradtupahatecdn, be administered once

W?Fg(rgnfl onftﬁecﬁg[gdtm n tepéi,lrp 303@5‘3 %%O%Qtth 9%%@5619“1’ Q\d trastuzumab

canchei adinisteredinial f9d orardect ot bl RSt BETeHEd Prpquﬁnegh Compound
1 %%%Hﬁust&éd ko atnﬁbuRtO& 2684 5 pRsferbine24, I3l7$tor 50 chayilyfona 4/2 dosing

e osi ng schedu artlgl t hi

C@Ffﬁﬁ% ?Pg I%Hlﬂ?te l%lagm%#e(rﬁda onp 8em % to%?cgggé a%v  Sinother
pariinutariy cheﬁaredommglrr@oh@@mpeundl h l%ﬁ@ﬂlh'éfﬁfeﬂdﬁtqnc%m%“t of 25 to 50,
%&% t29f37t51b|35@m§°€‘é| M a SdAtMuold idBsiftpbeHeBulé,Sand trastuzumab is

m ni st er ed H %?? ttent dosi ng schedule. In a

aqrgjpiptRief o ngyaf O EPR® t ent dosing schedule is a
4/ 2 pra @rticular aghed of s enpodioient theesanden isebreasbeanesr. particularly HER2
p&ﬂl(/é gl%égt Rbndde )Ss‘:&seﬁfher%iﬂ' fe WrhodiEre B&sntw@ Uidahb Bhé?ad@kéli 1§ HER2

mnistered on an Intermtt g}ﬂ : "
Pl IENEIBRRISSE o P G SOt P SNy SRR kg i he
affsu&iDast by iR Onamiptohepistly{$IE) eqiivoreatenns ingitu hbgditdtion (FIZHy A HER2
i a S?Q}PIQ % Jigd Merﬁ%ﬂglfrgm D%P&‘h yoniiaod, EaPRiRa Qfallfgl'f}nat QS,Z under the

ree base egul val enf _on the remaini ng da
rRGReRnHCeR RSl 8. A (HERRGT ARy 569 SPRARS SRHBSFRY I s, nc.
DBWiRrd GRSe, aunrnset bsxst Lmﬂertmeetauemermmwﬁ” i HER2 psstayseane dlescribed in
theqrep%turg,l ih gfora E\/ﬂ{o Fq%r agg‘?-lepﬁfh%@ @J(prfééﬁh til Rbdnegative breast

base

cangen v@ueenqttnsws. nyanh@tm EBI R TR #aes 9 gpociation of

oﬂ!’r@@f&ﬁsnﬂf wﬂﬁﬁcréésre]a‘aa( ﬂgédiiﬂ'elﬁtmlsbbsb fGansdr Resdt098, 58 4860-4970, the
wee Si ng _sche aspect of this

d'é%%‘&? qfn\s/ﬁ?h |sgrﬁﬁrp?rae hgreln 'bg{e"f)er&%é n {rén lélrﬁ?ét}/ ered on a

conti nuous dosing schedule. In another particul ar

aspect of this enbodinent, sunitinib rmalate is

adm nistered on an intermttent dosing schedule. In a

further aspect, the intermttent dosing schedule is a

4/ 2 or 3/1 or 2/ 1 dosing schedule. In a another

partlcular aspect of thls enbodlnent sunitinib mal at e

I 1 L T
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intermttent dosing schedule. In a further aspect, the
intermttent dosing schedule is a 4/2 dosing schedul e.

WO pooa/120561 her particul ar aspect of this enbodi PENMB2006/001251
sunitinib malate is adm nistered on an intermttent
dosi ng schedule, particularly.a 2/1 or 2/2 schedul e,
in a loading dose of 50 to 200 ngy free base equival ent
on thg £rhéﬁly GﬂeYerr@ﬁ agit@fbfitrrs%@tﬁmmtenf;]ml||e/enm¢r®ndéaalngethod of

treetg\qg-l %Bosalge/ gregiatn%g%eﬁ Il% : 3} eeht %Hllw \égl aﬂnbyt Q&’rﬂlnlstermg to the
patigmbOdinpreind | int dneamayntenfi 29 t@rﬁoppreferaé\yé’r a37n%9"l§8 6196\9"3" on a 4/2 dosing
scﬁééiﬁl@t sA%rSQLRRDGH 8h infiBNERAng] dds@oPBinb/RH tollowed1py drkfgekly doses
mnistering to the patient sunitinib malate in an
of2m9(k8t of from 25 to 50 mg free base equival ent daily,
and lbeuethérmartblailynpraferredraspect off thig empodigenty thegingtien provides a

me%an?r&f tr[eéﬁﬂ VR Sosifive b"?ea@?éa‘hb&llﬂ é‘batféﬁPS&Hh #8fa HukiaB, by administering

odi nent, sunitinib
o OGP ) SRR 8 25 0 B 5 £ b . on
coRiaees dosing tshtiesiule randdiastezumabsin ai fritial Ibading dpse of 4 mg/kg, followed by

On?éj%ﬂiféogéseéb% 4@n intermittent dosing schedul e In a

pect he intermttent

12 (DA L pemehcaes: T angier BoMImagh 65 BT U Bajise eofpnaton
théripiss ot CHRPoURE Ntand Samitrexed] dcampoaridavaitablediom lidilig pe@anpany asa

Iyo}ﬂ&ét@%ﬁéﬁ@gﬁ H‘stIQ% Qgiaé %E\ﬁ%hﬁh& 50(Pﬁ\gt b&r\éltr@iéd)/u@elthé tr@dename

AT (BRI RiFFieTe PRSPy GITERRIGD 6 Ba o et o patent
préf¥abg a HuRn sufléring YrofaBcen TAUS, Inea péfiticoigr dspee obthiseembodiment, the
|n\(§3ﬁ?n proyi %esanoethgoe of t?%ﬁﬁ#égﬁg?rd&y%nﬂﬁstcﬁﬂﬁ% b gt?énF@Bﬁ‘lpound 1 and

er e |nvent|on prOV|d
pametrexsd i Bmpunty theh iy GoRRinatipy| gre @@rqpeptﬁ:ﬁ@l efteptive, Ip rtrusaembodlment

C&ﬁﬁduﬁc!“l ,caft BERAMBisREdaiA B ddssdecdsfifiog 250tot #Bemg andesdadly, preferably 25,

3?%3@ ég%?r\]ganlg,ﬁ%tng% I(gaar}lp/ arﬂefg\ggv EFa fPefn{eﬂgLea 5dﬁlhf§% ﬁag m‘ﬂElof\ ra@f@urected
by3he anGaciyerkagn ba @ém@t@ereyi i audosase eEfrom A50xto 589 LA HFferab'y 250,
3BSHERD nYPm?, Mofe SraferblynBO0tmg/Mt) Ris tah NflisidhBdvet 80 irfnutes, once every 3

w%ed%n Elgrﬁ;t)oglra& Eli aE%Peg?e%roge:ggcg{]J %%dr? ﬁéteu%g wﬁﬁcﬂf%@lﬁr‘a té Skder. Compound 1
caLibé tadministered spwiniiauskidivenideie fas dthe riugaton 1of dheriteataiget), or more
prgféﬁdbﬂlg irS SR GilethRtent Bos"fhgf #é@.hiaﬁrs@mecn/z drh731 and pemetrexed can be

termttentxi osi ule is
aq'?in'aterﬁﬂo?']‘?gre"ﬁﬁ'r? @‘Eﬁ §rw' Qitfe etgargf ﬂ% né)cmgd s‘cl'a? ShY Schedue.
Alsumtively) ithe duaing teginess eahrkierfihgseagrse (thaéth\e apmetrexed frgatraenh pcours on the
fi rglo grbg e§&1h@6w;loﬁnd ﬁ’@ﬁt tkéé%eﬁ[ l:%lea I?dtHLC@rhpé%@ 15mb @eMbifaxed can be

I oadi n UI v,
TR PR gt SieiscHn & EUPHET PGPS ST G@A"%ghnd s
adhaisistert! i2&n 4roouRbon2g td 5 erefaly 26 7.6 af Shmg iyt orea 412 or 31 dosing
séhgg&é g %emé}}égeoolg aB8RnRtetdd8R EAMRsioR 361‘3252) to l500 ﬁﬁﬁ?ﬁzh&éferably 250 or

e I nvention r0VI des mrst nﬁ% d embodiment,
3t é"al5991 gﬂ%’f‘ 08P%et BVepn HERS WP "bﬁ?qﬂ%ﬁﬁtp A, Pfege empod
Caspound Sti€ bmigisteredtimen pradine ot 2501501 prefietablyba37ed enbOamg daily, on a

C&HEH@% dgélnégcﬁeqju?é aﬁoopeﬁ%trggzd i &fnu*i@e“‘f@d ﬁ%'lﬁf@él&rﬂf 26(Rio|580 mgim?,

anount ng/ kg once
pesfasatly 25R®T AN $00 l“ﬂ/”h opear P ires W%%‘ﬁect of this

enbogl pBféularSaspedtd BF khisr@mbodimérs, thentantart ierleny camcer, bone cancer,
pgrgegetg nuous %9 5&439 rscgéﬂce,g%k fie Held éﬂ%‘c eJutaP@d'uE Iof Ihtradcular melanoma,

suni ate 1s
opatih 1ARCEG rr%qﬂal Snca cIEBPhe ﬁ@‘ﬂt’e% SlAgadCFRBERY) gelon qangpr, breast

cérk':%ﬁ gt%ﬁn%ﬁ&ﬁ Lcarctnbnﬂa b{th@fallﬂptah QUbks, dasinaga sitieahdbractign,&arcinoma
0Si sche n a an [ t

of P 5ot S RIS eRP T 5 A & Do ava, st BBSE caler of e
an |ntern1ttent dosi ng schedule, particularly a 2/1 or

2/ 2 schedule, in a | oading dose of 50 to 200 ng free

base equivalent on the first day of each treatnent

cycle, and a daily dose of 25 to 75 ngy free base

equi val ent on the remai ni ng days of each treatnent

cycle. In another enbodlnent the I nvention provides a

Y N, =
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free base equivalent daily, and epirubicin in an
anount of 60 to 120 ng/nR once every 3 or 4 weeks. In

w@2@antissul ar aspect of this enbodi nent, suni tPeii/B2006/001251

mal ate is adm nistered on a continuous dosing

schedule. In a particul ar agpect of this enbodi nent,

sunitinib malate is adm nistered on an intermttent _
esahagusgoacéra teesmall intestine, canper oftbe ekdocrinerRyste¢ @nARrof &igithyroid

glaqe St!aﬁ'c% §ﬁh@ﬁié%tﬁyrb|§ glﬁnd%&c@l{ of ﬂlfeiiﬁdﬁnéi@fahﬂlg;a&&he diLdott tissua, cancer
ano rticul ar, aspec 0 |.S 0

o ey 5ot ol 6 S Ao B BT, LR (A oot

lyrmlcmemasg carchied iHedhladden ¢ancerlobhhe Yidmeyr uretsr, ronapcall cAEHANS carcinoma

of 'ti{é l%ﬂél %%ﬂrlsngeogﬁér‘ﬁs of the Gehtfdl %goodigsyﬁtélﬂe(ChS}S Ebnﬁﬁtﬁllyl GNH &Mmphoma,

I rst each .treat nent

C
PRSI B & ﬂﬁonﬁ» sy e e”é’aﬁr e gt né'® e of the
foreguvRi Einogs.dayae pfef@aitly) the earcreist gasyaihtestinalrstramalt ti@ers, renal cell

ca cﬁﬁ%? tﬂg Ecantc f‘ra+ ?X&th?r%@r RbRYh&lEsI AungREARE nBiliroendocrine tumors,

cancer 1n a

. thﬁ@%ﬁancgt ﬁ@abhei—% KNS E30EF N Ea%ter %Pﬁ'év Pane. e%?fc"g‘gn?"PF% mjeloid leukemia,

préﬁdt@&e(ﬁcérﬂyrﬁﬁhoﬁﬁmaﬂéreﬂi: céﬁcéﬂbr%cotrtblnstﬁbn hprdof.ee base

igg' valpe I'i:ulgrg/ epré(ferré&aa%l}'éctt Qﬁﬁg efBo %@;}Pélm%@al‘m ﬂf@ﬁdéscé method of

tr@hmnqn sg@fl pqalblp@ﬁant:qg ingg pﬁtl@gtes%h @gp@g@awgtadmlﬂls{eﬂng to the patient
C&ﬁmﬁ@dﬂ rnaetnl a%uﬂtfof 45 t00607 pra@tasly/25) 3v.Horcse nag/daily, ontar4éor 2/1 dosing

scﬁiﬁp man ]perp%ﬂ" In, aF d'Rﬁ% Lﬁ\# B}a%%nto%ﬁggg%n p?ef&@lw bE3bRE75 or 500
mewewéuee)\meeﬁcontu nuous dosi ng schedul e. In

anOtlheel'nofP@!V bérﬁddliaﬂfl pRsidiRataspdct ohirts eiuaithient rthe invention provides a
matggci ?.fdreg énﬁh%ggll eﬁl Il?n%fcanclteﬁeear Sa%er‘&n?u%n aigthﬁrrn g:é@ﬁnmstermg to

ur r as
thel pafiemt) Cowhesthd| teini an 2maynpofcsiorRy, §@FP§M & Jp %r %@9 [Haly. on a

cdﬁﬁﬁdohé: H'J)sﬂ{g s@ﬁ&ﬁ%t arfdff petriRirsie@ MChIEIOH of 2508 500mdimfyptefdrably 250
IS admni s int rn1ttent dosi ng schedul e,

or&gpp{%qugqlm °'Eef)’efy@‘Fee Schedul e, in a loading dose
of 5Q_I_Mm3@ﬂg_nﬁhm_ba@eawmﬁrm@ﬁlmeﬁh thegnyentidgy, isgdected to
cé?ﬁblv%ﬁ&htréeﬁrﬁéﬁmaﬁg @Mrﬁb&md anghdanCbhatagtoifkibiel. ZombeundS can be

base equival e L4 N S C
a{pp:l Ipistersg p tl&%, dpssge |aw1ogﬁt8ta}q§ rscg?% &3 rgr.iens:‘cr?eog h%r%)ﬁ n\%réltaa@ é}omatase
inpibitors thelsdeastemtdalbatorpdtaser inhibiforsg suphaasi examesianedAramasia . Pf izer, Inc.),

al&ahbﬁﬁgm‘g&o%ﬁ‘lbﬁéé‘ GhnBRSR, Néueh &fsl Hhstdokh@rip@iex ENistraZeneca) and
suni t 1 ni late in an amount of from25 to 50 ngy free

lefgorole (EYIAF al MYE"®ai | y, paclitaxel in an amount of 135
to 178a mbm&wﬁ'\“lb@(emgmgg 1B oneasdpsst ofthid echedingit.dhe ﬁomﬁa%ﬂnh'b'wf
lsa&gﬁll@ét? Evéllgﬁlgﬁgmtlﬂﬁzé?'cmb &G @5 kg i&bRdt ufde the tradename Aromasin™

ever

Pyafesally, fhe qom}e;nﬁboq i) gs%iée Fr?%mﬂer&&gfgraglx aapu P‘t ﬁu errng from breast
caipecThef int & iparticundd eepere ot thissanmtiotiment) theainvention provides a method of

trggtmg rﬂ)lresatspéa%?er%} a%mﬁw%%rfn@ WPy ?aﬁ&? bgﬂp&ﬁa 8 4HExbiestane in amounts

thetuin comhitatAmIaER BeraRe Rl ATEENP.o dn IS éﬂ‘%P?i'i"E'i't mCPPRpnd 1 can be
adlﬂﬁ‘alsfé@edﬁﬁ a@dsdge of frém a5 toUrst he bncestaibG breferdbly 25)825.rA0t 62Hor 75 mg
OB%e (H]g lﬂreg ra rglc\)t %ﬂ?{%gnedc%ﬁ e gdrﬁﬁgféfgdlu’?a d!)gégé oﬁf%@ §ﬁce daily,

sunitinib
preferatelnrioralls t é‘«omaoum hANd Grasnasane SAR bac?éim'{tft%%%@timeesame “time, or

sB ehiléhy“ RioMt ébga/dltoozirdé}/ ZC&ﬁdeHeand Bxemndstaaelicay bedoadministered

c8?t|ng%L@f¥ ({? eg? &gfﬂrt {h Fa?l?n? of g":lél tYe % OMO,IeI'H??foB@t C ound 1is

adpinfstesasl limsam mm\rranteﬁ@smn regirgery ema Pl ga dﬂ%sd%fngeﬁeh"e“ and
eiérRadidiBNe adifis@red! BniSisyebndRagi redAipourid® cambeadniinistered in a
provi des a nethod of treating breast cancer in a

patient, conprising adm nistering to the patient

sunitinib nmalate in an amount of from25 to 50 ng free

base equival ent daily, preferably 25, 37.5 or 50 ny;

and paclitaxel in an amount of 50 to 175 ng/nR2 once

weekly for 3 weeks followed by a one-week paclitaxe

rest perlod (i.e., no paclitaxel dose on meek 4)

o o o e - o ~ N
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I n anot her enbodi nent, the invention provides a nethod

of treating bl adder cancer in a patient, conprising
w@eiwsn2@ssering to the patient sunitini b nmal at ePCHIB2006/001251

amount of from25 to 50 ng free base equival ent daily;

genti tabine in an anount of 44750 to 1250 ng/ n2 once

weekly for 2, 3or 4 weeks followed by a one-week rest

fed R TR stA8 huf brdthelahd lsl RniistersD With fooll (&@r baneb0 Img/patticularly

pre?e?{gg e@\ég%%?rﬁ,eﬁ?mpogmﬁ 11 ﬁ‘i"[}'"'ﬁigiegaﬁ 'éh %mogﬁr% oﬁ%é && o ?referatély 25,
37.80n50 mydaily, ofos #aglosinhetieduts, amche@ﬁggtﬁr@g is ggmms@mdagnce daily in an

am@%ﬁ SF35 L. IE Eh&h&@ﬁ%l%%&fer?édan{UoHihﬁnthBbraﬁdﬁnd 9 is administered in
m n

t t
an p@eYn é? 254e ,gg&referlaﬂg 29, n’f {) enﬁl@gyd §r'§ Pg%rﬁl%u ggksﬁneg écﬂecﬂlle and
exehadtatle & admintstdnetiorice dailyin an amunttodR5 prar t i cul ar  as pect of

t hi ?12?!:?\%%5@“9 aa%é%%&lé M anm?élraagﬁecl of ﬂa@.%d%oﬂhféhﬁ%@ﬁromatase
Sl

chedul e Cc
e ' HERIFES. THIADG SR AR B 3o E‘S%X?Fge’ fesigfename
nhﬁ{%ﬁme Pedfarablg e @mbinatonfis nsetl taltigat afpatient ipraferakly p(bpman suffering
frolf lﬁrleaesgf;aan%g aTth? ih% &Qt&ﬁla[ogs gtg Jf %ls7§nEHJIlrﬁé'n€Qh@ﬂ$&1tlon provides a

'he r'ema % each treai QAﬁ rozole in
mQﬂ'}ﬂéIQétre@tﬁg @rﬁaﬁirr@ﬂceé%aam@ fing r?eP%"ﬁQ}eQﬂ"?PBPPdp A gegtreoe
anl¥Bitd @t Micombifgioh AEe thérapsticatipaftetivel in tispamtbiodiment, Compound 1 can

b
beﬁapqlg]i t I’?Cﬂlg 2 a%n%#%hoﬁlfrglg\ fzggo %’mégﬁceo@afg%eppéfeéﬂglggé '32'5:650 62.5 or 75
mgongie\dallye mreferaly prallid ofwastierole; Ganibg a&ﬁ“r&?r‘i%ﬁﬁwt“ Hflosgge P! g once
dal’W’p!@?erémﬁ&aIEfV Ql‘o)hp3ur(é|r1 dndvepastrolansh oy adnapistered hbie dame time, or

n
soRPr P IOl P S O BRE o TP ol nd Ratrotod oaft M0 frstered
conﬂiuatusdy {i.s., deityi fof Q‘teeit@i'o@rﬁ’f thectmatmentio UMo@oXefRgbly, Compound 1 is
é’& @-anliflerAREGhTHREINY ?Bgﬁ'deﬁ inréféraﬁls A&k dosfng trdgirsen, and anastrozole

I nen sunl ni b te g ter
o RSP n i) Do TR oo S4RBIRL £/ kel con vo
admitisterad it 2 fed cmdastwgst@ehérumpemméaru m#fgrrqs!o@m?glr@eh &emo@md 1is

adrr{hlsq?ré@ Q'LQ@ BmB@ft fof 85! |t@'50 GRéeably in B‘h5 or eo‘myddm ndn a 4/2 dosing
suni tl ni

mal ate .is admn tere tt ent
sca%femgang(ﬂ:ﬂéﬁtngle lﬁeﬁd{nfngtﬁ %{f Pg,ce ar|]1 éﬁé 1 ﬁ'[& In another
particularly p@thrmeg ehsdimefft, SOmpwngot)lsngdnﬁlmlgt@regag @neﬁj"mUObee'%ﬁ to 50,
prgfgrat)lpe%Sf | Z%t ordé)(y i dﬁl?cbn telr SRS dedifd €chedind, anddamdsitozole is

n% ree base equi val ent on the
a@"@“ﬁ?’ﬁﬁ’ﬁ'&ed’éwné? MOt Y Bht nent cycle. In anot her

enbod2dyEeinarat*haetionsie it armthepaspectd:émlsaemrmﬂlh@@; the aromatase lnhlbltor
is Iét?&glbn?vgﬁgﬁélsfkn{: @ﬁ@a@f s b 2283k SBblet GRIEPTtheS irB@ename Femara™

tient suni
Praferablys thgfcomplaqaﬂogg§ ysgd gq)tr%afpgtéeé\t Qﬁ%a&g?%?'g mji?e&ng? ]‘rom breast
ca5|cér| UKNuS,Uih aCpdrticoRr aspetindfdhisrietbedinerdotbe rinyestioh exfeMidss a method of

ng)gr gr%és‘%l c!apbyaaniaﬂ'[g?é*ﬁ%t o pa@ En’ct g{]pg%dr@éﬂaqetﬂﬁag iffahfulits that in

I n _an anpunt

cqn@blr@mm 37§ ;m@pgwtgélly@ﬁgqtlye 3In(§l}|s embpdiment, Goppou arc-tapga |a§r|mn|stered
inaSdREde &frol25Sto rglaarioree mbily, Sneﬁardblym5b 3TrB 50; 82. 59r 75 mg once daily,

I St t | bl
D RN P roieChe B suftAFoc ] BitoBE BOLY oy ok aaly, prefrably
orallyn iGamptndrbddtietrazele SeRarACTISIREN BN PR e b Fegueqtall, without
S3itderdsc r@ﬂﬁﬂo@nd i Gncﬁlefrcbtbiemh baspr@idisterddr@niinubesiynii.&.t my for the

dﬁatgﬁoqqﬁ% Qﬁ%gn?ne%ul ore re?era% %Pg\i)ﬁu QOTS 'isngdnﬁﬁla@r%”l@ an nﬂermrttent

Sp ec
desingi negnmem wraﬂe@bty 3 é/zmmursﬁlré%@né r\etﬁ’ﬁd? r'ﬁ éﬁ’fﬂ*ﬂ*ﬁ*@@ﬁtwnﬂnuwsw

(HOS idn d&un@arahdl fétilt)z%fé dan &e AbrhinRtered iR aSérhGr_dadt]ei, state. Ina
0 ase_ e '
R TR A it Dl P o

eat nen
dose of 25 to 75 ng free base equi val ent on the
remai ni ng days of each treatnent cycle.In another
enbodi nent, the invention provides a nethod of
treating HER2 positive breast cancer in a patient,
conprising adm nistering to the patient sunitinib
nalate |n an anDunt of fron125 to 50 g free base

s T L T T a o o A SN~ 1
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ng free base equivalent daily; and a MEK inhibitor. In
a particular aspect of this enbodi nent, the MEK

WO pdvsh2assT is L/ -[(R) -2, 3-di hydroxypropoxy]- PCT/IB2006/001251
3,4-difluoro-2-(2-fluoro-4-iodo-phenyl am no) - benzam de
, or a pharmaceutically acc_qgt_abl e salt thereof. In a
further aspect, the MEK inhibitor is admnistered in

préBraBhyos 7. 53& 560nd @il dn @94/@6&%9 @Ehddule Cand detiokgle Bradaninistered once

dagg B{E‘Ier? léllgtlf')l&rtt H)?? nlﬁgslﬁlhedtﬁ?r pagthcala%h BFeEaW ﬂ'[bf)a ﬁ\gktabﬁmpou)r)d 1is

acmtuhﬁereqbar ai ewbant 04 2P de 60,rrseferably @ﬁs%‘@ Qhﬁo mgy#aily.j ¢fy @ continuous
h J%dhlé £d m’uﬁio‘f'é 8 b&Hin8Rred oﬁéHUdﬂf‘M%H%wdQ&bﬂ@S mg.

oo Aot ik it Aot BT Ry e mventon provies

cqaairfatucmuhaaplmqm@ompmmu 1i and dampzolomnide, a§gmpqqnmabalhbjp &ow Schering
Cbr’B AR RIS 86, %o Qmﬁ@%d §lidvidabens tr%ﬁérﬂ@T@rﬁ&@ﬂW Brefelrébly, the
Part her aspect ermttﬁlgt dosi_n sfche ul ﬁ‘sma
cabRBOTIB SR, CoEat PR PreaH, U s P g T SR T
paicutah iaspeerbioiisnentodineutitiel nventiorapavides 8 nmﬂ’mdrﬂfsﬂeei"lgdcancef by

aé)rrljlnI%f Elgntgear %gu%ﬁt%ﬁgw {‘ansféhﬁﬁdi&ﬁde Wrﬁduﬁié' tRdtiY combidation are

oadl ng dose

thefapeutipally effeqivg- Vi) taim embepirent qmrpggnddkganotre %dé‘}}ﬂgerem a dosage of
fr&l’ﬁ ©8tdYhg 6r)ﬁé|delly pracbrablydEs| 8%/5,505&2.Hér 785ng encg Bailygprferably orally.

T?rﬁcgzg OIS c\éﬁl bg ?&mﬂ{gt&é&qn %%B?dgg nggoa'ﬁi 2Y % 5o rﬁg?r?nhonce dally preferably

nment , e | nve

Hri6q pmp@ o/ emesciat oee SOTRETB e S e e 21 G aeminiered a
t@aéah‘%nﬁme Qﬁ@@édeﬁtudﬂg ighautvegdre to Eiet. 0 Colmpoyrdt 1 eart be administered

?@g%ougl lﬁ &ral aé}(] or atén d@r%h%oc:lﬁé trg%tn{eht?mlv?o? n%%fé&lﬂo“p@ﬁ‘nd 1is

axe
a(hglhus@rednu)earemtgrrylﬂgnﬁr@élng\é@g{rgen 8WE Hr adHd sHheor iyt g?§|ng regimen.

TeRAmid is gdﬁﬂﬂlsie‘fédclﬁ aﬂalhté%lt@ﬁt dosh@Médimero U gbasial) ¢emozolomide is
aglﬁlgﬁsierqql 3,53 :q8§e Qf ggé 23@ ﬁsnptﬁ I("{stqéf d &Q sta -’? WQ%JMM cycle, with

delyssh thgpugl 28 dhileash ¢yalecheiny werpmpmlqml@mrea? P%@E)e'é F‘e%'f’d tRgrtigularty for
@N’?‘a%ﬁ@@& hltgﬁaﬁkié bﬂin@s n‘lﬁis@én@ozbl%mféld %d’l’héﬁ &na@d pecetdd by a 6-week
|

rc?g‘lm%{q%e{n%ogglpm 8 § s§ 8E'stdﬂg/gl d%ull&} aﬂ E}) SJHEH I%?@'ﬁ& Etereﬁ r}iea 31 or

26 berdulle . prlaferaalyametslceeduparare @Mmcaronascpéetth@tf the Hi- @ay temozolomlde

renatels] b ofS HéHht hRjeBx r@hﬁbl%mid% éyéfé‘ BoidicRE eithOtheafirst 5-days of
Pt erm ttent dos)

ompourerapeent Pt Lel TEPaBeEry. Snangagafed pffigsereains
félﬂﬁrefaﬁéw state] Butttemozotdnddef is psdferakdy adrhinistated anr @a@rn@mstomach in a
péXlglljl%r y @’%I?rrgdngﬁhé)&{mgﬁsﬁorﬁéou@ 1119 afminiSeréd ®#Eab@fBunt of 25 to 50,

h t t
s i B8 B, P g
AaRinRegledénck eiptin By apbas bl 59 to 20¢ eg/m’ronahefirst edays only of a 4-week
4o Fg?éh%btﬂg 19‘35&%}%&@5}? ﬂré?eﬁéaeen%ﬁlh\%ﬂlt C%HBéJnH i i administered in

AOCRIOVBCE A s PP 5 SIS0 T AF B RO PR SEIEUle. and
t6laSHoRehideaE aghihsterddronge pelly tri arubrasunasfrtsotto @60 tnbing€ on the first 5 days
androgen is selected from t he

05%854'c‘:’vgﬁlt§d%sﬁng%cmy bi cal ut am de, flutanm de, an

ni | utlarsagieuian ARsABIaidhi praberipgpiarthea SRIceR Soting fper, bone cancer,
A& eslic ¥Biter, sRiR darcar, eéms‘en dTatid ad \of hétkacuanebuseaar intraocular melanoma,
(g/grrlatgoc%ﬁ?ﬁ?rrg%?lpe%er nc% %e(r) nf%%ﬁégglt rg@Bn s?o 'gli 'céeH T, %B@Eﬁ\cer breast
NG, h@rm@eamerc@amwn@@ﬁ@efa"@ﬁ!arttm% C@fﬁi@ﬂ‘? RERE end&ﬁﬁ’ﬂf'wﬁ carcinoma

SHDERAL caBndhd b tﬁé"VagWah@ﬁ’cw@ﬂ’fatdf €l \ailva ASdaGKi's n(séase cancer of the
i nconsi st ent

SsABRR £r OB PR Cemomeaes g T HRLES caterih e tyroi

intermttent dosing schedule is a 4/2 d05|ng schedule
In a another particul ar aspect of this enbodi nent,
sunitinib malate is admnistered on an intermttent
dosing schedule, particularly a 2/1 or 2/2 schedul e,
in a |loading dose of 50 to 200 ng free base equi val ent
on the first day of each treatnent cycle and a daily

I Y ~r . —p— e

o o o g,
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intermttent dosing schedule, particularly a 2/1 or

2/ 2 schedule, in a | oading dose of 50 to 200 ng free
whawe/ 126567 val ent on the first day of each treaP@®Em2006/001251

cycle, and a daily dose of 25 to 75 ng free base

equi val ent on the renaining days of each treatnent

cycle. In another enbodlnent the invention provides a

55%{ &b%‘etr%f thb b&éﬁmmﬂ ofhd, QEhHeRsr tﬁéeeﬁ?h@%lcglﬂnarsaﬁﬂo&@foﬂﬁiﬁ tis§ueAcancer
1 en I N nee

terin
o M e e, P oy et G0t Rl oo
yrhaholas coanr bf foasbladdensareerof 6 KehéysoravsiRi e ael, cardfgma, carcinoma

ofgﬁéJ 18 &%Vﬂéé‘di%?ﬁrs o‘#'tt%ozfeq{?él nefo@08/sleRl @ib@?‘ ;m&etyl @RS lymphoma,

enerati on oroid neovascul ari zat i 5 f one or more of the
spinat PifdRemRyLraip éiel“rﬂ"'f"i‘% P't&u\?er. paoma, gt 4 o Al
forzG6ihdl Sareers. | More pefenably,clhe annceatis gastroiptestinglagtromal tumors, renal cell
ch](ﬁn%ms Brggﬁ ér{c@ fcglgmﬁtgac%Hée?rnoﬁQfﬁ?ﬁcell%ngrh%ﬁéé?%%lo@ﬁdocrme tumors,

er aspect his enb g? E k
_thvré'@lqaﬁﬁﬁatW“@" MnaB#ICPe "}aétP?yfﬂiﬁaQ'HS}‘a A Eo P éﬂﬂ%{? %5’ emia,
progtaté eédc&QWﬁiblﬁanaOﬁamreeﬁmianHer folya cofnbinatiarthexedut i cal

gg% SaL]gg' %gl ,S?&gﬁ%d %ge& opﬁw?éteH{bSdIHEntoﬁg in9EntiBR peviés 4 MBthod of

tresitipg; breindynera in a/paiiRalr susk éﬁ? F‘E‘Hapr] by administednd g the afignt Compound 1
mSéhl éiﬁ&ﬂ{s of mwm Reef@EbD DR d7L5y6r Soheg eially, omiat 412 ot BHror 2/1 dosing
0 nent

d

%ﬁge}ﬂ% (ﬁng é n&og le}dsﬁagFe §éi'lgh}} Iﬁi gm?unt of 150 p’co ézg éng{:r?jl r(?nI the f rst 5 days -
orindf 4wieh dosing, sciigilep U parase ngrtlcalle}gy] gquﬁ&l@g FEpech Pf thls embodlment
thﬁoﬁmﬁsthrhbroﬁ draplb&icl AEbdytdndl € Ireibtiitr Partiadilarynpreferrad aspect of this

oun 0_.an As used herein, a
em %?%ﬁ??gﬁ’%‘ﬁf“i@f%ﬂﬁ?%&ﬁ. cally acceptable carrjer"
r ef elnsartothen pertieutarkyrpreferradi apesitof i emberirgentothe dnygation provides a
meth@8 lof Ir& biafnrthﬁwartshﬁ)ﬁ pbﬁlanﬁ%u&r SPA hGAR Y ad@RBteng to the patient

ate. t act L Vi {
R o BB SEAE 5 SRS U, B o B
dest sehethie, andefempzoldnydeapnce dgifvt in 9 BEPET @51%@90 ms/n& 0" \ihe fist 5

&%%W%ﬁ%t hGREk ‘a@m%ﬂeb@@ tQ élﬂﬁclr@%rtlf:lﬂﬁlﬁ prefdtréd aspect of this
mni strati on of

oSt B BB BBTEE TIRVERE. O PGP RAR K Breored aspect
of:tas embodipéra sthédbraip tureaiis giolgastaggar s and types of starch,
c g: l lIHt ﬁlﬁffhe‘# %hlﬁ@éﬂyvﬁéferr&? Es'%kbtnof tNi€ @Rib8dinEnt Othle Snviibn provides a
e ene herej n
m%mqérqf,gg%tm\gl reegqr%égpadg @e&ﬁtlgg,| %ICE B3 hli’"@‘"ep afirglngi%%geto the patient
Combbundvihin ah ametraioh24 tod0bprefbragly @5 37¢F dréd migvdaiiy ©5 agdfelor 3/1 or 2/1
dgglﬁ)gogd’hé%ﬁes afd te%?ol&rﬁiﬁ@ Bﬁce%‘émpﬂ léﬂ Gmot @R 15040t D0 indfrhUsHEthe first 5

0 can be obtai ned by reaction
déYSCt“He’fPf"e’@ebﬂ%sé’go"F %dH@ parent compound wi th inorganic

aci dsn anktiver gartioylayoprizlened aspect df, this yedtbodimenti theaioyedtion provides a
n%tﬁod tl‘agﬁng ma ﬁ@lhﬂ a'hﬂatl?r‘r‘tkgmh%glg H\Erhé?\ @9 'agmméﬂﬁng to the patient

or C ani c, aci d
C@mpﬁurgg Heah pr@o% ,oa 25 g 30, |péef%{e!plyj 25 (?5)5 8 gﬁ{ 05' ®a continuous
do€ihdlschedlie; iafid ﬁimodolorﬁ’ﬂé badeadtzily fnmnlamoantl afl 150 to 200 mg/m? on the first 5

et hane uI fou toI uenesul foni c acid, saI | cyI ic
dﬁ@%" cﬁ a Sos"i@ ghe&lrtrl c acid, succinic acid

mal o I . nepngt m%demqnbt ih8n In&ntlon provides
cISBiHatoR El‘%fdbles 'éﬂb&ﬁ;ﬁ)uﬁ)d ) eﬁdl\lldé@rbaﬂiﬂe Catadtpourichavatiablenfrom Bayer as a

'Wﬁﬁ% #ér Tjeg |o§1 dn ag@ 5&) '%%} $|a|8 %ﬂ@eqlfﬁedtrégen%é Btﬂcmm Bbme Preferably,

gn at
the ¢onbinatior is usedds treat azoaaentmfe'rabm alhumarg suiaring Epm §8798Yy | Hhus, ina
paalcﬁllardééﬁsétrﬁf |thid BB AiIRER; th3 |ﬁkl%hmxbfb\hd‘esaé3 rdthod of treating cancer by

-di et hyl am n nltsfreebs
%??mst%i@g 6‘?15&?&%’3&?%8”@ 38%&3?35%2'86 JLPPETST so éﬁmé;%%tnon are
(i ncluding hydrates) thereof. A particularly preferred
salt is a nmalate salt, nore preferably the L-nmal ate
salt. References to anmounts of Conpound 1 refer to
free base equival ent. amounts. For exanple, if Corrpound
1 is used in the form of a salt, reference to "50 ng
of Con'pound 1 or 50 g of Con'pound 1 free base
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the head or neck, cutaneous or intraocular nel anoma,
ovari an cancer, rectal cancer, cancer of the anal

WO e@boms5st omach cancer, col on cancer, breast PERTB006/001251
uterine cancer, carcinoma of the fallopian tubes,
carci noma of the endometriugg.carci noma of the cervix,
carci noma of the vagina, carcinoma of the vulva,
é’rE}f&HdaWy §ffe@h\léea|$ﬁus &mamenptomb@mescmh &g adminstenadn aglosage of

frogb%ctg Eg hare cln g?& r%férg&gla g 5o fg%tr?.‘i% of 9?9@&5@@& S&?@ﬂabl;& orally.
Daghthazne camberdminisierss BERVERRIS!Y g #ndesag PE Bor 2o¥o 4pfmo/kg/day or

altEn‘nﬁWé@f 256 AfETdapf Cbrhﬁbublﬂ @tahd dacafRBife tantfe dditniqierad without regard
hr oni. c_. or

e cancer e
to|c§,qo1a;5h pf)lénq yr?ﬁPl ﬁaqgmlnésé?{%de F°“¥'.E‘§%“ﬁ'2%t§ﬁ gbda?& for the duratlon of the
trefafmdnl:)e Morechrefgrably, Gonwioend 1 is @dministegdd|in graqntqrwg% dosmg reglmen such

éaﬁI? ﬂf o Gfo/f G&lﬁgqgélhelpeb¥da$oa2|ﬂ@ %Fﬂdﬂﬁ'{'ﬁer@cf lntthntermlttent dosing
centra

reglmeﬁaﬂn é)}rg?e rggg?%%bs g’atre s ?%@H’F gqr?rgaﬂ,ﬁavea?%s e{ e{&p a 8&% of 2 to 4.5
mg!dgwuylm; theffirsh 1€ da;tSI af @t 4-weekotfeatmant oyclemwite days ‘t1h@rough 28 of each

cyfc diaEQH %ﬁﬁes rest BerbaPalid bﬁ‘dillnéi‘rre ﬁB@C&acﬁfbailﬁH $ administered
cancer, i s sele

t
'ntg%vgmt@ivrw & St 2P0 R o i G SRR B Yok PR o it
dd;vé 6 &Fbugh @N ©LEach edicetrat edacerhadire rest perinds Mietdmpoerid 1 i aﬁgmlstered

a:{)f & 212 Qc%%vﬁg Qr%oﬂcérggzﬂqugﬂrﬁmlstte@ﬁ Pk d-wfeBk 6Rle assd@&r*oed above,

0S| S
prﬁ?@bm tbe pq_h@ﬂléq}ﬁ %fe smc@@pggcés%gﬁt:@g 101d§¥[ﬂ?ﬁ§pazm%éatmerlit peériod of
ed¥A A0 RR dbSartsine eyc.le coirtideoWith tha ffirsd M3 ddyisef Sompouhd 1 treatment in the

, 3@(@%@? t(renrer (‘S/ %’omb%ﬁwdqqggémgtefea (ﬁ a 9)'1%\%J<‘iulesan@ dacarbazine is

ease
acﬂmimtp@d n @ 3-wssl PYCé?s?Ssdesgf@ﬁi’ @FPVﬁr e;gf@@pwghwag?%s@ﬁ §yngpronized
sé ﬁﬁﬂth@@%b)ﬁdac%ﬁi)ﬁmtlﬂenlt [Seri@H 9Dedth Sfweek dacatdaeing cyekt avinnities with
the rﬁrsgl gg(#ag?e §§rln§oun9 Eﬁll:en{ f dtﬂé A tpeghﬁé?\? Lji Bk %Qﬁéﬁd 1 and

pa e age rel
daracaking candgadeinistareshin @Mfasﬁéﬁéﬁ dal

NeovV fSL pHriduladPbrefited 6MbOdimdn€ tGorpp@id iedihigistpred in an amount of 25
to Féa bet#ﬁrgpl& 2[‘3 3&? %at h mVI 35"? OJSnGtaI 49 %% %c el‘ahlkng%ahg%rbazme is

ovi rus
a@rﬁmiﬁt)eredettam“leeis9r3 w&%lcvql%as Gleé%fl F\%\FbO\Yél n occl usi on,

iris Iﬁ@l@bﬁ@ﬁﬁéﬂﬁc@kh%ﬁ’efeﬂ@d erﬁlﬁUdﬁIQaa{ C@ﬁ\ﬁM&ﬁCluk adimlﬂlalbtedlm an amount

ﬂ%ste a@ ﬁr% {8}&2@,352% \éﬁzié:fys 81‘5: % % 1805‘l E@%s"&é%cggﬁﬁé ﬁéjdacarbazme

lsaamnﬁstershmtraveanﬁheatm¢<§e@f 2%5@@9&&9/@1 @Btreiirpta]0 @6%'}‘1 of a 4-
wEACHS% @gul ar Health and Di sease", Retina,

e oieortpa 0y ELPE el paee pan o
op 25 toi &0y paferaliyh2hlismé 50tmgedallm,wﬂrﬁ 2] rﬂ%lﬂ@ﬁfpf@é@e a?nﬁ‘aaﬁﬁ'ﬁe?zme is
a@rfmnfsfe?e%t |hﬂ?é1/e§6h\ély05t al {Re P OHE FBMFIZIIBY of ANCAESS idBysdonly of a 3-week

patient, such a$ a human, by admi nistering to the
trgalfeskf¥eonpound 1 in an anount of 25 to 75 ng,

pr ef &t abaricuifly Hrefébi@d @mbédmént nampgeind ¥ is agministereshinian @ogynt of 25
té 50 tepﬁefergtﬂ{ 28 %&%fdiﬂsb%?g% (Jy Ay, RS Retirveheaislng. sci@ﬂlﬁle%‘rld' daBtbazine is

can’ read term ne tFe opti mal dosage
aﬁ'@l“'%’%’d? BAcpek P %ﬂ??kéﬁ‘f'e BResa5A 3PARor r esponse and

advens pakivient aspec iok anis lembedifentt ifeutaceraBpleng caicer fhoge cancer,
p?ﬁrcpé)a% g%ﬂgr sﬁn%‘ an%é‘nGa%'éer' of tl‘% R3S bf I‘Pécm&lﬁatné&@lor Srb QB melanoma,

particul ar aspect

OKFlgn FRRRSH trectal Wé"‘i?&r?é@?er pithe endll re%%ﬂ |St°E'aF'z: F%ﬂ‘&?fa“"rfhca"cer breast

camef, DRFinddedhtdr Cdatoiioma $PAE falldplanttibies, cartnoda ofEthd endbinetrium, carcinoma
ncer.is breas Nt 1Af

ER e SR AR ARG calihoR Y B ol DR Xaher of e

I n anot her particul ar aspect of this enbodi nent, the

cancer is non-small cell lung cancer. |In another

particul ar aspect of this enbodi nent, the cancer is a

neur oendocrine tunor. In another particul ar aspect of

this enbodi ment, the cancer is thyroid cancer. In

another partlcular aspect of thls enbodlnent t he

o - oy
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continuous (i.e., not intermttent) or intermttent

dosi ng schedul e. As used herein, the term "neoadj uvant
Wo b@capyss7refers to treatment prior to the surBCTE2006/001251

resection of a primary malignant tunor. One skilled in

the art can readily determ_npe_the optinml dosage for a

particul ar patient based on tunor response and adverse

esgﬁéjggqf Qérfagr' df€he érﬁ‘all%t@ﬁlhé | @hdeRbf RS RAddcriref sybtinS cancer of the thyroid
a_gast roi

the S nt est,|
9|%ndrﬁ§ﬂcer F’Hh%\ H%‘@tﬂ)gpld ,ggpn{ cangergf te: éeg?l 'ia?na aH:%Jna o go‘ﬁ'@éue cancer
of aned Qebthree rdancet loé treapenisy prostateecaaterc erpnie gy gq:qtﬁ) feukenmiz, lymphocytic

lyn%h%ang rca:%{)&f'tﬁe%l?d'dela%&tof Bk kidhéyBor@FERS CeRes Béll, caichhﬁma carcinoma

reast cancer articul ar|

o @Palﬂeﬁ’ﬁe neqplasE O 4E EARl QpTVOLs; %’gﬁtgx‘l-&h%? eoégwtafyc NS Yohoma.
spingl st thvasrs,aih stemegliorhd) pituiBrycauermunth, boes casphinatieh ef ene Rigmore of the
for%é(élrl\i gaméerjay Tk ﬂ%&ébn Ohe ngué@?%‘ggstraﬂgstﬁalcéﬁoﬁw tuRRfE, renal cell

S aXI nﬁl nodes gﬁ ro crine tumors,
carpinemet bré@ﬁﬁ@@icer §°'@F?‘Héﬁ"%tf\%é alhcell lipaseapsey. Ak H ﬁ’éﬁ’g
thyrBibi %aﬁbet Qniall @elBnihg bancyr, mpspdytasisdelibma osardosnag asutet mgeloid leukemia,

pr%?ma‘}a 8anf:?ral§lr8 Otmasggn‘él%gtlc cgnctep %r g‘&ﬂn&blln%ﬁc)ﬁ thetéggh no d e S.

PERE: PLE mary cancer. th .
measloea@rticalary nrefarmediaseeﬁt Pﬁth§|eﬂ@°%'ﬁ€f’tctﬁ%1 ingentigy PrPY'g?sya method o

tréait‘ RPReBRFRSIn bQatiit, BLdrassherlintad, Beuiminstdriag tc?he patteer Compound 1 in
str o i
arhﬁlaoqq%\péﬁg 0} %g,x?rfa{griqpy %%aré?‘é ég%g d§| bR 85 oA schelfie, and

a primary cancer
datclamezmesmat%wh@d&weelﬂt!éle@hé%ﬁcnl?ﬁélapm(?r ski n.

Neoagj é’h\bﬁr@F érhﬁﬂa@l?}bréfé‘rréar&@% of &H'&? eibddimahe st iifvetionpravides a

m@jgﬂ% QEE mwfag?lg%@{eg (Zg)ﬁte a0k 05531 as 2 I}%ﬁ%ﬁ d%%ﬁmmgteﬁ@eto the patient
CGaparind ¢ innarodmauintofB5 éasa, preﬁng:l:}ly 25)B7.H8r SOZ@QQally on a 3/1 or 2/2 dosing

sﬂa{idlé’%ﬁé lez'aﬁyamﬁ)@ﬂﬁaﬂbéhc\/tﬁmaaa dode®Ng & 4.5 mgME/ddbon tROFHSL 10 days only
I n anot her particul ar aspect of

okat we%ﬂffatﬂ“%% t hé cancer is colorectal cancer. In
anot heanop*&r paricllaly pefprest aspectidiithjs embedinentnthe invgation provides a
nﬁ@n@& F tr t%aim& %13?\%5% Qedaher{t Udigh @8 RCiRiman) By adiihiBiefing to the patlent

ar I cCul ar asp ect of canc
o o Shoe el bl g T e 5 S50 oS 1 s
stHatisle, @b agiartmaine intravencwshycat p dose af BHE mpith l@la;n@’ethe finsi days only of a

3qggk9§£mgﬁria ul ar aspect of this enbodi nent, the
cancer 1's s cel | qug cancer a

part irc another @gﬁié@@rlyoqrefpﬁ? a??ﬁﬁto?j i th'ﬁ ﬁ{nboc? Wgﬂ’c ([;uﬁ c% en‘iog provides a
gt Qf Yt Imeldromario tahetieniasuch @al sahungsp by edroihistering to the patient

C%nm?{)) | Cﬁ[ﬁt an é.ﬂ&nf@f‘?ﬂohw pPldr n%ngPQS Kid 53&05(’1@15 dally on a continuous

ar as rrent

cosnasheaue, ANGHRSEREATa A AASSH 8 -4SThype o7 Saspiied sbove
enmbod{sypstint' in Be\léaﬁl@ﬁab inSnatherteenboyibrd; the ineankiempravides combination

t%g%iegeg ?E arotulng LII ?(5 bglggﬁﬁab % m&mcﬁmﬂ g%gﬁmﬁabletmn Genentech as

Bst 8e Tanc particul ar
aclgqpbitate fF injdetion 'ér?!ﬂﬁl?r%ﬁta'S coRanpareeer 10 g npsBTRmapunder the
tRBahRAVRSI ™, Gutfarabiq IRLEdmbitiatidris Sse2irtd Gekt apatient, tohaferably a human,

sgﬁ%cerrpﬁgr?? anc heq%:]{?% r{)?at |cu|g|r as &Q ?thBaern{bbgin@r th? invention provides a

es a ne
rbetieat ofntgeahumcmt by @émlmsmn@ t@:@n@aélentu Forapoyad i1e?fd, beygeigpmab in

doufts %ﬁﬁ\%m@bﬁatﬁﬂ@r@!h&kﬁédtl&ﬁ]y becite 1P @fodia®n Compound 1 can

t her ap r e che

e TP B ot bl 4 6 HRER TEfigely B8 D25 or 75

6@ .dbcegailyl giréfgrablp norallyc o Revasizomeb, odilufed t for mfwféhtas clyestag by the

rﬁﬂh%@ﬂ F carg@acﬁtlﬁl'nétlar%@ il 1ddsB§e S¥ifonCHId 108ARFMd, YrefbRIvBl HTingiRy, as an
e opti nal osag1 {sor a art cul ar C||gat| egt1 a%%g&'ac%}nab can be

'Pfé§?ib‘?¥§lé3%ﬁ8 o5 Y Birutes R0R PVer FFTIE. CPiRodR

enbodi ment, the first line chenDtherapy can be any of

the first Iine chenot herapy reginmens well know in the

art for non-small cell lung cancer, such as, for

exanpl e, regi mens described in CP. Belani and C

Langer, "First-line chenotherapy for NSCLC. an

overV|em10f relevant trlals " Lung Cancer 38, S13-S19

NN NN\
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in a dosage of from 250 to 500 ng once daily,

preferably 250 ng once daily orally. Conpound 1 and
w@edocti2es5h can be adm ni stered at the sane ti nmECT/TB2006/001251

sequentially, without regard to order. Conpound 1 and

gefitinib can be adm ni stecegl- conti nuously (i.e

daily for the duration of the treatnent). Mrre
adipinkfetgdatithput réanponndbr. 1 Compawidil ita’ be a@r@nlptﬁreg igontinuously (i.e., daily

for aget &Iréﬁoﬁ 'inet'ﬂé trgﬁﬁbﬁr%g r?lF @?Eﬁ&erg%ﬂﬁ E@tnkérrlﬁiﬂéﬂtfd?ﬂp]ﬁ)reglﬁﬁn such as
2CE PRI PR ATISIREY 16 U ZOHRG: YpfR P i Compound
1 REIAY BBtiee e Hreferabiyh €opoynd Urisladminietsted 98 i %zjdosmgtqqhedule and the
dogﬁggf g%ﬁ an%asgné?\fbnﬁg 5‘ hﬁI e Gg/abl.‘f:hn?abftf%gtn%t b6 @ days 1, 15 and

preferred
29 ripe Geapeunds é%r?ﬁt@?rgrcggel rBott, CQWB?H?F Lian%gbé\(aglz%ab can be
ad&fn%ie@écﬁiﬁ'd/feagm fasied Sstatd. E\Oa particlderly prefeyred ambbdmdals pp,rgpound 11is

b a sin
4adg1ﬁ1| gerrr% i an ?’g‘ﬁ’gg Lf b Q)' ;ﬁef@r%_e)é 585765 €|d5@ﬂﬁedaﬂya'dny bR dosing

particul ar pr
scmwdawmwacnmﬁb@ﬁmm@tqr%d B ARNFHSIOR OF &6 1°rf“%{¥9 aﬁ‘g“u %g or 10
m@l@ toﬁce'59ver)pfv@>f Weeskb! M a2|5ﬂ1er3ﬁarl5:urarly pléfemgd @aibbdimeninCampound 1 is

qg?zg&\g?rbam%wg gf g eg(y p?efergﬂg 28 e§f§ blnb(p rﬂgsdaﬂy on & continuous

doplag sq:l"egtlllgranagg\@glgmaﬁls gtpfplglsfgfﬁg dd?‘h@fﬁ‘?'on pin(gtoagrm@fg, @ferably 3,

5$rq6%gg@n&ﬁ,gevgppﬂ@w‘e@mer pancreatic cancer, skin
cancer, ncer

i nt rlaoq?mcg?r ﬁﬁqegtﬁ cp;gﬁls O?/nib?odﬁwent etﬁé( ’caﬁ:cw ?sn%ﬂ?’%aﬁger bone cancer,

n cancer, rect
pancraatie rcander, tskie cameaf, cansgi ofithe kaad PROPCKC EHiRNEPUS qqut@ﬁcular melanoma,

O\faﬁéﬁcéaa'hﬁr bef@iSdan&ed NEeRer b tRRN énﬁﬁreglalm Csidmack @hrier) @BiBn Oéncer breast

opi an t ybes,
st dein el b
of iR e RAciabmd biche Agina, carhylel of the \Divecteriskin's Riseese, gancer of the
eStOPI%gESS %QR’%Q HSthe SRAFffestl, ddAer DBe! eanSHnﬁ@&)PsE% cEBEETthe thyroid

ocrine system ca r0|d

o EaBEort e AR AR e, PSR D1 S et B gy caner
ofgtha&nekthra,acancsreof afie pedis, prostatal eancem ebrnic off acute |%Hkéfl!1ﬁr ymphocytic
Iyﬁn@lﬂﬁrﬁa c%t'ncs{r gﬁhﬁ@lgéld%r ch'icg%f%eemdi@VGIeﬁreterC RIQIREE cbdinoatal Edfcinoma

mas, cance
oipthe denal pel\@%ﬁ@@ﬂasms qfﬁtée Rq%ﬁle%gnﬁps a¥séqn'é Ch?%),eplrgna% g[\lﬁ lymphoma,
sl GkigHOARrs, Braih Gteroghiama pittiteey adenerha, pe b wprsbinatien pl eosres mefe of the
fo}r{‘gﬁgﬁ%%ce%l Kh‘c’s;f &g@ra%bfls{h%n&a‘\g}l% ga@cfoﬁn@iﬁn)él %al tumors, renal cell

, brain st

cgseinama; gfeystapg@q% rﬁgloreélial %@n%nlﬁﬂnrﬁgﬂl &ol! IU'PQ Eﬁqger Pe%pcéocgqe tumors,
thy R éaﬂéé?gﬁhéllgsew mng ehscer, Vs oytos glioniz, garcdnee aciate cyeloiddeukemia,
p%atgttgrggﬁcgg Eng h oma %cFe%H?éa‘nEéﬂ@'é%omﬁ%@A thQI%JJfJ carCi norra

orec smal | cell %1h d of
cancéra paTMIGdEWG@ﬂP@ ﬁ@epmﬁv%emttoﬁmeaﬁ Hednygrion, p“’é’f?ﬁ? f method o

tr@&inF renéN GelC 8R6iRSma mﬁéfpﬂﬁ‘e)’lt Qués as gl Huazm, bys admioisteringaoLthe patient

Cg%‘ﬁ%‘f"g a1t {neéjnc?jm%ug oP %f fc’ a A (5) ?e%bq %é?ﬁl‘ah%g dlally on a 4/2 dosing

sgmdule,candaevacizpmets mrmeudfuagrpefo% tOoTO melke; PesisaRlY ﬁve%?r 14 pe/kg, once

oldly fdlieRs Provides a method of treating non-smail cell
 ung cance

suc
adm M §TQ$|?%rrPQRIP@ Iﬁ/hgefgg?q 8§ﬁect&f?}p|8 ng)gqmlgnnt g'pé invention provides a
n@fthod of treatﬁ@ renat edlicaginomads a patient sgeh 03 kgnamiby ?dm@ﬁtegng to the

paticht ERbBthaSE e d! dmoumnet ﬂ:efd 50 r}ir&‘eﬂaﬂly% QWELHHMOOfng?:ﬁOy on a
d on a C nt|$EOUS sch

a

cRatinppys osipg schaduls. gp %Ya%fé%‘éa@t'“ 8? '“P'ﬁPE, %13’ Ml preferably 3, 5 or
10myyiiat oren epsrptnodesska met hod of treating non-small cell
l ung cancer in a patient, such as a human, by

adm nistering to the patient Conpound 1 in an anount
of 25 to 50, preferably 25, 37.5 or 50 ng daily, on
aconti nuous dosing schedule, and gefitinib in an
anount of 250 ng daily on a continuous schedule. In
anot her particularly preferred aspect of this

enbodi ment, the invention provides a nethod of
treating renal ceII carC|nona in a patlent such as a

-, N a
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ovari an cancer, rectal cancer, cancer of the anal

regi on, stomach cancer, colon cancer, breast cancer,
wat@siizsstancer, carcinoma of the fall opi an t uP€@BIB2006/001251

carci nona of the endonetrium carcinoma of the cervix,

carci noma of the vagina, caygglLnoma of the vulva,

Hodgki n' s Di sease, cancer of the esophagus, cancer of

t he |§ BRbtherl ﬂéﬁ%ﬁlbﬂlmﬁrefeﬂém asgecbf thiseendodioent| the isyeptiemprovides a
meghoggﬁ rtreggn Cco‘:f‘or%c‘ftéf c%'\c%rg-! Q:}g len?aéﬁﬁl?%s Qf he2R, PREGhiR¥EA Lo the

‘g ., sarconm of soft
patiént Sampouner dearcAmauRkor @b & 30 Brefeeably 8 STt Ot &g Y. &0 242 dosing
scﬁ’édﬁﬁet atEbevaafiab it Af MRisen Of 3 &C WU Mglkg,Ureferiably 3, 5 or 10 mg/kg, once
%{/r@hoc tic |ymphomas, cancer of the bl adder, cancer
Vg dney or ureter, renal cell carcinong,
car dn rapotherofarticklarty ewmrreg,@ppﬁcg of ﬁ@o?jp@gﬁ:@nbfthq ﬁéentlon provides a

m&RSY botreatify H&&éct&%%h@mu{ eNilient, Puch@e Ya Kulvgan| pyrabioinBiering to the

%gnrm?@l@%ﬁrlaﬂ? QH gag:.%fxwa{ a‘1 25 i‘it! %@ ngre#e%nﬁoﬂmﬁ;g éag(y mg daily, on a
cohtlrmegmddsglg celredele sand Mevasizpmalf is ea fiifysiontof 8 to Hhselk, ipeeferably 3, 5 or

%ﬂ%ﬁggh&tﬁg&lme&groml tum)rs renal cell carcinoms,

ast cancer, col orect non-snal I, ¢
canclranoler ptsye or re? L?ﬁB‘?°§ i 'ﬁ/?’B‘P&I "&egh Jo5 %\;Lnno{f' Plovides 2
métabd ofl tieatingarenemal) celaggmanten Bi aspahgmn ehas 8 apr@@mfpy agr@ms@nng to

thg?gtL it € &lp‘fdﬂlh@ Miflan Qr‘h&ﬁﬁ @ﬁﬁ) @%@Cﬁéferabbﬁ@hﬁ”@or 50 mg daily, on a 4/2
ncr ea I'C cancer, or %fl on thgzr eof

aqSBEERGHIar 1 SRR SIBRE O P0G BT & 510 Mo
ohdv/évBiyitwewpsieyvi des a method of treating non-small cell

| ung, | é}{&&g Rérﬁ%u?arl? ﬁ)tréf&md'asﬁé{ﬁ%oﬂﬁs @mb&ﬂﬁéht fhY invention prowdes a

adm ni s ound In an i ;
mgthog of tfe@tlrgggwonﬁf@ﬂ é?“dﬂﬂ%ﬁaﬂ@r wgqyp@egtr SL!S;b it} hy@ap. 3’3' ag??'“}i ering to
thé/ p%tléi'@iioﬁ@o@ﬁhﬁ pludreamaeunel o283 @t 50)ipkeférabha @5, BTduert 5Qing ey, on a

ogawou%d SénrgI N RN AU g&lﬁzuﬁﬁyﬁw II%U%AI‘FOf% ng%‘ﬁ'rglkg, preferably 3,50r

preferred aspec odi ren
1¢m/émtqn@me\19rvdwpt\3¥é§<3a met hod of treating non- smal | ceII

| Unglncém)ﬂﬁl‘ phficufarl) Sréf@rdd, aspuit of alsls @mbotiraent, thy invention provides a

er ing.to t

mggxo% 3 t[eg gsé ate pan abF gtpaﬁém g&&%&%tﬂ%ﬁ n%rbéjgﬁ'ma% the patient

Compaund dom@ndamungofs%%@oﬁﬂ grefesahly 23,13 ) dé%’ awuﬂ% dosing

s&feddl@cbnﬂﬂneﬁa%lzhrﬁaﬁ)ﬁ R iIGF0LIdN GTLEDIA S10SAdIey] pheterabdiyn3,ahart 10emg/kg, once
parti cusgﬁr y preferred aspect of this enbodinent, the

eYSN MOS8 pr ovi des a nethod of treating renal cell _
car cimanther particytailyi reeferredsaapRetef this 1§ merﬁ,ythe invention provides a

?ﬂgsf t?éaﬁlgd HH8sthte chiter iR %tdaﬁ’éﬁt steH gy inah, b;nacmmmmrgm the patient
0 0

37. 5
OB, s TRALPLE Grel BINSTTRED Tt At el off @pinuous
doginghédulep andabayecituimab duan tukied of Bto 10rmgelkgy predarably 3, 5 or 10 mgrkg,
op&rgvb@%@%ékspr ef erred aspect of this enbodi nent, the

IC g\r/ i lrl]r]t,] Iarﬁaghqr :pgéllcﬂ%rfyl @ﬁdgEreJ; agqggt;%fttég at| nﬂmenecn ﬁme |ﬁ\?enllon prowdes a
nathot rof Béating higast@abdee inpmpatienit sUCH r@p @wichan, bynadmml%q-mg ft@ the patient

C%Fnﬁglﬁ'ldt'p ln5Q1 alﬂ&ﬁt &f Qf o 502%refgfgbly5 29r375£por”§) ﬁ‘@'daﬁy, oA 42 dosing

t I nuous dosing sc i ni
SBTOSURATB 8 30 U At OCER Feah 3o of FEaks, once
epay twookdens.| y preferred aspect of this embodinent, the
' nver“ lau?&hé?rp%}ﬁcggnﬁl ﬂ'e CEQQptef ofttﬁﬁaetrﬂbﬂﬁimgﬁng{eeﬁ%nﬁon provides a

ancer in a human, qﬁg%nlst DY otient
nzextﬁoﬁwétrgﬁm @rﬁ@st@an%mpaﬂer\% sugh aar?dmma oy inigersy, to the patien
QRFrpb@idabinyar2 Bmodht ob2®to 50) pregerdisly 2§, 370h o501 /@ didsionga continuous
schedul e, and erlotinib in an anount of 150 ng daily

on a continuous schedule. In another particularly

preferred aspect of this enbodinent, the invention

provi des a nethod of treating pancreatic cancer in a
patient, such as a human, by adm nistering to the

patient Conmpound 1 in an anmount of 25 to 50,

preferably 25, 37.5 or 50 ng daily, on a continuous

d03|ng schedule and erlotlnlb |n _an anDunt of 150 ngy
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| ynphomas, cancer of the bl adder, cancer of the kidney
or ureter, renal cell carcinoma, carcinoma of the
wo enval12¢581 vi s, neopl asns of the central nervouBCHYBWE&M01251
(CNS), primary CNS | ynphoma, spinal axis tunors, brain
stemglioma, pituitary aden®oa, or a conbination of
one or nore of the foregoing cancers. Mre preferably,
ddsing ser@ddlerand egmztmai intas dtfisical of Stte dRvep/kg.urieferably Behan 10 ma/kg,

mﬁggvaﬁgyggkggya breast cancer, col orectal cancer,

t hyr@mﬁéﬁ ﬁ}]%\or an%? odrn{%ﬁg giﬂgrgll% Ipar??gg%suc%bi%atron therapies
of@lohpbind 1Sakicormthraapdite Ggnadoond1 baubeeaﬂrmnlstqawd)@tt%ﬁ dosage amounts
a %a&%géu os! %@BQMereﬂa” ur@@&'a@rth%?éﬁﬁ‘és mélﬁdeadéhﬁ&bblélﬁt@éﬂbldme

e s A, FophLe! G PGl D > oo
(Adfidicinfty Pmdn@dfae& Upibhro@anc epirubginyiEitener, Phsm@ha &4Jpjphn Co.).

humap,. by, M 55 SbiuBiEint IR fOBQSiE @ttdf W emﬂ%elanm?acyclme is

an a

dagaiubigin mmowﬁzava@érerﬁrgmspdﬁmraé ity 2 {RIgP it P et for
rnjeBﬁdn'|rﬂ§|nglélﬁéé8\hél’§1cdhfarr4@01 o eib0frad, landviach rhyltipleeasel val containing 150

mB,r %(ocgrgbrcgri oclgr?/dteh undd} n_@go{rgb%harpérr&dngrw@rf IFMDFTM (doxorubicin

hxnircm:hbdtsfounjn@phb Daprubiia it @lr’rgaV@Hﬁb&?rf&m Braf'@a%éPPM" go- (Pfizer,
lneztaé § Qlerile Spdhted8), iBotbiidTBONutioR Sor AdwEerh 5its (10ihg), 0 mL (20 mg), 25 mL

‘i\& émgg%)ngé} %"Qge Aog%\%ﬁla aé@ ] %0 r%[ rgz%% nigg rrélgdose V|a| under the

traﬂmamg Adribegicin dDFSé%d(d@@rumqmﬁ\Mdrpwl%ﬁe i T t"?l%ﬂtloﬁ)nf d:’g?fSIﬁbly the
c&'ﬁblrﬁaggn [F0sBE tf ﬁ’éét %V&ﬂer@ypré‘ﬁl%mb)é hLﬁ\faHStlﬂtﬁﬁngOﬁorQE&cer Thus, in a

I'n anot her art u ar
eRTHRUBT 23RSt Pl STbeREnarh i TR PR & ARRER ling cancer by
admlelan‘ermggtoh@@dtreah@ome@k\dc‘aambdoxowbarnpatqn@mts tkal dm cepabination are
FQEEUncrcalﬁyeﬁ@gmz Ninsthie rehﬂgdrﬁ‘réhtt béngoRhd ‘l?ﬁén @m}ﬁlhiﬁérea il & dosage of

an ano t I

e s R o
Dioxdriiici] canrtfelsimimstertd 404 dosgyeref Fam H@\tceas m/nw\/em%iegably 40, 60 or 75
lgﬂrff“éé QQEQIQTH’CFQ\%QOJEQA]&%OH oﬂcéaéVéFyWr 4Rdekd. Cadnbolind 1 and doxorubicin

ferre the i nvent

cat BY p@@rglstgrqﬁiéyl}li@g rggarg Itcé%rfig ggq{%ogandaﬁd:arh 83 l?drggﬁteéed contlnuously
(isd., lﬂalyi ferithe dusatioh otihe tedtmeni), or rogre ackdratilys ineani infgrmitient ch)§|ng regimen,

SH&Hﬁer agﬁ%Fg/g %g_ylgnédrﬁbmﬂpcaﬁ@ 'é%rn@fere%gbné@ev@% 3 weeks or once every 4

U P SR IR AR A LT S
a@hinf@idanceRvérp B lwaeles] Coppounakil iy aiimihiseredns a4/2 26€ng schedule, and

e ogﬁp regﬂenlgﬁosty%h%nﬁm sé thgptﬁgﬁ%gﬁrblcm ltr@atﬁr@ﬁ’ttdaﬁfrs on days 1 and 22

of p@@ﬁpr@gougeﬂ 1(%%@9%“1“&‘% rc)g\éér@Péyé% |saqgm|n|stered on a 2/1 dosing

semdduieesnal tl!’r’édesﬁrg agifrfidnsavasynetivbrézelirso thafithe mibkagubicin treatment occurs on

dgy ﬁ §f & ﬁl&é)m\;/)? a%s1322‘(lj n?atr’néut %gélé 8p08r9}?)8|ﬁ£t1 ?%oﬁldrgﬂered on a continuous

dotig @j:zbgueax&_rpfer(aglm Hfﬂgxguggm s Aganinis Q"Pféo'icﬁﬁi%rﬁ éﬁoéaeks r&mﬁaound 1is
alimrRiReLot B/ d?i’sﬁf; %E:ﬁlalﬂhl}é arldhtRe d@d‘rtgl rﬁ@mbmaressynmgﬂzed)so that the

c{%q,@%q atr%ﬁﬁ%'r?o?dHrsporne %Pg tho ?E@ﬁ 1 ﬁ? %%{'rlérﬁg,yélé' gm)ompound 1

tl cular a
i aroidisteedton a mtmwaﬁwmsq@ﬁm dBath Lompesla! ghd doxorubicin can be

éfhﬁﬁgtér%}gm%m&rfas&\ﬂw nistering to a patl ent Conpound
th:?gﬂe%ﬁ'i%@grlx%f’elgt?fog |gnet }:jrrr]n%f%ltﬁe o %%th Raftlef bone cancer,

r3ocreatia wencer, ckin c#meadmcrar @‘ttb;er leagdion n@pkd@s%a;g@iw ntiaggyap srelanoma,

Jina?rQ:aﬂ&r 0@&@ (fa'ﬁéér Yoant¥r @F Bleadbilredion, stofadh cirfder, @dlod caricer, breast
75 ng once 'y, preferably ora Iy Docet axe

diluted for |nfu5|on as directed by the nanufacturer

‘can be adm nistered in a dosage of from60 to 100

mg/ n2, preferably 60, 75 or 100 ng/nR, as a 60-mnute

i ntravenous infusion once every three weeks. Conpound

1 and docet axel can be adm nistered at the sanme tine,

or sequentlally mnthout regard to order Cbnpound 1

.
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nmet hod of treating breast cancer in a patient, such as

a human, by admnistering to the patient Conpound 1 in
waeooairesst of 25 to 50, preferably 25, 37.5 orpPGDIBRG06/001251

daily, on a continuous dosing schedul e, and docet axel

in an infusion of 60, 75 or5100 ng/ n2 once every three

weeks. | n another particularl preferred

a
caidef, stedmesdtavmarcinoma ef theialanian §Hves CaRGiNeMER ofdh erf%rﬂ?rad"tsr carcinoma
of threecéﬁllxnéhrd’%ﬂ‘rasdmte' va§ifh, lcalcibi@a ©BIAG BUIvA, ihofgkinest Dissass, cangehof the
equspa%t‘te g?r%%rﬂf % ?rf@" r?%s%r%%rclarp r %ﬂhé Eﬁdo@% s?gl%mqeﬂpé?%ﬁ ﬁ\ﬁéhymld
glatielj dayier oftheapatatityraid gland] cansei Qﬁ@eﬁlﬁ’@d@!a@d safgemy aicsoft 45aue. cancer
of tl‘fe @r'eth'rerfcgﬁdep?f e KA rst prostafe cbAEr n@frdiﬁ?c O Bt 1eakeynid, Hynahocytic
ks. I'n an articu re
Iyr{t;ﬁrpgla§ﬁﬁrg rq{gne[m?adfj cqnﬁe;éahﬁa 5% % % Ceeergna‘f"geﬂ%%rrcg%? carcinoma

of titfec@hal nglvispnecplahs of tak | cehtrah gewmcsysternrbetSb Ffiman{ CNS; lypghoma,

spﬁ\ﬁl His NGRS brdf’ﬁ’ ?t@rq glrd?'has gﬁ’tﬁtér? Qd&ribn{ah@r PetmibMation@ Bﬁ@btﬂdor& of the

I'n an anount

forgaqing, cangeis-a “&%ﬁtﬁ?ﬁﬂ%’é ta?)§$'r?§r éscﬁa&héptggm%ng 'g%lct({e‘ PEge mal el
cakdihoMA, bradstsaroer, odlorédial cZiicen mor-Srfalinggpll idhg ARCEr, @e@pgrdpqanngéumors

th@rﬁg l%gncef %{ngll Qﬁr Ihﬁgﬁ{:/ggg%r: %\ﬁ&5£lf°§§ gmasﬁ%haoﬁcuiehﬂrtﬁelord leukemia,
prestaie eanagy: YPRNOMA RENETERIS SANCET O ?H?’fna'i'ﬂ“qeeé}tj’gh as a
humei a gajtica@sHyi préisteairdspert bicthis embgrimént rthe Boentiouprdvidesiamethod of

trec?g?qagls)aurgdma% 2%)gtletn? sé«% %{)Iﬁtiﬂ%ﬁ a@'(:al\énﬁ@lerﬁg tothé baté@t G‘HBnpound 1in

docet a

an) Amount i0h 25,42 6%, WPTeBlY 255365 LG8 Mg SRl B e %\98?'99 F?yhe%‘&e and
do¥B@kiSin ih Tan GanARt bicsd & 7y niyiet eirefeebinsipese oof75trhg/®> as a single

d t hod of
R Gl s Ry SR
&

as
hurmain, arotnea perticulasly drafertpdtaspedi of Jug ?‘@Pﬂd“@?ﬁp%% myeriuop jprovides a
m@(ﬂo@ﬁp’tﬂégtm@g sdroig iPe, pa@érﬁfeﬁblﬁbk ¥ Iﬁlﬁtan 35%. &dnamist&ithgnty the patient

cont. S C e
Cprﬁp%rﬁd |1n'F l?&%‘}?uﬁtf &g.?%l't 75@ epe % '?5 oorn5?gg g !f/ B@é%ﬂ dosing
schedia .and Byxo@bigindm an ajoynt gfeqrpgtp t7am preferably1on 89 or 75 mglm asa
srﬁ RELVERALs lnjéJﬂ@n 'oﬂé’eeétlbfi/@rbrﬂ%\ékéjes conbi nat i on

erapi es of and ta
av ai 'ngamogtef lp@ﬁtﬁ:l{l? rly q_eqerfesd %slqag \’Bgﬁtbs erbnbga?mer] % %@M@q provides a
nfemod iof freating @rsarqomei im@| natient.esugh gk & r@mwabh ﬁ%@rmzfemgntg the patient
ounfiT €8 dhestSouROIbH 26243t bre8tdBl 251 B7BEorHGl mg daite bn tahm@ntinuous

déé&fcﬁ%ﬁf;r %%éoré%ﬂ i ﬁlF rarenﬁvr{_f‘]gp 4&%95 mgF gpr{gf%?a%g(ap,féosor 75 mg/m
af b 6iyle atrawnousTihjestion,ioncaeveprd drduvegks.aspect of this

te”bogjeﬂff Bllencd™¢ ehilbRAL |n%oﬁ5r°é(ép@éﬁ)f FidTBhPSAnedE, the anthracyclrne is
rea

cancer by adm ni steri I ent np
epirukisi. @gqmoyryoqvla}@%lerfmmgc ig %%Pjoﬁrh 88 3%% A’f s?el“rl{e solution
fdeme;utWa]Eabd»r&arr&tﬁg‘ 6Q tor \260 nhgn epihibisinehyideaghiptidet L under the tradename
E{I-TQ'IEEQ‘ %grru%lcﬁ'raﬂl PI@ﬁH@I ?tfoﬁf eﬁre'fér‘atﬁy Qﬁbsé’&t%lr%tlorf l’sOlEBe85o treat a

once erab

pRo Al e, BRI BPST ) Tiseif o BT 2efect of tis
efibbdined, the ﬁnvlehtfou&ir@ﬁdeas rethaaicofeickating daneer by ragdfinistering to a patient

n,g}rt]) b%” S a}g% ﬁ%gbﬂnt% H%Srcﬁacgﬁ'?ggtrofnra?éﬂh@égetfﬂ@all}%ﬁ&trve In this

pr ef ,
eﬁmoﬁiﬂﬁm}t 60"!3?.9”0% 1| qen hei agminisiares WE%E?VQ? GF Trem 28 tg, 75 jng once daily,
W@&E@y obokY.ewsel 635 ar oTBEmyeeice I dafly, efeiably. or@ynp Epinubich can be

1 tabi ne d er e |
%P"“gsged{?éﬁﬁ gsPge of’afﬂ}nﬁ ?bjlrﬂﬂeonrgglbr tﬁgfer"%lé%a 75 %geﬁOddFBIZO mglrr:
neeferable baamncmrsn@re&e@bﬂ@wmwt@worﬁ infsion &Oa%’% yOfiyp cpigede or 5%
dillébsit doRRo fovériepehib®at 3B Bt minutéd, oty evelyraadreinedeksy!, Optionally, the total
Intermttent dosing regi nen, and gentitabi ne can be
adm ni stered once weekly on an intermttent dosing
schedul e without regard to the Conpound 1 dosing
schedul e. Alternatively, the dosing regi nens can be
chosen so that rest periods for Conpound 1 and
gencti t abi ne coi nci de. Both Conpound 1 and gentit abi ne
can be adm n| stered |n a fed or fasted state In a

Y

e



10

15

20

25

30

35

conti nuous dosi ng schedul e, and gentitabine in an
i nfusion of 750 or 1000 or 1250 ng/n2 once weekly for
wQ2@6/1356T 4 weeks foll owed by a one-week gencPCHIB2&/001251
rest period. In another particularly preferred aspect
of this enbodinent, the inveation provides a method of
treating non-small cell lung cancer in a patient, such
doas ofepittiiEMin cagh B wéekicpelé oy bealivided epually @ikt given #p Gaved! and 8 of

eaah] {s‘lgle anEUr% ﬁg £k oefﬁg)olcup regh EHeaEJjﬁsﬁnlgtEEed 3vittulOFegafd oy order.

dosi sched

n
Cmpq é@puh ge qunlglﬁtefeﬁfcegqnaﬂus £ |e75€)all6 ?or?ltfo%l glon fEE‘S treatment), or
mBiE/pP@erém;@eh avEiRishnyitidno dosihg oegirBerp such aselék §/1700 241 oRNSEPifypiGn can be

%%lrl) %tg\r%g k %W&eﬂ? rgd;ﬁ%é M h QI@ceksI & Rl Rad glven on days 1and 8

erred aspect o
o ok 13 gt GYARI gt RSB 1t SO A QOB Ul Bafyaot
epiIBIEin fsoddRfistéred Bndeadverg Bt weeks (dn diviled ahdigimen, orbgays 1 and 8 of the 3-

wg% c;Lyge)f %[gnlao Lo tagﬁgfg%t‘%ed’ht%Qﬁ?&g’ih@gchladul@ A8 tRBYEMG regimens

era
are@mmthmaadsstdﬂigﬁ theyBshianE up@me%twamﬁ%ﬁ%gtvag%ﬂf igehogn tayé's ana o
ahJ‘fZU(&‘ &ﬂdé&fon@% B ank P8 Pof@EcHLCaRbod r2/2dneatenensykie yor Compound 1

lslaggltnlsieé?c{ P i ﬁo%%ich%a?m'egnc{)m 9? ereéﬂﬁ@ﬁ € SfrichBRkdiBso that the

preferred as ectd 1 211
emrfubrbnhﬁ&atmmb@hcwemn day He(or ﬁvéﬁt ) rﬁiatﬁ 6\;’#1@ &4 of 308 H5POut

tr Jtrﬁ@rg 'cﬁﬁb B 86HSIUNE ARCRIministerad Brﬂé icerihuous doingascheduteu rRxeferably, if
eg%lﬁlﬁ{lg %éé&%g%@%oevtsgg @?%% or dévg%@%gﬁl @R/eﬂ' ongga}%nl and 8 of the 4-
waelt tyyle), @ompound2! sradmintstatess Py 3é1c4p§@g|s§hedalﬁdand the dosing regimens
a%es}}ﬁn%'&cﬁt%@ €o fhBt tﬁ@eblrﬂsléiﬁ tr@itm@rft 03&95 61 dalAQ6r diideli2n@ays 1 and 8) of

once wee
g“rgﬁec Hndg?eﬁlﬂﬁteﬁ%'fefﬂacyrcés?r %Oér}pogrbd 1 |s a%ﬁﬁwtsit%é& kT gorm{ucﬁls dosing
sgrRatie.CBtA Cbiyipqune flend ewirubisip eat beidmittigtesedinaded oréafed st
' nver]t QUM b o@ tﬁ@fehtggdlrﬁéntt frieaédnbd) Bl 1@hdedncerapomr cancer,

plglgztrqaag?] t:aré{g%%?ﬂli\cq qqceo{ﬁ:f gﬁﬁ‘ﬁhq 0|y qecg 5cu alnéc’qtgg rol" Mfadcliat Mglanoma
opdrah eamdet, yeckh cardér, samwer &0thergnal aqaglgn, stomach eanpari ealrmEancer, breast
CQIQC%E H%B%chﬁ%;ggmma?g o RS TlidpRR| 'tJ!S@s 'c&cﬂ&né &‘ﬁh&én@&nétfun? R8rcinoma

once. week 3
ofithe lesrviX ot rGREd qg)t,heavaglﬂ% %@Rmag fet"%\llﬁ %gg?kgmsst 2% ease Sgneer of the
e@@ha@i@l Ephaért ofthel sneatl preesitiben lsamper of the an@pmrsyétﬁmo‘?ﬁnﬁ%rﬁ the thyroid

g%gﬁ,p %?ththeoébéﬁhﬁ&a gl 2%13%' d %'a@&n&ﬂb@’aﬁ@ @a%m@f)f soft tissue, cancer

a compound
of thenvEbhEen canpsr gf igope@ps B@gaﬁgcap%,| onig, g f L?% gulpemla lymphocytic

|§rﬁ;ﬂ\a€ﬁ9@w\c&edf%aﬂatdﬂér, cdneefotthalkidyey drluester,orisl celtcatsinoma, carcinoma
o? ?I’gnﬁeeﬂ I{)erv%ahelczﬁlagrﬁé LERE: ceRtFa‘anQr(/?}gl é&st@mh(@ﬂ@ﬁ prlﬁlHrfyfﬁiS Yehphoma,

ect q £ th
spinblgalisriwmars. braimstern\géqwq a\twtﬁwe'?fwa@ o 41%1"1’?6‘8 tiggof one or more of the
fBrte Ehc&raNAfire pyef@ay, the camden® gastraintpstinalesromaotporsnenal cell

qa[?gpglﬁ,eﬂgqsg 8a|t|r\%§)" gcﬁ?r%%?l I%\E}rlgclén }nﬁn %ﬂéﬁ cell :I:[ljo g %HP&eP HehirBEhdBERe tumors,

tooip canver, melh pellduncacaTEeli Beseayipsis, rshamao%,a&g@ao?wter Bfioks leukemia,
6r93ta¥e5cdhgerqytﬁﬁwoﬂ'é| ﬂaﬁereﬂb@é&éﬁbﬂ a/co?rﬁlnaﬁb?l tterech0, 62.5 or

be ggﬁg%glp@?r da¥¢f r eaaﬁécga tXlg]gltngr (l)rﬁﬁér‘%?@@?%n&%%rgﬁdé‘s%ethod of
treatingea skacdmpg, in pipetient, aidhyasgdBiman, byGymingtering thﬁﬁqt ompound 1in

édto Srggung?t g% ‘Pd(’egdl) lt %f%fle@lmu Bel5 Jor 300Un@agily0bn taha2 tdesingl acHegiule, and
C
FFHE B SBTE t S0i01 0 TR TSPy 5 10 18] Help Tt Biery 3 or 4

wegpound 1 and capecitabi ne can be adntnlstered
continuously (i.e., daily for the duration of the
treatment). More preferably, Conmpound 1 is

adm nistered in an intermttent dosing regi nen such as
a 4/2 or 2/ 1 dosing reginmen, and capecitabine is
admnistered in an intermttent dosing regi nen such as
a 2/1 dosing regimen. If both Conpound 1 and

capeci tabine are admnistered in 2/1 dosing regi nens,
preferably the reglnens are synchronlzed so that the
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Conpound 1 in an anount of 25 to 50, preferably 25,

37.5 or 50 ng daily, on a continuousdosi ng schedul e,
wa@paeaa3eTi t abi ne in an anmount of 825 or 1000 PCT/IER26@/001251
ng/ m2 twice daily on a 2/1 dosing schedule. In another
particularly preferred aspe6s-of this enbodi nent, the

i nvention provides a nethod of treating colorectal

c ande andtirer pagiatlaryngrefesert bspast of thisiemhodimontathgi ipnyesiiodr privides a
mettl%dtd??regtﬁrﬁ'aeggrco%"ﬁ%uﬁﬁreﬁt 5URh 343 AREHREM b@%drﬂﬁrsfeﬂngﬁ@) the patient

/
oo oo AT o6 o S, e 2 B . e o/ 3, cosis
sclduld08HY @irubidd B ampdmdlint wi @etodi@b Ima/mh peefa?tly @Q)s? 5n§0, 100 or 120

h I other particularly preferred aspect of
m rﬁ &%&‘ioél“{%ﬁ%ﬁ the invention

r ovi
tredd @thg@aﬂrc@lgq!yapref@geﬂ: @§peplhof b@ﬁr{ner?t H—%hrn e§rtron provides a
meMUIBdT trebbhgaﬂﬁérébnﬁ‘et @ra patiehtp smdheaspaahuremt bf@dmiistering tq the patient

Co‘grgmﬁl nt an am t oP 2? Qo 56 C@%fﬁrﬁ@g |2ﬁe or350 éodarlﬁgn@contmuous

a conti nuous d
doela@efmed%mé SPIbISH 7 BEUN, 1 6918 130 mﬂgfc)opfs raply: Ty PR’ 20 O

12b\Mg¢rﬁ?é§ary|3)br@mea<32/1 dosing schedule. (7) Folfox: In
? E g:@%ﬁ%@%ﬁ dln %nbtﬂ%e%_ E‘%B%m B rﬁ\feﬁtr&\oﬁg\}rdegtcbﬂﬂrnatron

nbi nati on of
theysrads quCatnpwndg, carbppletin rand ppclr(axej ﬁ@ybyplgﬁrds F@%WBT’ iayerlame from

Brg?oﬁMEHP@g digh €. Mk afrabgHoaS Solétion &l 50, 15d)>|9134hnd F@LR@raulti-dose vials

i(g‘lr d?rgg{%g%apl {g;ﬁﬁg#béﬁatﬁré@‘eidf goﬁ.grg {7@3)@?\’5‘)5 |cBmpound
avadiabMtoedeleadl Johrson 8¢ a pemeeoyseREen Ch'a'l'O“é'f #0. d9R AP gt muilti-

ddsb Qmsqmdérriﬁéetrréﬂeﬁ’éh% L Prefb%blynmle cObifdtioniic@ded to treat a patient,
col o

An
prefg@glﬁ/ %‘8’{3[‘ nsgrfdfﬁarptrogrnc)aﬂge?/ ol‘l'h/%zél n;%gtPEl%é&s?%&t%gﬁrf embodiment, the
inGinfip prowines) @ MEUIG: of 3G2ting prnCeN| BY: PéBINItering tq/vﬁup@rrefrt Lompound 1,
cé&%}?@fr@?ﬁ@ﬁ&ﬁa@ Fneérﬂmpnys #hafie rcSr'ﬂﬁﬁatioﬁ ard he@péuticaly \effective. In this

em@gm@{ Iqtoh{gprlaﬁi \égr{sée acm}m%feg %Od%gegse ?f“?rof"noﬁS fo 75 mg once daily,
préiarebiyi25 e, Be 6al5wr 15 thgoneehdaily, mmﬂemalm Grelitaxpl tijyjed for infusion

aditekil 'bg We%nhfabtﬁre?\é@h bablifine@red i 8lduddgeaf fréh 135 to 175 mg/m® as

ection_in Vi a nmg/mL, 10 ni) from
arP'f‘*”E'é'? ovef ﬁEO‘"S l?ﬁﬁ’e? e r?ew"’te#étdenarre Adrucil (tm).

Leucosiboplatin absagesk aowdetasnined, aszd dunstion oficoVsgstnarea under the
cgnger{trrélu&‘\ \?eb.ilug trlgng%luﬁlb VRLE 94 ﬂn&lﬁ‘ﬁ.ﬁnu‘i&%n@'tﬁd |@ﬁt@r§|cfnﬂa€rilﬂrf tration rate

m several saurces
(@Rl iEras e o BEtenbrenal USRS it T gzr% f“% ", an empirical
cdtbtliin alobing fdriela Glesdibeditni AH. iCalvers etlalt, dCarbepiatingdosage: prospective

%il}ahgrmf a sl%pﬁé %%rﬁ\!ﬁe faske ol F@rﬁr fuﬁdtt&ﬁ e 'drs drrcerm1§@m 9817, 17481756,

A ot of geB' ?t lar, the
therﬁr%alvﬁvférpfwwr'aé?Of&OW@FHﬁﬁe"be idaReE, I el &9 particu
&850l AT ié Baculatedtaspat i ent Compound 1 and FOLFOX in

anounts that in co at Ce>0(d¢eg uticall y

effective. In thlsnm Jérﬁe 1 can
wheneith tetoet AUC isrexeresrsd srg@glaruw'r SRR exRessd Wd"ld'i’?lf‘ea“d the dose is
gﬁaﬂr |uy mgPr EéFEN @ar Yoo 28uterdined, bySeth6ds. Welbkndin irg thenem such as by

erabl y
n?aﬂ\ir#%r? 8f (éraat 86\% tclle%{laﬁ{jés %(r' by%m&%“jro;fl gé?lfr]'n ke?eahmne values,; see, e.g.,
RVr detlliffen’ Qwatmrhecrpare@aenere%)de esimaip T énﬁ%?féPEWPyMe#'%neaﬁg 4604,
1674, @ﬁemir&iicféﬂr‘g ¢ Uhich s ih@cﬁpdraed hérginayfrefdrefte haistedtiretyt dtaeget AUCs
n_be .adni ni s c t

?&?—'89{3 438 g r?%mglgrwe A& eéa V}gfm%n ég%éim‘ﬂlaﬂnl_tirﬁrﬂ H’ﬁe %s%rlﬁ‘ ‘E‘érGOplatrn can
be aadtrinistdred by ROREEMUS infasion eves dRiMINLEse 0B %ﬁWd%ly@ekf b ghould be
g%eﬁgn&matﬂmevrﬁ@&orcycl e, as follows. On Day 1, 85

/'n2 oxaliplatin and 200 ng/n2 | eucovorin are
adm ni stered sinultaneously in a two-hour infusion,
foll owed by an intravenous bolus of 400 ng/n2 5-FU and
600 ng/n2 of 5-FU in a 22-hour infusion. On Day 2, 200
ng/ n2 | eucovorin is adm nistered in a two-hour

i nfusion, followed by an intravenous bol us of 400
ng/nﬁ 5 FU and 600 ng/nﬁ of 5- FU |n a 22 hour
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Compound 1 and FOLFIRI, a conbination of irinotecan,
5-fluorouracil ("5-FU') and | eucovorin. Irinotecan,

wak®e/1k056'n as CPT-11, is avail abl e from Pfi zePCT/IB2006/001251
as a solution for dilution and injection in 2 and 5 nL
vials (40 and 100 ng irinot-@an hydrochl ori de,
respectively) under the tradenane Ca

( i riGavpeunthl nyulpq)@qmpl@ﬁtergg Mltm%age@ﬁ? nPJDe ﬁ?"ﬁ'&? E)utpeé gﬁlltaxel and
ca?b%plﬁt(rﬁ' bé\’ﬁ;ﬁcﬁxn@& qan 3)@|ddhirmerédacontlmoesjy_1(|@n daity B0Mhergyration of the

"?h%?&énghgw e P a]b%/t rﬂm ifidrRReht 4G reélﬁ‘l%n » sueh da%r4li t&? 2/1, and

Leucovorln
pechtioe i dachaplatitosanrhe FATHTSHRTES BISP GV 1 aRlshes SHepIbat gy withou

reGArl 'E(PMQ rdéﬁﬁbf)@ﬁﬁodosmg Sctitdae! akfeably, compewndriak agministesi,on a 412
I nec

d%@ﬁé%F'?n%% Pharrrﬁr%%g#%rg%t %},19969 chF\at th?ﬂgachtaxel followed by

I nat1 on
carts:plaﬁredraatmdnt ecqursaorp daysehtand p??—éffeqaé!b ICpmgoyid b2 treatment cycle.

aftl\?ew hnfob@HA ¢ 286 De- adhitistered Bnaa RAT ddsing | sahedaiepend thef dosing

roimens ?rﬁgs3€%\”a°§122tﬁd 59 Vit iPrrec ] (o) 67 SafbolBE) Wi cogurs on
daly ‘RBdedcldehiRburidntfreaiment cy¢iat Compaunedi naqhtaesﬂ aaﬁ' éarbor-»latm can be
%ﬂéﬁ&@r@& g‘q %9&1 !)ryfgﬁédc 85kl Ra daﬂm&l@ﬂlyspr@ﬁbé&jérﬁ&fdﬁment Compound 1 is

can dm ni ste e of fr
aqrgnItBreAg R GBI o 25 th A0y uRlp ' 25 375 9 20 gty O o 22 aosing
soheduid) paslieselda adryinistpred firearadrhgunbefish yo 17@cmqjmu ﬁ@eleveraﬁhrweweeks
Iald arl?o'pl%‘n sea%P@%%équ%Hsa'n%uﬁt' cafc‘ulante@l ﬁfbt'ﬂ){héc Qélvérth formula as described

t r ef
abave diepsdt Pt tages g of ég‘i°n% o, P St @?Fe‘%eeki iqiduing the
pEilakdi BbseC Ararbheashmichiany refetedenmdiieny Compound 19% advelgistered in an

a%&ls_rit_-:%gﬁgct %gggr%fe\ég% 2é<r§9vgn 'Q) Fn?edaﬁyr Lon é'&orﬂﬁﬂ&dscd&lﬁé :schedule,

étere eve

phaaehis dusBE 1 201 BREh Of 5 telie B wyel émcelsbe%ﬂr?ﬁzwee , and
chrb eéf@lﬁ\fPePa\'i:fr‘mrh§erél&iIﬂilaﬁlaﬁ'bﬁ?ﬂit&dcdlﬁtecﬁfrd:h‘.i)thiaflO‘cnbvta& formiulasis described above

200 E‘n%t %& CQVPLL LR aqﬁ&l, Bty &F@edwé‘ékg %HB\ME‘@ Eﬂeypachtaxel

can in our 1nrusion
dbs;e an i ntravenous bolus of 400-500 ng/n2 5- FU Then

24]901r399r9cd7é}/ égée&é &T@emomﬂmtntr&t ednest isNury dfickrpibone cancer,
i nf usi on r

pg@_qgtnppar}cgrs§I¥rb%qnlc%rdcan[:c-ﬁ' rgll‘t?he g?é: éﬁbegl;( F&{aﬂgou o?mﬁaocular melanoma,
ogartao aamen trectloameU eancer pLihg @nelPaRTG rs@awa%caaﬁeramn?anw breast

cg#cefz?teﬁl% caﬂéé?fc‘éfcﬁ@hﬁ oPtRe falfopiah tWles, 2ArciBmal afi the/endometeund, /carcinoma
or

0osi.ng s e dul e, and FOL
e PP 5. 10 Yol SERpeof HE b, OB BEERE ot of e
esoghaglisirearicer dEdrepsnoatidntdsting caener nﬂ toe en@@ﬂnerﬁyatﬁmaPﬁﬁ'&?ﬂOf gye thyroid
ofeid ! @ of tﬂé B ahabl ﬁlagés car%@r o tlﬁradﬁﬁaﬂ’ﬁﬂand adak:)éma @Nsoft tissue, cancer

oggrpg hgg@%fcgac%?gfn ggspﬁnfsb gwstﬁgr (éa‘nﬁero‘lp{onéc 0{ gcue[ leukemia, lymphocytic
|mmmb§ coricet dfitise ariderd caneertof thee ridneysorgieater] rgnal gﬂ@a@@ﬁ@@ rcarcinoma

PP ERIETS: SIS 1S SA0S Yo, et i
wakaxsﬁrfuregﬁc%@m S T GRHER e B & GagRoTS gt e o more o e
forRgoiRy carstremedre qeeferably, tbeloemcecm.@trpmﬂeﬁtealsttroa@h@mors renal cell
%trc?nrohgebrgg's@ ?ﬁ{cgr E@Ergétél Q:gﬁcepfnoﬁ Beal &iliaR cféﬂceﬁr lJJ@:@P%endocnne tumors,

carcCi onetrium carcj noma of

tbgp@,cgmea sgrall colklugs NGl masipeyiosisndiogs: ?ﬁﬁ%’”\?uﬁ%e myéimd leukemia,
presiat bdncsr, IPhpiamEpancraaticeancef, ot hepneafidrelgrisal. cancer of

f: 2?} c Zlggld}lart E\gr%ﬁéglefgﬁed d&g?& of t’h@femtoa’ﬁmgﬁ dQe fn'vé}ﬁ o Ml%fﬂ@ég a method of

BRI © e patnt
patinginoncamed sel! lemg ¢aneerdin Baient §chRg 2 @%@cﬁﬁ pinisigpq to the patie
EbisouRd 10R 2R &Imodht ¢fiDS toi1se] preferablyas; &7.5afr 50tmeg Pailyi en a 4/2 dosing
prostate cancer, chronic or acute |eukem a,
| ynphocytic Iynphonas cancer of the bl adder, cancer
of the kidney or ureter, renal cell carcinom,
carci noma of the renal pelvis, neoplasns of the
central nervous system (CNS), primary CNS | ynphomma,
spinal axis tunors, brain stemgliom, pituitary
adenonsa, or a conblnatlon of one or nore of the

c = A A Y T T
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once daily in an anount of 400 to 600 ng on a
conti nuous dosing schedule. In particular aspects of
W kios/120550di nent, the cancer is |lung cancer, bPCEIB2006/001251
cancer, pancreatic cancer, skin cancer, cancer of the
head or neck, cutaneous or -B8traocul ar nel anons,
ovari an cancer, rectal cancer, cancer of the anal
scheeiglepprciitaxebimeentomouniced 135 todI7B MalseirAes evepf Epe wegls gt carboplatin

in 44 %bdﬁ?c&&ﬂé@&f fronf@Ré @bﬂ&ﬂﬁorﬁhﬁlafab Qedorbddopoddbdsedes a target AUC of
carci nona of the endone EOW Ct@ acngne? (%f t he cervi x,

4 tg 4 Mg Bice EHRY YL RS, : a9 oM A%%ul va,
HodgkianbtserDpestizalory, pretermed asiskt ohibiscardioringtis thechyRagon gpvides a

mdthg & [ﬁ@ét‘pg InBA- @rﬁ&ll d'éﬁiunﬁ REHRF in @f palidife, SRBHIACA hitanS B hdhiistering to

cancer o yr Ol ar
thg paieat ComeRE 1o ot & o S areraBly 4% 315 20 g 84f on =
cohiirbBuEe dosinsphedutf, phdliexelrietahramountaefctds tof17p h@/fpeﬁn® every three
ij 2 S%natcgrbga&ﬁﬁﬁ an %mogﬁl'c‘émﬁ’léte@%ﬁﬁhé eslk&Miémula as described above

bagec?ghg tam er4 Sﬂngtsr’rg{rgﬁ%@ﬁ rgnceceé(qu%Erglg &%ﬁlgsr{gllowmgctﬁe paclitaxel

ddgsar ci noma of the renal pelvis, neoplasns of the

gSPtnlhlaeln {Ilngr E%?Hc%laﬁg %Fegemeﬁ gé@ct oP El-ilsn@rﬁ%d%t | &SRB provides a

o, A %Xtth atient
maﬂj@dw@fmvarﬁn caneeh (b enkAtEEN Seah %}"né 'Bﬁmaﬁ'op\é aS'F“"ls 4ng to the p

c&ﬁ,ﬁd@.ﬁ@lmg af HMORRSof Zybd‘) s0pprefeebiyldsy 37 6he 50ang dailyj gn a 4/2 dosing

t | |
%F@% ggﬁﬂ%‘ ll} Qr?%rg? |5 t& lgfag;réilm B%aéverg'gr} %e @@ék@' d?\@ 'Egnbomat n
inGarmoennt calculpiee ﬁeméha G?évettufﬁm%a as gpperived aEOC\Iﬁ@@?ed og,ﬁatprg t AUC of

4557 g/t ¥n, Qﬂ&fs@/e tﬁ@éh@&&mswmg thglpacitaxel do8s.comm, acut e

nyel oi d te

pan Cp'ne%ﬁo}h@r Bﬂﬂ] ly p{ﬁ erge% %SR%&\ n%gtﬁlso ﬁh]pﬁ&ﬂﬂaﬁ%e |nvent|on provides a
mptind iof wvariahycapeestierar pafienls sualt avR HUTES. éw@mrwﬁm tp fipe patient
chiRY&ME 108 éﬁré?ﬂdugﬁ& .’25 t'i?"-’dohQl‘éfe‘i?éblyt sRay ISM} 50 mg daily, on a continuous

gastroi nt esti nal
ST SR AP By T T i b hsd Ul K ek, and
céibmmumdaﬂ amnurmnalanatemfroroﬂhezgalve@t fymulp reéfdgwélgqeq,al:@ge based on a
tﬁ%’aﬁ Q) mglﬁﬁ}ﬂly onéérbv@ry%r'e)éméélé %II&Wlh@iﬂld lp8glitaréEldiose.

cont h@g&%&%&é@dﬂ 2’6 eali?cgl%r |eH1b8cHr8?rﬁ etS &YF”“OQ %{O%F? Borfibination

tHeraples bf Gempmemkt tgentitabing, sand wispatinnidemcitabine is mmnouwva“able from
E rLﬂ%'aﬁf%e.j\% ta@%dl &fhlleﬁé %‘?H}J&gonglﬁ%‘nb@lﬁé Qs cBﬂl’emﬁnb OO®g or 1 g

tient

(epgnparesedivalent t@np@lnﬁaﬁplerwu Wﬁat{ﬂq&na_{nqn%negﬁaly U pisPlatin is a
cohpoid tvaifable frore BestalbiligyeBSSquib7inomalti-dg@ vigls daitbiging GA & 100 mg
c%ﬁigtn' Wg%fsth?%g&nﬁc EggﬁUIWAAC?%pldﬁﬁtlhj&ltlgn)on@%m@ﬁb’né‘ Hiluted for

on a contlnuoua {%% 0 1250
infisinachs| directed by thFlé‘?aé‘léfﬁ?tP’ﬁ( £3p) bey adnyinistergd @ BosapG O Az}
nRYIFRFO Biergaably, 750 €000 RV ¢Z80i rgimf) ee i Aasinute bidusiatuisiom once weekly for 2, 3

Oégfv\fre%lg d?oﬁ%\@%d &%Ft?eqpéjek]re Griddl @%PI‘%H'EQ@ e erﬁﬁﬁ@@d%‘ 8ldosage of

nen ec hilate for
fiiopn &fcto |1g(hrq9hn Ssiigl te-4 haur nfrayegousdpfusipmy |°F@ gfy 3[@' 4 weeks. Various

g%FnéifabMéléBBIEhn soRREtidnegifneftes anevniHandeptskitéd imthe art can choose an

e}ggpprgﬁe? os; rag(% g&géﬁggeao%ﬁé h@%onﬁn#ﬁ&gl 6a9eritra§%&8é;’lans(e: éarctors Suitable

n

dPsings feginrena apﬁaqietsmbsﬂ dor exapelet indt.StRarg egﬁboa'i"ﬁ%‘iﬁ'fae verpis four-week

s'cP(ijBﬂﬁﬁt 6f°6?sﬁi¥’u@\éndeg‘énﬁ|tdﬂ¥kh@&éﬁf of baahdorizet nasy libgtudy,” Annals of
adm ni r p ent ungd

Gl oo T 2oL B SO 4y o prbed auld 8 2 i Bemotatine

pfsfoisplativeginien agiministessthaydivrierae weehs gy @SiVﬁI‘C?Ld BT SNi- 4 lung cancer,’

/39\9} 3 Sh&i ogg ol B57459 05 Carfafy. Fi rl@é@ al. OGéRciting e latin: a schedule
aily, preferably 25, 37.5, 2.5 or 75 ng once

daily, preferably orally. Trastuzunab, diluted for

i nfusion as directed by the manufacturer can be

adm nistered in an initial |oading dose of 4 ng/kg as

a 90-minute infusion, foll owed by once-weekly

mai nt enance doses of 2 ng/ kg as a 30-m nute infusion

for the duratlon of the treatnent Cbnpound 1 and

e

.
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t herapi es of Conpound 1 and penetrexed, a conpound
available fromElIi Lilly and Conpany as a |yophilate

WO o006i12i56Tt i on i n singl e-use vials containi ng BODIBRY06/001251
penmetrexed, under the tradenane Alinta(tm (penetrexed
for injection). Preferably,-%he conbination is used to
treat a patient, preferably a human, suffering from

fingkingc etudy. ’Tmmsalsmf @n%gvl tQJYQQF‘ 15‘50@et%99ofthet [{isglosures of which are

m@é‘FB&HﬂeHEBFem b)h%féréﬁ(:@ﬂﬁ it dhtiRYésd € Sompditl Nocknoie administered in a

tr eat adm, ni st e 0 p t
it OB 5N Pl el 0 Tal 8l 88 o AL can
prefegatdyreallyi Canhdoyndf C@melao!mlmstaﬁect dontinuenshibdie neatly for the duration of the
trgé?mQﬂ}J R n%ré:ﬁ'efe%lyaﬂmnr\h@ﬁrﬁfeﬂﬁddsfh &e@ﬁ&rﬁgsﬁcmés Ao 251 or 2/1.

SRR S i ARG Pt e B e o ve

Cdinpaiingd! asingi sehedsileonMers prferakly, dtie Bpmpeund rfaigameitabige @nd cisplatin
dGﬁ‘%ng&eatqge Q*estzt?o%@ﬁj td Brﬁldg%aﬂgcrpgyﬁcﬁl@ﬁtéﬁ@@ dr Qreafdidnt cycles as

bl
ooAEARe CETIPGU o PR 31 ool AT e AR B ereigh g faisd stte
once Irey pariicubrlyvprefesred éimhqzm]mnﬂ Commachdotisetimimjsteredcinan pesount of 25
396“ ;géfgrtaglg% W EhQul rﬁ% OFI Oa @/Q do%@mg g@rﬁHanHandlgé‘rﬁd}abme and

teted contin daily for th
C@U?tﬂtqr‘b%‘éﬂ’sc'ﬂ%af’?@at ment) or rmre preferably, in an

i nt eﬂmﬁotr@ﬂibarﬁlm&rmgefeﬂgd erabodingsnt [Coapouhd?! is ndrilihistered irgan amount

of Egelé Lﬁf ?pgefgr Y ¢ g t@ﬂ? &e?ot ﬁ{gngallgn&? LUSHhiNuods V&%QK& schedule, and

egar dosi ng schedul e.
gﬂnﬁlﬁblﬁaﬁﬂWWﬂ“" eieasdosibrRyl 398¥R mens can be chosen so
t hat 4 lﬂsmaMEésb@@t@@f ftHi© @nbBdrher@C el Gancdt i Hengl cansér, dene cancer,
p_aang??ﬁ B@ﬁ%r?g(ér;( céaglc%ra%e(n%er orf %th%gd;%er?e\é:glc%tangﬁ% Iar ﬁ?g&gl'élnrqelanoma
offaiian eanost, deatal CRRPeR CARERE Pfctm anpal yeq!ﬁneﬁfémﬁ‘é‘dcaéﬁ%oﬁﬂ'%‘ﬁt‘cef breast
CQQQP Q!éﬂlqa éland:e‘ﬁ BNk 5 the ﬁlﬂaplaﬁ thBs, aafMbrha offthe2éndbraetfiii, carcinoma

g[gu ICﬁIdIXS%%(‘éI'H)ma o:ﬁ 2 &8%% rﬁglic'r er)r(mg al’ Ihx Vil ml—%dé{n?s IS’%eagé ]cancer of the
esophaglsoeanogr 025@ sepll JoGsting caTcer pirthe gﬁqg)gqlrye szggmoqangefgpf g\e thyroid

gRRO8 ARYePEBr tRSRtBNEY Ylahd) EftReVS? Bledrehsl g&ﬂ@tsbfbbma of soft tissue, cancer
red enbodi nent ,

rti c | ar e
g fae rcg%c F ﬁF &ﬁ RENS Rl:[ostsﬁe vf'\gcetr cfgﬂﬂppr - ter Laegiiéemlaz EI)ymphocy’clc
l)iﬂﬁphﬁmaﬁr c&@engj thecilddger, eancer of tha Kidnry yretph g PW?@C%'@H'@BB'F@ carcinoma
AR @ﬁﬂ%fv%xﬁ&pla%§gmhglc§ﬁt%l fshvoud s@&eﬂnr(f)NS) Cbﬂm@rfy NS lymphoma,

S@\?@'r%lsttﬁ?cgg?f\,@'gfggm Q[I%napﬁlltugt?lg &ﬁ%{}omgsge C%og% 6‘13{%% of one O0Sfore of the
feraipidi capnars. tNige Eeafesahly, ithe lcanvgr @amﬁvlnteﬁloaiestre@nlc@mors renal cell

BRMEME Arbdst EMREE Eolor&ddl Barfcaf) %Sr'i—smé]lac,réﬁ Ring @bndel) @eliBédodiine tumors,
CUt aneou or Intrao

it e, SRR S e SR oo B Sl B el ek
pdstmaczhce Ayrohomaqahoestic aarcer, or dnoewbetioodrecssf., ut eri ne

cancaf gfl’i&ﬁérr\}%@er%fd P&t I)fqi'u!s Qlﬂbcﬁ:ﬂnédﬂ k{ﬁegmv&\%rﬁbre\ﬁ(ﬁgé aoff\ethod of

t he en ne ru carcl honm rvi x g
tfeﬁtlﬁwgﬁﬁﬁ" Colii 077 T PRE: 55,5 BRIy Y A 'g'"ﬂgﬂg%?‘gghe patient
Conipoaid Ofin beesonagase 50ameferablpf25 BE5 MAD Img deile.sen md(2 dosing
s%ﬁ&ﬁ:%[ ggrf'ncntagiﬁe gpgf %%Jh? o?‘y 5“328‘5 %b‘;‘:ﬁx otk vH%ﬁlytf&y:f %' 6jr 4 weeks

cancer arat hyr ol I"and, cancer i h
alower by a gnereek regtmeddkanst ci SAlAie iy "’P”saé“dé’“t IAR &%‘roodﬁgl'i“h%m every 3
stueiddks, cancer of the penis, prostate cancer, chronic
or acute u qTelyec)
O A
method of Aiealing swarsmalheelilung Pandsr igra Raﬁé"tr?é'ﬁ%@s Adjimang by administering to
%Ngﬁﬂleﬂﬁ &Bmedunt Nein GRANInicaht 6TEI5V10 LD, phietdrabm £5C19B)5, or[B0I m@dgily, on a

ynphoma, spinal axis tunors, brain stemgliom,

pituitary adenoma, or a conblnatlon of one or nore of
the foregoing cancers. More preferably, the cancer is
gastroi ntestinal stromal tunors, renal cell carcinonma,
breast cancer, colorectal cancer, non-small cell |ung
cancer, neuroendocrine tunors, ~~ thyroid cancer,
smal | ceII Iung cancer, nastocyt03|s gllona 'sarconma

ey

e g a o -
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37.5 or 50 ng daily, on a 4/2 dosing schedul e, and

exenestane is adm nistered once daily in an anount of
WQ@200692055m anot her particularly preferred emboPCTEB06/001251

Compound 1 is administered in an anount of 25 to 50,

preferably 25, 37.5 or 50 mf7dai |y, on a continuous

dosi ng schedul e, and exenestane is adm ni stered once
cagtiiuoys dlasing scladaiaraemsitabing invgn amous} ofAE0 g #R5Q Mgky” gnce weekly for 2,

3 8RR FAbWed By"h GHRAIRR FesBSdIBE Lan@ kispiBtinSin @ BABIMTRNS0 totib@ mg/m*
arorratgse i nhibitor is anastrozol e, available from

onge eyely s At WeskE 4 1 my tabl et under the tradenane
Ar i nindeethenpartidiagy @refﬁzuteyl aspépb of thishembadineant,  the inyerdion grovides a

mbth&Rbf tr%afi’r@tﬂlé?ﬂén caﬁée?fnej Ak, Such ldgﬁl?rumﬁﬁifbfy QbmAGtehiR @t the patient

o R it R Phbh A, 355 B ghe S’ B! 8 42 dosing
sdhe@d; igegicibibimadn ac amoent dby’5@ e 250st@m? ngcet \@e%rlypfart 2.eher 4 weeks
‘foﬁ&nrrr%%x Rnd- vrfeglgr ﬁBJ QGPLi §plétiﬂ iRAP RSB bittto 1B m%/m once every 3

ation are rapeutlcaTy effective. Int
hiRs-ment | Corrpound 1 can be adninistered in a dosage
of f ImOdRoRBr partiolfarippredereed abpédt \of tmsr emqmm:ény tA& invemioB ,provides a

m%ﬁbd ?rztregtr blgo%e nQA?ZEan Eﬁiehty suU rag ?hgh ybyoa@ﬁrlinlrs‘lermg fo the patient

rozol*e can be a Istered 1n a dosag ng
Comeaiing dj inyan 3asinteef=39 9 89 BrefeyablYCRnSsERY 5P ’ﬁﬁh&a“y' on & continuous
dEHSScheL®); Qer@Rbike iraghirhmbut ef 8sh @t 1250 enggrahenceiweekly dor 2, 3 or 4
S LI 2
oAHEPREbL ord Ol BRZHA LB aBAPOY dooHit nc
ety 3 9r Fwreke.he duration of the t reat ment). More

pr ef e ldviam o™ g uddtoribitia -2d)EIsheéphamidei m atother embodiment, the

rmttent dosi Iy d
R
Doxanebisinda il cpnpoupd ereilalierfiem itiarmagiad: dpiefst ¢ A0176", dgn 3 & ‘vophl'ate
iR §HiBchdrSih %fn?ﬂ -us8 vidls fcBstaififg i@ oas 56 il and ihra rﬁultrple -use vial containing

1g@:{ﬁtglmcgl & é%) Can gjﬁc{chl%qfﬁnb dltgeg pr?den%np:@dlrrl !a(;\'g FTM g:loxorubrcrn (
h@ifodhlogde ®O0injegtiatai Pgxorubigings alﬁqavgﬂgble@org@ @g‘@plg & lémqjm Co. (Pfizer,
IR 38 a'sRAR Barbiterdt BbiBhis EAIitRH fME Bsdlinisl L {10 nY), FONFALI(Z0 m‘d) 25 mL

@dﬂ%@aﬂa7%ww§mqr e S Sl OSSN o urr e
irpdembime aolrigmz§ PRY™ sdaxprubigin rygdreetildrigie fqynnj%ptlg@nﬁyqlﬂpbgephamrde is a
cgﬂﬁduﬂg av4B6e %@r Bri@féﬂM?Jﬂ@S&l!illezQé g Iy'ognlaférfbﬂhﬁ&t@h @flvpiBeLstrengths

n
1 197 280 i S Gt £ p 2B A5 e Bg GUPIREh (vqopposphamice
farrgectidra.sfer injadtiob ot intraviesousdnfusiano | Gyclophpaptiaatideds glg@ayailable in 25 and
SWnir(én' ?dr@r.%) "i’ab?e’ts'5 fdrrg)rél Q@é Qﬁ'rdérncFJ@ rtraHJh%mEr@Q&@ﬁ‘we(cyclophosphamrde

Ll
Rl PR che COPRAED Botist S HOREptetl PRI § hian. suferng
filomeaasder.cENB SN a patingar aspechofiiis emisadireent, dispieentiaf provides a method of
tr@&tﬁg%bﬁﬁpgy a&nmr%stlarrhﬁqgg' gﬁbn%&%{b&&ﬁ& 1 84oELNAS af cyclophosphamrde in

reas cer amnlsterln tO an‘P nt
a@@H’ﬁ%Eﬂ%g'"PO'aPﬂﬂatPéP%E%P@“F‘W"&ﬁfiﬁ%‘tes R e, Compound 1 can

bé @ARMInR&Iédin addoadelve frarﬁ Qate Thinb onef daﬂ;z‘,tpreiaably @5,t37i55 50, 62.5 or 75

ngqr@rfg dg@ggme e%rrgoq F%;ﬁ D%é&@%arfanao%radnr R cfﬂ 4 absa%edmm% to 75

ngm’, gpeigally 49.56tgr OhEwars @, S"pﬂ‘eeﬁ‘g?%?ljﬁ 'areerronyonce every 3 or 4
weekd. QZyGlbﬁl’rdéﬁihn’me caf e @drﬁ'h@fe&#d in ﬂvareti'(]ﬁam anfoudts Bndgphedules well

on \%(,:nelgq r¥ ré?ér gl)? %b‘!,aga er e ?@861 ngmib ?rggrably 600 mg/m? as a

sseGueﬁ@\reaplrSy mre\mlqmwnpe redeRtr 3 qro4 ovesky . SRR 1d°é?fab'°'" and
y@bgheZshaRide 28and Be 4difinidtsré® vatlo@ OrRbAra URUSIYr. (i Copound 1 can be
daily for the duration of the treatnment). Mre

preferably, Conpound 1 is administered in an

intermttent dosing regimen, preferably a 4/2 dosing

regi men, and letrozole is adm ni stered continuously

(once daily). Both Conmpound 1 and | etrozole can be

adm nistered in a fed or fasted state. In a

partlcularly preferred enbodlnent Cbnpound 1 |s

I 1 Y ~r- . N Y o ~ -
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tenozol om de is adm nistered once daily in an anount
of 150 to 200 ng/n2 on the first 5 days only of a

wa@2mwerossnsi ng schedul e. I n particul ar aspect sPOf/1B20068001251

enbodi nent, the cancer is lung cancer, bone cancer,
pancreatic cancer, skin cancgr, cancer of the head or
neck, cutaneous or intraocular nelanoma, ovarian

ad?ﬁlﬁ]&@r'éd chrithticiksly ¢l Q:%fly foCRe @%tlcfhfof kHeGreathdtnt) | & Ghddé preferably, in an
ch cancer canc

mtegplug@t dosggrr@guﬁmu%asﬁﬁe Q/‘% & ?Iap [Dg)f?rqbwec n %% g?rél Fn%tg e'a %mfe every
3 vbeksan doowedveiy Uyeekawittiontregard fo thé Gompound ¥, or yalapherphemige dosing
sdnB&uid 2gupa prek G ngﬁm i bdie VHbst r% &kﬁ@&l@ n a§ [ySiephsEHhamide.

Cancer (0] esop us, cancer Qo c weeks without
Cyqippbesphapaide cam ba @d@wgsterre da ey r?ewgiﬁ t°ér?P %W&Ve‘.‘ 5P
relghe tb Imerccnnﬁi@hmd or davonwicinafositd echedulatbuy preferhblyl emitie same dosing

scchéﬁltﬁ {i ){oﬁx lcﬁldr &bralll, 2BonBR C@r@drﬂﬁls@t@ﬁtoﬁcbsﬂéﬁ/ 3 weeks,
rethra, cancer o aW?EEnIS

CX?&’RE@Phar@‘Fﬁ @rﬁdt“l"éﬁer%?c‘t’.ﬂcé VIV R YpEKS: B | C'S SariniStered on a
4)2ydﬂéfh§r@ﬁedmbanmmrthsfdotsnh@ réjiraetee synciranizeelr softhat Hige kipxbridicin and
cyc oHﬁﬁ:spEaer{Ide {reear}ﬁéntscffﬂcljr o%ad'a?é ?Emﬁﬂ & gt? BORFbUR 1 l;cﬁiecreatment cycle.

neo ner vous sy
ALy, Pl TR IRRTh e 824 F0En0 SIS AT 5 S fgmens
alfét @ﬁ%l‘%rhz@m%o tﬁuttthé H@(bb(lblald N0 Eclophdsphartioe Deai@dnto nconf on day 1 of

e?cﬁn o%a@ﬂ%/ﬂrea m%nlt g%rneteescirﬁb%uﬁoa{] GExorubi J\‘Pé'n% c?él@JhS%p%QhMe can be

i'nal” stronm
a¢9m5mﬁanmaﬁﬂmahﬂbﬂga§t cancer, col orectal cancer,

n on- Wﬁéﬁlcdfa? | a\spédﬁﬁ af @i @ﬁlbodnﬂéﬁﬂ I e Nekacdri i8 durigutamesr, bone cancer,

can cance
c%%\ﬁyacang%{r "C?ici?{‘%err?yé‘ﬁ renu Ig n%{lgng%g tggﬁmx%o%ﬁlhlsmelanoma
ocaiac eancel, yerish oanser, ganser efdhe en% SRy Stomacfbcaﬁéﬁﬁb?qmt Gapgepr, breast

c&rﬂ:@( ﬁt@ﬁne ckﬁ’cea cQ@anl*nQHﬂ tRe fallbpiah @foes, cadinahderiie éitorhétiidin, carcinoma
dinent, the_invention

o{ ?hg g?n/%gcabcﬂrgrrﬁ qf Hﬁdlragln? ﬁ;argﬁ)wérg? og tﬁ? v&g%‘i—{?gg%m solglﬁease cancer of the
ebgphaglss ceinsdreanf thegsntad) intéstingy aancenef @ asioaiing system. eancer of the thyroid

g%ﬁ&) WahcePd tI?eEpaIréih %IQrfoe ESEar he 2arend 6Ia§d QErcoda Bﬂsoft tissue, cancer

of &%%s!h@mcer@ebﬂfc@em\sypmﬁg{s#ag%ih "if”ig%‘lt jguie tymphooyti

Iyﬁ’g)hﬂﬁasp Baricéreof fHerbitddds, chages obthé Yidindy on urktenaeral ek carggoma, carcinoma
of ﬁ"?—: eru,'e. Mn Pﬂgﬁﬁ 89@5 bt ﬁérlléﬁs@'yﬁélﬁr(bﬁg %ﬁﬂS@tCNﬁ lymphoma,

o I 'men rain tunor
SHgR e W‘éﬂﬁ%\ Bratom SKavs by PRRTPER 9 BRI QR er of e
f&régdingi Ganeurd o diane pteferatie tity aamert isngastroistesiihal clvbmaslt torrars, renal cell
Cgl% ngrgg td?gé{st Qe@hér &dlﬂré'ac'iél YarREE hEH- §r§g| 2k Rﬁﬁ tcarQ:Qr tanur@endocnne tumors,

I nventi on prOVI
tifkAN9g: Bl PRI IGARE nmést%‘ﬁ'%rﬂ}wm%ééf?%‘@ S gl loukenia,
pRotafe ki G, Sinfghbing, pafcrédiie canaér @ratcoftbinption tidbrebf.i N an

32?;1% géméﬁar%%{é& ted %Eefgg f%é XmQ(Ehrr&%? the lﬂ\';enﬁaw PFBvides a method of

uous
tmeeﬂmjomaémaa@ermﬁ@aﬂa% gugh Pﬁa awn%rbmﬂmlwfteﬂ@do thg patigyt Compound 1

lrﬁTﬁh r@nd&ﬁt bih% td st pr&eﬂﬂly Q5Q 3 ¥ @f50amg-dste kondesiingosing schedule,
f)mr@mc‘éw an. al%oHPtnq{ tg % ?r}id glre @XahWﬁ; %Br F% ?@chncgtavery 3or4d

e br a9
weeks, 30§ cyairphosphanide iy arrmmt Pfc‘tﬂoat@ |890 mgé\n ‘e PlefaPblist9c 600 or 800
rﬁg/ngucgeegmgdfmggks the brain tunmor is glioblastoma.

I'n anot her part refe e

erodtaBnre” Bk, Bt eh agregh Pt RREyeRl t enton provises =
rhetlecait ¢f mgatmglbma@h@npm ima palient istich as e huraan, By ﬁ@[’ﬂglﬁternlg),to the patient
@dﬂr‘ﬁoﬂﬁdﬂi (?1{ bﬁ‘ QmBG’ntto‘F 95 Q@BO &fer@@ ugtls brisp n@dﬂmma continuous

dppind Geed. ospSuG 591 HpPide ﬂ%‘h ¥ il TR 8o 75 o

once daily in an anount of 150 to 200 ng/nR2 on the
first 5 days only of a 4-week dosing schedule. In
anot her particularly preferred aspect of this

enbodi ment, the invention provides a nethod of
treating nelanoma in a patient, such as a human, by
adn1n|ster|ng to the patlent Cbnpound 1 |n an anount

o ~r . o~ o o o o s
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adm nistered in a 4-week or 3-week cycle as described
above. In another particularly preferred enbodi nent,
w@eovpaensd7 1 i s admini stered in an anount of 25PCDIER006/001251
preferably 25, 37.5 or 50 ng daily, on a 3/1 or 2/2
dosi ng schedul e, and dacar bagi-ne i s adm ni stered
intravenously at a dose of 2 to 4.5 kg/ day on the
orfck legery B@r davesksp ahdcysloplzosphamivsdi an naé\awm@ﬁ 00ctp @p% mg(ngy, preferably

4®n@ddwso@ﬁ\?ﬁﬂ2%eaévw 30k 2lvgéised embodi ment, Conpound 1

25, . IF ?re 'I nan a,rmnt _- _i:- 50 sg gr}??re%w%oymgnt the
inckmtar drauides eomlsnadnﬂwemmesecrf @dmpwund a\aedlé-ﬂmr%r%m (“B-FYOeapirgfficin and
cyt%r %o@%a%edayrﬂ&o&rgal ik dsilaple agaé/ §ol1‘RB|1 }foerueého?? -iNVBeK mg vials (50

athent cyc npartICU arag%é % A g | ound
ms/ﬁ%oapmtfromcembdm Yndps thy rAdeR el ERBIFERE gme
a2t frad ,Phamedcar &abipph? Eo. @Tizés, nc.) 38 angerdaisdlytiondor & use in vials

c&\gé%ﬁqu? 4p Z(gp ﬁiﬁﬂ%ni&é}ﬁ— ﬂgargchl §dy ﬁ%? %@ﬁ‘gdeﬂs‘mé Ellence™ (epirubicin

ere F scrpﬂ&d Sauibb
hyggrsbleride injeqfigpX iCd?JWJi‘PSP&é@@Et'%a SIS a@%% "R fristolyyers Squi
a€ anopfilateSol Mjagtionam ¢arlous strddgihe (€@ N e mg,p200ang 0D ang, 1 g and 2 g)

uga%n&%rtraﬁﬁén% Eitp)?a%m c?&éb%ﬁ{ﬁhg&ldg h‘&' @@@tgn)o?orrilg&}ﬁon or intravenous

aneous or l'an ¢
'"fué@ﬂ aCyeenhesrhamids igalso @filabifein 28 2nd 5@ HIdAnhyroyRiatiets for oral use
uﬁd&ﬂfh@ ﬁradéh@ln@ lﬂ:yfbﬁérﬁ”é (cyclbphegmiamida fubts). Rréferabiycthe aoraterration is used

toct ?alﬁtu ﬁ;{efeia??y ﬁ?‘.lma%pél.?lgrlr{g[;l"f%ﬂ'?cang%r l'iEo ﬂPa BJméiJEf aspect of this

r C noma
ema@lm@t theainveriomaraHies AensigRyas oPiDE RIS A BPmpisteEng to'a patient

CS@B&.@.& 104 -fIloRR PR PRGN ar@%v&@hosmwamhe irsdduhtsitiRit BidomBiRation are
e T | C
i ol sehlbe P bR EBSoRN yF e § 5 B8 adrpBH P osege o

frard 128 heaT5 Y anes, dadia iprefarebho2s, §615t50t 6%@ gre75 g ArGerdathf, prefpsably orally.

CemBdrE A, caﬁ%%f’mrﬁ’sﬁer&&@onﬂﬁféh§y (IJ%r Qﬁiy&bﬁthé A0RBEN ofahd Hétr@ent), or
or ac

PH PBeERe . 6 HPIHels CRE VAR GF oy BF Syl U o be

adrelhistecsdlraccovdingm fo dakingisnltatiales fvell keowndm étle ikl Enrgxample 5-FU can be
a&\ﬁﬂ@ eféﬁmf‘l s 1 Bfy f@ﬂéaﬁlﬂwoﬂﬁé’e\(%@e 2Y 8h Bifaldabi® bolUards ABY tg/m? 5-

t b
P PULPY PLSLAEEN &7 Mt DO mEP PR g8 GO i g osace of
frbines0f to rleg) riging?, pefecablyse0, VB 99, peG bret20ohg/m? t ireferabli b injgction into a

r%@? ﬁ&\ﬁhd"ﬂmﬁacﬂfehml inf élcgnomz $HIRY Shiorii€ B % %%E&se%fuﬁéﬁ)‘ @{at.a period

east_ cancer orec

oEHIRGPINtAR @F%w&a/&qrﬁéveewpé'onaé'wfeeo@ﬁf@éﬁ L heh 3 or 4
week tyclewtag be divided equaisindgivensn 8aysd|and Bef eachreyderaCycphesphamide
CQW t?é anﬂmét&ubﬁ]n@ @anetp P@s@gﬁ%%@é}ﬁ schédﬁ m/@ﬁrﬁmwn |n the art, preferably

atic I nati on thereof
'rpafi?ﬁa% Py 400 t81%0p mﬂﬁagfﬁ@ab%ﬁmt"m’fg @ﬁﬁ&&pﬁémavewa Injection,
oh¢w/ eviry Gnorp4 Giekie's Campeindot] HFUL egabicingandetyalophmaphamide can be

agr?i{nlsﬁepetd %H&tne% dd % Jllchgrmﬁrefé?yb fq'@t%'agrgeﬂf éc{ﬁg Jk% Jf Iﬂ% various agents

am Ynehreeyl so @at gqat@erg ,dagdorn%FH aqp'ryblc%ﬁndacygpahoaalgnpp& coincide as
mi@haglp&se.bband dacar bazine in a 4-week or 3-week cycle

22 pggqs %rgf:ilg q?.l'" (ﬁ% &fj ﬂﬂ% %&%B@ﬁgntp%é% %raf’sl Mr&gﬁ c%fcglr Wk cancer,
paearéntiel cayfcer; slerapaanqq pRRCRlRS the fiead ar preki @WGO@@& wtfa@cuar melanoma,

obéﬂéﬁrﬂ:an&y r@cﬁié'ﬂoahc‘@ﬂE &hhdef of Be h& r@@éd @féﬁna@om&n goldn &dcer, breast

carécler ;l;r%rlrbehcagc% /Cfrcgpmi PEth%%Eqp@a?@g% ecarlﬂngma gﬁrde éndgl%elﬂg'n carcinoma
ofl the aetyixz saneindmat of dheevaging | oarcigpma ofithe evulgd, Hedglin'yDigease, cancer of the
S3Bhk d@éﬁc@rrbfttltkesrﬁéllru&&stlﬂ@ cElRB4P oOé ¥ndorit rstéelancer of the thyroid
treat ment cycle. In another particularly preferred

aspect of this enbodinent, the invention provides a

met hod of treating mel anoma in a patient, such as a

human, by adm nistering to the patient Conpound 1 in

an amount of 25 to 50, preferably 25, 37.5 or 50 ny

daily, on a 2/1 dosing schedul e, and dacarbazi ne
|ntravenously at a dose of 250 ng/nﬁ/day on the flrst

o s o g
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In particular aspects of this enbodi ment, the cancer

is lung cancer, bone cancer, pancreatic cancer, skin
w@amveaeqsstancer of the head or neck, cutaneousPEF/I1B2006/001251

i ntraocul ar nel anoma, ovarian cancer, rectal cancer,

cancer of the anal region, -$0emach cancer, col on

cancer, breast cancer, uterine cancer, carcinoma of
glardecahedr obipé parathyrbid sland sprsei e the asreneliiand Raesree of spffissue, cancer

of G %feﬂﬁé‘ﬁ:aﬁcfertoh%ecﬁénﬁél YrosBRY €nb&MBhreic_bhacuie gHukemia, lymphocytic

Iyr{qﬁr@%@gggﬁngﬁéheh@%qq%r Fang?r}_t?ﬁlg lf"deﬁ ?rla"e%%e\%ﬁal c&lacgfbﬁ%mgfcarcmoma
ofdiifie telngl rEivisp oeapiaems ok thergenital merrpusoFysteme(CRNGY rRﬁlr"éng‘P'&%&VmPhoma

spﬁwlaf‘é;%rtur%rs tin El@l’najil&%!é Pitdhad! ABEbMS &ﬂilaimbﬂfatldri‘kﬁf oaélbenek of the
sarcona o

fO@gcﬁ%’pangrst H\gorﬁeqﬁ?f%rablbr%gtca?cgf & ﬂ%sgpmte%rq?l %ﬁ%@%l{)ﬁx&%\rsu{enal cell
cardirokarbraast yntph odgredtal dapeep monrarvall s dung reaggder, trigeroendocrine tumors,

th@'lnla%gﬁcrer SHRNCal iy cén@,& HaQQ&%si@r 8! SFoomaEhdtte MPAIdid leukemia,

ci nortm, carci noma of rena eIV|s neoplasns of
provits £ PRGOS R Sei: ercmﬂbm%
| y mpih@rpirticsipriynaéferded sspéat obthis embodament,sth@ nnvgﬂlpr@ mawdes a method of

tr%{égy#rggsﬁ Xan%grqﬁ] 9 ggtlenp Cuch aS 9'&’%&%& Qﬂ\mﬁlgteﬁ o@e JERER CBMpound 1

cers. MNor e refera
m@agme@nt ﬁ? gﬂ Egrefgr@p%%mp@ 0g d?lk\!n(a‘%/ %Ié 2/% a?sagﬁ.&l?ﬁgule and
5 MicRAFdci, pRBRIN, and 6y oipRashidmideeonaiesing soheduteseb Hesceied aboueg

CancFﬁl ano[ﬂlgru &%91& %ﬁ%reﬁ%lgé& of Mnﬁ\/ér%&hrﬁ@'ﬂ GRé lnvérﬂﬁh Iprowdes a

ung ca ncer, 94 | oM, sarconm, L
maiped of tepalinauireat gancgrr ip @t pafient, C%HFR:@? a hP'WPp % ﬁgmlnlstermg to the patient

C&ﬂﬁlﬁlh@at ih %n%ﬁﬁéﬁtr of 2B'toHOC p@feramtzaomsherseoﬁg d4ily, en a continuous

al tﬁ?ﬁ?égﬁer r egrg gcﬁ"ld @ﬁxggﬁta]pg C}lél% SspRarhadio Bélnq EddBdules as

4e8 8 e g rena
desamb;eﬂﬁmva |n a patient, such as a human, by

ad M piishatdpne™y ﬁaitd’tﬁm t a@l‘t&xe@f@ﬁtﬂlﬁderﬂbohmeam thamvemtion provides
5 é ef er abl.y

cgmb? %ﬁgﬂ plgsczﬁ eC&mpgu % 1 gasgeerﬁ%bl %nggpaglﬁ&emr z{gr}{ab 29 n%]poclonal

a@ibody allellab@/fk)g'n Genepteeh @gbqa yop;ulatg foy rlnje_pgorhlg /smgle-ug?, ¥igls @Qrg?lsylng 440

n{gvﬁés%ﬁké‘b uhdﬂar Wﬁi&harﬁ@'—l&#c@;&ﬂnm | paditard 68 é&ﬂmme@almble from

nven
N{eﬁ% al?*l“ﬁ@{‘ ?%ﬁ an e%qepu ?J‘\éﬁoﬂ&) dqutﬁﬂ gﬁl htgtel%)g %P%B@gﬂ. rﬂultl-dose vials
uhdentne,trabgname fiardl St Erdfergbly, dwetqoz@bpaﬁqnewse@éﬂmm eat@ni erfefab'v a
h@rﬂarf@gfflar%g @bm2&ntk. FHus, Fl’H' Sfpﬁftlé\hérYaSB&t oB thisderftfodpéént]Bhe invention

p[%\gig% Pﬂﬁ#ﬁa q‘% ?(e%twg Iuc%llﬁl 2 drglng%rI[P%% %p%ﬁﬁgompound 1, trastuzumab
apd pédtitaad) lin/arBounts thoat uicbnlrhylakgw are fissapevtisally Qﬁggtlvm@k@smmbodlment
C%ﬁ]g&g'ﬁH Peﬁ"\rﬂe' ifdtrdd B £hsdapeds f?&ﬁ’QStto 24 nighin@e daily, preferably 25,

ment I nventi on
3 Pedl:i §%cP EbF%I’@C?'ﬁ‘\Fé q‘agylh P fgrﬁﬁy o %lt ﬁ'é%Fuzug%b Jllgégd Jor infusion as
dietaingy they maclifadbirert aan iba gdininistehasl ipan indiat lo@timgodnga @f 4 migfkg as a 90-

r@ﬁhtéﬁﬂ%%ﬁ f&]lfo%%gb} hea! %eel@;'; ﬁ&ﬁt’éﬁ'&?‘ld dgsrés 035 ma/kg'as ggofﬁﬂnute infusion

dosin

rg evadgr & J‘? ihé Madutact

forie duirasian of the tregimers. ?'@‘e ﬁW@dé‘?ré ygon £ 90 & Mafichacturer,
cER) b& @dmiBiRRedaN erdpségemf\fvemk@s té n75amoiriexs apanfesiaudvar B yours, once
e%rgts% LR & ?TT@)%EM Pl ﬁ@gtpiu?‘naﬁ 'Ep@géﬂf%%l ca} B€adriSBlel W’chout regard to

es a orectal cancer in
q[;@[. efampogpt ead be Wgnﬁgﬁterquc%hqqqﬂgt(bql Hﬂlytfer ltl'ﬁ:eduratlon of the

tidafrieRiNt or G prefeehbly, innandiftemittant tosiry régimem siiEh as 4/2 or 2/1, paclitaxel

BB FiPRed e e U el e OB omouns
and tragiuzygak gosmgrsghgiutgm %nd Gastezugiab gan l?ﬁgqq@@stgﬁ@ anGe\pPey \yeek without

r&%ﬁd V& @S CothpouRBOf BRd pR@KxbICEdsg| sehgdudser PRbratsy) etimpotind 1 is
this enbodi ment, the invention provides a nmethod of

treati ng non- snall cell lung cancer in a patient, such

as a human, by admnistering to the patient Conpound 1

in an anount of 25 to 50, preferably 25, 37.5 or 50 ny
daily, on a 4/2 dosing schedul e, and bevaci zumab in an
infusion of 3 to 10 ng/kg, preferably 3, 5 or 10 ny/ kg
,once every two meeks In anot her particularly
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(Adriamycin(tnm), Pharmacia & Upjohn Co.) and
epirubicin (Ellence(tm, Pharmacia & Upjohn Co.).

W@ 1@aj2086T i anyci n(tm / doxorubicin: In one aspeniB20§6/001251
thi s enbodi nent, the anthracycline is doxorubicin, a
conmpound avai | abl e from Phasfraci a & Upj ohn Co.

(Pfizer, Inc.) as a lyophilate for injection in

administyires: ors @ 4(2 dgsing sehedulp.rand dhel dosing egimensargrgynchiqpiz¢chsoythat the

aE‘IHéxEI dfindh BcolrAbn 83t BARY 2 oflddh mmpafnddolﬂrttebtnwmcycle with

hl ori de er the rae Ar| (
e
schezlule| sl the dedingbiegimensoare ISWmhwalmctaSQ?zhelﬁhQ) paplies! tr(ewmeztéqccurs on
da}, nlCof)eaéﬁ camﬁ&ﬁnfm' ﬁeatnﬁéﬁ %ye‘lee Fuith ,trastaﬂmﬁldhcé Qesitly. 0N CoMpound 1,

vesiigi TP, ahpadires gy Bl T g B o é%?gemi"éoq“'ggz’a“"“'a"y
préfasd erpfodiment, iGdopeundi ‘als adminitered meant anelehaigd to 50, preferably 25,
37%lgy 5%)“% 'd?lly!a Er;sétd@ dcfsﬁ&’é@ﬁe‘dplb Cikd3rDWAAPE téu'dﬁﬁrnisfé‘?edc &ce weekly, and

injecti referab %Y lnatlljon i S UIS b’ articularl
pachtiet isyaqsnjpistered onge &Y éﬂbw?eka ﬂ%ﬂﬁ%?" ot R PHEHP y
préfamneeémboliimest, Gompaurpiat tsi atkrlirdstered reart arodunt bf 25 to 50, preferably 25,

3%% n%&gil% OB g%ob)tﬂ‘d&%tdogﬂgspcrhga’dléj %st@zuﬂﬁb li‘éo&Qin‘m‘flstered once weekly,

ng t pati ent Conpound
ang paﬂﬁaxeb&@#mnwstereﬁ ONGe YRR Frivesks, H%f'eSFrl"PeE Gh®enat i on are

t her Iﬂ@%ﬂlc@laﬂ és)éec&fof BiRtdmbedimbit, théicancents debiasteancer, particularly HER2

p%g@@%uﬁg c%nﬁg A r}kéau%ﬁcg Hgﬂa H | tﬁé %Frﬁ q—ll‘:‘%@osg\%‘s g%gnsoéhafarc@me% Py HER2

Protgin ggerexprassier iang suc P@F@‘P@E?'%ﬂ cah bF Agfermyngd by Uﬁfhe‘iisrweé'énm in the
ar euc’-ﬁcamwlurﬁm{oﬂﬂtobﬁénﬁstrvl qaeg@r fbreédenda id Situt mbﬁcﬁzan@f (FBH). A HER2

| Lﬁ%fg%'t'? 3\ﬁ}fa tié)g\n'ngéa {/7 %'n o%gfom onac%)ntg lae Cglﬂ’ rEiQVlﬁ’é]LP Yrder the
trafiepame. bietsepTestin e HERR El$létaé$addl5vﬁVﬁ'ﬁal§t Cq"@@afi'aﬂy tf@m Vysis, Inc.,
D&ﬁﬁé?é’Gro@ m?u@?el rlgb/ﬂ- uRdER thR Qradéhaing |P§ﬂ19!]ﬁ$ﬂ1“t CHER2 6443 lave described in

th li',eéatlB? ér} J?rzleaﬁagl;nple1 Rl %rﬁs%:eér% ?I{ar-%,{?eu 2P F‘e%LEFFW |)|oe n%atlve breast
camgwh dirsct4 tissue 3fuantiation/ by | comptetzedointasiec |ana Y?&n aﬁé association of

oRfiXbaksidnalifidnPeE6d ﬁéked'f)‘ecarre\!ﬂﬁﬁ&s@” CaRde REY €10y3, 43WBl-4970, the

hedul
d'?ﬁ“@F@P&\Bh'g‘ s |“F°r%§t8$%"r‘"& %reféée"‘éed%q%?’ﬁ@eg’r :8 g n g e ° every

3 welnlespartiColamhoprefdrdd aspecigfihisiestbedimentothe dvention ggyidera method of
tréa%@@lﬁh@ podiff Erggst ARk B 4 BatieAT BSchddsSa HUMER) rwrﬁdﬁﬁ}ﬁbt&mg to the

doxorubicin frea
e oo A L5 RO CAE 8 A i 47 cos
sdhedule] maniitaekinen amuat &/ 185 do 37 gbwHadoligion amaé evRwy 3 weeks, and
| r
SR I T Toing aboet AL ARG oy o o kRl cses of 2 malk by
infusion.1 treat ment cycle, or Conpound 1 is adninistered
on alncarothen particulalig Sireferesicdspet loé thiPembatiradsit, ythe iifvention provides a
m%é@ Emgﬁwéﬁz @&M@ breL&'c %erlﬂ %epa}-?é/rﬁ dschI4'aé’\§ Riffan, bY administering

mni stere

todhelpeieal Geranangd f dyPEmeUns PE2%Pmdn P'@fﬁai’é’dz'gé ?r?égg fTgedaily, on a

cahanmus Bbshigschedai partitaxed hcanradnoant of 435 th 135 mgacToy GdgitmiLande every
0

3 QNegks a&or tfagfug%%b |§é§ ‘nﬁlal Iga[dwgglg% S qgng{l‘l# f%oo%ghﬂ g:%fgl%%ﬂy doses of

ZHISﬁﬂsrmeﬂ@lf’ﬁ can be adm nistered in a fed or fasted

st at @2) liF.: lﬂarériocﬁéf @MbadEReR! heOhvdniiors peividesicombihatioh hterapies of
cancer a one. r ak e
CERPAN aheny P88 ARFBpiop A pAARSE s ARG AUF AR ucovorn
Irinpiesano 8lgp AnownessmRBFH ], Ia\aaaﬂal@iﬁ fiemrffEer, Inceas alSolHMLEF ¢ diton and
infedfreih 20dndtNAL AR (46 @B OID m§ trPEREh BRARZRIBrideC fﬁsﬁébtlvely) under the
cancer, breastcancer, uterine cancer, carcinoma of the
faIIopian tubes, carcinoma of the endonetrlum

carci nona of the cervix, carcinoma of the vagina,

carci noma of the vuIvaJdodgkln s Di sease, cancer of

t he esophagus, cancer of the small intestine, cancer

of the endocrine system cancer of the thyroid gl and,

cancer of the parathyr0|d gland cancer of the adrena

o o o Y e M o o - o I
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preferably 25, 37.5, 50, 62.5 or 75 ng once daily,

preferably orally. Epirubicin can be admnistered in a
waolowagezsef from 60 to 120 ng/ n2, preferably 60PCTEB2082001251

100 or 120 ng/nR2, preferably by injection into a

freely flow ng intravenous ief-usion (0.9% sodi um

chl oride or 5% gl ucose solution) over a period of 3 to
trodenime! tGasnptosart & (idnoacgn Bydwchbrlmeﬁ@tm%tﬁ'ﬁmwr%c“ i§ jguailable as a

%&Fog fcqqggcél meﬁ)b rrﬁbb\'nélé {50l Ry RRCHd rﬁL)QlforrﬂPﬂéﬁle kncG Yifde® tiearadename
J Vi

\Y

ven
Agieil e 'GB‘H?)’B @ISP l@ﬂ\eﬂn @%k_ Ica,:in'h%E%qxorwe?oéalﬁ]aﬁ|8,s<fachf‘u$n folinate or
cibdAs factor ga bichilaite Gord aeveralengreasn thcliidiogiWyblp Pharmaceuticals (Lederle

L%%?léc{hhm €£|§9mﬁ qﬂ&i’eﬁU?uﬁ‘lgy ofrlbinGtion Ealsky td @eatt é"?)atlent preferably a

rrent . Qr nore era
hpm@rblfsﬁﬁfqr@@rf(pmcp@ngqﬁg Tlhléigl'rh%rﬁ’art'%%ﬁfr?s %d? &x? is %{qu)f%@}e g /tT invention
p%ﬂﬂe@ﬁlrﬁéllhbdcdﬁrtre@mg &mcadbyi aidnﬁmsierﬂ@ toracgatente@gm@umék@d IFL in

aglﬁ%p fﬁg%lﬁ \égr%l% %‘o%r%jﬁﬂ%&ﬁtu J ﬂﬂth@e\’n%ﬂdﬂ@ntd@&ﬁpo@nd 1 can

ut r? S go H§5 75
beespioigierpdin &dlssagy & ke dh x> Mg @'?‘"@rdéﬂM , preferab >g%ﬁ (B 3 or
mgSoridé dhilyi g%féraw csm@e ORMPBBYNG3! ssREesadfrinstated cattioucasly (i.e., daily for

tr% %ga%glam tﬁ? irg%trrngﬁp & me fhodl 2 rggrgblg in \gﬁ% ri bt@osm&é%{?%ﬁnﬂ a fed or

faptedlistete. rldugtepan.s5-EY encblymmr@walz beladmigReed 2p4EIInG to the standard IFL
d8§ihd $EREGIIWEIN I@BWAR the BT UK Pardlisdl AR cdn Kedadndliisterde th ®week cycles

yS and or divided B
(&%C S éB (ﬁﬁ:e fer4yv§e%<t g %}Nﬁ%kﬁt ‘ﬂ)?y 01?9 ngg‘m{ ec%ﬂ(#s |n|§i£red in a
oaghinute smstoedfOUmved [3/20 oo’ rejicevsiie @ @enadri)@ra%ﬁénq@asﬁﬁg The 4
weBKH SAPS tr@étﬁen%ygﬂé: ml&ﬁﬁdzlﬁda SQuebln L rfediepefit. ﬂmblpiéférred embodiment,

{reat nent de

BT oo 2 B P, T80 54254 Ao Gl o
4§25 dasihyi suhedtm a@ilonam Ebris isdmipisteratioen A2 @h@r@m p@edule (weekly) as
dggc,‘?ééad' ﬁQEM Préfel%QI'erQ'C%'rrr&ourﬁl ﬁdm [HLS f@l@@@r@%@wr&r\iﬁd}/so‘khat the

R SERE) TR oA A DE/ P g Poutd 1 and IFL
cdinaite1gn st mferfarredlembodlmerd OGdrmmpunc: disrasiministered in an amount of 25 to
5%y Bl%@?é%%’ %Eg:%??oort é(}ﬁlhgtcféﬁy RRid Etifidds ldb8RY BEHRHUIO GEdily)S and IFL is

i Vi on of . each Conpound
aﬂmﬁ‘lsler?dr@aﬁ %H?S"&%P@u'edwe@h%%ﬁﬁ'bf& PeeBymi ni st gTr) ed

on a Ie @atticularoaspects if rtgjs soibedmks, tHBotamced@o isplongh darkcem rigne cancer,
p%ﬁ&r%a% Rl %ﬂc@r AR cg’r{%ﬁlaggﬂcgr' Flf R4 'oP n&kf &J‘E!an@cﬁusfd?%ﬁr%&ular melanoma,

ar aspects o enbodi nent ,

QAR NS rpﬂﬁgcae%cféﬁcer Bbie aeﬂrfe@?" sf?ﬁﬁ‘&'? &3P C?J%{h ‘c‘:aé‘f‘e’ breast
q‘ékrteﬂ uf‘eﬁﬂ@@fncerp@f’tmﬁma@f thé Petiofeddubes rcarvinokia otthé entiemiatsiuroy carcinoma
i C%RI%(U a% RJWJ ng{?JTPHngV&HW%H\a Shulva rl—ﬁﬁbl@r'\ s EQQé‘s‘éreancer of the

C a ncer cancer
asepheays, cwe@@ftth% ém@léatestlu? EENGFE Ot:tﬁﬂ @éf#ocmtea?yﬁeﬁ‘o ﬁ%[‘csff of the thyroid

didna, éaﬂbér@pmaﬂarhtﬁﬁeia glafid cancaOsTahetddrdnBleylad pkeanetniiofi saft tissue, cancer
33!5 cl nonn c%]gce:r 5 Fé’nllsx pﬁ%%[ek&gﬁ;g&a Blﬁ)rgnlé 'EP a&ﬂg'l@uﬂemla |ymphocyt|c

ase, canc
Ivrh@oens@ (sBRRS TS, i i, caondA he R o RISl €51 RO, carcinoma

d?fthé Féﬂaleﬂéﬂﬁ%c hédbﬁsﬁﬁé St @13) ceﬁt?dl G@ll’vo@;‘ syisfam {ONB), Oprichagyl @RSl lymphoma,
r0| canc e

iffngln%('s tgra?rég}m a, tpl uﬂgw réen énnac 81} ae é?rr?t{ %M}\ ofaoq% %pﬁ%re of the

fompairg caycersh quzre mr@eraw otbe @a@ecaﬁws@_ﬁﬁmn@ﬂmhﬁ@ﬁw tuﬁ@[ﬁ genal cell

éa?dt”@ﬁﬂ‘ Breadt ¥&ARE0 %?!IBHteétaﬂ HAIRN QIIAREmalF &N ddhcer,Nfeuroendocrine tumors,
can ge r. o

' e yreter,  Jena
Bupe oAt icAsiTR, SRR A2 Rbetoe rRs R & B@Pvﬂwmﬁeo%ﬂte %&rslmd sukemia
irbstate eanceralymplemappencregtistcemne, ONS)ombinationghgreaiNs
| ynphoma, spinal axis tunors, brain stemgliong,
pituitary adenoma, or a conbination of one or nore of
the foregoing cancers. More preferably, the cancer is
gastrointestinal stromal tunors, renal cell carcinomg,

breast cancer, colorectal cancer, non-small cell |ung
cancer, neuroendocrine tunors, thyroid cancer, snal
cell lung cancer, nmastocytosis, glionma, sarcoma, acute

nyeI0|d Ieuken1a prostate cancer, Iynphona

.
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eval uation of a sinple fornmula based on renal

function,” J. din. Oncol., 1989, vol. 7, 1748-1756,
wo b@ed2@ssT osure of which is incorporated herei PCDYB2006/001251

reference inits entirety. In particular, the

carboplatin dose is cal cul atesd as: Dose S= target AUC

X (GFR + 25) where the target AUC is expressed in

my/ in/angarticul@ifbréferresqmpest sttiisiembodimentrthe swehtioh providesea msthod of
tr%tl}{%olbﬁcﬁﬁ can%rRlnCQrbaﬁ&t dﬁkﬁra@ Refmay, ﬁﬁfabﬁﬂﬁte\’lﬁ’d ko the patient

nment
CoTEAH 1B 50,2 A Do rbTh 2o R B 50019 ffon 8 41 dosing
sohadulke aihd FE@n adtagdard IRL Wdsinbarbdimérf as, debd@bedbdations. ne

cl eafnaéh%ﬁ]%g&ﬂ@ %Ig L{)‘?&érg@s‘ﬁe% oﬁﬂ{%kﬁb&bﬁmérﬁ‘ttﬁé r}ﬁflentlon prowdes a

Medi Ci cl osure of
methed op Seating golRteptal PRNEY in & RAtERC BIGRS 7 SUEAR .be/e%dy"m'ste""g fo the

pi@ﬁtge&mﬁwﬁs 1CiANarb amburd rof 250 50, prpfarabiyTs), 3705 of &0 ahd daily, on a
conarrlHoHs gct)smrg 85%/ ELér{HruE‘L on-@&ar{éigl%ﬁﬂoéosﬁ& Fesmgn%% H&cﬁl?éa aB@ve

avenous 111 usi on m nuyt

onc eQ@M&M@k@ anpijer egthedimentjee pyspEan REPUidep C?rﬁté"at'm therapies
oPPEShpcuRK €land BIMESK MRibER PR tbd MEKA Mhibiforamolude thbser distlosed in PCT

P |P%|§u|tl\gt 0%8&& 88“&1 %_aLrtlEu?Arﬁ réf&(rftdoMélb ‘fhhﬁﬂtgl Etl\?ffl%l-z @&iﬁydroxy—

PMWI M@‘lﬂ9¢f9"2((a1ﬂ,uqro4wp+pperw@rnlrtohbert;amﬁeq dre krownngs PD325901, a
ME'Keﬁhlﬁﬁ’dﬂtc)urrer%' |ﬁ0c¥llﬁic£rdéfv&6;ﬁkﬂny byl FiizéM PDBESO0T tch@ e prepared as

WSS 9T S, et 000, B3 4 BBl By«
hotear; rsuffegidg dbmvaanesrt Hbus, in egaﬂldulﬂrcﬁwm OCm'?pmm’F“t the invention

Fivgﬁég‘! nﬁﬁb@ddfltt%atnP r@afw@é’r@?'éﬂmuﬁ%mgli@d phtiérf Compound 1 and a MEK
adm ni S

FHE R VR T e

trfnmrhmmmnby:omaom dl can iba adminigteratdm e dotage o&frasm 2@@5/755 ng once dally
pzelﬁ’éil ﬁ?% @Qm%dm% dhée d&lfye BlcFERdtiy SAM/. eCompound 1 can be
ter nat ive

n
e b LD e LT UL S1 5900 Sy, o
irdgrmitiontaiosing chgs@nt ih atfed drdasfed staie, Breferred dosing vagiindmy of PD325901 are

deSAbaLR! éﬁé ' F%wéﬂn%ﬂ&&ﬁ&thorpﬁg LHO?M@ g7 fﬁbéd :barﬂfarﬁﬂc QOOS For example

treat nent
P@g%é [caf P agnajpistgred gﬁﬂfi?ﬁagg @frf@gp 1 %tog»OF%é) %ﬁ, o,nggfl%l& or tr\}wce daily,
pﬁdféihlﬁy oraly. aP[pﬁilSB(MCd:dna:rel admpiistdred cantinueuily (ienentg or twice daily for the

%Fiﬁﬁ t]’eégﬁen% g’ E'aﬁ ﬁn?{{@ﬁtehtr&géﬂ? @gm(_)éﬁt sé&ﬁ ada Crilt'? 4R 3/1 dosing

pre er ab

regiRier ulnes prﬁ@erﬁq! eakaimeny. GRIFOHICL{ & risiersf "hﬁ% BRPUTG P 25 to 50,
phstératilp 2573750480 GRC Baify ©fi Ya Blar essingesdhedul@ldhily), and PD325901 is
a?ﬂ% n%?et?%aalh aalalm%uﬂ% 5] Bls f§5r% dr 95 %F@(@H@ Wike ﬁéglikl %Hl acgﬁl%uous dosing

ove base on
speadyler PaeiRrapy, the Pémvoweﬂn@ﬂrMEK PG e 3o CHIRBNAELRG that the
tleBimeat\biigds brecdhqsbh.hd 864 thdMEK inhibit@Naidnas rgaa périodsi biComypound 1

Co d
%agth I\ﬁ%? rg‘ggqtnr c%r%g ée‘p Fe frg[%gg% pé%sm?esgq nAn%'th%fs gw'fe%i're'd NerfAbdiment,
Graipoynd bis admmtﬁreqqlom§mw§|qﬁg mpemreéablyp%,sc BT 5@;@@ mg glaily, on a

c@ﬁ‘ﬂ&&iﬁo@h@@cﬂeﬁulé@da’ﬂﬂom PId259039s b@mikiéleradUN B amba of 10 or 15 or
car bo Iatl adm ni stered in

ZSQr?r é?\iﬁﬁtm%'ﬁ’lm(?lﬁ’?i@é%ncf%%W% OS@F%§F®ef ormul a as
descrin b:adlcd@oa@ebtagédhlgrsnanoﬂla'qegtetthgo\p@cglf isqlupg) cancer, bone cancer,

d&gérlE@ﬂ{: rélaﬁbler QK& %arﬁ:\éle EanElhéfQI% N&e ko nédkl J:L@éﬁe&% drhﬂraocular melanoma,
acl 1 taxe 0se.

u

2o o e o ) B3RS e e gy canr reas
qaBgee ruésgine mncarmnomm the dadlonizrtubes agapinome fof théy endometiuigr carcinoma
&%&enﬁ@@&ﬁ&ﬁéﬁoﬁﬁe {4 2QdioRta JTReARREBHOdBNAS DRBase, cancer of the
cancer, rectal cancer, cancer of the anal region,

stomach cancer, colon cancer, breast cancer, uterine
cancer, carcinoma of the fal I opi an tubes, carci noma of

t he endonetrium carcinoma of the cervix, carcinom of
t he vagi na, carcinonma of the vulva, Hodgkin's Di sease,
cancer of the esophagus, cancer of the snall

|nt estl ne, cancer of the endocr| ne system cancer of

1. . - Y a1 T
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Conpound 1 in an anount of 25 to 50, preferably 25,

37.5 or 50 ng daily, on a continuous dosing schedul e,
w@awbilz@xel in an anount of 135 to 175 ng/ n2 oPCEIB0@&V001251

three weeks, and carboplatin in an anmount cal cul at ed

fromthe Calvert formula ase#flescri bed above based on a

target AUC of 4 to 7 ng/nL/m n, once every three weeks
eséphhdjmywamgertdﬂmemﬁllumwlﬁ cahwseof t(iel 8)docrine system, cancer of the thyroid

glaﬁ@ 'EEu'\c,Ieﬁg’f’ tﬁleepa%tﬁ’s%@élér'f& B o n@eﬁﬁ Pk RBfens FRAM 'sHi%Brha oft ot tlssue cancer

t1on provi nation therapies o{ %P q hocvti
of e el SESPDE! TR RSNG] HORAE] ACeE Tt P SRR ooyt
Iynﬁ;dh&rﬁé&l Bshcavd tHeadildeerf cancer of the kididyyor aretér, Cenapeetl waraiporaa, carcinoma

of tnL0 Hél r[i@fi/g gegz&laérﬂé Slcﬁw%%gnt}(ap nec‘rl/&%asgsté'rﬁQCNS)""lpﬁma?' CNS lymphoma,

Con g ui val ent
spigal mqstttgmrﬁ @rmtem gliemss PEUilaY PAQER 3 ocwto[fffne or more of the

for@o‘ﬁ‘@' intdts. SMdﬂe @Eéf@@dwﬂdhéi\tﬁcbrahl gasfrointestiBeli siombl tumors, renal cell

cawx Sorg?a%tj caﬁcer ectt%I ﬁg%?re nd-Ghai C%EF.B? cQﬁcglg né 08{80&99 tumors,

r adenarne
thyfraid sasican ismall eﬁuémgu @nger, RTRSY D dema, oﬁarcewauoaql rmyeloid leukemia,

rds@‘té}e%hé&ﬂ Iﬂﬁph@iné qah@ektibYarcheormphibingtion tiefeotan be

pr ef"é? ERBS glu(?afg@refefﬁg%ga F Tg@%em&?@é&? tﬁe mJe%ugc% n[lﬂw {5% a method of

trebtirigunselanomadn @ patienic suoiae R|maR rby 3dm@|stgafmg¢to\m@|ent Compound 1 in
anf e%duﬂi’v@szg’lb 50, Qﬁ*@er’éﬁ? k5! 8% 0P8 |n‘i§j daIIQ sbat/2 dosinsdpedule, and

e ek TSP e Ty ol 3 B o

schazlles. Vari ous gentit abi ne-ci spl atl n conbi nati on

r egi|TBRSthEY Sarfcl@M prefiRdd @B5cB ki {hlseéjnﬂoﬁln{ehﬁ td Invérfibn prov1des a

choose an a riate o e and sch u
S o DEReRia P BTG sces D, by P B8 R paten
Catgimt) 1 rire g lmansnt axf @5 de §8,r préferdbly f25r 3BX 2npP éng ¢ially,-pnsa continuous
dogiﬂé Eﬁ'ue@&le alhg PD3§_§%$% AEfolRt 6t 4B of P52 ko5 F BERY [nBicdBaily on a

t1n-and gentitabine: results of a random zed
°°ﬁﬂé‘§’é§ qosing g¢figgUle. Annal s of Oncol ogy 13: 1080- 1086,
200224)Taxétarsl | doastaxebt pradinisond: An pivise etrbo@ne,rmyhe)qu\tion provides
coﬂ"n‘ﬁ\‘\‘c;tL OHQﬁé@IéSaO@ IcBfap nU% &6G§Ql(étdnrbnﬁﬁé3blgﬁﬁ a@ém‘aVéuIﬁBI@ 8/ Aventis

weeks dvanced non- I 5 wl) or 80
Pf@amcevtm's/sﬁ A ligectien @9&%‘1*%*59" gnaloryse V4<§©°°"1%’§ 20 %l > L) or
mé<l(z)ﬁﬂ) Sdiceﬂxel (arirfgerous) ! arldienthe diadglaatei Taxotare™; and a glucocortlcostermd

d
u?@ % redr fé%obp%s%%%ﬁe g SCF@Sﬁ% ggﬂ&ﬁéﬂaﬂ%s usequ‘ to freat a patient,
prefﬁ@éwp?ohtanaé'd syfisfieg OB Papeer. cReBifiay ProRtRlgi ANSh | hify iy partiular

aspedtTu? URISl etnbbdimelite thadinventiat prodides a raetithasafgtesatidg Hrostate2&ncer by

z#rgmstérln r}%ﬁer]q @oh%oun?rfsfd {e@la%r\%%reo%éﬁe oﬁ&edn@?oloﬁe ?H' amounts

ound
thatdifi qc;n‘@tngﬁlcugdargd rapayticaly 9ffe{c¥vee In H‘ﬁ glyqu&:enf hC‘eompound 1 can be

adiiigtére® ih @Eos*ab@ of FRRI DB 6L 25 tod5 m@memam}r erefdmdbyy, 12.5) 28/87.5, 50,
65251 tire J}%ﬁto%?é 8@&2;')%% (fb@géég[&atDo%&g)@l Q@utéé ﬁ!r ||1A¥[|§lon éy %regt@d by the
magmdasturéregn bgadrainigieted ina dqsg@qacpfaom@ottqa, éOngfﬁbmergbly 60, 75 or 100
mg@as] BQasédjrﬂﬂUtEantrdVEﬁcﬁls pRfedie ahdey evehh @irde0Wpek$NdPrkdnisone can be

bi d
L
dewstayel sBd biednisaDe epo b adniinisipred lat thaseene dime & SPBIGRIAAY, |Vﬁthout regard

oC&H‘?rbeCf’rﬁBqu qt&"n% hdimstbred c.@ﬁtmﬁ&fslye(ﬂeStdaﬂyefor kHe @uration of the
i cul ar

e, Srraore bl AT RN [eolen. BBl osh pe sgmiisered
o3& .hery 1thr&€ waeksdaithbyt, regand to the Zonhpsindd mmh@mearid a particularly
p@%ﬂ@%%@lmd’}ﬁerﬁm@olﬁﬂoﬁm atd BarRhiSteRY 15188 GoRtchr 269y €0, ﬂré\‘erably 25,

anot her particularly preferred embodi ment, Cbnpoun 1

is adm nistered in an anount of 25 to 50, preferably

25, 37.5 or 50 ng daily, on a continuous dosing

schedul e, and gentitabine and cisplatin are as

descri bed above. In particular aspects of this

enbodi nent, the cancer is lung cancer, bone cancer,

pancreatlc cancer, skin cancer, cancer of the head or

. o o
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In another particularly preferred aspect of this
enbodi nent, the invention provides a nethod of
WO e@ati205§7 bl adder cancer in a patient, such asPEI/Ber(01251
by adm nistering to the patient Conpound 1 in an
amount of 25 to 50, preferabgg. 25, 37.5 or 50 ny
daily, on a continuous dosing schedule; gentitabine in
375\5' oPSME Haif on/ 5@/2@2/1 b8ndrgphedule) doeetanelik bymihistered in & iofusion of

6% 7§E i@)l 'H&: lr?] an a tﬁ%g\ngekgeoa%% g['e%g%or%q h@ﬁg{ﬁ%@q ér{/ aenr e;/mount of 5
mgrtwne vieilylos. a gontinuong Aesingysehertenin anowskeﬁ*wwv preferred embodiment,
CSME&L@BHC@ BAAALER in émalﬁcﬂm brers t@lﬂbqﬁéf&ably 25t3765 or 50 mg daily, on a

natlon. .t
oot T oI AR R st L aBh g B8 g0 mo
onzergyenyritfea wagksadyideprédnisaneria aﬂm&teged&n ep Jamnwteb5 mg twice daily on a

cérﬁ’f]u&.ga@s,rlgrg@hadu%s a lyophilate for inj ectl on i n
si ng

ol LI SR par e el R Sriss T 18 hyBRisn gkl rethod of
trbgtitly prokiaterdackes inur@ibent tsueh as altermanty diniskering |tq1thRgFt(ef|tr§ompound

1 Qrﬁé}?(f}éélm &f 515 tl%é* fﬁ?&f&h&& b&le37f50dr 5b Mgdally, R )a- 4/D8P1 u&&r@lsahedule

is also avail Par

Shee T BRSPR B b B Cupa ey WeBy Pehgereghes gpount o
mrig\fwigs eaily on 3 continugub@osing schddleni. (20 ng), 25 nL (50 ny)

?280?}1 garﬁgu,agli Erefm%d §éﬂé&|o$fh%oe?ﬁooﬁhﬁhts tr@ﬁﬂreﬁtloﬁ%vmes a method of

ose vi al under e tr
R AP IR PSPRSTRPUECICHER B BT GEAUATGTE g gtent Compound

11 M6 @b Jof 125 & 60 pes@hiayi2is, 155 385 oo AP oy waid 4Bbe2/1 dosing
sgﬂ’eﬁm& BJocS‘tg)?él m'\é’n lﬁfﬁs&gw ébbi‘ngrﬁh 3n ey&@Rl' t"n%%ewefa@' and Bredmsone in an

ous stren eé’g
aB@WtﬁﬁSmit"@C@a‘i‘ﬁﬂY@@yOMW@éF 93ing sehestiename QIt oxan(tn)

( cy c i Bhudsp fb@ﬂ'b@ﬁlyf Sr&feirdy QQJethch)thls fembodlmplap thedinvention provides a

Si i . .
e T e
momd‘em Qﬂwé‘“@%ﬁé%i@é@fﬁfﬁ(é@k B3 (fcwc%ﬁlﬁd?ﬁ\hgﬁwad@"t'm°us
dbéh@ éﬂhﬁaule Ho&kseah by mftIsl&ﬁ of PATRpM tohevieRy thiee thebks, hridgrednisone

a | e refera [ from cancer.
fg ’ﬁqat}”{“egﬁ'F a C° gﬁgod’rogl %LC%&H jodi ment, the
i nvem amthqurmlcuie@ @refﬁﬁemewegh‘ oft thig ambrgimeatn der inygption provides a
Bk ok ﬁéﬁiﬁd}z] Bn@stb@ c@nd@ﬂﬁw@%ﬁuer@@ﬁﬂ@h@é‘ hdmarf] O @drhifibi6iing taf@ patient

| oph
HePaReDI &8 aripiat o2 w50, arlanly ?n@”%r A2k, "5 aait, on
cOutimpoustipsity sehedie dacktinel i tap rinfebidnrof §0 eda’gence very tremeeks, and
ptré?imggnerm aR B6url8d 3 Mg tV\ﬁUleaW&m %n@rﬁlousgaosﬁﬂg sefédule2. 5 or

be gg%ﬁgﬁiaﬁq!qlﬁ H’P OE" eg%)é% tf{l‘lgﬁ\ 9&?0 oy grro% Srf‘ﬁ?‘ﬁlﬁg}m" therapies

opCelhpmJa&bh yandign arieandnogenS SuiteibtePantiasdragens inglude bigsiytanide @ gompound
dvé“aglg tals %n1 500H§ Babfel ffdny A%trﬁenécé’@ﬁi%rsthe @é&én@ﬁr@ QeRbrivd Q‘lutamlde a

can adm nistered 1n a v

om0 BB 5 i Al Sthedbe, HEBE e o™
nilatsraide, ofcofmpomd48Gildble 89G Mgy m tapleE‘ffrennaMeptlse@@dqrrghqrgradename
I\ﬂiﬁncﬁons"" NSefrdoft fh@\’:@rﬁl%‘eﬁloh LQLEQJ ﬂo‘ﬁ%at @Ml&t%%@i@béb@ aq{un'én suffering

Eﬁrq)ou oxorubicin_ an g@g HE’ ¢ th
froRhCagEsTaRTIGYIaEY BFO81ate GoRFREUT S (P aa&t' %@&@ﬁc FabAYment, the
idveaifon greadsiamettiodrot deatiog piostauahger by adminisedng tp af pakient Bempound

AUERLh |gﬁ?r5%% rsﬂc%aéé.rﬁﬂélaltamﬂé ﬁ(ﬁérﬁid@ 4?? é\ﬁuté\?ltﬁ in! J}Vcﬁlﬂts that in

i nterm

I men,
CoRRioRUiES WermaRUTERY SERFTYE IF é\'wm%@nb@emm@d desan be gministered
0 BGRsRER Srorh 2686 K5 mgl dnbe bily ) refaradly 128, 31h& 50p60®uNzb thg ohce daily,

rfr féljaglg%gaﬁgg%malq% %%Ségﬂ Ye a%&%gsltgr d oPclétdaW ﬁfag{ Q’p&)ﬁt 850 mg on a

ul'e as cy c
Cyclophosphanlde can be adn1n|stered once every 3
weeks or once every 4 weeks without regard to the
Conpound 1 or doxorubicin dosing schedul e, but
preferably on the sane dosing schedul e as doxor ubi cin.
Preferably, doxorubicin is adm nistered once every 3
meeks cyclophosphan1de |s adn1n|stered once every. 3
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T ?@@ra?unwe’#éo §>%| GrefRsatis2

dosi ng schedul e, doxorubicin in an anount of 40 to 75

nmg/ n2, preferably 40, 60 or 75 ny/ nRonce every 3 or 4
woe@kd2058nd cycl ophospham de in an anount of 4POI/1B20@0D1251

ng/ n2, preferably 400, 600 or 800 ng/nR2 once every 3

or 4 weeks. (20) 5-Fluorourassd - epirubicin -

cycl ophospham de: | n anot her enbodi nent, the invention
ctiowdug desingoashedylet iFbkpmidresan e eemoﬁte&ﬁn@emﬁrﬁotmt afi7§0 mg three times
dally fo'n BQOAkHUBSES dOSI(‘Ig 5ch5&{|lé NifRinfi d@%aﬁ'b@ aan@%stered once daily in an amount

uor our aci | valla

LT S 2 conBrotR 9B8hE Sinol PRl 1 e ang-ancrogen
carl he ddministé?ed atdhe samedime, arsgauentially, withauldegankto order Compound 1 can

béQaMﬁfsie(édr&ntmﬁmswbé caany fo§ R RABIOLEe AR bembre Qreferably, in
har maci a Pfizer, Inc.) as a sterile

a%‘l"%’i"i“%ﬁ‘* dF’%'Pg %J)mﬁ%e in VI al's containing 50 or 200 ngy
epi r trba partlbulaylyi pnetel‘rled)aspeet afi thikeamboHienent; thetémvantion provides a method of

tr t'n? gfoﬁ er%née‘? R d fREA ¥y ﬁlﬁ#&lnow éi)‘?mnlé?érﬁl@tto fAB batient Compound

IS a conpound
57,0000 PaCa o 2 iR, A8Eg gsheque, and an
antandeagen 8h B eardihlicuis desigy schddd@. ng, 200 ng, 500 ny, 1 .g

and %1 9%05%?%%&&% ﬂré@qﬁdqgsgﬁsct%ttﬁé%%oment the invention provides a

ycl o on
meﬁhod a?flgermeprpﬁﬁteweyﬁr in @)F@F'%WH%W‘H@IW y %ﬂn@@sfef'ng to the patient
Cf&bh@btlrﬂm o) érﬂharﬂ&nﬂeﬂ25% 50 pteferig P LE)5 blﬂfﬂ mb&iaﬂ)ﬁron @{j @lntinuous
use Uu t t ospham de
df’%{rﬂﬂ F%‘fiﬁe Qe?"earnabﬁdrgﬁhoegjac gﬁ@ﬂé%t@ogﬁ&g&e&ggd to treat
- RHy agdnis antaganisten i aseiher cemieginteplp tec Awendipn provides
cahuﬁanoh rﬂheaepﬁé@réflodﬂpeunm meta mtelrﬁﬂ'ﬁgshcﬁmelaﬁﬁg hdrféne (LHRH)

nt [ hod ,of ting c

AT ety o8 TR apes bl RhuBie 3R Thouf avapie o an
aegate Bk i 5,528 av;dcw)pm@pagamfrge TAP Bvesmaceyticelsanderrihe tradename

Jb@tt"‘“ Oéh ggfﬁerélheé aselihLabliabiesi#AEobide salt iﬂ d 109.8mg depot from

Aa%%% e, 56 oS pelsdns S B o e v o

cbpoud atailghie frdn Rgednowedthe trgden@mgf’lemagg[g]“’y Rgef@nably the combination is

USRS batfeRl pFé?er@dNTé ﬂbrﬁér? rs@ﬁénﬁ@ ﬂbnwrb'dﬁ’déildértﬁblar@' prostate cancer.
dal|% for the dur

0
Tﬂi‘l"%f Pa‘?ﬂ”ﬂF“'aT ﬁSpﬁﬁt ‘?frﬂ“é Fmb{’é“@ﬁ?t U‘Sé'i“f?ﬂt'ci“)e‘a?ﬂ‘eeﬁ a Fﬁthgd of treating
presthtocanterdlyedmiristdrieg tha Palieota@onymusnd] friand st MBI agonist or antagonist,

s@@ﬁ: as (I’éuBQ)h(ﬁeo g@Qe?le @r %B%@Iﬂu i Smiihd tﬂéf‘ %W’Ebn'\tfhailaﬁ afdf ttherapeutlcally

or exanp dm ni stered
effectivaci tﬁ'%ﬂ“@@@?@“b §3ET“E°U"S§ c3p be ﬁ‘ﬂ’P‘B‘?f‘SW& LPsa B%F%%“%Pm@é@ 75mg
onge tdtly Sprefeidblar2d, HOK) SapB828 005 rhg Bhdel dailyg pRFeréidyiorally. Leuprolide can

Herefd]f'llﬂ %%EF&E rn%'ﬂ%nﬁl' i 7:?51“0&? o@fjﬂwgl(lﬁ}pgélﬁg%otw 75 FAQ)S egﬁ"nce every 3

qcz@sw;awno%q; iesdnd S;.uwyn[?erppbcgg 6ﬁ‘lg? ?Irtqnc%le\fel%demnths in an amount
df BowigrigupranDepotBrenusg)i Gbsséliarag e 9dmisisiiedin arharasuntief 1018 mg once

e%e/%gg H&'Rﬁ‘s %tgréﬂ( gn]l)e %Mr%fng%{é%eonc? %v&{r 4?w&eﬁst a{ﬂ %H&u%?of 100 mg.

Gqpmneuns| hiah e ith agonist on aWaagRist g be agminkiered; aitiragame time, or
sethéw withdutGreyed toditdetaCompoumad dan Gk agmmistetatCdontinuously (i.e., daily
f%ﬁe c(i)LP %D ﬁ%F tﬁgncrg mgnqﬂ oﬁ'ﬁor@g%eﬁ]%q‘cl‘} E‘lra%qnt&?nlt?e{]ﬁ@orslngi‘éﬁln%n

S an
pr ef dn atparicilaly prefeseed gepest offthis anaeiimens t%OV?hE?’WOV'deS a method of

t%ﬁfgq:l'r@éﬂité/ cdrebt B pakient, Afchas §|h0@br€ by Bﬂt’ﬁﬁié%ﬂ@@ the patient Compound

1.0 ectli Lon Ve % ag(!:o

LBlep oGt 206 S0 Foon 2Brarh 20 (i oell B g Bglptie, anaan
WiRHagetistasgategbnisb or der. Preferably, the treat ment
schedul es of the various agents are synchroni zed so
that treatnent days for 5-FU, epirubicin and

cycl ophospham de coi nci de as nuch as possible. In
particul ar aspects of this enbodi nent, the cancer is
| ung cancer, bone cancer, pancreatic cancer, skin
cancer, cancer of the head or neck, cutaneous or

i ntraocul ar nel anoma, ovarian cancer, rectal cancer,
cancer of t he anal region, st omach cancer, colon

e o . - o - o Y
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directed by the manufacturer can be adm nistered in an
initial |oading dose of 4 ng/kg as a 90- m nute
w0 nfoes2ws7 fol | owed by once-weekl y mai nt enancePdbBER8060f01251
2 ng/ kg as a 30-minute infusion for the duration of
the treatnent. Paclitaxel, dgtuted for infusion as
directed by the manufacturer, can be admnistered in a
dosatreamthef pertivi8ly drefertstbaspgétng tiais emhodiméng.sihe invedtion [@ovides a
nﬂﬂﬂp f tré%ﬂﬁgepr%f&%léalfbgwﬁ %lﬁétlen%Whu%ant Eﬁ&iﬂrl’ﬁét’émg tc4AE patient

t axel mnistered witho re ‘5}'
Comaeind CBrASORTIRING 0L o020, BATSH € i Bl Py & continuous
désingsschedilié, &y dnaHRHwyonistroatitagonist. t he treatment), or

for e (%E ‘le?‘%ggrbl' Yagr%fgmﬁr]n aﬂ&tﬁér'%ﬂb%&ﬂblgdﬁé'uﬂrgntroﬁ GrdRBs combination
such adni ni st ere%r
thrapies e OlerGPMBoNIde s anes sqedepib; (R ulisRAse winpikisy ¢ 2valplsr dom Onyx

Pharmabstiti€aaimnd m taid (ffeedadelstuinEEnt)td thertgsyaielseltiuridesthe tradename
h{aﬁ?%ﬁpﬁ?ﬁrretéé%ragte c%mﬁlgﬁegqsn&s%gp %Ia‘t?g 89&%? p%%ram\fgguman suffering

friomiretker.e Ehus Fin efpewatmrwspe@b@fﬁ'@wﬂb@m@adm nfestiaRseYiden agnethod of
tr@ét%g%ﬁéerﬂg)ysééjhﬁﬁ’dﬂérﬂ t@rédpdtlélﬂ Gﬂhﬁjoﬁ}ﬂi 1 @@ Fergndr i@ amounts that in

K e e T

ity dbsage wf from 26 azs‘fﬁmgm ity eorefieralily 95, 3X15; B9.rP215i QfgPymg once daily,
WBI@IM— @G’Hﬂbo’gﬁd 2¢8h BL sbRihieEreantontindbslyd@s.| 8dlly for the duration of

ESERS 0% WSS et SHPSTR, 6 57 MRl L S on o
aQmimjsterevoin 2n amewnt nifrom 20Pehg:to 408 b, tvica Jailyon ards dgilycw once every two

d\égs‘% mlqé’fa?tgpm upch Hrefeﬁéoaéﬁﬂééff%ﬁtb C@ﬁ\godﬁaq lid {cviiRdteredm d@mount of
| stered

Bdp 09 ATFTEPPlY zﬁrr?g%e?r d“%%'éﬁa‘?"rﬁ’eﬁ’? °r%rﬂ98'ﬂﬁ gehpdylg, and sorafenib is
aglohimisteiret em @dconnmwns ansingn scheflul@ Spreferably, 400 vd dwiad [dgily25In another
p$ezer%doé'mb'églgggts @%hbéfund olnlsaadﬁn%téﬂébsin% SHRABHSH B to 50, preferably 25,

trast uzum dm ni stere

SE&ar B DRk, &1 AGATIHSSSPES EREUIR By 31 AERYS s gministored on
odethasushiesingbuedule, prefearabdi 400mgpterice ideilyl ar | y pref erred

errboc#, %F&Eul C?égg&grb‘f‘ tl% 'e?nb@&“%ﬁ’c' ﬂeeﬁé?\qeﬂ 13 Ilﬁﬁb mgptboﬁ’é cancer,

P@m'i%aﬂﬁ gese" gk PR’ e @e' EPder ngbgfglﬁnws o infociller melanome,
osHzh riasdee recdal @aneer, wandet wf tharadalegidr, ts@weth tacer, colon cancer, breast
ﬁc!é} rﬁ{eﬁﬁeeéaﬁg?r%&%gﬁl\é of the %thbﬁa‘ﬁ Kbes Qﬁgﬂgﬁg bf th@&d@l‘ﬂ@t\/ﬁn carcmoma

I ment canc
qf @eme@asfar@ma@eqf thep\@em oMy oﬁt’_ﬂﬁzulﬁ%ﬁ%’s'&}fés Hpease cancer of the
BaIMagUs, catBerusF ek SiRdliantsting, lvandee binthé lehddlrineosyitmy edncereddttes thyroid

?Jaerc%ﬁée? ftﬁg arQ(MyrHEEgntp l cgrl & th%V %Le%él%aﬁﬁ Ségﬂ:@ma @f‘&)ﬂ%%ﬁ@ cancer

Verex determ
qf e hrethaﬁ tcan@u oh thespasip, PWﬁ%ﬁo‘Fﬁ"@Qfoéﬂi@lﬁ 8t ASHt] jepkgmiay rlymphocytic
IfrhphBES Gariteeofitie tdddsr, &}hbérloﬂthé &Hhé}ﬁbr(ul'_de‘ﬁhlbnal AclikdafdRomb}Garcinoma

EIRoien Bl okt £ R cotih iz FSpRICRSY SAREY N ympnoma,

slplgal@pmrﬁ thrgln stam }g[i_tm_a F¢L$Hy aggnﬂna, ar axsaRibingtigneof one or more of the

f6r@ TR &dnddrb.y l\ﬁdr@'ﬁe\f’éf%hﬁ  thd B§ncer @Oy\a@%lﬁteﬁ‘\QV@romal tumors, renal cell
er

| noi s un
Bt e TSR Bt AOTRER oo GP s n%urcr)r%nd?cnne tumors,
tkmadrparwer fsEl cﬂrlgg;scaeperamastocytegs @'pMGLISa@Qmﬁewtednyqlqﬂ leukemia,
d?&?a‘t&,eagéér'lﬁﬁpﬂahﬁap%hcrgﬁle@ﬁ{cer gid &%lnﬁﬁoﬁ%#é?eoﬂuam | t ation

L t
over elgr{g %@@él:ﬂ%w %f?rﬁglaﬁachg{élaa emﬁl%cﬁn%'? Sfﬁ?eglje?ﬁn Qrowdes a method of

thatirgarseal "celCaacipomRds 2 (BHEB, susB as 40B0wah9 BY adminstering to the patient

é’dnfp%mswrﬁaﬁfamwtfda 2k %o Bé‘%éf@r%l?b%%f‘?%%é‘ n#z_,ydauy on a 4/2 dosing
erence In its entirety. In a particularly preferred

aspect of this enbodi ment, the invention provides a

met hod of treating HER2 positive breast cancer in a

patient, such as a human, by adm nistering to the

patient Conmpound 1 in an anmount of 25 to 50,

preferably 25, 37.5 or 50 ng daily, on a 4/2 dosing

schedule paclltaxel |n _an anmount. of 135 to 175 ng/nﬁ

Y o o
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coincide. In another preferred enbodi nent, Conpound 1
is adm nistered in an anount of 25 to 50, preferably

WQ@2006320557 or 50 ng daily, on a continuous dosiPgI/IB2006/001251

schedul e (daily), and IFL is adm nistered on a 4/2

dosi ng schedul e (weekly) as.ggescribed herein. In

particul ar aspects of this enbodi nent, the cancer is

stHetige, RN 6&rBfenib Dt @Bt @F 200M&) e Ke@ing, awicatedie br, ons& dally or once every
5ﬂ%§”, cancer of the head or neck, cutaneous or
I'ntraocul ar nel anoma, ovarian cancer, rectal cancer,
canc &y ansther partigierly refgreshaspet stidleh eeraprieent, ©e|iRygntion provides a

nféfhﬁh 6 F ltrtlaakﬁl‘@@lbl &g%ﬁ@fnoméﬂirﬁé b&tRnE 8iihess, a mgrﬁdhl B}O%nlﬁiétenng to the

e fallo a tri
PRt ARG P GEPYTET 2Bl on BIREralY ERe U gl o5, o caiy, on a
coninesiua dasingoichedwe, o speafenital grkarnm@t oh28@ maor 4Q9am; #icegtaily or once

dg,P%rgﬁ@Qmm,da)csancer of the small int estl ne, cancer

t f th d
o B GRS T Do RO AE e S Db dgpomae
opfitiaaiic vstacrle:m tlmt the sbmpatind ésLnaaintainertie iconséct ke therogtlanrsgrface for a

stﬁ(ﬂéh@ im@f er‘ineco BFFJ\N the c%ﬁ’cﬁh@tt@péh@ﬁ‘&@ the &)h{eg réh@/o%cléﬁé: BicCinternal
kem a,

reigroga & the’ %’gn@g}l&) Ia%/ f?rheé(a%gg n@? aaien?[rcg@@[)er Pcésﬁe‘ﬂor ghanyber, vitreous
badyy equeousahumr Girevosrhurodr, téreea; @isallarpdéns| shoradephzagnissolgfa. The

pﬁg?ﬁaﬁe%maﬂ)alac{bﬁga‘ﬁ@;%h?éﬁﬁl@%I@@S%nagl b& ';WIMmQNSvegetable oil, or an
agaggf'%ﬂaa! gﬁ%ﬁ@n GREPound | g {%'ifﬁwrawgmb&m%d&fgdwtmﬁ yitrgpus humor

ot ivmebsrhagoi. ng cancers. More preferably, the cancer is

gaSt EOhnpAnE Y Hé?'be ?&r’hnﬂ@,@ eldtt&mer 2? by E:ﬂ/aéf avEii J] &ﬂfﬁﬁ 'kwmnethods

ast cancer
S%‘rﬂ%ﬁ’ S HBRATAATHPB HORRMCHRb Cton By A5 .'%W@Hwewv i e gpthaimic ar,
tteahdculatis@rreingietarily whstitt ydnes bsd is ld region ofyaadnanmyiswdtadutty in the
rémg l#f”l’ QI L § Uéﬁfsrq"e%r T%oﬂ@%% rﬁ'ﬁl@@(ﬁgpos&{ ﬁplhg Q?erP A conjunctlva covers

ancreati C 1 on
aﬁﬁ?‘? preaPhife 9'05‘? @fftb? ?B@OP%%‘%!&? thg fimppg @hee'%’@a??f'éﬁ?“"a)t 3\ folds up
(thewset cud-te-ac) vt Gbam (the MRVehaildebad) toamiiériige inmdr areas bthe upper eyelid

afid oW eylele ?esé’%lwégﬁtrhe c%gﬁfi‘cﬁ% lsgﬁBg%g&mé%g ?%gh?'céﬁssgﬁa' ng

prefd h%m'%ra and vans capsuls(riefinp e extgrior gHrfage of the @isbe afjthe eye. For
trééthleﬁttﬂfGXRl\m]CbN\FLreﬁJBpﬁhléé aehae duvelts, demidngaduRgict®ha &SME), and
oﬁl.grs‘ glgc%aggsf o] ﬁo%glﬁons Eé% anll\t olfl r%>é ﬁ) érg%l:a%% to dispose a

aspec enbo |nven
dﬁm’f htﬁﬁpéﬂfft quaality ﬁf@"@@hfb«?'@@ﬁ'hﬂ aC@@Fﬁ@@rPhﬁW?’aﬂﬁ'&@W@ﬁfWe agent directly

of tHelbuRS s\tfabs! BBtRe sdiifa NBawsteRbA' Q@hp%éﬂe tmeddﬁmhl iR Bises of ARMD and

LRI geffpofde AGPOiRinieel by st R e sger. botow

Tarmi's|cEpsuler{sub- Eanamdanddiengrellycbsvethe megilaven as descri bed
abOVfﬁw addiidn td\{ﬁé(folrrﬂlﬁlétl%hé @és‘énbeldrébéxféobbnﬁ ouRdP ﬁﬂy BB& be fokf@ated as

venti on ation ther
< RAoL e B T BpESper %W‘@Eonﬁ/@eva\?ﬁﬁ%w'ﬁ?f?g Bhriton (e
exdnpie sdhcstthexsll or intrx@TscRiatly) iintmmusmiiaNmjecitD @2y (igPdi®ve mentioned
smﬁéﬁdn%wnﬁlédltbéanﬁ,e&ﬁﬁr ed MEK inhibitor is

L/ -
oL SORPHSR 4 o0 b brRrdlB S HEbRs AR TSy gl any of
the atesevd\tlnmmatn@sanmm%m)]ager& oEMmonifi Used dn  azular erepbsations), and
alninRiehl in 46 8B F?&ﬁlngwp%lepcfohﬁgét onE 52290 e @rﬂmgﬁred directly to the
repared as described In }02613 Prefera , the
C¥'8fbi nation is used to treat a patient, preferably a
humam suitablef @phthalnid composidameoan be plepared with amped- édhesNraiqrolymer which
S gpé%gjd royi
bﬁg?%%?rrg% ?Ilrmesa{ol?ng Céégg%ﬁnpgﬁrmq dﬂ&ﬂ}éﬁ?&r@?ﬁﬁﬂ with sgﬁasoleapolymenc or
pati ent Conmpound 1 and a I\/EK i nhi bi tor, preferabl y
PD325901 , in anobunts that in conbi nati on are
therapeutically effective. In this enbodi nent,
Compound 1 can be admi nistered in a dosage of from 25
to 75 ng once daily, preferably 25, 37.5, 50, 62.5 or
75 Ny once dally, preferably orally. Conmpound 1 can be

o, o oy




an amount of 25 to 50, preferably 25, 37.5 or 50 ny

daily, on a 4/2 dosing schedul e, and PD325901 in an
wa@ewdn2osst 10 or 15 or 20 or 25 or 30 ng tw cePCHIB2pO601251

a continuous dosing schedule. In another particularly

preferred aspect of this enbegl ment, the invention

provi des a nmethod of treating nelanona in a patient,

hgdnerihobis materialsrtfor, exbiyiple.casian ieglsion irgant agceptablenaif) orden-exchange resins,

%’%QH‘I&@ s&lubl@ d@ﬂ/aﬁ\fég Ut exrhpid 2s k@ pathglyRbBbigsaL! ¥ 25,

Hy on a continuous_ do |g% sched % herein b
and ﬁﬂ)@?‘é@‘&lpﬁteﬁ‘t appliaiBmeEndopublegtigs refgrr © gicorpgratgp herein by
rédenty i theicentickties.y on a conti nuous dosi ng schedul e.

(24) Taxotere(tm / docetaxel - prednisone: In another
enbodi nent, the invention provides conbination

t herapi es of Conpound 1, docetaxel, an antineoplastic
agent avail able from Aventis Pharmaceuticals as an

i njection concentrate in single-use vials containing
20 ng (0.5 nmL) or 80 ng (2 nL) docetaxel (anhydrous),
under the tradenane Taxotere(tn); and a

gl ucocorticosteroid such as predni sone or

predni sol one. Preferably, the conbination is used to
treat a patient, preferably a human, suffering from
cancer, particularly prostate cancer. Thus, in a
particul ar aspect of this enbodi ment, the invention
provi des a nethod of treating prostate cancer by

adm nistering to a patient Conpound 1, docetaxel and
predni sone or prednisolone in anpbunts that in

conmbi nation are therapeutically effective. In this
enbodi nent, Conpound 1 can be adm nistered in a dosage
of from12.5 or 25 to 75 ng once daily, preferably
12.5, 25, 37.5, 50, 62.5 or 75 ny once daily,
preferably orally. Docetaxel, diluted for infusion as
directed by the manufacturer can be administered in a
dosage of from60 to 100 ng/n2, preferably 60, 75 or
100 ng/n2, as a 60-m nute intravenous infusion once
every three weeks. Predni sone can be adm nistered in
an amount of 5 ng twice daily, on a continuous dosing
schedul e. Conpound 1, docetaxel and predni sone can be
adm ni stered at the sane tine, or sequentially,

wi thout regard to order. Conmpound 1 can be
adm ni stered continuously (i.e., daily for the
duration of the treatnment), or nore preferably, in an
intermttent dosing regi nen. Docetaxel can be

adm ni stered once every three weeks wi thout regard to
t he Compound 1 dosing schedule. In a particularly
preferred enbodi nent, Conpound 1 is adm nistered in an
anount of 25 to 50, preferably 25,37.5 or 50 ng daily,
on a 4/ 2 or 2/ 1 dosing schedule, docetaxel is

adm nistered in an infusion of 60, 75 or 100 ng/ nR
once every three weeks, and predni sone is adm ni stered
in an anount of 5 ng twice daily on a continuous
dosi ng schedule. In another particularly preferred
enbodi nment, Conpound 1 is adm nistered in an anmount of
25 to 50, preferably 25, 37.5 or 50 ng daily, on a
conti nuous dosing schedul e, docetaxel is adm nistered
in an infusion of 60, 75 or 100 ng/n2 once every three
weeks, and prednisone is admnistered in an anount of
5 ng twce daily on a continuous dosing schedule. In a
particularly preferred aspect of this enbodi nent, the
i nvention provides a nethod of treating prostate
cancer in a patient, such as a human, by adm ni stering
to the patient Conpound 1 in an anount of 25 to 50,
preferably 25, 37.5 or 50 ng daily, on a 4/2 or 2/1
dosi ng schedul e, docetaxel in an infusion of 75 ng/nR
once every three weeks, and predni sone in an anmount of
5 Ny tw ce dally on a continuous dosing schedule. In a
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can be administered at the sane tine, or sequentially,
W t hout regard to order. Conpound 1 can be
wa@elhvsn2esser ed continuously (i.e., daily foij tPEI/1B2006/001251
duration of the treatnment), or nore preferably, in an
intermttent dosing regimen.fgL a particularly
preferred aspect of this enbodi nent, the invention
provi des a nethod of treatiGWmprostate cancer in a
V@aciérgnt such as a human, by administering to the
patient Conpound 1 in an anount of 25 to 50,
pr ef br ;qun?thgq; of teeating g canpgr H‘ga a@epg,conaprlﬁngiaq”ugst@w liqgthe patient
sEfAROMbIGe iArH @-ﬁbtﬂﬂbf 28 g swg:fgnfriém basec:?umt\/aagtomy dngian %ast one
ther particularly preferred aspect o
%ﬁt ﬁgl{h ?%DSL %te& the invention provides a nmethod of
treatl ng prostate cancer in a patient, such as a

hunmap, ThY mathol Bf S4ifr1, Mele thdeangartis ﬁbﬂ-srﬁ‘éllm@wlllmd candeRand the at
to 50 SDreferably 25, 37.5 or 50 ng

an anmount of 25 t
'eagic’f'?/?éj@ﬁn% AR IRASEY Siosi ng schedul e, and an
ant i (e gefitinly dailydmamaraeint 9f26Gg; atosi ng schedul e. (26)

L HRH b@eﬂm.hﬁtdamﬁa.a%mw@bﬁg Arn anot her enbodi nent,
t he | i pn t her api

mnpéfuﬂ%ceﬁa RGP o 57 i i nice S BRI 8 none
( LHRtd) gamdiabise iroan mfusiag oh v to 1860 mgtm eonk_:HmIeleIa)ggmaém 3/1 or 211

wba@dbqﬁgg%gulgldrde a conpound avail abl e as an acetate
salt in"7.5, from

. 5 and 30 dosages

Phar FF&B@D?W%‘%H '§ Ay "tf’fw?e'iglt%? %%’é’ﬂ‘g??emif& sigeld E'ié‘??o“l"’(ef‘?r)"'

fand g‘pm:a@iummb ircarcanmoiii d t@aing/edpdree ageratwoaseka e sal t

in a e

tra dg@a&t QI‘E’!OII £ Qmsséﬁ% 21 '%"Zﬁ&E\H%héé;%tsgj Bg\ﬁfegs and carboplatin in
ap ﬂ@?%@%? t@ﬁcweveaa %@ﬁb%iﬁw??"ﬁ%ﬂ&?"%&ﬂf aigt %WM% @nag every three
weelddsliotving tHerpadinemps®loenaxi s(tn). Preferably, the

Conbh{)] %teh?%blng nygf gm&%ttof ?@5 toa1286‘trﬂd?rﬁ‘f %nrcP r\nfete@% zok?|2y3%r 4 weeks
follaiRdehy a onfgryeek .reﬁt @@rﬁar%nﬂ @@P'atrn '&éb appuns of %q\ﬁmé 00 mg/m” once every 3
oefegksent , the invention provides a nethod of

treating prostate cancer by adnministering to a patient

Conmpound 1 and an LHRH agoni st or antagoni st, such as

| eupBolThelaethge sbelaimi 1 wherelnrhe @anFst is Faioraste) gaRcer aekihe Aeast one
aédtvhhnisdrageiticdgentidier apeutical ly effective. In this

enbo i

o FOEBkme 7B Ak, huRR o lod MG BAclf by slboty SRARAE or 200
meo* @2.5 or 75 ng once daily, preferably oral ly.

Leup(s)!da ?&ltﬁl@.ﬁb ke aR GHo0htSéres28 ko 012668 MEME Mlive idBilyash a 2/1 dosing
7.5 my (LupronDepot(tm 7.5 ng), or once

nt o
S%@W‘fr% nonths in an anount of 22.5 ny
( Lupfa axxdiplating b1fijorogradll and leueavorimenea EQIhGX44loping sdiedyle) oan
anoupy) irfAbtedsh, mu&w&ﬁl%ﬂpﬁﬁ&ﬁéﬁmn aglfbl_rﬁiﬁl do&iR$ Suhedidl of an

be a ni st er ery 3
R

week §) irinptegan ingraurasil ariieucagprin @oamibl desing mhﬁﬂuteh@" LHRH
agoniga Mk iARbiREONI st can be adninistered at the sane

time, or sequentially, without regard to order.

Conpound 1 can be adm nistered continuously (i.e.,

dai | ¢. dene rbdiieddef reieim dnwoérein Hiee taneert indrdast cancerramdehe at least one

Réieh8it td Al nterm ttent dosing reginen In a
apallrtlslc arlyl/ reefsérred aspect of ,thi s enbodi nent, the

i nvefd dB??*%‘P'dR‘/P'H@E‘S'Q“ REROHR A0%Pa/rY @age; gy i RRveaks or
cancey) dapeditalfind iireaih anusthofeg25atohlesanmg/by teideridailys bremi 21g dosing
s&gd@g%rpatlent Conpound 1 in an anount of 25 to 50,
preferably 25, 37.5 or 50 ng daily, on a 4/2 dosing
schedul e, and an LHRH agoni st or antagonist.|n another
particularly preferred aspect of this enbodi nent, the
i nvention provides a nethod of treating prostate
cancer in a patient, such as a human, by adm nistering
to the patient Conpound 1 in an anount of 25 to 50,
preferably 25, 37.5 or 50 ngy dally, on a conti nuous
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carci noma, breast cancer, colorectal cancer, non-snall

cell lung cancer, neuroendocrine tunors, thyroid
weamweaeesssmal | cell |ung cancer, nastocytosi s, PQI/iIB20e6/001251

sarcomm, acute nyeloid | eukem a, prostate cancer,

| ynphoma, pancreatic cancer-7ier a conbi nati on thereof.

In a particularly preferred aspect of this enbodi nent,

t he (¢c)rexemestane inparoamaiietof 35 meohesddady; of r eat i ng renal cel |

car qaﬂ%%zarﬁbbamraa&nb@r}éekrymsihg Sheduidigan, by
adm ni st er| n

g a |ent%e%oag‘pound 1 in an anount

of 48 angstegaol Braé‘fagloa'ﬂloy 2ig on V:8F 50 ng daily, on a

4/2(ddﬁbzrge;rohedmbmtoﬁ?ﬁjmsom@fwﬂu brin an anount of 200
bAeQQc.sz&ab tnvanca%qoqﬁt'olr YiPlo rﬁﬁ?t&‘geon@@e\l'e‘x‘y 6 wRBKSoleVer y

tvvo ays. | n another particu] arl red a pec
t hi ShleABBEPIEENIN, a1 ﬁE‘O‘F‘) VEAD Unﬁ))r{'@% drg'éﬁCe e‘f?@‘t %fweeks and
cytioghaiphamidednar aroaint of ¢80 ©i300 ma/ni’Tonce @ty 9T, Weskﬁ: bras a

huma(ﬁ%S ﬁ%ro@?ﬁ%@ﬁ S 1 ﬁ{aegﬂ@erﬁ 8 sﬁd&%cﬁéﬁhleegﬂrruﬁgm%%oﬁnt'd%o to 120

pre era
Gl DR eIy O eI BT HORTORoEYe i ol of 083 pgim” once
every 3200 4BkeNbr of 200 ngy or 400 ng, twice daily or once
da| I or [ bi
H QU oF o ol oo 7 i oAty ShicBke Ay Epuzumab i
armmpt?am/@whmalﬂm c vehicle such that t he conpound
i's mai ntal ned i n contact vvlth the ocul ar surface for a

suf fi ci.ent er| 4

penetr Item?th% %oc? ad. anof%o gﬂ céérr2§g|%§tgg%tlég&rtaﬁd the at least one
addignabtherapéutic mgenéipe, i ncl uding, for exanple, the

ant egj wce@mmﬁnfuémsdf 8d toOHOO FlAARREe evenl thiee waellspely

o e AP S i
aramobqi Satg teice daityrealardogtinueysi doking seirpdules Oan oi nt nent ,
veg %?QJ é?m%hélrogéhron%rboﬁﬁ}ﬁ&%%&srﬁé kdr@dn@toer i al . Conpound

| can e |nJected dlrectly into the
vrtr@bﬂkuﬁ{]’ﬂ%‘?""ﬂmgaﬁ%ﬂ%%umr Conpound | may be

admi (e) savesizthabdn arhamapiof Byo Hhipg/lsg onceeuery twowesks.wel |

known met hods, such as by subtenon and/ or

subcon unctjv ect

ophthaTi ©oupt o ot rabiPR oG Bl ar Fry g e the ot least
onectdditiaial therapautiaagentis: t he regi on of maxi num vi sual

aCUI (a)’ surﬂrnf-bnﬁalét@tlﬁ Qﬁ‘am@UnT%f‘%h 95 G&P5 WoSrreRl bals BQMvatent daily, and
nbrane 1s dispaosed on the sclera. A conjunctiva

gquW*eF%'VéP%]ﬂS‘?"t”” é2 W% ¥ he gl obe of the eye posterior
t 0 t {bi slnitmibursaléte lre atainbant ot Go 2Ade 6O ajg fearcbabe ledgvalgnt daily, and
er‘oﬁrmﬁdét ﬁheé &hﬂunfj&@@ﬁé Qo down (the | oner cuI de- sac)

coVv e I nner areas of th %)per eyelid and wg

eyeI €°HS“Wt@§>ﬁ@%?tP\t'eP'§/am‘?‘|‘fé oL ] aA e PO 2 ed?eéﬁag@tf'% ailly, and
bévaglizupiab TrearoamainteBse | @mg/kienceevey aweamebkenon' s capsul e
define the exterior surface of the gl obe of the eye

For treatnent of ARMD retinopathies, retinit

uvei fi §he @%Qq}q)fdﬂ%éuwweué@rg ﬁancedmncr%aqla Cﬁ't‘ﬁ[e?"d the at least one
adliit®RA SRBapRUticCayent i§:i (@nstotrib Hg iPas arasund bf HEgNE Pt (K gehti@bine in
eve. . S

eu?:1 ﬁ@ﬁ@ﬂ %yfy f5§ %cp L 2%5 g{ﬁﬂﬁh é We%ysoﬂ%a@% g)/ 1?0? Eﬂélve%r(w @os?t%es%héo‘u@.

phar maceutically active agent di rectly on the outer

sur f gcan®@netndg of 6lhifty 8 vHarkirOfRE @¥hcEe ROjladdeiCapBetl ad thenat least one

oGt 5365 8 b BB Wl of 0 B B g o weekty
oz ardacl of2/t weekicdasing scb@p@mprr(@hmmcsta@@@mreamount °f 750 to 1250
(sub-Tenon), and generally above the macula. In

addition to the formul ati ons descri bed above, Conpound

I may al so be fornulated as a depot preparation. Such

| ong-acting formul ati ons may be adm ni stered by

i npl antation (for exanple, subcutaneously or

i ntramuscul arly) intranmuscul ar injection or by the

above nentioned subtenon or intravitreal injection.
Con'pound I ~can be prepared for topr caI adm ni stratl on

- o a1 o o, .
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addi tional therapeutic agent is (a) cetuximab in an
initial infusion of 400 ng/n2 foll owed by weekly
wo pdoda28s of 250 ng/ n2; or (b) capecitabi ne i PCHIB2006/001251
amount of 825 to 1250 ng/nR twice daily on a 2/1
dosi ng schedul e; or (c) oxalfopl atin, 5-fluorouraci
and | eucovorin on a FOLFOX4 dosi ng schedul e; or (d)
miiri® Radec@sERly far-2, 3o B avselciollowat dy lacine aeek reat putiod; dn@icksplRin in an
C 3 V. mmblnanamwm of 3
rﬁ%%}%% Eﬁ%{)ﬂn@eongég\?e‘?) g)v\r/g“' \ﬁv\éelé or (f) irinotecan,
5- fluorouraC|I and Ieucovorln |n an | FL dosi ng
scheglutigs méthod &)clain WEkhdrdihiheichmder isyastidi@esiadl B tumor and the
e C
at%%a%i 6;1 aesa{ddlgangtgedraﬁugcg % eﬁp %ﬁ\éartlg'g é’R{‘ @aﬁ mea%{"a%“?o{mt%? g())(} t'S%oo mg on
a gendieods dosingrechadulenf usi on of 60 to 100 nmg/ m2 once every
three weeks; or (b) capecitabine in an anount of 825

to 1 O i 2/ 1 dosi sche '

or ( o1 e AR & BRins,? st s, perse oMo € o jeast one
adddipnal rtr@sipazﬂswmbntom @ tgmwlomkqnye dalyiimgn gmhlmﬂ af 50 to200 mg/m?

of ik f@srﬂ@sctawépé 2-weBk a&@wéﬁun@& ) WEcPRERe qhahrh Yrmodt of 2 to 4.5

ALt B AR A r Pk Sl DR fpcor

mekréidgy enibe fivsiskdays offa C{ wiekdertpreobiyclen i n an amount of 40
to 75 ng/n2 once every 3 or 4 weeks; and

cycIQPh ham de i n_an anount of 400 to 800 /n% once
every'3 B mipthad of gBi Vegrets the CROPBS ZFCBIR K the at least one

additioeal ifietdpeutic agertiisn (p) Solaticindn aegiounb bicd0rto 75 mgim*anceusvery 3 or 4

W%%E?%Sﬂ%@ﬁﬁ%ﬁﬁgéﬁ%ﬁ9§ﬁ9§§§5ﬁ¥ 0 48% P§§g§8rng%%§ once

every 3 or 4 weeks; or (h) paclitaxel in an anount of
135 1D Thébmethdddr ozitg @, eheesily tha camek &5 ovarish danesrtand theedd least one
a&c{hoﬁﬁ tl‘%% V\Eﬂc %em é:aghtg)géﬁfé earpf%ﬁll Sf)ln}(t of 5%5 tgq% Hﬁm%%éj%/e{y 3 weeks,
ang} carheplatin g na@ARUNt GHATent H%ra&EiéYﬁ ?ctaragteﬁtlcu concgniption °f 4107
mg@sLerhinstde dvery dtied Wdahs foldwity thé Padii@xel@sey/ N2 once every
three weeks; or (b) docetaxel in an anount of 75 ng/nR
once every three weeks; and predni sone in an anount of
5 nmg twice daily on a continuous dosing schedul e; or
(c) an anti-androgen on a continuous dosing schedul e;
or (d) an LHRH agoni st or antagonist; or (e)

bevaci zumab in an anount of 3 to 10 ng/ kg once every
two weeks. 6. The nethod of claim1, wherein the
cancer is renal cell carcinoma and the at | east one
addi tional therapeutic agent is: (a) sunitinib malate
in an anount of from25 to 75 ng free base equival ent
daily, and gefitinib daily in an anpbunt of 250 ng; or
(b) sunitinib malate in an anount of from25 to 50 ny
free base equivalent daily, and erlotinib daily in an
amount of 150 ngy; or (c) sunitinib malate in an anount
of from25 to 50 ng free base equivalent daily, and
bevaci zumab in an anpbunt of 3 to 10 ng/ kg once every
two weeks. 7. The method of claim1, wherein the
cancer is pancreatic cancer and the at | east one

addi tional therapeutic agent is: (a) erlotinib daily
in an anount of 150 ng; or (b) gentitabine in an

i nfusion of 750 to 1250 ng/ n2 once weekly on a 4/1 ,
3/1 or 2/1 weekly dosing schedule. 8. The nethod of
claim11l, wherein the cancer is bladder cancer and the
at | east one additional therapeutic agent is: (a)
genctitabine in an infusion of 750 to 1250 ng/ n2 once
weekly on a 4/1, 3/1 or 2/1 weekly dosing schedul e; or
(b) gentitabine in an anmount of 750 to 1250ng/ n2 once
weekly for 2, 3 or 4 weeks foll owed by a one-week rest
period; and cisplatin in an anount of 50 to 100 ng/ nR
once every 3 or 4 weeks. 9. The nethod of claim1,
wherein the cancer is gastrointestinal stronal tunDr
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