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ANTI NEOPLASTI C COMVBI NATI ONS CONTAI NI NG HKI - 272 AND

VI NORELBI NE BACKGROUND OF THE | NVENTI ON Breast cancer
w0 g01kes7abst frequently di agnosed mal i gnancy i PCTHOR®A9/047643

and one of the top two causes of cancer-rel ated deat hs

in women worl dwi de. The incidence of breast cancer in

the world is increasing, and it is estimted that the

di sease will affect 5 mllion wonen in the next

decade. Treatnents permt control of synptons,

prol ongati on of survival, and maintenance of quality

of life. However, in about 40%to 50% of all patients
ANTEREHEHLWITICCCOMBYR ATICRNS CONTWIAING M RSYAA D

di sease will develop. Since there is no cure for
VINEIRISE BINE breast cancer, current therapeutic goals

are palliative. In several cancer types, deregul ation

of growmh factor signaling is observed, associated
BAGKIGRGUNEY 04+ HEE INEREN®IOMNf t he ErbB receptors. The ErbB

k HER- |
OB R e T P iy ey Rl ki fEnd of the top
two(daudes af canédd- rﬂﬁtecﬂ‘l&lﬁ-ﬂﬁ)m WbEla‘l Fofldwide. aTheEh?Berﬁ} of eraght cancer in the
HER- 4 Er bB- 4 rexpr
O ARG 4t SHHRFIeE Y e Sah B ¢ AP ome n the e

dechdt0 %r&@¥dnts Ihb"rﬁasabntﬁﬂi Bﬂﬁfﬁnp&&ﬂso/?)l%ﬂoq@atloﬂrw s@aﬂ@lf @dl théintenance of
cancer. (30% 89% . activation nmut at i on. of

qualiiyntilifs FweRn B’rabewb@%waﬁog%of&%}@aﬁl@tﬁ trﬁa?é%ﬂél&u@@% ipfent.

inc@ablk Bi3taStati QK SIEXPIIERSEON NficcEhdBisho dRUB h¥tadt@RWrédsGncer,
fromerbB-2 @g@ ne anplification, is observed in tunor

curgepisthgrapquic g5 arpPBAVEf patients of patients with
MetigstRtdl CanREQasE, FReRliol wtﬁrfgctéﬁlg%%%%% Bise et b ddciated

mal i gnant transformtion. Er over expression is
witly g heiteragtigaion of te &gbRvecepters. nﬁheeErégge@Bt@r thy dmpadpdes ErbB-1 (also

, ' apGpf At ]
kno%lill%@@f@faoﬁ epl}ﬁ%ﬁ? o) i ff%'c or RE gﬁbﬁ}%ﬁ@ﬁtf&lkﬁi %Lﬁe&%ﬁgz),

tines at ‘afl stages of canc eve
HER}X (b KNBE;bB: i anddiieR-d xpk. esl"srbbﬁl) cOmérexpsession ef BitbBvlkis observed in

S 0 0 0
non- s%?a%lrctg@y | arle Flt WL@ 310 )M85J) g)x%lgte cer g é Yo- ?]1 /n% ful@]d ello,ancreatlc
cankar§ B 2-80%e r h)l‘ﬁﬂ’(ﬁi% iacuivakion byummtatlgeofemwﬁha@n béErbB’{halBKb geeurs in

0 b reast cancers but is also observed in
10;%%/(98%9?1819% Anong current therapeutics for cancers,

S pa@ickdxprkdiyh ctﬂE:tBB—Zg:ﬁmalascﬁeﬁﬂunmbrbyrb@@gm pmeBRdaton, @f observed
rast uzumab and

in gpergeaioif Ag oGt Byehal PERUS RU HRis Plros e MBO) and i
asséVi @thwidNinbli thamtrad Sbinvatibl., EABLS oldidx@tigdions sty Bdsb&ated with a
more aggressive tumor phenotype, worse overall prognosis, and faster relapse times at all stages
of cancer development. In women with MBC, this overexpression confers a relative resistance to
treatment with either anthracycline/alkylator- or taxane-based chemotherapy. ErbB-2
overexpression in tumorigenesis has been mainly studied in breast cancers but is also observed in
other cancers.

Among current therapeutics for cancers, specifically those characterized by
overexpression of ErbB-2, are vinorelbine, trastuzumab and HKI-272. Vinorelbine, a
semisynthetic vinca alkaloid having broad antitumor activity, acts through microtubule
disruption. Vinorelbine presents a lower neurotoxicity profile than vincristine or vinblastine.

Vinorelbine has been shown to be less toxic to axonal microtubules than vincristine or

1



10

15

20

25

30

di sruption. Vinorel bine presents a | ower neurotoxicity

profile than vincristine or vinblastine. Vinorel bine
whasooessm shown to be | ess toxic to axonal m cPOL/URINEE47643

than vincristine orvinblastine at therapeutic

concentrations. In studies conducted on subjects with

advanced breast cancer, treatnent with vinorel bine as

a single agent is at |least as efficient as other

chenot herapies but with a | ower risk of toxicity.

However, the risk of toxicity increases in parall el

Wi th the nunber of previous anticancer treatnents.
vinOlaamt azthierakeuti HERRCERBL (St )n stodigy condudtedrunnmabie@edith advanced breast

nonocl onal .antib d specific for ahe exh{acellu ar
CANGINETHID VER BBOE 0! ‘?{‘% A5 NS Yvri TEHCIDE PR
cheﬁﬁﬂﬁfailoies Bidvit Qo Mﬁftcﬁ[ﬁtztﬂémdfveﬁﬁ{ei 116k oY toR N indEeRsks in

| one or in conbination with taxanes in netastatic

parfﬂleé%b thegmpBer qf previqus putjcaResr treadetent or in patients

whorrBay.Rnhb (PER CEPONES &L N & hliBini £AenRbLABHA Bﬁ‘uboﬁﬁ §ReFR for the
of the inprovenent in survival, trastuzunmab-based

extiaprblulp lengaip g1 BrbBek drrsessria ignifigans Flinienl Berfelit andorasicantatitumor
actiFPBhaT RS hibhd/& VB mbififon WRE A HeLiR nRENARE 6da® Eancer in first-line

netastati c di sease, breast cancer eventually recurs
treagfaeyyh ot i@ Pafenst Wb eb tunes RFgeassion ghies shemaibaitnybBeatse of the

1mptrcl;’s%fn%f?ty1n ke ﬂflals 9a Qf) %Ls%éi tﬁ%a&yﬁs @Q{e%t;&ﬁé stéiﬂl'éfél' dCare for women

toxicity. rtain east canc |'s"are resistant to
with Eebdx-2rpomtesty MBE. For Wheerowmlyadvelmé opmeggaiondisense. BrelBeancer
o B USSR ASPALR 8L A ASELL L SAB i

witle pbtbrgialvrrdihc @Krigitn o@ertaﬁcbrgm eaderloylls Aiereaistantio dystuzlumab due to the
recent .stu mab t.h
occli R B FEfS e B AR R B ERCor R b gl gfihiin Erop-2
recdp®drh Gp&lﬂhmﬁuoﬁl@ lcarglgagt iaxedcer swHls which |ateZtﬁ>drét:6grﬁzl‘ed at the antibody.
ects wth Er over ress . )
b GRS BRE P COBRI Rl b BEBPGtpraping oF fgane (bacitaxel

witls Oriithbvat tBoplitin} dralswz;m&m aﬂldzeu it @& kb d26 WWSErbB-2-
neut ropeni a. HKI-272 tmal | ol ecul e, rrever |£)I e
oV eFRYRIeESIKEMBL ¢ eﬁteépeqt%hﬁhs mogtr regyent e topty b
congiiibA of REHOIMALERIRLD el biRE RBs deuttbpdafdR) . Er bB 2
(HER-Z% and ErbB-4 (HER-4). HKI-272 bl ocks ki nase
acthlfh32 ipp S@ﬁbmplé’e‘éﬁtlﬁ?wfsml%@hﬁlbﬁﬁ%ﬁeﬁ‘@r tnyibitpgspecific for
epiddihhIAg &l th hddr r&féﬁtﬁpﬁrﬁ‘@ ltoE E@‘FRZ Ahese (HARD), RubEd (HER-4).

site of the receptor. | ocks ErbB'receptor
HKEGT DR rnps Acht itopl thweé@tcpréhravglbh;@,@%g edasingacsHulaygdeposine

riph§BhiRk L0 blainSh b 0PIV REAHKIB72 bR frbB recHlibr 272
rip #%ne |n b?{é ?ngse a€H$V|ty og rgs f ,mﬁﬂgr,
athﬂERsmorymhn i ¢ells atudoeas cowslidteny ot bifi ertofiselé a®tlfeaat®nl In rwgro
(o)
HKIE Eﬂ?%lmfl lgirl]lbit% lgﬁfse a@[ﬂ (rt;)g Eﬁ)?;f F%sra?gs%“?tq?r?“ 01}%191‘[ tu{nor ce%)l growth
witlp breest hupd llung fumokr nell/lunes, an&lnﬁeséhma Ibﬂtmt gs)vxttlumhtbltgm@xﬁ/tmng icancer cells
HKI 272 eSS
s RaRE Tl P BP T8 kR e iy &b o 1 fien animal
models. Overall, HKI-272 is less potent against ErbB-1-dependent tumors than ErbB-2-
dependent tumors iz vivo, even though it has equivalent activity against the 2 kinases in vitro.
There remains a need in the art for therapeutic methods, regimens, compositions, and kits

which are useful in treating metastatic breast cancer and solid tumors.
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dependent tunors in vivo, even though it has

equi val ent activity against the 2 kinases in vitro.
W bap@os7édrai ns a need in the art for therapeutPCI/US2009/047643

nmet hods, regi nens, conpositions, and kits which are

useful in treating nmetastatic breast cancer and solid

tunors. SUWARY OF THE | NVENTI ON Thi s invention

addresses the need in the art by providing regi nens,

conmposi tions and nethods using a HKI-272 conpound and

a vinorel bi ne conpound for the treatnent of cancers,

such as solid tunors and netastatic breast cancer. In
SUBINGA RS [OECTHE I€YENBIGNf or treating a neoplasmin a

subj ect are vi ded and.include adnministering a ..

Vi nBPRETHEn RSt St i ih PLPRY IOH TeeI RIS Sopapositions and
metBOdERRE A HIDeB2IcaRbYundladi@ a Wind e tehddd ong o GRIMRO the rehtnent of cancers,

vi nor el bi ne and the HKI-272 conpound is HKI-272. In
such ABSO AR Frt MetRYRLicPESR 4855 i s breast cancer. In

anghkRE aspeRaeLimeRs HEFEMBE a hedpldshaAbisged® a®Prdvilddd Wi Include

associ ated with overexpression or anplification of
adnpigening §vigorgpyjesemppunding gilngiatsteriy 8 HdsIr? 78 semeguid ¢ Dggirably., the
vinbB®ife@OmPEMd i NGhoEBthe And RS2 72 REMp GBI RBAKT-PF. UH@e

orally admnistering at |east one unit dose of HKI-272
embadgpent.riee rpeplasny istbrespt ¢aneercycl e and i ntravenously

adre. ni O . . RS .

Gays YORE GG, Bros AT PR L0 ook HeRRpRion o
ampléighimerof R -2 meatubregt ia proeidad tveterein ormrey de ofiths aegimereigcludes 21
oy BBV FIE RIS BB LSGH Bl bl 78 sarip on oy
1 of2thd cxbdyad amchvetoasly @dmmestering @t keake sneourad doye efdinanelbihe pn days 1 and
80@% Le?st one unit dose of HKI-272 starting on day 2 of

2 %@%Ie and intravenously adm nistering at |east one
unith adager adpestj avepielehiforareatndayistastatarodnd@r afsodified eie| e.

In still another. as ,~.a praduct ca i sing a .
v RGBSR Bk U8 5 s R e LV L hagimen
inclages® 1 ayddnd itk BgiaRARIudeNorhIOr admhifbletiANQ 0&hSt onS @PAdede®d HKI-272
or sequentjal use in treating a neoplasmin a mamal . .
starfipg GEfaY? 9015 Sl 28 BBt enow AR REIEB0E Rideis! Fsckltfge of vinorelbine

on d&EabhdgophBe@d asmin one individual mamal is
provi ded and i ncludes (a) at |east one unit dose of

vi sl proifier aspsel 7 prpdud corapisinegriénaivlpine geaeougd and HKI-272

contfSliicié rovidad 2O RLLEBinASRESRtatioR FRRARBLEMS 6k ate or sequential use in
conposition is described and contains vinorel bi ne,

treafixg a pgoplasarig a glaninghst one phar maceutical |y acceptabl e
Carh &l a further aspect, a pharmaceutical pack for treating a neoplasm in one individual

mammal is provided and includes (a) at least one unit dose of vinorelbine; and (b) at least one unit
dose of HKI-272.

In another aspect, a pharmaceutical composition is described and contains vinorelbine,
HKI-272, and at least one pharmaceutically acceptable carrier.

In still another aspect, a method of treating a neoplasm associated with overexpression or
amplification of HER-2 in a mammal in need thereof is provided and includes administering a
unit dose of a vinorelbine compound and administering a unit dose of a HKI-272 compound.

Other aspects and advantages of the invention will be readily apparent from the following

detailed description of the invention.
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In still another aspect, a nethod of treating a

neopl asm associ ated with overexpression or
wa@ppbibszeat i on of HER-2 in a manmal in need t hRCBUS200%5047643

provi ded and includes adm nistering a unit dose of a

vi nor el bi ne conmpound and adm nistering a unit dose of

a HKI-272 conpound. O her aspects and advant ages of

the invention will be readily apparent fromthe

foll owi ng detailed description of the

i nventi on. DESCRI PTION OF THE | NVENTI ON Thi s i nventi on

provi des conpositions, nethods, and regi nens using a

conmbi nation of a HKI-272 conpound and a vi nor el bi ne
DEgéﬂﬁﬁJgﬁﬁ (ﬁﬁHE'fﬁVE_‘{;ﬁgﬁﬁem of cancers. This invention

provides in one e ment conpositions conprising

HKI'Fhzs7igivantidn piomuleeddmipesaitibor metheds arumegramns wfing a combination of a

| asns. . Al ided are d nt ai ni Ng,... . :

HIEE PSR LR S B Pt Bp g G dgip nvenion
proﬂdﬁmn aheemlnodaeqm emhpcainousearmpmsmgéﬁﬂrﬂg ané ojpb@ihire fontha

t f dj t
e FE B SRRRSE S anerowes Tpgaret s Bt Ehenee
foria@aee for sfﬁﬁlﬁtahéb\ae @Epa@d’ﬁe P eyl sl usd in tRAMIhROpleHRaA| Iamiﬁlliﬁmal The
met hogﬁ%%}é nbi ned, use or adnj ni strati.on of

1nv?_1mon ﬁla a Haal\y pq%?ré}eﬂqdﬁgm&t& @ﬁ)’rﬂf ear-]liﬁrestages of breast

canddr€ TRPRME ton BREII¥E N akthdr bHbSRRBAaNaahsds\Wit tho tdmbih&iNis 8r
to be bound by theory, the inventors hypothesize that

adnpipigtratioptsf A BKITEA2 e9migend ondvineralbipe sererBiine f or
treating a neoplasmis desirabl e because HKI-272
targets the intracellular ErbB-2 kinase rather than

The Rlerapeutis Ragingnaanddén@pmporeriss, t hi s combi nati on has

di f\f\/ﬁﬁ(ﬁfﬂ (lem?l%n@ﬂé Bdld ‘B§/ ﬂr%%ﬂ/s{h% '1Meﬁ%rs?1290tﬁ§s§ée§ﬁﬁﬁfé%omblnatlon of

and presents an vanta e over e t herapeutic
HKbé%mWatlmcmﬂbmﬁ far rtragttngzamamia@ms d@$IWb}eé3|eQﬁUﬂ®HKF@H taegets the

1ntr5&ﬁulgloﬁéﬁbn?l£1ha%g é%lfler'dﬁh tl?e %trg&ﬂlﬂ\éf an ?ﬁﬂg thl% comblnatlofn has

ant| pated to e nore effective inatlons
dlffvnenkmaihmlsms wﬁsemto/llth end pantaiigebBrdi thén pesents sn ddiantage QWethe

theltaﬁé’u?§ cgne1b1|r(1£1t tr%sn Q{af) Iaﬁ)({]wg(?r lblnet %5 rglI ,;&% co%?b:f'nattl ﬁl 272

reversi el ne reS|
andi deréimné\l'ﬁlanbclm:lemtg bp a’xmkeeeffaoﬁvet than coad@ptions. of Vinesatbine Wlth other

R A e S A A
irretdr6ible baﬁsls@cm ateﬁfgietwl dybieiv esseip nais ADR bardingotkel bﬂtaé reQEptor.

o et SRS TR B AP IR 8 8% e o

neo@ﬁhﬁﬁ ipAmBiBGlarlyt ih@séh@@bl@la&‘él%ﬁh&wﬁﬁ&%‘éisﬁﬁﬂ(ﬁ amplfi@A6 HEHER-2. In one
enbodi nent, neoplasns that nay be treated as descri bed

emipgpagiy thepgopkdun s 9hd nymsgr aiyarced pllddpmess In a further

embYdRGR B3k b BIRALs HAAEd O RN BRFLdSAB | ne6Rhdms tHAGhay be treated
cancer% breast cancers (such as netastatic breast

as deggiibed hegpig inqite 2. 8. Jgag ¢angass (such as bronchioalveolar carcinoma and non

small cell lung cancer), breast cancers (such as metastatic breast cancer and HER-2 -positive
breast cancer), prostate cancers, myeloma, head and neck cancer, transitional cell carcinoma,
small cell and large cell neuroendocrine carcinoma of the uterine cervix. In still another
embodiment, the neoplasm is resistant to trastuzumab.

The regimens, methods, and compositions described herein include the concurrent,
simultaneous, sequential or separate administration of the components, i.e., a HKI-272 compound

and a vinorelbine compound. The term "composition" as used herein is intended to cover both
4
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breast cancer), prostate cancers, nyel oma, head and
neck cancer, transitional cell carcinom, small cel
wa@edoles7ge cell neuroendocrine carci nona of thBCTIUS20091@47643
cervix. In still another enbodi nent, the neoplasmis
resistant to trastuzumab. The regi nens, nethods, and
conposi tions described herein include the concurrent,
si mul t aneous, sequential or separate adm nistration of
t he components, i.e., a HKI-272 conpound and a
vi nor el bi ne conpound. The term "conposition" as used
herein is intended to cover bothpharnaceuti cal
phaéBaReOEdal ¢cdpDsititnsvih ivwhtthz @ nof®EENPOaEMOITE RiSedas@npdbiX ek, of matter

si tions, of tt s pharnmaceut.i its and
Su%a%nvwema‘éﬂwtaﬂ S hisotar B2 sPanums greudr gy P est for
onP@ €@ gl fafdous @mﬁﬁe@r&sepatmmlﬂa@aﬂ@n ﬁﬁ@féamebtadf,th&hvemmn,
separ ate adm nistration. I n one aspect of

th
" OHPBRUTE ATCINsS SEMIIFAYS BHHTIFEPU LGS Sk HaTE apbyelbine
conOUhR Bitd @EhSAspRbt Jre ifkdntidd 2a 8dbiNAHARY ﬁkl‘%&%equen‘ual

conpounds. In a further aspect of the invention, "

adngipigisatiogof Be'HKIRIR @a%mgr@@u@rﬂompw@aﬁv AN erRbadiramt g1 Hlﬂe272 is

adnﬁlﬁ'ste?ea%eﬁ'ﬂzdthé/ RO R pSHIP A Biftther ERbAIR R MROGA FEBine
he HKI-272 Is adm ni stered before the vinorel bi ne

conmndwbla administeretheefere thed lodiiZraempotride Iy pripdires pipieeie"a combination”
AT T S Do DRI R RO
therapievitin iregimert inovhiahfthe tve delipon itk opimbomadrhirpedministered at specific
tim&CIe %Hllaglﬁs With ?ESE%E {0 e%&{ ﬁt[lert Ii‘l? toldlcf\nen? %e HlblngtliM] ﬂ] HKI-

Sh vvocorrpone S O e CO |na|on afeamnls eredﬂ
272aind specil bineconmpoesds pnaluesstumdrs bevetibial teepganitic tifece thah that

oy DT b AP TR O BB 5 o Pt compoun
aloze MeHeteth@hdnbihietr &joa Wl ihosedfckas is selantidl batepatl edbheinby

O ST BTSSR
condtfilinibh Blefapyi on of those agents is sequential or
separate, the delay in adm I sterin e se ond

corfpORRFRDAHBHNLdNGAmbEtion et Fhe b7y 6@@ Vg bige epugds is

parﬁ’cﬁﬂ)éﬂyd@e‘ljl suh& ePiitmnait bPMelai@iAYast ddlc@N®h ﬁﬁﬂl@ﬂérﬁlﬁﬂlmem the
t he conmbi nati on of the HKI-272 and vinorel bin

conhipien Abile HKIFA? aadyingelbipegempousds re dvekléwtqdrf@rdf%ﬁmnt gf breast,
kldﬁ@t RRAARY infoul, 8RN, Qs%HE‘?a%ﬁs stothaB RbIBEovaRD A l{ﬁﬁgjtandtpbﬁfcystlc
nmbi nation of the HKI-272 and vi norel bi ne conpounds

kld%ﬂyehﬂ%ﬂel suited for treatment of breast, Kkidney,

bl p "y M h ,ll d " M "

5l Ry i FAODRER BB i v
useq) _géedf:haeg@bky mdde@meqny awh@} @cmrgdnamm@s,tp@fmbly mice, rats, other
rod?ﬂr‘%{] gérb\((:)hg ld@% égefts §\%/91|e %tléaf %frggq g&g%sl %H h %r#ﬂ?}ace]‘quaéld humans.
Desimabiyeths terrpl’ mﬂefrchub ",y"subj e’ OIr"aatsent"Gbﬂafsrto a human. In certaln

circumstances, these terms refer to experimental animals such as rabbits, rats, and mice, and other
animals. In most embodiments, the subjects or patients are in need of the therapeutic treatment.
Accordingly, the term "subject" or "patient" as used herein means any mammalian patient or
subject to which the HKI-272 and vinorelbine compounds can be administered. In one
embodiment, to identify subject patients for treatment according to the methods of the invention,
accepted screening methods are employed to determine risk factors associated with a targeted or

suspected disease or condition or to determine the status of an existing disease or condition in a
5
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rodents, rabbits, dogs, cats, swine, cattle, sheep,
horses, non-human primates, and humans. Desirably, the
wo 201a0087mdi vi dual ", "subject” or "patient" refRPCHUSZHOH047643
human. In certain circunstances, these terns refer to
experimental animals such as rabbits, rats, and m ce,
and other animals. In nost enbodi nents, the subjects
or patients are in need of the therapeutic treatnent.
Accordingly, the term"subject” or "patient" as used
herei n neans any manmmal i an patient or subject to which
the HKI-272 and vi norel bi ne conpounds can be
subfdiTiThéss k@e@thg rhéth@k énchude dé. NEAt entiboal mdelntpsity dStUIhlhﬁfCItlsk factors

a3 St i bl e DR R e G en S TRSF apbinergSutine

met@6dseBiviR: dlinfdkanfta 6dl &t §a@ﬁe@@h@u edth\efaw uding @ @etheds &
Susp ected di sease Oor con dition or to determn

t he
forlevlawé obthe RFFSEY SRR I ersRabogimenh i "P}db‘ﬂd‘iaﬁ' "subject” or "patient”
ma@BHRhEE ho prEie sy &féhﬁ)ﬁﬁf@&iﬂﬁkgﬁ%ﬁt I I GhMEG enBodment, the
.. conventional work-ups to determne risk factors t hat
indjyidugds Sptbjest’ of "RatieH " e havgmgutagly gndyedssteelheipreale Beatment.
In aﬁBthSIOéﬁgdoﬁfn%t tHENEREi AR, QbR Bp"f)taﬁéh@eﬂ? mg?realolugy"been

the clinician to select’ patients in nee her a

adnygistatpdtah enifasuinachiin pldssfio bitdratn @ﬂlﬁh@fentbhélﬁf@ﬂe ﬁ@r‘itndmdual”
e | Py A adfiEsterb bt fi h

"ol BAEE toffns e BEPRATE sl ifsert SRR setipibas he
anilofienayohiesr é@e mhlb@tOt ridestralntthe lblnochmnt@rth@‘ab@dlmemo treptimgnt with

" H Vl .
e S s SRS B BB S0 PO YR comopcns
desartet! heteine fip omh ameotlimenh) ¢he' nemﬂophuld:uadt of thésputh)qnepmér toadministration

" pat i ent revi usl amnlster
or b hirEliing ABE 2L b7 e Pt Rt RSt Abhe. e plaele
couendfakl it privhe adimirditiaiichuall the vinsrdlbjreahd HEI-27padrgsuhds is at least
100”@3 have previously been adm nistered |apatinib or

gO ‘nib as the anil oqui nazoline class inhibitor.

Desid@bd Mereih1a HRI0XMd compiindofeférhién piad dnsidldinidht, @ a E@mpound

treatgrent. with the described conbinations is stable
havé}gdﬁeg{ﬁr’ﬁ?wnﬁéi”ﬁisfm‘éﬂﬁi ni stration of the conbinations

described herein. In one enmbodinent, ct he neuggesphi l
count of the patient prior to admni$tra ggng@the
vi nor el bi ne and HKI -272 conpounds i

anot her enbodi nent, the platelet c of the patient
prior to admnlstratlo of t he Mmiro i ne and HKI-272

conpoundsHics_a 0, 000/ L. |As H&é‘d herein, "a
HKI - 272 conp mrs € eI6di nent, to a
conmpound hawong the f®llo @ ore structure: or a
derivative or pharnmaceuigTa? an ept abl e salt
thereof. Suitable derivdtives may include, e.g., an
ester, ether, or caripamate. The core structure

represent ed above is a particularly HKI- 272 conpound,
or acderip et e jaKPhappaceutgsily Bodsigble Bt berenh Saltabhedesivai)es may include,

e. g{ Y egstoér (émei) RefodRate. The core structure represented above is a particularly HKI-
272 compound, called HKI-272, which has the chemical name (E)-N-{4-|3-chloro-4-(2-

pyridinylmethoxy) anilino] -3-cyano-7-ethoxy-6-quinolinyl } -4-(dimethylamino)-2-butenamide.
In one embodiment, the HKI-272 compound useful in the compositions and methods described
herein is HKI-272.

In another embodiment, an HKI-272 compound has the structure:

6
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pyri di nyl met hoxy) anilino]
- 3-cyano- 7- et hoxy- 6- qui nol i nyl }

W0 20106087#¢ hyl am no) - 2- but enam de. I n one enbodPEENS2009/047643
the HKI-272 conpound useful in the conpositions and
met hods described herein is HKI-272. In another
enbodi nent, an HKI-272 conpound has the
structure:wherein: Rl is halogen; R2 is pyridinyl,

t hi ophenyl, pyrimdinyl, thiazolyl, or phenyl, wherein
R2 is optionally substituted with up to three
substituents; R3is Oor S; R4 is CH3 or CH2CH2OCHS;
R5 is CH3 or CH2CH3; and n is O or 1. Rhe term

"hal ogen" as used herein refers to O rand F.
These HKI-272 conpounds, of which ‘é?
species, are characterized by the y to act as
pot ent HER—2 |nh|b|torsH See, e.HY, Patent Nos.
6, 288, 082 &wd 58Nand WS Pa entc4ﬂnﬂ| cation

Publ i cati on NB 2 07/ )1047%

i ncor por at ed B§s refer€nce. gnpounds and their

preparation are described in“detdd| in US Patent

Application Publlcatlon . 2005/ 0059678, which is

her eby incorporated byR°r ef er ence. For conveni ence, "a
whéilh- 272 conpound” is used throughout this

speci fication. However, any conpound of the

st rRidt blege8) provi ded above can be substituted for

HKl 2 [

i 375 PRI, QS RSB 20 nat HERin: e Hnaly
ﬂmﬁﬁWE%@“hﬁHUI@ﬁﬁﬁwﬁﬂﬂﬁ@&sane have been described. See,

gé gatent Application Publication No.

2005/% 9878 and US Patent No. 6,002,008, which are

herRby CHancofdsHBOEH:by ref erence. The net hods

desgr. t ocunments can al so be used to

prégéégﬁ?ﬂ%€§6%§t (ﬂted 3- qui nol i ne conpounds used

hereis @ oahd are hereby |ncorporated by reference. In

addj,ti on t he nmet hods. de t hese docunents,
ot bRkl Bl et FRnr OF Bl aidles o6 93670 and
V\D'BﬁéeBBEBQH 2 Mii’ﬂmhncﬁr & Wieechald 1-2 TCIO b ppycis efle diiracterized by the
ref erence, met hods th are sef t.he
abifyf e tel B rcr BRRH BB ok S5 o nsdHeLNORp it b antideaog 258 and
US Pefehtofsplidea fPlubl@cahBlﬁNﬂ r@PA0 472N vwiHicheRs hélélﬁf 1ncorp0rated by
qui nazol ines, they are also applicable to

re eﬁ?“éﬁ:a?%ﬂs? A dhERRRYPY a@&s%,cflb%wéataﬂ in US Patent
ApplicBY@RBUELBH NAES003/D59978, which is hereby incorporated by reference. For

convenience, "a HKI-272 compound" is used throughout this specification. However, any

are hereby

compound of the structure(s) provided above can be substituted for HKI-272 in the combinations
described in detail below.

HKI-272, other HKI-272 compounds, and methods of making and formulating same have
been described. See, e.g., US Patent Application Publication No. 2005/0059678 and US Patent
No. 6,002,008, which are hereby incorporated by reference. The methods described in these
documents can also be used to prepare the substituted 3-quinoline compounds used herein and
are hereby incorporated by reference. In addition to the methods described in these documents,
International Patent Publication Nos. W0-96/33978 and WO-96/33980, which are hereby

incorporated by reference, describe methods that are useful for the preparation of these HKI-272
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hereby incorporated by reference. As used herein, the

term "a vinorel bi ne conpound” neans vinorel bine or a
webaomesseut i cal |y acceptable salt thereof, whiREI/H82909/047643

broad antitunor activity and that acts through

m crot ubul e di sruption. See, Wdakow ch et al,

Anticancer Agents Med. Chem, 8(5):488-496 (June 2008)

and Wssner et al., Arch. Pharm (Winheim, (Muy 20,

2008 epublication). The termincludes the neutra

vi nor el bi ne conmpound, i.e., 4-(acetyl oxy)-6, 7-

di dehydro- 15- ((2R, 6R, 8S)-4-ethyl -1, 3,6, 7, 8, 9- hexohydro
compﬁ)unidfﬁl\hlﬁb(lgh‘ ﬁfeb@mythbdsﬂ,eﬁmlﬁetﬁéépf@aratlon of certain quinazolines, they are
alsot zmp %ff:et? ﬁvz' prggf IPII;] g %esgglﬁgling}% Qk{@gtut%égfanngqtlﬁ"n%i%eslanggre
ha&ﬁﬂhaﬁ@ﬁﬁ&ﬂ@ﬂ@ﬁﬁmﬁéne 3-carboxylic acid (vinorel bine;

tradenanme: Navel bine). Vinorelbine and its

phathisedbereindhe {prace Wiperaihine comppuwnda meansyanqrelipe 0% om
phaGRABEBE GIIRhcc¥ BRSOt th&@éfUthelg hAB SN uRIdr activity and that acts

Phar maceutical s (SDP-012 drug Hana (AL EST( rL
throyely gycroghde diseiptiph a P o dd Owsﬂh§ @oﬁ@ﬂcw%é@ms\é@dnﬁ em.,

8(5?&&89/)96 ém@ 20b4)8hd WikRssk Bi f)ﬁcﬁ? PARAY g\%mhélﬂﬁ | (Méﬂy Q@ 2008 e-
hose di scussed in US Pat ent 564

publheart@by Thederpoelades @Wutr@fvmoeqh@@e cqrmpomb L émﬂréamemy) -6.3-

~ G

ciolfh Y £ RURER SRR 1 537 L8 E oy GOTAA Mok B 2 6-methano-
2H-atacunot4,3-8)iiul-8w))- bh@roxycmamahml-metﬁyl aethyhedtar (2B, 3B, 4B, 5a,

al | oi d structure that . have been .nodified t ce
12 o e T o bOT Ep RPEhit, L g OV S E b
VmQMMQSts Ph@ndesGEdll %dc MableRRIEH 94 &aﬂ&bl@from coMméreial AR dors
Soc. 98:7017-7 976

Chem
inclyging Aidﬁeﬁlé{%%@amwm% Q?é)lé@ﬂ@ug() 1@7’9)“#13 ﬁﬁmﬁ%) and

IneQPHJaerh&‘aﬁ@Jlst&? (mmymsar@ danq%me%ﬁ&@%{ég;o Rounds including
p har naceut i cal acce | e salts or esters thereof

thoserfhiycussed mslé‘i@?tsntéh ﬁég 5.3 G4 Mpich ifdherapy drcopporasedhyseigreace. In one
emﬁ}dﬁﬁen@% \%ﬂﬁ‘ﬂf)ﬁl@ e&ﬁﬁ)un&i hf'éﬁltd@sr a@&ﬁﬁ)oﬁnq i, F%ﬂﬁ:'ﬂfrélgﬂﬁlanty to the

| SOMers. armaceutically acceptable salts an
vingrelbme svmpeafnd sugtere dalbvse. aneprapuagssvithhmgimygaraalkaloid structure that
haBRETREEH TN ARCERLADGADT, Mave Lhe desired

arnaco ogl cal properties uch salts include, e.qg.

salts that can be fornedyexe“4ei di c protons present

in the conpound e gfbqbl e jof reacting with
soui table inorganic salts
With the alkali netals or

salts include, e.g., g
such as the am ne bases @ g. e hapoka

di et hanol anine, triet han/ol m pel @
Nmret hyl gl ucam ne, o

The preparation of vinorelbine compounds are described by Langlois et al., in J. Am.
Chem. Soc. 98:7017-7024 (1976); and by Mangeney et al., in Tetrahedron, 35:2175-2179
(1979).
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and the |ike. Pharmaceutically acceptable salts can
al so include acid addition salts forned fromthe

WO 2H0008m of basi c noi eties, such as am nes, |PCT/H82009/047643
parent conpound wi th inorganic acids (e.qg.
hydrochl ori c and hydrobrom c aci ds) and organi c acids
(e.g. acetic acid, citric acid, maleic acid, and the
al kane- and arene-sul fonic acids such as
met hanesul foni c acid and benzenesul foni c acid).
Phar maceutical ly acceptable esters include esters
formed from carboxy, sulfonyl oxy, and phosphonoxy
gr OIlﬁSHI{IFHS&ﬁﬂ vinOret big: dbﬁfppmidiﬁdﬁd ﬂfrreblhﬁdiing yRainacdutically

e.dq., est er When th aci di.c
acc@?%l‘:%%a%ﬁi’re%g? therSOfﬁPu PPN ?5 @B%‘EP%I&F é“g’éﬂl‘ie Yieh as
enaﬁﬁdrﬁerrs , @aBteRBMArs NANAPSiti Glral mﬁ@rssal t or ester or a

-salt or ester; and simlarly where there are nore

t haHhWBC%‘EF%]iY&C@ePB‘B‘ﬁaIbWé@éﬁ?rs whiplosplisAnd egprs gk pre
phagth 4 REcalPiccbRasidbid K06 1Rde8RH %ﬁéﬁﬂa@(ﬂog&@?ﬁ@é&ﬂ@’ss Such salts include,
utilized herein may be present in unsalified or
¢.g uifes thet sanibe dormse mihergracidie pseipRs Rresgnidh desempeinds pieicagpble of
readtR& Wlthqwgénl?@or'@gﬂnfb%ags SHGHe SRPAKNGRS 1'n§1u!1é"% eNdRYe foPmed with
I nclude both the original (unsalified and
the gikals meta]sfar @HFPll@cﬂfrﬁb ostilsang QOdI@qmd PARESEw. ingggn¢sjum, calcium, and
aluAfnG P Elﬁgllbfe b gsnlﬂclﬁgfé 9 st RPmePWHih O alqp b&es sucﬂ as the
conpounds ut |ze erein ﬁay e present 5" nor e
amipe basss. eicedthyohmnig diethanglarame, ttittbanotaming tiomebaoine, N-
metg?lgﬁg%ﬂgg, I'fa{[%lg éﬂeg%g Wq‘%ﬂ-nefcgut cu r}é%;g%\)l\ﬁdl% a%tg ce?laagseo rhnclude acid addition
saltofdnmedvrs@)theofacdion bf isemsoéeteesectsas aﬁmaasnaalmﬁaranatdmpound with

accept.abl e salts, of t | - 272 d vi norel bin .
im0 BhRle SO b e s B R PP e s petic acia
citrerag@nmele@ndidi adrigeaikmeas eené-nudfonidianids sieh gs methahdsslfonic acid
igtrlaj al.i tals or alkaline earth netals such as

NCLEH UM Pyt 888k um 1ithium cal cium or magnesi um or
or gaairfachaielty @dehtdble &s&3rd MaALbYdstmMDRheItrGAkirbogUaifoadloxy, and
N—tetrabutylannnnl n1sa|tsé§ﬁ% larly, when o

PhosRllOBORGHPYE REFSERL T §hs sempRyn f‘dﬁt’%ﬁ“ﬁ’% e b<é§.a@ylfﬁ§reé% yhen

thei®akd oM cbﬁoﬁp@ {pf@&l‘[ fa pl’lﬁh@c{c&ﬁf&hlgr REp A8 RN bfterdah BSa mono-
For exanpl e, ts ma formed from aci ds suchas

acidyEgnq-galt g5 egip Qir'ﬂdé salf %fc?ﬁ‘ieb angsigylprdy whege there e mgigdhandive acidic

groﬁﬁégﬁésbl‘ft sofl £l of fRh Qﬂ)'uﬁs ca%@ gﬁlﬂe@ or BRlrifed. @BhP&Inbi€utilized
ochioric, hydrobrom c, oric, nitric,

her@m oy DF gresemb el figd pbm%terlﬁ%&bﬁ@mmr éntsified andias esterified form, and
I nd
the Hﬁﬁ&lgar Ti;éh £0RbGmdd 8 nH{@({?]b? g3t &8[?@0\%@%82&58 ldln{sgln d&loafl@

si known accept abl e aci conpo
unestiiiGed) nomepund andigmbaimasedicohsicserflahhe salte arzd estprso dso. one or more

congopr? s u?iH.EEItdqlgte?n %ﬁ@ér@ssenp E’l (!?Q{h eusttérgcﬂ qﬂ? n@‘f’&rﬁpmg naming

S 1nc € no to su
of so¢ht a:cmttpeunchoﬁmwné«;d toxalwitell smglleererazbspmblrsand aiémmtmds (Odether

]acnnt 9% -l fi%u &I,EQgg hate aci d phosphat e;
Td6RI % hat &:%4f c%g @ sallcylate acid citrate;
t athnﬁﬁe&eutmhle}ai(ﬁeptitﬂmmt ef thp HKI-QU 1 embtiggrelbint @asmpa@inds with an

acidic moiety may be formed from organic and inorganic bases including, e.g., salts with alkali
metals or alkaline earth metals such as sodium, potassium, lithium, calcium, or magnesium or
organic bases and N- tetraalkylammonium salts such as N-tetrabutylammonium salts.

Similarly, when one or more compound utilized herein contains a basic moiety, salts may

be formed from organic and inorganic acids. For example, salts may be formed from acids such
9
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ascor bate; succinate; nal eate; gentisinate; fumarate;
gl uconat e; gl ucaronate; saccharate; formate; benzoate;
w@kuvassrsL; net hanesul f onat e; et hanesul f onat e; PCT/US2009/047643
benzenesul f onat e; p-tol uenesul fonate; panpate {i.e.,
|, 1" -met hyl ene-bi s-(2-hydroxy-3-napht hoate)); and
salts of fatty acids such as caproate, |aurate,
nmyristate, palmtate, stearate, oleate, |inoleate, and
l'inolenate salts. In one enbodi nent, the vinorel bine
conpound is vinorel bine tartrate. The conmpounds can
al so be used in the formof esters, carbamtes and
as @bthveproponicelatticocialc, aated, sﬁdarnms funadris Om#ileilc ensiledl c.triandelic, malic,

herein a rodr f or |ch when.adm nj stered. i n
il AR RIoRE BB EPtont Tfrehats Mer SUnECy Ry e
napEh@IRIsaltdhi € BtieendsQfsTRc, @fludnbaul foRRPAHDHSs@ fontd smularly known

i nvention i nclude, but are not limted to, stra

accgiialacigspyhien asprpaund 9§ fhiginy§ngaR qoniainsg: l@é%%ﬂg% ﬁ’é’%r Other

suitRbl8 BedAG s @heﬁmﬁéelﬁt{&allg ra@déBﬁbl‘é ‘§£1¥seih<ﬂudé?blﬂt aie%oﬁhﬁiﬁécb & sulfate;
atons, including

citrgte, mg@th‘sg; clgqa@ﬁsy phlgrmf hrog_mdﬂ fpét(%yqnggtﬁyl}lsl@f@‘[eep@sphate acid phosphate;

1sorﬁé’cﬁlln§t@l 1kothie BSfi Sliste; aBl W B YarirRS ofaR: (aREAE %%t@tﬁ&tfﬁ'fes bitartrate;
and the I'ike. Accordingly, a pharnmaceuti cal

ascerbppybainabn makeaisi papitislagie: Anaarsisnglaponsteagipenserales sagehpuate: ormate;

ben% n% ﬁlteﬁ{lﬁte %Yeﬁlaﬂ&qlfgﬂaﬁp Eﬁ&@gﬁl%ﬁ@”ﬁéﬂ%ﬁ%ﬁoﬁate p-toluenesulfonate;

nation or association wWith ohe or nore
panphwr(nacleutm@thylblye et dubiyes-gaphthoate)): Bdiselesif dateeardp e as
I !
SIS RAAL LELSSERR BSHELD LPSHABRLC AN oo
emlo:hdanemt elyaramcbrsmeleublmp@mdhsvmmellbmbImetratagent s t hat can
function as .a carrier arna eut i

{
acci5eappainds &3 lso he: usergégﬁ% fglﬁn g&eg{gbs g«lﬁ nﬁ]iegtanii g%er conventional
este Sl alﬂo”e@ffefpﬁ’f“ef@l @ mdﬂﬁﬁgrﬁmu twhéchl wien rmmgmrmntshm form,

erally safe, no
cony e RREAS s EropRuhe D Rab Be esBLBpnSl b FestboyRiey isnyention
inclu&€ basardedtllinaed {0 Etrehgmananp RIAYINBRAHal @8 frobsSeto (&aﬂﬁn atoms or
exci pi ents can be sol.id liquid, semsolid, or, i

t he
bragclet s a4y SERBS BRI ¢ FBREN YR B RAne methy, ethyl, propyL.
butﬁh@-hféﬂﬁ/ﬁ#&ﬂyqi ald coapsstiyldigN Stk Sy BloSIRArSErsi ﬂk}ﬂ&gpésw G&hzyl

acceptable phar maceuti cal procedures, suc

e“%%§%¢ﬁﬁébeln Rem ngt ons Phar maceutical Sciences, 17th

ed'Adc@leg‘léd a phirhRBRE& |80m AR OproBEKangWBhthiS B & tive amounts of

Conpany, Easton, Pa. (1985). Pharnmaceutically
the HEI &2 aed neralbiriespmpaings roswbinaiien oraswcebipmatih Breonmary
phatnh%leg%%ag% c@&glgggﬁﬁélsblsgﬁa%ﬁ%aﬁﬁ[egw @{éhﬁ&eétﬁql Cél‘l‘lel‘s used herein
inclpfa rbnmémtulmaieﬂ o amleptta ldileengsx 61l prb.aiigegyarg s dybirisarngs dngrother

t Ill "
agefgt)ﬁ tél?aw;a% f“g&lgﬁ gﬁ& ge['m% oyl 082&1 @{]«1 d&gc%htg%rﬁ 8(%3 %ble e{]cl%lén means an
excpirﬂmmaal‘s asaﬁutl e aﬂeparmlglaqaaﬂmnattleal cgmamudlcmtthatgs @ndrally safe, non-
tox1§cal.snlélr(]1te§1 &, ?{1§Q%(glg(ﬁef tg)% S S thgtsarg %c&?l?t%} or g?torrm al gse 35 Kell as for
humamMamat:eumgalage I$iush qutqii\enascaﬁhg il thnuStsa&rs@ltcE pr &t thacase of an
d or. ﬁgrvatlve agents.such as et X or

aer?JsPprog on, gase us armaceutical compositions are prepared in accordance with
acceptable pharmaceutical procedures, such as described in Remingtons Pharmaceutical
Sciences, 17th edition, ed. Alfonoso R. Gennaro, Mack Publishing Company, Easton, Pa. (1985).
Pharmaceutically acceptable carriers are those that are compatible with the other ingredients in

the formulation and biologically acceptable. Suitable pharmaceutically-acceptable excipients or
10



10

15

20

25

30

hydr oxybenzoate, and anti-oxidants, such as ascorbic

acid. Tablet or caplet fornulations may be uncoated or
wa@oabmeoB7ei t her to nodify their disintegration BCUS1089/047643

subsequent absorption of the active ingredient within

the gastrointestinal tract, or to inprove their

stability and/ or appearance using conventional coating

agents and procedures well known in the art. In one

enbodi nent, the weight of the tablet is at |east about

20, 30, 40, 50, 60, or 70 ng. Optional Conponents of

the Regi nens The regi nens descri bed herein may al so
carfigr€tod deabld*n er aple fanin&tﬂwdﬂ mmu@ef e @t hert eag@retns sudhris Gid@se, sodium

enbodl regi rther i ncl udes

carlgalﬁiieﬂ(f Plilq:gﬂhalsef orga % onéteggran lélglagq(gllsmgﬁ@tmg agents such as

corP&gidch bﬁéqgllnlc[a@}dgblndlﬁg SuHRENE SreRfin PAGAH; AX@Icald@entt Such as
al buren nanoparticles, which is avai | apl e as the

magfxewr@@m stpie i Lal pREss P AR 2l Suh ptipd or propyl 4-

8754187288 a0 dMRE KicK a8 &REBW RiATQ%E Sapl 1dBfations may be
m2 admi ni stered over 1 hour, weekly, or 2-3 weekly

unca@i%@r qoaies ele logpotiyghrir dieslesiobien andﬂhﬁ BRELIBRS ARFOFREIAR | o the

actiP@flotddR%ekiis tRUA R iRtGhAdrabNbl @Yﬁﬂ%\f‘é\!h&r Qt\éﬁhty?hnﬁ/%i" hppearance
at a dose of 175 ng/ nk optionally foll owed by
using copyeatipppl geating deenes avf pmecﬁagqswwﬂ kspwp atﬂhf: fix by one embodiment, the
[ u ek 24 rs at a dose of
Wm’ggkﬁgﬁﬂg%q%%g¥%%§x 2 ﬁ%”%ﬁ?d é g?@%latln at a dose
of 75 ng/n2. In patlents previously treated with

OPE‘D'%%?“Pa%“tgg‘rtﬁgmgﬁ‘ 8§)acl itaxel can be injected at

evera oses an ul es. However, the opti mal
r e g’l’lmeglmsnsrdei;crmed hatie aray alEhénciuele dmwnniesjranelg ofhalteriagents. In

onefbol G the et h e ol e ali{rat R RuRtt £, dggntagt and

pachiayel heg.ah h&p@dloﬁsf p&&ﬁdl&d b@ﬁndihesﬂbu&ﬂn nirfopaioled) &hich is available as

the SRR AR breshieth Pal iael B35 b p BN R e S prde o doses

60-Canp@ui dddimnttdreiCdvieel € ho@, WeeklyC BETB tREkIRREdt FloRBEBY 5 one week

such as yIatlng agents or mMIOR inhibitors
rest( rlaﬁaﬁﬁlew}( W @E%“litﬂéi-{ %@yemh%f P AinOwgat dose of 175

mg/nh?., Bption8iH! follBWSE lbyr@splettﬁrﬁp% Hd‘)@ Rf 73 SR Bleﬂllelaltaxel administered
anastrozol e, or Ietrozole% nfibiotics

intrpy ety @ich24 husoHhpdiors of 3 658émt pRsinealby fe%\@w ke gisplatin at a dose of

75 Aga RPPAiehE preWthW@étEH with th@l%FJﬁ S R mbMh, paBiitR&Y can be injected
antimtotic agents (i.e., vinblastine, vi ncristine,

at severl gossh ered) schqd@b@ Homyende opAmplyegiaes 15(110‘[ get clear. The recommended
| A5

s BT TSRS PSSl IR s e

wedks pdsemdaisesdugrdreubieisil ps isededoidesredde) ; and other agents

( ' Iﬁ a{lotgéf%ﬁl%xé/lﬂlreﬁtgoth atcf_\e %gﬁtg Gha Us Héfﬁdgf@l% a c n{nblnatIOIbWIth an

axel OCG ar ag nase
HKbZ%@emmpmum) il vodnel bine ad>m1mmdd1 huat llncigdeag gr,l t:bamqﬂmnztpebt,lc agents, such

s g ooy oraDRIFNES (i OLpBLact A bl b AFREacene
(i.cabdramestaet mmOilj?dnoﬁ)rmfdne,mammla obhitlhzdlé)eaﬂtlﬂbmnbs (e, phcamycm,
bleomycin, mitoxantrone, idarubicin, dactinomycin, mitomycin, or daunorubicin); other
antimitotic agents (i.e., vinblastine, vincristine, teniposide); topoisomerase inhibitors (i.e.,
topotecan, irinotecan, etoposide, or doxorubicin, e.g., CAELYX™ or DOXIL® reagents,
pegylated liposomal doxorubicin hydrochloride); and other agents (i.e., hydroxyurea,

altretamine, rituximab, paclitaxel, docetaxel, L-asparaginase, or gemtuzumab ozogamicin);
11
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cell and tunor vascul ature, or inmunonodul ators (i.e.,
interferons, IL-2, or BCG. Exanples of suitable
w0 pi1e0ésseons i ncl ude interferon a, interferon BCT/US2009/047643
interferon g, and m xtures thereof. Desirably, the
conbi nation of the HKI-272 conpound and vi nor el bi ne
conpound may be further conbined with antineopl astic
al kyl ati ng agents, e.g., those described in US Patent
Application Publication No. 2002-0198137, which is
hereby incorporated by reference. Antineoplastic
al kyl ati ng agents are roughly classified, according to
biotHai dal ﬁlbdlﬂ@ttﬂgragerﬂé.‘ ih&RC EGYR iffdbigkry/such B PKB&¥e bAbther multi-kinase
at egor i |ch i ncl. u ni trogen nustards,. .such %
inhify st AR SF)t a&%%f“(%‘?ﬂ’&? F%Pﬁﬁﬂﬁg‘ﬁ@fept%%%‘b%%ﬁ%% g, the tumor
cellladh@ &fnsFivaRulalilRd, BhahrBihonRadaeh (¢ aifiRdRions, IB2I 6 BES). &Rgples of
epoxi des, such as thiotepa, mto '

cin C )
Sultabls HIRFERFesS é}?@@@.ﬂtt%qfemra%dmsﬁﬁ% %ﬁ%{femﬁ &1 and gpixigres thereof.

SulhdsRaIE She Sbhatidn BeSHKRN 2 PSR HBASorelBME BodSound may be
bi schl oroet hyl ni trosourea (BCN

furthercopiaimry itk gnigiearlesigiativtating @gﬁlugéae £ abrgg)desciipgd in US Patent
Ap E‘Jﬂ(}ﬂ FORERBE X! St 08y h ALk [sBRRYS ﬁﬁof(pwﬁggmwreference

drazine and triazine derivati vVes, such
Antp;reonlaﬁwalﬂiy}a@ng deeotrapmhghdy classified caspording e ﬂﬁélr structure or reactive

mo%é/r ﬁ@(f &%Qﬂa %ate@&ﬁé&@f}l é}ﬂnclﬁ&l rg?ﬁﬁ%m “filla stards CﬁEMU@?ﬁR@EN@ drug

or et an-ne must | ne t1 num conpounds
(mq@loaﬁtthammm)c@nbohmulsanad@ lprfalmdfrumlobaharaamd eidpraglysilsazidiags and

epo§<g{%“§2ud% ?fth%tgﬁhébﬂ' Jn¥?1ﬁ“c 81'&1%1\}%‘? ggl;aa ibil 814 R P%ﬁ@p&{b? ﬂ?l@‘f'

i ne T esi orm a nono I ona
sul faratks iuthumsdtus dfeal niscdduchs suc(h;bs Forssldmroa\lﬁylnﬁtoemee‘as(BENU)P

ts, An o !
vl PRl Y o o ARy BnaT 6 urea
(Mé@_ﬂil}l Up hyﬂrg?w&]ﬁrﬁihefﬂﬁnﬁmzaln btﬁ:lhgts gré)guirbiﬂirmpﬂnmsbhiinqi_ re}md
WIIlians In [ e I a .These
ey S el R BB et A v
lomuSHTR R 8 gRitin@h dorfpouatid) Bﬁﬂnﬁ@ﬁ cPhpdunYidre PRI ¥&Baining agents that

Represent ati ve exanpl es. of al kyl ati ng agents_i ncl udi ng
reagr BRI FRER A theN( Pﬂﬁn@% %@P@mwé ﬁme%lguea fQigym a variety of

moﬂdfﬁﬂcﬁ@ﬁﬁl’&&hﬁfﬂn@ﬁon@l dHdeat. AVhesonGYW! %m&hﬁlﬁnﬁjﬁwyer P J. Cisplatin

éb{)‘@il i zed CYTOXANéwf drug,  or NEGSAR(r) dru al
and¢l ogu%sygq %ﬁgﬁ]ﬂq eg & ]%;ﬁctgwmqqéqu 6drE(§]§)0n ed. DeVltaV T,

Hellh@sd m&%e:g's% aGh AR & Wil & Wlt&hﬁhlﬁaﬁel&hlgh@@:t @biﬁ 1) These
and oral tablets, ALKE

conmq)m@ﬁ—saﬁegwg C|15p{a@n,&}arhogl@p]@tpéatlnglgljkgmtmﬁs @rléj gyltmuclear ‘platinum
congrg]éx%g e@&)r&%ﬂ]ﬁh‘[ﬁfét&g‘hﬁes &Qﬂ a%H Ia tsﬂfyhgg ﬁécﬂar ﬂ;;uﬂgl)a (injectable;

omycin (1nject
MUSTARGENsR) dugd. amclémeMMI (elJ ecsb@m@xbesph@tmdg ly qphdized

CYEE%@@ drugw&w f érglr gﬁl??gl%%l% a&{aﬂd&%?ﬁ%@?@AN@ drug),

ifosfamide Cigibdtabl¢; BFEXLJ)nelghalaE anjetzblp AI(IOFRANBajveg) laed oral tablets,
AL%&%) clqgr%g)ohcif (%gl? %a%le?sﬁgﬁﬁ%%}® 8r%§)5 !tﬂioe[g’pa (injectable,
thiotepa or THIOPLEX® drug), mitomycin (injectable, mitomycin or MUTAMY CIN® drug),
busulfan (injectable, BUSULFEX® drug; oral tablets, MYLERAN® drug), lomustine (oral
capsules; CEENU), carmustine (intracranial implant, GLIADEL); injectable (BICNU),
procarbazine (oral capsules, MATULANE® drug), temozolomide (oral capsules, TEMODAR®
drug), cisplatin (injectable, cisplatin, PLATINOL® drug, or PLATINOL®-AQ)., carboplatin

(injectable, PARAPLATIN® drug), and oxaliplatin (ELOXATIN® drug).
12



10

15

20

25

30

drug), cisplatin (injectable, cisplatin, PLATINOL(r)
drug, or PLATINCL(r)-AQ ., carboplatin (injectable,
WE2RAPISAT N(r) drug), and oxaliplatin (ELOXATIIN(T/YS2009/047643
drug).In another enbodi nent, a conbi nati on descri bed
herein may further include an antineopl astic
antinetabolite, as described in US Patent Application
Publ i cati on Nos. 2005/0187184 or 2002/ 0183239, which
are hereby incorporated by reference. As used herein
accordance, the term"antinetabolite" nmeans a
substance which is structurally simlar to a critical
natig raﬂd)thetrretrﬁbdllﬁﬁhtah eorffiritidh dbdctiByd Hefei@mbay aﬁihemihcladie an

| eadi h h i d
an PR, WG e rBORAP R B ABRTS PRI Yic

2005@1911%%@1300270183@9 WhithW@Yerdeby BicorpSafell b $érsrefde. DMswherem
RNA) . More speci f| cal | y, anti met agol ites typical
acc9r@w1 tB‘f'lte[ﬁ} %Igtl)me ﬁ]bt@t gy Risthstanes whish isisuctgily flﬁ)élal‘ to a critical

nat@alt ﬁﬂebfﬁéd@a‘[@(fme"[%gH‘Je?ﬁlchrlﬂo&lhﬁlﬁalcﬁzaﬂﬁva? E3AIRBZY DR A & BN \s@Hihesis
RNA synt hesi s, substitute for a netabolite that

which 1sschy the hosh e’dhw@ pey uhdcds il thrsgmplatin of that prway (e,

synHeQEHEHRE R RRMD. DlorADELifidt aﬁﬁﬂl@ﬁf)olﬁéégﬂﬁfséﬂy functlon by (1)
replication. My or categories of antinetabolite

compgngigeh metabelges fer e calsinapiogerlatomisttioly l@y!enmnnﬁ inGMNA or RNA
syn es@'omrf%j sl%sﬁ uﬁeti%r 591@&8%13@&1&1% 11y (&%Wg%édﬂﬁto%}@k 8§3§NA, and

natural purines (adeni or guani ne
thergbyt pladlecngarlablﬂurr &N Ay thdi dahieat ewtpog geptlieatyonciiape titegovied of

an‘u%h&'bghtgy ol l§ ?géfdh@ Ialalﬁla}lalggl]éc{wﬁl%ﬁ R V\ﬁﬁﬁ 0‘?§ Ml@d{cﬁ“ﬁ Uductase
(DHER)u2a bum;eranmtbgb négh oyicobe nlz&ural el adanneam guani@g blit)are

t structural | ferent sp t .conpetitivel
sl Sl S5 Tt Ppe e ELF Rl S R e R gt g foNA or
RNRe prde(spp;trmmdme amk@apdvlash mimla fiid e & pehmidases i ¢vedsindethymidine,

withouyt limtati r our aci. - FU; .
andgiriq S dbpers Tt B s el e esibhy inbigignuciear
pro@s&ﬁ&ﬁhﬁxg& ;amr EE;&J&EM@FU ( fiye %ﬁtﬂgﬁs oft @lﬁh@t@bck))lla@d iHélu@ without

r r ru 1. N Cla e
ms&@md E!bpsoum& -BY: ra#%&ﬂﬁ?'? pf/liuaiéfnﬂéwﬁéopwal cream,
FLUGROUERX Y & HFUmE U afugs Q@plca!l i1 @ednabl @ORBPPRX @ or EFUDEX®

f | oxur adi ne t hi o uani n

drugs ingegfable. A Qﬁlh@ o @- flqrwlqﬂhél%u&aﬁm@ (e deayw at-fluorouridine;

inj ercl%plleelf@DRtopﬂ&g.h‘ﬁiHe‘? qpno &a)ﬂn@r(@gﬁlﬂl% lc’ﬂdﬁ%rﬂfé 11=plrine-6-thione (oral
b) - D- ar abi nof ur anosy!l % -pyri m di none; |iposonal

tabliets] hiogadyire). cwmwféﬂl)nmela%ﬂ arablanura@:iosyhpfsl&i)@l@tl@ndmone;
AR BRSOl Pl SRR s
drup) ﬂﬁHa‘ﬂabﬁt&k(QﬂDPmﬁraﬁ-@ﬁMie 2 ﬂlm(ﬁqm}QdS-lO?pl&)@p}ﬁ)be[S) BlabbARA)iranosyl;

hqql%%b erécglo %@Mﬂe ﬁrgt?er(gj ap{fl%lrd%c{\]/%*—%u}lgé g nhlone oraJ tablets,

PURKNEFHQI()2 niktichiardtd ovBx ; 1Rt Mp(@lwwn_)lmshyl ] met hyl am no]
utam ¢ aci d; qui d | nitlect abl e

ptewémb?qﬂ]@slh@% SsanelRsngey! ﬂ:&@émwra{ﬂ apd @ﬂf‘sctable methotrexate
sodTRt Hat1e2s8 a1 S MethoBE0Ed doBR) et itatiROSYdedxy-2' 2"

difluorocytidine monohydrochloride ((B)-isomer); liquid injectable, GEMZAR), capecitabine (5'-
deoxy-5-fluoro-N-[(pentyloxy)carbonyl]-cytidine; oral tablet, XELODA), pentostatin ((R)-3-(2-
deoxy-(beta)-D-erythro-pentofuranosyl)-3,6,7,8-tetrahy droimidazo|4,5-d][ 1,3 ]diazepin-8-ol;
liquid injectable, NIPENT), trimetrexate (2,4-diamino-5-methyl-6-[(3,4,5-
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di fl uorocyti di ne nonohydrochl oride ((b)-isoner);
liquid injectable, GEMZAR), capecitabine (51-
welearpess44 | uor o- N-[ (pent yl oxy) carbonyl ] - cyti di PET/US2089/047643
tabl et, XELODA), pentostatin ((R)-3-(2-
deoxy- (bet a) - D- eryt hr o- pent of uranosyl )-3, 6, 7, 8-t et rahy
droi m dazo[ 4,5-d][I|, 3] di azepin-8-0ol; liquid
i njectable, NI PENT), trinetrexate
(2, 4-di am no-5-nmethyl -6-[ (3,4, 5-trimethoxyanilino)mnmeth
yl ] qui nazol i ne nono- D-gl ucuronate; liquid injectable,
NEUTREXI N), cl adri bi ne (2-chl oro-6-am no-9-(2-deoxy- (
tnn’&)ho@yaeﬁlyiohﬁ@pﬁmﬁraﬁalman@ﬁwl}glpwrbm Libyui 6 uiJ@l:table NEUTREXIN),
i njectabl e, LEUSTATIN). The term "bi ochem .
clagsiig (ZrePlqE-Gg@o-o-12sdepay-( Pl wiransato e s >d°&an? 4iquid injectable,
LEUSPaemeki I led in the art as an agent given as an
adj unct to anti-cancer therapy, which serves to

pot Bwierme bjockenygal impdglatiag agept” a&:wll/klwm agd upgergtoogdo those skilled
in tﬁ@éfpés%%gént %n@n 5 gleddﬁﬁlt:letg b @'«{nc&]ﬁtﬁer%‘fyt ’w‘lﬂfr‘:h 3460 pStefkate its

an anti nmetabolite. Leucovorin and [evofolinate are
antingqplash¢ hfivitsad Wal abtaioieeasi babidereidestsefitpchygrereest. £.6¢ an

. L r e . i
antlﬁgtaggl?t%y F%?g@@l%?%%?{otgﬁﬁé ; o]}ty 1&3?9 glged bn)chemlcal modulating agents
for U@ﬂm’eemt@dnld)i Y tietagp| eevmevcam (P1iprat- ébl7e8 tetrmdmfollc acid) is
conﬁm%rlea Vect)vza}lertel)d%(; agsvaglrnll{jﬁmct%b; lécIlulé' Suc \é({/nolx\‘gca cim, of SW%iEbOVORIN) and as
oral(tpblats (lawol agi a:ahiullry) He\tdmeateE(ﬂrmmaamfog&-ally active isomer of 5-

f tetrah f ol [ | I
kA AT S St Aol PERTHEREA B il B2
or ds abll abﬁets((lmm) In still anot her enbodi ment, the
er i cI udes se [

CO
Pl e cotbad e BE Rariicaon ST Pohde aﬁ%taaa@hlbltor

Parﬁwlztrly'd@blfhfbﬁeﬂqﬂle@@1nhilit@fs$ndh§i;feGﬁﬂtl%ﬁlﬁéeﬂﬁlﬂlbﬂt’d@faﬂge'ﬂ geriaBhreonine and
receptor tyrosine kinases in both the tunor_cell and

re%wm%%lemsst inybath ths Wier el el tapprvaspuintyes. nExagnples of suitable

kinas8 MHifofy ificl Lare WitHSut 1Mt QU borhefiib (BA Y Q30090 Bh@tk dal BN lable as
43-9006, commercially available as NEXAVAR), which has

NEK &Y Ryr wibicl basthgen ermmiad Rass Taelstays by the FPBof petastatic renal el
can@@t ﬁﬁte@t}d (gu'i?ﬂ@' tigfiBib)C ﬁfﬂﬁﬁl‘li\)n(sg@ﬁﬂ@ﬁ bh@oth& coﬂa%glﬁlz{s that target

farni suntinib ot her COﬂpOUﬂ S

RaS(RqﬁéfcMEIélﬂ@@@r Mé?/kmﬁe/s daired -6 avaain. k8laid 83 ang MEkdinhipitors such
% 5 1 Pﬂﬁ%&iﬂ@o 2%%8%9\%% th@ﬁlglaé\éiﬁhl R&'rpdﬁ/tb%raﬁmﬁﬁ's%}e@t% the

O or ternati ve Ki nase
patiepitpirior togw sui&yqtbet tadthaatmiesitvathettie tfioOIteHmlqmtnpelmd apdiooHKi-372
Congpr Cpbsequent to treatnent with the vinorel bine
onpound and/or HKI-272 conpound. In still further
entHodiilb&mther dnfbedmoand Itlreaiorrrbmanmymaynmbludeearaanuamrrheal One of skill

skill in F %
i g L OGS f sy s M P L TR gl ithou
hmita’tﬁ)hUIdpe”tgmd\z\fot &lplhﬁnokylﬁrb hﬁirb@ﬂbnde@ﬂ@ﬁt&jmrtéeulfﬁte Alternatlvely the
enox Iat h dro ri de and atroBlne sul

antlAc# g a}egirmr%/ ﬂgre to the patient prior fo or slbsequent to treatment with the
vinorelbine compound and/or HKI-272 compound.

In a further embodiment, the combination further contains an antiemetic agent. Examples
of antiemetic agents include, without limitation, metoclopramide, Dolasetron, Granisetron,

Ondansetron, Tropisetron, and Palonosetron, among others. Alternatively, the antiemetic may be
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anti-diarrheal may be adm nistered to the patient
prior to or subsequent to treatnent with the

wa re100ed7id ne conmpound and/ or HKI - 272 conpound. PCTIUS2009/047643
further enbodi nent, the conbination further contains
an antienetic agent. Exanples of antienetic agents
include, without limtation, netoclopram de,
Dol asetron, Grani setron, Ondansetron, Tropisetron, and
Pal onosetron, anmong others. Alternatively, the
antienmetic may beadm nistered to the patient prior to
or subsequent to treatnent with the vinorel bine

adntinigieed m@ltha m@Me&nr pridflo Sr/sAbeqiigm®tonebatnhont wah th vinotdlhies compound

d&ﬁn?ﬁﬂ Qg? conbi nati on al so contains an
an ﬁﬂ'inﬂ%‘m Exanpl es of anti hi stam nes incl ude,

W tiAQita fluithdr teAbb@mentQh6 kbmbin&ion[AspRembiy sl ipdHiRRamine. Examples
Di nenhydri nat e Gravol . Mecl j zi ne, Pr onet hazi _ne

of a{lrﬂ@ﬁt@%eﬁ@cluﬁﬁéﬁ@@@féﬁnltap%r%ks%lgle DiiphepRpsir i) Dy@enhy drinate
(GrOPN YRl AR, PronfhHagind Atcnia@hY,, PhbM@oANPiofiasd iR 0T AEdrBRY ifR€among

adm nistered to the patient prior to or subsequent to
Oth?fﬁ eAttera@tvelyi the artHustyning may be admigisiefdun deRativn prigip opsppsequent

to tRATRALRG thk RindRlibiANQUniein CARRAHIB M2 bhlfoun@Toi nati on
may include a growth factor to prevent and/or treat
nednyeipanther en&@émegr derdembaetigr waragludeagionyh fagtor to prevent
I
B R AT038 A by AP0, BESBEAL B9y v o
acc@dingite altact@ecg@id@mes @A@Gﬁb ARROEN. Sofletyeaf 1€ dinicalePrycolagi €ASCO; 2006).
. L )
Alt%ﬁ%@sﬁggggﬁ}é ﬁ%{ v eg@ﬁhﬁte%%? It]he ﬁéh‘? ﬁgrrtké ‘@g%ur?géqhé%ﬁ to
treatroerp oulth theasaldralbinElkd miia d andtqndt‘ulﬁblznfnzbmpnumlt ration of
t he Conpositions/ Conbi nati ons As used herein, the term
"effective anount” or "pharmaceutically effective
Adﬁlimstl‘dtlonr(ﬂ’ftl&fGoﬂlposiﬁtﬁlsmmﬂﬁﬁattbﬁls active corrpound or

ti.cal agent..that eI|Q|t§ t he bIO| or
e oRRChep Bl REE fTPed s 1w o Syap e A oo € mount
refdrd1Qithd At Sactivi@ihpbhtat oripfarBRtéilcd abigi thabyicats the blologlcal or
resear cher, veterinarian, ned|CﬁI doct or or ot he
e TESPARFS b S H. SHETT JBn e kg Birgn thés being sought by o

resdafhkiO W tBehari bl JmedIcBVRR Lok Both&iR1ific B8 ASBch Belddes one or more of the
preventing a di sease, condition or disorder in an

follpyyizi/i1 Y prgyeniing theisgassee- o r RTAT 8BRS R disgage. coslilings disgrder in an

1nd§79ﬁ‘1§1' thét%%/% p@édﬁﬁ&‘é@ fo AEHisERE %oﬁﬂ?ﬁorﬁ’(ﬁtdls%mﬁﬁdt Fc’l@é;s‘?no@ff et
i splay t | ogy or synptomatol ogy of t

eXPGIi@’éagl’edlsr(l%’)tﬁ‘? Wﬁhq}@gy Qﬁgymprémaﬁom;@éthe Isgpse: (ﬁﬂﬁhlﬂ@ltmgrﬁly: disease:
e.gt amﬂfbﬁ g%%se&s%néynﬁl'ngg 010&1 (ﬁlﬂe?% dllvﬂiugin[h%t nsdéx\ﬁlﬂgéﬁ@llng tolnéﬁﬁgplaymg

'S expériencing or |sp ayl ng the path
the ggthplognertspmptpyatslogy teé ﬂm dsseass econdivingl it dlsmdeus |(l edl agrgsthgror slowing

fur‘[ilér (ﬁv?l%ﬁﬁgn% dl;lggatﬁglo & F%rntlod‘i&;ﬁﬁglr ﬁge%r%(gpﬂﬁ{foga?g Eﬂg%lsease

egt itreelnblraitmgsehseae,gzondlamebn doyoadar nganandimsleasl:m,t 1saampezhehcmg1 or
dlsﬁaylng e péj[ﬁologynorasg)mlptrcl)gnla%lloqglilf %lf the 1seas|e Sco%éﬁ%ﬁ iore 1scoir@eg (Pe'.r, reversing
the pathology and/or symptomatology). For example, an effective amount," when administered
1o a subject to treat cancer, is sufficient to inhibit, slow, reduce, or eliminate tumor growth in a
subject having cancer.

Use of a combination of the HKI-272 compound and vinorelbine compound also provides
for the use of combinations of each of the agents in which one or both agent is used at

subtherapeutically effective dosages. Subtherapeutically effective dosages may be readily
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di spl ayi ng the pathol ogy or synptomatol ogy of the

di sease, condition or disorder (i.e., reversing the
WQE2i1bosgy and/ or synpt omat ol ogy). For exanpl ePCEES2009/047643

effective anmount,” when administered to a subject to

treat cancer, is sufficient to inhibit, slow reduce,

or elimnate tunor growh in a subject having cancer.

Use of a conbination of the HKI-272 conmpound and

vi nor el bi ne conpound al so provides for the use of

conbi nati ons of each of the agents in which one or

both agent is used at subtherapeutically effective
detétonirg &8 onSoitxkhiein et incddl yf @b faactingsdettds dgese éfﬂbbdbﬁent the

s o B R N oRe T 0S¥ DHER B AHBR R 10w psade when used n
the Sothbih@Ioa ra@gﬂﬁthc@ésblybeafhfa@ﬁqt hv@nihaeddethe ao@g@lfhaﬁg effydiik € Rhen used
is effective at a | ower dosage when uysed in th

alongo s hRip Yidef e s inie slcihe ARYe ReADISIH theégméwﬁﬁb%s dgrefgo be used
in dd0frafie®pdRiclidtnt S. &f § BEhi B sB aNth 86 HbiA4HRAfhanANRA used alone.
rovi ded are one or nore of the active agents in the
In this gHPPHMPYNES ABLEICH VY eeBIES) s e uprddn 8 tsFaReviisro peliiqrepeutic
am@ppunt, i.e. , at a higher dosage in the conbination
t han when used alone. In this enbodi nent, the other
actWéel’ﬁ)g aaet{ng] onyrsgatyent| g%fdrs ithany indielp gHeugegsg ingamelioration of an
injq?%‘lk,b %lr' u)rﬁl gygglﬂtgﬁoldlg% (Txcéﬁ:v% Blr tse{:'lt([:l% éoglgﬁlleter such as
abamhi mnassuqmn dmﬁmalnng ol wrrgptorrpalr makmg yhe igjurye pathielogyo nr condition
Nl udi | [ . .
mo%e&glg%glte 2%%1%?&16?12 rsnl%%r!lgotﬁe & da ;Ig g:%tahgl? %Ifcﬁgl?/ﬂégbgﬁgg glﬁé I?inal point
of dafgédemgom hess delb}lmzrtmg Eampoeivngy,sulg Bctsphbd;ida] @nnammi evell-being. The
ol i ent n
weayByE nEpuichfiob P aBBhRatn ARG O RLSTN A ET pBiepye rgyameters
incldelgg ferredultoof 4 @85 sical @Rarhinfitidni m@romgl cal BYHhONAtIoE, #d/or psychiatric

evani s BHREN oh Bt r i b BHRRir R bp ERTR nd

vm@élbﬁiétéb?p@un\detorwuaﬁeﬁts peverit lraf:heuasu lﬁgalltehl@ter @b hitr&st @lflgl;ﬂblt
si cal, _exam nation, neuro ogl cal . exam nation, and/or
devBleliRpRt 21 e ByAmS 8t FAATIRCEERE TG CFReS dasf e amor erowth

assodidt@PLNEncdrN& kIS Nl PEAH st WALINOW KRty tb & Jilfliard Athods to
and vi narel bi ne cqg?ounds to a subject to prevent or

detggqlwhegh@r apatiept g piergg fom adiseass asgnciatedyiihi gancer by examining the

pati@f 48l QRBRRLinO fuhtRE: BY PREANS si@ferifNPinlchRRE associ at ed
wi th cancers, including tunor growth associated with

C an%%lrsed hereini the isem ferayidine” pithesspect sriseviding p HKAGH2 lsewpound and
a vihGretb G&ﬁf ﬁlleé:ﬁ@tehlgaq%lréé?l ARMERALTE ¢ éé\mkhg’f #@gfrﬂ(ﬁ{/&i

I's su fer ng froma | Seasé associ a .
vingiribirierspmgounkd eorgd minasieringrachretrtg daii viitivigy onkvead dpewhiethwill form an

effeddfd Fffunt éft@éf‘ﬁfg{ﬁ&jﬁ‘%ﬁﬁﬂoﬁﬁﬁ bt Slrorfbind' %ﬁ)oﬁ&f Y?Hl E%}%dy

term " provi respect to DFOVI

co n’fjwmm@nmmﬁhaeﬁoiﬂocladids iadh@inctermg an dKI77a rasmpounu @and vinorelbine
corrgp)lo{lr? : laypa9 enrpfort ett?era meqlt op a ne%'plfllaér%?nza [c):e%n}% ulrpldongl erglbodlment the HKI-
272 compound is administered separately from the vinorelbine compound. In a further
embodiment, the HKI-272 compound is administered prior to the vinorelbine compound. In
another embodiment, the HKI-272 compound is administered subsequent to the vinorelbine
compound. In still another embodiment, the HKI-272 compound and the vinorelbine compound
are administered simultaneously, but separately. In one embodiment, the HKI-272 compound and

the vinorelbine compound are administered together as a combined preparation.
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vi nor el bi ne conmpound, or adm nistering a prodrug,
derivative, or analog which will forman effective
w@pwoaes7ed t he HKI-272 conpound and/ or vi nor el BCTES2009/047643
conmpound within the body. The invention therefore
i ncl udes adm nistering an HKI-272 conpound and
vi nor el bi ne conpound to a patient for the treatnent of
a neoplasmin a patient. In one enbodi nent, the HKI-
272 conpound is admi nistered separately fromthe
vi nor el bi ne conpound. In a further enbodi nent, the
HKI - 272 conpound is adm ni stered prior to the
ViHﬁbﬁé@hMEmﬁ@ﬂpﬂﬂﬂﬁmt&muﬁm@hhﬂﬂ&ﬂﬂb@ﬂbﬁﬁﬂhndVhaewnw
HKI(E?Z conpo g IS a%gl er ed subseqyent to th
COTROHRT & AF ORI ﬁﬁ'B&rﬁH"n hSIEEReO U SPAate éﬁ%la‘?%éﬁ%e In frRding
neoplkm 2Y 2me AP e B erebN@n Vhd@hRIdIhdME tmmmedCoa{p@und is
adm nj st ered si mul t aneousl y, but separately

sepgAsydPEHted trom thagjinorelbing 6ompRYAE: Elr?éloihﬁree%l?oﬂﬁ?eé‘F glpff&uct

conCMTRRMART-87 cdthuid SdehEEnsOBREREMpAMdAs & 0HRbiR&Chreparation for
preparation.ln one enbodi nent, a product contains an

sImpYQNEOUED SRRSO FRIVEIH! Yse bR BEGRIANE 18 & MBI e thereof.

CONRIREChYIBREH: 3 JrhafndcOkticsil gRkl L RARERUSoouRE Q@trréaﬁrﬁen@ bf a neoplasm
sequential use in treating a neoplasmin a mamal in

for preaigdit e pleammal nviiein éhetioeh ensiins uneofi g HRI7Z 2compounddn unit
doshgo% T 51 éﬂa&rﬂs ¥ cft 915 fbﬁ{e%gm 519@1}1 nﬁt de dt%}nk? | RS nother embodiment, a
conpoun I'n anot er enbodi nment, a product contalns
pharrh@emal parR C@Ummmmlrsa of trezh@enIiOﬁ@n@iﬁlﬁsmebtmpwmuaémammal
whé%é’lﬁ’% ;h {E’Jn?d?{f‘srﬁhk Ol v%l ?fz%hlﬁé&%% Thit ﬁ&é&%‘é s gRJ units of a
use 1 n a neoplasmin a nmanmal 1n nee
Vlnd)l’ﬂkbrte&bmpdnmdam enieddsagh foent In yat m&tenanlmdimml a ghlamkaceutical pack
ontains .a cqurse of treatnent .of a
o QiR Bt AR <Nl BRER ! BsiRofe BT Rl TPy @agpaividual
mmﬁﬁmHKl-Z?Z conpound in unit dosage formand units of a
Iblne ca d.in unit dosage form In anothe
H’éﬁ?“on ﬂﬁ #ﬁé‘éﬂﬁ £PBRINPS Ok CUPROSAR Cq ¥ e %Viéo gmore of
the tﬁdaadmwm@heras MO PhAShdyOuiteiE rduted lS\ﬁblﬂtd)a{es ﬁambelected from,

wherei n the pack Contalns units of an 2. conp ounq
¢-& praly TRV FOURGE s TR T cninpsal B Intalypng lfa 1115‘ Ugion, parenteral (aside

froii QDA hﬁ’raléﬁbﬁal dpeaeeohe md sJuBcMﬁfeo@rl&Te&ﬁihs) 1ntrapent0neal
enbodj ment phar maceuti cal pack as described herein

trans dgrmal (ﬁscluél%@ihaé@lwrat%%ﬁ%me sytfagef Hetbady andgheigger linings of

bod@lﬁ R&ehock ﬁfclu‘aﬂl% ebf?l@gh\él' A ¥uchBMBLes) AHI Vi (iBULER Rfrauterine
e 1 ndi vi dual onents or a COHpOSItlon Contalnlng

adrmW@tr@wn}rdPtéerdput@h admgilisiiagoraire elsprrgpibletasd mglpde mptheyt limitation,
11p0§5‘1¥e ﬁféH&%P'd@lMeB“? 1calsﬂgﬁl L@nESal r@é‘[hé?ﬁ BEhAE Fgcﬂ;lﬁlocmotlc

, |ntr enous (i.v. respiratory
ddwa@aﬁm@mtﬂﬁﬁdﬂbmﬁﬁmhmhl) i nf usi on, parenteral (aS|de

fr %ltle thY comphGHls s iy 'bQEl§1R7 ered 'VPJH?A egzr)]lgtg%&ﬁé&u%ﬁo%%lac@%gcnbed

subcut aneous I nj ons rap er rans
heréin ey uohtmg aazhior@ldm cringtooad foo delamemd&sa differetupdtatan dfat of an HKI-
272tc|g?npgl?nd e. ?”Qnet ol}?nore Ofhe L(I)rrrllpongﬁc’[s may be delivered orally, while one or more
of the others are administered intravenously. In one embodiment, the HKI-272 compound is
prepared for oral delivery and the vinorelbine compound is prepared for intravenous delivery. In
another embodiment, both the HKI-272 and vinorelbine compounds are prepared for intravenous
delivery. In still another embodiment, both the HKI-272 and vinorelbine compounds are

prepared for oral delivery. Optionally, other active components may be delivered by the same or
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bodi | y passages including epithelial and nmucosa

ti ssues), and vaginal (including intrauterine
WQ@aIIEe4 ati on). Ot her routes of adm ni stratiRPCI/HS09/047643

al so feasible and include, without limtation,

| i posone- nedi ated delivery, topical, nasal

subl i ngual , uretheral, intrathecal, ocular or otic

delivery, inplant, rectal, or intranasal. Wile the

conmponents may be delivered via the sane route, a

product or pack described herein may contain a

vi nor el bi ne conpound for delivery by a different route
diffefearrotiloads thd HKMW:Imd/oZ%&omwm@wmbouﬁisg QOthed ReriMdiond W Ed be

of the c mpone ts may be delivered orally, while one
appgientig ope %M% tHers are adninistered intravenously.

| n 16861 eWaRdemBstimertthBe Ethpoddds & ROMPsHRELs oS the ﬁ@ﬂi})@@tﬂ: regimen
for oral delivery and the vinorelbine. c

are graigisiesed qngg a Wﬁfl? 20 SHRA SRS efoying ith é@ﬁé?n compound may be
del BB 8AHi R AMinuch §r drikepdiiSh(£4 21 @Qﬁ‘ ENRERL R uRBe ﬂ@@@ﬁl‘s‘é"&s

are prepared for intravenous delivery. In strl
treaffARtt h8Ycheris Bl ioRAiseONtBEHIAN frige OFHF OBCPOTARRIC\AUFBS @F l5PEe of
treaﬁﬁéﬂ? OYRISTRYi & RERRAS Rl Rk BF skEni LY it W tls8BRlibendent

ot her active conponents may be delivered by the sanme
upop il forre plthe HKd7 & sompounihOngraf siaft 2n tha @rtgpuld irqveinely ipprverm
em AU 1B BELcf] L LR HE B e PRI BPPBE bl (AP and
thug datpouedssudabl e doyperie admingtert he therapeutlc regi nen are

oo AT R p AU ieida5 oo FERMEPifid HEhAING: spd in

conuhumom tndpredhicfsatesaibkd haéin pey ibo (ﬂor(mala@d in dny Qutaiﬂe trianr@e

week duri the cour tnent Such, a, de
HodREE s B RS B i b ub T A eRL MRS e e
of (E)ﬁi])bﬁ'@OI‘Qngttﬁ@l&ﬁlEﬁ%ﬂ& unfitiesagk; flenad cbf\e&clm'mu nind Iofhekfaemn; wedl known

one skill.in the art; i e de endent
to (08 Lo kit Bt P e ibotimsti D6t Ao GaR Foreagn ey (0,900001
perédaCbyawtigeiqed W) toQutd el Mthl@ﬁ(f(ﬁﬁ}i’oml(ﬁ A laﬁcbtﬁalen@@almémttye unit dose
testsd%o determ ne the oa&thlty of thﬁ HKI - 272
CanéB’ﬁtﬁ‘B ot Oﬁ)OB‘i)]o/a§Vst89§’ wrtith e senpputdst brinecthe excipignd gy gxcipients.
dosﬂﬂ%oﬁ@os@tﬂﬂﬂs Qése#iBdd: herdemiiKbe id 430N Elitib10 e r@hd al@inistration, e.g.,
onpounds or ot her optional conpounds used in the
tabl@b AP ArgaldpaefEpaey dysngessand prakliuilspgigpepgons or solutions;
paréR&rAUhjRt R [nBludiY itk iR SuBRRNE s, ifPMRE lar, fnft8vascular or
amount’s of each conpound in the unit dose can vary
mflwoab ley- . @& p stadlierigluben. ﬁlﬁ%@erts;p@@r enulsioppopicaljadminisiggphes,. an
k Qth
oinfiichForteafhs e afiARASion kB AlopSHEhR bPE Bt duiiffaion may
be tardirect injeetna intattedirener, by tregonghleliveiy e b}Z) dovaloshyey nin other
0 t 0
eml?odg‘ﬁengs g%e (g‘g)(éﬁlg}: H}% bty Otf %%éerc en‘gﬂgm{ t(ga\%% a% EI;?/ ‘%ié(ﬁ gISeg
endostapicaht antnatraiheajly ﬁt@@ﬂ@ih%f vpetantahBoualy, mirbventiséy, subcutaneously,

1ntrape¥i?onee‘1:1gf or nﬁraugnorquf i genQraletﬂg cc?rrrlpo%f%lonsp ée%gﬁbed herein may be prepared

in a conventional manner using conventional excipients or carriers that are well known in the art.
Pharmaceutical compositions for oral use may also be in the form of hard gelatin capsules in
which the active ingredient is mixed with an inert solid excipient, e.g., calcium carbonate,
calcium phosphate or kaolin, or as soft gelatin capsules in which the active ingredient is mixed

with water or an oil, such as peanut oil, liquid paraffin or olive oil. In one embodiment, one or
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The conpositions described herein may be in a form
suitable for oral adm nistration, e.g., tablet,

W@ apbees74capsul e, buccal forns, troches, | o0zenp@rUs2Vd9/047643
oral liquids, suspensions or solutions; parentera
i njection (including intravenous, subcutaneous,
i ntranmuscul ar, intravascular or infusion), e.g., as a
sterile solution, suspension or emrulsion; topica
adm nistration, e.g., an ointnment or cream rectal
adm ni stration, e.g., a suppository; or the route of
adm nistration may be by direct injection into the

both ofgard afior&lYine eghpoual ackedai dVIEK 2T cdmpoleCat delaleied @Fally td shid
ot her enbodi nents, one or both conponents of the

subleivbi nation treatnment may be delivered endoscopically,

I ntaapbul@chgadohin hikturéd el d cbmp@ardrgtvamaﬂaﬁtﬂyers and/or
i ntravenaously, subcutaneously, intraperitoneal

dilyepis seah irdiehpymaceylicg siisrepiat aresiifos i opfiale 85 piogerch)

sugh@ Riiflci AMBY efgniky LRAK GdnidBred cARMLEN blcANS bry SRINAE findUSicRBry stalline
convent i onal excipients or carriers that are well

cellplosganlouss. eplatings gUMPRSr naceut i cal conpositions for oral
US EUJIRY 1Blef Or Qiflel ﬁrﬁtﬂ@tufn@‘irﬁ&%@ nfA@é &y &ﬁllvéﬁtfoﬁal(é@ﬁﬁfégs@o% wet

in which the active ingredient is mxed with an inert
gragugatiog og diyi goanaption gethods andlugiiigmpheamasevimaly acseptelileguents, binding

agegﬁ qut &, cf?!mtg%rglllté @urf&'gl enlf?iﬁ%ta%]&‘t:s] (g{cltﬂlr%%eﬁ‘wteﬁﬁs sﬂ%oﬁsnding or

€ active ingre wat er .
stalmluztmg @émth, iadudream hut noplimjted foquighepamafehiate, sleare] acidetalyi $odium

psu(l)ﬂ% &g}Lsﬂlﬁﬂ% ﬁﬁp&f’frf%&g'p \T/]lgalu?osg ia£e1f?ll[n?/lléé)d.elg\ﬁnylpyrrolidone,

onmpoun are
gelznmahlgtynctaolds aladlaguﬂnj enthan Capswies ¢rgyte,complek silinatey tal@sm

Caﬂgﬂn tﬁegﬁi[ 3% et sﬁ)%% é"é‘[}t%glﬁts?}fay I éf“&%ﬂ@ate lactose,

kaotih ahainasl, {(ﬁht@n chteride, tamodtﬁfstardhés indpoadéared t@m: fBreferred surface

ars, art ficial sweeteni 0 .
mof et kel B BRG] PraRe i BSE, Searersrvge
exafiplek Ul s@Ge mf)dh@/lﬂ{gsageﬂ@ irtud8 Sout g 61 lingited.to, PoRkbthert 13B] et

or caplet f &glatlons may be nade conventlon

beneghips g shigrice. tlu@r%ﬁ@teat‘t%*t?aaﬂ alaPlgP? GERMFFREP S Witying was.

sorbTRh RaES, (%Hgldhltsillcbﬂ BioRAIBIPRBS Rk, Gadilid dBEESREIBN, Bnagnesium
di luent's, binding agents, lubricants, disintegrants,

am@ﬁWﬂﬁ%ﬁ”ﬁb@ﬁﬁV@hﬁmaﬁéﬁts (i ncl udi ng surfactants)

suspan@iAgattns 8@ & b ZiaBigts? ?fétsse)r dapl 4 ARl beddbbyd) Rlay utilize
limted to, magnesi um stearate, stearic acid, talc,

stanglgrdi delay loa i release foamulatiorisée alear tl@tabrqrptwa of &1e|agli yssgompound(s).
Theccﬁ kt%é(tﬁfﬁfo %ts'o bS8 of AnfhiiBin Lig?n[% YvE %A;Péﬁtén‘?ln' WS a fruit

o at| n, IC acl acaclia ¢ xant n gum sodi um
JlllC@J qonatreng mmptletﬁ selibilicea agmubalias smeedadbonat e,

9l s &5 hbbe FHGERSE ad tf?écngt&l%%‘nlé o
hOS ﬂﬁ? g {nCS:;]U?'n suﬁi ?) ﬁ%o IJOSG © ao IS A eallrways in
‘meﬁnduﬂmnahbﬂﬂlde tal c, dry starches and pomdered

suggr,. Preferred sur ng _agents cl ude

noniie rr)h%rmgﬁ%mg% s éulzaf?? frTrD Ly eﬁ%hlegly ASGS st?ﬁri% aqueous solutions or
dispreegisne aaditadie ‘pewders for the extemporaneous preparatlon of sterile injectable solutions
or dispersions. In all cases, the form must be sterile and must be fluid to the extent that easy
syringability exists. It must be stable under the conditions of manufacture and storage and must
be preserved against the contaminating action of microorganisms such as bacteria and fungi.
The carrier can be a solvent or dispersion medium containing, e.g., water, ethanol, polyol (e.g.,

glycerol, propylene glycol and liquid polyethylene glycol), suitable mixtures thereof, and
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exanpl es of surface nodi fying agents include, but are
not limted to, pol oxaner 188, benzal koni um chl ori de,
W@ 2010/008TH6t ear at e, cetostearyl al cohol, cet onmaRCDYR1009/047643
emul si fying wax, sorbitan esters, colloidal silicon
di oxi de, phosphates, sodi um dodecyl sul fate, nmagnesi um
alum numsilicate, and triethanolamne. Oa
formul ati ons herein, e.g., tablets, caplets, or
capsul es descri bed above, may utilize standard del ay
or tine release fornmulations to alter the absorption
of the active conpound(s). The oral formnulation may
vegalaBle oton Bfeﬁdrredﬁn] &dﬁﬁlmﬂoﬁhﬁﬁﬂl(ﬁhj ctihginiag wineeelbimgdre désembediimthe art.
wat e ruit juice, tai.nin riate
in g be R b Gomaiiiori SRt adBReRRY odhBarssiagy
SolirfionBY sudfenciond sfakdse adtie 36HpIUNGS Bla ftdR@aseIFPRAHESologicall
directly to the alrmeé% in the formof an aerosol. The

acceyialsalican b RiEParest ngvals syilpslyemired Wity p swrfaginisugh as hydroxy-
probﬂ@éllﬂﬂ)@e ﬁlﬁfefslo%s BHUBQUR pP&patttl O R$ P61, l‘ijcilﬁd)ﬁ‘cﬂy%éﬂ%ﬂ‘&le%%ols and
steril 1_p wders for the ext enpor aneous prepar ation of
mixgyres thergofjip pibe UaBeTeordinay cprstions ol dpragraangjugh shesq preggrations may
con%?@ﬁpesetr\ha%vé R JRVHSthe BOwH & thib®oRARisY Sin A8 elfnl)éﬂllqeﬁtoone or

he extent that easy Syringability exists. It nmust be
boﬂ@ plibe sinorsthete anh ElkdcHaicomprundodre delivigfedanttavencapldl: st or age
anq?o!ﬂi&thepe%l R fRIEYAF 9111 AR s TR RuE A1 &_}i‘nﬁﬂ&t‘ic{ﬁ%ﬁ&%s'tfi’é‘surface
of 'm croorgani sns suc acteria and fungl . e
of theabady end dwammi@elnanmf\bedﬂy mssaa¢ssip<éu@ng)¢piﬁhelcﬁl errd mucosal tissues.

Suc ARl e o e at S s LR ey Bk & Ryragucaly

acceptybdodalts thereof, blogonsi (Xl'emnsaﬁoatﬂsepfemﬂnfes smpd\sﬁge,tsablhensoaﬂds

s B S BR o B R RERAE0 BYomotshe trouen
use @b aahsdenial pdtdhecoanimpoune sctivayorbgouad adia Giredrealtht is inert to the active

confuplisioprats s aub SBH|0E o thibe el G i gabsapton ino

the Bloof BigdafRG 9o gkif alThy cat&eRlyakleans alhbd& an fdds PicARAE@Ss and
_in water sujtably m xed with_a surfactant such as . o

01n‘ﬁl§;:a‘[so&a}§tes gﬁtsoaﬁ%oegpqlm Kes. l@ﬁg&@g}s S%OIEWHQI%%&@SCO“S liquid
or sBMBBRA 8HulkiBn AR Bhe oil-inCivkitsh dP Qladeihyil P8 Bds)eE Bbihpraedof

m xtures thereof in oils. Under ordinary conditions of
abseipy Ry deriispeised inpeselewp epadsaphBisPetielgine eoriainine dhe active
1ngﬂﬁi%§ﬁﬁé§agléovlﬁ- shifabld. €¥ 4Hett &%CQGQ\M RvREs b bORLIRVRAR the active

I n one "enbodi nent, one or both of the vinorel bine and

ingrapientzintp theohtprsl sigam aveh ag @lsericpestiedbia TGORIARSLEO §rIn RO N
conl B L LERAAEIORL BT TS 015 | AL Eygbg g
ingiediwet Qthariongusicf debisel dry kpagsadedittraraidi ng epi t hel i al

Sgﬁugpﬁsg[g@hfg%ﬁﬁtéﬁg‘ rna)?gé %1% df%l{l] 'tr%lﬁ%{a,i glgtrzﬁﬂ?,Xn&l?ding cocoa butter,
witlp biawitece e iaddt d)ryofazmxeqatb abélehsaipp@ﬂtbiye maadting pomt| antl ighrsrin.

waleh §3e sup%gsrlrt%fy l%géscpu%ﬁ s f?’olfy %/rl]esnle%gcbls P l/aL%ltoluso rrrll%lecﬁert]rdweights, may

also be used.

In another embodiment, one or both of the HKI-272 and vinorelbine compounds can be
delivered by the use of liposomes which fuse with the cellular membrane or are endocytosed,
i.e., by employing ligands attached to the liposome, or attached directly to the oligonucleotide,
that bind to surface membrane protein receptors of the cell resulting in endocytosis. By using

liposomes, particularly where the liposome surface carries ligands specific for target cells, or are
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suppositories (rectal and vaginal). Transder nal

adm ni stration may be acconplished through the use of
w@2anaessder mal patch contai ning the active conpoUns20891047643

a carrier that is inert to the active conmpound, is non

toxic to the skin, and allows delivery of the agent

for system c absorption into the blood streamvia the

skin. The carrier may take any number of forms such as

creans and oi ntnents, pastes, gels, and occlusive

devi ces. The creans and oi ntnents may be vi scous

liquid or sem solid enul sions of either the
othéﬂwhseiprbfwaﬁtﬁﬂy diredt@t 18 spdeifil drgdny pree. caPas e the delivery &@@de 6f more

corfRpaRL B 1 TLES BT L SF o RGBT Y oemegpatl o306

19%3@11@&13@@&)@1&1!31@@&11@01 G IRTOETYINDsBE.AH I MBsp eNdrfe$6:1576-
used to rel ease the active |ngred|ent into the

1583 1\;9&8) Sf PHIghTAsERe e RECTeired dmsPar P REANE O eFRA diferomponents can be a

lyoftANRUiphEd@ reservoir containing the active ingredient
Wth or wwthout a carrier, or a matrix contai ni ng the
actlingapsplatineamnienals canaserbe seployed Wah eresqrdese akthe keteraynds and

the 'té?mt"bﬁn;gdsﬁl%ﬁ Bl MSeludSYRPRE S REXdfRl iTebAbh AN WIBYanRGcapsulating
made fromtraditional materials, including cocoa

matgiial ag p formiutakiom vilhi or Matbputtoher eatdérs i Fon exsmplga thesompods ean also

be Jelﬂge (?JQSQHI%MS e}’essfo TGRdvE fe'l&s@lﬁ 'tﬁbtbodﬁarig P(J: é(rﬁlﬁcfd?rﬁent \%El%gpheres can
sol ubl e supp S|tory ases, such as polyet

be ginywisikred ofa intsademos imestiew of ding -p@ilghing nnqragpha‘es ovhixd slowly release

ol P GRORLLS  STRBETY, 00E7 P B ) g

injectablegsiefonfiulitiope Seeres., WhriocPhafru sReswl X $57:868, £I95); wk. as mlcrospheres

for P e af e diees § oube! g ShE e SERRTA A B

traris@erinbleand lintgpderaal @otes dﬁordtcbtﬁanbﬂeﬂdeﬁy(foﬁwéeﬂ(ﬁﬁﬁnmﬂﬁ) Cagiets can
1(grote é ? tor of the cell resultin I
s B8 P & LR SGTPOBISBBE PRI T B0 9 Afihgroscleoti

nw&&@ﬁhmposone surface carries ligands specific for
target cells, or areotherw se preferentially directed
to a specific organ, one can focus the delivery of one
or nor e conpound into the target cells in vivo. (See,
g., Al -Mihamed, . Mcroencapsul . 13:293-306,
Doszlg%)f e - 27%:Gwmpowi and Eingrelbme Siommupsdg_ 708, 1995:

G5t A5 tyiBal inlth oﬂ'(,kaﬁ)%y tr@!ﬁﬁ‘l@ﬁ% 56a0d Pelbfnent %?é?olos%@%%mto}eﬁ by the

ot her cases, he pre erred pr epar ation of oné or nore
treaging PhVélC@@n’??é%?ﬂ ryngesQps hectaas Inglygine theAgerrionidbe disease, response to

the gg@%g%& ﬂ%ét&%nt@ﬁt@& {(ﬂl 1e§ X d%ﬁ ﬁe'ﬁﬁi of % g%f&l‘fl I%sa& rgélﬁlens are

e conpounas e term” on‘p05|t|0n
eXP@@Iﬁd ﬁowewmeordlhgtcatbe rapte fpagmaeditenon.i n conbi nation with

%@P%?%ﬁﬁi'sﬁ%d{ﬁ% &st f?dﬁd ?n§re§1bEf‘&{e’I}ﬂqﬁﬁi1 ! &Hed XX‘cBJaglg to the
er carriers. or exanpl e, t oun

parmdlﬂ;all diseasd ethie\aed dd oasralricordasploé th&spaﬁmt Kok exzarrrpéi dasy bermecessary
or c{esuabpa 10 ¥educe th RSovE! nrr?e%g S rgloé,es e 25 Iﬂ(%%&t% of 8 combination
treatment in order to reduce toxicity. Dosages and schedules may also vary if, in addition to a
combination of an HKI-272 compound and a vinorelbine, one or more additional
chemotherapeutic agents are used. Scheduling can be determined by the practitioner who is
treating any particular patient using his professional skill and knowledge.

For the HKI-272 compound and/or vinorelbine compound, it is desired each compound of

the combination of compounds is in the form of a unit dose. The term "unit dose" or "unit dose
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be adm nistered via intradermal inj ection of
drug-cont ai ni ng m crospheres, which slowy rel ease

W@ anenesmeousl y (see Rao, J . Biomater Sci. PoP@RUSHA/047643
7:623-645, 1995; as bi odegradabl e and injectable ge
fornmul ati ons (see, e.g., Gao, Pharm Res. 12:857-863,
1995); or, as mcrospheres for oral adm nistration
(see, e.g., Eyles, J . Pharm Pharmacol. 49:669-674,
1997). Both transdermal and intradermal routes afford
constant delivery for weeks or nonths. Cachets can
al so be used in the delivery of the conpounds of the

format &S 8d hdréin dedctibg,a séhgth dos@fvrin el it e) s th@ titriitation, tablets, caplets,
n?dica nts.%%psa es of .the HKI-272 ggggg%ggTand

CapRylFroPRY 1578 STHRP SUHA'S ARG SN O%FS- i AL B8y
t r eadif@®IE formél 6SRGR roRGbORMS] B1aBoi 30 Bk Yof APIKI TGP e6npyind. In
t he treatinﬁgphysician, based on nunerous factors

anofher prbdigent e WwhiAdgss tymEpnipiRgabhus s ipsdout 308 s f dhq HKE-RE2

contoS 8RS8 an@AY hib8@ERN the Uil @bR 0P InCdirtsi #But 5898 aboRNEH0 mg of the
health of the patient. Dosage reglnens are expected to

HK{-37% compospdyi g fghar pabodimen. he unifigqsp famregiaigs abor &S to about 300

mg 3PHRIRT- AP Ao phlRdULESiIdER AR REBoNRER] MBEHIPHS T8 BBtains about
vari ed accordlngito the particul ar di sease state and

100tthebayy d9Gimg oE A diIZGA compeund. putdt arther Fbodxetpthe unif dose form
con akagutri%5 ﬁ?&@g‘% 8@ rmgd&%#é' ﬁﬁi-%f &nl] %91%9 8n g Pted further embodiment, the
oses of t t he

‘above- nent i one e conponent's
unitcdpsdfomatcoaing awat hkib about 3¢@eg of the Hed kg compouidt yin another

emlé%%i@%@ﬁh o d%?@%ﬁg'ﬁ %ﬁﬁ?%b?g{ SR ¥ 8ot o %;ig ar AIHG199 cbpound.

inatiron o conpound™ an
In yei morhel bibelmenahounindsefoaddbithion adouc 2o hb@rt apemg iof the HKI-

agents are used. Scheduling can be deter.nm ned th
27 bR I a R A Py e B Eb LRt eatyfiBout 120
mg UHi d0if) aushap embedimeandt usik ddsk f@amttoknomwlaeldge abduot6dthg In another
HKI - 272 conppund and/ or vi nor el bi conpound, it is
em T G T B Gt P! RS ATS Op o ommounds
I S The HKIe272@bipeindaaniBé AdntlRisRred 1he, érallyMai’ Uddst r£h08 6f'abont 0.01 to

"unjt dosefornf as used herein describes a single dose
1068/l lRaAang am@lmwt tﬁ%wﬂﬂﬁ%f%muaﬁ}s a@%}l%%rgaf atafopptagge of about

0.1 GAPoUl ﬁﬁmg/[aglv\ﬂh%&hia{bn%@ﬁ%ﬁ _t&fHM-@ZSoom%@Jlﬂdﬁ? adrﬂiﬁiéfe'kéarht a dose
bag;b as descri bed above. Unit dose forns contain from
ran [0)

9 110 alpuh Bisie/kgdo afyyrthsr embegupertthe Eikd232 sempquad is

adn@RileRAlkt £AREHUNIEBE abobi® tHAbdut FOFR/KeOMMEARIRE BSbRRAL:, the HKI-
5 to about 300 ng of the HKI-272 conmpound. |n another
27209 0ame hadministeradrit ¢ derggenge of shogbht @iaheut B dgrkes b stid a further

emlgcﬁngg%}t,etﬁ)é)[{KEZﬁjecW%g ge st P4 lz{ngse rlaﬂ’ge%f fawu% g@l{'ooabout 50

ment, th orm cont ai ns ‘about
mg/Abdoangdg empodinenththe HK1-272 Zowpoymd unatiminigterstlial 4 dege range of about

o J3B5AS0yGERCCHBSF b AR Oy 000 SREROR Y e
detamotettke biearbiody ofth¢ confvendimi tioadmgearfdohum determine what dosage to
administer.

In one embodiment, the oral dosage of the HKI-272 compound is at least about 700
mg/week. In another embodiment, the oral dosage of the HKI-272 compound is about 800
mg/week to at least to about 1700 mg/week. In another embodiment, the oral dosage of the HKI-
272 compound is about 840 mg/week to about 1680 mg/week. In another embodiment, the oral
dosage of the HKI-272 compound is about 900 mg/week to about 1600 mg/week. In a further

embodiment, the oral dosage of the HKI-272 compound is about 1000 mg/week to about 1500
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contai ns about 120 to about 300 ng of the HKI-272
conpound. In yet a further enbodinent, the unit dose
WO o010i0e85w¢ ai ns about 160 to about 300 ng of thRCHKS2089®47643
conmpound. I n another enbodi nent, the unit dose form
cont ai ns about 200 to about 300 ng of the HKI-272
conpound. In yet another enbodi nent, the unit dose
form contai ns about 240 to about 300 ng of the HKI-
272 conpound. In a further enbodinment, the unit dose
form contains about at |east about 120 ng. In still a
further enbodi nent, the unit dose form contains at
mg/iveals t IndleoaniothtHémaglimdni tm@alrt&)@agembﬂﬁimmz chlmpoundii about 1100

ose formcontains, a ast abou HKI -
me SR URB AN B ik 1 Gf St nbodimpciy gl bl g2
confipRORkeis @Bo@bmﬁ m@ndk fo@bdiQ 30@&5@%& NPre¢is: dIARsl m@elettemuned by
the HKI-272 conmpound is adn1n|stered at a dose ra

the gdmigtsine physiqas baprsian eaperiegeayith ha ndhod LRI e oF Ffé‘ﬁ%‘d Other

dosh nland vaRIRAY R thrs @Qﬂ@ RhB4r8 18EmBhedBhBASEPHRGS cuid
o %ﬁﬁ%ﬁk t o about 80rSe ﬁg tlg a furt%er e%g%éﬁhen?m e
oH

t héDqsmblmlze @aﬁlﬁéﬁ%mmgte@é 8tldp abpuasl mskeoé theatyeslbine
conﬂjouﬁp QHtonéLQmB(QinﬁQQ L{Be %Qleﬂfgé Mnmﬂsﬁere)d%o&ﬁ% B&dut 30 mg/k of the

nbodi nment , npound 1 s adm ni stered
vm@ml@@ercamg@méf Iram@ther qrsqu@n@tbdm paigntrgy ﬂd@gmsnerﬁdgbwtﬁ tey about 25

A UES ST R 16 B B oy g o
10 togbéag 20 Im/keprad titkpevin@etbiod icorapaund t nestibidl fu2te? embodpmenddthe patient is
adn%glﬂwdsaglﬁ %g {r@;ligaqf ql%sv?norr h@& %ch ut 30 to about 50

in t e ar d routinely perform
emiﬂmt draé famb contdity aiems0.$ td sﬂ)odet()@rmg ofen tim@elbine amhpounﬂyln another

e igihlE GRS e P RS AREr BrHste i 6 Bh g ompound. 1n

anoties ag&)duﬁeﬂt hie 1tth<1I do@& ﬂ)rmaﬁm@mm abduss at abbees®t nadutie viddelbine

I A T L N T

v1n%’@lblﬂe caﬂlﬁ&mﬁg /h\/\ﬁﬁlka féﬂ;lgeréﬁfbb&lﬁferéteﬂf@ @it ﬂ”@étfcérér‘rﬂo&ﬁta?fs&bout 15 to
osage o t he - CcO oun IS a ngy
aboyify] OQB%?J thgwhor, }%ewpowi YA gqth eéﬁﬁlgaélwe?& theflﬂlé e dorm

con@AEa86ueh 1d El%uH@ mg 62th6 QIBRIEE dotnpaRttin 98Q fﬁBﬁéﬂ@ﬁﬂSo&ﬁhent the

about 1600 ng/ week. In a further enbodi nent, the oral
(lsafnemspnipingabaul 22tpabewd FAsieRY Uresvingselbine sombruRgy daother
emﬁd@hrﬁ@l@ ke m&%%gntalhpa%%{ 3RBAbAR U0 W%Mrelblhg €ompound.

oral dosage of the HKI-272 conmpound is about
In yighinpeek embpdab@mthqm@tﬂ%gf%@@nntamﬁ alapuf 240 tg abeut ﬁ%mg of the

v1n&@ﬁ39g'cg§1g$un% ?\'?V\egt@!sr e%%@%ngg ddhg d'f@ E—X gorﬁﬁﬁ%H%t {edst about

about 12 to about Preci se
120dus dgesl! afethde erabarimend. tbg/urtltré)saﬂmmmplstaleﬁ ptriepspibpul Ki0ang. In

ano?%? gﬁboglﬂn%f p[ﬁé P&o@e Y&rﬁ&oﬁt@ﬁs WSV iiled1o§yPl ect to be
osa e regl nens and vari ati®ns are

foﬂeseeabwmpnamdvamﬁmdmkbu@rm@ﬂhahn@a@hwphmsmnhamrﬁmnabmn5to
abogyiSd r%gn/ie The initial infusion dosage of the vinorelbine compound may be more or less, as
determined by the treating physician. In one embodiment, the i.v. infusion dosage of the
vinorelbine compound is about 10 to about 20 mg/L. In a further embodiment, the i.v. infusion
dosage of the vinorelbine compound is about 20 to about 25 mg/L. In yet another embodiment,
the i.v. infusion dosage of the vinorelbine compound is at least about 10 mg/L. In another

embodiment, the i.v. infusion dosage of the vinorelbine compound is at least about 15 mg/L. In

yet another embodiment, the i.v. infusion dosage of the vinorelbine compound is at least about 20
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Desirably, the patient is adm nistered about 0.1 to
about 50 ng/ kg of the vinorel bine conpound. In one
wepiomisTent , the patient is adm nistered aboutPdI/US2009/047643
about 30 ng/ kg of the vinorel bine conpound. In another
enbodi nent, the patient is adm nistered about 5 to
about 25 ng/ kg of the vinorel bine conpound. In a
further enbodi ment, the patient is adnm nistered about
10 to about 20 ng/kg of the vinorel bine conpound. In
still a further enbodinent, the patient is
adm ni stered about 20 ng/ kg of the vinorel bine
mg/20 M@ irkbthddainbodimee, thet Enfos o &dsﬁg@cﬁf@hﬂ vifbrelbink @or@p@iit] is at least

nor el bi ne conpou I n. anot her
aboB g hobredsd easksn e AL PR Bt BB siciap bagsd on
expaiiidé with tHEn@fidbeubiéd @ @ thialke. OG¥Passagh re%)lfheﬁ@ﬁidh@ﬁatlons are
enbodi nent, the unit dose form contains about 5 t

foregersble. Bg@iomine rorshahet Bine & Jirae enpodimeng;thpgporelbine
conSJSRRHis rﬁ@lﬁfmstér&?bﬂm tnfel@EorfoPlIN HoRtBIyA 1R oQb1E© or capsules.

about 250 of ‘the vinorel bi ne conpound. In stil

f urdsescrdgsh Berpietvbtherapeutigal]yt effgsisee amounts ebhe k<273 lselapound and
vindrelbir@ cBRRMInd h2R taBs & to bR Slellh D& re PRRAURHrinidtBrey B

anot her enbodi mrent, the unit dose form contains about
congtgnation. alauie emsomglemf the HEKIA7A eprapaying & rEovifirslLat dosages of éto 50%

lo &ih@'nt;gg\ﬂd&m? % %e vﬁla% bﬂ{é' c%mg&ﬁl% fIrF%rmﬂfép %f%cﬁ‘rﬁen _ the HKI-
out to a ng O t he I hore ne conpoun

272 qmrrmnmtdhe proerébd)@h dosages oft go Abfotlowdyseheh provided alioag weh the

Vin@%ﬁ)ﬁﬁ H&?‘ﬁ:?ﬁ) éejf I'tﬁg 1me§1ﬂ g@ﬁﬁfﬁ?&?gﬁ&@ﬁg@ {(]Jgd at dosages

of 1abio QIO%Z@fkﬁeer@lem bmmtde& @lﬁnmltbfhetvhr@ralbln@(:(ﬁhmda lnenp elmbc)ﬂlment a

sl PSS IRERTEI, Ay Rl AR B

HKeabDebinppinhd ddshge isabdut 8las3® her ecfnﬂhei|eﬁ$ocahqehtea&tsulabg)th-272

160 . In anot enbo it dose for
conigppdfinasele OHER 2Bhr S gty HiRstueBRG e HKI-272
compoMnd Ardfviksdr&lbinél osABREd 8k ekf@ted It@féﬂﬁdebh@ﬁdélﬁm@@lwdezﬂﬁl@m.

fron1about 5to about 25 ng/L. The |n|t|al fus.'czﬂl .

SalfEnagively rpRe o gk B‘Peﬁét%f'd}%ﬁ’&ﬁ:ﬂb‘ frEQmipRation ?1%9"8 erein is to
be ﬁs@@ v a AprafiRt-PeicRaduRy; d he ahfgﬁéﬁtdoﬁ@e@@ﬁé|c51'n§1ﬁat10|nﬁh&1r\@nen used
enbodi ment, the i.v. infusion dosage of th
alomﬁ A® ey Hn b?él%ﬁﬁlﬁm%eruagﬂwé@nt(sme Wda%dtera@eutwg)/r pubthegapeutic
amé&unf ur t her enbodi nent, the i.v. infusion dosage of the
vi nor el bi ne conmpound i s about 20 to about 25 ng/L. In
yet anot her enbodi nent, the i.v. infusion dosage of

R H.@nw.r hi 2780 30a hiSa VindyQBEk @RHNd0 M/ L. In
cAin (i &éa 5} oo Ilhgofthéqhefa"dﬁ% O %asnz%g}rﬁén t bene k1272

V|nore I ne conp about 15
congeonhad thmbo@ﬂrbmmpmpmdj can be pdriinsstenedl stosléageousty. t/’ﬂ@rnatlvely

oo LR SLRCIESATRAAI 5 . 653k SO A0

sage O
conylond iy gieenco addtensht fime doridgahs tovade i theﬁh‘.ﬁ)t}mydply than the vinorelbine

con%rﬁ))le}@ Sﬁ]é%t%%gglg%regﬁaq rr?a?/trgr{grgf%?ndseeé/ral mnelut%sd WOII?I‘IS ¥ ays Wegks or longer
between administration of the at least two agents. Therefore, the term combination (or
combined) does not necessarily mean administered at the same time or as a unitary dose or single
composition, but that each of the components are administered during a desired treatment period.
The agents may also be administered by different routes. As used herein in one embodiment, 1
"cycle" includes 3 weeks.
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experience with the individual subject to be treated.
O her dosage regi nens and variations are foreseeabl e,
wa@pdoaess4det er m ned t hrough physi ci an gui dancePCT/HS290%8047643
enbodi nent, the vinorel bi ne conpound is adm ni stered
by i.v. infusion or orally, preferably in the form of
tabl ets or capsules. As described herein,
subt herapeutically effective anounts of the HKI-272
conmpound and vi norel bi ne conpound may be used to
achieve a therapeutic effect when adm nistered in
conbi nation. In one enbodi nent, the HKI-272 conpound
iF’Dkgmkgﬁﬁnﬁ@xﬂdSﬁgﬁf%D&p&udﬂbﬂﬂw%?m@Weﬁdwheﬂ pthev etk
along with the vinorel bin oun not ner
ree BB AT GHRIOTS i PIRIESCEI9 0 eGPt dyevidance. The
reg@ARGE SnddidelBod-Qeatindhtt QURIvidG aRtlUARCREIn@PETYs mddtﬂ@st treatment
t he vinore] bj ne conmpoun In a further enmbodi nent,
periagy. - 10-poe eprslitieht: th%regmew.ca@awa% UIBE AR “oF eoxs 3 lsasy eb;eut 6 weeks,

at léa@t\’%f)utm%e% aMkslesbodl RNGedk talﬂleﬁfh abMit B9 'W%EIQ' d1€east about 40 weeks,
npound. | n one enbodi nent, a resultuw? HKi - 272

andcaé }%ﬁ aheit dpvags. iAddiienalscrgening wepkpnd fingl mapiciee weeks may also be

1ncl%H§io qz'of'%&npl@tﬂe@@éfﬁlgﬂ ngy a4 %e%@@&%lﬁ%@g%vée% for final visit.
about further enbodi nment, resul ting

HKI &@Qd@gm@mggtl@g dergearesonippplated fngpng gmhgdlment the vinorelbine
andR}f l?ﬁﬁ-eﬁ ang&fﬁﬂ |14 | %Et@féh oy oﬂ@g%estre%fm&lp elndgl)thgﬁe%lbodlment

cpnpoun vi nor el bi ne conpound are expecte
the W@dwﬁenet ahné/os Hid-28¢ teupamdfs admeastenet ot leadl orse nadriapefigd of 21 days.

Ina he? eI?tf th'é Q%o?e‘tflgull e 0% E@é§7b @0&1& B a?%@&hﬂﬁét%r%ﬁ‘ at least twice

escri réln IS Inas erapeut
oveaapemtd of |21 days. ait stal dnbtheemisbdsage thawitdralbine mid/oraf Kb2i72 compound

is agtgglﬂs\/eéetgcaqe%?eg)zagof% Ieg :: n'l(; lﬁfr:g?i%rﬁﬁt fS 1%?1% ?§ tfngO and/or 21

of tBeIBtchee M@ p utthieCenayod inmdnt, the\gncrrelbmeandzq HKB2 1Kdonipéind is administered

on G BBHbhe Eh5R Ihdn b ALt RO gt iredorpibge pufor HRE272

conilpoﬁnd is tali@iniddre Pof ZeaCQIHDO U . atﬂjilettaﬁ&hétleﬁfbb(ﬁhi@hmﬂie vinorelbine and/or
ound an be adm ni st ered SI %1eously
y

HKkP? HEI-2¢heonpgand 15 @H%ﬁﬁ?f% ble Degtsably- dhediieh272

conhgdudd ﬁtaélﬁﬁﬂ’[&éh Sre@lyMBNihe heﬁ) lasmVib héh-tnBRsthlld. 18 4 Zurther embodiment,
conpound beln %ﬂven at a different tine during the
t

the yhgresneymdon 2 FRPRO U Erdipasteied 87 b leaiddpgiwen dDesirably.

the EKISWQ 'c%p(gﬁlmsecfdﬁﬂﬁlbt@tled BRYay 2GR febAMRNS B\ Rlatifl MRS further
hour s, weeks, or |onder between adm nistration

embpgdiragn tag ﬁKb&%?t campungie administed esply @ leasiace aday In another
em&)gﬁpén@ Qﬁé lqﬁl (2% C %ﬁi@ﬁ@ﬁ qzlmgl%e?ecpﬁtleagtelg 9,533, §[ 5,'0)’ 6 TG day. Ina

m ni st er ed sane tinme or as a unitary dose or
furthérregribedisenilbe HtKuldﬁZ chyopounth gtademaatiered | thretimenpdayent s

< 2o SHEUTERS 5000, 8501169 GOV o com
Conllmunéls adlABllStDselﬂ Termgle loztdl@’tk)s@nﬁ:tbﬂwnﬁﬁlbmel:ompound and/or the
HKI-272 compound may be the same dose as the subsequent doses or the single loading dose
may be greater than the dose administered to the patient throughout the remaining treatment. In
a further embodiment, the vinorelbine compound /or the HKI-272 compound may be
administered at a larger dose only once per cycle, i.e., one day per cycle.

If certain subjects do not tolerate one or more of the components of the composition, i.e.,

the HKI-272 compound or vinorelbine compound, or if the subject does not recover from

treatment-related toxicity after more than 3 consecutive weeks, or if any grade 4 nonhematologic
25



10

15

20

25

30

"cycle" includes 3 weeks. These regi nens or cycles may
be repeated, or alternated, as desired. O her dosage
WO 2gesTs4 and vari ations are foreseeabl e, and BEBEUS2009/047643
det erm ned through physician gui dance. The regi mren may
i nclude "non-treatnent" steps/visits including
screeni ng periods and post-treatnent periods. In one
enbodi ment, the reginen continues at |east about 2
weeks, at |east about 6 weeks, at |east about 12
weeks, at |east about 24 weeks, at |east about 33
weeks, at |east about 40 weeks, and at | east about 46
toxisee K&:ursAhhi iid treamadnt fldt@R N dog radekc ﬁﬁ}dbefﬂeﬁafmdm 1]} bmar ¢nit@diment,

weeks. al s For e nmen .
ad%tf%twew 9% o aﬁaﬁ&*eﬁ%ﬁﬁﬁﬁé@ﬂﬁpﬂ@l Vo@éaﬁmf TG s
disdohhded ifPartdt £qGieSRe 3NEoRWI b kyrh oS SSsid, Qithout limitation, selected

contenplated, In one enbodi nent, the vinorel bine

fromg ey 5PUPHIRNSISIAE of BEHSORIMIY - P%maaqulg?r@?%woa?ﬂw NgYsed VPRiting,

dectAQ I LAEEBMLL; anl M ARSI ruBIRRE G MB N notHePEMYIdNRER| i Bstration of
and/ or HKI -272 conpound is adm nistered at | east once

oneqyj bpth of theH k2 7dfcompqung 294 thevinozelpipg eqvanouads sisicorinped or
1ntetﬂtﬁﬁteéf LIRS ShibhR %elﬂﬂﬁ%@ oudbr i€ Tds HATRVMDFO00A.. Tn a further

adm ni stered at least twce over a period of 2 1 days.
embagimgnit,| admaigikatien ofear otibet af the Hikd-272 gormnedubil aed thadmerelbine

congi!’éh%c?@ g\}seg{mgw% 61"1t§rf%a"ﬂéﬁlg‘fh%%§ttie%g 4@%%?&’0}81’]15 115}5 th%é?f]:éi%o’/L.

20, Almmb/ti@ely,zfomhos‘e subjects geha tolemteant ar mbrerof thetsoaperents of the
COIﬁéJ&?ﬁtlﬁl!l 2? o SJ[ ;&%8 unlgrl'lg(lﬁ ég% b%?eﬂ&%%@&rd aosle redu; {:tl(fnls may be
perfounech dn oeentmlmbdnnm 1 drizelové rduatiohs are pafmiineal MKte—cté?i?ably, only 1
d gsqunq sfad nlstered at | east once daily. In yet

(BSHB her Er g the vinorel bi ne and/ or HKI-272

(ofe]}i0)5) BmﬁlecHKzlihoZ%Z re@@ﬂé}ﬁ ﬁ‘dﬂﬁlﬂl(ﬁel&dabﬂﬁ-lm eTRrbladl tdﬂyltylafter more than

Desirablg t he HKI- 72. CO oun gdn1n|st red (%
3 COpSpAiy HRCHE P YVL,I HgRe 273 Eipesiivelyy i pe discohtinued.
How & dimBitrati b6l thd sinsrek&itne. , andmrz orkiinoz2ibeneC ARPRUY  inSay be

adn1n|stered on day 2 of sai d regi nen. DES|rany, t he
confpyeds 72 conpound is administered on day 2 if the

neoeasdimbiSis Rfi@fl @I)ﬂtﬁued for glikdsl at@duf PWERET [rEdHR @AbOB kAL, the
the HKI-272 conpound is adm nistered orally at |east

regigieads eoniayed ferogpese Hisp 46 miselehi Hetpther gagbodpment e regiment is
confRTERAHN oS REMKE Mt 185 R0 ard ERBLN i3 de}tgendghﬁ' }%ﬂ’a 51?0&60@’ & t&erance of

times a day. In a further ‘enbodi nent the - .
the geatppouirngd pigtua ahhinpshes fisepsq. Hayveser theirsating dlysicigmmasdetermine that

[ gﬁ@ﬁ ﬁg%]
sho@%tn)c%gcbﬂ%gﬂ 't}aeﬁgﬁ'eéﬁ l:eﬂl%e%%? gé'cfj e g, Qlflbéé niws{ég{lgé blg%an 12
cyckss nptrentthend dfi ihig Wl selerated tlﬁﬁ.ne wegpbasel Hak net peegrgsetdn ﬂafmilbmt is
se as the
Ch&é& §§H8%%gdﬁgg§8%&q%ﬁ m9§1 631%@ ﬁgﬂdose may be
gr daiaéchtldnhare virloeel bios eomwlmldllos thert6<I- 27<2 doim@owaltmzefmlso be
thr AUt .t t reat nent a further

oo AR, o PP PP B BoMERbnwef sPrbbie. tia - 272

conpound may be
Pharmaceutical Packs and Kits
Also included is a product or pharmaceutical pack containing a course of an anti-
neoplastic treatment for one individual mammal comprising one or more container(s) having

one, one to four, or more unit(s) of the HKI-272 compound in unit dosage form and, optionally,
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adm nistered at a | arger dose only once per cycle,
i.e., one day per cycle. If certain subjects do not
W@ o01e/0687¢4 one or nore of the components of thePCT/US2009/047643
conposition, i.e., the HKI-272 conmpound or vinorel bine
conmpound, or if the subject does not recover from
treatnent-related toxicity after nore than 3
consecutive weeks, or if any grade 4
nonhemat ol ogi ctoxicity occurs that is treatnent
rel ated, a dose reduction nmay be performed. In one
enbodi nent, adm nistration of one or both of the
onetHfle-13 Tair G mmw?dt(g d thie K IVi72@hé bibbmmimmums Ja&d optionally,
i sconti nue tent acquire ne aor nore of a
anoﬂ%ﬁ%ﬁ?ﬁ%dﬂﬁcﬁg’%nﬁl?ﬂ%&?@%ﬁ“@? e @ 8fed from
t hen @hosbdansit & kit Mgl @iks DKL Qp@ditdy with QulitdRedhdosition containing

t hr onbocyt openj a, nausea, voniting, decreased pl atelet
a HKI3At compoynd ardesserd cpntpinpsitha &ible CompesiRBCAgRinIng 2
Vln&@%fifel'cUﬁB&und5‘&&'@0?1111%,I d§? .ahdrOR pRfvida kAo Rk th ME trEeﬁﬁ"\en‘[ or
HKI - 272 conpound t he vinorel bi ne conpound i
prOEHYéwfucma Bis lflhmélrdﬂwp@arwnﬂg hEK{377 eqpppognd together with a
phaﬁﬁébteﬁt%ﬁﬂf heePURE eQipibrs of Efder! RATIARRAH oGO Rirkn: b) J‘vn@orelblne
further ‘enbodi nent, adm nistration of oné or both
commend—mge@ezm@mume@mﬂwmemﬁlﬂ@¢>@lm¢nﬁ er ¢aump.on ﬁdeqogd unit
t el et
S R R R e S oteed
sulp emtlser@mbn@mentoplmrmac@umép@ks erotaan fourdee | smnpeymbntics
trea%{lentt IPO% gg [}pr%utai Rnmht & m rlglﬂg }_%ltalge?r%a%ﬁgg %?gf SMK1-272
I hor el br ne conpoung' |
conmemflcbmnmd doslage ﬁnm EM1@h¢Vmg1a it of adzﬂ&eallmmduﬂ:ﬁpooms and
are er%ﬁ ; 4@ é rabHy, only 1 dose reduction
P OgaB'p %e&WTIE@PO ti et %¥*Who not recover from
VIﬂﬁE@h@ﬁﬁ&xﬂﬁaﬂKﬂmEﬁﬁmbﬁﬁ@ﬁ@ﬁ1hpxm§hiwﬁﬁ&&@ﬁyﬁﬁh&nmwﬁﬁbn
t han onsecutive weeks, treatnent th vinporel bi
In o&l}er PIP%E ({Z:Pp%nts Fléesc&g@pflg%t}s);lre lﬁﬁ9ncﬁ]étr%?ds%n8ﬂ 11 PRGEY optlonally with the

dlldﬁﬁt\l@%d tAGIARSH ﬁiiall %ﬂllltﬁiﬁ fexf adhﬁlﬁstfh&lblie r Inc':hgﬂ l'cbther émBbdiments, the
- or vinore respectl vely,
Produgh £ORIRSH COﬂP@“‘Fde‘bqsﬁ’gﬁd Pereinyp selid| fpgm @@n?mwa@laf fr&gPagge container

with 8 asitabRREMENtDr WeBKS. | n one enbodi ment, the reginen is
conti nued for no nore than 46 weeks. In anot her

entIBgtilhether enbodimeatsi the AbOVE Hacksikils iglude plBer cappoRents. ¢.g.

instWREKrSs: forT DRibe ke Ahd/BeddhdiGiPabh 8k SrodERENES QBntSlHe@ syringes,
subject's tol'erance of the treatnent and status of his

neegles. igtr Qihas sachepackigheqpaonenthare readiy prpgrephiping phskilhigythe art.

deternmine that shorter or |onger treatnent can be

pursued. For exanple, subjects may receive nore than
Concaregpnt Teeatwentsr eat nent if it is well tolerated, if the

neqpl Rl X ﬁi £ cbi

cli ma@cgfl}m%ltl&g{tw i Qgerd‘l?o%l?e eu‘ﬂlcf L%% éu?dj él? érl é:é epouélgs Ié(ﬁ[ed above,
the cageneaxs Iandbmﬂ‘ébdst desdrl’mediﬂﬂelhlcatnbe mdnbrmed’m“roe kd) coreugertiyouthdor
subée%uentt Igoeotﬁer nor% znze i3 nopl“rlcr)](%durey I% ong emﬁodlment radiation may be performed
prior to, concurrently with, or subsequent to treatment with the HKI-272 and vinorelbine

compounds.

Preferred Embodiments
In one embodiment, a regimen for treating a solid tumor associated with overexpression or

amplification of HER-2 in a subject is provided. One cycle of the regimen includes 21 days and
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adm ni stered after conpl etion of chenotherapy as

mai nt enance therapy. Pharnmaceutical Packs and Kits
WQO\L@O0/008T¢4 uded is a product or pharnmaceuti cal PEKS2009/047643

contai ning a course of an antineoplastic treatnent for

one i ndividual mamrmal conprising one or nore

container(s) having one, one to four, or nore unit(s)

of the HKI-272 conpound in unit dosage form and,

optionally,one, one to four, or nore unit(s) of the

HKI - 272 and vi norel bi ne conpounds, and optionally,

anot her active agent. The conbinations may be in the
the t&@irmRroihcladds iotallp fadptidt&ing lanleasd @nerdCdbs @K B2 K starting on day 1 of

includes a first container with a suitable conposition
the eyt A0ty SR uEik 2B I RGEL LAY OBH U st Bhyn e PRdpys 1 and 8
of tHé &ftlea sui t abl e conposition containing a vinorel bine

compound. Accordingly, there is provided a kit for use

i n 1 Rothr SHPABAENIGR rSSHAHHOY tsafias p mepgiAlierancerppsgcigied with
ovekdXprebildtSorGaipRIiEatioR 81 HRR-HKla-s8t dct ¢Paud 3rRaeEIB8T th¥hdghinen
~a pharmaceutical | y-accept abl e ‘exci pient or carrier, in
inclydgsi 2] iy aaid thegegiige incBidgg orply adnynisisring ¥ilenst e ipib derg of HKI-272
startiROEH B2 WikdyRleRNA{IRESBLIE Qdﬂli}{fs%ﬁﬁg RLER! EheffiidBievinorelbine

or carrier, in a second unit dosage form and c) a
on ¢aypt ahh&pf theeydont ai ning said first and second dosage

{ OrS rurdtd: BARIREn SROMICIERain RO AREBEFHLLE AkIBIE KSrovided. The

contain a course of antl-neoﬁfa tic treatnment for ‘one
proflysdliswisefulads arpambrekd prepgatiai fogsiauktarousi separaleay seqgerdialivsietin

- 27 nd in unit dosage form a

Hm@%%?%&%#ﬁélﬁg§%%§%§ unit of a vinorel bi ne conpound,

andn ot & urthket gmbodinoann taghaeracaviticdl paclofoheeatiag b inveplagenine
. n sone enbodi nen the caonpasiti,ons are jn packs in. .
OB PP DR, e RSP PR T Py By s BRF iy moretbine
andtadnag onPasi ¢fiHKIs272re i n concentrated formin packs,

opt.i on Iy8$déh the dil uent re uired to nak%'adfina

sol NENYRErEBPOY BT BRarRaseytical foRasiiio Isrpydgied and contarns
vin€@8ibaR HENLR, ahd & 1§05 pharGRBuELAS RchbRUdAdr. dB&hblDaHe

herein jn solid formand, optionally, a separate
PhagBHFe Ui LSOO HOBIS SR HBY ol b BFPIOSM IR APRIGRL | o sti ||

ot hg ke Ak BRBS EmedthmaRey 6 (RAGKSE KdopRisrh AGbeiged Qither

conponents, e.g., instructions for dilution, mxing
ovesaresyonR miiE €atigp PbHER$2 ip ﬁénqg}% ll}b]tle,ed Hhergof 15 provided™ The method
inclG @R AR S ineSMitRHEESof ANGRKIG e cdihfoun Eulieldn3M&tBring a unit dose of a

ack/ kit components are readily apparent to one of
HKERTZ ¢ompouedhe art. Concurrent Treatments In addition to

t he optional chenotherapeutic agents and optiona

conmpounds not ed above, the regi nens and net hods

deseifpbavimeexainples dhistiae plethé oyesretithp corabinatipns of the invention. It will

be 1%9&&%5&&5!)&/ thw atlljgrati&{s or modifications, e.g., in the formulation of the
components, the routes of delivery, and the dosing, can be made for reasons known to those of

skill in the art.

EXAMPLE 1. COMBINATION REGIMEN OF HKI-272 AND VINORELBINE IN LUNG
CANCER CELL PROLIFERATION ASSAYS

A standard cell proliferation assay was utilized to independently analyze the response of
lung cell lines NCI-H1666, NCI-H1650, and NCI-H1975 to various dilutions of HKI-272 and

vinorelbine in combination. Briefly, fetal bovine serum (FBS) RPM1-1640 (Media) was added
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subsequent to other non-nedication procedures. In one
enbodi nent, radiation nay be perforned prior to,
w@onenes7eént |y with, or subsequent to treatnentP@I/UR0DNEI7643
HKI - 272 and vi norel bi ne conpounds. Preferred
Enbodi nents In one enbodi nent, a reginmen for treating
a solid tunor associated with overexpression or
anplification of HER-2 in a subject is provided. One
cycle of the reginmen includes 2 1 days andt he regi nmen
includes orally adm nistering at | east one unit dose
of HKI-272 starting on day 1 of the cycle and
to et Wellvenvousdllyplaekndonfaiiirgy dnd Of fub cblehsds. Bith ddludii df whils Eontained a

dlffgrﬁgt;/ Aﬁ]glor eilnltﬁ-glgf %&ﬂﬂgaéu“lgﬁ? dlﬁglfe fneivpggg q%fla ?(healcl? well at a variety of

dlldﬁeﬁﬁﬁﬁ}afebp‘ecﬁt@lﬁlﬁe&ﬂKﬁ%’Bﬂﬁluﬂb@dtﬁMh‘iéheﬁ\fﬁﬁl&)éﬁéeﬁﬁr&ldﬁrbf PIKI-272 was 1
nplification of HER-2 in a suq;ect is provided. One

uMcfymh@HéESQ e H166% pehinesdhafglesolingl a%%ntrélﬂep K- 273 Wiasr UM
I fi‘agllfﬂg
for '(t)h?%%?? ge%glﬁ%t %aﬂrﬁttl A llﬂalslsitg?aﬁ l:chg r?ltatlh Qﬁmg Wag 0. qi?u?v?for all of
the iceit lirgew)e Rollstiyg adubianors bfghé mj;l phdted 243 t’C cﬂ%eCU)a Ifdr 7dbsers.afll
nor el bine on days 1 and 8 of the cycle. In a further
pro %ﬁ@ﬁ?ﬁ@%?ﬂaﬁa 4roduct cont ai ni ng vi nor el bi ne and
HKI Cell fxoli fSrapsrowhsdedhiced hger picOBbfich with HISIEf72lan@ Sindrelbine.
conmbi ned preparation for sinultaneous, separate or
sequential use in treating a neoplasmin a manmal . In

EXAMHLE 2 o‘omsmﬂ@lmg@mm OFHRNA TREBU INGHELEINEK 1ROT
treating a neoplasmin one individual nmammal is

TREASVIEQEAOF NeWN-yHE AP AUE iIBRHAY e RNEERPai ns at | east

O n q)aHQd@ hé}/fngv i A6 &N RboM el @breh® Bitcer® AR (+4Rell uhig a regimen of
n “anot her enbodi nent, a pharnmaceutica

HK&@%@@ Vilrmﬂblins Patigyts deschdministereh K RE2 ot aifberelobs lgesl 1 or 2. Dosing
r 224 1| @RSt iRR& LRt Al
M A M RN
Tables®f IKI-2 G is ﬁakelamaﬂg omthqe@mlmsgrdam ofi thewnghedycle] Onghdsk Hays that
r {

HK R A PG TR QbR Q0 Bl S M £ BRORR Byt pikcr
272HERIZinistered pr@ntvethe vmomkbmeb ifogoeof is provided. The

nmet hod i ncludes administering a unit dose of a

vi nor el bi ne conpound and admi nistering a unit dose of

a HKlI-272 conpound The foWéMmBng exanples illustrate

of the uses Lll: €O S UI m It
Wl be i ea&3 ndermdo2 [%q;gé V’ih%:rsi:gld*hﬁ‘é?ﬂdstf
modi fi cattons, e.g., Tm 4

2 240 25

Vinorelbine is administered on days 1 and 8 of each 21-day cycle, provided that the
combination of HKI-272 and vinorelbine is well tolerated and there is no evidence of disease
progression. Vinorelbine is administered intravenously using preferentially a central venous
route, through a free-flowing IV line over approximately 10 minutes, followed by 125 mL of
saline solution infused over approximately 30 minutes.

If the patient has any serious side-effects during the treatment, dose adjustments of HKI-

272 and/or vinorelbine are permitted. See, Tables 4 and 5.
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conponents, the routes of delivery, and the dosing,

can be nmade for reasons known to those of skill in the
W@ra10/0883MVPLE 1 : COVBI NATI ON REA MEN OF HKI - 20QT/B8i009/047643

VI NORELBI NE | N LUNG CANCER CELL PROLI FERATI ON ASSAYS A

standard cell proliferation assay was utilized to

i ndependently anal yze the response of lung cell Iines

NCI - HL666, NCI - H1650, andNCl - H1975 to vari ous

di lutions of HKI-272 and vi norel bine in conbination.

Briefly, fetal bovine serum (FBS) RPM -1640 (Medi a)

was addedto each well of 96 well plates containing one

of the cell lines. Each colum of wells contained a

di fferent dilution of HKI-iai 2nd sol uti ons of

vi norel bine were added to e&th*well at a variety of

dilutions with respect to the HKI-27dKkdpfaiti ons (t]he

hi ghest finQPs%éﬁﬂgﬁFFﬁfion of HKI-27fngps 1 nM far

the H1650 and HIGHG celT Tines; the hiygpest fina

concentration of KIr-272"was 9 mv for jgge H 975 Cel

| i ne; anmdthe gﬁlest fTmat—Tconcent rdt2i4@n of

vi nor el Bin O I mttor—att of the celt tines):
Fol | dwi ng° I "Bt §on ot P! CaF MrSIE™ sy o, 506
CO f br TBe Howridevet Bltd bpusetl af Brsaleia of dwas ralsstense dase Cel
prol i f edafinedmanvasum edkrated dat iss240inmpcubat i on wi t h
HKI - 272 and vi norel bi ne. EXAMPLE 2 : COVBI NATI ON

REA MEN OF HKI -272 AND VI NORELBI NE | N TREATMENT OF
NON- METASTATI C BREAST CANCERS Pati ents havi ng

di agnosed non-netastatic b%qﬁsg cancers are treated
using a regi men of HKI-272"8h4°vi norel bi ne. Patients

are adnfi ni stered HKI-272 at [ei ther \gaselbigeel 1 or] 2 .
Dosi ng [of HRPS©ASIYHEERE at |cycle 1, (g2} with daily
oral admni D TR P E TS e s Tabl e

3 . HKIFZ72 Ts taken orattyjon the remngd ni ng days |of
the eacty, gyetEy vél'fé’ﬁ)%e%ﬁ‘ééfony‘f?ﬁoéé"}édlﬁt{cgq igHEkded.
vinorel bine are admni stered on the same day, 1.¢€.,
days 1 and 8 of the cycle, HKI- 272 is adm ni stered
prior to. vi_ngr.el ki ne i nf usi,on... . Tahl e Vi nor el bi ne
P Bl i DG R g s, Y el o
provi ded that the conbination of HKI-272 and

B R T T
TRE%@H{W?%MAS;FNMCFHEMOAN@ERﬁ ﬁecgcg : al venous

g free-flowng IV . .
apprERHRAVE) %Owﬁmﬁaé?,ﬂmm&%t GROSEs P tiested yping p regimen pf HKI-
27254 Wnofdbihd)f used over approxi mately 30 m nut es.

Vinorelbine is administered on day 1 and day 8 of the cycle using the dosages described
in Example 2, Table 3 or 5. The vinorelbine is administered over a 30-minute period using an in-
line filter and an automatic dispensing pump. Optionally, antihistamine (diphenhydramine, 25 to
50 mg IV or the equivalent) is administered about 30 minutes prior to vinorelbine infusion.

Dosing of HKI-272 begins at cycle 1, day 2 with daily oral administration of HKI-272 at
the dosages provided in Example 2, Table 3 or 4. HKI-272 is taken orally on the remaining days
of the each cycle. On those days that HKI-272 and vinorelbine are administered on the same
day, i.e., day 8 of the cycle, HKI-272 is administered prior to the vinorelbine infusion. If the
patient has any serious side-effects during the treatment, the dose adjustments of HKI-272 and/or

vinorelbine are permitted.
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If the patient has any serious side-effects during the
treatnment, dose adjustnents of HKI- 272 and/or
waRnoned7ii ne are permtted. See, Tables 4 and BCT/Usish®047643
4 a . The - 1 dose level is used only if dose
reduction is required. b. The dose 1 level is to be
used as first |level of dose reduction in case the
defi ned maxi mnumtol erated dose is 240 ny. Table 5 a .
The - 1 dose level is to be used only if dose
reduction is needed. It is predicted that a decrease
in tumor growh will be observed. EXAMPLE 3
CONBis WAt i thitt Gl dbErbhs©imn fotkor ZréR thAND BéOd=dBl NE | N
TREATMENT OF METASTATI C BREAST CANCERS Pati ents havi ng
di agnosed netastatic breast cancers are treated using

a rRgpaiEs, phiedipublicdifensairtclvd, BRI @h&tiddeumeviisnefehbddRrdiBare
adm ni. stered on darﬁl and day 8 of the cgcle usi ng the

1nc%gg§g &y gdaensep gl he Eg‘?érrﬂ% oRe Qf skt g the ast tBat ngadlﬁlqar‘@ons can be

5  madd DR MCerhtodBR S Be® Herbit 8¥ithutdRp iRk Hr&m REY sk &t of the
using an in line filter and an automati c di spensing

nvelRp. Optional ly, antihistam ne (di phenhydramni ne, 25
to 50 ng IV or the equivalent) is adm nistered about
30 mnutes prior to vinorel bine infusion. Dosing of
HKI - 272 begins at cycle 1, day 2 with daily ora

adm ni stration of HKI-272 at the dosages provided in
Exanple 2, Table 3 or 4 . HKI-272 is taken orally on
t he remai ning days of the each cycle. On those days
that HKI-272 and vinorel bine are adm ni stered on the
same day, i.e., day 8 of the cycle, HKI-272 is

adm ni stered prior to the vinorel bine infusion. If the
patient has any serious side-effects during the
treatnent, the dose adjustnents of HKI-272 and/or
vinorel bine are permtted.It is predicted that a
decrease in tunor growh will be observed. Al
patents, patent publications, articles, and other
docunents referenced herein are incorporated by
reference. It will be clear to one of skill in the art
that nodifications can be nade to the specific
enbodi nents descri bed herein wi thout departing from
the scope of the invention. WHAT IS CLCAIMED IS: 1. A
regimen for treating a neoplasmin a subject, said
regi men conprising: admnistering a vinorel bine
conmpound; and
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adm nistering a HKI-272 conmpound. 2 . The regi nen
according to claiml1l, wherein the adm nistering steps
wo@eaooosahcurrent |y, sequentially, simultaneouBCTlUS1009/647643
speci fied order, or according to a specific tenpora
rel ati onship. 3. The reginmen according to claiml1,
wherein said vinorel bine conpound is admnistered in a
unit dose. 4 . The reginmen according to claiml,
wherein said HKI-272 conmpound is adm nistered in a
unit dose. 5. The reginmen according to claiml,
wherein said vinorel bine conpound i s vinorel bine. 6.
WHHREIS @gihmePDag.cording to claim 1, wherein said HKI-272
conpound is HKI-272. 7. The reginen according to claim
1, wherein one or both of said vinorel bi ne conpound
and. sai ¢ aelgilmea (@ iRemmoidpREs irdedubleet, Sdd teplmameRPHShyY
to said subject. 8, The regi nen according to claim1,
wher ei n 2BHEISG NG GVHOHH IR P ARG RRY bi ne conpound and
sai d HKhddihZiGRPRAHb 2 Bmislngver ed orally to said
subject. 9. The regi nen according to claim1, wherein
said neoplasmis associated with overexpression or
ampli i GhE kB achlefing o dfm TAGelehh SRMAREARSLES, dcbhr
claim1, whérein said neoplasmis netastatic.11.” The
congwgsinfhsrsegueniballyi sigultanceysti. i aspeified elder. sacgordive e asnerifis
wn@&kﬁ%hﬁ&ﬁﬁf9”1the group consisting of a lung cancer,
reast cancer, nyel oma, prostate cancer, head and neck
cancer, transitional cell carcinoma, small cel
neuy oen C . e . .
arge cant siiRkaLRR IR ) ARelthhld g bt SRl s
adnoeisteied.in 4 8nit ddse r egi men according to claim1l, wherein
said neoplasmis a breast cancer. 13. The regi nen
according to claim 12, wherein said breast cancer is a
nmet4ast atthe reghidi-adcorpiag ikd ¢laign hidastn QARIMCEK-272lddmpdiel is
dregiggn according to claim1, wherein said neoplasmis
ARSI AR BY  €BPi d tunor. 15. The regi men according to
claim1l, wherein said vinorel bine conpound is
ad nSI n! StTﬁg ?e%irherrll a%gor(%gg E[Jonct:lai?nf 1, %vtherleﬁlas%itd v?r?o%iginez gorgp?({u%d is

vinorelbine.
6. The regimen according to claim 1, wherein said HKI-272 compound is HKI-272.

7. The regimen according to claim 1, wherein one or both of said vinorelbine

compound and said HKI-272 compound are delivered intravenously to said subject.

8. The regimen according to claim 1, wherein one or both of said vinorelbine

compound and said HKI-272 compound are delivered orally to said subject.

9. The regimen according to claim 1, wherein said neoplasm is associated with

overexpression or amplification of HER-2.

10.  The regimen according to claim 1, wherein said neoplasm is metastatic.
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16. The regi men according to claim15, wherein said
vi nor el bi ne conpound is adm nistered in an anount of
WwW@RooogZ® t o about 25 ng/L. 17. The regi nen acROr/Ub10g9/047643
to claim16, wherein said vinorel bine conpound is
adm ni stered in an anount of about 25 ng/L. 18. The
regi men according to claiml1, wherein said HKI-272
compound is admi nistered in an anount of at | east
about 120 ng. 19. The regi nmen according to claiml18,
wherein said HKI-272 conpound is adm nistered in an
anount of at |east about 160 ng. 20. The regi nen
acciar di mMye tegimdnaictordiflg todiginel, iwvhs@intsatdkleo@ddsin BQBpaelom the
S admwﬂég red in 3p anmount of at | east abouh»240 my.
8TOYP qONSHRS @Swwe%n% 5738 AR WP LSl aRCET- feadfng neck cancer.
tranditiohal @15 EartiBorAa, @Bl €411 rdroed MR rihEEHr (IR BEIGRY @lerit@ delrix, and large
claiml, wherein said HKI- 272 conpound is
cell JgHEORRIOE A Mt thegiterpg ¢eVigi men according to claim
1, wherein said HKI-272 conpound is adm ni stered at
| east once daily. 24. The regi nmen according to claim
1, Wher dhareganes aararding 10 dejrpldunbierris saidmpenlanis @ gregst cancer.
day 1 of said reginen. 25. The reginmen according to
claim 10, wherein said HKI-272 conpound is . .
adnidni stlée eaginaen agegrding &f claigi . phegeisald bp@ast capeer sagngtastatic,
ccardi im1, wherein said HKI-272 conpound is
HE%%ﬁ?%ﬁ%?%?%lt%%gﬁat | east 2 continuous weeks. 27. A
phar maceuti cal conposition according to claiml,
further | Si : e .cal .
acddpt aB1e et G he | ST £OReAIARIREM A o Sovrepd ol
tumby. further conprising radiation.

15.  The regimen according to claim 1, wherein said vinorelbine compound is

administered in an amount of at least about 20 mg/L.

16.  The regimen according to claim 15, wherein said vinorelbine compound is

administered in an amount of about 20 to about 25 mg/L.

17.  The regimen according to claim 16, wherein said vinorelbine compound is

administered in an amount of about 25 mg/L.

18.  The regimen according to claim 1, wherein said HKI-272 compound is

administered in an amount of at least about 120 mg.

19.  The regimen according to claim 18, wherein said HKI-272 compound is

administered in an amount of at least about 160 mg.

20.  The regimen according to claim 19, wherein said HKI-272 compound is

administered in an amount of at least about 240 mg.

21.  The regimen according to claim 4, wherein said unit dose is a tablet.
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22.  The regimen according to claim 1, wherein said HKI- 272 compound is

administered daily.

23.  The regimen according to claim 1, wherein said HKI-272 compound is

administered at least once daily.

24.  The regimen according to claim 1, wherein said HKI-272 compound is

administered on day 1 of said regimen.

25.  The regimen according to claim 10, wherein said HKI-272 compound is

administered on day 2 of said regimen.

26.  The regimen according to claim 1, wherein said HKI-272 compound is

admunistered for at least 2 continuous weeks.

27. A pharmaceutical composition according to claim 1, further comprising at least

one pharmaceutically acceptable carrier.

28.  The regimen according to claim 1, further comprising radiation.
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