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In view of the relatively high toxicities associated with the treatment of proliferative

Epothil

diseases, by chemotherapeutics such as those mentioned above, it remains a goal to devise
novel treatment schedules or novel combinations that in principle allow for treatment with
lower doses of the individual compounds, thus making it possible to allow for diminuation of
the toxicities individually associated with highly toxic compounds. In addition, novel
treatment regimens and combinations allowing for improved efficiency in the treatment of
proliferative diseases remain an ever existing need. Furthermore, specific proliferative
diseases and/or specific patient groups (e.g. related to sex or especially age, such as in
case of pediatric or geriafric use, or patients where the proliferating cells became refractory

to treatment with known chemotherapeutics or combinations thereof) may require more
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but are2dlsh applidd less frequently, or can be used in order to diminish the incidence of
side-effects, thus allowing an improved quality of life, a decreased mortality and/or a
decreased morbidity. This is in accordance with the desires and requirements of the patients

to be treated.

In particular, combinations of the present invention can be shown to be synergistic,
thus allowing improved therapeutic efficiency and/or lower dosing of the individual

components.



decreased norbidity. This is in accordance with the
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Still a further embodiment of the invention relates to the use of a combination of (a)

an epothilone with (b) two or more other antineoplastic agents for simultaneous, sequential
or separate use, for the delay of progression or the treatment of a proliferative disease;
and/or for the manufacture of a pharmaceutical preparation for the delay of progression or

treatment of said disease.

Yet another embodiment of the invention relates to a commercial package or product
comprising (a) an epothilone and (b) two or more other antineoplastic agents for
simultaneous, chronically staggered or (less preferably) separate use, especially for the
delay of progression or the treatment of a proliferative disease.

The general terms used hereinbefore and hereinafter preferably have within the



Yet anot her enbodi nent of the invention relates to a
comerci al package or product conprising (a) an
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agents for sinultaneous, chronically staggered or
(less preferably) separate use, especially for the
del ay of progression or the treatnent of a
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the preparation of such epothllone derivatives are in particular generically and specifically
disclosed in the patents and patent applications WO 93/10121, US 6,194,181, WO
98/25929, WO 98/08849, WO 99/43653, WO 98/22461 and WO 00/31247 in each case in

particular in the compound claims and the final products of the working examples, the

represents
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subject-matter of the final products, the pharmaceutical preparations and the claims are
hereby incorporated into the present application by reference to these publications.
Comprised are likewise the corresponding stereoisomers as well as the corresponding
crystal modifications, e.g. solvates and polymorphs, which are disclosed therein. Epothilone
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independently in free form or as pharmaceutically acceptable salts.

The term "topoisomerase | inhibitor”, as used herein, includes, but is not limited to,
topotecan, irinotecan, camptothecian and its analogues, 9-nitrocamptothecin and the
macromolecular camptothecin conjugate PNU-166148 (compound A1 in WO 99/17804).
Irinotecan can be administered in the form as it is marketed, e.g., under the trademark
CAMPTOSAR. Topotecan can be administered in the form as it is marketed, e.g., under the
trademark HYCAMTIN.

The term “tdpoisomerase Il inhibitors” as used herein includes, but is not limited to
the antracyclines such as doxorubicin, epirubicin, idarubicin and nemorubicin, the
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Gliadel). Cyclophosphamide can be administered in the form as it is marketed, e.g., under
the trademark CYCLOSTIN; and ifosfamide as HOLOXAN. Cyclophosphamide is preferred.

The term "anti-neoplastic anti-metabolite” includes, but is not limited to, 5-fluorouracil
(5-FU); capecitabine; gemcitabine; DNA de-methylating agents, such as 5-azacytidine and
decitabine; methotrexate; and edatrexate. Capecitabine can be administered in the form as
it is marketed, e.g., under the trademark XELODA; and gemcitabine as GEMZAR. Also
included is the monoclonal antibody trastuzumab which can be administered in the form as
it is marketed, e.g., HERCEPTIN.
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The B g Rlne Dol vas e istin eq'iide buta e R
bevaciZahRButdsce@lirhgh. \BYVKERIN8X 84Pb& SdihM@t&red in tHaGorm as it is

market‘%ﬁgjrﬁﬁ%\-é'&ﬁl E ond et Ml ppguct s, the

The term "EGFR inhibitor", as used herein, includes, but is not limited to, erlotinib and
gefitinib. Erlotinib can be administered in the form as itis marketed, e.g., TARCEVA; and
Gefitinib as IRESSA.

Additional neoplastic agents for use in combinations of the present invention include
temozolomide which can be administered in the form as it is marketed, e.g., TEMODAR and
hexylmethyl-melamine can be administered in the form as it is marketed, e.g.
ALTRETAMINE.

In each case where citations of patent applications or scientific publications are
given, in particular with regard to the respective compound claims and the final products of
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preparations and the clains is hereby incorporated

into the present application by reference to these
w@awbioosss ons. Conprised are |i kew se the correCSpERINFIGS076

stereoi sonmers as well as the correspondi ng crystal

nodi fications, e.g. solvates and pol ynorphs, which are

di scl osed therein. The conpounds used as active

i ngredients in the conpbinations disclosed herei

the worb@g ramaiesdheiai. hgmuRiestBREer fdheyinal proskigts; te Fﬂ@r@?'f%alca'

prepar:ﬂi@ﬁé‘ ARAtR clélﬁ#}.ﬁ@ﬁéﬁebﬁ|rhéorp-5'ftﬂe§trﬁélﬂ{etﬁr§sé?ﬁ appPIRaf6H by Rxference
ents identified by code nunbers, generic or trade

to thesg, BH@@GH%[]P GemPHREhATEBRVER A EATRRPORAING FisFpaToria as well as

the cor®s @cﬁ@tﬁpﬁﬂéﬁhéﬂﬁong heg Manalkes! é?ﬂﬁ?blyn%rpﬁé GWﬁlch are dlsclosed
dat abases, e.g. Patents International

| M5 W
therein i $QBRAUDAS ysedps agve fgiedienisiniie %’B’rh'fiaé'ﬁ@%i dk§6‘8§‘°éj %\‘?f&'” can
be pref2féP¥hd g&]ﬁmfs@ré@%@@@éﬂriﬁ@d ﬁpﬂﬁb%ﬂéd HB&In%Ht 'résﬁla%h@@
i ncorporated by reference. It wil be understood that
references to the conponents (a) and (b) are nmeant to

‘?h@ Qtrh QG ehd AQive %@éﬁ@%ﬂﬁlﬁ&ﬁw bfodiaclﬁﬁl%é?f?' fengdt bbtréde

of the active siUbstances (m crotubule actlve agent

names maydmt‘,ah@b%q)ragmq @ctg@@ﬁtpn@émqtgwm Fempendiya “The Merck lndéx
or from%é%a@@§%sg GRS RS BYorEPE: Wﬁl@tWonﬁ@)’uﬁll&%@r’is)(&)the

have, for exanple, at |east one basic center can
publicafigiisnnaptianed @pye aid kelpwsThaenrrasepedion Aenter taergaﬁlﬁ%ﬁ

mcorpo?% a%}'?‘% cAbso be formed having, if desired, an
ona 'y present basic center. Active subst ances

having an acid group (for exanple COOH) can formsalts

Wn'ﬂb@aﬁ&érst E?ﬁwaft‘%féﬁéﬁ %#B%é@%ﬁoﬁé?@gu%ﬁg l'[))rbyre meant to also

nponen S a) and armaceuti ca
mcludeath@ pheratsiceutally ecqenabmalw apy gbth@ actiespbistances (migrotepule

active %?éﬂf értﬁtﬁ[eo lQ&’c%&p@Eﬁﬁ\Pn&éﬂ Yielttive é@c%%rfc@g compnsed by

I za one A or B,

compomm &) read/og (nthievertfoorxapenle, mé leaghgne b@lcm%ﬁ@r ﬁlswan form acid
addItIOIJIEQQISh bgﬂegpo%dlr@ a%fooédoﬁtﬁ)rn%tazté’ €a J? LR ®eGorned TRIVHGY ifJesired, an

I Ssease cancer) any netastases)
addltnorwlﬂe rpee@nt baric cantey A@trvetsu@shaa@%&;hamgsaraa@d poswat(isdpxample

COOHMnefoﬁﬁ le?é \gltﬂ Mas%st 'H'@éctﬁ‘/g lsﬁﬁétgrqcécsrc%m E@d m&iﬁppqnentgs (a)

er, genitourina cancer
and/or Cb)m)c erphagamelutn:aﬂy escenmle edt&:tbereoémaai@md:iecuwdn@ &rmofa

hydra\tgr(‘j:]J .ﬂ&g@@ngg@lvqﬁgka%%gﬁgﬂf nrg%}eﬁ]%tﬁ)ﬂsE&?ﬁﬁo%;'A or B, i.e. the most

neur o cancer
preferrevhearshisatidnt partheu@gds prefembly d-pattlenaelBand/ or neck

cancer, neaning that not only a cancer of head and

neck, but al so of head or

A proliferative disease is mainly a tumor disease (or cancer) (and/or any

metastases), wherever the tumor or the metastasis are located), more especially a tumor
selected from the group comprising breast cancer, genitourinary cancer, lung cancer,
gastrointestinal cancer, epidermoid cancer, melanoma, ovarian cancer, pancreas cancer,
neuroblastoma, head and neck cancer (this term, wherever it is used, meaning a head
and/or neck cancer, meaning that not only a cancer of head and neck, but also of head or
neck is envisaged) or bladder cancer, or in a broader sense renal, brain or gastric cancer;
more preferably (i) a tumor selected from a breast tumor; an epidermoid tumor, especially
and epidermoid head and neck, preferably mouth, tumor; and a lung tumor, especially a non-

small cell lung tumor; or from a gastrointestinal tumor, especially a colorectal tumor; and a



neck i s envisaged) or bladder cancer, or in a broader
sense renal, brain or gastric cancer; nore preferably
w@ 2gocaitsehor sel ected froma breast tunor; an PCT/EP2005/008076
epi dernmoid tunor, especially and epidernoid head and
neck, preferably nmouth, tunor; and a lung tunor,
especially a nonsmall cell lung tunor; or froma
gastrointestinal tunor, especially a colorectal tunor;
genitousinary4g@ar ¢ eapecially 9 prastaie tumerdperacilly p henppoeteliastary pipstate
(e8] ' i
tumor) FXHUFIoR? p¥1Aa] BRGNS Ay Il RIERS Aoy ATaie fedtnent wit
other cherhethetapeytieso esprsially 8 gorresrongingHuden&nd/or any metastasis), more
especieggggpy@? 5886l ki ETRE GhpfisfgdhbRIAS UL MirdciiP o a

any net ast asl nmore especi al a t unor .
standagidfeatment witm@niqii@erg#wemptf@mﬁﬂut@(ﬁggspmesl'ww%ﬂucawacﬂ and/or

f A j ® i
ot 51188 BB APTRRL L SR oL
more peaferably & joner eelatiey Yrom gastrontastindlee.gt adidrectal (egpegjelnretiictory

he t | , ially TAX : ' .
RRITRE T e, I e, T
tumors§afgd/oC® ]tnlétefsﬁs@d theéesn @Gb%iidzlby a @blaatistrtiiericof)shastdaefdrably a

-fl uoroura an

.. g. il r TAXOL(r.)treat nent.): .an
gastroigeRina HTHargpoc@iya cBPBEa PRt o (G BR 1 refaRtory to
treatmémhs?ﬁtoﬂ%r%héﬂglaﬂﬁﬁépeum@ talnhyttidiugredsistaracsl sspdeillp edf)actory to

nost prefera

y a gastrointestinal tunor,_ especi a
 membe) ¢k FHANE Ge LGOS SERTEABEoR Rt S ETeT PLCH s
especiél@at&gl%%%sd@c?am PhReLe CReBRIDRAGRGHE! ©8pstislyhon-small cell
mul tidrug resistance, especially refractory to a
lung tumenbe muiidrug eesistand heeast weorgir anneltidiugasistast epidermpichg

ﬁ/eébﬁ' mBlcP ek Nﬁ}sﬁr fe@BRimERRSGEHRL! Y 2
prefera@ It |%rrug,r espec:dg]e[gy AX&)P(?) , Elrn;si stant |ung tunor
(especially a non-small cell lung tunor), a nultidrug

. e .
(rg%i?ﬂ hdhs BF @r@zaﬁeéeﬂgﬁgerg%?\ c@n He! L%bﬁ gﬁ;%sf, Q8¢SHdIHd subsequent

ernoi d, era epi dernoi d and neck, nost
lines ofghefapydblajlownige ki thewaetbinatiompiasating gedier fallpwingragyent

chemo}hlré}éa?&g %@p{aﬁﬂﬁhﬁgpwggéﬁgisﬂr eir%,%r’ pr By AR sRoLRAL

erapy; 1o se 'of the conbination
precedi ng and/ or follow ng any chenot herapy, any

rlﬁ?ibﬁ)c%JE%F QQ%/FeOJf t@%vﬁi@g?{)pmlif PhtiVBIdidHRAcY F@d&%rthermore be
nmetastati ¢ disease. In a bfoader sense of the
selectedrfroem hypatprodifepative icordittans\seich e dseerpleaips{ finresie (aspeeialbe

sel. f A f [ i . . -
pumori 351l bYP RS B0 KA B 0 S e s
atherosiidresis tpg emooth musnleogioliferationin the heathrestelbriich @5 stenosis or

restenﬁsgféﬁgﬁiﬁ%}@%% riasis, atherosclerosis and snpoth

ration in the bl ood vessels, such as
stenosis or restenosis foll ow ng angi opl asty.

Where hereinbefore and subsequently a tumor, a tumor disease, a carcinoma or a
cancer are mentioned, also metastasis in the original organ or tissue and/or in any other
location are implied alternatively or in addition, whatever the location of the tumor and/or

metastasis is.

The word “refractory” means that the respective proliferative disease (especially a
tumor and/or any metastasis thereof), upon treatment with a (meaning at least one)
chemotherapeutic other than an epothilone, shows no or only weak antiproliferative
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Wer e herei nbefore and subsequently a tunor, a tunor

di sease, a carcinoma or a cancer are nentioned, also
woreaasi@Esi s in the original organ or tissue anedDEP1005/008076

any other location are inplied alternatively or in

addi ti on, whatever the Iocati on of the tunor and/or

netastasis is. The word "refractory” neans that the

respective proliferative di seaseglféQm eC| ally a tunor

responge §iQPr Qi WhRs labibiionof furrgr gspwyth) FeaimABhItSYeh an agent,

that is, (arf@ﬁﬁf Mat 8hnroB B tre8id@)at &l Sf@rﬁl? ﬁﬁtﬁl&ﬁé‘étlsﬁyl@ Rehitd WoRBr
hi | one, shows no or

preferaw ﬁ}anéﬁrde éF%[’f‘PWéEeé@BTdﬁﬁs(Ereﬁféb'M as @iﬁf'@ed/mel agnesiatly en
ﬂuorouPefcult(é’éﬁ%lagwg %%Qka@é Biedfoler&alt [1R2dIIBN caMbdr]) aﬁfi‘&ﬂir ns.or

tunor that cannot be treated al |
prefera@?y rBHPXANKPE® aMEaxqt@wacraéx in the cape Af osiate cancer) or
antlestgng%ﬁé ngé%%zékﬂegﬁécﬁly H‘tﬁg‘& E@?W@Hét'c%ﬁcefr?ro‘?fe%@c%l a?ﬁember

ove, especla uor ouraC| espeC| a
of the tramrteh@assas‘@h@mo&@raneebmle 9. TAKO TERESTor Tafet Jn a warm-blooded
-
annmal?éégsdggigl Q%F}Ién foF] g&%@@é tYmJS'r Q@@H g r?cﬁ%to%?gd P lered
slightlyammioersgneegerw folndk d hb@maeznbilneer(t@spwberal tteﬁtmanttdﬁ ecfmtomy
s S
mors AR TR 0l DRI o PELs Bl ) pmr
where dRX@UHp)e, chemadharapentios badealready fialed wsp@trbaﬂmqnt af a patient, but

also (aZW@s&Eh%rt 5%8%‘?!@@ Paebeg rtéﬁ%tog;e %E%H %’ﬁ&? s € ﬁvgg)q?nd culture

in the resseatof bmmnempeuwsewaeter & wermdike n@fractefyr apdirst FAXOL® is

S, mentio t under st.00
used hp T ReFore AR bBRiaSE % 1 W AR o B i Pr e as 8o
mtendédl@fméd?ﬁj@m@bdéll i) dbﬂV@Slﬂisteﬁfﬁébf fmxbe@ Refradterytto @G
atient, but also (a) tunor(s) that can be shown

of a
treatmeny ‘EfeRP'é'qu‘c?dtaE??}O'b(y i theefaseeha dumey Cé th%g%@y”%ﬁm tract,
especiflyld Mb@taté"tqu? rRESESBFECty t6 h@ﬁ”ﬂﬁié’r‘ﬁhﬁﬁ%\dtdnﬁ%dr@!ﬁ@f e a
termlike ,,refractory agai nst TAXOL(r)" is used
her ei nbefore and hereinafter, this term in addition
axdle® driktshestaRiogH He: flnisﬁeéb%ﬂub%gﬂéﬁ%ﬂs‘és Be8laxel, but, in a
paclitaxel, t'he active substance of hr(w
broader sersies isclen fpeant th @nm@aasm@sihtﬁmﬂtselbef anyrasheroaelitaxel
formuldtoh VARLdNeYor mdrB chiter FAR&iaRE). a tunor of the
genitourinary tract, especl a ly a prostate tunor,
means refractory to treatnent with an anti androgen

W?g'a(b a) Y €Ff F&@cﬁ'or? h%%ﬁ§t a%vntﬁ Q%nﬁér@ dﬂ%g% REOHNRof Iumor

nprises paclitaxe a broader sense,
growth deéessﬁbamﬁo%dtf@m tsonp/sds V@a@ Iof ecmeéto ortre@efthayt S@hylsabtﬁemed

when %aﬁfg)lglrff%o‘;\fﬁ?ls? F:Qr'itFB‘l' k/\i?t%&'?:h\é@ntomepéb%uﬁé, e@.rb‘?/ ix 9vb io? I vitro

measurements.

Multidrug resistant tumor disease is one where resistance to one or more
chemotherapeutics, including those of the taxane class, especially TAXOL®, or the
anthracycline class , especially ADRIAMYCIN®, is found. The basis for this resistance is the
export via an energy (especially ATP)-dependent pump located on the surface of cells of the
respective tumor, especially of the P-glycoprotein family, especially P-glycoprotein (P-gp)
itself. In the present invention, alternatively or in addition other mechanisms may cause a
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Preferably, the termrefractory nmeans that with

standard dose a reduction of tunor growth by |ess than
wooMs014388 i s a T/ C% val ue of equal to or norePCTEP2005/008076

509 is obtained when conpared with a control w thout

chenot herapeutic, e.g. by in vivo or in vitro

nmeasurenents. Miultidrug resistant tunor disease i s one

where resistance to one or nore chenot herapeutics

tumor tp ivelrefiatey t treatment wille chematherapputics, oty iagn an epothilone. For
exampl%éé%&% ’\1?{ etd?ﬁ% ?é?éet’(r(@gﬁé%la'"? fiGbRBales irc®ReFeRIk ¥ase),

found.” The basis for this resistance

changeissn theanieagsduler metabalisre et giay((eagiuatedne gommmyndg epehrigRe in the
physnol?% tho¢ai fds \?Ipﬁllg '?%cllﬁ%’t{ﬁ‘;b@g%gsgﬁg of H/ém&’ifwg bhferRedRAlshY6F drug

especl a oprotein famly,

action msp@@dé@ Bycm’eglsiﬂcmm otein (P-gp) itself. In the
present invention, alternatively or in addition other
.mechani sns may cause atunor to be refractory to
Siredltanents administhtien ey fapexane, takaplpce indhe faym of one fixed

combmt%ﬂ&]i Rt ch?or tBF %ﬁ@érmg? @Lé Q{r?ﬁl'sf?ﬂﬁ ahBotdhadthinitering two or

ecral ul'es’in e present case),
more achmg@sdlentqthet aratfwrm;iateadjinéeper@patbb ISeghethr?étlSQ@mmlStrahon)

preferabplqﬁ%én\éaéq‘?’n h?ﬁatfo%r@%ﬁgq?r rﬂ5reft i n'tsnofte{@c)n%]b{&io‘?\' D time

act | y-passing
point, ativerroomgionenteat a Wifenart tisnei mtntdhabls,ug aaztwma"mﬁmaew@ rpgnner,

preferaé&csﬂlﬁfn g%t {&%lnﬁloth?/ﬁWée [5?1 By flahdhd Qlﬁgl@%mpfogﬁds

ace in one fi
administerdai mdaetpecdervﬂyt(lasmamllp showing syargism)i $epasete eine $adrainistigtion)

preferq%’y%lg%? nea?rﬂﬁ?ﬁ tfoq]aru@rfgil\%s %Cr%nﬂfﬁ}%fq ‘39 tﬁ%g&@ﬁn@ @&'{lh?f@pendently of
each ofber aEahtferaht tirse polawnplerfes‘ablamam)ngﬁh@ff’tm a@m?orrmém@) and (b) are
admlnlgt%%n b ng%vgil ?ﬁnéé)guré.gﬂ% Bl)oo{f EJTE@Q)? Bbfh &me&)unds gre

|on aVoned conmponent’s  at
presentlinffnesveriappgingrergpoemat therwmel tsne)in a chronically
staggered manner, preferably such that the conbination
shows nore efficiency than the single conpounds
aded cunstieateds ioh thepamdenetdf pequenfiale sepdrgte sindwimigitaneous

. .synergi s ( g
admmuaté%wg é%ﬁzu%sﬂg? ppg?faFa l)}"?c‘lfbpﬁgéjt%@&%hﬁelﬁ%l} o‘?ﬂ%on{?pf@feﬁf é\*&béf show a
joint themps‘ehtitaéffenhthlanebemedsiﬂrméf@ecdbum‘awhe@tHWOMinajioﬁfcerr@nﬂent-drugS
0| nt referabl :

o ushd BB (AL GHAPIYpEBRL) B8 Pl R TRARGE b e
efficierit @an balibundb b agekerhistie bed beibg ehpedatyquefdgedr e present

in an overl appi ng manner (at the sanme tine). Al so

conmbi nations of two or nore of sequential, separate

Fadosiingly, tnsreparations according to the inventions may be fixed combinations

of (a) an epothilone and (b) two or more other antineoplastic agents, or combinations of
more than one separate pharmaceutical preparations each comprising one (or more than
one) of these active ingredients in separate form (e.g. in the sense of a kit of parts).

In a yet further aspect, the present invention provides a pharmaceutical preparation

comprising (a) an epothilone and (b) two or more other antineoplastic agents, together with a
pharmaceutically acceptable carrier.
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adm ni stration are possible, preferably such that the
conbi nati on conponent-drugs show a joint therapeutic
wetbdoeotos8hat exceeds the effect found when t hePCT/EP2005/008076

conbi nati on conponent -drugs are used i ndependently at
time intervals so large that no nmutual effect on their

t herapeutic efficiency can be found, a synergi sti c

fect being_especially preferred. Accor di n ly,

thsﬁ%matqeaa{so T REQIBRSHONG 26 HSehBereiVBRRNSAMNIRglatnD ¢ %d

combur%qai@tdwgéﬂeﬁfssoemg ma.la)pr@%ta@wrm é@ @ﬁrl)ﬁﬂ%sébéf th¥rs® afl&&ation or
her antineoplastic agent nbi nati ons of

a re'apﬁ?l ghihgisegep i e téeiiﬁ%rw&?@atnaaﬁmts &r@damaiq R @aamw? the

corresgoMidRiG! fidc28e N @adiIscldoF ﬂ/hfch PALERS hredh d ARRIRioACS.| QV&erg a
ingrédients in_separate form (e. the sense

medicak} r?afmenbarr@ gynditjon rgsyliing ?Qm@ﬁ&cc'ggrﬁee@derwmﬁ @él&ﬁw Thata

correspomafiatdifaseVddlRrppa phar maceutical preparation
conprising (a) an epoth| | one and (b) two or nore other
anti neopl asti c agents, together with a

F’J@r‘itlﬁﬁ@r‘ébélﬁﬁ:bll)yaéﬁé efpkak l%a?ﬁércbﬁfpourl]dsj B¢ bk §heh separately
progressi on" as used herein neans

(ina C’H@N?ﬂ%’ﬂ%@r@ﬁn%anr@%@ﬁw A aequsHcesPaciic wanRen) & sighitime

interval® tﬁétQhé} Braferdly,! n‘ﬂtl"%rl/v@rﬁ{ biodPsfmalbspdisalf/| 'hﬁ?ﬁan to be treated,
festation or a relapse of the di sease to be

still Shqvv a&@r@ffrablhsm@ﬁ'% Htff?réﬁfi%‘ (it thscapgyitis efeph.dVhethat ibfs is the
case, caR hitEPASPRMH ML LhySeASANnd %e%l@&f‘l@§§g Qfovs)ﬂ@ tﬁQt both

patients are in a condition, % urln% di cal
compoundsarmpresest indhe biead of the huarm tp badreptes éﬁasad@nrwecmrtam time
intervaldnder which it is likely that a corresponding di sease

w Il develop. "Jointly therapeutically active" neans

that the conpounds nay be given separately (in a

@Ihﬁé?maﬁé‘uﬂc)éll)?‘éff&g@ér’r’ﬁ nfg?egﬂﬂﬁrelattgsztﬁ%' dhdoht that is tpera{)ﬁutically or

sequence- specl tine Interva
in a braadey seiisefatscatipphylagicly eéfecitveradainsbitie dregipeaion of a proliferative

dxseas@%gggcgé‘l g]b%’ séid & Hor, b%f&%ﬁ)fyro%@tag%eﬂﬁéd (13[% qvenow a

y synergistic) interaction (]oint
therapeutlc effect). Wiether this is the case, can

E?%mfr"‘l '%n%ergﬁF @%ﬁ\lbé( 8Foﬁlul:t@ I BebMRrdih BQﬁjnes especially a

i oW n oun are pr esent
*kit of p@rteold th sertse thajrﬂamcwmpwnt& (@éa@@ tatasld@a@ed ahm/iert@n be dosed

lndepeﬁc?ér@lg'op g}tr bg@oﬂ J?Ff&[a?ﬁ?flx@d coﬁgf?'n%\%e\ﬁim &?‘@g‘ﬁlsﬁaﬁ %ﬁ{d.ust"of the

el ate 0 an
Compom¢n§$ éq)@uﬂu b)al ¢.ysioultamecuslyros atidiffersphtipe abisits. Moreover, these

terms o%bgf}l?%( lg%%Hn%égialngcﬁ&éé Xﬁnﬂ%ﬂiﬂﬁgpécﬁ]ﬁlyQB%{nﬁ%ﬁiag%cﬁ\f/e a
ingredients components (a) and (b), together with instructions for simultaneous, sequential
(chronically staggered, in time-specific sequence, preferentially) or (less preferably) separate
use thereof in the delay of progression or treatment of a proliferative disease. The parts of
the kit of parts can then, e.g., be administered simultaneously or chronologically staggered,
that is at different time points and with equal or different time intervals for any part of the kit
of parts. Very preferably, the time intervals are chosen such that the effect on the treated
disease in the combined use of the parts is larger than the effect which would be obtained by
use of only any one of the combination partners (a) and (b) (as can be determined according
to standard methods, e.g. the determination of Combination Index or the use of
isobolograms as described in the examples). The ratio of the total amounts of the
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di sease, especially a solid tunor, preferably one as
defi ned above. The term "a comerci al package"” or "a
w@e@dootsss as used herein defines especially aPCREP200$/008076

parts” in the sense that the conponents (a) and (b) as

defi ned above can be dosed i ndependently or by use of

different fixed conbinations with distinguished

anounts of the conmponents (a) ? dﬂéb)’ i.e., )
combingtigf) PRER@dasiothe PO'QP'”GFQFT R3rEer (B)itpee peministeregin y/mbined

preparbitis@nt 154 va‘neeogrgr hsd?dé?f 16 COFERWEN Ble rfé@@g @95 pﬁﬁ’éﬁ? 5UBIpBPulation to
especi al | as active in

be tre othe RE] gf)thgﬁ@gkematlemtd@a@fh@ﬁewn? heqqsgaﬁ @@th@ﬁg theor
partlcu%lr Ahsehad %@Sseﬁ BENPREIGR echBf tﬁ@'p‘éﬂér{té/ I@B@z@éﬁ%{ @krelidlat least

time-specific seguence, pre erenti al

one be@e@l@@s@pw gseaplawwabeni@@cma &f hsrefleqt erﬁ%e a@n%ﬂyam partners (a)

and ( b#ﬁ@ﬁérﬁéﬂér"é‘nﬂe ih%ﬁ%HHﬁ\VE eftdct, erﬁérphéﬁc%rc%h!d\’c?e SHhR&RA Svith lower
arts of the kit of parts can the

be
doses aﬁeaqm of the eamined drugnaasRacyvaly. that @Iﬁﬁa@g art'gmcyse of treatment
with théﬁrﬂﬁlﬁkﬁfa@ @rug%'?ﬂ WithoBf cthbi ﬁﬁfo@lnbroﬁh&‘ﬁg BAdRSl éﬁﬂaﬁﬁégié%us

equal or diff erent tine intervals for any part_of
effectske.g. leps pideeffectyer g cpmbined dimpropeutinal afieginiaiicareffaciveadesage of

one or%laﬂ’ws(ﬁq n%h’&ﬂblhgﬁﬂn B ; %f(fCSﬁ\F?%té N8) éﬁoe@ eﬂ\dweﬁﬁ&%?eréﬂy a

he conbi ned use s 1s Targe
strong évmafgrswﬂﬁiomblwgn éh@é a@m@ﬂh@dh%yom@éam RefINgrsa(ey ang ).
of the conbination partners (a) and (b) (as can be
determ ned according to standard nethods, e.g. the
dstleiniha sesonf he ugo abihasombinalieniekcastponratsgkarnst (b) and of the

commér?@p;%c‘kgg yEniR6h ?Péimhﬁ‘a&é%ﬁs SXAMBhES dnd ;féb%(égatuse is also

am)unt s of theconbi nation partner
DOSSlblGh@e@Olnb|thﬂitth@¢pfpmﬂent§r(al and (o msy lmﬁﬁnmmgteﬁtb@l ang tinkrepoint

smulte@%fé@él%ﬁ?%ﬂeﬁg@fn éSH(\JR Qtr?tfb'ﬁ &%n?{lgd;?teecgmg%ngnt JM]\ lQ\ngreﬁostt gjxmlty

ation
either ehrerically (e.9. ioee Headdo éfwetelke of daityl d@smﬂ atemtatemrmﬂwpomt and

subsecgjemlﬁhee"gth%ec?%oﬁ@rﬂ oki"ﬁwéj&?mﬁl ?’Jo'ﬂ%f BB doﬂwoﬂﬁng'aﬁ &8 Iater time
ge,” sex, body werl ght,

point (irsgbegaaieht/drug io:err@iriaﬁoratreatmst ccmn@eskfeh@i pptineal aetituger effect) or
the ik 9-» @ mutual enhancing of the effect of the

conbi nation partners (a) and (b), in particular a nore
t han addltlve ef fect, which hence could be achieved

f £
AR B SRS R B TR st g yor
bloodednrmhmal knempnd ng iadonidistehingotbesmégmparnehtsut pbambdaeati¢ad spmposition

comprlgmg ;}g/o%g%' ?)hé)rﬂg or%%&ﬁ%ﬁ?ﬂﬁgggp@e u%tfe ocftsggl#%éig{ u%eﬁﬁf\e use of

ct’s a conbi ne cal
the combmamfrf fec thewdelayosf pgeyredsicona the trbatirenbbf 4 prelifecative diseasa or for

a S d Vi r r y
the malf b1 3 2 HRIPGRE PLarkB R oh Hesa @bt &r S5 Sty
product corbpristg suchpacdmiginagtiohaf camgorfdnis (a) and (b), all as mentioned or
defined above, will be referred to subsequently also as COMBINATION OF THE
INVENTION (so that this term refers to each of these embodiments which thus can replace

this term where appropriate).

It can be shown by established test models and in particular those test models
described herein, e.g. in the Examples, that a COMBINATION OF THE INVENTION results
in a more effective delay of progression or treatment of a proliferative disease compared to
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Both in the case of the use of the conbination of
conponents (a) and (b) and of the commercial package,

waryeoorsks nat i on of sinul taneous, sequential aPdI/EP2005/008076
separate use is al so possible, nmeaning that the
conmponents (a) and (b) may be adm nistered at one tine
poi nt sinultaneously, followed by adm nistration of

nly one conmponent with |ower host toxicity eith
the effecky Ghepiad Wil Begnakpsan iR ot QFEERENEonaRFing to

compoﬁi&ﬁ' BOni@lwd of AloRe aﬁﬂﬁ@%p@@!@égeﬁlﬁ@otﬁémgﬁ af 'Hpbbhllbﬂ&@ The

er conponent or mbi nati on of both conp

persongkilad iy PPIPeTeBh ot ISR RIARIEC D oleaS EXIRHH 13 Ggacl 1o prove the

therap&??‘%&@tn’g?@ taFuﬂe %@lltléf%@l eff&ls ﬁé’%mft)@forélan@ ﬁéﬂeﬂ%'fteﬁlﬂ%hﬂidﬁé@r The

pharmmﬁgméﬁ@tylty ga WQIMﬁ@N@%HEdHVENT{Q'& mqyn&?f £X3@Ple be

demonBrA84%fa @ml&ﬁlst&@@\’d §te@9pr@géﬂdﬂé 2t @EdHiial8SRribed hereinafter.
conponents, a pharnaceutical conposition ‘conprising
these two conmponents for sinultaneous, separate or

gi%ﬁéiﬁetchﬁl:alléﬁﬁileééﬁ 168 Bxhple s e sl Héﬁ#%oﬁ‘fﬂied dBse

agrogre33|on or the treatnent of
escalawtu¢|@$ hage Ihingeiierts yithpgranagsd selc ivners- Lﬁl&ho?ﬁudaes prove (A)

safety Q%I g)fri&@kmmf RALAL Pyrdfentd BEHRE CBVIBAFERONS @F THE

roduct conprising such a conbi nation of

lNVENEWOM@e{@)aI effegtsan proh{pqatlg,g disgasasqiradegieterafingshdjrectly
ovous3RiEry 5 4518 KRB PRI et ith o o
such ta @ person sbifled indbe agnBerd s’mdws:,arﬁhmcpﬁrttcnkaé stliigble togtospare the
effectstop% ?rlﬂtn %ﬁ%’r% tﬂ@r@%&ﬁéhgﬁ rg} twd &r rR&8 Jﬁﬁnéﬁ@é@ﬂc BYents other than

test no particul ar 'those™test
an epothilde¢ @Oﬁmemﬁéﬁ VREsue |arCOMB!j\lATl@N QE THRIMYESTION Riefgrably,

the conﬁ@loﬁ% Qg} (19;_ 51 iR Wi £xR8\HokS ahd dB%é %f the combination

progressi on or treatnent

paﬁnerﬁbbblefsealaﬁed \wetlldh@ Magieuoo heleratad Desage Oéﬁ%@né)lr@wg@ Fagigen is
r
reache! 5@10& ng ﬁeg%ﬁ%ﬁn % ﬁﬁeﬁ’@f%lﬁ@étﬁd)@ eaEH:ﬁQhé}ﬁ“i'é&Wes daily
doses afrthe nempinaMn pame(ﬁ )sAlteradively Faplacgboegppirpiiado deyble fing study
can be%%é& ﬁ!‘ brd t %{/le tHe E)Fr?etﬂpse(%fttﬁ@gﬁﬁ\ﬂéﬁkﬂ(ﬁ\l of 'LHE APABNRON
evan rove
mentlohhda hamutonce thediaety obihe treatindrd n@‘nrneh(al) has besyt established.
her ei nbefore and he_rel nafter nentioned. The
ﬁh\/é@%gﬁ@ ?WHE’II\I\)%WIO@J ccé%d\{%réﬁ“egzn ddthRbination with
nay, or exanpl e denpnstrated in a
other teghtméngs e. stamjgycainnterrveathnebypqym@a@a@ﬁdloagr%%@@ﬁtth%rppr
descri bed hereinafter. Suitable clinical studies are,

for exanple, open |abel non-random zed, dose
Preferred Embodiments of the Invention:

In the following preferred embodiments of the invention, more general terms can be replaced
independently or totally by the more specific definitions given above, thus leading to still

more preferred embodiments of the invention.

A COMBINATION OF THE INVENTION which comprises (a) Epothilone A or B or a
pharmaceutically acceptable salt thereof, and (b) at least two further antineoplastic agents,
independently in free form or as pharmaceutically acceptable salts, preferably as defined

above, is preferred.
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escal ation studies (Phase 1) in patients with advanced
solid tunors. Such studies prove (A) safety and (B)

wo b@e®yises gi sm of the active ingredients of theBCT/EP2005/008076
COVBI NATI ONS OF THE I NVENTI ON. The beneficial effects
on proliferative diseases can be determned directly
through the results of these studies or by changes in
the study design which are known as such to a person
skilled in the art. Such studies are, in particular,
Mrd pREGTdPis %Q%MBWAN@W@T:QH@WEWTIWWM@/ (ap Ep@thllone
therapy using only two or nore antlnecé? iC ageg g

erably two,

Aor B,er ﬁé%haffﬁ%ﬁ?uﬂ?ﬁ'@ﬁ&t:?ﬁt??}ﬁ Salt terenrrnst () Fesu®
further mom&@béﬂfs E_é‘ﬂgctb%h{r l@'xsoﬂeﬁs@rlaﬁhmori h@pmsomerase I

onmbi nation partner (a) is adm nistered

inhibitogs ihea AUCTER IRV AOPHE. AleRING A0PEH %F‘PHQPSQ%‘i”fH”%etabOI'teS
platin c%ﬁfb@hﬁdse dngiBbtatic ‘étléﬁ)l&éabidlB&EaTFHsﬁbﬁeerﬂo@ﬂéﬁgﬁloﬁéclbﬁbﬂ

inationh regi nen_is reached, or vice ver
antlbo%%pmte@@mm@gnt%nEGBR iniitoss. IRHFOVRIHL wtﬁré%qiémemozolom'de

and heﬁﬁ%{h‘{/ﬁﬁe% ihy, vﬂﬁ&?&e%dép'éﬁdé‘rﬁl?@f Ba¢H SRePRTREb @) as

ternatively, ? acebo-control |l ed, double blind
phafmwuﬂ%"téﬁcwmgé@‘ﬁ n order to prove the benefits of
t he COVBI NATI ON OF THE | NVENTI ON nenti oned herei n,

once the safety of th h b
S5 more prrearocnb e cohmm PR OB A BRETTERK trRisrodPto
EpothilBfe BRJ‘P'a' ;ﬂérr’né‘c&fﬂﬂ&ly%bbﬁl@bl@ﬂsblﬂ tHr &) ald @ WWERIrBier éntiheoplastic

surgical intervention, rtherm a and/ or .irradiation
agents S EPigg oTPIEP ISP MEEP BRI SPLAOTEoHESS (T oG OUEh

microtbfe dcald %\érﬂg AR PARIGrREnRIARHeBRb R Atinidigbdlitase plation,

nore general terns can be repl aced, i ndepend ntl
compov@fiSapngwﬁ?ﬂq $ierqigs blolqgicd quegfai@r '?“Hﬁ"f"?réng‘oﬂ?g%'??' éBBQPé*‘eS

proteaédﬁ#bslnh@ﬁgﬂsnEGFR inhibitdrs BlGVEAE itENQkire i adidEnide 0t
he invention. A COVBI NATI ON OF THE | NVENTI ON whi ch

hexylm@tkwbme?@@nfe Whigharerndeneadantlyof gagh othenArasdeRT T 83 | v

pharm&et8edigbkeeiabit shiper eof , and (b) at [east two further
anti neopl asti c agents, independently in free form or

as pharmaceutically acceptable salts, preferably as
defst pegerablg\iss inventphatrtgsdd ammsm/eﬂar\r ©H THE INVENTION

. I NATI ON OF THE NVENTO\Ico ot
ComprSR (A PUIORS i aF FracRTRA-EL o bl relt Baree cind @Be two
further%ﬁﬁhe(dp)aslw\@g@ftstdﬁp@aallwgfé@écﬁﬂgcbr? Vivavistirie) Miriteastine, Vinorelbine,

ant i neopl asti c ents_sel e rom t apoi
Topotegh BAQIBr, CroRsOHGBRer BBe 4 DM Bt dEan JgptiRche,
Cyclopﬁbfﬂ?@hﬁkﬁ%"(ﬁ?@&muﬁﬁ %@ﬂikl)éilln okylain] ngo@gﬁth%ucovonn Radiation,

anti neopl a t t
Prednisone, InterP ekn% {n(t:er?er}orll?tr%m%s{me %FU/LV Dacarbazine, bortezomib,
bevacizumab, cetuximab, erlotinib, gefitinib, temozolomide and hexylmethyl-melamine,
Gemcitabine, or Procarbazine, which are independently of each other in free form or as

pharmaceutically acceptable salts.

In a further embodiment of the present invention the combination is such that
administration of component (a) is started before administration of component (b), especially
2 to 48 hours before.

Another preferred embodiment comprises Epothione A or B; a second microtubule
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pl atin conpounds, angiostatic steroids, biological
response nodifiers, nonoclonal antibodies, proteasone

w0 ndvcloit58s s, EGFR i nhi bitors, |eucovorin, intepdEERI005/008076
t enozol om de and hexyl net hyl - mel am ne, which are
i ndependent|ly of each other in free formor as

pha; maceut i cal | y accept abl e salts. Sti [ rmre
preferred is a E |
agent q.g) Vingsisting piofieergibgie; an%ﬂg\' F IeRASHE PRISHP ’L\rg'i:“ ” SEC:IaIn?

antnmefd%l't%@falkﬁé’tﬁng@Q)anis%oﬁbkﬂ@l’ftﬂf énﬁdﬂdﬁd@&ﬁ@ ;ﬁéﬁnu@n ﬁ@ﬁpdilihd In this
sel ected from t opol soner ase

in
embodjragiithesthisd 2g8n qan.q?mraﬁr%%ne SerREP Sy BB cizpiatigwn or
gemcitd@geL s, al kylating agents, antineoplastic
antinmetabolites, platin conpounds, angiostatic
st eroi ds, blologlcal response nodifiers, nonoclonal

@’G‘Fo'tl@@h%dmﬁr@%&ﬂﬁ% Edﬂiﬂ'\l&\éﬂbﬁB E%ﬁnummohiﬁoghé,,and a third

| eucovorin, interl eukin, tenopzol om de

agent qﬁé&;@qz%@rﬁ)ﬁnilwpgﬁﬁhﬁ @ntl%iiagﬂht%sr éoqqlﬁ%ﬁéﬁ%eelfl]mf’&})ﬁ&fs Y fafiation.

In this extn'asa.rﬁeﬂt {h%%tfnemdmpoaﬁd RBALEREBIIhGR! balipeaspE adrbeplatinum.
Most preferably the invention re|late

In this Mrwt thre terd A998t PAVERGPOR! LR CRREGHGLINS) 5@&8%9@%8'08“ or
etopos%e or a pharmaceutically acceptable salt thereof, and
(b) one two further antineoplastic agents, especially
sel ected from Vincristine, Vinblastine, Vinorel bine,
TORM S CRbodinidri bRpAEs ERAAGHd Ak BSa t&édwmrgge I} PPditor; and a
doxi rubi can, M toxantrone, Cyclop hos
third aggrg ﬁﬁl@@ﬁeﬁlﬁmﬂ aniingeplpaliG antln@k%hth&ﬁa@'matmgeﬁ*%@b% N angiostatic
sterOIdLm%vé?ﬁﬁcf&lmgﬂ%@fdp@%omefégm iARIBRor daRttRr dox8kibibin or
terferon, Estranustine, 5FU LV, Dacarbazine,
mntoxabtﬁemeazaomﬂnﬁ thisd paientAgves, CyelepnsPhamides PEIEEPY. [§Stramustine or
predni o tinib, tenpzolonm de and hexyl met hyl - mel am ne,
nti tabi ne, or Procarbazine, which are independently
of each other in free formor as pharmaceutically

af %ﬁgbf{ﬂleﬁ)réc@d r@ rFalrierpﬁsﬁ% LBBiIng B@Q#é?&%b@élmteh% of the

pres vent ination 1s such that
inventiaorthosesCOMBINATIEING BfpOee IVVENMTIONsaretrapst drefpaedaere the active

compoﬁqgé Ué%)te F%BHBB At ( ﬁ x r nERY (b) E%ﬁh@éﬂeﬁ ifddp@ndehtly or in

ore ererre errbo I ment conpri ses
the for@pafterhicaf@ars.in bsth cesse @mi a1 ResnaeHtisalguaparations that are

alread¥ %rgo r}]é}@,agsp {gyéjl bi ne; and a third agent sel ected

' neo I'c antinetabolites, alkylating
agents, nonocl onal antibodies or a pI ati num conpound.

Pharma@edt’%‘aF’Preparatlons and Methods
The pharmaceutical preparations comprising component (a) and/or component (b), in

the case of component (b) a fixed combination of the antineoplastic agents comprised
therein or independent formulations for one or more of these antineoplastic agents for
combined use, can be standard preparations of these components as already known in the
art.

The pharmaceutical compositions comprise from about 0.00002 to about 95%,
especially (e.g. in the case of infusion dilutions that are ready for use) of 0.0001 to 0.02%, or
(for example in case of injection or infusion concentrates or especially parenteral

formulations) from about 0.1% to about 95%, preferably from about 1% to about 90%, active
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enbodi nent the third agent can be procarbazi ne,
herceptin, estranustine, cisplatinumor gentitabine.
waéawbloerssEnbodi nent conpri ses Epot hi one A or BPCHEP2005/008076
pl ati num conpound; and a third agent selected from
anti neopl astic anti netabolites, topoisonerase ||
[ Inhi bitors or radiation. In this enbodi nent the
ati num conpound can be cispl ati oxal j.pl atin or
ingrodi Rt BIBReY NG oA e enE A Hsb A TR Ens e the

mventld?\emG? BB foﬁ@kaﬂﬁple GARAR Wbsdbionn, stthWslilYthedxh bilampames vials,
EOSI Anot her errbodl ment conprises Epothione A or
drageeg taglefsy} H‘%WMCPPS‘I%l bitor; and a third agent
sel ect ed from anti neopl astic ant i met abol i tes,
al kyl at | ng agents or an angiQstatic steroi

Tihp Sl HbiRIoBHGS PRREN Sb e CRURTTAton pRTB e G e °

COMBAAONDE THEONVENTISR MhdyonRy désshdindeort ﬂhbrp@rt%gfélﬂbomﬁﬁund or
be cycl ophospham de, herceptin, estramystin

pharmetqeélggﬁl semeosifion gﬁgloqu tt'?F’emBij%Efe%q"ﬂ'Q'SHQV% rtI}J‘e-p?%ndl’uon being

t tddfh%csre'vg Bf B eJoﬂB?’t@ﬁ'b@i adbRNTBuDthd dRabB Y&inERh
reate oseCOt?/B e l H‘% | NVENTI ON area?ms}ﬁﬁprefe

COMBOTON e THE YT da Helesind Bebacs oo b vl & rsiors

includi QS@’(@tof @Q%Irﬁ’srtl%tl&‘i’éw{r%tr@ﬁial'a'hﬁ@iéﬁ@ﬁ’@fﬂhbﬂbn%f theﬂpétl@ht A
ormof a kit of parts, in both cases based

physncxph,anhﬁﬁ@@mr|V@tﬂrm9rri@b%fr0&@'n@mrsskﬂ'H?aﬂ regcly dptesaing a(ﬂéi Ryescribe the
eﬁectl\féoéﬁ'i%n@ b@!hla@qg‘?é’ é’cﬁlvé R Fedithia Fé@ﬁ@&'{d Srevell 8RAftEHdr@RSst the

hods armaceuti cal preparations conprising

progregsoefte epnditian O@ﬁ@/abwre@lémdmawevamg concgniygtionf dhe agtive
lngredlgﬁtgw\ﬁt'ﬂ e tMgeAnki yi8ss Qfﬂ&gﬁy%mogf‘to?fcnt& Rfuires a regimen based on

ti neop astlc agents conprised therein or independent

the klnefmsmjltfa:t agivs ifgsediegne aypilabditetodpraehaiias. ant i neopl asti c
agents for conbi ned use, can be standard preparations

of these conponents as already known in the art. The

ghermpigesuhule agtive @g@r@jgarpﬁ@rmeré@tﬁgr) eatingapiasiia Beets formlng part of
compoRen?thI onrfdgb?gr%q{an%ﬁo ctﬁéﬁﬁﬁb@ibht‘é” ﬁﬁh@ follbﬂnntgm%ﬁﬁﬁ§ﬁ off

utions t at are ready for use) of 0.0001
pharmaceufca Pygpasationsispmensifigse i n case of i nj ection or
i nfusi on concentrates or especially parenteral

The pharmaceutical compositions of the present invention are prepared in a manner
known per se, for example by means of conventional dissolving, lyophilizing, mixing,
granulating or confectioning processes and combination with appropriate carrier materials.

Solutions of the active ingredient, and also suspensions, and especially isotonic
aqueous solutions or suspensions, are useful for parenteral administration of the active
ingredient, it being possible, for example in the case of lyophilized compositions that
comprise the active ingredient alone or together with a pharmaceutically acceptable carrier,
for example mannitol, for such solutions or suspensions to be produced prior to use. The
pharmaceutical compositions may be sterilized and/or may comprise excipients, for example
preservatives, stabilizers, wetting and/or emulsifying agents, solubilizers, salts for regulating
the osmotic pressure and/or buffers, and are prepared in a manner known per se, for
example by means of conventional dissolving or lyophilizing processes. The solutions or

suspensions may comprise viscosity-increasing substances, such as sodium
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formul ations) fromabout 0.1 %to about 95%
preferably from about 1% to about 90%
wa@ewcweissyr edi ent (wei ght by wei ght, in each cBSEEP2005/008076
Phar maceuti cal conpositions according to the invention
may be, for exanple, in unit dose form such as in the
form of arrpoul es, vials, dragees, tablets, infusion
carbox@rg%gylor 5%{ Es))%él' ﬁg%{;@%tgl 5 dosa i E& Y quﬁtgeFatm

Suspen-EkEls inNYEREMERS ey the il omB Bies ftﬁlﬂveyététﬂkg spathetic ot semi-synthetic
npound or  pharmaceutical conposition enployed, the

oils Cuﬁﬁ‘ifﬂ%rycf?r IISAYION RYTPSR&Son, the condition being treated,
the severity of the conditi on being treated. Thus, the
dosage regi nen .t he COVB|] NATI ON OF THE | NVENTI ON
JBP EYedignioh e eRINRASTANG ArePreRRiEES) oUFloMaR BRI under

sterile édh@lt‘éﬂé NHe tARePPlied Mo RAMdtusIngakée @émpéﬁﬂtldrlé&ntb@ﬂﬁioules or
and hepatic fuynction of the patient. A physician,

vials and segfieg Hie QR i nari an of ordinary skill can
readily determ ne and prescribe the effective anount
of the single active ingredients required.t revent,
Apiten splition Beeferably bR e SPmERE sexamelly (i same dsmotic

pressufad BBy e Wcéd)r@frhgIyntr’écdqhééfumwlgﬁp@@fe?@dly @dSht@if'ls RAfsotonic
active'ingredients within the range that

|
agent vgfi¢h %%t!}eﬁffﬁﬁfothertq?ﬁne .ﬂtewsfn?ﬁ'&mr%%suae 9@5? ﬁ%%@%ﬁm@ﬁhe
same or BSsdfitiBM} iheSaffe ddWodpelidve i ngredients’ availability
to target sites. .The m crotubule active agent and
nts form

furth th nt t foo
ISR SOSTR T SARCH B AR BT TRES o ghe B tefgamannil,

dextros}engmB@sé‘ Ad souine cld@ﬁdienmhb Mifuslbn ﬂi‘ﬂﬁhﬂlméﬁ bﬁdycbﬁli diluted with the
prepar ations/ conpositions: The ceuti

aqueoUsFReHLM: | Bﬁémefmftqf@qa?%éﬂ%d'wn\?@m ?y aéreedlﬁﬁeab'arfséas‘%

accordig '"t@ﬂféedes'ﬁﬁ@\éﬁndé‘hfraﬁ&) offefi veem%f&iefht Pyvthea®Rdisiow§olution.
conventional dissolving, |yophilizing, m xing,

granul ating or confectioning processes and combi nation

Wit dloRBRLSTHS AR cERiR loﬂfer gﬁélﬁéh@c&mnﬁmw&mﬁlﬁ%dﬁn fbiMgulations
active | n&r edi ent, and al so suspensj ons,

to be adwinisiered|iNtravepesiy- EXgigicatsactiuds a'?tioeflﬁ’ént?r 'félﬂ%%?f&vt&ﬁ@ may be
preparéd By Hv%&fd%n 5@ o@éro?{?lta%f%e ﬁﬂrﬂhléhéﬁ (vith R adtfeoli fhedifiink \éeg a

Ingredient, it being possible, for ex anple in the ca
5% W/Vcﬁ|U¢%§6|§ﬁMth'2 EHVED ﬁb%%aie@ﬁatbh@ 9Pirsaciup fpleride selHEPHBE iable
containeP ¥.§ Hr8RfusRh 338 o?boﬁl@gﬁ{é"iﬁfusi@htsﬂlﬁoﬁ NeHCEEGRHd %%réﬂérably

acceptable carrier, for exanple nannltol for such

used lr@ae@@iebfr@r withirs 8 spyerh e REbeIRg KsmeroRig Ny Pingrrs: Gopteiners for
holdlng th@ )fﬁﬁ@éﬁ@@lﬁﬁgris%‘é y BOBRRSH ﬁ‘rbﬁ%y’%\ﬁv@rﬁnoﬂb%drﬁéxﬁ&@vhlch is

may conprise excipients, for exanple
nonreactlve with the infusion solution. Glass containers made from those glass types
aforementioned are suitable although it may be preferred to use plastics containers, e.g.

plastics infusion bags.

Pharmaceutical compositions for parenteral, e.g. oral administration, can be obtained
by combining the active ingredient with solid carriers, if desired granulating a resulting
mixture, and processing the mixture, if desired or necessary, after the addition of appropriate

excipients, into tablets, dragée cores or capsules, or be filled into a powder inhalator for
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preservatives, stabilizers, wetting and/or enul sifying
agents, solubilizers, salts for regulating the osnotic
w@e@s®uses and/ or buffers, and are prepared i n BCTYEPI085/008076
known per se, for exanple by neans of conventi onal
di ssol ving or |yophilizing processes. The solutions or
suspensi ons may conprise viscosity-increasing
substances, such as sodi uncar boxynet hyl cel | ul ose,
adminigiatipn Ry maiﬁi'pﬁellt isialessrossHpsdoF Higm wdwewmfyw@m ipiq Riptiies
carrierOthafflod thB acRHSIRERAIARS o IdifURE lor 66 FREASER iR tnddaBredl dmounts.
component the vegetable, synthetic or sem -synthetic
oils customary for injection purposes. The injection
Qithilb Uén‘r%l% &%@Bé&léllyqnérsaélﬁzhoése&@é%d fdrix&mpleOBBbYe,
manner er sterile conditions; the same applles al so
saccharese;, meppithl oF Aefbitvlecallslose sraparions.rans/anealsinne Bhesphates) for
exampl%rlﬁc]; 'dﬂ@ néjﬁb@e SPEEIQHMEHy%rogéﬂ phogiatdBng %ﬁéé)ttilr%érs such as
era Iy have the same or essentially the sane
starchagsfmex@ﬂpeeosp@u médegl rl@@aypq’tlai@.sﬂarcmde%thmlpﬂbal%e pyriroxypropyl
methyl?ﬂﬂ%ﬁé’sso@ﬁ% Hﬁ?b?{;ﬁﬁ&ﬁﬁ?él%lo%@ RIS ARy RIEBIdhea8RDér, if

'has the effect of rendering thHe osnotic pressure
desiredy disirtiegratef i suienas Bleuabiogermeandorethaiakshes siengarapyyneting starch,
d I
crossli G%o@%nn?@%?@dggg ﬁﬂlﬁ&%#fﬁiﬁ%ltgp%gp%u&?ﬁ%gﬁ?|§r?| MAHRE,
Addltloddmplowts @bmpscealtyrf@wswmﬁﬂ@hIa@fiulld@carrhefor ﬁxaﬂaplé ilicic acid,
talc, st%%fc'g'&oa&] st%rl e&eswhléétrfgéj%%ﬁjhw NEIGH %‘Réé?sg
ous m en'p oyed as uent S
polyethylws@ycaboodehlwaagvea)thetﬁ@f desired concentration of
active ingredient in the infusion solution. Infusion
sol utions may contain other excipients comonly
daplebyerds ican be pravidedi vthssuitablbeoptiontiv entesice goatings through the

use of, II%F AL Qgﬁkseln%?te@%%bgﬂ ﬁq{‘g@né ﬂ/ﬁlcg‘?@aaﬁgﬁrﬁ&?%'e%m grabic, talc,

on solu m xi"ng an
polyvmalwpmulkbne,r polyeilhyl@fe glv@l faod/nuﬂltamuwrdw@m or keatinguasiiions in
st TSR & UM Ml 05 5o U P of B contoe
solutlom)uftmtalele ce@lgse rrapénafiens, suchtrspastyld¢aliuiose phihatate or
e
hydrox&;ﬂ'wé@f’n%&gfc%lﬂMgéﬁphtnglgﬁe D&ﬁg éﬁts é%{)tgél %Méﬁ tU%ﬁéjtablets or
tablet cmagngsmfdrmxanﬁldfoundsntlfmmrawwmfsasm rto hﬂdlcater@fferﬁét doses of active
infusion solutions may be chosen from any conventi onal
thtal ner which is nonreactive with the infusion
solution. dass containers made fromthose gl ass types

?ﬁ%lﬁ%eé@cﬁg:%ﬁg%&g?isufﬂ §%Il %%rﬁb’u Zﬁﬂ%@(ﬁ@al% }r{%ebr%rd capsules

consisting of gelatin, and also soft, sealed capsules consisting of gelatln and a plasticizer,

lngredl

such as glycerol or sorbitol. The hard capsules may contain the active ingredient in the form
of granules, for example in admixture with fillers, such as corn starch, binders, and/or
glidants, such as talc or magnesium stearate, and optionally stabilizers. In soft capsules, the
active ingredient is preferably dissolved or suspended in suitable liquid excipients, such as
fatty oils, paraffin oil or liquid polyethylene glycols or fatty acid esters of ethylene or
propylene glycol, to which stabilizers and detergents, for example of the polyoxyethylene

sorbitan fatty acid ester type, may also be added.
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pl astics infusion bags. Pharmaceutical conpositions

for parenteral, e.g. oral adm nistration, can be
w@bdaoaionses by conbi ni ng the active ingredi ent W¢ThEBmO$/a08076

carriers, if desired granulating a resulting m xture,

and processing the mxture, if desired or necessary,

after the addition of appropriate exci p| ents, into

tabl ets, dragee cores or capsul e f|IJe

L5 {Racios G Ba o 1ons il Ane: e Aol PiisT BOIVB RMIPHENBne Tgd

combldaﬁoﬁbﬁlﬁroﬂﬁ?%ré le8mb6rierithfwotor Pfork MoRbBAdEHt @shmiutdtions (e. g ina
astics carriers that allow the actjve ent s

kit of p%ﬁ)fqr%’ée%fedo%ﬁ descabadaPqve. aehe efhed aa%uﬂ@?g'eé FEHFR i

standaﬁﬁbfmﬁéﬁor%rtﬁat%?@ ﬁ'?drl@sltéd’ amd kidWrto thé'pérsas oSQKJI&TnShe BASand the
exan}) | act ose, saccharose, mannitol or sorbitol,

compourd piihe peeserkipyention gAd ank pHlles FeRpeFREWIRRIBIRLIuYStefest at an
mtervaletﬁéfm oﬁltstf&I &J’%hﬂ; ' ééﬁb&@lﬂ/sﬁbéﬂaﬁel O&ddIngl Mr@%ﬁﬂ%@@herglstlc effect

spha bi'nders, such as starches, fo
in the t@agmgmt@f @d}r@ilfer@h\@a@seqsiecgsgﬁmagbp &Pl gxmﬂr(gepﬁpemally as defined

above)”Et hyl cel I ul ose, hydroxypropyl methylcellul ose, sodium
carboxynethylcellulose and/ or ponV|nyIpyrroI|done,

and/or, if desired, disjnte t.or th :
J@s\ﬂ@%ﬂi%ﬁ@@%%%%%? be:gtuebied with ﬁ%ﬂ tm@??&lﬂae%
adreno?é&?&ir'a%ﬁgt 46! %Né)f%;ﬂé’ thedd wheden st@h@érﬂltféa&ﬁelﬂ kpbwaA in the art,
t hereof, such as sod|¢1m alg Hate Addi I: tﬁ&ﬁ&
e.g. asgleseiihediip & 4r Skeal fdandkpek ok Gangek GRamPinsrYs FRFdition,
anp.ndoﬂminréﬁ&t&wnmg i&m‘@a@lbﬁla%t |al Cigp9aet, dwnéwbﬁthes.stya@argr@n
acid or salts thereof as_nagnesi ym or cal ci um

somewdiaklggt éos%nﬁﬂo?et]%?@/étaﬁwi@n/e ofjihgdose WinowHoMPRgtioRs

respec’él\%ﬁ -804 doskARle8En Qé’éeeéeﬁéﬁﬂlng%nﬂlﬁ@yﬂaﬁi%da%! tsBx Swéigistedr@, other
tional Ty enteri coatings throu e use o |Bter

Felevarélpr%PveLféﬁ*ﬁ patiestl Togy &8N b faisRs sapeee MeSSREGIRPY PeiRg used
in kno&reﬁ rn%%&’tlcat &rposiiBhy, Vdr@ﬂéHE\é}f EPhBIRANSs a R meFhéihg?ne

and/or titaniumd or . coating sol ut]j
pharmawugmluoaqnaéat@ng sheachsative AeraP@ndssit oERATtsh i figad C%Pbmatlon
for the preparation of enteric coatings, solutions of

Yt EB i fi8d for hR%&Erdd ®IRAHES hieNEpreSedtBd &fthe following:
acetyl cell ul ose phthal ate or

hydr oxypr opyl nmet hyl cel | ul ose pht hal ate. Dyes or
¥ SRR S- m@dﬁeﬁ%nﬂ%@a h@mbhethé @bb&jesof@f con@dthugtl of formula lis

coatings, for exanp dentification po
preferaiy il Ginge OliebaLa Dk (o dGs e BAOL DI S0, figh £ B2 Shoe
weeklyl?elaﬁf»‘m%%’ﬁr' £3! theTRekd, ifeRwel oy o da@@fﬁfﬂ]h g @dse®n an adult
al'so include hard capsul es consi sting of gelatin, and

patiental so soft, seal ed capsul es consisting of gelatin and a
pl asti ci zer,

Epothilone B is preferably administered in a dose which is calculated according to the

formula (1)
single dose (mg/m2) = (0.1 toy) x N (1)
wherein N is the number of weeks between treatments and y is 6, wherein epothilone B is

administered in more than one treatment cycle after an interval of one week to six weeks

after the preceding treatment.
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such as glycerol or sorbitol. The hard capsul es may
contain the active ingredient in the formof granules,

wo eooeex@EsPl e in adm xture with fillers, such aBCT/BPI005/008076
starch, binders, and/or glidants, such as talc or
magnesi um stearate, and optionally stabilizers. In
soft capsules, the active ingredient is preferably

di ssol ved or suspended in suitable |iquid excipients
dnene peeferggd gmlaq(f igentof the inventign erpthilong & ig administered weekly in

a dose @I%tY§béM'<a§H %b&JtX)CP{o% %/rﬁ@tdré’fe?éﬂlﬁbéiﬁ/b@rﬁ 8. 1CHnd93 MyIe2R.g. 2.5
propyl ene gly which stabilizers and

or 3.0 i, faribree wegks @i%%rrﬁﬂ Btepya PheNSGI PGl §pRasally an interval of

one weeR[ &itdr @ik B@Eédﬁ n%ﬁé&infé‘ﬁt% ahtRSs eriBOLIRE/DT B AtERRnIsBid
the case inations with one or nore other active

epothilongy® éﬁjpf@fﬁr@bly admim@é%ree rBihHEEN Syerr 18 in4dtaypit @ dose that is
betweeg.;,cgmgp@fgta%dqrz rhyym2or nore independent fornulations
(e in a kit of part) are prepared as descri bed
above or the other active ingredients are used in
Agans tJd&fs‘Eﬁ\’He‘?ééeqri‘l%llSlf@é t@fﬁcﬁeéﬁ{ rh§§ 8@' a@rﬂﬁnéfé}%w?o E‘Puuman in
the person of skil art, t he conpound o
a dosage Eangeaapring frer @hpwtohmaﬁmgmyabtlﬁmtemy he adm@mter@d toa
humandt & d%gé'@é"ia%bg Qs@ln@tfr&\?abéﬂt%@f@%@ Him&dyows for a
joint, 'espeCiall'y”a parallel, additional or preferably
synergl stic effect in the treatnment of a proliferative

il'?ﬁﬁs’i cﬁ%@%oveﬁe?éééﬁl ﬁ\hﬁ%r‘sddcbéé%lmﬁ ﬁ?a?reﬁ‘e' AnhidisfPed to a human

doses of chenoth eutics to be
ina domﬂﬁan@@lvams f@m eyt 46 to HEPO ﬂ‘@t’fa2®)'adige opeéepdn2day, e.g. as

single @&%néﬁf'ub%ﬁma&%'é a%ﬁﬁ'rﬂ&le?ed th I&Qﬁfgnéhc‘lﬁ% ddescéé Eefﬁg@r\/grylng from

about 1Gie00 regintiday idambl@aﬁwmemﬁﬁéecbw hyman iy adpsege fange
{
vanying (i oBER 0. U 6 RETT Ao S R Telod B Sh
mltoxardsy@gnaxebg adpiisierel tea hHmapn gdosageenge saryiRgtiippuabout 2.5 to
[ se in each case
25 mg/@ﬁ%‘%} %ﬁ]a@g#rﬁ e st g?ﬁﬁﬁ@’g&%@@gg wei ght and ot her
rel evant properties of the patient. They can be
NHbBYRE Gk rhigloYed £PAFHA) I @(%'bgg rafvfe \(a'rﬂn ﬂembout
har maceut 1'cal conpositions, prefer
1510 10 mglkesdpy.i \Gncrigtiphsuliatecmay be azﬂnml@tpmdalar@ﬁ@ratby tOe«'abman in a
dosageal%hgé’ @W%ﬂgb&hg g%ft ?S]Erg%/k%%B%i)/e Q/ﬁfghf(‘ég ek Vmorelblne may
be admimpleeskintaduinian mtaeidsegé cwigeyaning fréra ahauim()db@@degym day
TamoxféH g ria P s 1 RA%EN H o BoCRRHOHEE v Gling Holf Lt 10
to 40 npydgye Paditgxed maytbe deitinisteqpd t@.aEhunmgi infa dosege range varying from

about 50 to 300 mg/m?day. Etoposide phosphate may be administered to a human in a

dosage range varying from about 25 to 115 mg/m’day, e.g. 56.8 or 113.6 mg/m’day.
Docetaxel may be administered to a human in a dosage range varying from about 25 to 100
mg/m?day. Cyclophosphamide may be administered to a human in a dosage range varying
from about 50 to 1500 mg/m?day. 5-Fluorouracil may be administered to a humanin a
dosage range varying from about 50 to 1000 mg/m?day, e.g. 500 mg/m?day. Capecitabine
may be administered to a human in a dosage range varying from about 10 to 1000
mg/m?day. Gemcitabine hydrochloride (not highly recommended as secondary malignancies
may occur) may be administered to a human in a dosage range varying from about 1000
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weekly for two to four, e.g. three, weeks, followed by

6 to 8 days off in the case of an adult patient.
wEpwbioidsehe B is preferably adm nistered i n a BOBEP2005/008076

which is cal culated according to the forrmula (I11)

single dose (nmg/n2) = (0.1 toy) x N(lIIl) wherein N

is the nunber of weeks between treatnents and y is 6,

mawecly GaoBIE Syl b AvBisi T for Bliga TEs cbimeBTate 18Taf

about 20@%30@#@&1‘12 st pr@9 eslirvgeks. E(akpitaflliﬁ miap berzenmistbeadrtec human
Lone

it A M ENE S  ———
may beGdhihiStefed®/aMuman iﬁfae(ﬂcﬁ;bby ré?@fe\l\@ﬁnn@frﬁmwwu%m@/ 8®mg/m?

every g T U P A b BN e p BTy 2P R FDRP Varyng
from apdlit PaL4 wRek? wadK. Qéuéd%mﬁ)hﬁyft@ artgmhus@aédr@m hurhan arotdesge

nbodj h
range VPRI ABIRpORaP i 50 BEER 9o SRkar Paouy el £V 35 niargitenty
each wéék Prélansonchady bs a@ﬁmvmad e utjm@nih addsdge mpderarying from
t he t opoi soner.as hi bi t

about 1P GHEDRY PoR R R B e JTI Rl g F b2

dosage&hﬁ’g’é varyihg florBIbdR d®yto 10rrhilieh €oB gIV@M sbscméim@dmsm lafrevbnously
human in a dosa var rom

(bolus agsbcq&»awma@/er SGPDR VRGO Sam TR R b PB’F@” na

dosaged@?@é’ véwmg froffRbdie Bslrg & hiliet Bditd ,Qn%lglbe!rmﬁé\/dr:ﬁl ’uéhsé@&ﬁ@@(
ran var % from about 10, to

10
given sghc lgztiamustige may be %?Q“'B'St%%‘bto %ﬁﬁwﬁm ﬂ%@&ﬁ "gege
varylng%d% Bbéﬂtel'O@% B@O ﬁlgl’lﬁ?@%h Sev@rdl GRREEWEE) @We\h’cﬁréﬂlyﬂ Brdcatbazine
about 10 to 0 ng/ n2day; |darub|C|nma

may beafimipisered t@oa hman I AEORAOR ranggoEhyag Frawgaéwmton?goor PG REr
day glvérl? B4y ! O\/é:lcédé w8y BBARHRterel 18 a BN/ iNBARYag8IFINGE vaiyirg&rom

toxantrone may be adm ni stered to a human
about%?/o# am{@? PRRERES: YNy INTgVenyslaliier awesk o 25
ng/ n2day, e.g. 10-14 ng/ nRday during 5 to 8 days .
Vi nbl asti ne d)f/(lbbe admnistered to a human in a

campenerisy@rapd (phrarabpprerared acsoriingg /“F\%G‘?HP that are ?mm%n in the

ar, e. gvéxé"ﬁééc%é@ﬁ\ Mgf%@re?@é!n&% q%@f@dme‘iélﬁréﬁb/&&h@ﬁér@h@?ﬂrﬂermally
human i n"a dosage range var;&pggrher om about

025
availabieo The wshgveﬁfyrqmwm@at@ﬁtpa Anerak P%f\tﬂrr%cme prepared
and administered as described in WO 99/43320.

Examples:
The following Examples serve to illustrate the invention without limiting the scope thereof:
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be adm nistered to a human in a dosage range varying
fromabout 10 to 50 ng/ nRday. Tanoxifen citrate may be
wadivsoissered to a human in a dosage range varBCTEPIN®HmMS076
about 10 to 40 ng/day. Paclitaxel nmay be adm ni stered
to a human in a dosage range varying from about 50 to
300 ng/ nRday. Etoposi de phosphate nay be adm ni stered
to a human in a dosage range varying from about 25 to
115 ng/ nRday, e.g. 56.8 or 113.6 ng/ nkday. Docet axel
Examply: O@limaqbNCRii@ THalk Qith BROSIE/ORpRtiNessERtabid8 @8mbinations:

varying from about 25 to 100 ng/ nRday.

Cycl ophospham de may be admi nistered to a human in a

d:tmgramé@w@ cM?cMété&gme mﬁgmmécbownée%%mérr%uﬂactal

5- Fl uorouracil may be admnistered to a human in a

cancergRafpauirah B9 ePERebout 50 to 1000 ng/ nRday,
e.g. 500 ng/ nkday. Capecitabine my be adm nistered to
a human in a dosage range varying fromabout 10 to
1000 ng/ ned&lpy dEdreatman Gicleydr ochl ori de (not highly
recomended SECONUghY, gral Tgn 539% y occur) may
be adm nisteréd to a lhurfan in dosage |range varying
from about |1D@bplglimeek. Car bopl aRest may| be

adm ni st er ggt frun ] dosggsy range varying from
about 200 t%pmnq/ n%%%%%ql eviery four| weeks.
Cisplatin rr&be@emtdhrhai&lDer ed tjoResthuman in a dosage
range varyi 25 to [75 ng/ n2l about every
three vveeks% Eﬂugﬁq% may bel adminisfered to a
human in a dosage range varying fromabout 50 to 85
ng/ n2 every two weeks. Trastuzunab may be adm ni stered
to a human in a dosage range varying fromabout 1 to 4
The follyim ezkeschiztion gchante wilbeleen@olsdni stered to a human
in a dosage range varying fromabout 10 to 50 ny/nR
given orally or intravenously, daily or intermttently
eddbosaaekvel PoRSIpIAANEEP@IDECASHEtAbiatered to a human

in a dosage| ra varyi fro 5 to 100 ng given
orlal |y per d'ﬁ‘??'%?nt er’%%/nﬂ%i n Wﬂ%ma%gfgadm nistered to a
huren Th a dgsage ramoe varys0ehioaabauily ds& 100010

million Units givenisubcut

(HARis and LWt i nuoL-Gver s?ﬁPe(esav%')enﬁ Gty dege: oﬁé%y
be zgIM NI STE{@A 10 g Jwiman [ {ooa (@8&@&8&@1%0&’@%00

fromabout D.5 to 6imIlion Unit nP given several
tines a vveek, gi ven subcut aneousl y. Estranusti ne may

r%’r"% n in a dosage range varyin
Prepa f;rbm about 88g %%rgnw @gl ven seger al tgl me ayvvegk
GRQAD60s aipplied i d@@gbesirﬁﬁ@th b Mg 2:aicaneaniratecfor splation for

lnjectlolﬂtgﬁﬂgr ihdlvif05 38%nl §RIEVMR Y a0 ERE WiastQidi9 re¥fifting two
dllutlon steps prior to administration. The drug is formulated in polyethylene glycol 300 (PEG

300) and must be pre-diluted in 0.9% NaCl solution to obtain a concentrate of 1 mg/ml.

Preparation of the Initial Diluted Solution:

EPO906 5mg/2mL: Dilute the vial contents with 3.4 mL of physiological saline
resulting in 5 mL (usable volume) of a 1.0 mg/mL solution of EPO906. Shake the vial gently
and allow it to stand for at least 5 min to allow air bubbles formed during the dilution to
separate. The pre-diluted product must be inspected visually for particulate matter and

discoloration, if either is present, a new vial must be used.
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day given orally. Velcade may be administered to a
human in a dosage range varying fromabout 0.5 to 2.5
wogior@1¢3es dose, given intravenously twi ce a We€REP2005/008076
Components (a) and (b) can be prepared according to
nmet hods that are known in the art, e.g. as described
in any of the references quoted herein, and/or t hey
commerci al | y_avail abl e. The npst _prefer

B A0 IOT KA THGIS e yial Gany NS MORG e O BiSiiogical saline

resultingi® ﬁ@hﬂ_d(u%me %Qﬂhfé') of @ A QﬂnéﬁnLdﬁﬂ@chnQﬁ @P{OD%PSQQKG@\@ 243! gently
les serve to |

and all@\ﬁg tq) ﬁga@gtfqrcﬁg Iewis{ ﬁam tq @Imwtqlhtqu?@ fgggsbduring the d:llﬁlon to
separafeh %@ Bfc-GKASPHBddet ntdkt bl "Hs'cht@B v@hialﬁl fopparfitilaleSmitdrind

/ Oxi pl ati n/ capeci t abi ne conbj nati ons: Cinical
d'SCOIqut'iOai igeitfes 'Wﬁ%&fﬁt%ﬂewvtahnﬁyaﬂ?eeﬁ’ﬁ%‘;’ havi ng advanced
colon or colorectal cancer. The required permn ssions
are obtained. The follow ng dose escal ati on schene
Prepargjiqn of e Einpl [yjpsian fasdeipaliont i on of EPOO06 for

‘%@Hbﬂlﬂaﬁ)‘ %ﬁﬁdr@ﬂ th&ERERHEd VSlumerip tieafitbNid R0 906 S81@kdh from
m. concentrate for solution for injection

the vnale;smgea graﬁuatﬁg idispagaie syinge- Eqaggfgr yndgr asgptiq gpnditions the required
content 5t Yed&iFihg & irid- lrﬁus@&ﬁb&tl@éllﬁfu%%ﬂ LIHaE;b giﬂ)léa\ﬂ? cghtbilrﬂrigclﬂ)ml

steps priof to adm nistration. f or mul at ed
PhyS'O|P9'C?Jcﬂa Wy@% r'l\@(é) f?cPé‘PdL@@@ f(?E@@@O‘fatﬁ)rﬁ‘d)fW%@' tO 0 2mg/ml
EPO90R' ‘Fh&bb%l}?%)& ﬂﬂe%fggﬁ)r’\\lﬁ%ﬁ%%ta‘%nt o obtain a

concentT Preparation of the Initial
Di luted Sol uti on EPCDOG 5ng/ 2nmL: Dilute the vial

iniSPMoR Y EPtdol: 3- 4 mL of physiol ogical saline resulting
Admm'lgtﬁ E’ m_ Fusagl e volunme) of a 1.0 ng/nL sol ution of

EPOR06.shspidibe admenistezad igliananpuslyi@ve a periadiofbgogidanigutes using
the besft%(/a%ble uﬁ%%\ﬁemﬁg'ﬁhé‘ T lﬁﬂlels‘l’r\ﬁ?]lﬁ'bre &Jg%mf ﬂﬂg{éaﬁgtrﬂy-@nﬁlgsanne
ro

tion 't separ ate
immediately iedpuing de adrainisiratjort @‘rERﬁSPQG Sandr-sweling dne isnept availzble, a

butterflg m?&s%rpﬁr% é(l%g éj é&n?&%ﬁé‘}{éndutﬁ\h?é@ SR télusl‘?’ec{1 §¥V8Yév¢5us crrl]bed

Vi a nt ent
:mmed@t@i@m\mﬁgphmle@pogf tbaladgwsstrﬁélon@é&m%@ in 10 mL
(usabl e volune) of a 1.0 ng/nL sol ution of EPOA06.
Shake the vial gently and allowit to stand for at
Preparhigansef Gxaliplatin boraBolanAdinnisiiationies f or med during the

?jﬁ(lggcg%tﬁx&élg iage(a g@fe%l?q roorﬁ ‘?e Iﬁeﬁ‘a@'r% Hét%g 8%“%} %%%tekaefrom
light. Ricenstitatedsolation |nfstenlde h/aterlofsS%rMHmse may bewtaredforddo 48 hours
at2to B %Cy%?tgf further dilution in 5% dextrose, the solution is stable for 24 hours at room
temperature. The freeze-dried powder is reconstituted by adding 10 ml (for the 50 mg vials)
or 20 mL (for the 100 mg vials of Water for Injection or Dextrose 5% in Water) to yield a 5
mg/mL solution. The reconstituted solution must be further diluted in an infusion solution of
250 mL Dextrose 5% in Water. The reconstitution or final dilution must never be performed

with a sodium chloride solution.
Administration of Oxaliplatin:

The diluted solution of oxaliplatin in 250-500 ml 5% dextrose is administered by an

infusion pump over 2 hours.
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Preparation of the Final Dlution for Injection:
Aseptically withdraw the required vol une of the
WO poobioadssdi | ut ed EPCO06 sol ution fromthe vi al POFERPZPOR008076

graduat ed di sposabl e syringe. Transfer under aseptic

conditions the required content fromthe syringe into

i nf usi on bottles/infusion bags typically containing

/ghysr ol ogical saline (0.9% NaCl) to produce a

CaPeC'F%bH‘&l FOREERY At i on of 0.05my/m to 0.2ng/ M EPOCOOS.

mﬁééité%m(exmﬂfbé pre&@nbem‘ atth@8s %ﬁnmmemmy &dtording to

ni stration_of 06 sh .
SChed“!a?&rﬁPﬁF@’teé oy dheg ﬁP{v\axr\e%RsuSPy e RIepAtigy Wik besgiven githe

appropﬂét@ldfogé tH%'eﬂéketnhf@r bﬁééysﬁmﬁbvr@béyﬁa ﬂli}véé%@éétg)@ﬂoél lg"\%n ad®week
i ne shoul d be thoroug ushed wt

cycles.| GRRHIARES {2b1 ORI DHAICHBIIP S NEND 37 MipEppgierameal.

an in-dwelling line is not available, a butterfly

i nfusion |ine should be inserted and utilized %nd

Pugiag the flrgtstre@trgqntd:lyglpyblggg gampleg will beeliesied L% EDTA tubes for the
pharmef&;kr'n@ﬂ! SnPRERI EP0Y06 0 BIddasyiR BB dRvAT Atdhé RIoRIngE®Hsints:

Preparation of Oxaliplatin For Bolus Adm nistration:

Oxaliplatin vials are stored at roomtenperature
Pharm&ﬁﬁ«}f‘%ﬁ@s&gp@% BEpoos@ct ed fromlight. Reconstituted

solution 1n sterile water of 5% dextrose nay be stored

for 24 to 48 hours at 2 to 8 0C. After further

aprefor 24
wger is
=X _ \ g-vi‘gls) or
Dextrdde 5% i\t water) |8 9PP8Id a 5 mg/nL sol utign. The
recongtriutedpsSol utl OrErmJ&tianQoﬁ frther diTuted 1jn an
i nfusijon sol ution of R50 Dextroseg 5% in Water|. The
recondtitutign or fi nﬁPQﬁqGUtr on must - never be
per f orffed W Tl a sodi [gi chi ori de sol[gti on.
Adm nifstratign of xaliplatin: The diluted solutlion of
oxaliflatin i|d 250-5000 M 5% dextros@ i s admi ni gt ered
by an fnfusi punp OMeT 2 hours. Capgci tabi e
Adm nilstratign: Capec|tabine will beg prescribedlat the
assi grjed tregbnent dopke, according t|@ schedul es
appr oed—by—tge—+FBA—ep Apr+—36—1998—Apresertpti on
will Qe given'at the 10" 2
2 8 24 2
4 10 72 2
8 11 (pre- 168* 2
infusion)
22 13 (pre-  |504* 2
infusion)
Total 26

*

*%

actual time should be recorded.
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This sample must be drawn before EPO906 and oxaliplatin administration.

This sample must be drawn just prior to or at the end of infusion and the



appropriate dose, to be taken for 14 days foll owed by
a 1-week rest period, given as 3 week cycl es.

w@apeoitsabi ne tabl es shoul d be swal | owed w t h ReX/8P2005/008076
within 30 mnutes after a neal. During the first
treatnment cycle, blood sanples will be collected in
EDTA t ubes for t he pharnmacoki netic sanpling of EPCO06.
Bl ood will be drawn at the follaown %ﬂlﬁ oi nt's
Sﬁl@pwﬁd@lkbﬁé@ntefuga%nmﬁ@'aiea’ratéﬁ@ﬁ s q@@'ﬁﬂ‘ﬁﬁ@‘ PSR

temperQﬁréj(fZQ . bgfeqlissniPEPE 6N BE taxsfeirBl 2 laBelad f‘ibcﬂ'ypﬁb;ména)mbes

| e must be drawn just prior to or t he, end
and frozﬁn @tn‘f79rsr$oﬂih%tﬁ%m?|ﬁé i, gsporied oR e g RigaartS whers they wil

remain r%EéH dad ilé?&@h%a%drépm@a%E bid pefimeamedi atel y at
O rpms 10 mnutes at roomtenperature (2500).
The plasma | ayer will be transferred to | abel ed,

I YPRE dngge tubes and frozen at -700C. The sarrpl es
E"a“am Ee transp orted on ice to Novartis where, t

ifberﬁ?aErClW srteria fertresponse (sef ttpiisienpionibAoY) y&'sbfy%” A @éj Al
measur%ﬁfe 19%iBR] ug%%'rﬁ’é}&m% a0 Ié%%?ﬁoféﬁﬁeseﬂé@véREQlﬁﬁvolved organs

teria r response (see htt /ctep.info.nih
wil be i ntfiegesttatgrbissians AN WHkReTGPRIPE 2nd 14540 7 Dpepie. Talget

lesions Wbé‘gé‘ib&feF 19 tﬁ@ﬁée@@& thEiR BizE BIBSbRS Witie treflomddst Ui@nﬁ@t Qnd their

dentified as target |esions, and
suitabillyefor @c@rra@demttﬂw@rﬁ@@a\dr@meafs (CEERY hyn@agnrart@%qu% °6 ﬁ'@lcaﬂy)

A sum ¥ tkwh l&ﬁe§f&x§r‘ﬁ5@g bl Bagt Résféﬁs WBhd caibasted |aﬂ§ 'ré’(fb‘ited as

ongest arret er) and their suitabili
the bassineisemd.Dr eTri@tbaSelu"@ mb@r"ﬁ%ﬁﬂ%eq a5 tqﬁl%f?n@ytolf% rrF@araCte”Ze

the objéﬁ‘?/g r’t’wﬂb’re%ﬁ%ns?olf B Jaééﬁ)rabl@‘d sRh df hfe (Ij Qé&%StAH other lesions

tar get esions w |

(or sites af diatased dheiid be e:l@otlfu%a%@on-ﬁé;% esians r?@d§bﬁ\“é Blsofpgarecorded
at basel?ﬁge}\/i ?gur%%hh[%ré‘”nb regﬁlré%?% Resd RERHhEBRUI EefféifoWéaras
aracterize tive tunor response of

"presemtbasabaditt di nensi on of the disease. Al ot her IeS| ons

(or sites of disease) should be identified as

non-target |esions and should al so be recorded at

Fasyst lasensvilhbe peateated aafadlowst required and these

| esions should be followed as "present” or "absent”

Target lesions will be eval uated as follows: Conpl ete
Completesegspuniee (CR) Didbippappoee afrrlidarget lgsions ar get | esi ons

Partial Response (PR): At |east a 30% decrease in the

sum of LD of target |esions taking as
Partial Response (PR): At least a 30% decrease in the sum of LD of target lesions taking as

reference the baseline sum LD.

Progression (PD): At least a 20% increase in the sum of LD of target lesions taking as
references the smallest sum LD recorded since the treatment started or the appearance of

one or more new lesions

Stable Disease (SD): Neither sufficient shrinkage to qualify for PR nor sufficient increase to

qualify for PD taking as references the smallest sum LD since the treatment started.

Subjects with measurable or evaluable disease will be assessed at baseline, every
two cycles during treatment, and at study termination to obtain any preliminary response
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reference the baseline sumLD. Progression (PD): At
| east a 20% increase in the sumof LD of target
wo e®bonsst aki ng as references the snall est sunPCDEP2005/008076
recorded since the treatnent started or the appearance
of one or nore new | esions Stable D sease (SD):
Nei t her sufficient shrinkage to qualify for PR nor

sufficient increase to qualify for PD taking as
data. Thefiedieatoriimon 6. ha plIREEIA s ONTEBS ARSI aURG o dRgRpstic maging.

The meiﬁcﬁ 51‘?9%3%‘\‘%&‘& ééea"'af tths'éﬁﬁé\‘rmlaﬁé' Welfto ﬁ)ﬂ@%%@je@ts@bﬁn%@ﬁ@wse

assessed at baseline every two cycl €s

throughwéﬁ’terﬁémy Ras gublects pipopeoplviflisqass, hanesiserivil %we didgnostic
test us@cf ﬁ)l éﬁbg@fe\éﬁe Wlss%gfétc% will B elvAdheainith ¢ T 58dnsGafarlrRs of
mar tastatic lesion found on diagnostic
bcammnﬁb@ﬁﬂﬁﬂwamwéum@thod of measurenent used at baseline
will be used to follow subjects for response

t hroughout the study. For subjects with bone-on
mnsmdmbauéjegtsdﬁRWFR) wilh éavmﬁ\emrmg@ cenfireed %%w&fﬂf%aﬁef
the firs ﬁ%nﬁaﬁ@ﬂ%’ﬁﬁegpoﬂé ?lé%ﬁ%l% diid !:oJP@e M HRRed s he in
cans regardfess of |l ocation of the indicator
which subjests repgive dey pomaidply subj ects (CR/PR) will have their

response confirmed 4-6 weeks after the first

docunent ati on of response. An eval uable drug course

will be defined as one in which subjects receive day 1

therapy.Clains: Claiml. A conbination of (a) an

epot hil one and (h) two or nore other antineoplastic

agents for sinultaneous, separate or sequential use.

Claim 2. The conbination according to claim1l where

the m crotubul e active agent (a) is Epothilone A or B

or a pharmaceutically acceptable salt thereof. Caim

3. The conbi nation according to claim1l where the

m crotubul e active agent (a) is Epothilone A or B, or

a pharmaceutically acceptable salt thereof, and (b)

the two or nore antineopl astic agents are sel ected

fromtopoi sonerase | inhibitors, topoisonerase |

i nhibitors, other microtubul e active agents,

al kyl ati ng agents, antineoplastic antinetabolites,

pl atin conpounds, angiostatic steroids, biologica

response nodifiers, nonoclonal antibodies, proteasone

i nhi bitors, EGFR inhibitors, |eucovorin, interleukin,

t enozol om de and hexyl net hyl - mel am ne, which are

i ndependent|ly of each other in free formor as
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pharmaceutically acceptable salts. Caim4. The

conbi nation according to claim1l where the m crotubul e
wa@ewkwessyent (a) is Epothilone A or B, or a PCT/EP2005/008076

pharmaceutically acceptable salt thereof, and (b) the

two or nore antineoplastic agents are selected from

Vincristine, Vinblastine, Vinorel bine, capecitabine,
.__Topotecan, Irinotecan, Etoposide, Doxil, doxirubican,

Claimsy  oxant rone, Cycl ophospham' de, G splatinum
Car bopl atin, Oxaliplatin, Herceptin, Leucovorin,

Radi ati on, Pre sone,, | nte n, Interferon
ctaim E2 ot S S aso b ot RSl Hhincopiastc
agentsIEVARURAHERDS, Sephitard bdbquentidubai b, gefitinib,
t enozol oni de and hexyl net hyl - nrel am ne, Gentitabi ne, or
Procar bazi ne, which are independently of each other

Claim 2r e?ﬁé‘bodﬂnﬁlnéf ds?ﬁa(fc@Fd'ﬂng’o (ﬂ@mphﬁhéft@(tl@élmmaﬂuﬁwemﬂ@é@dﬂt €)is
S. ai m of a conhi na ich conprises
Epoth"@as A Ba 9b 8 whﬁweam?"y B)’C%R?\%"%Fa h@?@m’gt her T

antl neopl asti ¢ agents, where the act ive corrpounds
al Ling under (a) a d/or (.b) a end of ea
Claim 6t hahe PAmPINGUoT aheRicig OrEqIRG! WosTat ?frﬁcrs fyeags (B)'is

EpothilBfé€ ARsrah lof a?yﬂbﬁrﬁaceﬁﬂéallﬁ akéaptaie Bél@%é%fﬁlaQ\ﬂ (QI the two or more
treat ment o roliferative di sease, im6. The g

antineopiesyp ARG AEP S11BHIRY BOTHBrRSBIART CAIIEs: PBoRRBEHee

|nh|b|toPs Qthe?: m@ht@)ul@"‘&ﬁﬂ@‘é&éﬁté Ceﬂwléﬂng%@ﬁltsaﬂﬁtﬁleéﬁla&tlc antimetabolites,
hereof .l aim 7: .The use accor to claim5 wh re
a

platin @mp@@n@mang@;tapg sﬁgmgsh,bpqp%cq&rqﬁpogse wedigers, monoclon

antlbod?@sarp@tégéﬂrﬁé:rﬁhilb)fo@cl?@PR@rmlﬁito?éi' 1EudoN6ire Riteriéikéh, temozolomide
onponent (b) i's a conbination of two or nmore of the

and heé)dl’f‘;?b’l)’hﬂ?'%@ﬂ%d’ﬁé‘éﬁ sredndanspeeribial eageolner Brasi foep §r as

pharmé&%ﬂbé‘l@%&é}ﬁgblysalwm bitors, other mcrotubule active
agents; al Kyl ating agents, antineoplastic

anti metabolites, platin conpounds angi ostatic

Claim 8! eﬁ'ﬁé @émbmbﬁ’érpgdc%?dmd darsewhBdithé ﬁfcﬁotuﬁ'@l@%ﬁ%‘@éent (a)is
anti bodi es, proteasone inhibitors

Epothilpag é\cﬁrcﬁ oA 2 Pharegqetisally aceeniae P@}#ﬂh&ée%nand (b) he tws or more
antmec%ﬁiéﬁk%gtenﬂé|aré‘§él@&b@?’rom"‘6’]h&f§tlﬁé e\/lhtﬂé@fﬁ%n@iﬁBFélB{n@fcaSQéﬁ&bme

resent in free formor as pharnaceutically

T0pote@aaelﬁn@tbc@, Eignoside dPaxilrdexirupican MEoXxapEape)i %'qpaow%nwe
Clsplatﬁw‘ﬁt‘%a(?b @%Qﬁ pldtf) H'e?t:e? tL@hE&fbﬁnARé’('hat%n @’Fecﬁlsone

rmacedti cal acceptabl e 'salt thereof, and
lnterlu@@mﬂ@tﬁéﬁlton( Egtrarmﬁtlud, W/, Dacaneszineg borteromi rasyasiagnab,

cetux:rﬁ?& %9!5@9%@1&%# t@ﬁlrokél&lnfb% and HRL Aty snelathiRer 6ERLRbine, or

apec
«Procarbaznne which are lndependently of each other present in free form or as

pharmaceutically acceptable salts.

Claim 5. Use of a combination which comprises (a) an epothilone and (b) two or more
other antineoplastic agents, where the active compounds falling under (a) and/or (b) are
independently of each other in free form or in the form of pharmaceutically acceptable salts,

for delay of progression or treatment of a proliferative disease.

Claim 6. The use according to claim 5 where component (a) is Epothilone A or B, or a

pharmaceutically acceptable salt thereof.
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I rinotecan, Etoposide, Doxil, doxirubican,
M t oxantrone, Cycl ophospham de, C spl ati num
w@aobopisat i n, Oxaliplatin, Herceptin, LeucovorP@I/EP2005/008076
Radi ati on, Prednisone, Interluekin, Interferon,
Estranusti ne, 5FU LV, Dacarbazine, bortezom b,
bevaci zumab, cetuximab, erlotinib, gefitinib,
t enozol om de and hexyl net hyl - mel am ne, Gentitabi ne, or
Procar bazi ne which are independently of each other

Claim pr eﬂ@éltxsé ébo%fcﬁ@g foctnm waérenia)afpasa@mqta) @ﬂido}hll@ﬁ@ Aﬂir@ loea
accor

pharmameamaﬂé @5?%%)'% ?@E@& g CQHIHOHg'Ptdﬁi)'F a ‘Z‘ﬂ”éﬁ'ﬁ‘ﬁ“fﬁ O?RVO or more

of the dehfolIRESsEILAEd fremrw@cﬁsdm@as@ PifRibiteisN@pois6Matiseal ihhibiters, other
an epothilone wth

microt sl asdup PR TR SO, BFIEBNAS G ArAhadies et

compoﬂw Hﬁ@@éthil&s}lerlo‘x’dsaﬁféﬁj@io%b}e%p@@er m&ﬂlflér@rmbh@:l&iﬁl antisddies,
ressi on_or_treatnent of proliferative di seasg

proteasorm 'ﬁh'i?'iorST'ﬁ@FBH@?'H‘&E%J?‘HQS’HP”%dﬁf*ﬁ%%{kﬂ HMeRAIIPIEP 7g9t
hexylm@lh?l Melkbhitd) efficHEsrenepRhdéritly of SadiPethBi preBént/n Ree ﬁ)rﬁnforaas
phar maceutical Iy acceptable salt thereof. daim12.
pharmaneetigaly arermiak!e EalfS- composi tion according to claim 10
where conponent (a) is Epothilone A or B, or a
] ghar maceutically acceptable salt thereof, and
Claim 8o mpRmesh aqaeyding: ol ¢iriEsd Wieregionponet (ahisdinathiing A i or a
pharmefdéﬁﬁé}f‘r’lfl a@é@dtékﬁé’ Eélﬁﬁltefébf @ﬁrﬂoﬁmp%ﬂéﬁqbﬁﬂcmﬂ@éﬁwo or more of the

Ol soner ase i.nhi |tors t opol sofner ase
compou %IQC&%ﬁOVBMW'SPﬁ%NmWP% \ée@ne{b@eag@vﬁ@abme Topotecan,

Innote(%hkﬂo"ﬁbéla@ BEANESaruBithh NARaASAE CYBlobABIRBRTdL, Qﬁsplatlnum

l'atin conpounds, angiostatic steroids blO|OPIC&
Carbon*@@p@%gl@laf@dHﬁrC@pgn LieyrexarignBrdialinn, Ferfinisonepinirugkipme

InterfeHoﬂ @Q?%Ms%a e, BRLY r\ﬁ‘éé%'r&é%ﬁr% bbEALRAME) rHe'Uac:tlE}ﬁ% | @uKdrRab,

tenozo exyl met hyl - mel am n are
erlotinib, mtﬂ@hdéﬁpﬁvomdeeﬁgh%h@th%f@%ﬁmei ﬁe’fnp'é@“‘ﬂ% R Ercagazine
which QE @ﬁ(’i’ér{tlg %}‘ EXcHAGRERIBYR iRéd RrmEr @k %hér?’nac-éhﬁca

ceut | conposition according to claim 10 where

acceptébiﬁﬁélr’fﬁent (a) is Epothilone A or Bor a

pharmaceutically acceptable salt thereof, and

conponent (b) includes two or nore of the conpounds
Claim 8¢| €lae uee peaording celainy $ waerevihe prolifarative, disgagg ied Belistumor.

capeci t abi ne, Topotecan, Irinotecan, Etoposide, Doxil,

doxi rubi can, M toxantrone, Cycl ophospham de i
Claim (9.5 #4 pharmanguticak teopnostion ComRESINg Baomwinakien ebis) PR epothllone

i RS bl By B8 Bpvcr L pramacoutcly

acceptainje camienfds thendalaofnregibssior oukeaimeNt o welifarasye disease.
gefitinib, tenozol om de and hexyl nmet hyl - nel am ne,

Claim 11. The pharmaceutical composition according to claim 10 where component (a) is

Epothilone A or B or a pharmaceutically acceptable salt thereof.

Claim 12. The pharmaceutical composition according to claim 10 where component (a) is
Epothilone A or B, or a pharmaceutically acceptable salt thereof, and component (b)
includes two or three, preferably two, further antineoplastic agents selected from
topoisomerase | inhibitors, topoisomerase |l inhibitors, other microtubule active agents,
alkylating agents, antineoplastic antimetabolites, platin compounds, angiostatic steroids,
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Genti t abi ne, or Procarbazine which are independently
of each other present in free formor as
wobesmeseiit i cal |y acceptable salts. Caim 14. PCT/EP2005/008076

commer ci al package conprising (a) an epothil one and

(b) two or nore other antineoplastic agents, where the

active conpounds falling under (a) and/or (b) are

i ndependently of each other in free formor
biologidabrasponsephadifiersemPnedena) aau@@waanoé%@ameénh@'&rs ‘&R

|nh|blto§s' \chﬁokrﬁerleﬁkhoféhﬁﬁbiohéé é‘rﬂﬂﬁé@ﬁné{hyl(ﬁé}ﬁmne which are

separate use in the delay of progression
mdepemﬂerltly gﬁeaﬁ!;mth@fprgsemt i1 freeciogm oy as gharaipgeutically acceptable salts.

Claim 13. The pharmaceutical composition according to claim 10 where component (a) is
Epothilone A or B or a pharmaceutically acceptable salt thereof, and component (b) includes
two or more of the compounds selected from Vincristine, Vinblastine, Vinorelbine,
capecitabine, Topotecan, Irinotecan, Etoposide, Doxil, doxirubican, Mitoxantrone,
Cyclophosphamide, Cisplatinum, Carboplatin, Oxaliplatin, Herceptin, Leucovorin, Radiation,
Prednisone, Interluekin, Interferon, Estramustine, 5FU/LV, Dacarbazine, bortezomib,
bevacizumab, cetuximab, erlotinib, gefitinib, temozolomide and hexylmethyl-melamine,
Gemcitabine, or Procarbazine which are independently of each other present in free form or

as pharmaceutically acceptable' salts.

Claim 14. A commercial package comprising (a) an epothilone and (b) two or more other
antineoplastic agents, where the active compounds falling under (a) and/or (b) are
independently of each other in free form or in the form of pharmaceutically acceptable salts,
for simultaneous, chronically staggered or (less preferably) separate use in the delay of

progression or treatment of a proliferative disease.
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