Anti-proliferative combination therapy comprising satraplatin or JIM118 and docetaxel This invention
relates to a method of prevention and/or treatment of a cancer or a tumor, and in particular to a
combination therapy, methods, compositions and pharmaceutical packages comprising a taxane and
certain platinum-based\bHertRitesstipe cambigation triary eaimerising satiaelaitroriddhlfandmpounds are
among the most active chemotherapeutic agentsdsesdiakde for the treatment of a variety of cancers and
tumors. The use of some of these compounds, e.g., cisplatin, is restricted by both toxological and
resistance considerations. To overcome these issues, efforts were started to discover novel platinum

compounds which doFoPSFHRY e ER O F G ae 8 R YEPIR R/ RRIESISOLA P FRERISE entified is
satraplatin (JM@k6)aad platricna(fd)al voomatiex tSatmyphasihddvVi@bi)ositisnseled e foaddinical
development Begayse -0hsRYREE AINANIAARRHSIPHRRRTIESaLRY RIRh EHIGIpEGRGHKINKIN Vitro against

several solid tumor cell lines, including cisplatin-resistant ones; (b) in vivo oral antitumor activity against a
variety of murine- and human-xenograft tumor models; (c) a relatively mild toxicity profile (such as the
absence of kidney toxicity and neurotoxicity), and (d) oral availability. In Phase 2 clinical trials, satraplatin
showed activiBagggrioshgoyaialisEatat cancers, including prostate, ovarian, and small cell lung (SCL)
cancers. In a Phase II-1ll clinical trial in Hormone Refractory Prostate Carcinoma (HRPC) patients, the
combination of satraplatin plus prednisone was more active than prednisone alone (ASCO meeting,
2003; Sternberg et al., Onclogy (2005) 68, 2). Satraplatin is currently undergoing Phase 3 development

i worldwide regisiglion UERl S AARD ABRIRU Al RGHNSE MR gEeDo pus

prednisone as second-line cytotoxic chemotherapeutic treatment S{Pa ne refractory prostate
cancer. The clOfrER{ISRIMEAFQ PR SRR ESIINAEIYARAITe3n e HRIBARERINThe
chemotherapegicciggative issresitiviad p tsofutd et i tstisiancentms@ietadinesafd desapms, with docetaxel

being increasingly, lksaskasiBir fisliigaRbe WAL EIS BRENImlSATARIAtRIR capsislaiaply different
from other platinum agents, |I§e .e.g%.ms latin. Usmgtﬂa[.[)%ggllé)f qQvarian cancer c%éq}g)maa cell lines

Kelland et al. (ESHERICRELGYGHPaY! One compoun entified Is satraplatin (

platinum (Pt) IV complex. Satraplatin (JM216) was selected for clinical development because
of several advantageous properties: (a) high cytotoxic activity in vitro against several solid
tumor cell lines, including cisplatin-resistant ones; (b) in vivo oral antitumor activity against a
variety of murine- and human-xenograft tumor models; (c) a relatively mild toxicity profile
(such as the absence of kidney toxicity and neurotoxicity), and (d) oral availability.

In Phase 2 clinical trials, satraplatin showed activity against several different cancers,
including prostate, ovarian, and small cell lung (SCL) cancers. In a Phase II-lll clinical trial in
Hormone Refractory Prostate Carcinoma (HRPC) patients, the combination of satraplatin
plus prednisone was more active than prednisone alone (ASCO meeting, 2003; Sternberg et
al., Onclogy (2005) 68, 2). Satraplatin is currently undergoing Phase 3 development in a
worldwide registration clinical study evaluating satraplatin plus prednisone versus placebo
plus prednisone as second-line cytotoxic chemotherapeutic treatment against hormone
refractory prostate cancer. The current standard treatment of HRPC is primarily palliative and
includes first line chemotherapeutic regimens with agents such as estramustine,
mitoxantrone and taxanes, with docetaxel being increasingly used as a first-line
chemotherapeutic agent.



822) demonstrated that satraplatin is significantly more cytotoxic than cisplatin, and that satraplatin
exhibits selective cytotoxic effects against intrinsically cisplatin-resistant cell lines. Loh et al. (Br. J.
Cancer (1992) 66, 1109) confirmed these findings. Loh et al. furthermore came to the conclusion that the

increased accumulaggp.ghaatiaRineMbs R RSP biferahrnreddiephilisity gacepuats for the
dramatic increase of the e?%FenCﬁ of satraIp atin over CIFPIat”p(e%rI? L tsglljci@gn(rgp tin &%th activity of

. Sl a ovarian cancer carcinoma cell nnes . .
satraplatin towards e8it Tnes Wi acquired™orintrinsic resistarice to cisplatin are flose of Méllish et al. (Br

J Cancer (1992 bgereosiratethiaiusaliaPriEirisadignliernthiuseed edpipisnzabenImeris, &7 dtatet al. (Br J
Cancer (19943aiféhldiikbexhiBiRGs Budfine dpotareitece | blin@st imrtheclalieisgporidbietaalcingsadsed were not

Just resistant f,figpIRte 04! el dp (SPIRI 709 SaFRARLA R ELYRAIOIS: dealelipyinggpeatedy

shown not to be eftective against prostate cancer. Qazi & Kftan eli<ar \m J Clin Oncol (1983) 6, 203)
demonstrated®f"§ %E@é:?f‘ﬁf‘aﬁ'ofh@?&@ﬁlQEF??§%i“éﬁ@&{ﬁ@'ihobaﬁ?é"i‘ﬂ?%tw*}ﬁ@tﬁﬁéﬁ&“ér%{atic
carcinoma. Haskgmed lgoahili(Barceo &t ve hetdem{a@tinyeds 27 Serpponmdothettimatiangerof effective

dose was Wid%pfﬁ’ﬁrf?@f?ﬂé%%ﬁ?é@e%@ﬁﬂbsdik%&%@%@iﬁ@ﬂ@éfﬂ%ﬂaﬁﬂf finpladineENRY ik oRyRiRation

treatment, cisplatin-comprising regimens demonstrate limit ctivjity, e.g. in ¢ inatjon yvith
oartrana T RS Kea e 0 SR S e NN P B SO e
cisplatin is notgnsubsTIaNEsfyicabsesatrs£sherEiMmMacHdinge @M PYostak (Bah&ancedhdinan et al.
(Cancer Res (109255 2shg M)rinyesiigated tee reRsitiviie odtkimport lthegcemnees aeddlines with acquired or

inherent regsﬁ%ﬁ%@aﬂﬁ@'?ﬂ I’a‘%,Eblﬁ’}egligéégg?%ﬁﬂtirpg%tcii%é%ocp? 1pounds, including satraplatin. In this

study, cisplati carboplatin were found to act very similar, whereas satraplatin did not. In spite of
different routes of administratigrikedand=gtrapediatiy Shoaol (320 Bk 21fa6H3)agteagnsttated the surprising

finding that the,facy, ok MallaUMASESH Ataniau iz semparanisindhatahaiptatip and

carboplatin administered intravenously, as determined in human ovarian carcinoma xenograft models.
These finding®WERPRER AR GTIR7 O KPatSts Wil mErtaie HoHRICS A% HAE3Y3 5 497), using
murine and hy@zaneifrcremotiels 1 98I0K dagRy 8l rehdiCdrbartesar(d®odyiediiveldBE inae stigmted the
differences ofitheirehaskHemdRRARIRD CeBRRRPCIAR VUKD IRS B yatIeSATAMRIRISUALIRR:,

cisplatin-comprising regimens demonstrate limited activity, e.g. in combination with

mitoxantrone in metastatic prostate cancer (Osborne et al., Eur J Cancer (1992) 28, 477).

Therefore, cisplatin is not a substitute for satraplatin as an agent to be used in prostate

cancer.

Twentyman et al. (Cancer Res (1992) 52, 5674) investigated the sensitivity of human
lung cancer cell lines with acquired or inherent resistance to cisplatin, to a series of novel
platinum compounds, including satraplatin. In this study, cisplatin and carboplatin were found
to act very similar, whereas satraplatin did not.

In spite of different routes of administration Kelland et al. (Int J Oncol (1993) 2, 1043)
demonstrated the surprising finding that the efficacy of orally administered satraplatin is
comparable to that of cisplatin and carboplatin administered intravenously, as determined in
human ovarian carcinoma xenograft models. These findings were confirmed by Rose et al.
(Cancer Chemother Pharmacol (1993) 32, 197), using murine and human tumor models.
McKeage et al. (Cancer Res (1994) 54, 4118) investigated the differences of the schedule
dependencies associated with these routes of administration.

In another study by Kelland et al. (Cancer Res (1993) 53, 2581) many of the above

mentioned differences between satraplatin and cisplatin were confirmed. Furthermore it was



In another study by Kelland et al. (Cancer Res (1993) 53, 2581) many of the above mentioned
differences between satraplatin and cisplatin were confirmed. Furthermore it was 2 found, that the
cytotoxicity of satraplatin was dependent on the time of drug exposure. Again, it was confirmed that
satraplatin dotsinfbthattieiedrivdciysistatiaplatnores depenitrireatho tifes ob e BMRQEYEMIRIRNg. tetraplatin,
do. Without beingshumthia &y fariseiadieom, Sabarliats reitamyentsplanspekregsetnined acquired

resistance to Gsplefn RSN el GANGe: A% 890 54,4 EsIGaISELe mpghagisms o

acquired resistance to satrap two human ovarian carcinoma ines. They at, in contrast

to cisplatin, a@&%@%]ﬁ%tﬂ??éﬁgﬁ%ﬁ?ﬁ}gr?fbferﬂ%ta%@ firelaih reduced drug accumulation, but by
increased mtracellul%ﬁ?ﬁlétl%y el 4EE 2[%%"%{ 584”%%@@518&%@%@“%%9@&?5@%@0995) 1,981)

compare the transport of cisplatin and satraplatin in human ovarian carcinoma cell lines. Cisplatin

transport in tHESRERtAP AR BALGRUNA AR GIFISIBA SISV ERL L &R Bnsport, whereas in
a cisplatin-resistenast tetispiat cesplatad ersistesce s dayr e i ve rdiffosoiatedribyo it hexluicbe nrgdoound to any

particular thegpy salkaB IR I EISHRRRIRISRELIREFRIRNER BYiiBERasIBANe K uptake. The
mechanism of satraplatin transport across cell membranes is through passive diffusion, predominantly as

a result of its enhan&bdrhipo philidityC&ingr Eteal 1 9C8AricHRe (11806 )e61248p8dr) dhvestigatattithe effect of the
loss of DNA iigmaihireRAbRelMiRha i seneiivis e cispiatihrspbep atianshareer plaginum agents.
In contrast to cisB atin and .carclj;)f(?platin \fghi(%h f}?m} ﬂ%e same 5}/ e of adducts.in DNA ther? was no

occur: | lac acilita ?d g ép

di . §v1ta pgs Ive difftision an ive .rar{sg wherea%| a cisplatin-résista :
ifference in sensitivity'betweéen misma repair-proficien mismatch repair- deficient cell lines for

satraplatin. PERdBssICPIAtiEEeracakice ProTB) GHUDABI I ESthgatdeifseMIadEDY of strains of
SchizosacchasemyeesHeembrtemisplatiusaiisipprtandsuhacpigtinceasagtpeodndsptae. panel of the
e L dTReLramereak AR MR AN L TBCL I (aRANSR [dadaton. Whereas

the mutants fell into three groups with respect to their sensitivity to cisplatin (minimal change in

sensitivity, hyBEURERRIYASEEPHA AL CRIMRLIRIAUHESY none of the mutants demonstrated an

appreciable change ﬁhi?@Pﬁ'.tM%égr ﬁg‘ya@@éﬁ& 4881) investigated the effect of the loss of DNA
mismatch repair activity on the sensitivity to cisplatin, satraplatin and other platinum agents.

In contrast to cisplatin and carboplatin, which form the same type of adducts in DNA, there
was no difference in sensitivity between mismatch repair-proficient and mismatch repair-

deficient cell lines for satraplatin.

Perego et al. (Mol Pharmacol (1998) 54, 213) investigated the sensitivity of strains of
Schizosaccharomyces pombe to cisplatin, satraplatin and other platinum compounds. The
panel of the 23 yeast strains tested comprised many mutants in genes that affect the
response to radiation. Whereas the mutants fell into three groups with respect to their
sensitivity to cisplatin (minimal change in sensitivity, hypersensitivity, and marked
hypersensitivity), none of the mutants demonstrated an appreciable change in sensitivity to

satraplatin.

Leyland-Jones et al. (Amer J. Pathol (1999), 155, 77) investigated genomic
imbalances associated with acquired resistance to platinum analogues. Using three ovarian
carcinoma cell lines they identified differences between the three platinum compounds
cisplatin, satraplatin and AMD473 (picoplatin).

Amorino et al. (Int J Radiation Oncol Biol Phys (1999), 44, 399) investigated
radiopotentiation by satraplatin and the role of repair inhibition. They found that satraplatin



Leyland-Jones et al. (Amer J. Pathol (1999), 155, 77) investigated genomic imbalances associated with
acquired resistance to platinum analogues. Using three ovarian carcinoma cell lines they identified
differences between the three platinum compounds cisplatin, satraplatin and AMD473 (picoplatin).
Amorino et al c@mpPAgRER s e PR Badiateny & (LoD lung Ro%yripcissAoatBal agipesbesistiatbn by
satraplatin anghithrfeotes Qrspagyrinibliadios:. Deyefingy tagbpatioMatiredaan po@pi@itthe effects of

radiation in hlapgg I|H@9ﬁ%§'§‘ﬁea(n‘aeé§b%ﬂ%Eh:%tﬂ& 8han|sm of this effect is probably inhibition of DNA

repair by satrap tin. Ditferences to other platinum drugs like cisplatin and carboplatin are indicated.
Vaisman et al. (Biocheinisiie(a0@0dchén i) 2Rpogmatehor) teporkacishé Bbs polyrrerases and high

mobily GrouR, NEIR:L NGBS 43RG RS - D CaRRIERR, SYRER AP ThBRIBHT DA

adducts, with resFEgct to different platinum compounds. Screnci eta Br J Cancer (2000) 82, 966)

investigated tRYFRFSRAShRPHRINENA ﬁ?ﬂ‘t‘ﬁrﬁh‘ﬁfﬂ?dﬁ?p?@a@tﬂﬁfl‘?/eﬁw HIBGERRAESSeripheral nerve
toxicity of a series otplatinupy, QEWP@M%?(Z%B%Q'%& RGOS atAL %I)Wé# BRAHIRIE, Of platinum drugs

correlates with platlnum sequestratlon in the perip heral nervous system, but not with I’]eUI’OtOXICIty Wei et

al. (J Biol ChdHf %IYPJCE’?69%%*7%)%56‘;‘{@&08&?Hé’%fff’é‘éf%f“ﬁa’ér{%% tha SRt e AU nition of
intrastrand plabmpo+misl A crosig ik S dygricigh ahn tisilityd grehilpityoX plathuliAdTAgb twlielgtipsatigins, with respect

to different plafinmh RS Fokks f@@'néﬁ&meﬁhﬁmw iPR0RBAcih989) analysed in detail

the satraplatin-, IM118-, and cisplatin-induced cytotoxicities in relation to various parameters like
platinum-DNA adduWéoehadit(d)lB,lqyIQltath@ﬁéﬂb%ﬁs%ﬁfmp@mdmithhaﬁeahotuimdsen res with different

sensitivities t%ﬁé%m@FH&oHﬁmaﬁ &qmﬁgm@ﬁotbat.ﬁ@ﬂmtameqtnww&g}ﬁmomiaﬂ&wwaﬁéent intrinsic and
acquired ress}grllﬁebto I%lspr% |r|1nSA\tNet:rc]urJe|gno erén?qf i d%tlg induce dd lower levels of platinum-DNA
adducts in the cellTNes teste comp ared ?o CISp at| aken togePner undamental differences exist

between satraplatin @mlé?ﬁfa%rt eiamrﬁ%amaéunbo@a cisplain) Iheredifesenass are the basis, lead to

or play 2 role L RAaN 01 £ PR SRR ARG S S BH BrIR STRhATecok et
platinum-DNA adduct formation, glutathione levels and p53 status in human tumor cell lines

with different sensitivities to cisplatin. It was confirmed that satraplatin and JM118 can
partially circumvent intrinsic and acquired resistance to cisplatin. At equimolar basis,
satraplatin induced lower levels of platinum-DNA adducts in the cell lines tested compared to
cisplatin.

Taken together, fundamental differences exist between satraplatin and other platinum
agents, such as cisplatin. These differences are the basis, lead to or play a role in many of
the different characteristics of satraplatin, including different pharmacokinetic properties,
different efficacy, a different toxicology profile, different ADME properties and different
mechanisms that lead to drug resistance, only to name a few.

Docetaxel (tradename Taxotere®) was first approved for use in locally advanced or
metastatic breast cancer in 1996. Docetaxel is also indicated, in combination with cisplatin,
for the treatment of patients with unresectable, locally advanced or metastatic non-small cell
lung cancer (NSCLC) who have not previously received chemotherapy for this condition, and
as a single agent for patients with locally advanced or metastatic NSCLC after failure of prior
platinum-based chemotherapy. Furthermore, docetaxel in combination with prednisone is
indicated for the treatment of patients with HRPC.



different efficacy, a different toxicology profile, different ADME properties and different mechanisms that
lead to drug resistance, only to name a few. Docetaxel (tradename Taxotere(r)) was first approved for use
in locally advanced or metastatic breast cancer in 1996. Docetaxel is also indicated, in combination with

cisplatin, for the treatmfaeé@Eteaymgsc%@w@a%%t@mﬁaé%@&us@d S etasatis non-small cell

lung cancer (N§ralfe Ses r}gct: revioys eived chﬁrEpoth : t?’onocgfth'ﬁa qdltlog and as a single
agent for patlen? It oca vance orrﬁ) sta Cﬁ%%‘& arter e ot pr| r pIaPnum based

chemotherap?aﬁﬂ@ﬂ%fh‘mﬁé,’\Gﬁb@tw@ﬁﬂo@bﬁ%ﬁ%tlwwmVE‘FGUWT%Qﬁﬁié&@é@lﬁdﬁf eME treatment of
patients with H&Hﬁurﬂoﬁ\dﬁyasa b@éudymw@omwemtwaia@mmrmd@aesliﬂﬁtm@rtmg'city, maximum

e o T RS ead RRaRsAlosenoting fomolainnaey AL Alaprc toxe) (vest
New Drugs ( 002 20, 55). Patients received paclitaxel intravenously over one hour on day 1 of each
cycle. Oral safgiia 2R} SpR0RARfhistered on days 1-5 after the paclitaxel infusion. It was not an object of
this study to assess g @J%ﬁw%\é 9&&@&8&1@%@&'%f’d&&?é&%&&%@%% %@8598&‘]%{?9 gnticancer

effects of docetaxel and cisplatin were assessed in vitro in cell lines (Cancer S 04) 95, 679).

Treatment of E&11158$KARACHSEHERAS % 54%d d?@t%%Wﬁ'HV?ﬁd’ﬂM%ﬁt%WEﬁ HﬂHr§howed a
synergistic effettwedtheseubrperiwitrtispdicetaxeidfelfynadidiy eisolatimisisewsttanstrtnger antitumor

effect than Ci&@@é&ﬁ%f”%@z@o@y Q%Sﬁﬁ%ﬁb%@"ﬁ%ﬁ%ﬁgm Hﬂiﬁlﬁ%@lﬁff&b{rﬂﬁ%@'ﬁé}ﬂk&mw e analysed.

Furthermore, not ?II “ne%rt?nS@s Stug thestsr%rg ;]Eesct %gnta % or%sorréot suzglgest the
therapeutic u??‘fy o?ei ngs arnma fQﬁe |nven |s pre REinvention related to the

prevention an@ﬁ&ﬁﬂ?@é@ﬁ%?*@ﬂvﬁ@m effagingoe tﬁﬁdeﬁpﬁéﬂﬂﬁﬁﬂaﬁbﬁa%%m@ﬁ@ﬁlﬂferapy,
correspondingitiigess ardiaginggositions, and kits comprising docetaxel and a compound of formula la or
formula Il as active ingredients. 5 One object of the invention is the use of one of the active ingredients in

the manufacture of a pharmaceutical for use, in combination with the other active ingredient, in
Summary of the invention

This present invention relates to the prevention and/or treatment of a cancer or a
tumor, and in particular to a combination therapy, corresponding uses and compositions, and
kits comprising docetaxel and a compound of formula la or formula Il as active ingredients.



the treatment of a cancer or a tumor. Another object of the invention is to provide a therapeutic
combination for the treatment of a cancer or a tumor. Yet another object of the invention is to provide a
pharmaceutical composition for use for the treatment of a cancer or a tumor. Also described herein is a

method of killing or ighibdhnpgtherd Pvdhieha IHEXCaIbebNPERI CoRIRGHING faickcell with an effective

amount of said corinb{nati n of active kn%[?dients.. Furttger descr@#ﬁ]d herein is a.method. for treating an
. . dnuraciure o aﬁ] darmaceutcdl 1or use, In com matlan WI e0 ?I‘ %F}tlve Ia%e ient, In .
individual suff'é]nng rom a tumor ora cancer, comprising administering to the inaividual’an effective

amount of saitfedsaBIABLRR 6R20&NRE IrigMients. Further described herein is a packaged pharmaceutical
comprising a pharmaceutical .c osition and. instructions to administer an effective amount of one
hamaceutical comgBLaP e SO ST o e AR B AHIOH e o the adminitration
of another, s&€aierpHmfaeeetiv=a BofRposition. It is another object of the invention to provide kits having
a combination of actye  ngredients, yith or withou pharmaceutically acceptable dilyents and carriers,
which may be effective?y u |ﬁzed%ogettﬁer or carrylngpout Ré& Rovel combina |oﬁqﬂsﬁeraples of the
invention. ThéX%dataBRereHaSBISER GriURe surprising discovery that taxanes are highly synergistic in
combination with a platinumhasad chemelherapeyic A0en AeieclArom; (8).an orply available
platinum-based chemo?herapeu [o agen%, (EB a platinum=base chemo erapeutic agent comprising a
platinum (V) EBTBYERIREIFORIAcHE SRI%CH) Ve RitipERe L RBE EhehsaitherapidtienriéstYepresented by the
following genérgieditiusture: H3W, | ,R3 H2I R 2Ra RS (formula f) wherein R, and R, may be present or

absent, each of R,-R, is independently selected from halogen, hydroxyl, and acetate, and R, is a
cycloalkyl; Further described herein is a method for treating an individual suffering from a tumor

or a cancer, comprising administering to the individual an effective amount of said
combination of active ingredients.

Further described herein is a packaged pharmaceutical comprising a pharmaceutical
composition and instructions to administer an effective amount of one pharmaceutical
composition to an individual suffering from a cancer or a tumor, prior to the administration of
another, second pharmaceutical composition.

It is another object of the invention to provide kits having a combination of active
ingredients, with or without pharmaceutically acceptable diluents and carriers, which may be
effectively utilized together for carrying out the novel combination therapies of the invention.

The solution offered is based on the surprising discovery that taxanes are highly
synergistic in combination with a platinum-based chemotherapeutic agent selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination
complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:

Harsl,,,Fl{T..R3
'~
H2rr R2 R4

Rs (formula 1)

wherein Ry and R, may be present or absent, each of Ry-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;

(d) satraplatin or a metabolite of satraplatin;

or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d). This synergistic effect
is most pronounced, if the taxane precedes the platinum-based chemotherapeutic agent.

6



(d) satraplatin or a metabolite of satraplatin; or a pharmaceutically acceptable salt, isomer or prodrug of
(a) to (d). This synergistic effect is most pronounced, if the taxane precedes the platinum-based
chemotherapeutic agent. 6 Brief description of the drawings Figure 1. Satraplatin (JM21 6) and certain of
its metabolite BHetdesnitptionreiihagtiasiags (Cancer Chemother Phamacol (1996), 38, 155-162). Figure 2.
Isobologram, indicating that satraplatin and docetaxel show an additive effect when administered
simultaneously Figure 3. Isobologram, indicating that IM1 18 and docetaxel show an additive effect when
administered EigtiRdn8atiamnaimddivz16) aemhersgiash trariabrlicaracacstraixBexmrrdatraplatin act
synergistically gdnesr Gadraglatirisadeoinisesedgres-twglocetaxel Figure 5. Isobologram, indicating that
docetaxel and satraplatin act synergistically when docetaxel is administered prior to satraplatin Figure 6.
Isobologram, figkta#n (s ehaledseeadisprartiitalsaiB Rtz pRe Agetiashs imean addite eSetdmiRistered prior to
docetaxel Figuseninisteasandpguranedodicating that docetaxel and JM118 act synergistically when docetaxel
is administered prior to JM 118 Detailed description of the invention 1. Definitions 7 The terms
"administeredFigg@iintohelgeram: Bdieatinadint gMALS mdnsatR® peowindafsibeuelteehwheNproviding any
compound of fammsithedisiatithecsuagntion to an individual in need of treatment. The term "alkyl" refers to
optionally substituted straight- or branched-chain saturated hydrocarbon groups having from 1 to about
20 carbon atoRBYBr&fSRAINIIIH Indisaibe they deedtsed! angrPRIraPlAmpteSYBEEIRIFIMCRRRS but are not
limited to, metaylamsiylisradmomstbredpapytt dotsiixkls-butyl, t-butyl, n-pentyl, and s-pentyl. In addition, the
term is intended to include both unsubstituted and substituted alkyl groups, the latter referring to alkyl
moieties Figure 5. Isobologram, indicating that docetaxel and satraplatin act synergistically when

docetaxel is administered prior to satraplatin

Figure 6. Isobologram, indicating that docetaxel and JM118 act synergistically when JM118
is administered prior to docetaxel

Figure 7. Isobologram, indicating that docetaxel and JM118 act synergistically when
docetaxel is administered prior to JM 118

Detailed description of the invention

1. Definitions



having one or more hydrogen substituents replaced by, but not limited to halogen, hydroxyl, carbonyl,
alkoxy, ester, ether, cyano, phosphoryl, amino, imino, amido, sulfhydryl, alkythio, thioester, sulfonyl, nitro,
heterocyclo, aryl or heteroaryl. It will also be understood by those skilled in the art that the substituted
moieties themselvesrrafeRRsSuBSiHIIER @S Wiph; Mél%%ﬂorapf%f&?ﬁfrﬂ%‘@nﬂ_d‘% tRrpocHgimliky!” refers to
optionally substi éuted %atturate CXC“C h% rocarbon fing, systehmg P %erabl contalnln 3 to 7 carbons per
providing an fom ci BdP he’m $ { tlo 0.an mﬁ ?

ring. Exemplary groups nClGae Cyclo Sroﬁg/ ﬁ: obutyl, cyc openty cyc cyclo epty cyclooctyl,
cyclodecyl, cytméé@éti‘?ﬁ“aﬁﬂt adamantyl Exemplary substituents include one or more alkyl groups as

descr'!bed apove, or rrn ma%ﬁ]% ehrg ? Fﬁescgsteq CP ra| ng%)rgHg ent for aI gcgoups The
term "effective amoun means eamoun t taxane or ub com oun he Subject

compound coRYBIRAGRTEANEWERMav LoV, i elpit efciatpren HRﬂt?gRfaierﬁhyéférﬁdlgaﬁ%lﬂlh?macologlcal,
therapeutic orcansshicabrespansples & aily) iiskide, baystennt hedyd aimahyinetiviualrdpgtient or human that

s being sousy iy IsFeaEElf RRRASRIC S AARA0 hotEleRALAR fchgaL doctor, o other

clinician, e. g., Iessenln% of the effects/s toms of cell pr0| ferative disorders such as a cancer or tumor,

or killing or wf%iﬂﬁ& REHaSE ’éﬂtﬁi’cﬁﬁ%ﬁ.ﬂ?ﬁtﬁ‘%ﬂ AYEA AP HRiRHCSRTeFRE iR Alv dBritiEted”,
"contacting” amitigrongbit nmice tgoregsh, sdfstitsdotarepipeeddsshumethiotten imbaegdradydmistration, by which
a drug, a compEuEI, iRy, eembérﬂ@éiow&ﬂwﬂ@p%@pmﬁﬁan%dsahreugémfmw@mwiwith a target cell,
such as a caqger ctell or g gell der etdrfrorp atulmrh lnrsuc l?V\{%f ttr}% dr g} (c?rﬂfound or
combination o 8ruge$ Sr'com pou?f S Ca XY it ag fonorito Sai StargeLf &l LCtoh on said target
cell is typically'dlgddnitie aRritstars sepstikipp rotRigstiveraTel e fetbRacsHesidues FhueleMierfurther treated”,
“further adminiggesp@tefurther administered”, means that the different therapeutic agents may be
administered together, alternatively or intermittently. Such further administration may be temporally or

spatially separated, 16e é&ampielerlieitteaiers Qinndanally sifteiarrcieaidraedieyelierBYaracaierRedsr routes of
administratiorsy$taemiepraiéral ygentamind1alie 7redersntopdu ang & xehiprnegbpsituand iodine.

cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, cyclooctyl, cyclodecyl,
cyclododecyl, and adamantyl. Exemplary substituents include one or more alkyl groups as
described above, or one or more of the groups described above as substituents for alkyl
groups.

The term "effective amount” means the amount of the taxane or the subject
compound, or the subject compound combination as defined below, that will elicit the
biological, physiological, pharmacological, therapeutic or medical response of a cell, tissue,
system, body, animal, individual, patient or human that is being sought by the researcher,
pharmacologist, pharmacist, veterinarian, medical doctor, or other clinician, e.g., lessening of
the effects/symptoms of cell proliferative disorders such as a cancer or tumor, or killing or
inhibiting growth of a proliferating cell, such as a tumor cell.

The term "contacted", "contacting" and "brought into contact”, refers to any process,
method or route of administration, by which a drug, a compound, or any combination of drugs
or compounds, is brought into vicinity with a target cell, such as a cancer cell or a cell derived
from a tumor, in such a way that the drug, compound or combination of drugs or compounds,
can exert its action onto said target cell. Said action on said target cell is typically a growth
inhibitory, an anti-proliferative or a cytotoxic action.



The term "IC50", as used herein, refers to concentrations at which a measurable phenotype or response,
for example growth of cells such as tumor cells, is inhibited by 50%. IC50 values can be estimated from
an appropriate dose-response curve, for example by eye or by using appropriate curve fitting or statistical
software. More aCCUfﬁéQBfni@5‘%&@#&%&6",&%rh%ﬁé‘&ﬁfﬂiﬂfé@%”ﬂm%&%rﬂﬁﬁ%ré%gfﬁéﬁmwa'YSiS- As used
herein, an "intﬂivi lpal" r‘pt ans a {pulti-ﬁ?llr%largr r%?ﬂ 1;0(5 texamgrle Emmatpl al rSthCIpm%%e% Imammal,
preferably a pn?na' & 1N abidiion to primatey, Such 48 humans. a Va‘i’lrlgtyaoil%)(hoer mamniale can be treated
according to tRECHhH 3smifisrbiee marn be trperaty peseatpieseaaivasalerimstiest Biferit limited to,
cows, sheep, @naisohairsesntdRgs ot aks diffRiEne i pigs ofatsiles othembmtiagerovine, equine, canine, feline,
rodent or murine species can be used. The term "metabolite”, as used herein, refers to any substance
produced by metab®li8i§Br Hyleorieribbale privELs INpsnth 6lISHNeaSragine Refddinefers to the various

physical/chemical/bi?chgmiq%/g(pamacol ﬁical ree*ctiqns involyepl in the tr. sformatiogn of molecules or
. he term’. , %S used nerein, rerers 1o COFE:G(I] ratons at wnicn.a .raea?ura le
chemical compounds occurring In’the Cell, tisSue, system, body, animal, individual, patient or human

therein. The tEASNCHRAIPLEFSRLSITEX BEABIRIC BEPAHE R GRHSAYEABH TR S ric &tk srtey 207%-
pharmacologitzaly\atids: parverdstiniged frovoaPipptaggata i sftars pise bt lresauisexdmEomes gituations, they

may be eaSieBF%;?ﬁgRE‘bﬁﬁfoHﬁ% 0RBAEY &r&%tisﬁbﬁéé?ﬂ%)éréc%ﬂ'iét&’%ﬁ?atgﬁ BRRYDIERY oral

administration whereas the parent drug is not. The prodrug may also have improved solubility in

pharmaceutic8f CIBYRHBVRr eSS R Sdrug may be converted into the parent drug by
various mechanisms,dnelitiaAnzy MRkt P ARSFRS AN BaIARCNS INIFO e iskanpfe Gangwar et al.,

"Prodrug, molecular structure and percutaneous delivery”, Des. Biopharm. Prop. Prodrugs Analogs,
[Symp.] MeetT5584C1 878 MRS AEE7Y R AR 4 AdNRLYE, PR THED A UPeaTEréview of their
clinical pharnvadetiogfyothedtirerapsuio bsécadigerds(i®) (Gde-9v g 98hShdrmbabueatiehThakker,

"Prodrugs of #ptieaieglagam®aldiaMuiiy Sielameey, dQE)srébl 263161088 s i6ds e4tal., "Prodrugs.
Do they have advant%ées {'n cliqﬁ]cc??lbgractice.?" Dru.gs %glg?r? 4@5-73 e%?gl)' Tan et al. "Development and

L7 uinea , rats or 0 Vine, oving, equi ,teline, 1 murine species can
optimization of ant- PR RUgIR0sIte anar]ogs andeﬂroffugs: R review P
be used.

The term "metabolite”, as used herein, refers to any substance produced by
metabolism or by a metabolic process. Metabolism, as used herein, refers to the various
physical/chemical/biochemical/phamacological reactions involved in the transformation of
molecules or chemical compounds occurring in the cell, tissue, system, body, animal,
individual, patient or human therein.

The term "prodrug”, as used herein, refers to an agent which is converted into a
pharmacologically active parent drug in vivo. Prodrugs are often useful because, in some
situations, they may be easier to administer than the parent drug. They may, for instance, be
bioavailable by oral administration whereas the parent drug is not. The prodrug may also
have improved solubility in pharmaceutical compositions over the parent drug. A prodrug
may be converted into the parent drug by various mechanisms, including enzymatic
processes and metabolic hydrolysis. See Gangwar et al., "Prodrug, molecular structure and
percutaneous delivery", Des. Biopharm. Prop. Prodrugs Analogs, [Symp.] Meeting Date
1976, 409-21. (1977); Nathwani and Wood, "Penicillins: a current review of their clinical
pharmacology and therapeutic use", Drugs 45(6): 866-94 (1993); Sinhababu and Thakker,
"Prodrugs of anticancer agents”, Adv. Drug Delivery Rev. 19(2): 241-273 (1996); Stella et al.,
"Prodrugs. Do they have advantages in clinical practice?", Drugs 29(5): 455-73 (1985); Tan
et al. "Development and optimization of anti-HIV nucleoside analogs and prodrugs: A review



of their cellular pharmacology, structure-activity relationships and pharmacokinetics", Adv. Drug Delivery
Rev. 39(1-3): 117-151 (1999). As used herein, a "proliferative disorder” includes a disease or disorder
that affects a cellular growth, differentiation, or proliferation process. As used herein, a "cellular growth,

differentiation®istofiedyiai ohapmacengyistupkbesss iy ipiplionie anddeasesknalingbetdsize or content,
by which a cethdg\minrsyarepesvalized st 6f clygcteristics which differ from that of other cells, or by
which a cell moves closer to or further from a particular location or stimulus. A cellular growth,
differentiation, or pra\fereEdIeBIdE PsaHerateizaiify Ndudenn iseasand trjfatRaoATaeE dther
metabolic procesfgsaiancaliicfecltisiarop bicsation peisasi sy bereiasactaiiizedrbytaberrantly

regulated cellyircroutty AolRLIAN TR ROL igration. Gellraulifssalion disorders include

tumorigenic diseases or disorders. As used herein, a "tumorigenic disease or disorder” includes a

disease or d|s‘EFHB‘?é}IeEhdeﬁtﬂéhz%ﬁewedﬁ@ﬁ%\ﬁﬁﬁ‘?@@'m%ﬂéﬁtc%FFHP&?@?BWH? WrshHeF i R rentiation,
adhesion, or ohighatiogilswdrich whay resliltrinviiseciosed teotidnriieotreena padipuiarpooatisoeotumors. As used

herein, a tummn@ude@la@%%oa.m»%%ﬁ Wl%rﬂﬁwsrmﬁée@f&%%%@m\“”h or
proliferation dsorder §§ %ré tare no I|m|ted to, cancer ergf g a sarcqen?qe or leukemia,
rea

examples of wﬁlcsr? nceiu r%n SP |Iml?e([]] %abo" > ?/Saéref ar BrOI tial, uterine,
hepatic, gastréisfassingy bﬁdﬁt@ﬁ&t%{ﬁéctﬁaﬁpéﬁm@rr%ﬁ%@@@i@ﬁ%mhnﬁétb@té@?@; skeletal dysplasia;
and hematop@i&sremw&r onyiaipareifcatie shamsaats dsdririnmonbasedagampalisdseie subject

platinum-basegLEREROMSITIG ALC ARSAIACLOEL BN IFAPISRIEE. OB 3t pualable

platlnum bas erapeutic agent; atinum- ase emo erapeutic agent comprising a

platinum (1V) EBaEﬂﬂﬁﬁ%ﬁBHV@BﬁﬁfﬂW r&%“é"‘]@%ﬂﬁ'hﬁ'ﬂr S &ﬁ‘é?ﬁ&i‘%éﬂ&ﬁ@'ﬁ%??’@ﬁ?&bnted by the
following generahigtiimtindich aldy, rdult, ilktheH2odRI R TFRgtéfaiemeptdoljroduce tumors. As used

herein, a "tumor" includes a benign or malignant mass of tissue. Examples of cellular growth
or proliferation disorders include, but are not limited to, cancer, e.g., carcinoma, sarcoma, or
leukemia, examples of which include, but are not limited to, colon, ovarian, lung, breast,
endometrial, uterine, hepatic, gastrointestinal, prostate, and brain cancer; tumorigenesis and
metastasis; skeletal dysplasia; and hematopoietic and/or myeloproliferative disorders.

2. Platinum-based compounds

The subject platinum-based chemotherapeutic agents described herein are selected

from:
(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination

complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:

R
HaN/,. 1 \Rs
'~
H,N R
2| R2 4

Rs (formula )
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10 wherein R, and R, may be present or absent, each of R,-R, is independently selected from halogen,
hydroxyl, and acetate, and R, is a cycloalkyl; (d) satraplatin or a metabolite of satraplatin; or a
pharmaceutically acceptable salt, isomer or prodrug of (a) to (d). In one embodiment, the subject

platinum-baseghsRMPAYAE i5 mps@lué%ilabé%sw@%%emmmﬁ@e&#&&mcéber&hrase “orally

available”, as us ed h re%]n mean ?F or ag as biological, physiological, pharmacological,

therapeutlcally, ARredicy roxyl &lnlca y §gann| aci}lv When administered orally. Suitable orally

available platigym- bgai%hth%ag%{gb@g@rgﬁsmg gﬁh,satraplatin (IM21 6), IM1 18 and JM383 or a
pharmaceutically acceptable salt, isomer or prodrug thereof, and others described in EP 0147926 and

U.S. 5,072,001 aHewmaceiicshoadcebibvecaniserdettwipadthionigh(a plddinum-based chemotherapeutic
agent may be orally available, such a rﬂfnt may also be administered through other aptg)roprlate routes,

such as rectal, intrafEREIPIARENToRSUR et RuReased s is RN AR ministration
would still be piatiogmiseenzgstfetoaticagentelishihped "thellrsailebiel @atisad hewibtheawsritteddiment, the

platinum-baserec iR 43erEnasIRIBYIEH, (bwgér@o@rgﬁnet@dnseaa@wn%éﬁwmlm%@m@aﬁm state of the
platinum is +4, '&I;@m%esl@%ésﬁac Ia%na Ci\/IZn}Sfi recMr I8 gl\/l{ ie o‘r]é\{ll383 | roplam tetrafpﬁgtln

(ormaplatin), L ace ama [amine)ammine aPnum ), JIM1 49,

JM221 , JM33€€@9@W€(NMDFM§; SRERRIT DI AMA TN ¢ }1I§/36GMM6%8”5309§?;‘[6?@6HW@'$ 6,413,953, US
5,072,011, USé@&ptihbast kDb 47 6@ b Betebi a2ah AL BeBGORmMa W6 2/28831, and

Coordination GomisinBRURNR (RINE2 A2 ANRE HR M SpARdITERLAhe platinum-based

compound is a platlnum compound of a structure represented by the following general formula (formula
1): HsNF'R R T=|W‘Piﬂ%@&“%@%%|%e|?rﬁ"YF@"?H%*§)eoé‘{ﬂb3§8 &gy ﬁﬁ?e*?%ﬁg feietach

independentlyhselgbteitidrappropriate routes, such as rectal, intramuscular, intravenous, intraperitoneal,
and subcutaneous, which administration would still be recognised as following the teaching of

the instant invention.

In another embodiment, the platinum-based compound is a platinum (IV) co-ordinated
compound, in which the oxidation state of the platinum is +4. Examples are satraplatin
(JM216), JM518, JM559, JM383, iproplatin, tetraplatin (ormaplatin), LA-12 ((OC-6-43)-
bis(acetato)(1-adamantylamine)amminedichloroplatinum(1V)), JM149, JM221 |, JM335,
ZD0473 (AMD473) and the platinum (Pt) IV compounds disclosed in US 6,413,953, US
5,072,011, US 5,519,155, US 5,547,982, US 6,518,428, WO 01/76569 and WO 02/28871,
and Coordination Chemistry Reviews (2002) 232, 49-67.

In a further embodiment, the platinum-based compound is a platinum compound of a

structure represented by the following general formula (formula I):

R
H3Nr,_|$t1_\\R3

'~
HIN R, R

Rs (formula 1)
R;-R4 may be the same or different and are each independently selected from
halogen, hydroxyl and acetate. Rs is a cycloalkyl, preferably a cyclohexyl. In certain
embodiments, Ry and R; are absent. In other embodiments, R, and R, are the same and
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halogen, hydroxyl and acetate. R, is a cycloalkyl, preferably a cyclohexyl. In certain embodiments, R, and

R2 are absent. In other embodiments, R, and R2 are the same and 11 are hydroxyl or acetate. In certain

embodiments, R, and R, are the same and are both hydroxyl or preferably halogen, for example,

chloride. In a HF@B?&B‘iﬁthfa@é%iQVﬁ%%mtBﬁMéﬁ&ﬂ@ raspd ahermaibssaresdicoagssthis satraplatin.

Satraplatin (‘]% as the SE'(Y) %f Pt H2N' O ~CI (formula A) In another aspect of
dc

the invention t|n Fﬁf a ﬁ{g?(ézbné)u?iccgaéetls JM118. JM118 has the structure: , SCI

(formula 11) Satrap|ﬁ¢@fﬁ§%§%§)ﬁﬁh8%@ﬁk@ﬁ%%@ﬁ@rﬂ%§@@ﬂ?@ﬂw&md@dérﬁrspatem NO
5,072,011 and i‘, 4} ﬂn],? kthm M%%e oedS! }ﬁgttlon of the method disclosed in US 6,518,428. Upon
administration” 0 soa?rap Sy imal OF & huMan patient, a number of related platinum-containing
metabolites may be formed. The term "metabolite”, as gsed herein, also includes a substance derived

from a drug by physical, chemical, biological or bioch ical processes in the body or cell after the drug is

administered. Figure 1 (taken from Raynaud ep ancer Chemother Phamacol 38: 155-162)
shows exemplary metabolites of satraplatin (J depicts JM118, JM383, JM518, JM559 and
JM149. As will be appreciated by a person skill& rt, additional platinum-containing molecules
may be formed by metabolism of satraplatin aft miglistration to a cell, animal or human patient, and
such metabolites of satraplatin are encompass the sa@peutf Ithe instant

In another aspect of the invention, the platinum-based chemotherapeutic agent is
JM118. JM118 has the structure:

H3N,,, \\\\CI
o
vd
Ol o
(formula 11)
Satraplatin can be synthesised according to the method disclosed in U.S. Patent No.
5,072,011 and 5,244,919 or by appropriate modification of the method disclosed in US

6,518,428.

Upon administration of satraplatin to a cell, animal or a human patient, a number of
related platinum-containing metabolites may be formed. The term "metabolite”, as used
herein, also includes a substance derived from a drug by physical, chemical, biological or
biochemical processes in the body or cell after the drug is administered. Figure 1 (taken
from Raynaud et al. 1996 Cancer Chemother Phamacol 38: 155-162) shows exemplary
metabolites of satraplatin (JM216), and depicts JM118, JM383, JM518, JM559 and JM149.
As will be appreciated by a person skilled in the art, additional platinum-containing molecules
may be formed by metabolism of satraplatin after administration to a cell, animal or human
patient, and such metabolites of satraplatin are encompassed in the scope of the instant
invention. Suitable metabolites may be formed within the treated cell, animal or human by
biological or biochemical biotransformation. Alternatively, such metabolites may be first
formed out of the treated cell (such as in the Gl tract), or may be formed by synthetic reaction
from suitable starting materials and administered directly to the cell, animal or human patient.
For example, JM118 may be synthesised according to the method disclosed in EP 147926,
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invention. Suitable metabolites may be formed within the treated cell, animal or human by biological or
biochemical biotransformation. Alternatively, such metabolites may be first formed out of the treated cell
(such as in the Gl tract), or may be formed by synthetic reaction from suitable starting materials and
administered Gites90:6 thansell,Sadin?A B anmay pafremediydpkansinemnaian i8rmiY2ie Synthesised
according to thepmgtheehdiselasasddp EP 147926, 12 GB 2,060,615 and U.S. 4,329,299, or may be
formed by biotransformation from JM216 in a separate fermentation step. The platinum-based compound

may be selected frof'e teHpYERRISRY 2eBPINAL T8YAfoseintzgdron savinklig (et JMHa&ans "prodrug”,
as used hereipyasamoinchicispsstbstaneaethabeanuglyas s dnaphansEaolegicallyisttive metabolite.

The prodrug itgeltmay,@rnay %BBJ%&%‘B’Q% iy a%’é%*}ﬁé?%%Hé"?‘h‘r%ep?d?jm&‘ﬁé%i?n%%?‘ﬁ? nbi exemplary

subject platinum-based chemotherapeutic agent may be brought into contact, exposed to or administered

directly to the%ﬂ?ﬁ)‘ﬂi(ﬂﬂﬁ’&lf@fﬁﬁ&i‘@fk?ﬁﬁ’ﬁé’??ﬁ%(ﬁé?‘iﬁ"%evgr, as will be evident from the discussion of
metabolites, a first p@tl&émb%?glgbjgarpﬁgm_ggggdg%é?ﬁg%hmd&gﬂcz%%m%ﬁ&%g miﬂ{oadmlnlstered to

a cell, following which an exemplary platinum-based chemot erlaf\;)% c.agent may be formed by
H

metabolism of tREHSXRPSRINGALBAQUUSIERISHEAY. 18 e Rl st AHRINAHRELY BURRLRAEYo administered
may be consideredes'psotllilng ©fdbet Exertie discasdijoct piatabolied ssiivdt olrimotHEsgdeutic agent. For

example, JM%B&M&%%@W&E@Q ﬁtB@ﬁﬁH&,%&ﬁMé&@’o@ﬁd}Mﬁsﬂe‘?’e@ﬁ %m%win@cvmeﬁund useful for
the method of the invqntio is forg1ed bc¥] mettﬂbolls .0of JIM518. A alogglés
m ared chemoathera %

I 1 6 may also be
considered a %rr]oeé‘reudogm B edr compountﬁ’se %?%Wer?]aglg%ﬁris ered Pt{({)e\ga"’llw@ccz)le' ,maﬂi%l, individual,

patient or hunfigh PR WBhee A EP(AReLAB oftgel firsbri eRAsRIF PR DN Rl agseififtesed tayRethods of the
invention, suckoasdéidd 4 HradargcbbeeenesipiaresuniibipliieustopscotHambistapamicejédn. Forich other

compounds, EIURRs A13, BEIELAIOSANAIES 81 H1F: 8 ETIRIAT sUPIS fgEpound useful for the

method of the invention, and fo owm% the disclosurée of the instant invention, alferson skilled in the art

would be ablefBAVISIYRELHANEMEAR S dpHE Hoeh B FId e RYORFTRAIRE. of H¥ B tinum-based
compound mandlegansinidBéimty msthieesyntides s af satrapleitiiM (I84216), divipdBdsitialM383.

Exemplary intgraegigiesineldeal Eal (4, PPNt or human, are converted (metabolised)
to an exemplary compound useful for the methods of the invention, such as JM118, would be
considered within the scope of the instant invention. Such other compounds, may include
salts, esters or phosphates of the exemplary subject compound useful for the method of the
invention, and following the disclosure of the instant invention, a person skilled in the art
would be able to envision a number of appropriate such prodrug compounds.

The platinum-based compound may be an intermediate in the synthesis of satraplatin
(JM216), JM118 and JM383. Exemplary intermediates include IP-118 (U.S. Patent No.
4,687,780), JM118 (an intermediate for synthesizing satraplatin, EP 147926) and JM149 (EP
333351).

Furthermore, the platinum-based compound may be represented by one of the
following general structures:

(A) Those disclosed in US 5,072,011 represented by the following general structure:
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4,687,780), JM1 18 (an intermediate for synthesizing satraplatin, EP 147926) and JM149 (EP 333351).
Furthermore, the platinum-based compound may be represented by one of the following general
structures: (A) Those disclosed in US 5,072,011 represented by the following general structure: 13 1, A
Pi4iW? a xF tt zr for, pies OF the forMLa a,tAa/N, whctevi A atd A’ 3:C' IFJ3 4 ;~F x.'13' Rf.'If~.t' ~3
{3 M'} tiytar a~+4iStST A8t NG ARG IR0 VS, RS 1t 10 Fiidirs siF " .t2i; wil\3 the prn tx, iEt.3f
whas *, th ;k s.d Al a ;a3SrFFi? ty>a, .; Engorc' Ec 4n er- rtt of 1ts.' Ja?scati;~arekxph'i~, tu,sa>cl
WUZW)d asp' Ci:Br: R asas’gg‘_éEgﬁﬁfjé_iz,k:elf "tf~tt'd fso ";a~ 2toiF cor s s;; M of C.. C < 1kyl'c k).S
k~ 13 4. ar&- ky, of 3 t* :thotF .toms,Akotj. s kc s y1, ml ;y'i a3F;:i?i f3i 3 vct k n>sh, r. a “es v. herta i.A..
aisi=~nr:fEi the rar Lmay? tf?( R4"?"; :hz A trs?-cir~r,::n she rasa of aoxjrand a(1Cy la:niw “uF d:
34ch th [f:-- X gkt“l‘@?%‘%ﬁ%?fmﬁgﬁ@gﬁdﬁ&@d #RH COi.t-"rr; artr3.rs tf: m:% :% utl?et. (B)
Those disclosed mifﬁ.&ﬁ ,,ik@,m@g&ﬁaeﬁbla&gﬁ fallewing general structure: t'iiTk EK":~k ii." n. ~4

Yt 2°T wherais A andaiErant 543wtarickftom thrgmbamMeasts.?- iA E,.ts snd an a3tAr& gsvitn 1k s:30 t2 »
xie hvdm- 110 3 carbon aioms; both X groups are the same and are

y Cl or Br: R and RY are individually selected from the
group consisting of Cp-Ciealkyl, eycloatkyl, aryl, aral-

kyl of 3 to 7 carbon atoms, alkoxy, slkenyl, alkylamine
of 1 to & carbon atoms wherein the group is joined to
the carbonyl through the heterc.atom in the case of
afkoxy and alkylamino, and H; such that the X groups
are cis to cack other and the CO:R and CO:R! groups
are trans 1o sack other,

(B) Those disclosed in US 5,244,919, represented by the following general structure:

{F

wherein A snd Al are selected from the group consist-
ing of NH xys and an amino group; R and R' are hydro-
ges, C-Cyo alkyl, alkenyl, aryl, aralkyl, alkylamino or
alkoxy: and X is halogen or alkyl monocarboxylate or
divarboxylate.

(C) Those disclosed in US 5,519,155, as represented by the general structure:

1. A PV} complex of general formula I,

RN, OER ops }

R \h /
RANHy {;:}WM\ X

in which
X is a halide atom, & pseudohaiide, or hydroxy group,
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Rem h-eny'l. aryl, aratkyi ~F3 ,r $z stir3 t r alktny, and X i\ }}yjy2 >aiT R 4*tkyl Ft;:?t7 l.a, sTl:*yis * E35' d
c tFIC.Oy t .. (C) Those disclosed in US 5,519,155, as represented by the general structure: Ls:FT"
m}idex of gcttir IhnmzEh 1, in a ,iel X s. tai C v=, a. p cu>& hti{cam. ei hyermry gm. E?, 14y Is ,FZLxr.:t

izn>rt:" xatray 1x ;he s megag,tsiQiizres,feamxpas sRa it & slidaes R Xnci we by&n>geitac, w ;.zr.s
glraerrr;4&J ka™:irt Yx tit nn :bdiade): dWhcllakd RyandkR1A ikl nbbre same aC et tv t\rx r f arm} inif
sisamrsm arcs p1 Fd " ¢ ?Yyd ocpid: Fr@y:3eohRIER. mik @' RUEReis. n; s, O\ 3? IMutc. (D) Those
disclosed EP 0 147 926 Al, as rébteSeritad By thie*giieral structure; a (a S x structures: in which A and

B are the same or different anﬁﬁ§%%§;¢f\§§l§%ﬁk§? Wﬁﬁ%amnes or together represent a
& the.same, ok e reRlan

diaminocycloalkane, X and Y arg.the.same.Qf e a&g;,@@g d from halide and pseudohalide or
together represent cycloalkanedicarb@xytatey witlkthe provisos that when X and Y together represent
cycloalkanedicarboxylate A arthB BoHGtS rEPedetit@tifidine and/or alkylamine, when A and B together
represent a diaminocyclohexane X and Y do not represent halide and/or pseudohalide, and when A

represents amine qu not repres th ;aqg isopropylamine qr cyclopentylamine and the Z
gﬁ'glose dlsclPos d?ﬁ% 1X 5t élne E1h?jsk%ﬂfréc¥)?{):[efgby?he enepaﬁ s%c ure:

moieties are optiona are selected from h a

z
( structures:

& ] %
\\?t/
33/ ]\“Y

Z

in which A and B are the same or different and are each selected
from amine and alkylamines or together represent a
diaminocycloalkane, X and Y are the same or different and are
selected from halide and pseudohalide or together represent
cycloalkanedicarboxylate, with the provisos that when X and Y
together represent cycloalkanedicarboxylate A and B do not
represent amidine and/or alkylamine, when A and B together
represent a diaminocyclohexane X and Y do not represent halide
and/or pseudohalide, and when A represents amine B does not
represent ethylamine, isopropylamine or cyclopentylamine and the Z

moieties are optional and are selected from halide and hydroxy.
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\3r. ~..iidan. X12 fi 4e+C3~u 5'tit}, \E Y KtR, \3i{ln:)3Ctt~1tttc $4 'flyc>c<;; 1. wF ~~r:;','i?" :a
ftiM r: ~t.mp ;~tj 1e c He u:p *a ~x a:Efi. 6.A"?:iz,. (F) Those disclosed in EB 0 727 430B 1 as
represented by the general structures: X, /A ante A:S , tilk mactsk .~.. ,.ttR nrairotX a:8c 2, iv<..Av
6ixlia ,,.;...1.sx,~ s_air?. 'xymMr. s CY ..: 1. T 11 lear s 210. Q.nfIXK At 1 _y'L5&S P...:)"c.=." c. ia. |
r~;dc~; xIC+ 16 (G) Those disclo§b§ in US 4,329,299 as represented by the general structures: 3?ie's 1
zrk~ A" m N in which A isran agiineshaving the formula R-NH2 where R is branched chain alkyl, and X
and Y are the same or d&ﬁ&%ﬁt halogen. 17 The platinum-based compounds described above will be
collectively referred herein as the "subject platinum-basgg:compounds" or "subject platinum-based
chemotherapeutic agents’; Thelsubjectsplatinum-based compounds also encompass any such

compounds in pharmaceutical accﬁ{{table salt forms. The subject platinum-based compounds may
contain R e ’

AN

]?_‘_ g ¥ NHpeR
I
o

NH; ¥ _/K CLASS B3

\ £
P

gt Y OX
wherein B is 1, lower @ky] of up 1o 8 carbons, sikenyl or
alicynyl af up 1o R carbons or arvly X is Cl, malovate,
ghyeolate or oxalate: ¥ is OH, Cl, COOR® Lens B, or absent;
Q) is &0 alkylene, shkenyl, iyl or aryl Hoking groups R
is H. lower afky! or aryl R s H, aliphatic, aromatic or eyl
aliphstic group and R* is a eyelic aliphatic kewone, ke,
Bemizoeial or acetal,

(F) Those disclosed in EB O 727 430B 1 as represented by the general structures:

B
X\\, ?t/ } fa X\ f
N\ /

b fo
-

P \
where
each A is a leaving group and may be the same of different, or together form 2 bi-dentate carboxylale or

sulphate.
cach B, wi

ich may be the same or diferent, is halo, hydroxy, carboxylate, carbamate or carbonale es ler.

Z Is a supshiuted amine whereln the subshituent sterically hinders access of the Pt atom to a DNA strand of
a tumor cel, wherein Z is an unsaturated cydic amine coordinated to Pt Birough the aming nitrogen atom,
which eyl amine may contain one or more oiher heteroatoms =nd wherein said Z has a substituent on the
atom adjacent the amine nitrogen atom and

X i NH,
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one or more asymmetric centers, preferably carbon or platinum, and thus occur as geometrical isomers
or stereoisomers. The present invention encompasses all these isomers and mixtures thereof, as well as
pharmaceutically acceptable salts and prodrugs of the subject platinum-based compounds of formula 1A
or formula 11. 3. Taxal§ed TPasdise'oseddit Ueeh@petsHae Emeaehipd Moo e Shitctiiepeby causing the
formation of unusually stable microtubules. The ensuing mitotic arrest triggers the mitotic spindle
checkpoint and results in apoptosis. Other mechanisms that mediate apoptosis through pathways
independent of microtubule dysfunctionkba\e been described as well, including molecular events
triggered by the activation of Cell Diyigion Control-2 (cdc-2) Kinase, phosphorylation of BCL-2 and the
induction of interleukin 1(3 (IL-1 (3) and tumor necrosis factor-a (TN F- a). Furthermore, taxanes have
been shown to also exert anti-tumor activity via mechanisms other than the direct activation of the
apoptotic cascade. These mechanisnis.jffckitie decreased production of metalloproteinases and the
inhibition of endothelial cell pro-liferatiory%‘hq motility, with consequent inhibition of angiogenesis. By the
term "taxane", it is meant to include 8Hy mentber of the family of terpenes, including, but not limited to
paclitaxel (Taxol) and docetaxel (Taxotere), which were derived primarily from the Pacific yew tree,
Taxus brevifolia, and which hawgwh@ivilis againeé 6aviaithd enans RaaHIcuarRseasicHenchand ovarian

tumors (See, for example, Pazgdy, el alx GaNeere HEMNR T akeeat hdicyen 1 ; Bissery et al. Cancer Res.
1991 51:4845). In the methods, uses, pharmaceutical compositions, packaged pharmaceuticals and kits

described herein, preferred taxanes are paclitaxel, docetaxel, deoxygenated paclitaxel, TL-139 and their
derivatives. See Annu. Rev. Med. 48:353-374 (1997). 18 The term "taxane" as used herein includes both
naturally derived and related forms and chemically synthesized terpenes or derivatives thereof, including
deoxygenated paclitaxel compounds such as those described in U.S. Pat. Nos. 5,440,056 and 4,942,184
and that sold as TAXOL(r) by Bristol-Myers Oncology. Pactitaxel has been approved for clinical use in
the treatment of refractory ovarian cancer in the United States (Markman et al., Yale Journal of Biology
and Medicine, 64:583, 1991; McGuire et al., Ann. Intern. Med.,
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111 :273, 1989). It is effective for chemotherapy for several types of neoplasms including breast (Holmes
et al., J. Nat. Cancer Inst., 83:1797, 1991) and has been approved for treatment of breast cancer as well.
It is a potential candidate for treatment of neoplasms in the skin (Einzig et al., Proc. Am. Soc. Clin.

Oncol., 20:46, 2001)raa¢ AfRfhaRRREEK GHGR MR ITeArasIVE il He S6MBVAGOicABePRertR90). The
compound also ?Hows otenti for_tgle Heatmen;1 881‘,,poly,c¥ tic kifjr}% disease (Woo et al, I\Lature,

368:750, 19945, HiRg TaNcer&na- marana. BOLRAREI (-deBER, BN R rES SR CSIBIAYEL O-deacetyl
paclitaxel) is pasicedneistaiethelalayanrased AXNDTERE iy by RADARSP 80IPHEREPEIPSIAII Haddition,

other taxaneSpW@dgaﬁyébaddaéﬁwameél@srcand.mnﬁ@axam; ﬁ@rihdty-sés’éamhm&efd@efﬁyaw@d' D.G. 1.
Kingston et al, Sty el AGARIEG S é@feggolfgéig& e diands M%Hga'oézg?dggcts
t

Chemistry” (1986), Atta-ur- Rahman, P. W. le Quesne; Eds. (Elvesier, Amsterdam 1986), pp 219-235.
Various taxan® SRY G SRSt etiST VP LN B5td AE RES8I8BYAHS] A CABRASREFAIRRRGIFANESS of
treatment In cel enbaesmibatetheasugdctplpbimmmacbasadycarmgaainid ssdiks amidepl duengmn dilktheumor cells

when adminisiggrdipaRmRIBASIRNYHRar@xaNs IR Rf-Adlamor cell can be determined by any
methods known in the art. For example, one may use the colorimetric cytotoxicity assay described for

anticancer drug screening in Shekan et al., J. Natl. Cancer. Inst. 82: 1107-12 (1990). For another
example, one may determine the viability of a tumor cell by contacting the cell with a dye and viewing it
under a microscope:=v4 lls can be observed to have an intact membrane and do not stain, whereas

dying or dead cells haying ISy Pe/RRTARSH AP IR0 RREAARAlIPe-A¥amdhe cell indicates the

death of the cell. A dye useful for this’purpose is trypan blue. The exemplary taxanes and the
platinum-contAMAECEHBYE AN HaRE RSP HRYSH Has TRt Il RE5 YIRS death, in
resistant tumaeprglkschesbpros anisresoligini2pobtbyisa Char actehmtienpatttermediatoaphipieriscal, biochemical

and moleculagghajigainkais-aeiRadimeah-ARaRIeissh HapRealS BEdnREABSHREed. They also can

be observedt(r)]li{%comn%aoeeg?ched ftro re dish in.whi are aintq[g d, The morphological

N a cglgu ¢ tV%Y A
. c wlq_' ar Fven S t{rrllgﬂer? %E?]e activation P ell V{smn ntrc{ cdc- .
changes mvol've a aractieristic pattern of condensation of chromatin and cytoplasm hich can be
readily Kinase, phosphorylation of BCL-2 and the induction of interleukin 1B (IL-1 8) and tumor
necrosis factor-a (TNF- a). Furthermore, taxanes have been shown to also exert anti-tumor
activity via mechanisms other than the direct activation of the apoptotic cascade. These
mechanisms include decreased production of metalloproteinases and the inhibition of

endothelial cell proliferation and motility, with consequent inhibition of angiogenesis.

By the term "taxane", it is meant to include any member of the family of terpenes,
including, but not limited to paclitaxel (Taxol) and docetaxel (Taxotere), which were derived
primarily from the Pacific yew tree, Taxus brevifolia, and which have activity against certain
tumors, particularly breast, lung and ovarian tumors (See, for example, Pazdur et al. Cancer
Treat Res. 1993.19:3 5 1; Bissery et al. Cancer Res. 1991 51:4845). In the methods, uses,
pharmaceutical compositions, packaged pharmaceuticals and kits described herein, preferred
taxanes are paclitaxel, docetaxel, deoxygenated paclitaxel, TL-139 and their derivatives. See
Annu. Rev. Med. 48:353-374 (1997).
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identified by microscopy. When stained with a DNA-binding dye, e.g., H33258, apoptotic cells display
classic condensed and punctuate nuclei instead of homogenous and round nuclei. A typical characteristic
of apoptosis is endonucleolysis, a molecular change in which nuclear DNA is initially degraded at the

linker sections of nucleosm@&émqgtx%ﬂéea@uJé@gmmmga@é@&ﬂtﬁwmgI&eﬁ% Wt;g@é?gucleosomes
When these QNA fra eenntff,Cal ﬁ) sﬁteecidter £l 8t6rrc|) attwl\c/JrseﬁlsP gofe}a E\é%al series ?fé)NA bands
which are posi ioned. approx n‘Ya%ly equall (fi)stant fom each other o T g% e%\%gsae fference

between the BA¢BAPIFOMRMBSEAER %ﬁﬁ"&s%%@m%@ Iy b NeRCSI4EEB8 Btk PE2, 1820 base pairs.
This charactesisdiehgisplag ot hxe Dby Basdsngasl@etaddiN Adatigen aasoédndisgigedapoptosis of the cell.

Apoptotic celliFRA SO PR AFIIES B [P Y1 OMALIS BRI bosedh CRMSAANSRIER! Al celuar DNA

content, increased sensitivit A to denaturation, or altered t scattering properties. These

methods are Waf RAGWH fh Bearand Meifn e é%%gﬁ%dvﬁa}#é‘?/@ra%hﬁf‘%%"é@ dtogrammed cell
death, including1sgySpiesis), mla}eﬂt@tlﬁelromhgmmamdpoﬁmahapﬁmsmpwhmmbled|ng

phenotypes/pEapRRtERItase, Qﬁﬁ%&'%c@bﬂ&? d9.p1h EResaiheReRACBRISBIgNaY also be

characterlzed classifie O con5|dereda |s Cyt also be m asured usmg the SRB
assay accordlng? L% ARt aef%erlﬁat‘iv a 5%3(%8?{ %99‘% fnég 88%% Inttﬁe Examples.

Additional ass#ifs(Enzieatdkbiniey- dye- Mcﬁb@dﬁfﬁp@haﬁt@r 2600§ HM&?@@@%HGFWQWPrObeS and
Research Proghsesstitlelardan Roabes et hogt) ﬂm@am@nmaweﬁm paeshea fof #iding or inhibiting

the growth of g Selincsas i semeding.ceniacting.sad el vaen efesibs giount of (@

docetaxel, an satra |t|on of said’ tumar cells can be either partial

(slowing dowﬁ‘%érl'lagﬁﬂﬁﬂ‘?)xﬂ Eb?ﬁB?é‘l?é’YhHﬁffoH“ Péyc%{ﬁ%%ﬁﬁ demeeyt BreliAh B OMPHTREN cycle). Cell
growth can beimeatbereatiby @k AT yrithvonerP toesr RSeach. fe thadgiies, intbkrdaxafes example, MTT

Elssayd(b)ased &8 J@gﬂ-ﬂi‘éﬁerh059&%&%@%?%'Ngkiﬁ%?g%ﬁﬂﬁ%@@ﬁ@?@é@a%f#e% EDS @r?ﬁnytgtrazogl u(;n
romide), and PicoGree usi e inding dye Picogreen, both of which are described in
Torrance, et iﬁaﬁéﬁn @Eé’]eac% ?@S&@QQ@C&B@T Strbﬁ&%s@%&}%?g S&ITﬁ?Bﬂ?ePa tH/%Irowth are described
in Chapter 15RspeugisdBirissty RIS stdmt P Rwaant Rede@rsiierddacts(Risie Ainglermiaibes
Handbook). 1986), pp 219-235. Various taxanes are also described in U.S. Patent No. 6,380,405,

4. Assays for effectiveness of treatment

In one embodiment, the subject platinum-based compounds described herein kill
tumor cells when administered in combination with a taxane. Viability of a tumor cell can be
determined by any methods known in the art. For example, one may use the colorimetric
cytotoxicity assay described for anticancer drug screening in Shekan et al., J. Natl. Cancer.
Inst. 82: 1107-12 (1990). For another example, one may determine the viability of a tumor cell
by contacting the cell with a dye and viewing it under a microscope. Viable cells can be
observed to have an intact membrane and do not stain, whereas dying or dead cells having
"leaky" membranes do stain. Incorporation of the dye by the cell indicates the death of the cell.
A dye useful for this purpose is trypan blue.

The exemplary taxanes and the platinum-containing composition described herein
may induce apoptosis, a mode of cell death, in resistant tumor cells. Apoptosis is recognized
by a characteristic pattern of morphological, biochemical and molecular changes. Cells going
through apoptosis
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20 Progression of disease, cancer or tumor in response to treatment can be monitored using any
standard technique known in the art. For example, tumor size can be monitored and assessed to see if
tumor size reduction has occurred as a result of the treatment. Monitoring and assessment may be aided

by a variety ofgpeanshinrkedinsihiRpaian TR dSREcHesh SIS eseaRY.dshsiR Paatial body imaging

and scans, and various mo ecukﬁr- based.diaﬁgg ic and methods including those that

' osti
and sc | i %%1 ?ﬁ veg o _
investigate turcnuc}fj-rs?pésclfirc] harkers 3 matafions: 5" TUMBrS ahd ot %?ggfdﬁf/é)r\é%ee disorders The subject

compound cofiBiAgiRBFisPateTuPtEaReaRIHsITof fiNRMdidbrae Ry oS TewhichrsliRerEaRAEYdisorder” is
art-recognizeamtido s etidraiesiys \ardis etgesalect TINAromaingalyis, gMABBESs\A6ptdEdaarked by

aberrant, or olhefusg LAIE BIGHEIRAON AL A R ERI AL Pl AL AN AN A SipRgand tumors are

proliferative disorders. Cells comprising or derived from a tumor will'generally be understood to be
proliferating cells, typiggibaechyerpsadité raiopgsielis angbiuQtbisisirguoistancesaagaimanicgll may be

dysplastic, or may pajea i%%ﬂf&[%%%%# ! i RRAPRE SO @ RRIRAD IR G gL Lo reading the

disclosure of the Instant invention, that the methods,Ej)harmaceutlcal compositions and packaged

pharmaceutic5R9BSRH AYMGIBNL e SHee AR MYERIS LB RISRTAERH N URAT Hie BN GI9REN R 858 ment of other

proliferative dsbjedes,togébelkitinghoreasibiltitngepeeliferaiasgptB&\inahddiwgichiarepasglsiedny tumors may

benefit from t%@&@rﬁhf@d?%&h&lyﬁ%rﬁh@m%'m itioRsi-a i &its Qf tbResa gt invention.

Suitable tumors r’gaX be s Qd tu O{ﬁ whi%h arﬁ canc%r f body tissues other, {ﬂ%n blood, bone marrow,
0 band othé it th o A

Wi s next to,eac r IS about the len one nucleosome, I.e. .12 se pairs.
or the Iymphahc system, such as carcinomas, sarcomas and lymphomas: Sui $e%bdrs may also be

hematologicailtigtbasacigsiiadispiakeniia ANG Rangsherried Bdie fafdes 2ne dlisdigeeserm for malignant
diseases chargeigtgiedf by adnraligration:ns baalgswanslyienaieg e vuliis oloeroakbtddiseasas arising from

lymphatic_tisgye.are callediymaiama St s maYRAARIESPENIR NG FaBAes, Stomach
cancer, colon cancer, breast cancer, pancreas cancer, prostate cancer, skin cancer, renal cancer, bone
cancer altered light scattering properties. These methods are well known in the art. It should be

recognized however, that modes of programmed cell death, including apoptosis, may be
following a number of mechanisms or show other phenotypes/properties to those described
above. In such cases, these mechanisms may also be characterized, classified or

considered as "apoptosis".

Cytotoxicity may also be measured using the SRB assay according to Shekan et al (J
Natl Cancer Inst (1990) 82, 1107-112), as described in the Examples.

Additional assays for cell viability are described in Chapter 15 of Handbook of
Fluorescent Probes and Research Products (Molecular Probes Handbook).

In one embodiment, a method of killing or inhibiting the growth of a tumor cell is
described comprising contacting said cell with an effective amount of (a) docetaxel, and (b)
satraplatin or JM118. The growth inhibition of said tumor cells can be either partial (slowing
down cell growth) or complete inhibition (i.e., arresting cells at a certain point in cell cycle).
Cell growth can be measured by any techniques known in the art. Such techniques include,
for example, MTT assay (based on reduction of the tetrazolium salt 3, [4,5-dimethylthiazol-2-
yl]-2,5-diphenytetrazolium bromide), and PicoGreen assay using the DNA-binding dye
Picogreen, both of which are described in Torrance, et al., Nat. Biotech. 19:940-945 (2001).
Other assays for cell proliferation/growth are described in Chapter 15 of Handbook of
Fluorescent Probes and Research Products (Molecular Probes Handbook).
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skin cancer, cervical cancer, ovarian cancer, lung cancer, gynaecological cancers, urologocal and male
genital cancers, soft tissue sarcomas, cancer of the major digestive glands, cancer of the bile duct, gall
bladder cancer, bladder cancer, testicular cancer, cancers of the central nervous system, bronchial
cancer, small and neRsgrasd|oRelt &H&é@@ﬁﬁ‘ée%ﬁlﬂ%?ﬁﬂ%@boﬁ@t@%é&ﬁﬁ%ﬁ%_%‘?ﬁo%&%@r- In some
embodiments rprostate cancer {n%.be hormone-refrﬁxcﬁory gros[taEe cancer. Suitable t{.lmgrs may also be
. mr%ang/ n arij FC Ig&l% known in the Br. orexample, tumor sizg ca, mqnl ore .
hematologica HmSrY. HefTiato ogicar'tumors may be’ leukemia, suchas Acute Myelogenous Leukemia
(AML), Acute ¥VhIgpRSRISICSER iikemfbsizargducien fas eekererkaskoigr IPPbiRR/ERsEPRELLeukemia, Chronic
Granulocytic Ivesienniate exlsbsSsanital, 8sleaiaies)CGamity by medsaytiodietsepsias(GlanjaChronic .
Ok SUR Ao SO MUAABONIRKR L HECHIR: SRIIAIHREARYL® Lymprobiaste

Leukemia, EosI llic Leukemia, Erythroleukemid, Extranodal Lymphoma, Follicular Lymphoma, Hairy
Cell Leukemi@ @RS HRAARS{GATERRATHA PREIOS IS ek i vaRligrifolgRtsPasHiors may also be
lymphoma, suchrissBCelitdtipmpphomas, Burkitt Lymphoma, Cutaneous T Cell Lymphoma, High-Grade
Lymphoma, Hodgkin Lymphoma, Non-Hodgkin Lymphoma, Low-grade Lymphoma, Lymphoblastic
Lymphoma, Mantle Cell Lymphoma, Marginal Zone Lymphoma, Mucosa-Associated Lymphoid Tissue
(MALT) Lymphomag, {,Gelk 'aX%-HQFHFb%fe‘?EtN@%@@rldgrge" lymphoma, multiple myeloma, Essential
Thrombocythemia, Extramedullar myeloma, and Granulocytic Sarcomae. The subject platinum-based
compounds are alsorhekewfedt dseipdundveatingainih & utghe soafqarplittifativesdisordkess Theclading,
profiferative dispyflers i AP aaCiRfeLh NGRS R B RUFOISRIFIA S AAY AISO be known

as "cyto pro | iferative” or "hyperproliferative” in that cells are made by body at an atyPicaIIy elevated

T | the
rate. Such diédPABPETNEIGRE, BaTEPehBP AL Q18 RAISWIAY AP A IR AR R RS H & born,
secondary preglessaearialpleascte asidyohroaie pritpretivhvaisargels degiiecensiiandivedssived
neurofibromaigsisa analigngeremmesisnksiis dasnalirsidrasgieiisgaeaiphthmbone, fibrocystic

disease of the br(?as¥ Per(ﬂnieg anthucputren's fibrosis resteposis an ci[rhosis. 6. q%)mbination therapy,
. ro# era rng cell, and | er circu stanc%s 51 umor cell may be gsgastlc or mE‘X avei
pharmaceutlcgl ormuldtion’s and dosages Described herein are various aspects relating to a method of

prevention anefferated.

It will be apparent to a person skilled in the art, on reading the disclosure of the
instant invention, that the methods, pharmaceutical compositions and packaged
pharmaceuticals comprising the subject compound combination will be useful for the
treatment of other proliferative disorders, or for killing or inhibiting proliferating cells including
tumor cells.

Any tumors may benefit from treatment with the uses, pharmaceutical compositions,
and kits of the present invention. Suitable tumors may be solid tumors, which are cancer of
body tissues other than blood, bone marrow, or the lymphatic system, such as carcinomas,
sarcomas and lymphomas. Suitable tumors may also be hematological tumors, such as
leukemia and lymphomas. Leukemia is a collective term for malignant diseases characterized
by a proliferation of malignantly changed white blood cells. Diseases arising from lymphatic
tissue are called lymphomas.

Solid tumors may be selected from: liver cancer, stomach cancer, colon cancer,
breast cancer, pancreas cancer, prostate cancer, skin cancer, renal cancer, bone cancer,
skin cancer, cervical cancer, ovarian cancer, lung cancer, gynaecological cancers, urologocal
and male genital cancers, soft tissue sarcomas, cancer of the major digestive glands, cancer
of the bile duct, gall bladder cancer, bladder cancer, testicular cancer, cancers of the central

nervous system, bronchial cancer, small and non-small-cell lung cancer, gastric cancer, and
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treatment of a cancer or a tumor, and in particular to a combination therapy, methods, compositions and
pharmaceutical packages comprising a taxane and a platinum-based chemotherapeutic agent selected
from: (a) an orally available platinum-based chemotherapeutic agent; (b) a platinum-based

chemotherap(ﬁggg M&W&ﬁiﬂ%miﬂﬁ§&6§t@i8 AHRACLGRAY @l@p{b,@g},@ep@;&w-based
chemotherapeugg a gntcrepresented by the following general structure: 22 H3Nr,.~.ifs'g H2NI R' R4 R5

(formula 1) whESH RCANG R2 may be present or absent, each of R,-R, is independently selected from
hﬁlogen, hyqlrol>l<yl, a@&ltﬁﬂﬁl@?ﬁ@;@%ﬁa@%%&MEJ@&W&}&(&M%H(@H@M LRIy iahe enaf Eétrr?platin; ora
pharmaceutically acceptable salt, isomer or prqdrug o . Various methods, uses, therapeutic
Pombinations GRS s ELe R RS ek AP b e IR SR e e
encompassedAtithiNaHe ERestRieanseisItRmAeHiaeHERsaa SHPNS CrmBastike st hich are referred
to as "subject(omnpiDaban thekapys, @hrshibjeghpteBype usstkeambdaliaThohkaevigligsioccempound

combination G, 60/ HRIGHR e mih 25 SRR A LESIRL IR UAN. TRRJgLRYcco-administer

or "co-administered", as used herein, Inclu mlnlstermé] two or more rent therapeutic agents

concurrently, S84{FaHE=R)SBICRRtS RIS FP Al BleHie Varibtiear ephaeanialittftescribed herein.
Thus, the sublgotpipdatin tiairh &sé testempieLiMdsonyéy Leeilsin® nésick Redybafooeytafterkemtagether with a
taxane to an individual in need thereof. The methods of the present invention can also be combined with

other methods of caRERIIPLARRL M e R ISR RRPRIPALSH LA Br b MARIAGIHEYAHY. 1n one
embodiment therphbjeet Glétieans-baksd yopmoomantigh ditadie isterdnize fdedgiie Ligman@nan another

embodiment Re-paERAT AAPRBHAEIEH- BRI 8 MBroriScmplablYT: DARBRGRIMENRAC I
Lymphoma, Marginal Zone Lymphoma, Mucosa-Associated Lymphoid Tissue (MALT)
Lymphomas, T Cell Lymphomas, peripheral T cell ymphoma, multiple myeloma, Essential

Thrombocythemia, Extramedullar myeloma, and Granulocytic Sarcomae.

The subject platinum-based compounds are also believed useful in treating other
types of proliferative disorders, including, proliferative disorders which are characterized by
benign indications. Such disorders may also be known as "cytoproliferative" or
"hyperproliferative" in that cells are made by the body at an atypically elevated rate. Such
disorders include, but are not limited to, the following: hemangiomatosis in new born,
secondary progressive multiple sclerosis, chronic progressive myelodegenerative disease,
neurofibromatosis, ganglioneuromatosis, keloid formation, Paget's disease of the bone,
fibrocystic disease of the breast, Peronies and Duputren's fibrosis, restenosis and cirrhosis.

6. Combination therapy, pharmaceutical formulations and dosages

Described herein are various aspects relating to a method of prevention and/or
treatment of a cancer or a tumor, and in particular to a combination therapy, methods,
compositions and pharmaceutical packages comprising a taxane and a platinum-based
chemotherapeutic agent selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination
complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:
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As shown in the Examples, Applicants have demonstrated that exemplary subject platinum-based
compounds, including satraplatin (JM216) and JM1 18, in combination with taxanes, including docetaxel,
act highly synergistic, in particulary WrIL?Rhadﬁ'nit“gzstered in a certain order. Thus, one embodiment
described herein relates to methods of treg 'd.aﬁ individual suffering from a tumor or a cancer by
administering to the individual an effetl a@oﬁﬁt of (a) docetaxel, and (b) satraplatin or IM118. In
certain embodiments docetaxel is admigistered first. In other embodiments satraplatin or IM1 18 is
administered first. 23 In other embodimerits, meth8€%RYescribed for killing or inhibiting the growth of a
tumor cell comprising contacting said cell with an effective amount of (a) a taxane, and (b) a subject

platinum-basdd"8éhibtHet S SR PEFRCE R AR HoFRCTD B Br P IRrandpdiaistin 98 ed
chemotherapéatigey éndr¢ky aapledioetate; Fagdtt cheopotiaindpeutic agent comprising a platinum (1V)
co-ordination complex; (c) a platinum-based chemotherapeutic agent represented by the following

general .struc@i'e: HRKpH P P Rmotapdiig A g Rherein R, and R, may be present or absent, each of
R,-R, is indepgndenihy, seleeiaf], Hors,RaI0 880 idarrs b AL A6 ( @NPR0is AaHsIRalleds (d)

satraplatin or a metabolite of satraplatin; or a E_harmaceu_t,lca y acceptable salt, isomer or prodrug of (a) to

(d). In particul3P ERWESATENRRIOLR IR R UG ERTIROE AR oPRARPER B BRAIER S  based
chemotherapéutiv/latigenaisi sdsrars @nncomaksed Bithin teragsemtisdoneahibcetbasiad aothiacted with
said cell first.hpihalAmRdIMeNiRsaisaalalnorIMdd Sinsmammriesyjiosaidae first. Further

described is trgg- Use rc])J a %ﬁm%% rﬂlatinum- based chemotherapeutic agent selected from: (a) an orally
available platinunﬁ)gnase chemotherapeutic agent; (b) a platinum-based chemotherapeutic agent

comprising a platinunpdly(beeteEHpatitcombination can be co-administered, e.g., in the same or
different formulation. The term "co-administer" or "co-administered", as used herein, include
administering two or more different therapeutic agents concurrently, sequentially or
intermittently in all of the various aspects of the method described herein. Thus, the subject
platinum-based compounds may be administered before, after, or together with a taxane to
an individual in need thereof. The methods of the present invention can also be combined
with other methods of cancer treatment, such as radiation therapy, surgery, or
immunotherapy. In one embodiment the subject platinum-based compound is administered
before the taxane. In another embodiment the taxane is administered before the subject
platinum-based compound.

As shown in the Examples, Applicants have demonstrated that exemplary subject
platinum-based compounds, including satraplatin (JM216) and JM118, in combination with
taxanes, including docetaxel, act highly synergistic, in particulary when administered in a
certain order. Thus, one embodiment described herein relates to methods of treating an
individual suffering from a tumor or a cancer by administering to the individual an effective
amount of (a) docetaxel, and (b) satraplatin or JM118. In certain embodiments docetaxel is
administered first. In other embodiments satraplatin or JM118 is administered first.
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complex; (c) a platinum-based chemotherapeutic agent represented by the following general 24
structure: H3N,,R3 H2N R4 | R2 R5 (formula 1) wherein R, and R, may be present or absent, each of
R,-R, is independently selected from halogen, hydroxyl, and acetate, and R, is a cycloalkyl; (d)
satraplatin or a metdbetiier sMweiaaBnMehadsrRifrdesuibeddnydineptabibiagthrs el prodrug of (a) to
(d), for the pregasatiencempriiiah RbatmrgRIdicabiIcaMResiientlerissuin dhe)tecakmented a) dndividual

suffering fromsﬁ?f@%?%%ﬁiﬁﬂrﬁ-ﬁ‘dgégrch‘@ﬁ%(ﬁé%ﬁ@ﬁqcﬁé%m%@ %q%ﬁal composition is administered within
of a

about 14 days Inistration of a second pharmaceutical composition containing a taxane. In
particular emigdimenisrafijiredmtnpannsaiddaxadaeisothecgioxt] armt;said subject platinum-based
chemotherapeutic agent is satraplatin or JM118. Further described is the use of a taxane for the
preparation of firstagheifrHECceRREAENeBATHIIRABIGTSPLE o BHE B RMBMHDL X h serdidiBai¥ansuffering from a
cancer or a tuge@hlewherein said first pharmaceutical composition is administered within about 14 days of
administration of a second pharmaceutical composition containing a subject platinum-based
chemotherapétitic ag&ftiseRERPISIMA)AAPEHEARIRATBHRS pIaTHRINTB AW iBA /TSR rapeutic agent;
(b) a platinumsbage@:chemotherapeutic agent comprising a platinum (IV) co-ordination complex; (c) a
platinum-based chemotherapeutic agent reprﬁsented by the following general structure: H3N,,, I'>R3 Pt
H2(A R4 HsN/,. 1" \Rg

“ '~
HANT &Ry

Rs (formula 1)

wherein R; and R, may be present or absent, each of Rq-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;

(d) satraplatin or a metabolite of satraplatin;
or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d). In particular
embodiments said taxane is docetaxel and/or said subject platinum-based chemotherapeutic
agent is satraplatin or JM118. In certain embodiments docetaxel is contacted with said cell
first. In other embodiments satraplatin or JM118 is contacted with said cell first.

Further described is the use of a subject platinum- based chemotherapeutic agent
selected from:
(a) an orally available platinum-based chemotherapeutic agent;
(b) a platinum-based chemotherapeutic agent comprising a platinum (1V) co-ordination
complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
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R5 (formula I) wherein R, and R, may be present or absent, each of R,-R, is independently selected from
halogen, hydroxyl, and acetate, and R, is a cycloalkyl; 25 (d) satraplatin or a metabolite of satraplatin; or a
pharmaceutically acceptable salt, isomer or prodrug of (a) to (d). In particular embodiments of the
invention, sai@ttasHrfe is docetaxel and said subject platinum-based chemotherapeutic agent is
satraplatin or JM118. Further described is a taxane for use in the treatment or prevention of a cancer or a
tumor, wherein said taxane is administered wiRy a subject platinum-based chemotherapeutic agent within
about 14 days of each other. Further dégéHbq:'itis‘ 3subject platinum-based chemotherapeutic agent for
use in the treatment or prevention of a thBgr rERymor, wherein said subject platinum-based
chemotherapeutic agent is administered with & faxane within about 14 days of each other. In particular
embodiments of the invention, said taxan®&s docetafghamgisaid subject platinum-based
chemotherapeutic agent is satraplatin or JM1 18. Further described is a first pharmaceutical composition
comprising a ¥16[6& %1&f?ﬂl'ﬁﬁmﬁégﬁd’r@ﬁ%ﬁﬁﬁ@%ﬁ%Eﬁ@&é&ﬁéﬁ%‘?ﬁ?@ﬁ%&é?'ﬁ??ﬂé@@ according to
the use descrhizéapén, tiyerprgcadirmggaiagrafss iachotatkyh a pharmaceutical package further including
instructions to administer, to an individual suffering from a cancer or a tumor, said first pharmaceutical

composition a4 saiﬂé@'&ﬂﬂ%ﬁdﬂﬁﬁ?@ﬁﬁ@é??gﬁﬁ _ m the preceding paragraphs within about 14 days of
each other. ngtgsﬁgﬁ%@m"z gcggﬁgaggasrmgggmgpg; SMBS%F'@%&%‘,F’”S'”Q a taxane as defined

above, prepared according to the use described in the preceding paragraphs, included in a
pharmaceutictr priack@gerftioinet drictt dirgrastusictioswsnimsitbnifistes, itdtranreéachinaiciudbauffering from a

cancer or a tumRsSad S hRIRIMAESHIS ), CAmRGSIAnANG:RAIR: SReRRsBlREMARRMiRRIrECTted in the

preceding paragraphs within about 14 days of each other. Further described is a therag)e_utic combination
for the treatmBAT BISSHET NN A0PY! LAARS WA RPRBRIAIR AivRFQaY Brenae 4 ¢BY RSB ct
platinum-basegrthisitmpeiexapedteadgelar seleetieefiions:the invention, said taxane is docetaxel and

said subject platinum-based chemotherapeutic agent is satraplatin or JM118.

Further described is the use of a taxane for the preparation of a first pharmaceutical
composition for use in the treatment of an individual suffering from a cancer or a tumor,
wherein said first pharmaceutical composition is administered within about 14 days of
administration of a second pharmaceutical composition containing a subject platinum-based
chemotherapeutic agent selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination

complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:

R
HSN;,,PI‘;‘\RS

2‘ Rz Rd

Rs (formula 1)

wherein Ry and R, may be present or absent, each of R-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;
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(a) an orally available platinum-based chemotherapeutic agent; (b) a platinum-based chemotherapeutic
agent comprising a platinum (IV) co-ordination complex; (c) a platinum-based chemotherapeutic agent
represented by the following general structure: 26 H;3N, | kR3 H2N'RP, t 2 'R4 R (formula I) wherein R,
and R, may b&presefiraniaiibss s meiielde R sRtraglgidependently selected from halogen, hydroxyl, and
acetate, and R |s acyc oalk%/ }Ecycsat{a Iatl or a metabo te of Eg J?TE e}atl or a Pharmaceutlcally

acceptable sa? | omera8?upro ugo ) anﬁéotr@u oafr fie'in invention, said taxane is

docetaxel an&%@@@m]mfﬂlﬁtlﬂ‘(ﬁ?ﬂ%ﬁ& @h@?ﬁdﬁﬁé@&k@é@t@ﬁ@éﬁﬁ@%ﬁ'ﬁtﬁﬂﬁ‘d}a§ﬁﬁ118. In other
embodimentsdiesriteabbete uyanpllaanasetiiealiaongposition is provided for the treatment or prevention
of a cancer or a tumor, including (a) a taxane and (b) a subject platinum-based chemotherapeutic agent
selected from: (a) arr @tafydgsailastés slansamipasedndhe FREMSY S DRy eeAL| (B FanpPatham-based
chemotherapeutticragesttieasaip isiageaslainisiedy Wio Dsdbfat praticompixsd (etn pledrapentibased

chemothe e e PSRRI PO AP G LU A RAOHENCF R R4 5

(formula I) wherein R, an resent or absent, each of IS Independently selected from

halogen, hyd rﬁ?&ﬂ‘%ﬂﬁﬁ%@?&@%H”R‘S%'%tﬁﬁéi‘a%lmﬁr‘t@i)pé%‘f?aﬁ%ﬂﬁ %F%[‘ﬁ%é?éﬁdﬂf%%f%r%lﬁlatm or a
pharmaceuticadly agregtalblogalbassheberootpestheidioadalits édnimspaetiovtar taxane within

about 14 days of each other. In particular embodiments of the invention, said taxane is
docetaxel and said subject platinum-based chemotherapeutic agent is satraplatin or JM118.

Further described is a first pharmaceutical composition comprising a subject platinum-
based chemotherapeutic agent as defined above, prepared according to the use described in
the preceding paragraphs, included in a pharmaceutical package further including instructions
to administer, to an individual suffering from a cancer or a tumor, said first pharmaceutical
composition and said second pharmaceutical recited in the preceding paragraphs within
about 14 days of each other.

Further described is a first pharmaceutical composition comprising a taxane as
defined above, prepared according to the use described in the preceding paragraphs,
included in a pharmaceutical package further including instructions to administer, to an
individual suffering from a cancer or a tumor, said first pharmaceutical composition and said
second pharmaceutical recited in the preceding paragraphs within about 14 days of each
other.

Further described is a therapeutic combination for the treatment or prevention of a
cancer or a tumor, including (a) a taxane and (b) a subject platinum-based chemotherapeutic
agent selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination
complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:
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embodiments said taxane is docetaxel and said subject platinum-based chemotherapeutic agent is
satraplatin or JM1 18. Also described herein is a packaged pharmaceutical comprising a first
pharmaceutical composition of a subjeﬁt !at'ﬁlurﬂ-based chemotherapeutic agent selected 27 from: (a)

U

an orally available platinum-based chembdt b;eﬁic agent; (b) a platinum-based chemotherapeutic
agent comprising a platinum (V) co-or ti Ec&ﬂnplex; (c) a platinum-based chemotherapeutic agent
represented by the following general str%ture: H.3, "fit'. R3 H2IR~R4 RS5 (formula !p wherein R, and R2
may be present or absent, each of R,-R, isindepentfeffti}aklected from halogen, hydroxyl, and acetate,

and R is a oysioaliys ChspIARIpHa 0 meiahalic slanyaplatiy g shampssutelaeoeptable sal

isomer or pro d), n said packaged pharmaceutical further comprises instructions to

administer, to SPIRRINAIRIYS HERREHEANS BalfceF¥o2!imor, said first pharmaceutical composition and
a second phat{]r)naceslég%@a?@@pgﬂgﬁgo QNLR] Wﬁ;ﬁt xane within about 14 days of each other. In
al elan

particular embodiments taxane Is docetax said subject platinum-based chemotherapeutic
agent is satraplatishamHiti8alflacceaapribed, e i3 Bqemrakaped tpdrmaeeidical comprising a first

pharmaceuticgl, CoMPARItAR, CONUNNY ilPsRNE, ﬂé’q&%&é@éﬂﬁ%w&%%mﬂ%%g@' further

comprises instructions to administer, to an individual suffering from a cancer or a tumor, said first

pharmaceuticﬁ@%ﬂﬁé%ﬁ?&ﬁcé}g&_’g s saBAIRLr ML dtical composition containing a subject
platinum-based cheifer @R%UI#&@HE%%JBE%F&W& d AR A RYriiRRIR PR RRASEd

chemotherapeutic agent; (b) a platinum-based chemotherapeutic agent comprising a platinum (1V)
co-ordination the treatment or prevention of a cancer or a tumor, including (a) a taxane and (b) a subject

platinum-based chemotherapeutic agent selected from:
(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination
complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:

(formula 1)

wherein R; and R, may be present or absent, each of Rq-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;

(d) satraplatin or a metabolite of satraplatin;

or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d). In particular
embodiments said taxane is docetaxel and said subject platinum-based chemotherapeutic
agent is satraplatin or JM118.

Also described herein is a packaged pharmaceutical comprising a first pharmaceutical
composition of a subject platinum-based chemotherapeutic agent selected
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complex; (c) a platinum-based chemotherapeutic agent represented by the following general structure:
28 H3Ni,.R~.cR3 HN Pt~R4 | R2 R5 (formula I) wherein R, and R2 may be present or absent, each of
R,-R4 is independently selected from halogen, hydroxyl, and acetate, and Rs is a cycloalkyl; (d)
satraplatin or gopetabolite of satraplatin; or a pharmaceutically acceptable salt, isomer or prodrug of (a) to
(d), within about 14 days of each other. In particular embodiments said taxane is docetaxel and said
subject platin(ah- baaedradlyavokieegimotio dgeed chaatthptapeuts Ipdat18. The packaged pharmaceutical
may comprise instructions, or may provide otherwise, for the administration of one of said compounds to
said individuaf®t leAP R4 P MY GRS Hiage Pt GATR e HLAHLIBY R A Y-S ORI the other
compound is edmleistered to said individual. Hence, in certain embodiments said instructions provide for
the sequential administration of the taxane and said subrject Elatinum-based compound. In particular
embodiments €hid tAHEYE RATRAICIERI W RS FREGT (S 88&7%’&3&‘75@@85%?%?{3&/3, 7 days, 10
days, or 14 dayede®re said subject platinum-based compounds are administered to said individual. In
other particular embodiments said subject platinum-based compound is administered to said individual 1
day, 2 days, 3 days, 5 days, 7 days, 1q_|gﬁ¥s,’for\k4 days before said taxane is administered to said
individual. Further described is the use of a'gehject platinum-based chemotherapeutic agent selected
from: (a) an orally available platinum- d ohenf®therapeutic agent; (b) a platinum-based
chemotherapeutic agent comprising a platinum (V) co-ordination complex; (c) a platinum-based

y

followirlfpyesetal

wherein R; and R, may be present or absent, each of Rq-R; is independently selected from

chemotherapeutic agent represented b

halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;
(d) satraplatin or a metabolite of satraplatin;
or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d),

wherein said packaged pharmaceutical further comprises instructions to administer, to an
individual suffering from a cancer or a tumor, said first pharmaceutical composition and a
second pharmaceutical composition containing a taxane within about 14 days of each other.
In particular embodiments said taxane is docetaxel and said subject platinum-based
chemotherapeutic agent is satraplatin or JM118.

Also described herein is a packaged pharmaceutical comprising a first pharmaceutical
composition containing a taxane, wherein said packaged pharmaceutical further comprises
instructions to administer, to an individual suffering from a cancer or a tumor, said first
pharmaceutical composition and a second pharmaceutical composition containing a subject
platinum-based chemotherapeutic agent selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (IV) co-ordination

complex;

(c) a platinum-based chemotherapeutic agent represented by the following general

structure:
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structure: HN' rR4 ~ R2 R5 (formula l) 29 wherein R, and R, may be present or absent, each of R,-R, is
independently selected from halogen, hydroxyl, and acetate, and R, is a cycloalkyl; (d) satraplatin or a
metabolite of satraplatin; or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d), in the
manufacture of an anti-proliferative agent in a pharmaceutical package together with instructions for its
use in combination with a taxane in the tregiment afg cancer or a tumor. Also described is the use of a
taxane in the manufacture of an anti-proljfe[agglagent in a pharmaceutical package together with
instructions for its use in combination wit \sutﬁgct atinum-based chemotherapeutic agent selected
from: (a) an orally available platinum-basedr\chemotherapeutic agent; (b) a platinum-based
chemotherapeutic agent comprising a platinu?n (V) cofgrevadbn complex; (c) a platinum-based

chemotherapgic.aaeniig RGREN IR RS IRl S 4enaTal i riEedday YelecBd b R t-R4 H2

R5 (formula 1) wherein R, and R, maé be é sent or absent, each of R,-R, is independently selected from
halogen, hydriX9PeinBYdOMAR A AP RIGPA%eIB AIRYT @S Satraplatin or a metabolite of satraplatin; or a

pharmaceuticglly accgpighif sp4 nseBaRrOsRQAHMAIRT () to (d), in the treatment of a cancer or a tumor.
In particular embodiments of the invention, said taxane is docetaxel and said subject platinum-based

chemotherapeutiebayeraces. teiha ptatptare Md 1i8o M ereoepnixiydgé s o fdh @ifie sbatindelayienfprovide for
the sequentiaLadnRistratiieliar embodiments said taxane is docetaxel and said subject platinum-
based chemotherapeutic agent is satraplatin or JM118.

The packaged pharmaceutical may comprise instructions, or may provide otherwise,
for the administration of one of said compounds to said individual at least 1 day, 2 days, 3
days, 5 days, 7 days, 10 days, or 14 days, before the other compound is administered to said
individual. Hence, in certain embodiments said instructions provide for the sequential
administration of the taxane and said subject platinum-based compound. In particular
embodiments said taxane is administered to said individual 1 day, 2 days, 3 days, 5 days, 7
days, 10 days, or 14 days before said subject platinum-based compounds are administered to
said individual. In other particular embodiments said subject platinum-based compound is
administered to said individual 1 day, 2 days, 3 days, 5 days, 7 days, 10 days, or 14 days
before said taxane is administered to said individual.

Further described is the use of a subject platinum-based chemotherapeutic agent
selected from:

(a) an orally available platinum-based chemotherapeutic agent;

(b) a platinum-based chemotherapeutic agent comprising a platinum (1V) co-ordination

complex;

(c) a platinum-based chemotherapeutic agent represented by the following general
structure:

R
HaN/, 1! Ry
-
Hzril R, R4

Rs (formula )
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the compounds, or the sequential contact or sequential exposure of a tumor, a cancer or a cell derived
from or comprised in a tumor or a cancer, with the compounds of the present invention. For example, the
pharmaceutical compositions and the uses described herein provide for such sequential administration.

Also, a tumorm&@mqwé?fdaqgﬁiw%@w&&f?m %s@ﬁii%d}‘?ﬁ af.a, H%@E&ér@é?ﬂ?%%fe@?@d’f%bfought in
contact with, m é/ E)/ d to oar ggatl eated v:@ e?kdmmlstratlon with a taxane at least 1 day, 2
r? gys ays, brnffj

days, 3 days, %j ésy% Perore d platinum-based chemotherapeutic 30 agent is

brought into cw;ltactégggb@'@gpg)ﬁ%ﬂa%mé st agrapmatered to said tumor, cancer or cell derived from or
comprised in a tumor or a cancer. Likewise, a tumor, a cancer or a cell derived from or being part of a

tumor or a cancephzaydnedically heiantanestitwibmenay tredreg ob &o dot (b imtizeynan tfecitesel afia

adminiStfaﬂthWHh@ﬂéﬁﬁéi@H\m -RASeh %%ME@@Q@%&@Q@E&@EH@%M@@MM@Y& i days, 5 days, 7
days, 10 days or 14d Pﬁ qp‘]og%‘ ataxaqﬁelﬁeb ou mto contact with 'ﬁl ose etgc?gls administered to
el

Ih combina ne in alime é) er or a fumot. h Lb
said tumor, cancer or ¢ erlve rom or comprised Iin a umor ora cancer escribed is a kit for

admlnlsterlngQi%Fé%%%%&@ﬁ@%ﬁﬁéé@éﬂ&ﬂ obisrap\sagsAtie &ﬁhﬁWféﬂH’&P@Lﬁ?éﬁ?ﬁffrom a cancer or
a tumor, whernetesaidvii imgluctesafoplisadigiroi seipiasase contasiefs:t ihetiaonteaisddf at least two

containers d'@éﬂ%rﬁ&%&&@hg%m%%f&wgﬂﬁnor in part, wherein at least one of such containers contains

a taxane, with or without additional pharmaceutical carrier or diluent, and at least one different container

contains a sulféct pPeTaN %’ﬁﬁ@%‘%ﬂ@?ﬂtﬁ?ﬁ@?ﬁﬁ%ﬁtﬁ%r%'é‘?{?%%fg‘&?&?rﬂt)m (a) an orally available
platinum-baseb) che mpiierapbatizd ahemptiblaagititiagant bempdstigennitieraidiito-agiatioomprising a
platinum (1V) ggr-@'gjnation complex; (c) a platinum-based chemotherapeutic agent represented by the

following gene('rjal St num algg dhe%otr%traggutllélggeﬁt regreF\;gnted by the following general

structure:

R
HaN,, U Ry

“I'~
HIN & R

Rs (formula 1)

wherein Ry and R, may be present or absent, each of Ry-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;

(d) satraplatin or a metabolite of satraplatin;

or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d), in the treatment of a
cancer or a tumor. In particular embodiments of the invention, said taxane is docetaxel and

said subject platinum-based chemotherapeutic agent is satraplatin or JM118.

The embodiments of the present invention provide for the sequential administration of
the compounds, or the sequential contact or sequential exposure of a tumor, a cancer or a
cell derived from or comprised in a tumor or a cancer, with the compounds of the present
invention. For example, the pharmaceutical compositions and the uses described herein
provide for such sequential administration. Also, a tumor, a cancer or a cell derived from or
being part of a tumor or a cancer may be brought in contact with, may be exposed to or may
be treated via administration with a taxane at least 1 day, 2 days, 3 days, 5 days, 7 days, 10
days, or 14 days before a platinum-based chemotherapeutic
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Rs (formula I) wherein R, and R2 may be present or absent, each of R,-R, is independently selected from
halogen, hydroxyl, and acetate, and R, is a cycloalkyl; (d) satraplatin or a metabolite of satraplatin; or a
pharmaceutically acceptable salt, isomer or prodrug of (a) to (d), with or without additional

pharmaceuticaysanderigHiines ohaerriainembadime Biss tifsritaiaes ohitherkb: comaining a taxane

does not contain a su cht platinum-based chemothera eu}_iﬁz(a ent ?nd/or the container of the kit
.. cerILderlve om or comprised In at%nor or a cancer. Likewise mor tacanc%r oracel|
containing a subject platmum-based chemotherapeutic agent does not contain a taxané. In yet other

embodimentsdeHeeediomi AEPINRErEPIc BIRR CBIREATPR] BanRaRECHg iheoriapitaife M e above kit
containing a sspjeridatasinuay-basestehamaihaiispaidionns erlancurimargshandeerasant the at least two

containers difieingeiRaneasl) ol I asped ol oikgeniaabil whole.al RaB Abihertan

embodiments It further comprises instructions to administer, to an individual suffering from a cancer
or a tumor, a RFYPHIHN SUSRHMITE ShABIEI it AN e eAdemaid fume s ERARI PreatAgtetical
composition cioertedn twgnassdy Tt platmonabasenl. chemotherapeutic agent within about 14 days of each
other. In particular embodiments of the invention, said taxane is docetaxel and said subject

platinum-based chefSHREAGREIRRHFBA i SPAIHRTINGR 56 3182 P c¥tARERAsEdiFRents said first and
said second pluarpeaiienticah iodivipasisigiedre femmrarigteee drwitinirod. wWiagre daiyikitdndagss 8 days, 7 days,
10 days or 14, days of sadr-RikehidNe LIRS ENEtiAN-als QR etRTfo bR g roRceAtical composition,
use or kit as d%fined %bpver,.r\]/vher{eirrl] srair(]:I e}(flmirgisrgratlon: i%i%tthrga Peg)lfl] nrt]ial ? mri]nistr%ti(?n to said
individual of a"laxane a3 HfiNed aB Ve RAd %‘lf’lséuooj%g “’E‘)th'?\tlnam&1 85ed Chemo ﬁ)éara%é'\l'ﬁicoagent as defined

above within Wit addiiapal ehararacitieatceran YedlyrstintH aideepienasiftsenaesvriactell included in,
derived from ephiginga pajeef Sai samasederismahs iidutr tipanscrstaefiord above and a subject

platinum-basqd, chempinGraRGHIG AGEH A SIRLAH ARG N0 Ahait 14
(b) a platinum-based chemotherapeutic agent comprising a platinum (1V) co-ordination
complex;
(c) a platinum-based chemotherapeutic agent represented by the following general

structure:

HaN,,. $1\\R3
H2Tr I|R ; R,
Rs (formula 1)
wherein R; and R, may be present or absent, each of Rq-R, is independently selected from
halogen, hydroxyl, and acetate, and Rs is a cycloalkyl;
(d) satraplatin or a metabolite of satraplatin;

or a pharmaceutically acceptable salt, isomer or prodrug of (a) to (d),
with or without additional pharmaceutical carrier or diluent.

In certain embodiments, the container of the kit containing a taxane does not contain
a subject platinum-based chemotherapeutic agent, and/or the container of the kit containing
a subject platinum-based chemotherapeutic agent does not contain a taxane.

In yet other embodiments, the container of the above kit containing a taxane and the
container of the above kit containing a subject platinum-based chemotherapeutic agent are
amongst, or represent, the at least two containers differing from each other in respect of their

content in whole or in part.
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days of each other. Furthermore, the present invention also provides for a pharmaceutical composition,
use or kit as defined above, wherein said administration: (i) is the sequential administration to said
individual of first ataxane as defined above and then a subject platinum-based chemotherapeutic agent
as defined above witHigrighorinermapsdhe kit HigtReeo R rieesUnstivctirasse gdaviisiesdngict of a cell

included in, deiduedL G oo Pedhedrsaigicaoeer stk awshibsstenigosam asneehingd above and
th bj inum= ' . i ithi 14d f each
ena su Je%ﬂ—lﬁ&"AHH“&%%%%E\%F&%ﬂé%(%&ﬁc%%?g% ngﬁ?ﬂﬁ% %%%}ég-éat’l‘%\hmn-%ggé‘é ays ot eac

other; (iii) is the sequential a istration to sal vidu atinum- based

chemotherap&lEPAGRRPELIcaaR—VENB R d4HaYS Qa3SheNes: HAREY AgTRAMSHSYR 14 days of
each other; oirfrehties dtiditatheese guesitizd| contsat ofibjent hlatioludddsed desmwettidrampeube bgeny part of said
cancer or tumeryith fifst R subiastpliBIRESSH RIS SRELUIE a48RL RRAslnsdiapove and then a
taxane as defined apove within about 14 daﬁs of eagh otjﬁ'ﬁr. 32%|n articular rférurd;)agd|m§Arf1ts of the
invention, saidTERSREOL YR & @Q&t%ﬁg ‘g'gﬂﬂ‘ Lﬂ?j\@c% 6V§ti ®b g% C 8?#81 &t agent is
satraplatin or g K @atthethsiesent invention also provides for a pharmaceutical composition, use or kit as
defined above, Whetﬁin said atdminitstrat‘on: |((i%/i thfe seq#ential e}dn]inistrati n to said 'qdividual of a
taxane as defined above aid a subject pralimum-based chemotherapeltic agent &s Yefiiéd above within
about 10 day$lefingg\gbosed sisrandgisadminisisader® day of each other; or (ii) results in the sequential
contact of a cell mcltdgied in %erlved frorpagr belprgm% rt of a|§l cc?nﬁ;(?el}'nag{ tumourc\!w{he%t xane as defined

. . m id In n n
above and a subject platlr{um?bsggg?gﬁemo I(Serapeu ?csg'gén YA 86678 Within 283Ut 10 days, 7

days, 5 days, 3 days, 2 da§8%# 3ubiggt GlatingR-Based. chRBYResneulipAIMNbASHSHpARRA for a
pharmaceutical compositiokitHisenaukiays of each other; or

(i) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumour with a taxane as defined above and a subject
platinum-based chemotherapeutic agent as defined above within about 14
days of each other.

Furthermore, the present invention also provides for a pharmaceutical composition,

use or kit as defined above, wherein said administration:

(i) is the sequential administration to said individual of first a taxane as defined
above and then a subject platinum-based chemotherapeutic agent as defined
above within about 14 days of each other;

(i) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumor with first a taxane as defined above and then a
subject platinum-based chemotherapeutic agent as defined above within
about 14 days of each other;

(iii) is the sequential administration to said individual of first a subject platinum-
based chemotherapeutic agent as defined above and then a taxane as
defined above within about 14 days of each other; or

(iv) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumor with first a subject platinum-based
chemotherapeutic agent as defined above and then a taxane as defined
above within about 14 days of each other.
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defined above, wherein said administration: (i) is the sequential administration to said individual of a
taxane as defined above and a subject platinum-based chemotherapeutic agent as defined above within
about 48 hours, 24 hours, 12 hours, 8 hours, 6 hours, 4 hours, 2 hours, 1 hour, 30 mins, 15 mins or 5

mins of each other; gy {i)iteai EnbbiiRcrRIbaRsiRleaAC M esibiRUbEasE aAg BB iRt OF being part
of said cancer %itum urw{irt1 a taxane as define ab9ve alinrf%aﬁ)ﬁq ct platinum-based chemotherapeutic
e

d
agent as defirfed above wi (inee%)ouetri%e%'(%&gﬁnﬁ ﬁ%ﬁasl,a ours, 8 hours, 6 hours, 4 hours, 2 hours, 1

hour, 30 mins, 15 miRs QesAiRvRiGARBBRIIAS RiIhentRetlke ddipbifisHitaandisgcond

pharmaceuticgl fcomggsnionﬁ are ad inistereq.to_said individual effectively at the same time. In particular
. S} Il’%fd ove, wneyein sal E}dmIBI]S’[ra 10n. . . . .
embodiments said taxane 1s docetaxel and/or said subject platinum-based chemotherapeutic agent is

satraplatin or IM118) It is @& AeRieRHASINiBIERIAD -t b ivHuah et Rdrspra Ak dajBed AP@ministered
orally. In particular embodimeatsisibthpdnveniianesaidpabsauprhiasedrekemgtherapewic agent is

satraplatin or IM1 18. It is Mﬁme({bggls%igg}g’tlg%%ig é?gggrsed%g%%}zﬁ@r@gé{)gpggﬂ%ﬁy Jp pgrticular

embodiments of the invention, said taxane IS docetaxel. Most preferably, satirjz’platln or JM118 is
f&

administered 33 oralfll} and'8RUSIAXRE REAUFAIRISRITBAL P AR IR AT SEEVSFETRRE Bk of
administration pertain to aplads¥ sajphantece itival coithpositanesaaddfiottiartaspeotsaciuthiechresent

invention. Further describegaigannBskagast RRMENRREILIGgLAQPBRERIRY A HIS ARG BRREeHtical composition
and instructions to adminiséerétg g\arg LLngi idga& gufferé'n from,a cantz:earC r %gtrjmor, said first

pharmaceutical compositiona%lhd a gecon?jypharﬁ)(flbeu %%LP%%aﬁ/oosiﬁon, Whérein: (i) the first or second

pharmaceutical composgiestraniaHIS A8 BRKiaSsI8 A BRaARRYENA) MR BEIRN Pl Biageutical
composition is g.su g%ct glatrl]num-ba ed chemotherapeutic agent as defined above; and (iii) said
L . detined above, W erein said admipis ratloa. . .
administration results 1n séquential contact of said subject platinum-based
(i) is the sequential administration to said individual of a taxane as defined
above and a subject platinum-based chemotherapeutic agent as defined
above within about 48 hours, 24 hours, 12 hours, 8 hours, 6 hours, 4 hours,
2 hours, 1 hour, 30 mins, 15 mins or 5 mins of each other; or
(i) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumour with a taxane as defined above and a subject
platinum-based chemotherapeutic agent as defined above within about 48
hours, 24 hours, 12 hours, 8 hours, 6 hours, 4 hours, 2 hours, 1 hour, 30

mins, 15 mins or 5 mins of each other.

It is further described that the first and second pharmaceutical compositions are
administered to said individual effectively at the same time. In particular embodiments said
taxane is docetaxel and/or said subject platinum-based chemotherapeutic agent is satraplatin
or JM118.

It is described that said platinum-based chemotherapeutic agent is administered orally.
In particular embodiments of the invention, said platinum-based chemotherapeutic agent is
satraplatin or JM118. It is further described that said taxane is administered intravenously. In
particular embodiments of the invention, said taxane is docetaxel. Most preferably, satraplatin
or JM118 is administered
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chemotherapeutic agent and said taxane with a cell included in, derived from or being part of the cancer
or tumor of said individual, within 14 days of each other. In particular embodiments said taxane is
docetaxel and or said subject platinum-based chemotherapeutic agent is satraplatin or JM118. The

subject compayigl serabiRianSaRhRJRIBIME AR RRiSRER i foarls Ndiidkalniith cancer by

any means that produces contact of the.aqtive ingredients w'ﬁh the enys site of action. in the body of a
ertain [0 all yses g armé{%autlca comr[i)o I'[IE)FIS and other asgec % hefgresent.mventlon. . ,
mammal. The@ can be admiriiStered Dy any conventional “means available for Use in conjunction with

pharmaceuticals, eithgp dasiviskéns hpiaRRIic RENENAE dipniasiiya ArPmbnatiangaf therapeutic
active ingredients. Thex ca b?{ %[dmi ist%red.atlone but e gg{%nx ministered Witqu%1 Bparmaceutical

. compostion, and. ins ions 10 administer, to’an Indivi ai rom g cancer or a .
carrier selecte8 O% %he basis 0 Lf e C?'IOSGH route o?aamlnlsc{ra ion an(? stan aré]p armaceutical practice.

In particular eFAISCHHRNE PR ESHGPRITRPATION BTIARPHINArPRAEBRRIAICH AATIRREEIAS WO a situation, in
which the subject pl I}inumﬂpeaﬁgpocomgognr? i§n gré ecuc%ntzi\ct with |It|h% Cag%ri\t's site of action in the body of an

nt \B Ica

individual, before the'taxane’is'in Contact with the agen SHE G ACH0R In tgxﬁg?jﬁo ea];'nefndividual. In
other particul@@Yfbodiments the administration of said pharmaceutical formulations leads to a situation,
in which the taxanen@ in c(g;]rétg1 t with the a%F t's site of action |rbthqr$g{j@&of§n ||ad|V|duaI, before the

n
platinum- based compound I1s N contactwit '%ﬁecgrg? Rrs<ite of atto & 'bgc%ﬁ/ of an individual. 34

Pharmaceutic1etHIs636BsAe 38 deTReE RpARc@With the present invention may be formulated in

conventonal manneg ysind gne.gr mars physiglenicall, acseoianl saTelsar pagiEnzThe
pharmaceutical compositions of the mvention can be formulated for-a variety of Toutes of administration,
including systetfiBosiiaRpiiareRAlisaE BurAmPsthaiesl INFbEkAiud el foIRRRMBAGH erally may be
found in Remmingiaesdrhanonatesit dadivisiom neetsn Vedale BualishithgrQo pdriasian, PA. For systemic

administration, Jijegtianiss RiRIRLRAs LAY A 8NURGIBEBEANERRNS R HRRES RGN

subcutaneous (i.m., |.v.,%|é|p., and s.c. respectively). For injection, the pharmaceutical compositions of the
invention can IS 7biSAIRRAThA¢ME 'olutions, preferably in physiologically compatible buffers such as

Hank’s solution or Rifgeys;saltiaBelAAdHiRRIRe AR RARGIIGAL AP IMRAs gy ayqe formulated in

solid form and redissolved or suspended immediately prior to use. Lyophilized
ind(?vidua s vﬁ% cancer by any means that progljges contact of ﬂ¥e ctive ingredients with the

agent's site of action in the body of a mammal. They can be administered by any conventional
means available for use in conjunction with pharmaceuticals, either as individual therapeutic
active ingredients or in a combination of therapeutic active ingredients. They can be
administered alone, but are generally administered with a pharmaceutical carrier selected on
the basis of the chosen route of administration and standard pharmaceutical practice.

In particular embodiments, the administration of said pharmaceutical formulations
leads to a situation, in which the subject platinum-based compound is in contact with the
agent's site of action in the body of an individual, before the taxane is in contact with the
agent's site of action in the body of an individual. In other particular embodiments the
administration of said pharmaceutical formulations leads to a situation, in which the taxane is
in contact with the agent's site of action in the body of an individual, before the platinum-
based compound is in contact with the agent's site of action in the body of an individual.
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forms are also included. The term "preparation of a [first] pharmaceutical composition", refers to any
process or method performed or required in the generation of a pharmaceutical composition which is
ready to be administered to a patient or an individual in need thereof. This includes the manufacture of

the pharmaceutical ¢aRREEIRBatbSREEIOMIRR Rlthe.phrdaae kiR &@%9%%09%@%“9 of the

pharmaceutlcfal compQ sition, a d ot er stelp Performe bef ret Bqﬁrmac ca co Sposltlon IS
|n (0] \/e |onra US one or r{wqe B SIO ally a ce
delivered, requeste ' adé avaifaie o Smadi<t GoRidr dratrs so |nc Udes Rlethods and

processes peﬁ%ﬁ*ﬁﬁ@dsb%ﬁéhﬁﬁbﬁ%@&@tp@m@%wéﬂﬁwﬁr%@ [eRtientern @G@W@ﬁfbﬁ@r@ YReéepharmaceutical
composition. JFhisitschidesifietraxampdridmicsodwngctheipbacaacRUtRRICRIMINSHO6NIN an appropriate

solven for aduRialialon. & G- UERIAL ARLAIIE) SIERRRPHMNGH Y SHCBAREEANich aids

facilitates, makes possible or ena ratlon of the harmaceutlcal composition. The most

preferred admifiiFSAoMSRARE %5*?"ﬂ#@‘gﬁﬁ]eaaﬂ%’fnfﬁn@%\éﬁe%ﬁﬁ?ﬂgmﬁﬁ@” igCiiebi®al administration,
the pharmacepkéateh mgoditpingamagdaae itheferouHfipfapeasiareg endsiaosedonmG such. as tablets or

capsules prepay e&hQ)é EONaY &H%@B m&qﬂﬁdﬁ&h tﬁ’é‘?ﬁ%%@&&%ﬂ%cﬁ%@sﬂ@@%ﬁﬁ&'ﬂ\%ﬂ%ﬁum as binding
agents (e.g., pre |n|s iny rroli don drox )() eth IceIIquse) fillers
(e.g., lactose,’ 98 (Q,rr%tg ne cd 8%@ aﬁ\g en"flﬁ}{/l&g }és'o 8?5) g g 5 s( g magnesmm
stearate, talc DRR{F8QLHRS) ﬁféﬁf@ﬁ@ §é|@'O@dﬂaﬁédﬂt@ﬁm%p%m@ﬁﬂué@i@ﬁf@m@m@)ﬂ@f bﬁ/ettlng agents

(e.g., sodium fauiyiassdphase.(dheatableds sorydas seaieiby imataegawalr knasenLijopheizd. Liquid
preparations tBFn%%Irgg rwéhgggn may take the form of, for example, solutions, syrups or suspensions,
or they may be presented as a dry product for constitution with water or other suitable vehicle before use.

Such liquid preparativrsgmaypbsapitpases gt pmuariienaanpai siish prasmaceticadgscceptable
additives S“C%Prﬁe%ﬁoalb%%nﬁéa%ﬁ%‘aﬁﬁéo(%%e MR SYEHR pfisH H%L‘%éﬁngsf&sﬂ%%‘%ﬁ G HRqgenated edible

fats); emulsﬁymaﬁgents lecithin or acacia); hon-aqueous vehicles ationd oil, olly esters, ethyl

alcohol or fracfid ?éae\%ﬁ@%fée&@)a Bﬁtﬂfﬁtr%%?\/?ﬂwggaﬂé”d‘e‘?ﬂé?ﬁgﬁ%r W'“Beﬁ)t}ﬁﬁ'oxybenzoates or
sorbic acid). Thenpiepaceations phaynatsoticahtampbsifier, gadt®rmulation of the pharmaceutical

composition, packaging of the pharmaceutical composition, and other steps performed
before the pharmaceutical composition is delivered, requested or made available to a
pharmacist, doctor or nurse. It also includes methods and processes performed by the
pharmacist, doctor or nurse prior to the administration of the pharmaceutical composition.
This includes, for example, dissolving the pharmaceutical composition in an appropriate
solvent for administration, e.g. injection, and other steps performed by such a person which
aids, facilitates, makes possible or enables the administration of the pharmaceutical

composition.

The most preferred administration route of the subject platinum-based composition is
oral. In oral administration, the pharmaceutical compositions may take the form of, for
example, unit dose-forms such as tablets or capsules prepared by conventional means with
pharmaceutically acceptable excipients such as binding agents (e.g., pregelatinised maize
starch, polyvinylpyrrolidone or hydroxypropyl methylcellulose); fillers (e.g., lactose,
microcrystalline cellulose or calcium hydrogen phosphate); lubricants (e.g., magnesium
stearate, talc or silica); disintegrants (e.g., potato starch or sodium starch glycolate); or
wetting agents (e.g., sodium lauryl sulphate). The tablets may be coated by methods well
known in the art. Liquid preparations for oral administration may take the form of, for
example, solutions, syrups or suspensions, or they may be presented as a dry product for
constitution with water or other suitable vehicle before use. Such liquid preparations may be
prepared by conventional means with pharmaceutically acceptable additives such as
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flavoring, coloring and sweetening agents as appropriate. Preparations for oral administration may be
suitably formulated to give controlled release of the active agent. In certain embodiments such a
controlled release of the active agent is preferred. In certain embodiments the controlled release leads to
a situation, in SWERRIiNE20a R (- pIAARIP-DaYR T ebiApd teidy Vs Mutegenptadedibernes)site of action in
the body of agnin”inidyabdeioeaythedarapeisdhgootagswibsthenrgents sieonbiaationy in the body of an
individual. In ' I e ituation, in whi ane is in
contact with t%g?gééﬂbngw ?ci%%@ﬁ%%g g%gé{sgo (%agr?SlL IVi L%%ﬁ)eg%?% %gsaﬁ, ] clf)tgé?@fm-based
compound is ﬁi@gfﬂ%qﬂﬁﬂ?%%@%rﬁt“s@l?é‘ NS LERRTTRAING BaUFS? s RHERIS2 or buccal
administratiorfléueritite caeint @ ot pneestivgsageals tekapthepf@atm of tablets or lozenges formulated in a
conventional manner. For administration by inhalation, the compositions for use according to the present

invention are convemERAHRIR rtia FETIYSFAICBMAY B8 UBPYIPAY rissHREiNe AABRHSSressurized packs
or a nebulisereledbethEthesactfepagantablecpadpatibndireegts dichle autifielemiethanéthe active
trlchloro_fluorogggﬁhgrﬁefg@g!%%;@ 'é#ﬂ%@ﬁ'ﬂ@ﬁ@ytﬁé‘&@ﬁﬁoﬂé@%@éa.@é %&ﬁé‘é‘@{'ﬂ!ﬁi@ﬂ% In the case of a
pressurized aeg.oE?rI] thebdo§a€jga%nunlt_gnarlé/ be Ir]r(]:ieterggqllnied bfY %)g%\'[{'qkﬂg a vatlvei,go eli er a etered
amount. Cap‘évu|(és and Cartri gesurc?f, io] ani%%, gélaﬁfﬁo L ﬁ?ﬁﬂaﬁgr%f‘)iﬁgu?ﬂatoremay be
formulated copreirvhgndnobriddal befrrefindanasripdusiNEGEN HiscraestsaitoiRslieieinbzesbodich as
lactose or staeglan Thavidbalrnaasesrisabsaimgastiersrmalied ekerss udatrddarspadesiaralaidmimistration by

injection, e.9- L% ROLR KRGHAN R ROMENRURI AR FHTMAans, REIREdugay,Re presented in
unit dosage form, e.g., in ampoules or in multi-dose containers, with an added preservative. The
compositions THYSTRRIBUERPASAH SURPSHEPH S8 Rt diiagP e BI&I8hCRNdN 6°R4YELR% venhicles,
and may contaitividvaiLUfatdnyces) @edtsigsichtias tseldpezapknty; cotahositions aray/ take itedosmgf dappeits.

Alternatively, g, aGHheE IDeFERIBRTMALRR HIPRYASINEPTER Qb GRRMEREHS) MithiZisyitRble vehicle, e.g.,

sterile pyrogen-free water, before usFﬁi.gThe harmaceutical compositions&%é{.also ormulated as a
tl

e
depot preparatfSIP IR LS RS SIRAGAIALAIT IS SrRREHAL B LA R TETRRNAL S 8RG8 Sitllation, in
which the sulofeatt atEahoLPRLBLREICGRIPOLINT REaprEtIad oRRIPTAS SRIERRYS Witk toe Hetiohain the body of an
individual, befarebieiayanaisin. casiresdvitbrireeagas! sigilersifuaeinaange body of an

dichlorotetrafluoroethane, carbon dioxide or other suitable gas. In the case of a pressurized
aerosol the dosage unit may be determined by providing a valve to deliver a metered amount.
Capsules and cartridges of, for example, gelatin for use in an inhaler or insufflator may be
formulated containing a powder mix of the therapeutic agents and a suitable powder base
such as lactose or starch.

The pharmaceutical compositions may be formulated for parenteral administration by
injection, e.g., by bolus injection or continuous infusion. Formulations for injection may be
presented in unit dosage form, e.g., in ampoules or in multi-dose containers, with an added
preservative. The compositions may take such forms as suspensions, solutions or emulsions
in oily or aqueous vehicles, and may contain formulatory agents such as suspending,
stabilizing and/or dispersing agents. Alternatively, the active ingredient may be in powder
form for constitution with a suitable vehicle, e.g., sterile pyrogen-free water, before use.

The pharmaceutical compositions may also be formulated as a depot preparation. In
some embodiment it is preferred that such a formulation leads to a situation, in which the
subject platinum-based compound is in contact with the agent's site of action in the body of
an individual, before the taxane is in contact with the agent's site of action in the body of an
individual. In other embodiment it is preferred that such a formulation leads to a situation, in
which the taxane is in contact with the agent's site of action in the
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individual. In other embodiment it is preferred that such a formulation leads to a situation, in which the
taxane is in contact with the agent's site of action in the 36 body of an individual, before the subject
platinum-based compound is in contact with the agent's site of action in the body of an individual. Such
long acting fokefY&fienehagupk belaraitiie sekierbylainpabeassterop@Kaisinecatiselitdhdtrisly or
intramuscularbgeat yitd dtrasnorseUtR Boiscien. ifdve.do Sexammiactivg theiaaesiicregnapositions may be
formulated ailhatilants BplwBera e W BRphic elergls o xomile.aaA) Gy ision 1 an

acceptable oil) or ion exchande resins, or as sparingly e derivatives, tor example, as a sparingly
soluble salt. SYSREHFCURNRRIPALDH SN SHBMBl BBRISRANEE SAMBPRURTSIBRNRS iREaRRor
transmucosalvathtsaiisiole polgirednon istdadfdop jpenatniaiks fapprapplatastantbe wsiorién &o be permeated are

used in the foruUILOR oAUFORSRBNARE BERIBREEbA KA NGALRBS ripeusiforexample, for

transmucosal admir\istr tin bille salts and fusidic acid derivatives. In addition, detergents may be used to
facilitate permstggﬂg%?"?? Shifitosal administration may be through nasal sprays or using suppositories.

For topical administugfigynih g RPREHeRs Alde iMprtanaelerpuair B eiRiTIonts, salves, gels,
a

or creams as _generally known in the Flrt A wash solution can be us.eg Iocgll%to treat an injury or
or{ransder % rrier t

I
inflammation {5 %%%%?8%{(3 healing. oF‘%rpérll_'g&%ﬂ?ﬂiﬁ?gﬁg%?tﬁw%oﬁ%%réapgltﬁiE oﬁyposﬁi fs are formulated
into conventioMRAMNGRieAaIR HFSH EiOA RIS ueh Repslifes aspusreralhtkaowed) thaapidnaceutical
compositions irs)ief fdesieethibadprestniesbéaladraielsedticismeRars devicadrhich geaygasgain one or more

itd f tajni ve | i : ' tal lasti
ol such o 2 DI R e e e renA s gﬁ%ﬁfﬁ@iﬁs or

administratiord"® PGtHEPUSMBRARRRS heSPIRRGIHERSR REGP 8THIRIEHAERed in an outer carton.
The pack or dspersigmdebibe imaytiontirerfcomiaresentostiniotemts $alverst getinonstsmess of the compounds

of the subject LoRARHGERTARBIHOA WASHUBERTELAINELS B HERAPRHRE of0 administer is a

I certin parl AT ERBURT A RtR L Lo LR A A BRI P GO e

formulated into conventional oral administration forms such as capsules, tablets, and tonics.

The pharmaceutical compositions may, if desired, be presented in a pack or
dispenser device which may contain one or more unit dosage forms containing the active
ingredient. The pack may for example comprise metal or plastic foil, such as a blister pack.
The pack or dispenser device may be accompanied by instructions for administration. In
other embodiments, the pack or dispenser may be further packaged in an outer carton. The
pack or dispenser device may further comprise instructions to first administer one of the
compounds of the subject compound combination. In some embodiments said first compound
to administer is a taxane. In other embodiments said first compound to administer is a subject
platinum-based compound.

In certain particular embodiments the subject compound combination is formulated as
a sustained and/or timed release formulation. Such sustained and/or timed release
formulations may be made by sustained release means or delivery devices that are well
known to those of ordinary skill in the art, such as those described in U.S. Patent Nos.:
3,845,770; 3,916,899; 3,536,809; 3,598,123; 4,008,719; 4,710,384, 5,674,533; 5,059,595;
5,591,767; 5,120,548; 5,073,543; 5,639,476; 5,354,556; and 5,733,566. The pharmaceutical
compositions of the present invention can be used to provide slow or sustained release of one
or more of the active ingredients. In certain embodiments the slow or sustained release of one

or more of the active ingredients leads to a situation, in which the
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a sustained and/or timed release formulation. Such sustained and/or timed release formulations may be
made by sustained release means or delivery devices that are well known to those of ordinary skill in the
art, such as those described in U.S. Patent Nos.: 3,845,770; 3,916,899; 3,536,809; 3,598,123;
4,008,719; 4, PU0SBRI2ENETYOSST! RUHIRYTE ImmORGAThINe ZgBIE Skedf 303 IbBaRdY 6f 5,354,556,
and 5,733,566n Thaviabalheeruticabxanenpostiansiafithehprpard stvontomeanthepdagdftanprovide slow or

sustained relqgst o106 o MAIE B ARG DGR RSN SRBPHIPERS e sigw or sustained

release of one or more of the active ingredients leads to a situation, in which the 37 subject
platinum-basdtPESIRPEIFRITIGR SHIRLR KRR e SHEE it bR Wil e a9salsSitet individual, before
the taxane is avitontaitewiihytbieaadretitidusiidebeactesubjthepatidynobased rdmpeiuadl inirothetaetmbodiments

the slow or sugiginrdgelfaSRN ARFRTMIU By BEAGHGIRIRURRISIGAIRIOReIBLREGN, I which the
taxane is in contact wﬂfg the agent's site of aﬁiﬂvgjn in thef b%d@){ ofg@% individual, before the subject
0

platinum-baséd E5HBSUISdE IR ESMLRE o N3G OR¥LS] 8% fi é’%'éS’B;"iré?a&HCﬁ?dividual. In order
to provide thedgisshednsederseprisfiiesiPyanimdy PeopormoiieyenerahaspNieietayidesiulose, other polymer
matrices, gelspgFrreahlersBemBRIAREHOKSIE SyslisRSoMHbikYencoalisgs suiekmwparticles, liposomes,

E:g;?ﬁ?g?;\%isegsgéﬂ%g.ikeefeaosreqi?fr_%m iQﬁ‘éiQﬁ‘o\tzv"fﬁ{ ?ﬁ%%ﬁ%f%?dﬁ%%%ﬂs 'elf't?rpé%rt%%ﬁﬁ‘&rih%%%gase formulations

ordinary skill in the art, inc ose descri herein, may be readily selected for
use with the FIFEATRACRRIER: EPNPRBTABICSEIEHTE IRVEIRINH PRPSaERRIRM IR CRIRRFETB#AS suitable for
oral administrétecnyestioh. aspubdingdd dimhiteshie, ftalnketsitaslp sules| gatoajpsatapletsh peyedenst and the like,

that are adapighfanosuieloed selRRSEASHENSRDRASSRILRY 4h6 RESRENhI PR dhR Pharmaceutical
compositions of the (g(ées[ent invention m%gjegfﬁ&mulated in a_neutral or salt form.
[

PharmaceuticaiSehiaRRE L aikSNa0Re RIGRION LS YNd are formed with inorganic acids such

as, for example. hydfRgBiolf AlcBasRHRBS:ARIS Ah SHRRCAIRBIRAFIAS 33 g&%{m@@a&mig, tartaric,
Sé) € derivea Jrom inorganic
et

bases such AL TSRS DI L Ao B SR P A L ER A ST AT GKUEE and such
organic basedaesopto peraaicacismetmaanttnexamielingrpeblosine aepherig@cids, or such

organic acids as acetic, oxalic, tartaric, mandelic, and the like. Salts formed with the free

carboxy1 groups can also be derived from inorganic bases such as, for example, sodium,

potassium, ammonium, calcium, or ferric hydroxides, and such organic bases as

isopropylamine, trimethylamine, histidine, procaine and the like.

The subject compound combination can also be co-administered with a variety of
other drugs. For example, the subject compound combination can be used as part of a
regiment of treatment in which it is combined with other chemotherapeutic agents including
anti-cancer therapeutic agents that inhibit cancer growth, anti-angiogenesis agents and anti-
metastatic agents. The subject pharmaceutical compositions may also be combined with
immunomodulators.

In a further embodiment, the subject compound combination is administered to a
patient to whom an anti-emetic agent is also administered. Anti-emetic agents according to
this invention include any anti-emetic agents known to the skill artisan, including, but not
limited to, serotonin-3 receptor antagonists like granisetron, ondansetron and tropisetron, NK1
receptor antagonists, antihistamines such as cinnarizine, cyclizine and promethazine,
histamine H2 receptor antagonists such as ranitidine (Zantac), phenothiazines such as
chlorpromazine, droperidol, haloperidol, methotrimeprazine, perphenazine, trifluoperazine and
prochlorperazine, domperidone, and metoclopramide.

38



The subject compound combination can also be co-administered with a variety of other drugs. For
example, the subject compound combination can be used as part of a regiment of treatment in which it is

combined with other chemotherapeutic agents including anti-cancer therapeutic agents that inhibit cancer
growth, anti-angiogehe¥isr&radmeisaig syiesteampagsiiempihationjasyniaierridemiaticddmpositions
may also be aemhingsh wishteinmwiae maichiaiass. dith s bperamb ociment: s subjest eamaand

combinaton s AUBAIRIEIAEA, b ARYERL SUhar-eR Aple sl R0R Y I e adgyptered. Ant-emetic

agents according to this invention include any anti-emetic nown to the skill artisan, including, but
not limited to!e?BiRY b B HAEIGHAISRAIAGS 6t SHRSEAPo RN ARIEI St AP R ErPisetron, NK1
receptor antagerastareniithisttimipesitecticas athrardioparicyiclizine and promethazine, histamine H2
receptor antagonists such as ranitidine (Zantac), phenothiazines such as chlorpromazine, droperidol,
haloperidol, methotrlFpFASIRRC PRt i AHBICHROBRRYAZ FRMRHG I R AIRPISISAAL a8RIERYdone, and
metoclopramigeo Balsootéredwithationsttsy itk cesyibetteponpbuatecbloothbination is administered to a
patient who is also treated with an anti-diarrheal such as loperamid, corticosteroide such as cortisone,
growth hormone or GG BRRBAIRIGEF J8SSEUGe SORRRHPG SOMRRRAUL S AATR R ISIG S 2R3 FRAYEBMId, steroidal
or non-steroideh@isagediestatiofiresean aisattthe lopnaorghine, or paracetamol or anti-hyperuricemics such
as allopurinol. In other embadiments, the subject corg?i)ound combination is administered to a patient,

who is also treated WPFHFBRAEESRELSTRFOEGIEE Bihina BRIBec i BRI the subject
compound cotimbineitiod, & ERiIENNidte it ticael patasmjniatabios wltothee atdreatitiosmundells of the bone

marrow. Othegsrabagimeiisvds sssibesddieseain relate to a method of therapeutic patient care. In the
method, a patient who is treated via administration with the subject compound combination receives food

parenterally. The prdsemréseetitentuiditidiialiglpmoities metioddoiarrepeleyingharplaaavtzebutical
composition usshdbiiothestiaptnertbancidvidustisdiarsgdingiansareaeaiotmes:. The methods

comprise: .
P methods comprise:

a) compiling data including:

i. bioequivalence data for a compound combination comprising a
taxane as defined above and a subject platinum-based chemotherapeutic agent as
defined above, or a pharmaceutically acceptable salt, isomer or prodrug thereof,
compared to a marketed originator compound or compound combination; or

ii. clinical data demonstrating the effectiveness of said subject

compound combination in treating cancer patients;

b) submitting said compiled data to a drug regulatory authority for the
purpose or obtaining regulatory or marketing approval for said subject compound
combination for the treatment of cancer patients; and

C) manufacturing, importing, packaging/re-packaging, labeling/re-labeling
or marketing said subject compound combination, or license rights to said approval,
for the treatment of cancer patients.

The dosage administered will be a therapeutically effective amount of the subject
compound combination sufficient to result in amelioration of symptoms of the cancer or tumor
and will, of course, vary depending upon known factors such as the pharmacodynamic
characteristics of the particular active ingredient and its mode and route of administration; age,
sex, health and
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a) compiling data including: i. bioequivalence data for a compound combination comprising a taxane as
defined above and a subject platinum-based chemotherapeutic agent as defined above, or a
pharmaceutically acceptable salt, isomer or prodrug thereof, compared to a marketed originator
compound or ¢eEHOlRG sipBMarRIvreRd. figntal etRieEs: sinstehtatctierfestiveness of said subject
compound cofrginaidodf idaentinceameasieat@nirsd)) submitting said compiled data to a drug regulatory
authority for the purpose or obtaining regulatory or marketing approval for said subject compound
combination for the tr@agiYeaTddheanedicitirasseianare)earaticabeamraglionfiegpresent

packaging/re-paskagiogn abeltsaiiestabelingdaupaikeingiralpodbiretcorogntundreosbination, or license
rights to said @%?%@'Jﬂaf%ﬂmglé,r%.ag{mgmééér?rﬂﬁ'iﬂsr’[l@ﬁﬁ%ﬁthyf)&qg@ﬂ?t@?ﬁ%%ﬁﬁéed will be a
f fthe su combi

therapeutically effective amount 0 ject compoun nation sufficient to result in amelioration

of symptoms BPRHECMa8F BietkRrf (R dRAItnsransyrsa X alfgdep Brrf v LB RIHRIAYalts s such as the
pharmacodyndeaécratib dedetensticis afdhieeppdiciolaffadtsisahadred@ntiandesambiteaarie route of

administration;,aagee3e el 28 FEDNEIahtRILIRC %ﬁ%%hﬂﬁ%ﬁﬁ%&‘ﬁ%ﬁ&&ﬁ%mptoms? kind of
concurrent treaf[]ment, fre uené: f trfhatmen and thei ec&h%?sired Toxicity apd therapeutic efficacy of
f e

pharmaceuticgl1 gg%%rgﬁfﬁ)%rée e"% e%rgﬁ?ul}?v%or_rl%ons te g aee%%tl?fg%%y setaeﬁgéseg%a Armaceutical
procedures inUeefl. GalRIPE]UH beipranigraiba fifrike ey Siear Hattaieris sucthb e BIBUERgtSe lethal to

50% of the pepulatiendfamddiae fsBR0 el esaitharapsiticallyaffegsiveunB@dedédieapepulation). The
dose ratio be (0 ' Joer utic effects is the therapeutic index and it can be expressed as the
ratio LDSOlEﬁ%g%eég%p@e‘{]%cgaggggﬁs' which exhibit large therapeutic indices are preferred. While

therapeutic compositignsataabexmibitrtoxiesdaeiasiaymaydepinset.saseshasiddariaken to design a
delivery systeg ki Aahau SANERREHIG AVRIRAS 11 S0 AUSSHAE A5 Whrih areipplo minimize

potential damafge to uninfected cells and, . o o
of circulating concentrations that include the ED50 with little or no toxicity. The dosage may

vary within this range depending upon the dosage form employed and the route of
administration utilized. For any agents as described herein, the therapeutically effective dose
can be estimated initially from cell culture assays. A dose may be formulated in animal
models to achieve a circulating plasma concentration range that includes the IC50 (i.e., the
concentration of the test therapeutic agent which achieves a half-maximal inhibition of
symptoms or inhibition of biochemical activity) as determined in cell culture. Such information
can be used to more accurately determine useful doses in humans. Levels in plasma may be
measured, for example, by high performance liquid chromatography.

It is understood that appropriate doses of therapeutic agents depends upon a number
of factors known to those or ordinary skill in the art, e.g., a physician. The dose(s) of the
small molecule will vary, for example, depending upon the identity, size, and condition of the
subject or sample being treated, further depending upon the route by which the composition
is to be administered, if applicable, and the effect which the practitioner desires the
therapeutic to have upon the therapeutic target of targets, such as nucleic acid or polypeptide
of the invention, through with the disease causes, symptoms or effects are mediated. As will
be self-evident, for combination therapy the combined effect of both compounds, the taxane
and the subject platinum-based compound, will have to be taken into account.

Exemplary doses include milligram or microgram amounts of the small molecule(s),

i.e. the taxane and the subject platinum-based chemotherapeutic agent, per kilogram of
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thereby, reduce side effects. The data obtained from cell culture assays and animal studies can be used
in formulating a range of dosage for use in humans. The dosage lies preferably within a range of
circulating concentrations that include the ED50 with little or no toxicity. The dosage may vary within this

range dependingdspensiifoRonage, feﬁn @daml%ér@gtgrﬁt&mwgfgﬁ ecamni%@mndtgtt@%%r any agents

as described pereln th Olnelr rel%trlga X]effec‘lil /e dos e %ﬂt%% eslprpgrt]ed |n|k||a from cell ?ulture assays.
A dose may be ?grmUIa ed inanima 1510 Achieve B Circulating praiima concemraton range that

includes the 1¢80ligram gas k&@ﬂié@iﬁéﬁ@@i émﬂemsm@p@m agent which achieves a half-maximal

inhibition of symptoms or ] |nh| | fb| mlcal ac %Q{ as deter %d in cell CHIture Such information
g ts %?Bie& oses can calcu até c&
can be used to moré acCurate etermlne us GSes'in numans, Levels In plasma may Be measured,

for example, wrtﬁg%tﬁéﬁo’?fﬁatﬁe@ %Zﬂdi@h?éﬁfh?@ﬁf@?ﬁ'ﬁﬁtqp&dnﬁeré@%aatﬁfat aspyefsriatiedoses of
therapeutic agesés tiepeadsiigpan & nidrgeimaifactisd kinewindnribeseleperdbaasuskitisrdae art, e.g., a

physician. The,dagE(F LA RAlIRleayl A IaGsxamAle: depeeiag upwrtpe identy, size

and condition of the subject or sample being treated, further d L(Een ing upon the route by which the

composition @t@fﬁéﬂ&tﬁhﬁﬁ%r’%@"tﬂaﬂbtuesfb%“%{ﬁd“ﬁt@é%k& hR "B PRI SHHBISEP B8GIPES the
therapeutic toahaviebQpoligiae therspertic tegetabbtargéls)igeimasensaecaniteor polypeptide of the
invention, through with the disease causes, symptoms or effects are mediated. As will be self-evident, for

combination therapy. tq.e com {ned effect of thh compounds (}he taxane and the subject platinum-based
7 m resistant or r tory cancers an

compound, will havew‘gemﬁrenw%o?mmrﬁ%ﬁusemtude milligram or microgram amounts

of the small molecule(s), i.e. the taxane and the subject platinum-based chemotherapeutic agent, per

kilogram of 40 subjemmérsaimleomargtnhre ©sishaul lefrickogamepetdal ogsanritayaddauti-500 milligrams

per kilogram, aheutdQ0, @rﬂéq@ﬁtrftﬂm@a%E‘?mt%t}?ﬁ’t%er’ﬂté‘fﬁ@@sr%%%r%%ﬁ Kilegram -ghabout 1

milligram per kilogram to about 5 mlllgﬁams per kilogram. A Béerson skilled in the art will appreciate that

doses can alsY'BEANR MR BRE 8 '%ﬂ?fﬂérévﬁ%téqg tﬁeﬁé‘ BH SRR BRABR B RGte body
surface area o648 isdeatenhetars duseseirefladenniligestaartodc@yraralitenatvnegettthie small molecule

per body surfaggigiBPembodiments said anti-proliferative agent is not a hormone-based drug. In other
particular embodiments said anti-proliferative agent is cisplatin. Resistance to anti-proliferative

agents can be tested and verified using the methods described in the Examples.

As used herein, the term "anti-proliferative agent” relates to any compound which is or
may be used in the treatment of a "proliferative disorder", as defined herein. Exemplary anti-
proliferative agents include vinca alkaloids (vinblastine), the anthracyclines (adriamycin), the
epipodophyllotoxins (etoposide), taxanes (paclitaxel, docetaxel), antibiotics (actinomycin D
and gramicidin D), antimicrotubule drugs (colchicine), protein synthesis inhibitors (puromycin),
toxic peptides (valinomycin), topoisomerase | inhibitors (topotecan), DNA intercalators
(ethidium bromide), anti-mitotics, taxanes (paclitaxel, taxol derivatives, but not docetaxel),
vinca alkaloids (vinblastine, vincristine, vindesine and vinorelbine), epothilones (epothilone A,
epothilone B and discodermolide), nocodazole, colchicine, colchicine derivatives,
allocolchicine, Halichondrin B, dolstatin 10, maytansine, rhizoxin, thiocolchicine, trityl cysterin,
estramustine, nocodazole, platinum-based agents (cisplatin, paraplatin, carboplatin, but not
the subject platinum-based chemotherapeutic agents as defined herein), camptothecin, 9-
nitrocamptothecin (Orethecin, rubitecan), 9-aminocamptothecin (IDEC-13’), exatecan (DX-
8951f), lurtotecan (Gl-147211C), BAY 38-3441, the homocamptothecins such as
diflomotecan (BN-80915) and BN-80927, topotecan (Hycamptin), NB-506, J107088, pyrazolo
[1,5-a] indole derivatives, such as GS-5, lamellarin D, irinotecan (Camptosar, CPT-
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of subject or sample, e.g. about 50 microgram per square meter to about 15 grams per square meter,
about 5 milligrams per square meter to about 1.5 grams per square meter, or about 50 milligram per
square meter to about 150 milligrams per square meter. 7. Treatment of resistant or refractory cancers

and tumors. Cdhcis astibegiesssusataartDEsistait 18y 1ORaeto\ i e 3PE At BRdMaidldof anti- proliferative
agents may bprgfitdi@poscataienthuitizEhepnehads dascregy bareiB.4on CRIDXB3ANER 2 ge

embodiments)g, (N StaRt AEnKoR Wit SHRIRSHRRAMRAAING combingien may, hpgyiseful in treating

tumors that are refractory or resistant'to an anti-proliférative agent.’In ﬁ articular embodiments said

anti-proliferati¥'YgEn CRMNOIEMSHH G Y4 %%d'"lﬁ“ﬁ?ﬂ%r'-ﬁﬁﬂheﬁ ARGERer s Yaid
anti-proliferatiVexstgambas Gispdatiin ®ebisvbiig cEo amtispeabli @eatkireala(fehisc@) Bertiestedband verified using

the methods ¢ @%ﬁrrar&a'@éaz ﬁé%‘ﬁﬂ*@é@ A useaings] M&rrn sy s ARKoRTAI{ eguxﬁ@;gent" relates to any

compound w ch IS or @d e mS ro{%ratrve sor defined herein.

Exemplary an tHFB? #rr& M 1???0611 ;H)Li(l.lgo Qétﬁﬂ%r} tﬁ@ojﬁ?ﬁrﬁi@yclmes (adriamycin),

the eprpodopﬁ?ﬂmﬁim% ﬁ@eﬁﬂ@@ﬂéﬁ%é@hﬁﬁeﬂf UB@e@eﬁM‘BABHﬂb@@ﬂ(%AMBﬁﬁbﬁﬁ%ﬂﬁ D and

gramicidin D)oar@timiﬁﬁawb@@@mg&é@ﬂl@&t@én@nm@mwmﬁ@ﬂmbﬁ@@(wr&n@ycin), toxic peptides

(valinomycin) 'I%RPE 93{ m@@rﬁﬁﬁ& oRQtec % gm ators (ethidium bromide), anti-mitotics,
el), vin

taxanes (paclrt xel, taxo errvatrve ut not ocetax kaloids (vinblastine, vincristine,
vindesine and vinoreteirg)ogpratidenesepanne ﬂno@ﬂﬁéﬁlflﬂﬂﬁ Bondidistasesmekde)iiocodazole,

e colibieigatledysn. alReaeabialahaniiini-oisieln foiuiRteine: 2o

thiocolchicine, trityl cysterin estramustrne noco atinum agents (cis atln paraplatrn

carboplatin, bhhﬂsn%ﬁe‘{rfféag%]é‘?ffaﬁfa%‘i?rﬂcﬁréﬁéuﬁr?éﬁ?&ﬂé%ﬁ@ﬁﬂéséb%ﬁ@a%aaeﬁﬁéa lPf’erern)
camptothecinjrdibiidddnyaraptotne vith ((Degtbiberapeutictegemsy, aion nadiedionpiot hecinuf DE@ 13'), exatecan

(DX- 8951), lystotecanditlel 1p4d felr)e B BBt 4helhEABIPRAURPSAIIEEMNS Such as diflomotecan
(BN-80915) and BN-80927, topotecan (Hycamptin), NB-506, J107088, pyrazolo [1,5-a] indole

derivatives, such asTB&#&ndmghtnti, Bs irgedteeain,(BelndptosthpatRlly 4dskintand cortipedigs, such as 1

DL, Hut D10,k BI9CHS ETAT ARG IR AR HiahaAEy GRa s el map (Zenapax),

Antegren, CDrlraor?g[Réless Eenefrt from t)r(eect)’t?ﬁent W)ﬁﬁ t%e Subject compound combination. Indeed, in certain

embodiments it may be beneficial to treat a tumor if such resistance is merely suspected, may
not yet be know or even before such resistance has developed. In alternative embodiments, it
may be subsequently determined, or not at all, that the cancer or tumor was resistant or

refractory to an anti-proliferative agent.

In particular embodiments said anti-proliferative agent is not a hormone-based drug.
In certain embodiments said anti-proliferative agent is not a pituitary down-regulator. In other

embodiments said anti-proliferative agent is not an anti-androgen.

The term "hormone-based drug" refers to compounds which are used in hormonal
treatment. Such compounds may be hormones or derivatives or variants of hormones.
Hormone-based drugs also include molecules which are neither hormones, nor derivatives or
variants of hormones, yet affect the production or action of hormones. Treatment with
hormone-based drugs is referred to as "hormone ablation therapy". Hormone ablation
therapy aims at limiting the growth of a cancer or tumor by limiting the supply of hormones

that this type of cancer or tumor needs for growth.

Some types of cancer, e.g. cancer of the prostate, depend on hormones, e.g.
testosterone, for growth. If the amount of testosterone is reduced it is often possible to slow
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MDX-477, CEA-CIDE, AHM, Vitaxin, 3622W94, Therex, 5G1.1, IDEC-131 , HU-901, Mylotarg, Zamyl
(SMART M195), MDX-210, Humicade, LymphoCiDE, ABX-EGF, 17-1A, Trastuzumab (Herceptin (r),
rhuMADb), Epratuzumab, Cetuximab (Erbitux (r)), Pertuzumab (Omnitarg(r), 2C4), R3, CDP860,
Bevacizumabdgwagtish (i, thesiunettndab( Beatant i) usHaHy aiesived aladisded(fraedipigally, or195, 1 D10,
Hut D10 (Remigagen (Hoaps|menaly), tHoanten By gtegiontiby b oeitauehaas reddher HDS,

CAMPATH- 1 %%"ﬁé%%hé J&ggt&mwﬁéﬁ%@gf\{wt&&%&gates derivatives and modifications

thereof, or other equivalent compositions wit ptimized properties. Refractory cancers or
tumors include those ébet ey 1avelseaistrbtodeaatsnexinyith yniirpea)iterativemagestalone, radiation

alone or comhiaptionsDBIEOE9) e UIRISaS g I Redlcaliny ARG fANSers flotumors aiso

encompass those that appear to be inhibited by tréatment wit emotherapeutic agents and/or radiation

but recur up t8'APEYRREPESHINEETEE RiFed Bveveaie AtARE U HEaiRrRahlesk WigtirRthued. The term
"resistant”, ashoseonheetaasimyciodecbetih it alice Sstaersad dyc e pitetely glesistianBHT ifust a tumor that is

only partlally IRSIRERNG 0N AMIrer 945%&%%%8&&@%&%&66@%9@9%%&6& itfeayment with the
subject comp und com bination. Jndeed, In(r:ﬁ; é% embodlmeBts |tm8¥6£%beerr1qm Ito reiatumor if
ot c

uch resistan QS TRAE tﬁ”s,su'’%‘riiuec‘%e%PIo A e TRIR o v EAPe
developed. In3ARCPRIGHE &4al5081n /SN @ﬁ&@'ﬁ%ogﬁb%é@gléHiﬁ/aéé@é@ﬁtﬁ%?téfoﬁétawﬁll, that the cancer
or tumor was pesistenEimigéastonyHardirnadridgeralifeiady eypansions artteulayeeskediments said

ani-prolferatiyq Agent ;glgqm&g P SIbaR itndB RS YR IRaAIcS, el i pralerative agent

is not a pituitary ator her em iments said anti- r erative agent Is not an
anti-androgerfPPFREIESHT ﬁH?Wﬁfﬁ\é%%%‘if@ﬁ‘ﬁfd“%%?g ks HBﬁﬁS’o‘MﬁUQ%WﬁEﬁ B‘?‘éeggéﬁgﬁw hormonal
treatment. Suthesermplodads:risaybieniiedrioo hesgicderer atieesearavaeratity od hampeoaes coldormone-based
drugs also inglyge,molecules which are neither hormones, nor derivatives or variants of hormones, yet
affect the production or action of hormones. Treatment with hormone-based drugs is referred to as
"hormone ablation therapy”. Hormone ablation therapy aims at limiting the growth of a cancer or tumor by

limiting the supply of hormones that this ttyRe of cancer or tumor needs for growth.
The practice of aspects of the present invention may employ, unléss otherwise

indicated, conventional techniques of cell biology, cell culture, molecular biology, transgenic
biology, microbiology, recombinant DNA, and immunology, which are within the skill of the
art. Such techniques are explained fully in the literature. See, for example, Molecular
Cloning A Laboratory Manual, 2nd Ed., ed. by Sambrook, Fritsch and Maniatis (Cold Spring
Harbor Laboratory Press: 1989); DNA Cloning, Volumes | and Il (D. N. Glover ed., 1985);
Oligonucleotide Synthesis (M. J. Gait ed., 1984); Mullis et al. U.S. Patent No: 4,683,195;
Nucleic Acid Hybridization (B. D. Hames & S. J. Higgins eds. 1984); Transcription And
Translation (B. D. Hames & S. J. Higgins eds. 1984); Culture Of Animal Cells (R. |. Freshney,
Alan R. Liss, Inc., 1987); Immobilized Cells And Enzymes (IRL Press, 1986); B. Perbal, A
Practical Guide To Molecular Cloning (1984); the treatise, Methods In Enzymology
(Academic Press, Inc., N.Y.); Gene Transfer Vectors For Mammalian Cells (J. H. Miller and
M. P. Calos eds., 1987, Cold Spring Harbor Laboratory); Methods In Enzymology, Vols. 154
and 155 (Wu et al. eds.), Immunochemical Methods In Cell And Molecular Biology (Mayer
and Walker, eds., Academic Press, London, 1987); Handbook Of Experimental Immunology,
Volumes I-1V (D. M. Weir and C. C. Blackwell, eds., 1986); Manipulating the Mouse Embryo,
(Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y., 1986).
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Some types of cancer, e.g. cancer of the prostate, depend on hormones, e.g. testosterone, for growth. If
the amount of testosterone is reduced it is often possible to slow 42 down or shrink the tumour. Such
treatment is usually effective for a limited time, typically for 18 to 24 months. After that, the tumor may
stop responding to tMé&ipdhenivantgichasaeredesenhed ans exermrbiins refiafbemit petritbrethesscer (HRPC)
develops. Tesiamsannmasavatsneane Bedeshicaditos axampiaHinsHIBenyHs ghd emaxehadiie testes) or by
drug-based trggﬁgp&g& AE?&JQWQ hormone-based drug treatment. There are two main types of such
hormone based drugs. First, pituitary down-regulators block luteinizing hormone-releasing hormone
(LHRH), which is releassoskiyethia piéuitanygbaoghikd] BHbeibnetokieskeshissmgiidmioe thaihe testes to
procluce testosigiang, SamRles: Ot LAlIBRS ANIsEenaRinEue SPHaTRIRNnProstap). tiptorelin

(De-capaptyl), buserelin (Suprefact) a oserelin (Zoladex). Second, anti-androgens block the action of
testosterone SCATECTEEIAIR. FREFHKEIFTS AEHHRTISH H O§ SRSIMERRIELIHIM AP LURS: (Cyprostat),
flutamide (Eul&xoag Exibepeinitheraltivéihzide @ddgnidedha)ad rdrihoainasmtidaj@asodekpdimariisoe appreciated
that other types,f&aHGRE Bavm Sl RBdiraied MithiberneRerRasHrhA HRSscdlResigHnivRoRUL is not
limited to, breast cancer, uterine cancer, thyroid cancer and colon cancer. The practice of aspects of the
present invention may employ, unless otherwise indicated, conventional techniques of cell biology, cell
culture, molecular biology, transgenic biology, microbiology, recombinant DNA, and immunology, which
are within the skill of the art. Such techniques are explained fully in the literature. See, for example,
Molecular Cloning A Laboratory Manual, 2nd Ed., ed. by Sambrook, Fritsch and Maniatis (Cold Spring
Harbor Laboratory Press: 1989); DNA Cloning, Volumes | and 1l (D. N. Glovered., 1985); Oligonucleotide
Synthesis (M. J. Gait ed., 1984); Mullis et al. U.S. Patent No: 4,683,195; Nucleic Acid Hybridization (B. D.
Hames & S. J. Higgins eds. 1984); Transcription And Translation (B. D. Hames & S. J. Higgins eds.
1984); Culture Of Animal Cells (R. I. Freshney, Alan R. Liss, Inc., 1987); Immobilized Cells And Enzymes
(IRL Press, 1986); B. Perbal, A Practical Guide To Molecular Cloning (1984); the treatise, Methods In
Enzymology (Academic Press, Inc., N.Y.); Gene Transfer Vectors For Mammalian Cells (J. H. Miller and
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M. P. Cabs eds., 1987, Cold Spring Harbor Laboratory); Methods In Enzymology, Vols. 154 and 155 (Wu
et al. eds.), Immunochemical Methods In Cell And Molecular Biology (Mayer and Walker, eds., Academic
Press, London, 1987); Handbook Of Experimental Immunology, Volumes I-IV (D. M. Weir and C. C.
Blackwell, edgxdfigfsicManipulating the Mouse Embryo, (Cold Spring Harbor Laboratory Press, Cold
Spring Harbor, N.Y., 1986). 43 While the invention has been described and exemplified in sufficient detail
for those skilled in this art to make and use it, various alternatives, modifications, and improvements
should be apparent. Those skilled in the art will recognize, or be able to ascertain using no more than
routine experi@iifdn FHIAY UGN LAY GRS ih BRI THIRBYRVRTRIBA described herein.
Such equivalémmagelintended to be encompassed by the following claims. Those skilled in the art will
also recognize that all combinations of claims or embodiments or features of the claims or embodiments
described herein are within the scope of the invention. 44 Exemplification Example 1. Efficacy of

satraplatin and its MEtRROIERS I MRIBIAINGE LSRRI IRSISIAM S rﬂ%iﬁ&ll%ﬂ@dﬂ?ctc&&ﬂﬂ@r@we ,
example, we observed the sur rlsmiﬁ finding that S%J{)kgec_tq%latlnum-, ase com[%aunds of the invention

were useful il ARTHRATP AV IRIAG TS RRRE R 4 Fd /8 HBILeg Y {8 Bt MO Rl FEunds, such as

cisplatin. The ragigient trBothss|platieureceired fdensUrh@sefolainH; Biochem Pharmacol 52, 1855), derived
from the ovarian carcjnoma A2780, was highly resistant to cisplatin - relatiye resistance in individual
experiments rangod BB A0 GoL GBS OIS e e e BIRSEF ARG i ho1o. i1 18
and JM383 - rdavrehiensitianverin eripbiidoal ASXperivae highbersistantooi@stiansgeleitig Table 1). The
parental non-rayiaiaeear iiineifel 3o s s eshgsdtsuiiisdn BOROEEGER codsmiallnagre contacted with the
test compounds far rs at vari ceptrations | e[ Iculate the IS0 values shown in
Table 1. Cytot%%f”;:lgt/?‘b\?\?gs? yﬁae@seﬁ?gv ﬁéi\@t ,g@i;é%ggg%gcééﬁ%%g t%%gﬁaer&gﬁneﬁé%\{'%ﬂaﬂ Cancer Inst
(1990) 82, experiments between 0.19 to 2.59-fold (Table 1). The parental non-mutated cell line A129

was used as control.

1,000-5,000 cells/well were contacted with the test compounds for 48 hours at various
concentrations in order to calculate the IC50 values shown in Table 1. Cytotoxicity was
measured using the SRB assay according to Shekan et al. (J Natl Cancer Inst (1990) 82,
1107-112). Briefly, cells were plated in 96 well dishes 24 hours prior to compound addition.
The assay was terminated with the addition of cold TCA to a final concentration of 10% and
the plates were incubated for one hour at 4°C. The plates were then washed 5 times with
water and 100 pl of a Sulforhodamine B solution (4%) was added to each well. The plate
was then incubated for 10 minutes at room temperature before removal of unbound dye by
washing with 1% acetic acid. The bound dye was solubilized with 10 mM Trizma base and
the absorbance read at OD570.

Table 1. Cellular IC50's of Satraplatin and metabolites in Cisplatin resistant cells

Compound  |Cell line

A129 A120cp80  |RR
IC50 (uM)  JIC50 (uM)
Cisplatn—_ J0.23 +-0.17 3)[15.1 +/- 6.4 (3) |p0 +-25
satraplalin ) o5 412 0.24 (3)1.54 - 0.72 (3)}5.9 +/- 1.9
(IM216)
M118 0.24 +1-0.14 (3){0.69 +- 0.52 (3)2.6 +/- 0.9
IM383 129 +1-0.11 @)1.78 +/- 1.15 @)[1.4 +1-1.0
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1107-112). Briefly, cells were plated in 96 well dishes 24 hours prior to compound addition. The assay
was terminated with the addition of cold TCA to a final concentration of 10% and the plates were
incubated for one hour at 4C. The plates were then washed 5 times with water and 100 pl of a
Sulforhodamipgg@rgelution (4%) was added to each well. The plate was then incubated for 10 minutes at
room temperature before removal of unbound dye by washing with 1% acetic acid. The bound dye was
solubilized witfatle hraliolrsziveal O eciued athdetdhsortrhindberesbah QBREScT@d e Ex@etlialér IC50's of

(S?\;r? ﬁl:aStci)n(arl\‘/l(‘]luwH lati I%%%R?Lt%ﬁf%MWﬁé‘lm% 4 gyl 80 258%%%%? %&éin%%zz?%f; FiCOS 22(3)
p p a +1. 0. + + rapiatin -30+ +

O 1o amoTErReb SRy R earicnmss W Bl SR AR R A S S 71 2
1.4 +1-1.0 49NeGHaYn FraBean YRR ARG SEBRF0auatiaasRitbmiiRos. ins triesxieaitdhes described in
Example 1. Nudwiees éndermedats RRliaEene oftendxperissrisceeke peraamedsda sach single

experimen & P ghilies PSRNl VRS PR don SAch e e conertiapn and cel line. Shoun

are mean values stan deviations of as determlne In th Ividual experiments. RR
denominates fﬁﬂsrté'i’&ﬁve resistance, i.e. the relative level of resistance conferred to the indicated drugs
by the mechanism that confers cisplatin resistance. Example 2. Synergism between the subject
platinum-based compounds and docetaxel. We observed the surprising finding that the subject
platinum-basedtkaapipaubderdgisnpasticedartisasidpat wasinaJ bt 28 catbsyndy gisticadbtdrecombination with
docetaxel, when exposed to or brought into contact with cancer cells or tumor cells, in sequential order.

We observed the surprising finding that the subject platinum-based compounds, in
particular satraplatin and JM118, act synergistically in combination with docetaxel, when
exposed to or brought into contact with cancer cells or tumor cells, in sequential order.

The prostatic adenocarcinoma cell line PC-3 (ATCC order number: CRL-1435; Invest
Urol (1979) 17, 16; Cytogenet Cell Genet (1993) 62,183) was used. PC-3 cells were
harvested from sub-confluent plates and seeded in 96 well dishes at a density of 2,000 cells
per well. The cells were cultured at 37°C, 5% CO, in F-12K media supplemented with 10%
FCS and 1% Pen/Strep. Twenty-four hours after plating, the cells were contacted with a
range of concentrations of the individual compounds and incubated for 48 hours. Then
cytotoxicity was measured using the SRB assay according to Shekan et al. (Example 1; J
Natl Cancer Inst (1990) 82, 1107-112).

For simultaneous exposure, cells were incubated with concentrations of satraplatin or
JM118 representing 0.0675x, 0.125x, 0.25x, 0.5x, 1x and 2x of the previously determined
IC50s (4.0 and 0.82 pM, respectively, as determined with the SRB assay (see J Natl Cancer
Inst (1990) 82, 1107-112 and example 1) and to the same relative concentrations of
docetaxel (IC50 of 0.008 uM) at a constant ratio. The cells were incubated for 48 hours and
the effect of this combination of compounds on cellular proliferation was determined with the
SRB assay.

For sequential exposure, cells were incubated with either docetaxel for 48 hours
followed by a wash step and contacted with satraplatin or JM118 for an additional 48 hours
or satraplatin or JM118 followed by docetaxel. As above, the effect on cellular proliferation
was determined with the SRB assay.
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The prostatic adenocarcinoma cell line PC-3 (ATCC order number: CRL-1 435; Invest Urol (1979) 17, 16;
Cytogenet Cell Genet (1993) 62,183) was used. PC-3 cells were harvested from sub-confluent plates
and seeded in 96 well dishes at a density of 2,000 cells per well. The cells were cultured at 37C, 5% CO2
in IT-l 2K mediﬁéwgmm%ﬂtﬁeé&/i(bl;fl&}%Eﬁ%@anw Bﬁ)/ﬂrggwﬁlweaw&%dmwfzeaﬁerbplat(ijn?, tZE

cells were contacted with a range nec ions of the indiyi ompounds and incubated for
ours. Then SO o TReaS O S R e R R PR e Example 13
Natl Cancer 1§8¢$2990)BBitien®f 501%) Gtupldanaitahed dexpdslicatecansrdien detivagigstith
concentrationanef saitaplatinrespddicly Tapreisaoting Bolfbie hdcoxiHa. Raxpalrbxf dgnd 2x of the
Drviousy deteIIEL AR AN S M PRSI AR ARIFHDIAA YIS RRBLASOY (see )

Natl Cancer Inst (1990) 82, 1107-112 and example 1) and to the same relative concentrations of

docetaxel (IC50 GMO\GIBCNAINURABEBHE A A4S PREHANS (Fatedi LR EsBCR4A8 B GF4Sand  the effect of
this combinatigruadntialppibecds ignatetl wiaraprplHtnat oM Wdsaoke ticetimed shith dresB8R@dsayg For
sequential eXEﬂ%%b?etiE%‘ﬂf%&(Qﬁ%&ﬂﬁHQ@&%daMﬂm&Eﬁ@ét %QQJ@Q&?\'/JQM%MUQ% Vehowedy a wash step and
contacted WIth.SaHarP|atll’|1 or JM118 for an additional 48 hours or satraplatin or JM118 followed by
docetaxel. As*4bove. the &ffect on cellular proliferation was determined with the SRB assay. 46 The
combination index (CI; Adv Enzyme Regul (1984) 22,27) was calculated with the algorithm of Chou using
XLfit 4.1 (IDBS Ltd., Guildford, UK) with the effect levels which caused an inhibition of 50 %. Cl values of
<1, -1 and >1TadicdteEy0étsvg paldivhdrefieiotcavity smalarrsus adsiiectivelguatiiel Cl's for the combined
effect of the tw@,paifs of drugs following simultaneous addition or sequential exposure are summarized in
Table 2. Figures 2-7 shows the isobolograms for all drug combinations tested. When exposed to the cells

effoct rlﬂﬂ'!aﬁé"g%%@?ﬁiﬁl o fact was observed whbd AL ek Sa e tarbously. Table 2. CF5
of the two pairg affiLes JAY AuiBgRiMyHiansRYasAAdItoR 9§ sequentigliditive

JM118 and docetaxel simultaneously 1.35 Additive

Satraplatin first, then docetaxel 040 Synergistic

Docetaxel first, then satraplatin 0.27 Synergistic

JM118 first, then docetaxel 0.22 Synergistic

Docetaxel first, then JM118 0.1 Synergistic

Legend:

Table 2 shows the Cl values as determined in the experiments described in Example 2. Cl
values were calculated with the effect levels which caused an inhibition of 50 %. Both drug
combinations, satraplatin and docetaxel, as well as JM118 and docetaxel, were highly
synergistic when added in sequential order. When added simultaneously, each pair of drugs
had an additive effect.
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exposure Combination Ct at 50 % Result | Effect Satraptatin and docetaxel simultaneously 1.34 Additive
JM118 and docetaxel simultaneously 1.35 Additive Satrapiatin first, then docetaxel 4.40 Synergistic
Docataxei first, then satraplatin 0.27 Synergistic JM118 first, then docetaxel 0.22 Synergistic Docetaxel
first, then JMCl81 1 Synergistic Legend: Table 2 shows the Cl values as determined in the experiments
described in Example 2. AQI a]!1ues were cfalculate with tthe .effe% I?\Xfls which chsed an inhibition of 50
%. Both drug com jinations, gaﬁ%?ﬁ in and docetaxel A Wel 85'IM1 18 Andocetxd), Were highly
synergistic when added $iuségaéfitial order. When added simultaneously, each pair of drugs had an
additive effect. 47 Claims 1 A first pharmaceutical composition containing either (i) a compound having
the structure of: t? Pt' Ft' FE,E' (formula IA) or (formula I), or (ii) docetaxel, wherein said first
pharmaceutical compositiops for use in treating an individual suffering from a cancer or a tumor by
sequential administrgl?B'H-p'i-S‘éﬁ'd first pharmaceutical cofigposition.&hd a second pharmaceutical
composition containithl'r'{ én‘é'@ se of (i) docetaxel, or in the ¢ase of (i) a compound as described in (i),

within about 14 days ch pther. 2. Use of either (iWoum(gf Formula IA or Formula I, or (ii)
docetaxel, for the pr tiof of AdimLhAsmageutical composition foysefreagment of an individual

or (ii) docetaxel, wherein said first pharmaceutical composition is for use in
treating an individual suffering from a cancer or a tumor by sequential
administration of said first pharmaceutical composition and a second
pharmaceutical composition containing, in the case of (i) docetaxel, or in the case
of (ii) a compound as described in (i), within about 14 days of each other.

2. Use of either (i) a compound of Formula IA or Formula Il or (i) docetaxel, for the
preparation of a first pharmaceutical composition for the treatment of an individual
suffering from a cancer or a tumor, wherein said first pharmaceutical composition
is to be sequentially administered within about 14 days of administration of a
second pharmaceutical composition containing, in the case of (i) docetaxel, or in
the case of (ii) a compound of Formula 1A or 1.

3. A kit for administering a first and a second pharmaceutical composition to an
individual suffering from a cancer or a tumor, wherein said kit includes a plurality
of separate containers, the contents of at least two containers differing from each
other in whole or in part, wherein at least one of such containers contains

docetaxel, with or without additional pharmaceutical carrier or diluent, and at least
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suffering from a cancer or a tumor, wherein said first pharmaceutical composition is to be sequentially
administered within about 14 days of administration of a second pharmaceutical composition containing,
in the case of (i) docetaxel, or in the case of (ii) a compound of Formula IA or II. 3. A kit for administering
a first and a second phagmaggeiiat SRHRILEREITe ABoripdiid R FekaH g dFeahAraNoRk-Hsa tumor,
wherein said kit includes ah1pl ra(%lé}{. of eﬂoarate con}alners tfgﬁ coptents of at least two containers

witnou ao 10 uen

S
e [ nal pharmaceutical carrier or. di . . .
differing from each other in"‘whole or |nppar{7,1wcﬁere|n 411853t OHe 6f such containers contains docetaxel,

with or without addjtionatphrrmasriisel aarmer anailant anhrbleastanheasdifirenksoptainer
contains a compound of thrrlrg]uallacl)é or ﬁ i Cl)zrsl II1 a}l\fE%PﬁoMtn}é}Ht é”}% C;Fiev g} etl)h%gréaﬁ%yr;[(iecral carrier or
diluent. 4. The kit accorcﬁ%gato cl%umpg,uw erem the contalnerucoritainlng GCetaxsl’dods fot contain a
compound of Formula |ASaghhairempavei6f frieremAres toftdimiAoss melietitRa eerpidseind of Formula
IA or Formula Il does nat,contain dacetaxel. 5. The kit according to claim 3 or.4, wherein the container
containing docetaxgél ar?é h?‘néE &6n é(alqu r%gqﬁirgi%i%%a@c?rﬁwoﬁﬁé% oq?%errrrcfa ?gamngrdlgg?ﬁaﬁgandare amongst,
or represent, the at leasb@feMEINRARRSR MGt iPRIIPOHR ERICTPBREY I ApBMD BiRRMEBARER in whole or
in part. 6. The kit accordigigdseanyheneleistiamnxdnds Wirdieg compasingrasiiuesiosns dbthsequentially
administer, to an individg%@mﬁr\;ﬂ%lgg%apgﬁncer or a tumor, a first pharmaceutical composition
containing docetaxel and a second pharmaceutical composition containing a compound having the
structure of Formuéa |A aheRarasubadihgvidrinyadpeut thicha\steb cachedthetprisingiespbetionageutical
composition, use or kit ofeanu-AQ, QARG 19 PrihaieiuAaifamBIskAe B[S 1 fR Sequential

contact of a cell included in, derived from or being part of said cancer or tumor with docetaxel and a
compound of Formula |28 SRR FPINRARH AbBtaANgARegireel A DA RSCB - Pha RSP HIS e utical
composition, use or kit afcampsitien ebolziiting & condravheteiving the structure of Formula 1A or

Formula Il within about 14 days of each other.

7. The pharmaceutical composition, use or kit of any one of claims 1 to 6, wherein

said administration

results in the sequential contact of a cell included in, derived from or being part of
said cancer or tumor with docetaxel and a compound of Formula 1A or
Formula Il within about 14 days of each other.

8. The pharmaceutical composition, use or kit of any one of claims 1 to 6, wherein
said administration:

(i) is the sequential administration to said individual of first docetaxel and then a
compound of Formula IA or Formula Il within about 14 days of each other;

(i) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumor with first docetaxel and then a compound of
Formula IA or Formula Il within about 14 days of each other;

(iii) is the sequential administration to said individual of first a compound of
Formula IA or Formula Il and then docetaxel within about 14 days of each
other; or

(iv) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumor with first a compound of Formula IA or Formula Il
and then docetaxel within about 14 days of each other.

9. The pharmaceutical composition, use or kit of any one of claims 1 to 8, wherein

said administration:
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said administration: (i) is the sequential administration to said individual of first docetaxel and then a
compound of Formula IA or Formula Il within about 14 days of each other; (ii) results in the sequential
contact of a cell included in, derived from or being part of said cancer or tumor with first docetaxel and
then a compound of (ﬁormU&Hé’\s@?E&ﬁmlﬂéﬂ|nV¥HrHif6@B%ﬁdﬁﬂdﬂﬁd&%f%@@t%%d@ is the sequential
administration to said individual of fi s¥ A con?gpundFof FPrmu‘ﬁ_lAgr E%rgula I;ﬁmdég(an dogetaxel within
about 14 days of each othé:ﬂmo?ofi'\r}ffroesﬁ@li'n tﬁeorse%rﬁneun?ial\'\eoh 4200t a CEfSnChitE in%?érlved from or
being part of said cancer ofdUmoEVRIPfitsia eorApbORE 0P Formula IA or Formula Il and then docetaxel

within about 14 days of each other. 9. The pharmaceutical cgmposition, use or kit of any one of claims 1
108, whorein saic adhi st EUUR 05 P G B SRR £5 S iRt R docetaxel anc
a compound of Formula IAPSFPESARIRRTFih iHBBISTIeRiaxe 38l compayedDf fasmulz Ways or 1 day of
each other; or (ii) results in thesequentahiaen@act ofcaeel tkgkdathys, slass@ tamorkeinegf part of said
cancer or tumour with docefaxgel and a compound of Formula IA or Formula Il within about 10 days, 7
days, 5 days, 3 days, 2 days or 1 day of each other. 10. The pharmaceutical composition, use or kit of
any one of claims 100 9Twherginasaitlcativinsiiadionisd)oiskihs segoendiallacininisgatiberém said individual
of docetaxel and a compgyagQfERsRH!a IA or Formula Il within about 48 hours, 24 hours, 12 hours, 8
hours, 6 hours, 4 hours, 2 hours, 1 hour, 30 mins, 15 mins or 5 mins of each other; or (ii) results in the
sequential contact of(a cell intledegLsntidestraididtaitioo toaidgngéddual salcteareeanaraumour with docetaxel

and a compound of meu'@o“ﬁbound of Formula IA or Formula Il within about 48 hours, 24 hours, 12
hours, 8 hours, 6 hours, 4 hours, 2 hours, 1 hour, 30 mins, 15 mins or 5
mins of each other; or

(i) results in the sequential contact of a cell included in, derived from or being
part of said cancer or tumour with docetaxel and a compound of Formula 1A
or Formula Il within about 48 hours, 24 hours, 12 hours, 8 hours, 6 hours, 4
hours, 2 hours, 1 hour, 30 mins, 15 mins or 5 mins of each other.

11.  The pharmaceutical composition, use or kit of any one of claims 1 to 10, wherein

said cancer or said tumor is included in, derived from or is a solid tumor.

12.  The pharmaceutical composition, use or kit of claim 11, wherein said solid tumor
is selected from: breast cancer, cervical cancer, colorectal cancer, peritoneal
cancer, ovarian cancer, bronchial cancer, small cell lung cancer, non-small cell

lung cancer, gastric, and head and neck cancer, or metastases thereof.

13.  The pharmaceutical composition, use or kit of claim 11, wherein said solid tumor
is prostate cancer.

14.  The pharmaceutical composition, use or kit of any one of claims 1 to 10, wherein

said cancer or said tumor is included in, derived from or is a hematological tumor.

15.  The pharmaceutical composition, use or kit of claim 13, wherein said prostate

cancer is hormone-refractory prostate cancer.
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or Formula Il within about 48 hours, 24 hours, 12 hours, 8 hours, 6 hours, 4 hours, 2 hours, 1 hour, 30
mins, 15 mins or 5 mins of each other. 11. The pharmaceutical composition, use or kit of any one of
claims 1 to 10, wherein said cancer or said tumor is included in, derived from or is a solid tumor. 12. The

pharmaceutical comgposifiQiiphis lekiicaf é&ﬁiﬁ&sl{i’on%'l%@fkiﬁ&iﬁrﬁﬁ&%@@gfm;lﬁﬁ%'ec@ from: breast
cancer, cervical cancer, colorectal cancer, peritoneal cancer, ovarian cancer, bronchial cancer, small cell

lung cancer, non-small celll whergicaaideragastricarrtdnneasicainoh ererla cancerresistastastases thereof. 13.

The pharmaceutical comgesitipniduseatilofferadidabtnivherein said solid tumor is prostate cancer. 14.
The pharmaceutical composition, use or kit of any one of claims 1 to 10, wherein said cancer or said

tumor is included ih7 deriVedoframageiticalromiptelsgioseandrof dBiInTHa whereinaeEliial composition, use
or kit of claim 13, wherepisiaiehiogiate cangiiis hormone-refractory prostate cancer. 50 16. The
pharmaceutical composition, use or kit of any one of claims 1 to 14, wherein said cancer or said tumor is
a tumor or a cancet8resistaErpimmrefesticelpamrasitonti ynohféiboiaaagdht whzrerheajdemtimaceutical

composition, use or kit ofrlairailé apdierehvsalbashasadéaratiye agent is cisplatin. 18. The
pharmaceutical composition, use or kit of claim 16, wherein said anti- proliferative agent is not a
hormone-based drify. 19"¢irbasinaseticalaicatassivmpasitionkilefeany witesf alamsnetof 8laiheseh to 18,

wherein the pharmaceufiedeARHResiiarceMRERINIHL SnEMTHIRLEMNBYHI R & tHeciuienge dormula IA or
Formula Il is administer%%rorag AZO The Bﬂ rm ceutica!gcgrgllzosition, use or kit of any one of claims 1 to

. or Form nistere N . .
19, wherein the pharmaceutica composﬂlon con{glnlng ocetaxel is administered intravenously. 21. The

pharmaceutical copapositigphismaiekiical @mpeseoaf eaitnkilotadPonshe iinihacempasirs of Formula 1A
or Formula Ilis adm'nIS%Ee&Q}n?aggLﬁ%a?ngngéit%on containing docetaxel is administered

intravenously.

21.  The pharmaceutical composition, use or kit of any one of claims 1 to 20, wherein
the compound of Formula 1A or Formula Il is administered at a dose of about 1
microgram per kilogram to about 500 milligrams per kilogram, about 100
micrograms per kilogram to about 50 milligrams per kilogram, or about 1 milligram
per kilogram to about 5 milligrams per kilogram subject or sample weight.

22.  The pharmaceutical composition, use or kit of any one of claims 1 to 20, wherein
the compound of Formula IA or Formula Il is administered at a dose of about 1
milligram per kilogram to about 5 milligrams per kilogram subject or sample weight.

23. The pharmaceutical composition, use or kit of any one of claims 1 to 20, wherein
the compound of Formula 1A or Formula Il is administered at a dose of about 50
microgram per square meter to about 15 grams per square meter, about 5
milligrams per square meter to about 1.5 grams per square meter, or about 50
milligram per square meter to about 150 milligrams per square meter body
surface area.

24.  The pharmaceutical composition, use or kit of any one of claims 1 to 20, wherein
the compound of Formula IA or Formula Il is administered at a dose of about
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microgram per kilogram to about 500 milligrams per kilogram, about 100 micrograms per kilogram to
about 50 milligrams per kilogram, or about 1 milligram per kilogram to about 5 milligrams per kilogram
subject or sample weight. 22. The pharmaceutical composition, use or kit of any one of claims 1 to 20,
wherein the compound &P Fu¥igramn par say=sermelarioighayivipistalisrpasPelRskiae arieltbPdiilligram per
kilogram to about 5 milligigae pesakilogram subject or sample weight. 23. The pharmaceutical
composition, use or kit of any one of claims 1 to 20, wherein the compound of Formula IA or Formula Il is
administered at a @9se JMgRFBIBA-aieRLAARPPIINSHBRRE il etaN i BB BLEaIR g ldmetpehegiiare meter,
about 5 milligrams per sipdatexenietedritnataved 4t 2 @ieens AUSH Ut FratepeokiBbe bsutigram per
e oo RIS B SO I eroBO UIRER:RITay B S BB g acoutca

composition, use or kit of any one of claims , wherein the compoun ormula IA or Formula Il is
administered at a dose SPESRSLEHHIAGrAAFRRH UL SR UBTUP EBBHMITYFARAY S er square
meter body surface areae25logiae shijeriaceatgdd weigiposition, use or kit of any one of claims 1 to 24,
wherein docetaxel is administered at a dose of about 1 micro%;ram per kilogram to about 500 milligrams
per kilogram, abou®% 00 MR-PEBIAATS BERIGRIGNSFHIB: 4BDAt WP AN GRErREEPil dg i elBout 1
milligram per kilogram talatstarebisratigirasteseqh et kilogg amaisubjt otitigrsampplckiogigintic2tholihe

pharmaceutical compositigiyrtse i%r Kilogfanyenee caipe wdgr4, wherein docetaxel is administered at
a dose of about 1 milligram per kilogram to about 5 milligrams per kilogram subject or sample weight. 27.

The pharmaceutical conmesitismarsetorlkdompasijoonesedcldinisuly ton24f elimeirto @dcat@xehis
administered at a dose Qfoabiai ROAHGHARAN RBRIHBF ASHALEH IRicRIIRAH ber SERAIE Refcs@are meter,
about 5 milligrams per square, meter to about 1.5 drams per square meter, or about 50 mlllprams per
ut 15 grams per s%uare meter. a Oll)J mi 'Iﬂ[ mS Per square meter fo abou
square meter to about mi |8rams per square méter body surface'area.
1.5 grams per square meter, or about 50 milligrams per square meter to about

150 milligrams per square meter body surface area.

28. The pharmaceutical composition, use or kit of any one of claims 1 to 24, wherein
docetaxel is administered at a dose of about 50 milligrams per square meter to

about 150 milligrams per square meter body surface area.

29. The pharmaceutical composition, use or kit of any one of claims 1 to 28, wherein

said compound is the compound of Formula IA.

30. The pharmaceutical composition, use or kit of any one of claims 1 to 29, wherein

said administration comprises co-administration with another drug.
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28. The pharmaceutical composition, use or kit of any one of claims 1 to 24, wherein docetaxel is
administered at a dose of about 50 milligrams per square meter to about 150 milligrams per square
meter body surface area. 29. The pharmaceutical composition, use or kit of any one of claims 1 to 28,
wherein said compound is the compound of Formula IA. 30. The pharmaceutical composition, use or kit
of any one of claims 1 to 29, wherein said administration comprises co-administration with another drug.
52 31. The pharmaceutical composition, use or kit of claim 30, wherein said other drug is a
chemotherapeutic &gent! M ARMacaRirenarmOogiaapEan: X siaitha®.ivhRsrinGaittelh grgwen's
anti-angiogenesis agents éghafhiérapetastadienagenising ant-oenpbarmageuticajaasmpasiinsy, use or kit of

claim 30, wherein said olfelduG, 2 DRINaRACuUlReL 3 i alRimagaYfieal composition, use or

kit of claim 30, wherein sali ministration’1s'to a patient to whom an anti-emetic agent is also
administered, inclgging Bie phtiraatetitcagnimsiesicast onkitgranise 3o wipndararttisrangy gopisetron.
34. The pharmaceutical grpmp%iéirgg Hs§,or kit of claim 30, wherein said administration is to a patient
who is also treated with an antl-dlarrﬂea , @ corticosteroid, a growth hormone or growth factor, a diuretic,
a steroidal or non-3geroitial pizalgmicticar eompositioyipese BeriMCe3m Jo)evidraimsakeutical composition, use

or kit of claim 34, wherein,sgidpalignt i ?ﬂéﬁeﬁggﬁﬁﬁoﬂ{i% %%ﬁ&fq%%(éﬁ{ %F%T‘?é'%tél&n?frﬁstlﬁé%,

pharmaceutical composition, use or Kit of claim 34, wherein said patient is also treated with an opiate or

paracetamol. 37. The pHaTH 80 Bl EGM oS YRS Mo PERRRLI108FFE SRR said individual is

a person. 53 tropisetron.

34. The pharmaceutical composition, use or kit of claim 30, wherein said
administration is to a patient who is also treated with an anti-diarrheal, a
corticosteroid, a growth hormone or growth factor, a diuretic, a steroidal or non-

steroidal analgesic, or an anti-hyperuricemic.

35. The pharmaceutical composition, use or kit of claim 34, wherein said patient is
also treated with GCSF or erythropoietin.

36. The pharmaceutical composition, use or kit of claim 34, wherein said patient is
also treated with an opiate or paracetamol.

37.  The pharmaceutical composition, use or kit of claims 24 or 28, wherein said

individual is a person.
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