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indolingmespenbéetmnesulpbonate @-formolai Irantetheeuse/tisraaisn a pharmaceutical
nentioned in the prior art, the conmpound of formula I
10 compostiily has, in particular, an inhibiting effect on
vari ous klnases, particularly receptor 25 tyrosine
ki nases such as VEGFRL, VEG-R2, -VEGFR3, PDGFRa,
Formul®bGFR(3, FGFRl, FGFR3, EGFR, HER2, c-Kit, IGF1 R
FIt-3 and HGFR, and on the proliferation of WD
2004/ 013099 PCT/ EP2003/ 007822

15
Background to the Invention

A number of 2-indolinone derivatives are already known in the prior art. Thus, for
20 example, International Patent Application WO 01/27081 discloses 2-indolinone

derivatives which have valuable pharmacological properties.

Like the 2-indolinone derivatives mentioned in the prior art, the compound of formula |
also has, in particular, an inhibiting effect on various kinases, particularly receptor

25  tyrosine kinases such as VEGFR1, VEGFR2, VEGFR3, PDGFRo, PDGFRf, FGFR1,
FGFR3, EGFR, HER2, c-Kit, IGF1R, Flt-3 and HGFR, and on the proliferation of
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2 cultivated human cells, particularly endotheli al
cells, e.g. in angiogenesis, but also on the
w@e@kioimpat i on of other cells, particularly tUuPOI/EP2003/007822
ceI | s. The pharmacol ogi cal Iy val uabl e properties of
he i1 ndol i none derivatives disclosed jn the 5 art an

CU”'Va"ﬁ@ MU gelh ARsticlwst erqptBelal colgse-o- H\r%‘?@ﬁ%%‘?sﬂ% kg @iso on
the pro@%&%?d ?Foﬂﬁg?c%ns,?gﬁ. i &gsphar maceut i cal

ubstance nust in any case
satisfy additional requirenents in order to be

The phAKFaRRIgSca YEEB P ERTIES SiGS e ERECi Ay o fisglosed in the

art andtrhénﬁ’c%éd’ §b0\¥é19§ﬁﬁﬁ‘@t§ thé Badid hrevéq LP@i'té‘ﬂarréﬁ%bf Ve héé‘ ®f the
exampl es of {hese paranmeters are the stability of

compowidseas pbArmhecutizah coinpgskiobst Mmtmmmsmqedugst in any case

satisty SFRSRBRI o BprinES fnertiele e RekpPRd ol P A6 g These
parameﬁtélﬁbbaﬂé thgélV cbARedted itrcpeNsH/sidoeRenital idigrediube atiie

phar maceutical ly active substance used to prepare the
substamgear maceuti cal 15 conpositions shoul d therefore have

great stability which is ensured even under all kinds

of environnmental conditions. This is absolutely
Withouebé&iagt restrictioe pexaraplts pl ddsecearantsters a@tne$tabnwuy&>f effect of the

bei ng used whi ch contain breakdown_ prodycts,
startmge&mgmce HRd@GAriqUseRviyonmentalgoneiiiansy eaﬁ@@'“n“f diiing
f
procucfigh Bf b B ditdecultBaliB o ar e A e AR cahBSRons of
the drugpél'd1d pleatma@Ticallyaastivepstbstarude umcttmpmpaeejﬂteepharimceutical

compof b o AR BAle e M SRSy A5G Ben focs o kincs
of envn%h%ntaP&de&%ﬂ Thiglis aBSHIDRYY BsO&WiaMd Brevehng BﬁaﬁﬁélcéLﬂlcal
absorb noisture have to be protected from noisture

compogitions Qemgotu%e}bwh@hgconbgmthﬁean povdusits,gar exaynple, in addition fo

the acth 3 PRIARR <t rin oM eCaRbtuliuty dagP sbifpiancp presentin

the phatfidiceu@al fohaulatibakeighf betwéihan gpeyifiegduce t he
content of pharmaceutically active substance during

manufacture if the pharmaceutical substance is

The ab??@?nﬁﬁdoftrﬂoitsﬂﬁe?B?ﬂl6&%%n%ﬁt®%ha?ﬂa@8uﬁééﬂ&%ﬁi@g substance as

a result of the increased weight caused by the uptake of water. Pharmaceutical
compositions with a tendency to absorb moisture have {o be protected from moisture
during storage, e.qg. by'the addition of suitable drying agents or by storing the drug in an
environment where it is protecied from moisture. In addition, the uptake of moisture
may reduce the content of pharmaceutically active substance during manufacture if the
pharmaceutical substance is exposed to the environment without being protected from
moisture in any way. Preferably, therefore, a pharmaceutically active substance should
be only slightly hygroscopic.

As the crystal modification of an active substance is important to the reproducible active
substance content of a preparation, there is a need to clarify as far as possible any
existing polymorphism of an active substance present in crystalline form. If there are
different polymorphic modifications of an active substance care must be taken to ensure
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noi sture in any way. Preferably, therefore, a
phar maceutically active substance should be only
W@ kaogloidoy9 hygroscopi c. 30 As the crystal nodi f PCEEPZING/007822
of an active substance is ihwmportant to the
reproduci bl e active substance content of
that thwwp@"m awdificadipn of thessypstancodessnpt w%nger iarthapharmaceutical

prepar@ﬁ)iﬁ? jaggaéé%e(gﬁ%aﬁ{ ﬁ n@}@s } ﬁ)r’tﬂig' @chﬁ’f‘na?(? q'ﬁaeutngtﬂ aerﬁ‘(:gact on the

‘reprOdejlff)lfanfCﬁ@IﬁC)pOf Wecdrpl) Agetrebt this dlaickgeoudid, aotivicsubsatances
subst ance care nust be taken to ensure WO 2004/ 013099

charactegseebysiy sligisinolymomhiam @re PEFIPERS: | | ne nmodi fi cati on
of the substance does not change in the pharnmaceuti cal
preparation |later produced fromit. OQtherwise, this

Anothec oritetionavkich rhay bé wf er¢dEitinab mpdieanceepndehusrizire circumstances

oS o ok RS By Sh e B RS e e
solubn@r & tRE @zc‘ﬁ(/F Psiﬁbsf%neﬂ O4il8F efAambfs ?ﬁé‘rrﬁ%&?ﬁcﬁ%l@ﬁor&f are prepared

xceptiona ortance under certain circunstances
(e.g. fodeﬁmdna)gt mes&mtlehﬂaat’dneoactfversuhsaamamshnuld he stifiiienily soluble
. of manuf act ur o] sol ubi.lit
in physfRiodoaliAeetinbe SRS 1 45 alsiiery ety fiyds Winich are to be
taken op&llyihaP fife BERVPSERAARTE sHAUIG bef SUTficiBhwssaI0Blk. i t 1S
essential that the active substance should be
suff|C|entIy soluble 1o |n physi ol ogi cal |y acceptabl e

fhe progo%%e&ttﬁe ér?’t lﬁvec'rﬁllo?ﬁ gf&ﬁ@é %?I}eracgﬁﬁlg%i% substance

are to en ora Ive Su

which rift@nlydistehagatierisbe by |h}ghs pha@h&ol&@eam@tbhmm‘ albbeatisfies the
present invention is to provide a pharmaceutically

above- H@N'Q@e@ PhYeigRsBeMigRl FRAUNGIMIHE 2Sifar ah RPERIPIr i sed by
hi gh phar nmacol ogi cal potency but al so satisfies the
15 above-nenti oned physi cochenical requirenents as far
DetaileskDeseriptiba. ofwednienti®ascri pti on of the I nvention
Surprisingly, it has been found that the problem
outlined above is solved by the salt 3-Z- 20
Surpns[n’ghﬁ‘h ﬁ%émbﬁg)n %@Wg;@ﬁmé}nwﬁaﬁ%m iSRRIy tHY salt 3-Z-

[1-(4- (Nré(ﬂhmemméiplmrﬁ@mw&)ﬁaﬁﬂbw b@MIhUdeﬂthW@'mhm)ek@henyi"
methylé@J]@ﬁ%e%hgxyéa%gﬁﬂ/lfé-llndohnone-monoethanesulphonate of formula 1.

The monoethanesulphonate according to the invention is characterised by good
crystallinity and low amorphisation during grinding and compression. In addition it is not
hygroscopic and is readily soluble in physiologically acceptable solvents.

The crystalline form of the. monoethanesulphonate of the compound 3-Z-[1-(4-(N-((4-
methyl-piperazin-1-yl)-methylcarbonyl)-N-methyl-amino)-anilino)-1-phenyl-methylene]-6-
methoxycarbonyl-2-indolinone according to the invention is characterised by a melting
point of Tmp. = 8305 + 5°C (determined by DSC = Differential Scanning Calorimetry;
evaluated by the peak maximum; heating rate: 10°C/min). The value given was
determined using a DSC 821° made by Messrs Mettler Toledo.

Therefore a first object‘of the present invention is the salt 3-Z-[1-(4-(N-((4-methyl-
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The nonoet hanesul phonate according to the invention is
characterised by good crystallinity and | ow

wa@pwrpidogat i on during grinding and conpr essi onPCT/RP2003/007822
additi on it is not 25 hygréoscopic and is readily

| e in physiola |caII accept abl e sol vents. The
piperaziiy Sy et AGRRY by R P DR eeihyiene T

6- methBQS?%QPBH}IISQeﬁgIZQIEH&\? -ﬁb%r(cfe"th%nescuall;r)%%r}%}e) prﬁferaph/ in cmtﬁl(ype form,
charactesisietibyoa rieliiigepoiht 6EThy =865 +65°C (determined b DSC evaluation by
nmet hoxycar honyl - 2-i ndol 1. none according to t

peak mamr@vam, Bﬁat'ggéﬂﬁrb@i@m@)ed by a melting 30 p0| nt of

Tmp. = 305 5C (determned by DSC = Differenti al
Scanni ng Calorinetry; evaluated by the peak maxi num
The chsMhmelgambfeS-leqzmﬂN}I(A ﬁbdww@lpaaginvﬁlyl)mhk//b arbonyl)-N-methyl-
erm ned usin 821 a md Messr s ttler

ammo)m"mi 1 Wh%méfra&menﬁﬂ B Hmwe@rb@my{ Rangplmeast -
monoeizh%g%?fd!fm %&Fﬁ)@gg 8?’8‘%’)@‘%&662(‘%4 iteSRdd¥d ifRore detail by x-

ray povynlqredlﬁncnom yihe-diagrayh obtainery Is) shbwre trhlyiguesrii no) - ani | i n
0) - 1- phenyl - et hyl ene] -
6- met hoxycar bonyl - 2-i ndol i none- nnnoethanesulphonate
Table 1Pthat %I@Wsycdmalﬁﬂﬁé ahtd Bﬁtafrie"d‘fin thPJ‘éWél?él@“ sed by a
nmelting point of Tmp. = 5C (determ ned by DSC
eval uati on by peak maxi num heat| ng rate: 10C/mn). 5

The L] r . - .
Table 1575 (% ¥30 BolloBF serRielht 2pe Jutensits {siprverivagh o Byl (N-(4-
methyl hﬂérazmkw—[y} -methylcarbonyl)-N-methyl-amino)-anilino)-1- phen\bll methylene] -6-
am no) - ani | i no) - 1- phenyl - net hlyl enej - 6- net hoxycar
methoxycarhesy|- ﬁdﬂ@d"\%ﬁd’@%@@‘@@ﬁﬁﬁh@héﬂé @according to the
invention was investigated in nmore detail by x- ray
povvder diffraction. The di agram obt ai ned [ S shown in

Firgupe 11 +10 Table;1,that: fo I
gbtal ned|in Kris| ana’ysn T N?lé\?ensny
nefleetions and i nt ens; t| e: St ‘, rdi se o [%]
C-Zh[l (4 (N—((4-,ﬂ S B : ' 5
=pifperazimy 1=yt )- et / ' = IIU)
-anl i no) - 1- Qhen | - nkt hyl ene].76- 15 11.47 17.7
ethoxycarbonyt—2-t+ndoHhore-—rnonreethanresulphprate—h—k
1 2 O dhk, Vdlue|lnt@énsity 8.78 10.07 19.2
-1 0 1 9.47 9.33 26.4
1 0 1 9.82 9.00 32.2
2 0 -0 11.59 7.63 30.9
0 -2 1 11.93 7.41 26.3
1 2 0 18.15 6.73 29.6
-2 0 1 13.69 6.47 31.8
2 1 0 1417 | 6.24 30.9
3 | 0 16.32 5.43 417
0 1 -2 16.72 5.30 29.0
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10.07 19.2 -1. 01 9.47 9.33 26.4 10 1 9.82 9.00
W@200201399 0 11.59 7.63 30.9 0 -2 1 11.93 7.48CPEPB03/107822
20 13.15 6.73 29.6 -2 0 1513.69 6.47 31.8 2 1 0
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-3 0o 1 18.81 4.71 41.8

-2 0 2 19.03 466 39.2

3 | -8 1 19.73 4.50 40.2

0 4 0 19.87 4.47 6.2

2 -4 1 20.03 4.43 100.0

0 4 | 20.61 4.31 8.3

-3 -1 1 20.83 " 4.26 5.5

1 2 2 21.26 4.18 31.1

-1 3 2 21.76 4.08 19.8

0 4 1 22.05 4.03 32.4

3 -4 1 | 2219 4.00 10.1

0 3 2 22.57 3.94 25.6

-3 4 1 23.10 3.85 32.3

-1 0 3 23.81 3.73 32.0

1 4 1 24.69 3.60 - 26.6

1 3 2 24.78 3.58 24.6

0 5 0 24.91 3.572 15.6

-1 5 1 25.42 3.50 237

-4 4 1 | 2624 3.39 24.8
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3.1
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22.1
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In Table 1 above the value "2 © [°]" denotes the angle of diffraction in degrees and the

value "dnq [A]" denotes the specified distances in A between the lattice planes.

The x-ray powder diagram was recorded, within the scope of the present invention,
using a Bruker D8 Advanced-diffractometer fitted with a location-sensitive detector
(OED) and a Cu anode as the x-ray source (CuKg, radiation, A = 1.54056 A, 40kV, 40

mA).

According to the findings shown in Table 1 the present invention relates {o crystalline
3-Z-[1-(4~(N-((4-methyl-piperazin-1-yl)-methylcarbonyl)-N-methyl-amino)-anilino)-1-
phenyl-methylene]-6-methoxycarbonyi-2-indolinone-monoethanesulphonate,
characterised in that in the x-ray powder diagram it has, inter alia, the characteristic
values d = 5.43 A, 5.08 A, 4.71 A, 4.50 A and 4.43 A with an intensity of more than
40%.

Evaluation of the x-ray powder data obtained yields the unit cell of the compound
according to the invention, the crystallographic data of which are provided in Table 2
below:
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mA\). 1o According to the findings shown in Table 1 the
present invention relates to crystalline

W@2004/013009- ( N- ( (4- net hyl - pi perazi n- 1-yl ) - met hyPCHEPINY007822
) - N-et hyl - am no) - ani | i no) -7.- phenyl - et hyl
ene] - 6- net hoxycar bonyl - 2-i ndol i none- nonoet hanesul phona
te, <characterised in that in the x-ray powder di agram
it has, inter alia, the characteristic values d =
5.43 A, 5.08 A, 4.71 A, 4.50 A and 4.43 A with an
intensdt f nmore than 40% ~ Eyal uation of the
x-ray%&smzq dat a obt ai ﬁéa"'ﬂﬁ 39Q%%5ehe unit cell of [the
conpdg ndl alccordl ng to |the I nvention, the
cryst|afiPlegrighmieiiiat a df'SMRid%h are provided in Table 2
bel ow—WO—20047 013099 RCT/ EP2003/ 0078227 Formul =]
Ce5H7 &Nyed spstemvol ecul |#iclinig ght 1315.52  Cryst al

syst gmtrietHnte—a—16-332-A—b—18-199-A—e—1+-563
95.27a90.13 vy 110.83 |18.38%A. 4 A3 The unit cell is
def i ned—by—thetengthstof the side—of—this—cell—a—b
and gp by the relative |15 fmwwhes a, 0 and y of the
cell |sides to one another and by the cell volume V

(see |fable 2). Methods 1qf593egordi ng and eval uati ng
x-ray_powder diagrans_flor determ ning unit cells and
thei rl di mensi ons are kr gﬁb'on the prior art and are¢
recodni sed for charactgfi’sing the crystalline natugfe

and Structure of a pr oduct.
A 90.13°
110.83°
\Y; 3354.4 A3

The unit cell is defined by the lengths of the side of this cell a, b and c, by the relative
angles a, f and y of the cell sides to one another and by the cell volume V (see Table
2). Methods of recording and evaluating x-ray powder diagrams for determining unit
cells and their dimensions are known in the prior art and are recognised for
characterising the crystalline nature and structure of a product.

Thus, the present invention also relates to the crystalline 3-Z-[1-(4-(N-((4-methyl-
piperazin-1-yl)-methylcarbonyl)-N-methyl-amino)-anilino)-1-phenyl-methylene]-6-
methoxycarbonyl-2-indolinone-monoethanesulphonate according to the invention,
characterised by a unit cell determined by x-ray powder diffractometric measurements,
having the following dimensions:

a= 16.332A
b= 19.199 A
c= 11.503A
a= 95.27°

B= 90.13°
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1o Thus, the present invention also relates to the
crystalline 3-Z-[1-(4-(N-((4-nethyl - .
w@Renssopn- 1- yl ) - met hyl car bonyl ) - N- net hyl - am nBQF/aP2003/007822
0) - 1- phenyl - met hyI ene]-6- 8
t hoxycar bonyl - 2-i ndol i none- nonoet hanesul phonat e
Y= ﬁ%@?’dl ng to the i nvention, characterised by a unit
V= § LJSA dﬁ(erm ned by x-ray povvder diff ractonetric
neasuremants having the follow ng dinensions: 15 a =
16 332 A b =19.199 A c= 11.503A 95.27 20 (3 =
13 WO 2004/ 013099 PCT/ EP2003/007822 8 Y = 110.83 V
Using anﬁ)ﬁ)&n@fﬁbt was Alsapaesidlerty sielermine dhe sRree opuikeiihe compound
h Retclyieloll
accord c%? ?nlg&%}globhgrr?égven%%wgacgﬁ r espondfl?ﬁlg—]abg tab%{?‘g'

shovvn in Table 3 bel ow Structural resolution From
nmonockystal—data Qnar\n group P-1 (J‘i?\ Densi t \
I]\JI. CAT r.)

(cal d@tatoesal PoseRtica CF%rﬁ&hbn@&?éi%ﬂHétf 2 nol ecul es

of diffferent confornatflion Ft SO4 > 1xH20 Under
st and&fhce ions thepho thanesul phonate of the
conpdau rgdés(ﬁge% (4- (N (#2)

(4- LR- 1%l s hys car bonyl ) - N- et hy| - am
k?%;?%ltxgkﬁz?%ﬁ%&;r éﬁgﬁlﬁe} rx doI ne according to‘
t he HRQFQIn% rg‘ﬁ nisg presemg %Pf%u es of different

conformation

> 2XE1ZSO4
1> 1XH20

Under standard conditions the monoethanesulphonate of the compound 3-Z-[1-(4~(N-
((4-methyl-piperazin-1 -yl)-méthylcarbonyl)-N-methyl-amino)-anilino)-1 -phenyl-
methylene]-6-methoxycarbonyl-2-indolinone according to the invention is present in the
form of the hemihydrate, from which water escapes at a temperature of about 130°C.
Figure 2 shows the thermoanalysis.

The present invention also relates to the metabolites of the compound 3-Z-[1-(4-(N-((4-
methyl-piperazin-1-yl)-methylcarbonyl)-N-methyl-amino)-anilino)-1-phenyl-methylene]-6-
methoxycarbonyl-z-indolinone-monoethanesdlphonate of formula I, to prodrugs of this
compound or of these metabolites obtained via, for example, chemical or non-chemical
derivatization of the entire molecule or of one or more chemical groups on the molecule,

and to the use thereof in a pharmaceutical composition.

Hence, metabolites of the compound 3-Z-[1-(4-(N-((4-methyl-piperazin-1-yl)-
methylcarbonyl)-N-methyl-amino)-anilino)- 1-phenyl-methylenel-6-methoxycarbonyl-2-

indolinone-monoethanesulphonate may occur via, for example, de-esterification of an
ester group on the molecule. This de-esterification may occur in-vivo through the action
of specific or a-specific esterases present in the body of the patient to which the drug is
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formof the hem hydrate, fromwhich water escapes at a
tenperature of about 130C. Figure 2 shows the
wo benoospal ysis. The present invention al so rePEI/EB2008007822
t he mstabolites of the conmpound 3-Z-[1-(4-(N-((4- 15
o - pi perazi n-1-yl)-nmet hyl car bonyl ) - N-met hyl - am no)
admmlsr%ﬁe ‘i no) - 1- phenyl - met hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none- nonoet hanesul phonat e of
formula I, to prodrugs of this conmpound or of these
Prodrugetefbdhe tessmpound rd- -[I+(d (N‘-(:(4-maﬁwbpmeraiiam-ylaﬂmeihylcarbonyl)-N-

eri atl t|o he en e | ecul e or
methy -3 L AR5 et ApElpdnehS R hanicam eoinane: |
monoethaneBalphdfaltd) oF @P‘Fnetébcﬂlté’é‘ﬁ{é?@@ﬁ%by%'é' oltAIARREViA! R -ex@fhple, any
Hence, netabolites of the conpound” 3-Z-|
chemical (smb(sNU(tlpm fie@hgarhaXgepn aning- gno)Jp present on the molecule or by
t I
substlt }% Q@e Rgﬁlg%y%go?ﬁ Oﬁ}beg{ﬁ]domor?emmelgﬁ) by & grogp WL may be
cleaved mJle/onone nonoet hanesul phonate may occur via, for :
exanpl e, de-esterification of an ester group on the
nol ecul e. This de-esterification nmay occur in-vivo
t hrough the action 25 of 'specific or a-specific
By a 9r@§9é’¥@§€smﬁy @@e‘ﬂ@aYQﬂ théve &g egnveriedgatvieminte @ edrboky group is
3
meant fdgene]% eréeg\o@r et %Ié)l% Py ?é%gégg%g&g %%%enfled with an alcohol

whereirBihe plbohdli¢ Mdiety pxmé’rjablypd@mtez ian€Lz-lKanetd pheayiaonybikanol, a

Cs 9‘°y$¥é%ﬁ-ﬁ9p°|aﬁ’i’ bl 2Gs-srHelpatapak may- ﬁﬁ@'W?ﬂ@'ﬁéPBGSlﬂﬁ&ﬁMWda’ one or
two C1.4- Bﬂ@!’grcﬁ]ﬁe‘%’bk Q—%gfloglkﬁﬁ g{ﬂkglﬁﬁz% 'nﬁg’tﬂ{/‘@bs g%u is reeolaced in the

met abol i tes t here Vi a or ex
3or4 @ﬁyltloahleynambxggmstatmmtoroby ain anu:mr boup opt:canalIyOSugcrsmumed by a
e cuI stitutiaqn of the t he
Crraf], SBERRMREro- el T RBSIY e RosEg vk Gyt o alioldaroap aroup

and thd>eyclobRayet mdiel W -
cl ggved in vi vgwand yc%ﬂ?/@??gc}gpgu%%hﬁggﬁoggr%r fwo Cro-alkyl

groups,q ﬂo@p riaycloplienols e Gexeatiwnrola mmeoxyﬁes-laty{ergxi oapCsa-alkynol or

phony! G55 BRRYCE” MR Bt Bt A SBRELS P88 i) Sts from

carbon iemy whih. &aaﬂléﬁra)ldouble ©8-tApley BbAa) &309%;0 %‘all@l @1 s-alkanol, a
},/v oal kanol rmg additionally be su i tuted 3/
bwcloaﬁ%ncgr a total of to 10 carbon "atoms which may additionally be

substituted in the bicycloalkyl moiety by one or two Cs.z-alkyl groups, a 1,3-dihydro-3-
oxo-1-isobenzofuranol or an alcohol of formula

Ra-CO-O-(RpCR()-OH,

wherein
Ra denotes a Cy.g-alkyl, Cs.7-cycloalkyl, phenyl or phenyl-C+.s-alkyl group,

Ry denotes a hydrogen atom, a C;.s-alkyl, Cg-7-cycloalkyl or phenyl group and

R. denotes a hydrogen atom or a C1.s-alkyl group,

and by a group which may be cleaved in vivo from an amino group or from the N-1 atom
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two Cl. 3-al kyl groups, a C5_8-cycl oal kanol, wherein a

nmet hyl ene group is replaced in the 15 3 or 4 position
wbyooan1dygen atom or by an im no group opti oneCT/EP2003/007822

substituted by a C1.3-al kyb, phenyl-C1. 3-al kyl,

o e BB S B SRRl ) S o8B o s
the beﬁk&ﬂtblt Eb?/ﬂ&n@ﬁl @Ftﬁ;&'brté{\m éik)ﬁld@fﬂ)on)g GYBp sch as the formyl

oal kénal 5- al kenol ,
acetyl mﬁ@wnylcgngarmy{,epmtanaylog bemrkqngroop, an allyloxycarbonyl group, a

L kynol th t OVI o t hat ,no bond t
Crre-aREEPT T ol on &1 the. MeBo8aRRm S pURRRBINY, propoxy-
carbonylar|Bbpﬁopi>>@©a|ﬁb|oﬂylmbl!itbkgéeﬁbbﬁiﬁld te?t butoxycarbonyl pent%xycarbonyl

C3_8-cycl oal kyl - C1_3- al kanol bi cycl oal kanol
hexyloxysagpornfl, 8 t@CMOW@ﬂBIQﬂYé,t ons N@hylexyeapoayli t i odad:yltwycarbonyl

| undec;)ﬁS( cw b @&f&alog(é{%%% Zﬁ/ﬁ}sg h%%@%@y&gg\}c%tryonb% group, & phenyl-C.

e-alkoxpmarﬁonWOQmmpofswblanab thie avergdyiedyehrbtingd, 0 bRBh@edfoxddarbonyi
RbCRc) - wherei n Ra denotes a (flb8 ?\I X% onyt or

phenlefQP?X beaylkgrowpr?e&s-awywmmnyt:@sﬂéhwrcagb@md, Gia-alkoxy-
Ce.c R SIOAROPCBIIPET BT (BRI b wperen

hydrogen atomor a Cl. 3-al kyI group, and by a group

NG L A RN T B ST e e

of the indolinone noiety is neant for exanple a

hydr oxy group, an acyl group such as the benzoyl or
Ry denetesyd hypirogen atora, £C136lkYIk Cb.r-cacloaliyl ogphemy! spolp and
as the fornyl, acetyl, propironyl, butanoyl, pentanoyl

or hexanoyl group, an allyloxycarbonyl group, a

KL déRoriska Xy deayanoaim, o4 T-sikghoRR ERO- %RbCRC% joup wherem

net hoxycar bonyl ethoxycarbony pr opoxy car
RsiopRoptsge heripkeioradetnsdar bonyl

tert. but oxycarbonyl, pentoxycarbonyl

hexyl oxycar bonyl , octyloxycarbonyl nonyloxycarbonyl

and addmoy\btby()tharmnhallmldougldmmyIvﬂmecﬂ”fd)@bm{/ementloned ester groups may’
carb or hexadecgl oxycar bonyl group, a

also beﬁ@ﬁﬂ groUR WK &?;P%%PBBMW G b0 st eabpKy group.
benzyl oxycar bonyl , phenyl et hoxycar bonyl or
phenylpropoxycarbonyl group, a

Preferréd prsctl§ YrSUbLRR BYdarbdxyt gRAUPIILRT P 8N% aikSxbr- gar%hﬂxélroup such

as the methoxycarbonyl, ethoxycarbonyl, n-propyloycarbonyl, isopropyloxycarbonyl,
n-butyloxycarbonyl, n-pentyloxycarbonyl, n-hexyloxycarbonyl or cyclohexyloxycarbonyl
group or phenyl-C+.s-alkoxy-carbonyl group such as the benzyloxycarbonyl group and

for an amino group or the N-1 group of the indolinone moiety a Ci.¢-alkoxy-carbonyl
group suqh as the methoxycarbonyl, ethoxycarbohyl, n-propyloxycarbonyl,
isopropyloxycarbonyl, n-butyloxycarbonyl, n-pentyloxycarbonyl, n-hexyloxycarbonyl,
cyclohexyloxycarbonyl, n-heptyloxycarbonyl, n-octyloxycarbonyl or n-nonyloxycarbonyl
group, a phenyl-Cy.s-alkoxy-carbonyl group such as the benzyloxycarbonyl group, a
phenylcarbonyl group optionally substituted by a Cq.s-alkyl group such as the benzoyi or
4-ethyl-benzoyl group, a pyridinoyl group such as the nicotinoyl group, a Ca.

 s-alkylsulphonyl-n-Co.s-alkoxy-carbonyl or Ci.-alkoxy-Cs.s-alkoxy-C1.s-alkoxy-carbonyl
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10 C2. 4- al koxy-C2. 4- al koxy-car bonyl or

RaCO O (RbCRC) - O- CO- group wherein Ra denotes a
w@08/0adobkyl , C5_7-cycl oal kyl, phenyl or PCT/EP2003/007822

phenyl - C1_3-al kyl group, Ri#tdenotes a hydrogen atom a

Cl. 3-alk cycl oal kyl or phenyl group and

15
- group -gdet s téehgﬂn@@ﬁhsum@h@wcgrm | ofp 2-(2-ethoxy)- ethoxycarbonyl

group RaCO- O (RbCRc) - O-group wherein Ra to R are as
“herei nbefore defined, and additionally the phthalimdo
group, whi |l e the abovenentioned ester groups may 20
used group which can be converted in vivo

MOfeoveﬁt weasaéa%%w"ﬁg} @Gﬁé alkopyapieds SPBHAINIRY gReeBane carbon atoms

mentiofét QHX%egrc%HHmb ﬁ'él?cﬁ/ea a@lm/@"aé%(%}é QREEBﬂy%nQrBH&turated alkyl
such as the nethoxycarbonyl hox yl,

moieties-whichydantaiar imore tharn soq:arbppllammsaalbonndzlude the branched isomers

n- byt yl oxycar bonyl, . n- pent car bon
thereof&_uggétgugyggqrgg %%BU@& 'i@@%?c%‘l%bonyl 25 group
or phenyl - Cl_3-al koxy-carbonyl group such as the

benzyl oxycar bonyl group and for an am no group or the
For therchemgjcalgyniiiesis of thedaldauesmentioned ynedabolites and prodrugs, reference

arbonyl group such as the
is mad%é%ﬁé@ﬁém et hoxycar bonyl , n-propyl oxycarbonyl ,

|sopropyloxycarbonyl n- butyloxycarbonyl
pentyl oxycar bonyl , hexyloxgcarbon

EXpe”fB%ﬂabﬁ 2D PAYE rSHOHYI thai-aqemtg oitg curt @rqampound 3-Z-[1-(4-(N-((4-

methyl-%@?h?nh%%@%%g%\@% y&onaﬁg hSﬂ(; Erﬁ\icgg%%g%o)g‘[]-gﬂgnylé\nethylene]—6- |

methoxpeatydngkpdaddiinoye- Iﬁbn(d@thaaesmbﬁﬁndﬁl@a@bm@)@le-@l‘swmed 3 Z-[1-(4-(N-
ional ly substitut a Cl 3-al roup su
((4- me’fhﬁbplser%% - Caﬁm@vﬁgw -MiRtAylogmi r@azﬁmﬂm 1p9h$wlﬂa§/ﬂwlene] -6-

| carbox;%_?ﬁl’lés s phonyﬁ%lt%cgﬁgblwo cﬂ{ngg?tbtgﬁsyﬁ%arbohte on several kinases

has be@n 8valulated; - @Ing- sthkdard Rhodnakinasg- inhiliiory |lasdBys as well as a

standarg ﬁg{)\?{é?@@iﬁjﬁ?%@%oog/ 8 766%9&%@ r{) HI'Q b'?ig%hofa ﬁ1et I;q:»(raoliferation of

Human43fmBilRhhe¥Yd ERHBMEYSRCERI¥HimuBi&Y By tAOVEYE thelddEcalled “HUVEC
saturated al kyl and al koxy noi et es cont al ni ng nore

cellulart agaay)). cHhessen experimental reatlis hede i showre thidf ihis thetabolite inhibits

sovoraf R4Sl s OB RVEISEH 08 HTERHH ' BOE e o o

as well iaBthg ¢eolife aatiohasi HIBVECSWEGSstimulated cells.

Furthermore, the compounds in accordance with the present invention may be
administered to a patient in need thereof in any type of galenical form such as tablets,

capsules or in a liquid formulation.

An especially suitable pharmaceutical formulation for the compounds in accordance
with the present invention is soft gelatine capsules. Suitable soft gelatine capsules for
the encapsulation of pharmaceutical compounds and the process for their preparation
are described, for example, in GB patent No. 395546, US patent No. 2,720,463, US .
patent No. 2,870,062, US patent Nd. 4,829,057, and in the following publications:
ANON (Verpack-Rundsch., Vol. 21, No. 1, Jan 1970, pp. 136-138), Lachman et al. (The
Theory and Practice of Industrial Pharmacy, Chap. 13, published by Lea & Febiger,
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thereof such as the isopropyl, tert.butyl, isobutyl

group, etc. For the chem cal synthesis of the
w@abanmizent i oned net abolites and prodrugs, refRCERE®03/007822

10 is made to WO 01/27081. 1Experi nental studies have

shown that a netabolite of the conpound :
1970),3%%@__(391‘( NGefadine . Capsules: A UnriTc.xpue Dosage Form, reprint from
i [N | )y ben - -0
Ph&lrmgg%{i‘ﬁ)(c%za;l1 g‘s'él:i{ngﬁdeq}(yﬂo&éte t1§ﬁ§)%ﬂqc g{ P! }ﬂr?\e%"oﬁetéyf{ GILAR Capsule
UpdatereDhax Peaelopmyent 2arich thalustrizi eParmeeyh 3ok s v (B &) eppS 1133-1144,
the de-esterified 3-Z-[1-(4-(N 15
1986)'((4-methyl-piperazin-l
-yl)-carbonyl)-N-net hyl -am no) - ani | i no) - 1- phenyl - net hy
| ene] - 6- carboxy-2-indolinone. The in-vitro inhibitory
Experimental sectiont hi s met abolite on several kinases has
been eval uat ed, using standard known ki nase inhibition
assays as well as a standard known cel |l ul ar
The HPIOdak h@szldw Wb i irffd MR b fli - :
PO EPREn BRI et et B8 Meirl B Ao e pereinatior.
Cells stimulated by the VEGF, the so-called "HUVEC 20

gl ay" ese~experinental Its ha X
CotumfYEHS R RS oy 530 FREEAPEN 0 ZE2 i Eohe Ko soluion
adjustesliophs: 8/BG@HR AilutyEGERM hyHRixide sEitHich;1solEXFER fddbdtrile;

or InsR as well as the proliferation of HUWEC VEG-
columnsiemparatuse; 4550; Slow=(mlyminoaradiarnt systenp avthis 5 minutes, from 5%

o SOEAA e ISP LS B S gin
minutesfingehsed teb5%m@ovent®) then t@htlalirmd fof ?mg\llﬂmés ef 55% B;
cially suitable

liquid,f | ation.
concenelibht dif FRDIS SHIHIIOBS BI0/mbrin el vHIALRS 8 : 7; injection

volume2 8GAL: dAEiont 225! hif aﬁ'fog%ﬁ‘ehgdé pg%gec{ﬁggw, s soft

gel'ati ne capsules. Suit I"'he capsul es for
30 the encapsul ati on of pharmaceuti cal conpounds and
the process for their preparation are described, for
exanple, in GB patent No. 395546, US patent No.
2,720,463, US. patent No. 2,870,062, US patent No.
4,829,057, and in the follow ng publications: ANON
(Ver pack- Rundsch., Vol. 21, No. 1, Jan 1970, pp.
136-138), Lachman et al. (The Theory and Practice of
I ndustrial Pharnmacy, Chap. 13, published by Lea &
Febi ger, WD 2004/013099 PCT/ EP2003/007822 12 1970),
Ebert (Soft GCel atine Capsul es: A Uni que Dosage Form
reprint from
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Phar maceuti cal Technol ogy, COct. 1977) and R F.
Jimerson (Soft Cel atine Capsule Update, Drug
woeweloodpent and I ndustrial Pharmacy, Vol. 12 PEI/EPH)3/007822
pp. 1133-1144, 1986). 5 BExAperimental section The HPLC
ata given bel ow were neasured using the paraneters
Exa—mﬂﬂﬁﬁted hereinafter: 10 Columm: Inertsil ODS-2, 5 pm
53 x 4.0 mm solvent A 0.2% aqueous KH2PO4 sol uti on,
adjusted to pH = 6.0 with dilute sodi um hydroxi de
3-Z-[1 f(é’r(m-d(é-lmetbyl piperazin-lagpnwthylcatbenyl)ddmethyl-amino)-anilino)-1-

d t t
phenyl RSl mlByaernng Moblingie Soi vent B, then

marmtai ned for T mmute at—30% sotvent—B—and—then
wthin 9 mnutes increased to 55% sol vent B, then

10.5 gr(ﬁDrﬂ mmmploif DacétyIHSH(ut-emo&y 15@%|*l§flméﬂ1)¢@rm)€6¢ﬁé:lhb>@l¢a@60nyl 2-
| e sql in acetonitrile/ water =

indolinon, (e FrecaRHRN Se IR0 17051 roRIEARLADaNE) 2% D 8.0 mimol)
N-[(4- 'f%@‘gf}? e{rgﬁﬁﬁlﬁw Yty AR AR SRR p PRENGRARH ARLERS

preparatign [sge (\MO( N/@?’@S rendmtionsidpebave) ard digsphvesltihyd0cat ldny |

dimetriBiFRiniE A sHaba 80t LRk 5E30 5 termqoing 650 M- okpiperidine

are add6dand th@@n&tdﬁ@‘i’é L‘tlﬁéd for another two hours at amblent tem ergture
1-acetyl - 3-(1-et hox yl met hyl ene) - 6- et

Water 5 pdded, jthg @Iremwe( ﬂaﬂem%mtm fliered andmramman a little water.

The regﬁﬁ% 49 QS?;% c?epqeﬁ‘u wrrﬁ_ c?fory% h(q%g) Wn'ggp)@gﬁgﬁq and M@[SHW with cold

water and distiyyl @‘ﬂhi@h Thenstibistarice iBroriedriatiaelo 2¢q 19631/ 27081
nmenti oned above) are dissolved in 80 nL of 10

di methyl f ormam de and stirred for 1 hour at 80C. After

Yielg: cooling 6.50 ni4sf, Iy re added and the
' m xture is stlrrgdg r a{m(%tﬁ ?’vvo hours at anbi ent

IR spetiuper at ure. \WM6®0, 1665 dduad, cmﬂe precipitate forned

i's suction filteregl and washed with a little water.
Tmp.=The residue is 383fended in 200 nL of nethanol,

EmpiriéaiGbhAfaf 1 | ter eg gapd\ygshed with cold

ESI mass spectrum: m/z = 540 [M+H]*
Elemental analysis: calculated: C 68.99 H 6.16 N 12.98
found: C 68.32 H 6.29 N 12.85

Example 2

3-Z-[1-(4-(N-((4-methyl-piperazin-1 -yl)-methylicarbonyl)-N-methyl-amino)-anilino)-1-
phenyl-methylene]-6-methoxycarbonyl-2-indolinone-monoethanesulphonate

605 g (1.12 mol) of 3-Z-[1-(4-(N-((4-methyl-piperazin-1 *yl)—methylcarbonyl)-N-methyI-
amino)-anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone are suspended in
9 litres of methanol and heated to 50°C. 183.7 g (1.121 mol) of 70% aqueous
ethanesulphonic acid are added. The solution obtained is cooled to 40°C and 4.5 litres
of fert.-butylmethylether are added. After a few minutes crystallisation sets in. To

achieve total precipitation the mixture is stirred for another 16 hours at ambient
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wat er and di ethyl ether. The substance is dried in
vacuo at 110 C. 15 Yield: 12.4 g (77% of theory), IR
w@p@apiiene 1610, 1655, 1711 cm 1l Tm P. = 253CPCT/EP2003/007822
Empirical formula: C31 H33M804 20 ESI mass spectrum
mz = 540 [ MtH] + El enent al anal_¥si s: calculated: C
tempergiirgg Altergoplingtq 2048 it is suslipn tiflergdawashed athie litresef tert.-

butylmgﬁ@@ﬁ&(%@%ﬁ[if? ARG VARUG . a7i n- 1-y1 ) - et hyl car bonyl

) - N-net hyl - am no) -ani |l i no) - 1- phenyl - net hyl
ene] - 6- net hoxycar bo - 2-1 ndol i none-

i n
Yield: npnoet hanesul ph%gégg@% §Hheoty) nol) of
_3-Z-[1-(4-(N-(( t i [\~ 1-yl) - et hyl car bonyl
Tme. =Y N et hyl - 30 S0Py DEPSbRANH)
Purity @dﬁdﬂdﬁh]gaoiHFsz)Qg.zlp@enyl - met hyl ene] - 6- met hoxycar bonyl -
2-indolinone are suspended in 9 litres of nethanol
Water gopfeRat ed t o 5b8.10888%7AKE) (1. 121 nol) of 70% aqueous
et hanesul phoni ¢ acid are added. The sol uti on obt ai ned
is cooled to 40C and 4.5 litres  of
tert.-butyl nethyl ether are added. After a few m nutes
. rystallisatiopn sets in. To achieve,total
B”efdf?ﬁéepﬁm?ﬁw I?'Igé"ﬁ?xture is stirred for another 16
hours at anbi ent WO 2004/ 013099 PCT/ EP2003/ 007822 14

) tenperature. After cooling to 10C it is suction
Figure flighowisdbe Xwahpawdet dififadtograas of ofystalline 3-Z{it-(4-(h4( (@yinethyl-

pvera 150, ik i {0 R S 1 SPGB

metho?ﬁlézsﬁdi‘iyllg-ithlHRir@nﬁﬂoé%a\ﬁéb@lbh@ﬁQie@nt3 1.0 to 2.0%

Figure 2 shows the thermoanalysis and determination of the melting point (DSC) of
crystalline 3-Z-[1-(4-(N-((4-methyl-piperazin-1-yl)-methylcarbonyl)-N-methyl-amino)-
anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone-monoethanesulphonate.
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|l o Brief description of the Figures Figure 1 shows the
X-ray powder diff ractogramof crystalline
W@204[013009- ( N- ( ( 4- et hyl - PCT/EP2003/007822

pi perazi n-1-yl)-net hyl carbadfyl )-N-net hyl -am no)-anilin

0) - 1- phenyl - met hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none- nonoet hanesul phonate. 15
i 2 shows the thernoanal ysis and determ nati on of

Paten{%&li'lﬁge ting point (DSC) of «crystalline

3-Z-[1-(4-(N-((4-net hyl - pi perazi n-1-yi)-nmet hyl car bonyl

) - N- et hyl - am no) -

ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol

. BRI IRERRR £ AR K motry-amino aning)
1-pherg/- mqthylenel-&methonmdrpbnymmmomnnné—nydn)eethah@%mmmmigl
) - N-net hyl - ami no) -ani | i no) -
1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none- non
l . _ e _
2. gBZZPﬁQ@fN (E’Lhﬁfeiﬁ)ﬂ pi graz[np? a/grrgethlylcarbonyl?ré\l R’le’cl'(l:yalIlr mnr’m anilino)
1- pherwl-maibylape} armhetbpxyearbony)2- mdohnone—monoethanesulphonate

- 6- h b
cccord R T S S RS ER ST b e Tptina ol of T 205 2
5°C ( déte'rm.r@d/mrﬁiso r@/aﬂ‘%tmn Lfsh?g? gséﬁfma%& 3%/ r%a‘[‘ﬁbtrbfeg 10°C/min).

poi nt eterm ne
eval uati on using peak maxi mum heat i ng rat e: 10C/ mn).

3. Grystalfe B e ie AN pryRg piRp e Y MedeRgoRKd DAY
amino)}afitin®t tyhenyl- methylene] 6 -methoxycarbonyl-2-indolinone-
am no) - ani lino) - 1- - met hyl enelﬁ6 met hoxycar bonyl -
ﬁﬁiﬁntﬂfﬂ

monoethanasyiphasede a%o alﬁegucipﬂfaﬁ r@edda cﬂﬁ%l’ inghe &-ray powder
dlagrar‘f‘lI lﬁéﬁ%ﬁs @;@\%}Sﬁ{d afﬂabfeflgp@{/elk@st ?&%mgei 71 A, 4.50 A

and44@Aum$h dn#n@néiﬁyéf nor®hah 48%(1 A, 4. 50 A and 4.43 A
with an intensity of nore than 40% 4. Crystalline
3-Z-[1- (4(N-((4 nmet hyl - pi perazi n-1-yl) - et hyl car bonyl

b IR GFIE (i epprin vk metiyisatbony ety
amino)2amlhmtm)l-1-|phaeyl mmﬁqéemﬂifﬁemmrbxmaﬂmm-éandomg)ma claim

monoe & eréclg{e;g?‘@ uﬂg gggf lgl'}@ﬁpﬁee ﬁg cXII dalermined by
X-ray ﬁd@%dé?%lﬂ@ctbrﬁéﬂ’r‘@' rABasurdnieni®havidghhe followmg dimensions:

a= 16.332A,
b= 19.199 A,
c= 11.503A,
a= 95.27°,

B= 90.13°,

Y= 110.83° and
V= 3354.4A°

5. Crystalline 3-Z-[1-(4-(N-((4-methyl-piperazin-1 -yl)-methylcarbonyl)-N-methyl-
amino)-anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone-
monoethanesulphonate according to one of claims 2 to 4, characterised in that it is in
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25 b = 19.199 A, 11.503 A, a = 95.27, R = 90.13,
Y= 110.83 and 30 V = 3354.4 A3 5. Crystalline
W@2104[013009- ( N- ( (4- et hyl - pi perazi n-1 -yl ) - net hyPCHERPZNYD07822

)-N—mst hyl - 16
am ani | i 1 phenyl - net hyl ene] - - 6- met hoxycar bonyl -

the fmﬁ‘-?ﬁ‘%‘@lh%'ﬁ‘é{ dr4#8noet hanesul phonat e according to one of
clains 2 to 4, characterised in that it is in W
2004/ 013099 PCT/ EP2003/ 007822 16 the form of the

6. Révairimpdeatical cOmpeisiomecneidini e tf\{emmz [Ho@- @Gﬂuah@tHWplperazm-
erazi n-
1-yl)- "P%Ylfs:a'lipté)tngﬂ)ﬁ\é%?%é}ﬁlyﬁs%r&s MWBHW?%&PAE l-ragiinylens)-61- pheny

th t t
o oy e b TS henesuhonal, aceardng o g of aims 1 10 5

optionallyciegethey with one obfmacé aers carries ahdaptdilseats.y t oget her
with one or nore inert carrier and/or diluents. 7. A
met abolite of the salt

7. Adotabolife 6NHe(<hiBLIY L @piNguaRbthylpidoraBRL iyl SAStRGRYFbonyl)-N-

methylzmwwl) aé\mrmﬂ -phemyil-mgthyleprEAymetnoxiigadoayl-B-iminlinornge a
I i none- 10 nonoet hanesul phonate. 8. A
monoeEro rlﬂﬂgr?hoc*&g%e salt 3-Z-[1
-(4-(N—((4 met hyl - pi perazin-1-yl) - methyl carbonyl ) - N
no) - ani Li no) - 1- phenyl - nmet hy Iene1] 6- met hoxyca

t
ARG hasal bR Urhblrartviminmnane-wysostbyies iany)-N
e S BB P
monoethanesuidiwnate aacording togorieottiaing T 1015 er offd Adtatsblite according to
7accordl ng to claim38, optionally together with one or
claim 7nre inert carrier and/or diluents. 20

9. Pharmaceutical composition containing a metabolite according to claim 7 or a
prodrug according to claim 8, optionally together with one or more inert carrier and/or
diluents.

10.  Use of 3-Z-[1—(4—(N-((4-méthyl-piperazin-1-yI)-methylcarbonyI)—N-methyl-amino)—
anilino)-1 -phenyl-methylene}-6-methoxycarbonyl-2-indolinone-monoethanesulphonate
according to one of claims 1 to 5 for preparing a pharmaceutical composition which is
suitable for treating excessive or abnormal cell proliferation.

11. Use of a metabolite according to claim 7 or a prodrug according to claim 8 for
preparing a pharmaceutical composition which is suitable for treating excessive or
abnormal cell proliferation. ‘

12. Process for preparing a pharmaceutical composition according to claim 6,
characterised in that the salt 3-Z-[1-(4-(N-((4-methyl-piperazin-1-yl)-methylcarbonyl)-N-
methyl-amino)-anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone-
monoethanesulphonate according to one of claims 1 to 5 is incorporated in one or more
inert carriers and/or diluents by a non-chemical method.



10. Use of
3-Z-[1-(4-(N-((4-net hyl - pi perazi n-1-yl)-net hyl car bonyl
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ani | i no) - 1- phenyl - net hyl endJ - 6- met hoxycar bonyl - 2-i ndo
i none- nonoet hanesul phonate according to one of clains
1 to 5 for preparing a pharnaceuti cal conposition
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proliferation. 30 12. Process for preparing a
phar maceuti cal conposition according to claim6,
characterised in that the salt
3-Z-[1-(4- (N ((4-net hyl - pi perazi n-1-yl)-net hyl car bonyl
)-N- et hyl -am no) -ani |l ino)-1-phenyl - et hyl
ene] - 6- met h oxycar bonyl - 2-i ndol i none-
nonoet hanesul phonat e according to one of clains 1 to 5
is incorporated in one or nore inert carriers and/or
di  uents by a non-chem cal nethod. WO 2004/013099
PCT/ EP2003/ 007822 17 13. Process for preparing a
phar maceuti cal conposition according to claim 6,
characterised in that a nmetabolite according to claim
7 or a prodrug according to claim8 is incorporated
in one,or nore inert carriers and/or diluents by a
non- chem cal nethod.



