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MEDICAMENTS FOR THE TREATMENT OR PREVENTION OF FIBROTIC
DISEASES
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The present invention relates to a new use of indolinones

of general formula

Ry
/
N
™~
R
X (I)!

substituted in the 6 position, the tautomers, the
diastereomers, the enantiomers, the mixtures thereof and
20 the salls thereof, particularly the physiologically

acceptable salts thereof.

BACKGROUND
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HGFR, as well as complexes of CDK's ({(Cyclin Dependent
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CDK8 and CDK9 with their specific cyeclins (A, B1l, B2, <,
D1, Dz, D3, E, F, Gl, G2, H, I and K) and to viral cyeclin
(cf. L. Mengtao in J. Virology 71(3), 1984-199%91 {1897},
and on the proliferation of cultivated human cells, in
particular endothelial cells, e.g. in angiogenesis, but
also on the proliferation of other cells, in particular

tumour cells.

However, none of these compounds have been described for
their use in the itreatment or prevention of the fibrotic

diseases referred tc in the present invention.

Remodeling is a normal response Lo tissue injury and
inflammation that is observed in many tissues throughout
the body. After resolution of the inflammation and repair
of tissue damage, the tissue 1s generally returned to its
original condition. Excessive uncontrolled tissue repair or
Lhe failure to stop remodeling when it is no longer
required leads to condition known as fibrosis. Fibrosis is
characterized by excessive deposition of extracellular
matrix components and covergrowth of fibreblasts. Fibrosis

can occur in all tissuses but 1s especially prevalent in
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and many fibrotic diseases are, in fact, life-threatening
or severely disfiguring, such as idiopathic pulmonary
fibrosis (IPF), liver cirrhosis, scleroderma, or renal
fibrosis. Treatment options for these diseases are often
limited to organ transplantation, a risky and expensive

procedure.

A large body of literature implicates the platelet-derived
growth factor (PDCF), Ifibroblast growth factor (FGF},
vascular endothelial growth factor (VEGF), epidermal growth
factor (EGF), and transforming growth facter beta (TGFbh)
growth factor families in the induction or persistence of
fibrosis (Levitzki, Cytokine Growth Facter Rev, 2004,
15(4):229-35; Strutz et al., Kidney Intl, 2000, 57:1521-38;
Strutz et al., 20032, Springer Semin Immunopathol, 24:459-—
7%; Rice et al., 1999, Amer J Pathcl, 155(1):213-221;
Broekelmann et al., 1921, Proc Nat Acad Sci, BE:6642-6;
Wynn, 2004, Nat Rev Immunol, 4(8):583-94).

PDGE, EGF and FGF family members are potent mitogens for
megenchymal cells such as smooth muscle cells,
myofibroblasts and fibroblasts (Benito et al., 1993, Growth
Regul 3(3):172~9; Simm et al, 1998, Basic Res Cardiol,
93(S83) :40-3; Klagsburn, Prog Growth Factor Res, 1989,
1(4):207-35; Kirkland et al., 1998, J Am Soc Nephrol,
9(8):1464-73), the very cells which supplant normal tissue
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Inhibition of PDGF attenuates both liver fibrosis and lung
fibrosis in experimental models, suggesting fibrosis in
different organs may have a common origin {(Borkham—
Kemphorst et al., 2004, Biochem Biophyvs Res Commun; Rice et
al., 1999, Amer J Pathol, 155(1):213-221). An EGF receptor
kinase inhibitor was als¢c active in this lung fibrosis
model. Three-fold overexpression of an EGF family member,
HB-EGEF, in mouse pancreas islets was sufficient to cause
development c¢f fibrosis in both the exocrine and endocrine
compartments (Means et al., 2003, Gastroenterclogy,

124{4) :1020-3¢) .

Similarly, FGF1/FGr2-deficient mice show dramatically
decreased liver fibrosis after chronic carbon tetrachloride
(CCL14) exposure (Yu et al., 2003, Am J Pathcl, 163{(4):1653-
62). FGF expression 1s increased in human renal
interstitial fibrosis where it strongly correlates with
interstitial scarring (Strutz et al., 2000, Kidney Intl,
57:1521-38) as well as in a model of experimental lung
fibrosis (Barrios et al., 1997, Am J Physiol, 273 (2 Pt
1):L451-8), again lending credence to the idea that

fibrosis in various tissues has a common basis.

In zddition, elevated levels of VEGF have been cobserved in

several studies in persons with asthma (Hoshino et al.,
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edema, angiogenesis and smoobh muscle hyperplasia (Lee et

ai., 2004, Nature Med 10:1095-1103).

Finally, TGFb stimulates production of extracellular matrix
proteins including fibronectin and collagens and is
believed to play an important role in fibrosis in many
tissues (Leask et al., 2004, FASERB J 18({(7):816-27; BRartram
et al., 2004, Chest 125(2):754-65; Strutz et al., 2003,
Springer Semin Immunopathol, 24:459-76; Wynn, 2004, Nat Rev
Immunol, 4(8):583-94). Inhibitors of TGFb production and
signaling pathwayvs are active in a number of Ffibrosis
animal meodels (Wang et al., 2002, Exp Lung Res, 28:405-17;
Laping, 2003, Curr Opin Pharmacol, 3{2):204-8).

As summarized above, several growth factors are upregulated
in fibrosis and the inhibition of a single factor seems to

reduce the severity of fibrosis in the fibrosis models.

SUMMARY CF THE INVENTION

surprisingly, we found that the compounds of above general
formula I are effective in the Lreatment or prevention of

specific fibrotic diseases.
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the use of the monoethanesulfonate salt of 3-E-[1- (4~
(N={ (&=-methyl-piperazin~-1-y1l}-methylcarbonyl)-N-methyl-
aminc) -aniline) -l-phenyl-methylene] -6-methoxyvcarbonyl-2-
indolincne, optionally together with one or more
pharmaceutically acceptable carriers or excipients, for the
preparation of a medicament for the prevention or treatment
of idiopathic pulmonary fibrosis.

The disclosure also relateé to a method for the treatment
or prevention of specific fibrotic diseases, by
administration to a patient in need thereof of a
pharmaceutical composition comprising a compound of above
general formula I, together with a pharmaceutically
suitable carrier. The expression "patient” is meant to

comprise the mammalian animal body, preferably the human

bodyv.

The disclosure further relates to a pharmaceutical
composition for the treatment or prevention of specific
fibrotic diseases which comprises a compound of above

general formula T alone or in combination with one or more

further therép@utic agents.
DETAILLED DESCRIPTION COF THE INVENTION

In accordance with the present invention, the compounds of

above general formula I are the compounds
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R,

/P

in which

X denotes an oxyvgen or sulphur atom,

R. denotes a hydrcogen atom or a prodrug group such as a

Ci4—alkoxycarbonyl or Cy,—alkanoyl group,

R; denctes a carboxy group, a straight-chain or branched

Ci-g—alkoxy-carbonyl group, & Csr-cycloalkoxy-carbonyl or an

aryloxycarbonyl group,

a straight-chain or branched Cis—-alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
rhenyl, hetercaryl, carboxy, Cipz-alkoxy-carbonyl,
aminocarbonyl, (; s-alkylamino—carbonyl or

di-{C; 3—alkyl)—aminocarbonyl group,

a straight-chain or branched Css~alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
chilorine atom or a hydroxy, C. si-alkoxy, amino,

Ciz—alkylamino or di~-(Cia-alkyl)-amino group,
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trifluoromethyl or hetercaryl group,

a phenyl or naphthyl group, a phenyl or naphthyl group
mono— or disubstituted by a fluorine, chlerine, bromine or
iodine atom, by a triflucromethyl, C;s;-alkyl or Ci.a—-alkoxy
group, whilst in the event of disubstitution the
substituents may be identical or different and wherein the
abovementioned unsubstituted as well as the mono- and
disubstituted phenyl and naphthyl groups may additionally
be substituted

by a hydroxy, hydroxy-C; ;-alkyl or Cy.z-alkoxy-C; ;—alkyl

group,

by a cyano, carboxy, carboxy-Ci.z—alkyl, Ci.s—alkoxycarbonyl,

aminccarbonyl, Ci—alkylamino-carbonyl or di—(Cis—alkyl)-—

aminocarbonyl group,

by a nitro group,

by an amino, C-.s—alkylaming, di-(C; ;-alkyl)-amino or amino-

Ciz—alkyl group,

by a Ci-s-alkylcarbonylamino, N-{C: s-alkyl)-C:.:—alkyl-
carbonylamino, Ci.z—alkylcarbonylamino-Cis—alkyl,

N~ (Ci-s—alkyl)-Cis-alkylcarbonylamine-Cys~alkyl, Cy-a—alkyl-
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Eﬁ%%?ﬁ%ﬁ%@ﬁ%%%%arbonyl, cycloalkyleneimino~Cis—alkyl,
cycloalkyleneiminocarbonyl~Cy z~alkyl or
cycloalkyleneiminosulphonyl-Ci;-alkyl group having 4 to 7
ring members in each case, whilst in each case the
methylene group in position 4 of a 6~ or 7-menbersed
cyclealkyleneimino group may ke replaced by an oxygen or
sulphur atom, by a sulphinyl, sulphonyl, -NH
or -N(Ciz—~alkyl) group,

or by a hetercaryl or heteroaryl-C.,_s;~alkyl group,
R; denctes a Czy-cycloalkyl group,

whilst the methylene group in the 4 positicn of a 6- or 7-
membered cycloalkyl group may be substituted by an amino,
C:y—alkylamino or di-{Cja-alkyl)-—amino group or replaced by

an ~NH or -N(Cis-alkyl) group,

or a phenyl group substituted by the group Rs, which may
additicnally be mono- or disubstituted by fluorine,
chlorine, bromine or iodine atoms, by Cs~alkyl,
trifluoromethyl, hydroxy, Ci.:-alkoxy, carboxy,
Ciyralkoxycarbonyl, aming, acetylaming,
Ciz-alkyl-sulphonylamine, aminocarbonyl,
C-—z—alkyl-aminocarbonyl, di-(C.z:-alkyl)-aminocarbonyl,
aminosulphonyl, Ci.a-alkyl-aminosulphonvl,

di-(Ci-z—alkyl) ~aminosulphonyl, nitro or ¢yano groups,
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a cyano, nitro, amino, Ci.s~alkvl, Cis-cycloalkyl,

trifluoromethyl, phenyl, tetrazolyl or heterocaryl group,

the group of formula

9]
NH
“CH:Qi
N
i G
¥

wherein the hydrogen atoms bound to a nitrogen atom may in
each case be replaced independently of one another by a

C..3—alkyl group,

a Ciz—alkoxy group, a Ci.z-alkoxy-Cis—alkoxy, phenyi-
Ci-z—alkoxy, amino-Cii:-alkoxy, Cis—alkylamino-C;s—alkoxy,
di-(Ci.z—alkyl) —amino-Cy.s~alkoxy, phenyl-Cis-alkylamino-

Cz.a—alkoxy, N-(C..z-alkyl)-phenyl-Cii-alkylamino-Cs.zs-alkoxy,
group,

a carboxy, Ciug-alkoxycarbonyl, aminccarbonyl, Ci.z-alkyl-
amino-carbonyl, N-(C.s-alkyl)-Cis-alkylaminocarbonyl,
phenyli-Ci.z-alkylamino~carbonyl,

N—-(Cy 3-alkyl)-phenyl~Ci_s~alkylamino-carbonyl,
piperazinocarbonyl or N—-(C; 3-alkyl) -piperazinccarbonyl

group,
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\ROYiMjchistaBIB8N istick7 858886 lististteniplateigz0#56180\istsimpl

el{)istieveNavelnfcOlievelnfenQlevelico

a2 Czg—cycloalkyl-carbonyl group,

wherein the methylene group in the 4 position of the 6 or
7-membered cycloalkyl moiety may be substituted by an
aming, Ci.x-alkylamine or di-{C:s—alkyl)-amino group or

replaced by an -NH or ~N(C;;-alkyl) group,
a 4- to T-membered cycloalkyleneiminoe group wherein

a methylene group linked to the iminc group may be replaced

by a carbonyl or sulphonyl group or
the cycloalkylene moiety may be fused to a phenvl ring or

one or two hydrogen atoms may each be replaced by a Ci s~

alkyl group and/or

in each case the methylene group in the 4 position of a 6-
or 7-membered cycloalkyleneimino group may be substituted
by a carboxy, Ciz-alkoxycarbonyl, aminocarboenyl,
Ciz—alkylaminocarbonyl, di-{C..;~alkyl)-aminocarbonyl,
phenyl-Ci z—alkylamino or N-{Cis—alkyl)-
vhenyl-Ciz-alkylamino group or
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S‘fgimpl,oel{re d an, ox Or . SULphu 0 b
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vélspasesze\levelindent0{\leveltext\'03(\'00);H\levelnumbers\'02;

}\HamE&2§é@mnd:ﬂz!expndth§\Cg&ile) , —N{phenyl), -N(C, ;~alkyl-car
\fi72\1i648\jclisttab\tx576]\listid14219780K\list\listtemplateid717583190
\idtéimnple fHfiistievefiatdinteofévaiRtcnolievelicollevelicnOllevelfollowO\lev
elstartat13\levelspace720\levelindentO{\leveltext\'03(\'00);

}{26%9!!‘UQl@gf?’%%%\E%O\i%%%\@%9@98@@%&‘%@3\8%% Ry, wherein

\fi144\ii576\clisttab\tx 720 Nlistid9 7988956 {\list

R; denotes a Csis—cycloalkyvl group,

whilst the methylene group in the 4 position of a 6- or -
membered cycloalkyl group may bhe substituted by an amino,
Ciz—-alkylamino or di-(Ci z-alkyl)-amino group or replacsd by

an -NH or -N{Cs_s-alkyl} group or

in a 5~ to 7-membered cycloalkyl group a - (CHz): group may
be replaced by a -CO-NH group, a - {(CHy): group may be
replaced by a -NH-CO-NEH or -CO-NH-CO group or a —{CTHy)y
group may be replaced by a ~NH~CC-NH~-CO group, whilst in
each case a hydrogen atom bound to a nitrogen atom may be

replaced by a Cia~alkyl group,

an aryl or heterocarvl group,

a hydroxy or Ciz—alkoxy group,

an amino, Ci-y—alkylamino, di-(C; -alkyl)-amino,
phenylamino, N-phenyl—Ci.;~alkyl-amino, phenyl-Ci.s-alkyl-
amino, N-(C;_s—alkyl)-phenvl-C: s—-alkylamino or di-

{(phenyl-Ci.z~alkyl) -amino group,

an @-hydroxy-Cz.a—alkyl—-amino, N—{(Cy:—alkyl}-@-hvdroxy—

Co-z—alkyl-amine, di-{®@-hydroxy-Cs.;—alkyl)-amino,
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\listid75218122}{\list\listtemplateid381692889\listsimple1{\listlevel\levelntc
O\levelnfcnO\leveljcO\leveljcnO\levelfolldwOtevelstartat23\levelspace648\le
velindentO{\leveltext\'03(\'00); {\levelnumbers\'02;
Nf10\fs22\expndO\expndtwl\cgrid \fi72\li648
\jclisttab\tx648}\listid68611389}\list\listtemplateid1328201624\listsimple1{\
listteveRieleirtcBhévgintcroveveijcavevéthtlevéiidolid\ferdiétrtatos\le
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\fi144\li648\jclisttab\tx720}listid111108252}{\list\listtemplateid964276802\li
stsirmplellistévelleventcolevetfifcnodevelictieieticnd\levelfollowO\level

startat3Qyevelspace(2QMevelindentQfleyeltext\i@3(Y00)ikyv1 ) ~amine group,
H\levelnumbers\'02;}\f10\fs22

a Cig-alkylsulphonylamino, N-{Ci.3;-alkyl)-Cr.s—alkyl-
sulphonylamino, Ci-z-alkylsulphonylamino-Cys—alkyl-amino or
C-.3—alkylsulphonylamine—-Cy 3—alkyl-N-(Ci. s~alkyl) —anino

group,

a hydroxycarbonyl-C.s—alkylamino or N-{C,3-alkyl)-

hydroxycarbonyl-C, s-alkyl-amine group,

a guanidino group whereln cone ¢r two hydrogen atoms may

each be replaced by a Ci-z-alkyl group,

a group of formula

=N (Rg) ~CO~ (CH3) p—Rg (TI),

wherein

Rg denotes a hydrogen atom or a Cpz:—alkvl group,

n denotes one of the numbers 0, 1, 2 or 3 and

Rg denotes an amino, Cig-alkylamino, di-{Cis—alkyl)-amino,
phenylamine, N—(Ci-g~alkyl)-phenylaming, benzvlamino,
N-{Ci—s4—alkyl)-benzvlamino or Cis—alkoxy group, a 4—- to 7-

membered cycloalkyleneimino group, whilst in each case the

methylene greoup in the 4 pesition of a 6- or 7T-membered
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listsimpled{iistevelltevélnfeO\ldveinfénO\leveljcO\leveljcnO\levelfollowO\leve
Istariaiderlevelspace64dllevelindentOf\leveltexd\ 3 90); - (c,.,-alkyl ~car
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a group of formula

~N(R1q) = (CHp) p— {CO}5~Ry1 (IT1),

wherein

Rip denotes a hydrogen atom, a Ci.z-alkyl group, a
Cypz—alkylecarbonyl, arylcarbonyl, phenyi-Cis-alkyl~carbonyl,
Ci—3—~alkylsulphonyl, arylsulphonyl or phenyl-Ciz—-al-
kylsulphonyl group,

m denotes one of the numbers 1, 2, 3 or 4,

¢ denotes the number 1 or, 1f m denotes one of the numbers

2, 3 or 4, o may also denote the number 0 and

Riy denotes an amino, Ci.c—alkylamino, di- (Ci.a—alkyl)-amino,
phenylamino, N-{(C;.4y~alkyl)-phenyvlamino, benzylamino,
N-(Cy.y~alkyl)-benzylamino, C;.s-azlkoxy or
Ciz—alkoxy-Cis—alkoxy group, a di-{(Cig—alkyl)-aming-Cia—
alkylamino group optionally substituted in the 1 positiocn
by a Cis—alkyl group or a 4- to 7-membered
cycloalkyvieneimino group, wherein the cycloalkylene moisty
may be fused to a phenyl ring or in each case the methylene
group in the 4 position of a é6- or 7T-membered

cycloalkyleneiminoe group may be replaced by an oxygen or



10

15

20

25

30

\levelstartat51\levelspace648\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw1\cgrid
\fi432\1i288\jclisttab\tx648}\listid94044820K\list\listtemplateid158657484\lis
istlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO <
\IevelfolIoév%t\leveIstartat56\|evelspace720\|eveIindentO{\Ievgl(tj(”el;/(tl%ﬂs8 %565);0 ?
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eve X%BG' ?)151;‘}{\ e\//e?nusrhlb%rsj\%%;}\flO\stZ\expndO\expndtwl\cgrid

\fLUNIB7BYCHisttalix 720 istidd 167 64 3501 listiisité nplateld645223856\ a r

SE%HQE¥{H§HEMQEenzoy;) group,
\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat64\levelspac

e648\levelindent0{\leveltext\'03(\'00); {\levelnumbers\'02;
Nl Qis22expndexpadtvdicgrdd ~cycloalkyl-Ci—s—alkylamino or

MELANIR/ONclsHaR\EARNISId 4 /828K ISNIstemplatelddB1288255 ;g
iz not invelved in the double bond and wherein the
abovementioned groups may each additionally be substituted
at the amino-nitrogen atom by & Csoy-cycloalkyl, Cry-alkenyl

or Ci-y—alkyl group,
a 4- to T-membered cycloalkyleneimino group, wherein

the cycloalkylene moiety may be fused to a phenvl group or
to an oxazolo, imidazcolo, thiazolo, pyridino, pyrazino or
pyrimidinoe group coptionally substituted by a fluorine,
chlorine, bromine or iodine atom, by a nitre, Ci.z-alkyl,

C-.z—alkoxy or aminc group, and/or

one or two hydrogen atoms may €each be replaced by a

C:z—alkyl, Cszy-—cycloalkyl or phenyl group and/or

the methylene group in the 3 position of a 5-membered
cycloalkyleneimino group may be substituted by a hydroxy,
hydroxy—-Cisz-alkyl, Ciz-alkoxy or Ci_s~alkoxy-Cis~alkyl

group,

the methylene group in the 3 or 4 position of a 6- or 7-
membered cyclealkyleneiming group may in each case bhe
substituted by a hydroxny, hydroxy-Cis—alkyl, Ci.a-alkoxy,
Cas~alkoxy~Ci-s—alkyl, carboxy, Ci-s~alkoxycarbonyl, amino-

carbonyl, Ciz-alkyvlaminocarbonyl, di-(Ci:-alkyl)~-
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O\leveljcnO\levelfollowO\levelstartat73\levetspace648\levelindentO{\leveltex
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\listid2528298 7H\list\listtemplateid9 70832 71 2\listsimple1{\listlevellevelnfc
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vefirdentofilevetesi D300 VegeiAufibers\'02;
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\chisttat’li)\tx648#\listig9JP3458170} \list\listtemplateid1320677016\listsimple1{\
listievelievelRfcotieveifcioudetbllevélchovdVelfoiowBieveistartatg1\le
vélshateZ20Vevalindermo{levelext\'03(\0B0)¥\lévelnumbers\'02;

}\fj;O\ﬁg%ﬁ)éR@qq\?xpﬁq%%ny 1-Cis—alkyl-
yo ~N(Cra—alkyl-carbonyl~), ~N(Cij.yj—alkyl-
hydroxy-carbonyl-), -N(C,.s~alkoxy-carbonyl~-), -N(benzoyl-)
or ~N(phenyl-C. s:-alkyl-carbonyl-} group,

wherein a methylene group linked to an imino-nitrogen atom
of the cycloalkyleneimino group may be replaced by a
carbonyl or sulphonyl group or in & 5- to 7-membered
monccyclic cycloalkyleneimino group or a cycloalkyleneimino
group fused to a phenyl group the two methylene groups
linked to the imino-nitrogen atom may each be replaced by a

carbonyl group,

or Rs denotes a Cig-alkyl group which is substituted by a
carboxy, Ci-z-alkoxycarbonyl, aminocarbonyl,
Ci-s—alkylaminocarbkonyl or di-{(Cias-alkyl)-aminocarbonyl
group or by a 4- tLe 7-membered cycloalkyleneiminocarbonyl

group,

an N-(Ciz-alkyl)-Cys—alkanoylamino group which is
additionally substituted in the alkyl moiety by a carboxy
or Cis—alkoxycarbonyl group,

a group of formula

~N(R13) ~CO~(CH2) p~R1 3 (Iv),
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afaaflevelsnacetas)ievelindentoeyeltexVNO3Q0Q%} . ¢, —aikoxy,

aminocarbonyl, Ci.g—alkylamino-carbonyl, di-(Cjas—alkyl)-

PCT/EP2005/057002

amino-carbonyl, Cj_s~alkyl-carbonvl, Cis—alkyl-sulphonvl-
amino, N-({Ci_z~alkyl)-Ci.z-alkyl-sulphonylamino,
Ciog-alkyl—aminosulphonyl or di-(Ci-s—alkyl)-aminosulphonyl

group and

p denotes one of the numbers 0, 1, 2 or 3 and

R:y  assumes the meanings of the abovementioned group Ry,
or, if p denotes one of the numbers 1, 2 or 3, it may also
denote a hydrogen atom,

a group of formula

“N(R34) —(CH2) g~ (CO) nR15 (V3.

wherein

R;4 denotes a hydrogen atom, a C. . 4-alkyl group, a
Ciy-alkylcarbonyl, arylcarbonyl, vhenyl-Ci.z—alkylcarbonyl,
heteroarylcarbonyl, hetercaryl-Ci s;-alkylcarbonyl,
C.—s~alkylsulphonyl, arylsulphonvl,

phenyl~Ci z—alkylsulphonyl, heterocarylsulphonyl or
hetercaryl-C;~alkyl-sulphonvl group,

g denotes one of the numbers 1, 2, 3 or 4,
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& group of formula

-N{R1g)-SCz-Ri7 (VIy,

wherein

Ri¢ denotes a hydrogen atom or a C;4-alkyl group optionally
terminally substituted by a cyano,
trifluoremethyl-carbonylamine or

N-{(Cig-alkyl)~trifluoromethyl~carbonyl-amino group and
R-7 denotes a Ci.z—alkyl group,

an aminc group substituted by a di-(Cisalkvli)—
amino-Cy.z~alkyl-carbonyl or di-({(Cis~alkyl)-
amino-C;z-alkyl-sulphonyl group and a di~{Cjz—alkyl)-

aminocarbonyi~Cis—-alkyl group,

or an N-(Ci.z-alkyl)—-C) s~alkylsulphonylaming or
N-(Ciz-alkyl)-phenylsulphonylamino group wherein the alkyl
moiety is additionally substituted by a cvano or carboxy

group,

wherein a1l the single-bonded or fused phenyl groups
contained in the groups mentioned under Ry may be mono— or

disubstituted by fluorine, chlorine, bromine or iodine
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VEHAEHB ARV xt O30 00) MievaRuRibaisrosny L
NLo\E22\exprid\exprdtwRedrtdonyl, C: s-alkyl-sulphonylamino,
A clsa oA A0 LS S TREIGI3207A 920V
simple

idghtical or different, or two adjacent hvdrogen atoms ot
the phenyl groups may be replaced by a methylienedioxy

group,
and
R; denotes a hydrogen atom or a Ciy3—alkyl group,

wherein by an aryl group 1s meant a phenyl or naphthyl
group opticnally mono~ or disubstituted by a fluorine,
chlorine, bromine or iodine atom, by a cvano,
trifluoromethyl, nitro, carboxy, aminocarbonyl, C; s—alkyl

or Cis-alkoxy group and

by a hetercaryl group is meant a monocyclic 5- or 66—
membered hetercaryl group optionally substituted by a Cio:—

alkyl group in the carbon skeleton, wherein

the 6-membered hetercaryl group contains one, two or three

nitrogen atoms and

the 5S-membered heteroaryl group containsg an imino group
optionally substituted by a Cis-alkyl or phenyl-Ci.s-alkyl

group, an oxygen or sulphur atom or
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\listtemplateid727397690\listsimple1{\listlevel\leveInfcO\levelnicnO\leveljcO\

leveljcnO\levelfollowO\levelstartat139\I&elspace792\levelindentO{\leveltext
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\fi432\1i288\jclisttab\tx792}

\listid92564991 \Ilst\lls emlg) teid75 4610 8\I|sé}5|£?§ %Ilstlevq(\l velnfc
Oﬁevén%cn%\l% sjEoTevelicnovevelfolldwolevelstartat faievelspace 720\
evélindentOleveltext\'03(\00); Yievelnambers\'02; sulphur atom and

NEs22dexpndO\expndiwegrid Afid32\i504
\jclisttab\tx720\listid118406103}{\list\listtemplateid50642022\listsimple1{\li
stlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat156\le

velspaceno2\tevalindentOflevetexty 0BAI00) Hleveinumbers\'02 kvl or
BE%@F§%5%§QN¥§E§E”8@%H% and two nitrogen atoms,

and moreover a phenyl ring may be fused to the
abovementioned monocyclic heterccyclic groups via two
adjacent carbon atoms and the bonding takes place via a
nitrogen atom or via a carbon atom of the heterocyclic

moiety or a fused phenyl ring,

gome or all of the hydrogen atoms in the abovementioned
alkyl and alkoxy groups or in the alkyl moieties contained
in the above-defined groups of formula I opticnally being

replaced by fluorine atoms,

the saturated alkyl and alkoxy moieties with more than 2
carbon atoms which are present in the groups defined
hereinbefore also include the branched iscomers thereof,
such as for example the isopropyl, tert.butyl, isocbutyl

group, unless otherwise stated, and

additionally the hydrogen atom of any carboxy group present
or a hydrogen atom bound to a nitrogen atom, e.g. a
hyvdrogen atom of an amino, alkylamino or imino group or a
saturated N-heterccycle such as the piperidinyl group, may

each be replaced by a group which can be cleaved in vivo.

By a group which can be cleaved in vive from an imino or

amino group is meant, for example, a hydroxy group, an acvyl
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startat168\levelspace792\levelindentO{\leveltext\'03(\'00);}
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téimpleflistesvel svetir ovevEIMentWsveljeotieveljcrotievé foltowoievels
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\fr3oizeOljclisttabtex 7 9o isthab 437 5 (hs ikt niflatéia 1858 7651 75\i

stsimplet{llistieveiryemfcotavelnfcnotieveicoleveljenOvevel followOievel
SE%E?%?9%%%%§8%%§%&§M?y?”9999“%utoxycarbonyl, pentoxycarbo—
nyl, hexyloxycarbonyl, occtyloxycarbonyl, nonylexycarbonyl,
decyloxycarbonyl, undecyloxycarbonyl, dodecyloxycarbonyl or
hexadecyloxycarbonyl group, a phenyli-Cis~alkoxycarbonyl
group such as the benzyloxycarbonyl, phenvliethoxycarbonvl
or phenylpropoxycarbonyl group, a C:z-alkylsulphonyl-
Czy~alkoxycarbonyl, € s-alkoxy-Co.g—alkoxy-
Cr-emalkoxycarbonyl or R.,CO-0- (R:CRy) ~0~CO group wherein

Re denotes a Cig-alkyl, Ci-y—cycloalkyl, phenyl or phenyl-
C.s—alkyl group,

Rr denotes a hydrogen atom, a C; s;—alkyl, Cso-cycloalkyl or
pheny]l group and

Ry denotes a hydrogen atom, & Ci-z~alkyl or R.CO-0- (R¢CRy) -0

group wherein R. to R, are as hereinbefore defined,

wherein additicnally the amino group may be a phthalimido
group, whilst the abovementiocned ester groups may also be
used as a group which can ke converted Iin vive into a

carboxy group.

One sub-group of compounds of general formula I which

deserves speclal menticn comprises those wherein

X, R; and Rs to Rs are as hereinbefore defined and
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\lgvelstartatl94\levelspace ¥ 92\levelindentOpleveltexty 030N nony1
}}%Ievelnumbers\'02;}\flO\stZ\expndO\expndtw-l\cgrid

\ Zﬁ’:"jﬁﬁ?»GO\jclisttab\tx792}\listid69929513}{\|ist\Iisttemplateid992698185\|is
tsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO

which 1s terminally substituted in the alkyl moiety by a
rhenyl, hetercarvyl, carboxy, Ciz—alkoxycarbonyl,
aminocarbonyl, Ci.g-alkylaminocarbonyl or

di—(Crs—alkvl)—aminocarbonyl group,

a straight-chain or branched C;¢—alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
chlorine atom or a hydroxy, Cis—~alkoxy, aminco,

Ciz-alkylamino or di~{Cis—alkyl)-aminoc group,

the tautomers, the diastereomers, the enanticmers, the

mixtures therecf and the salts thereof.

A second sub-group of compounds of general feormula T which

deserves special mention comprises those wherein
X, Ry and Rs to Rs are as hereinbefore defined and

Ry denotes an aminccarbonyl or methylaminocarbonyl group,
an ethylaminocarbonyl group optionally substituted in the 2
position of the ethyl group by a hydroxy or Cpa:-alkoxy

group or a di~{Ciao-alkyl)-aminocarbonyl group,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.
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\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat205\levelspace792\le
velindentO{\leveltext\'03(\'00);}{\leveindmbers\'02;
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\fil44\li576\jclisttab\tx792}]\listid12649515K\list\listtemplateid3941667\listsi

lel{ B ) . ; :
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|elRisaeeT 9RevERndEsoN\eveltext03(¥60); {ilevelnvnsuersiio2;
Nf10\fs22\expndO\expndtw-1\cgrid

\fi432\|i288\jc|isttab\tx792}\listid718244,1%| \list |
\IiStteMpiateitd81317 738G\ istsipiffistiaGénesefidonseirfioveveljcol

leveljcnO\levelfollowO\levelstartat217\levelspace792\levelindentO{\leveltext

‘a3( () flevelpumberst02.1\10Ms22exppd Ligxpndiwaiconid,

\fi720\Ii0\jc|isttab\tx792{
R; denotes an amino, C;y-alkylamino, di-(Cps—alkyl)-amino,
phenylamine, N-phenyl-C; a—alkyl-amino, phenyl-Ci-s—alkyl-
amino, N-(Ci-3—alkyl)-phenyl-Ci.z-alkylamino or
di-(phenyl~Cis—alkyl}—-amino group,

or a phenyl group substituted by the group of formula

“N(R312) -CO-{CHp) Ry 3 (IV),

wherein Riz, p and Ri: are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

Preferred compounds of general formula I are those wherein
R: and R:; are as hereinbefore defined and

X denotes an oxvgen atom,

R, denotes a carboxy group, a straight-chain or branched

Ci-g~alkoxy-carbonyl group, a Cso—cycloalkoxycarbhonyl or a

phenoxycarbonyl group,
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elindent0{\leveltext\'03(\'00); {\levelnumbers\'02;

\iclisttab\tx 792)\listid35832482}{\list\listtemplateid 17059006 72\ Staimple 1 (v

listlevel\levelnfcO\levelnfcnO\leveljcGMle¥éljenO\levelfollowO\levelstartat223\l
evelspace792\levelindentO{\leveltext\'03(\'00);{\levelnumbers\'02;
Nf10\fs22\expnd1\expndtw9 \cgrid

\fi72(”)1\lli72<\jc i%tza \tx792 \Iistid592g4127}{\lj_'st\listtem"plateid477326599\|ist
simpis Lisheventaveinfto\RTBINETOISvelicBtEvaTienotievaRsiiok teFealst
amatz26\levetspace792VevelindentOfleveltext\'03\'60)k vl moiety by a

Hﬁ%@%pyF“%%@&Q%QY}QVS%%E%HE%, Crs—alkoxycarbonyl _
\f|432\||360\£||sttab\tx792}\llst|d362 6613} \I|st\I|sttemplate|&71701227765\l|

sEiMPRANIRIEYEN evelnfEONBUEIIERBIEVER K leveticnOllevelfollowO\level
staitat23 IMevelspacex@iievelindentO{develtext\'03(\'00);
H\levelnumbers\'02;}\f10\fs23
a straight-chain or branched Cpi—alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
chlorine atom, by a hydroxy, Ciz:—alkoxy, amino,

Ciz—alkylamino or di~(Ci.a—alkyl) —amino group,

an aminocarbonyl or methylaminocarbonyl group, an
ethylaminocarbonyl group optionally substituted in the 2
position of the ethyl group by a hydroxy or Ci;s-alkoxy

group or a di-(Cis-alkyl) —aminocarbonyl group,
Rs denotes a Cis~cycloalkyl group,

whilst the methylene group in the 4 position of a 6— or 7-
membered cycloalkyl group may be substituted Ly an amino,
Cismalkylaminoe or di-(Ci.z—alkyl)—amino group or replaced by

an —NH or -N(C: :—alkyl) group,

or a phenyl group substituted by the group Rg, which may
additionally be monc- or disubstituted by fluorine,
chlorine or bromine atoms, by Cia:-alkyl, triflucrcmethyl,
hydroxy, Ci-z-alkoxy, carboxy, Cp.z—alkoxycarbonyl, amino,
acetylamino, aminocarbonyl, Cis—alkyl-aminocarbonyl,
di-(Ci-z—alkyl) —aminocarbonyl, nitro or cyano groups,
wherein the substituents may be identical or different and

whnerein
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tartat241 \Ievelspace792\levelindentO{\IeveItext\'OS(\'OO)
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the group of formula

O
NH
”“”CH$23£§:J§b
N
H 0

r
wherein a hydrogen atom bound o the nitrogen atom may be

replaced by a Cs—alkyl group,

a C) -alkoxy group, an amino-Cyaz—alkoxy, Cp.:-alkylamino-—
Co.z—alkony, di-({Cis~alkyl)-amino—-C; s;—alkoxy, phenyl-
Ciz-alkylamino-Cs.z~alkoxy, N-(Ciz~alkyl} -phenyl-
Cig—alkylamino—-Cys—alkoxy, pyrrolidino-Cia-alkoxy,

piperidine-C;s~alkexy or Cis-alkylmercapto group,

a carboxy, Cig-alkoxycarbenyl, aminocarbonyl, Cij_s—alkyl-

amino~carbonyl, phenyl-Ci.z~alkylamino-carbonyl or
~(Cio3~alkyl)-phenyl~Ci.s—alkylamino-carbonyl group,

a Ciy—cyveloalkyl-carbenyl group,

wherein the methylene group in the 4 position of the 6- or

T-membered cycloalkyl molety may be replaced by an -NH

or —-N(C,s—alkvyl) group,

a 4— to 7T-membered cycloalkyleneiminoe group, wherein
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\leveljcnO\levelfollowO\levelstartat256\levelspace792\levelindentO{\leveltex
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\fi720\li72\jclisttab\tx792}\listid15923259K\list\listtemplateid2010047819\lis
tsimplel1{\listlevel\levelnfcO

\Ievelngchn IeveIJcO\Ieve (% é))k ekolloﬁwO\leveIstart \I%\éels%ace7%2l\

aced

velindento]lleveltexi'03 evelnumebermfﬁf
NERO\Fs 2R exord0\eRpndtwtegiid group or
\fi432\|i360\jc|isttab\tx792}\listid64828636}{\|ist\Iisttemplateid599214681\|is
tsim

\|ISI'E|§V8 eV &hio\evaintenovRVE i citieveiichotsy difditonisiévelstartat263\
levelspalcer0 AlevetindentOfteveltext\'03(\'00); H\levelnumbers\'02;
Nf10\fs22\expndO\expndtw-2\cgrid

\fi144\li576\jclisttab\tx792}\listid61516418\list
in each case the methylene group in the 4 position of a &-

or 7-membered cycleoalkyleneimino group may be substituted
by & carboxy, Ci-z—alkoxycarbonyl, aminocarbonyl,
C-s—alkylaminocarbonyl, di-({C:.:-alkyl)-aminocarbonyl,
phenyl-C; s-alkylamino or N—-{Ci..—alkyi)-

phenyl-Cy s—-alkylamino group or

may he replaced by an oxygen or sulphur atom, by a

sulphinyl, sulphonyl, —NH or -N{Cis-alkvl) group,

a Cig—alkyl group terminally substituted by the group Ry,

wherein
Ry denotes a Csq-cycloalkyl group,

whilst the methylene grcup in the 4 position of a 6- or 7-
membered cycloalkyl group may be replaced by an -NH
or —-N{Cyiaz—-alkvyl) group or

in a 5 to 7-membered cycloalkyl group a ~{CH.): group may
be replaced by a ~CO-NH group, a -{CH); group may be
replaced by a ~NH-CO-NH- or a - (CH;). group may De replaced
by a -NH-CO-NE~CO group, whilst in each case a hydrogen
atom bound to a nitrogen atom may be replaced by a Ci_s

alkyl group,
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\listid7103986H{\list\listtemplateid1623150208\listsimple1{\listlevel\levelnfc
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evelindentO{\leveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\cgrid
\fi432\1i288\jclisttab\tx792}

\I@tiggé@@zgg}{ﬂi&\%%%% at{g;{dow 990087\listsimple1{\listlevel\levelnfc

O\levelnfcnO\leveljcO\leveljcn \Iévelf llowO\levelstartat277\levelspace792\l
evelindentO{\leveltext\'03(\'00);{\levelnumbers\'02;
N1oNs22\exprdO\exprdwd\egrig \i432\11288
\jclisttab\tx792\listid19036832}{\list\listtemplateid 1132950877 \listsimple1{\
listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat282\I
evelspate?92\levelindentefilevetext' 03\ 00)d{Hevielnambers\'02;

NHQfs22\egrid Mild4Wiare, ¢, -a1xyi-amino,

phenyl-C; s—alkylamine, N- (Ci.z—alkyl)-phenyl-Ciri—alkylamine
or di-{phenyl-Cy s—alkyl)—amino group,

~Cys—alkyl-amine, di-{(®-hydroxy-C; s—alkyl)-amino,
di—{®—(Ci-z~alkoxy) —Cez—alkyl)-—aminc or

N-{dioxolan-2-yl}-Cisz-alkyl-amino group,

a Ciz—alkylcarbonylamino—-Czs—alkyvli-amino or

Cir.zmalkylcarbonylamino-Cs; s—alkyl-N- (Cq.s~alkyl)—-amino group,
a Ci.z—alkylsulphonyiamino, N-{C1z—-alkyl) -
Ci—g—alkylsulphonylamino, Cios—alkylsulphonylamino-
-Csz—alkyl-amino or Ciz-alkylsulphonylamino—Coz—-alkyl—

=N-{C:. 2~alkyl)-aminc group,

a hydroxycarbonyi-Cis~alkylamino or

N-{Ci-3~alkyl)~hydroxycarbonyl-Ciz—alkyl—-aminc group

a guanidino group wherein a hydrogen atom may be replaced

by a Cis—alkyl group,
a group of formula

~N(Rg)—-CO~ (CH2) n~Rg (1),
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n denctes one of the numbers 0, 1, 2 or 3 and

Ry denotes an amino, Cijs-alkylamino, di-(Cis—alkyvl)-amino,
phenylamino, benzyvlamino or Ciy~alkoxy group, a 5 to 7-
membered cycloalkyleneimino group, wherein the methylene
group in position 4 of the piperidinc group may be replaced
by an oxygen or sulphur atom, by

an —NH, -N{C;3—alkyl), -Ni{phenyl), -N(C;_;-alkyl-carbonyl)
or -N{benzovl) group, cr, 1f n denotes one of the numbers

1, 2 or 3, it may alsc denote a hydrogen atomnm,
a group ¢f formula

~N(R1() = (CHp )y~ (CO) s~R1 1 (III),

wherein

Rig denotes a hydrogen atom, a C,_3-alkvl grocup, a

Ciz—alkylcarbonyl or C..;-alkylsulphonyl group,
m denotes one of the numbers 1, 2 or 3,

¢ denotes the number 1 or, 1f m is one of the numbers 2 or

3, o may alsc denote the number 0 and

Ri1 denotes an amino, Cy z;—alkylamino, di-(Ci-z—alkyl)-amino,

Cis—alkoxry or Cia—alkoxy-Ci.z—alkoxy group or a 5— to 7-
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a Cyp.s-cycloalkylamino or Css-cycloalkenyiaminoe group
wherein pesition 1 of the ring is not invelved in the

double bhond,
a 4- to T-membered cycloalkyleneimince group, wherein
the cycloalkylene molety may be fused Lo a phenyl group or

one or two hydrogen atoms may each be replaced by a

C.s—alkyl group and/or

the methylene group in'position 3 of the pyrrolidine group

may Le substituted by a hvdroxy or Ci.s-alkoxy group,

in each case the methylene group in the 4 position of a 6~
or 7T-membered cycloalkyleneimine group may e substituted
by a hydroxy, hydroxy-Cis—alkyl, Cp:-alkoxy, carboxy,

Ci-z-alkoxycarbonyl, aminocarbonyl, Cis-alkylaminocarbonyl,

di-(Ciz—alkyl) —aminocarbonyl, phenyl-Ci s—alkylamino or

may pe replaced by an oxygen or sulphur atom, by a
sulphinyl,

sulphonyl, -NH, -N(C::z:-alkyl), -N(phenyl}, -N(phenyi-Ci_s-al
kyl), —-N{Ci-z—alkyl-carbecnyl), -N(Ci.;~alkoxy-carbonyl), -N(b
enzoyl) or -N(phenyl-C, s;-alkyl-carbonvl) group,
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imino—nitrogen atom may each be replaced by a

carbonyl group,

or Rg denotes a Crgy—alkyl group which is terminally
substituted by a carboxy, C:..;-alkoxycarbonyl,
aminocarbonyl, Cis—alkylaminocarbonyl or
di—-(Ciz~alkyl)-aminocarbonyl group or by a 4- to 7-membered
cycloalkyleneiminocarbonyl group,

a group of formula

—-N{Rlz)—CO”(CHQ}p“ng) (IV),

wherein

Rz denotes a hydrogen atom, a Ciz—alkyl, Cs.y—¢yvceloalkyl,
phenyli~Cy 3-alkyl or heteroaryl-Ci.s-alkyl group and

p denotes one of the numbers 0§, 1, 2 or 3 and
Riz assumes the meanings ¢of the abovementioned group Ry, or,
if p denotes one of the numbers 1, 2 or 3, it may also

dencte a hydrogen atom,

a greoup of formula
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\jclisttab\tx792\listid62199588}{\list\listtemplateid1451445719\listsimple1{\
listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat349\l
evelspace792\levelindentO{\leveltext\'03(\'00);K\levelnumbers\'02;

whbaMsdaigxpndS\expndtw26 \cgrid PCT/EP2005/057002

\fi432\1i288\jclisttab\tx792}\listid130137974}K\list\listtemplateid1180248254\
listsimple1{\listlevel\levelnfcO\levelnfcri\leveljcO\leveljcnO\levelfollowO\leve
Istartat357\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs23 \expnd-1\expndtw-5\cgrid
\fi432\1i288\jclisttab\tx792}\listid49103505K\list\listtemplateid157533274\lis
tsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels
tartbtB6 7VevélBpace 792 levalingdent0{\éVekext\'03(\'00);}
{\levelnumbers\'02;}\f10\fs22\expnd4\expndtw23\cgrid
\fi720\li0\jclisttab\tx792}\listid5064698H{\list\listtemplateid 1844370976\listsi
nipléIghstievellevelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstar
tat371\levelspace792\levelindentO

Ris denotes a hydrogen atom, a Ci_4—alkyl group, a
Cir-s~alkylcarbonyl, phenylcarbonyl, phenyl-Cis-alkyl-
carbonyl, hetercarylcarbonyl, hetercaryl-Ci.s;—alkyicarbonyl,
Crg—alkylsulphonyl, phenylsulphonyl, phenyl-Ci.s-alkyl-—
sulphonyl— heteroarylsulphonyl or hetercaryi-Cis;—alkyl-
sulphonyl group,

g denctes one ¢of the numbers 1, 2, 3 or 4,

r denotes the number 1 or, if g is one of the numbers 2, 3

or 4, it may alsc dencote the number 0 and
R:s assumes the meanings of the abovementioned group Ry,
a group of formula

=N{Rig)—8C2-R17 {(VI),

wherein

Rig denotes a hydrogen atom or a Cig~alkyl group optionally
terminally substituted by a cyano, triflucromethyl-
carbonylamine or N-(Ci_s—alkyl)-triflucromethyl-

—carponyl-—amince group and

R.; denotes a Ci-z—alkyl group,



10

15

20

25

30

Waraisselevelspace792\levelindentO{\leveltext\'03(\'00);

{\Mleveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw?2\cgrid
\fi72\1i648\jclisttab\tx792}\listid6721256 7H\list\listtemplateid1969865902\lis
tsimplel1{\listievel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels

_ PCT/EP2065/057062
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid

\fi72\li648\jclisttab\tx792}\listid104314422K\list\listtemplateid1737041402\li
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO
\levelstartat379\levelspace792\levelindentO{\leveltext\'03(\'00);

\levelnumbers\'02:\10\fs22\expnd2\expndtwi3\cgrid
AT e e e T T—

tsimplet{listeveRlevefrifeOtarelnfohOlievéfjed: —alkyl) -

\levalichQilevelfollqwOlevelstartat382\evelspace792\lepelindgniOf\leveltex
t\'03(\'00);} \Ievelnumbers\'02;é;flO\stZ\expnd1\expndtw6\cgrid
\AS RIS\ e B Ab k79 AMiistit 12195941 {\list\listtemplateid 76 1302653\lis

tsimplel1{\listlevel\levelnfcO

wherein all the single-bonded or fused phenyl groups
contained in the groups mentioned under Rg may be mono- or
disubstituted by flucrine, chliorine or bromine atoms, by
Cai-z~alkyl, trifluoromethyl, hydroxy, Ci_z—alkoxy, carboxy,
Cian—alkoxycarbonyl, aminccarbonyl, Ci.z-alkyl-aminocarbonvl,
aminosulphonyl, Cip:-alkyl-aminosulphonyl, nitro or cyano
groups, wherein the substituents may be identical or
different, or two adjacent hydrogen atoms of the phenyl

groups may be replaced by a methvienedioxy group, and
Rs denotes a hydrogen atom or a Cys—-alkyl group,

whilst by a hetercaryl]l group as mentioned above is meant a
pyridinyl, pyrazinyl, pyrimidinyl, pyridazinyl, pyrrolyl,
furyl, thienyl, oxazolyl, thiazolyl, pyvrazclyl, imidazolvl
or triazolyl group optionally substituted in the carbon
skeleton by a Ci-s—alkyl group wherein a hydrogen atom bound
to & nitrogen atom may be replaced by a Cis-alkyl or
phenyl-Ci.z—alkyl group and wherein the 5-membered
heteroaryl groups containing at least one imino group are

bound via a carbon or nitrogen atom,

a hydrogen atoem bound to a nitrogen atom in the
abovementioned groups may be replaced by a group which can
be cleaved in vivo, particularly by an acetyl or

tert.butoxycarbonyl group,
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\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat384\levelspace792\le
velindentO{\leveltext\'03(\'00); {\levelnumbers\'02;
Nf10\fs22\expndO\expndtw-2\cgrid

wWiAdaliB78Nclisttab\tx792\listid 77347193} \list\listtemplateidCbEEADT 8 2is
tsimple1{
\I|stlevel\levelnch\IeveInfcnO\IeveIJcO\IgvtecnO\IeveIfolIowO\IeveIstartat389\
levelspace792\levelindentO{\leveltext\'03(\'00);}{\levelnumbers\'02;
Nf10\fs22\expndO\expndtw-3\cgrid

\fildd\iS 26\ clisttabx p32 Nistid39424548 ks abovement ioned groups
\Ilsttemgolahelgl9764 48§\I|§ttsf{n le1{\listlevelleyel cO\Iev%)nfcn \leve éf:O\
IevelﬁcnS\(fev followo eve‘fs 96tevelsy acebf9 eVelindentopisveitext
\'O3 X003 IfevRinafiBEs\' 02 1048 2R exp n@@\ekmwcﬁmﬁzi\cgfldt he

\iA3Ai28R\clistabix 794} group
\I|st|d103431107}{\I|st\llsttemplate|d291718238\llst3|mplel{\llstlevel\levelnf

cO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat403\levelspace792\
lenvetiadentC{lleveltexth@3(\ ‘00 dflevelnionbersy 02 f LM s22kegtidi cned

“Qf%@ﬂ576\ “S¥§b¥X792%ups or in the alkyl molieties contained
in the above-defined groups of formula I optionally being

replaced by fluorine atoms and

the saturated alkyl and alkoxy moieties contained in the
abovementioned groupsg, which contain more than 2 carbon
atoms, may be straight-chain or branched, unless otherwise

stated,

the tautomers, the diasterecmers, the enantiomers, the

mixtures thereof and the salts thereof.

One subgroup of preferred compounds of general formula I

deserving special mention comprises those wherein
¥, R1 and Rs to Rs are as hereinbefore defined and

R; denotes a straight-chain or branched C_g-alkoxy-carbonyl
group, a Uso—cycloalkoxycarbonvl or a phenoxycarbonyl

group,

a straight—-chain or branched Cis-alkoxy-carbenyl group,
which is terminally substituted in the alkyl moiety by a
phenyl—- carboxy, Cj.:z—alkoxycarbenyl, aminocarbonyl,
C..z—alkylaminocarbonyl or di-(Ci_z—alkyl)-aminocarbonyl

group,
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\listid81601348H\list\listtemplateid1345284687\listsimple1{\listlevel\levelnf
cO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat406\levelspace792\
levelindentO{\leveltext\'03(\'00); {\levelnumbers\'02;
WiLOs22expndO\expndtwl\cgrid \fil44\i576 PCT/EP2005/(57002
\jclisttab\tx792}\listid5801 724 }\list\listtemplateid1202211814\listsimple1{\li
stIeveI\IeveInch\IeveInfcnO\IevechO\Tev3ezfjcﬁO\IeveIfoIIowO\IeveIstartat412\le
velspace792\levelindentO{\leveltext\'03(\'00);}{\levelnumbers\'02;
Nf10\fs22\expndO\expndtw-2 \cgrid
\fi144\li576\jclisttab\tx792}\listid68906225\list\listtemplateid1020972187\li
stg,ing[%Iel \istlevellevelnfcQ\levelnicnO Ievgl'cﬁO\Ieveﬂc\n0\1I}eveIfEII0WO\IeveI
startatd fe\revelspace 79 eveTindento{ivelsxi Ba(V6oY. 7Y = ¢roup:
HyévelhuitbersVoZ PH10\fs 22: kexphid1iexprndiwsiegrid ky 1 moiety by a
\idp2Mi288)ckisttah\bi92Nistid6338 L 21} Mist\isttemnlateid176633728\ist

simplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelst

aftatad1\revBipack 78318 fTddito{leveltext'03(\'00):}

the tautomers, the diasterecmers, tThe enantiomers, the

mixtures thereof and the salts thereof.

A zecond sub-group cf preferred compounds of general

formula 1 deserving special mention comprises those wherein
X, Ry and Ry Lo Ry are as hereinbefore defined and

R; denotes an aminocarbonyl or methylaminocarbonyl group,
an ethylaminocarbenyl group optionally substituted in the 2
position of the ethyl group by a hydroxy or Cias—alkoxy

group cor a di-{Ci.,~alkyl}-aminocarbonyl group,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

A third sub-group of preferred compounds of general formula

1 deserving special mention comprises those wherein
X, R; to Ry and Ry are as hereinbefore defined and
R, denotes an Ry— (n-C; s—alkyl)-phenv]l group, wherein

Rs denotes an amino, €3 ¢-alkylamino, di-(Cirg—alkyl)—amino,

phenylamine, N-phenyl-C:-z—alkyl-amino, phenyl—-C;_3—alkyl-
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{\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
\fi144\li576\jclisttab\tx792}\listid94879960}\list\listtemplateid2036429905\li
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\level

vateated4gBdevelspace792\levelindentO {\leveltext\'03(\'00); PCT/EP2005/057002
}{\Ievelnumbers\'02;}\flO\stZ\expnq2\§§pgdtw12\cgrid
\fiL44\li576\jclisttab\tx792}\listid50599058K\list\listtemplateid349264379\lis
tsimplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels
tartat428 \levelspace792\levelindentO{\leveltext\'03(\'00);

Hlevelmumbers)'023¥10¥s22¥exppdOtexpnatwiicgfiche or di- (phenyi-
\f&4)32}|é 8\'c|igtatabgé792;}\listid115616737}{\Iist\Iisttemplateid29268435\lis
tsimpleT{\l Ieveerevelr%cﬁ\Lfé)\ielnfcnO\Ievelja\IevechnO\IeveIfoIIowO
\levelstartat432\levelspace792\levelindentO{\leveltext\'03(\'00);

}{AL@VQ'%Q‘?ﬁs\'@g3H§rog§%g\§i@ungQéﬁ)ﬁﬂnché\Qﬂf%p of formula
\fi432\1i504\jclisttab\tx792]\listid805724 1K \list\listtemplateid954174918\list

simple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO
ﬁN(ng)—CO—(CHg}p"R13 (IV),

wherein Rz, p and Ri» are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures therecof and the salts thereof.

Particularly preferred compounds of general formuila I are

those wherein
X denotes an oxygen atom,
R. denotes a hvdrogen atom,

R; denotes a carboxy group, a straight-chain or branched

C.—s—alkoxycarbonyl group or a phenoxycarbonyl groug,

a straight-chain or branched C,s~alkoxy~carbonyl croup,
which 1s terminally subkstituted in the alkyl mciety by a
phenyl, carboxy, Cis—alkoxycarbonyl, aminocarbonyl,
Ciz—alkylaminocarbonyl or di-(Cj_3—-alkyl)-aminocarbonyl

group,

a straight-chain or branched Cj;as—-alkoxy-carbonyl group

which is terminally substituted in the alkyl moiety by a
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\levelfollowO\levelstartat440\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw1\cgrid
\fi432\1i288\jclisttab\tx792}\listid 128479934 H{\list\listtemplateid 1038354702\

vistgimpteidilistlevel\levelnfcOllevelnfcnO PCT/EP2005/057002

\leveljcO\leveljcnO\levelfollowO\levelstartat449\levelspace792\levelindentO{\
leveltext\'03(V00); H\levelnumbers\'02;}f10s22\expnd-1\expndtw-5\cgrid
\fil44\li576\jclisttab\tx792}\listid5918184 7}{\list\listtemplateid1597755595\li
stsimple1{\listlevel

\lgvelricQ)levelnfcp@leveljcOllevelicn@levelfollowOMeyglstartat455\levelsp
ace792\levelindento{\leveltext\'03(\'00); {\levelnumbers\'02;
WTO\s22texpnd \expridiwe Ehhia®
\fi72\1i648\jclisttab\tx792}\listid 10837644 2}{\list\listtemplateid 755604605

\istsimple 1flistieyelieveintcollevelnfanQlevglicallevelicnlevelfollowOlev
elstartat457\levelspace792\levelindentO{\leveltext\'03(\'00); .
HRIBVEIIMIBERTB2JFIO\E2 oy gt fonally substitiited in the 2

\iHlAMS 76 clisttahix 292}isti 7480864 73{\isttisttemplateid 1254549306

group ¢r a di—{C,;-alkyl) -aminocarbonvyl group,

Rz denotes a Cis—alkyl group or a phenyl group which may be
substituted by a fluorine, chlorine or bromine atom, by a

trifluorcmethyl, Ci.s—alkyl, hydroxy or Cis—alkoxy group,
Ryq denotes a Cs.g—cycloalkyl group,

wherein the methylene group in position 4 of the cyclohexyl
group may be substituted by an amino, Ci_s—alkylamino or
di~(Cyz~alkyl)~amino group or replaced by an -NH

or ~N(Cia-alkvl) group,

a phenyl group, a phenyl group disubkstituted by Cis-alkyl,
Ci.z—alkoxy or nitro groups, wherein the substituents may be

identical or different, or

a phenyl group substituted by the group Rs, which may
additionally be substituted by a fluorine, chlorine or
bremine atom or by an amine or nitro group, wherein

Ry denotes a fluorine, chlorine or bromine atom,

a Ciz—alkyl, C:.s-alkexy, nitro, amino or Cs¢cycloalkyl

Group.
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\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\lev
elstartat461\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
Wfdﬂ-ﬁﬂkm&)&;diSttab\tX792}\|iStid74030435}{\|iSt PCT/EP2Z005/057062
\listtemplateid711718503\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\
IeveIJcnO\IeveIfoIIowO\Ievelstartat462[\lé\7elspace792\levelmdentO{\IeveItext
\'03(\'00); K\levelnumbers\'02; \f10\fs22\expndO\expndtw4\cgrid
\fi432\1i288\jclisttab\tx792}

\“§t'9§1§6§?§9}{}l§£\£{%§ pla@%@@“%%?\'ts}%@mﬁ Qlistevelleveln

O\levelnfcnO\leve cO\IevtecnO\IeveIfoIIo \levelstartat4 \Ievelspace792\
edé |?hﬂ°e:ﬁ@{\ié¢%/eﬁé§<t\%3?@66)0}{\lé‘6émunff’t?é?é%? NFE6\FEPREgHgnt toned
\fiA324i288jelisttab\tg#92}os in the carbon skeleton may be

\listi Hilist\li su;emp te 8916156\I|stS| 1{\listlev I\Ievelnfc
§£Q§@§E§Qéﬂ1}! : ilﬁg Ilgw%\liféve[rstartat\ﬁ%% C}

levelnfcnO\leveljc Ieveljcnb\ evel Igvelspace8%ﬁklev

effdéntOfleRiExt\ TTOOEN \IEFelatimBeretoRy a Cis-alkyl or
NekQis22\expnd2\expndiwsl Wegrid \fie48\1i0

the group of formula

O
NH
MCH:‘\)\:§
N
H 0

a carboxy, Cirg—alkoxycarbonyl, phenyl-C..s—alkyl-

amino—carbonyl or Cs.y-cycleoalkyl-carbonyl group,

a 5 or 6-membered cycloalkyleneimino group, wherein

the methylene group in position 4 of the piperidino group

may be replaced by an oxygen or sulphur atom, by an —NH

or ~N{Ci.a~aikyl) group,

an unbranched Ci.a—alkyl group terminally substituted by the

group R,;, wherein

R7 denotes a Csy-cycloalkyl group,

wherein in a 5 or 6-membered cycloalkyl group a —(CHy)s
group may be replaced by a -CO-NH group, & —{CH:): group
may be replaced by an -NH-CO-~NE- or a —~(CH;): group may be

replaced by an -NH-CO-NH~CO group, whilst in each case a



\jclisttab\tx864 \listid81351570}\list\listtemplateid1437557351\listsimple1{\
listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat480\l
evelspace792\levelindentO{\leveltext\'03(\'00);K\levelnumbers\'02;
wWioMeR2lexpnd1l\expndtw5 \cgrid PCT/EP2005/057002
\fi432\1i288\jclisttab\tx792}\listid1919051 K\list\listtemplateid917580919\list
simple1{\istlieveNlevelnfcOllevelnfcro\iéveljcolleveljcnOllevelfollowO\levelst
artat482\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22 \expndO\expndtw-1\cgrid

\iZ2i648\iclisttab\tx 292 listid 1058452473 DlistVisttemplateid2 143228886\ -
s%s/imple1{§\{Iilstlevel\levelnch\IeveInfcnO\Ievelja\IevtecnO\IevelfollowO\IeveI
startatdg 7Wevelspate792\levelindento{lleveltext'03(100);}
{\levelnumbers\'02;}\f10\fs22\expndO\expndtw3\cgrid

\fiy 2\lie48\clisita istidB1960935H\listi latei 46\list
s%m%lke%é‘{)\ iétlgvel Ig\%%%? IeveInfcnO\%fvélljc%%ggglj%?d\lzéggl%%%%v (%I'evelst

GRS S ORERiA@R P Potnd via & carbon or

nitrogen atom, wherein the abovementioned hetercaromatic
groups in the carbon skeleton may be substituted by a
C.oa—alkyl group or a hydrogen atom bound to a nitrogen atom

may be replaced by a Ci_a-alkyl group,
a hydroxy or C.:.z—-alkoxy groug,

an amino, C_g-alkylaming, di-{Cis—~alkyl) —amino,
rhenylamino, N-phenyl-C; s—alkylamino, phenyl-Cis—alkylaming
or N- (Cia~alkyl)-phenyl-Cis—alkylamino group,

a O-hydroxy-C,.s~alkyl-amino,
N—{Ci.3—alkyl)y-@-hydroxy-Cip-alkylamino,
di-{@W-hydroxy-Css—alkyl)—amino or

di-{w-(Ci-z—alkoxy)-Cs s—alkyl)~amino group,

a Cyrs—alkylcarbonylamino-Cos—alkyl-amino or

Craralkylcarbonylamino~Coa—alkyl —N- (C; . 3—alkyl)—amino group,

a Ci-z—alkylsulphonylamino, N-{Cj_z;—alkyl) -
Cisz—alkylsulpheonylamino, C.s—alkylsulphonylamino—
—-Cyz—alkylamino or C..s-alkylsulphonylamino-

—Cpz—alkyl-N~(C:.s~alkvl)-amino group,

a hydroxycarbonyl—~Cios—-alkylamino or

N~ {Ci;z~alkyl)—-hydrcexycarbonyl-Ci.z—alkyl~amino group,
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{\leveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
\fi72\1i648\jclisttab\tx792}\listid15305644H\list\listtemplateid1081842543\lis
tsimplel1{\listievel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels

wartatb027evelspace792\levelindentO{\leveltext\'03(\'00); PCT/EP2005/057002

H\levelnumbers\'02;}\f10\fs22\expndO\expndtw-1\cgrid
\fi72\|i648\jc|isttab\tx792}\listid4013§4§£}{\"ﬁst\listtemplateid678431853\|ist
simplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO
\levelstartat505\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw1\cgrid
\fi720\li0\jclisttab\tx792 \Iistid71,022261é \list\listtemplateid2031262665\list
sﬁnﬁ%iﬂjﬁgﬁé%l%\?éi fettfevatittcRofevdiRdtdvalcib ey be replaced
\lewelfollawO\keMelstartatbk3\levelspace720\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
\fi144\i648\jclisttab\tx720}\listid45800738K\list\listtemplateid268133643\lis
tdmpleifilistieveRigiefrficollevelnfcno

-N{Rg)-CC—-{CHp) n—Ryg (II),

wherein

Rz denotes a hydrogen atom or a Cis—alkyl group,

n denotes one of the numbers 0, 1, 2 or 3 and

Ry denotes an amino, Cia—alkylamino, di-(Cis—alkyl)i-amino
or Ciy—alkoxy group, a 5- or t-membered cycloalkyleneiming
group, wherein the methylene group in position 4 of the
piperidine group may De replaced by an -NH, -N{Cj.;—alkvl)
or -N{C,s-alkyl-carbonyl) group, or, if n denotes one of
the numbers 1, 2 or 3, Ry may also dencte a hydrogen atom,
a group of formula

—N{R1()~(CHo )y~ (COY Ry 1 (IIT},

wherein

R.p denctes a hydrogen atom or a Cjps—alkyl group,

m denoctes one of the numbers 1, 2 or 3,
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\leveljcO\leveljcnO\levelfollowO\levelstartat516\levelspace792\levelindentO{\
leveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw2\cgrid
\fi720\li0\jclisttab\tx792}\listid3362017 3K \list\listtemplateid1443671553\list

vempledfistievel PCT/EP2005/057002

\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat520\levelsp
ace792\levelindent0{\leveltext\'03(\00):\Iévelnumbers\'02;
Nf10\fs22\expndO\expndtw-2\cgrid
\fil44\li576\jclisttab\tx792}\listid28365580K\list\listtemplateid1237045170

\listsimple Hlistieveplavelnfc\levelnfcn)levelichlevelicnQieyelfpllowO\ley,
el tartat533\leveIspace792\levelindentOi\IeveItext\'OB(\'OO);
} {5 0 and

evelnlitnbérsto2 oS 2\egrig e
\fi72\li720\jclisttab\tx792}\listid8075458K\list\listtemplateid934427875

\|ﬁ?i%@ﬁ?&i@iéﬂ%Yle'QEY%'@IC(H?VEME?QQ%‘:{‘?JEP\@ﬁ'@EE‘Q)@&%JWPW%'?NO,
eIstartat538\|eveIspace792\leveﬁnden 0{\leveltext\'03(\'00);

KileveMtinisersea2 3ot 2expradtexphddiofeghd @ 2~ or 6-
\fidLhlia4R)  clistialMx 792 Mistickd944 9623 MiSt wherein the methylene

group in positicn 4 of the piperidino group may be replacsd

by an -NH, -N(Ci.;—alkyl) cr -N{Ci.z-alkyl-carbeonyl) group,

an azetidino, pyrrclidineo, piperidino, 2,6-dimethyl-piperi-

dino, 3,5-~dimethyl-piperidinc or azepino group, wherein

the methylene group in position 3 eof the pyrrolidino group

may be substituted by a hydroxy group,

the methylene group in position 4 of the piperidino group
may be substituted by a hydroxy, hydroxy-Ci.a-alkyl or

Ci.s—alkoxy group or

may be replaced by an oxygen or sulphur atom, by a
sulphinyl, sulphonyl, -NE, -N{C_s;-alkyl), -N(Cj_s-alkyl-
carbonyl), -N{benzoyl) or —-N(phenyl-Ci salkvl-carbonyl)

group,

wherein a methylene group linked to an imino-nitrogen atom
of the pyrroliidine, piperidine or piperazino group may be
replaced by a carbonyl group,

or Ry denotes a straight-chain C1s-alkyl group which is

group,
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\listtemplateid1288300851\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljc
O\leveljcnO\levelfollowO\levelstartat542\levelspace792\levelindentO{\levelte
xt\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw2\cgrid

wii/20562)jaisttab\tx 792} PCT/EP2005/057002

\listid51862178H\list\listtemplateid1292425322\listsimple1{\listlevel\levelnf
cO\IeveInfcnO\IevteCO\IevechnO\IeveﬁoﬁéwO\leveIstartat546\leveIspace792\
levelindentO{\leveltext\'03(\'00);}{\levelnumbers\'02;
Nf10\fs22\expnd-1\expndtw-5\cgrid \fi144\1i648

\iglisttab\tx 792 Mistid 10722281 9K\list\listtemplateid286227790\listsimple 1{\li
stlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat551\le
velspace792\levelindentO{\leveltext\'03(\'00); {\levelnumbers\'02;

N1Otfs23\exond<liexpndtws8 \cgrik1v) ,
\fi72\li720\jclisttab\tx792}\listid49450207H\list\listtemplateid1048243444\lis
tsimplel1{\listievel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels
tartat556\evelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs23

Ri; denctes a hydrogen atom, a Ci.z—alkyl or phenvl-Cia—
alkyl group,

p denotes one of the numbers 0, 1 or 2 and

Riz denctes an amino, Ci_s—alkylamino, di-{Ci_s~alkyl)-amino,
benzylamino, N~ {Cisz-alkyl)-benzylamino,
Ciog~alkoxy-Ci.z—alkylamino, N-{Ci_y—alkyl)-
Cioz—~alkoxy-Cia—alkylamino, di-{2-methoxy-ethyl)-amino,
di-(®W-hydroxy-Cy s~alkyl)-amino cr aminocarbonyl-methyl-N-

{(methyl)=~amino group,

a pyrrolyl, pyrazolyl or imidazolyl group bound via a
nitrogen atom and optionally substituted by a Ci.y—-alkyl

group,

a pyrrolidino, pilperidino, morpholino, thicomorpholino or a
piperazine group optionally substituted in the 4 position
by a Ciz—alkyl, phenyl-C: :—alkyl, C.s—alkyvlcarbonyl or
Ci.a—alkoxycarbonyl cgroup oz, if n denotes the number 1 or

Z, it may also denote a hydrogen atom,
a group of formula

”N{Rl@)”(CHZ)q‘" {(CO)r—R1g (v},
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\expnd-1\expndtw-6\cgrid
\fi144\li648\jclisttab\tx792}\listid 73953392} \list\listtemplateid1694029094\li
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\level
vetertatB62develspace720\levelindentO{\leveltext\'03(\'00);} PCT/EP2005/657002
{\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
\fi504\1i288\jclisttab\tx720}\listid41190793}{\list\listtemplateid394205116\lis
tsimplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels
tartat572\levelspace792\levelindentO {\leveltext\'03(\'00);
Hiexelumbers\'02; }\f10\fs22\expndO\expndtw3\cgrid
\fi432\1i288\jclisttab\tx792}\listid24950858K\list\listtemplateid1725375662\li
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\level
startatB81-\levelspacelZz92\tevelindentG{\léveltexty03(\'00);:-a 1ky 1~

} f ndtwl\cgr ur
\%&2}{%}&;{ cI|s%gég%§29]}{l§s%[§(}e§6n%9&ﬁ%l|sg'?\{\lllsttempIate|d626356699\I|g'tl
sipie: {tisnevatevEiricbsvERTEHOve velicBlicbeljeroierEronBROY L

pyridinyl-Cy s—-alkylcarbenyl, Cirs—alkylsulphonyl,
prenylsulphonyl or phenyl-Ci.s—alkylsulphonyl group,

g denotes one of the numbers 1, 2 or 3,

r denotes the number 1 cr, if g is one of tLhe numbers 2 or

3, it may alsc denote the number 0 and

R;s denotes an amino, Cjs—alkylamino, di-(Ci1-4—alkyl)-—amino,
rhenylamine, N-(Cia—~alkyil)-phenylamino, benzylamino or

N-{Cis—alkyl)-benzyvlamino group,
or a group of formula

-N(Ry1g)—-503-Ry7 (VI),

wherein

R.s denotes a hydrogen atom or a Ci.s—alkyl group optionally
terminally substituted by a cvano,
trifiuvoromethyl-carbonylaming or

= {Cr.z~alkyl)-triflucreomethyl-carbonyl-amino group and
R+7 denotes a Ci3—-alkyl group,

wherein all the single-bonded or fused phenyl groups

contained in the groups mentioconed under Rg may be
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\levelstartat584\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw-2\cgrid
\fi432\1i288\jclisttab\tx792}\listid15741237H\list\listtemplateid780563274\lis

wsimptabfiistlevel\levelnfcO\levelnfcnO\leveljcO PCT/EP2005/057002

\leveljcnO\levelfollowO\levelstartat590\levelspace792\levelindentO{\leveltex
t\'OSO'OO);}{\Ievelnumbers\'02;}\flO\féZé@exbndO\expndtwl\cgrid
\fi720\li0\jclisttab\tx792}\listid25296280}K\list\listtemplateid2018986557\list
simplel1{\listlevel\levelnfcO

\levelofenQilevelicQ\levelicnOevelfollowQlevelstartata9\evelspace 792)e,
velindentO{\leveltext\'03(\'00); {\levelnumbers\'02;

Nﬁ%ﬁ%ﬁ&heﬁﬁﬁﬁﬂ%%ﬁﬁ : fﬁég”aetboxy, nitro or c¢vano group and
\fi1l44\li576\jclisttab\tx792}\listid26559205K\list\listtemplateid115607267\lis

t%@“ﬁ%%gtes a _hydrogen atom, .
\I|stIeveI\IeveInch\IeveIn?cnO\IeveI jcO\leveljcnO\levelfollowO\levelstartat603\

levelspace792\levelindentO{\leveltext\'03(\'00);{\levelnumbers\'02;

Nidfs22expndAexpadtvi2Aegridund toc a nitrogen atom in the
\fi720\|iO\jecligttab\tém%}\listid79552§0}{}|istYisttempIateid 1330979632
abovementioned groups may be  replaced by an acetvl or

tert.butoxycarbonyl group,

the carboxy groups contained in the abovementioned groups
may also be present in the form of the tert.butoxycarbonyl

precursor group and

the saturated alkyl and alkoxy moieties contained in the
abovementioned groups, which contain more than 2 carbon
atoms, may be straight-chain o¢r branched, unless otherwise

stated,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

One subgroup of particularly preferred compounds of general

formula I deserving special mention comprises those wherein
X, R:; Rz and Rs are as hereinbefore defined,

Ry denctes a straight-chain or branched ) .,—alkoxycarbonyl

group or a phenoxycarbonyl group,

a straight-chain or branched Cis—alkoxycarbonyl group,
which 1s terminally substituted in the alkyl moiety by a

phenyl- carboxy, Ci—z-alkoxycarbonyl, aminocarbonyl,
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\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\lev
elstartat609\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw3\cgrid

wib/2uea4 B\slisttab\tx792}\listid82348298}{\list PCT/EP2005/057002
\listtemplateid979208521\listsimple1{\listlevel\leveInfcO\levelnfcnO\leveljcO\
IevtecnO\IeveIfoIIowO\Ievelstartat61Z\Ié@elépace?gz\levelindentO{\IeveItext
\'03(\'00); K\levelnumbers\'02;\f10\fs22\expndO\expndtwl\cgrid
\fi144\li576\jclisttab\tx792}

\istid13 75035221 Mist\isttemplateid7A7a0375Vistsimpledfistievellavelnfc
O\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat616\levelspace 792\l
evafingéntofileveltext\'03(\'00); {\levelnumbers\'02;
Nf10\fs22\expndO\expndtwl\cgrid \fi144\li576

Ulistiablog 2Rt 18344163t erplaleid724821 520V istsimple1
listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levels artat621\|
elfBispace? 92 faveiitehiofidveitd kit bR 00): s ntmbersiosy by 2
Ne1QMs22kexpndO\eXppdiw-2amine, € s-alkylamino or

di~{Cy.2—alkyl)—-aminc group, and
Ry denotes an Ry~ (n—Ci.x—alkyl)-phenyl group, wherein

Ry denotes an amino, Cies—alkylaming, di- (C:-s~alkyl)-amino,
O-hydroxy—-Cs.s—alkyl—-amino,

N- (Ci-z~alkyl}-~@-hydroxy—Crz—alkyl-amino,
gi—-(w-hydroxy-Coz~alkyl)—amino or

di-{W- (Ci.a~alkoxy) ~Cs.3~alkvl)-amino group,

or a phenyl group substituted by the group of formula
-N{R12)—CO=(CHz) p-R13 (IV),

wherein Riy, p and Riz; are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

A second subgrocup of particularly preferred compounds of

general formula I deserving special mention comprises those

wherein

X, R1, Ry and Rs are as hereinbefore defined,
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\cgrid
\fi144\li576\jclisttab\tx792}\listid57684919K\list\listtemplateid1290411350\li
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\level
vetariasbaftdevelspace792\levelindentO{\leveltext\'03(\'00); pc1/EP2005/057002
H\levelnumbers\'02;}\f10\fs22 \expndO\expndtw-1\cgrid
\fi144\li576\jclisttab\tx792)\listid 12799656 T){\list\isttemplateid 1179098943\
listsimplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\leve
Istartat637\levelspace792\levelindentO{\leveltext\'03(\'00);}

{Mevelpumbersk02:1\10Ms22\expRd L\exppdtwd\egrid o ca b onyl group,
\f|432\||288\JcI|sttab\tx792}\llst|d10840926}{\I|st\I|sttemplate|d1771975001\I|

stEimpreEliRteb iRt noRevlicoel elithttidvetsiiowdiévet =
statvtalt645\rhe\¢e‘.lspaee&2ﬂeﬁveymdept@a{/\leaverkt;edt\t@&(\ @@);Ciz-alkoxy

glumbersy2; p10\saz\expndiexpnatwagicq

\f|432\ 288\Jcl|sttab\tx792}\llst|d104274558}{\I|st\I|stte%pla€é|d12501l7044\
listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\leve

IstartatbbZ es a Ry (n-C: 3-alkyl) phenyl group, wherein

R; denoctes an aminoe, Cie—alkylamino, di-(Ci4~alkyl)-amino,
O-hydroxy-Cy.s—alkyl-amino, N~ {Cis—alkyl)}-®-hydroxy—
=Cys—alkyl-amine, di-(®-hydroxy-C;_s-alkyl)-amino or

di- (@ {Cios—alkoxy) —Cioa-alkyl) -amino group,

or a phenyl group substituted by the group of formula
“N(R12) -CO~(CHp) =Ry 3 (IV),

wherein Ry, p and Ry are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

Most perticularly preferred compounds of general formula I

are those wherein
X denotes an oxygen atom,
R: and Rs each denote a hydrogen atom,

R, denotes a methoxycarbonyl, ethoxycarbonyl or

aminocarbonyl group,
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\levelspace792\levelindentO{\leveltext\'03(\'00);}{\levelnumbers\'02;
Nf10\fs22\expnd-1\expndtw-8\charscalex105\cgrid
\fi72\1i648\jclisttab\tx792}\listid38153198K\list\listtemplateid687315931\list
vaimpledqtlistievel\levelnfcO\levelnfcnO\leveljcOlleveljcnO  PCE/EP2005/057002
\IevelfolIowO\IeveIstartat657\|eveIspaceg92\levelindentO{\IeveItext\'03(\'00);
H\levelnumbers\'02:\f10\fs22\expnd-1iéxpndtw-6\charscalex105\cgrid
\fi432\1i288\jclisttab\tx792}\listid45082332}{\list\listtemplateid1881871739\li
stsimple1{\listlevel
\levetnfeQ\tevelafanleyeljcQuavelicnd\levelfollowO\levelstartat661\levelsp
ace792\levelindentO{\leveltext\'03(\'00); {\levelnumbers\'02;
Nf10\fs23\expnd-1\expndtw-6\cgrid
\fiL44Mi576Gelisttab 792} \listid®7 38600 stilisttermiplateitt ¢ 7086623R:
\ligtsimplg1{\listlevellevelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\lev
elstartat667\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs23\expndO\expndtw-4\cgrid
\fid324i288jelisttaliibd92Mistid6aaEEA16 st group,

an unbranched Ci; s—alkyl group which is terminally
substituted by a Cis—alkylamino, di-{Ci.s—-alkyl)-amino,
piperidino or 2, 6-dimethyi-piperidince group,

a group of formula

wN(R12)~CO—(CH2)p—R13 (IV),

wherein

R:» denctes a C1s3—alkyl group,

p denotes one of the numbers 1 or 2 and

R:.z denotes a di-{Ci3—alkyl)—amino group,

or a group of formula

“N(R74) = (CHp) 5= (CO) p~Ryg (V).
wherein
R-y denotes a Ci_z-alkyl-carbonyl or () s-alkylsulphonyl

group,
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\listtemplateid975143834\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\
leveljcnO\levelfollowO\levelstartat671\levelspace792\levelindentO{\leveltext
\'03(\'00);K\levelnumbers\'02; \f10\fs22\cgrid

wWiRashR88¥clisttab\tx792}\listid16388625}\list PCT/EP2005/057002

\listtemplateid458485689\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\
IevtecnO\IeveIfoIIowO\Ievelstartat67§\|é‘\7eI§pace792\leveIindentO{\IeveItext
\'03(\'00); K\levelnumbers\'02; \f10\fs23\expnd-1\expndtw-5\cgrid
\fi432\1i288\jclisttab\tx792}

\ligtidd 23,6362 725K \listlisttemplatsiddy 741902 32\listsimple1{\listlevel\leveln
fcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat685\levelspace 792
\levelindentO{\leveltext\'03(\'00); {\levelnumbers\'02;

N10Es2Aexprid@ expndtw-3\cgrid \fi72\648 one ¢f the numbers 2 or

\iglisttabtx792}\listid 127446652 \lisplisttenplateid 18455031 21\listsimplel

{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat692
\levelspace792\levelindentO{\leveltext\'03(\'00);{\levelnumbers\'02;
1f1L0\fa2Rexpndd\expndiwl-z1ky1) -amino group,

wherein the saturated alkyl moieties contained in the
abovementioned groups which contain meore than 2 carbon
atoms may be straight-chain or branched, unless otherwise

stated,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

A subgroup of most particularly preferred compounds of
general formula I deserving special mention comprises those
wherein

X, Ri, Bz and Rs are as hereinbefore defined,

Ry denotes a methoxycarbonyl or ethoxyvcarbonyl group and

Ry denotes a di- (Cys-alkyl)~amino-Ciz—alkylphenvl group or
a phenyl group substituted by the group of formula

~N(R12)~CO-(CHp) p-R] 3 (IV),

wherein Riz, p and Ri; are as hereinbefore defined,
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\cgrid
\fi720\li0\jclisttab\tx792}\listid4414994 7} \list\listtemplateid143582040\listsi
mplel{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstar
watbaneveispace792\levelindent0{\leveltext\'03(\'00);}{\levetcumbriskB 22
Nf10\fs22 \cgrid
\fi432\|i288\jc|isttab\tx792}\listid84915§§7}{\|ist\listtemplateid1905591245\Ii
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\level
startat700\levelspace792\levelindentO{\leveltext\'03(\'00);

HieuelhumbersyQ2; Mae\s22 dexpnddiexpndtwllcghd nt s omers, the
\fi432\|i288\jclisttab\tx79%i}\listid114654008§\Iist\Iisttemplateid526969159\|i

steimple1itishiefefidveitco\idVeIrfkhblievaifcaiebelcnolevelfollowollevel
startat705\levelspace792\levelindentO{\leveltext\'03(\'00);}

(Mevelnumbers\02 H1O\se2\expndo\expndiwe2\edlid, + 1avr i cutacly
\fi72\1i648\jclisttab\tx792}\listid104459305K\list I|sttempla%%|d89371387g\l|s

timpleiRteverevelted\evelnfcnolievelicOllevelicnO\levelfollowO\levels
tartat710\levelspace792\levelindentO

{a) 3-Z-[l-(4d-(piperidin-l-yl-methyl)-anilino)-1-phenyl~-

methylene]-6-ethoxycarbonyi~2~indolincne,

(b)Y 3-z2-[(l-{4-(piperidin-1-yl-methyl)-anilino)-1-phenyl—-

methylenel-6-carbamoyi—-2-indolincone,

{c) 3-2-[1-(4-(piperidin~l-yl-methyl)-anilino)-1-phenyl-

methylene] -6-methoxycarconyl-2~indolinone,

(d) 3-Z~[1-(4~ (dimethylaminomethyl)-anilino)-1-phenyl-

methylene] ~6~-ethoxycarbonyl-2-indolinone,

{e) 3-Z-[1-{4-{(2,%-dimethyl-piperidin-l-y1)-methyl)—-anil-

ino) -l-phenyl-methylene]—é~ethoxycarbonyl-2-indolinone,

(£) 3-2-[1-{4-(N-{2-dimethylamino-ethyl) N-acetyl-amino)—

anilino)-1-phenyl-methylene]~b6—-ethoxycarbonyl-Z-indolinone,

{g) 3-Z-{1-{(4-{N-{(3-dimethylamino-propyl)-N-acetyl-amino)—

anilinc)-1-phenyl-methylenel-6-ethoxycarbonyl-2—-indolinone,

(hy 3-Z2~-[1-{4-(N—-{2-dimethvlamino-ethyl) ~-N-methylsulphonvl-

amino)—anilino)-l-phenyl-methylenel-6-ethoxycarbonyl-2-

indolinone,
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{\leveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw-1\cgrid
\fil44\li576\jclisttab\tx792}]\listid116421867}{\list\listtemplateid 1953376770\
listsimplel1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\leve
vsianatéddodevelspace792\levelindentO{\leveltext\'03(\'00); rCT/EP2005/057002
H\levelnumbers\'02;}\f10\fs23\expnd-1\expndtw-8\cgrid
\fi144\li576\jclisttab\tx792}\listid433013€697}{\list\listtemplateid1801620019\Ii
stsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO
\levelfollowO\levelstartat717\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelaumbers\Q2; 1H10Ms23\expndOexpnetw-4\eghd o) —1-phenyi -
\fi720\|iO\chisttab\tx792}\Iistig16135687%{\Ii_st\|isttemplateid39904264\listsim
pleiplistEranevetcoleitiirehgrny L —=nadelinone,

\leveljcO\leveljcnO\levelfollowO\levelstartat723\levelspace936\levelindentO{\

'?V@it%&@?i\i@-@a}i\'@a@é%, \Pers\ 02 MIQS2AGONd . rpony eyl -
\fi432\li288\jclisttab\ix936istid481901 56} llistlisttemplateid 21399 70151\
stimpRA{fiRtiévefevefENE elffenby L ene ] -6-methoxycarbonyl -2~

indolinocne,

{k) 3~Z-[1-{(4-ethylaminomethyvl-aniiing)-lil-phenyl-

methylene] ~é-methoxycarbonyl-2-indolinone,

{1) 3-Z-{1-(4~(I-methyl-imidazol-~2-yl)-anilino)-l-phenyli-

methylenel] -6-methoxvcarbonyl-Z2-indolincne,

{m) 3-Z-[1-{(4~ (N~-dimethylaminomethylcarbonyl-N-methyl-
amino}-aniling)-l~phenyl-methylene] -é-methoxycarbonyl-2-

indolinone;

(n) 3-~Z-[1-{(4- (N~ (Z-dimethylamino—-ethyl}-N-methylsulphonyl -

amino)—anilino) ~l-phenyi-methylene]-6-methoxycarbonyl-2-

indelinone,

(o) 3-Z2-[1-{4- (N~ (3~dimethylamino-propyl}-N-
methylsulphonyi-amino)—-anilino)-1-phenyi-methyvliene] -6~

methoxycarbonyl~2~indolinone,

(p) 3-Z2-[1~-{4~(N-dimethvylaminccarbonylmethyl-N-
methylsulphonyli—-amine) —anilino)~1l-phenyl -methylenel -6

methoxycarbonyl-Z-indolinone,

(q) 3-Z-[1-{4~ (N~ ({2~dimethylaminc-ethyl)-carbonyl})-N-
methyl-amino)—anilino) ~1-phenyli-methylene] -6

methoxycarbonyl-2-indolinone,
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\leveljcO\leveljcnO\levelfollowO\levelstartat727\levelspace792\levelindentO{\
leveltext\'03(\'00); {\levelnumbers\'02;}\f10\fs22\expndO\expndtw1\cgrid
\fi432\1i288\jclisttab\tx792}\listid 103095756 {\list\listtemplateid 1875382240\

wigtgimpte14ilistievel PCT/EP2005/057002

\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\levelstartat731\levelsp
ace792\levelindentO{\IeveItext\'03(\'60)g;§{\lévelnumbers\'02;
Nf10\fs22\expnd2\expndtw13\cgrid
\fi432\1i288\jclisttab\tx792}\listid120200274K\list\listtemplateid1240233789
\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\lev

elstart t740| v €792\ eveh dentO{\leveltext\'03(\'00); .
}{\'(?e?/e numbgrs\gpﬁ 6\2 é\C rqa P g.no%etéy?) —N—a)cetyl—amlno}m
\fMBQAI}ZE@\Icllsﬁé@ﬂx‘i%}@n&tm@@%ﬂ@i@?{mm\ms%nﬁﬂaﬁeld%‘ztmmlone
\listsimple1{\listlevel\levelnfcO\levelnfcnO\leveljcO\leveljcnO\levelfollowO\lev
elstartat744\levelspace792\levelindentO{\leveltext\'03(\'00);
H\levelnumbers\'02;}\f10\fs22\expndO\expndtw3\cgrid
\filA\II576\[clisttabibe? 92N\ istit6227 544 7Hlist 1 ino) ~1-phenyl-

methylene]~6~-methoxycarbonyl-2-indolinone,

their tautomers, thelr stereoiscomers or the physiclogically

acceptable salts thereof.

Another subgrcup of compounds of general formula I
comprises those wherein

X denotes an oxygen or sulphur atom,

R; denctes a hydrogen atom or a prodrug group such as a

Crz~alkoxycarbonyl or C,.y—alkanovl group,

Ry denoctes a carboxy group, a straight-chain or branched
C..g—alkoxycarbonyl ¢roup, a Csiy—cycloalkoxycarbonyl or phe-
nyl~C;z—alkoxycarbonyl group, an aminocarboenvl or
C:p—alkylaminocarbonyl group or, 1if Ry does not denote an
aminosulphonyl-phenyl or N-{C_s—alkyl)-
C-.x—alkylaminocarbonyl-phenyl group, a di-{C:;-alkyl) -

aminocarbonyl group,

R; denotes a hydrogen atom, a Ci.g~alkyl, Ciq—cycloalkyl,

triflucromethyl or hetercarvl group,

a rhenyl or naphthvl group, a phenyl or naphthvl group
mone—~ or disubstituted by a fiuorine, chlorine, bromine or

iodine atom, by a triflucromethyl, C s-alkyl or Cios-alkoxy
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by a hydroxy, hydroxy-Ci.s~alkyl or Ci.sz-alkoxy-Ciaz-alkyl

group,

by a cyano, carboxy, carboxy-Cis-alkyl, Cis—alkoxycarbonyl,
aminccarbonyl, Cia-alkylamino~carkbonyl or di-{C:;s—alkyl)-

aminocarbonyl group,
by a nitro group,

by an amino, C; z;-alkylamino, di~(Ci_s-alkyl)-amino or amino-

Ci3-alkyl group,

by a Cr.z—-alkylcarbonylamino, N-(Cj 3-alkyl)~C-_3—alkyl-
carbenylamino, C;z—alkylcarbonylamine~-Cios—alkyl,

N— (Ci-z~alkyl)~Ciz—alkylcarbonylamino-Cis—alkyl, Ci.z—alkyl-
sulphonylamine, C:s-alkylsulphonylamino—Cys—alkyl,
N—(Cis~alkyl)~Cy 3—alkylsulphonylamino~Ci_s—alkyl or

by a cycloalkylamino, cycloalkyleneimino, cyclo-
alkylieneiminocarbonyl, cycloalkyleneimino~C; s—alkyl,
cycleoalkyleneiminocarbonyl-Cy a—alkyl or
cycloalkyleneiminosulphonyl-C;_s~alkyl group having 4 to 7
ring members in each casge, whilst in each case the
methylene group in position 4 of a 66— or 7T-membered

cycloalkyleneimino group may be replaced by an oxygen or
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tattatd8%tes a Csy-cycloalkyl group,

whilst the methylene group in the 4 position of a 6- cr 7-
membered cycleoalkyl group may be substituted by an aminc,
Cisz—alkylamine or di-(Cis—alkyl)-amino group or replaced by

an ~NH or -N(C,.s;-alkyl) group,

or a phenyl group substituted by the group Rs, which may
additionally be substituted by a flucrine, chlorine,

bromine or iodine atom, by a Cis—alkyl, triflucromethyl,
C.z—alkoxy, carboxy, Cias-alkoxycarkonyl, aminosulphonyl,

nitro or cyano group, wherein

Rg denotes a hydrogen, fluorine, chlorine, bromine or

iodine atom,

a cyano, nitro, Ci-s—alkyl, Cio—cycloalkyl, trifluoromethyl,
phenyl, tetrarzolyl cor hetercaryl group,

a €y 3—alkeoxy group optiocnally sunstituted by 1 to 3
fluorine atoms, a Cis—alkoxy-Cis—alkoxy, phenyl-Ci.s—alkoxy,
amino—Cjys—alkoxy, Cp.i-alkylamino-C; s—alkoxy,
di~(Ciz—alkyl)-aminc~-C;.3~alkoxry, phenyl-Ciz—alkylamino-
Comz=alkoxy, N-(Cia-alkyl)-phenyl-C; z-alkylamino—C;3-alkoxy,
Csy—cycloalkyleneimino—-C; s~alkoxy or Ci-z-alkyimercapto

group,
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a Ci.z-alkylaminocarbonyl or N-(Ci_s~alkyl)-
Ci-g-alkylaminocarbonyl group wherein an alkyl moiety is
substituted by a carboxy or Cij-alkoxycarbonyl group or is
substituted in the 2 or 3 position by a di-(Cia—-alkyli—
amino, piperazino, N-(Ci-z—alkyl)-piperazino or a 4~ to 7-

membered cyclicalkyleneimine group,
a 4- to 7T-membered cycloalkyleneimino group, wherein

a methylene group linked to the imino group may be replaced

by a carbonyl or sulphonyl group or
the cycloalkylene meiety may be fused to a phenyl ring or

one or two hydrogen atoms may each be replaced by a

C:s—alkyl group and/or

in each case the methylene group in the 4 position of a 6—
or 7T-membered cycloalkyleneimino group may be substituted
by a carboxy, C .s—alkoxycarbonyl, aminocarbonyl,
Ci.s—alkylaminocarbonyl, di~(Cis~alkyl)-aminocarbonyl,
rhenyl-Cis—alkylamino or N—(Cis—alkyl)-

phenyl-Cy s-alkyiamino group or
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Hilevelpumbers\'@Q2\f20which may be substituted
by & hydroxy or Ci.s—alkoxy group,

by an amino, Ci-s—alkyiaming, di-({(Ci.s-alkvl)-amino,

di-N- (Cya~alkyl)~amino-Cy.s—alkylaming,
Lri-N,N,N'~(Cis—alkyl)—amino-C; 3~alkylamino, phenylamino,
N-phenyi-C; s—alkyl-amino, phenvl-C._s—alkylamino,
N-{Ci-3~alkyl)—-phenyl-C; z-alkylamino or di-

{(phenyl-Cy s~alkyl) —amine group,

by a Cis-alkylcarbonylamine, N—-{Cis—-alkyl) -
Ci.z-alkylcarbonylamino, Ci.s-alkoxycarbonyl-Ciz—alkylaming

or N=- (Csy.y—alkyl)—-C.z—alkoxycarbonyl~Ci.z-alkvlamino group,

by a Cas—cycloalkylamine, Cyy-cycloalkyl-Ci_s—alkylaminoe or
Ca-r—cycloalkenylaminoe group wherein positicn 1 of the ring
is not involved in the double hond and wherein the
abovementioned groups may each additionalily be substituted
at the amino-nitreogen atom by a Ciz-alkyl group wherein
some or all of the hydrogen atoms are replaced by fluorine

atoms, by a Css-cycloalkyl, Cra-alkenvl or Ci4—alkyl group,
by a 4- to 7-membered cycloalkyleneimino group, wherein

a methylene group linked to the imino group may be replaced

by & carbonyl or sulphonyl group or



10

15

20

25

\fs22\expnd3\expndtw18\cgrid
\fiO\li360\jclisttab\tx648}\Is16}{\listoverride\listid122884582\listoverridecou
ntO\Is17H\listoverride\listid126489966\listoverridecountO\ls18}\listoverride\
Wietid®/896867\listoverridecountO\ls19}{\listoverride PCT/EP2005/057002
\listid13556088\listoverridecountO\Is20}\listoverride\listid47858886\listover
ridecountO\Is21}{\listoverride\listid67483623\listoverridecountO\ls22}{\listov
erride\listid73615118\listoverridecountO\ls23}{\listoverride\listid14219780\li
stoverridecountO
\Is24}{\listoverride\listid14219780\listoverridecount1{\lfolevel\listoverridefor

m%&\li%tl%vlel\l velchO\IeveInfcnO\IevechO\Ie_veI'cnO\IeveIfoIIowO\IeveIstartat
OiBvel&BacesAe Al RO IRVERE B30 00} IeveindifBaIs 0Z: 0 b °F
NIO\fs2 exrprd-d- \exphdtwbiegridhiazolo, pyridino, pyrazino or

\fgﬁﬂk@lﬁiﬁgae_\%@fﬁ}} saojlistaverridelistidZ988956\listqygrridecount
O\Is26}{\listoverride\listid 75218122\listoverridecountO\ls27}\listoverride\listi
d68671386vistvaid&countbRE28 IR\ Rt 11208852 2 1 kv L,

Ci-z—alkoxy or amino group or

cne or two hydrogen atoms may each be replaced by a

Ci.a~alkyl, Cso—cycloalkyl or phenyl group and/or

in each case the methylene group in the 4 position of a 6~
or T-membered cycloalkyleneimine group may be substituted
by a hydroxy, carboxy, Ci.;-alkoxyvcarbonyl, aminocarbonyl,
C-oz—alkylaminocarbenyl, di—(C.:;—alkyl)-anminocarbonyl,
rphenyl-Cia—alkylamino or N~ (Ci.z-alkyl)-phenyl-Ci s—al-

kylaminc group or

may e replaced by an oxygen or sulphur atom, by a
sulphinyl,

sulphonyl, -NH, -N{Ciz—alkyl), -N{phenvyl), -N{Ci-z-alkyl-car
bonvyl} or -N{benzoyl) group,

by a carboxy, C:.:—-alkoxycarbonyl, aminocarbonyl,
Ciz-alkyvlaminocarbonyl or di-(Cis-alkyl)-—aminocarbonyl
group or

-

by a 4- to 7-membered cycloalkyleneiminocarbonyl group,

an amino, pyrrolidine, piperidino, morpholino, benzoylamino

or N-{Ciz-alkvyl)-benzoylamino group,
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~N(Rg)~CO- (CHp) n—Ro (11),

wherein

Ry denotes a hydrogen atom or a Ciz—alkvl group,
n denotes cne of the numbers 0, 1, 2 or 3 and

Re denocotes an amino, Cjg~alkylamino, phenylamino,

N~ (Ci—g~alkyl)-phenvlamino, benzvylamino,
N=({Ci.q=alkyl)-benzylamino or di-(Cyy~alkyl)-amino group, a
4— to T-membered cycloalkyleneimino group, whilst in each
case the methvlene grcup in the 4 position of a &~ or 7-
membered cycloalkyleneimine group may be replaced by an
oxygen or sulphur atom, by a sulphinyl,

sulphonyl, =-NH, -N(Ci:—alkyl), -N{phenyl), -N{Ci-zalkyl-car
bonyl) or -N{(benzoyl) group, ¢r, if n denotes cne of the

numbers 1, 2 or 3, it may also denote a hvdrogen atom,
a group of formula
=N{R1g) ~{CHp) iy~ {CO) -R1 1 (I11),

wherein
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UAtQASESIE s one of the numbers 1, 2, 3 or 4,

o denotes one ¢f the numbers 0§ or 1 and

R.; denotes an amino, C..s—alkylamino, phenyliamino,

N-{C: s~alkyl}-phenylamino, benzylamino,
N={Ci.y—alkyl)-benzylamino or di-(C; s~alkyl)-amino group, a
4- to T-membered cycloalkyleneimino group, wherein the
cycleoalkylene moiety may he fused to a phenyl ring or in
each case the methylene group in the 4 position of a 6- or
7T-membered cycloalkyleneimino group may be replaced by an
oxygen or sulphur atem, by a sulphinyl,

sulphonyl, -NH, -N{(C..s;-alkyl), ~N{(phenvl), -N{C; s-alkyl-car
bonyl) or —-N{kbenzoyl) group, a Ci—s—alkoxy group or a
di-(Cy 4—alkyl) —amino-Ci.z-alkylamino group optionally
substituted in the 1 pesition by a Ci.;-alkyvl group,

or an N-{(Cis-alkyl)-Cys—alkylsulphonylamine or
N— (Cia~alkyl)-phenyleulphonylamine group wherein the alkyl
moiety is additionally substituted by a cyanc or carboxy

group,

wherein all the single-bonded or fused phenvl groups
contained in the groups mentioned under Ry may be mono- or
disubstituted by flucrine, chlorine, bromine or iodine
atoms, by Cis-alkyl, trifluoromethyl, Ci_s—alkoxy, carboxy,

Ci-s—alkoxycarbenyl, amincsulphonyl, nitro or cvano groups,
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wherein by an aryl group is meant a phenyl or naphthyl
group optionally mono- or disubstituted by a fluorine,
chlorine, bromine or iodine atom, by a trifluoromethyl,

Ciz—alkyl or C..s-alkeoxy group and

by a heteroaryl group is meant a monocyclic 5- or
6—membered hetercaryl group optionally substituted by a
Ci3~alkyl group, wherein the 6-membered heterocaryl group
contains one, two ¢r three nitrogen atoms and the 5-
membered hetercaryl group contains an imino group
optionally substituted by a C..;—alkyl group, an oxygen or
sulphur atom or an iminc group cptionally substituted by &
Cis—alkyl group and an oxygen or sulphur atom or one or two
nitrogen atoms, and moreover a phenyl ring may be fused to
the abovementioned monocyclic heterocyelic groups via two

adiacent carbon atoms,

the saturated alkyl and alkoxy moieties present in the
greoups defined above which contain more than 2 carbon atoms
also include the branched isomers thereof such as, for
example, the isopreopyl, tert.butyl or isocbutvl group,

unless otherwise stated, and
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48\listoverddeeaunrttour of compounds of general formula I which

deserves special mention is the subgroup wherein the
substituent in the & position of the substituted indolinone

of general formula I comprises a substituted amido group.

The above exemplified compounds, their tautomers, their
sterecisomers or the physiologically acceptable zalts
thereof, as well as their manufacturing process, have been
described in WO 01/27081, the content of which is

incorporated herein by reference,

Further compounds in accordance with the above general
formula I which are preferred within the meaning of the

present invention are the following compounds:

(t) 3-2-[1l-{4-(2-dimethvlamino-ethoxy)-anilino)-1-phenyl-

methylenel-~6-methoxycarbonyl—-Z2-indolinone

(u) 3-Z-[1l-{4-(N-({4-methyl-piperazin-1-vy1)-
methylcarbonyl) -N-methyl-amino)—anilino) ~1-phenvyl-

methylene]-6-methoxvcarbonyl~Z-indelinone,

{(v) 3-Z-[1l-(3-cyvano—4— (N-dimethylaminomethyvlcarbonyl-N-
methyl-amino)-anilinc) —l-phenyl-methylene] -6~

methoxycarbonyvl-Z2-indolinone
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cauftNIsdPOH-phenyl -methylene] -6-methoxycarbonyl-2-indolinone

vy 3-2-11-{4- (I (N-(2~-dimethylamino-ethyl)-N-methyl-
aminomethylcarbonyl) -N-methyl-amino}—anilino) ~1-phenyl-

methylene}~6-methoxycarbonyl-2-indoclinone

(z) 3-2-[1-{4~-(N-(di-(Z2-hydroxy—-ethyl}-amino-
methylcarbonyl)-N-methyl-amino)-~anilino}~l-phenyl-

methylene]-6-methoxycarbonyl-2~-indeolinone

(aa) 3-2-[1-(4- (N—(imidazol-l-yl-methylcarbonyl)-N-methyl-
amino)-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-
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methylene] —6-ethylcarbamoyl-2-indolinone

(bv) 3-Z-[1-(4- (N~ ((4-methyl-piperazin-l-ylj-
methylcarbonyl) -N-methyl-amino)-anilino) -1l-phenyl~—

methylene] —-6—ethylcarbamoyl -2-indolinone

(bw) 3-7Z-{1-({4- (N-(2-dimethylaminc—ethyl)-N-
methylsulphonyl-amino) —anilino)~l-phenyl-methylene] -6~
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lene] —-6-ethylcarbamoy

{bz) 3-Z-[i-{4-dimethvlaminomethyl-anilino)-1-phenyl-

methylenei-6-ethylcarbamoyl~2~indolinone

{(ca) 3-Z-{1-(4- (N~ (Z~dimethylamino—ethyl)-N-acetyl-aming)-

anilino)~1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

{ch) 3-2-[1-{4~ (N~ {3~-dimethylamino—-propyvl)-N-acetyl-amino)} -

anilino}—l-phenyl-methylenel~f—ethylcarbamoyl-2-indolinone

{cc) 3-Z-[l-{4-carbamoyl-anilino)-l-phenyl-methylene] -6-
ethylmethylcarbamoyl-Z2-indolinone

{cd) 3-2-[1l-(4-(N-(2-diethylamino-ethyl) -carbamoyl)—
anilino)-1-phenyl-methylenel-o—ethylmethvlcarbamoyl-2—

indolinone

(ce) 3-Z-i{i-{4-{({4-methyl-piperazin—-i-yl)-carbonyl)-
anilino)-1l-phenyl-methylene]l-6-ethylmethylicarbamoyl-2—

indolinone

{cf) 3-Z-[1-{4-({4d-methyl-piperazin-l-yl)-carbonyl)-

aniiinoj)-1l-phenyl-methylene]l-6-ethylcarbamoyl-2-indolinone

(cg) 3-2-[1-(4-{{4d—ethyl-piperazin-l-vl)-carbonyl)—-anilino) -
l-phenyl-methylene]-6-ethylmethyicarbamoyl-2-indelinone
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ethylmethylcarbamoyl-2~indolinone

{ci) 3-Z2-[1-{4-(N—((4-methyl-piperazin-l-v1)-
methylcarbonyl) ~N-methyl-aminc)~-anilino) ~l-phenyl-

methylene] ~6~diethylcarbamoyl-2-indolinone

{ci) 3-Z-[1-{4-{{cis-3,5~dimethyl-piperazin-1-vy1)-
carbonyl) ~anilineg) ~i-phenyl-methylenel—-6-

ethylmethylcarbamoyl-2-indolinone

{ck}) 3-Z~[1l-{4d~{(d-ethyli-piperazin-1-vyl)~carbonyl)-

aniling)-1-phenyl-methylene] -6-ethylcarbamoyl-Z-indelinone

(cl) 3-2-[1-{(4-(N-(Z2-diethylamino-ethvyl) —carbamoyl)-
anilino)-l-phenyl-methylens]-6-ethylmethylcarbamoyl-2-

indolinone

{cm) 3-Z2-{1l-(4-{(cis-3,5-dimethyl-piperazin-1-v1)-
carbonyl)—-anilino)-l-phenyl-methylenel-6~ethyvlcarbamoyl—-2—

indoclinone

{cn) 3-Z-[1-{4-(N- (3-dimethylamino~propyl) —N-
methylsulphonyl-—amino) —aniline)-l-phenyl-methylenel -6~

ethylcarbamoyl-Z2-indolinone

{co) 3-Z—[i-(4- (N-dimethylaminomethylcarbonyl-N-methyl-

aminoj}-anilino)-methylene]~6-methoxycarbonyl-2-indclinone
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H\expndO\expndtw-2\cgrid of genéral formula
methylcarbonyl) N-methyl-amnino)-anilino} -methylens]~6-

methoxycarbonyvi-2-indolincne
(cr)y 3-2-[{1l-{4-(N-{({4d-methyl-piperazin-1-y1)-

methylcarbonyl)~N-methyl-amino)-~anilino) -methylene]-6-

ethylcarbamoyl—-2-indolinone

{cs)y 3-2-[l-{4-dimethylaminomethyl-aniling)-methylenel-6-

ethylcarbamoyl-2-indclinone

{ct) 3-Z-{1-({4- (piperidin-1-ylmethyl)-anilinc)-methylene]-

6-ethylcarbamoyl—-2-indclinocne

(cu) 3-2-{1-{4-(N-(3-dimethylamino-propyl} ~N-acetyl-amino) -

anilino}-methylene]-6é~ethylcarbamoyi-2-indolinone,

their tautomers, their stereciscemers or the physiologically

acceptable salts thereof.

These compounds may be prepared analogously to the
compeounds of WO 01/27081 and using the methods described
hereafter.

Abbreviations used:

HOBt = l-hvdroxy-1lH-benzotriazole
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Examples {t) tc {al):

10 The following compounds of general formula IT are prepared

analogously to the compounds described in WO 01/27081:
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(Z} -H ~H Me N\/\ +
N OH c [m+H 1 202 ()
~., 0
= CaaHaeN:0 | 508 0.45
(@a) |-u |-n |me [ e 271 |
v O 4 [m+H1" (A)
“NH~ {CO) ~CHz~{ Cu9Hs N0 471 250~ 10.50
(ab) | -H —-H
NMes, 4 Em+H}+ 255 (A)
™
. Cs2H3sNs0 | 554 180-(0.50
(acy | -0 |-E | e _[NJCHB ’
Mo 4 (m+H]" 1185 (D)
l@‘“"@ CaHaaNL0 | 539 190~ |0.40
{ad) |-H |-H Me.
-0 4 imrE]T (193 |(D)
wo N M eoas0 | 554 254~ |0.50
(ae) |~CHs {~CHs | '\ L .
N0 s (m+a]" 257 | (C)
N-Me
N CapHa1NgO | 526 170~ 310.40
(af) |-0 |-n H\_[‘——" P °
N ’ [m+H]™ {175 | (&)
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c9c04b5a30c9a21c0f6927dc8221f3b6f3clc2c5c643c9f4f27aeb216df7def
6898f92422c7¢4652886577693cf0c2d20cfb3beB8ac641cl6ffbadabb93ffe9
ae
vod 2ed@ate695e4c3f27f476949e085¢c5¢2016b2b79dd056b#0e303RE Bk

a602d2557a197b4485e740354f6d2494939d91da5ad022fa0327f1bd6547
2ad4aeba
4853936d8dccb6b2d655e98ee5a272¢cd2975d302355ed80e9c9ee84e9c9%e
e84c5c67507ec8elf664e7e97917¢8165fb9f1fb6774d5dfe6098bf0d0b86a

4

?o (DAL

cH,
i8fid310e3e18c67c¢2bbgau51cd7736200266eff9306037¢5293bR6163f

P5Z%74chbd fbf$4&0d S%f f157ce9!35941faa75e7071Q5b 674976662b3

=N {(Me)}—-(CO)~ {CspHaNO {517 166~ 10.40
(ah) |—H -~H
{CH3)s—-NMe: 4 (m-H]1" 170 (C)
~-N(Me)—- (CO)~
. CaoHzaNs0 | 5048 166~ 10.30
{al) |—H -H NH~{CHz) 2~
4 1170 (E}
NMe; [t
C23HyaN20 275-10.80
(a5) |-n u u 23H1sN20 {371
3 im+H]" |280 1 (C)
CosHoaN-0 1478 278-10G.70
{ak) {—H —H ~N{S50:Me} —CHs,
55 [m+H1" [282 (C)

*Solvents:

(A}: silica gel, methylene chloride/methancl %:1

(B} : aluminum oxide, methylene chloride/methanol 20:1
(C): silica gel, methylene chloride/methancl/ammonia
9:1:0.1%

(D) : silica gel, methylene chloride/methanol/ammonia
5:1:0.01

(F): silica gel, methvlene chloride/methancl/ammonia
9:1:0.01

The following compound is prepared analogously:

{al) 3-Z-(l-cyclohexylamino—-l-phenyl-methyvlene) —6-
methoxycarbonyl-Z2-~indelinone

Re¢ value: 0.60 (silica gel, methylene chioride/methanol =
9:1)

Melting point: 236-243 °“C

Ca3HyaNy0s

Mass spectrum: m/z = 377 [m+H]®



3153¢9e52d2f69ch1f9d3173cc97f79dblbbc6f5ech133f6ad5868698f9cbl
71a88d6b59af4151189b3075fd9b33¢c65914a8177bf5a22385e145350a4b
c371ed
v5adRms8dhidabb1539d1589207efe66be325819da575cc7 ¥ehQoa4bldean:
bel13769c346e18fb2285358bd8c62e4c60e3664d33d59d23b0elbc79¢c729
78628be6 - 72 -
1d1dcfe018605b7ac2296cdchc95303b96346c4bb805bd096f612e21f6aa6
1927953138e63674ddb12c684e358ch248511bfe2d8a2699279b3a74607
dof72a32
36¢7b171cbb6840e97718c4165f6845930cea08a8235a54d6177b76fc586
d0edc8860906ddae16018a9d01b6957fda3b160c3012a1c6a48625c69390
odebGgdes {am) to (av)

5 The following compounds of general formula III are prepared

analogously to the compounds described in WO 01/27081:

RE
H
O
w0 1)
N 1}
N (1)
O
10
Iy
o
‘6{ 'k
S “ 5 5 o 5
g RS g @ o © =
g : SO £ 0 >
& - SN ]
— [0
o
=
(am) M a0 167 275 050
am . g Ho gl 1O
e J 28Hz sNal3 CmeH]- ()
398 0.76
{an) ~(CHz -NHMe Co4H1NA05 R 287
[m—H] {(A)
e 0.70
{ao} fN\} CarHasN30; 454 335
: [m-f]" (A)
~NA{SO:Me) - 519 0.70
{ap) CuoqHopalN0:53 280
(CHz) »~NMe; [m—H] (A)




c6564c5f1f9bbebbd56a58a47d8cbh8877d17d3c6063ald14e387ael81fla7
e173449104b02bda9c0b60562ab50fb5dc06f61d81dc3ef72d8b6002c4f74
55e792
vabeaknlbika3e26b918004f43583elecac7ac7a28d66335ach8{3ardkArAlq
292de3da861a3dc26ab65c8fbf817bb%?ng1a76900f48e56392a169d6f536
5b9b58 -7
d6ad91f23151d808134c6c6b62d9200e64b981f705bc4alb256b585¢c4a2a
3ab7cae682b92939127f04a29af03890eb1192b630b141e995f2d9e3f9010
53ahctb

10

OH
75666 d9€894ddla5455309 gpggl%? 935b0595ﬂﬁ7g§%%2§9p4C4ﬂ26@61
Beb0B2e5)07c5210a74be6733030b9 7d60tagba4 25k abpdfesp58d
pabcadl
(ar) | Me ,(Nr:g’\we Ca0Ha:Ns0 220 346 0-e0
ar . 3pHasd
40 T tmenl” (2)
NC:,O 513 0.70
{as) Me.NI CooHoeN 405 1 237-238
. 0 [m+H] (&)
i 528 0.50
N .
(at) M. s CapHyaNs04 ) 238-240
wl; NMe, 0 5 ] ()
444 0.35
(aw) ~Q(CHzY2~NMes | CogHzsN304 ) n, o.
[m+H]" (B)
*Solvents:
{A) : reversed phase RP8, methanol/brine (5%} = 4:1
(By: silica gel, methylene c¢hloride/methancl 4:1

The following compound is prepared analogously:

(av}) 3-Z— (l-cyclohexylamin-l-phenyl-methylene)-6—carboxy-2-
indeolinone

Rf value: 0.50 ({(silica gel, methylene chleride/methancl =
9:1)

Melting point: 347-350 °C

CozHaoNo05

Mass spectrum: m/z = 363 [mtH]"

Dxamples (aw) to (az}



24acd051a066325b9c8612db31b94479e588d0f93e592f95b4f350ad99cae
d01f145256da3b148d795ce2b319857783bd5d8beaea2c8blcOeb6fb42fa9l
c2063a

ved 9bik8ewf:0681c498f6751243cd4488a9¢c274442bd 31262 3500844 h o082
b59446ed1dOa532e7f2ea5a166624a5311ee503e8ee08b79d343a26e2900
770b7743
0a6302691bdd37756fad123c62f368634alaecel6340628499809809d2a8¢c
d886292589f9a694c4770f08532389ef1ed00428698499504ae266420e09

tedel07_7_ 11— (3— (dimethylaminomethyl)-aniline) —1- (3—(2-
373f11919902e3d27419a028c40d1f020a524a8aa8c0b6c061244acgca4c

3BEORLFT 1582 4ds 186U BoRGIGEB a6 55 Taf1R121eR5E714958Ccag
226b0ldnone

(ax) 3-Z-[1-{4-(2~dimethylamino—ethyl)-anilino)-1- (3= (2~
5 carboxy-ethyl) —phenyl) ~methylene] -6-methoxycarbonyi—2—
indolinon
(ay) 3-Z2-[l-{4-(l-methyl-imidazol-2-yl)—-anilino)-1-(3—-{(2~
carboxy—ethyl) -phenyl) -methylene] -6-methoxycarbonyl-2-
indolincne
16 {az) 3-2-[1-{4-(dimethylaminomethyl)-anilino)-1-(4~ (2~
carboxy-ethyl}) -phenyl) ~-methylene] -6-methoxycarbonyl-2-

indolinone

Preparation cof the starting compounds:

15
(1.1} l-acetyl-3-(l-hydroxyv-1-{3— (Z2-ethoxvcarbonyl—-ethyl)~
Phenyl) -methylene) ~6-methoxycarbonyl-Z-indolinone
©.00 g l-acetyl-6-methoxycarbonyl-2-indclinone, 6.30 g 3-
{Z—ethoxycarbonyi-ethyl)~benzoic acid {preparation

20 analogously to Tetrahedron 1%%7, 53, 7335-7340) and 9.10 g
ITBTU are dissolved in 80 ml of dimethyliformamide, 13.5 ml
diiscpropylmethylamine and 4.34 g HOBt are added and the
mixture is stirred for 12 hrs at ambient temperature. After
this time the solvent is removed, diluted hydrochloric acid

25 is added and the residue is recrystallized from methylene
chloride/methanol.
Yield: 10.6 g (24 % cof theory)
Rs value: 0.50 {silica gel, methylene chloride/methancl =
19:1)

30 Melting point: 80-84 °C
C2qHzsNO,

Mass spectrum: m/z = 438 [m+H}™
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5a6cc8103721456d92274400e9880e632850ec851f35639853570d49052b
27241

Weei2e@B89e306a28e244bfe9228dd84ea9be75f2cala23d2 Fuanidda ik 32

a6f70026d046f48d709394928453a6168e0b064823020cca949d02197d4b
4aal52el
7638a3302a15567dd39f2d95244c524bd329b79446a5c24a9adec46488e8
84e93034ae42f4898b92baacb75f9ddc9ebad4853a54e3e881901d4b1812a
5227ec29
7e50bc895d5075dcf350ec858e187f43d513e232¢c774¢2922f98cc1fb27¢80
bfdfB8 b 8L aRE cARAPBATAST st dBE 3BEE FotoRD AU BT081 163633
a3e?2

{(I.2) l-acetyl-3-(i-hydroxy-1-{(4-(2-methoxycarbonyl-ethyl)-
phenyl) methyvlene) ~6-methoxycarbonyvl-2-indolinone
prepared from l-acetyl-6-methoxycarbonyl-Z-indolinone and

- (Z-methoxycarbeonyl-ethyl) ~benzoic acid (preparation
analogously to Tetrahedron 1997, 53, 7335-7340)
R value: 0.60 (silica gel, methylene chloride/methancl =
19:1)
Melting point: 188-192 °C
Ca3Hz1NOq

Mass spectrum: m/z = 422 [m-B]~

(IT.1) l-acetyl-3-(l-methoxy-1-(3~(Z2-ethoxycarbonyl-ethyl) -
phenvl) -methylene) -6-methoxycarbonyl-2-indolinone

7.17 g trimetnyloxeniumtetrafluorcherate are slowly added
to a sclution of 10.6 g l-acetyl—-3-{l-hydroxy~1- (3~ (2~
ethoxycarbonyl-ethyl)-phenyl)-methylene) ~6-methoxycarbonyl -
Z—indolinone {starting material IT.1) and 12.5 ml ethyl-
diisopropylamine in 100 ml methylene chloride. After
stirring for 4 hrs at ambient temperature another 3.50 g
trimethyloxoniumtetrafluoroborate are added and the mixture
is stirred for 1Z hrs at ambient temperature. After that
time the mixture is washed twice with water, the organic
rhase i1s dried over magnesium sulphate and the solvent is
removed. The residue is purified over a silica gel column
with methvlene chloride/methanol (97:3) as eluant.

Yield: 4.56 g (42 % of theory)

Re¢ value: 0.90 (silica gel, methylene chloride/methancl =
20:1)

CasHzsNGy
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d9b2e04454a94dec209752e46d650f572f077b0ed8384f178b54accc90d28
bec773b96¢c7eea3a258220bh90b3f1133b96d71de23047d442f8093f64aeb
07c034c

vBacem38cai05chb37c04c56647cf3fe8b0356788451aecal5aded m86NiEadh:2

0ab711655dd435f823872129d2924cd654e78ch71c942c64d4ca63e23610
0e36b02a A

e5ea9b074f6e03b14f03abcad551687c7732b54bab3ce32a300e9e4c2f59b
12a6ee10323e29f5e871eaf61d2918f8c6ae8d45ed694de3e324e674ced4

5§égg4gpectrum: m/z = 452 [m+H]"
26c6a2be64c7a46918df5df1be75bafl4c99c4c0bd9ddaf04b0cccOaed1898

83da31706fc77f0a22317062edd2c022805d1abh8bf58a5¢c1d366c5e0e2acl
58893 folicwing compounds are prepared analogously:

(Il.2)l-acetyi-3~(l-methoxy-1- (4~ (2-methoxycarbonyl-ethyl)-
phenyl) methylene)-6-methoxycarbonyli-2-indolinone

prepared from l-acetyl-3~ (l-hydroxy-1-(4-(2-
methoxycarbonyl—ethyl) —phenyl) -methylene)—6—
methoxycarbonyvl-2-indolinone (starting material T.2)

Ry value: 0,80 (silica gel, methylene chloride/methancol =
19:1)

Melting point: 112-117 °C

CaqHzaNO5

Mass spectrum: wm/z = 438 [m+H]'

(TII.1) 3-Z-[1-{4- (dimethylaminomethyl)—anilino)-1—-(3-{2~
ethoxycarbonyl-ethyl)-phenyl)—methylene] -6~methoxycarbonyl-
2-indolincne

1.2 g l-acetyl-3-(l-methoxy-1- (3~ (2-ethoxycarbonyl-ethyl)-
phenyl) -methylene) -6-methoxycarbonyl-2-indolincne (starting
material II.1) and 0.32 g 4~ {(dimethylaminomethyl)-aniline
are dissoclved in 10 ml of dimethylformamide and stirred for
3 days at 110°C. After cocling the solvent is evaporated,
the residue is taken up in 5 ml of methanol and 200 mg 20
percent sodiumethylat-solution in ethanol are added. The
mixture is stirred for 1.3 hrs at ambient temperature, fLhe
solvent is removed and the residue is taken up in water.
The aguecus phase 1s three times extracted with sethyl
acetate and the combined organic phases are dried over

scdium sulphate. After evaporation of the solvent the
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796bdfe01f61d847f27f8c5194b7b43d6477b7485b20d1a6055b2210b9245¢
905f2d32c0bb6447ea963eb1b268dc6969e4a22ded7222d4662470bf6088
9db6d7d

wiB8eitidhied63a8de086adel1cd4866dd31310a3a87cde3GaticenasSaaad

Ofb69706304651a2778307e09940bb2;07167ceee4b267ed2022f691c7c038
acl10f58 B B
95c47fe74962e7b63c08c67cda7f6285f63da534fbd20000000049454e44a
426082 }}

residue is purified over a silica gel column with methylene
chloride/methanol (9:1) as eluant.

Yield: 0.33 g {(35% of theory),

Rr value: 0.35 (silica gel, methvlene chloride/methanol =
9:1)

Melting point: 129-134 °C

C1Hs3N305

Mass spectrum: m/z = 528 [m+H]"
The following compounds are prepared analogously:

(ITZ.2) 3-Z2-[i-{4~{2~dimethylaminc-ethyl)—anilino)-1-(3-(2-
ethoxycarbonyl—-ethyl)-phenyl)-methylene] —6-methoxycarbonyl-—
Z-indolinone

prepared from l-acetyl-3- (l-methoxy-1-(3-(2-ethoxvycarbonyl—
ethyl)-—phenyl)-methylene) -6é-—methoxyvcarbonyl-2-indelincne
{starting material ITI.1)

Ry value: 0.30 {silica gel, methylene chloride/methanol =
9:1}

Melting point: 174-177 °C

CaoHasNz0s

Mass spectrum: m/z = 542 [m+H]™

(II1.3)3-Z-[1~ {4~ (I-methyl-imidazol-2-y1l}-anilino}—1-(3-(2-
ethoxycarbonyl—ethyl)-phenvl)-methylene] ~6-methoxycarbonyl-
Z-indolinone

rrepared from l-acetyl-3-(l-methoxy-1-(3-(2-ethoxycarbonyl-
ethyl})-phenyl)-methylene) ~é6~methoxycarbonyl-Z-indolinone
{(starting material II.1)

Rf value: 0.45 {silica gel, methvyiene chloride/methancl =
9:1)

Melting point: 102 °C
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\tab }{\expnd-25\expndtw-129\cgrid the %alts thereof, particularly the
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methoxycarbonyl-ethyl) —phenyl) -methylenel—6-
methoxycarbonyl-2-indclinone

prepared from l-acetyl-3-{(l-methoxy-i-(4-{2-
methoxycarbonyl-ethyl} -phenyl) -methyleng) -6~
methoxycarbonyl-2-indolinone {starting material II.2)

Ry value: 0.50 (silica gel, methylene chloride/methancl =
9:1)

Melting point: 226-229 °C

CapH31N305

Mass spectrum: wm/z = 512 [m-H]~
Preparation of the final compounds:
The following compounds of general formula IV are prepared

analogously to the compounds described in WO 01/27081,

starting from the above mentiocned starting materials:

(1V)
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\s4\s|20, \sImuItl\nomdctlpar\aspalplg:a\ spngﬂm\noc wrap\adjustright ; =
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= R b i3] fu) é_)
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=} A [ s o i [}
w2y ) o,
COOH
~CHy~ CroHy eN1O 500 163-10.40
(aw) I1I.1 ‘
NMe; [m+H]T | 167 | ()
OOH
*{CH/))_ ngﬁg;N‘gO 514 248- 0.35
(ax) II1.2
_ NMe; 5 fm+H1T | 255 | (&)
COOH
N
Cs0HzeNaO] 523 184- 10.35
(ay) /“;\} Trr.af R ,
’ te Im+HIT L 190 | (&)
HOOC
~CHp— CooHpgN:O| 498 1980- (0.20
(az) 111r.4 B
NMe; 5 [m—H] 195 | (B)
*Solvents:

{A) : Reversed Phase RPB, methanol/brine(5%) = 4:1

{BY: silica gel, methylene chloride/methanol 9:1

Examples (ba) tc (cn)

Preparation of the starting compounds:

(IV)y 3-{l-hydroxy-Il-phenyl-methylene)-6-carboxy—2—

indolinone

11.0 g l-acetyl-~3-{l-methoxy-l-phenyl-methylene)-6—

methoxycarbonyvi-2-indolincne (preparation described in WO
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wsi@aaak4 93\sImultO\nowidctlpan\tgr\tx8374\aspalpha\aspaumingywsank
adjustright \cs3\f22\fs16\expnd-2\expndtw-10\cgrid {WO 2006 /067165\tab
H\expndO\expndtw-2\cgrid PCT/EP2005/057002 \par N\pard
\s2\li4248\sb144\sl-206\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs23\expndO\expndtwO\cgrid {- 2 - \par

NaiMi276\6i360ish5041s!- 340 smultG\pewidctipaniadiustright . 4 160 w1 of
\expndO\expndtw-3\cgrid {Compounds of the above general formula I, the

tautorifels “the tiasteréomets, the' Shaftisimrs tHe miturdstharéor:s
Hyexpnd@iexpndtv-4\cgrid anc the:saltsthereofure and for 6 hrs at

reflux. After that time another 20 ml of 1IN sodium
hydroxide solutiocn are added and the mixture is stirred for
another 3 hrs at reflux. 160 ml of 1IN hydrochloric acid are
added, the resulting residue 1s filtered off and dried at
100°C. The residue is used without further purification.

Yield: 7.60 g (86 % of theory)

(V.1) 3-{i-hydroxy-l-phenyl-methylene)-6—{N-ethyl-
methylcarbamoyl)~2—-indolinone

5.30 g 3~ (l-hydroxy-l-phenyl-methylene)-6-carboxy-2—
indolinone (starting material IV)y, 7.54 g TBTU, 3.60 g HOBt
and 17.1 ml ethyldiisopropylamine are dissolved in 200 ml
of dimethylfcrmamide. 2.70 ml of a 94-percent solution of
N-methyl-ethylamine are added and the mixture is stirred
for 12 hrs at ambient temperature. After that time the
sclvent is evaporated and the residue is purified cver a
silica gel ccolumn with methylene chloride/methanol/ammonia
{9:1:0.1) as eluant.

Yield: 6.10 g (27 % of theory)

Ry value: 0.35 (sgilica gel, methylene
chloride/methancl/ammonia = 9:1:0.1)

C1oH1 N304

Mags spectrum: m/z = 323 [mt+H]
The following compound is prepared analogously:

{(v.2} 3-(i-hydroxy-l-phenvi-methylene}-6é-ethylcarbamoyl-2—

indoclinone
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particularly the physiologically }{\expndO\expndtw-2\cgrid acceptable salts
thereof, have been described in WO \par }\pard
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wiewsapYagjustright \plain \cs7\f10\fs23\cgrid {5\tab PCT/EP2005/057002

H\expndO\expndtw-4\cgrid 01/27081 and WO 04/13099 as having
valuable pharmacological\line }{\exﬁn%\e’ipndtw-2\cgrid properties, in
particular an inhibiting effect on various {\expndO\expndtw1\cgrid kinases,
especially receptor tyrosine kinases such as }{\expnd-1\expndtw-6\cgrid

MEGERZ: K DeERaz PDGhRE: HGERL REFRInEGRR HERZ 1GHR xy -2 -
et etonaDisondhe 265 HOR, 3 el 3 somplgs f O
CrgH- aN205

Mass spectrum: m/z = 309 [m+H]'
Preparation of the final compounds:

{(ba) 3-ié-[1-{4-(Z2-dimethylamino-ethyl)-anilino) -1l-phenyl-
methylene] —-6—- {N-ethyl-methylcarbamoyl)-2-indolinone

250 mg 3-(l-hydroxy—l-phenyl-methylene)—54— (N-ethyl-
methylcarbamoyl)-Z-indolinone (starting material V.1) and
382 mg 4-{(2-dimethylamino-ethyl)-~aniline are dissolved in 3
ml of tetrahydrofuran, 569 ml trimethyisilvlimidazole are
added and the mixture is stirred at 170°C in a microwave
oven. After cooling the solvent is evaporated and the
residue is taken up in water. The residue is filtered off
and vacuum-dried at 90°C.

Yieild: 0.18 g (50% of theory),

Rr value:; 0.30 (silica gel, methvlene
chloride/methanol/ammonia = 9:1:0.1)

Melting point: 195-200 °C

C2gHaN4C,

Mass spectrum: m/z = 469 [m+H]'

The following compounds of general formula V are prepared
analogously to the above compound (ka), following the

procedures described in WO 01/27081:



\par N\pard
\s6\fi-648\1i648\ri144\sb108\sl-352\sImultO\nowidctlpanaspalpha\aspnum\n
ocwrap\adjustright \expndO\expndtw-3\cgrid {10 Kinases) such as CDK1,
WEDKR 023, CDK4, CDK5, CDK6, CDK7, H\expndO\expneltw4agrids 7002
CDK8 and CDK9 with their specific cycl ins (A, Bl, B2, C,
H\expnd-1\expndtw-5\cgrid D1, D2,“D§,2ETF, Gl, G2, H, I and K) and to
viral cyclin {\expndO\expndtw-4\cgrid (cf. L. Mengtao in J. Virology 71(3),
1984-1991 (1997)), \par N\pard
\s2\li576\ri504\sb108\s|-341\sImultO\nowidctlpar\aspalpha\aspnum\nocwra
p\adjustright \plain10\f52§\expndO\expndtw-4\cgrid {and on the
proliferation of cultivateq hunfan cells, in H\expnd-1\expndtw-5\cgrid
particular endothelial cells

S.elyg. in angiogenesis, but also on the
proliferation of other cel
cells. );( O
H,C._-N

4 , in%articular H\expndO\expndtwO\cgrid tumour

0

(V)
O
@ *
a & o b | 2w .| =
& X R 2 a » |0 53¢ e
@ H = o S G b
BV o 4 » o
£ b W) = bt
Qfe
NMe,
CogHaoNAO 455 0.35
{bb) | ~CHs L 1 239-243
. 2 [m+H] (A)
CH,
N CugHa0Ny0O 419 0.35
(be) | ~CHs | 267-271
. 2 [m+H] (B)
{CH},
CyrHzaNO 447 0.30
{(bd) | -CHs 133-138
L 2 [m+H]" (B)
RN
N
o M lenmano| 513 0.45
{be) | —CHa .| 191-196
[ ? 3 [m+H] {B)
)
H3C\/Q
NN
C33HagNsO 0.40
(bf) | ~CHs NMe, | satiestis 294 | 58262
. 3 Tm+H]™ (B)




\par }\fi288\1i288\ri432\sb360\sl-344\sImultO\nowidctlpar\adjustright
\expndO\expndtw-3\cgrid {However, none of these compounds have been
described for {\expnd-1\expndtw-8\cgrid 20 their use in the treatment or
wtemention«ef the fibrotic Hdiseases refer red to in the presentiReRtR7002
\par }\fiO\li576\s|-326\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {Remodeling&é a normal response to tissue
injury and H\expndO\expndtw-4\cgrid inflammation that is observed in

man

y tissues throughout \par }\pard

\S6Yfi=57 z muitOtmowidctipartaspalphataspromrirmocwt
ap\adjustright \plain \cs7\fP0fs23\expndo\dxpndtw2\cgrid {25 the pody.
AfEt%r re 39'&‘3@1: o énflammaﬂﬁmém@%@[ air H@@(pn(ioz\?)ép_r}qtgv-Z\@gﬁ@
of tissue dam g@e tiss . (m+H]* ) (B)
CogHy oN-O 404 0.70
(bh) | ~CHa \ .1 239-242
. 2 [m+H] (A)
0
HSCJ{N'\,NM C13: H3sNgO 5.30
(bi) | ~CH; Go | THTEIEEL 020 N ogqisap|
A 3 [m+H]" {B)
Mt cpEa0| 483 6. 40
{b3j) | -CHa @J . | 105~-108
“f. 2 {m+H1 (B)
HBCNA/z/N
Me CapHa:3Ns0 0.40
(bk) | ~CH; i B 212 ong-211
A 3 [m+H]' {B)
¥
HLT CaoH3sNs0 0.40
(b1) | -CHs R R 262 1 197-201
43 [m+H]" (B)
CosHz N30 398 .40
(lbm) | —CH3 296-301
. 2 [r+H}" (B)
HEt
CoaHzaN 40O 455 0.30
(bn) | -CHs .| 243-247
g 2 fm+H] {A)
NMe,
CoaHagNgO 455 : J.30
(bo) | -H . | 328-332
2 fm+H] (R}




ue is generally returned to its {\expndO\expndtw-4\cgrid original condition.

Excessive uncontrolled tissue repair or {\expndO\expndtw3\cgrid the

failure to stop remodeling when it is no longer {\expndO\expndtw-3\cgrid

weuiredsteeds to condition known as fibrosis. Fibrosis
H\fs22\expndO\expndtw-3\cgrid is \par é\
\s2\fi-576\li576\ri288\sb144\s|-322\sIm
ocwrap\adjustright \plain \cs3\f10\fs23\cgrid {30 characterized by

ard
O\nowidctlpar\aspalpha\aspnum\n

PCT/EPIMOS/G57002

excessive deposition of extracellular {\expndO\expndtw-4\cgrid matrix

(

FOMPOTENts and ovgrgrowth of fib robtasts| Fibrosis
HC .
NN CaaHaN:O 0.25
(bp) | —CH, NMe, ’ 40 224-228
) 3 Im+H]" (&)
QP
HE™S\eH, | Comano|  cgs 0.40
{bg) | ~CHa 265-269
43 fm+H]" (B)
o Me
Co7Ha N0 456 .60
(br) | —CH; . | 254-257
" [+ H ] (B)
Oy-0H
CoeHa N30 442 0.10
(bs) | —CHs 1 316-321
‘ [mt+H?’ (B)
HL™ CspHz3Ns0 0.35
S0z 5 7 .
(bt) | ~CHz ’?{NMBZ 70 | 258262
59 [m+H]" (B)
INMe2
O CogHacN4O 4771 0.35
(bu) | -# . | 308-311
. 3 (m+H] (B)
NI/‘N-Me
ot
Me‘N—( CasHseN0 553 0.60
(bv) | -H o] | 279-283
Q 3 (m+E ] (<)
HC~
o CagH3aN50 o G.35
(bw) | -= NMe, 548 213-217
45 [m+H]" (8)




\par }\fi0\riO\sb108\sI249\sImult1\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {can occur in all tissues but is especially
prevalent in \par

wpasahplaimssect\sectd\stextflowO\marglsxn1632\margrsxn1p86pargiaxrub:
274\margbsxn1630\linex0\sectdefaultcl\pard\plain
\sZ\Ii360\sl-213\s|muItO\nowidctIpar\fqr? 8392\aspalpha\aspnum\nocwrap\
adjustright \cs3\fs18\cgrid {WO 2006/067165\tab }{\expndl1
\expndtw6\cgrid PCT/EP2005/057002 \par }\pard

S2UIASB6\Sh IAFAST-2 20\ 0 \nowidctpaaspalpratgs prnurmmnogwraptad
ustright{\f10\f523\cgrig-{3 CogHyaN,0 485 0.40
(bx) | ~CHs 218-222
3 [m+H]" (A)
HBCN'Q,N
Me, CagHa N0 498 0.35
(by) | -H 130-134
2 3 [m+H] (D)
NMe2
Cy1HzsN.0 441 0.45
(bz) | -H | 341-344
g 2 [m+H)" 45}
0O
Hao‘QN’\,N C10H33N50 0.40
(ca) | -3 A TNMee | TR0 12 N 26s-270|
‘ 3 [m+H]" D)
e}
A
HC NN Ca1HagNsG 526 0.40
(cby | -H NiMe, 198-202
3 [m+H1" (D)
Oy-NH, )
CoeHz N0 441 0.25
{co) | -CHz . 1290-295
. 3 [m+H] (B)
oy K
~ C3pHy7Ns0 540 0.40
(cd) | ~CHs ¥ eu, N 120-126
O CH, 3 fm+H]" (B)
O, [ N-CH, '
AN CyH3aNsO | 524 0.50
(ce) | ~CHs , | 100-105
3 [ro+H] (B)
O NCH,
N CapHi NG 510 0.40
(cf) | ~H . | 288-292
. 3 fm+H] (A)




\par N\i648\ri144\sb504\sl-352\sImultO\nowidctlpar\adjustright
\expndO\expndtw-3\cgrid {organs with frequent exposure to chemical and
biological {\expnd-1\expndtw-5\cgrid insults including the lung, skin,

vdigestivertiact, kidney, H\expndO\expndtw-2 \cgrid and liversEgigyzod 28606k
Am Soc Nephrol, 7(12):2495-503; {\expndO\expndtw-4\cgrid Dacic et al.,

2003, Am J Respir Cell Mol Biol, 293: B

-9; \par Hpard

\s2\fi-504\1i648\ri288\sb108\sI-359\sImultO\nowidctlpar\tgr\tx169\tx637\asp
alpha\aspnum\nocwrap\adjustright \expndO\expndtwO\cgrid {\tab 5\tab

PEexpngotexp atw-4\;:gr|d Wy, 2004, Ngt Revimmugnot, 4(8):583-94)—
ibrosig oftenyline e&gﬁaﬁngp@ggtﬁ\é;%\gg id seygrelyl compromisges,thg,
drmal furictidn(g7af the organ H\expndO\ pndtw-4\cgrid andamnany
ibrotic fliseases.&€, in fact, lifefthreatenin }{\@)’Eﬁﬁdo expndtw-2\cgrid or
severely disfiguring, such as idippathic pultnonary
o N,—CH:,
NN Cq2Hs7Ns0 0.20
(ch) | ~CHs NCH | T 280 1 6s 169
HSC 3 [m+H]+ {B)
NK\N"MG
- !
. vey CasHaoNeO | 581 0.50
(ci) | CHC o ] 195-198
@ 3 e ] (E)
Hs -
] 0 N NH Ca2HasNsO 538 0.35
{c3) | —~CHs , | 238-242
a {m+H] (B}
S N
N CHy 0y HasNs0 524 .50
{ck) | -H 127-130
{ 3 [m+H]" (D)
o N
\”\N Cs1H3sNs50 526 0.40
(cl) | ~H { GCH, | 250-253
N CH, 3 {m+H] (D)
© NJNH CioHysNe0 | 524 0.40
(cm) | -H A .1 217-220
3 [m+H] )
W
HG~
? SN’\/\N,CH CooH3aN50 560 0.45
(cm) | -H e o 171-175
. : a5 [m-H] (D)




\par N\pard
\s2\li648\sb108\sl-263\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adju
stright \expndO\expndtw-3\cgrid {fibrosis (IFF), liver cirrhosis, scleroderma,
won tenaldpas J\i0\sl-271\sImultO\nowidctlpar\adjustright PCT/EP2005/057002
\expndO\expndtw1\cgrid {10 fibrosis. Treatment options for these diseases
are often \par \i648\ri504\sl-322\sImuftd\riowidctipanadjustright
\expnd-1\expndtw-6\cgrid {limited to organ transplantation, a risky and
expensive H\expndO\expndtwO\cgrid procedure. \par
NerliQ\ril44\sb360\sl-264\sImultO\nowidctlpar\adjustright

\expndO\expndtw-2\cgrid {A large body of literature implicates the
pl &épﬁéﬁ%&é gel, methylene chloride/methanol 9:1

{B): silica gel, methylene chloride/methanol/ammonia
$:1:0.1

(Cy: aluminum coxide, methylene chloride/methanol 2:1

(B): aluminum oxide, methyliene chloride/methanol 19:1

(B} : Reversed Phase RP8, acetonitrile/water/triflucroacetic

acid = 1:1:0.01

Examples (co) to (cq)
Preparation of the starting compounds:

(VI) l-acetyli-3-({l-cthoxy-methylene)-6-methoxycarbonyl-2-
indelinone

8.00 g l-acetyvl-6-methoxycarbonyl-2-indolinone and 17.2 ml
triethyl orthoformate are dissolved in 70 ml of acetic
anhydride and stirred for 5.5 hrs at 110°C. After cooling
the residue is filtered off, washed with ether and vacuum-
dried at 100°C.

Yield: 8.80 ¢ (89 % of theory)

Re value: 0.35 (silica gel, petrol ether/methvlene
chloride/ethylacetate = 5:4:1)

Melting point: 1i87-18% °C

CosHysNOs

Mass spectrum: m/z = 290 [m+H]"
Preparation of the final compounds:

The following compounds of general formula VI are prepared

anhalogously to the compounds described in WO 01/27081:



\par \ql\fi-648\1i648\ri0O\sb108\sl|-362\sImultO\nowidctlpar\adjustright
\expndO\expndtw2\cgrid {15 growth factor (PDGF), fibroblast growth factor
(FGF), H\expnd-1\expndtw-7\cgrid vascular endothelial growth factor

wWyk6é)sapidermal growth H{\expndO \expndtw-2\cgrid factordE&hoaectoo:
transforming growth factor beta (TGFb é{\expndO\expndtw-S\cgrid growth
factor families in the induction or persistence of fibrosis (Levitzki, Cytok ne
Growth Factor Rev, 2004, \par }\pard
\s2\fi-648\1i648\ri72\sb108\sl-349\sImultO\nowidctlpartgr\tx169\tx637\aspal
pha\aspnum\nocwrap\adjustright \expndO\expndtwO\cgrid {\tab 20\tab
H\expnd-1\expndtw-5\cgrid 15(gf):229-35; Strutz et al., Kidney Intl, 2000,
57:1521-38;\line H{ \expndO\expndtw-3\cgrid Strutz et al., 2003, Springer
Semin immunopathol, 24: 76; Rice et al., 1999, Amer J Pathol,
155(1):213-221,;

H
// H
O
H.cO N (Vi)
3 H
@]
@ © g o ¥
P - a S [
g R’ : A B O
a g = L — 2 bt @
»a o, (U ¢ 5
o £ 2 = S
-NMe -~ {CO) ~CHz~ 409 0.40
{co) CooHagNaOy ; 250-255
NMa, fm+HT]" {A}
352 0.35
(cp) ~CHs—-NMe; CuoHz1N3Cs ) 234-238
[m+HD (B)
(:ym% 464 0.45
(cq) M*sew[N C2sHz o0, 203-207
. O [m+H]" {A)

*Solvents:

(A)y: silica gel, methylene chloride/methanol/ammonia

9:1:0.1

Examples (cr) to (cu)

Preparation of the starting compounds;:

{(VIT) 3-{l-hydroxy-methylene}-b~carboxy-2-indolincne
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\par N\pard
\s2\li648\ri576\sb108\sl-315\sImultO\nowidctlpar\aspalpha\aspnum\nocwra
p\adjustright \expnd-1\expndtw-8\cgrid {Broekelmann et al., 1991, Proc

wWWatibead B£i, 88:6642-6; H{\expndO\expndtw-2\cgrid Wynn, 200k NatoRey:

Immunol, 4(8):583-94). \par N\liO\riO\sl-213\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {25 \par -
Ni648\sb144\sl-344\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {PDGF, EGF and FGF family members are

petent r@itqg%setqn}{@xnmd%@@@w&\ggg%mgf@%%n@&9@&%}'?‘%9172 -
as smaath muscle cells, myofibroblasts ggd fbroblasts Bentoct aly .
methanol and 86.4 ml of 1IN sodium hydroxide sclution are
added. The mixture is refluxed for 8.5% hrs. After that time
86.4 ml of 1IN hydrochloric acid are added. The residue is
filtered off and dried at 90°C,

Yield: 2.50 g (71 % of theorvy)

CroHaNOy

Mass spectrum: m/z = 206 [m+H]"

(VIII) 3-({l-hydroxy-methylene)-6-ethvlicarbamoyl-2-
indolinone

400 mg 3-(i-hydroxy-methylene)-6-carboxy-2Z-indolinone
{(starting material VII}, 689 mg TBTU, 291 mg HOBL and 1.35
ml triethylamine are dissclved in 20 ml of
dimethylformamide. At 0°C 1.95 ml of a 2M ethylamine-
solution in THF are added and the mixture is stirred for
additional 12 hrs at ambient temperature. After that time
the sclvent is evaporated and the residue is purified over
a silica gel cloumn with methylene chloride/ethancl/acetic
acid (5:1:0.01) as eluant.

Yield: 160 mg (35 % of theory)

Re value: 0.20 {silica gel, methylene
chloride/ethanol/acetic acid = 5:1:0.01)

Melting point: 146-150 °C

Ci2H1N204

Mass spectrum: m/z = 233 [m+H]™

Preparation of the final compounds:
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\par N\sl-263\sImultO\nowidctlpar\adjustright \expndO\expndtw-3\cgrid
{Regul 3(3):172-9; Simm et al, 1998, Basic Res Cardiol, \par
Naj\fi-648\ri144\sb108\sl-347\sImultO\nowidctlpar\adjustright
WexpieiosaxpndtwO\cgrid { 30 93(S3):40-3; Klagsburn, Frog Browehobseton?
Res, 1989, H\expndO\expndtw-2\cgrid %4X207-35; Kirkland et al., 1998, J
Am Sec Nephrol, {\expndO\expndtw-4"\cgrid 9(8):1464-73), the very cells
which supplant normal tissue \par
Npard\plain\sect\sectd\stextflowO\marglsxn1639\margrsxn1579\margtsxnl

2{4\margbsxn2290\linexQsectdefaulitcishpf¥ishpinstishphxeolumplshph ) -
Oty oo
indolinone
160 mg 3-(l-hydroxy-methylene) -6-ethylcarbamoyl—-2-
indolincne {starting material VIII} and 543 mg N-[ (4-
methyl-piperazin-i-vl) -methylcarbonyl]-N-methyl-p-
phenylendiamine are dissolived in 3 ml of tetrahvdrofuran,
506 ml trimethylsilylimidazole are added and the mixture is
stirred for 25 minutes at 170°C in a microwave oven. After
cooling the solvent 1ls evaporated and the residue is
purified over an aluminum oxide column (activity 2-3) with
methylene chloride/ethanol (19:1) as eluant. The residue is
recrystallized from ether and vacuum—dried at 80°C.
Yield: G.17 g (52% of theory),
Ry value: 0.60 {(aluminum oxide, methylene chloride/methancl
= 9:1)
Melting point: 255-260 °C
CreHzzNs05

Mass spectrum: m/z = 477 [m+H]~

The following compounds of general formula VII are prepared
analogously to the above compound (ct), following the

procedures described in WO 01/270681:

H I\?R
// H
X
| 0O
HC N N Vi)
O
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pand\plain\gard\plain \s2\gr\fil44\nowidcf{lpar\aspalghalaspnum\rjocwrap
adpistr ght cs3\f10\f§23\expndO\%(pndt\ﬁ -2cgrid {In additibn; elevateds
g 0 i ]

levéls df VEGF havé been opserved in & . o
B o, @ ™ @
[ea] Fea 0 = >
HC
’ N)i—wez 422 0.70
(CS) -H C23H27N503 R 280-283
[m+H] (A)

ND 405 .80
(cty | -H CraHogN405 245-248

fm+i]” (n)
O
H.c4
NN~ :
NMe, . 450 .40
{cuw) | -H CogHa1NsO5 130
' fmtH {B)

*Solvents:
(A): aluminum oxide, methylene chloride/methancl 9:1
(B): silica gel, methylene chloride/ethanol/ammonia

5:2:0.01

Tautomers, stereocisomers or physiologically acceptable
salts of these compounds are alsc contemplated within the
scope of the present invention, and may be obtained using
the methods described in WO 01/27081, the content of which

ig herein incorporated by reference,

A particularly preferred compound is the
monoethanesulphonate salt of 3-Z-[1-(4—-(N-({4dmethyli-
piperazin-1l-yl)-methylcarbonyl)-N-methyl-amino) —anilino) -1~

phenyl-methvylene] ~6-methoxvecarbonyl-Z—-indelinone, disclosed
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\par NgI\li576\ri0\sb108\nowidctlpar\adjustright \expndO\expndtw-3\cgrid
{several studies in persons with asthma (Hoshino et al., \par }}}}\pard\plain
\s2\li360\sl-227\sImultO\nowidctlpar\tgr\tx84 13\aspalpha\aspnum\nocwrap\

vaojustrighiecs3\fs18\cgrid {WO 2006/067165\tab PCT/EP2005/657002

H\expndl\expndtw6\cgrid PCT/EP2005/057002 \par }\pard
\s2\1i4320\sh144\sl-206\sImultO\nowidctipaiaspalpha\aspnum\nocwrap\adi
ustright \f10\fs23\cgrid {- 4 - \par
Ni648\ri360\sb504\s|-353\sImultO\nowidctlpar\adjustright

\expndQ\expnditw; 2\cgrid iy filbrpsis apd.are halieved e play arole in
tissue H\expnd-1\expndtw-6\cgrid remodeling (Abboud, 1995, Annu Rev
Physiof P87 B3B8 fidksha- 1 feximnihmes\cgrid J

The metabolites of the compound 3-Z-[1-(4—{N—{(4-—methyl-
piperazin-l-yl)-methylcarbonyl}-N-methyl-amino) ~anilino}-1-
phenyl-methylene] ~é~-methoxycarbonyl-2-indolinone—
monoethanesulphonate and the prodrugs of this compound or
of these metabelites obtained via, for example, chemical or
non-chemical derivatizaticn of the entire molecule or of
cne or more chemical groups on the molecule, are also
contemplated compounds within the meaning of the present
invention. In this matter, reference is made to WO
04/13099, which describes metabolites and prodrugs of the
compound 3-Z-{1-(4-(N-((4-methyl-piperazin-1l-vyv1}-
methylcarbonyl)-N-methyl-amino)~anilino} —1-phenyl-
methylene]-6-methoxycarbonyl-2-indolinone-

meoncethanesulphonate.

The following list of specific compounds is illustrative of
the present invention, without constituting any limitation

of its scope:

{1) 3-Z-(l-anilino-l-phenyl-methylene)-b-ethoxvcarbonyl-

Z=indelinone

(2) 3-Z2-[l-{4-nitro-anilino)-l-phenyl-methylene]-—6—

ethoxycarbonyl-Z-indolinone

(3} 3-Z-{l-{4-fluoro—anilino)-Il-phenyl-methylenel-6-ethoxy-

carbonvl-2Z2-indolinone
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innin et al., 2004, J Cell Physiol, online; Martinet et Hal., 1996, Arch
Toxicol 18:127-39; Desmouliere, Cell \par }\pard
\s2\fi-504\1i648\ri720\sb108\sl-333\sImultO\nowidctlparntgr\tx169\tqr\tx7916

waspahhalaspnum\nocwrap\adjustright \expndO\expndtwO\Ggrdrptaks hitak:

H\expndO\expndtw-4\cgrid Biology International, 1995, 19:471-6; Jelaska
et al.,\line }{\expndO \expndtw-2\cgrid Springer Semin Immunopathol,
2000, 21:385-95). \par }\pard
\s2\gr\ril44\sb324\sl-292\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\a

djtis} “gi‘té@fl%”d( é“%’ﬁﬁ%‘lléé" B\egyid {Inhibitian.of PDGE aftenyates;both, .
ll\é:e;rfi:?éggli a2n lryggllnone

{(5) 3~4-[1-(4~iodo~anilino)~l-phenyl-methylene] —6—

ethoxycarbonyli-Z-indolinone

{¢) 3-Z-[1l-(4~cyano-anllino)-l-phenyli-methylene]-t~ethoxy-

carbonyl-2-indolinone

{7y 3-Z-[1-({4-methoxy-anilino) ~l-phenvyl-methylene] -6~

ethoxycarbonyl-2Z-indolinone

{8y 3-Z-[l-(4~ethoxy-anilino)~l-phenyl-methylene]l-6-

ethoxycarbonyl—-2-indolinone

{9) 3-Z-[l-{d4~trifluoromethyl-anilinc)~-l-phenyl-methylene]-

6-ethoxycarbonyl-2-indolinone

{10) 3-2-[1-{4d-methyl-anilino}-l-phenyl-methylene] ~6—

ethoxycarbonyl~2~indelincne

{11y 3-2-[i-{4-methylmercapto-anilino)~1l-phenyl-methylene] -

b—ethoxycarbonyl-Z-indolinocne

(12) 3-Z-[1l-{4-aminomethyl-anilinc) -l-phenvl-methylene] ~6-

ethoxycarbonyvl-2-indoliincone

(13) 3-Z-[l-{4-(isopropylaminomethyl)-anilino)-1-phenyl-

methylene]~6~ethexycarbonyl-2~indolinone

(14) 3-Z2-{l-{4-(anilinomethyl)-anilino)-1l-phenyl-

methylene] —6—ethoxycarbonyl-2-indolincne
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\par N\gI\li648\ri0O\sb108\s|-285\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {fibrosis in experimental models, suggesting
fibrosis in \par }\fi-648\sb72\sl-359\sImultO\nowidctlpar\adjustright

wexpngdsergandtwb\cgrid {10 different organs may have a compmpsr:QRESEY002

(Borkham\-}{\expnd-1\expndtw-7\cgrid Kamphorst et al., 2004, Biochem
Biophys Res Commun; Rice et }{\expn#D\éxpndtw-2\cgrid al., 1999, Amer
J Pathol, 155(1):213-221). An KGB receptor \par
Wfio\ri288\sb108\sl-337\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {kinase inhibitor was also active in this lung

fibrosis }{\expndO\expndtw-4\cgrid model. Three-fold overexpression of an
Kéﬁ?hﬁ m&ﬁk%ﬁﬁéﬁ(propylamlnomethyl)*anilino)ml~phenyl—

methylene] -6-ethoxycarbonyl-2-indolinone

(le}) 3-2Z2-[1-(4- (butylaminomethyl)-anilinc)-l-phenyl-

methylenei-6-ethoxycarbonyl-2-indolinone

(17) 3-2-[1- (4~ (isobutylaminomethyl)-anilino) -1-phenyi-

methylene] ~6—ethoxycarbonyl-2Z-indolinone

(18) 3-2-{l-{4-(cyclchexylaninomethyl)-anilinc)-1l-phenyl-

methylene]~6—-ethoxycarbonyl-2-indolinone

(1%) 3-2—-{1- {4~ (benzylaminomethyl}-anilinc)-1-phenyl-

methylene]-6~ethoxycarbonyl—-2-indolinone

(20) 3-Z-[1-(4- ((N-ethyl-N-methyl-amine) -methyl)}-anilino)-
i-phenyl-methylenel—-t-ethoxycarbonvi-2-indolinone

{21) 3-2-11-{4- ((N-methyl-N-propyl-aminc}-methyl)-anilino) -
l-phenyl-methylene]-6-ethoxycarbonyl-Z2-indolinone

(22) 3-Z2-{1-{4- ({N-iscpropyl-N-methyl-amino}-methyl)—-

aniline)-l-phenyl-methylene]~é-ethoxycarbonyl-2-indolincne

(23) 3-Z2-[1-{4~ ({(N-ethyl-N-propyl-amino) methyl)-anilino)-

L-phenyi-methylene]-6-ethoxycarbonyl-2-indolincne

(24) 3-2-[1- {4~ ((N-ethyl-N-isopropyl—-amino) methyl)-

anilino}-l1-phenyl-methylene]~é-ethoxycarbonyl-2-indolinone
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\par }\fi-648\ri144\sl-352\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {15 KB-KGB, in mouse pancreas islets was
sufficient to cause ¥\expnd-1\expndtw-7\cgrid development of fibrosis in

vhothdtesaxecrine and endocrine {compartments (Means eperig 06052057002

Gastroenterology, H{\expndO\expndtw-4\cgrid 124(4):1020-36). \par
}\riO\sb324\sI-357\sImuItO\nowidctIp“ér\%%iju‘stright {20 Similarly,
FGF1/FGF2-deficient mice show dramatically }{\expnd-1\expndtw-7\cgrid
decreased liver fibrosis after chronic carbon tetrachloride (CC14)

expasure-(Yu; et al, 2003, AmJ Batheld63(A)j 16931 inc) -1 -phenyl-

}%ex ndO\expndtw-3\cgrid 62). KGB expression is increased in human
reﬁé ylene]~6-ethdxycarbonyl-Z-indeolinone
(26) 3-2-11-(4-(diisopropylaminomethyl)—anilino)-1-phenyl-

methylene]~6-ethoxvcarbonyl-2~indolinone

{(27) 3-Z2-[1l-{4~{(N-benzvl-N-ethyl-amino}-methyl}-anilino)-
l-phenyl-methvlene]-b~ethoxycarbonyl-2-indolinone

(28 3-Z-[i-(4-(dibenzylamincmethyl)-anilino) ~l-phenyl—

methylene]-6-ethoxycarbonyl—-2—-indolinone

{29) 3-2-{1-(4-(3, 6-dihydro~2H-pyridin-i-yl-methyl}-

anilino)-1l-phenyl-methylienel-6~ethoxycarbonyl-2—-indolinone

{30) 3-2-[{1-(4- (3,5 dimethyl-piperidin-i-vl-methyl)-

anilino)-~l-phenyl-methylene]l-6é-ethoxycarbonyl-2-indelinone

{31) 3-Z-[i-{4d—(azepan-l-yl-methyl)-aniline)-1l-phenyl-

methylenel-6-ethoxvecarbonyl-2-indolinone

(32) 3-2-[1~{4d- (piperazin-l-yl-methvl)-anilino) -1-phenvyi-

methylene!-6-sthoxycarbonyl-Z2-indolinone

{33) 3-Z-[l-{4- (morpholin-4-yl-methyl)-anilino) -1-phenyi-

methylenel-6-ethoxycarbonyl~2~indclinone

(34) 3-Z-[1l-{4-(thiomorpholin-é-yl-methyl)-anilino)-1-

phenyi-methyliene] —6-ethoxycarbonyl—-2-indolincne

{35) 3-Z-{l-(4- (l-oxo-thiomorpholin-4-vyl-methyl)-anilino)-
l-phenyl-methylene]~&t~ethoxycarbonyl-2-indolinone
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\par }\fiO\sb144\sl-278\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {interstitial fibrosis where it strongly correlates
with \par }\pard
weelsnaist292\sImultO\nowidctlpar\tgritx169\tqr\tx8197\aspatphetaspsured
nocwrap\adjustright \expndO\expndtwQ\cgrid {\tab 25\tab
H\expndO\expndtw-3\cgrid interstitial s%%rr"ing (Strutz et al., 2000, Kidney
Intl, \par }\pard
\s2\li648\ri576\sb108\sl|-352\sImultO\nowidctlpar\aspalpha\aspnum\nocwra
p\adjustright \expnd-1\expndtw-5\cgrid {57:1521-38) as well as in a model
of experimental lung H\expnd-1\expndtw-8\cgrid fibrosis (Barrios et al.,
el tineio R plm Satetv e s
again'lending crédence-tosthievideadhat HexpndQexprdiw-4xcgridifibrosis e
in various tissues has a common basis.
{37) 3-72-[1-(4—{acetylamino-methyl}-anilino)-1-phenyl-

methylene] —-é-ethoxycarbonyl -2-indolinone

{38) 3~Z-[l-{4-{Z2-amino-ethyl)-anilino}-1l~phenyl-

methylenel~6-ethoxycarbonyl-2-indolinone

{39) 3-Z-{1- (4~ (2-methylamino-ethyl)—-anilino)-1-phenyli-

methylene] ~6—ethoxycarbonyl-2—-indolincne

(40) 3-2-{1-(4d- (Z-ethylamino-ethyl)-anilino)-1-phenyl-

methylene]~6-~ethoxycarbonyl-2-indolincne

(41) 3-2-1{l-{4-(2-diethylaminc-ethyl)-anilino)-1l-phenyl-
(42) 3-Z-[1-(4-(Z-piperidin~l~yl-ethyl)-anilino)-l-phenyl-
methylene] ~6-ethoxycarbonyl-2Z-indolinone

{43) 3~Z-{l1-(4~(2-acetylamino—ethyl)~aniling}-l-phenyl-

methylene] ~6~ethoxycarbonyl-Z—indoliinone

(44) 3-2~-[1- (4~ (3~amino-propyl)-anilino} ~1l-phenyl-

methylene] -6-ethoxycarbonyl-Z2—-indolinone

(45) 3-Z2-[1- (4~ (3—dimethylamino-propyl}i-anilino)-i-phenyli-

methylene] —6~ethoxycarbonyl-2-indolinone
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\par Ni0\riO\sl-238\sImultO\nowidctlpar\adjustright \expndO\expndtwO\cgrid
{30 \par
Npard\plain\sect\sectd\stextflowO\marglsxn1625\margrsxn1565\margtsxnl

wbdmatghsxn2430\linex0\sectdefaultc\pard\plain PCT/EP2005/057002

\s2\li360\nowidctlpar\tgr\tx8423\aspalpha\aspnum\nocwrap\adjustright
\csB\f22\fslG\expnd-1\expndtw-8\cg?id9M"O 2006/067165\tab H{
\expndO\expndtwO\cgrid PCT/EP2005/057002 \par }\pard
\s2\li4320\sb252\s1194\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\adi

ustright ¥16\fs19\exppeOlexpnatwicharscalex105\carid ny1-anino) -
{-gr\ri}i\fZZ\fSZO\charscalexlOO\c%rld

ino)-l-phenyl-methyléenel~6-ethoxycarbonyl-2-indelinone
(47) 3-Z-[1-{4- (W-methylaninomethylcarbonyl-N-methyl-
aminc)-aniiino)-l-phenyl-methyiene]-6-ethoxycarbonyl-2-

indelinone

(48) 3-Z2-[1i-{4-(N-ethyiaminomethylcarbonyl-N-methyl-amino) -

aniling)-l-phenyl-methylene]~6-ethoxvcarbonyl-2-indolincne

{(49) 3-2-[1-{4- (N-diethylaminomethylcarbonyl-N-methyl-
amino)-anilino)-i-phenyl-methylene]-6-ethoxycarbonyl—2-

indolinone

(50) 3-Z-[1-{4-(N—(piliperidin~l~yl-methyvlcarbonyl)-N-methyl-
aminc)—anilino)-l-phenyl-methylene]~6-ethoxycarbonyl-2-

indolinone

{51) 3-Z-[1-{4- (N- (morprolin-4-yl-methylcarbonyl)-N-methyl-
amino)-aniline)-l-phenyl-methylene] ~6~ethoxycarbonyl-

Z-indolinone

{(92) 3-Z-[1i-{4-(N- (piperazin-l-yl-methylcarbonyl)-N-methyl-
aminol-aniline)-i-phenyl-methylene] -6-ethoxycarbonyl-2-

indolinone

(33} 3-2-[1-(4-(N- (Z-amino—ethylcarbonyl)-N-methyl-amingc)-

anilino)-l-phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

{54} 3-Z—{1l-{4- (N~ (Z2-methyiamino—ethylcarbonyl) -N-methyl-
amino)-anilino)-l-phenyl-methylene] ~6-ethoxycarbonyl-2—-

indoiinone
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\par Ngj\li576\ri72\sb756\sI360\sImultl\nowidctlpar\adjustright
\f10\fs22\expndO\expndtw-2\charscalex100\cgrid {2001, J Allergy Olin
Immunol 107:1034-39; Hoshino et al. , 2001, J Allergy Olin Immunol

WO 70208304, Kanazawa et al. , }{{\expndO\expndtw?2 \cgrid 2002:pthef@*02
57:885-8; Asai et al., J Allergy H\expndO\expndtw2\charscalex95\cgrid
Olin Immunol }{\expndO\expndth\c@ri%lgll”o:571-5, 2002; Kanazawa et al.,
2004, Am J Respir Crit \par N\gl\fi-432\ri288\sb108\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {5\tab \tab }{\expnd-25\expndtw-129\cgrid Care
med, 169:1125-30). Inducible expression of VEGF in a\line
H\expndO\expndtw2\cgrid transgenic mouse model induces an asthma-like
prﬁéﬁotﬁﬁé}iéaéﬁ]af%hé%o“&éﬁégﬁéf ARG SHosth tsRIe Ry perbrAsiagE8E L~

eti{iexpnad\éxpmdtw2\egitick al: 1. 20041 Nature) Med=t0i4095b103)y 1- 2~

indolinone

{(b6) 3-2-[1- (4~ {(N—acetyl-N-(Z-aminocethvl)—-amino)-anilino)-
l-phenyl-methylenel-6-ethoxyvcarbonyl-2-indolinone

(37) 3-2-[1-{4- (N-acetyl-N- (Z-methylamino—ethyl)-amineo) —

anilino)-l-phenyl-methylene] -$f-ethoxycarbonyl-2-indolinone

{58) 3-Z-[1-{4~ (N~acetyl~N-{Z-methylaminoc-propyl)-aming) -

aniiino)-1-phenyl-methylene]~6-ethoxycarbonyi—-2-indolinone

(59) 3-2-[1-{(4- (N-acetyl-N-{2-piperidin-i-yl-ethyl)-amino) -

anilino)—-1-phenyl-methylene]~6-ethoxycarbonyl-2-indolinone

(60) 3-Z-11- {4~ (N-acetyl~-N-{(aminocarbonylmethyl)-amingo) ~

anilino}—l-phenyl-methylenel-é-athoxyecarbonyl-2-indolinone

(61) 3-Z-[1-{4- (N-acetyl-N-(dimethylaminocarbonylmethyl) -
amino)-anilino)-l-phenyl-methylene]~6~ethoxycarbonyl-2-

indolinone

(62) 3-Z-[1l- (4= (N-acetyl-N-(piperidin-l-yvl-carbonylmethyl) -
amino)-anilino) -l-phenyl-methylene] ~6-ethoxycarbonyl-2-

indolinone

(63) 3-2-{1- {4~ (N-methyl-N- (aminocarbonyl)—amino)~anilino) -
l-phenyl-methylene]-6~ethoxycarbonvl-2Z-indolinone
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\par NMi-576\ri0\sb360\nowidctlpar\adjustright \expndO\expndtw?2\cgrid {10
Finally, TGFb stimulates production of extracellular matrix
H\expndO\expndtw4\cgrid proteins including fibronectin and collagens and

va\pak pEaya 144\sb 108\nowidctlpar\adjustright {believed to piay@Rugs/esro02

important role in fibrosis in many tissues (Leask et al., 2004, FASEB J
18(7):816-27; Bartram \par Jri0\sI264\&falt1\nowidctipar\adjustright
\expndO\expndtw3\cgrid {et al., 2004, Chest 125(2):754-65; Strutz et al.,
2003, \par }\fi- 576\sl360\slmuItl\nowidctlpar\adjustright

\expadOexpndiw2icgrid ﬂéﬁfg@ngew@wg Jmmunocpathal, 445’%1%%’) -
Wynn, 2004, Nat Rev Immunol, 4(8):583-94). Inhibitors of T

ﬁﬁﬁhi:nBﬁ)arﬂoF}’{'\‘&Hﬁdﬂ@%WdtWégﬁd% ﬁﬁﬁaﬁ%%s%ré%%%“e

(65) 3-Z-[1~-{4- (N-methyl-N-{dimethylaminocarbenyl) —amino)-

anilino)-1-phenvl-methylene]-6-ethoxycarbonvli-2-indolinone

{66) 3-Z-{1- (4~ (N~methyl-N-{piperidin-l-yl-carbonyl)-
amingo)—anilino)-l-phenyl-methylene] -6—ethoxycarbonyl-2-

indolinone

(67) 3-Z~[1— (4~ (N-(2~amincethyl) -N-methylsulphonyl-amino)-

anilinc)-l-phenvl-methylene]~f-ethoxyecarbonyl-2-indclinone

(68) 3-Z-[1-{(4-(W-(Z-methylamino~ethyl)-N-methylsulphonyl-
amino)—-anilino) -1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(69) 3-Z2-[{1-(4—- (- (2-ethylaminc~ethyl)-N-methylsulphonyl-
amino)~anilino)-l-phenyl-methylene] ~6-ethoxycarbonyl-2-

indolinone

(70) 3-Z2-{i-(4— (N-{2-diethylamino-ethyl)-N-methylsulphonyl-
aminge)-—anilino)-l-phenyl-methylene] ~6~ethoxycarbonyl-2-

indolinone

(71y 3-Z2-[1- {4~ (W-(2-pyrrolidin-1-yl-ethyl)-N-
methylsulphonyl-amino) ~anilino)~i-phenyl-methylenel —6-

ethoxycarbonyl—-2-indolinone

(72) 3-2-{1- {4~ (N~ (2-piperidin-l1-yl-ethyl) —N-
methylsulphonyl-amino) ~anilino)~1-phenyl-methvliene] 6~

ethoxycarbonyl-2-indolinone



number of fibrosis {animal models (Wang et al., 2002, Exp Lung Res,
28:405-17; Laping, 2003, Curr Opin Pharmacol, 3(2):204-8). \par
WfiO\liO\sI208\sImultl\nowidctlpar\adjustright \expndO\expndtwO\cgrid {20

woaroidigsredsb 144\sI1360\sImult1\nowidctlpanadjustright PCT/EP2005/057002
\expndO\expndtw?2\cgrid {As summarized above, several growth factors
are upregulated }{\expndO\expndtw?\&é}rﬁ)d in fibrosis and the inhibition of a
single factor seems to \par
Nsb108\sal180\sI240\sImultl\nowidctlpar\adjustright {reduce the severity of
fibrosis in the fibrosis models.

{(73) 3-2-{1-{4- (N~ (2-piperazin-l-yl-ethyl) —N-
methylsulphonyl-amino) —anilino)~1-phenyl-methylenel-6—

ethoxycarbonyl-2-indclinone

{(74) 3-Z-[1-{4- (N-(2- (morpholin-4-yl1)—ethnyl)-N—
methylsulpheonyl-amino) —anilino)~1-phenyl-methylene]-6-

ethoxycarbonyl-2-indolinone

i0 {7%) 3-Z-[1-(4- (N- (aminocarbonvlmethyl)-N-methyisulphonyl-
amino)-anilino)-l-phenyl-methylene] ~6~ethoxycarbonyl-2-

indolinone

(7€) 3-2-{1-{4- (N~ (methylaminocarbonylmethyl) -N-
15 methylsulpheonyl-~amino)—anilino)-1l-phenyl-methyvlenel-6-

ethoxycarbonyl-2—-indeolinone

(77) 3-2—-[1- {4~ (N~ (ethylaminocarbonylmethyl)-N-
methylsulphonyl—-amino)~aniline)—1-phenvl-methylene]—-6—

20  ethoxycarbonyl-2-indeolinone

{78) 3-72-[1- (4~ (N~ (N-(2-dimethylamino-ethyl) N-methyl-
amino)-carbonylmethyl) ~N-methylsulphonyl-amino) —anilineo)-1-
phenyl-methylene] ~6—ethoxycarbonyl-2-indolinone

25

(79) 3-2-[1-(4- (N~ (diethylaminocarbonylmethyl)—N—
methylsulphonyl—amino)-anilino)—-1-phenyvli-methylene]~6-

ethoxycarbonyl-2-indeolincne

30 (8G) 3-2-{l-(4- (N-{pyrrelidin-l-vyl-carbonylimethyl) -N-
methylsulphonyl-aming} —aniline)~1l-phenyl-methvlene]-6-

ethoxycarbonyl-Z~indolinone



\par NiO\sb0\sa108\sl204\sImult1\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {25 \par
Ni576\sa0\sI208\sImultl\nowidctlpar\adjustright \expndO\expndtw?2\cgrid

WSRNINMARE OF THE INVENTION \par PCT/EP2005/057002
}\fi288\|i288\ri144\sb432\sl360\s|mglt]l\gﬁaw_idctlpar\adjustright
\expndO\expndtw-1\cgrid {Surprisingly, we found that the compounds of
above general H{\expndl\expndtw7\cgrid formula | are effective in the
treatment or prevention of }{\expndl\expndtw8 \cgrid 30 specific fibrotic
diseases.

(81) 3~Z—[{1-{4—(N- (piperidin-1-yl-carbonylmethyl)-N-
methylsulphonyl-amino) —~anilino}~1l-phenyl-methylene] —6—

ethoxycarbonyl-2-indelinone

(82) 3~Z-[1~{4-(N-({piperazin-l-yl-carbonylmethyl)-N-
methylsulphenyl-amino) ~anilino}-1-phenyl-methylens]~6-

ethoxycarbonyl-2-indolinone

{83) 3~Z2-{1-{4— (N-((morpholin-4-yl) —carbonylmethyl) -N—
methylsulphonyl-amino) ~aniling)-1l-phenyl-methylens]-6-

ethoxycarbonyl~2-indclinone

(84) 3-2-[1- (4~ (2Z-dimethylamino-ethoxy)~anilino)-1-phenyi-

methylene] -6-ethoxycarbonyl-2-indolinone

{85y 3-2-[1-(4-(3-dimethylamino-propoxy)-anilino)~1l-phenyl-

methylene] -6—¢ethoxycarbonyl-2-indolincone

(86) 3-~Z-[1- {4~ (aminocarbonylmethyl)~anilino)~l-~phenyl-

methylenel-6—ethoxycarbonyl~2-indolinone

{(87) 3-~Z~[i-{4-(Z2-aminocarbonyli-ethyl)-anilinc)-1-phenyli~—

methylenej—-6—ethoxycarbonyl~2—-indclincne

(88} 3-Z~[i~ {4~ (pyridin-2~yl}-anilino)-1l-phenyl-methylene] -

6-ethoxycarbonyl-2-indolinone

{89) 3-Z-[i-{4-(pyridine-3-yl)~anilino)-l-phenyl-

methylene] —6-ethoxyecarbonyl-2-indolinone
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(92) 3-Z-[1- (4~ (N~ethylcarbonyl-N-{dimethvlaminocarbonyl-
methyl) -~amino}—anilino) —l-phenyl-methylene]-6-

ethoxycarbonvl-—2-indolinone

(93) 3~Z-[1-(carbamoylmethyl-anilino) -1l-phenyl-methylene]~

t—ethoxycarbonyl-2-indclinone

(94) 3~Z-[i1-{4-dimethylcarbamcylmethyl-anilino) -l~phenyl—

methylene] ~6~ethoxycarbonyl-2-indolinone

(95) 3-Z-[1-(4- (piperidin-l-yl-methyl)-anilino)-methylene] -

b—ethoxycarbonyl-Z-indolinone

(9¢) 3-Z2-[1-{4—(piperidin~l-yl-methyl)-anilino) -

propylidene] —6—ethoxycarbonyvl-2-indoclinone

{27) 3~Z2~[1-(4- (piperidin-1-vl-methyl)-anilino) -
butylidene]~é~ethoxycarbonvl-Z2-indolincne

(28) 3-Z-[1-(4- (N-(3-dimethylamino—propyl) -N-acetyl-amino) —

anilino)-methylene]~6-ethoxycarbonyl-2-indolinone

(99} 3-Z-[1- (4~ (N~ {3~dimethylamino-propyl)~N-acetyl-amino) -

anilino)~ethylidene] -6-ethoxycarbonyl -2-indolinone
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\aspalpha\aspnum\nocwrap\adjustright
\cs9\f10\fs24\expnd-1\expndtw-5\cgrid {In accordance with the present
invention, the compounds of {\expndO\expndtwO\cgrid above general
vorpaidad’are the compounds \par }}}\pard\plain PCT/EP2005/057002
\sZ\Ii4680\sl204\slmuItl\nowidctlpa_r\af,b)glp_ha\aspnum\nocwrap\adjustright
\cs3\f10\fs24\cgrid {- 6 - \par
Ni648\ri72\sb432\sI360\sImult1\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {The disclosure thus relates to the use of the

compounglszof above-genegral farmaulaglfor the preparationef acet v1-

medicament H\expndO\expndtw-2\cgrid for the treatment or p revention of
CPRH NeAbie HErO R ah e g oy R AT e

(101) 3-Z-[1-(4-(N~-(3~dimethylamino-propvl)-N-acetyl-

amino)-anilino) -butylidene] —6-ethoxycarbonyl-2-indgolinone

(102) 3-Z~[1~ (4~ (N~ (2~dimethylamino-ethyl)-N-
methylsulphonyl—amino) —anilino)-methylene] —6-

ethoxycarbonyl~2~indolinone

{103y 3-Z~fl— (4~ (N~ (2~dimethylamino-ethyl)-N-
methylsulphonyl—-amino} —anilino)-propylidenel-6-

ethoxvcarbonyl~-Z-indolinone

{104) 3-Z-[1-(4~(W-(2-dimethylamino—ethyl) —-N-
methylsulphonyl-amine) —anilino)-butylidene] -6~

ethoxycarbonyl-2-indolinone

{165y 3-Z2-[1-(4-tetrazol-b-yl-anilino}-methylenel-6-

ethoxycarbonyl-2-indolinone

(106) 3-Z-[1-(4-tetrazol-5~yl-anilino})—ethylidene]l —6-

ethoxycarbonyl-Z-indolinone

(107) 3-Z-[l-(4d~tetrazol-5-yl-aniling)-propylidene]-6-

ethozycarbonyl-2-indoclinone

{(108) 3-EZ-[l-(4~tetrazol-5-yl-anilino)-butylidene] -6~

ethoxycarbonyl-2-indolinone

{109) 3-Z-[1-(4-carboxy-anilino) -methylene]-6-

ethoxycarbonyi~2Z2-indolincne



\par N\i144\ri0\sb180\sI199\sImult1\nowidctlpan\adjustright
\expndO\expndtwO\cgrid {5 \par }\pard
\s8\li648\sb108\sI268\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\adju

wrightAplars \cs9\f10\fs24\expndO\expndtw-2\cgrid {In one aspact;dirareis:
provided \par Ni792\slI240\sImult1\nowidctlpar\adjustright
\expndl\expndtw6\cgrid {the use of the monoethanesulfonats salt of
3-Z-[1-(4- \par }\pard
\s2\fi72\li504\ri432\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\plain \cs3\f10\fs24\expndO\expndtw-2\cgrid

{(N-C(4-methyl-piperazin-I-y1)-methylcarbonyl){\super\cgrid
- fﬁﬁégu&e?%c@?%—ﬂfnﬁféﬁw@kf@fgvmanL S \?v%%\‘@gjr%e&%ﬂn—o%?anilin

expndO\ex
ethoxycarbonyl-2-indolinone

5 {111) 3-Z-{1-(4-carboxy-anilino)-butvlidene]-6-

ethoxvcarbonyl-2-indolinone

(112) 3-Z-{1-(4-(N-(3~dimethylamino-propionyl)}-N-
dimethylaminocarbonyimethyl~amino)—-anilino)-l-ghenyl-

10 methylenel-6-ethoxycarbonyl-2-indolinone

(113) 3-2-[1-(4~(N-{4-dimethylamino-butyryl)-N-
dimethylaminocarbonylmethyl~amino}—-anilino)-1-phenyl-
methylena] ~6~ethoxyvcarbonyl-2—-indolinone

15

{114) 3-Z-11l~(4-(N-dimethylaminocarbonyimethyl-N— {2~
dimethylamino~ethylsulphonyl)-—amino)-anilino) -1-phenyl-

methylene]~6-ethoxycarbonyl-2-indolinone

20 (115) 3-Z-{i-{4-{N-dimethylaminccarbonvlmethyl-N—-{3~
dimethylamino-propyilsulphonyl) —amino) —anilino)-1-—phenyl—

methylene] —6-ethoxyvecarbonyl-2-indolinone

(116) 3-Z2-{1~- (4~ {(2-hydroxy~ethyl)-aminoc-methyl)—anilino}-
25 l-phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

{(117) 3-Z-[i1-{4-{(Z2-methoxy—ethyl)-aminc-methyl)-anilino)-

l-phenyli-methylene]-6~ethoxycarbonyi-Z2-indolinone

30 {118y 3-Z-[1-(4~((2-dimethylamino-ethyl)-amino-methyl)-

anilino)-I-phenyl-methylenel~é~ethoxycarbonyl-2-indclinone
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0)-1-phenyl-methylene)-6-methoxycarbony}{\expndO\expndtw-4\super\cgri
d 1-2-}\expndO\expndtw-4\cgrid H\expndO\expndtwO\cgrid indolinone,
optionally together with one or more \par

W pda&0wio\sb36\nowidctlpar\adjustright \expndO\expndtweg\cgrieh§d 7002
pharmaceutically acceptable carriers or excipients, for the
H\expndO\expndtw-1\cgrid preparat"iorji bf a medicament for the prevention
or treatment {\expndO\expndtwO\cgrid of idi opathic pulmonary fibrosis.
\par N\gl\fio\li648\sb900\nowidctlpar\adjustright \expnd-1\expndtw-6\cgrid

{Tihe disctosure alsa relatesitona methodifos thefl reaiment no - metny1) -

anilinoj-1l-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(120) 3-Z-[1-(4—-{(N-tert.butoxycarbonyl-2-amino-ethyl)-
amino-methyl)-anilino) —1-phenyl-methylenel] —&-

ethoxycarbonyl-Z2-indolinone

{121) 3-2-[1-(4-((N-tert.butoxycarbonyl-3-amino-propyl) -
amino-methyl)-anilino) ~l-phenyl-methylene] —6-

ethoxycarbonyl-Z2-indclinocne

{122y 3-2-[1-(4-((2~amino=-ethyl) —amino-methyl)—anilinc) -1~
phenyl-methylenel -6—ethoxycarbonyl~2-indelinone

{123) 3-2-{1-(4-((3~amino-propyl) —amino—methyl) —anilino)-1-
phenyl-methylene} -6—ethoxyroarbenyl-2-indolinone

{124y 3-2-[1-(4~((2~acetylamino—ethyl)-aminc-methyl)~

anilinoj~1-phenyl-methylenel-é-ethoxycarbonyl-2-indolinone

{(125) 3-2-[1-{4-((3~acetylamino—propyl)-amino-methyl) -

anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(126) 3-Z-[1~{4~({Z-methylsulphonylamino—ethyl) -amino-
methyl) -~anilino}—l-phenyl-methylene]~6-ethoxycarbonyl-2-

indolinone

{(127) 3-2~-[{1~(4~{(3-methylsulphonylamino-propyl}~amino-
methyl)—aniling)-l-phenyl-methylene]-6-ethoxycarbonyl-2-

indolinone
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\par }\fi-648\ri288\sb144\sI360\sImult1\nowidctlpanadjustright
\expndO\expndtw2\cgrid {15 or prevention of specific fibrotic diseases, by
H\expndO\expndtwO\cgrid administration to a patient in need thereof of a
exprgh@xpndtw-5\cgrid pharmaceutical composition carprisingsas7062
compound of above H\expndO\expndtw-2\cgrid general formula I, together
with a pharmaceutically \par \pard -
\s8\li648\sb108\sI273\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\adju
stright \plain \cs9\f10\fs24\expndO\expndtw-2\cgrid {suitable carrier. The

expression-patientsismeant t& WaPare, carbonyl-2-amino-ethyl) -N-
\52\1;1-64?i64_8\ri432§s£7§\s_|360 simultl\nowidctlpan\aspal ha\as_p6nym\no
civrapVagIHGRE Praincd3fTo\ts 2 R éxpnao\ekpnativ 3tgid 120
cehiprisecthebrnamimaliamanimabbedy, preferably the human
H\expndO\expndtwO\cgrid body.

{(129) 3-Z-{1~(4~(N-(Z2~aminc-ethyl)-N-methyl-amino-methyl)-

anilino)~l-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

{130) Z3-2-[1-{4~(N~{2~acetylaminc—ethyl)-N-methyl-aming-
methyl)—-anilino)-l-phenyl-methylenel~-6-ethoxycarbonyl-2-

indolinone

(131) 3-2-{1-(4~-{N—-(2-methylsulphonylaminc—ethyl)-N-methyl—
amino-methyl)-anilino) ~l-phenyi-methylene] ~6-

ethoxycarbonvl—-2-indolinone

(132) 3-Z~[1l-(4-{carboxymethyli-amino-methyl)-anilino} -1-

phenyl-methylene] —6-ethoxvcarkbonyl-Z2-indolinone

(133) 3-Z-[l-(4-{ethoxycarbonylmethyl-amino-methyl) -

aniiinc)-1-phenyl-methylenel-b-ethoxycarbonyl-2-indolinone

(134) 3-Z-[l-(4-{carbamoylmethyl~aminc—methyl)-anilino}-1-

phenyl-methylenel ~6-ethoxycarbonyli-2-indolinone

(135) 3~Z-[1-(4~(dimethyvlcarbamoyl-methyl-aminc-methyl) -

aniling)~1-phenyl-methylene] -6-ethoxycarboenyl-2-indolinone

(1326) 3-Z-{i-{4-(methylcarbamoyl-methyl-amino-methyl) -

anilinc)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinane



\par N\pard
\s8\li648\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs9\f10\fs24\expndO\expndtw-2\cgrid {The disclosure further relates to a

phamacagtical \par \sb108\sI300\sImultl\nowidctlpar\adjustrigie2005/057002
\expndO\expndtw-1\cgrid {composit_ior:lL Sofr the treatment or prevention of
specific \par }\pard
\s2\fi-648\1i648\ri144\sb108\sI360\sImultl\nowidctlpar\aspalpha\aspnum\n
ocwrap\adjustright \plain \cs3\f10\fs24\expndO\expndtw3\cgrid {25 fibrotic
diseases which ﬁomp{@es;arwmgql léﬂﬁ@ﬁ)ﬁ@@}/;%lcarbo nylfktl) ~methyl -
Hiexpnd-1\expndtw-8\cgrid general formula. | alone or in combination wit
o%gb?%o:jg ﬁ\r\éfpgnd%r\}ég‘%ﬁﬁ%tbv- \é’g%? ﬁ#th%?%ﬁé’ﬁa%%%iﬁéagents.

ethoxycarbenyl~Z—indolinone

5 (138) 3-Z-[1-{4- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3—nitro-aniling}-l-phenyl-methylene] -6~

ethoxycarbonyi-2Z-indolinone

(139) 3-Z2-[1l-{4~(N-dimethylaminomethylcarbonyl-N-methyl-
10 amino)-3-acetylamino-anilino)-1-phenyl-methylene]—6-—

ethoxyearbonyl~Z2—-indolinone

(£40) 3-Z-{1-{4-(N-dimethylaminomethylcarbonyl-N-methyl -
amino)-3-methylsulphonylamino~anilino)-1-phenyl-methylene] -

15 6—ethoxycarbonyl-2-indolinone

(141) 3-Z2-[1-(4~(N-dimethylaminomethylcarbonyl-N-methyl-
aming)—3—cyanc—-aniiino)-1l-phenyl-methylene] -6-
ethoxycarbonyl-Z2—indolinone

20
(142) 3-Z-[1~ (4~ (N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-hydroxy~anilinc) ~1l-phenyl-methylene] ~6—

ethoxycarbonyl-2-indolinone

z5 (143) 3-Z-[1-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-methoxy~anilino) -1-phenyl-methvlene] -6-

ethoxycarbonyl-2-indolinone

(144) 3-Z-{l-{4-(N-dimethylaminomethylcarbonyl-N-methyl-
36 amino)-3-ethoxycarbonyl-anilino) —1-phenyl-methylene]—6-

ethoxycarbonyl-2Z—~indelinone
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ethoxycarbonyl-— 2m*ndolznone

(146) 3-Z-[1l-(4-(N-dimethylaminomethylcarbonyl-N-methyl -
aming)—3-carbamoyl-aniline) -l-phenyl-methylene] —6-

ethoxycarbonyl-2-indolinone

{147) 3-Z2-11-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-chloro—anilino)-1-phenyl-methylene]—6-

ethoxycarbenyl-2-indolinone

{(148) 3-Z2-[1-{4—{N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-fluoro-anilino)~1l-phenyl-methylenc]—6-

ethoxycarbonyl-2-indolincone

(149) 3-Z-[1l-(4-(N-dimethylaminomethvlcarbonyl-N-methyl -
amino)-3-bromo-anilino) ~l-phenyl—-methylene] ~6—

ethoxycarbonyl-2-~indolinone

(150 3-Z-[1-(4-(N~dimethylaminomethylcarbonyl-N-methyl—
amino)-3-methyl-anilino}-l-phenvl-methylene]—6—

ethoxycarbeonyl-Z-indolinone

(131) 3-2-[1~(4~(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3~trifluoromethyl-~anilino)-1-phenyl-methylene] -6—

ethoxycarbonyl-2-indolinone

(152) 3-Z-[1-(4—(N-dimethylaminomethylcarbonyl-N-methyl-
amino) -3, 5—-dibromo-anilinc}-l-phenvl-methylene] ~6-

ethoxycarbonyl—-2-indolinone
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ethoxycarpbonyl-2-indclinone

(154) 3-Z-{1-{4-{dimethylaminomethyl) ~3-amino—-anilino)~1-

rhenyl-methylene] ~6-ethoxyvcarbonyl-2-indolinone

(155) 3-2-[1-{4-(dimethylaminomethyl) ~3-nitro-anilino)-1-

phenyl-methylene] —6-ethoxycarbonyl-2-indolinone

{(156) 3-Z-[l-(4—(dimethyvlaminomethyl)-3—-acetylamino-

anilino)-l-phenyl-methylenel-~é-ethoxycarbonyl-2-indolinone

(157) 3-2~[1l-(4~{dimethylaminomethyl) ~3~
{methylisulphonylamino} —anilino)—-1-phenyl-methylene]—6—

ethoxycarbonyl-2-indeolinone

{158) 3-&-I[l1-{4d-(dimethylaminomethyl)-3—-cyanc-anilino)~-1-
phenyl-methylene] ~6-ethoxyvcarbonyl-2-indclinone

(159) 3~Z-I[1l-(4-(dimethylaminomethyl) -3-hydroxy-anilino)-1-

phenyl-methylenel -&-ethoxycarbenyl-2-indolinone

(160) 3-Z-{1-(4-(dimethylamincmethyl)-3-methoxy—-anilino)~1-~
phenyvl-methylene] —6-ethoxycarbonyl-2-indclinone

(161) 3-Z-!i-(4-(dimethylaminomethyl)-3- (ethoxycarbonyl) -

anilino)-l-phenyl-methylenel-6-ethoxycarbonyl-2-indclinone

(162) 3-Z2-[1-{4—(dimethylaminomethyl) —3-carboxy-anilino)-1-

phenyl-methylene] ~6-ethoxvcarbonyl-2-indolinone
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{164) 3~2-{l-(4-{(dimethylaminomethyl) -3~-chioro-anilino) -1~

phenyli-methylene] -6-ethoxycarbenyl-2-indolinocne

(165) 3-Z-[1-{4-(dimethylaminomethyl) ~3~Ffluoro—aniline}-1-
phenyl-methylene] ~6-ethoxycarbonyl-2-indolinone

(166) 3~Z-[1l~ (4~ (dimethylaminomethyl)-3-bromo—-anilino)-1-
phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

(167) 3-2-1{l-(4~(dimethylaminomethyl) -3-methyli-anilino)~1-
phenyl-methylene] ~6—ethoxycarbonyl-2-indclinone

(168) 3-Z2-{1-{4~(dimethylamincmethyl) -3~trifluoromethyl -

anilino)-l-phenyl-methylene]-é-ethoxycarbonyl-2-indolinone

(169) 3-Z-{1-(4~(dimethylamincmethyl) -3, 5-dibromc—-anilino) -
l-phenyi-methylenei-t-ethoxycarbonyl-2-~indolinone

(170) 3-2-[1-(4—(dimethylaminomethyl) -3, 5-dichloro-

aniling)~il~phenyl-methylene]-6-ethoxycarbonyl-2-indolingne

(171) 3-2-{1— (4~ (N-{({d-methyl-piperazin-1-vl) -
methylcarbonyl}) ~N-methyli-amine)~anilino) -1-phenyl-

methylene] —-6-ethoxvearbonyl-2-indelinone

(172) 3-2-[1-(4—-(N-(imidazo~i~yl-methylcarbonyl) -N-methyl-
amino)—-aniling)~l-phenyi-methylene] -6-ethoxvyvcarbonyl-2-

indolincne
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b3846) 3-7-[1- (4~ (u~{phthalimido~2-yl-methylcarbonyl)-N-
checb2075433d2561a70daca085c559dee8b0f90586ddcb1a1d87f612le

62 18 AbTABOeADA0 199 270485 T 36861257982892679dd2360056h6

1860dfcarbonyl—2-indolinone

{174y 3-Z-(1l-{4-({N-aminomethylcarbonyl-N-methyl-amino)-

anilino}-1-phenvl -methylene]-6-ethoxycarbonyl-2-indolinone

{175) 3-Z-{l-{4-(N-acetylaminomethylcarbonyl-N-methyl-
amine)—anilino) ~l-phenyl-methylene] -6-ethoxycarbonyl-2-

indclinone

{176) 3-Z-[1-{4~(N-methvlsulphonylaminomethylcarbonyl-N-
methyl-aming)-anilino) ~i-phenyl-methylene] —6-

ethoxycarbeonyl-2~indolinone

(177 3-Z-{1~{4—(N-((N—(Z-methoxyethyl)-N-methyl-amino) ~
methylcarbonyl) -N-methyl-aminc)-anilino) ~l-phenyl-

methylene] ~6~ethoxycarbonyl-2-indolinone

{178) 3-Z-[1-(4=(N~-((N- (2-dimethylaminocethyl) -N-methyl-
amino)-methylcarbonyl) -N-methyl-amino) ~anilino) -1-phenyl-

methylene]-6-ethozycarbonyl~2-indolincne

{179) 3-Z-[1-{4-(N-{{di-(2-hydroxyethyl) —amino) ~
methylcarbonyl) ~-N-methyl-amino)-anilino) -1-phenyl-

methylenej-6-ethoxvecarbenyl-2-~indclinone

(180) 3-Z-[l1-{4-{N-dimethylaminomethylcarbonyl-N-methyl-

amino)-—aniline) -methylenel-b-ethoxycarbonyl-Z-indolinone

(181 3-Z2-[l-(4-{N-dimethylamincmethylcarbonyl-N-methyl—

aminoj)—aniling) —~ethylidene] ~é~ethoxycarbonyl-Z-indolinone
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efobtaed-aniline) —propylidenel-6—ethoxyecarbonyl-2-indolincne

5 (183) 3-Z-[l-(4-(N-dimethylaminomethylcarbonyl-N-methyl-

amino)—aniling) -butvlidenel-é6-ethoxyvcarbonyli-2-indolinone

(184) 3-Z-[l-(4-{dimethylaminomethyl)-aniling)-methylene]~

t—-ethoxycarboenyl~Z2-~indolinone

(185) 3-Z-[l-{4~(dimethylaminomethyl) ~anilino)~ethylidene] -

t-ethoxycarbonyl-2-indolincne

{186) 3-Z-{i-{4-(dimethylaminomethyl)-aniling)-

15  propylidene] ~6-ethoxycarbonvl-Z2-indolinone

(187) 3-Z2-[1-(4d-(dimethylaminomethyl) -anilino)-butylidenel]-

t6-ethoxzyroarbonyli-~Z-indolinone

20 (188) 3-EZ-[1-{4—-(N-dimethylaminccarbonylmethyl-amino) -

anilino)-1-phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

(189) 3-Z-[1-{4-(N-(3~dimethyvlamino-propyl)-N-acetyl-ami-
no)-anilino} ~l-phenyl-methylene] ~g~ethoxycarbonyl-

25 Z2=indolinone

{(190) 3-Z2-[1-(4-((imidazolidin-2, 4-dion-5-ylidene)--methyl) -

anilino)~l-phenyl-methylene]-6-ethoxvcarbonvl-2-indolinone

30 {191} 3-EZ-[1-(4-(N-{(2~dimethylamino-ethyl) -carbonyl) -N-
methyl~amino)-—anilino) —~l-phenyl-methylene] ~6-

ethoxycarbonyl-2-indolincone
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c886 lino)~1-phenyl-methylene] -6-ethoxycarbonyl-2-indolinone

5 (193) 3-Z-[1-(4~-(2-oxo-pyrrolidin-l-yl-methyl)-anilino) -1-
phenyvl]l-methylene] —-6-ethoxycarbonyl-2-indolinone

(1924) 3~E-1l1-(4~(N-aminocarbonylmethyl-N-methylsulphonyl—
aminc)—anilino) -l-phenyl-methylene] -é6-ethoxycarbonyl—

14 Z2—indolinone

(195) 3-2-[1-{(4-(N-cyanomethyl-N-methylsulphonyl-amino) -

anilino)-l-phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

15 {196) 3-2-[1-(4-{(2-{imidazcl-d-y]l)-ethyl)—-anilino)-1-
pPhenyl-methylene] -6-ethoxvecarbonyl-2-indolinone

{(197) 3-2-[1-(4-{(2- (N-bhenzyl-N-methyl-aming) -ethyl)-N-
methylsulphonyl—-amino) ~anilino)-1-phenyl-methylene]-6-

20  ethoxycarbonyl-2-indolinone

{198) 3-Z-[l1-{4-cyclcohexylaminc~anilino) -1l-phenyl-

methylene]~6-ethoxycarbonyl-2-indolinone

25 (199) 3-Z-[1-(4-{imidazol~-1l-yl-methyl)-anilino) ~1-phenyl-

methylene] ~¢-ethoxycarbonyl-2-indolinone

{200) 3-Z-[1-(4-{imidazol-l-yl-methyl)-anilinoc}-1-phenyl-
methylene]-6-ethoxycarbonyl-2-indolinone

30
(201) 3-Z-[i—-{N-methyl-piperidine-4-yl-amino)-l-phenvyl-

methylenel~é-~ethoxycarbonyl-2-indolinone
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Vo3 hddkaaba6dcc2b99b6652b0dadc9eb9474914ac0e3ac54avdadabs/B 76k
7eebﬁa76026f75541b564b026d2014bbfef5ce3b07930e58b2f11200000e5
O5ealeb
dc940f22aeadc194c7bbad3d6ef3e56ae33¢c750f53096a6a9bae3bdaad40a0
2c41dd0f42523e7671f8a%9aca83ced44bb6118124edbd83cd2999bd0d10dd
3cfad23
66e21b6hde4c52f327d9a89a3f08a36a882fc7d4b09al16796ede6419c44ca

af615055b982¢4d8695¢IeA848990 1830810 Ad8AaRE 146693 5D FsHets

5a66@hd ene] —6—ethoxycarbonyl-2-indolinone

(203) 3-Z-[1-{4-((4-hydroxy-piperidin-l-yl)-methyl}-

anilinc)-i-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

{204) 3-Z-[1-{4—-{(4-methoxy~piperidin-1-yl)-methyl)-

aniline)~1l-phenyl-methylene]l-6-ethoxycarbonyl-2~indelinone

(205) 3-7Z-[l-{4-benzyl-aniling)~l-phenyl-methylene]-—6—-

ethoxycarbonyl—-2-indolinone

{206y 3-Z-11-{4~(N~{3~trifluoroacetylamino-propyl) ~N-
methylsulphonyl-amino)—anilino)—1l-phenyl-methylene]-6-

ethoxycarbenyl-2-indolinone

(207) 3-Z-{l-(4~(4d~tert.butoxycarbonyl-piperazin-l-yl-
methyl) —anilino)-l-phenyl-methylene]-6-ethoxycarbonyl—

Z2~indolinone

(208) 3-2-[1-(4-(L-methyl-imidazol-2~yl)-anilino)-1-phenyl-

methylene]-6—ethoxycarbonyl—2-indolinone

(209) 3-Z-i{l-(4~{il-methyl-imidazol-2-yl)-anilino)-1-phenyl-

methylenel—-6—ethoxycarbonyl-2-indolinone

(210) 3-Z-[1-{4—(N-(2-dimethylamino-ethyl) -N-
methylsulphonyl-amino) ~3-amino-anilino)-I-phenyl—

methylenel-6-ethoxyearbonyl—-2-indolincne



fof2e10baa8h8299a4975fdffodeddc6cccf5f7932c47436b1c4fcbe99b3acef
bdbd81157d73d439157¢c3b28a7b07c6a8ef5645d9h10b1933f99aalf645d
5bf4
wWOeBuatef3819a5c2e9586446¢c8fbfa66aa32a77092e8ac2feghfpabdasnkdt2
b5057226ee628920a82a897a860b9b293abf1a2b0360514f4ead67712385
7c7803
2b9d54695c725afae98d130226bdcda8aa9dcdclda2dcc27284cee952¢95
8fcc9ceadc22a8c99d9927d29acdcabf47c02a8fd09795bec9fd3f02f283265

645@%) 3-Z2-11-(4 — (N- ben,gl N~methyl-amino) ) N~
b24e778eee3f08abd56e639972e77 O77c4cc02a8d8d732e7e27§)cd5b185

bB& 7 63e S 36058 b 71868185358 2B 0T PeTTIZub126436 76ce

22d9dbBvcarbonyl~2-indclinone

5 {212y 3-2-[1-(4-(N-(2-dimethylamino-ethyl) -N-acetyl-amino) -

anilino)-l-phenyl-methylene]-6~ethoxycarbonvl-2—indolinone

{213) 3-2-[1-(4~(N—~({2-dimethylamino-ethyl)-N-butyryl-
amino)-anilino) -l-phenyl-methylene) -6-ethoxycarbonyl-

10 Z2—indolinone

(214) 3-2-[1-(4-(N-(Z-dimethylamino-ethyl) -N-iscbutyryl-
amino)-anilino)-l-phenyl-methylene] ~6-ethoxycarbonyl-
Z—indolincne

15
(215) 3-Z-[1-(4-(N-(2-dimethylaminc-ethyl) -N-benzoyl-
amino)—anilino)-1-phenyl-methylenel -6—ethoxycarbonyl—

Z~indolinone

20 (216) 3-Z-[1-(4-(N-(2-dimethylamino-ethyl)-N-acetyl-amino) -
3-aminc—anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-

Z2—indolinone

(217) 3-Z-[1~(4~(4-hydroxymethyl-piperidin-1l-yl-methyl) ~
25 anilino)-l-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(218} 3-2-[1-(4-{2~(4~hydroxy-piperidin-1-y1)-ethyl)~

anilino)-i-phenyl-methylenel]-6-ethoxycarbonyl-2-indolinone

30 (219) 3-Z2-[1-(4~ (N~ (2~dimethylamino—-ethyl)-N—
propylsulphonyl-amino) —anilino}~1-phenyl-methylene] 66—

ethoxrycarbonyl-2-indolinone
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414c3972deb73fd488f6cf312d4cdf31727627014bd49ba5ad0f8bc13c8419
6fefe606bbc195045302201b6c62d007e8217685817784d5c03387300606
€93006

wieah300656f3410c3ea988c4820f00cee4fe0a61f0f706d580a4400503724e

0d6e916affod b603e00f0273dbf21clA%OPg4169ef01702801303d902835c00
052b - -
450d369220e6510b0c72ee995b406dee49af02d834813f08ade4384a6dee
0911a195f48488d04aaea23cd762bd5e44a82dd617e0ec026a9f5d828706
216cbb60
20167641e308b5f2df244e8d45a90167361435f87b836af03ef56c7a8badd
044658p2d3d9e3280cEh2 dhetoafbir60954 52466 453¢03489c507743982

7a60¥30ulphonyl—amine)—aniline) ~1-phenyl-methylene] —6-

ethoxycarbonyl-2-indoclinone

(221) 3-Z2-[1~-(4~ (N~ (2~dimethylamino—ethyl) -N—
phenylsulphonyl-amine) —anilino)-1l-phenyl-methylene] -6~

ethoxycarbonyl—-2-indolinone

(222) 3-2-[1-(4—(N-(2-dimethylamino-ethyl) ~N-
benzylsulphonyl-amino) —anilino}-1-phenyvl-methylene]~6-

ethoxycarbonyl-2-indolinone

{223} 3-Z-{1-(4-{{imidazolidin-2, 4~dion~5~vy1) -methyl} -~

anilino)~1l-phenyl-methylenel-$6—ethecxycarbonyl-2-indelinone

(224) 3-2-[1-(4-((3-hydroxy-pyrrolidin-l-yl)-methyl}-

anilino)-l-phenyl-methylenel-t-ethoxycarbonyl-2-indolinone

(225) 3-Z-[1-{4—(cyclochexylyl-methyl) ~anilino)-1l-phenyl-

methylenel-6—ethoxycarbonyl-2-indolincne

{2260) 3-Z-[1-{4-{cyclohexyl~carbonyl)-anilino)-1l-phenyl -

methylene] -6-~ethoxyecarbonyi-2—-indolinone

(227y 3-Z2-[1l-{4d—-diethvlaminomethyl-anilinc)-1-phenyl-

methylenel-6-ethoxycarbonyl-2Z~indolinone

{228) 3-Z-[1~{4~(N~{n-hexyl)-N~methyl-aminomethyl) -

anilino)—i-phenyl-methylenel-6-ethoxycarbonyvl-2-indolinone
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Wo\BaspaEd\plain PCT/EP2005/057002
\s2\li144\sl|- 220\slmuItO\nOW|dctIpar\aspalpha\aspnum\nocwrap\adjustrlght

\cs3\f10\fs23\cgrid {5 in which -1

(229 3-Z2-{1-{4-(N-(2-dimethylamino-ethyl)-N- (furan-2-
carbonyl)—aminc)-aniling) ~l-phenyl-methylene] -6-

ethoxycarbonyl—-Z-indolinone

(230) 3mZ—[1—(4—(Nw{2“dimethylamino—ethyi)MN~(2Amethoxy»
benzoyly-amino)-anilino)-l-phenyl-—methvlene]-6—

ethoxycarbonyl-2-indolincone

(231) 3-2-[1-(4-(N-(2-dimethylamino-ethyl)-N- (pyridine—-3-
carbonyl) —amino)—-anilino) ~l-phenyl-methylene] -6~

ethoxycarbonyl—-2-indolinone

(232) 3-Z2-[1-(4~-(N-(2-dimethylamino-ethyl)-N—{phenyl~
acetyl)-amino)—anilino)~l-phenyl-methylene] -6~

ethoxycarbonyl-Z-indolinone

(233) 3~Z-[i-{(4-(imidazol-2-yl)-anilino)-l-phenyl-

methylene] ~6~ethoxycarbonyl-2-indelinone

{234) 3-Z-[i-(4~(l-ethyl-imidazcl-2-yl)-anilino)—1-phenyl-

methylene] -6-ethoxycarbonvl-2—-indolinone

(235) 3-Z-{1-{4~(l-benzyl-imidazol-2-yl)-anilinoc)-l-phenyl-

methylene]~6-ethoxycarbonyl-2-indolinone

(236) 3-Z-[1-(4~(N-(2~-dimethylamino-ethyl) -N—
isopropylsulphonyl-amino) —anilino)~1l-phenyl-methylene]—6-—

ethoxvcarbonyl-2-indolinone

(237 3-Z-{1-(4~(N~{{(4-benzyl-piperazin-i-yl) -
methylcarbonyl)-N-methyi-amino)—anilins) -1-phenyl-

maethylene]-é6-ethoxycarbonyl-Z-indolinone
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\par N\i576\sb360\sl-249\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {X denotes an oxygen or sulphur atom, \par
Wfi576Mi0\ri576\sl-322\sImultO\nowidctlpar\adjustright

wexgpndaierandtw-3\cgrid {R}\sub\cgrid I}{ denotes a hydrogeratom=as a2
prodrug group such as a }{\expndO\expndtw4\cgr|d 10 Ccalkoxycarbonyl

or C2_4-alkanoyl group, \par
WfiO\i576\ri0\sb324\sl-339\sImultO\nowidctlpar\adjustright
\f16\fs16\expndO\expndtw2\cgrid {R2 H\f10\fs23\cgrid denotes a carboxy
group, a straight-chain or branched H{\f10\fs23\expnd-2\expndtw-10\cgrid

Cli6-alkoxy-carbonyl group, a C4_7H\f10
BTG Ao T O e g n -1~ methy Loasbony 1) -

-HAELO\ s RAexpnd-2expndiwy 10\egrdroyclaalkaxy-cashonyl or an
H10)533\expg0lexpndy-Aicgrid aryloxycarbonyl group.
(232) 3-Z-[1-{4-(N—-{(2-dimethylamino—ethyl)-N-acetyl-aming) -
3-bromo-anilino}—-l-phenyl-methylenel-6—ethoxycarbonyl-

Z-indolinone

{(240) 3-Z-[1-(4-(5-methyl-imidazol-4-y1)-anilino)~1-phenyl-

methylene}~6~ethoxycarbonyl-2-indolinone

(241) 3-Z-[1-(4—-(N-{(Z~dimethylaminoc-ethyl)-carbonyl) -N-
isopropyl-amino)-anilino) -i-phenyl-methylene] -6-

ethoxycarbonyl~2~indolinone

{242) 3-Z~[1-(4—(N-((2-dimethylamino-ethyl)-carbonyl) -N-
benzyl-amino)l-anilino) -l-phenyl-methylene] ~6-—

ethoxycarbonyl—2-indolinone

(243) 3-Z-~[1-(4-(N-butyl-N-tert.butcxycarbonyl-
aminomethyl) —anilino}~1-phenyl-methylenel-6—ethoxycarbonyl—

Z-indolinone

(244) 3-Z-[1-(4-(N—-{{N-aminocarbonylmethyl-N-methyl-amino)-
methylcarbonyl) -N-methyl-aminc)-aniline) -1-phenyl-

methylene-é-ethoxycarbonyl-Z-indolincne

{245) 3-Z2-[1-(4~(N~((N-benzyl-N-methyl-amino) -
methylcarbonyl) N-methyl-aming)-anilino} ~l-phenyl-

methylene]l-6-ethexycarbonyl-2-indolinone
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\par N\liO\sb144\s|-213\sImultO\nowidctlpar\adjustright
\f10\fs23\expndO\expndtwO\cgrid {15 \par
Ni576\ri432\sl-355\sImultO\nowidctlparadjustright

wexpneosexpndtw-4\cgrid {a straight-chain or branched PCT/EP2005/057002
Cb6-alkoxy-carbonyl group, H\expnd-1\expndtw-6\cgrid which is
terminally substituted in the alkyl moiety 9oy“"a H\expndO\expndtwO\cgrid
phenyl, heteroaryl, carboxy, C1_3calkoxy-carbonyl,
H\expndO\expndtw-2\cgrid aminocarbonyl, C:_3elkylamino-carbonyl or

\pgg z}\c_!ip\@%b%98@-2_7@86mlut@nga\éf{dr%'@é\@ﬁ{;}ﬁtﬂg%nq -
\expndO\expndtwO\cgrid {20 di-(C}{\sub\cgrid 1}{-H\sub\cgrid
SﬁgﬁRyﬁgﬂﬁmaﬁgﬁﬁﬁﬂn%ﬁa§ﬁ}mamlno)~an1 ino} -i-phenyl-

methylene] ~6-ethoxycarbonyl-2-indolinone

{247y 3-2-{1-{4-(N-{(2~{4d~tert.butoxycarbonyvl piperazin-1i-
yil)-ethyl)-carbonyl) ~N-methyl-amino)-anilino)-1-phenyl-

methylene] ~§-ethoxycarbonyl-2-indolinone

(248) 3-Z-[1-{4~ (N~ ((2— {piperidin-1-yl)-ethyl)~carbonyl) N-
methyl-amino)—~anilino) —l-phenyl-methylene] —6-

ethoxyvcarbonyl~Z-~indolinone

(249) 3-Z-[1-{4-(N~((2~ (N~benzyl-N-methyl-amino)-ethyl) -
carbonyl) ~N-methyl-amino) —aniling)~1-phenyl-methylenel—§-

ethoxycarbonyl~2-indolinone

(250) 3-Z-[i-{4-(N-dimethylaminomethvlcarbonyli-N-isopropyl-
aminoj}-anilino)-l-phenyi-methylene] ~-6-ethoxvcarbonyl-

Z—-indolinone

(251) 3-Z-[1-(4-(N-(piperidin-1-yl-methylcarbonyl) —-N-
isopropyl-amino}-~aniline) ~l-phenyl-methylene] —6—

ethoxyecarbonyli—Z-indolinone

(222) 3-Z2-[1-(4-{N-{((4-tert.butoxycarbonyl-piperazin-i-yl) -
methylcarbonyl)-N-isopropyl-amino)—anilino)-1-phenyli-

methylene]-¢t-ethoxyecarbonyl~2-indolincne

(253) 3-2-[1-(4~(N-({(N-benzyl-N-methyl-aminoc) -
methylcarbonyl) -N-benzyl-amino)~aniling) ~]l-phenyl-

methylenel-6é-ethoxycarbonyl—2-indclinone
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\par N\i576\ri432\sb324\sl-349\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-6\cgrid {a straight-chain or branched
C2-6-alkoxy-carbonyl group, which is terminally substituted in the alkyl
woaisty/deyiaschlorine atom or a hydroxy, C1_3-alkoxy, amine¢\pew200s/057002
NiO\riO\sb108\sl24 7\sImult1\nowidctlpanadjustright
\expnd0\expndiw-Acgrid {25 CH\sub\¢grid 1}{-}\sub\cgrid 3}{-alkylamino
or di-(C1-3-alkyl)-amino group, \par
Npard\plain\sect\sectd\stextflowO\marglsxn1625\margrsxn1565\margtsxnl

252'argbsxn1652¥inexOisectdefaultchparddpiain oz rhony1-N-benzyvi -
\sZ\Ii,432\§l-207\slmuIIQ\Ilok\llvidct_lQar\tgr\tx8409\§sgalpha\as%)%um\nocwrap\
adjlistight eSS TBR BRI\ Phakw AErid THIO 200676 871 85\tab
Hiexpriti®expmdtw2\cgrid PCT/EP2005/057002

(255) 3~-Z-[1-{4~{N-{piperidin-l-yvl-methylcarbonyl) ~N-
benzyl-amino)-anilino)~i-phenyl-methylene}—6-

ethoxycarbonyl-2-indolinone

{(256) 3-2-[1-{4~(1,2,4~triazol-2-yl-methyl)-anilino)~1~-
phenyli-methylenel] -6~ethoxycarbonyl-2-indelinone

(257) 3-Z-[1-{4-(1,2,3~triazol-2-yl-methyl)—-anilino)-1—-
phenyl-methylene] ~6-ethoxycarbonyl-2-indolinone

(258) 3-2-[1~(4~(1,2,3-triazol-1-yvl-methyl)-anilino)-1-
phenyl-methyienel -6-ethoxycarbonyl-2-indelinone

(259} 3-Z-[1-(4~({N-aminocarbenylmethyl-N-methyl-amino) -
methyl) —anilino)-l-phenyl-methylenel-é~ethoxycarbonyvl-

Z—indolinone

(260) 3-2-{1-{4~((di~(2-methoxy—ethyl)-amino) -methyl} -

anilinc)-1-phenyl-methylene]~6-ethexycarbonyl-2-indclinone

(261) 3-Z-[i-{4-({di-(Z-hydroxy-ethyl)-amino) -methyl) -

aniling)-l-phenyl-methylenel-6-ethoxycarbonyl-2—-indolinone

{(262) 3-Z-[1-(4-{(N-ethoxycarbonylmethyl-N-methyl-amine) -
methyl)-anilino)~l-phenyl-methylene]-6-ethoxycarbonyl -~

2—indolinone
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\par N\pard
\s2\li4320\sb144\sl-212\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs22\expnd-1\expndtw-6\cgrid {- 8 -- \par

WiGdR\nh3&sb504\sI-326\sImultO\nowidctlpan\adjustright  pct/EP2005/057002

\expndO\expndtwO\cgrid {an aminocarbonyl or methylaminocarbonyl
group, an H\expndO\expndtw1\cgrid e{ﬁﬂafninocarbonyl group optionally
substituted in the 2 \par
Nri648\sb108\sa396\sl-329\sImultO\nowidctlpar\adjustright

\expngiD\expndiw-1\cgrig {position of the. ethyhgroup. by a vdroxy,are 1 -
OlB-aIkoxy%\expndO\expndtwO\cgrld group or a
diREXENGO\ekphatkEREperTY I exprdtiexprafvolcgrid
(Cif2{\expnd0 \expndtwO\super\cgrid -}{\expndO\expndtwO\cgrid

alkﬁlgéé}mgq_%@fqgmﬁlg(ﬁ%propy I-N-tert.butoxycarbenyl-
aminomethyl) ~anilinec)-1l-phenyl-methylene]-t-ethoxycarbonyl-

Z—indolinone

{(265) 3-Z-[1-{(4-({(N- (2~ (2~methoxy—ethoxy)-ethyl) -N-methyl-
amino)-methyl)—anilino) -1-phenyl-methylene]-6-

ethoxycarbonyl—Z2-indolinone

(266) 3-Z-[1-{(4—-{(N- (tert.butoxycarbonyl-3-aminoc-propyl) -N-
methyl-amino)-methyl)—anilino) -l-phenyl-methyliene] —6—

ethoxycarbonyl-2-indolinone

(267) 3-Z2-[1-{4~((N- (methylcarbamoyl-methyl)-N-methyl-
amino)-methyi)-anilino) -1l-phenyl-methylene]—6-

ethoxycarbonyli—-2-indolinone

{(2€68) 3-Z-[1-(4-( (N~ (dimethylcarbamoyl-methyl)-N-methyl~
amino)-methyl) —aniling) ~1-phenyl -methylenel-6-

ethoxycarbonyl—~2-indolinone

{269) 3-Z-{1-{(4—{ (N-propyl-N-methyl-amino) -methyl) ~

anilino)-1-phenyl-methylenel-6-ethoxycarbonyl-2-indolinone

(270) 3-E-[1-(4-((N-(2~-dimethvlamino—ethyl)-N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene] ~6-

ethoxycarbonyl~2~indolinone
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\par N\i144\riO\sbO\sa108\s|204\sImult1\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {5 \par
Ni648\ri504\sa0\sI360\sImultl\nowidctlparadjustright

wig k@ expnes1\expndtw-5\cgrid {R3 H\fs22\cgrid denotes a hyarpganatom:
a 016-alkyl, 03-1-cycloalkyl, }{\f522\ex1p2n2d0\expndtvv2\cgrid trifluoromethyl

or heteroaryl group, \par
Nqgc\lio\riO\sb360\sI273\sImultl\nowidctlpar\adjustright
\fs22\expndO\expndtw2\cgrid {a phenyl or naphthyl group, a phenyl or

naphthyl groupr\par, - (3rdimethylamino.propyl) Nomeshyl -
Nal\fi-648\1648\ri144\sb72\sI360\sImult \nomdctlpar\agjustrlght {10"mono-

oF BistiBSTREA DY & fAtdAnBdRIbANS bYomif-gy Lenel -6~
HiexpndQexprdiw:4\cgridiodineatom, by a trifluoromethyl, O13-alkyl or
Cl-b-alkoxy ¥\expndO\expndtw4\cgrid group, wh
(272) 3-Z-[1-(4~((N- (Z-methcxy-ethyl) -N-methyl-amino) —
methyl) —anilinoe)-1l-phenyl-methylenal-6-ethoxycarbonyl—

Z2-indolinone

(273) 3-Z-[1-(4-( (N~ {(Z-hydroxy-ethyl) -N-methyl-amingo) -
methyl) ~anilino)-1-phenyl-methylenel~é-ethoxycarbonyl-

2-indolinone

{(274) 3-Z2-[1-(4-{(N-(diocxolan-2~yl-methyl) -N-methyl-amino) -
methyl) —anilino)-l-phenyl-methylenel-6-ethoxycarbonyl—

Z2—indoclinone

(275) 3-2-[1—-(4-(3~oxo-piperazin-l-yl-methyl) ~aniline)-1-
phenyl-methylene] ~é—-ethoxyecarbonyl-2~indolinone

{(276) 3-Z2-[1-(4~{N-(piperazin-l-yl-methylcarbonyl)-N-
isopropyl—amino)-anilino) -1-phenyl-methylenel —6~

ethoxycarbonyl-2-indolincne

(277) 3-Z2-{1-(4~(N~{ (2~ (piperazin-1-yl)-ethyl)-carbonyl) -N-
methyl—-amino}—anilino) ~i-phenyl-methylene] -6

ethoxyvcarbonyl-2-indolincne

(278) 3-2-t1- (4~ ( (N~ (3-aminoc-propyl)-N-methyl-amino) -
methyl) —anilino}-l-phenyl-methylene]-6-ethoxycarbonyl-

Z-indolinone
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iIst in the event of disubstitution the }{\expndO\expndtw-2\cgrid
substituents may be identical or different and wherein the
H\expndO\expndtw3\cgrid abovementioned unsubstituted as well as the

WoRRsahgpar N\ri288\sb144\nowidctlpar\adjustright PCT/EP2005/057002
\expndl\expndtw5\cgrid {15 disubstituted phenyl and naphthyl groups may

additionally }{\expndO\expndtwO\cgrid bé&3substituted \par
Wfio\ri576\sb360\nowidctlpanadjustright \expnd-1\expndtw-8\cgrid {by a
hydroxy, hydroxy-CH{\sub\cgrid 1}{ 3-alkyl or C}{\sub\cgrid I}{

.3-alkoxy-CH\sub\cgrid 1H -alkyl H\expndO\expndtwQ\cgyid group, \par
}\Ii(g\ﬁg?sb%\séalvfmgéog\qslr(n%It ?%%%ﬁaaé?ﬁ)%?\ Jl?&ﬁ%r’:t &

\é&@hﬁ@“ﬁ&#@@@@ﬁ%ﬂﬁmgmp)manilino)—1—phenyl—methylene]w6v

ethoxycarbonyl-Z2-indolinone

(280) 3-7-[1-{4-Ureidomethyl-anilinc)-I-phenyl-methylene]-

(281) 3-Z-1l-(4-guanidinomethyl-anilino)-1-phenyl~

methylene] —-6-ethoxycarbonyl-2-indolinone

(282) 3-Z-[1-{4-(N-methylsulphonyl-aminomethyl)-anilino) -1~
phenyl-methylene] ~6-ethoxycarbonyl-2~indolinone

(283) 3-Z-[l-(4~(4-benzoyl-piperazin-1l-yl-methyl)-anilino) -
I-phenyl-methylenel-6-ethoxycarbonyl-2—-indolincne

(284) 3-2-[1-{4-((N-(3~acetylamino—propyl) -N-methyl-amino) -
methyl)-anilino)-l-phenyl-methylene]l-6-ethoxycarbonyl-

Z-indolinone

(285) 3-Z-[1-{4-{(N-(3-methylsulphonylamino-propyl)-N-
methyl-amino)-methyl)-anilino) ~l-phenyl-methylene] -6-

ethoxycarbonyi-2-indolincne

{286) 3-2-11-(4-( (N-carboxymethyl~-N-methyl-amino)-methyl)—

anilino}-l-phenyl-methylenel-6-ethoxycarbonyl—-2-indolinone

(287)3-Z~(l-anilino~l-phenyl-methylene)-b6-methoxycarbonyl-

Z2=-indolinone

(288) 3-E-i{l-(4-nitro—anilino)-l-phenyl-methylene]—6-

methoxycarbonyl-2-indolinone



\par Ni576\sa0\sI360\sImultl\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {by a cyano, carboxy, carboxy-C1_3calkyl,
C1-3-alkoxycarbonyl, {\expndO\expndtwO\cgrid aminocarbonyl,

wa-amrlkgpino-carbonyl or dif{\expndO\expndtwO\supencgsichspsxRaso:
\expndtwO\cgrid (CI}{\expndO\expndtwO\sub\cgrid

i{\expndO\expndtwO\cgrid r-alkyl)- amigdcarbonyl group, \par
NiO\sb360\sI240\sImultl\nowidctlpar\adjustright \expnd2\expndtw10\cgrid
{25 by a nitro group, \par
Ni576\sb540\sI360\sImult1\nowidctlpanadjustright
\expndO\expndtw-3\cgrid {by an amino, C- 3-alkylamino, di-(C]
3-edieyl)-afiAo of aminbl3fegprdd\expadtwowrgrdy 1 —methylene -6~
ChiexpndQ\expadinvi\sub\egrid: 13} \expndO\expndtwO\cgrid -alkyl group,

5 {290) 3-Z-{1-(4-chloro-anilino)-1-phenyl -methylenel-6-

methoxycarbonyl-2-indolincne

{291) 3-Z-[1-{4~bromo-anilinc) -I-phenyl-methylene] -6
methoxycarbonyl-2-indolinone

10
(292) 3-Z-[1-{4-iodo-anilino)-l-phenyl-methylene]-6~

methoxycarbonyl-2-~indolinone

{293) 3-iZ-[1-{4-cyvano-anilingc)-l-phenyl-methylene] —6~

15 methoxycarbonyvl-Z2-indolinone

(294) 3-~Z-{l-{4-carboxry-anilino) -1-phenyl-methylene]-6-

methoxycarbonyl-2-indolincne

20 (295) 3-Z-(l-{4-methoxy-anilino} ~l-phenyl-methylene]-6-

methoxycarbenyl-2-indolincne

(296) 3-Z-{l-{4-ethoxy—~anilino)-1l-phenyl-methylens]-6-
methoxycarbonyl-2-indolincne

25
{287) 3-Z-il-(4~triflucromethyl-anilino) -1-phenyl-

methylenel-6-methoxyecarbonvi-2-indolinone

(298) 3-Z~-[1-(4-methylmercapto-~anilino)—Il-phenyl-

30 methylenel-6-methoxycarbonyl-2-indclinone
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\par NMi-576\ri792\sb360\nowidctlpar\adjustright \expnd-1\expndtw-5\cgrid
{30 by a C1}{\sub\cgrid f}{3-alkylcarbonylamino, NX\super\cgrid
-{(C1\'84,3-alkyl)-Ol}{\sub\cgrid y}{3-alkyl\-}{\expndO\expndtw1\cgrid
vearbosydarmgno, af..3}{\expndO\expndtwl \super\cgrid PCT/EP2005/057002
-K\expndO\expndtw1\cgrid
aIkylcarbonylamino-e}{\expndO\expﬁd{\%i\s*ub\cgrid
1H{\expndO\expndtwl\cgrid f3-alkyl,
KN-(C1f3-alkyl)-C1-3-alkylcarbonylamino-C1-3-alkyl, \par

}\I@Q@P|a§'1\§e‘§¥t\5%?d\(sit§&ﬂ9¥®%9l%&%ﬂé@@w argrsxnla68\margtsxnl.
274\marghsxn1630\linex0\sectdefaultcl\pard\plain

\SHRIIBBONSES 25\ I HOHOWE AR ixEAGE ds BapRa\aspnum\nocwrap)
adjustright \cs3\f28\fs19\expndO\expndtw-4\cgrid {WO 2006/0 67165\tab

H¥?ﬂU¥K§Q%QWQQW%QQ@%fﬁzﬁ@%§¥¥§%95299§ino)—1—pheny1-

methylene]l -6-methoxycarbonyl-2-indolinone

{301) 3-2Z-[l-(4-{isobutylaminomethyl)-anilino)-1l-phenyl~

methylene]-6-methoxycarbonyl-2-indolinone

{302y 3-Z-[1~(4~{¢cyclohexylaminomethyl)—anilino}-l-phenyl-

methylene] -6-methoxycarbonyl-2Z~indolinone

(303) 3-Z~-il—-(4~(benzylaminomethyl)-anilino}-1-phenyl-

methylene]~é-methoxycarbonyl-2-indolinone

(304) 3-2-{1-(4-({N-methyl-N-propyl-amino) -methyl) -

anilino)~-1l-phenyl-methylenel-é-methoxycarbonyl-2~indolinone

(305) 3-Z-[l-{4-((N-isopropyl-N-methyl-amino) -methyl) -

anilino)-1-phenyl-methylene]-f-methoxycarbonyl-2-indolinone

{308) 3-Z-1l-(4—(iN-ethyl-N-propyl-amino)-methyl)-anilino) -

l-phenyl-methylene]~6~methoxycarbonyl—2—-indolincne

{307) 3-Z2-[1-(4-((N-ethyl-N~-isopropyl-amingo)-methyl)-

anilino)-1l-phenyl-methylenel-6-methoxycarbonyl-2-indolincne

(308) 3-Z-[1-(4-(dipropylamincmethyl) ~anilino)-Ll-phenyl-

methylenel-6-methoxycarbonyl-2-indolinone

{309) 3-z-[1-(4-{diisopropylaminomethyl)-anilino)~1-phenyl-

methylene]~6-methoxycarbonvl-Z2-indolinone
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\par N\pard
\s2\li4608\sb144\sl-221\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs23\expndO\expndtwO\cgrid {9 \par

W pieABWd2 24\sb504\sl-342\sImultO\nowidctlpar\adjustrightcrep20es/0s7002
\expnd-1\expndtw-9\cgrid {sulphonylamino, C163}\super\cgrid
~Halkylsulphonylamino-C163-alkyl, \éXpnd-2\expndtw-14\cgrid
N}\expnd-2\expndtw-14\super\cgrid -K\expnd-2\expndtw-14 \cgrid
(C166}{\expnd-2\expndtw-14\super\cgrid -H{\expnd-2\expndtw-14\cgrid
alkyl){\expnd-2\expndtw-14\super\cgrid -K\expnd-2\expndtw-14\cgrid
C663-alkylsulphon Iamino-Cg \f40\expnd-2\expndtw-14\sub\cgrid
1){vexpnd: 2Xexpriabw-1\EgHa B3tk bRd-2 \EXpRAW RS \EgRa - L 7o) -

S eiprdr 2\expriohwetdcgrid malikybeycarbonyl-2-indolinone
aryl-C1,6{\f40\expnd-2\expndtw-14\sub\cgrid
6}{\expnd-2\exPndtw-14\cgrid 6-alkylsulphonylamino group,

(311) 3-Z-il-{4-(dibenzylaminomethyl)-anilino)-1-phenyl-

methvlene] ~6-methoxycarbonyl-2-indolinone

(312) 3-2-[1-{4-(3, 6-dihydro-2H-pyridin-1-yl-methyl)-

anilino)-l-phenyl-methylene]~6-methoxycarbonyl-2-indolinone

{313) 3-2-[1-{4-(3, >~dimethyl-piperidin-l-yvi-methyl}-

anilino}-l-phenyl-methylienel~6-methoxycarbonyl-2-indolinone

(314) 3-2-i{i-(4-{azepan~l-yl-methyl)-anilino)-I-phenyi-

methylene]-6-methoxycarbonyl-Z-indolinone

(315) 3-Z-[1-{4-(2-amino-ethyl)—anilino)-l1-phenyl-

methylenel-6-methoxycarbonyl-2-indclinone

(316) 3-2-[1-(4-{Z2-methylamino-ethyl)~anilino)-1-phenyl-

methylenel-6—methoxycarkbonyl-2-indolinone

(317) 3-Z-[{l-{4~{2-ethylamino-ethyl)-anilinc) -1-phenyl-

methylene]-6—-methoxycarbonyl-Z-indclinone

(318) 3-Z~[l-(4~-{2-dimethylamino~ethyl}—-anilino)-l-phenyl-

methylene] ~6-methoxycarbonyl-Z-indolinone

(318) 3-Z-[l-(4-{Z-diethylaminc~eLhyvl)-anilino)-1-phenyl-

methylene] -6~methoxycarbonyl-2-indolinone



5

10

15

20

25

30

\par N\g\fi-504\ri288\sb324\sl|-359\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {5 by a cycloalkylamino, cycloalkyleneimino,
cyclo\-¥{\expndO\expndtw-4\cgrid alkyleneiminocarbonyl,

vegdmatiyleseimino-0163-alkyl, Hcycloalkyleneiminocarbonyl=0&k @radkydoz

or {\expnd-1\expndtw-9\cgrid .
cycloalkyleneiminosuIphonyl-C}{\f40\é>?p?1cf-l\expndtw-g\sub\cgrid
1H{\expnd-1\expndtw-9\cgrid _}{\f40\expnd-1\expndtw-9\sub\cgrid
6H{\expnd-1\expndtw-9\cgrid -alkyl group haying 4 to 7

H\expndOiexpndtw,3\cgridring mem.pers,in each, Gase, Whilst i eachnen 1 -
case the \par }\i-648\ri432\sb108\sl|-354\sImultO\nowidctlpanadjustright
(T HbtHyIBRE Grolip'in Bositic 4 bt 5 6- oF FmeéhibEted

H\expnd-1\expndtw-7\cgrid cycloalkyle_neimino group may be replaced by
an oxyges.or HiexppdQiexpndiyi2\earid sulphun atom .,y sulply .1

methylene] ~6~methoxycarbonyl-2-indoclinone

{322) 3-Z-[l-(4~(3~amino-propyl) ~anilino)—-1i-phenyl-

methylene] ~6-methoxycarbonyl-Z2-indclincone

(323) 3-2-11-(4-(3~dimethylamino—-propyli) -anilino)-1l-phenvyl-

methylene]~6~methoxycarbonyl-2-indolincne

{324) 3-Z-[{i-(4—-(N-amincmethyvlcarbonvl-N-methyl-amino)-

anilino)—1~phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(325) 3-Z-[l1-{(4-(N-ethylaminomethylcarboenyl-N-methyl-
amino)-anilino)-l-phenyl-methylene] ~6-methoxycarbonyl-2-

indolinone

(326) 3-Z-[1-{4-(N-diethylaminomethylcarbonyl-N-methyl-ami-
no)—anilino) ~l-phenyl-methylenel —6-methoxzycarbonyl-2-

indolinone

{327) 3-2-{1-{4-(N~dipreopylaminomethylcarbonyl-N-methyl-
amino)-anilino)-l-phenyl-methylene] ~6-methoxycarbonyl-2-

indolinone

(328) 3-~Z-[1-(4~(N~{(N~ethyl-N-methyl-amino)-
methylcarbonyl)-N-methyl-amino)—~anilino)-l-phenyl-

methylene] -6—methoxycarbonyl-Z-indolinone



inyl, sulphonyl, -NH \par }I\fiO\riO\s|-256\sImultO\nowidctlpar\adjustright
\expnd-2\expndtw-10\cgrid {or -N(C166-alkyl) group, \par }\pard
\s2\sb360\sl-285\sImultO\nowidctlpar\tgr\tx7268\aspalpha\aspnum\nocwra

wpgiusiright \expndO\expndtwO\cgrid {15 or by a heteroaryl@fympaoosisron:
heteroaryl-C6}{\f40\sub\cgrid 3}{\tab kyl group, \par }\pard

\s2\i648\sb324\sl-264\sImultO\nowidctipér\aspalpha\aspnum\nocwrap\adju
stright \fs18\expnd-1\expndtw-6\charscalex110\cgrid {R4
HK\fs23\charscalex100\cgrid denotes a C667-cycloalkyl group,

(329) 3-Z-[1-(4d~ (N~ ({N-ethyl-N-propyl-amino}-
methylcarbonyl) -N-methyl-aminc)-anilino)-1-phenyl-

methylenel~6-methoxycarbonyl-Z2-indolinone

5 (330) 3-2-[1-(4-(N-{(N-methyl-N-propyl-amino} -
methylcarbonyl)-N-methyl—-aming¢)-anilino) ~-l-phenyl-

methylenel~&-methoxycarbonyl-2-indolincne

(331) 3-Z-{i1-{4-(N-dimethylaminomethylcarbonyl-N-ethyl—ami-
10 no)—anilino) ~l-phenyl-methylene] —6-methoxyvcarbonyl —2-

indolinone

(332) 3-Z-[1-{4-{(N-dimethylaminomethylcarbonyl-N-propyl-
amino)-anilino)~l-phenyl-methylene] ~&-methoxycarbonyl-2-

15 indolinone

(333) 3-Z-[1-{4~(N-dimethylaminomethylcarbonyl-N-butyl-ami-
no}—anilino) -l-phenyl-methylene] ~6-methoxycarbenyl—2-
indolincne

20
(334) 3-Z-[1-(4—{N-(2-amino—ethylcarbonyl) -N-methyl-aminoc) -

anilinoc)—1l-phenyl-methylene]~é-methoxvcarboenyl-2—-indolinecne

{335) 3-Z-{1l-(4~{N—(Z-diethylamino~ethylcarbonyl)-N-methyl-
25 amino)-—anilino)-l-phenyl-methylene]-é-methoxycarbonyl-2-

indolinone

(336) 3-Z-[1-(4—{N-acetyl-N-(Z2-amincethyl)-amino)—anilino) -
1-phernyl-methylene]~&~methoxycarbonyl -2-indolinone

30
(337) 3-Z2-[1-(4-(N-acetyl-N~{2-methylamino-ethyl)—-aminc) -

anilino)mlmphenyl—methyléne}—6—methoxycarbonyl*2windolinone
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\par N\gr\liO\ri180\sb360\sI-270\sImultO\nowidctlpanadjustright
\fs23\expndO\expndtw-2\charscalex100\cgrid {whilst the methylene group
in the 4 position of a 6- or 7- \par
wWao bbie&d8MiB48\ri0\sb 108\sl-351\sImultO\nowidctlpanadjustrighi/kpasosas7eo?
\expndO\expndtwO\cgrid {20 membered cycloalkyl group may be
substituted by an amino, }{\expnd-Z\e%ﬁﬁde-lO\cgrid C663-alkylamino or
di-(C1663-alkyl)-amino group or replaced by }{ \expnd-1\expndtw-8\cgrid
an -NH or -N(C663-alkyl) group, \par
NfiO\sb324\sl-278\sImultO\nowidctlpanadjustright \expndO\expndtw-3\cgrid
{ora ghenyl group substituted by the group R6, which may '
(338) 3%2=[1~- (4~ (N-acetyl-N~-{3-methylamino-propyl) ~amino) -

anilino)-l-phenyl-methylenel-6-methoxycarbonyl-2-indolinone

(339) 3-Z-[1-(4—{N-acetyl-N-(Z-piperidin-l-yl-ethyl)-
aminc)-anilino)-1l-phenyl-methylene] ~6-methoxycarbonyl-2-

indolinonea

{340} 3-Z-[1-(4-(N-~acetyl-N- (aminocarbonylmethyl)—amino)-—

anilino)~-i-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(341) 3-Z-[1-(4-(N-acetyl-N-(piperidin-1-yl-
carbonylmethyl) -amino) ~anilino)-1-phenyl-methylene]—6-

methoxycarbonyvl-2-indolinone

(342) 3-Z-{1l- {4~ (N-methyl-N- (aminocarbonyl) —aminc) —

anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(343) 3-Z2~-[1- (4~ (N-methyl-N- (methylaminccarbonyl)-amino) -

anilinc)-l-phenyl-methylene]-6-methoxycarbonyl~2-indolinone

{344) 3-Z~[1-{4—(N-methyl-N-{(dimethylaminocarbecnyl)-amino) -

anilino)~l-phenyl-methylene]-6-methoxycarbonyl-Z2-indolinone

{345) 3-2-[1-{4~(N-methyl-N—{(piperidin-l-yl-carbonyl) -
amino)~anilino)-l-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

{346) 3-Z-{1-{4~(N-(Z-ethylamino-ethyl)}-N-methylsulphonyl-
amino)—anilino)-l-phenyl-methylene] ~6—-methoxycarbonyl -2

indolincne



\par }\fi-648\ri1152\sb108\sl-333\sImultO\nowidctlpar\adjustright
\expndO\expndtw-4\cgrid {25 additionally be mono- or disubstituted by
fluorine, {\expnd-1\expndtw-6\cgrid chlorine, bromine or iodine atoms, by
v Bfaalkyisapar Nfi216\ri1800\sI-351\sImultO\nowidctipanadigstegiisos7oo2
\expnd-2\expndtw-12\cgrid {ifluoromethyl, hydroxy, C16:6}{\super\cgrid
-Kalkoxy, carboxy, H\expndO\expndtw* \Q:g“fid C163-alkoxycarbonyl,
amino, acetylamino, C63}{\expndO\expndtw-2\super\cgrid -}
\expndO\expndtw-2\cgrid alkyl-sulphonylamino, aminocarbonyl, \par }\pard

\S@ﬁb@\%'a%%\?mltq\ﬁtowda%_acrﬁggi\%%@@m?h@q\@_spnum\noc_vvrap\
adjustright \expndO\expndtwO\cgrid {30\tab {\expnd-1\expndtw-8\cgrid

0163 AlkyiHHRMOTEIboTH “a (\expridAtexpndtheabshipancyrigene I -6 -
-Hexpndskiexpadin:8icgrichiC 166} <

5 (348) 3-Z-{1-(4—{N-{2-pyrrolidin-1-yl—-ethyl)—N-
methylsulphonyl-amine) —anilino)—1-phenvl-methylene] —6-

methoxycarbonyl-2~-indolinone

(349) 3-Z-{1-{4-(N-(2-piperidin-1l-yl-ethyl)-N-
10 methylsulphonyl—-amino) —anilino)~1-phenyl-methvlene] —6-

methoxycarbonyl-2-indolinone

(350) 3-Z2-[1-(4-{N~{2~piperazin-l-vl-ethyl)-N-
methylsulphonyl—-aning) ~anilino)—~1-phenyl-methylene]-6-

15 methoxycarbonyl-2-indolinone

(351) 3-Z-{1-{4—-(N-{2- (4-morpholin-1-v1}—-ethyl) ~N-
methylsulphonyl-amino) ~anilino) -1 -phenyl-methylene] -6-
methoxycarbonyl-2-indolinone

20
{352) 3-2~[l-{4-{N-{ethyvlaminocarbonylmethyl) -N-
methylsulphonyl-amino) —anilino)-1-phenyl-methylene]—6—

methexycarbonyl-Z2-indolinone

25 {353) 3-Z2-[1-(4—(N-{diethylaminocarbonylmethyl)-N-
methylsulphonyl-anino) —anilino)~1-phenvl-methyvlene}—-6-

methoxycarhonyl-2-indolinone

{354) 3-Z-[1-(4-(N~{pyrrolidin-l-yl-carbonylmethyl) -N-
30 methylsulphonyl-amino) -anilino)~1-phenyl-methylene]-6-

methoxycarbonyl~2~indolinone
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\expnd-1\expndtw-8\super\cgrid -}{\expnd-1\expndtw-8\cgrid
alkyl)-aminocarbonyl, \par }\pard
\s2\1i648\ri864\sb108\sl-333\sImultO\nowidctlpar\aspalpha\aspnum\nocwra

vphanjssisigbr \expndO\expndtw-1\cgrid {aminosulphonyl,  pCT/EP2005/057002

C166-alkyl-aminosulphonyl, {\expnd-1\expndtw-7\cgrid
di{\expnd-1\expndtw-7\super\cgrid -}f\é?‘(pﬁd-1\expndtw-7\cgrid
(C163-alkyl)-aminosulphonyl, nitro or cyano groups, \par
Npard\plain\sect\sectd\stextflowO\marglsxn1568\margrsxn1622\margtsxnl

47wnarapsxnl852iinex0\segtdefaultcl{\shp{\\shpinshishphxpage\shpbxig
nore\shpbypage\shpbyignore\shpleft1568\shptop1272\shpright10236\shpb
BT PR TRBHOSHRA\SHBATKD o) Pheny | et hy ene] -6~

methoxycarbonyl-2-indolinone

(356) 3-2-[1-(4-(N-(piperazin-l-yl-carbonylmethyl) —-N-
methylsuiphonyl-amino) -anilino)-1-phenyl-methylene]—6—

methoxyecarbonyl-2-indolinone

{357) 3-2-[1-(4-(N~{(morpholin-4~vl)-carbonyimethyl)—-N-—
methylsulphonyl-amino) —anilino)-1-phenyl methylenel-6—

methoxycarbonyl-2-indelinone

(358) 3-Z-[1-{4-(2~dimethylamino—ethoxy}—-anilino)-1l-phenyl-

methylene] -6-methoxycarbonyl-Z-indolinocne

{359) 3-Z-[1-(4—-(3-dimethylamino-propoxy)-anilino) -1-

rphenyl-methylene] -6-methoxycarbonyl-Z-indolinone

(380) 3-Z-[1-{4~(aminocarbonylmethyl) -aniling)-I1l-phenyl—

nethylenel-6-methoxyvcarbonyl-Z~indolinone

{3¢1) 3-Z-{1~{4-(2~aminocarbonyl~ethyl)—anilino)-1-phenyl-

methylene] ~6-methoxycarbonyl-2Z-indolinone

(362) 3-Z-[1-(4-(pyridin-2-yl)-anilino)-l-phenyl~

methylenel-6-methoxvcarbonyl-2-indclinone

{363) 3-2-{1-(4-{pyridine-3~yly-anilino) -l-phenyl-

methylene]~6-methoxycarbonyl-2-indolinone

(364) 3-Z-[1-{4( (N-phenethyl-N-methyl-amino)-methyl)-

anilino}~l-phenyl-methylenel-t-methoxycarbonyl-2-indolinone
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5 {366) 3-Z-[1-{4-(N-ethylcarbonyl N~ (dimethylaminocarbonyl-
methyl) —amino} —anilino)-l-phenyl-methylenel -6~

methoxycarbonyl—-Z-indolinone

{367) 3-Z-[1-(4—(N—methyl-N-methylsulphonyl-amino) -
10 anilino)~l-phenyl-methylenel-6-methoxycarbonyl-2-indolinone

{368) 3-Z-[l-{4-carboxymethyl-anilino)-1l-phenyl-methylene] -

6-methoxycarbonyl-2-indolinone

15 (369) 3-Z-[i—-({4—carbamoylmethyl-anilino) -1-phenyl-

methylenel-6-methoxycarbonyl-2-indolinone

(370) 3-Z-[l-(4-dimethylcarbamoylmethyl~anilino)-1-phenyl-
methylene]-6—methoxycarbonyi-2-indolinone

20
(371) 3-Z-{1-(4-tetrazol-5-yl-anilino)-1l-phenyl-methylene] -

6—methoxycarbonyl-2-indolinone

(372) 3-Z-[1-{4-(piperidin-l-yl-methyl}-anilino)-

25 methylene]-6-methoxycarbonyl-2-indolinone

(373} 3-Z~[1~-{(4~{piperidin-1-vl-methyl)—-anilinoc)-

ethylidenel-6-methoxycarbonyl-2-indolinone

30 (374) 3-Z-[l-(4~{piperidin-l-yvl-methvl)-anilino)-

propylidenel —é-methoxycarbonyl-2-—indolinone
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\par }}}\pard\plain
\s2\li4248\sb216\sa720\sI199\sImultl\nowidctlpar\aspalpha\aspnum\nocwr
ap\adjustright \cs3\fs21\expnd5\expndtw26\cgrid {-

Jofiesz0\eharscalex130\cgrid 1H{\f28\cgrid 0 - \par PCT/EP2005/057002
Ni648\ri72\sb0\sa0\sI360\sImultl\nowidctlpar\adjustright
\f10\fs22\expndO\expndtw-1\cgrid {Whefeinthe substituents may be
identical or different and }\expndO\expndtwO\cgrid wherein \par
Wfi432\li216\ri792\sb360\nowidctlpar\adjustright

\fsE9\exprd@\expnatwicharscalex15\cariddRE, ) - anilino) -

}{\fng\charscaIexloo\cgrid denotes a hydrogen, fluorine, chlorine,
bfgthine G2 ek pha e pttn T 2 \charsc4lexibBtyrid 5 iodine atom,
\par NiO\li648\ri360\sb396\nowidctlpar\adjustright

\fs22\exprdD\expndiwO\ch §llx 0] idnamcrano itro, aming, , _
Oi(352;faglﬁylEJ O%zﬁcy%%ogﬁyl?f{\ﬁgﬁﬁo %\gﬁétv{'@l\cgﬁg%ﬁilu%roarﬁg%%
pﬁgﬁﬂpkﬁ%ﬁ%ﬁ%P@}h@ﬁ%%éﬁﬂ%ﬁéuérmethoxycarbonyl—2windolinone

(377) 3-2-[1-(4—(N-{3-dimethylaminc—-propyl)-N-acetyl-

aming)—anilino}—ethylidene] ~6-methoxycarkonyl-2-indclinone

(378) 3-Z-[1-(4- (N~ {3~dimethylamino-propyl) N-acetyl-—

amino)-anilino)~propylidenel-6-methoxyecarbonyi-Z2-indolinone

{379) 3-Z-[{1-(4—-(N—{3~dimethylamino-propyl)-N-acetyl-

amino)-anilino)~butylidene] -6-—methoxycarbonyl~Z2-indolinone

(380} 3-Z~[1-({4—-(N-(Z2-dimethylaminc—ethyl) —N-
methylsulphonyl-amino) —anilinc) -methylene] —6-

methoxycarbonyl-Z-indolingone

{381) 3-Z~[1-(4—(N~{2-dimethylaminc-ethyl) -N~-
methylsulphonyl-amine)-aniline)-ethylidene] —6—

methoxycarbonyl—-2-indolinone

{382) 3-Z-{1-(4~(N~(2-dimethylaminc—-ethyl) -N-
methyisulphenyl-amine) —anilino}-propylidene]—6-

methoxycarbonvyl—2-indolinone

(383) 3-Z-{1~{4-(N~(2~dimethylamino-ethyl) —-N-
methylsulphonyl—-amino) —anilino}-butylidenel-6-

methoxycarbonyl—Z-indolinone
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(Z&QQ%OEGEQ{QBQQQietrazol~5~yl—anilino)methyiidene}ﬁ6w

methoxycarbonyl-Z-indolincne

(386) 3-Z-[i-(4-tetrazol-5-yl-aniline)-propylidenel-6-

methoxycarbonyi-2-indolincone

{387) 3-Z-[1-(4-tetrazol-5-yl-anilino)-butylidene]-6-

methoxycarbonyl-Z2-indolinone

(388) 3-Z~[i-(4-carboxy-anilino) -methylene]-6-

methoxycarbonyl-2~indolinone

(389) 3-Z-[l-(4-carboxy-aniline) —ethylidene]—-6~

methoxycarbonyl-Z-indclinone

{390) 3-Z-[l-(4-carboxy-anilino) -propyvlidene]-6-methoxy-—

carbonyl-Z-indolinocne

{321) 3-Z-[1-(4-carboxy-anilino) —-butylidene]—-6—

methoxyecarbonyl-Z2-indoclinone

(382) 3-Z-[I-(4-(N-benzyl-N-methyl-aminomethyl)-aniling)-1-

methyl-methylene] -6-methoxycarbonyl—-2-indolinone

(393) 3-Z-{1-(4-(2,3,4,5 tetrahydro-benzo (d)azepin-3-yl—
methyl)-anilino)-l-methyl-methylene]-6-methoxycarbonyl-2-

indolinone
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{396) 3-Z-[1-{4~(N-(3,4-dimethoxy-benzyl)-N-methyl-amino-
methyl) —aniline)—1-methyl-methylane]-6-methoxycarbonyl-2-

indolinone

{397) 3-Z-[1-(4~(N~({4~chloro~benzyl)-N-methyl-aming-
methyl) -~anilino)-l-methyl-methylensl-6-methoxycarbonyl-2-

indolinone

(398) 3-Z-[1-(4~(N-{4-methylbenzyl) -N-methyl-amino-methyl) -

anilinc)-l-methyl-methylene] -é-methoxycarbonyl-2-indelinone

{399) 3-Z-[1-{4-(N~{4~fluoro-benzyl)-N-methyl-amino~-
methyl)-anilino)-l-methyl-methylenel~6é-methoxycarbonyi-2-

indolinone

(400) 3-Z2-[1-{4-(N-{4-bromo-benzyl) -N-methyl-amnino-methyl) -

aniiino)-l-methyl-methylene]~6-methoxycarbonyl-2-indolinone

{401y 3-2-[1-(4~-(N-{3-dimethyvlamino—propiconyl)-N-
dimethylaminocarbonylmethyl-aming)~anilino) -1-phenyl-

methylene]-6-methoxycarbonyl-Z-indolinone

(442) 3-Z-[1-(4~(N~{4~dimethylamino-butyryl)-N-
dimethylaminocarbonylmethyl-amino)-anilino)-1-phenyl-

methylene] ~6-methoxycarbonyl-2-indolincne
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6
(403) 3-Z-[1-(4~(N-dimethylaminocarbonylmethyl-N-{2-
dimethylamino-ethylsulphonyl)~amino)-anilino) ~1-phenyl-

methylene]-6-methoxycarbonyl-Z2-indolinone

(404) 3-Z-[1~{4~(N-dimethylaminocarbonylimethyl-N-(3-
dimethylamino-propylsulphonyl) —amino) ~aniline)—1-phenyl-

methylene] ~6-methoxycarbonyl-2-indolincne

(405) 3-Z-[1-(4-(({2~hydroxy-ethyl)-amino-methyl)-anilino}-
l-phenyl-methylene]-6-methoxycarbonyl—-2-indolinone

(406) 3-Z2-[1-(4-{{2-methoxy—ethyl)—amino-methyl)-anilino)—

l-phenyl-methylene]~6&-methoxycarbonyl-2-indoclinone

(407) 3-Z-[1-(4-((2-dimethylamino-ethyl)-aminoc-methyl)-

anilino)-1-phenyl-methylenel-6-methoxycarbonyl-2-indclinone

{£408) 3~Z-{i-(4—-((3-dimethylamino-propyl)—amino-methyl) -

anilino)-l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(409) 3-Z-[1-(4-((N-tert.butoxycarbonyl-2-amino-ethyl)—
amino-methyl)—anilino) ~l-phenyl-methylene] -6~

methoxycarbonyl-Z2-indolinone

{410) 3-Z-[{i-(4-{(MN-tert.butoxycarbonyl-3-amino-propvl)—
amino-methyl)-anilino) ~l-phenyl-methylene] -6~

methoxycarbonyl-2-indolinone

(411) 3-Z-[1-{4-({2-amingo-ethyl) —amino-methyli~anilino)-1-

phenyl-methylene] ~6-methoxycarbonyl-2-indolincne
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{413) 3-EZ-[1-{4—{(2~acetylamino~ethyl)-amino-methyl)-

anilino)-l-phenyl-methyienel-6-methoxycarbonyl-2-indolinone

(414) 3-Z2-[1l-(4~({3~-acetylamino-propyl)-—amino-methyl) ~

anilino)-1l-phenyli-methylene]-é-methoxycarbonyl-2-indolinone

(415) 3-2-[1-(4—{(2-methylsulphonylamino—ethyl) —amino—
methyl)—anilino)-l-phenyl-methylenei-6-mnethoxycarbonyl—2-

indolincne

(416) 3-Z-[1-{4-{(3-methylsulphonyiaminoc—propyl)—-amino-
methyl)-anilino)-l-phenyl-methyienel-6-methoxvcarbonyl—2-

indolinone

{417) 3-Z-[1-(4~(N~-{N-tert.butoxycarbonyl-2-amino-ethyl)-N-
methyl-amino-methyl) —anilino)-1-phenyl-methylene]—6-

methoxycarbonyl-Z~indolinone

(418) 3-2-[1-(4—(N~(2~amino—ethyl)—N-methyl-aminc-methyl)—

anilino}—-l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

{419) 3-Z-[1-{4~{N~(2~acetylaminc—ethyl) -N-methyl-amino-
methyl) —aniling)-1l-phenyl-methylene]~6-methoxvcarbenyl—-2-

indolinone

{420) 3-Z-[1-(4-(N-(2-methylsulphonylaminc—ethyl)-N-methyl~-
amino-methyl)-anilino)-l-phenyl-methylene] -6-

methoxycarbonyl-Z2~indolinone
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(422) 3-Z-[1- (4~ (ethoxycarbonyimethyl-amino-methyl} -

anilino)~1l-phenyl-methylene] -6-methoxycarbonyi-2-indolinone

(423) 3-Z-[i-{4-({carbamoylmethyl—aminc-methyl)-anilino) 1~

phenyl-methylene] ~6-methoxycarbonyl-2-indolincne

(424) 3-72-[1-{4-(dimethylcarbamoyl-methyl-aminoc-methyl) -

anilino)~l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(425) 3-Z-[1-{d-(methylcarbamoyl-methyl-amino-methyl) -~

anilino)-Il-phenyl-methylene]-é-methoxycarbonyl-2-indolinone

(426) 3-Z-[1-{4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino}—3-amino-anilino) -1l-phenyl-methylene]l -6~

methoxycarbonyl-2-indolinone

(427) 3-Z-[1-{é-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-nitre-anilino)-1l-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

{428) 3-Z2-{1-(4-(N-dimethylaminomethylcarbonyl-N-methyl -
amino)-3-acetylamino-anilino)-1l-phenyl-methylene]—-6-

methoxycarbonyvl-2~-indolincne

{429) 3-Z-{l-(4~-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-methylsulphonylamino-aniling)-l-phenyl-methylene] -

b-methoxycarbonyl-2-indolinone



ead9b9fa2227fbb3e3db0ff5e550a6¢c6be7d55262f61e6dbcfd7bacl62eddb
e2al2ae84b70ece2912a04fa6cfl4115ae1398d326afbefl731f75692432¢e
6e5be

wH24:arRE973bd7a58aa7175ece2c078d182cbc9ch33db 22
5b7b755a6af872db846b6bdc04617c859ae037b7cf65c7dc94996705717d
a5f3c060 - 139 -
507839e72144dfebcfb5935b4chbd3a9d5¢c9e78753ab97638397582871ece
7df21e6e0578e871bb3aa91c69449d6b22571236336b15b42161f0f86fff82

gjg%??af%sczeesbdaé2b%b%%ﬁ§§1%4é§§ﬁfif5i%%§§ §067235855366000

AGNBAEALFADBOR- anilino) -1 -phenyl ~methylene] -6

maethoxycarbonyl-2—-indolinone

5 (£31) 3-Z-[1-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino}-3~-hydroxy—anilino) ~l-phenyl-methylene] 56—

methoxycarbonyl-2-indolinone

(432) 3-Z-[1-(4~(N-dimethylaminomethylcarbonyl-N-methyl-
10 amino)—-3-methoxy-anilinc) -l-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone

(433) 3-2-[1-(4-(N~dimethylaminomethylcarbonyl-N-methyl-
amino)-3-ethoxycarbeonyl-aniling) —1-phenyl-methylenel—6-

132 methoxycarbonyl~Z-indelinone

{434) 3-Z2-[1~(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-carboxy-anilino) -l-phenyi-methylene] -6—
methoxyecarbonyvli-Z2—indolinone

20
{(435) 3-Z-[1-(4-~(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-carbamoyl-anilino) —l-phenyl-methylene] ~6-

methoxycarbonyl-2-indolinone

25 (436) 3-Z-[1-(4~(N-dimethylaminomethylcarbonyl-N-methyl-
amino}—-3-chlero—aniling)~l-phenyl-methylene]—6—

methoxycarbonyl-Z-indolinone

(437) 3-Z~[1-(4~(N-dimethylaminomethylcarbonyl-N-methyl-
30 amino)~-3-fluorc-anilino}-l-phenyl-methylenel-6-

methoxycarbonyl-2~indolinone
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\a2Mi648\ki £ 2\st-33%\simult@inawidetpar\aspalpha\aspnum\nocwrap\adjust
right \cs3\f10\fs22\cgrid {wherein the hydrogen atoms bound to
5 (d39) 3-Z-{1-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3-methyl-aniling)~l-phenyvl-methylene]-6—

nethoxycarbonyl-2-indolincne

{440) 3-Z-[1l-(4~(N-dimethylaminomethylcarbonyl-N-methyl-
10 aming)-3-trifluoromethyl-anilino)-1-phenyl-methylene] ~6-

methoxycarbonyl-2—-indolincne

{(441) 3-Z-[1l-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
aming) -3, 5-dibromo—anilinro) ~l-phenyl-methylene] -6-

153 methoxycarbeonyl-2-indolinocne

(442 3-Z-[1-(4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-3,5-dichloro-anilino)-1-phenyl-methylene] ~6-—
methoxycarbonyl-Z-indolinone

20
(443) 3-Z-[1-(4-(dimethylaminomethyl)-3-amino~anilino}-1-

phenyl-methylene) —6-methoxycarbonyl-2-indolinone

(444) 3-2-[1-(4~(dimethylaminomethvl) -3~nitro-anilino)—1~-

25 phenyl-methylene] —6-methoxycarbonyl-2—-indolinone

(445) 3-Z-[1-(4-(dimethyvlaminomethyl)-3-acetylamino-

anilino)~l-phenyl-methylene]~6-methoxycarbonyl-2-indolinone

30 (446) 3-z2-{i-(4-(dimethylaminomethyl) -3~
methylsulphonylamino-anilino)—-1-phenyl-methylenel-6-

methoxycarbonyl-Z-indolinone
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a nitrogen atom may in }{\expndO\expndtw2\cgrid each case be replaced
independently of one another by a {\expnd-2\expndtw-14\cgrid
C:H\expnd-2\expndtw-14\sub\cgrid .}{\expnd-2\expndtw-14\cgrid _.3-alkyl

VIO ARAG 3\ 7 2\ri0\sb108\sl-212\sImultO\nowidctlpar\adjuspdghtbas\pahe:

Ni648\sb144\sl-361\sImultO\nowidctlpar\adjustright
\expnd1\expndtw6\cgrid {a 0}{\sub\cgfid 1}{._3-alkoxy group, a
0O3-alkoxy-C13-alkoxy, phenyl\-}{\expndO\expndtw2\cgrid Ca-alkoxy,
amino-02..3alkoxy, 01z3H\expndO\expndtw2\super\cgrid -H{\expndO
\expndtw2\cgrid alkylamino}{\expndO\expndtw2\super\cgrid

ﬂ ndO\expndtw2\cgrid 02z3-alkoxy, {\expndl\expndtw8\cgrid
di (ﬁ}gd ékﬁ)—éllnlﬁé—c(éikgﬁyhyiamlnomethyl) ~3-cyanc-anilino)-1-

pheryl-01z3ralkylanino v iexpnddlexpndiw2\cgrid &2z2calkoxy,
H\fO\fs21\expnd4\expndtw21\cgrid N- (C-

{448) 3-Z-[1-(4-(dimethylaminomethyl) -3-hydroxy-anilino) -1-

rhenyl-methyliene] ~6-methoxycarbonyl-2-indolincne

{449) 3-Z2-[1~(4~(dimethylaminomethyl) -3-methoxy—-anilino)-1-

phenyi-methylene] -6-methoxycarbonyi-2~indolinone

(420) 3-Z-I1-{4-{dimethylaminomethyl)~3~ethoxvcarbonyl-

anilinoj-l-phenyl-methylene]-é-methoxycarbonyl-2-indolinone

(451) 3-Z-[1-{4-{dimethylaminomethyl)-3~carboxy—-anilino)-1-

phenyl-methylene] -6-methoxycarhonyl-2-indolincne

(452) 3-Z-[1-(4-(dimethylaminomethy]l)~3-carbamoyl-anilino) -
i-phenyl-methylenel~é-methoxycarbonyl-2-indclinone

{453) 3~Z-11-(4~(dimethylaminomethyl) -3-chloro-anilino) ~i-

phenyi-methylene] —6~methoxycarbonyl-Z-indolinone

(454 3-Z-~[1~{4~{dimethylaminomethyl)-3-fluoro—anilino)~1-
phenyl-methylene] —6—methoxycarbonyl-2~indolinone

(459) 3-Z-[1-(4~{dimethyiaminocmethyl) -3-bromo-anilino)-1-

phenyl-methylene] ~6~-methoxycarbonyl-2-indolinone

(456) 3-Z4-[1-(4~-(dimethylaminomethyl) -3~-methyl-anilino) ~1-

phenvl-methylenel -&é~methoxycarbonyl-2—-indolinone
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.s-alkyl) -phenyl-C13-alkylamino-C2...1-alkoxy, \par
Wfi-576\ri576\sb108\sl-322\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {20\tab \tab }{\expnd-25\expndtw-129\cgrid

s 3dodespid-25\expndtw-129\super\cgrid -}{\expnd-25\expieiwrba\eeHich
cycloalkyleneimino-C2..3-alkoxy or CH{\fO\fs21

\expnd-25\expndtw-129\cgrid 3}{\exprid-25texpndtw-129\cgrid
Iz}{\expnd-25\expndtw-129\super\cgrid -}{\expnd-25\expndtw-129\cgrid
alkylmercapto\line {group, \par

o0 2 S ORGSO 4o romein

\expndO\expnd wl\cgrld {a carboxy, Cl-4Y super\cgrl oxycarbo y ,
affiHdcaBonyi PABEky N OS2 G\expridiesprdinbitiol—2 ~indolinone

(458) 3-Z-[l-(4-dimethylaminomethyl-3, 5-dibromo-aniling)-1-

phenyl-methylene] - 6-merthoxycarbonyl-Z-indolinone

(459) 3WZM{1“(Qw(dimethyiaminomethyl}—3,S—dichlor0w

anilino)-l-phenyl-methylenel-6-methoxycarbonyl-2-indolinone

(460) 3-Z-[1-(4-{dimethylaminomethyl)-anilino)-1-phenyl-
methylene]~6-{ (2-hydroxy—ethoxy) —carbonyl] -2-indolinone

(461) 3-Z-[l-(4-{dimethylaminomethyl}-anilino)—1-phenyl-
methylenel -6-[ {ethoxycarkbonyl-methoxy)-carbonyl]—2-

indolinone

(462) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)-1-phenyl-

methylene] -6-[ (carboxy—methoxy)l~carbonyll-Z2-indclinone

(463) 3-Z-[1-(4-(dimethylamincmethyl)-anilinc)-1-phenyli-

methylene]-6-[ (carbamoyl-methoxy) ~carbonyl]-2-indolincne
(464) 3mZm[1m(4-(N—dimethylaminomethylcarbonylfN*methylm
carbonyl]~2-indolinone

(465) 3-Z-(1-(4~(N~dimethylaminomethylcarbonyl-N-methyl-

amino)—anilino)~l-phenyl-methylenel—-6—[ (ethoxycarbonyl-

methoxy)-carbonyl]~2~indolinone
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\par N\sb108\nowidctlpanadjustright \expndO\expndtwO\cgrid
{amino-carbonyl, N}{\super\cgrid -}{(Cb5}{\super\cgrid
-Halkyl)-Cb_3-alkylaminocarbonyl, \par

w4434 2\sl-325\sImultO\nowidctipanadjustright PCT/EP2005/057002

\expnd2\expndtw13\cgrid {25 phenyl}{\super\cgrid -{C13}\super\cgrid
-Halkylamino-carbonyl, {\expndO\exphdtv-3\cgrid
N}\expndO\expndtw-3\super\cgrid -}{\expndO\expndtw-3\cgrid
(01_3H\expnd0O \expndtw-3\super\cgrid -}\expndO\expndtw-3\cgrid

al {\expndO\expndtw-3\super\carid -H\expndO\expndtw-3\cgrid
iR ED Rt e o R e
3adikylamise-chibonyl \pdreny 1-methylene] -6~ { (carboxy-methoxy) -

NEQWi648)sl1322\shawltQ\nemddctipar\adjustright \expndO\expndtw-3\cgrid
{piperazinocarbonyl or N-(Cizy-alkyl)-piperazinocarbonyl
H\expndO\expndtwO\cgrid group,

{(467) 3-Z-[1-(4-(VN-dimethylaminomethylcarbonyl-N-methyl-

aminoj)—anilino)-l-phenyl-methyliene] -6—-! {(carbamoyl-methoxy) —

carbonyl]-~2-indeclinone

(468) 3-Z-i{l-{4-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—anilino}-l-phenyl-methylene] -6-[ (2-methoxy—-ethoxy)—

carbonyl]}-2-indclinone

{469) 3-2-[1-(4-{N-dimethylaminomethylcarbonyl-N-methyl-
amino}—anilino)~l-phenyl-methyliene}-6-[(Z2-dimethylamino-

ethoxy) —carbonyl] ~Z2-indolinone

(470) 3-Z-[1-(4d-{(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—anilino)~l-phenyl-maethyvlene] -6-[ (2- {N-

tert .butoxycarbonyl-amino)~ethoxy)-carbonyl]—-2-indolinone

(471) 3-Z-[1-(4-{N-dimethylaminomethylcarbonyl-N-methyl-
amino)—anilino)-1l-phenyl-methylene] -6-[ (2-amino—-ethoxy) —

carbonyl] ~2-indolinone

(472) 3-Z-[1-(4~{N-dimethylaminomethylcarbonyl-N-methyl-
amino)—anilino)-l-phenyl-methylene] -6~-1(2,2,2~

trifiucroethoxy)—carbonyl]—-2-indolinone

{(473) 3-Z-[1-(4— (N~ ((4d~methyl-piperazin-1-yl) -
methylcarbonyl) N-methyl-amino)—~anilino) ~1l-phenyl-

methylene] ~6-methoxycarbonyl-2-indolinone
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\par
Npard\plain\sect\sectd\stextflowO\marglsxn1625\margrsxn1565\margtsxnl
274\margbsxn2410\linex0\sectdefaultcl\pard\plain

weligoslz201\sImultO\nowidctlpar\tqr\tx84 16\aspalpha\as gyl oanEan,
adjustright \cs3\f22\fs16\expnd-1\expndtw-8\cgrid {WO 2006/ 067165\tab

H\expndO\expndtwO\cgrid PCT/EP200576857002 \par }\pard
\s2\li648\sb756\sl-270\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adju
stright \f10\fs23\expndO\expndtw-4\cgrid {a 013-alkylaminocarbonyl or

(9,}[ ?H lk}[_) j}p r}\r k44\sb7%\sl 347\sl£nult0\[r110\z‘\/|dct ar\ rT#ustrllglht {nC]lm

3}%\super\cgrld {a kylamlnoca onyl groiﬁp wheréin an a 0|et
}{\Wpfm@lI‘@&phém&égm%ubénmé@bye@@érﬁb;@e@moxycarbonw -2-
Cpaalkexygarbonyl group or in }{the 2 or 3 position by a di- (C3-al

(475) 3-Z-{1-(4-{N-(phthalimido-2-v]l-methylcarbonyl)-N—
methyl-amino)-anilino) ~l-phenyl-methylene] -6—

methoxycarbonyl-Z-indolinone

(476) 3-Z-{l1-(4-{N-aminomethylcarbonyl-N-methyl—amino)-

anilino)~1-phenyl -methylenel-é-methoxvcarbonyl-2-indolingne

(477y 3-2-{1-(4-(N-acetylaminomethyicarbonyl-N-methyl-
amino)-anilino)-l-phenyl-methylene] -6-methoxycarbonyl-2-

indcolinone

(478) 3-Z-[i-(4-{N-methylsulphonylaminomethylcarbonyl-N-
methyl-amino)-aniling) ~1l-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone

{(479) 3-Z-{1-{4~ (N~ ((N-{Z2-methoxyethyl)-N-methyl-amino) -
methylcarbonyl) -N-methyl-amine)-anilino) -l-phenyl-

methylene] -6-methoxycarbonyli-Z-indolincne

{480) 3-2-{1-{4-(N-{{(N- (Z2~dimethylaminoethyl) -N-methyl-
amino}-methylcarbonyl) ~N-methyl-aminc)-anilino) —1-phenyl-

methylene]~6-methoxycarbonyl-Z-indolinone

{481) 3-Z-{1-{4-(N-{{di~(2~hydroxvethyl) -amino) -
methylcarbonyl) -N-methyl-amino)—~aniling) ~l-phenyl-

nethylenel-6-methoxycarbonyl-Z-indolinone
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kyl)-amino, piperazino, \par
Wfi-504\ri1728\sb108\sl-329\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {5 NK\super\cgrid -H(Cp3-alkyl)-piperazino or a

woladamempered H\expndO\expndtw-4\cgrid cycloalkerneilga,i{:lﬁg@{:‘%}5)57002
\par }fi0\riO\sb360\sI-263\sImultO\nowidctlpar\adjustright

\expnd-1\expndtw-8\cgrid {a C337}\supér\cgrid -Hcycloalkyl-carbonyl
group, \par N\qr\liO\ri144\sb324\s|-278\sImultO\nowidctlparadjustright
\expndO\expndtw-2\cgrid {wherein the methylene group in the 4 position of

th?J%éqrszw[lm{4—tert.butoxycarbonylmethyl—anilino)flf
phenyl-methylene] ~6~methoxycarbonyl-2-indolinone

(483) 3-Z-[1-(4-(N-dimethylaminomethylcarbonyl-N-methyl-

amino)-anilino) -methylenel-6-methoxycarbonyl-2-indolinone

{484) 3-Z-[1-(4~{N-dimethylaminomethylcarbonyl~N-methyl-

aminc)-anilino)-ethylidenel-6é-methoxycarbonyl-2—indolinone

(485) 3-Z-[1-(4-{(N-dimethylaminomethylcarbonyl-N-methyl-

amino)-anilinc) -propylidene]-6-methoxycarbonyl-2-indolinone

{486} 3-Z-[1-{4-(N-dimethylaminomethylcarbonyl~N-methyl-

aminoj)-—anilino)-butylidene] -é-methoxycarbonyl-2-indolinone

(487) 3-Z-[1~(4-(dimethylaminomethyl)-anilino)-methylene]-

6—methoxyvcarbonyl-2-indeolinone

(488) 3-Z-[1-(4~(dimethylaminomethyl)-anilino)-ethylidene] -

6—-methoxycarbonyl—-2-indolinone

{489) 3-Z-[1-{4-(dimethylamincmethyl)-anilino)-—

propylidene] —6-methoxycarbonyl-2—-indolinone

(490) 3-Z-[1-(4-{dimethylaminomethyl) —anilino)-butylidene] ~

6-methoxycarbonyl-2-indolincne

(491) 3-Z-{1-{4-tert.butyloxycarbonvl-anilinoc)-l-phenyl~

methylene] -6—-methoxycarbonyl-Z-indolinone

(492) 3-Z-[1-(4~(N-(2-dimethylamino—-ethyl) ~N-methyl-amino) -

anilino)~l-phenyl-methylenel-6-methoxycarbonyl-2-indolinone
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\par N\gqI\li648\ri648\sb108\sl-349\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {7-membered cycloalkyl moiety may be
substituted by an {\expnd-2\expndtw-13\cgrid amino, C1..3-alkylamino or

WhKed@saligyl)-amino group or {\expnd-1\expndtw-6 \cgrid gep)assdR¥-amn
-NH or -N(C1.3-alkyl) group, \par

Ni0\ri0\sb324\sl-285\sImult0\nowidctlpartadjustright
\expndO\expndtw1\cgrid {15 a 4- to 7}{\super\cgrid -}{{membered
cycloalkyleneimino group wherein \par
Ni648\sb360\sl-322\sImultO\nowidctlpar\adjustright
\expndO\expndtw-4\cgrid {a methylene group linked to the imino group
m&§be reptdcdd JHéxpghdo\expatiat-2égrid by @ sarbohyBrasiphonyl

Q) ~anilino) —~1-phenyl-methylene] —6—methoxycarbonyl—2-

indolinone

(494) 3-Z-[1-(4-{(N-methyl-acetylamino)-anilino)-1-phenyl-

methylene]~-6-methoxycarbonyl-2-indolinone

(495) 3-Z2-[l-{4-{imidazol~4~-yl)~anilino) -1-phenyl-

methylenel-6-methoxycarbonvl-2-indclinone

(496) 3-Z-[1-(4~{{N-(dioxolan-2-yl-methyl)-N-methyl-amino) -
methyl)-anilino}~-l-phenyl-methylenel-6-methoxycarbonyl-

Z2—indolinone

(497) 3~Z-[1-(4-(N-benzyl-N-methyl-aminc methyl)-anilino)-

T-methyl-methylenel-6~carbamov]l-2-indolinone

(498) 3-Z-[1-(4-(2,3,4,5 tetrahydro-benzo (d)azepin—3-yl-
methyl)~anilino)-1l-methyl-methyvlenel-6-carbamoyl-2-

indolinone

(499) 3-%Z-[1-(4~((benzo(l,3)dlioxol-5-yl-methyl) -methyl-
amino-methyl)-aniling) ~1l~methyl-methylene] —6-carbamoyl-2-—

indolincne

(500} 3-Z-[1- (4~ (N-phenethyl-N-methyl-aminc-methyl)-

anilino)-l-methyl-methylenel-6-carbamoyl-2-indolinone

{501) 3-Z2-[1-(4-(N~(3,4t~dimethoxy-benzyl)-N-methyl-amino-
methyl}-anilino)-I1-methyl-methylenel-6-carbamoyl-2-

indeolinone
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\par N\iO\sb324\s|-292\sImultO\nowidctlpar\adjustright
\expndO\expndtw1\cgrid {20 the cycloalkylene moiety may be fused to a
phenyl ring or \par }\qc\li216\sb360\sl-315\sImultO\nowidctlpar\adjustright

WexRRgQerRndtw3\cgrid {one or two hydrogen atoms may g3chh8oas/0s7002
replaced by a C\_K\f22\fs20\expndO\expndtwO\cgrid \line

H\expnd48\expndtw240\cgrid alkylgrotip and/or \par
Nagl\fi-648\11648\ri144\sb324\sl-365\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {25 in each case the methylene group in the 4
position of a 6- {\expndO\expndtw-2\cgrid or 7-membered

cycloalkyleneimino group may be substituted }\expndO \expndtw3\cgrid
byt aleRrbéxy, Cpy-elkoRychtberyloamiReeamhonyl —methy 1 ~amino-

HiexpngOlexpndiw-2\catid-cpa-alkwlamineerbonyl, - 2 rbamoyvi -2~
di Q andO\expndtW-Z\super\cgrid -H\expndO\expndtw-2\cgrid

( p%{\eﬁ%ﬁﬁS\expndtw-Z\super\cgrid -H\expndO\expndtw-2\cgrid
alkyl)-aminocarb

{503) 3-2-[1-(4-(N-{4~methyl-benzyl)-N-methyl-amino-
methyl)—-anilino)—-i-methyl-methylene]-6-carbamoyl-2—

indolinone

{504) 3-24-11-(4~(N-{4-flucro—Dbenzyl}-N-methyl-aminc-
methyl)-anilinc)-l-methyl-methylene]-6—-carbamoyl—-2—

indelinone

(505) 3-Z-[i-{4-(N-{4-bromo-henzyl)-N-methvl-aminc-methyl) -

anilino)-l-methyl-methylene]-6-carbamoyl-2—-indolinone

{506) 3~Z-[1-(4-((N-{2-methoxy-ethyl) -N-methyl-amino) -
methyl) —anilino)—1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(507) 3-Z-{1-(4-(dimethylaminomethyl)-anilino}-1l1-phenyl-

methylenel-6-{ (2~amino—ethoxy) ~carbonyl] -2-indolinone

(508) 3-Z2-[1-(4-{( (N-(3~methyisulfonylamino-propyl) —N—
methyl-amino)-methyl)—aniling) ~l-phenyl-methyvlene] —6—

methoxycarbonyl-2-indolinone

(509) 3-Z-[1l-{4-(piperidin-l1-yl-methyl)-anilino)~l-phenyl-

methylene] -é-carbamovl~2-indolinone-trifluorocacetate

{510) 3-Z-{l~-anilino-1l-phenyli-methvlene)-6é-carbamoyl-2-

indolinone



onyl, phenyl-C13-alkylamino or N-(Cp3-alkyl)- \par
AfiO\liO\riO\sb108\sI254\sImultl\nowidctlpar\adjustright {30
phenyl-C1-3-alkylamino group or \par

waardinlginisect\sectd\stextflowO\marglsxn1617\margrsxnl X
274\margbsxn2261\linexO\sectdefaultcl{\shp{\*\shpi nst\shpggb%ﬁggr%sﬁ? g%’ :

xignore\shpbypara\shpbyignore\shpleft@shptop12989\shpright8668\shpbo
ttom13691\shpfhdrO\shpwr2\shpwrk0O
\shpfblwtxt1\shpz11\shplid1037{\sp{\sn shapeType}\sv 202}}{\sp{\sn
fFlipHK\sv 0}{\sp{\sn fFlipVH{\sv 0}}{\sp{\snh posrelh}{\sv 2}}{\sp{\sn
posrelv{\sv 2}}{\sp{\sn dxTextLeft}{\sv O0}}{\sp{\sn dyTextTop}{\sv
O}Hisp{\s 3 d%T extRight}{\sviOfsp{inomet hyl-aniling) -1 -phenyl-

methylene]~6~carbamoyl—-2-indolinone~triflucrcacetate

5 (512) 3-Z2-[1-(4-{(Z~-diethylamino-ethyl})-anilino)-1-phenyl-

methylenel-6-carbamoyi~Z2-indolinone—-trifluorocacetate

S (513) 3-2-[1-{4- (morpholin—-4-yl-methyl)-anilino)-1l-phenyl-
methylenel—0-carbamovl—2-indolinone—-trifluoroacetate
10
{b14) 3-Z-[l~{4~(1-oxo~thiomorphoclin-d-yl-methyl}—anilino)-
1-phenyl-methylenel]l-6-carbamnoyl-2-indolinone-—

trifluorcacetate

15 {515} 3-E-[1-(4~(1,1-dicxo-thiomorpholin-4-yl-methyl) -
anilino)-l-phenyl-methylenel-6é-carbamoyl-2-indolinone~

triflucrcacetate

(516) 3-72-[1- {4~ (benzylaminomethyl}~anilino)~1-phenyl-

20 methylenel-6-carbamoyl-2-indelinone-triflucroacetate

(517) 3-Z-[{l~-(4-(aminoc—methyl)-anilino)-1l-phenyl-

methylenel ~6-carbamoyl—-2-indcoclinone—trifliuorocacetate

25 {518} 3-Z2-[{1-{4—-(2,6-dimethylpiperidin-l-yvl-methyl) -
anilinc)—1i-phenyl-methylene]-6~carbamoyl-2-indolincne-

trifluoroacetate

{(519) 3-Z-1{1-{4- (pyrrolidin-l-yl-methyl)—anilino)-1l-phenyl~

30 methylenel-6-carbamoyvl-2-indolincne-trifluocrcacetate
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\sn dyTextBottom}{\sv O}}{\sp{\sn dxWrapDistLeft}{\sv 0}}{\sp{\sn
dyWrapDistTopH\sv O}{\sp{\sn dxWrapDistRight}{\sv 0}}{\sp{\sn
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fillOpacity}{\sv O}}{\sp{\sn fBehindDoctiment}{\sv 0}}{\sp{\sn ITxid}{\sv
1268507927}}\shptxt \pard\plain\pard\plain
\s2\fi-2376\i2952\ri648\sl-351\sImult0

\noyidstipanaspalpha\asppuminocrap\adiystight, s 15 oy 1 pnenyi-
Wty O\ei%ndtw- \cgrid {an vﬁ}y roxy-023alkyl-amino, ~

NE(@23-HART)L RERG ARG Y Re X d-1 K prittiee \eghd  uoroacet ate
di-(w-hydroxy-C2_3-alkyl)-amino, \par }}}}\pard\plain
\s2)li360\nowidctipar\tgritx8402\aspalpha\aspnum\nocwra ag'l%lsjtri gt B
ety s e e N D
Hiepheovexmiiivdegfid PCTEP2005/057002d0 L inone-

trifluoroacetate

{522} 3~Zw[1m(BW(methylaminomethyl)—anilino)Alwphenyl—

methylenel]-6—carbamoyl-Z2~indclinone—-trifluorcacetate

(023) 3-Z-[1-(3~hydroxymethyl-anilino)-l-phenvl-methylene]-

6-carbamoyl-2—indolinone

(524) BMZM[lw(éw(methoxycarbonylmethylwaminomethyl)—
anilineo)-l-phenyvl-methylenel~6—carbamoyl-2-indolinone-

triflucroacetate

{(bZ5) 3-2-11-{4— (N-methvlsulphonyl-N-
(dimethylaminocarbonyl-methyl) -aminec) -anilino)-1-phenyl-

methylene] ~6-carbamoyl-2—-indolincne

(52€) 3-2-[1-(4- (N-acetyl—-aminomethyl) —anilino)-1-phenyl-

methylilene]-6-carbamoyl—2-indolinone

(527) 3-2~[1i-(3,4~dimethoxy-anilino) ~l-phenyl-methylene] -

H—carbamoyl-Z2-indolinone

{528) 3-Z-[1- (4~ {mcrpholin-4-yl)—anilino) -l-phenyl-

methyvlenel-6-carbamoyl—-Z~indolinone~triflucroacetate

(529) 3-Z-[{1-(4-acetylamino—anilino} -l-phenyli-methylene] -

6-carbamoyl-2-indolinone



\par N\pard
\s2\li4248\sb216\s1189\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\ad]
ustright \f10\fs23\expndO\expndtwO\cgrid {- 12 - \par
whadaidaed\sb756\sI360\simultl\nowidctlpar\adjustright  per/Ep200s/657002
\expnd-1\expndtw-5\cgrid {may be replaced by an oxygen or sulphur
atom, by a H\expndO\expndtwO\cgrid $dlphinyl, \par }\pard
\s2\li576\sb108\nowidctlpar\tgr\tx8646\aspalpha\aspnum\nocwrap\adjustri
ght \expnd-2\expndtw-10\cgrid {sulphonyl, -NH, -N(O}{\sub\cgrid
11}K2-alkyl), -N(phenyl), -N (C\tab {\expndO\expndtwO\cgrid alkyl-car \par
Npard | o

\sPXE76\sb Lo8\sasb ot itpanaspalphavaspifumstraptadiistight
\exprisihexpndiw: 2\egrionionyl) or -N(benzoyl) group,

5 {(531) 3-2-[1-{4-N-methyl-N-acetvl-amino—-anilino) -1-phenyl-

methylenel -6-carbamoyl-2-indolincne

(532) 3-2—-11-{4~etheoxycarbonyl-anilino)-1l-phenyl -~
methylene]-6~carbamoyl—2-indolincone

18
(533) 3-Z-[1l-(4-carboxy=-anilino}-Il-phenyl-methylene]-

b-carbamoyl-Z-indolinone

{534) 3-2-[i-{4-benzvlicarbamoyl-anilino)~Ii-phenyl-

15 methylene]-é-carbamovl-2-indolinone

{535) 3-2-[1i-(cyclcohexyl-amino}~l-phenvl-methylene] —6—

carbamoyl-2-indolinone

20 {536) 3-Z-[1-{4-amince~cyclohexyl-amino)-1-phenyl-

methylene]—6-carbamoyvl-Z-indolinone-trifluorcacetate

(537) 3-Z~-{i-{N-methyl-piperidine-4~yl-amino)-Ii-phenyl-
methylene]—6-carbamoyl-2-indolinone—trifluorcacetate

25
(538) 3-2~{1-{4- (piperidin-l-yl-methyl)~anilino} ~l-methyl-

mnethylene] -6~carbamoyl-2-indolinone-triflucrcacetate

(639) 3-Z2-{1-{3-dimethylaminomethyl-anilino}-1-methyl-

320  methylene]-é-carbamoyl-Z-indolinone-trifluorcacetate



\par Ni144\sb0\sa108\sl194\sImultl\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {5 \par
Ni576\ri720\sa0\s|696\sImult1\nowidctlparadjustright

wWexRashéespndtw-7\cgrid {a C2}{\sub\cgrid bX{,-alkyl group gl iiedsRy2
the group R,, wherein {\fs19\expnd-2\expndtw-10\cgrid R7

H\expnd-2\expndtw-10\cgrid denotes a>03 —7-cycloalkyl group, \par
Wfi-576\ri0\sb324\sI360\sImult1\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {10 whilst the methylene group in the 4 position

ofa 7-H\ i(png 1 xpndiw-8\c d me bered Iky groun
46ﬁi)sn;[%uted yan ar\rﬁn% %F § kyI%rﬁwzi rgor é § kyI) aa?mlno

gPodft%bifdﬁlﬁéééilbﬁ{\%&pﬁde?éfmwls\%gﬂa%wﬂw N(03-alkyl)
graUprOtorcacetate

5 (541) 3-2~[1-(4- (N-methylsulphonyl-N-{2-dimethylamino—
ethyl)-amino)-anilino) ~I-methyl-methylene!-6—carbamoyl-2-

indolinone-trifluoroacetate

(542) 3-Z-[1-(4d~-chloro-anilino)-1l-methyl-methylene] —6-

16 carbamoyl—-2-indoclinone

(543} 3-Z-[1-{3~chloro-aniling)-l-methyl-methylene] -6-

carbamoyl~2~indolinone

15 {544) 3-2-[1-{4d~methoxycarbonvli-anilino)-l-methyl-

methylenej~6-~carbamoyl—2-indolinone

{545) 3-Z-[1-{4~carboxy~anilino)-l-methyl-methylenel-6-
carbamoyl-Z2-indolinone

20
{54¢) 3-Z-{1-(4d-methyl-3-nitrec-anilino)-l-methyl-

methylene]l -6—carbamoyl-2-indolincne

(547) 3-Z2-[1-{4- (piperidin-l-yl-methyl)-anilino) ~1-propyl-

25 methylene]-6—carbamoyl-2~indolinone-trifluorcacetate

{548) 3-EZ-[1- (3-dimethylaminomethyl-anilino)-1-propyl-

methylene]~6-carbamoyl-2-indolinone~trifluorcacetate

30 {549) 3-2-[1~(4d- (N-methyl-N-benzyl-aminomethyl)—anilino) -
l-propyl-methylenel-6-carbamoyvl-Z-indolinone-

trifiuocroacetate
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\par N\gc\fio\li0\nowidctlpar\adjustright \expndO\expndtw-2\cgrid {15 in a 5-
to 7-membered cycloalkyl group a -(CH2)2 group may\line
H\expnd-1\expndtw-6\cgrid be replaced by a -CO-NH group, a

We%RneLARxpndtw-6\super\cgrid -H\expnd-1\expndtw-6\capig kGkR3R s 7002

group may be \par N\gl\li576\ri288\sb144\nowidctlparadjustright
\expnd-1\expndtw-9\cgrid {replaced by &-NH-CO-NH or -CO-NH-CO
group or a {\super\cgrid -{(CH2)4 H\expnd-1\expndtw-6\cgrid group may
be replaced by a -NH-CO-NH-CO group, whilst in }{\expndO\expndtw-4
\cgrid each case a hydrogen atom bound to a nitrogen atom may be
{550) 3-Z-[1-(4~ (N-methylsulphonyl-N-(2-dimethylamino—
ethyl)-amino)-anilino)~l-propyl-methylene] ~6-carbamoyl~2~

incolinone-trifluorcacetate

(581) 3-2-[1l-{4d-chloro—anilino}-l-propyl-methylene] —6—

carbamoyl-2-indolinone

(552} 3-2-[1-(3-chloro-anilino)-1-propyl-methylene] —6—

carbamoyl-2-indolinone

(553) 3-Z-[1-(4-methoxycarbonyl-anilino)-l-propyl-

methylene] -6-carbamoyl-2-indolinone

(554) 3-Z-[1l-(4~-carboxy-anilino)—I1l-propyl-methyvlene]-

6—-carbamoyl~2-indolinone

{555} 3-%-[1-(4-methyl-3-nitro-anilino)-l-propyl-

methylene]-6~carbamoyl-2Z-indolinone

{556} 3-2-[1- (3~ {piperidin-i-yl-methyl}-anilino) -l~phenyl—

methylenel-6—carbameyl-2-indolinone—-trifluorcacetate

(557) 3—2—{1m(3m(diethyiaminomethyl)Manilino)ml~phenyl—

methylenel—6—carbamoyl-2-indolinone—trifluorcacetate

(558) 3-Z-[1-(3-(benzylaminomethyl)-anilino)-l-phenyl-

methylene]~6-carbamoyl~2-~indolinone-trifluorocacetate

(5592) 3-Z-{1- (3~ (N-methyl-N-benzyl-aminomethyl)—anilino) ~
l-phenyl-methylene]~é-carbamoyl-2-indolinone-

triflucroacetate
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\par NiO\riO\sb108\sI240\sImultl\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {20 replaced by a 01-2-alkyl group, \par
Ni576\sb324\nowidctlpar\adjustright \expnd-1\expndtw-8\cgrid {an aryl or

wetsieakygroup, \par PCT/EP2005/057002

H\shp{\*\shpinst\shpbxpage\shpbxignore\shpbypage\shpbyignore\shpleftl
617\shptop11865\shpright1875\shpbdttem14195\shpfhdrO\shpwr2\shpwrk
O\shpfblwtxt1\shpz12\shplid1038{\sp{\sn shapeType}H{\sv 202}}{\sp{\sn
fFlipH}\sv 0}{\sp{\sn fFlipV}{\sv 0}}{\sp{ \sn posrelh}{\sv 1}}{\sp{\sn
posrelv{\sv 1}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn dyTextTop}{\sv
O0}{\sp{\sn dxTextRight}{\sv O0}}{\sp{\sn dyTextBottom}{\sv O}}{\sp{\sn

dXWABP DistEfth{vsh? 0} RSB RS A YW DSt osvio1pAspfseny 1-

dxArapbistRighti-arbamoyl -2-indolinone~trifluocroacetate

{561) 3-Z-[1-(3—-(aminomethyl)-anilino) ~l-phenyli-methvlene]-

t—carbamoyvl-2-indolinone-triflucroacetate

{562) 3-Z-[1-(3- (N~ (3~dimethylamincpropyl)-N-methyl-amino—
methyl) ~aniline)-l1-phenyl-methylene]-6-carbamoyl-2-

indolinecne-trifluoroacetate

(563) 3-Z-[1-(3- (N-(Z~dimethylaminocethyl)-N-methyl-
aminomethyl) ~anilino)-l-phenyl-methylenel-6-carbamoyl—-2-

indoclincne-trifluocrcacetate

{(564) 3—Zm[lm(4u{piperidimmlmyl—methyl)wanilino)flwphenyl-

methyleng] ~6~ethoxycarbonyl-2-indolinone

(365) 3-Z-[1-(4-bromec-aniling)~l-phenyl-methylene]-6é-

ethoxy-carbonyl~Z-indolinone

(566) 3-2-[1- (3~ (dimethylaminomethyl)-anilino) ~l-phenyl-

methylene]-6—ethoxycarbonyi-2~indolinone

(567) 3-Z-[i-(4- (dimethylaminomethyl)-anilino)-l-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolincne

(568) 3-Z-[1-{4-[(2,6-dimethyl-piperidin-1-y1l) -methyl]-

anilino)-l-phenyl-methvlene]-6-ethoxycarbonyl—2-indolinone

{(569) 3-Z-[1- (4~ (2-dimethylamino—ethyl)-anilino) -l-phenyl-

methylenel-6-ethoxycarbonyl~Z~indolinone
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\pard\plain\pard\plain = 154 -
\s2\gc\sa108\sl-1071\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adjus
tright \cs3\f10\fs23\expnd-3\expndtw-18\cgrid {25\line
H\expnd-2\expndtw-14\cgrid 30 \par }}}}\pard\plain
\s2\li576\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright
\c$3\fLO\fS2Rekpnd4tiéXpridtve Sty inl {er i droxytdrvC 1 3tatkoxy: giotmino) -

\par Midnowidctipanadiustright \expnd-2\exppdiw:Adicgrich{an aming, ; o e
01-7-alkylamino,
(571) 3-Z-{1-{4-tert.butylexycarbonyl-anilino) -1-phenyl-

methylene|~&t~ethoxycarboenyl-2-indolinone

(572 3-Z2-[1-(4- (N-(3-dimethylamino-propyl)-N—acetyl-
amino)-anilino)-~Ii-phenyl-methylenel~6-~ethoxycarbonyl-2-

indolinone

(573) 3-Z2-[1-(4- (N-(Z~dimethylamino-ethyl)-N-
methylsulphonyl-amino) ~aniling)-1-phenyli-methylene]~6-

ethoxycarbonyl-Z2-indolinone

(574) 3-Z-{1- (4~ (4 methyl-piperazin-i-vl)-anilino)-1-

pPhenyl-methylene] ~6-ethoxycarbonyl-2-indolinone

(575) 3-2-[1-(4—- (N-(2-dimethylamino-ethyl)-N-methyl-amino)-

anilino)-l-phenyl-methyvlene] ~6-ethoxycarbonyl-2-indclinone

(576) 3-Z-[1- (4~ (N—(3~dimethylamino-propyl) N-methyl-
amine)-aniling) -l-phenyl-methylenel -6-ethoxycarbonyl-2-—

indeolinone

(577 3-Z-[1l-(4- (N-methyl~acetylamino) ~anilino)—-1-phenyl-

methylene] ~6~ethoxycarbonyl-2—-indocliinone

{578) 3-Z-[1-(4— (N-methyl-methylisulphonylamino)—anilino) -1~

rhenyl-methylenel ~6-ethoxycarbonyl-2-indoiincne



\par N\ri432\sb108\sI360\sImultl\nowidctlpanadjustright
\expnd-2\expndtw-11\cgrid {phenylamino, N-phenyl-01_3-alkyl-amino,
phenyl-01_3-alkyl\-}{\expnd-2\expndtw-14\cgrid amino,

WhEadend-alkyl)-phenyl-CH\expnd-2\expndtw-14\sub\cgrid i}i{{epggpg}-(%msmz
\expndtw-14\cgrid _x-alkylamino or di\-K\expnd-2\expndtw-13\cgrid

(phenyl-01_2-alkyl)-amino group, \part°5 —
Npard\plain\sect\sectd\stextflowO\marglsxn1595\margrsxn1595\margtsxnl
294\margbsxn1510\IinexO\sectdefauItcl\pard\plain

\s gl 0) |]z9 o dctlpar\ I\ x8423\a al ynum\nocwrap\
cf uf@ght \ng\%”{ %e%ng Jlr\]expﬁ/ tw- gi\cgrf%E {Q]\gl) 006/ 067165\tab
P@ﬁVEPQ@QEﬂﬁ?RX%?amlHO} —anilino)-l-phenyl-methylene]-6-
ethoxycarbonyl ~Z2~indolinone

5 (580) 3-Z-[1-(4- (N-dimethylaminocarbonylmethyl-N-
methylsulphonyl-aming} —anilino)}~1-phenyvl-methyvliene] -6—

ethoxycarbonyl—-2-indolinone

(581) 3-2-[1-(4-{imidazol-4~yl})-anilino)-l-phenyl—

10 methylenel-6-ethoxycarbonyl-Z-indelinone

(b82) 3-Z~[1-(4-({tetrazcl-b~yl}—anilino)—-i-phenyl—

methylene]—-6-ethoxycarbonyl-2-indolinone

15 (583) 3-Z-[1-(4-{(N-benzvyl-N-methyl-aminomethyl)—-anilino) -1-

phenyl-methylene] ~6-ethoxvecarbonvli-2-indolinone

(584) 3-Z2-[1- (4~ {N-(2~dimethylamino~ethyl)~N-propionyl-
amino)-anilino)-l-phenyl-methylenel -6—ethoxycarbonyl-2-

20 indelinone

(585) 3-Z-[1-(4—-{pyrrolidin~i-yl-methyl)-anilino)-1-phenyl-

methylene]-¢~ethoxycarbonyl-2—-indolinone

25 (586) 3-Z-[1- (4~ (N-methyl-N-phenethyl-aminomethyl)-

anilinc)-1l-phenyl-methvlene]-6-ethoxycarbonyl-2-indolinone

(587) 3-Z-[1~ {4~ (N~dimethylaminomethylcarbonyl-N-mnethyl-
amino)—anilino)-l-phenyl-methylene] -6-ethoxycarbonyl-2-

30 indolinone
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\par N\pard
\s2\li4248\sb144\sl-212\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs22\expndO\expndtwO\cgrid {- 13 - \par

WHe4RWIFEISH\sb504\sI-325\sImultO\nowidctlipanadjustright per/ep200s/0s7002
\expndO\expndtw-2\cgrid {di-(W-(C1_3-alkoxy)-C2-3-alkyl)-amino or
N-(dioxolan\-}{\expndO\expndtw2\cgrid >¢ —
2-y1)-CH\expndO\expndtw2\sub\cgrid I}{\expndO\expndtw2\cgrid
-ralkyl-amino group, \par }\pard

\s10Mi648\sh36Q\s|-2 ItO\no ar\aspal a\aspnum\nocwrap\adi
us?‘trlgg‘? ht \plain 3055\ 10352 \cg(?ldqu{a %ﬂ?super\%? }F}J?\P

-}%Ry%%@maﬁﬁn@@wémahmﬁbﬂ\p&hﬁpammethylene3 -6
\s2\qRa36\shd44\s|-270\simultO\rawidctlpar\aspalpha\aspnum\nocwrap\ad
justright \plain \cs3\f10\fs22\cgrid {5 C1-3}\super\cgrid
-Halkylcarbonylamino}{\super\cgrid -}{C2-3}{\super\cgrid

-HARYI NI C1=8alkyh-Gnirergrdep; oxycarbony 1 ~N-ethyl -

aminomethyl) -anilino)~1l-phenyl-methylenel-6—ethoxycarbonyl-

Z-indolinone

(5980) 3-Z2-[1-{4~ (piperidin~-l-yl-methyl)-anilino)-l-ethyl-

methylene]-6~ethoxycarbonyl~2-indolinone

£591) 3-2-[1-{(4- (N-{Z-dimethylamino—-ethyl)-N-
methylsulphonyl—-amino) —anilino)~1l-ethyl-methylene] —~6-

ethoxycarbonyl-2-indolinone

{592) 3-Z-{1-(4-(dimethylaminomethyl)—anilino) -l-phenyi-

methylene]~6-methoxycarbonvl-Z-indolinone

(593) 3-Z2-[1-(4-[(2,6-dimethyl-piperidin-1-yl)-methyl]~-

anilino)-l-phenyl-methylenel-6-methoxycarbonyl-2-indolinone

(594) 3-2-[1-(4- (N-(2-dimethylamino-ethyl)-N-
methylsulphonyl—-amine) —anilino)~1l-phenyl-methylene}-6-

methoxycarbonyl-Z-indclinone

(595) 3-Z2-[1-{4~ (N~ {3-dimethylamino-propyl) -N—
methylsulphonyl-amine} —anilinc)~1-phenyl-methylene] -6~

methoxycarbonyl-2-indolinone

{596) 3-Z-[1~ (4~ (N~dimethylaminocarbonylmethyl-N-
methylsulphonyl-amino) ~anilinc)~1-phenyl-methylene]-6-

methexycarbonyl-2-indeclincone
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\par NgI\li648\ri144\sb324\sl-346\sImultO\nowidctlpar\adjustright {a
C1-3-alkylsulphonylamino, N}{\super\cgrid -}{(01-3}{\super\cgrid
-Halkyl)-CL3-alkyl\-H{\expndO\expndtw-4\cgrid sulphonylamino,

wolh2oatiexRadO\expndtw-4\super\cgrid -}{\expndO\expndtw-4 \qgib aos/057002
alkylsulphonylamino-C2_3-alkyl-amino or }{\expndO\expndtw4\cgrid

C13H\expndO\expndtwd\super\cgrid -H{¥ekpndO\expndtw4\cgrid
alkyisulphonylamino}{\expndO\expndtw4\super\cgrid
-H\expndO\expndtw4\cgrid C23H\expndO\expndtw4\super\cgrid -}{\expndO
\expndtw4\cgrid alkyl}{\expndO\expndtw4\super\cgrid
-H\expndO\expndtw4\cgrid NK\expndO\expndtw4\super\cgrid
-H\exphdB\exphétwA et (@CE3-atkytCamind Ygaminocarbony lmethy 1-

“BQM@MSE%@S\SW@E@WN@%Mi&H?UMQthoxycarbo nyl-2-
\exIE)nd4\ex(Emdtw20\cgr|d {10 group,

dolin

(598) 3-Z-[{1-(4- (N-dimethylaminocarbonyimethyl-aminoc) -

anilinc)—-l-phenyl-methylene]-6t-methoxycarhonyl-2-indolinone

{589) 3-Z-{1- (4~ (N~ {(3-dimethylamino-propyl)-N-acetyl-ami-
noj—anilino) -l-phenvi-methylene] —6-methoxycarbonyl-2-

indolinone

{(600) 3-Z2~{]l~-(4~ (N-methyvlaminocarkbonylimethyl-N-
methylsulphonyl—-amino)~aniling)-31-phenyl-methvlene]-6-

methoxycarbonyl-Z—indolinone

(601) 3~Z-[1~{4-{{imidazeclidin-2,4-dion-5~ylidene)-methyl)-

anilince)-1-phenyl-methylene]-6-methoxycarbonyl-Z-indolincne

(602) 3-2-[1-{4- (N-{(2-dimethylamino-ethvl)-carbonyl)-N-
methyl-aminco)}—anilino} ~1-phenyl-methylene] -6-

methoxycarbonvl-Z—indolinone

(603) 53-Z-[1-{4~(N-tert.butoxycarbonyl-aminomethyl) -

aniline)-l-phenyl-methylenel-6-methoxycarbonyi-Z-indolinone

(604) 3~Z~[1l-{4~{2-oxo-pyrrolidin-l-yl-methyl)-anilino)-1-

phenyl-methylene] —6-methoxycarbonyl-2~indolinone

(605) 3-2-[1i-(4- (N-aminocarbonylmethyl~N-methylsulphonyl-
amino})—anilino)~I-phenyi-methylenel -é-methoxycarbonyl—2-

indolinone



\par N\i648\ri1224\sb360\sl-322\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {a hydroxycarbonyl-C3-alkylamino or N-
(C13-alkyl)- H\expndO\expndtwO\cgrid

WydmRxyearRonyl-CH\expndO\expndtwO\sub\cgrid PCT/EP2005/057002
1H{\expndO\expndtwO\cgrid 3-alkyl-amino gr oup, \par

Ni-648\ri504\sb324\nowidctlpanadjustright\expndO\expndtw4\cgrid {15 a
guanidino group wherein one or two hydrogen atoms may
H\expndO\expndtwO\cgrid each be replaced by a C1_3-alkyl group, \par
Npard
\s10\li648\sb360\sl-248\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
usthight \plaifr\es5\f£0\fs22\eyrdfacgrouplofformelanyl) ~anilino) -1~

phenyvl-methylene] ~6-methoxycarbonyl-2-indolinone

5 (607) 3-Z-[1~{4-(1,1-dioxo-thiomorpholin-4-yl-methyl) -

anilino)-l-phenyl-methylene]-6-methoxycarbonyl-2-indolinocne

(608) 3-2-[1- (4~ (N~cyanomethyl-N-methylsulphonyl-amingo)—

anilino)-1l-phenyl-methylene]-6-methoxycarbonyl-Z-indolinone
10

{609} 3-Z-[1~(4- (N-tert.butoxycarbonyl-ethylaminomethyl) -

anilino)-l-phenyi-methylene]~é-methoxycarbonyl-2~indolinocne

(610) 3-2-[1- (4~ (N-benzyl-N-methyl-aminomethyl)-anilinc}-1-

15 phenyl-methylene] ~6-methoxycarbonyl-2-indolinone

(611) 3-Z2-[1-(4-(l-oxo—thiomorpholin-4-yl-methyl)-anilino)-

I-phenyl-methylenel}-6-methoxycarbonvl~2-indclinone

20 (612) 3-Z-[1-{4~ (2~ (imidazol ~4-yl)-ethyl) —aniling)-1-

rhenyl-methylene] ~6-methoxycarbonyl-2~indcliinone

(613) 3-Z-{1-(4~ (morpholin-4-yl-methyl)-anilino)-1l-phenyl-
methylene]-6-methoxycarbonyl-Z2-indolinone

25
(614) 3-Z-[1-(4- ((4-methyl-piperazin—-1-yl}-methyl}-ani-

lino} ~1-phenyl-methylenel ~6-methoxycarbonyl-2-indolinone

(615) 3-2-[1-(4-((2-{N-benzyl-N-methyl-aminc)—ethyl)-N-
30  methylsulphonyl-aminoc)-anilino)-1l-phenyl-methylene] -6~

methoxycarbonyl-2-indelinone
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\par N\pard
\s2\sb360\sl-277\sImultO\nowidctlpar\tx654\tgr\itx4557\aspalpha\aspnum\n
ocwrap\adjustright \plain \cs3\f10\fs22\cgrid {20\tab

woexmskAwRxpndtw-24\cgrid -N (R8) -CO- (CH2) PCT/EP2003/057002
H\expnd-4\expndtw-24\sub\cgrid n}{\expnd-4\expndtw-24\cgrid -R9\tab H{
(1), \par N\pard - 158 -

\s10\li648\sb360\sl-212\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \plain \cs5\f10\fs22\cgrid {wherein \par

Nsl-27 \synglg \no 4ig%tl qr\%%iusi_;{i ht \fs20\expndO\expndtw3\cgrid {Rs
}{?fszzscgrid dgnotg\; a f\{%d%ge%yat%q%%? ac @cﬁpﬂ??/)l g““roﬁ%,enyg
methyleng]-6-methoxycarbonyl-2-indclinone

(617) 3-Z-[1- (4~ (pyridin-4-yl-methyl)-anilineg)~1-phenyl-

methylene] ~6~-methoxycarkbonyl-2~indolinone

(618) 3-Z-[1-{4~{imidazol-1-yl-methyl)~anilino)-1l-phenyl-

methylene]-6-methoxycarbonyl-2-indclincne

(619) 3-Z-[1-(4-{(imidazol-1-yl-methyl)~-anilino)-i-phenyl-

methylenel-6-methoxycarbenyl-2-indolinone

(620) 3-Z2-[1-{N-methyl-piperidine—-4-yl-amino)-i-phenyi—

methylene]-t—methoxycarbonyl-Z-indclinone

(621) 3-Z-[1~-(4-({imidazcl-4-yl~methyl}-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indclinone

{622) 3-Z—[1-{(4- ((4-hydroxy~piperidin-1-v1l)-methyl)-

anilino)-l-phenyl-methvlienel-6-methoxycarbonyl-2-indolinone

(623) 3-Z-[1-(4—{(4-methoxy-piperidin-1-v1) -methyi) -

anilinc)—-i-phenyl-methylene]-6-methoxycarbonyl-2—-indolincne

(624) 3-Z-[l-(4-benzyl-anilino)~l-phenyl-methylene] -6-

methoxycarbeonyl-2-indolincne

(625) 3-Z-[1-(4-{(N-(3~trifiucrcacetylamino-propyl)-N-
methylisulphonyl-aminge)-anilino)-1l-phenyl-methylene]~6-—

methoxvcarbonyl-2-indolincne



\par N\pard
\s2\sb108\sl-219\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adjustrig
ht \plain \cs3\f10\fs22\cgrid {25 \par }\pard

WL MEA8 g 180\sI-248\sImultO\nowidctlpan\aspalpha\aspnyp\ngosanagd,
ustright \plain \cs5\f10\fs22\expndO\expndtw2\cgrid {n denotes one of the

numbers 0, 1, 2 or 3 and \par = 160 -
Nsb324\sl-256\sImultO\nowidctlpar\adjustright
\fs20\expndO\expndtwO\cgrid {R9 H\fs22\cgrid denotes an amino,

C1:l-alkylamina, \par N\sb108\sI-270\sImultO\nowidctlpar\adjustright
Mectaweidemicna i it e
phenyl-methylenel ~6-ethoxycarbonyl-2-indolinone

(627) 3-Z-[1-(4-tert.butoxycarbonyl-anilino)-1-ethyl-

methylene]l ~6~ethoxyecarbonyl -2-indolincne

(628) 3-Z-[1-(4-(4d-tert.butoxycarbonyl-piperazin-l-yl-
methyl) —anilino)-l-phenyl-methyvlenel~6-methoxycarbonyl-2-

indolinone

(629) 3~Z-[1-{(4-{l-methyl-imidazol~2-y1l)-anilino)-1-phenyl-

methylene]-6-methoxycarbenvl-2-indolinone

(630) 3-2-[1- {4~ (N~ (2~dimethylamino—ethyl)-N-
methylsulphonyl-aminoe) -3-nitro-anilino}-l-phenyl-

methylene] ~6-methoxycarbonyl-Z2-indolinone

(631} 3-2-[1- {4~ (N~-{2-dimethylamino-ethyi)-N-
methylsulphonyl-aminoe) ~3~amino-anilino)-Il-phenyi-

methyvlene]-6-methoxycarbonyl-2-indolinone

(632) 3-Z2-11- (4~ ({3~ (N-benzyl-N-methyl-amino)-propyl) —N—
methylsulphonyl-amino) ~anilino)-1l-phenyl-methylane]-6-

methoxycarbonyl-2-indolinone

{633) 3-2-[1-(4- (N~(2~dimethylamino—ethyl)-N-
methylsulphonyl—amino} ~3-chloro~anilino) -l-phenvl-

methylenel~6-methoxvcarbonyl-2-indolincne

{(634) 3-2-[1-(4- (N~dimethylaminomethylcarbonyl-N-methyl-
amino)—anilino)—-l-phenyi-methylene] ~6-methoxycarbonyl-2-

indolinone
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\s2\fi-648\i648\ri72\sb144\sl-325\sImultO\nowidctlpar\aspalpha\aspnum\no
cwrap\adjustright \plain \cs3\f10\fs22\expndO\expndtw-1\cgrid {30

Wi 0ssspeRearid -{(C1.-4{\super\cgrid -Halkyl){\super\cgridpcrpz00s0s7002
-{benzylamino or C1_4-alkoxy group, a 4 - to 7- {\expndO\expndtw2\cgrid

membered cycloalkyleneimino group,hilst in each case the \par
WfiO\riO\sb108\slI244\sImult1\nowidctlpar\adjustright
\expndO\expndtw4\cgrid {methylene group in the 4 position of a 6- or
7-membered \par
Npard\plain\sect\sectd\stextflowO\marglsxn1624\margrsxn1566\margtsxnl

27 A\margbsxni5708nEX0\sedderaueAparaplaiy iy L) ~N-acetyl-amino) -

\s2Vi36MRowidetlpan\igriddo\aspalphalasprsinivecwrap\adiustright i none
\cs3\f22\fs16\expnd-1\expndtw-8\cgrid {WO 2006/067165\tab K

5 (636) 3-Z-{1-{4d- (N-{(Z2-dimethylaminoc-ethyl}-N-propionyl-
amino)-anilino}-l-phenyl-methylenel-6-methoxycarbonyl—-2-

indoliinone

{637) 3-Zz-[1-(4- (N-(Z2-dimethylamino-ethyl)-N-butyryl-
10 amino)Y-anilino)-l-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(638) 3-Z2-{1-(4- (N—{2-dimethylamino-ethyl)-N-iscbutyryl-
aming)-aniiino) ~l-phenyl-methylene] -6-methoxycarbonyl~2~

15 indeolinone

{639) 3-Z-[1-(4- (N-(Z-dimethylamino-ethyl)-N-benzoyl-
aming)—anilino)-l-phenyl-methylene]-6-methoxycarbonyl—-2~
indolinone

20
(640) 3-2-[1-{4—(N—(2-dimethylamino-ethyl)~-N-acetyl-amino)—-
3-amino-aniline)}—l-phenyl-methylene]-6-methoxyecarbonyl-2-

indolinone

25 (641) 3-Z2-[1- (4~ (4-hydroxymethyl-piperidin-l-yl-methyl)-

aniiino)~1l-phenyl -methylenel-6-methoxycarbonyl-2Z-indolinone

{642) 3-Z-[1-(4- (2~ (4d~hydroxy-piperidin-1l-y1l)—ethyl)-
anilino})~1l-phenyl-methylene]-6-methoxycarbonyl-Z-indelincne
30
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\expndO\expndtw-2\cgrid PCT/EP20051057002 \par }\pard
\s2\li4176\sb216\s|194\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\ad]
ustright \f10\fs23\expndO\expndtwO\cgrid {- 14 - \par

WH24RMi43asb756\sI360\sImultl\nowidctipanadjustright  pep/ep2o0sms7o02

\expnd-1\expndtw-6\cgrid {cycloalkyleneimino group may be replaced by
an oxygen or {\expndO\expndtw-4\cgtil sutphur atom, by a sulph nyl, \par
HNriO\sb108\nowidctlpar\adjustright \expnd-2\expndtw-10\cgrid {sulphonyl,
-NH, -N(0¥{\sub\cgrid 1}{-3-alkyl), -N(phenyl), -N(C1.3-alkyl-car
L{f\@ggg&%é%mth r\cgiid bonyl) or ;Nehenzoyl) groupy g, if n denotes
propylsulphonyl-aming) —anilino)~l-phenyl-methvlenel—-6-—

methoxycarbonyl-2—~indolingne

(644) 3-Z-[1-(4- (- (Z2-dimethylamino—ethyl)-N-
butylsulphonyl-amino)~anilino)-1-phenyl-methylene] ~6-

methoxycarbonyl-2-indolinone

(645) 3-Z-[1-(4- (N-(2-dimethylamino-ethyl)-N-
phenylsulphonyl-amino) ~anilino) - L-phenyl-methylene] 6

methoxycarbonyl-Z-indolincne

(646) 3-2-[1- {4~ (N~-{2~dimethvlamino—ethyl)-N-
benzylsulphonyl~aming) —anilino)-I1-phenyl-methylene]-6—

methoxvcarbonyl-2-indolinone

(647) 3-Z-[1-(4-(N-{(2-dimethylamino-ethyl)-N-
ethylsuiphenyl-~amino)-~anilino) ~i-phenyi-methylens] —6-

methoxycarbonyl-Z~-indolinone

(648) 3-Z-[1~{4-((imidazolidin-2,4-dion-5-vi)-methyl)-
{649) 3-2-[1-(4- ({3~hydroxy-pyrrolidin-l-vyi)-methyl})-
anilino)-l-phenyl-methylene]-6-methoxvecarbonyi-2-indolinone

(650) 3-Z-[1-{4- (cyclohexylyl-methyl)-anilino) -1-phenyl-

methylene]-6-methoxycarbonyl-Z2-indclinone

{651) 3-Z-[1-{4- (cyclchexyli~carbonyl)—-anilino) -1-phenyl-

methylene]-6-methoxycarbonyl-2-indolinone
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\par Nil44\sl240\sImultl\nowidctlpanadjustright \expndO\expndtwO\cgrid
{5 numbers 1, 2 or 3, it may also denote a hydrogen atom, \par }\pard
\s11\li576\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain

fsg3\cgrid {a group of formula \par
‘}@g%%&gﬁ%Mnowidctlpar\adjustrig ht \fO\fs19\expnd\expndtwaicgrid
{-N(Rio {\f10\super\cgrid )-(CH2)m=}{¥£0\fs23\cgrid (C0)0-R11 \par }\pard
\s2\sa108\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs3\f22\fs16\cgrid {10

{652) 3-Z-[1-(4-diethylaminomethyl-aniling)-l1-phenyl-

methylene]-~é-methoxvcarbonyl-Z-indolinone

{653) 3-Z-11-(4- {N—(n-hexyl)~N-methyl-aminomethyl)-—

anilino)~1l-phenyl-methylenel]—é-methoxvcarbonyl-2-indolincne

{654) 3-Z-[1~ {4~ {N~(2-dimethylaminc~ethyl)-N—(furan-2-
carbonyl)—~amino}~anilino) ~l-phenyl-methylene] -6~

methoxycarhonyl-Z-indolinone

{655) 3-2-{1-(4- (N-(2-dimethylamino~ethyl)-N—{2-methoxy-
benzoyl)-amino)-anilino)~l-phenyl-methyvlene]-6-methoxy—

carbonyl-Z-indolinone

{(656) 3-Z-[1-(4—-{N-{2~dimethylamino—ethyl)-N-(pyridine-3-
carbonyl) -amino)-anilineg) —~1-phenvyl-methylene! -6-

methoxycarbonyl-2-indolinone

(657) 3-2-[1- (4~ (N-{Z2~dimethylamino-ethyl)-N-{phenyi-
acetyl) ~amino) —anilineo)-1-phenyl-methylena]-6-

methoxycarponyl-2-indolinone

(658) 3-2~[1- (4~ (N-ethyl-N-methyl-aminomethyl)-anilino)-1-

phenyl-methylene] ~é-methoxycarbonyl-2-indolinocne

(659) 3-2-{1-(4- (imidazol~2~yl)-anilino)-1l-phenyi-

methylene] ~6-methoxycarbonyl-Z-indclinone

(660) 3-Z-[1-(4-(l~ethyl-imidazol-2~yl)-anilino)-l-phenyl-

methylene] ~6~-methoxycarbonyl—-2-indolinone
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\par N\i576\sa0\sl-220\sImultO\nowidctlpar\adjustright \f10\fs23\cgrid
{wherein \par }\pard
\s11\li576\ri72\sb360\sl|-330\sImultO\nowidctlpar\aspalpha\aspnum\nocwra

vaagivsteg bt \plain \cs7\f10\fs23\expndO\expndtw-1\cgrid {RIPrH8388€§:300>
hydrogen atom, a 01.3-alkyl group, a {\expndO\expndtw-4\cgrid

OH\expndO\expndtw-A\sub\cgrid H}{ \exphd0\expndtw-4\cgrid
3-alkylcarbonyl, arylcarbonyl, phenyl-C13-alkyl-carbonyl, \par }\pard
\s2\fi-576\i576\ri1080\sb108\sI-322\sImultO\nowidctlpar\aspalpha\aspnum\

nogwrap\adjustright,\plain,\ 3\f1(1\!5$23 expnd-1\expndiw:-7\cgrid {15 B
C(i}{\sab\cgrid %r}{skl(ﬁlk@llsﬁ%%ﬁgﬁyﬁmalrééﬁ?gho%&i@r B TS oneny

pRERVIYE ERLDiCH ¢ FY3YAIR Riexphde ~indolinone

(662) 3-Z-[1~ (4~ (N~ (2~dimethylamino—ethyl)-N-
isopropylsulphonyl-amino) —anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(663) 3-Z4- {1~ (4~ (N-(piperidin-1-yl-methylcarbonyl)-N-
methyl-amino)-anilino) ~l-phenvl-methylene] —6—

methoxycarbonyl-2-indolinone

(664) 3-Z-{1-(4- (N-(morph¢lin~4-vl-methylcarbonyl}-N-
methyl-amino)—anilino) ~l-phenyl-methylene] -6~

methexycarbonyl-2-indolinone

(665) 3-2-[1-(4-{N~((4-benzyl-piperazin-1-yv1)-
methylcarbonyl) -N-methyl-aminc)-aniline) -1-phenyl-

methylenel]-6-methoxycarbonyl-2-indolinocne

(666) 3-Z-[1-{4- N~ (pyrrolidin-l-yl-methyicarbonyl) -N-
methyl—-amino)—anilino) ~l-phenyl-methylene] —6—

methoxyecarbonyl-2—~indelincne

(667} 3-%4-[1- (4~ (N-{2~dimethylamino-ethyl)~N-acetyl-amino)-
3-bromo-anilino)-l-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(668) 3-Z-[{1-(4- (5-methyl-imidazol-4~yl)~anilino)-1-phenyl-

methylene]-6-methoxycarbonyl-Z-indoliinone
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\expndtw-4\cgrid kylsulphonyl group, \par
WfiO\riO\sb360\sI-256\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {m denotes one of the numbers 1, 2, 3 or 4, \par

wibi-Bdod44\sb324\sl-322\sImultO\nowidctlpar\adjustright  per/ep2005/057002
\expndO\expndtwO\cgrid {20 o denotes the number 1 or, if m denotes one

of the numbers }{\expndO\expndtw-2\édrid 2, 3 or 4, 0 may also denote the
number 0 and \par }\pard
\s11\li576\ri144\sb360\sl-322\sImultO\nowidctlpar\aspalpha\aspnum\nocwr

eplagistiaht pla,\csfi g3 pxphdexandu g (R g \ogr

.H denotes an amino, Cmcalkylamino, di}{\super\cgrid

H@ﬁﬁ@ﬂ@%@eﬁﬁgﬁa)}&ﬂéﬂ}gﬁﬁné—Hhenyl methylene] —6-

methoxycarbonyl-2-indolinone

{(670) 3-Z2-[1-(4-({N-((2-dimethylamino-ethyl} -carbonyl) -N-
bengzyl-amino)—~aniling) —1-phenyl-methylene] -6—

methoxycarbonyl—~2-indolincne

(671) 3-Z~[1- (4~ {(N-butyl-N-tert.butoxycarbonyl-
aminomethyl) —anilino)—-1-phenyl-methylene]-6—

methoxycarbonyl-2-indolincne

(672) 3-Z~[1~ (4~ (N~ ((N-aminocarbonvlmethyl-N-methyl-amino)-
methylcarbonyl)-N-methyl-amino)—anilino) -1l-phenyl—

methylene] ~6-methoxycarbonyl-2-indolinone

{673y 3~Z~[1~{4d-{N~({{N-bhenzyi-N-methyl-amino)-
methylcarbonyl} -N-methyl-amino)-anilino) ~l-phenyl-

methylene] -6-methoxycarbonyl—-Z2-indolinone

{€74) 3-Z-[1-{4- (N~ ({di~ {2-methoxyethyl}-amino—
methylcarbonyl) -N-methyl-amino)-anilino) —-1-phenyl-

methylenel-6-methoxycarbonyl-2-indolincne

{675) 3-Z-[1-(4- (N~ ({2~ (4~tert.butoxycarbonyl-piperazin-1-
vly—ethyl) —carbonyl) N-methyl-amino)—aniling) -1-phenyl—

methylene] ~6-methoxycarbonyl-2-indcolinone

(676) 3-Z-{1-{4~ (N-{(2-{piperidin-1-yl)-ethyl)-carbonyl) -
methyl-amino)—anilino)-l-phenyl-methylene] -6~

methoxycarbonyl-2—-indolincne
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\expndO\expndtwO\cgrid phenylamino, N}{\expndO\expndtwO\super\cgrid
-H\expndO\expndtwO\cgrid (Cmcalkyl)-phenylamino, benzylamino, \par
Npard
welopdBNiR76\ri144\sh108\s|-365\sImultO\nowidctlpar\tx4320\aspalRhR\as,
pnum\nocwrap\adjustright \plain \cs3\f10\fs23\cgrid {25 N- (O]\tab 01
-alkoxy or\line }{\expndO\expndtw-4\cgri¢ Cm3-alkoxy-013-alkoxy group,
a di-(014-alkyl)-amino-0} \expndO\expndtw-4\sub\cgrid
1H{\expndO\expndtw-4\cgrid -}{\expndO\expndtw-4\sub\cgrid

sexpnapenay dear . HendOleonde: g slaming rope

optionally substituted in the 1 position Kyl group ‘or a
7<nehteréd H\expido texpridw-Stogtitieyclodlikylepeiminegoumne | - 6-
whereinthecystaalkylene meietyione

(678) 3-2-[1-(4-(N-dimethylaminomethylcarbonyl-N-isopropyl-
amino)-anilino)-l-phenyl-methylene]-6-methoxycarbonyl-2~

indolinone

(679) 3-2-[1-(4- (N~ (piperidin-l-yl-methylcarbonyl}-N-
igopropyl-amino}—anilino) ~l-phenyl-methylene] —6—

methoxycarbonyl-Z2-indolinone

(680) 3-Z~[1- (4~ (N-((4-tert.butoxycarbonyl-piperazin-1l-yl)-
methylcarbonyl)-N-isopropyl-aminc)—anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-Z-indolinone

(681) 3-Z2-[1~ (4~ (N-{(N-benzyl-N-methyl-amino)-
methylcarbonyl)-N-benzyi-amino)-anilino) -l-phenyl-

methylene]-é-methoxycarbonyi-2-indolinone

(682) 3-Z-[1-(4- (N~dimethylaminomethylcarbonyl-N-benzyl-
amino)-anilino)-l-phenyl-methylene]~6~methoxycarbonyl-2-

indolinone

{683) 3-Z-[1-(4- (N~ (piperidin-i-yl-methylcarbonyl)-N-
benzyl-amino)-anilino) -l-phenvl-methylene] —6—

methoxycarbonyl-Z-indclinone

(684) 3-2-{1-(4-(1,2,4~triazol-2-yl-methyl)-anilino)-1-

phenyl-methylenel ~6—methoxycarbonyl-2~indolinone
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\par N\pard
\s2\fi-576\i576\sb108\sl-344\sImultO\nowidctlpar\aspalpha\aspnum\nocwr
ap\adjustright \expndO\expndtw-4\cgrid {30 may be fused to a phenyl ring

Wb NRagh gase the methylene H\expndO\expndtwO\cgrid gropp i 4he ék 7002
position of a 6- or 7-membere d H\expndO\expndtw-1\cgrid

cycloalkyleneimino group may be repleicédby an oxygen or \par
Npard\plain\sect\sectd\stextflowO\marglsxn1624\margrsxn1566\margtsxnl
292\margbsxn1612\linex0\sectdefaultcl\pard\plain

\s2)1i360\sl-21 7\sImultO\nowidctlpar\tgr\tx8402\as \aspnum\ngcwrap\
acﬁ%%’ﬁgt?t\%sﬁzge\?sl é%gd \exphd w%\c‘éé‘ri&% C0LT0 67135\
HESGPHADERSAGO\egrid PETIEP20052057002 ~ indolinone

{686) 3-Z-[1-(4~(1,2,3~triazol-l-yl-methyl)-anilino)-1-

phenyl-methylene] —6-methoxycarbonyl-2-indolinone

(687) 3-Z-[1-{4— ((N-aminocarbonylmethyli-N-methyl~aming)—
methyl) —anilinc)—-l-phenyl-methylenel-6-methoxvcarbonyl-2-

indolinone

(688) 3-Z-[1- (4~ ((di~{2-methoxy-ethyl) ~amino)-methyl) -

aniling)-~1l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(689) 3~Z-[1-(4- (pyrrolidin-l-yl-methyl)~anilino)~-l-phenvl—

methylene~é-methoxycarbonyl-2-indolinone

(690) 3-2-[1-(4-{(di~(2-hydroxy-ethyl)~amino)-methyl) -

anllino)-l-phenyl-methylene]~f-methoxycarbonyl-Z-indolinone

(691) 3-Z-[1-(4- ((N-ethoxycarbonylmethyl-N-methyl-amino) -
methyl) ~anilino)-1-phenyl-methylienel-6-methoxycarbonyl-2-

indolinone

(692) SMZmElw(QA{azetidinml—yl—methyl)manilino}wl—phenyl—

methylene] -6-methoxycarbonyl-2-indclinone

(693) 3-2-[1-(4- (N-propyl-N-tert .butoxycarbonyl-
aminomethyl)-aniling)-1-phenyl-methylenel-6—

methoxycarbonyl-Z~indclinone
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\par N\pard
\s2\li4248\sb144\sl-212\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs22\expndO\expndtwO\cgrid {- 15 - \par
w3 {8\ebaed\sl-263\sImultO\nowidctipan\adjustright {sulphut, gtom, O & 602
sulphinyl, \par N\sb108\sl-318\sImultO\nowidctlpar\adjustright
\expnd-2\expndtw-10\cgrid {sulphonyl; sMH; -N (C..2-alkyl), -N (phenyl),
-N(01K\sub\cgrid 3}{_3-alkyl-car {\expndO\expndtw2\cgrid bonyl) or
-N(benzoyl) group, \par }\pard
\s2\li144\sb360Q\sl-277\ tO\nowidctlpantgr\tx173\tqr\tx8093\aspalpha\a
sp%r%lub}ﬁnc?’c_v%r_a ﬁéjjzu t |g"hgi\él%ﬁgﬁ\%ﬁgﬁﬁf%ﬁt\%aﬁ3\{"&%%?a)b_N_megﬂy‘ -
HiexpreDrexpadtv-4\egridia 04=7){expndOtegiidtwess ipercgrid
-HiexpadQ\exprgiw-Aegrid gy¢loalikyda no, 0

{695) 3-2-{1-(4- ((N-{tert.butoxycarbonyl-3-amino-propyl) —N-

methyl-amino)-methyl)-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2—-indolinone

{(696) 3~-Z-[1- (4- {(N-(methylcarbamoyl-methyl)-N-methyl-
amino}-methyl) ~anilinc) -1l-phenyl-methylene] —6—

methoxycarbonyl-Z-indelinone
(697) 3-Z-[1-(4- ( (N~ (dimethylicarbamoyl-methyl) -N-methyl-
amino)-methyl)-aniling)-1-phenyl-methylene] -6~

methoxycarbonyl-2-indolinone

(698) 3-Z-{1~(d-methyi-anilino)-l-phenyl-methylenel -6~

methoxycarbonyl-2-indolinone

(692) 3-Z-[1-(4- ( (N—propyl-N-methyl-amino)-methyl)-

anilino)-l-phenyl-methvlene]-6-methoxycarbonyl-2-indolinone

(700) 3-2-[1— (4~ ({(N-(2~hydroxy-ethyl)-N-methyl-amino) —

indolinone

{701) 3-Z-1{1-(4- ( (N~ (2~dimetLhylamino—ethyl) ~N-methyl-

amino)-methyl)~anilino) ~l-phenyl-methylenel-6-

methoxycarbonyi—-2~indolinone
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4337} \expndO\expndtw-4\super\cgrid -}{\expndO\expndtw-4\cgrid
cycloalky1-0133-alkylam no or \par H\pard
\s2\li576\ri72\sb108\sl-355\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap

ZAsigstright\lexpndO\expndtwl\cgrid {0437-cycloalkenylam no., )
wherein pos?ition 1 of the ring {\expndO\expndtw2\cgrid is n%%%%% \f/?(()anl )fﬁ{m

the double bond and wherein the }\expadé\expndtw3\cgrid
abovementioned groups may each additionally be substituted
H\expndO\expndtw-2\cgrid at the amino-nitrogen atom by a
0537-cycloalkyl, 02_4-alkenyl \par \pard

WIEN |Tz7*76\%|‘n%ﬁﬁd\ﬁ%w€/&6t?pl Pt £7 3G R 3182 s galpiRAgpAUmM)
necwrapladjestright\expAd@exphdiue\cgridr{itabyI@tady ~6 -
HiexpndQiexandiwe4\cgrid.or01-4zalkyl group,

{703} 3-8-11-(4- (3-oxe-pilperazin-l-yl-methyl)—anilino}-1-

phenvi-methylenel —6—mnmethoxycarbonyl-2-indolinone

{704y 3-2-[1-(4-carkoxy-anilino)-1l-phenyl-methylena]-6-

ethoxy-carbonyl-Z2-indoclinone

(705) 3-Z-[1-(4-aminomethyl-anilino) ~l-phenyl-methylene] ~6~

methoxycarbonyl-2-indolinone

(706) 3-Z-[l-(4-ethylamincmethyl-anilino)-l-phenyl-

methylene]-6-methoxycarbonyl-2-indolinone

(707) 3-2-[1-(4~carboxymethyl-anilino) ~i-phenyl-methylene]-

t-ethoxycarbonyl-Z-~indolinone

(708) 3-Z-[1~(4d~carboxy-anilinc}—-l-ethyl-methylene] 66—

ethoxycarbonyl-2-indclinone

(708) 3-Z-[1-(4-(piperazin~l-yl-methyl)-anilino)~1l-phenyl-

methylene]~6-methoxycarbonyl-2-indoclinone

(710} 3~Z-[1-(4d-butylamincmethyl-anilino) -1-phenyl-

methylenel—-6-methoxycarbonyl-2-indolinone

{711) 3-Z-[1-(4-ethylaminomethyl-anilino} -1-phenyl-

methylene]~6-ethoxycarbonyl~2~indolinone



\par N\pard
\s2\li576\sb360\sl-270\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adju
stright \expndO\expndtw3\cgrid {a 4- to 7-membered cycloalkyleneimino

VOEPIRs MEREIeIN \par Ngr\liO\ri180\sl-276\sImultO\nowidctlpar\gdiusssigRls ooz
\expndO\expndtw4\cgrid {the cycloalkylene moiety may be fused to a

phenyl group or \par N\gc\riO\sb72\st-329sImultO\nowidctlpar\adjustright
\expndl\expndtw6\cgrid {15 to an oxazolo, imidazolo, thiazolo, pyridino,
yrazmo onlline {\expndO\expndtw?2\cgrid pyrimidino group optionally

bﬁ )g;: qu rine, : B

}\q 6\r|524\s 4\sﬁ ﬁ%a@ﬁhﬁ]l?& wlect par%acﬁﬁ%trizgh?henyl
\exphdvi\erphdiv-Siedrid ferlorné [sioine ér iodine atom, by a nitro,
01_3-alkyl, H{\expndO\expndtwO\cgrid C133-alkoxy or amino group, and/or

{713) 3-Z~{1~{4~ (N~ (piperazin~l-yl-methylcarbonyl)-N-
5 isopropyl-amino)-anilino) -1-phenyl-methylens] -6~

methoxyecarbonyl-2~indelinone

{(714) 3-Z2-{i-{4-(N-({2-{piperazin-1-yvl)-ethyl)-carbonyl) N~
methyl—-aminc)—anilino) —1l-phenyl-methylene] —46—

10 methoxycarbonvl-Z-indclinone

{715) 3-i-[1-(4-{N-prepyl-aminomethyl) —anilino)~1-rhenyl~

methylene] ~6-methoxycarbonyl-Z-indolinone

15 (716) 3-2-[1-(4- ((N-{3~amino-propyl) -N-methyl-amino)-
methyl) —aniiino)-1-phenyl-methylenel-6-methoxycarbonyl-2-

indolinone

(717) 3-2-{1- {4~ (Z2—-dimethvlamino—ethoxy)-anilino)~1-phenyl-

20 methylene]~6-methoxycarbonyl-2-indolincne

(718) 3-2-[1-{(3-cyvanc—4- (N-dimethylaminomethylcarbhonyi-N-
methyl-amino)—aniling)-l-phenyl-methylena] -6~
methoxycarbonyl-2-indolinone

25
(719) 3-Z-[1-{3-—methoxy-4— (N~-dimethylaminomethylcarbonyl N-
methyl-amino)—anilino) ~l-phenyl-methyvlene] ~6—

methoxycarbonyl-Z2-indolinone

30 {720) 3-Z2-[1- (4~ (N-aminomethvlcarbonyl-N-methyl-amino) -

anilino)-i-phenyvl-methylene]-f-methoxycarbonyl-2-indolinone
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\par }\fi-2088\1i2088\ri1080\sb324\sI-333\sImultO\nowidctlpar\adjustright
\expndO\expndtw3\cgrid {20 one or two hydrogen atoms may each be
replaced by a {\expndO\expndtwO\cgrid 0531-cycloalkyl or phenyl group

WO (95 AR3\iONI576\ri360\sb360\sI-329\sImultO\nowidctipagiadiustight o2
\expndO\expndtwO\cgrid {the methylene group in the 3 position of a

5-membered }{\expndO\expndtw1\cgrid/dyctoalkyleneimino group may be
substituted by a hydroxy, \par
Nfi-576\ri864\sb72\sl-322\sImultO\nowidctlpanadjustright

\e 1\expndtw-7\cgrid {25 hydroxy-C113-alkyl, 0133-alkoxy or B
Ol?cfgg)lkox%;/-glg\g-a(léyl l}%\ei%nc}i/g\ec%%%%\lc%r?%ﬁgro@u%ﬁ(p r)% methyl
NAOW B8 SBIB0SEB20BIuNOFRWIHAFaNAdUsFgHtno) ~1-pheny -

\expnelPiexpndtw-kicarigdihe methylene groupinthes3 or 4 position of a
6- or 7- {\expndO\expndtw3\cgrid membered cycloalkyleneimino group

may in each case be
{(7122) 3-2-[1-{4- (N~ (di- (2-hydroxy—-ethyl)—-amino~

methylicarbonyl)-N~methyl-amino)-anilino) -l-phenyl-

methylene] ~6-methoxycarbonyl-2-indolinone

(723) 3-Z-{1-({4-(N-{imidazol-l-yl-methvlcarbonyl)-N-
methyl-amino)-anilino) —l-phenyi-methylene] —6—

methoxycarbonyl-2-indclinone

{724) 3-2-[1-(4- (N~dimethylaminomethylcarbonyl-aminc) —

anilino)~-l-phenyl-methylenel-6-methoxycarbonyi-2-indolinone

{725y 3-Z-[1-{4-(N-((4-~methyl-[1l,4]ldiazepan-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino} -1-phenyl-

methylene] -é-methoxycarbonyl-2-indolinone

{726) 3-Z-[1-{4-{(N~{{i-methyl-piperidin—-4-yl)-
methylcarbonyl) ~-N-methyl-amino)-anilino) ~1-phenvl-

methylene] ~6-methoxycarbonyl-2-indclinone

{727y 3-2-[1-(2,3~dimethyl~4~ (N~ { {4-methyl-piperazin-1-y1)-
methylcarbonyl) -amino) —anilino)—1-phenyl-methylene] ~6—

methoxycarbonyl~2-indolinone

(728 3-2-[1-{4- {8~ ({(4~methyi-piperazin-i-yl)-
methylcarbonyl)-amino) ~aniling)~1-phenyl-methylenel-6-

methoxycarbonvl-Z-indolinone
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\par N\pard
\s2\fi-576\i576\ri288\sb108\s|-349\sImultO\nowidctlpar\tgr\itx173\tx648\asp
alpha\aspnum\nocwrap\adjustright \expndO\expndtwO\cgrid {\tab 30\tab

wosd-expndtw-6\cgrid substituted by a hydroxy, hydroxy;01.83:a1k¥ls,

01_K\expnd-1\expndtw-6 \sub\cgrid 3{\expnd-1\expndtw-6\cgrid
3-alkoxy,\line {\expnd-1\expndtw-8\cgri@ —
C333H\expnd-1\expndtw-8\super\cgrid -H{\expnd-1\expndtw-8\cgrid
alkoxy- 013}{\expnd-1\expndtw 8\sub\cgrid 1}{\expnd-1\expndtw-8\cgrid

3- I, C {\ \ex nd 8 \sub\cgrid _
3}(?\{353(%” % % ﬁ%\ﬁ %Z} %Va%&nylr 59001 -yl)-carbonyl)-N-

alﬁ'ﬁhQ-E}E\e%E&ﬁé@\éxmdiwﬂﬂtgﬁdR@@Wyimm@@aﬂwﬁaﬂmocarbo nyl,

dﬁ@%¥§3ﬁﬂk¥9b&%@lW2windolimone
Npard\plain\sect\sectd\stextflowO\marglsxn1606\margrsxn1584\margtsxnl

274\marghsxn1590\linex0\sectdefaultcl\pard\plain
\s2AE360\modvidctiper\tgrixB83aB\aspalphavasprtm\nocwraptadiestyight

\caRifeg)isiR\eandP\expnaic\egud WG, 2006/00LLOONAR My oyt -2 -

indolinone

(731) 3-Z- i1~ {4~ (N~ ({{3~dimethyiamino-propyl) -
aminocarbonyl) -N-methyl-aminc) —anilino)—1l-phenyl-

metnylenei-6-methoxycarbonyl-Z~-indolinone

(732) 3-Z-[l—aniling-l-phenyl-methylene]-6-methoxycarbonyl—

Z-indoclinone

(733) 3-Z-[1-{4- (N-methyl-N-methylsulphonyl-amino)-

anilinc)-1-phenyl-methylenel-é-methoxyvcarbonyl-2-indolinone

{(734) 3~Z-[l-cyclohexylamino-l-phenyl-methylene] -6~

methoxycarbonyl-Z2-indolincne

(735) 3-2-[1—- (4~ (d-methylpiperazin-l-vi-methyl)—anilino) -1~

phenyl-methylene] ~6~-carboxy-Z2-indelincne

736) 3-Z-[1-(4-methylaminomethyl-aniling)-1l-phenyl-

methylene] —6—carboxy~Z-indolinone

{737y 3-Z-{1- (4~ {morpholin—-4-yl-methyvl)-anilino) -1l-phenyl-

methylenel-6-carboxy-2~indoliinone
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V},\g%&(}g@q%sbBG\sIBGO\slmuItl\nowidctlpar\adjustright

\expndO\expndtwO\cgrid PCT/EP2005/057002 \par }\pard
\s2\li4248\sb180\sI208\sImult1\nowidctlpanaspalpha\aspnum\nocwrap\adi
ustright \f10\fs22\expndO\expndtwO\cgrid {- 16 - \par

\expndO\expndtw-4\cgrid {aminocarbonyl, phenyI-C143-alkﬁgTr/1%Pé{)r05/057002

N-(0443-alkyl)- {\expndl\expndtw8\cgiid phenyl-04-alkyl-amino group or
\par Npard
\s2\fi504\1i144\ri1224\sb396\sI360\sImultl\nowidctlpar\tqr\tx190\tx673\asp

alphalaspnum\nocwrap\adjystright \expnd0O\expndtwl\cgrid {may be
R R ey FOe
HiexpndOiextpridtwdicgrid Mab-S\tall Jiexprid\expydtwe@t hy lene ] -6 -

carboxy-2-indolinone

(739 3-Z2-[1- (4~ (di- (2~-hydroxy-ethyl)-amino-methyl) -

anilino}-1-phenyl-methylene] -6-carboxy-2-indolinone

{740) 3-Z-[1i-(4- (W-{{4-methyi-piperazin-1-y1l)-
methylcarbonyl) N-methyl-amino)—-anilino) -1-phenyvli-

methylenel -6-—carboxy—-2-indclinone

{741) 3-2~[1-(4- (N-(morpholin-4-yli-methylcarbonyl)-N-
methyl-amino)~aniling) ~1l-phenyl-methylene] ~6-carboxy-2-

indolincone

{742) 3-Z2-{1- (4~ (N~ (N~ {Z-dimethylamino-ethyl)-N-methyl-

aminomethvlcarbonyl) -N-methyl-amino)-aniiino} -1-phenyl-

(743) 3-Z-{l- (4~ {2~dimethylamino~ethoxy}~-anilinec)-1l-phenyl-

methylenel -6-carboxy—-2—-indclinone

(744) 3-Z-{l-cyclohexyliamino-l-phenyl-methylene] ~6-carboxy-

Z2—indoclinone

{745) 3-Z-[l-(4-dimethvlaminomethyl-anilino)-1-{(3-(2~
carboxy-ethyl) —-phenyl)-methylenel-e-methoxycarbonyl-2-

indolinone

(746) 3-Z~[1- (4~ (2~dimethylamino—ethyl)-anilino) -1-(3-{(2-
carboxy—ethyl) —phenyl) —methylene] ~6-methoxycarbonyl-2-

indolinone
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\cgrid sulphinyl, sulphonyl, -NH,
-11(0143-alkyl\_K\f28\fs20\expndO\expndtwO\cgrid \par }\pard
\s2\li648\sb144\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright

WORREEePndtw-6\cgrid {), -N (phenyl), PCT/EP2005/057002

-N(phenyl-C4443-alkyl\_}{\f28\fs20\expndO\expndtwO\cgrid \par N\pard
\s12\1i648\ri216\sb108\sI360\sImulti\nbiidctipar\aspalphal\aspnum\nocwra
p\adjustright \plain \cs5\f10\fs22\expnd1\expndtw5\cgrid {)f {\super\cgrid
-YN(013¥\super\cgrid -Kalkyl}{\super\cgrid -}{carbonyl}{\super\cgrid -}),
H\super\cgrid -K{ N(01 4-alky\-}{\expndO\expndtw-2\cgrid
hydroxy-carbonyl-), {\expndO\expndtw-2\super\cgrid
-H\éxpndovekphitw2\dgriN(Ta44}\estpndO\eXxpndtw\sdpenegrid (3- (2-
-H\exppdo\expratw-Neanid ajkaxy-earbonyl-).cNRepzoylk roony1-2 -

Hlex nd_O\ex%ndtWO\cgrid or {\expndO

ndolinon

(748) 3-2-[1-(4-dimethylaminomethyl-anilino)-1-(4—{(2-
carboxy-ethyl) —phenyl) -methylene] -6-methoxycarbonyl-2-—

indelinone

(749) 3-Z-[1-(4- (Z-dimethylamino-ethyl)-anilinc) -1-phenyl-

methylenel-6-ethylmethylcarbamoyl-2-indclincne

(750} 3-Z~[1-(4-dimethylaminomethyl~anilino)~-l-phenyl-

methylene]~6—~ethylmethylcarbamoyl-2-indolinone

{751) 3-2-[{1-({Il-methyl-piperidin-4-yl)-amino-l-phenyl-

methylene]-6-ethylmethylcarbamoyl-2-indolinone

{752) 3-Z2-[1l-{trans~4-dimethylamino-cyclohexylamino)-1-
phenyli-methyliene] —6-ethylmethvlcarbamoyi-2-indolinone

(753) 3-Z-[1-{4- (2-diethylamino-ethoxy)-anilino)-1-phenyl-
methylene]l-6-ethylmethylcarbamoyl-2-indolincne

(754) 3-Z-[1-(4~ (N-(3~dimethylamino-propyl) -N-propiocnyl—
aming)-anilino)~1-phenyl-methylene] -6—ethylmethylcarbamoyl -~

Z-indolinone

{755) 3-Z-[i- {4~ (N-{{4d-methyl-piperazin-l-yl}-
methylcarbonyl)-N-methyi-amino)-anilino)-1-phenyl~

methylenel ~6—~ethylmethylcarbamoyl—2-indolinone



\expndtwO\super\cgrid -}{\expndO\expndtwO\cgrid
N(phenyl}{\expndO\expndtwO\super\cgrid -}{\expndO\expndtwO\cgrid
C443H\expndO\expndtwO\super\cgrid -}{\expndO\expndtwO\cgrid

YdeRKRRRYI-) group, \par Npard PCT/EP2005/057002
\s2\sb108\sl|187\sImultl\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright

\plain \cs3\f16\fs21\charscalex125\cgrd $1{\f28\fs23\charscalex100\cgrid
0 \par }\pard

\312\Ii648\sb144\sl360\slmultl\nowidctlpar\aspalpha\aspnum\nocwrap\adj
usttt}lgg \%Ia \FfS\ﬂOYS%Z\ ndo\ex ndth\c gwhereln a]mgthylene

group Ilnke to an imino-nitr é‘:in atom {\expn expnrclffw%{chrld of the

cydBEgERBiriTG §rowy im%r breveplacedby a H\expndO\expndtw2\cgrid
carbonyl or sulphonyl group or in a 5- to 7H{\expndO\expndtw2\super\cgrid

{l) gnd \exp %\c rid embered \ex%ndO\ex ndtwl\cgrl

no&yclic éycl oali<yle GihiinG Group or A'cydoalkyieheimirt € -y amino) -
5 anilino)-1l-phenyl-methylenel-6-ethylimethylcarbamoyl-2-

indolinone

{758) 3~Z-[l—{3~diethylaminomethyl-anilino)-1-phenyl~
methylenel-é6~ethylmethylcarbamovl-Z2-indcolinone

(759} 3-Z-[1~ {4~ (N~dimethylamincmethylcarbonyl-N-methyl-
aminc)-anilino)-l-phenyl-methylene] —-6—ethylmethylcarbamnoyl ~

Z-indolinone

15 {760y 3-Z-[1~ (4~ (N~ (2~dimethylamino-ethyl)-N-
methylsulphonyl-amino)-anilino}-1-phenyl-methylene]~6-

ethylmethylcarbamoyl-2—-indeclinone

{761y 3-Z2-[l-anilino~-1-phenyl-methylenel-6-
20  ethylmethvlcarbamovl-Z2-indolinone

(162) 3~%2~[1- (4~ethylaminomethyl~anilino) -1-phenyl-

methylene]-6—ethylmethylcarbamoyl-2-indclinone

25 (7€3) 3-Z2-[1-(4-((2-diethylamino-ethyl}—-anilino)-l-phenyl-

methylenel-6-ethylmethylcarbamoyl-2-indclinone

(76¢4) 3-Z2-11l- (4~ (N~-{3-dimethylamino-propyl) ~N-acetyl-
aminoj}—-anilino)-l-phenyl-methylene] ~6~ethylmethyicarbamoyl-

30 2—indclinone
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\par N\pard
\s2\fi-648\1i648\sb72\sI360\sImult1\nowidctlpar\aspalpha\aspnum\nocwrap\
adjustright \plain \cs3\f10\fs22\expnd2\expndtw11\cgrid {15 group fused to

wPhepykatgup the two methylene groups H\expndO\expndtyy=2\ealfik <7002
linked to the imino-nitrogen a tom may each be replaced by a

H\expndO\expndtwO\cgrid carbonyl gréup, \par
Nri288\sb648\nowidctlpar\adjustright \expnd1\expndtw5\cgrid {20 or
{\fs19\cgrid Ry {denotes a 04-alkyl group which is substituted by a

}

H\ dOég ondtwO\cgrid carboxy, 0113H\expnd0O\expndtwO\super\cgrid

Héxphd \éf&%tv%\cgé%id“glR%X)%ésr)b%%%yalrsﬁfg éﬁr@%ﬁyﬁmmg?
anilino)-i-phenyl-methylenel-6-ethylmethylcarbamoyl-2-

indolinone

(766} 3-Z-[1-(d-methoxycarbenyl-anilino)-1l-phenyl-
methylene] -6-ethylmethylcarbamoyl-2-indolinone

(767) 3-Z~{1-{4d-carboxy-anilino)~Il-phenyl-methyiene]-6-

ethylmethylcarbamoyl-Z-indolincne

(768) 3-Z-[1-{4- (N-{dimethylaminc~carbonylmethyl) -N-
methylsulphonyl-amino}~anilino)-1-phenyl-methylene] -6~

ethylmethylcarbamoyi-2-indolinone

{769} 3-Z-[{1-(4- (2-dimethylamino~ethoxy)-aniling)-1-phenyl-

methylenel-6-ethylcarbamoyl-2-indolinone

{770y 3-2-{1-(4- (N~ {{4-methyl-piperazin-1-yl)-
methylcarbonyl) ~N-methyl-aminc)~anilino) ~l-phenyi-

methylene] ~6-ethylcarbamoyl-2—-indclinone

(771 3-Z2—[1-(4— (N—(2-dimethylamino-ethyl)-N-
methylsulphonyl-amino) —aniling)~1-phenyl-methyvlene]-6-

ethylcarbamoyl-2-indolinone

(772) 3-Z~[1-{4—-(Z—-dimethylamino—ethoxy)~anilino}-1-phenyvi-

methylene] ~é-ethylimethylcarbamoyl-2Z2-indolinone

{773y 3-2-[1-{4- (N-dimethylaminomethylcarbonyil-N-methyl-
amino}—-anilino)-l-phenyl-methylene] ~6—ethylcarbamoyl-2-

indolinone
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\par N\pard
\s12\li648\ri288\sb108\sI360\sImult1\nowidctlpar\aspalpha\aspnum\nocwra
p\adjustright \plain \cs5\f10\fs22\expndO\expndtw-4\cgrid

worddli4a\sub\cgrid 4}{4-alkylaminocarbonyl or di}{\supensgkig p200s/057002
-{(014-4-alkyl)-aminocarbonyl }{\expndO \expndtw-2\cgrid group or by a 4-
to 7-membered cycloalkyleneiminocarbohyt }{\expndO\expndtwO\cgrid
group, \par N\pard
\sZ\sb108\sI208\sImuItl\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright

D A 2 OHe P DAL PRI, -
\Sg2\|l 48\r|28é£\sb 44 sI3 \s multl\now%hﬁpaﬁgslsa pﬂa\aspip i locwra

plRfiistHgREPIAIrER B T OS2 2% pndONEHMER2REYrid {an
N}\super\cgrid -}{(04-alkyl)-C444-alkanoylamino group which is

Hyng¥ﬂ§eépquﬁQquﬂﬁgqggggggf%gﬁygg ethyl)-N—acetyli-amingo)-

anilino)-1-phenyl-methylenel-6-ethylcarbamovl-2-indolinone

{776y 3-2-[1-(4- (N—-{2~dimethylamino-propyl) -N-acetyl-
amino)—anilino)-l-phenyl-methylene] ~é~cthylcarbamoyl-2-

indolinone

{777y 3-2-|1-(4—-carbamoyl-anilino)-1-phenvli-methylene]—6-

ethylmethylcarbamoyl-Z-indolinone

{778y 3-Z-[1-(4- (N-(2-diethylamino-ethyl) -carbamoyl)—
anilino)-~l-phenyl-methylenel-6-ethylmethylcarbamoyl—2—

indolinone

{779y 3-Z2-{1-(4-((d-methyl-piperazin-l-yl)-carbonyl)-
anilino)-l-phenyl-methyiene]l-6-ethyimethylcarbamoyl~2-~

indolinone

{780y 3-Z-[1~(4-{{4-methyl-piperazin-l-yl)-carbonyl)-

anilino)—l-phenyl-methyienel-6-ethylcarbamoyvl-2~indclincne

(781 3-Z-11-(4- ((4d-ethyl-piperazin~1-vl) -carbonyl) —
anilino)-l-phenyl-methylene]l-6-ethyimethylcarbamoyl-2-

indolinone

{782) 3-Z-{l- {4~ (N~ethyl-N-{(Z2-dimethylamino—-ethyl)-
carbamoyl}—anilino)-1l-phenyl-methvlenel—54-

ethylmethylcarbamoyl~Z2-indclinone



ed in the alkyl moiety by a carboxy {\expnd-1\expndtw-6\cgrid or
C4444-alkoxycarbonyl group, \par H\pard
\s2\sb360\nowidctlpar\tgr\itx190\tqr\tx3078\aspalpha\aspnum\nocwrap\adj

wistsighhiplain \cs3\f10\fs22\cgrid {\tab 30\tab a group of forgwHaxRass0s7002
Npard )
\s2\i648\sh396\s1300\sImult1\nowidctipaf\tgritx4 798\aspalpha\aspnum\no
cwrap\adjustright \fs6\expndO\expndtw-2\super\cgrid
{-H\fs22\nosupersub\cgrid N(R12) -00-(CH2)K\f40\fs22\sub\cgrid

P}{Yg32\nosupersublcgrid R&%@ﬁ@?@!ﬁé&%@@% —y1)-
\expndtw18\nosupersu \cgrld
methylcarbonyl) —-N-— methyl amlno) anilino) ~l-phenyl~-

methylene]-g~diethylcarbamoyl-2-indolinone

5 {784) 3-Z-[1-{4-((cis-3,5-dimethyl-piperazin-1-yl)-
carbonyl) —anilino) -1-phenyl-methvliene]-6-
ethylmethyicarbamoyl-2-indolinone

{785y 3-Z~[i~ {4~ {(4~ethyl-piperazin-1-vyl) ~carbonyl) -

10 anilino)—-l-phenyl-methylenel-6-ethylcarbamovl-2—indolinone

{786) 2-Z-[1-(4-(N-(Z2—-diethyiamino—-ethyl)-carbamoyl)-
anilino}-l-phenyl-methylenel-6-~ethylmethylcarbamoyl—-2-
indolincne

15
(787 3-Z~[1-(4~{{cis~3,5 dimethyl-piperazin-1-vy1)-
carbonyl) ~anilino} -~l-phenyl-methyleng]-6é-ethylcarbamoyl—2—

indoclinone

20 {(788) 3-Z-[1- (£~ (N~ (3~dimethylamino-propyl) —-N—
methylsulphonyl-amine)—aniling)~1-phenyl-methylens]—-6—

ethylcarbamoyl -2-indolinone

(789) 3-2-1{1l- {4~ (N-dimethylaminomethylcarbonyl-N-methyl-

25 amino)-anilino)-methylenel-6-methoxycarbonyi-2-indolinone

(7903 3~2-[l-{4-dimethylaminomethyl-aniling)-methylenei-§~

methoxycarbonyl-2-indolincne

30 (791) 3-Z-1{1-{4- (N~ ((4d-methyl-piperazin-l-y1l)-
methylcarbonyl) -N-methyl—-amino)—anilino) -methylene]—-6-

methoxycarbkonyl-Z2-indolinone



10

15

20

25

30

\par
Npard\plain\sect\sectd\stextflowO\marglsxn1548\margrsxn1642\margtsxnl
496\margbsxn1592\linex0\sectdefaultcl{\shp{\*\shpinst\shpbxpage\shpbxig

‘g}grﬁ\ﬁb‘gby@age\shpbwgnore\shpleft1548\sh ptop1286\shprm )
ottom1496\shpfhdrO\shpwr2\shpwrkO et >§%5’2

\shpfblwtxt1\shpz13\shplid1039{\spf\sh ShapeType}{\sv 202}}{\sp{\sn
fRlipH}H\sv O}}{\sp{\sn fFlipV}{\sv O}}{\sp{\sn posrelh}{\sv 1}}{\sp{\sn
posrelv{\sv 1}}{\sp{\sn dxTextLeft}{\sv 0}}{\sp{\sn dyTextTop}{\sv
O0}{\sp{\sn dxTextRight}{\sv 0}}{\sp{ \sn dyTextBottom}{\sv O}}{\sp{\sn
dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}H{\sv 0}}{\sp{\sn
d)d\ﬁl?@pDBstRigm}{\@\rG}\}{\smfksm@inﬁapDhEBmmm}{ksw 0}{\sp{\sn

pWiapPolygonyerticesi{isy:8:51-62,0)662,21600); ?2%%@9@3 —6-
(21662 0);(-62,0)} é {\sn fEditedWrapH\sv O}{\sp{\sn fLine}{\sv

O}E}f\gl §r FieBfon "1B9972180Asp{\sn fillOpacity}{\sv 0}}{\sp{\sn
fBehindDocumentH{\sv O}}{\sp{\sn ITxidK\sv 736437512} }{\shptxt

\pardiplaininardiplain 52Nid32)81Z3RINmuIinowidcpantantx8a 0 cne ¢ -

ethyvlcarbamoyl-2-indolinone

{794) 3-Z-[1~{4~ (piperidin-l-yl-methyl)-anilino) -

metthylene] —6~ethylcarbamoyl-2-indolinone

(795) 3-Z~-[1- (4~ (N~ (3~dimethylamino-propyl) ~N-acetyl-

amino)—anilino) -methylenel~6-ethylcarbamoyl-2-indolinone

as well as their tautomers, thelr stereciscmers or the

physicleogically acceptable salts thereof.

The compounds of general formula I, their tautomers, their
stereoisomers or the physiclogically acceptable salts
thereof are thus suitable for the prevention or treatment
of a specific fibrotic disease selected from the group

consisting of:

Fibrosis and remodeling of lung tissue in chronic
obstructive pulmonary disease (COPD), chronic bronchitis,

and emphysema;

Lung fibrosis and pulmonary diseases with a fibrotic
component including but not limited to idiopathic pulmonary
fibrosis (IPF), giant cell interstitial pneumonia (SIPY,

gsarcodosis, cystic fibrosis, respiratory distress syndrome
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\aspalpha\aspnum\nocwrap\adjustright
\cs3\f28\fs19\expnd-1\expndtw-6\cgrid {WO 2006/067165\tab
H\expndO\expndtwO\cgrid PCT/EP2005/057002 \par }}}}\pard\plain

weliB4i\sR1 548\s1194\sImultl\nowidctlpanaspal pha\aspnu%\plggg}g@}aﬁggz

ustright \cs3\f10\fs23\cgrid {wherein \par
Nagr\lio\ri180\sb540\s|240\sImult1\nowidttlpar\adjustright
\expnd-1\expndtw-8\cgrid {R42 denotes a hydrogen atom, a 04_6-alkyl or
C3_7-cycloalkyl \par }\pard
\s2\fi-432\11648\ri216\sb108\sI360\sImult1\nowidctlpantx7015\aspalphalas
e b e e e e
CaB){\wsuper\cgrd -Hatkyt grouprtdrmirdllysubstiited byraas bleomycin,
Hiexpnds1\expadiw\eaud phenyh heteradithmide, amiodarone,

procainamide, penicillamine, gold or nitrofurantoin),

silicosis, asbestosis, systemic scleroderma;

Fibrosis and remcdeling in asthma;

Fibrosis in rheumatoid arthritis;

Virally induced hepatic cirrhosis, for example hepatitis C;
Radiation~induced fibrosis;

Restenosis, post angioplasty;

Renal disorders including chronic glomerulonephritis, renal
fibreosis in patients receiving cyclosporine and renal
fibrosis due to high blood pressure;

Diseases of the skin with & fibrotic component including
but not limited to, sclercderma, sarcodosis, systemic lupus
erythematosus;

Excessive scarring.

In a preferred embodiment 1in accordance with the present
inventicn, the compounds of general formula I, their
tautomers, their stereocisomers or the physioleogically

acceptable salts thereof are especially suitable for the

prevention ¢r treatment of idiopathic pulmonary fibrosis.
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trifluoromethyl, hydroxy, 01-6}{\expnd-1\expndtw-8\super\cgrid
-H\expnd-1\expndtw-8\cgrid alkoxy, H{\expnd-2\expndtw-10\cgrid
aminooarbonyl, C114}\expnd-2\expndtw-10\super\cgrid

wh\abReg-Zexpndtw-10\cgrid alkylamino-carbonyl,\tab POT/EPZO05/057002

H\expnd-1\expndtw-8 \cgrid 4-alkyl)-\ K\f28\fs20\cgrid \line
H\expnd-1\expndtw-8\cgrid amino-carbdhyt, 01_2-alkyl-carbonyl,
C4_6-alkyl-sulphony\-amino, NK\expnd-1\expndtw-8\super\cgrid
-H\expnd-1\expndtw-8\cgrid (04 _3}\expnd-1\expndtw-8\super\cgrid

-} - -8\cgrid alkyl)-0163-alkyl-sulphonylamino, \par }\pard
\s%fé%@%ﬁ%%%gﬁ)%&sl%O\sImuItl\nowidctlpar\aspalpha\aspnum\n
ocwrap\adjustright \expnd-1\expndtw-9\cgrid {10

04n44-atkydzaminesytphonkh ok dif\super\sgrid rHQ113M\super\catide nt
_}ﬁlgglg-aminosug)hhoonéll%\expndO\exggdtwO\g rid gro

Tion wil U presenti a limitdtion of its scope.
Example Bl:

In the following experiments of Example Bl, Example A

denotes the ceompound 3-7-[1-(4-{N-

prhenyl-methylene] —~6-methoxycarbonyl-2~indolinone, which is

compound {m) of the list of the preferred compounds.

(A} Effect of a representative compound on lung morchology

fellowing bleomycin-induced pulmonary fibrosis.
Materials and Methods

Blecomycin sulfate (Bleomycin HEXAL™) was purchased from a

local pharmacy.
Bleomycin administration and treatment protocols

All experiments were performed in accordance with German
guidelines for animal welfare, performed by persons
certified to work with animals and approved by the
resgsponsible authorities. Male Wistar rats were
intratracheally injected with Bleomycin sulfate (10U/kg
body weight in 300Ul =aline) or saline alone (saline
contrel) using a catheter {0,5mm internal diameter, 1.0mm
external diameter) through the nasal passage, following

exposure Lo the anaesthetic Isoflucrane for 5 minutes. The
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up and \par }\pard
\s11\li648\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs7\f10\fs23\expndO\expndtw-2\cgrid {p denotes one of the numbers 0, 1,

vecorsAne spar Y\pard CT/EP2005/057002

\s2\fi-576\i648\ri72\sb396\sI360\sImult1\nowidctlpan\aspalpha\aspnum\no

cwrap\adjustright \plain \cs3\f10\fs23\éxpnd0\expndtw3\cgrid {15 Rm

assumes the meanings of the abovementioned group Elv,

H\expnd-1\expndtw-6\cgrid or, if p denotes one o f the numbers 1, 2 or 3,

't {3y also H\expndolexpndiw:Acorid dengte a hydrogen aom: +.vwele a
{compound (m)) cr saline suspended in Iml 0.1% Natrosol.
Control rats were administered iml 0.1% Natroscl {vehicle

control).

A total of 25 rats were investigated and were grouped and

treated as shown in Table 1.

Table 1
Intratracheal No. of Treatment
Compound
instillation animals Schedule
Bleomycin 10U Example A
10 Days 1-Z21
/kg (Compound (m})
Bleomycin 10U
19 Vehicle only Days 1-21
/kg
Saline (300ul1) 5 Vehicle only Days 1-21

21 days fellowing bleomyein instillation, the rats were
killed with a lethal intraperitoneal inijection of Narcoren™
(Pentobarbital Sodium, Rhone Merieux). The lungs were then
removed, blotted dry and half wag snap frozen in liguid
nitrogen and stored at -80°C. The other half was fixed in

5 formalin for subksequent paraifin embedding and

histology.

Histology
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\par N\pard
\s11\li648\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
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Wih&%gﬂ%M\leOl\slmultl\n0W|dctIpar\aspalpha\aspnum\pg@g@&\ggg%&
right \plain \cs3\f10\fs23\cgrid {20 \par }\pard

\s11\1i648\sb144\s|280\sImult1\nowidcthpartgr\tx5136\aspalpha\aspnum\n
ocwrap\adjustright \plain \cs7\f10\fs6\expnd-1\expndtw-6\super\cgrid
{-H\fs23\nosupersub\cgrid N(R14)K\fs23\cgrid -}{\fs23\nosupersub\cgrid

Ch2)( \f823\c rid -H\fs23 \nosupersub\cgrid (CO)K\fs23\sub\cgrid
}ﬁ?s%ﬁcgﬁd BV s%\‘lr'wogupersu]br%cgnd f‘% MEZERERY s e

Hife\s T9\expadd\expndtwbinasupersub\cgritd (W)ing z microtome (Leica
SMZ200R) and placed on poly-L-lvsine coated slides. The
sactions were then dried ontec the slides {60°C 2 hours) and
then left to cool at room temperature. Collagen deposition

was assessed using Masson’s Trichrome staining.
Results

Figure 1A shows the result obtained with the control group,
which received saline and the vehicle instead of kleomycin

intratracheally.

Rats treated intratracheally with bleomyein and the vehicle
developed severe lung fibrosis, as seen in Figure 1B. The
alveoli have been largely replaced by fibrecblasts and
extracellular matrix and the normal lung structure is

nearly obliterated.

Daily treatment of bleomycin-treated rals with 50 mg/kg of
Example A (compound {(m)) showed a consistent, nearly
complete reversal of lung fibrosis in this model. A typical
example is shown in Figure 1C. Alveoli are intact and
little or no fibroblast infiltration or extracellular
matrix deposition has occurred. Normal lung structure has
been maintained, which is evidenced by a comparison of

Figure 1C with Figure 1A.

{B) Effect of a representative compound on expression of
fibrotic marker genes following bleomycin~induced pulmonary

fibrosis.



\par N\pard
\s11\li648\sb540\s|194\sImultl\nowidctlpanaspalpha\aspnum\nocwrap\ad]
ustright \fs23\expndO\expndtwO\nosupersub\cgrid {wherein \par }\pard

V\ﬁ;y;ja%g;}{i(@gl&ril44\sb540\s|360\s|muItl\nowidctlpar\aspalp1:‘1;31{(\?%:.}?5?Hgg)[,102
ocwrap\adjustright \plain \cs3\f10\fs23\expndO\expndtw3\cgrid {. 4

denotes a hydrogen atom, a CT 4-alkylégrotp, a
H\expnd-3\expndtw-15\cgrid C-H{\expnd-3\expndtw-15 \sub\cgrid
6H\expnd-3\expndtw-15\cgrid _3--alkylcarbonyl, arylcarbonyl,
phenyl-0463-alkylcarbonyl, }{\expndO\expndtwO\cgrid heteroarylcarbonyl,
heteroa@%ﬁe?%é@\%&bﬁ%gw@\%ﬂp%?\%ﬁﬁ fexpndOtELpndtwolcgrid
01_3-alkylcarbonyl, H{\expndO\expndtw-2 \cgrid C4_4-alkylsulphonyi,
apyisulphenyl, H\expnd-Ligxpndiwazlcgrid Rhenyds04 6-alkylsulphonyl,

heteroarylsulghonyl or . _ .
investigatlion of gene expression was cut into small pieces

using a sterile scalpel klade. Approximately 100mg of
tissue was then placed into a 2ml Eppendorf tube and 1.5ml
of Trizel (Invitrogen) was added. A sterile tungsten
carbide bead (Qiagen) was then added to the fube and the
tube was placed in a Retsch MM300 Tissue disruptor (Qiagen)
at a freguency of 30.0Hz for 8 minutes. After this time,
the bead was removed and the sample centrifuged at 12000rpm
for 10 minuvtes to remove tissue debris. The RNA was
extracted using a modified version of the manufacturer’s
proteccol supplied with Trizol. Briefly, 0.3ml chloroform
was added to the tube and the tube shaken vigorously and
then left to incubate at room temperature for 5 minutes,
after which the tube was centrifuged for 15 minutes at
12000 rpm at 4°C. The upper colorless agueous phase was
then collected and added to 750Ul iscpropancl. This was
then shaken vigorously and stored at -80°C overnight. The
samples were then incubated at room temperatureﬁfor 15
minutes, after which they were centrifuged for 40 minutes
at 12000 rpm at 4°C. The supernatant was then removed and
500l of 70% ethanol was added to wash the pellet then the
sample was centrifuged for 10 minutes at 12000 rpm an 4°C,
thig wash step was repeated twice, after which the pellet

was left Lo dry for 10 - 15 minutes. Finally the pellet was
resuspended in Z0Nl RNase free water and stored at -80°C,
The concentration of each sample was then measured using a

spectrophotometer,
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numbers 1, 2, 3 or 4, \par o

Npard\plain\sect\sectd\stextflowO\margsxn1574\margrsxn1616\margtsxnl
523\margbsxn1570\linex0\sectdefaultcl{\shp{\*\shpinst\shpbxpage\shpbxig
nore\shpbypage\shpbyignore\shpleft1574\shptop1303\shpright10242\shpb
ottom1523\shpfhdrO\sh wrZ\gh wrkO , ,

\shpfBldottt GHpZ1aeH ib%4o[{)\%b{\é%%‘ﬁatpfe@ﬂfﬁé}{\56Jz?)]zﬁ}if{\sp‘{@n RT-
fFﬁmbk}{iS\%ﬂ#ﬂm{mﬂﬁvi{ésmgi}é\%Tmfetgﬁ{ﬁﬂm}{&%@\gﬂm was
pasrelvi\sv 1}H{\sp{\sn. dxTextLeft}{\sv O}}{\sp{\s TextTopH\sv

O}iﬁgg éﬁ%x e%gi%m}?\%c\i/ éj}?{\élg% a mé}élgieg \Xersusn g” the

manufacturer’s protocol. Briefly, a mixture of 2ug RNA, I1ul
random hexamer primers (50ng/pl), 14l dNTP mix (10mM) was
made up to 10Ul with DEPC~treated water and incubated at
55°C for % minutes, after which it was placed on ice for 5
minutes. Following this, to each reaction, 22Ul RT buffer
(10X}, 4l MgCl; (25mpM), ZPl DTT {(0.1M), 1UL RNaseQUIm™
(40U0/¢1) and 1pl SuperScript™ ITI enzyme (200U/pl) was
added and the mixture placed in a thermal cycler {Applied
Biosystems) under the following conditions: 25° C for 10
minutes, 50°C for 30 minutes and 85°C for 5 minutes, after
which 1ul of RNase H was added and incubated at 37°C for 20
minutes. The synthesized c¢DNA was diluted to 5ng/uUl using
the assumption that the RT reaction fully transcribed all

of the mRNA to ¢DNA and was a concentration of 100ng/ul.
Investigation of gene expression using real time PCR

Gene expression was investigated in each of the samples
using the Applied Bigpsystems 7700 seguence detection
system. Primers for the 185 endogenous contrel and TGEbhL
were purchased as pre-developed assay reagent kits, whereas
primers and probes (see Table 2 below) for pro-collagen I
and fibronectin were designed using PrimerExpress™ ({(Applied
Riosystems), ensuring that al least one of the primers or
probes in each set overlapped an intron / exon junctiocn,
thus eliminating the possibility of amplifying any
contaminating gencmic DNA in the cDNA sample. The purchased

PDARs also amplified only cDNA.
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Target Sequence

Forward 5" =GAT GCC GAT CAG AAG TTT GGA-3Y

o . Reverse 57 -TCG TTG GIC GIG CAG ATC TC-37
Fibronectin

57 ~FAM~-CTG CCC AAT GGC TGC CCA TGA-
Probe

TAMRA -3’

5’ ~-CAG ACT GGC AAC CTG AAG AAG TC—

Forward
3!
Pro—
Reverse 57 -TCG CCC CTG AGC TCG AT-3°
Coillagen I

5T -FAM-CTG CTC CTC CAG GGC TCC AAC

Probe

GA-TAMRA3’

Real Time PCR was carried out in 25Ul reactions, using 25ng
{5ul) of c¢DNA per reaction. A quantitative PCR core kit was
purchased {(Furcgentec) and a master-mix was made up as
follows for 100 reactions: 500ul 10X reaction buffer, 300Ul
MgClz (50mM), Z200M1I GNTP mix soluticon (5mM), 25Ul Hot
Goldstar enzyme, 75Ul 183 PDAR, 22.5u1 forward primer,
22.5n1 reverse primer, 1541 probe and 6404l DEPC treated
water. 20Ul of this master-mix was then added to 25ng (5ul)

target cDNA. Each analysis was carried ocut in triplicate.

In order to guantify the gene expression, a standard curve
was constructed for each primer set and was included on

each plate. The standards were made up of a mix of all the
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\par N\i648\ri72\sb720\sl-315\sImultO\nowidctlpar\adjustright
\expndO\expndtw2\cgrid {r denotes the number | or, if q is one of the
numbers 2, 3 or 4, it may also denote the number 0 and \par

wWi3dRW9\sR360\sI-284\sImultO\nowidctlpar\adjustright PCT/EP2005/057002
\expndl\expndtw8\cgrid {5 Rm assumes the meanings of the

aboyementioned group R7, \par -~ 187 -
Ni648\sb576\sl-248\sImultO\nowidctlpar\adjustright
\expndO\expndtwO\cgrid {a group of formula \par }\pard

\s2\li72\sb324\s|-273\sImultO\nawidctlpar\tx702\tqr\tx4Q17\aspalpha\aspn
Ao Bt ORI e (TN L OO P o oeoraLiy

i1 6\s 29\ ekpndBlexprittwl Btsupeicgridnes . A standard curve was
-JpéreMsifexpndI\expadiwt8\cgrd N(R1Hiexpndexpnrdiwls

amplification reaches a set Threshold) against the LOGiy of
the dilution factor. Curves were drawn for the target gene
and the 185 rRNA endogencus control. The C: value for both
targets for each of the samples was then converted to a

fold diilution using the standard curve and the target gene

value was normalized to the 1885 gene value.
Statistics

All statistical analyses were carried out using GraphPad
Prism V 4,02 software. Comparisons were made using a non-
parametric T-test (Mann-Whitney U tTest) and a significant

value was considered to be p = 0,05,
Results

The results are shown in Figures 2 (procollagen I) and 3
{(fibronectin). Each data polnt represents RNA isclated from

the lung of a single rat.

Intratracheal administration of bleomycin and subsequent
treatment with vehicle only showed large increases in
procoliagen I and fibronectin gene expression in the lung,
as seen in Figures Z and 3, consistent with the

histologically apparent lung fibrosis seen in Figure 1B.

Daily treatment c¢f Bleomycin-treated rats with 50 mg/kg of
Example A (compound (m)) showed a significant (p < 0.0001)
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\cgrid 6)-SO0H\f16\fs19\expnd3\expndtwl8\cgrid 2-R17\tab

H\fs20\expnd2\expndtw12\cgrid (VI), \par }\pard

\s2\li648\sb144\sl-219\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adju
i .522\cgrid {wherein \par

}\sb%]éo 30\slmuItO\nOW|dctIpar\adjustrlght \expnd- 1\expnd¥mpg\0w{)am2

{R2}{\sub\cgrid .}{6 H\fs23\charscalex185\cgrid denotes }{a hydrogen

atom or a CI_calkyl group optionally {\expndO\expndtw2\cgrid terminally

substituted by a cyano, \par

Ni72\sb108\sl- 269\slmuItO\n0W|dct(I§ar\adJustrlght \expndl\expndtWS\C%rld

(18 thiftiorommetii-GEBbRjatno oy f1or0tiE marker genes in

model, as seen in Figures 2 and 3.

This experiment thus demonstrates that expression of
fibrotic markers, and therefore deposition of extracellular
matrix, may be dramatically reduced by treatment with

Example A {compound {m}).

Example BZ:

In the following experiments of Example B2, the compound 3-
Z=[1l-(4—(N~((4d-methyl-piperazin-1l-yl)-methylcarbonyl) N-
methyl-amino)—-anilino) -l-phenyl-methylene] —6-
methoxycarbonyl-2-indolinone, which is compound (u) of the

list of the preferred compounds, was used,

All the methods employed are the same as the methods
described in the experiments of Example Bl, however using

compound (u) instead of compound {m).

(A) Effect of a representative compound on lung morphology

following bleomycin-induced pulmonary fibrosis.

Samples were prepared from rats treated as outlined in

abeove Table 1 of experimental Example BL (A).
Results
Figure 4A shows the result obtained with the control group,

which received saline and the vehicle instead of bleomycin

intratracheally.
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\par Ni648\sl-276\sImultO\nowidctlpar\adjustright \expndO\expndtw4\cgrid
{NH\super\cgrid -}{(01_3}H\super\cgrid -Halkyl)}\super\cgrid
-Ktrifluoromethyl-carbonyl-am o group and \par

%}é#%@&}%—lggs\slmultom owidctlpar\adjustright \eXpnd-3\eXplgg%il,269\%%@% 0

enotes a. 01...3-alkyl group, \par
Ngc\liO\sb324\sl-333\sImultO\nowidectlpas fadjustright
\expnd1\expndtw5\cgrid {20 an amino group substituted by a
di-(C1_3-alkyl)-\line {\expnd-1\expndtw-5\cgrid
amino-01. 3-alkyl-carbonyl or di-(C1_3-alkyl)- \par , ,
NGiGHENT7 92 E1 8ISl 7RO ol PTG coe vehicle
\expnd-Dexpndtw-skegrid:-{famind}\saper\cgrd sHE&m i3-aikylsttphenylthe

9%&%@%%1aﬁ%d&”ﬁ%éﬁkwk}%ﬁ%@”QQ§¥SHEﬁWéQCQﬂgroblasts and
aminocarbonyl-C1-3-alkyl group,
extracellular matrix and the normal lung structure is

nearly okliterated.

Daily CLreatment of bleomycin-treated rats with 50 mg/kg of
compound (u) showed a consistent, nearly complete reversal
of lung fibrcsis in this model. A typical example 1s shown
in Figure 4C. Alveoli are intact and little or no
fibreoblast infiltration or extracellular matrix deposition
has occurred. Normal lung structure has been maintained,
which is evidenced by a comparison of Figure 4C with Figure

4a.

{(B) Zffect of a representative compound on expression of
fibrotic marker genes following Bleomycin-induced pulmonary

fibrosis.

The experiment was carried out using the methods as

cutlined above for Example BLI (B).

The results are shown in Figure o (procollagen I) and
Figure 6 (TGFb). Each data point represents RNA isclated

from the Ilung of a single rat.

Intratracheal administration cof bleomycin and subseguent
treatment with wvehicle only showed largs increases in
procollagen I and TCGFbh gene expression in the lung, as seen
in Figures 5 and 6, consistent with the histologically

apparent lung fibrosis seen in Figure 1B,
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\par Ni-648\ri72\sb360\sl-355\sImultO\nowidctlpanadjustright
\expnd1\expndtw7\cgrid {25 or an NK\super\cgrid -} (01_3}{\super\cgrid
-Halkyl)¥{\super\cgrid -{Ci_sH\super\cgrid -}{alkylsulphonylamino or

wosRAEIA\expndtw-3\cgrid NH{\expndO\expndtw-3 \super\cgy EP2005/057002
-H\expndO\expndtw-3\cgrid (C123}{\expndO\expndtw-3\super\cgri

-H\expndO\expndtw-3\cgrid alkyl){\exphdOtexpndtw-3\super\cgrid
-H\expndO\expndtw-3\cgrid phenylsulphonylamino group wherein the alkyl
H\expndO\expndtw4\cgrid moiety is additi onally substituted by a cyano or

carboxy H\expndO\expndtwO\cgrid group, \par ‘
o e oL AT oA B AAR XA P
whetginalbthe Gihgle:borded of fused phenyl droupst . 0001) inhibition

HexpndOdexpndwzegrid coptained in the graypssmentioned upder; | ¢
H\fs19\expndO\expndtw2\charscalex105\cgrid R6 H\expndO

—

seen in Figures 5 and 6.

This experiment also demonstrates that expression of
fibrotic markers, and therefore deposition of extracellular
matrix, may be dramatically reduced by treatment with
ancther compound represgentative of this invention, namely

compound (u).

By reason of thelr biological properties the compounds
according to the invention may be used in monotherapy or in
conjunction with other pharmacologically active compounds.
Such pharmacologically active compounds may be compounds
which are, for example, also pharmacologically active in
the treatment of fibrosis. Such pharmacclogically active
compounds may also be substances with a secretclytic,

broncheolytic and/or anti-inflammatory activigy.

In a preferred embodiment in accordance with the present
invention, such pharmacologically active compounds are
preferably selected from the group consisting of
anticholinergic agents, beta-2 mimetics, steroids, PRE-IV
inhibitors, 38 MAFP kinase inhibitors, NK; antagonists,
LTD4 antagonists, BGFR inhibitcors and endothelin-

antagonists.

Anticholinergic agents may preferably be selected from the

group consisting of the tiotropium salts, oxitropium salts,
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Beta—2 mimetics may preferably be selected from the beta-2
mimetics disclosed, for example, in US 4,460,581, which is

incorporated herein by reference.

PDE~IV inhibitors may preferably be selected from the group
consisting of enprofyllin, theophyllin, roflumilast, ariflo
(cilomilast), CP-325,366, BY343, D-4396 {Sch-351591), AWD-
12-281 (GW-842470), N-(3,5~-dichloro-l-oxo-pyridin-4-y1) -4~
difluvoromethoxy-3-cyclopropylmethoxybenzamide, NC5-613,
pumafentine, (—)p-{{(4aR*,10b8*)-9~ethoxy-1,2,3,4,4a,10b~
hexahydro—-8-methoxy-2-methylbenzoisg] [1, 6 naphthyridin-6-
yl]-N,N-diisopropylbenzamide, (R)-{+)~1-{d-bromobenzyl) —4-
[ (3—cyclopentyloxy)—4-methoxyphenyl]|-2-pyrrolidone, 3-
(cyclopentyloxy—-4-methoxyphenyl) ~1- (4-N'-[N-Z2~¢cyano-5—
methyl-isothioureidolbenzyl)-2-pyrrolideone, cisl[d4-cyano—4-
(3~-cyclopentylioxy—-4d-methoxyphenyl)cyclohexane~1l-carbonic
acid], Z-carbometheoxy—4-cyvanc-4~ (3-cyclopropylmethoxy—4-
difluoromethoxyphenyl) cyclchexan~1~one, cis{4-cvano—4-(3-
cyclopropylmethoxy-4-difluoromethoxyphenyl)eyelohexan-1-
0i}l, (R)—(+})—ethyli{4~-(3~-cyclopentyloxy—4-
methoxyphenyl)pyrrolidin-2-yliiden]acetate, (3)~(~)-—ethyl4~
{3~cyclopentyloxy—4-methoxyphenyl)pyvrrolidin-2-
viidenlacetate, CDP240, Bay-198004, D-4418, PD-168787, T-
440, T-2585, arofyllin, atizoram, V-11294Aa, C1-1018, CDC~
801, CDC-3052, D-22888, YM-~-58997, z-15370, Y%-cyclopentyl-
5, 6—dihydro-T-ethyl-3~{Z2~thienyl) -8H-pyrazolo{3,4-¢]~1,2,4~
triazolol4,3~-alpyridine and 9-cyclopentyl-5, 6-dihydro-7-
ethyl-3-~({tert-butyl) -%H-pyrazeclo|[3,4-c1-1,2,4~triazolo[4, 3~

alpyridine. These compounds may be used, as available, in
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u%ggQ£¥§§ﬁ;0¥§g§“§ﬁgkkfg%'salts thereof, or in the form of

their solvates and/or hydrates.

Steroids may preferably be selected from the group
conslisting of prednisolone, prednisone,
butixocortpropionate, RPR-106541, flunisolid,
beclomethasone, triamcinolone, budesonid, fluticasone,
mometasone, ciclesonid, roflepcnid, S5T-126, dexamethasone,
60, St -difluoro-170~ [ (2-furanylcarbonyl) oxy]l-11pf-hydroxy-
160-methyl-3-oxo-androsta—-1,4~dien-17f—carbothionic acid
{(S)-fluoromethylester, and 6o, 9% ~difluoro-11B-hydroxy-160-
methyl-3-oxo-170-propionyloxy-androsta—1,4-diene-17p-
carbothionic acid (S)=-(2-oxo-tetrahydro-furan-3S-yliester.
These compounds may be used, as available, in the form of
their racemates, enanticmers or diasterecisomers, or in the
form of pharamacclogically acceptable acid addition salts

thereof, or in the form of their solvates and/or hydrates.

P38 MAP kinase inhibitors may preferably be sslected from
the group consisting ©f the p38 Kinase inhibitors that are
disclosed for instance in US Patents 5,716,972, US
5,686,455, US 5,656,644, US 5,593,992, US 5,593,991, US
5,663,334, US 5,670,527, US 5,559,137, 5,658,903, US
5,739,143, US 5,756,499, US 6,277,989, US 6,340,685, and US
5,716,955 and PCT applications WO 92/12154, WO 24/19350, WO
95/09853, WC 95/09851, WO 95/09847, WO 95/09852, WO
97/25048, WO 97/25047, WO 97/33883, WC 97/35856, WO
97/35855, WO 97/36587, WO 97/47618, WO 97/16442, WO
927/16441, WO 97/12876, WO 98/25619, WO 98/06715, WO
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\expndO\expndtw-4\cgrid {5 di}{\super\cgrid -}{(C133}{\super\cgrid
-Halkyl)-aminosulphonyi, C133calkyl-sulphony
B PP TR TS Ry
\eXpnaotexpndiw-Aegrid {hitro B cYar e gréeups ivhéiein 4hié substituents
may be Jsexpngd\expaduy#\carid islentisakar different; o5 wo adjacent

hydrogen.aro
98/47892,
99/58523,
99/01136,
99/58523,
99/59959,
99/01449,
99/32111,
99/17204,
99/61440,
00/20402,
00/06563,
00/31063,
00/39116,
00/26209,
00/71535,
00/55139,
00/55153,
01/29042,
01/05746,
01/42189,
01/47897,
01/38313,
01/27089,

ms of
WO 98/52940,

WO 98/47899,
WO 99/01452,
WO 99/17776,
WO 99/57101,
WO 92/00357,
WO 99/03484,
WO 99/32463,
WO 99/25717,
WO 00/26209,
We 00/01688,
WO 00/12074,
WO 00/23072,
WO 00/43384,
WG 00/63204,
WO 00/10563,
WO 00/17204,
WO 00/56738,
WO 01/62731,
WO 01/05749,
WO 01/00208,
WO 01/6467¢6,
WO 01/36403,
DE 19842833,

WO 98/56788,
WO 98/50356,
WO 99/01131,
WO 99/32121,
WO 99/61426,
WO 99/03837,
WO 99/15164,
WO 99/64400,
WO 99/50238,
WO 00/18738,
WO 00/07980,
WO 00/12497,
WO 00/31065,
WO 00/41698,
WO 00/07985,
WO 00/25791,
WO 00/36096,
WO 01/21591,
WO 01/05744,
WO 01/05751,
WO 01/42241,
WO 01/37837,
WO 01/38314,

lamino \}Jar
079646,

gwp 98

WO 98/27098,
WO 98/32733,
wo 92/01130,
WO 99/58502,
WO 99/59960,
WO 99/01441,
WO 99/32110,
WO 99/43680,
WO 99/61437,
WO 00/17175,
WO 00/07991,
WO 00/31072,
WO 00/3591%,
WO 00/69848,
WC 00/59904,
WO 00/55152,
WO 00/55120,
WO 01/29%041,
WO 01/05745,
WC 01/27315,
WO 01/34605,
WO 01/38312,
WO 01/47921,

WO

WO
WO
WO
WO
WO
WO
WO
WO
WO
WO
WO
wWo
WO
WO
WO
WO
WO
WO
WO
WO
WO
WO
WO

\cgri

and JP 2000 86657 whose disclosures

are all incorporated herein by reference in Lheir entirety.

Of particular interest for the combinations according to

the invention are those p38 inhibitors disclosed in US

6,277,989, US 6,340,685, WO 00/12074,

00/59904,

WO 00/71535,

WO (0L/64676,

WO 99/6142¢6,

WO 00/12497,

WO

WO
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\par Nri720\sl-319\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {the phenyl groups may be replaced by a
methylenedioxy }{\expndO\expndtwO\cgrid group, \par

W 42Rskk98\sImultO\nowidctlpar\adjustright PCT/EP2005/057002

\f34\fs19\expndO\expndtwO\charscalex175\cgrid
{1{\f45\charscalex100\cgrid O \par - 194 -
Ni648\sb180\sl-213\sImultO\nowidctlpar\adjustright
\f10\fs23\charscalex100\cgrid {and \par

TR 1o ke kCleu L0 Al 01/28312, 0

Hi$Z3\eharscalex 100\egrd terfdted A/Mytitegen Eomddiea C1T33-dikyl

gmuIps 1440, WO 00/17175, WO 00/17204, WC 00/36096, WO
98/27098, WO 99/00357, WO 98/58502, WO 99/64400, WO
99/01131, WO (00/43384, WO 00/55152, WO 00/55139, and ®WO
01/36403. In a preferred embodiment the p38 kinase

inhibitor 1s selected from the compounds of following

formula (I) as disclosed in WO 99/01131

R

,2
R, N
| )
N
R{ (1),
wherein

R1 is 4-pyridyl, pyrimidinyl, 4-pyridazinyl, 1,2,4-
triazin-5-yi, guinolivl, iscquinolinyl, or guinazolin-4-vyl
ring, which ring is substituted with Y-R, and opticnally
with an additional independent substituent selected from
C.—s alkyl, halogen, hydroxyl, C.—4 alkoxy, C:—; akylthio,
C-—4 aklylsulfinyl, CH;ORiz, amino, mono and di- Cy—¢ alkyl
substituted amino, an N-heterccyclyl ring which ring has
from 5 -to 7 members and coptionally contains an additional
hetercatom selected from oxygen, sulfur or NRis,
N{Rig}C(O)Re or NHR:;

Y is oxygen or sulfur;

By is phenyl, naphth-1l-yl or naphthvl, or a heterocaryl,
which is optionally substituted by one or two substituents,
each of which is independently selected, and which, for a
4-phenyl, 4naphth-1l1-vl, 5-naphth-2-vl1 or &-naphth-2-vyl
substituent, i1s halogen, c¢vano, nitroe, C{Z)NRRi17, C{Z)0ORis,

(CR1gR2¢) vCORy2, SRs;, SORs, ORjz, halo-substituted-Ci.q alkyl,



i5

20

25

30

\par Ni72\sb324\sl-277\sImultO\nowidctlpar\adjustright
\fs23\expndO\expndtwl\charscalex100\cgrid {15 wherein by an aryl group
is meant a phenyl or naphthyl \par

WHBAR 18 sb108\s|-354\sImultO\nowidctipanadjustright  por/epagossosTons

\expndO\expndtw-2\cgrid {group optionally mono- or disubstituted by a
fluorine, }{\expndO\expndtwO\cgrid chlb¥ihe, bromine or iodine atom, by a
cyano, H\expnd-1\expndtw-5\cgrid trifluorometh yl, nitro, carboxy,
aminocarbonyl, CH{\expnd-1\expndtw-5\sub\cgrid |

3H\expnd-1\exp 3 \c,grick}@l \expnd-1\expndtw-6\cgrid or _
C%S“é-glmgé%brogﬁ\%?ﬂ \par i%&r%é\%l%Z&glrﬁtﬁ%?%é?gi‘ij\%lﬁgf\%cﬁﬂgtright
\eXpheOiexXpndt@oieygrice2o tions of substitution, is halogen,

cyano, C({Z)NR;zRyq, C(Z)OR3, (CR1pRog) ' CORz, S {0} Rz, ORs,
halo—-substituted-C,y alkyl, Ci.s alkvl, {CR-¢Run)m R1eC (%) Ry,
NR105 (O) wRg, NRiyoS (O)u'NRyR1y, ZC(Z)Ra or (CRioRpo)m ' NRi3Ris;

Z is oxygen or sulfur;

n is an integer having a value of 1 to 10;
m is 0, or integer 1 or 2;

m’ is an integer having a value of 1 or 2;

m* is 0, or an integer having & value of 1 to 5;

v is 0, c¢r an integer having a value of 1 to 2;

R» is ~C{H} (A) (Re2);

A is optionally substituted arvl, heterocyclyl, or
hetercaryl ring, or A 1s substituted Ci.yp alkyi;

Raz is an optionally substituted Ci.y alkyl;

Ry is aryl, arylCi s alkyl, heterocyclic, heterocyclylCi-g
alkyl, hetercaryl, hetercaryiCigalkyl, wherein esach of
these moieties may be optionally substituted;

Ry is hydrogen, C:;-s alkyl, Csy cycloalkyl, aryl, aryl C. g4
alkyl, hetercaryl, hetercaryiCi:, ailkyl, heterocycliyl, or
heterocyclylCiy alkyl, wherein each of these moleties may
be optionally substituted;

is heteroccyclyl, heterccyclyl Ciopp alkyl or Rg;

oo
513 (%)

is hydrogen, C,_4 alkyl, C;. alkenvl, C,, alkynyl or
NR7R17, excluding the moleties SRs being SNRyRisand SORs being
SOH;

Re¢ is hydrogen, a pharmaceutically acceptable cation, .
19 alkyl, Cs cycloalkyl, arvl, aryl Ci.4 alkyl, heterocaryl,
heteroaryl Ci4 alkyl, heteroccyclyli, aryl, or Ciyg alkanoyi;
R7 and Ry 18 each independently selected from hydrogen or
Ci ¢ alkyl or Ry and Riv tegether with the nitrogen to which

they are attached form a heterocyclic ring of 5 to 7
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\par Ni648\ri72\sb144\sl-344\sImultO\nowidctlpar\adjustright {by a
heteroaryl group is meant a monocyclic 5- or 6-
H\expnd-1\expndtw-6\cgrid membered heteroaryl group optionally

whbsiitdted by a Clkr H\expndO\expndtw-2\cgrid alkyl group]jpitn%\;@gg}ag 02
ar\ad]

skeleton, wherein \par }\fi-576\sb360\sl-318\sImultO\nowidctlp ustright
\expndO\expndtw-4\cgrid {25 the 6-mérhbered heteroaryl group contains
one, two or three {\expndO\expndtwO\cgrid nitrogen atoms and \par
Wfi288\i360\ri216\sl-339\sImultO\nowidctlpar\adjustright
\expndO\expndtw-2\cgrid {the 5-membered heteroaryl group contains an
TS Brbtp e A0S e GPHOaly SUbstERad by &
C23B=alkylormphenyd<C£83-afkyl }pexpado\exphitw2or NRis;

Rg is Cy.qp ailkyl, halo-substituted Ci¢ alkyl, Ciip

alkenyl, Cz-1p alkynyl, Cs 7 cycloalkyl, Cs.; cycloalkenyl,
aryl, aryl Cra.0 alkyl, heterocarvl, hetercaryl Ciqn alkyl,
{CR1cR20}#OR11, (CR10R20) S (0)xRyz, (CRigRoo) NHS (O) 2R1s,
{CR1oR20}nNR13R14; wherein the arvl, arvlalkyl, heterocarvl,
hetercaryl alkyl may be optionally substituted;

Ry is hydrogen, C({Z} R+ or optionally substituted Ci.1o
alkyl, S(0):Ris, optionally substituted aryl or optionally
substituted aryl Cp-, alkyl;

Rip and Ryy 1s each independently selected from hydrogen or
C-.: alkyl;

R-- 1s hydrogen, C-.-1p alkyl, Ci7 cycloalkyl, heterocyclyl,
heterocyclyl Ci1p alkyl, aryl, arvlCi_i;s alkyl, heteroaryl
or hetercaryl Ci-ie alkyl, wherein these moieties may be
opticnally substituted;

Ris is hydrogen or Rig;

Riz an Ry is each independently selected from hydrogen or
opticnally substituted

C:-y alkyl, optionally substituted aryl or coptionally
substituted arylCi,.; alkyl, or together with the nitrogen
which they are attached form a heterccyclic ring of 5 to 7
mempers which ring opticnally contains an additional
heterocatom selected from oxygen, sulfur or NRg;

Rig  ds Ryp or C(Z)—Ci.y alkyl;

Ri¢ 18 Ci.q alkyl, hale—substituted-C; ., alkyl, or Ci,
cycloatkyl;

Rig is Cicwo alkyl, C: 7 cycloalkyl, heterceyelyl, aryl,
aryl: 1c alkyl, heterocycliyl, heterocyeiyl- Ci_ipalkyi,
heteroarvl or hetercarvli—iyp alkyl;

or a pharmaceutically acceptable salt thereof.



\cgrid 30 group, an oxygen or sulphur atom or \par
Npard\plain\sect\sectd\stextflowO\marglsxn1614\margrsxn1576\margtsxnl
274\margbsxn2297\linex0\sectdefaultci{\shp{\*\shpinst\shpbxcolumn\shpb

wignRiglshpbypara\shpbyignore\shpleftO\shptop12953\shpright@671\shoba
ttom13619\shpfhdrO\shpwr2\shpwrk0 ' o

\shpfblwtxt1\shpz16\shplid1042{\sp{\sh®ShapeType}{\sv 202}}{\sp{\sn
fRlipH}H\sv O}}{\sp{\sn fFlipV}{\sv O}}{\sp{\sn posrelh}{\sv 2}}{\sp{\sn
posrelvi{\sv 2}}{\sp{\sn dxTextLeft}{\sv O}{\sp{\sn dyTextTop}H\sv
O0}{\sp{\sn dxTextRight}{\sv 0}}{\sp{ \sn dyTextBottom}{\sv O}}{\sp{\sn
dxWrapDistLeft}{\sv 0}}{\sp{\sn dyWrapDistTop}H{\sv 0}}{\sp{\sn
dXWrapDistRightfsv0} {\sp{istedyWrrapDistBottomi\sviOfispfisn group
pWrapPolyganVertigesh\sy:3:5:(:62.0):(:62,21600%314662,21600) et ny1 ] -
(21662,0);(-62, 0){\sp{ . .
Z-{é-cycliopropyimethyl-piperazin-l1-yl}-N-methyl-2-phenyl~
acetamide (BITF 1149), CP-122721, FK-888, NKP &08C, NKP
608A, CGP 60829, SR 48968 (Saredutant), SR 140333
(Nolpitantium besilate/chloride), LY 303 870 {(Lanepitant),
MEN-11420 (Nepadutant), 8B 223412, MDL-105172A, MDL-103896,
MEN-11149, MEN-11467, DNK 333A, SR-144190, YM-49244, YM-
44778, ZM-274773, MEN-10930, 5-19752, Neuronorm, YM-3537%,
DA~5018, Aprepitant (MK-869), L-754030, CJ-11974, L-758298,
DNK-33A, 6b-I, CJ-11974, TAK-637, GR 205171 and the
arviglycine amide derivates of general formula (VIID

Fs

(VIII)

wherein

Rl and R? together with the N-atom they are bound to form a

ring of formula

PCLARN

\ N-
(CH,), ~

R®- N
or

C N-

AN P
R (CH,).

r
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\sn fEditedWrap}\sv O}}{\sp{\sn fLine}{\sv O}}{\sp{\sn fillColor}{\sv
16777215}{\sp{\sn fillOpacity{\sv O}{\sp{\sn fBehindDocument}{\sv
O}{\sp{\sn ITxid}{\sv 1741632906}\shptxt \pard\plain\pard\plain

-333\sImultO\nowidctlpar\aspalpha \aspnum\noc%@gé%ggg%g%%

fé\cgrid {By a group which can be cleaved K\i\cgrid in vivo
Hfrom an imino or }{\expndO\expndtw-3egrid amino group is meant, for
example, a hydroxy group, an acyl \par }}}}\pard\plain
\s2\li360\nowidctlpar\tgr\tx8419\aspalpha\aspnum\nocwrap\adjustright
\cs3\f28\fs19\expndO\expndtw-4\cgrid {WO 2006/067165\tab
HIEXphEReXpridtiotcgrid B FEP005/657663 \bAF)\pafPer 2 or 3;
\s2\li4248\sb216\sI204\sImult1\nowidctlpanaspalpha\aspnum\nocwrap\adi
ust@ggt \flO\f523\expndO\expndtwO\cgcrid é 20 - ‘
R enctes H, ~Ci-CUs-alkyl, Tiy-Cs-alkenyl, propinyl,
hydroxy (Cp-Cg)alkyl, methoxy(Co-Cglalkyl, di(Ci-
Czlalkylamino (Cp=-Cy)alkyl, amino(Cp~Cylalkyl, amino, di(Cq-
Calalkylamino, monofluore— up to perfluocro(Ci-Co)alkyi, N-
methylpiperidinyl, pyridyl, pyrimidinyl, pyrazinyl or
pyridazinyl,

R7  denotes any of the groups defined under (a) to (d):
(a) hydroxy
(b} 4d-piperidinopiperidyl,

wherein R1® and R17 independently denote
H, {(C1-Cq)alkyl, (C3-Cgiecycloalkyl, hydroxy(Cs~Cz)alkvyl,

dihydroxy{Cp-Cg)alkyl, (C1-C3)alkoxy(Cp-Cq)alkyl,

phenyl {(C;-Cglalkyl or di{Cj-Cz)alkylamino(Cs-Cslalkyl, and

RS denotes H,

optiocnally in the form of enantiomers, mixtures of

enanticomers or the racemates,

The compeunds ¢f formula (VIII) menticned hereinbefore are

described in WO 96/32386, WO 97/32865 and WO (02/32865. The
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‘géyggg}oggﬁglphur atom and }{\expndO\expndtw-2 \cgrid ad

\par Ngj\li576\ri504\sb720\sI360\sImultl\nowidctlpar\adjustright
\expnd-1\expndtw-7\cgrid {an imino group optionally substituted by a
C1-3-alkyl or phenyl-C}{\sub\charscalex85\cgrid 1}{ 3-alkyl group or an

onal )
nitrogen atom or \par }\qI\fi-432\sb360\nowidctIpar\adjustrigﬁtyfﬂﬂ'%ﬂ%037002

\expnd-1\expndtw-5\cgrid {5 an imiro gecup- optionally substituted by a
01-3-alkyl or {\expnd-1\expndtw-6\cgrid phenyl-C1_3-alkyl group and two
nitrogen atoms, \par }\pard
\s11\li576\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain

\c8 7 TORS25 B XPAdOISEN At A TaRG-MEFEOVRT afierlyl HngPmay e

fuseddodheated herein by reference in its entirety.

LTD4 antagonists may preferably be selected from the group
consisting of montelukast, 1-({({R)-{(2-(2-{6,7-difluoro-2-~
guinolinyl)ethenyl)phenvl)-3-{2-(2- hydroxy-2-
propyliphenyl)thio)methylceyclopropane—acetate, 1-{{{1(R)-
3(3-({2-{2,3-dichlorothienc([3,2-blpyridin-5-v1)—(E) -
ethenyl)phenyl)-3- (2-{1l-hydroxy-1-
methylethyl)phenyli)propyl)thioimethyl)cyclopropane—acetate,
pranlukast, zafirliukast, [{2-[[Z2-{4-tert-butyl-Z-thiazolyl)-
S5-benzofuranylioxymethyliphenyliacetate, MCC-847 (ZD-3523),
MN-$G1, MEN-81507 (LM-1507), VUE-5078, VUF-K-8707 and L~
733321. These compounds may be used, as available, in the
form of their racemates, enantiomers or diastereoisomers,
cr in the form of pharamacologically acceptable acid
additzion salts thereof, c¢r in the form of their sclvates

and/or hydrates.

EGFR inhibitorsmay preferably be selected from the group
consisting of 4-{(3-chlor-4-flucrphenyl}amino]—-6—{ [4-
(morpholin—-4-yl}-1-oxo—-2-buten-l-yllamino}—-7-
cyclopropylmethoxy—chinazoline, 4-[(3-chlor—4-
fluocrphenyl)yamino}l—-6-{{4-{N,N-diethylaming)-1-oxo-2~-buten~
l-yllaminol}l-T-cyclopropylmethoxy—chinazeline, 4-[(3-chlor-
4~fluorphenylyamino] -6—{[4- (N, N-dimethyvlamino)~i-oxo~2-
buten-l-yl]amino}~"7~-cyclopropylmethoxy—chinazoline, 4-[ (R}~
{1-phenyi-ethyl)amino] —6-{ [4-{morpholin-4-yl) ~1-oxo—2~
buten—-l-yllamino}-7-cyclopentyloxy-chinazoline, 4-[{(3-
chlor—-4-fivor-phenyl})amino} ~6~{{4-( (R) -6 methyl-Z2-oxo-
morphoelin-4-yl) ~l-oxo—-Z2-buten-l-yl]lamino}—-7-

cyclopropylmethoxy—-chinazoline, 4-{{3-chlor-4-fluor-



\par N\sb144\nowidctlpanadjustright {abovementioned monocyclic
heterocyclic groups via two \par }\pard
\s2\sb108\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
&% dg%%}'f 1Eg\expndO\expndtwl\cgrld {10 adjacent carbon at%mgL 1929 dit the 180
Ing takes place via a \par
}\I|576\n648\sb144\sl360\slmultl\newizict]par\adjustright
\expnd-1\expndtw-5\cgrid {nitrogen atom or via a carbon atom of the
heterocyclic {\expndO\expndtw-2\cgrid moiety or a fused phenyl ring, \par

Npard \s11\li576\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustri
B 2ol ot A R L

atorms- in-thecabpoveméntioned } -7-[ (S) - (tetrahydrofuran-3-yl) oxy]l-
chinazoline, 4-[(3-chlor-4-fluor—phenvl)yaminol-6—{[4-{(R)-
2-methoxymethyl-6-oxo~morpholin-4-yl)-1l-oxo-Z2-buten-1-
yvllamino} —7-cyclopropylmethoxy-chinazoline, 4-[(3—chlox—4-
fluor-phenyl)amino]-6~{2- ({S)~6-methyl-Z2-oxo—morpholin-4-
vl}—ethoxy]l-7-methoxy-chinazcline, 4-[(3-chlor—4-
fluorphenyl}aminel-6-({4- [N-{Z-methoxy-ethyl} -N-methyl-
amino]-l-oxo-Z-buten-l~vllamino} ~7-cyclopropylmethoxy—
chinazoline, 4-[(3-chlor-4-£flucrphenylaminol ~6-{[4—(N,N-
dimethylamino) ~l-cxo~-Z2-buten-1-y1llamino}~7-cyclopentyloxy-
chinazoline, 4-[(R)-{l-phenyl-ethyl)amino]~-6-{[4-(N,N-bis—
{Z-methoxy~ethyl) ~amino)~-l-oxo~Z-buten-1-yvijamino}-7-
cyclopropylmethoxy-—-chinazoline, 4-[(R)-(l-phenyl-
ethyl)aminol -6- ({4~ [N~ (2-methoxy—ethyl)-N-ethyl-amino] -1
oxo—Z-buten-l-yllamino) -7-cyclopropylmethoxy-chinazoline,
~[(R)—=(l-phenyl-ethvyl)amino]l-6—{{4-[N~{(Z2~methoxy~ethyl)-N-
methyl-aminci-1l-oxo~-2-buten~1-yl}lamino)—7-
cyclopropylmethoxy—chinazoline, 4-[(R)-{(li-phenyl-
ethyl)amino}l-6-{{4-[N-(tetrahvdropyran-4-yl)-N-methyl-
amino]-l-oxe—-2-buten-l~yllamino) —7-cyclopropylmethoxy—
chinazoline, 4-[(3-chlor-4~fluorphenyl)amino] ~6—-{[4—(N,N-
dimethyiamino) ~l-oxo-2-buten-l-yllamino}~7- ( (R} —
tetrahydrofuran-3-yloxy)—-chinazoline, 4-[{3-chlor—4-
fluorphenyl)amine]-6—-{ [4~ (N, N~dimethylamino)-1-oxo-2-buten-
l-yljamino}i~7— ({8} ~tetrahydrofuran-3-yloxy)~chinazcline, 4-
[ (3-chlor—-4-fluorphenyl)amino] -6~ ({4~ [N- (2-methoxy~ethyl)-
N-methyl-amino]-l-oxo-2-buten-1-vyltamino)~7-cvclopentyvloxy—
chiinazgline, 4~ {(3~chlor-4-flucrphenyvi)aming] ~§~{ [4-(N-
cyclopropyl-N-methyl-amino) ~1-oxo-Z2-buten—1-yljamino}-7-
cyclopentvlioxy-chinazoline, 4-[(3-chlor—4-

fluorphenyl)amino]—6-{ [4~ (N, N~dimethylamino)-l-oxo-2-hbuten-
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\par N\pard
\s2\fi-576\i576\ri72\sb144\sI360\sImultl\nowidctlpar\aspalpha\aspnum\no
cwrap\adjustright \plain \cs3\f10\fs23\cgrid {15 alkyl and alkoxy groups or

\i’%%‘ﬁﬁ?d@]ﬁ 6gnmetles contained H\expndO\expndtw-3\cgrid '%%Emoan 51057002

ove-defined groups of formul a | optionally being
H\expndO\expndtw-4\cgrid replaced by dluorine atoms, \par }\pard
\s11\li576\sb360\nowidctlpar\aspalpha\aspnum\nocwrap\adjustright \plain
\cs7\f10\fs23\expndO\expndtw- 2\cgrid {the saturated alkyl and alkoxy

mlgletl?s with more han 2 \? }:\
\s2\Sb1 08B RidctipaitEspatpha\aspRamno arrap\SdiUSTGHY Bain

\cs3if18¥s23\expneld\epridiwd egrid {20 catbonyatoms avhiels ate present-
"HHE%Q%&&%%Q@QQEdIfOXOm2ﬁbutenﬁlwyljamino}—7—[(S -
{(tetrahydrofuran-Z-yl)methoxy]-chinazoline, 4-[ (3-ethinvyl-
phenyli)amino -6, 7-kbis~ (Z2-methoxy—ethoxy) ~chinazoline, 4-
[ (3-chlor~4-fluorphenyl)amino] -7—[3-{morpholin-4-yl)-
propyloxyi-6-[(vinylcarbonvl)aminol —chinazoline, 4-[(R)~(1-
phenyl-ethyl)aminol—6~ {4-hydroxy—phenyl) -TH-pyrroloi’, 3~
dlpyrimidine, 3-cyano—4-{ (3-chlor-4-fluorphenyliamino]—-6-
{ [4- (N, N-dimethylaming) ~1l-oxo-2-buten—-1-yllamino}-7-ethoxy—
chinoline, 4-{{3-chlor-4~{3-flucr-benzvloxy)-phenyllamino}-
6~ (b~{[(Z-methansulfonyl-ethyl)amino]lmethyl}-furan—2-
vl)chinazoline, 4-[(R)—-(l-phenyl-ethyl)amino]-6~{[4~((R)-6—
methyl-Z2-oxo-morpholin—4-vi)-l-oxo-2-buten-i-yljamino}-7-
methoxy-chinazeline, 4-[(3-chlor~4-fluorphenyl)amino] —6—
{[4- (morpholin~4-vyi) ~-l-oxo-2-puten-1-yllamino}-7-
[ (tetrahydrofuran-2-yl)methoxyl~chinazoline, 4-[(3-chlor-4-
fluorphenyl)amino] ~6~{{4-[N,N-big~{2-methoxy~ethyl) -aminol -
i-oxo-Z-buten-l-ylltaminc) ~7-[ (tetrahydrofuran-2-
vl)methoxy]—chinazcline, 4-[(3-ethinyl-phenvl)amino]-&~{[4-
(5,5-dimethyl-2-oxo-morpholin-4-vl) -i-oxo-Z-buten—-1-
yljamino}l—-chinazoline, 4-[(3-chlor-4-flucr—phenyl)amine]—-6-
[2—(2, 2~dimethyl-6-oxo-morpholin—4~vyl)—ethoxyi-7-methoxy-
chinazoline, 4-[{3-chlor-4-fluor-phenyl)aminal-6—[(2-{(2, 2~
dimethyl-6-oxc-morpholin-4-yl) —ethoxy]-7-[ (R} -
(tetrahydrofuran—2-yl)methoxy] -chinazcline, 4-{(3-chlor—4-
flucr-phenyl)amnine]-7-[2- (2, 2-dimethyl-6~oxo—morpholin—-4-
yi)-ethoxy]-6-[(8)~{tetranhydrofuran~2-yl)methoxy]-
chinazoline, 4-[{3-chlor-4-filuocr—-phenyl)aminoel~6—{2-[4-{2-
oxo-morpholin-4-yi)-piperidin-l1-v1]-ethoxy}-7-methoxy-
chinazoline, 4-1{3-chlor-4-fluor—-phenvl)aming]-6-[i-(tert.-

butyloxycarbonyl) —piperidin-4-yloxy]-7-methoxy-chinazoline,
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\par Ngj\li576\ri504\sb144\sI360\sImultl\nowidctlpar\adjustright
\expnd-1\expndtw-5\cgrid {hereinbefore also include the branched isomers
thereof, such as for example the isopropyl, tert.butyl, isobutyl

e expndtwO\cgrid group, unless otherwise st ated, and \par _ _
‘é@qI@@E/gg\\lr?@\sb%mnowidctlpar\adjustright \expndO\expndtvl\?/ﬁ?éé%ﬁzgO{Séq;f’m“2

additionally the hydrogen atom of anyzecarbexy group present
H\expndO\expndtw3\cgrid or a hydrogen atom bound to a nitrogen atom,
e.g. a {\expndO\expndtw-2\cgrid hydrogen atom of an amino, alkylamino
or imino group or a }{\expndO\expndtw-3\cgrid saturated N-heterocycle

stich- a3 thé poperfdinygroup’ sy 18 O\expPRART-2TEGRIE4ER be

replacedc by angroupl which-Camberclegved Jexpndo\expadiw-2\egrid-in -

w¥9uorwphenyl)amino}—6—(trans—4~methan8u1fonylamino—
cyclohexan~1-yloxy)-7-methoxy-chinazoline, 4-[{(3-chlor—4-
fluor—-phenyl)amino]-6- (tetrahydropyran-3-yvioxy) -7T-methoxy-
chinazcoline, 4~[(3-chlor-4-fluor—phenyl)amino]-6-(1-methyl-
piperidin-4-yloxy)-7-methoxy—-chinazoline, 4-[(3~-chlor-4-
filuor-phenyl)amino]l-6-{1-[ (mocrpholin-4-v1)carbonyl] -
piperidin-4-yloxy}-7-methoxy-chinazoline, 4-[(3-chlor-4-
flucr-phenyl)aminol-6-{1~[ (methoxymethvyl)carbonyl] -
piperidin—-4-yloxyi-T7-methoxv—chinazoline, 4-[{(3-chlor-4-
fFluor—-phenyl)amino]-6- (piperidin~3-vloxy)-7-methoxy-
chinazoline, 4-~{ (3-chlor—4-fluor—-phenyl)amingi~6-[1-(2~
acetylaminec—ethyl)-piperidin-4-yloxy] -7T-methoxy-
chinazoline, 4-{{3-chlor-4-fiucr—-phenvli)amincl—6-
(tetrahydropyran—4-yloxy) -7-ethoxy-chinazoline, 4-[{(3-
chlor-4-fluor-phenvyl)aminc] -6-((S)-tetrahydrofuran~3-
yloxy)-"7-hydroxy-chinazoline, 4~[{(3-chlor-4-fluocr-
phenyl)aminol-6—({tetrahydropyran—4-yloxy)-7-{(2-methoxy-
ethoxy) -chinazoline, 4-1[{3-chlor~4~fluor-phenyl)amino]—-6—
{trans—4-[ (dimethylamino)sulfonylaminoc]l-cyclohexan—1-
yioxy}—~7-methoxy-chinazoline, 4-[({3-chlor-4-fluor-
phenyl)aminol-6—-{trans—4- [ (morpholin—-4-y1)carbonylamingl -~
cyclohexan—1-yloxyl-7-methoxy-chinazoline, 4-[(3-chlor—4-
fluor-phenyl}yaminc]-6-{trans-4-[ (morpholin-4-
yvl)ysulfonylaminel —cyclohexan~l-yloxy} -7T-methoxy—
chinazoline, 4-{(3-chlor-4~-fluor—-phenyljamino]-6-
(tetrahydropyran—4-yloxy) -7- (Z-acetvlamino—ethoxy) —
chinazoline, 4~ [ (3~chlor-4-fluor—-phenyl)aminol-6—
(tetrahvdropyran-4-yloxy) -7- (Z-methansulfonylamino—-sthoxy) -~
chinazoline, 4-{(3-chlor-4-fluor-phenyl)amino]-6~{1-

[ (piperidin-1-yl)carbonyl]l-piperidin-4-vloxy}—-7-methoxy-
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\par }\fiO\liO\sb108\sI201\sImult1\nowidctlpar\adjustright {30 \par
Npard\plain\sect\sectd\stextflowO\marglsxn1610\margrsxn1580\margtsxnl
252\margbsxn1672\linex0\sectdefaultcl\pard\plain
\s2\li360\s|-216\sImultO\nowidctlpar\tqgr\tx8409\aspalpha\aspnum\nocwrap\
Wit s3\f28\is19\expnd-1\expndtw-6\cgrid {WO 200%?8@?1“8%’{{%7@2
H\expndO\expndtwO\cgrid PCT/EP20Q&/@57002 \par }\pard
\s2\li4248\sb144\sl-213\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs23\expndO\expndtwO\cgrid {- 21 -

chinazoline,

[ (3-chlor-4-fluocr—gchenyl)amino]-6-{1—

aminocarbonyimethyl-piperidin-4-yloxy}-7-methoxy-

chinazoline,

4 {3~chlor~4-fluor—~phenyl)amino]-6—{cis—4—-{N-

[ (tetrahydropyran—-4-vyi)carhoenyl] —N-methyl-amino} -

cyclcochexan-l1-yloxy)~7-methoxy-chinazcline, 4-[{(3-chlor—4-

fluor—phenyljyaminol-6—(cis—4—{N-[ {morpholin-4-vl)carbonyll -~

N-methyl-amino}-cyclohexan~l~yloxy) ~7-methoxy-chinazoline,

4—{ (3-chlor-4~fluor-phenyl)aminc] -6-{cis—4-{N-[ (morpholin-

4-ylysulfonyl]-N-methyl-amino}~cyclohexan-1-yloxy)-7-

methoxy- chinazeline, 4-[(3-chlor-4-fluor—-phenvl)amingl-6-

{trans—4-ethansulfonylamino-g¢yclohexan~1-yloxy) -7T-methoxy-

chinazoline,

4-{(3-chlor-4-fiucr—-phenyl)amino]-6-{1~

methansulfonyl-piperidin-4-yloxy) -7-ethoxy~chinaroline, 4-

{{3~chlor-4-fluor-phenyl)aminc]-6-{l-methansulfonyl-

piperidin—-4-vioxy)-7—{(2-methoxy-ethoxy)-chinazoline, 4-[{3-

chlor—-4-flucr-phenyl)amino] -6-[1- (Z-methoxy-acetyl) -

piperidin-4-yloxy]-7-{2-methoxy-ethoxy)-chinazoline, 4-[(3-

chlor-4-flucr~phenyl)aminc] —6-(cigs—-d-acetylamino-

cyclchexan-1-

yiloxy)-T7-methoxy-chinazoline, 4-[{(3-Ethinyi-

phenyl)amino]-6-{l-{tert.-butvioxycarbonyl)-piperidin-4-

vioxy]-T-methoxy—-chinazoline, 4-[({(3-Ethinyl-phenvyl)amino]-

6— (tetrahydropyran-4-yloxy] -7-methoxy-chinazoline, 4-[ {3~

chlor—-4-fluocr-phenyl)aminol ~6~{cis—4-{N-[ (piperidin-1-

v1)ocarbonyl] -

chinazoline,

N-methyl-amino}-cyciohexan-1l-yloxy)-T-methoxy—

d-[ (3~chlor-4~flucr—phenyl}amino]—-6—{(cig—4-{N-

[ (d—methyl-piperazin-1-vl)carbkonyl] ~N~-methyl-amino}-

cyclohexan-1l-yloxy)~T7-methoxy-chinazoline, 4-{{3-chlor—4-~

fluocr—phenvl)aminoi-6~{cig~4~[ {morpholin—4—

yvl)carbonylamino] ~cyclohexan—-1-yvloxy} —7-methoxy -

chinazoline,

4—[ {3—chlor-4-fluor—-phenyl)aminol—-6-{1-[2- (2-

oxopyrrolidin-l-yl)ethyl] —piperidin-4-yloxyl-7-methoxy-

chinazocline,

4-{ (3-chlor-4-fluor~phenyl)amingl-6—{1-
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\par Ni648\ri144\sb504\sl-342\sImultO\nowidctlpar\adjustright
\expndO\expndtw3\cgrid {group such as the benzoyl or pyridinoyl group or
a H\expnd-1\expndtw-5\cgrid C16-alkanoyl group such as the formyl,

\98%6'& /p(rﬂp%onyl H\expndO\expndtw-4\cgrid butan oyl, pent]gg%k,%% 1057002

hexanoyl group, an allyloxycarbonyl \par
HriO\sb108\sl-271\sImultO\nowidctlpar@djustright \expnd-1\expndtw-5\cgrid
{group, a C1-18H\super\cgrid -H{alkoxycarbonyl group such as the
methoxy\ H\f28\fs20\expndO\expndtwO\cgrid \par

Wfi-504\sl-359\sImultQ\nowidctl ar\a justright \expndO\expndtWO\cgrld {5
carbBRYE EihoxycarbongT prSpoxycarbBRgi: 4t 4~y 1oxy} 2-methoxy -

|sep?mpm&yc«alrl\i}{\@«phd%expﬂndftW%‘iﬁgMd@dﬁyﬂhbut@kyaaﬁbmﬁ6— -
tertRutoxycathonyl, inﬁrhtogsz%@rpp&&ﬁaé@ nd:lexpndiveaicgrid nyl. he

Ethinyl-phenyl)amino]-6-(l-methyl-piveridin-4-yloxy)-7-
methoxy-chinazoline, 4-{(3-Ethinvl-phenyl)aminc]-6—-(1-
methansulfonyl-piperidin-4-vloxy)-7T-methoxy-chinazoline, 4-
[ {(3~chlor—4—fluor-phenyl)amino]l-6~{l-methyl-piperidin-4-
vioxy)-7(2Z-methoxy-ethoxy)~chinazoline, 4-[(3-chlocr—4-
fluor—phenyl)aminol-6— (l-isopropyloxycarbonyl-piperidin-4-
vlioxyj—7-methoxy—-chinazoline, 4-[(3-chlor-4-flucr-
phenyl)aminoj~-6-{cis—4-methylamino~¢yclohexan-I-yloxy)—7-
methoxy-chinazeline, 4~[(3~-chlor—4-flucr-phenyl)amino]—6-
{cis~4m{Nm(2mmethoxywaceﬁyl)WN—methyi—amino}Acyclohexanmlm
vloxyl—-7-methoxy-chinazoline, 4~ (3-Ethinyl-phenvl)aminol-
6~ (piperidin—-4-yloxy)-7-methoxy-chinazoline, 4-[(3-Ethinyl-
phenyl)aminol~-6-{1l-{2-methoxy-acetyl) —piperidin-4-viczy]-7-
methoxy-chinazoline, 4~[{(3-Ethinyl-phenyl)aminc]-6-{1-
[ {morpholin-4d-yl)carbonyl]-piperidin-4-yloxy}—-7-methoxy-
chinazoline, 4-[ (3-chlor-4-fluor-phenvitaminol-¢—{1-{{cis-
2, 6—dimethyi-morpholin—4-yl)carbonyl] -piperidin-4-yloxy}-T7-
methoxy-chinazoline, 4-[ (3~chlcor—4—-flucr-phenyl)amino]-6-
{1-{ (Z-methyl-morpholin-4-yl)carbonyl]l-piperidin-4-yloxy}-
T-methoxy-chinazeline, 4-{(3-¢hlor—4-fluor-phenyl)amino]—~6-
{1-1{5,8) ~(Z-oxa-S-aza-bicyclo[Z2.2. 1 hept-5-v1)carbonyl] -
piperidin—4-yloxyl}-7-methoxy-chinazoline, 4-{(3-chlor-4-
flucr-phenyl)aminol-6—{1-{ (N-methyl-N-2-methoxyethyl-
amino)carbonyl] -piperidin-4-vloxy}-T7T-methoxy-chinazoline,
=1 {3-chlor-4-fluor-phenyl}amino]l~6~(l-ethyl-piperidin-4-
yloxy)~"i-methoxy-~chinazoline, 4-[(3-chlor-4-fluor-
phenyl)aminol-6-{i-{(2-methoxyethyl)carbonyl}! -piperidin—-4-
vioxyl=-T7-methoxy-chinazoline, 4-[(3-chlor-4-fluor-

phenyl)yamino]-6-{1i-{ (3—methoxypropyl—-amino) -carbonyl] -
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WeXRRgexRndtw-4\cgrid {hexadecyloxycarbonyl group, a

xyloxycarbonyl, octyloxycarbonyl, nonyloxycarbonyl,
H\expndO\expndtw-4\cgrid decyloxycarbonyl, undecyloxycarbonyl,
dodecyloxycarbonyi or \par }\fiO\sl-285\sImultO\nowidctlpar\adjustright
phenyl}{\super\cgrid -{01_8-alkoxycarbonyl \par PCTER2005/057002
Hi-648\ri288\sl-351\sImultO\nowidctipafadjustright
\expndO\expndtw-1\cgrid {10 group such as the benzyloxycarbonyl,
phenylethoxycarbonyl }{\expndO\expndtW-4\cgrid or

oL PR e e h S e e eiegRd e, 4~ (3-chlor—4-

8 ¥40\exprer3\expndive- H:G&sdb\@nél%ﬁ@\mphd%\em@ﬁ@tvmlﬁhbgﬁthy 1~

8§§Q%9¥¥€§U%%3@xan 1-yioxyl-7-methoxy-chinazoline , 4-[ (3~

Cl 3 alkoxy -C2_88-alkox %f_}{\f28\f520\expndg\exendtWO\c rid

fluor—pheny yamino] [cis— acetyl-N-methyl-

aminoj-cyclohexan—-1-yloxyi-7-methoxy-chinazoline, 4-[(3-
chlor-4-fluor-phenyl)amino] —6- {trans—4-methylaminc—
cyclohexan-l-yloxy)="7~methoxy-chinazoline, 4-[(3-chlor—4-
fluor-phenyl)amino]—6-trans—4-{N-methansulfonyl-N-methyl-
amino)-cyclohexan—1-yloxyl~7-methoxy-chinazoline , 4-[ (3~
chlor—-4—fluor-phenyl)amino] -é-(trans—-4-dimethyiamino-
cyclohexan~i~yloxvy)~7-methoxy-chinazoline ¢, A-[(3~chlor-
4-fluor—phenyl)aminol-6-(trans-4—{N-[ (morpholin—4-
vl)carbonyl] -N-methyl-amino}-cyclohexan~l-yloxy)—-7-methoxy-
chinazoline, 4-[{(3-chlor-4-fluor-phenyl)aminol~-€6-[2-(2,2-
dimethyl-6-¢xo-morpholin-4-~yl) ~ethoxy]-7-1(8) -
(tetrahydrcfuran—-2-yl)methoxyl-chinazoline, 4-[(3-chlor-4-~
flucr-phenyl)aminoj-6-({l-methansulfonyl-piperidin-4-yloxy) -
T-methoxy-chinazoline, 4-[(3-chlor-4~-fluor-phenylyaminol—6-
{1-cyano~piperidin-4d-yloxy) -7-methoxy-chinazoline,
Cetuximab, Trastuzumab, ABX-EGF and Mab ICR-62. These
compounds may be used, as avallable, in the form of their
racemates, enanticmers or diastereolsomers, or in the Fform
of pharamacologically acceptable acid addition salts
thereof, or in the form of their solvates and/cr hydrates.
These compounds are disclosed in the prior art, e.g. in WO
96/30347, WO 97/02266, WO 99/35146, WO 00/31048, WO
00/78735, WO 01/24574, WO 01/61816, WO 01/77104,
W002/18351, WO (2/18372, WO 02/18373, WO 02/18376, WO
02/50043, WO 03/082290, Cancer Research 2004, 64:11 (3958
3965%), Am J Health-Syst Pharm 2000, 57(15%), 2063-2076,
Clinical Therapeutics 1999, 21(2), 309-318, WO 98/50433,
and WG 95/20045.
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\par }\fiO\riO\sl-285\sImultO\nowidctlpanadjustright
\expnd-1\expndtw-9\cgrid {08_8-alkoxycarbonyl or R8{\f40\sub\cgrid
8H00-0-(ReORK\f40\sub\cgrid 8K)-0-00 group wherein \par

WH-RBYI288\sb324\s|-322\sImultO\nowidctlpar\adjustright

\expnd-1\expndiw-7\cgrid {15 R}{\f40\sub\cgrid e}{ denotes'a 01 &-alkyl
01-8H\super\cgrid -H{cycloalkyl, phenyt ot -
pheny\-}{\expndO\expndtw-4\cgrid C8_3-alkyl group, \par
Wfio\ril44\sa720\sl-318\sImultO\nowidctlpar\adjustright
\fs18\expnd-1\expndtw-8\charscalex105\cgrid {Rf
HK\fs23\charscalex100\cgrid denotes a hydrogen atom, a

CHv40ts2 3\subicharsealexddOtegrid Bf\s23\charsealexl00icgrid 3-atkythe
088-cygloalid ; or Hifs23\expndOlexpndiwoicharscalex100\corid pheny!

ggﬁﬁkgggntan, T-0201, BM3-193884, K-8794, PD-156123, PD~
156707, PL-160874, PD-180988, 5-01392 and ZD-1611. Any
reference to endothelin-antagonists within the scope of the
present invention includes a reference to the salts,
preferably pharmacologically acceptable acid addition
salts, or derivatives which may be formed from the

endothelin—-antagonists.

These combinations may be administered either

simultanecusly or sequentially.

For pharmaceutical use the compounds according to the
invention are preferably used for warm-blooded vertebrates,
particularly humans, in doses of 0.0001-100 mg/kg of body
welght.

These compounds may be administered either on their own or
in conjuncticon with other active substances by intravenous,
subcutaneous, intramuscular, intraperitoneal or intranasal
route, by inhalation, or transdermally, or orally, whilst
aeroscl formulatlons are particularly suitable for

inhalation.

For adminisgtration they are formulated with cone or more
conventional inert seolid, semisolid or liguid carriers e.q.
with starch, different types of cellulose, lactose,
mannitol, sorbitol, glucose, calcium phosphate, hard fat,
fatty alcohols, glycercl, medium chained triglycerides and

related esters, polyethylene glycol, refined specialty
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\par NiO\riO\sbO\sa144\s|201\sImult1\nowidctlpar\adjustright
\fs23\expndO\expndtwO\charscalex100\cgrid {20 \par
Ni576\ri144\sa0\s|360\sImultl\nowidctlpar\adjustright

&;‘3%%%9;1951\expndtw-7\cgrid {R¥{\sub\charscalex95\cgrid Pé{l\@%?o\?%%m

denotes a hydrogen atom, a 01_3-alkyl or R}{\f40\fs23\sub\cgri

eH\fs23\cgrid C0-0-(R8CR)-0 {\fs23\exXphd-1\expndtw-5 \cgrid group
wherein R}{\f40\fs23\expnd-1\expndtw-5\sub\cgrid
eH\fs23\expnd-1\expndtw-5\cgrid to

R {F§f40\f523%exJ§nd-l}mex]pndtvk\ll-S\sub\c‘gﬁrig ] ,
RN XSNE LexXidin. B\CTid° Are 28 TeréMbetsRo defiféd aparorrttol,
NriB\shB2ais|240tsimaltd\nowidctlpanadjustright glycel, and/or
\fs23\exppdQ\expadiws2\cgud {whereip;additiongliy the aguing group may

be a phthalimido
nydroxypropylmethylcellulose, sodium carboxymethyl-—

cellulose, sodium starch glycolate, silicon dioxide,
polysorbates, poloxamers, gelucires, magnesium stearate,
citric acid, tartaric acid, or suitable mixtures thereof in
conventional galenic preparations such as plain or coated
taklets, capsules, powders, injectable solutions, ampoules,

suspensions, solutions, sprayvs or suppositories.
The following examples of formulations illustrate the
present invention withcut representing a limitation of jits

gscope.

Example Fl: Coated tablet containing 75 mg of active

substance
Composition

1 tablet core contains:

active substance 5.0 mg
calcium phosphate 131.0 mg
polyvinylpyrrolidone 10.0 mg
carboxymethylcellulose sodium 1.0 mg
gilicon dicxide 2.5 mg
magnesium stearate 1.5 mg

230.0 mg

Preparation {(direct compressiocn)
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\par }\fi-576\ri288\sb108\sI360\sImult1\nowidctlpanadjustright
\expndO\expndtw-3\cgrid {25 group, whilst the abovementioned ester
groups may also be H\expndO\expndtwO\cgrid used as a group which can

d {\expndO\expndtwO\i\charscalex95\cgrid i n vivo : B
‘?{Ge%%?w}g%;\}e%ipndtwmcgrid into a carboxy group. \par FCT/EP2005/057002

Wfi576Mi0\ri792\sb396\nowidctlpar\adjasttight \expndO\expndtw-2\cgrid
{One sub-group of compounds of general formula | which
H\expndO\expndtw?2\cgrid 30 deserves special mention comprises those
wherein \par }\fiO\li576\ri0\sb324\s|216\sImult1\nowidctlpar\adjustright
\eXphdBiexphatiA\RGRa X, F dHd Firs2tcyrit R3JABPRBHE Bs Steved

hereinbefore definédand: tablet-making machine to form tablets

of the desired shape,.

Weight of core: 230 mg

Bppearance cof core: 9 mm, biconvex

The tablet cores thus produced are coated with a film

consisting essentially of hvdroxyvpropyvlmethylcellulose.
Weight o©of coated tablet: 240 mg.
Example F2: Tablet containing 100 mg of active substance
Composition

1 tablet contains:

active substance 100.0 mg
lactose 80.0 mg
corn starch 34.0 mg

hydroxypropylmethylcellulose 4.0 mg
magnesium stearate 2.0 mg
220.0 mg

Preparation (wet granulation)

The active substance, lactose and starch are mixed together
and uniformly moistened with an aguecus solution of the
hydrexypropylmethylcellulese. After the moist composition
has been screened (2.0 mm mesh size) and dried in a rack-

type drier at 50°C it is screened again (1.5 mm mesh size)
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\par
Npard\plain\sect\sectd\stextflowO\marglsxn1602\margrsxn1588\margtsxnl
254\marghsxn2070\linex0\sectdefaultcl\pard\plain

Vi360\s];:200\sImultO\nowidctipar\tgr\tx8394\aspalpha\as rap\
S BRI

ustright \cs3\f34\fs17\expndO\expndtw-2\cgrid {WO 2006 a
H\expndO\expndtw2\cgrid PCT/EP20051057002 \par }\pard
\s2\li4176\sb144\sl-213\sImultO\nowidctlpar\aspalpha\aspnum\nocwrap\adj
ustright \f10\fs23\expndO\expndtwO\cgrid {- 22 - \par
Ni576\ri72\sb756\sl|-335\sImultO\nqwidctlpar\adjustright ,
\fS3Rexpitd- Tt pdti- 8ty ritf iR \fs 23\ dgHidt 686t & Strafyhtthain
orcBrapchedaCl G alkoxy-carboayk}\fs23\expndO\expndtwO\cgrid group, a
C4_7-cycloalkoxycarbonyl or a aryloxycarbonyl g

Welight of tabletf: 220 mg
Appearance of tablet: 10 mm, flat faced

with bevelled edges and breaking notch on cne side.
Example F3: Tablet containing 150 mg of active substance
Composgition

1 tablet containsg:

active substance 156.0 mg
lactose 85.0 mg
microcrystalline cellulose 40.0 mg
polyvinvipyrrclidone 10.0 mg
sillicon dioxide 10.0 mg
magnesium gstearate 5.0 mg

300.0 mg

Preparation (dryv granulation)

The active substance mixed with lactose, polyvinyl-
pyrrolidone,and parts of the microcrystalline cellulose,
magnesium stearate is compacted e.g. on a roller compactor.
The ribbons are broken up in fine granules through a screen
with a mesh size of 0.8 mm. Affer subsegquent sieving
through a screen with a mesh size of 0.5 mm and blending
with the remaining components, tablets are pressed from the

mixture.

Weight of tablet: 300 mg
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roup, \par N\i144\ri0\sb108\sl-213\sImultO\nowidctlpar\adjustright
\fs23\expndO\expndtwO\cgrid {5 \par
Ni576\ri432\sb144\s|-350\sImultO\nowidctlpar\adjustright

W RRGpEgxPndtw-8\cgrid {a straight-chain or branched 01K\sub\egrid, -,
rH{.6-alkoxy-carbonyl group, {\expnd-1\expndtw-6\cgrid which is terminally

substituted in the alkyl moiety by a ¥ ¥expndO\expndtwO\cgrid phenyl,
heteroaryl, carboxy, C1-3-alkoxycarbonyl, }{\expndO\expndtw-4\cgrid
aminocarbonyl, C..3-alkylaminocarbonyl or

Appearance of tablet: 10 mm, £flat

Example F4: Hard gelatine capsule containing 150 mg of

active substance
Compositicon

1 capsule contains:

active substance 150.0 mg
lactose 85.0 mg
microcrystalline celliulose 40.0 ma
pelyvinylpyrrolidone 10.0 mg
silicon dioxide 10.0 mg
magnesium stearate 5.0 mg

300.0 mg

Preparaticn

The active substance mixed with lactose, polyvinyl-

pyrrolidone,and parts of the microcrystalline cellulose,

magnesium stearate is compacted e.g. on a roller compactor.

The ribbons are broken up in fine granules through a screen

with a mesh size of 0.8 mm. Affer subseguent sieving
through a screen with a mesh size of 0.5 mm and blending
with the remaining components, the finished mixture is

packed into size 1 hard gelatine capsules.

Capsule filling: approx. 300 mg

Capsule shell: gize 1 hard gelatine capsule.

Example F5: Suppository containing 150 mg of active

substance
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\par N\iO\ri0\sb108\sl-270\sImultO\nowidctlpar\adjustright
\expnd2\expndtw12\cgrid {10 di}{\super\cgrid -}{(Calkyl)-aminocarbony!l
group, \par Ni576\ri432\sb360\s|-342\sImultO\nowidctlpar\adjustright
ndtw-6\cgrid {a straight-chain or branched

&ggﬂggﬂtﬁﬁ carbonyl group, which is terminally substltutecf FnT{ sz}s/{moez
moiety by a chlbrine atom or a hydroxy; C1-3-alkoxy, amino, \par
NiO\riO\sb108\sl-271\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-7\cgrid {15 Cli 3-alkylamino or di-(C1_3-alkyl)-amino
group, \par Ni576\ri720\sb360\s|-304\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-6\cgrid {the tautomers, the diastereomers, the
enartiomess, the{\expnddexpndtw-2\cgrid mixtures thereof and the salts

ﬂ“”ﬁggive substance 150.0 mg
polyethyliensglycol 1500 800.0 mg
voelyethyleneglycol 6000 850.0 mg
polyoxyl 40 hydrogenated castor oil 200.0 mg
2,000.0 mg

Preparation

After the suppository mass has been melited the active

substance 1s homogeneously distributed therein and the melt

is poured into chilled moulds.

Example F6: Suspension contalning %0 mg of active substance

100 ml of suspension contains

active substance 1.00 g
carbexymethylcellulose sodium 0.10 g
methyl p-hydroxvbenzoate 0.05 ¢
rropyl p~hydroxybenzoate 0.01 g
glucose 10.00 g
glycerol 5.00 g
70% sorbitol solution 20.00 ¢
flavouring 0.30 g
dist. waterxr ad 100 mi
Preparation

The distilled water is heated to 70°C. The methvl and

propyl p-hydroxybenzoates together with the glvcerol and

sodium salt of carboxymethylcellulose are dissclved therein
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\par }\fi-576\ri144\sl-326\sImultO\nowidctlpar\adjustright
\expndO\expndtw-4\cgrid {20 A second sub-group of compounds of
general formula | which {\expndO\expndtw-2\cgrid deserves special

i prises those wherein \par P00
R mar 222t imultomowidetpanadiustright PRS00
\expndO\expndtw-1\cgrid {X, RK\sub\cgrid H{ and }{\fs20\cgrid R3 to R5
Hare as hereinbefore defined and \par
NiO\sb360\sI-278\sImultO\nowidctlpar\adjustright \expndO\expndtwO\cgrid

{25 H{\fs20\cgrid R2 Hdenotes an aminocarbonyl or methylaminocarbonyl
gfbtip? \Sarfgange\s %ﬁ&&@gﬁn&%\ﬁBW&&Ip‘é‘%\fdﬁ%ﬁ@Bt

\expnd@expndinwa3\tgtidg{anethylaminocatony| groapdptionaty
S#%%ﬁg@%%%bgﬁyzdispersed therein with stirring. After the

sugar, the sorbitol sclution and the flavouring have been
added and dissolved, the suspension is evacuated with

stirring to eliminate air.

Thus, 5 ml of suspension contains 50 mg of active

substance.
Example E7: Ampoule containing 10 mg active substance

Composition

active substance 16.0 mg
0.01 N hydrochleric acid q.8.
double-distilled water ad 2.0 ml
Preparation

The active szubstance is dissolved in the necessary amount

of .01 N HCl, made isctonic with sodium chloride, filtered

sterile and transferred into a 2 ml ampoule.

Ixample F8: BAmpoule containing 50 mg of active substance

Composition
active substance 50.0 mg
0.01 N hydrcchloric acid g.5.

double-distilled water ad 10.0 ml
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\par N\g\li576\ri720\sl-329\sImultO\nowidctlpar\adjustright
\expnd-1\expndtw-6\cgrid {position of the ethyl group by a hydroxy or
C13-alkoxy ¥\expndO\expndtw?2\cgrid group or a

I~ -aminocarbonyl group, \par )
‘%ﬁ@@\!ﬁ%&\sleog\slmu|t0\nowidctlpar\adjustright PCT/ER2005/057002
\expndO\expndtw-4\cgrid {30 the tadtarmers; the diastereomers, the
enantiomers, the {\expndO\expndtw-2\cgrid mixtures thereof and the salts
thereof. \par }\pard\plain\sect\sectd\stextflowO\marglsxn1538\margrsxn

Preparation

The active substance is disscolved in the necessary amount

of 0.01 N HCl, made isotonic with sodium chloride, filtered

sterile and transferred into a 10 ml ampoule.

Example F9: Capsule for powder inhalation containing 5 mg

of active substance

1 capsule contailns

active substance 5.0 mg
lactosge for inhalation 15.0 mg
20.0 mg

Preparation
The active substance is mixed with lactose for inhalation.
The mixture is packed into capsules in a capsule-making

machine {(weight of the empty capsule approx. 30 mg).

weight of capsule: 70.0 mg

size of capsule = gize 3

Example F1l0: Solution for inhalation for a hand-held

nebuliser containing 2.5 mg actlve substance

1 spray contains

active substance 2.500 mg

benzalkonium chloride 0.001 mg
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1IN hydrochloric acid g.s.
ethancl/water (50/50) ad 15.000 mg

Preparation

The active substance and benzalkonium chloride are
dissolved in ethancl/walter (50/50). The pH of the solution
is adijusted with IN hydrochloric acid. The resulting
solution is filtered and transferred into suitable

10 containers for use in hand-held nebulisers (cartridges).

Contents of the container: 4.5 g
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1. Uze of the monoethanesulfonate salt of 3-B-[1-{4~
(N-{ (4-methyl-piperazin~1-yl)-methylcarbonyl) -N-methyl-
amino) -aniline) -l-phenyl-methylene] -6-methoxyvearbonyl-2-
indolinene, optionally together with one or more
pharmaceutically acceptable carriers or excipients, for the
preparation of = medicament for the prevention or treatment

of idiecpathic pulmonary Efibrosis.
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