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WD 2006/ 067165 PCT/ EP2005/ 057002 5 MEDI CAMENTS FOR
THE TREATMENT OR PREVENTI ON OF FI BROTI C DI SEASES 10

wakmepedeent i nvention relates to a new use of PCT/EP2005/057002

i ndol i nones of general formula 15 RB R4 N/ I RS X
(1), NRZR substituted in the 6 position, the
tautomers, the diastereoners, the enantionmers, the
m xtures thereof and 20 the salts thereof,
particularly the physiologically acceptable salts

t hereof. BACKGROUND 25 WD 2006/ 067165

PCT/ EP2005/ 057002 2 Conpounds of the above genera
formula |, the tautomers, the diastereoners, the
enantioners, the m xtures thereof and the salts
thereof, particularly the physiologically acceptable
salts thereof, have been described in WO

MEDICAMENTS FOR THE TREATMENT OR PREVENTION OF FIBROTIC
DISEASES

The present invention relates to a new use of indolinones

of general formula

R,

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

acceptable salts thereof.

BACKGROUND
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5 01/27081 and WD 04/ 13099 as havi ng val uabl e
phar macol ogi cal properties, in particular an

wO0 pdsboétishg ef fect on various Kkinases, especiBdT/gP2005/057002

receptor tyrosine kinases such as VEGFR2, PDGFROG
PDGFRR, FGFR1, FGFR3, EGFR, ~HER2, | GF1R and HGFR as
wel | as conpl exes of CDK' s (Cyclin Dependent 10
Ki nases) such as CDK1, CDK2, CDK3, CDK4, CDK5, CDK®6,
CDK7, CDK8 and CDK9 with their specific cyclins (A,
BanpBAndeg, othheEBboEB,gEneEalGﬁprﬁﬂlaHl,ltEBdtKﬁtamdrs,
vi ral clin . L. Men %tao in J, Vlrology 71&3),
E@%4diééie%i9@?¥f tﬁﬁdGBﬁ“F 8MBF I i FBPaltghubps thereof
gHht EMat ed1hynBReeebks, phbriduparti,cuhar papdothebiahily
cells, e.g. in angiogenesis, but also on the

pEORPTaPALi BALEF BhRABROEel havei hepar epedrabedt ol
8?/5%0 d&ﬁéfﬁozg8223859tQ&SEaS?ﬁgoygﬁﬁ B?¥epR§§Hacologlca1

descrl err-use in f eat ment
ptepeﬁtﬁeﬁ,oﬁntbertLbﬁmhkCandﬁsﬁaseslh@fefﬁedttOnlnarlous
the present invention. Renodeling is a normal response
%bn??§§uee?ﬂFﬁF?léﬁdrePﬁPF9ﬁn€¥F8ﬁl?ﬁa5lP§3865éP9 d2Pn

g$8¥ﬁ5'5§?§§R&hr9H@PR Fé?RHhnggtlésuekgé EEﬁ?'“EbQTR and

_ e’inflammati on a repaif o
HGEEUeaBSwgﬁmeé§|bympﬁéﬁéﬁedftQDKPS gybgnnabependent
condi ti on. Excessive uncontroll ed tissue repair or

Kheagafl ubechoast 6BXt enbbéF i ngPHAenCPE4r sCRE°r ohGEP, CDK7,
&ﬁﬁg'éﬁg tﬁﬁgSwEQhCQHQHE|QBeE9@%@ @?cﬁ&QEOZAS B1, B2, C,

brosis i's 30 characterized by excessive deposifion’
@ﬁ,eﬂﬁra@élIELaF, @at r Bk, cBapénentiskandndvergroweh ofclin

r opl Fi brosis an. occu al I, S [
L bocbal o 5 aval Bnt 1 KR S506/ bbrost 06452982 RtbaS),
555/552995/§589926r§t10n 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 treatment or prevention of the fibrotic

diseases referred to in the present invention.

Remodeling is a normal response to 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 is generally returned to its
original condition. Excessive uncontrolled tissue repair or
the 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 overgrowth of fibroblasts. Fibrosis

can occur in all tissues but is especially prevalent in
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organs with frequent exposure to chem cal and
bi ol ogical insults including the |lung, skin,

walkgeséilge tract, kidney, and liver (Eddy, 199GI/EB20§057002

Soc Nephrol, 7(12) 2495-503; Dacic et al., 2003, AmJ
Respir Cell Ml Biol, 29S: S5397 5 Wwnn, 2004, Nat Rev

| mmunol , 4(8):583-94) Fi brosis often severely

conprom ses the normal function(s) of the organ and
many fibrotic diseases are, in fact, |ife-threatening
orgsevewety drsfiuguti agposueh as bdémmaahienpubmnmagycal

fibr F iver cirrhosj scl er oder ma
i@s? ?o%é%fué?%gtﬁﬁﬁt Bp?Pr ofi lFOr fﬂ@§ElHFsEﬁ§8§ apédney'

ghyenivbimtedyf o19pganst panspkankahi-en, a(nbskysandsos;
expensive procedure. A |arge body of Ilterature
Papiecateslt he2pPat efet JdBepRed Ce5lgMewt RiPdetdpPS: S5-9;

@g%%fh hhbrebl ag vgfﬁﬂﬁﬂo{ac §’(§§§194)Va§98km%hs often

PYaf growth factor (VE epi der nmal
éaeéaélyEEEmpramdséeaﬂséonarmglgfamthlbaabwrobetae organ
(TGFb) growmh factor famlies in the induction or

%%?s@@?%néébB?tl?l%F%@?%e%L%Q?tsz Tegt ok heeGrBneAtening

EECEQ568§YF g@@ﬂlggglﬂ§é4£ugg9a§5ld§5ﬁHEEl§tp@hmonary
Ki dney I nt 2000, 57:1521-38; Strutz et al 2003

Sphroges Séﬂfh,IhﬁEﬁQpQLthOSQ&:4591676deﬁm@e er aenal

9 : 5 I | pann_e
£9S%oq ATl R ofBRLA): £33 020, Brostelmman St oo
NahiRed tonmunghn 4(8h:p83nP4rioR5 RDEEskECEnandxpEhsive
famly nmenbers are potent mtogens for nesenchynal
BEPF8ULEEh as snooth nuscle cells, nyofibroblasts and
fibroblasts (Benito et al., 1993, Gowh Regu

3(3):172-9; Simmet al, 1998, Basic Res Cardiol,
A large body of literature implicates the platelet-derived

growth factor (PDGF), fibroblast growth factor (FGF),
vascular endothelial growth factor (VEGF), epidermal growth
factor (EGF), and transforming growth factor beta (TGFb)
growth factor families in the induction or persistence of
fibrosis (Levitzki, Cytokine Growth Factor Rev, 2004,

5(4) :229-35; Strutz et al., Kidney Intl, 2000, 57:1521-38;
Strutz et al., 2003, Springer Semin Immunopathol, 24:459-
76; Rice et al., 1999, Amer J Pathol, 155(1):213-221;
Broekelmann et al., 1991, Proc Nat Acad Sci, 88:6642-06;
Wynn, 2004, Nat Rev Immunol, 4(8):583-94).

PDGF, EGF and FGF family members are potent mitogens for
mesenchymal 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,
3(S3):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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30 93(53):40-3; Klagsburn, Prog G owh Factor Res,
1989, 1(4):207-35; Kirkland et al., 1998, J Am Soc

wWOoRpPhoellgs 9(8): 1464-73), the very cells whi chPGUPP10831057002

normal tissue WO 2006/ 067165 PCT/ EP2005/ 057002 4 in
fibrosis and are believed to flay a role in tissue
renodel i ng (Abboud, 1995, Annu Rev Physiol.

57:297-309; Jinnin et al., 2004, J Cell Physiol,

online; Martinet et al., 1996, Arch Toxi col

i18: 128x38] sDesdoakeevel i€kl Bonmhggy kot er nat tdnalie
1995 47 | a et _a pr er _Se
TRREbat Aol So008 5113852855 RERAFBY £ Gh- of > BpRET~309;
@lhﬁﬂHaEQSaDO§h2bO¥?rJfCQEQSPﬁyéﬂ@llUegllﬁbprﬁékﬁlh@t et
experi nental nodels, ggestln fibrosis in 10

differdhb, okgghsTﬁﬁyCth 8aledmadn BEFHPRLIBBEKhERT 1

o e T e L e TR P i

EoFingeepseninkinaseopabhblt orovas anse8ae95ye inthis
lung fibrosis nodel. Three-fold overexpression of an
EGF fam |y nenber, 15 HB-EG-, in nouse pancreas

rshebsc vas §9fﬁb@Fegﬁté§u§@@§eonEVE£9@9Eﬁib95sls and lung
fibrosis in both the exocrine and endocri ne

é@hpa$tﬁ9hnsegm@am@eetaélmdeQGB,sqﬁgesbenGefébﬁgyis in

128¢4).4020:30), 20, SiLacl v, FGEILPCEZ- deficlent

m ce show |y~ " decreéease ?l rosis after
EampnoﬁstaéboaltetraomlOBLdehemCEié@hﬁxszureomﬂunetRlce et
al., 2003, AmJ Pat hol, 163%4 1653-

@kpres2Pdn P8erndriasedl nlhdah: ?éﬁa?2% nteﬁgtE@Fareceptor

ﬁigégé'§nM@§£@o£twégrQT'ByaEQEG§|§Ee§hw%tbug _fibrosis
interstitial scarring (Strutz et al., 2000, Kidney

hotle]. Three—-fold overexpression of an EGF family member,
HB-EGF, in mouse pancreas islets was sufficient to cause
development of fibrosis in both the exocrine and endocrine
compartments (Means et al., 2003, Gastroenterology,

124 (4) :1020-36) .

Similarly, FGF1/FGF2-deficient mice show dramatically
decreased liver fibrosis after chronic carbon tetrachloride
(CCl4) exposure (Yu et al., 2003, Am J Pathol, 163(4):1653~-
62) . FGF expression is 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 wvarious tissues has a common basis.

In addition, elevated levels of VEGFE have been observed in

several studies in persons with asthma (Hoshino et al.,
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57:1521-38) as well as in a nodel of experinental |ung
fibrosis (Barrios et al., 1997, AmJ Physiol, 273 (2

wW@e2006/0§716151- 8) , agai n | endi ng credence to t hePCTER2005/057002

that fibrosis in various tissues has a conmon basis.

30 In addition, elevated | evePs—of VEGF have been
observed in several studies in persons with asthnma
(Hoshino et al., WD 2006/ 067165 PCT/ EP2005/ 057002 5

2001, J Allergy din Immunol 107:1034-39; Hoshino et
ab01,2004]11dréy | etgy Chhandmuhol 1087:-295- B0dhino et al ,

A LE oy e L Rimanol 110557115 56822 0 KanazanateE Lt el
2abo2, 20R4raAmed . RespeE fEht &tCane, Meda11694312%9130)mmunol

I nduci bl e expression of VEGF in a transgeni c nouse
hbdeb7inducédslan Kappravpi Re phenot(pé, AmdénBespir Crit

P o ReTir 2 ned) oM B Y ST PIBS kAR S Phegyin
stinubahes poodachboslofnexuteacehl sbahmaal k& phenotype,
proteins including fibronectin and col] agens_and is

%%?W%veﬂngboﬁﬁ%?séﬁ FhpofTantrBrectn PYBPERISStA MhAY St

&lSSU§§oﬁLe§§Bu§é Akq, 1800405EASERy J 18(7) : 816-27;
Bartram et al 2004, Chest 125(2; 754- 65; Strutz et

al ., 2003, 15 Sprlnger Sem n | nmunopat hol , 24: 459- 76;

¥¥ ZOO%GF%b%tfﬁula%gguﬁggd 4é8$h5$ﬁ §§%raégpi9#£%£%atrix

produciion an ghal'in ways are ac
phoBe hugbencofidihbr 6sbsonabt mal aﬂadebslé@ang ehdali s,
2002, Exp Lung Res, 28:405-17; Laping, 2003, Curr
@Biheﬁﬁ%rﬁﬁcﬁfaYS?Q)l@@ﬂr@§nt29019 in fibrosis in many

tissues (Leask et al., 2004, FASEB J 18(7):816-27; Bartram
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 pathways are active in a number of fibrosis
animal models (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 OF THE INVENTION

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

specific fibrotic diseases.
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As summari zed above, several growh factors are
upregulated in fibrosis and the inhibition of a

WGRghe7165ct or seens to reduce the severity OPCT/EP2005/057002

fibrosis in the fibrosis nodels. 25 SUMWARY OF THE
| NVENTI ON Surprisingly, we foénd that the conpounds of
above general fornmula | are effective in the
treatment or prevention of 30 specific fibrotic
di seases. WD 2006/ 067165 PCT/ EP2005/ 057002 6 The
prhespntsenvenhiventibosthekatesatoesthe tuse ofetbé the
conpounds of agove ener a fornu&a | for the .
6?@%8?% P ot ofPO%° nBal cafent OFBr L Ené treatienproparation of
preventhRanef repechti erehthenti erdhseasasiod dhespecific
present invention also relates to a nethod for the
tientheat dopeppedenti on of specific fibrotic diseases,
by admnistration to a patient in need thereof of a
phar maceuti cal conposition conprising a conpound of
aheverdfegenenabnt 0oubasd, réogethetowet hehod for the
Eharnaceutically suitable carrier. The expression
'paEFBRET PE RESRENEOOcBhpFPSelthe haRhaFiandanfaafs, PY
badynipreberahl yot hephumen: badyeed5cAbecpresent
invention further relates to a pharnaceutica
ehaposieiohchbr cohposibaonenpmpripiegent fompofind of above
spagliceofibrotic diseases whigh, comprises, 2, compound
above “general 'for a1 atene’of In combrnation
whibalohe onrnbee. fTHet beprtbetapetbbhciagent $s meant to

comprise the mammalian animal body, preferably the human

body.

The present invention further relates to a pharmaceutical
composition for the treatment or prevention of specific
fibrotic diseases which comprises a compound of above
general formula I alone or in combination with one or more

further therapeutic agents.

DETATILLED DESCRIPTION OF THE INVENTION

In accordance with the present invention, the compounds of

above general formula I are the compounds
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20 DETAI LLED DESCRI PTI ON OF THE | NVENTI ON | n
accordance with the present invention, the conpounds
w@tooeA&16bove general formula | are the conmpouPdBERN0S/057002
2006/ 067165 PCT/ EP2005/057002 7 R3 R4 NR5 [/ I X
(1) . NR2ZRL 5 in wich X denotes an oxygen or
sul phur atom Rl denotes a hydrogen atom or a prodrug
group such as a 10 Cl1_4-al koxycar bonyl or
C2_4- al kanoyl group, R2 denotes a carboxy group, a
strai ght-chasn or branched Cl1-6-al koxy-carbonyl
group, a C4-P-cyc|oaHkpxy-carbonyI or an
aronxycarbonyL_giaﬁb, 15 a straight-chain or branched
arb group, which is termnally
in the alkyl noiety by a phenyl,

het arpoxy, Cl- 3-al kaxy,- car bonyl ,
am bonyl , C1-3-al kyl am no-car bonyl or 20
dis( ‘_3-aTkyI)-an1nocarbonyI gr oup,
2
Rl

in which

X denotes an oxygen or sulphur atom,

R, denotes a hydrogen atom or a prodrug group such as a

Cis—alkoxycarbonyl or C,_s—alkanoyl group,

R, denotes a carboxy group, a straight-chain or branched
Ci-¢—alkoxy—-carbonyl group, a Cs—cycloalkoxy—carbonyl or an

aryvloxycarbonyl group,

a straight-chain or branched Ci;¢—alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
phenyl, heteroaryl, carboxy, Cis—alkoxy—-carbonyl,
aminocarbonyl, Cis—alkylamino—carbonyl or

di-(Ci_3—alkyl)-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, Ci-sz—alkoxy, amino,

Ci_s—alkylamino or di-(Ci_3—alkyl)-amino group,
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a straight-chain or branched C2-6-al koxy-car bonyl
group, which is termnally substituted in the alkyl

wonioeny7iyy a chlorine atomor a hydroxy, Cl-3PGI/RP2095/057002

am no, 25 Cl_3-alkylamno or di- (Cl_3-alkyl) -am no

group, WO 2006/ 067165 PCT/ EP2805/ 057002 8 an

am nocar bonyl or net hyl am nocarbonyl group, an

et hyl am nocar bonyl group optionally substituted in the

2 position of the ethyl group by a hydroxy or

&1 _3mah&oxybogydupr oneahdiafiGle2aabkyl ) - gaonpcaabonyl
roup, 5 R3 denotes a hydrogen atom a Cl-6-alkyl,

ey B oo kP T PP HE P BRBPRaL LBy SHEEEI DAEFT. GPobpe 2

Bophenyh er pRRhthyl 196080 @ypgeﬂyﬁr@kynéﬁhtDXLa9k©H9
10 nono- or disubstituted % | uorine, chlorine,

pronPnerop diodfne- aﬂbﬁi)bymanﬁcarbeavénﬁtﬁyp,
Cl- 3-al kyl or Cil-3-al koxy group, whilst in the event
of disubstitution the substituents may be identica

Rt dbddesend rangrodiet edtohhea @beverent, aned-cycloalkyl,
unsubstituted as well as the_nono- and 15

HF sHbSPTPUERAY phehylearbC Aapht AYPYEr oups nay
additionally be substituted by a hydroxy,

hydr oxy- Cl_3-al kyl or Cl1_3-al koxy-Cl_3-al kyl group,
QOPbgnﬁlcyanoapbahbbxgrOQBrb@xyhenslabkynaphthyl group

%%ﬁglakEOﬁX%%5999¥t ngcgﬁgg %Ee CP&OF ne, bromine or
23-aPkylam Ro- carb ony )
astnoeasbonyl bgr aupri2dbubyomedbhi/lp grouplkyl or Ci s—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-Ci_3—alkyl or Cis—alkoxy—-Ci_z;—alkyl

group,

by a cyano, carboxy, carboxy-Cis3—alkyl, Ciz—alkoxycarbonyl,
aminocarbonyl, Cis—alkylamino—-carbonyl or di- (Ci—sz—alkyl)-—

aminocarbonyl group,
by a nitro group,

by an amino, Ci_s3—alkylamino, di-(Ci—3—alkyl)-amino or amino-

Ci-s3—alkyl group,

by a Ci—s—alkylcarbonylamino, N—-(Cis—alkyl)-Ci_s—alkyl-
carbonylamino, Cis—alkylcarbonylamino-Ci_z—alkyl,

- (Cq-3—alkyl)—-Cis—alkylcarbonylamino—-Cis—-alkyl, Cis—alkyl-



by an am no, Cl-3-al kyl am no, di-(Cl3-al kyl)-am no or

am no- Cl_3-al kyl group, 30 by a Cl1-3-al kyl carbonyl
w@eiono67168 ( Cl- 3- al kyl ) - Cl- 3-al kyl - car bonyl aP@TiBP2005/057002

Cl1- 3- al kyl carbonyl am no- C13-al kyl , N

(Ci1- 3-al kyl ) -C1- 3- aIkyIcarbon?Ian1no Cl 3-al kyl,

Cl- 3-al kyl WD 2006/ 067165 PCT/ EP2005/ 057002 9

sul phonyl ami no, Cl1-3-al kyl sul phonyl am no- C1- 3-al kyl

N (Cl-3-al kyl) -Ci-3-al kyl sul phonylam no -Cl - 3-

atkyhooylaaiyb; Gl 3-alkylsulphonyllamino-greuplkblby a

cycloal k oal kyl enei cl o-

STEGT arer by nbcar Bomglcy ey LPBATKIFBABP P noeA5Y Al Ry
§y9i0@{%¥é@ﬁ§lHhﬂ@ﬁ@ﬁp@ﬁMLngﬁér@u§y| or _

cycl oal kyl enei mi nosul phonyl - C1_3-al kyl group having 4
to 7 ring nenbers in each case, whilst in each case

@Qe ﬁg%ggé9¥£§ﬂg 9%@“?g%8189§k§i8§e1m9£o bgy

€1 m no” group ?eplaced
@yk@me@éy@enoearbsuyphUbyaueankpyeaesmhph+nyg,alkyl
sul phonyl, -NH or -N (Cl 3-al kyl) group, 15 or by a
ﬁ%F2P6é¥y#96?lﬁéF@P65P9PYéZ§lérRiFY5r8Hp, R4 denot es

£§ozz£y§é9@£5yhogﬁpy@@nymegg Lhe ﬂE&PMh§n§a959§D4'Bo 7
h mend

e 4 position of a 6- vbered cycl oal kyl
gl@qpmﬁm@eb@ substthutedebywahlani Ao, €aCl- Baakkyhanm no

feeAlabe- 2ealkvt)-anLio: grounoor v 60l agedhu, 0.

roup, or a phenyl
syb$banupednbymthe group Rey mblehpmayedZBy an oxygen or
additionally be nono- or disubstituted by fl uorine,
EhiBrPReat BRonPHed 0P UL BHIAB L at HEPRBYYEL- 5NE] kyl |

or —-N(Ci3—alkyl) group,
or by a heterocaryl or heterocaryl-Ci_3—alkyl group,
Ry denotes a Ci;—cycloalkyl group,

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

an —-NH or —-N(Ci_3—alkyl) group,

or a phenyl group substituted by the group Rs, which may
additionally be mono—- or disubstituted by fluorine,
chlorine, bromine or iodine atoms, by Ci_s—alkyl,
trifluoromethyl, hydroxy, Ci-3—alkoxy, carboxy,
Ci_s—alkoxycarbonyl, amino, acetylamino,
Ci—s—alkyl-sulphonylamino, aminocarbonyl,
Ci-z—alkyl—-aminocarbonyl, di-(Cis—alkyl)-aminocarbonyl,
aminosulphonyl, Ci_s—alkyl-aminosulphonyl,

di-(Ci3—alkyl)-aminosulphonyl, nitro or cyano groups,
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trifluoronethyl, hydroxy, C1-3-al koxy, carboxy,
Cl_3-al koxycar bonyl, am no, acetyl am no,

wWa008406163y/| - sul phonyl am no, am nocarbonyl, 30 PCT/EP2005/057002

C1- 3- al kyl - am nocar bonyl, di

(C1-3-al kyl) - an1nocarbonyl"jéhrnosulphonyl

Cl- 3-al kyl - am nosul phonyl ,
'-(C1-3-alkyl)-aninosulphonyl, nitro or cyano groups,

WD 2006/ 067165 PCT/ EP2005/ 057002 - 10 wherein the

shibstit uenessoayt beuedent neal ber ideht écent oandifferent and

mﬁereln R6 denotes a hydrogen, fluorine, chlorine,

Brohthe or 5 iodine atom a cyano, nitro, amno,

Cl-5-al kyl, C3-7-cycloal kyl, trifluoronethyl, phenyl,

tetrazolyl or heteroaryl group, 10 the group of

Ror@ﬁﬂ%ﬁ@ﬁr%ihxﬂ¥9@$ﬁ,Fﬁhm@ﬁkn%,t%@l%yﬁm%géﬁr%mbﬁ% or
gpge %tgmnltrogen atomnmay in each case be repl aced

ependent{y of one another by a Cl1-3-alkyl group,

15 a Cl1_3-al koxy group, a Cl_3- alkoxy Cl1_3-al koxy,

phenyl - Cl- 3-al koxy, am no-C23- al

€15828Pkylaht Ao- a@?“@laFkéx9lkY&r C%GICQCAPR9F¥1

£ A NQe L3 ahkoxy h@ﬁ?ﬂY tegkagoﬂykybﬁnhggeroaryl group,
C2-3-al koxy, N (Cl-3alkyl) -phehyl-Cl -Ci-3 alkyi

amno C2 -3 -alkoxy

the group of formula

O

NH
—CH /J§b
N
H O

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

Ci-3—alkyl group,

a Ciz—alkoxy group, a Cisz—alkoxy—-Ci_s—alkoxy, phenyl-
Ci—s3—alkoxy, amino-Cs_s3—alkoxy, Cis—alkylamino—-C;s—-alkoxy,
di—-(Ciz—alkyl) —amino-Cy_3—alkoxy, phenyl-Ci_s—alkylamino—
Cy-s—alkoxy, N-(Cis-alkyl)-phenyl-Ci_3—alkylamino-Cs;_3—alkoxy,
Cs-7—cycloalkyleneimino-Cs;_3—alkoxy or Cis—alkylmercapto

group,

a carboxy, Ciy—alkoxycarbonyl, aminocarbonyl, Cis—alkyl-
amino—-carbonyl, N-(Cis—alkyl)-Cis—alkylaminocarbonyl,
phenyl-Ci s—alkylamino—-carbonyl,

- (Cq_3—alkyl)-phenyl-Ci_3—alkylamino—-carbonyl,
piperazinocarbonyl or N-(Cis—alkyl) —-piperazinocarbonyl

group,
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20 CS-7-cycl oal kyl enei m no- C23- al koxy or
Cl- 3-al kyl mercapto group, a carboxy,

Wadaghkoxycar bonyl , am nocar bonyl, C1-3-al kyPCT/EP2005/057002

am no- car bonyl, N

(C1-5-al kyl) - Cl- 3- al kyl am rmocldr bonyl , 25

phenyl - C13- al kyl am no- car bonyl, N
(C1_3-alkyI)-phenyI-Cl_S-aIkylanino-carbonyl,

pi per azi nocar bonyl or

A CCl- SiaykyminptpebazymooarNemyi5 gﬂ@ym) -WO

2006/ 65, PCT/ EP2005/ 057002

Cr+3¢ FK FEM A5E AP BoNHy | gBPUR+W?€ie%“aFRyP}kyl moiety 1is

gab§t@t&yé@nbpogabgeﬁwkygbeupl@hgﬂﬁbﬁy@ar@bkyh gobebYor in
is substituted by a carboxy or Cl_3-al koxycarbonyl

@h@u% oF Pnroshelonopy3apdsitfon—Byksl) —amino, piperazino,
I i perazino, /5
?cﬂ& %&Q&;y %p§§%§?%880r§a§44 Dro7 emberea

cyeloal kyleneimnine group, a C3_v-cycl oal kyl - car bonyl
group, 10 wherein the nethylene group in the 4
position of the 6- or 7-nenbered cycl oal kyl noiety

gawgfcgebégnkyqegabwoapl gprbng, Cl-3-al kylam no or
-? - am no group or replaced by an -NH or
-N(Cl 3-al kyl) group, 15 a 4- to 7-nenbered

C al k n LO mher [ ne grou B
Mgﬁgan ¥£§ EghYQeg %Bo ygbghgegFé ag § o% Prhe 6- or
Eambmnykeorcgunphmnyn gbmupyomagObéheubycheatbmlegean

noi ety may be fused to a phen r|n one or two
ﬁ@ﬁ?@geﬁraféﬁﬁyﬁﬁWl%%cﬁrb@lréé%acéé })aa@&ng gapRyl °*

ségygc@adb F 285 NH séchNQ@S§ Lhe, et hylepe group in
4 position of

a 4- to 7-membered cycloalkyleneimino group wherein

a methylene group linked to the imino group may be replaced

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

one or two hydrogen atoms may each be replaced by a Ci3—

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, Cis—alkoxycarbonyl, aminocarbonyl,
Ci_s—alkylaminocarbonyl, di- (C,_3—alkyl)-aminocarbonyl,
phenyl-Ci_s3—alkylamino or N-(Ci_3—alkyl)-

phenyl-Ci 3—alkylamino group or
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or 7-nmenbered cycl oal kyl enei m no group may be
substituted by a carboxy, Cl-3-al koxycarbonyl,

wa@nionoeasbonyl , Cl_3-al kyl am nocar bonyl, di - PCT/EP2005/057002

(C1_3-al kyl) -am nocarbonyl, phenyl-Cl 3-al kyl am no
or N- (Cl1-3-alkyl) 30 phenyll2Ct3-al kyl am no group or
WO 2006/ 067165 PCT/ EP2005/ 057002 - 12 may be
repl aced by an oxygen or sul phur atom by a
sul phi nyl, sul phonyl, -NH, -N (Cl_3-alkyl) , -N
fiphenyl YeplabkChy3aal kylgear orbenybhuer at bifibehgzowl )
g@fuaﬂ 5.a Cl-4-al kyl group substituted by the group
'Pjhe¥érn Rv denotes a C3_V-cycl oal kyl group, 10

whibsbnihe neihylene, graupyin, the (Anpasiyionnet, a-6ikyl-car
or 7- nmenbered cycloal kyl group may be substituted by
hpnam ner —€lbgnapky) afirAvPer di- (Cl -3-al kyl)-amni no

group or replaced by an -NH or -N (Cl1_3-al kyl) group

or 15 in a 5- to 7-nenbered cycl oal kyl group a -(CH2) 2

gr oup-anyyl beroepl acedt byused OOy NHhgr gupupar; ( GH29 Bein
group may be replaced by a -NH CO NH or -CO NH CO

group or a -(CH2)4 group may be replaced by a

rRNHONE GO @r oup, Wi 118§ 1 idrogach case a hydrogen

atom bound to a nitrogen atom my be 20 replaced by a
Cl-3-al kyl group, an aryl or heteroaryl group, a

hyd Y. QI - 3- al kox rQu n_amni.no B B
CAESREY eff aeRd T 8P £ ArpfG:P0en o7 = 6 ox 7
membered cycloalkyl group may be substituted by an amino,

Ci—s—alkylamino or di-(Ci-s—alkyl)-amino group or replaced by

an —NH or -N(Ci-s—alkyl) group or

in a 5- to 7-membered cycloalkyl group a —(CHy), group may
be replaced by a —CO-NH group, a —(CHz)s group may be
replaced by a —NH-CO-NH or —CO-NH-CO group or a —(CHz)as
group may be replaced by a —-NH-CO-NH-CO group, whilst in
each case a hydrogen atom bound to a nitrogen atom may be

replaced by a Ci3—alkyl group,

an aryl or heterocaryl group,

a hydroxy or Ci_3—alkoxy group,

an amino, Cis—alkylamino, di-(Ci;—-alkyl)-amino,
phenylamino, N-phenyl-Cj_s—alkyl—-amino, phenyl-Ci_s—alkyl-
amino, N-(Ci_3—alkyl)-phenyl-Ci_s3—alkylamino or di-

(phenyl-Ci;_3—alkyl)-amino group,

an W-hydroxy-Css—alkyl-amino, N—(Cjz—alkyl)-®-hydroxy—

Co-z—alkyl—-amino, di- (®-hydroxy-Cy,_3—alkyl)-amino,
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phenyl am no, N-phenyl-C13-al kyl -am no,
phenyl - C13- al kyl - am no, N (Cl_3-al kyl)

WO pleenyiteTL 3- al kyl am no or di - PCT/EP2005/057002

(phenyl -Cl - 3-al kyl )-am no group, 30 an O) - hydroxy-C2
3-al kyl -ami no, N- (Cl-3-al kyl)3 -( 0- hydr oxy-
C2- 3-al kyl -am no, di- ((t)-hydroxy-C2 3-al kyl) -am no,
WO 2006/ 067165 PCT/ EP2005/ 057002 - 13 di- (0)-
(C1- 3-al koxy) -C2-3-alkyl) -amno or N- (dioxol an-
ai¥kb—164£3a&ka§jaEEQQagkgmpraﬁino or N-(dioxolan-—
Cl_3-al kyl car bonyl am no- C2_3-al kyl -am no or 5
€1v3) af kyreakpéngiagi #6°CR+« 3- al kyl - N- (Cl - 3- al kyl )
-am no group, a Cl_3-al kyl sul phonyl am no,

N-(Cl1_3-al kyl) -Cl1_3-al kyl - sul phonyl am no,
£le3-abkylsubkphonyl amino-C2-3aakkylaamnooar
Cl 3-al kyl sul phonyl am no-C2_3-al kyl -N- (C1_3-al kyl )
Caf RO THCGFBUPY- S FYAF bxycal Bohy - &4 3- ALKy AnFb"8r S0P,
N- (Cl_3-al kyl)- hydroxycarbonyl - C13-al kyl -am no
group, 15 a guanidino group wherein one or two
aydrogenkat spsrhayylemechobelNrépl acedkpy) aCCr-31lhvkyl

r a of forrmula_ 20 : N R8)- ( ) N5 (
o o T Gl e e R e S eR R Ch 3oyl adpo or
Qr euplky25ubpHenot esionecof,-tkheynunbecs ;0a1dy1 2-6emido
and RO denotes an am no, Cl_4-al kyl am no, di -
¢€24R- al kyl ) -am no, phenyl am no,

N- (Cl- 4- al kyl ) - phenyl am no, benzyl am no,

a hydroxycarbonyl-Ci_s—alkylamino or N-(Ci3—alkyl)-
hydroxycarbonyl-Ci_s—alkyl—-amino group,

a guanidino group wherein one or two hydrogen atoms may

each be replaced by a Ci3—alkyl group,

a group of formula

-N(Rg)—-CO- (CHp) n—Rog (I1),

wherein

Rg denotes a hydrogen atom or a Ciz—alkyl group,

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

Ry denotes an amino, Cis—alkylamino, di-(Ci-s—alkyl)-amino,
phenylamino, N-(Ci_s—alkyl)-phenylamino, benzylamino,
N-(Ci—4—alkyl)-benzylamino or Cis—alkoxy group, a 4- to 7-

membered cycloalkyleneimino group, whilst in each case the

methylene group in the 4 position of a 6-— or 7-membered
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30 N- (C1-4-al kyl)-benzylam no or Cl-4-al koxy group, a
4- to 7- nenbered cycl oal kyl enei m no group, whilst in

weaehoease t he nethylene group in the 4 posi tRPOHERF0H057002

6- or 7-nmenbered WO 2006/ 067165 PCT/ EP2005/ 057002 -

14 cycl oal kyl enei mi no group fay be repl aced by an
oxygen or sul phur atom by a sul phinyl, sul phonyl,

-NH, -N (C1_3-alkyl) , -N (phenyl) , -N

(C1_3-al kyl -car bonyl) or -N(benzoyl) group, or, if n
dgobb6$kpmeneﬂmﬁhe Sroupbens he 2Zepialdedi bymay aksgen or

ole a drogen ato roup of fornula
RE RABY - ?E%@ ng(cﬁ)%ugkbl?Y? 10 wherein RI10
g@ﬂ@h@ﬁﬁﬂ hygdrogen ( @ggnhlﬁyga 3- Bl KYEnGIPYP-NAC, —alkyl-car

Cl1_3-al kyl car bonyl , arylcarbonyl
phBHY] - QI 3Nébﬁyzozé?b@ﬁ9up,19r61l§ al Rgnstephengl of the

phonyl ph y I ulp 0
B e W W B i
the nunber 1 or, if mdenotes one of the nunbers 2, 3
or 4, o may also denote the nunber 0 and R11 denotes
%ngﬁﬁPﬂoOfCﬁoﬁmHFRylan1no di - (Cl-4-al kyl) -am no,
phenyl am no, N-(Cl_4-al kyl)-phenyl am no, benzyl am no,
25 N (C1-4-al kyl) - benzylan1no Cl- 4- al koxy or
Of1{B1 a) kdX¥2 Gh~ 3C@D80Rylgroup IaTdi - (Cl1-4-al kyl)
-am no- Cl1- 3- al kyl ami no group optionally substituted
inthe 1 position by a Cl-3-alkyl group or a 4- to
4#n8egbgred cycloal kyl enei m no group, wherein the
cycl oal kyl ene noi ety

Rip denotes a hydrogen atom, a Ci3—alkyl group, a
Ci—s—alkylcarbonyl, arylcarbonyl, phenyl-C; s;—alkyl-carbonyl,
Cis—alkylsulphonyl, arylsulphonyl or phenyl-Ciiz—al-
kylsulphonyl group,

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

o denotes the number 1 or, if m denotes one of the numbers

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

Ri1 denotes an amino, Ci—s—alkylamino, di-(Ci—s—alkyl)-amino,
phenylamino, N-(C; 4—alkyl)-phenylamino, benzylamino,

- (Cqi-y—alkyl)-benzylamino, Ci_s—alkoxy or
Ci-s—alkoxy-Cis—alkoxy group, a di—-(Cis—alkyl)-amino-Ci_3—
alkylamino group optionally substituted in the 1 position
by a Ci—z—alkyl group or a 4—- to 7-membered
cycloalkyleneimino group, wherein the cycloalkylene moiety
may be fused to a phenyl ring or in each case the methylene
group in the 4 position of a 6— or 7-membered

cycloalkyleneimino group may be replaced by an oxygen or
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30 may be fused to a phenyl ring or in each case the
nmet hyl ene group in the 4 position of a 6- or

wQ@20eneEsed cycl oal kyl enei mi no group may be rB@EI/ER2905/057002

by an oxygen or WD 2006/ 067165 PCT/ EP2005/ 057002 - 15

sul phur atom by a sul phi nyl ,15ul phonyl, -NH, -N
(C1-3-alkyl) , -N (phenyl) , -N (C1-3- aIkyI-car

bonyl) or -N(benzoyl) group, 5 a C4-7-cycl oal kyl am no,
CA-7-cycl oal kyl -d -3-al kyl am no or
©41pghoychoahkenyl ansnbpgi oup, wherein position 1 of the

ri i s.not_jinvolved in_the double bond and where
?Hgghﬁﬁﬁ%enéﬂﬁroﬁ@écgﬁ66bgyﬁﬁy éﬂéﬂhﬁaa'%roﬁ§|?y65@Tkyl‘caf
§y§§1»t@£edN @gnggglang@@uﬁltrogen atom by a

C5-7-cycl oal kyl 4-al kenyl 10 or Cl1-4-al kyl group,

a 4- to 7-nmenbered cycl oal kyl enei m no group, wherein

£h€49¥8%8?§§¥LgE§mﬁHbet% ey 9? EEﬁfﬂ %ﬁlaEP§DX£ino or

an oxézofo azo azo
@yﬁ+dyamoapyéﬁgnaml@b gpynpnwﬂeﬂ@lgrpuplepbnomabkythe ring
substituted by a fluorine, _chlorine, brom ne or

dai Ak é?%ﬁ%V%Q innFheodorrls. PRyl ahdcingraiRokyCor

éﬂbﬂ@m@ﬁ@ygneéngégﬁpgom%geeQEht&@dEMQBQQ§ﬂyaB@”§uH§¥ltuted
each be repl aced C5-7-cycl oal kyl or

phehlyd gnoup- amﬁﬁ@gemh@tﬂ@thylén@&gr@ﬂplpﬁlkhé 3Cz-s—alkenyl

S t|on nbered cycl oal kyl enei mi no group nay
@8 &ﬁﬁs? Fﬁ%e8§8 & hydroxy, 25 hydroxy-Cl 3-al kyl,
C1- 3- al koxy or Cl 3-al koxy-Cl1 3-al kyl group, the
nmet hyl ene group in the 3 or 4 position of a 6- or 7-
frefibered’ cjerbarRryl erelArhbY §FPBEPMHAY PROBRChVESSE1Be

the cycloalkylene moiety may be fused to a phenyl group or
to an oxazolo, imidazolo, thiazolo, pyridino, pyrazino or
pyrimidino group optionally substituted by a fluorine,
chlorine, bromine or iodine atom, by a nitro, Ci—3—alkyl,

Ciz—alkoxy or amino group, and/or

one or two hydrogen atoms may each be replaced by a

Ci3—alkyl, Csy—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—-Ci;_3—alkyl, Cis3—alkoxy or Ciz—alkoxy—-Ci3—alkyl

group,

the methylene group in the 3 or 4 position of a 6- or 7-
membered cycloalkyleneimino group may in each case be
substituted by a hydroxy, hydroxy-Ci;s—alkyl, Cis—alkoxy,
Ci—s—alkoxy-Ci3—alkyl, carboxy, Ci_s—alkoxycarbonyl, amino-

carbonyl, Cis—alkylaminocarbonyl, di-(Ci_s—alkyl)-
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30 substituted by a hydroxy, hydroxy-C13-al kyl,
Cl- 3-al koxy, C1-3-al koxy-Cl 3-al kyl, carboxy,

W@nodaeikoxycar bonyl , am no- car bonyl , PCT/EP2005/057002
C1- 3- alkylanlnocarbonyl -(d-3- aIkyI) WO
2006/ 067165 PCTI'/EP2005/057002‘L6 - am nocar bonyl ,

phenyl - C1- 3-al kyl am no or N (Cl- 3 aIkyI) -

phenyl - C13-al kyl -am no group or may be replaced by an
oxygen or sul phur atom by a 5 sul phinyl, sul phonyl,
alHhoedtRdn 31 al kigknyN-Cpheaykylamihb( phenyl(cCl-3iml/ kyt

Cl- 3-al ky] - car bonyl - -N (Cl-4-al kyl -
§a$8 Cbérﬁi%%ﬁ joLo %ﬁuﬁ 8Fkoxy-carbonyl-) , -N
(benzoyl-) or -N(phenyl C13-al kyl - carbonyl -) group,

10 wherein a nethylene group |linked to an
naynbe nrepbgendabPvninopXyaencyel salrprenataitnoLyr dup

pl carbon I or onyl group or
?ﬁX%ﬁg?§§b %ﬁﬁgh é¥gd ﬁ%hoc%c %g%?galkylenelnlno
Py odp ( pheﬁymyplealhybﬁge+nygea15ygpoup fused to a
hen | group. the two nethyl ene groups | inked to the
ﬁ?ﬁrégéﬁ aterPrBYleach BéCrepPatEd by a

mﬁﬁ?@!&ﬂcgfc%ﬁyﬂ@ OLNR@ qea9k6§yac§}bén9hkyl gKQHBnzoy1-)
ch is substituted by a carboxy,

Cct- 3Nabkerytcafbonglkyaniaskanbényl group,
Cl1- 3- al kyl am nocar bonyl or

i -(Cl-3-al kyl)-am nocarbonyl group or by a 4- to
whaesber edmeynl,0ahkybeoepninoratbosybn gmouprn2brageh atom
(Cl 3-al kyl) -C2 4-al kanoyl am no group which is
of the cyCloalkyleneimino” group may be replaced by a
carbonyl or sulphonyl group or in a 5- to 7-membered
monocyclic 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 Ry denotes a Ci4—alkyl group which is substituted by a
carboxy, Ci_z—alkoxycarbonyl, aminocarbonyl,
Ci—s—alkylaminocarbonyl or di-(Cis—alkyl)-aminocarbonyl
group or by a 4- to 7-membered cycloalkyleneiminocarbonyl

group,
an N-(Cis—alkyl)-Cys—alkanoylamino group which is
additionally substituted in the alkyl moiety by a carboxy
or Ci_3—alkoxycarbonyl group,

a group of formula

—N(R12)—CO—(CH2)p—R13 (IVv),
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additionally substituted in the alkyl noiety by a
carboxy or Cl_3-al koxycar bonyl group, 30 a group of

WO 20001067465 - N( R12) - CO- (CH2) p- R13 (1V), WO 2006/ BGI7TLBH05/057002

PCT/ EP2005/ 057002 - 17 wherein R12 denotes a

hydrogen atom a Cl-6-al kyl- dr/ C3-7-cycloal kyl 5

group or a Cl-3-alkyl group termnally substituted by

a phenyl, heteroaryl, trifluoronethyl, hydroxy,

Cl- 3- al koxy, am nocarbonyl, Cl-4-al kyl am no-carbonyl,

[ (CI 4-al kyl') - am no-carbonyl, Cl_3-al kyl - carbonyl,

Cl al kyl - sul phonyl - am no, N (C1-3-al kyl)

%ﬁr%lﬁlkyl sul phonyl ani no, 10

Cl1- 3- al kyl - am nosul phonyl or

- (C1- 3-al kyl ) - am nosul phonyl group and p denotes
Brie dshotiee puiyero 9@ B2 or $iand X5 IRPY dssuees lidse Ky 1
n f~the e 0

TEOTb o8 fecbr e RRT LR ab L oRe B aNy Rlpocble b eqPoy
deanty e, ah@yéf@gﬁplat@ﬂifaugf@MQt@§1fompukaxyZOcl3 alkoxy,
-N(R14) - % COr-R15 wherei n 25 R14 denot es
%m598F65%ﬂn§ = @&leQWRQP grebpryar di- (Ciemalkyl)-

£%l§oabg¥béﬁgbon& - @EM%?aEQQBMhyl C1 s—alkyl-sulphonyl—
phenyl - C13- al kyl carbon het er oar yl car bonyl ,

detepoalyl(CCi— 3thkyk@aBb@hyyl s@irgoavkgnsupphonyl ,
ﬁ lgﬂk?ylsuﬁhﬂ% §H¥$yfle§ g k¥ES“'BTQ ;—amlnosulphonyl

tefoa p
group and

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

Ri3 assumes the meanings of the abovementioned group Ry,
or, 1f p denotes one of the numbers 1, 2 or 3, it may also

denote a hydrogen atom,

a group of formula

-N(R14)—(CH2)g= (CO)r—R15 (V),

wherein

R14 denotes a hydrogen atom, a Cis—alkyl group, a
Cis—alkylcarbonyl, arylcarbonyl, phenyl-C; s—alkylcarbonyl,
heterocarylcarbonyl, heterocaryl-C,s—alkylcarbonyl,
Cis—alkylsulphonyl, arylsulphonyl,

phenyl-C; 3—alkylsulphonyl, heteroarylsulphonyl or

hetercaryl-C;3—alkyl-sulphonyl group,

g denotes one of the numbers 1, 2, 3 or 4,
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30 heteroaryl - C13-al kyl -sul phonyl group, q denotes one
of the nunmbers 1, 2, 3 or 4, WO 2006/ 067165

wWOONABFA05/ 057002 - 18 r denot es the nunberPdI/BP2003/657002

g is one of the nunbers 2, 3 or 4, it may al so denote
the number 0 and 5 R15 assumes$’ the neani ngs of the
abovenenti oned group Rv, a group of fornula 10 -N
(R16) -S02-R17 (VI), wherein R16 denotes a hydrogen
atomor a Cl-4-alkyl group optionally termnally
substituted by a cyano, 15

trifluoronethyl -carbonyl am

K 8195281 k§P) DEFDFFubt Bhet hyl SchPbBREI O4nt RS BrEEETS 2/ 3

ands , Ri¥ gdepobesoag&hoBeat k¥l ngmeHR, 028nan ani no group
substituted by a di-(Cl-3-al kyl)- am no-Cl
3-al kyl -carbonyl or di- (Cl-3-alkyl) -

m nQ- -al kyl - sul I - (:C1-3r -
A nassHHisR e TEANE, o Bl B Anhick 8600 %,
N- (C1- 3-al kyl ) - C1- 5-al kyl sul phonyl am no or

N- ( C1- 3-al kyl ) - phenyl sul phonyl am no group wherein the

al kyl noiety is additionally substituted by a cyano

9r g£8hPoxyY r@8rAYPs 30 wherein all the single-bonded or
fused phenyl groups contained in the groups nentioned
under R6 nmay be nono- or disubstituted by fluorine,

Pt ERSo08FoRo05 - (18Fr 1 1O PN 00TIES

wherein

Ris denotes a hydrogen atom or a Cig,—alkyl group optionally
terminally substituted by a cyano,
trifluoromethyl-carbonylamino or

N—- (Ci—3—alkyl)-trifluoromethyl-carbonyl—-amino group and
R417 denotes a Ci—3—alkyl group,

an amino group substituted by a di- (Cis—alkyl)-
amino—-Ci;s—alkyl-carbonyl or di-(Cis—alkyl) -
amino—-Ci;s—alkyl-sulphonyl group and a di—-(Cis—alkyl)-

aminocarbonyl-Cis—alkyl group,

or an N—-(Ci3—alkyl)-Cis—alkylsulphonylamino or
N—- (Ci—3—alkyl)-phenylsulphonylamino group wherein the alkyl

moiety is additionally substituted by a cyano or carboxy

group,

wherein all the single-bonded or fused phenyl groups
contained in the groups mentioned under Rg may be mono- or

disubstituted by fluorine, chlorine, bromine or iodine
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atonms, by Cl-5-al kyl, trifluoronethyl, hydroxy,
Cl- 3-al koxy, carboxy, C1-3-al koxycarbonyl,

w@onoeashonyl , Cl_4-al kyl am no-car bonyl, di -PCTI/EP2005/057002

(Cl_4-al kyl ) -am no-carbonyl, am nosul phonyl,
Cl1- 3- al kyl - am nosul phonyl, 519 -
i -(C1-3-al kyl)-am nosul phonyl
Cl- 3-al kyl - sul phonyl am no, nitro or cyano groups,
wherein the substituents may be identical or
&téﬁerenp Cor—-tWoyad] acentubydnegenl at operoky, t les—alkoxy,

n groups be repl ace | enedi oxy
ey S0 o RS Hen 6085 & noti Basn T aCbHTor
@443a§k#Y£mQﬁ@U@ar@ény@?r@in (by ,ap1apyh -anodp-EsrPEADL,

pheny ht hyl ~group optlonal y nono- or

@msnﬁéviPﬁ@@ﬂlbyCasfﬁ@bvinémln@ﬁpéphﬁ@ylbron1ne or
di fl .
T L LT N

QL oup aﬂdcgﬁnbygaohpber@a@yélgroue bsbpeabtents may be
monocyclic 5- or 6- nmenbered heteroaryl grou

oPETohafyOSubSE T EUERE b  at€2-39IBFRYF QYOLPIFH fhems of
Qﬁébﬁﬂeﬁ§§|§keﬁpsmﬁggebg %é i hech- H?"Eeﬁ§9h9§E6E8§6X§

group contains one, two or hree nitrogen atons and
vheuBr menbered heteroaryl group contains an imno
group optionally substituted by a Cl-3-al kyl or
phenyl - C13-al kyl 30 group, an oxygen or sul phur atom
andW0O 2006/ 067165 PCT/ EP2005/ 057002 - 20

Rs denotes a hydrogen atom or a Cis3—alkyl group,

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 cyano,
trifluoromethyl, nitro, carboxy, aminocarbonyl, Ci_3-alkyl

or Ci_3—alkoxy group and

by a heteroaryl group is meant a monocyclic 5- or 6-—
membered heteroaryl group optionally substituted by a Ci_3—

alkyl group in the carbon skeleton, wherein

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

nitrogen atoms and

the b-membered heteroaryl group contains an imino group
optionally substituted by a Ci—s—alkyl or phenyl-Cis—alkyl

group, an oxygen or sulphur atom or
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an imno group optionally substituted by a Ci1-3-al kyl
or phenyl -C13-al kyl group or an oxygen or sul phur

warmnemes additionally a nitrogen atomor 5 aPCT/EP2905/057002

group optionally substituted by a Cil-3-al kyl or

phenyl - C13-al kyl group and tw® mitrogen atons, and

nor eover a phenyl ring may be fused to the
abovenenti oned nonocyclic heterocyclic groups via two
10 adj acent carbon atons and the bondi ng takes pl ace
¥haiaindtgogen apoivosliiasabeatbonedt b ef Cthealkyl or
heter$c¥clic [ or a fused hen sone

t
B s T DG HeuBoRe PH EReBoRobEnhiPBHEdNe8R and

abkytiandialkexyigreyes atohnothe al kyl noieties
contained in the above-defined groups of fornula I

optlonally being replaced by fluorine atons, the
d | y . : . t
35" MPEo Rk oBRdoph O S IELE LEP W LD Mo L0902 o
ﬁﬁénpedcrbeaekpbeﬁebepahﬁ@ twel nderdhenbrasebed
i soners thereof, such as for exanple the isopropyl,
tert.butyl, isobutyl group, unless otherw se stated,

and 25-adeLti anghlyyt he hydkegen. atgm af - anynear boxy
group present or a hydrogen atom bound to a nitrogen

abgﬁﬁm@ngioaedhydn@g@ﬂla@oheberaﬂyaﬁﬂﬂograupy|amﬁnbwgr

éH‘Q8eg£°8$r85n atéﬁéuéﬁaeg Q*BSRSlﬁg g éugﬁaéé Lhe -
B be re %y group
Mhtﬁhg@ﬁnab@meeaved ancarMOn aBGmByfatg@ou@t@hbccha@
be cleaved in vivo froman imno or amno group is
Heafty PoreekafpflePR@RRYdFORY group, an acyl WO

2006/ 067165 PCT/ EP2005/ 057002

some 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 optionally 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 isomers thereof,
such as for example the isopropyl, tert.butyl, isobutyl

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
hydrogen atom of an amino, alkylamino or imino group or a
saturated N-heterocycle 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 vivo from an imino or

amino group is meant, for example, a hydroxy group, an acyl
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- 21 group such as the benzoyl or pyridinoyl group or
a Cl-16-al kanoyl group such as the fornyl, acetyl,

weeropbenyd , butanoyl, pentanoyl or hexanoyl gPGUPP20851057002

aIIonxycarbonyI group, a Cl-16-al koxycar bonyl group
such as the nethoxy 5 carbonyll, et hoxycar bonyl,

pr opoxycar bonyl, i sopropoxycar- bonyl, butoxycarbonyl,
tert.butoxycarbonyl, pent oxycar bo- nyI,

hexyl oxycar bonyl, octyl oxycarbonyl, nonyl oxycarbonyl,
QEoypoxychrbenyhe badeoyloxycaybodyhpyl group or a

ShemA DO i By | 5 0 B oo aerthb Broftonyl,

B§95M591y0§éﬁ@ﬁﬂbylpBﬁ”Mé@&ﬂ@%YC@EQQ@Y|anoéll loxycarbonyl
phenyl propoxycar bonyl group, a Cl-3-al kyl sul p onyf

TpoupP al Rokyceardborgycaala@nl kPxQuICEUCh | k®xyie methoxy—

et DRI 50 PO b ke . s

pbeny| butpkeoaytbofili3-akkyl bgtoupcaRbodenpt psndoxycarbo-
hy drogen atom a Cl 3- alk% C5_v-cycl oal kyl or
phenylle gy bopY apH 2B Ry e B%8§Y8aﬁ98P8éenna?ﬁﬁPxﬁcarbonyl

&gc§1@£§¥5r96n§@cxh9de§§ﬁ8§9%argbmgﬁ0“308@@&?b§y5§r59ny1 or

Ry are as hereinbefore defined erein additionally
hﬁéa@ﬁcﬁbogvgapbﬂaylb@rauphthaphﬁnaé QB%gﬁb@pXYﬂﬁerﬁYl

e, A0OMSIoOL] ONEd, e88 61,9 QUPS, MY, AR, Do, H3EH 281 8ny1

e COﬂ

gr oplRen Pherspbxgeadpond 1 conpapnds @fggameyabuﬂphﬁuya I
whi ch_ 30 deserves special nention conprises those
Wher @i hOXY CREPaRYL R3Ct 0~ REKar¥ B as «hetéPhbef ore defi ned

@Qq—alkoxycarbonyl or R.CO-0- (R:CRy) -O—CO group wherein

Re denotes a Cig—alkyl, Csy—cycloalkyl, phenyl or phenyl-
Ci-3—alkyl group,

R¢ denotes a hydrogen atom, a Ci_3—alkyl, Csy—cycloalkyl or

phenyl group and

Ry denotes a hydrogen atom, a Ciz3—alkyl or ReCO-0—- (RfCRy)—-0

group wherein R. to Ry are as hereinbefore defined,

wherein additionally the amino group may be a phthalimido
group, whilst the abovementioned ester groups may also be

used as a group which can be converted in vivo into a

carboxy group.

One sub-group of compounds of general formula I which

deserves special mention comprises those wherein

X, R1 and Rs to Rs are as hereinbefore defined and
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WD 2006/ 067165 PCT/ EP2005/ 057002 - 22 R2 denotes a
strai ght-chain or branched Cl-6-al koxy-carbonyl

wQ@ermope7165 C4_ V- cycl oal koxycar bonyl or a aryl oxXBCEHEPAS/057002

group, 5 a straight-chain or branched

Cl- 6- al koxy- carbonyl group,~ 4hiTth is ternminally
substituted in the al kyl noiety by a phenyl,

het eroaryl, carboxy, Cl_3-al koxycarbonyl ,

am nocar bonyl , Cl1- 3-al kyl am nocar bonyl or 10

di - (Cl- 3-al kyl ) -am nocar bonyl group, a straight-chain

or branched C2-6-al koxy-carbonyl grou which is

Rer TS et (A Tt He SPIGCHRA iy by iy —carbony 1
§hbepi N af 0M:PE18aNYEkPXYrbEdy 3- abKkaxyry@BkPearbonyl
Cl- 3-al kylam no or di- (Cl-3-alkyl) -am no group, tﬁe
vaotbners, the diastereoners, the enantioners, the

m xtures thereof and the salts thereof. 20 A second
sub-group of conpounds of general fornmula |I which
gdeseryeshspenaah oenbrancreapci seslkbasecwhebaiyn AroRpd,
and R3.to R5 are_as herei nbefore defined and 25 R2
HenolesS ahcafi NBEAY bORYPL oF UhBEhy ' ak RoBAFBEONTPLGFBUPY 2

?Heﬁ%hV'ﬁ@i@?&éE?@DY£aQEQH9 opti,opal by, subsbhiuted in
he position of the ethyl group by a hydroxy or
@ligoapkbgyylgr Sup—etkaldinipctarbahkyl prani nocar bonyl

dhaEranar sy e ha AR SpehVE B85 ona the salts

t hereof. WD 2006/ 067165 PCT/ EP2005/ 057002 - 23

a straight-chain or branched C, ¢—alkoxy—-carbonyl group,
which is terminally substituted in the alkyl moiety by a
chlorine atom or a hydroxy, Ci_s3—alkoxy, amino,

Ci—s—alkylamino or di-(Ci-3—alkyl)-amino group,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

A second sub-group of compounds of general formula I which

deserves special mention comprises those wherein
X, R1 and Rz to Ry are as hereinbefore defined and

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

group or a di-(Ci,-alkyl)-aminocarbonyl group,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.
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A third sub-group of conmpounds of general formula I
whi ch deserves special nention conprises those

wakmseémeX, RL to R3 and R5 are as herei nbef oreCTEPIONZES7002

and 5 R4 denotes an Rv-(Cl_4-al kyl)-phenyl group,
wherein Rv denotes an am no, 431 7-al kyl am no, di -
(Cl_v-al kyl)-am no, phenylam no,

N- phenyl - C1_3-al kyl -am no, phenyl-Cl_3-al kyl - 10

am no, N (Cl_3-alkyl) -phenyl-Cl_3-al kyl am no or

Hi thphenylibCir3unl kYl Feapbnodgr oipgeneral phenyhlgr ouphich
gubstituted gi@ he roug of formula .15 :
“RERLDT S BT ;Lpr-“ SLPPVYORheFEF N RE5S BPEGRG R13 are
as hereinbefore defined, 20 the tautoners, the

di astereoners, the enantionmers, the m xtures thereof
AandRt Heo sl 9 < er a6€. a2Pr BREpieBeEOpodAdsnefl geder al
formula | are those wherein 25 Rl and R3 are as

her ei nbef ore defined and X denotes an oxygen atom R2

Henddest @s cat oy y(Cgrewl kva )Stohainght othaio) emhdireanched
30 Cl1_6-al koxy-carbonyl group, a
C5_7-cycl oal koxycar bonyl or a phenoxycarbonyl group,

WM@@?&@%HQC}I&EF@Q% 002ins, 2 - &, ,—alkyl)-amino,
strai ght-chain or branched 1-3-alkoxy-car%onyl group,
mhéghlaginer inahepysubstirebked-emninhe Bhkyy1lndietglbyl-

. phenyl , ~het aryl rboxy, 3- al koxycar bonyl ,
S Rarbsyr, Sers PRER LR R s ssay SR CLER
di -~ (fhedvalkyl}aariynpeanhoaybrgupup,
or a phenyl group substituted by the group of formula
—N(R12)—CO—(CH2)p—R13 (IVv),
wherein Riy, p and Rjz 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 Rs; are as hereinbefore defined and

X denotes an oxygen atom,

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

Ci-¢—alkoxy—-carbonyl group, a Csy—cycloalkoxycarbonyl or a

phenoxycarbonyl group,
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a straight-chain or branched C2-3-al koxy-car bonyl
group, which is termnally substituted in the alkyl

wonioeny7iyy a chlorine atom by a hydroxy, Cl-BCHERWAY(057002

am no, 10 Cl-3-al kylam no or di- (Cl-3-alkyl) -am no

group, an ami nocar bonyl or Tetdhyl ami nocar bonyl group,

an et hyl am nocar bonyl group optionally substituted in

the 2 position of the ethyl group by a hydroxy or

Cl- 3-al koxy 15 group or a

&istﬁﬁiahakkyh)nantnbcanbbeglCg@eamkoxﬁﬁcdehohg$ group,
cycl oal kyl ou st the ne grou

Thich Losterbirar BbBr.oiten manbarea Rye Bat eyl by o

ﬁﬁ@ﬂylnaﬂeb§régﬁ?ilt@&@ﬂoﬁy an, anmkNRoxyEdrBoalkyl am no

or di-(Cl-3-alk -am no group or replaced by an -NH

@mln@pecnosyérkyiﬁ gtbupamarogaphenyl group
bst.it 25
SHaTEl onarry ha hendbauBofoy MEbER MY by t1 vori ne,

chlorine or brom ne atons, by Cil-3-alkyl,

trifluoronethyl hydr oxy, Cl1-3-al koxy, carboxy
@13§r§FRB§yEQ?%6n9F bﬁﬁ?ﬁ%ed %ééf?ﬂﬁﬁ?ﬁocarbonyl group,

@Hl@@cggbggyhlngil§ aLkyt 180t Bacanbeny¥l a1xy1 moiety by a
di - (Cl- 3-al kyl )-am nocarbonyl, nitro or cyano groups,

Solohernei atohe @mb@thyﬁéﬁzs,n@ysbélkdémtu@mnn@v

B ELERb el b ohe BV APRA POLRR0 arove,

fluorine, chlorine, bromne or iodine atom a cyano,
nitro, amno, Cl-5- alkg , C3-7-cycloalkyl, 5
@?lﬁ@h@@%ﬁ%@ﬁ?yl phefiy hY%%@%%@%@?PO%Ylh%%%?%ar?@

QfﬁyPamlﬁggaQBQHQlO&rggﬁngbélonally substituted in the 2
position of the ethyl group by a hydroxy or Cis—alkoxy

group or a di-(Ci,-alkyl)-aminocarbonyl group,
Ry denotes a Ci;—cycloalkyl group,

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

an —-NH or —-N(Ci_3—alkyl) group,

or a phenyl group substituted by the group Rs, which may
additionally be mono- or disubstituted by fluorine,
chlorine or bromine atoms, by C;s—alkyl, trifluoromethyl,
hydroxy, Cis-alkoxy, carboxy, Cis—alkoxycarbonyl, amino,
acetylamino, aminocarbonyl, Ci_s—alkyl-aminocarbonyl,
di-(Ci3—alkyl)—-aminocarbonyl, nitro or cyano groups,
wherein the substituents may be identical or different and

wherein
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nitrogen atommay be 10 replaced by a Cl-3-al kyl

W@rmupe7165 Cl- 3- al koxy group, an am no- C2- 3- al KRGI/EP2005/057002

Cl1- 3-al kyl am no- C2-3-al koxy, di- (Cl-3-alkyl)

- am no- C2- 3- al koxy, phenyl — 25 -

Cl- 3-al kyl am no- C2- 3- al koxy, N (Cl-3-alkyl) -phenyl 15
Cl- 3-al kyl am no - C2-3-al koxy,
pyrrolidi no- C2-3-al koxy, piperidino-C2_3-al koxy or
Kl _Berad theyd neericagt @yt oupl u@r Cae boxtylorine, bromine or
Cl1- 4- al koxycar bonyl, am nocar bonyl, C1-3-al kyl -
ARTHBE car BBnyl, phenyl - C13- al kyl ani no- car bonyl or 20
N- (Cl-3-al kyl)-phenyl -Cl 3-al kyl am no- car bonyl group,
a C3-7-cycl oal kyl - carbonyl group, wherein the
Aeengnenengi60p PHinhe 41posikvén ef-'tRECEoadkylRs

- 0 [ p n_-
SETE R RIS RO S e T, LY 5 TRYL0S REPh Aoty BNaxblk,
cycl oal kyl enei m no group, wherein WO 2006/ 067165
PCT/ EP2005/ 057002 - 26 a nethylene group linked to
the PHPRB gf obiprHay2be repl aced by a carbonyl or
sulphonylcproup or one or two hydrogen atons may each
be repl ac by a 5 Cl-3-alkyl group and/or in each
case the E]\ene group in the 4 position of a 6- or
T—renh Ezﬁboalkyleneinino group may be substituted

N

H O

4

wherein a hydrogen atom bound to the nitrogen atom may be

replaced by a Ci3—alkyl group,

a Cis3—alkoxy group, an amino-C,s;—alkoxy, Ci-s—alkylamino-
Co_z—alkoxy, di-(Ci_z—alkyl)—-amino-C,_3—alkoxy, phenyl-
Ci-z—alkylamino—-Cy,s—alkoxy, N-(Cis—alkyl) -phenyl-
Ci—s—alkylamino-Cy; s—-alkoxy, pyrrolidino-Cs;s—alkoxy,

piperidino—-C, 3—-alkoxy or Ci_s—alkylmercapto group,

a carboxy, Ciy—alkoxycarbonyl, aminocarbonyl, Cis—alkyl-
amino—-carbonyl, phenyl-Ci_s—alkylamino-carbonyl or
N-(Ci—3—alkyl)-phenyl-Ci;_s—alkylamino—carbonyl group,

a Csg—cycloalkyl-carbonyl group,

wherein the methylene group in the 4 position of the 6- or
7-membered cycloalkyl moiety may be replaced by an —-NH

or —-N(Ci3—alkyl) group,

a 4- to 7-membered cycloalkyleneimino group, wherein
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by a carboxy, C1-3-al koxycarbonyl, am nocarbonyl, 10
Cl- 3-al kyl am nocar bonyl, di- (C1l-3-alkyl)

WO 2006mea6¥ bonyl ,  phenyl - C1 3-al kyl ami no or N-PCT/EP2005/057002

(C1-3-al kyl) - phenyl -C13-al kyl ami no group or nmay be
repl aced by an oxygen or sul pffur atom by a 15
sul phi nyl, sul phonyl, -NH or -N(Cl-3-al kyl) group, a
-4-al kyl group terminally substituted by the group
Rv, wherein 20 Rv denotes a CS-7-cycl oal kyl group,
Mhhé@hylhﬂen@thypehEnge@upoinhéhEmﬂnpogtbtpnmai laebreplaced

or 7- nmenbered cycl gr ou be replaced by an
SR o CERE S - B APR YR bupoore 35 T A B to
7-menbered cycl oal kyl group a (C}Q)Z group may be

repl aced by a -CO NH group, a - 3 group may be
@@%IQéeHW@yhﬁerHEQIﬁFPmSomaﬁ ee ga geBLpCREYLHea
epl % Q% NH- CO group, whilst in each case
ﬁy en D atdm bound to a nitrogen atom may be

replaced by a C1-3- al kyl group, WD 2006/ 067165
PCT/ EP2005/ 057002 - 27 phenyl ~or heteroaryl group,
hnh?ﬂF%x9a6? EﬁesmﬁFkﬁkﬁn@rSﬁﬁupslﬁnt5ﬁ1ﬁoPOSltlon of a 6-

Gl-6-akbkyLaghne c@baiﬁ&i@n@hﬁYh% arh0e. ma?hBQYE§HE89tuted
N- phenyl - C13- al K | -am no, phenyl -C13-al kyl am no,

Ny (€lcdrapkyl) Cpheﬁykomsaablawém asingearbonyl,

b}%§g§g¥%@%é§§é§+éx l aghn?cgioggky%Q gmlnocarbonyl
Peadndiatkyhdiyibydnoxyr N- (Cis—alkyl)—
phenyl-Ci_3—alkylamino group or

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

sulphinyl, sulphonyl, -NH or -N(C,_s—alkyl) group,

a Ci4y—alkyl group terminally substituted by the group Ry,

wherein
R; denotes a Cs—y—cycloalkyl group,

whilst the methylene group in the 4 position of a 6- or 7-
membered cycloalkyl group may be replaced by an —-NH
or —-N(C;3—alkyl) group or

in a 5- to 7-membered cycloalkyl group a - (CH;), group may
be replaced by a —CO-NH group, a —(CHz)s group may be
replaced by a —NH-CO-NH- or a —(CHy), group may be replaced
by a -NH-CO-NH-CO group, whilst in each case a hydrogen
atom bound to a nitrogen atom may be replaced by a Ci_3—

alkyl group,
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-C2_3-al kyl -am no, di- (()-hydroxy-C2_3-al kyl) -am no,
di- (0)- (Cl-3-alkoxy) -C2-3-alkyl) -amno or N

W@ gioeRelien- 2-yl ) - Cl- 3-al kyl -am no group, 15 aPCT/EP2005/057002

C1- 3- alkylcarbonylan1no C2- 3-al kyl -am no or

Cl1- 3- al kyl car bonyl anmi no- C2- 3-/alkyl - N- (Cl - 3- al kyl)
-am no group, a Cl1-3-alkyl sul phonyl am no,

N- (CLl- 3-al kyl) - Ci-3-al kyl sul phonyl am no,

Cl1- 3- al kyl sul phonyl am no 20 - C2-3-al kyl -am no or
&lpBeal kybsuhphenygbapingr€2p3- al kyl - -N- (C1-3-al kyl)
-am no group, a hydroxycarbonyl - C13-al kyl am no or N
(C1- 3-al kyl ) - hydroxycar bonyl - C1 3-al kyl -am no group

gsh?dgggplgfn@rgngygogge?gbapa hydr ogen atom may be
replaced by a Cl1_3-al group, a group of fornmula
30 -N (R8) -CO (CH2) n-R9 (I1), WD 2006/ 067165

%gTéEE§805é05799ggl%%§§ émﬁﬁr?b%8u§§k9§pog§enofes one

ydrogen’a
phehheamunbers— @he&ylchg 3lapd Eﬁldenotes an am no,

Cl 3-al kylam no, di- (Cl_3-al ky IL am no, henyl am no,
B%ﬁgyﬂaﬁ+ﬁoa6FY%imanarka&Cgﬁoaﬁ v}) sehegyy-Crp-alkylamino

8§n@§L¢gth9ho@J5y5§ﬁ9nwlaﬁlggo Poupherein the
met hyl ene group in position 4 of the piperidino group

may be replaced by an oxygen or sul phur atom by

a W-hydroxy-C, 3—alkyl-amino, N-(Ci_3—alkyl)-®O-hydroxy-
-Cy3—alkyl-amino, di-(®w-hydroxy-C,_3—alkyl)-amino,
di-(w—-(Ci3—alkoxy)-Cs_3—alkyl)-amino or

- (dioxolan-2-yl)-Ci_3—alkyl-amino group,

a Cis—alkylcarbonylamino-C;s3—alkyl—-amino or

Ci—s—alkylcarbonylamino-Cs_-3—alkyl-N—- (Ci_s—alkyl)—amino group,
a Cis—alkylsulphonylamino, N-(Ci3—alkyl) -
Ci-z—alkylsulphonylamino, Cis—alkylsulphonylamino-
-Css—alkyl—-amino or Cis—alkylsulphonylamino-Cs;s3—alkyl-

- (Ci3—alkyl) —amino group,

a hydroxycarbonyl-Ci_s3—alkylamino or

- (Cq-3—alkyl)-hydroxycarbonyl-C;s—alkyl-amino group

a guanidino group wherein a hydrogen atom may be replaced

by a Ci_3—alkyl group,
a group of formula

-N(Rg)—-CO- (CHp) n—Rog (1D,
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an -NH, -N (C1_3-alkyl) , -N (phenyl) , -N
(C1_3-al kyl -carbonyl) or -N(benzoyl) group, or, if n

wa@lznevedeone of the nunbers 15 1, 2 or 3, it PENERI08057002

denote a hydrogen atom a group of fornula
-N(R10) - (CH2) m (Q0) 0- R11 (11198 — 20 wherein RI10
denotes a hydrogen atom a Cl-3-al kyl group, a
Cl_3-al kyl carbonyl or Cl1_3-al kyl sul phonyl group, 25 m
denotes one of the nunbers 1, 2 or 3, o denotes the
nunber 1 or, if mis one of the nunbers 2 or 3, 0o may
@%SO denote the nunber 0 and 30 R11 denotes an am no,
€38%al'kyl anmi no, di- (Cl-3-alkyl) -anino, Cl_4-alkoxy
or Cl_3-al koxy-Cl_3-al koxy group or a 5- to 7 WO
2006/ 067165 PCT/ EP2005/ 057002 - 29 nenbered
By clozd ks eneh YAPRI Y oo™ whier @i -t trel et hyf@ier  gr oup
in position 4 of the piperidino group may be repl aced
by an oxygen or sul phur atom by an NH, -N
(1 CleBoabkybde, of NLiphetybers 6N (Ll23eal Ryhnear bonyl)
5 or -N(benzoyl) group, a C4-7-cycl oal kyl am no or
CA-7-cycl oal kenyl am no group wherein position 1 of

kNedd g d Sa0dmd 0l ved d N hgni doubd e bond, 10 8 4smino,
to 7-nmenbered cycl oal kyl enei'mi no group, wherein
phenylamino, benzylamino or Ci_s—alkoxy group, a 5- to 7-
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, —-N(Ci3—alkyl), -N(phenyl), -N(Ci_3—alkyl—-carbonyl)
or —N(benzoyl) group, or, 1f n denotes one of the numbers

1, 2 or 3, it may also denote a hydrogen atom,
a group of formula

—N(R10)—(CH2) = (CO)o—R711 (I1T1),

wherein

Rip denotes a hydrogen atom, a Ci3—alkyl group, a

Ciz3—alkylcarbonyl or Ci_s3—alkylsulphonyl group,
m denotes one of the numbers 1, 2 or 3,

o denotes the number 1 or, if m is one of the numbers 2 or

3, o may also denote the number 0 and

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

Cip—alkoxy or Cisz—alkoxy—-Cis3—alkoxy group or a b— to 7-
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the cycl oal kyl ene noi ety nmay be fused to a phenyl
group or 15 one or two hydrogen atons may each be

Wo zphbagiaes by a Cl-3-al kyl group and/or the meR¢il/ER2065/057002

group in position 3 of the pyrrolidino group may be
substituted by a hydroxy or GE 3-al koxy group, 20 in
each case the nethylene group in the 4 position of a

6- or 7-nmenbered cycl oal kyl enei m no group nay be
substituted by a hydroxy, hydroxy-Cl_3-al kyl,
ﬁﬁmﬁeaé&oxyclcalprgnelﬁﬂne-@tkopycahboeyh,the methylene
am nocar bony!| alk¥%aninocar

|, onyl, 25
bt o¢ie1:3- BPéﬁF}O%n1n8 8n9FPeﬁhg ¥ e18YR| R§¥ ahfngeplaced

By alN okGded- abkyh) pphenytof] ﬁyabhyLan1no group or
may be replaced by an oxygen or sul phur atom b

K@t phNAG 53— @@kgépphoﬂyphenmﬂvr ﬁN@@nasaékxyryar%onwl>

%ngQYE%ﬂ -car ony?)-C|-i ?EJ-ZYQ?ko;y-carbonyl) , -N

enzoyl) or -N (phenyl-Cl 3-al kyl -carbonyl) group,
wo 2006/ 067165 PCT/ EP2005/ 057002 - 30 wherein a
frethyreRel grotpL PPARBACE oCan FHFhBEhFERBYBRL AP oRT OBF

%H@r&Yﬁ'@@EEM&@HGH"bEOtQEOHEnQHYSbﬁoEe@héeﬁgerlﬁ the
car bonyl or sul phonyl group ofr in a 5- to 6-nenbered 5

dgonbegchpedeycl oal kyl enei mi no group or a

cycl oal kyl eneimino group fused to a phenyl group the
two net hyl ene groups linked to the i m no-nitrogen

at om pay7eachbbecteplatedlhylanceaihonglkogppuphet8iar
R6 denotes a Cl-4-alkyl group which is termnally

the cycloalkylene moiety may be fused to a phenyl group or

one or two hydrogen atoms may each be replaced by a

Ci-3—alkyl group and/or

the methylene group in position 3 of the pyrrolidino group

may be substituted by a hydroxy or Cis—alkoxy group,

in each case the methylene group in the 4 position of a 6-
or 7-membered cycloalkyleneimino group may be substituted
by a hydroxy, hydroxy-C;_3—alkyl, Ci_3—alkoxy, carboxy,
Ci—s—alkoxycarbonyl, aminocarbonyl, Cis—-alkylaminocarbonyl,
di—-(Cis—alkyl) —aminocarbonyl, phenyl-Cis;-alkylamino or

- (Cq-3—alkyl)-phenyl-Ci;_3—alkylamino group or

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

sulphonyl, —-NH, —-N(Ci3—alkyl), —N(phenyl), -N(phenyl-Ci_3—al
kyl), —-N(Ciz—alkyl-carbonyl), -N(Ci_,—alkoxy—-carbonyl), —-N(b
enzoyl) or —-N(phenyl-Ci_3—alkyl-carbonyl) group,
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substituted by a carboxy, Cl-3-al koxycarbonyl,
am nocar bonyl, Cl_3-al kyl am nocar bonyl or

Wa@l2006/0416 al kyl ) - am nocar bonyl group or by a 4RCT/BP2005/057002

7-menbered 15 cycl oal kyl enei mi nocar bonyl group, a
group of formula -N(R12)-CO30CH2)p-R13 (1V), 20
wherein R12 denotes a hydrogen atom a Cl-3-al kyl,
CS-7-cycl oal kyl, phenyl -Cl1_3-al kyl or

het eroaryl - Cl1_3-al kyl group and 25 p denotes one of
the nunmbers 0, 1, 2 or 3 and R13 assunes the neani ngs

of the abovenentioned group.Rv, or, if p.denotes one
ghethenavberavicns grd98 Rinkeg "hpsghsshabansteoden atom
Bydﬁﬂgea%@igalk ac9& 0MPn of gtenpuhay VL 20061 964466y a

PCT/ EP2005/ 057002 - 31 -N(R14)-(CH2)g-(COr-R15 (V)]
ahePennl 5OR1AUHRRORES GXAYEr 6gehanatohT BOCE-BembryEd

. Cl- 3+ | car bo L
0Dy o i Ty P AL ERE ot BOSDY) SR BB et encining
hevepoanybd G13- al kybear bognylp t€3 dwal kyt sul phonytoups
Ehenylsulphony[,,phenyI-Cl_S-aIkyI 10 sul phonyl -

et er9atl I SUFphBRYP BF CheEBP ok §in- ©13- aRKYI PEsTEPRBRGE PY 2
95 9oHBnyv 8 depgbes one of the nunmbers 1, 2, 3 or 4,

or R denotes a Cis—alkyl group which is terminally
substituted by a carboxy, Ci_s—alkoxycarbonvyl,
aminocarbonyl, Ciys—alkylaminocarbonyl or
di-(Ci3—alkyl)—-aminocarbonyl group or by a 4- to 7-membered
cycloalkyleneiminocarbonyl group,

a group of formula

—N(R12)—CO—(CH2)p—R13 (IVv),

wherein

R1» denotes a hydrogen atom, a Ci_3—alkyl, Cs_-;—cycloalkyl,
phenyl-C,_3—alkyl or heterocaryl-Ci_3;—alkyl group and

p denotes one of the numbers 0, 1, 2 or 3 and
Ri13 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
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15 r denotes the nunber 1 or, if g is one of the
nunbers 2, 3 or 4, it may al so denote the nunber O

wareMiAcassunes t he nmeani ngs of the abovementPGHERR005/057002

group Rv, 20 a group of forrmula -N (R16) -SO 2-R17
(M), wherein 25 RL6 denotesila “hydrogen atom or a
Cl-4-al kyl group optionally termnally substituted by
a cyano, trifluoronethyl- carbonylam no or

N- (Cl-3-al kyl)-trifluoronethyl- -carbonyl-amno group
and 30 R17 denotes a Cl 3- aIkyI group, WO 2006/ 067165

PCT/ EP2005/ 057002 - a 0 group substituted by
E§I$léé ?§Hé kylfo)athé Cﬂ ngpkyl-carbonyl or di-
(Cl-3-al kyl) - am no-Cl_3-al kyl -sul phonyl group and a

i -(Cl_3-al kyl)- am nocarbonyl - C13-al kyl group, 5
wherein all the single-bonded or fused phenyl groups
contained in the groups mentioned under R6 may be
nono- or disubstituted by fluorine, chlorine or
RI.OMeAG U0 nyBk ool Sk la o L1hugnometiug,

hydroxy, Cl-3-alkoxy, carboxy, 0 Ci- alkoxycarbonyl
am:nechrboaybontl, 3pakkylcanbpordr bohghyl-Cis-alkyl-
am.nosu

A e o o

cg@nanﬁyhsﬁnphdhyﬂerephengnshmphadyacephehydnog@nalkyl—
atons of the phenyl rougs may be repl aced b
et RyPenrEdi BR ﬁPéﬁﬁlSHﬁH g5yl or heteroaryl- 3 alkyl-

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

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

or 4, it may also denote the number 0 and
Ri5 assumes the meanings of the abovementioned group Ry,
a group of formula

-N(R71¢g)—-SO02-R17 (VI),

wherein

Ris denotes a hydrogen atom or a Cig,—alkyl group optionally

terminally substituted by a cyano, trifluoromethyl-
carbonylamino or N—-(Ci_z—alkyl)-trifluoromethyl-

—carbonyl-amino group and

R417 denotes a Ci—3—alkyl group,

3
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R5 denotes a hydrogen atom or a Cl-3-al kyl group,
whil st by a heteroaryl group as nentioned above is

WOore@n067a6s pyri di nyl, pyrazinyl, pyrimdinyl, PCI/EP2005/057002

pyridazinyl, pyrrolyl, 20 furyl t hi enyl, oxazolyl,
thiazolyl, pyrazolyl, imdazoldl~or triazolyl group
optionally substituted in the carbon skeleton by a
Cl- 3-al kyl group wherein a hydrogen atom bound to a
nitrogen atom may be replaced by a Cl1_3-al kyl or
pheayln€13rabkybugsoupuaad bhenetn-tbe ;5amepbered 25

het er oar yl ps containing at |east_o i mno group
AP °poind? gFXT aCRAPPORT of T nfttr dgen™ ﬁ%gﬁf)a hydr ogen

ahopvboundat Rya- Bhlﬁﬁ@ﬁglaéﬁﬁhpnaﬁﬁea @bov@pgngngpﬁﬁ—

groups may be replaced by a group which can 30 be

eheagedrbanyilve,spatkveubaery. by an acetyl or

tert. but oxycarbonyl group, WO 2006/ 067165

PCT/ EP2005/ 057002 - 33 the carboxy groups contai ned

wﬂetéEna@DyeﬂE@tsﬁn@uegbeupsd bayfeaeh bresubsyirbuped
group.which can be cleaved in vivo_and na

y
%EEE?ln?GrlQXEH%I%rOPﬂStﬁ%anPﬂ?Gfu?ﬂér Re may e mono- or

&ﬁéthHEQﬁﬂéér99n¥hu929H8; enh3emenar oal hrefhihBeatons, by
hydrogen atons in the abovenentioned al kyl and al koxy

@tou@ékmiflhr@ﬁéuarﬁyﬁthﬁiethﬁéreémtaﬂnedalkﬁXYhecarbOXy,

bov g ? ps r opti
1 H ot i g 1,
bﬁlgce X%yg PUSYT he® At 8%@ gﬁ d Eb ateﬁ ?ﬁﬁfbony
amdnahkopyoﬂpnetcgg émﬁyakaﬁdnbBulbﬁon@prﬁﬂEBbIOBEdyano
groups, which contain nore than 2 carbon. .
groups, wherein the substituents may be identical or
different, or two adjacent hydrogen atoms of the phenyl

groups may be replaced by a methylenedioxy group, and
Rs denotes a hydrogen atom or a Ciz—alkyl group,

whilst by a heteroaryl group as mentioned above is meant a
pyridinyl, pyrazinyl, pyrimidinyl, pyridazinyl, pyrrolyl,
furyl, thienvyl, oxazolyl, thiazolyl, pyrazolyl, imidazolyl
or triazolyl group optionally substituted in the carbon
skeleton by a Cis—alkyl group wherein a hydrogen atom bound
to a nitrogen atom may be replaced by a Ci3—alkyl or
phenyl-Ci 3—-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 atom 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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atons, may be straight-chain or branched, unless
ot herwi se stated, 15 the tautoners, the

waelzmsoenedners, the enantioners, the m xtur esPEHEPIOF/057002

and the salts thereof. One subgroup of preferred
conpounds of general fornula33 20 deserving speci al
mention conprises those wherein X, RL and R3 to RS are

as herei nbefore defined and R2 denotes a

strai ght-chain or branched Cl-6-al koxy-carbonyl 25
gheuparhoH- Froypk oabkoxycadbonyther alaopbeaskycacbonybups

GIParRoRy EuPBons Cbliop, = GAPCH 1! Elr ffRappycleaved in

subst bhut gdyi Bcthe, akkyl efBinpt ¥, bynathd0rphanyk- the
car boxy, C1-3-al koxycarbonyl, aninocarbonyl,
carg- avkykuaahnbeay boaypPusy
i -(Cl-3-al kyl)-am nocar bonyl group, WO 2006/ 067165
PCT/ EP2005/ 057002 - 34 a straight-chain or branched
£2m3- akkaxy- car boayhygroypn ambmshththerabﬁabmyntioned
substi tuted |n t he al kyl noi et a hydro g
ekl afROX . 8ﬁ¥n%roﬁﬂssoélR?Iéﬁ?nélBVlsmOle 1es contained

oh- €G- §b@bgy&éfgﬁbaoggaggg,okhﬁokﬁaignﬁr§pt§8§ally being
di astereoners, the enantiomers, the m xtures thereof

anpl @ hedshyt §1uheieef ata0s Aasdcond sub- group of

preferred conpounds of general formula | deserving
speci al nention conprises those wherein X, Rl and R3

tone Rbaateaasdheleiybbehor eldekiynrdiandediScBRAtdenetiesnanhe
am nocar bonyl or nethyl am nocar bonyl group,

abovementionhed groups, which contaln more 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.

One subgroup of preferred compounds of general formula T

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

R, denotes a straight-chain or branched Ci_¢s—alkoxy-carbonyl

group, a Cs-y—cycloalkoxycarbonyl or a phenoxycarbonyl

group,

a straight-chain or branched Ci_3—alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
phenyl- carboxy, Ci-s—alkoxycarbonyl, aminocarbonyl,
Ci—s—alkylaminocarbonyl or di-(Cis—alkyl)-aminocarbonyl

group,
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an et hyl am nocar bonyl group optionally substituted in
the 2 position of the ethyl group by a hydroxy or

W@E1008061koxXy group or a di-(Cl_2-al kyl) -am noRex/Beagy3/057002

group, 20 the tautomers, the diastereoners, the
enantiomers, the mixtures théreof and the salts
thereof. A third sub-group of preferred conpounds of
general formula | deserving special nmention conprises
those wherein 25 X, RlL to R3 and R5 are as

her ei nbefore defined and R4 denotes an

R7- (n- Cl4- al kyl ) - phenyl oyp,, wherei n 30 ot es
nSSARRGE CEOBL Al RY) BRPROPEE) G OT S8R aRky PR ARG, 520U,
Phesy| agi ﬁ@rmbhﬁm ygugéslahlsaéh afl PRe alkyl mOlety by a

phenyl - C13- al k 2006/ 067165 PCT/ EP2005/ 057002 -
BEdrgﬁYno?thazEnxsfaﬁmynPr-ﬁhen?ﬂkzia@lapk9ran1no or

i - (phenyl - ylL)-am no group, or a phenyl group
g%b&?%fu%&EYEi ?ﬁghérgﬁﬁég} formula 5
-N(R12)-CO- (CH2) p-R13 (1V), wherein R12, p and R13 are
as hereinbefore defined, 10 the tautoners t he

dhastereohers, the ehantPbREFSISt hehenfRelt&emehsr eble

ﬁﬂgthbgsséhé§eéﬁe&§9fthEaEEﬂ€§|@ﬁé¥e8&eferred
conmpounds of general formula | are 15 those wherein X

denot es an oxygen atom Rl denotes a hydrogen atom

gosecond sub—group of preferred compounds of general

formula I deserving special mention comprises those wherein

X, R1 and Rz to Ry are as hereinbefore defined and

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

group or 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

I deserving special mention comprises those wherein

X, R1 to Rs and Rs are as hereinbefore defined and

R, denotes an R;—- (n-Ci_4—alkyl)-phenyl group, wherein

R; denotes an amino, Ci¢—alkylamino, di-(Ci¢—alkyl)—-amino,

phenylamino, N-phenyl-Cj_s—alkyl—-amino, phenyl-Ci_3—alkyl-



10

15

20

25

30

R2 denotes a carboxy group, a straight-chain or
branched Cl1-4-al koxycarbonyl group or a

wekwpossear bonyl group, a straight-chain or breCIZRR05/057002

Cl_3-al koxy-carbonyl group, 25 which is termnally
substituted in the alkyl noi ety by a phenyl, carboxy,
Cl- 3- al koxycar bonyl, am nocar bonyl ,
Cﬂ_S-aIkyIaninocarbonyI or
i -(C1_3-al kyl)-am nocarbonyl group, 30 a
smmaoghN-¢habﬂamkybraphhegl€2}3rank91ym¢abbonyﬂlgﬂph@nyl—
E 5ern1nal| substituted in the al kyl noiety by

%H%oa% B8/ 0877188 PEFFBP2005/ 057002 - 36 hydroxy,
Cl 3-al koxy, am no, Cl-3-al kylam no or

-(C -3-al kyl)-am no group, an am nocar bonyl or
ﬁétﬁyphﬁﬁﬁbcgfﬁéﬁyﬁugﬁbybutgﬁ By et h§| arPrBCcaf bbpynula
group optionally substituted in the 2 position of the
ethyl group by a hydroxy or Cl-3-al koxy group or a
dN{RgéazeaLkgH)aénR@gcarbomyV)group, 10 R3 denotes a
Cl-4-al kyl group or a phenyl group which may be
substituted by a quorine chlorine or brom ne atom

@{ 5 ?ko%u%:%ugt% E%Jlrenoa(t es e]‘yedsn%g rox Ojiiyrfedgroup,

15 mhereln the nmet hyl ene group in p03|t|on 4 of the
cycl ohexyl group nay be substituted by an am no,
Cl- 3-al kyl am no or i-(Cl_3-al kyl)-am no group or

fep!l agedoRyr-an th@|95a395£g%m§r§|k¥h% GhOHP; oméPsa the
phenyl "group, a phenyl group di substituted by

@lxBuaktkythereof and the salts thereof.

Particularly preferred compounds of general formula I are

those wherein
X denotes an oxygen atom,
R4 denotes a hydrogen atom,

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

Ci-s—alkoxycarbonyl group or a phenoxycarbonyl group,

a straight-chain or branched Ci_3—alkoxy—-carbonyl group,
which is terminally substituted in the alkyl moiety by a
phenyl, carboxy, Ci-s—alkoxycarbonyl, aminocarbonyl,

Ci_s—alkylaminocarbonyl or di-(Cis3—alkyl)-aminocarbonyl

group,

a straight-chain or branched C,;s3—alkoxy—-carbonyl group

which is terminally substituted in the alkyl moiety by a
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Cl- 3-al koxy or nitro groups, wherein the substituents
may be identical or different, or 25 a phenyl group

waawsvétier ed by the group R6, which may addi tROHEP1095/057002

be substituted by a fluorine, chlorine or bromne
atomor by an amino or nitro 3roup, wherein R6 denotes
a fluorine, chlorine or bromne atom 30 a Cil-3-al kyl,
Cl- 3-al koxy, nitro, am no or C5-6-cycloal kyl group,
WD 2006/ 067165 PCT/ EP2005/ 057002 - 37 a pyrrolyl,
bydazmnyCLbﬁhﬁBa@yylamﬁnbazciy%amkyﬂemiaaobyl group
ﬁound Vi a far bon atom wherein the abovenentioned
été?bér%ﬁ%Y Lt gPolBsIF A" he carbon skel eton may be
substituted by a Cl-3-al kyl group or a hydrogen atom
bound 5 to a nitrogen atom may be replaced by a
al- @mamkgarb©nybh@ﬁymetnslamkypcgrbgpyltﬁéogpou@nof

0
e T e e e
pbsffﬁancyﬁloabkythgar@cayp Oy odphyarbxerob- oenbeledxy
cycloalkylene|n1no rouEh wherein 15 the net hyl ene
e

gFouB PR Positilbn?226kYt he?Bi periaPAbY §r 9LRUP-

R; denotes a Ci4—alkyl group or a phenyl group which may be
substituted by a fluorine, chlorine or bromine atom, by a

trifluoromethyl, Cis—-alkyl, hydroxy or Cis—alkoxy group,
Ry denotes a Cs¢—cycloalkyl group,

wherein the methylene group in position 4 of the cyclohexyl
group may be substituted by an amino, Ci—s3—alkylamino or
di-(Ci3—alkyl)-—-amino group or replaced by an -NH

or —-N(Ci—3—alkyl) group,

a phenyl group, a phenyl group disubstituted by Cis—alkyl,
Ci—s—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
bromine atom or by an amino or nitro group, wherein

Rs denotes a fluorine, chlorine or bromine atom,

a Cis—alkyl, Cis—alkoxy, nitro, amino or Cs-g—cycloalkyl

group,
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may be replaced by an oxygen or sul phur atom by an

-NH or -N (Cl-3-al kyl) group, 20 an unbranched
wWa008406163/l group termnally substituted by theCT/BP290§i057002

Rv, wherein Rv denotes a CS-7-cycloal kyl group, 25

vvherel ninab5 or 6-nmenbered Xycloal kyl group a

-(CH2)2 group may be replaced by a -CO NH group, a

-(CH2)3 group may be replaced by an -NHCO NH or a

-(CH2)4 group may be replaced by an - NH CO NH CO

@rpgproh@llspytazeaph Cﬂ&édazv[yQOOﬁtﬂﬁidﬁﬁl or tetrazolyl

PCT/ EP2005/ 057002 - drogen at om bound t

B PYBgRAYAT ot e B%r?%ﬁlﬁ B8’ by ar e €t- %hﬁlﬂQPVaW%ﬁEloned

BepBEBY FoRht PYT Hdbiyk Qﬁoﬂﬁeoba@bBMréQbYEtoﬁyﬁégob¥|

5 imdazolyl or triazol group bound via a carbon or

pilppbyent ad oy %h@r@rﬁl%/lﬁé abovenehit fohgdrogen atom bound

ter |.C o op skeleto

B L R R i W R

bound1to, a-aikydgepoappm may be repl aced by a

Cl- 3-al kyl group, 10 a hydroxy or Cl-3-al koxy group,

an am no, Cl_6-al kylam no, di-(Cl_6-al kyl) -am no,

pﬂ@n&@ ngs Pophenyl - C13-al kyl am no,

phenyl - C13-al kyl am no 15 or

N- ( Cl- 3- alckyl ) - phenyl - C13- al kyl am no group, a

O - hydroxy\C2_3-al kyl -am no, N

(Cl1l-3-alk 200- hydr oxy- C2- 3- al kyl am no, di -

O -h§ y-@2-3-alkyl) -amino or 20 di- (c)-

(C1-3-al ko%q 6:2 3-al kyl) -am no group,

4

a carboxy, Ciys—alkoxycarbonyl, phenyl-Ci_3—alkyl-

amino—-carbonyl or Cs_;—cycloalkyl-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—3—alkyl) group,

an unbranched Cis—-alkyl group terminally substituted by the

group Ry, wherein
R; denotes a Cs—y—cycloalkyl group,

wherein in a 5 or 6-membered cycloalkyl group a —(CHz):
group may be replaced by a —CO-NH group, a —(CHy)s group
may be replaced by an -NH-CO-NH- or a —(CHz)s4 group may be

replaced by an -NH-CO-NH-CO group, whilst in each case a
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a Cl- 3-al kyl car bonyl am no- C2- 3-al kyl -am no or
Cl- 3-al kyl carbonyl am no -C2-3-al kyl -N-(Cl-3-al kyl)

WO 206M6716F oup, 25 a Cl- 3-al kyl sul phonyl am no, PCT/EP2005/057002

N-(Cl-3-al kyl)- Cl1_3- alkylsulphonylanlno
Cl_3-al kyl sul phonyl ami no- :CéiSSaIkyIan1no or
Cl- 3-al kyl sul phonyl am no - C2-3-al kyl -N- (C1-3-al kyl)
-am no group, 30 a hydroxycarbonyl - C13-al kyl am no or
N- (Cl_3-al kyl)-hydroxycarbonyl - C1_3-al kyl -am no
@y@npgeﬂ[hﬂ@@6b@ﬁﬂd650P€ThE926@5h05€6ﬁ2may B8 raplaced by a
uanlggng grou wherei n a hydrogen atom may be
éﬁrﬁ 4+ By°#Pc1 _3-al kyl group, 5 a group of formula
-N (R8) -CO (CH2) n-R9O (I1), wherein 10 R8 denotes a
hydrogen atom or a Cl-3-al kyl group, n denotes one of
ghehaibefs DYridipyérIBoHRdOI5aRDVEEROYés BRHTAAPAYL/

Gl 2Lk agi oy €100 gLkvhL A 0o, o (Clodraliory

group | oa ylene|n1no group,
Mhﬁf@g@ntBEomEthMbeeEHgtbdpabﬂvpmShtheﬁeé nttthearomatic
peridino group nay be re | aced bé an -

; ¢

gR@EﬂSSl%IR F)CaBPOHNEEﬁlg arkyrYc b%H?F} grbEp, P8r 2

[ na@ﬁ99t§§09E609f a20ytiPggBHMRELS RouRrdOFfo3a .B@tﬁ@%en atom
al so denote a hydrogen atom a group of formula

m&WFQQ)répiﬂyﬁﬁ(bI»@ R1LE-@LkV), 9ro8pwher ei n
a hydroxy or Ci_3—alkoxy group,

an amino, Ci_g—alkylamino, di-(Ci_g—alkyl)-amino,
phenylamino, N-phenyl-Ci_s—alkylamino, phenyl-Cjs—alkylamino
or N—-(Cis—alkyl)-phenyl-Cis—alkylamino group,

a W-hydroxy-C, 3—alkyl-amino,
- (Ci-3—alkyl)-®w-hydroxy—-C,_3—alkylamino,
di-(w-hydroxy—-C,-3—alkyl)-amino or

di-(w-(Ci3—alkoxy)—-Cs_3—alkyl)-amino group,

a Cis—alkylcarbonylamino-C;s3—alkyl—-amino or

Ci-s—alkylcarbonylamino-Cs_3—alkyl-N- (Ci_s—alkyl)—amino group,

a Cis—alkylsulphonylamino, N-(Ci3—alkyl) -
Ci-s—alkylsulphonylamino, Cis—alkylsulphonylamino-—
—Cyz—alkylamino or Cis—alkylsulphonylamino-—

-Cys3—alkyl-N-(Cis3—alkyl)—-amino group,

a hydroxycarbonyl-Ci_s3—alkylamino or

- (Cq_3—alkyl)-hydroxycarbonyl-C, s—alkyl-amino group,
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R10 denotes a hydrogen atomor a Cl_3-al kyl group, 30
m denot es one of the nunbers 1, 2 or 3, WO 2006/ 067165

wWOONABFA605/ 057002 - 40 o denotes the nunberPdI/BP2003/657002

mis one of the nunbers 2 or 3, o nmay al so denote the
nunber 0 and R11 denotes am aifi no, Cl-3-al kyl ami no,

di- (Cl-3-alkyl) -amno, 5 Cl-4-alkoxy or

nmet hoxy- C13- al koxy group or a 5- or 6- nenbered

cycl oal kyl enei mi no group, wherein the nethylene group
in position 4 of the piperidino group may be repl aced
by an -NH, -N (Cl _3-al kyl) or -N (Cl _3-al kyl -carbon

S 8ipn 960 an O BOGPTHPRBE LpyF ¢ BY EP RGN ot g8 PO nge Tebldced
By b6ademethykypi geslip, di no, 3, 5-di et hyl - pi peri di no or
azepi no group, wherein the nethylene group in
position 3 of the pyrrolidino group may be
gu&;gh#uggdf§¥m?l ydroxy group, 15 the nethyl ene group
I n~position 0 he pi peridino group may be
substituted by a hydroxy, hydroxy-C13-al kyl or

Cl 3-al koxy group_or 20 nay be replaced by an oxygen
of (8 Pﬁﬁﬁf(ggéhn_59 a sbFphrnyl, sul phonyl, -NH, -N
(C1-3-alkyl) , -N (Ci1-3-al kyl- carbonyl) , -N(benzoyl)
or -N (phenyl-Cl1 3-al kyl -carbonyl) group, 25 wherein
anhgethyl ene group linked to an imno-nitrogen atom of
the pyrrolidino, piperidino or piperazino group may be
repl aced by a carbonyl group, or R6 denotes a

81 rad ghte chaidy, s gs @l dydm 9-0up d@%%ﬁﬁyﬁ 30-4.g5mnal ly

substituted by a carboxy or Cl-3-al koxy-carbonyl

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

Ry denotes an amino, Cis—alkylamino, di-(Cis—alkyl)—-amino
or Cig—alkoxy group, a 5—- or 6-membered cycloalkyleneimino
group, wherein the methylene group in position 4 of the
piperidino group may be replaced by an —-NH, -N(Cis3—-alkyl)
or —-N(Ci3—alkyl-carbonyl) group, or, if n denotes one of

the numbers 1, 2 or 3, Ry may also denote a hydrogen atom,
a group of formula

-N(R10) —(CHp) = (CO)p—R11 (ITL),

wherein

Riy denotes a hydrogen atom or a Ci_3—alkyl group,

m denotes one of the numbers 1, 2 or 3,
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group, WO 2006/ 067165 PCT/ EP2005/057002 - 41 a group
of formula -N(R12)-CO (CH2)p-R13 (IV), 5 wherein R12

walznenedesrn hydrogen atom a Cl-3-al kyl or phengdFER2085/057002

al kyl group, 10 p denotes one of the nunbers O, 1 or 2

and R13 denotes an anino, Cl-4-al kyl am no, di

(Cl-4-al kyl) -am no, benzylam no, N (Cl- 3-a|ky|)
-benzyl am no, Cl_3-al koxy-Cl1_3-al kyl am no,

N-(Cl_3-al kyl) 15 C1-3-al koxy-Cl 3-al kyl am no, di -

¢ 2dapvhoxyekthylpbeaninor, di-m(Os- bydroXytb2 Buabkyk)2 or

-am no_or car pbony]| - net hyl - N- t hyl ) -am no
ﬂroﬂp 23 ﬁ???og§POt%y %?o??W% pnéggzolyl group bound
via a 20 nitrogen atom and optlonally substituted by

a Cl-3-al kyl group, a pyrrolidino, pi er|d|no
Pmr @lfﬁ@lqt@@ atﬂhla@H%thcﬂ1+3rT@1<})<rylaftmlmOpe :grad&;p(l) —amino,

| b d p 5: by, _

ch SOy SERE bRl ar éTF?%l@%baFky 2TBonst &
ﬁamﬁeaéaoxycabaonyﬂeg@ompnorgrbﬁpn dﬁé@é&ﬁ the muﬂbgnene
1 or , It may al so denote a hydrogen atom a grou

OF O¥r bl 5O ST ON( K185 - (CFOY GO F IRIS: 095 i bE Feplaced
QQOQAOBﬁﬁ§5 EQEL§9399§4958902N Crﬂzalkyl —carbonyl) group,

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

dino, 3,5-dimethyl-piperidino or azepino group, wherein

the methylene group in position 3 of 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_s—alkyl or

Ci—s3—alkoxy group Or

may be replaced by an oxygen or sulphur atom, by a
sulphinyl, sulphonyl, —-NH, -N(Cis-alkyl), —-N(Cis—alkyl-
carbonyl), —-N(benzoyl) or —-N(phenyl-C; s—alkyl—-carbonyl)

group,

wherein a methylene group linked to an imino—nitrogen atom
of the pyrrolidino, piperidino or piperazino group may be

replaced by a carbonyl group,

or Ry denotes a straight-chain Cis—-alkyl group which is

terminally substituted by a carboxy or Cis—alkoxy—carbonyl

group,
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wherein R14 denotes a hydrogen atom a Cl_4-al kyl,
Cl_3-al kyl - carbonyl, phenyl carbonyl,

WEkBnYéH6L3- al kyl carbonyl, furyl 5 carbonyl, PCT/EP2005/057002

pyri di nyl - car bonyl, furyl-C13-al kyl carbonyl,
pyri di nyl - C13-al kyl car bonyl~, 421-4- al kyl sul phonyl ,
phenyl sul phonyl or phenyl - C13-al kyl sul phonyl group, q
denotes one of the nunmbers 1, 2 or 3, 10 r denotes
the nunber 1 or, if q is one of the nunbers 2 or 3,
atgnaypabsofdenofe the nunber 0 and R15 denotes an
am no, Cl-4-al kyl am no, di-(Cl4-al kyl)-am no, 15
phenyl am no, N-(Cl-4-al kyl)-phenyl am no, benzyl am no
OFy (R (C@@41@h%yl)R9§nzylamtvp,group, or a group of
fornuFa 20 -N RR6) -S02-R17 (VI), wherein R16
denotes a hydrogen atom or a Cl1-3-al kyl group
ogtionally termnally substituted by a cyano, 25
YYFFFUlr omet hyl - car bonyl anmi no or
N-(C1-3-al kyl)-trifluoronethyl-carbonyl-am no group
and R17 denotes a Cl-3-al kyl group, 30 wherein al
Rhe deinngles- kohgeld cgrenf wsed,pliefy s grléygs orc eiteaivied it
%@g rougs menti oned under R6 may be WD 2006/ 067165

7 EP20087 057002 - 43 substituted by a fluorine,
chlorine or bromne atom by a nethyl,
trifluoronmethyl, nethoxy, nitro or cyano group and R5
defidtesea AYarogehnatopfoers 0, 1 or 2 an

Ri3 denotes an amino, Ci—s—alkylamino, di-(Ci-s—alkyl)-amino,
benzylamino, N-(Ci_s—alkyl)-benzylamino,
Ci_s—alkoxy-Cis3—alkylamino, N-(Cj_s3—alkyl) -
Ci-z—alkoxy—-Cis3—alkylamino, di- (2-methoxy-ethyl) -amino,
di—-(w-hydroxy—-C, 3—alkyl)-amino or aminocarbonyl-methyl-N-

(methyl)—-amino group,

a pyrrolyl, pyrazolyl or imidazolyl group bound via a
nitrogen atom and optionally substituted by a Ci-3—alkyl

group,

a pyrrolidino, piperidino, morpholino, thiomorpholino or a
piperazino group optionally substituted in the 4 position
by a Ci—3—alkyl, phenyl-Ci_3—alkyl, Cis—alkylcarbonyl or
Ci—s—alkoxycarbonyl group or, if n denotes the number 1 or

2, 1t may also denote a hydrogen atom,
a group of formula

-N(R14)—(CH2)g= (CO)r—R15 (V),
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5 wherein a hydrogen atom bound to a nitrogen atomin
the abovenentioned groups may be replaced by an

W@Bspé716¥  tert. butoxycarbonyl group, 10 the RGI/BRR0YS/057002

groups contained in the abovenenti oned groups nay

al so be present in the form d¥ the tert.butoxycarbonyl
precursor group and the saturated al kyl and al koxy

noi eties contained in the 15 abovenentioned groups,
whi ch contain nore than 2 carbon atons, nmay be
sheaeght - chain or branched, unless otherw se stated,
the tautoners, the diastereoners, the enantioners, the
20 mi xtures thereof and the salts thereof. One
SUDbGIRWR Rf apakldredlear lay Jgaf,efera ed sa@RnouRds,@f k1 -
general fornula I deserV|ng speci al nention conprises
thokenher eh@ny 2Ga ORIt , R3handl Re1-arel kgl perepnpef oferyl-

' ; - ht n~or _

A o s e aohST Bt e LoD ycat by T 57 5ub:
BPradshyaight-ebriyhcarbbhanched,€i1Byakkoxycaybonyl

gr oup which is termnally substituted in the al kyl
H%?%¥§SB§P%OHﬁEeﬂ§IPh%%¥%o v e1k3l SPkBROBE;DBRGPP
am nocar bonyl , WD 2006/ 067165 PCT/ EP2005/ 057002 - 44
Cl-3-a|ky|an1nocarbony| or
di d¢it8s abkyl L abri@ocarbeny!| 1, gk oap, 3or a
strai ght-chain or branched C2-3-al koxy-carbonyl group,

5 which is termnally substituted in the al kyl noiety
bydanobydr oxy, nGhb8ral koxy, iangnos €he3oal kyikanunbeds 2 or

3, 1t may also denote the number 0 and

Ri5 denotes an amino, Ci—s—alkylamino, di-(Ci—s—alkyl)-amino,
phenylamino, N-(C,_s—alkyl)-phenylamino, benzylamino or

- (Cqi-y—alkyl)-benzylamino group,
or a group of formula

-N(R71¢g) —SO02-R17 (VI),

wherein

Ris denotes a hydrogen atom or a Cis—alkyl group optionally
terminally substituted by a cyano,
trifluoromethyl—-carbonylamino or

- (Cq3—alkyl)-trifluoromethyl-carbonyl-amino group and
R417 denotes a Ci—3—alkyl group,

wherein all the single-bonded or fused phenyl groups

contained in the groups mentioned under R; may be
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-(Cl1-3-al kyl)-am no group, and R4 denotes an Rv-
(n-C1-3-al kyl) -phenyl group, wherein 10 Rv denotes

wW@oa$mes Cl-6-al kyl am no, di-(Cl -4-al kyl) - anRCIEP2005/057002

(. 0-hydroxy-C2_3-al kyl -am no, N (Cl-3-alkyl)

- 00- hydr oxy- C2- 3- al kyl - ani mo.43 di -

(O -hydroxy-C2-3-al kyl) -amno or 15 di- (0)-

(C1- 3-al koxy) -C2-3-alkyl) -am no group, or a phenyl
group substituted by the group of formula
shbﬁﬁﬂﬁufﬁﬁ(ﬁ&ﬁ&prﬂGriméO cRDowhee evn E&@mipea&ﬂoﬁﬂSby a
are as hereinbefore defined, the tautoners,
BFEaFEr cohot LOCRESERGht | GRREHY ¢ naL L R xbEr Lo RRePEBRD and
and the salts thereof. 25 A second subgroup of
particularly preferred conpounds of general formula I
QestaQ e shety@ ogaghtdtoimconpri ses those wherein 30

X, Rl, R3 and R5 are as herei nbefore defined, WO

2006/ 067165 PCT/ EP2005/ 057002 - 45 R2 denotes an
anenecar honyliregenetbyhanpvnncatboayhigroypn a8bm in the
et hyl am nocar bonyl group optionally substituted in the
POBBEREF ORNBE TheUBEhPRY g 8u5989aﬁeHyBVo§9 gFetyl or

LCén@.@hk@%gca%eyylo@r@ugl - (Cl1- 2- al kyl ) - am nocar bony!
group and 5 R4 denotes a Rv- (n-Cl-3-al kyl) -phenyl

group, wherein Rv denotes an am no, Cl_6-alkyl am no,
Qhé &g%b§i§|§¥£%§gn%88tained 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 or 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, R1, Rz and Rs are as hereinbefore defined,

R, denotes a straight-chain or branched Ci_s—alkoxycarbonyl

group or a phenoxycarbonyl group,

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

phenyl- carboxy, Ci-s—alkoxycarbonyl, aminocarbonyl,
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00- hydr oxy- C2- 3- al kyl -am no, N (Cl-3-alkyl)
-(.0-hydroxy 10 -C2-3-al kyl -am no, di-

W@ ¢006Myd60XY- C2- 3-al kyl) -amino or di- (0)- PCI/EP2005/057002

(C1- 3-al koxy) -C2-3-alkyl) -am no group, or a phenyl
group substituted by the grod# of fornula 15
-N(R12)-CO- (CH2) p-R13 (IV), wherein R12, p and R13 are
as herei nbefore defined, the tautoners, the
di astereoners, the enantionmers, the 20 m xtures
Cheredkyaadihbeashabhglt her éof (CMostlpatij Feniavkyrbonyl
gﬁeferred conpounds of general fornmula | are those
8YRBi n°25 X denotes an oxygen atom Rl and R5 each
denote a hydrogen atom R2 denotes a net hoxycarbonyl,
et hoxycar bonyl or 30 am nocar bonyl group, WO
20067 8631 65CPETN EPRODEADEFO02C <~ 46KOR3 - dekhbpag lagroup,
l.gr - heny r -
g A L S
andNeret hyl ~+aidazol - amyhogr oup-aanyuaht ancbed
Cl 3-alkyl group which is termnally substituted by a
€x-ACarky ARt hod™Mdno( EFo4Pal RYF) - ami no, 10 pi peri di no
or 2,6-dinmethyl-piperidino group, a group of formula
-N(R12)-CO (CH2) p-R13 (1V), 15 wherein
R; denotes an R;—- (n—-Ci-3—alkyl)-phenyl group, wherein

R; denotes an amino, Ci¢—alkylamino, di-(Cis—alkyl)-amino,
0O-hydroxy-C, s—alkyl—-amino,
N—-(Ci—3—alkyl)-®-hydroxy—-Cs,_s—alkyl—-amino,
di-(w-hydroxy—-C,-3—alkyl)-amino or

di-(w-(Ci3—alkoxy)—-Cs_3—alkyl)-amino group,

or a phenyl group substituted by the group of formula
—N(R12)—CO—(CH2)p—R13 (IVv),

wherein Riy, p and Rjz are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

A second subgroup of particularly preferred compounds of

general formula I deserving special mention comprises those

wherein

X, Rqy, Rz and Rs; are as hereinbefore defined,



R12 denotes a Cl-3-al kyl group, 20 p denotes one of
the nunbers 1 or 2 and R13 denotes a di -

W@ @beB67abkyl ) -am no group, or a group of for MRCEHERD05/057002
-N(R14)-(CH2)g- (COr-R15 (V), wherein 30 R14 denotes
a Cl-3-al kyl -carbonyl or Ct-3%alkyl sul phonyl group,
WO 2006/ 067165 PCT/ EP2005/ 057002 - 47 q denotes one
of the nunbers 1, 2 or 3, r denotes the nunber 1 or,
if gis one of the nunbers 2 or 3, r may al so denote
Rhedenmbes 4h aaoh oo RIS clendt @s methyximlﬁbe&ﬁbdﬁyl group,
-am no wherein the saturated

B IR R e SE kT ara e b S e bibe YuRT ek ubR R aip the 2

%@é@tibﬁnog @Eéb@ﬂh%@ akeup PRYabeyatealgbt-chainiRbxy
ranched, unl ess otherwise stated, the tautoners, the

drasPepeofefs; (Ehe—ehknti oAei BOCERBONKI xEHPEE BRET eof
and the salts thereof. 15 A subgroup of nost
particularly preferred conpounds of general formula I

Hes@sng g Speci-ain—meni-HaQk yao mMphie$gs idiose, wheneiim 20
X, Rlr R3 and R5 are as hereinbefore defined, R2
denotes a net hoxycarbonyl or ethoxycarbonyl group and

R; denotes an amino, Cis—alkylamino, di-(Ci-s—alkyl)-amino,
O-hydroxy-Cy_s3—alkyl—-amino, N-(Ci3—alkyl)-®-hydroxy-
-Cys3—alkyl-amino, di-(®w-hydroxy-C,_s—alkyl)—-amino or

di-(w-(Ci3—alkoxy)—-Cs_3—alkyl)-amino group,

or a phenyl group substituted by the group of formula
—N(R12)—CO—(CH2)p—R13 (IVv),

wherein Riy, p and Rjz are as hereinbefore defined,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

Most particularly preferred compounds of general formula I

are those wherein
X denotes an oxygen atom,
R1 and Rs each denote a hydrogen atom,

R, denotes a methoxycarbonyl, ethoxycarbonyl or

aminocarbonyl group,
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R4 denotes a di- (Cl-3-alkyl) -am no-Cl 3-al kyl phenyl

group or 25 a phenyl group substituted by the group
W®2006/067168 a - N(R12) - CO- (CH2) p- R13 (1V), 30 WheCEEPR005/057002

R12, p and R13 are as hereinbefore defined, W

2006/ 067165 PCT/ EP2005/ 0570026 -~ 48 the tautomers,

the di astereoners, the enantioners, the m xtures

thereof and the salts thereof. The followi ng are

menti oned as exanples of particularly 5 preferred

RoMpoundss  hehrZ- drduizp (eded (pi peridi n-1-yl - et hyl)

-ani lino) -1-phenyl -

net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none, 10 (b) 3-Z-
tAQQﬁﬁ%(ﬂﬁﬁﬁﬁum%%bﬂ%&%&x@mbwmww%@wﬂmpRm

met hyl ene] - 6- car banoyl - 2-i ndol i none, (c) 3-Z-

Yaere¢pihperidin-1-yl-methyl) -anilino) -1- phenyl

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none, 15 (d)

3-Z-[1-(4-(di net hyl am nonet hyl ) -ani | i no) - 1- phenyl -

REtdWH €ned - Hn et-heseroar-bomyda 2o 1-relo} 1 npneup, ()
3-Z-[1-(4-((2, 6-di net hyl - pi peridin-1-yl)-nethyl)-ani
0

Hoﬁn%r9H§H¥H Aet hyh epe] 46ebhaxyear bonyk =21 hadoli none
sule{:J.Ltme@ Noy 2adfretaykahinonet hgly{S-acet i lanenoho,

géé%gg% %g§he9y%_ge% ¥he9§£18e§tg xxcg gonyl 2-indol i

3-Z-[1-(4- (N-(3-di net hyl am no- propyl )-N-acetyl -am no) -
anilino)-1- Ehenyl nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol

ﬁoﬁé?uP(ﬁ§ ormula

3-Z-[1-(4- (N-(2-di net hyl am no- et hyl ) - N- net hyl sul phonyl
aNi(Ro)> adPFi(@d) ) 4-Phenyl - meL Kyl ene] - 6- et hoxycar bonyl -

wherein

R1» denotes a Ci_3—alkyl group,

p denotes one of the numbers 1 or 2 and

Ri3 denotes a di-(Cis—alkyl)—-amino group,

or a group of formula

—N(R14) = (CHp) g~ (CO) r—R15 (V)

wherein

R14 denotes a Ci_z—alkyl-carbonyl or Ciz—alkylsulphonyl

group,
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30 i ndolinone, WO 2006/ 067165 PCT/ EP2005/ 057002 - 49
(i) 3-Z-[1-(4-(dinethylam nonet hyl)-anilino)-1-phenyl -

woretohyéaee] - 6- met hoxycar bonyl - 2-i ndol i none,  (PYT/EP2005/057002

3-Z-[1-(4- (N acetyl - N-di met hyl am nocar bonyl net hyl 5
am no) - ani | i no) - 1- phenyl - net Kyl ene] - 6- met hoxycar bony! -
2- indolinone, (k)

3-Z-[1- (4- et hyl am nonet hyl - ani | i no) - 1- phenyl -

met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none, 10 (1)

3- defdt €4- bdenethyhei midbazok- 2; yR) eanil i no) - 1- phenyl -
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none, ()
3-Z-[1-(4- (N-di met hyl am nomnet hyl car bonyl - N- net hyl 15

ankagdprapi thaoyodpphenybret hyheng] ofemehexycanhenyk-2 or
2- indolinone, (n)

%fZr[@ay4a%%P(Qeﬂpﬁ%thyﬁaﬂﬂmbeétﬁy@@dN-nethyIsuIphonyl
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -
Rrs 2enotdel anane, (C(0)alkyl)—amino group,
3-Z-[1-(4- (N (3-di net hyl am no- propyl)-N
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

ﬂﬁéPQ%MC@EQOQ¥£ugatQQOglﬁ?ﬂem01g§1é9)contalned in the
3-Z-[1-(4- (N-di met hyl am nocar bonyl net hyl - N-

ﬂb@hgm@utph@ﬁglgaﬂvp@)wahchuﬂ@@talph@ﬁyt peahyfkepelben
X n none .
SR R Yo ey PRI o e yedar salgryfenervios

gesbyli; am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

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, R1, Rz and Rs are as hereinbefore defined,

R, denotes a methoxycarbonyl or ethoxycarbonyl group and

R, denotes a di—-(Cisz—alkyl)-amino-Cis3—alkylphenyl group or
a phenyl group substituted by the group of formula

—N(R12)—CO—(CH2)p—R13 (IVv),

wherein Riy, p and Rjz are as hereinbefore defined,
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nmet hoxycar bonyl - 2-i ndol i none, WD 2006/ 067165
PCT/ EP2005/ 057002 - 50 (r)

W@B2M6pdH634- ( N- ( 2- di met hyl am no- et hyl ) - N- acet y| PGREPR9P3/057002

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

inone and 5 (s) - 48 -

3-Z-[1-(4- met hyl am nonet hyl - ani | i no) - 1- phenyl -

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none, their

tautoners, their stereoisoners or the physiologically

ﬂﬂeateepbmbke sahésdtheteoéoménethEhesebgnbmcmefs, the
ounds_of eral. fornmul 2 | _conprises those

GPBrO Ao - BRRacosean bR5o8n P SOFPRUF atom 15 Rl

denotes a hydrogen atomor a prodrug group such as a

Cl- 4- al koxycar bonyl or C2-4-al kanoyl group, R2 denotes

BheafhoxgWReupreanshk 4pghe- eRafhaBPlbpanéhrgrepcularly

%§e§%§£g8x¥§@§§?a .group, a C5-7-cycl oal koxycar bonyl

oxycar bonyl group, an am nocar bonyl
or Cl1-2- alkylaninocarbonyl group or, if R4 does not
denote an_ am nosul phanyl - phenyl or N- (C1_5- aIkyI -

é&l33aPR§Faﬁ#néEéPBBhQanEeﬁ§rm@FBﬁb) ~gnilino)-17phenyl-

Herh P edelbybdndR @gkﬁgﬁﬁbgnyhdgn%ene% denotes a
hydrogen atom a C{-G-a kyl, C3-7- cycloafkyl
trlfluoronethyl or heteroaryl group 30 a phenyl or

&th% ? [eiodl §8l8$fuorlgg g EEPM 19r gnf1 s BB -Bheny1-

OI‘I rom
methylene] -6—carbamoyl—-2— 1ndollnone,

(c) 3-Z-[1-(4-(piperidin-1-yl-methyl)-anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone,

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

methylene] -6—ethoxycarbonyl-2-indolinone,

(e) 3-Z-[1-(4-((2,6-dimethyl-piperidin-1-yl)-methyl)—-anil-
ino) -1-phenyl-methylene]-6—-ethoxycarbonyl-2-indolinone,

(f) 3-Z-[1-(4- (N-(2-dimethylamino—-ethyl) N-acetyl-amino) -

anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone,

(g) 3-Z2—-[1-(4- (N- (3-dimethylamino—-propyl)-N-acetyl—-amino)-—

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

(h) 3-Z2-[1-(4- (N-(2-dimethylamino—ethyl) -N-methylsulphonyl—-
amino)—-anilino)-1-phenyl-methylene] -6-ethoxycarbonyl-2-

indolinone,



iodine atom by a trifluoronethyl, Ci-3-alkyl or

Cl- 3- al koxy WD 2006/ 067165 PCT/ EP2005/ 057002 - 51
wQ@ermepe71eti | st in the event of disubstitution REEEP2005/057002

substituents may be identical or different and wherein

the abovenentioned unsubstit4® ed as wel| as the nono-

and disubstituted phenyl and napht hyl groups nay

additionally 5 be substituted by a hydroxy,

hydr oxy- Cl- 3- al kyl or C1-3-al koxy-Cl-3-al kyl group,

10) bg-a-¢cyano; dambbuylamanbmgyhgms ahkylno)-1-phenyl-

Cl- 3- al koxycar bonyl , ar bon

&1t 57 EP kol ShTHOC RAFbGAT P OBy CaF o raa L 50aRRy1) -

anmi nocar bonyl group, by a nitro group, 15 by an

am no, Cl1-3-al kyl am no, di-(Cl3-al kyl)-am no or am no-

C1l33aZk9ﬂ §gfolp; a@ytﬁlcﬂ glﬁﬁkyyl@@¢b©ﬂ§rb9ﬁyhmethyl—

a 1 yka o
%§§§galéh¥%2P 9 1 QEK%hcﬁég ?EéF?PNE HEEBOxycarbonyl 2
iﬁaoﬁiabeL) Cl 3 al kyl car bonyl am no-Cl1 3-al kyl,

Cl- 3-al kyl - sul phonyl am no,

Cl- 3- al kyl sul phonyl am no- C13-al kyl, N (Cl1_3-al kyl)

161 _3=aLkyl ( §U£9H9ﬂ¥hﬂﬂbﬁ@th§i §n§hKMb)0ﬁ phenyl-

aryl - C13- alkylsu phonyl am no group, 25 by a

Bychvaekgl aphirmetheyeroabkyléneirmmAoligyeeo-

al kyl enei m nocar bonyl, cycl oal kyl enei m no- C13- al kyl ,

cycl oal kyl enei mi nocar bonyl - C1_3-al kyl or

cyrl sakkyl enerninasuhphenyl a£131 abkyl ) ganupihayngplenyl-

to 7
methylene] -6-methoxycarbonyl-2-indolinone,

(m) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone,

(n) 3-Z2-[1-(4-(N-(2-dimethylamino—ethyl) -N-methylsulphonyl-—
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone,

(o) 3-Z-[1-(4-(N-(3-dimethylamino—propyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone,

(p) 3-Z-[1-(4- (N-dimethylaminocarbonylmethyl-N—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone,

(q) 3-2—-[1-(4-(N-((2-dimethylamino—ethyl)-carbonyl)-N-
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone,
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30 ring nenbers in each case, whilst in each case the
met hyl ene group in position 4 of a 6- or 7-menbered

W@ ywb/oeliky| enei m no group nmay be repl aced by aPCTRR29631057002

or WD 2006/ 067165 PCT/ EP2005/ 057002 - 52 sul phur
atom by a sul phinyl, sulpho®,~-NH or -N

(C1-3-al kyl) group, or by a heteroaryl or

het eroaryl - C13-al kyl group, 5 R4 denotes a
C3-7-cycl oal kyl group, whilst the nethylene group in
the 4 position of a 6- or 7- nenbered cycloalkyl group

ma e_substituted _by.an 10 C1- 3-

G (e 3t Brker N e tent BPolg L ORt panr seew by - ancCRM gF tho) -
ahhigaos alkyéhy 9rREPnyQENA] P beﬁ¥£h6k?é9r§@B§ELQUiﬁgollnone
by the group R6, which may additionally be
80@stituted by a fluorine, chlorine, 15 bronine or

iodine atom by a Cl-5-alkyl, trifluoromethyl,

Cl- 3- al koxy, carboxy, Cl-3-al koxycarbonyl,

as nesplphenytmetniyl bRiobMEYARO-ghoUPnoWhEFRhBnRG-

denotes a_hydrogen, fluorine, chlorine, bromne or 20
W%Hhﬁ%eﬁ?én¥ —ac baﬁﬁcaﬁP?PEl %Ile%iRQP“e'

C3-7-cycl oal kyl, trifluoromethyl, phenyl, tetrazolyl

or heteroaryl group, 25 a C1-3-alkoxy group optionally
shasti tavedmpysd thedr ftevepheomevasprathe physiologically
C Xy phenyl - C1 3-al koxy,

%CQ%Q%BE S%%tg éllll%ﬁééfalkylamno C2- 3- al koxy, di -

(C1_3-al kyl) -am no-C2_3-al koxy, phenyl -

Cl_3-al kyl ami no- C2- 3-al koxy, N (C1-3-alkyl)
A@pt@erapkygrgﬁpn@f @Qmpgungpkgﬁygeneral formul

comprises those wherein

- phenyl
= y
X denotes an oxygen or sulphur atom,

R, denotes a hydrogen atom or a prodrug group such as a

Ci-s—alkoxycarbonyl or Cy_s—alkanoyl group,

R, denotes a carboxy group, a straight-chain or branched
Ci-¢s—alkoxycarbonyl group, a Cs_y—cycloalkoxycarbonyl or phe-—
nyl-C;_s—alkoxycarbonyl group, an aminocarbonyl or
Ci—s—alkylaminocarbonyl group or, if R, does not denote an
aminosulphonyl-phenyl or N-(Ci s—alkyl)-
Ci—s—alkylaminocarbonyl-phenyl group, a di-(Ci_,—alkyl) -

aminocarbonyl group,

Rz denotes a hydrogen atom, a Ci-¢—alkyl, Cszy—cycloalkyl,

trifluoromethyl or heteroaryl group,

a phenyl or naphthyl group, a phenyl or naphthyl group
mono—- or disubstituted by a fluorine, chlorine, bromine or

iodine atom, by a trifluoromethyl, Cis—alkyl or Ci_z—alkoxy
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30 C5-7-cycl oal kyl enei m no- C2- 3- al koxy or
Cl- 3-al kyl nercapto group, WO 2006/ 067165

wWePDHEFA05/ 057002 - 53 a car boxy, PCT/EP2005/057002

Cl- 4- al koxycar bonyl, am nocar bonyl, C1-3-al kyl -

am no- car bonyl, N- - 51 -

(C1-5-al kyl ) -C1- 3-al kyl am nocar bonyl ,

phenyl - C1_3-al kyl am no-carbonyl, N

(C1- 3-al kyl ) - phenyl - C1 3-al kyl am no-carbonyl, 5

@tpepazwnmtatbmnytherevent of disubstitution the

Cl 3-al k erazi noca | .group, a .
b L R et Mo ePE o PRt ory Pk a5 TER B ®and wherein the
gaoseﬁékyh@ﬂéaogagﬁggyhtgfgépawhﬁé@nnagntaékmbnaolghm
IS 10 substituted b{ a carboxy or Cl-3-al koxycar bonyl
u

groupsbitisedspbsnviuted nackhey? groBrposayi addbyianally

I - - 3- Al )- am no, piperazino,
ﬁé(%§%§§éﬁﬁg¥§-piperazino or a 4- to 7- menbered

cycl oal kyl enei m no group, 15 a 4- to 7-nenbered
cycl oal kyl enei m no group, wherein a methyl ene group
PYnkeBYE6OtHe NHIABRYT up fayy beOF ofl ACBHKOBY > SLkyl
g@gggnyl or sul phonyl group or 20 the cycl oal kyl ene
noi ety may be fused to a phenyl ring or one or two
hydr ogen atons nay each be replaced by a Cl1_3-al kyl

@r Oé%p aglgl’ ?r%%%?;@%eg Qrﬁé‘ eéggg{}x', epe 9L P¥BxY Barbony1,
ammhoabkybﬁpe;ntpg gﬁﬁymaﬁayobeaSbbﬁyﬂtUkedi—by}@—alkyl)—
car boxy, Cl1-3-al koxycarbonyl, am nocarbonyl,

T1LROGFKYPAYH ndEAFBonyl , di- (CL 3-al kyl)

-am nocar bonyl, phenyl-Cl 3-al kyl am no or N

(C1-3-al kyl) 30 phenyl - C13- al kyl am no group or

by a nitro group,

by an amino, Ci_s3—alkylamino, di-(Ci—3—alkyl)-amino or amino-

Ci-3—alkyl group,

by a Ci—s—alkylcarbonylamino, N—-(Cis—alkyl)-Cis—alkyl-
carbonylamino, Cis—alkylcarbonylamino-Ci_z—alkyl,

- (Cq-3—alkyl)—-Cis—alkylcarbonylamino—-Cis—-alkyl, Cis—alkyl-
sulphonylamino, Ci;_s—alkylsulphonylamino—Ci_s3—alkyl,

- (Cq_3—alkyl)-Ci_3—alkylsulphonylamino—-C;_3—alkyl or
aryl—-Ci_s—alkylsulphonylamino group,

by a cycloalkylamino, cycloalkyleneimino, cyclo-
alkyleneiminocarbonyl, cycloalkyleneimino—C;_3—alkyl,
cycloalkyleneiminocarbonyl-Ci 3—alkyl or
cycloalkyleneiminosulphonyl-Ci_3—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-membered

cycloalkyleneimino group may be replaced by an oxygen or
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WO 2006/ 067165 PCT/ EP2005/ 057002 - 54 may be
repl aced by an oxygen or sul phur atom by a

walophémyd , sul phonyl, -NH, -N (Cl1_3-al kyl) , PCI/EP2005/057002

(phenyl) , -N (Cl_3-al kyl-car bonyl) or -N(benzoyl)
group, 5 a Cl-4-alkyl group Wi ch may be substituted
by a hydroxy or Cl_3-al koxy group, 10 by an am no,
Cl-7-al kyl am no, di-(Cl7-al kyl)-am no, di-N

(C1- 3-al kyl) -am no-C2-3-al kyl am no,
tuiphhaN, AL efiClb3- al kylphanyhp- €23pabkyl ani-Nb,

hen Iam'no:L E—phen | -C1_3-al kyl -am no,

henVI(cc1” 348V kY| SrPHB: N (Cl- 3- al kyl ) - phenyl - C1

3-al kylam no or di- 15 (phenyl-Cl-3-al kyl)-am no
group, by a Ci-3-al kyl carbonyl am no, N (Cl-3-al kyl) -
c1_Bvap kyeearpdnyl apf npsteroaryl-Cis-alkyl group,
Cl_3-al koxycarbonyl -C1_3-al kylam no or N

(C1- 3-al kyl ) - C1- 3-al koxycar bonyl - Cl 3- al kyl am no group,

RO dna £4-/ -y ¢t oad kyd Bog nayr&4e,7- cycl oal kyl - C1
3-al kylam no or C4-7-cycl oal kenyl am no group wherein
position 1 of the ring is not involved in the double

Pendsandnwheeehpibhe gbougnent i gaed ﬁagyg§oﬂaxfea0@— or 7-
additionally be substituted 25 at the am no-nitrogen
netohebydacyilGabkky| ggpaepprahepei aubsoneubedaby efi eheno,

B R S N i T S T
§B4~NHOOY-HEm©§gedlzy¢bO@kkypeneinino group, wherein

or a phenyl group substituted by the group Rs, which may
additionally be substituted by a fluorine, chlorine,
bromine or iodine atom, by a Ci;s—alkyl, trifluoromethyl,
Ci-z—alkoxy, carboxy, Ci-s—alkoxycarbonyl, aminosulphonvyl,

nitro or cyano group, wherein

R¢s denotes a hydrogen, fluorine, chlorine, bromine or

iodine atom,

a cyano, nitro, Ci-s—alkyl, Cs;;—cycloalkyl, trifluoromethyl,
phenyl, tetrazolyl or heterocaryl group,

a Cis—alkoxy group optionally sunstituted by 1 to 3
fluorine atoms, a Ci_s—alkoxy-Cis—alkoxy, phenyl-Ci_s—alkoxy,
amino-Cyss—alkoxy, Ci_s—alkylamino-Cy_-s—alkoxy,
di-(Ci3—alkyl)-amino-C,_s—alkoxy, phenyl-C,_s—alkylamino-
Cy-s—alkoxy, N-(Cis-alkyl)-phenyl-Ci_3—alkylamino-Cs;_3—alkoxy,
Cs-7—cycloalkyleneimino-Cs;_3—alkoxy or Cis—alkylmercapto

group,
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a nmethyl ene group linked to the imno group may be
replaced by a carbonyl or sul phonyl group or WO

WQROP60E[FL65 PCT/ EP2005/ 057002 - 55 the cyclRGCH/KB10831€57002

noi ety may be fused to a pheqy group or to an
oxazol o, imidazolo, thiazolo,°3yridino, pyrazino or
pyrim dino group optionally substituted by a fluorine,
5 chlorine, bromne or iodine atom by a nitro,

Cl- 3-al kyl, Cl1-3-alkoxy or ami no group or one or two
ayda oigeny at Oms-adyorachrbenyepl anedobyraontl; 3cal:kylkyl -
Ch-7-cC and 10.in each c

cl oal k hen se
Rt PaRe, o Su e e B AP Ry 2Ry n S aE0a 5
%hgﬁpbetpq gygygahkﬁbeegkﬂbﬂplgroup may be substituted
roxip car boxy, Cl_4-al koxycarbonyl,

@n1ﬁccaﬂbbh ph€&¥3 @Lmyﬁéhvh@@an@oﬁgrboayl

R T I R e A

groeup,or may be replaced by an oxygen or sul phur atom
by a sul phinyl, 20 sul phonyl, -NH -N (Cl-3-alkyl) ,
-N (phenyl) , -N (Ci1-3-al kyl-car bonyl) or

ah&p§n§9xyiaﬁ£95@arQMn?1C@Ebﬁxxclglaﬁk?hkoxycarbonyl
am nocar bon C1 kyl am nocar bony

@13f€1KBlQMRyD¢aahthéaGbenylWhesegnoap otkby wodetyois
Zu£§€b€ €QdC%C'QaE§%£8”e'”‘” CarQ?QX QQQBBP gn amino, . ;g4
yrrolidrno,  pi Y nor phol | behzoylan Ao” 80
@ﬁbbhltﬁﬁea ahkyhé be@zoylpﬁsnolgﬁOMp a di-(Cis—alkyl)-
amino, piperazino, N—-(Cj_sz—alkyl)-piperazino or a 4- to 7-

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

a methylene group linked to the imino group may be replaced

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

one or two hydrogen atoms may each be replaced by a

Ciz—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, Cis—alkoxycarbonyl, aminocarbonyl,
Ci_s—alkylaminocarbonyl, di- (C,_3—alkyl)-aminocarbonyl,
phenyl-Ci_s3—alkylamino or N-(Ci_3—alkyl)-

phenyl-Ci 3—alkylamino group or



10

15

20

25

30

WD 2006/ 067165 PCT/ EP2005/ 057002 - 56 an N
(C1-3-al kyl) -C2 4-al kanoyl am no group which is

w@gbvéTasal |y substituted in the al kyl noi ety BYI/BEP2005/057002

carboxy or C1_3-alkoxycarboqég group, 5 a group of
formula -N (R8) -CO (CH2) m-RO (I1), wherein 10 R8
denotes a hydrogen atomor a Cl-3-al kyl group, n
denotes one of the numbers 0, 1, 2 or 3 and 15 RO
denotes an am no, Cl-4-alkyl am no, phenylam no, N
(1 &L- deabkyl yephienyl am agygbenazyl anipburNatom, by a
Cl- 4- alﬁyl) benzyl am no or di-(Cl-4-al kyl)-am no
éP BPIN%L7 4- to 7-menbered cycl oal kyl enei mi no group,

Mﬁlbﬁbnym eaﬁh crse, theipet hyl enepgenyp) i n-tihe, 4-aikyl-car
posi tion of a 6- or 7 20 nenbered cycl oal kyl enei m no

geovp) nay bE (Pepragéd BYCBAr oxygen or sul phur atom

by a sul phinyl, sul phonyl, -NH, -N (Cl-3-alkyl) , -N
(phenyl) , -N (Cl-3-al kyl-car bonyl) or -N(benzoyl)

gr oup-adkyli froudennies nae bé thestnubess 1, 2 or 3,

it may al so denote a hydrogen atom 25 a group of

formula -N(R1O)-(CH2)m (COo-R11 (I1l), 30 wherein

Ng)gogggggz}egragT/Egggg§§o§zggg - 57 RI10 denotes a
hydrogen atom a CI- 3-al kyl “group, a

by an amino, Ci;-y—alkylamino, di-(Ci—y—alkyl)-amino,
di-N- (Ci3—alkyl)—-amino-Cs_3—alkylamino,
tri-N,N,N'-(C;3—alkyl) —amino-C,s—alkylamino, phenylamino,
N-phenyl-C, s—alkyl-amino, phenyl-Ci_ s—alkylamino,

- (Ci-3—alkyl)-phenyl-Ci_s—alkylamino or di-
(phenyl-Ci_3—alkyl)-amino group,

by a Ci—s—alkylcarbonylamino, N—-(Cis—alkyl) -
Ci_s—alkylcarbonylamino, Ci3—alkoxycarbonyl-Ci_3—alkylamino

or N—-(Ci3—alkyl)-Cis—alkoxycarbonyl-C;_3—alkylamino group,

by a Csy—cycloalkylamino, Cy_y3—cycloalkyl—-Cis—alkylamino or
Cs-7—cycloalkenylamino group wherein position 1 of the ring
is not involved in the double bond and wherein the
abovementioned groups may each additionally be substituted
at the amino-—nitrogen atom by a Cis—alkyl group wherein
some or all of the hydrogen atoms are replaced by fluorine

atoms, by a Cs_y—cycloalkyl, Cy_s—alkenyl or Ci_s—alkyl group,
by a 4- to 7-membered cycloalkyleneimino group, wherein

a methylene group linked to the imino group may be replaced

by a carbonyl or sulphonyl group or
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C1- 3-al kyl carbonyl, aryl carbonyl,
phenyl - C13- al kyl carbonyl, C1_3-al kyl sul phonyl ,

waeopbediphonyl or  phenyl - C13- al kyl sul phonyl gP@UPP2085/687002

denotes one of the nunbers 1, 2, 3 or 4, o0 denotes

one of the nunbers 0 or 1 and>10 R11 denotes an ami no,

Cl- 4- al kyl am no, phenylam no, N

(C1l- 4-al kyl ) - phenyl am no, benzyl am no, N

(C1-4-al kyl)-benzylam no or di-(Cl-4-al kyl)-am no

group, a 4- to 7-nmenbered cycloalkyleneinino group,
mﬁerein th igcloalk | ene ﬁé be fused tg a

b %n?YC}Pﬁgk% n 18+ BEhm€§s et BSHBt hY1 8nBgr8apIFRUP OF
tbead pRsLb1ON 0hidabo18! tHiHEODEI€dyridino, pyrazino or
cycloalkylene|n1no group may be replaced by an oxygen
PYTEULPhOP arewp BythoBal pYi AYPStsulphenyyY, a- NH10rNe,

ky h
S ot bhenLisonF) THbls, 50 e r kbt S F o ver st
R0 dhik&lydoal Kyl hoagroopCa3d- al kyl am no group
optionally substituted in the 1 position by a
Cl- 3-al kyl group, or an

Dré Cr3eabkyl dir Cdep- at kML SHhpheRyhanRkN@efliaced by a
N- (C1- 3- al kyl) - phenyl sul phonyl am no group wherein the

@l -kyb1lRBlpofevycisladdkriional Pesubsgipupednyca cyano

or carboxy group, wherein all the single-bonded or

fused phenyl groups contained in the groups nentioned
undescR6cany bremedhydene30rdiupubst thet edpbyition of a 6-
fluorine, chlorine, brom ne or iodine atons, by

e1-5- Qﬁ%@?regrPYP&@ﬁéhﬁ%ﬁVleEHQSgéPRBXWaYcQ?b%R?StltUted

&3-3- ﬁ&é?é%%arQQPbe nOSHhQBQgMErth%EP Shik¥88Pponyl,
groups 6067067165 PCT/ EP2005/ 05700
Ci—s—alkylaminocarbonyl, di-(Ci-3—alkyl)-aminocarbonyl,
phenyl-Ci s—alkylamino or N- (Ci_3—alkyl)-phenyl-Ci_3—al-

kylamino group or

may be replaced by an oxygen or sulphur atom, by a
sulphinyl,
sulphonyl, -NH, -N(C;3—alkyl), —-N(phenyl), -N(Ci s—alkyl-car

bonyl) or —-N(benzoyl) group,

by a carboxy, Ciz—alkoxycarbonyl, aminocarbonyl,
Ci—s—alkylaminocarbonyl or di-(Cis—alkyl)-aminocarbonyl
group Or

by a 4- to 7-membered cycloalkyleneiminocarbonyl group,

an amino, pyrrolidino, piperidino, morpholino, benzoylamino

or N—-(Ci3—alkyl)-benzoylamino group,
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- 58 wherein the substituents nmay be identical or
different, or two adjacent hydrogen atons of the

wWpkwpYé716F oups may be replaced by a net hyl eneRliTHRE2005/057002

group, 5 and R5 denotes a hydrogen atomor a
Cl-3-al kyl group, whereinby%m aryl group is nmeant a
phenyl or naphthyl 10 group optionally nono- or
di substituted by a fluorine, chlorine, brom ne or
iodine atom by a trifluoronethyl, Cl1-3-alkyl or
&1-8-atkexylygyoupCandabyanaohetri narykogpoupics meant a
nocyclic 5- or 15 6-nenbered heteroaryl grou
SPRForant 1 EUBSPFE AT BBy 5 CCd- 314K kyFOUFBlpE wRePRFROXY
thec6-menhekeds bty 0agybugroup contains one, two or
three nitrogen atons and the 5- nenbered heteroaryl
group contains an imno group optionally substituted
y -3-a oup, an oxygen or 20 sul phur atom or
Wbl ogéréé%h}%% ional |y substituted by a Ci-3-al kyl
group and an oxygen or sul phur atom or one or two
nitrogen atons, and noreover a phenyl ring may be
TH$Ra) t60 ¢ hE2 hbo¥ement i bhédr monocycl i c het er ocycl i ¢
groups via two adjacent carbon atons, 25 the
saturated al kyl and al koxy noieties present in the
ghoeupsndefi ned above which contain nore than 2 carbon
atonms al so include the branched isonmers thereof such
as, for exanple, the isopropyl, tert.butyl or
| r I er W s t WO
S500) 067185” Pe) ER5008 0gyo02 o F ARG AR,

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

Ry denotes an amino, Cis—alkylamino, phenylamino,
N-(Ci—4—alkyl)-phenylamino, benzylamino,
N—-(Ci—4—alkyl)-benzylamino or di- (Ci—4—alkyl)-amino group,
4— to 7-membered cycloalkyleneimino group, whilst in each
case the methylene group in the 4 position of a 6- or 7-
membered cycloalkyleneimino group may be replaced by an

oxygen or sulphur atom, by a sulphinyl,

sulphonyl, —-NH, —-N(Ci3—alkyl), —-N{(phenyl), -N(Ci_3—alkyl-car

bonyl) or —-N{(benzoyl) group, or, if n denotes one of the

numbers 1, 2 or 3, it may also denote a hydrogen atom,

a group of formula

—N(R10)—(CH2) = (CO)o—R711 (I1T1),

wherein
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- 59 additionally any carboxy, amno or imno group
present may be substituted by a group which can be

wW@kmwevedei n vivo, the isoners and the salts tPEI/EPI005/E57002

A further subgroup of conpounds of general fornula I
whi ch deserves special nemtiXnis the subgroup
wherein the substituent in the 6 position of the
substituted indolinone of general formula | conprises
a substituted am do group. 10 The above exenplified

RQmmwmﬁsstmeWMﬂmmmnmmmm,Em@ﬁyﬁymwm@mgmmra(n

t he EE%SHO|O icah acgeg gble salts her eof ai mekl
Qs TRLIY LRRALPA¥ L ar FRYTFrERBEY L hRGE Beeh! “desty i peghony L
&N VO P31 2408Rent e sePt 8Rt pRENWNI 6B IS 15
|ncorgorated herein by reference. Further conpounds in
peedydance M klhilenerapove gemePal fornula | which are
preferred within the nmeaning of the present invention
are the foll ow ng conpounds: 20 (t)

@3- dehdt €4- (2e db et hy| annber et hpxy) - anbki Bp) - 1- phenyl -
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (u)
3-Z-[1-(4- (N ((4- et hyl - pi perazin-1-yl) 25

gehbybeasbenyl p N ABt hythi@rkng) nanil Lpg) - 1- phenyl -
met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none, (V)

3 Z-[1- (3-cyano- 4- (N—d|nethylanlnonethylcarbonyl
ot RS R R Doty LA T RoNE G 2006) GCTT88 2o,
ﬁ@j@ﬁ&Q@@E&@S?ﬁﬁénylamlno, benzylamino,

- (Ci-y—alkyl)-benzylamino or di-(Ci_y—alkyl)-amino group, a
4— to 7-membered cycloalkyleneimino group, wherein the
cycloalkylene moiety may be fused to a phenyl ring or in
each case the methylene group in the 4 position of a 6- or
7-membered cycloalkyleneimino group may be replaced by an
oxygen or sulphur atom, by a sulphinyl,
sulphonyl, —-NH, —-N(C;s3—alkyl), —-N{(phenyl), -N(Ci_3—alkyl-car
bonyl) or —-N(benzoyl) group, a Ci_3—alkoxy group or a
di-(Ciy—alkyl)-amino-Ci_s3—alkylamino group optionally
substituted in the 1 position by a Cis—alkyl group,

or an N—-(Ci3—alkyl)-Ci s—alkylsulphonylamino or
- (Ci—3—alkyl)-phenylsulphonylamino group wherein the alkyl
moiety is additionally substituted by a cyano or carboxy

group,

wherein all the single-bonded or fused phenyl groups
contained in the groups mentioned under Rg may be mono- or
disubstituted by fluorine, chlorine, bromine or iodine
atoms, by Ci_s—alkyl, trifluoromethyl, Ci_s3—alkoxy, carboxy,

Ci-s—alkoxycarbonyl, aminosulphonyl, nitro or cyano groups,
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- 60 (w) 3-Z- [1- (3-nethoxy-4-
(N-di net hyl am nonet hyl car bonyl -

WOoretohgé7edi no) - ani | i no) - 1- phenyl - met hyl ene] - 6- PCT/EP2005/057002

met hoxycar bonyl - 2-i ndol i none 5 (x)

3-Z-[ 1- (4- (N- ami nonet hyl carbo‘&yl = N-met hyl - am no) -

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

i none (Yy)

3-Z-[1-(4- (N-(N-(2-di et hyl am no- et hyl ) - N- et hyl -

ahén@ﬂnthyécanbsnytmehkaemhylbantdemtanhﬂino)difpbeeyt or
neth | ene] - 6- met hoxycar bon i ndol i none Zb

£q SO ANCERE CaECugt nyarBRy St hGF) BEGH oS Toubd) iy e

B@ﬁhabéérﬂ9n¥|%e%h??éﬂ&&léﬁ%ngioaﬁl||nO) 1- phenyl -

met hyl ene] - 6- met hoxycar bony i ndol i none 15 (aa)

3-Z- [ 1- (4- (N (imdazol-1-yl-nethylcarbonyl)

s N\yet hyl -

an1no) ani l'i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -

2- indolinone 20 (ab)

3-Z-[1-(4- (N-di et hyl am nonet hyl car bonyl - am no) -

%ﬁu‘ﬁ?%f)e% DHEHYT Gt Mt Bhel = 62 et hiokycal bR 2- i ndol

inone (ac) 3-Z- [ 1- (4- (N ((4-nmethyl- [ 1, 4]

di azepan- 1-yl)

Wﬁ@hyLnabboﬂylyr%ﬂn@rhyp aﬁ1m©§nanalph©myl phengbhBy 1

h t hoxycar honyl d n a
UELDY, BBEL SRR hassear Benyl s 2 pdobogng, Lad)udefre,
ﬁﬁmhyhﬁarbbﬂyhiné+aethyhiaa1aebmanbyiaoirifpheﬂymethyl,
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none 30 WO
@eeﬁﬁébviﬁgrP%EﬁE@é§95Y05?eeE andgl  (ae)

3-Z-[1- (2, 3-di met hyl -4-(N- ((4- et hyl - pi perazin-1-yl)-

by a heteroaryl group is meant a monocyclic 5- or
6-membered heteroaryl group optionally substituted by a
Ci-s3—alkyl group, wherein the 6-membered heteroaryl group
contains one, two or three nitrogen atoms and the 5-
membered heteroaryl group contains an imino group
optionally substituted by a Ci_s—alkyl group, an oxygen or
sulphur atom or an imino group optionally substituted by a
Ci-3—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 heterocyclic groups via two

adjacent carbon atoms,

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

unless otherwise stated, and
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met hyl car bonyl ) - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none 5 (af) 3-Z- [1- (4- (N

W@ tobemetibsy | - pi perazi n-1-yl) - PCT/EP2005/057002

nmet hyl car bonyl ) - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none 59 ag)

3-Z-[1-(4-(N-((4-net hyl - pi perazi n-1-yl)-carbonyl)-N 10

nmet hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none (ah) 3-zZ- [ 1- (4- (N

£3ddt rebhyl anang- paopyky, - Amacet yk- amino) group present may

801 Ling)s dephanyl - TeLhyl snel; & neLhioxycaf bonyh- 251 pdel,
((3-di met hyl am no- propyl) -am nocar bonyl ) -

N- met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

HREhbR9BarBonp- Qhﬁnééﬂtﬁoh862@oéaj)

3-Z-[1l-anilino-I-phenyl - et hyl ene] - 6- met hoxycar bonyl -

2-indolinone (ak) 3-z- [ 1- (4-

ANfoethyl - Bupgtbybsokpbonpbuatdsnof ganekbbo¥ormula I which
1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none, 25

faP§rec - FREEY Rt oRBRYE AR 18- hﬁhéH?EKHEPhVP%H%}HGthe

§§E§9¥Vﬁ@ﬁ@oﬂﬂltge'QdﬁééDQDgn §8Mne substituted indolinone
3-Z-[1-(4-(4- et hyl pi perazin-1-yl-nethyl)-anilino)-1

S0 pheayblntohybéael-6ovarbesy- 2- bndetihohedwonido group.
2006/ 067165 PCT/ EP2005/ 057002 - 62 (an)

3-Z-[1- (4- et hyl am nonet hyl - ani | i no) - 1- phenyl -

meé hybene] ekeppl hoxygd2ecbndobintonethéan) t3uZopdrk4- their
(nor phol i n-4-vyl - nethyl% -ani | ino) -1-phenyl

stereoisomers” or the vsiologically acceptable salts

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-Z-[1-(4-(2-dimethylamino—ethoxy)-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(u) 3-Z2-[1-(4-(N-((4d-methyl-piperazin-1-yl1) -
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone,

(v) 3-Z-[1-(3-cyano—4- (N-dimethylaminomethylcarbonyl-N—
methyl-amino)—-anilino) —1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone
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5 met hyl ene] - 6- car boxy- 2-i ndol i none (ap) 3-Z- [ 1- (4-
(N (2-di met hyl am no-ethyl) -N

woreobyéded phonyl - am no) - ani | i no) - 1- phenyl
ndol i none 10 (aq) 3-Z- [ 1- (4-

car boxy- 2-1i

(2- hydr oxy- et hyl ) -amni no-met )~ -

ani l i no) -
(ar) 3-Z- |
nmet hyl car bo

muthyZe@E}%B-matboxyrQ

R RSTaRE PG

1- phenyl - net hyl ene] - 6- car boxy- 2-

1- (4- (N ((4-nethyl-piperaz
nyl ) - N- net hyl - am no) - ani | i no) -

bho a1 Ao REEhy P aket bRl oRs

ﬁ@ﬂﬁoxggaégbh 3=Z=-i1had1ibbne(N (N

(2-di net hy
am nonet hyl

2-di neth Ian1no et

am no-et hyl) -N-nethyl -
carbonyl) N—nethyl am no) - ani

- ani

- met hBABRRY0055657002

(di -

i ndol i none
in-1-yl) 15
1- phenyl -

i(Ndaimaohel afasdmBe Ayl fatbohigt -N-

yl-
Eaﬁy-z-indou

i no) - 1- phenyl

e i e e

aribhyhenel §h@ﬁybemytﬁy&edenLaemethéay¢arbony1—2—indolinone

3-Z-[ 1-cycl ohexyl am no- | - phenyl - net hyl ene] - 6- car boxy-
2-indol i none 30 WD 2006/ 067165 PCT/ EP2005/ 057002 -

(8W) 3377711

car boxy- et hyl )

G4 dinrt hylami, t Bk nankt
; Tphgﬁylm) %etﬁgﬂgng]-géng%hg

0) =&-fdrhig1-
2.

xycar bonyl -

pndodnaonel Sa )y B) ZN- memhy@4amlno)—anlllno) —1-phenyl-

car boxy- e

(z) 3-2-[1-

methylcarbonyl) -N-methyl-amino)—anilino)

methylene]

(aa) 3-7Z-[1-

amino)—-anil

indolinone

(ab) 3-2-[1-

(2:dLreLhy!

Sy SRRER s ra Rl anddeatiatiy e

(4— (N- (di- (2-hydroxy—ethyl) —am

—6-methoxycarbonyl-2-indolinone

(4— (N- (imidazol-1-yl-methylca

ino)-1l-phenyl-methylene] -6-—met

(4— (N—-dimethylaminomethylcarb

anilino)-1-phenyl-methylene]-6-methoxycar

(ac) 3-7Z-[1-

methylcarbonyl) -N-methyl-amino)—anilino)

methylene]

(ad) 3-2-[1-

methylcarbonyl) -N-methyl-amino)—anilino)

methylene]

—6-methoxycarbonyl-2-indolinone

(4— (N—((1-methyl-piperidin-4

—6-methoxycarbonyl-2-indolinone

xycarbonyl

ino—

—1-phenyl-

rbonyl) -N-methyl-

hoxycarbonyl—-2-

onyl—-amino) -

bonyl-2-indolinone

(4— (N— ((4d—methyl—-[1,4]diazepan-1-y1l)—

—1-phenyl-

—1-phenyl-
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i ndol i none (ay)
3-Z-[1-(4-(1-nmethyl -imdazol -2-yl)-anilino)-1-(3-(2-

WA 06/067165 PCT/EP2005/057002

car boxy- et hyl ) - phenyl) - nethylene] 6- met hoxycar bonyl -

i ndol i none (az)

3-Z-[1-(4- d|nethylan1nonethy|-anll|no)-1-(4-(2-

car boxy- et hyl ) - phenyl ) - net hyl ene] - 6- net hoxycar bonyl -

15 indolinone (ba) 3-zZ- [ 1- (4-

aedlﬁEZHYHam?nG dthythyiamklNH®X4 mephgmybipera21n 1-y1)-

ene | met hyl ca lino
TEb5Y SE2EPa0Y 5 GHHLT Ry LB nOREY kYT CARTY F B L AT pRaRY 6~
ﬂ@tﬂ&k§8§£b§n§lhyLﬂEHBYkﬁ@ﬁBa"Dy| 2-indolinone (bc)
Z-[1-((1- et hyl - pi peridi n-4-yl)-am no-| - phenyl -
nethylene] 6- et hyl net hyl car banoyl - 2-i ndol i none 25

(28], A lArans tathaph Oyl anLon. oyel phgty L an .”;%né'

mbehysczrb&nyéa —§R:do et Ayl anhbp- etbnéyy1~ﬁethymehe

- henyl

Het ﬁ?ﬁ%ﬁ@?benﬁ%ﬁ§rﬁ@?ﬂ%FEQPBanDyI 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 64 (bf) 3-z- [ 1-

(4- (N (3-dinethylam no-propyl) -N-propionyl -

davhoP-ani L ey {H-phénpethethyienepzbnet hylrechybearba—N-
I bg) Bedi il din(tandMN o

%%%hﬁetﬁh ggbpgﬁaglﬁog_glyﬁg%yl m%th&fenéw_6

et hykgasbooyl ) -N-fmetibylinaneno) - ani | i no) - 1- phenyl -

net hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none (bh)

3-Z-[1-cycl ohexyl am no-| - phenyl - met hyl ene] -6 10

?éﬂylgEEh¥hC§ﬁb%ﬁDXElgihggﬁ§igﬁﬂﬁo—propyl)—N—acetyl—amino)—

anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(ai) 3-Z-[1-(4— (N- ((3—-dimethylamino-propyl)-aminocarbonyl) —
N-methyl-amino)-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(aj) 3-Z-[l-anilino-1l-phenyl-methylene]-6-methoxycarbonyl-

2—indolinone

(ak) 3-Z-[1-(4- (N-methyl-N-methylsulphonyl—-amino)—anilino) —
1-phenyl-methylene]—-6-methoxycarbonyl-2-indolinone

(al) 3-Z-[l-cyclohexylamino—-1l-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(am) 3-Z2-[1-(4- (d—-methylpiperazin-l1-yl-methyl)-anilino)-1-

phenyl-methylene] —6—carboxy—-2-indolinone
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(bi) 3-2- [ 1- (4- (N
(2-di et hyl am no- et hyl ) - N-acetyl -am no) -

wW@eiob06mys 1- phenyl - met hyl ene] - 6- et hyl met hyl carberBR10052057002

i ndol i none 15 (bj)
3-Z-[1-(3- dlethylan1nonethy1féhr1|no) 1- phenyl -
net hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none ( bk)
3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- et hyl 20
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl et hyl car ba
ey) - 322%mdekﬂﬂmGEhybhmiBeﬁethylraﬁ4iiﬁN;—1—pheny1—
m no- et ) - N\
%%Fﬂ% HF ﬁ n??raﬁ¥¥o% aRPPIHBYLE- phenyl - net hyl ene] - 6-
25 et hyl net hyl car banoyl - 2-i ndol i none (bm
3-Z-[1-anilino-I|-phenyl-nethyl ene] - 6-
é@ﬁylﬁe?hyﬂcéﬁbéﬁﬁyphgliﬁdérvhom@thsé)t@ﬁ}lino>—l—phenyl—
h L. ponet hyl.- anj |.j po) - 1- phenyl
%ﬁ%%ene é-é%ﬁgk%g?gypﬁgP%gh%§E-2-indolinone WO
2006/067165 PCT/ EP2005/ 057002 - 65 (bo) 3-Z- [ 1-
%g- %2 dleth | am no- et hy I% -anlllno% - 1- phenyl -
PhyPehe] 16 et WY retRyTearBARBYFO2EFRUG) |Hone (bp)
ﬁegh£is&fph&ﬁ§l@§mth?LEMH§ﬂh89 PLER¥hY1-methylene] —6-

-N-acet yl - am no)

Q@Ib@h@)2ilpﬁehyh0ﬁéthylene] 6- et hyl nmet hyl car banoyl -

i ndolinone (bq) 3-Z- [ 1- (4-

(N- et hyl - N- et hyl sul phonyl -am no) -anilino) -
laphenyb-nethyteae}l(6-et/bybret byh¢ar banbyb -Ret Ado) non
e 10 (br . .
30711300 21 R A%y cAPBBHYFREAT PIABYP2Xphénydolinone
nmet hyl ene] - 6- et hyl net hyl car banoyl - 2-1 ndol i none

(ar) 3-Z-[1-(4-— (N-((4-—methyl-piperazin-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6—carboxy—-2-indolinone

(as) 3-Z-[1-(4— (N— (morpholin—-4—-yl-methylcarbonyl)-N-methyl-

amino)—-anilino)-1-phenyl-methylene] -6—carboxy—-2-indolinone

(at) 3-Z-[1-(4— (N- (N-(2-dimethylamino—ethyl)-N-methyl-
aminomethylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6-carboxy-2-indolinone

(au) 3-Z-[1-(4-(2-dimethylamino—-ethoxy)—-anilino)-1-phenyl-

methylene] -6-carboxy-2-indolinone

(av) 3-Z-[l-cyclohexylamino-1l-phenyl-methylene] -6-carboxy—

2—indolinone



10

15

20

25

30

(bs) 3-Z-[1-(4-carboxy-anilino)-1-phenyl-nethylene]-6
15 et hyl net hyl car banoyl - 2-i ndol i none (bt) 3-Z- [ 1-

W@ 2006/06H65 di et hyl ami no- car bonyl net hyl ) - N PCT/EP2005/057002

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hyl net hyl car banoyl - 2-i ndol i9Yone 20 (bu) 3-2Z- [ 1-
(4- (2-di met hyl am no-et hoxy) -anilino) -1-phenyl-

net hyl ene] - 6- et hyl car banoyl - 2-i ndol i none (bv) 3-Z- |
1- (4- (N ((4-nmethyl-piperazin-1-yl) 25

metthyBear bonyl ydNngehhybmnanoneyhant-bhhoind) phengh{2-
nmet hyl ene] - 6- et hyl car banoy] - olLinone (b
ﬁ@r?§¥y(ﬁ%h{%26P t'H Faﬂ? Eyiﬁﬂ§ﬁ76hﬂethoxycm@bonyl b-
meybyt sghphonyl - am no) - ani I i no) - 1- phenyl - et hyl ene] - 6
30 et hyl car banoyl - 2-i ndol i none WO 2006/ 067165

PCT/ EP2005/ 057002 - 66 (bx) 3-Z- [ 1- (4-

&etﬂ Eh¥Hthn?zegQgé¥bg Ehb”?%ay})ﬁgﬁﬁykno) —(2-

eneJ - 6- et hyl net i ndol i none
aabeiyeéthy&ﬂ+pﬁéhynanmeen§uhyb¢a5bmeyhokbﬁethyhyE 2—
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl car banoyl -
1IngaderPhRBne (bz)
3-Z-[ 1- (4-di et hyl am nonet hyl - ani | i no) - 1- phenyl -
met hyl ene] - 6- et hyl car banoyl - 2-i ndol i none 10 (ca) 3-Z-
fag) B4z2- (N (¢2{dimethylaninndaebhyl)yviN-acetyhoanmlindy-

AT PPRG) U BhEnGeREL hyFERET S 8R8! RTRSF BRASS T T BT Kol
n@@ellﬁcbé 3-Z-[1-(4- (N (3-dinethyl am no-propyl)
-N-acetyl-am no) 15

ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl car banoyl - 2-i ndol

NQR¢ 3-7-[1- (4-dimethylaminomethyl-anilino)-1—(4-(2—
carboxy-ethyl) —-phenyl) -methylene] -6-methoxycarbonyl-2-

indolinone

(ba) 3-Z-[1-(4- (2-dimethylamino—ethyl)-anilino) -1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2—-indolinone

(bb) 3-Z-[1-(4-dimethylaminomethyl-anilino)-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2—-indolinone

(bc) 3-Z-[1-((l-methyl-piperidin-4-vyl)-amino—1l-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone

(bd) 3-Z2-[1-(trans-4-dimethylamino-cyclohexylamino)-1-
phenyl-methylene] —6—ethylmethylcarbamoyl-2—-indolinone

(be) 3-Z-[1-(4- (2-diethylamino—ethoxy)-anilino) -1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone
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(cc)
3-Z-[1-(4-carbanoyl -ani |l i no) - 1- phenyl - net hyl ene] - 6-

weedghemshyl car banoyl - 2-i ndol i none 20 (cd) 3- ZPCT/ER2005/057002

(4- (N- (2-diethylam no-ethyl) -carbanoyl) -

ani | i no) - 1- phenyl - net hyl ene] -%- et hyl net hyl car banoyl -

i ndol i none (ce) 3-Z- [ 1- (4-

((4-met hyl - pi perazi n-1-yl)-carbonyl) - 25

anilino) 1- phenyl - net hyl ene] - 6- et hyl net hyl car banoyl -
DﬁDIBH@ﬂelfaﬁ} (8-Z3-flihethgtlamino-propyl) ~-N-propionyl-

S TP RoF AL HBRy E- RBERyY oheL EE et Ryl CaF bANBYFLAYERaEPRoYL -
?Eg???gg?%??4-((4-ethy|-piperazin-1-y|)-carbony|)-ani
S0 3005 06 1L 65 Pt EP3004 0B TH65° 6 /ey 3z [

detf4icNbenhy) -N-mé2ndinehhybantnoil ehbylh) -phenyl-
car banoyl )-ani | i no) - 1- phenyl - net hyl ene] - 6-
%?E?Yﬁ%?ﬁiréa?B%ﬁ%?FtEYQHBBP?ﬁ8Mé 25l?€P}l@O?e [ 1-
(4- (N ((4-nmethyl-piperazin-1-yl) -

met hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -
nbhhyBeﬁeI16Cﬁ¢é©h9kzéﬁméﬁ©yﬂ Qhénﬁéfmﬁbhﬁline(cﬁi

gt% l%%??&fca%é ?yi 2= 1gd ¥Hyplpera2|n 1- yl)

car pheny | ene] - 6-
ethylnethylcarbannyl 2 |ndoI|none (ck) 3 Z- [ 1- (4-

g I-Elpera2|n 1-yl) -carbonyl)
ﬁ#?.ﬁo¥ 1l phényi= ﬁ%rﬁym%h@yl6mé9ﬁyﬁéaw%5nﬂyﬁcgtvhdémﬂno>—

QHE?lH&?Li éhgnyi %etﬁ§leﬁ@] 62e9h§ﬂﬂ¥£39189r8558&1 2—
- car banmoyl )" -
indolinone

(bj) 3-Z-[1-(3-diethylaminomethyl-anilino)-1-phenyl-

methylene] -6—ethylmethylcarbamoyl-2-indolinone

(bk) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6—-ethylmethylcarbamoyl-

2—indolinone

(bl) 3-Z-[1-(4- (N— (2-dimethylamino—-ethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-
ethylmethylcarbamoyl-2-indolinone

(bm) 3-Z-[l-anilino-1-phenyl-methylene]-6-
ethylmethylcarbamoyl-2-indolinone

(bn) 3-Z-[1-(4-ethylaminomethyl-anilino) -1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2—-indolinone
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ani i no) - 1- phenyl - net hyl ene] - 6- et hyl net hyl car banoyl - 2-
i ndol i none 20 (cm 3-Z- [ 1- (4- ((cis-3,

wWG26/0€tb65/ | - pi perazin-1-yl) - PCT/EP2005/057002

car bonyl ) -anilino)-1-phenyl - net hyl ene] - 6- et hyl car banoy

| -2- indolinone 25 (cn) 3-Z- 9° &= (4- (N

(3-di et hyl am no- propyl) -N

nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

et hyl car banoyl - 2-i ndol i none (co)

8bdy [ 3-£4{ (N{di-nephyianhpnoaet hyleahbonybn N ived hyll-8Beny1-

ani no) - ani | i.no) - net hy] ene] - 6- net hoxycar.bonyl - 2-i ndol i n
BPE e B006F 8 YR PLY ERBOOBIOE 106 UCB8 0t £y
3-Z-[ 1- (4-di et hyl am nonet hyl - ani | i no) - net hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none (cq) 3-Z-[1-(4- (N
(- mt Ryl 1pilpeddzi(A-dippphglamino-propyl) ~N-acetyl-amino) -

FELDIL 8L bumiLls 0 L g0l kg e byopl6-

{0doehbyk- pi perazin-1-yl) -

met hyl car bonyl ) - N-net hyl - am no) - ani | i no) - met hyl ene] - 6

10 et hyl car banoyl - 2-i ndol i none (cs)

gy [ 4- (41 di met hyl art pomekhyle ani ki 0g) o A8t hyhens) - ni1ino) -
gtﬁ§lcarb£no$?-g-indol?none 15 ?ct) g-z¥§[ 1- (4} :
{pPpenddinethylenef hyt fthaninethp} caneehyy &énéfindolinone

6- et hyl car banoyl - 2-i ndol i none (cu) 3-Z- [ 1- (4- (N

(3-di net hyl am no- propyl) -N-acetyl-am no) -

ank) i pe)-nmethylreeehofyebhyboal banvyhkindy +ndphenone, 20

methylene] -6—ethylmethylcarbamoyl-2-indolinone

(bs) 3-Z2-[1-(4-carboxy—-anilino)-1-phenyl-methylene]-6-
ethylmethylcarbamoyl-2-indolinone

(bt) 3-Z-[1-(4- (N- (dimethylamino—-carbonylmethyl) -N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-
ethylmethylcarbamoyl-2-indolinone

(bu) 3-Z-[1-(4- (2-dimethylamino—ethoxy)—-anilino)-1-phenyl-

methylene] -6—ethylcarbamoyl-2-indolinone

(bv) 3-2-[1-(4- (N-((4-methyl-piperazin-1-yl)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
methylene] -6—ethylcarbamoyl—-2-indolinocone

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

ethylcarbamoyl—-2-indolinone
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their tautoners, their stereoisoners or the
physi ol ogically acceptable salts thereof. These

weawpoemes may be prepared anal ogously to the BSI/EP2005/057002

conmpounds of WD 01/27081 and usi ng the nethods

descri bed hereafter. Abbrevi®tions used: 30 HOBt =

1- hydroxy-| H benzotri azol e WO 2006/ 067165

PCT/ EP2005/ 057002 - 69 TBTU =

0- benzotriazol -1-yl-N, N, N , N -tetranet hyl uroni um

tleky aBl-nof obotate— B)ER@thyﬂjamtherepyb@gafbomatLEO) S5lapdenyl-

det er | 10 The
PO REhERG | CORPOURYSE DRTEREPAROF OF hul OPF TPE pr epar ed
anal ogously to the conpounds described in WO 01/ 27081:
R A NH MOH(lIlI) O15r" 0OO0-4 ABR6 cd 0)
(by) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-ethylcarbamoyl-2-

indolinone

(bz) 3-Z-[1-(4-dimethylaminomethyl-anilino)-1-phenyl-
methylene] —-6—-ethylcarbamoyl-2-indolinone

(ca) 3-Z-[1-(4— (N- (2-dimethylamino—ethyl)-N-acetyl-amino)-—-

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

(cb) 3-Z-[1-(4—- (N- (3-dimethylamino—-propyl) -N-acetyl-amino) —
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cc) 3-Z2-[1-(4d-carbamoyl—-anilino)-1-phenyl-methylene] -6-
ethylmethylcarbamoyl-2-indolinone

(cd) 3-Z2-[1-(4- (N-(2-diethylamino—-ethyl) —carbamoyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(ce) 3-Z-[1-(4-((4d—methyl-piperazin-1-yl)-carbonyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(cf) 3-Z-[1-(4- ((4d—methyl-piperazin-1-yl)-carbonyl) -
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cg)3-2—-[1-(4-((4—-ethyl-piperazin-1-yl)-carbonyl)-anilino) —
l-phenyl-methylene]-6-ethylmethylcarbamoyl-2-indolinone
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04 ~54-) H OUXOOU 004 0o OC27H27N30 456 n.
0.30 (t) -H-H-0 (CH2) 2-NMe2 4 [mH b. (A WO

WQROP60e[FL65 PCT/ EP2005/ 057002 - 70 _N C31H3BNGEOPZH4$057002

250- 0.60 Nj (u) -H-H M. NM .,, O4 [mH+ 252
(B) (v) -CN-H-N (M)- (CO&7 C29H27N50 510 163- 0. 35
CHz-NMez 4 [m+H + 165 (A) (w) -OVe -H -N (Me)- (CO) -
C29H30N40 515 160- 0.40 CHz-NMez 5 [m+H + 163 (A)

(X) -H-H-N(M)- (CO- C26H24N40 457 221 0. 45
CH2-NH2 4 [m+H + (C) Me N C24H21N30 542 (Y) -H -H

~ ~NMve /J C3 2N40
580 18526126 ?%yetﬁvlmN %egﬂket@a%mf%kﬁfhﬂ%
&é&bamoy@)hbnlllno)—l phenyl-methylene]—
ethylmethylcarbamoyl-2-indolinone

(ci) 3-Z-[1-(4-— (N-((4—methyl-piperazin-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-
methylene] -6-diethylcarbamoyl-2-indolinone

(cj) 3-Z-[1-(4-((cis—-3,5-dimethyl-piperazin-1-yl)-—
carbonyl) —anilino)-1-phenyl-methylene] -6-

ethylmethylcarbamoyl-2-indolinone

(ck) 3-Z-[1-(4-((4-ethyl-piperazin-1-yl) —carbonyl) —
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cl) 3-Z2-[1-(4-— (N-(2-diethylamino—-ethyl) —carbamoyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(cm) 3-Z-[1-(4-((cis—-3,5-dimethyl-piperazin-1-yl)-—
carbonyl) —anilino)-1-phenyl-methylene]-6—-ethylcarbamoyl-2-

indolinone

(cn) 3-Z-[1-(4— (N- (3-dimethylamino—propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethylcarbamoyl—-2-indolinone

(co) 3-Z-[1-(4— (N-dimethylaminomethylcarbonyl-N-methyl-

amino)-anilino)-methylene]-6-methoxycarbonyl-2-indolinone
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(aa) -H-H Me, NJi C29H25N50 508 271 0.45 ./ 0 4
[mH + (A (ab) -H-H -NH (CO-CH2- C27H26N40 471

WESD6/0G160 NVE2 4 [m+H + 255 (A) (ac) -H - H MeI/BRIO0BB057002

C32H35N50 554 180- 0.50 , NO4 [mtH + 185 (D) N Me
C32H34N40 539 190- 0.40 (ad)8-H -H Me, O 4 [m+H + 193
(D) N -Me C32H35N50 554 254- 0.50 (ae) -CH3 -CH3 HN~
04 [mH + 257 (C) JN-Me C30H31IN50 526 170- 0.40

(af) ~-H-HH -.NO 4 [mH + 175 (A) WD 2006/ 067165

PCH) ERP200510%7002meth¥lamChismetNy C30H31NEE) 526t RODene ] —6—

0. 40 a -H-HMNeNO4 [ mH]+ 208 (A 'f.
T%B§O¥§F3%P9W%N/%7-ln%b)@%%omzmo 511 166- 0 . 40
(CH2) 3-NMe2 4 [mH 170 (C)

(cq)3-Z-[1-(4— (N-((4d-methyl-piperazin-1-yl1) -
methylcarbonyl) -N-methyl-amino)—anilino) methylene]—-6-

methoxycarbonyl-2-indolinone
(cr) 3-Z-[1-(4-— (N-((4-—methyl-piperazin-1-y1)-

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

ethylcarbamoyl—-2-indolinone

(cs) 3-Z2-[1-(4-dimethylaminomethyl—-anilino)-methylene]-6-

ethylcarbamoyl—-2-indolinone

(ct) 3-Z2-[1-(4- (piperidin-1-yl-methyl)-anilino) -methylene] -

6—-ethylcarbamoyl-2-indolinone

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

anilino)-methylene]-6-ethylcarbamoyl-2-indolinone,

their tautomers, their stereoisomers or the physiologically

acceptable salts thereof.

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

Abbreviations used:

HOBt = 1-hydroxy-1lH-benzotriazole
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15

-N (Me)- (CO) C30H33N50 528 166- 0.30 (ai) -H -H NH
(CH2) 3 4 [m+H + 170 (E) NWe2 (aj) -H -H -H C23H18N20

W@ZW6AFTA65 0. 80 3 [mtH] + 280 (C) C25H23N30 4P@EI/RIB05/057002

0.70 (ak) -H-H-N (S02Me) -CH3 5S [m+H] + 282 (O

*Sol vents: (A): silica gel,” rfét hyl ene

chl oride/ nmethanol 9:1 (B): al um num oxi de, nethyl ene
chl oride/ methanol 20:1 5 (O : silica gel, nethylene
chl ori de/ met hanol /ammonia 9:1:0.1 (D): silica gel
nathy#enebehhotkdeknﬁ%hapﬁ%NannnnLH'—Beﬂr@m@ﬂhyEﬁronium—
silic net hyl ene chl ori de/ met hanol / amoni a 10
@?E?@ O?ﬂ%OF%Fgomﬁng conpound i s prepared

anal ogously: (al)

3-Z-(1-cycl ohexyl am no-1| - phenyl - et hyl ene) - 6-
pebGoxyearbbryl P2rpAadsPPAehe 15 Rf val ue: 0.60 (silica
gel, nethylene chloride/methanol = 9:1) Melting
point: 236-243 C C23H24N203 Mass spectrum nmlz = 377
hoH + MEO-2006£067466 PCT/ EP2005/ 057002

Examples (t) to (al):

The following compounds of general formula II are prepared

analogously to the compounds described in WO 01/27081:

RS
) A
B
// H
||Iii O
H
O

D

-

,_'

@)
g [~ P
o A B R © 5 o g
9 — H S —
o S D - .
o g 9] ) = O |
=] O © [ON 0] o Uy
Fo = 0 > — o

C»7H,7N 30 456 n. 0.30
(t) —H —-H -0 (CHz)Z—NMez B

4 [m—H] b. (A)




- 72 Exanples (am to (av) 5 The foll ow ng conpounds
of general fornmula Il are prepared analogously to

wa bwooerpounds described in WO 01/27081: R6 NPGI/ER2003A4337002
/[ H(IIl) 0 10-H- 0 Q 04 R6oUct o wwhO04
a--) H a) 1 'N M 467 0.50 {lam) ,r NJ C28H28N403 275
398 0.70 (an) -CH2-NHWVe C24H21N303 287 [mH (A

r-10 454 0.70 (ao) .{NJ C27H25N304 335
N’;\'\l"\"e CayHasNsO | 540 250- [0.60
(u) —-H —H Me.N_[ .
N , [m+H]" [252 | (B)
(v) oN i -N (Me)—- (CO)— | Cy9Hy9N50 510 163—]0.35
v _ _
CH,—NMe» 4 [m+H]+ 165 (A)
-N (Me)—- (CO)— | Cy9H30N4O 515 160-10.40
(w) —-OMe | -H
CH,—NMe» 5 [m+H]+ 163 (A)
-N (Me)—- (CO)— | CygHy4N4O 457 0.45
(x) —-H —H 221
CH,—NH, 4 |:m-|—Hz|Jr (C)
Me
(y) H H | Me ,[N"‘ CoulloiN:0 | 542 265 d
y - - y NM n.da.
.\L\f e} ®2 3 |:II'1‘|'H:|Jr
OH
X CapH3oN40 | 545 199-10.40
(Z) —H —-H
'V'e‘Nﬂl; “on |, m+H]" (202 | ()
o
=N
N/_ C29H25N5O 508 0.45
(aa) |-8 |-H |Me [ L |2
v, O 4 [m+H] (A)
(ab) - - —NH- (CO) —CHy—| Cy7Hy¢N4O 471 250-10.50
a _ _
NMe, 4 [m+H]+ 255 (A)
N- C32H3sNsO | 554 180-10.50
(ac) |-H —-H Me. _(Nu CH, .
N , [m+H]" [185 | (D)
N-Me | g0 [539 190-|0.40
(ad) [-B |-H |Me X
N , [m+H]" [193 | (D)
y NCN"V'G CayHasNO | 554 254- |0.50
(ae) |-CHs |-CHs| N, L R
N . m+H1° |257 | (C)
ot | L |n [N':,\'\l"\"e Cs0H31NSO | 526 170-|0.40
a - - \
N0 4 [m+H]" [175 | (A)




[mH (A -N(S02Me) - 519 0 . 70 (ap) C27H28N405S

280 (CH2) 2 -NMe2 [ mH] (A WD 2006/ 067165
WEDTHBPAE05/ 057002 - 73 CH (aqg) N r-j C27H2MXGDR049657002

256-257 0.75 'OH [mtNa]+ (A) NO Me 526 0.60 (ar)

Me. NN C30H31N504 ]+ 346 O {m¥H(A) N O 513 0.70

(as) Me.N_N-"J C29H28N405 237-238 .~ O [mrH + (A M

N 528 0.50 (at) Me. ~NMe C30H33N504 238-240 N O 2

[mH + (A) 444 0.35 (au) -0 (CH2) 2-NMe2 C26H25N304

n. b.| [mH + (B) *S@Iwents (A) reversed phpse RS,
met hgnol / by i ne(50) A[—'le 31N§€9 gek, mefhyseng 4q
chyprli-de/ netthano 5 T fo I"owi ng conpoupd is
prepdred anal ogdW’s,\y (av) [m+H]™ [208 | (A)
3- Z- (|1- cyc| ohexyl afmﬂ I-phen)l - net hyl ene) - 6- car boxy- 2-
—N (Me)—- (CO) - C30H3oN 0O 511 166—10.40
(ah) |-H —-H
(CH2)3—NM62 4 [m_H]’ 170 (C)
-N (Me)—- (CO) -
C30H33N5O 528 166_ 0.30
(al) |-H -H NH-(CHy) 3—
4 [m+H]+ 170 (E)
NMe»,
Cy3H1gN0 275-10.80
(a9) |-& g g 23n18Np 371
3 [m+H]+ 280 (C)
C25H23N30 478 278— 0.70
(ak) |-H |-H |[-N(SO;Me)-CHs N
59 [m+H] 282 (C)

*Solvents:

(A) : silica gel, methylene chloride/methanol 9:1

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

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

(E): silica gel, methylene chloride/methanol/ammonia
9:1:0.01

The following compound is prepared analogously:

(al) 3-Z—-(l-cyclohexylamino-1-phenyl-methylene) —6—
methoxycarbonyl-2-indolinone

Rr value: 0.60 (silica gel, methylene chloride/methancl =
9:1)

Melting point: 236-243 °C

C23H24N205

Mass spectrum: m/z = 377 [m+H]"



i ndolinone Rf value: 0.50 (silica gel, nethylene

chloride/ nmethanol = 10 9:1) Melting point: 347-350 C
WE2REAMER03 Mass spectrum mz = 363 [m-H + 1BCT/EP2005/057002

Exanples (aw) to (az) WO 2006/ 067165 PCT/ EP2005/ 057002

- 74 (aw) 3-Z- [ 1- (3- ~— 72 -

(di met hyl am nonet hyl )-anilino) -1- (3- (2-

car boxy- et hyl ) - phenyl ) - net hyl ene] - 6- net hoxycar bonyl -

i ndol i none (ax) 3-Z-[1-(4- (2-dinethylam no-ethyl)

-anilino) -1- (3- (2- 5

car boxy-et hyl ) - phenyl) - net hyl ene] - 6- met hoxycar bonyl -

i ndol i non (ay)

BxZmple § 41 &4y mebhyby) m dazol - 2-yl) -anilino)-1-(3- (2-

car boxy- et hyl ) - phenyl ) - net hyl ene] - 6- net hoxycar bonyl -

i ndol i none 10 (az) 3-Z- [ 1- (4-

0 I n

S CE T R A EEROY A0 Lt BPheitt FOiplSe LT uaks Dcpared

andobyoaney Peepanat tonpofintihedstsaribag conpounds27045b:

(1.1

1-acetyl - 3- (1- hydroxy-I|-(3-(2-ethoxycarbonyl -et hyl) -

phenyl ) - met hyl ene) - g;snet hoxycar bonyl - 2-i ndol i none

6.00 g 1-acetyl-6- hoxycar bonyl - 2-i ndol i none, 6.30 ¢

3- (2-ethoxycarb -ethyl)-benzoic acid (preparation
N
// H
O
HO O N (111
O
B
a
e | © B
g S w o >
& R g e 1B o O e
K 5 s 0 S L B
0, - |
5| Iy 9 O w
— e
Q
>
e 467 0.50
(am) CogHogN4O 275
r N_J 28H2gN403 (meH] (B)
398 0.70
(an) —CHQ—NHMG C24H21N303 _ 287
[m—H] (A)
I 0.70
(ao) \//N\//O C27H25N304 4o4 335
~ [m-H]" (A)
-N (SO,Me) — 519 0.70
(ap) C27H2eN 4055 B 280
(CHz) 2—NMe; [m—H] (A)
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20 anal ogously to Tetrahedron 1997, 53, 7335-7340) and
9.10 g TBTU are dissolved in 80 m of

wa@i20ee0émbs or mani de,

13.

5 n

4.34 g HOBt are added and the

12 hrs at ambient tenperature3 After

sol vent

chloride/nethanm

di i sopropyl met hy| BECA/AR20851¢57002

m xture is stirred for

this time the

is renoved, diluted hydrochloric acid 25 is
added and the residue is recrystallized from nethyl ene

Yi

el d:

10.6 g (94 % of theory) Rf

val ue: .50 (si Fica g I nethylengﬂggéouége/nethdnob =
19 30 Melti poi nt -~ 80- d 3 Bs s,
spect'r ufn 438 [ Vo 20%1 %%16 5bRES (B)
PCT/ EP2p05/ 0570087 - 75 The fo I'owi nd donpounds |are
prepar eyt amnat o @% 12)
1-acetyl-3-(1- 3T9Y vy I -(4-(2-net hbRgcarlbonyl - et hyl P-60
5 (EHenyl) hy ene)-GCWébﬁ%iycarggg%L;Z-' bb i npne
preparef fronPl-acety| - 6- met hoxjyc yI-2-indoI|non<éU
and 4- 2-nethoxvcarbfnyl-ethyl -benzoid acid
(preparation amahpgously to Tetragﬁgron 1997, 53, 0.70
13387340 WY vaLue: Debl (giddFa o, nesylege]
chlori de/ me{fragol = 19 Mel thrg) pgi nt: 1881192(,G
C23H21ND7 Nhss spectrun1 mz = 422 [mH]| 15 (11.1)
Facetyl=S=(tpethoxyrt=(S=(2=—<t hoxycar fonyt=ethyt )=
phenyl ) { met hylxene) - 6-met hoxycar ponyb82-ijndol i none 0.50
(at) MeN NMe CagH33N504 N 238-240
v, O [m+H ] (A)
444 0.35
(au) —O(CH2)2—NM62 Co6Hy5N304 n. b.
[m+H]" (B)
*Solvents:
(A) : reversed phase RP8, methanol/brine(5%) = 4:1

(B): silica gel, methylene chloride/methanol 4:1

The following compound is prepared analogously:

(av) 3-Z-(l-cyclohexylamin—-1-phenyl-methylene)—-6-carboxy—-2-
indolinone

Rf value: 0.50 (silica gel, methylene chloride/methanol =
9:1)

Melting point: 347-350 °C

C22HooN205

Mass spectrum: m/z = 363 [m+H]'

Examples (aw) to (az)
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7.17 g trinmethyl oxoniuntetrafluoroborate are slowy
added to a solution of 10.6 g 1l-acetyl-

W@ 00byemexy-1- (3- (2- PCT/EP2005/057002

et hoxycar bonyl - et hyl ) - phenyl ) - net hyl ene) - 6- net hoxycarb
onyl 20 2-indolinone (starting material 1.1) and 12.5
m ethyl- diisopropylamne in 100 m nethyl ene
chloride. After stirring for 4 hrs at anbient
tenperature another 3.50 ¢
KaWneBhy#QXGmBumﬁemeaﬁymammbomateyaveaaﬂﬁedoaﬂﬁ—ﬂhe(2—
m xture e or ) nbi ent tenperature.
AP TEF T Rat Tb) TPREY ho-HE S b BE S aCRERCFEREoRrEh 2
wakgninbhe organic phase is dried over nagnesium

sul phate and the solvent is renoved. The residue is
p@K f Bed-oVer4a Brfivathelaponamthll haret hgpené— (3- (2-

GRLOBL L DEIBle T Shceg gL oLt 42
thenuﬂeﬁnethanol = 20 1) C25H25N07 MD 2006/067165

PCT/EP2005/057002 - Mass spectrum mz_ = 452
%ﬁélréﬁré%ﬁﬁatéaﬁpbmhaézaﬂe pY epafBdLtino) —1-(3-(2-

@5@%89 ustyvi1P-pneny1 thyl 6-meth bonyl— 2—
JeguELHyLP gt ?ﬁyngtﬂzxyyl??i]<z Tmethoxvoarbonyl -2

hyﬁpllnone

CPEDarEa 1 ot 1 ka0 1 RORF By Srhte 30 "2nRa-

ﬁ&tb@xyeathpnprﬁéhyL) mBEhyﬂéﬂﬁﬁtbyhéﬂbeﬁcarbonyl—2—
met hoxycar bonyl - 2-i ndol i none (starting material 1.2)
31pdRE1Garfe: 0.80 (silica gel, nethylene

chl oride/ methanol = 19:1) Melting point: 112-117 C

Preparation of the starting compounds:

(I.1) l-acetyl-3—-(l-hydroxy-1-(3-(2—-ethoxycarbonyl-ethyl)-
phenyl) -methylene) -6-methoxycarbonyl-2-indolinone

6.00 g l-acetyl—-6-methoxycarbonyl-2-indolinone, 6.30 g 3-
(2—-ethoxycarbonyl—-ethyl)-benzoic acid (preparation
analogously to Tetrahedron 1997, 53, 7335-7340) and 9.10 g
TBTU are dissolved in 80 ml of dimethylformamide, 13.5 ml
diisopropylmethylamine 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
is added and the residue is recrystallized from methylene
chloride/methanol.

Yield: 10.6 g (94 % of theory)

Rr value: 0.50 (silica gel, methylene chloride/methancl =
19:1)

Melting point: 80-84 °C

C24H23NO7

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



C24H23NO7 Mass spectrum mz = 438 [mtH + 15 (111.1)
3-Z- [1- (4- (dinethylam nonethyl)-anilino) -1- (3-

W@ 2006/067165 PCT/EP2005/057002
et hoxycar bonyl - et hyl ) - phenyl) nethylene] 6- met hoxycarb
onyl - 2-indolinone 20 1.2 g
1-acetyl - 3-(1-nethoxy-I-(3- (2-ethoxycarbony|-ethyl)-
phenyl ) - met hyl ene) - 6- met hoxycar bonyl - 2-i ndol i none
(starting material I11.1) and 0.32 g
4- (di met hyl am nonmet hyl )-aniline are dissolved in 10

of dinethylformam de and stirred for at
TioctoM P8 " oGPIHGLEHG SoFvBAPEFEoayaporaPEaL H8 t he
residue is taken up in 5 m of nethanol and 200 ng 20
percent sodi unet hyl at-solution in ethanol are added.
The?) nixeapeyils3stilrpgdrpsy—1-34hdg-aethabyeprbonyl-ethyl) -

#S t ?Lﬁéﬁh EQSe S@'MS?%okicé?HBM?? §n9n&8§lh8§%due

en up ueous-” phase |
pkapare&tfacmed atéhyethymeeﬁoagehaben@md2thﬁdcmmbbnedand
i hases are dried over sodium sulphate. After

organi c
‘gﬁamﬁFﬁ8ﬁY%Pr?ﬂ%Y%oF%%K%)fﬁ%nV@FEOGG%@Gfﬁégparatlon
B 1 EB2005( 0864002t randdrohesbdue ks, pusktiedsgyer a

silica gel colum w th nethyl ene chl ori de/ met hano

ROV Llwas: € uaht (siiieta: 9@l 33ngr {B5W ofclt heorgd /mgFhanol =

g@lyi 0.35 (silica gel, nethylene chloride/ methanol =
1) Melting point: 129-134 C C31H33N305 Mass

mpecingmpomhz: =15281 parpP +

C23H21NOy

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

(IT.1) l-acetyl-3—(l-methoxy-1-(3—-(2-ethoxycarbonyl-ethyl) -
phenyl) -methylene) -6-methoxycarbonyl-2-indolinone

7.17 g trimethyloxoniumtetrafluoroborate are slowly added
to a solution of 10.6 g l-acetyl-3—(l-hydroxy-1-(3—(2-
ethoxycarbonyl—-ethyl)-phenyl)-methylene) -6-methoxycarbonyl—
2—indolinone (starting material T.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 12 hrs at ambient temperature. After that
time the mixture is washed twice with water, the organic
phase i1is dried over magnesium sulphate and the solvent is
removed. The residue is purified over a silica gel column
with methylene chloride/methanol (97:3) as eluant.

Yield: 4.56 g (42 % of theory)

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

C25H2sNO7
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10 The foll owi ng conpounds are prepared anal ogously:
(111.2) 3-Z- [1- (4- (2-dinethylam no-ethyl) -anilino)

WO 2006/)@H65 2- PCT/EP2005/057002

et hoxycar bonyl - et hyl ) - phenyl ) - met hyl ene] - 6- net hoxycarb
onyl - 2-indolinone 15 prepared from

1-acetyl -3-(1-net hoxy-1-(3-(2-ethoxycarbonyl -

et hyl ) - phenyl ) - met hyl ene) - 6- met hoxycar bonyl - 2-i ndol i no
ne (starting material I1.1) Rf value: 0.30 (silica
gets sptbytene chforidéepprethanol = 9:1) 20 Melting
point: 174-177 C C32H35N305 Mass spectrum mz = 542

[mtH + (111, 3) 3-Z- [ 1- (4- (1-nmethyl-imdazol-2-yl)
TAAI EbNO)widy 6§m 6@nd25are prepared analogously
et hoxycar bonyl - yI) phenyl? nmet hyl ene] - 6- net hoxycar b

onyl - 2- |ndoI|none prepared from

= | -3-(1- h
T e b e B SR
pﬁen§$tamétnglaaéepsamethoiycaebEmyvaEHEndelﬂﬁoﬁS|I|ca

gel, nethyl ene_chloride/ nmethanal = Mel ting

IBB?H%IG% WD 26067 067165~ b@r%&zoésﬁésféoz - 78
@QH?Q%Q%U%% §9§$ng‘ne z)—mé§ﬂyﬂaﬁ +6(111. 4)

(4- (dinethylamnonethyl)-anilino) -1- (4- (2-
BepRohpxgcarbphyl = enﬁyl}nph@nysyaﬁéﬂhyl@ﬂ@?rﬁal I.2)

ﬁ?ﬂﬂ9ﬁ¥§9r§ﬂﬁy'(é%ilégﬂééE”‘ methylene chloride/methanol =
19:1)

Melting point: 112-117 °C

C2aHy3NOy

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

(ITT.1) 3-Z-[1-(4—-(dimethylaminomethyl)-anilino)-1-(3—-(2-
ethoxycarbonyl—-ethyl)-phenyl)-methylene] -6-methoxycarbonyl—
2—indolinone

1.2 g l-acetyl-3-(l-methoxy-1-(3-(2-ethoxycarbonyl-ethyl)-
phenyl) -methylene)-6-methoxycarbonyl-2-indolinone (starting
material II.1) and 0.32 g 4—(dimethylaminomethyl)—-aniline
are dissolved in 10 ml of dimethylformamide and stirred for
3 days at 110°C. After cooling 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 1.5 hrs at ambient temperature, the
solvent is removed and the residue is taken up in water.
The aqueous phase is three times extracted with ethyl
acetate and the combined organic phases are dried over

sodium sulphate. After evaporation of the solvent the
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prepared from 1-acetyl - 3-(1-nmet hoxy-I|-(4-(2-
nmet hoxycar bonyl - et hyl ) - phenyl ) - net hyl ene) - 6-

woremkessear bonyl - 2-i ndol i none (starting mat er i BCT/ER2085/057002

10 Rf value: 0.50 (silica gel, nethylene

chl oride/ nethanol = 9:1) Melt/ing point: 226-229 C
C30H31N305 Mass spectrum mz = 512 [mH 15

Preparation of the final conpounds: The foll ow ng

conpounds of general forrmula IV are prepared
aealidgeumsyptoifhedcon@ouadsiﬂj%er gbedcbhuM® O1LR708fAhylene

startin t ove ntl oned starti ng
ﬁ%\%%ﬁﬁ?é gtge% & EIS ?/E 0 25 WD 2006/ 067165
PCI1 EP200350§7008s 49 t@éorw m Q 36a-) Om+) RR
Qo o Qw04 wWO wmw
Rs value: 0.35 (silica gel, methylene chloride/methancl =
9:1)
Melting point: 129-134 °C
C31H33N305

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

(ITI.2) 3-Z2-[1-(4—(2-dimethylamino—ethyl)-anilino)-1-(3-(2-
ethoxycarbonyl—-ethyl)-phenyl)-methylene] -6-methoxycarbonyl—
2—indolinone

prepared from l-acetyl-3-(l-methoxy-1-(3—-(2—-ethoxycarbonyl-
ethyl)—-phenyl) —-methylene) -6-methoxycarbonyl-2-indolinone
(starting material II.1)

Rr value: 0.30 (silica gel, methylene chloride/methancl =
9:1)

Melting point: 174-177 °C

C32H35N305

Mass spectrum: m/z = 542 [m+H]'

(ITI.3)3-Z2-[1-(4-(1-methyl-imidazol-2-yl)-anilino)-1-(3—-(2-
ethoxycarbonyl—-ethyl)-phenyl)-methylene] -6-methoxycarbonyl -
2—indolinone

prepared from l-acetyl-3-(l-methoxy—-1-(3—-(2—-ethoxycarbonyl-
ethyl)—-phenyl) —-methylene) -6-methoxycarbonyl-2-indolinone
(starting material II.1)

Rs value: 0.45 (silica gel, methylene chloride/methancl =
9:1)

Melting point: 102 °C
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COOH - CH2- C29H29N30 500 163- 0.40 (aw) [I11.1 NMvez 5
[m-H + 167 (A) COOH (CH2) 2- C30H31N30 514 248- 0.35

W@ 2005047145 2 NMez 5 [mrH] + 255 (A) COOH LN C3BtZBRM05/057002

523 184- 0.35 (ay) LN 111.3 Me s [m+H 190 (A) HOOC
- CH2- C29H29N30 498 190- 0.208 (maz) 111.4 NVez [ mH ]
195 (B) *Solvents: (A): Reversed Phase RPS,

nmet hanol / brine(50) = 4:1 (B): silica gel, methylene
chl oride/ methanol 9:1 5 Exanples (ba) to (cn)
Pr.eparati on of the starting conpounds: 10 (1V)

3-(1- hydroxy-I| -phenyl - hyl ene) - 6- car boxy- 2-
Haio1 Pore s o g e SEL MY n RS
1-acetyl - 3- (1- net hoxy- | - phenyl - net hyl ene) - 6-

met hoxycar bonyl - 2-i ndol i none (preparation described in
VWOL WO 20062 067165 (PCTAERP2ODBLOBFROREthyl) —anilino) —1- (4- (2~

methoxycarbonyl—-ethyl) —phenyl) -methylene]-6-
methoxycarbonyl-2-indolinone

prepared from l-acetyl-3-(l-methoxy-1-(4—-(2-
methoxycarbonyl—-ethyl) —phenyl) -methylene)—-6-
methoxycarbonyl-2-indolinone (starting material II.2)

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

Melting point: 226-229 °C

C30H31N305

Mass spectrum: m/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 mentioned starting materials:

MeO (V)

Iz
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160 m of
WOrR0o/06763 s
and for 6 hrs at

ref | ux.

80 01/27081) are disolved in 500 mM of nethano
1N sodi um hydroxi de solution are added. The

stirred for 1 hr at ambi ent tenpePCE/BPR05/057002
After that time another 20

a

nd

m of 1N sodium 5 hydroxide s ution are added and the
m xture is stirred for

m of 1N hydrochloric acid are
residue is filtered off and dried at
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) - 2-H°ndol
phenyl - n¥
rting nmat
1m eth

furthg
0 .
eﬁhyggn

icnoige

tthy Fen
eria
 diisag

r purifid
1)
e) -6 (

5. g
e)- & carl
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= 323 [mf
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e
(s? fca

L

sl v:

ant|.

.35

(ay)

COOH

&

N
yg&ﬁ

Me

ITI.3

Cz0Ho6N40

5

523

[m+H]"

184-
190

(az)

HOOC

—CH,—

NMe»

ITT.4

C29Ho9N30

5

498
[m-H]

190-
195

*Solvents:

(A)

(B) :

Examp

Reversed Phase RP8, methanol/brine (5%)

4:1

silica gel, methylene chloride/methanol 9:1

les (ba) t

o (cn)

Preparation of the starting compounds:

(IV)

3—-(1l-hydroxy—-1l-phenyl-methylene) —6—carboxy—2-

indolinone
11.0 g l-acetyl-3-(1l-methoxy-1-phenyl-methylene)-6-

methoxycarbonyl-2-indolinone (preparation described

in WO
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30 (V.2)
3-(1- hydroxy-| - phenyl - net hyl ene) - 6- et hyl car banoyl -

W0 pehémone WO 2006/ 067165 PCT/ EP2005/ 057002 PCBEP2005/057002

prepared from

3- (1- hydr oxy- | - phenyl - met hyl é&¥)~ 6- car boxy- 2-

i ndol i none (starting material 1V) and ethyl am ne
C18H16N203 WMass spectrum niz = 309 [mtH + 5

Preparation of the final conmpounds: (ba) 3-Z- [ 1- (4-
02/ﬁ7ﬂ®1hyhaﬁ1dmselhyﬁ)lnaBDDimm)oflmphhaybi and 160 ml of

geth | ene] - 6- %N—ethyl Icarba ﬁ b ndol i hone

U 2809'WY BYPIChydFoR9- Ptb enyfreneéthy enE# CeIEREBE fiyt S
get hybgarbanoyh)- 2ci peBl Epenechistart Lng BRbErbal 6Vni) at
and 382€ggt4 (2-di met hyl am no-ethyl)-aniline are

@@éé@#v ar3that simeetpahPdiroflr @h, 0569Nppodium
ayggga ééxgéﬁbﬁa§9£ea§&§d §Q§egh§”ﬂl£g§rg1ﬁéué ibfeq for

|rre n a nmcrowave oven ter coo |n
ahetsekVEnhrsSaevap@nakedlandmuhef nsshgdeObslbakenaupd are
in water. The residue is filtered off

v4eadm bRFedear L ooey 9?%F8ueoli8fbl?%6@gonFh@%@y?rl?@ at

yabhue: @hgoré§hah§algehseaekhﬁhgﬂg £8Pt her purification.
chl ori de/ met hanol /ammonia = 9: 1) N@Itlng poi nt :

1961Q007Cﬁ@Z@FB@ﬁM@ZOfNEESOSbECtrun1 mz = 469 [m-H] +
25 The foll owi ng conmpounds of general fornula V are
pr epar ed

(V.1) 3-(l-hydroxy—-l-phenyl-methylene)-6—-(N-ethyl-

methylcarbamoyl)—-2-indolinone

5.50 g 3-(l-hydroxy—-l-phenyl-methylene)—-6—carboxy—2-
indolinone (starting material IV), 7.54 g TBTU, 3.60 g HOBt
and 17.1 ml ethyldiisopropylamine are dissolved in 200 ml
of dimethylformamide. 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
solvent 1s evaporated and the residue is purified over a
silica gel column with methylene chloride/methancl/ammonia
(9:1:0.1) as eluant.

Yield: 6.10 g (97 % of theory)

Rs value: 0.35 (silica gel, methylene

chloride/methanol/ammonia = 9:1:0.1)
C19H18N203
Mass spectrum: m/z = 323 [m+H]'

The following compound is prepared analogously:

(V.2) 3—-(l-hydroxy-1l-phenyl-methylene)-6-ethylcarbamoyl-2-

indolinone
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anal ogously to the above conpound (ba), follow ng the
procedures described in WO 01/27081: WD 2006/ 067165

WOEDDHBA005/ 057002 82 QR4 H x | H3C N | / BCIEP20P5/057002

04< 0 QXRIOQaQWF-4 U 4-1 NVe2 C28H30N40
455 0.35 (bb) -CH3 2 [n%kﬁ#ﬁﬁ391243 (A) CH3 N

C2sH30N40 419 0.35 (bc) -CH3 267-271 2 [mtH+ (B) N

(CH 3)2 (bd) -CH3 C27H34N40 447 133-138 0.30 2 [mtH] +

(B) rCH3 p-Jr N-CH3 C31H36N40 513 0. 45

prepared from 3-(l-hydroxy—-l-phenyl-methylene)-6-carboxy—-2-—

indolinone (starting material IV) und ethylamine
C18H16N203

Mass spectrum: m/z = 309 [m+H]'

Preparation of the final compounds:

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

250 mg 3-(l-hydroxy-l-phenyl-methylene)-6— (N-ethyl-
methylcarbamoyl)—-2-indolinone (starting material V.1) and
382 mg 4-(2-dimethylamino-ethyl)-aniline are dissolved in 3
ml of tetrahydrofuran, 569 ml trimethylsilylimidazole 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.

Yield: 0.18 g (50% of theory),

Rs value: 0.30 (silica gel, methylene
chloride/methanol/ammonia = 9:1:0.1)

Melting point: 195-200 °C

C29H32N102

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

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

procedures described in WO 01/27081:



(be) -CH3 191-196 \ 3 [m+H + (B)
C33H39N50 554 258-262 0.40 (bf)
WQ@OD6HEBFL65 PCT/ EP2005/ 057002 -

H 3C 0 N NMe2
-CH3 3 [m+H] (B) WO
83 r'N-Me RCUERIS/057002

C33H38NGO 567 0.20 (bg) -CH3 N 0 214-218 3 [m+H + (B)
C25H29N30 404 0.70 (bh) -CH$239-242 2 [m+H + (A) O
N-\-NMe2 C31H35N50 526 237-240 0.30 (bi) -CH3 H 3C 4
3 [m+H + (B) NEt2 C30H34N40 483 0.40 (bj) -CH3 \ 2
[ m-H + 105-108 (B) H 3CN \, NWe2 C30H33N50 512
208-211 0 .40 ~bk) -CH3 3 [m+H + (B)
4
s
N
H
X
| O
O
0] = JE)
[} o
o . 3 o 5 |58 | A
E X R g G &) L2 g O]
@ 5 = D T 8 = >
X = & = »
= o
NMe2
CogH3oN40 455 0.35
(bb) | -cH4 . | 239-243
2 [m+H] (A)
CH,
N Co5H3oN40 419 0.35
(be) | -cH;, . | 267-271
2 [m+H] (B)
N(CH,),
C27H34N40 447 0.30
(bd) | —CH3 133-138
i 2 [m+H]" (B)
NKCHS
od M |cymsaN0| 513 0.45
(be) | -cH, . | 191-196
Q 3 [m+H] (B)
Hscj
NN
C33H3 0N 5O 0.40
(bf) | —CHs NMe, | ~=sm57 224 1 o58-262
T 3 [m+H]" (B)
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0.40 4S [m+H + (B) C2sH23N30 398 0.40 (bn) -CH3 2

WQ pbblPe71206- 301 (B) NHEt C28H30N40 455 0.30 KEGHEP20CHAB7002

+ 243-247 2 [m+H (A) N Me2 C28H30N40 455 0.30 (bo)
-H 328-332 2 [m+H + (A) WD 20636/ 067165

PCT/ EP2005/ 057002 - 84 0 (bp) -CH3 H3C4 NNMe2
C32H37N50 540 224-228 0.25 3 [m+H + (A) 0 ~O

H3C- SN- CH3 C27H28N40 505 0.40 (bg) -CH3 265-269 4s

[mrH[+ (B)] O %ﬁwfsmo 456 P.60 (br) -CH3 \
254- 257 4
[%:“I'\( C33H38N60 567 0.20
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(bh) | -CH; 239-242
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e
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C29H33Ns0 548 213-217 0.35 4s [m+H + (B) WO
2006/ 067165 PCT/ EP2005/ 057002 - 85 NWe2 O C29H32N40
485 0.40 (bx) -CH3 218-222 3 [m+H + (A) H 3C N Nwe2

C29H31NsO 498_?. 35 (by) -H 130-134 3 [mHH + (D)
H3C N/\/\ C32H37N5O 540 0.25
(bp) | —CH; NMe, 224-228
3 [m+H]" (A)
Y
H3C/SN'CH3 C»7Hy N 40 505 0.40
(bg) | -CHz 265-269
45 [m+H]™ (B)
O OMe
C»7Hy N3O 456 0.60
(br) | -CHs . | 254-257
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0
OH
C26H23N30 4472 O.:I_O
(bs) | —CHs 316-321
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0
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INMez
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(bz) -H NMe2 C27H28N40 441 341-344 0.45 2 [m#H + (D)

0 N-\-NMe2 C30H33N50 512 266-270 0 .40 (ca) -HH3C3

0 (cb) -HH3C4 N\ Nwe2 C31H35N50PGRBP2005/057002
198-202 0.40 3 [mrH + (D) O NH2 C26H24N40 441 0. 25

(cc) -CH3 \ 290-295 3 [m+H+§B)~ O H N "AN* C32H37NsO
540 0.40 (cd) -CH3 CH3 120-126 CH3 3 [mtH + (B) O
fN-CH3 N C31H33N50 524 0.50 (ce) -CH3 100-105\ 3

[mMtH+ (B) O fN-CH3 N C30H31INsO 510 0 .40 (cf)
288-792 \ [3 [ mrH] #Ne)
O C29H32N4O 485 0.40
(bx) | -cH, . | 218-222
3 [m+H] (R)
HC &
N NMe2 C29H31N5O 4 98 O . 35
(by) —H 130-134
A 3 [m+H]" (D)
NMe2
C27H28N4O 441 0.45
(bz) | -H . | 341-344
o 5 [m+H] (D)
0
H3CJ(N’\, C0HaaN<O 0.40
NM 303305 .
(ca) | -1 ®2 512 266-270
3 [m+H]" (D)
0
H3c—4
NN C31H35N50 526 0.40
(cb) | -H NMe, 198-202
3 [m+H]" (D)
0
NH
2 CoeHyyN4O 441 0.25
(cc) | —CHs . 290-295
3 [m+H] (B)
NIy
~ C32H39Ns0 540 0.40
(cd) | -CHs " eH, 120-126
A CH, 3 [m+H]" (B)
oy NCH
C31H33N5O 524 0.50
(ce) | —CHs; . 100-105
3 [m+H] (B)
oy NCH
CsgH31NsO 510 0.40
(cf) | -H . | 288-292
3 [m+H] (R)




WD 2006/ 067165 PCT/ EP2005/ 057002 86 O NJ CH3

C32H35Ns0 538 0. 30
W0 20061087164 h)

- CH3

0.20 H3C 3 [m+H + (B)

(cg)

-CH3 157-163 3 [m+H + (B)
N---%N -CH 3 C32H37NsO 540PBRP2D6S057002
r'N-Me NJ Me. C34HAONGO 581

O

0.50 (ci) CH2C N O 195-198 8@ {m+H + (E) H3 0 N NH
N C32H35Ns0 538 0.35 (cj) -CH3 238-242 \ 3 [m+H + (B)
Or-"NNJ CH3 C31H33NsO 524 0.50 (ck) -H 127-130 3
[mrtH + (D) O H N C31H3sNsO 526 0.40 (ci) -H (~CH3
250- 253 CH3 ?b[m""pﬂ/\( D) | O NNH C82H3sNsO 524 0. 40
N\J CHS C32H35N5O 538 0.30
(cg) | —CHsz 157-163
3 [m+H]" (B)
© NrCHS C5yHs N0 0.20
(ch) | -CHs TTWNCH, | TR 240 e 169 |
H.C 3 [m+H]" (B)
NI/\N-Me
'V'e-N,( ! C3HioNeO| 581 0.50
(ci) | CH,C 0] . 195-198
Q 3 [m+H ] (E)
Hs .
© N INH C32H35N50 538 0.35
(cJj) | —CHs . | 238-242
3 [m+H] (B)
(o) N/
N CHS C31H33N5O 524 0.50
(ck) | -H 127-130
3 [m+H]" (D)
Oy N
\/\N’\ C31H3sNsO 526 0.40
(cl) | -H { CH, . | 250-253
o CH, 3 [m+H] (D)
© N INH CsoH3sNsO 524 0.40
(cm) -H 217-220
d 3 [m+H]" (D)
W
HC™
? SN’\/\N_CH CooHisNsO| 560 0.45
(cn) | -H @ e o | 171-175
. 3 45 [m—H] (D)
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(cm) -H 217-220 3 [m+H + (D) 00 H3C~, C29H33NsO 560
0.45 (cn) -H H3C CH3 171-175 4S [mH (D) WO

WQROP60e[FL65 PCT/ EP2005/ 057002 - 87  * Sol vent BCT/ER293/057002

silica gel, nethylene chloride/nethanol 9:1 (B):
silica gel, methylene chloridel methanol /ammoni a
9:1:0.1 5 (©: alum num oxi de, nethyl ene

chl oride/ methanol 9:1 (D): al um num oxi de, nethyl ene
chloride/ methanol 19:1 (E): Reversed Phase RPS8,
aselmehtskle/mater/trifluoroacetic acid = 1:1: 0. 01 10

EipmLes (co) to (ea) Preparation of, the sterting

lBﬁCGEthga(%eﬁthﬁéﬁh?ﬁéﬂ%'@H@%r@d@?h@@%ﬁﬁ@[b@ﬁMbnga
i ndol i none 8.00 g

3:-heet Yl - 6- nethoxycarbonyl 2-indol i none and 17.2 ni

ggL§t Byl PhLACHOL B! 3L R, ALASOLYRE L A TRBha0b 18664 ©

dride an stlrred hrs at ter
copt i aguRdntheoxesge dulaetsyﬁehtsetﬁdoeﬁﬁe /mashadow IL h:1
et her and vacuum dried at 100C., Yield: %

é?)th%%yﬁysed Phase RP8, acetonitrile water trl luoroacetlc
acid = 1:1:0.01

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

(VI) l-acetyl-3-(l-ethoxy-methylene)-6-methoxycarbonyl-2-
indolinone

8.00 g l-acetyl-6-methoxycarbonyl-2-indolinone and 17.2 ml
triethyl orthoformate are disscolved 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 wvacuum-
dried at 100°C.

Yield: 8.80 g (89 % of theory)

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

Melting point: 187-189 °C

C15H15NOs

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

The following compounds of general formula VI are prepared

analogously to the compounds described in WO 01/27081:
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15

Rf value: 0.35 (silica gel, petrol ether/nethylene
chl oride/ ethylacetate = 5:4:1) 25 Melting point:

WA AN6AGI6C CL5HISNOS Mass spectrum mz = 290P¢TEPH005/057002

Preparation of the final conpounds: 30 The follow ng
conpounds of general fornul-ad& -are prepared

anal ogously to the conpounds described in WO 01/27081:
WO 2006/ 067165 PCT/ EP2005/ 057002 - 88 R6 HH O
H3C'O H(VI) O Hr -Pw R6 m+ -HE 4-1UO0 >CO
(1) Q wQa WU -Nwe- (CO -CH2- 409 0.40 (co)
C22H24NA04 250- 255 Nl\/gg [mH + (A) 352 0.35

H
// H
O
H.c O N (Vi)
3 H
O
v © £ o *
— >
g R & s © R B -
Q g g S - o 2 o
X (o] 0, (] O,
(A % S = g
—NMe - (CO) —CH,— 409 0.40
(CO) CooHy4N404 250-255
NMe, [m+H]" (A)
352 0.35
(cp) —-CH,—NMe» Co0Hy1N303 234-238
[m+H]" (A)
N-Me
N 464 0.45
(cq) Me.N_( ! C,5HygN504 203-207
. O [m+H]" (A)
*Solvents:

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

9:1:0.1

Examples (cr) to (cu)

Preparation of the starting compounds:

(VITI) 3—-(l-hydroxy-methylene)-6-carboxy-2-indolinone
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(cp) -CH2- NMe2 C20H21N303 234-238 [m+H + (A) r' N-Me
0.45 (cq) Me. rNJ C2sH29Ns04 464 203-207 -N O [ m+H] +

W@ 2006/06718501 vents:  (A): silica gel, nethyl enePCI/EP2005/057002

chl ori de/ met hanol /ammonia 9:1:0.1 10 Exanples (cr) to

(cu) Preparation of the startdhg conpounds: 15 (VI1)

3-(1- hydroxy- net hyl ene) - 6- car boxy- 2-i ndol i none WD

2006/ 067165 PCT/EP2005/057002 - 8 5.00¢g

1- acetyl - 3- (1- et hoxy- et hyl ene) - 6- net hoxycar bonyl -
Bnd@lgnmﬂecésyaFBFmg—aﬁhexyamthylane)stmetdeynaiBGnyl—2—
m oi, nmet hanol and 86.4 ni gf 1 sod ég Xi, de
sBPatiBR ar éStatbénd FAEShTRtut'é '§rFe Fﬁi orliglg0 ml of
hESnahbl eantihgt . ui e 6r86n4sAhioh ADubydieehkenieiaei dre
are added. The residue is filtered off and dried at

90dedy) ghd: m2x50rg {(P1rod ot xeledpy) 8- CLDHBNOALMASSthat time
egt (YLLI

B B e Sy B ol ety b e hyl car bangyT oo- TTRaBT Phane

filtered off and dried at 90°C.

Yield: 2.50 g (71 % of theory)

C1pH7NO4

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

(VITI) 3—-(l-hydroxy-methylene)-6-ethylcarbamoyl—-2-
indolinone

400 mg 3—(l-hydroxy—methylene) -6—carboxy—-2-indolinocne
(starting material VII), 689 mg TBTU, 291 mg HOBt and 1.35
ml triethylamine are dissolved 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 solvent is evaporated and the residue is purified over
a silica gel cloumn with methylene chloride/ethanol/acetic
acid (5:1:0.01) as eluant.

Yield: 160 mg (35 % of theory)

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

Melting point: 146-150 °C

C12H12N205

Mass spectrum: m/z = 233 [m+H]'

Preparation of the final compounds:
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400 ng 3- (1- hydroxy-net hyl ene) - 6- car boxy- 2-i ndol i none
(starting material VII), 689 ng TBTU, 291 ng HOBt and

wWA2@6/067165 1 tri et hyl am ne are dissol ved i n 20PCA/ERX005/057002

di methyl formam de. At 0C 1.95 m of a 2M et hyl am ne-
solution in THE are added an®®% he mixture is stirred

for additional 12 hrs at anbient tenperature. After

that time the solvent is evaporated and the residue

is purified over 20 a silica gel cloum with nethyl ene
CthrBdB#eﬂhameKNaQéPmethﬁEFﬂlpérazDnGl}yaSmeth@mtarbonyl)—
Yield 0.20 (silica
JereCiutnoriia) “oRt bonar SehRbrF b bt et gl gazh oy 2=
57d60i04)e 25 Melting point: 146-150 C C12H12N203

Mass spectrum nfz = 233 E F% Preparation of the
tPRangcémpouhdgdrox30MAD2006E 6@165hPtWﬁEP@mOBlOB7OOZ
tadmainee stessi ho M ekdpn VLR oRpRy 543 mo N-L 4
mbﬂﬁyhybiﬁﬁkaﬁlﬂaMFyﬂnemeﬂﬁphthBehyﬁiENhMétﬁybapByl

- indolinone 160
@h%&yh§ﬂ?b§Wl%ﬁtﬁ??eﬂé?sﬁl%?ﬁy¥%aﬁb§ﬁn9ﬁ pegrahydrofuran,

b @slom n@%mé@wﬁgwgmﬁaaab@he%kg) 28R83543amInbF hi4rure is
met hyl - pi perazin-1-yl )-nethylcarbonyl] N- et hyl - p-
@heﬁysén@panﬁhemaneteﬁssblwél fnig @l mpfrowave oven. After

&géiaﬁédgﬁ%uéé‘ﬁm P06 ! evta ?S%hé' gn Elgm dazolig are

a he"m Xture™is firre or “nminutes at

AUOCri adaotreer anay 2uQvenm é&ie@ 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: 0.17 g (52% of theory),

Rr value: 0.60 (aluminum oxide, methylene chloride/methancl
= 9:1)

Melting point: 255-260 °C

C26H32N603

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 01/27081:

(VII)

Ir=z
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10 cooling the solvent is evaporated and the residue
is purified over an al um num oxi de colum (activity

wWQ@2@p/06d165h et hyl ene chl ori de/ et hanol (19:1) BGI/EP2005/057002

eluant. The residue is recrystallized from ether and
vacuumdried at 80C. Yield~ @17 g (52% of theory), 15
Rf value: 0.60 (al um num oxi de, nethyl ene

chl oride/ methanol = 9:1) Melting point: 255-260 C
C26H32N603 Mass spectrum mz = 477 [mtH + 20 The
foll owi ng conpounds of general formula VIl are

nranarad anal nannicl vt tha ahnva canmoitind (ot )
PTopPef oU ] oo OgusoT It ot o aoov e oo p e ot
foll gqwing the procedures descrjbed ign 01/27081: H N
R%_ N H[I O HNH (MI)3 25 0 WD 2G06/|067165 v
PCT/ EP2005/ 057802 - p1 4< U|-Pap X R m¥ w0 5
4-9 HO X0 0 Q o o g & o
HC
’ NJ&NMeZ 422 0.70
(cs) | -H Q Co3Hy7N505 .| 280-283
[m+H] (D)
NO 405 0.80
(ct) —H Cy1HygN4O5 n 245-248
[m+H ] (D)
by
N 0.40
(CU) —H N|\/|62 C»5H31N503 450 130 |
- [m+H]" (B)

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

5:2:0.01

Tautomers, stereoisomers or physiologically acceptable
salts of these compounds are also contemplated within the
scope 0f the present invention, and may be obtained using
the methods described in WO 01/27081, the content of which

is herein incorporated by reference.

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

phenyl-methylene] —6—methoxycarbonyl-2-indolinone, disclosed
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44 cn WH 3C N\, NMe2 422 0.70 (cs) -H - C23H27Ns03
280-283 \ [m+H + (A) ND 405 0.80 (ct) -H C24H28N402

wQ pavblpe71eA5- 248 (A) 0 H 3C 4N\ (cu) -H NMe2 PCTI/EP2005/057002

C2sH31Ns03 450 130 0.40 [m+H + (B) *Solvents: (A):
al um num oxi de, nethyl ene chleride/ methanol 9:1 5
(B): silica gel, nethylene chloride/ethanol/anmoni a
5:2:0.01 Tautoners, stereoisoners or physiologically
acceptable salts of these conpounds are al so
ﬁontenphgﬂedimﬁWhin4VhéO990 sbepeootehheopr esenh is
[ nvention, be obt |ned usi ng the net hods

e ene el P BLn o5 g CEREEEnt agt of Wi enC®, g

herein incorporated by reference. A particularly
preferred conpound is the 15 nnnoethanesulphonate sal t
5he3mgt@@o@4t@ﬁ+@(4th@tﬁympound 3-2—-[1-(4-(N- ((4-methyl-

%}@%QE&H— 1-yh) -Rethyh carBenyh ) -RERELAY) -2 79) = aRih i Aoy —1-

phenyl -met hyl ene] -6-met hoxyecarbonyl -2-indol inone -
di scl osed WO 2006/ 067165 PCT/ EP2005/ 057002 - 92 for
BRARPHRATRS WP BA1 4809920t hRCcBRPERP IS ChhFLEHRS| sompound or

of these metabolites obtained via, for example, chemical or
non—-chemical derivatization of the entire molecule or of
one or more chemical groups on the molecule, 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-1-yl)-—
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
methylene] -6-methoxycarbonyl-2-indolinone—

monoethanesulphonate.

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

of its scope:

(1) 3-Z-(l-anilino-1-phenyl-methylene)-6-ethoxycarbonyl—

2—indolinone

(2) 3-Z2-[1-(4-nitro—-anilino)-1-phenyl-methylene]-6—

ethoxycarbonyl—-2-indolinone

(3) 3-Z2—-[1-(4-fluoro-anilino)-1l-phenyl-methylene]-6-ethoxy—

carbonyl-2-indolinone
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i ncorporated herein by reference. The netabolites of
the conpound 3-Z-[1-(4-(N-((4-nmethyl 5

WERpenerasoh- 1- yl ) - met hyl car bonyl ) - N- met hyl - am ne)F/BPA0D3/657002

0)-1-

phenyl - met hyl ene] - 6- met hoxyca&tdonyl - 2- i ndol i none-

nonoet hanesul phonat e and the prodrugs of this conpound

or of these nmetabolites obtained via, for exanple,

chem cal or non-chem cal derivatization of the entire

) edukbe[or (6f cilooneant 1imbe-thepheoal -geotpieonltheethoxy -
nDIeculf are aé contenpl ated conpounds within the

FRARPRYof tREChFBSBRt invention. In this matter,

reference is made to WO 04/13099, which descri bes

met abolites and prodrugs of the conpound

8o7- Prat4l Nt tadpee Ryl ipp petaphanylympthglene] —6-

EA no) - ani | i no) - 1- phenyl -

ne%ﬁ%%g%%?ggy%ezho§§%g¥%on§} 2-indol i none-

nnnoethanesulphonate The follow ng Iist of specific
onpounds_is illustrative of _20 the_presen

ﬁ%eﬁf?ohl ﬁﬁfﬁﬁﬁ?océﬂé%FFaflﬁgp%ﬁQY%lﬁﬁFﬁYﬂﬁﬂe of “Ftgoxy-

§§99§nyi1} —indolinone
3-Z-(1-anilino-I-phenyl-nethyl ene)-6-ethoxycarbonyl -

2-indol i none 25 (2)

gtﬁ 57 Lf%gi 8§§|n63|g%l%lggf3¥ neLhYlgoel; %ane —6-

oxyca I'none
étzokgeéﬁbéhyppa andbinnynd- phenyl - net hyl ene] - 6- et hoxy
- 30 carbonyl -2-i ndol i none WO 2006/ 067165
PCT/ EP2005/ 057002 - 93 (4)

?8?'Elziﬁlﬁmh059h§£§LéHQi1&6Ph§ﬂ¥héH§EhME€H§léﬁé?1@QXV

ethoxycarbonyl—-2-indolinone

(9) 3-Z-[1-(4-trifluoromethyl-anilino)-1-phenyl-methylene] -

6—ethoxycarbonyl-2-indolinone

(10) 3-Z2-[1-(4-methyl-anilino)-1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(11) 3-Z-[1-(4-methylmercapto—anilino)-1-phenyl-methylene] —

6—ethoxycarbonyl-2-indolinone

(12) 3-Z2-[1-(4d—-aminomethyl—-anilino)-1-phenyl-methylene] —6—

ethoxycarbonyl—-2-indolinone

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

methylene] -6—ethoxycarbonyl-2-indolinone

(14) 3-Z-[1-(4-(anilinomethyl)-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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car bonyl - 2-i ndol i none (5)
3-Z-[1-(4-iodo-anilino)-1-phenyl-nethylene]-6- 5

we@eheRyes bonyl - 2-i ndol i none (6) PCT/EP2005/057002

3-Z-[1- (4-cyano-anilino)-1-phenyl - net hyl ene] - 6- et hoxy-
car bonyl - 2-i ndol i none 10 (7)94 -

3-Z-[1- (4- met hoxy-anilino)-1-phenyl - nmet hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (8)

3-Z-[1- (4-ethoxy-anilino)-1-phenyl-nethyl ene]-6-

et hoxycar bonyl - 2-i ndol i none 15 (9)
-Z-[1-(4-triflyorone |- ani | - 1- phen -net | ene]
T1§] Lent) bk bongF OB Aton pRoheY Chog it £hY) -T2 g1e

Beénllehd) metOyhoapbhipo)y1-phenyb: Mebhy! ene] - 6- 20

et hoxycar bonyl - 2-i ndol i none (11)

3-Z-[1- (4- met hyl ner capt o- ani | i no) - 1- phenyl - net hyl ene] -

18§ Pgmycesbonvl ool Longe ) (Rl oy pagapne

etboxyeaebhonybtRokndatboone-2€13)olinone
3-Z-[1-(4-(isopropyl am nonet hyl )-anilino)-1-phenyl -
net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 30 (14) 3-Z-

klih 647 f@n'hLQQQEEHY lam%ﬂbhb@ﬁ}l)laﬁhﬁﬂﬂbj -l-phenyl-
| ene] - 6- et hoxycar bonyl - 2-i ndol i none WO

QGDBWQGH@656F@ﬂ%ﬁ¥Q0@5¢057D62 indQ4ingns)
3-Z-[1-(4-(propyl am nonet hyl ) -ani | i no) - 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 5 (16) 3-Z-
[18y G4z-(butylani,ooerthyl}miannktng))-Anpheny) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(19) 3-Z-[1-(4- (benzylaminomethyl)—-anilino)-1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(20) 3-Z-[1-(4- ((N-ethyl-N-methyl—-amino) -methyl)-anilino)-—
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone

(21) 3-Z-[1-(4- ((N-methyl-N-propyl—-amino)-methyl)—anilino) —
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone

(22) 3-Z-[1-(4- ((N-isopropyl-N-methyl—-amino)-methyl)-

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

(23) 3-Z-[1-(4- ((N-ethyl-N-propyl—-amino) -methyl)-anilino)-—
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone

(24) 3-Z-[1-(4- ((N-ethyl-N-isopropyl—-amino)-methyl) -

anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone
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met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (17)
3-Z-[1-(4-(isobutylam nonet hyl)-anilino)-1-phenyl -

woretobhyéaee] - 6- et hoxycar bonyl - 2-i ndol i none 10 ¥dBEP2005/057002

3-Z-[1-(4- (cyclohexylanlnonezﬁyl)-aniIino)-l-phenyl-
met hyl ene] - 6- et hoxycar bonyl— ndol i none (19)
3-Z-[1-(4-(benzyl am nonet hyl ) -ani | i no) - 1- phenyl 15

net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (20) 3-Z- |

1- (4- ((N-ethyl-Nnmethyl-amno) -nmethyl) -anilino)-
12phefyk- et hyledeprbpef hoxycaebopyh -2ni hdodb) AbAPheRO1-

%?2%%{/&?{@1 (PRERRERYFERPBPBhy P~ ARTROY PRBENYI ) - ani | i no)

1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

52%2 3-Z- %l- (4-
i Sopropyl(4 N Aot R9Prary heipemAyhyl) —anilino) -1-phenyl-

h 6- bonyl - 2-i ndol
Bl g b B B B AT VSR D omyi “ami no)
-nethyl) -anilino)
henyl - net ene] 6- et hoxycar bonyl - 2-i ndol i none
B e T Y- (AT beREut ny T ERPY SopF oyl aRF Ry anilino)-

1”55@%&1 m@@hylene —6—ethoxycarbonyl-2-indolinone
ani lino)-1- henyl-neth enef 6- et hoxycar bonyl - 2-i ndol i

none WO 2006/067165 PCT/ EP2005/ 057002 - 95 (25)

S R L

ﬁeihﬁleﬁéiQGFESDpkppakBﬁhﬁDHEPhyﬂbiaﬁbhéno) 1- phenyl 5
net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (27) 3-Z- |
1- (4- ((N-benzyl-Nethyl-am no) -nmethyl) -anilino)-

%29?e§¥h'Fﬁ ?XL?ﬁek Q1§%HP§¥§§L gBXBlg i ndel{,peRe,) 10
28) 3-Z- di benzyf am nonet hyl ) -ani | i no) - 1- phenyl
anilino)—-1l-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(30) 3-Z-[1-(4-(3,5-dimethyl-piperidin-1-yl-methyl) -

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

(31) 3-Z-[1-(4- (azepan—-1-yl-methyl) -anilino)-1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(32) 3-Z-[1-(4— (piperazin-l-yl-methyl)-anilino) -1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(33) 3-Z-[1-(4— (morpholin-4-yl-methyl)-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(34) 3-Z2-[1-(4- (thiomorpholin-4-yl-methyl)-anilino)-1-

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

(35) 3-Z-[1-(4-(1l-oxo—thiomorpholin-4-yl-methyl)-anilino)-—
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone
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nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (29) 3-Z- |
1- (4- (3, 6-dihydro-2H pyridin-1-yl-nethyl) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none 15 (30) 3-Z- [ 1- (4- (3,

5-di net hyl - pi peridin-1-yl - neﬁﬁ&r) -

ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol
none (31) 3-Z- [ 1- (4- (azepan-1l-yl-nethyl)

-ani | i no) - 1- phenyl 20

nethylene] 6- ethoxycarbonyl 2-indolinone (32) 3-Z- [

- (4- erazin -anjlino) -1-p

Fashypohor Do B ek g sl BRR b bmaRn PranL 4 B oreaivA) 2.
Endiifdy- inpﬁ@ﬂgiLmeéhgheﬁsqhyLéth@bebB@bn%i @hEHMbllnone
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (34

1- (4- (thionorpholin-4-yl-nmethyl) -anilino) -1-

B P SRR S gy

ma@bhl; 80} -6-ethoxycarbonyl-2-indolinone
1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none WO
2006/ 067165 PCT/ EP2005/ 057002 - 96 (36) 3-Z- [ 1-

(ésr(élezﬁngo EthEHBPQQB¥P74aMHlE§BV¥hlphen 1-
ani | i no) - 1- phenyl - met hyl ene] - 6- et hoxycar bony!| i ndol i

neohkylen¢37p-gtZoxycarbeayl tdcengbannaosnet hyl)

-ani li no) - 1- phenyl

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (38)
83%y [ 3-¢41{ (21anm(pemethyl hmanblenbyii-phenyhe) -1-phenyl-
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 10 (39) 3-Z-
Teihy%ﬁnel25n%?h?%éﬁ?ﬁ%o%¥hyPTléﬁPiFﬁ%ye 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

(40) 3-Z-[1-(4- (2-ethylamino—ethyl) —anilino)-1-phenyl-—

methylene] —-6—ethoxycarbonyl-2-indolinone

(41) 3-Z-[1-(4-(2-diethylamino—ethyl)—-anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(42) 3-Z-[1-(4- (2-piperidin-1-yl-ethyl)—-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(43) 3-Z-[1-(4-(2—acetylamino—ethyl)-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(44) 3-Z-[1-(4- (3—amino-propyl)—-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(45) 3-Z-[1-(4- (3—-dimethylamino-propyl)—-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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(40) 3-Z-[1-(4-(2-ethylam no-ethyl)-anilino)-1-phenyl
15 net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (41) 3-Z-

WQ 20D6/0¢7465 ( 2- di et hyl ami no-et hyl) -anili no) - 1- ph&F§P2005/057002

net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 20 (42) 3-Z-
[ 1- (4- (2-piperidin-1-yl-ethyl)-anilino) -1-phenyl
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (43)
3-Z-[1-(4-(2-acetyl am no-ethyl)-anilino)-1-phenyl -

met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 25 (44)

847y [ 3- 24{¢3<aﬁ1neammopméth@mbhtho@yl pheayhyl-amino) -

-6-eth nyl - 2-indol i none_ (45) . . :
B aEla (RoShhet et hRenge br8p§F?OﬁﬁFPF98§Y§?§HéH9Pllno“e
30 nethylene] 6- et hoxycar bonyl - 2-i ndol i none WO
2006/ 067165 PCT/ EP2005/ 057002 - 97 (46) 3-Z- [ 1-
(47) ( RFani hoket Wy eaEboaghineRet Ayl canPapy l-N-methyl-

%@%gb9%59}1EH89¥5—Bﬁ%ﬁ¥hgﬂglh918£Q?X¥9§EH8Q¥Ea§bbﬂ99Lb—

Bndo[inbde( N- et hyl ami nomet hyl car bonyl - N- et hyl 5
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
- indolinone (48) 3-z- [ 1- (4-

FtBykamnnQﬁekhyggﬁgpgﬁyhohbﬂﬁ hagraath)N mgthyl-amino) -
anl I no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

AdDheine— @AB@eGyZ—mthylgne —6—ethoxycarbonyl-2-indolinone
(N-di et hyl am nonet hyl car bonyl - N- et hyl -

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
{4pndelrnone ( 45 ({58 lethylaminomethylcarbonyl-N-methyl-
3-Z-[1-(4- ﬁ ierldln 1-yl - met hyl car bonyl ) - N- et hyl -
afine) —antline phenyl-rethylene] -6-ethoxyearbonyil-2-

indolinone

(50) 3-Z-[1-(4—- (N— (piperidin-l-yl-methylcarbonyl)-N-methyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(51) 3-Z-[1-(4— (N— (morpholin—-4—-yl-methylcarbonyl)-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6—-ethoxycarbonyl-

2—indolinone

(52) 3-Z-[1-(4- (N- (piperazin-l-yl-methylcarbonyl)-N-methyl-
amino]—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(53) 3-Z-[1-(4— (N- (2—-amino—ethylcarbonyl)-N-methyl-amino) -

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

(54) 3-Z-[1-(4— (N- (2-methylamino—-ethylcarbonyl) -N-methyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone
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i ndol i none (51) 3-Z-[1-(4- (N
(nor phol i n-4-yl - met hyl carbonyl ) -N-nethyl - 20

W@rionedHAemi | i no) - 1- phenyl - met hyl ene] - 6- et hoxy cCRECTIBPRODS/057002

2-indolinone (52) 3-Z- [ 1- (4- (N

( pi perazin-1-yl - met hyl car bony% = N- et hyl -

am no] - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
- 25 indolinone (53) 3-Z- [1- (4- (N

(2- am no- et hyl car bonyl ) - N- et hyl - ami no) -

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

U e omar b ke b cdi BbAYE PR RorRE Ryl oarbony 1) -N-nethy1-

ani Ae) =ani b i ne) =1-phenyh - et hyh enel = 6= @EH@&%@QEE@H%& 2-
- indolinone WD 2006/ 067165 PCT/ EP2005/ 057002 - 9

{8gylangne[ 1- (4- (N (2-diethyl am no-ethyl carbonyl)

- N- net hyl -

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
{56ndotenone (5- (Béhcgtii f-12- éﬂinbékagﬁbyhmhho)—anilino)—
2-an1noethgl) -amnQ) -anili é - , ,
“pheryl-wethylene)-6- %FH%%VE%F BRYI-2-+RdBI - ABHE

(57) 3-Z-[1-(4- (N-acetyl-N (2-nethyl am no-ethyl)

-am no) 10

anv) i Bo¥=1lphényN-geehyleNe]26methoxgoanboayhy2) radohd) —

ne. 8 . .
IRt o PSRt PR o8l TS H RS BPERTY afr ko1 Lrome
ani |l i no) - 1- phenyl nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol
none 15 (59) 3-Z- 4- (N-acetyl - N
(555 fori arnli-gh=SeRyYY- NakPnBpchyLamino propyl)-anine) -

éﬂhhhﬂB% 1i- gﬂ@ﬂyh HEEH%E@H@ J=6- @EHQ%%E@EQQH%E =2=i A8 knone

none N-acetyl
(aninocarbonylnethyl) -an1no) -

ﬁggL 90)- 11 henyl- TBLOY) epel > 6 et hoxycar bonyl ser i ngolline) -

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

(60) 3-2—-[1-(4- (N-acetyl-N- (aminocarbonylmethyl)-amino) —

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

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

indolinone

(62) 3-Z-[1-(4- (N-acetyl-N- (piperidin—-1-vyl-carbonylmethyl) —
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(63) 3-Z2-[1-(4— (N-methyl-N- (aminocarbonyl) —amino)-anilino) —

l1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone
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20 (61)
3-Z-[1-(4- (N-acetyl - N-(di net hyl am nocar bonyl net hyl ) -

w@eionodHAeni | i no) - 1- phenyl - net hyl ene] - 6- et hoxy cRCTIBPRODS/@57002

- indolinone 25 (62) 3-Z- [ 1- (4- (N acetyl-

(pi peridin-1-yl - car bonyl methy9 -

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -

- indolinone (63) 3-Z-[1-(4- (N-nethyl-

(am nocar bonyl) -am no)-anilino) - 30
lephefyb-nethytenehebhgllhoxynathohyhi@ocadbbhponeaMho) —
2006/ 0671 PCT/ EP2005/ 0570 4) 3-7-.[.1- .

T4 %RPhe?ﬁ?PeRV (hethyraht oéa?BBﬂ§¥§a¥%ﬁ?Kiy2?lndOllnone
ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

none (65)

86 7) [ 3-¢41 N fret Ry e Nb di et ﬁymaﬁhhé@@m@wrlyoaﬁi hopmgno) —

%g%ghﬂ?%6§ gﬁgﬂy% %8%?%&8?%_ §£F8§38§£B8H¥£ =2-5A884 i none

(piperldln 1 yl -carbonyl) -
aninoé ani | i no) -1 phen I-nethylene]-G et hoxycar bon I-
f6Phd TFnéﬁe 10 WGW?téyi‘NI (TPl AN 1P ahPhBet Ry

aﬁhﬁgsh¥h§thBQDYLpﬁ€h99)meth lene] —6— ethoxycarbonyl 2—
ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

nofeli(68y 3 Z-[1-(4- (N- (2-nethyl am no-ethyl)

- N- net hyl sul phonyl 15

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
{67ndetznone ({69N-32Zamfndet (¢t ) (M-methylsulphonyl—-amino)—
(2-ethyl am no-et hyl) -N-nethyl sul phonyl -

aht hoROant rPheyv4= Eﬁéﬁyﬂeﬁﬁﬂﬁ?F@ﬁg?XBC@FH%%y%a?béﬁ9P12none
- 20 indolinone (70) 3-Z- [ 1- (4-

(2-di et hyl am no- et hyl ) -N—nethylsulphonyl-

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

indolinone

(69) 3-Z-[1-(4— (N—- (2-ethylamino—ethyl) -N-methylsulphonyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(70) 3-Z-[1-(4— (N—- (2-diethylamino—ethyl) -N-methylsulphonyl—
amino)—-anilino)-1-phenyl-methylene] -6-ethoxycarbonyl-2-

indolinone

(71) 3-Z-[1-(4— (N— (2-pyrrolidin-1-yl-ethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(72) 3-Z-[1-(4— (N- (2-piperidin—-1-yl-ethyl) -N-
methylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone



am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
- indolinone 25 (71) 3-Z- [ 1- (4- (N
W@ 20p96med i di n-1-yl-ethyl) -N PCT/EP2005/057002
met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 300(72) 3-z- [ 1- (4- (N
(2-piperidin-1-yl-ethyl) -N
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none WO 2006/ 067165
PCT/ EP2005/ 057002 - 100 (73) 3-Z- [ 1- (4- (N

- pi pera
&é?ﬁygsér ﬂoﬁ%T gnﬁ% § %ﬁF??h@f L1YpRehYY L het'hyl ene] - 6-
ﬁéb@%ygaiﬁﬁaﬁyizammﬂ@;Laﬁm@lﬁoﬁZﬁ)pﬁezyleéth§ﬂenémL6—

olin-4-yl) -ethyl) -

ﬁ%@ﬁ%Ygﬁr%ﬁ@ﬁ%r2aﬁﬂﬁ@}l@ﬁﬂﬁ|no) 1- phenyl - met hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 10 (75)
3-Z-[1-(4- (N (am nocar bonyl net hyl ) - N- met hyl sul phonyl -
aminop-ani Lino) (8- phemmbrpﬁbmyhemeyiﬁ ethoxyerrbonyl -
- indolinone (76) 3-Z-[1-(4-
Tﬁ%?ﬁ%?%ﬁ?ﬁ%@&?ﬁ%ﬁ%?ﬁéfﬁ?F}lnN)I%‘Phenyl —methylene]-6-

8ehOy| sulpbepyL 2amhag) 1 ABhLi no) - 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndolinone (77) 3-2Z- [ 1- (4- (N

(ethylan1nocarbony|nethyl) - N

I - | = I -
TR oy LoDt AR 3R L 0Y ) P RETYL PR, S8} flony -
NN R~ dhmﬁthybaMPpbeeymyhéthyEﬁEéhy5~ethoxycarbonyl—2—

indolinone

(76) 3-Z-[1-(4— (N- (methylaminocarbonylmethyl) -N—
methylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(77) 3-Z-[1-(4— (N- (ethylaminocarbonylmethyl)—-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(78) 3-Z-[1-(4— (N- (N-(2-dimethylamino—ethyl)-N-methyl-
amino)—-carbonylmethyl) -N-methylsulphonyl—-amino) —anilino)-1-

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

(79) 3-Z-[1-(4— (N- (diethylaminocarbonylmethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(80) 3-Z-[1-(4- (N—(pyrrolidin-1-yl-carbonylmethyl) -N—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone
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am no) - car bonyl net hyl ) - N- net hyl sul phonyl -am no)-anilin
0) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

WQR206MON6B-Z- [ 1- (4- (N (diethyl am nocar bongdTEP193/)57002

- N-

met hyl sul phonyl - ami no) - ani ti A8} -1- phenyl - et hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 30 (80) 3-Z- [ 1- (4- (N
(pyrrolidin-1-yl-carbonyl nethyl) -N

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none WO 2006/ 067165

PgTéEggoggl9§§$0§aﬁgbég%ﬁgg ﬁ gl%éaLbonygmétggﬁ)—N—

ﬂ@tﬂyh§ghﬁhgﬂ¥h = 2Rt RY) = aﬂhhhﬂg) 1- @H@ﬂyh ﬂ@th%h@ﬂ@h - 6=
et hoxycar bo 2-indolinone 5 (82) 3-Z-

bh@éyggrhonyyr2can@©hynﬁ@®hy|) - N-

nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 10 (83) 3-2Z- [ 1- (4- (N
(6opr photin-44yl(N—<papbeaylnet Ayl ycaNoonylmethyl)-N-
nmet hyl sul p honyl-an1no? an|I|noL 1- pheny I-nethylene% 6-
BehbkyearBoAYY L 2eMhadl rABhe1r8AY L Phenyl methylenel] -6

§tgo£%c§ﬂb&g dipet hyb amh pRe et hoxy) - ani i no) - 1- phenyl -
hyl ene - 6- et hoxycar bonyl - 2-i ndol i none (85)

3-Z-[1-(4-(3-di net hyl am no- propoxy) -ani |l i no) - 1- phenyl -

gg%?y% ?e}%aﬁgtgﬁXY %r?§HX?ﬁy|;”g9 :”89 oEy9ﬂé§ﬁ%1) ~N-

carbony n
m@thynenethGn@nh@myﬁarbeﬁyniaobndebhe@pe mésﬁylene -6—

3-Z-[1-(4-(2-am nocar bonyl - et hyl ani l i no) - 1- phenyl -
ethogycérbényl 2— 1ndollngne yh)- )-1-p y

(84) 3-Z-[1-(4- (2-dimethylamino—-ethoxy)—-anilino)-1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(85) 3-Z-[1-(4- (3—-dimethylamino—-propoxy)-anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(86) 3-Z-[1-(4- (aminocarbonylmethyl)—-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(87) 3-Z-[1-(4- (2—aminocarbonyl-ethyl)-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(88) 3-Z-[1-(4- (pyridin-2-yl)-anilino)-1-phenyl-methylene] -

6—ethoxycarbonyl-2-indolinone

(89) 3-Z-[1-(4- (pyridine—-3-yl) —anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 25 (88)
3-Z-[1-(4-(pyridin-2-yl)-anilino)-1-phenyl - net hyl ene] -

w®2msenyar bonyl - 2-i ndol i none (89) 3-Z- [1- (BET/EP2005/057002

(pyridine-3-yl) -anilino)-1-phenyl- 30
met hyl ene] - 6- et hoxycar bonyt - 20¢ndol i none WO
2006/ 067165 PCT/ EP2005/ 057002 - 102 (90) 3-zZ- [ 1-
(4- (pyridin-4-yl) -anilino) -1-phenyl-nethylene] -
6- et hoxycar bonyl - 2-i ndol i none (91) 3-Z-[1-(4-
BDaCéFy¥{mFméthyyfadnneﬁ ~-yahi-bhho)nel-phehnyhylS5methylene] -
ge Iene - 6- etonycarbﬁ | -2-indolinone (92)
?t%ﬁx(ﬁ EROBY hyf car88hyORE( di met hyl ani nocar bony! -
met hyl ) - anlno) ani | i no) - 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 10 (93)
897 [ 3= @céﬂbéﬁuyNnﬁﬁﬁyvlaﬂrmﬁhbylIa@h@ﬁyraﬁéﬂhypénérphenyl—

% ?ﬁ??é%ﬁ?dggggﬁ %% gﬁ&ﬁ %gébéﬁP ?%o) 1- phenyl -

15 nmet hyl ene] - 6- ethoxycarbonyl -indol i none (95) 3-Z-
t hyl) -an|I|no) nmet hyl ene]

1- %4-_§E|per|d|n ¥ B
9%2 héxycartbohredhy aaFPﬁaﬁé ¥ (@oBytaYyamingCaggonyl
©PEREL | dips Aoyl anet hyh) 1aﬁhéhg9)methylene]- —
propyl 1 dene] - 6- et hoxycar bonyl i ndol i none  (97) 3-2Z-

¢thoxydarpenperidindelyhonet hyl ) -anilino) -

but yl i dene] - 6- et hoxycar bonyl - 2-i ndol i none 25 (98)

3-Z- [ 1- (4- (N (3-dinethylam no-propyl)
{PBacetyl{ani(Baybamoylmethyl-anilino) —1-phenyl-methylene]—

6—ethoxycarbonyl-2-indolinone

(94) 3-Z-[1-(4-dimethylcarbamoylmethyl-anilino) -1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

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

6—ethoxycarbonyl-2-indolinone

(96) 3-Z-[1-(4— (piperidin-l1-yl-methyl)-anilino) —

propyvlidene] —6—ethoxycarbonyl-2-indolinone

(97) 3-Z-[1-(4— (piperidin-l1-yl-methyl)-anilino) —
butylidene]-6—-ethoxycarbonyl-2-indolinone

(98) 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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ani | i no) - met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none
(99) 3-Z-[1-(4- (N (3-dinethylam no-propyl)

WO dMosoettygd - ami no) 30 PCT/EP2005/057002

anilino)-ethylidene]-6-ethox¥carbonyl 2-indol i none WD
2006/ 067165 PCT/ EP2005/ 05700203--103 (100)
3-Z-[1-(4- (N (3-di net hyl am no- propyl)-Nacetyl -
am no) - ani |l i no) - propyl i dene] - 6- et hoxycar bonyl - 2-i ndol
none (101)
810} 13(2-(N-( 8- dNﬁeBhyhaathpi@mmpykpfbbgmerykaSetyl—
am no) - ani |no but nejl - 6- et hoxycarbonyl - 2-in in
SRe10} 7885 3150 [3YbHv ) RETSE iRt Ry P AR ROC Bt Hy 7 oL Enone
met hyl sul phonyl - am no) - ani I i no) - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 10 (103)
8LPL] 13¢4=(N-(2-dNméthglaathplenhypyPRePyl) -N-acetyl-
s

%géycgb E?H 2 |n29%9%%%e £E§g§§¥£k889§l 8- indolinone
3 Z-[1-(4- (N—(2 dlnethylan1no et hyl)-N-
nethilsu ph ony -an1no )-anilino)-butylidene]-6-

éthokyeafbbhyl 2 2 ndorfagreRY ¢apsyo—ethyl) =N-
ﬁezhgis&ﬂghsh azgh1 R0 Laﬁﬂﬂhh@@)?gﬁhpygggglgﬁ 20

et hoxycarbo - 2-indol i none (10
@tEQFEC€Hb©@YlaioﬂngoyLnanfI|no) et hyl i dene] - 6-
et hoxycar bonyl - 2-i ndol i none 25 (107)
3-Z-[1-(4-tetrazo|-5-y|-aniIino)-propylidene]-6
el beaxygarbonyl 4 2{Nndotonasenhy(d88)o—-ethyl) —
3-Z-[1-(4-tetrazol -5-yl -anilino)- butylldene% 6-
BERBXYyEatBBAPY L 2anhEel T ABA&1NgYPropylidene]—6-

ethoxycarbonyl—-2-indolinone

(104) 3-Z2-[1-(4—(N-(2-dimethylamino-ethyl) —-N-
methylsulphonyl—-amino) —anilino)-butylidene]—6—

ethoxycarbonyl—-2-indolinone

(105) 3-Z2-[1-(4-tetrazol-5-yl-anilino)-methylene]-6-

ethoxycarbonyl—-2-indolinone

(106) 3-Z2-[1-(4-tetrazol-5-yl-anilino)-ethylidene] -6-

ethoxycarbonyl-2-indolinone

(107) 3-Z2-[1-(4-tetrazol-5-yl-anilino)-propylidene]-6-

ethoxycarbonyl—-2-indolinone

(108) 3-Z2-[1-(4-tetrazol-5-yl-anilino)-butylidene] -6-

ethoxycarbonyl—-2-indolinone

(109) 3-Z2-[1-(4—-carboxy—anilino) -methylene]-6-

ethoxycarbonyl—-2-indolinone
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(109) 3-Z-[1-(4-carboxy-anilino)-nethyl ene]-6-
et hoxycar bonyl - 2-i1 ndol i none WO 2006/ 067165

WOeOILBF2005/ 057002 - 104 (110) PCT/EP2005/057002

3-Z-[1-(4-carboxy-anilino)-propylidene]-6-

et hoxycar bonyl - 2-i ndol i none 184(111)
3-Z-[1-(4-carboxy-anilino)-butylidene]-6

et hoxycar bonyl - 2-i ndol i none (112)

3-Z-[1-(4- (N-(3-di net hyl am no- propi onyl ) - N

di met hyl am nocar bonyl net hyl - am no) - anilino)-l-phenyl

thyl e ]- et hoxycar bonyl - |ndoI ne (113)
T S A TR (-G hEeHS e mobBiTrgPy L REERe] 62
Q£H@£?Mé§ﬁbﬂ9EaQb9HMbME&BM& am no) - ani | i no) - 1- phenyl -
met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 15 (114)

3-Z-[1-(4- (N—dlnethylanlnocarbonylnethyl N ( 2-
hy| t 1- ph I
?iﬂ?i gl%né? é@ ?%LéHk H¥£% gﬂ‘ﬂg ?Q&Ehggl6 pheny

oxyc ony Vi none 115)
étﬂokjeéﬁbéhbﬂkBethybaﬂhﬁﬂéarbonylnEthyI-N-(S-
di met hyl am no- pr opyl sul phonyl ) -am no) - ani | i no) - 1- pheny
| - met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (116)
@1%2513£ﬂ Qi21@¥¢N0¥X @EH%%%y@ghEQOUEEBMan?mbLNDO) 25

1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-1 ndol i none
@1@€§hylamlnocarbonylmethyl amino)—anilino)-1-phenyl-

-Z-11-(4-((2- h - > hyl I
%?%ﬁééﬁﬁ?%%Eﬁﬁggéé?é%¥§%ﬁ%;%%ar %%&?ﬁé %néo?PhOEQO)BO
(118) 3-z- [1 (4- ((2-di net hyl am no- et hyl ) - am no- et hyl )
ani | i no) - Ehen I-neth | ene] - 6- et hoxycar bon I-2 i ndol i

héh%>v@r%o@ 7667185 ( ﬁcﬁ%@@? PEROETO0RULY Y1) -

dimethylaminocarbonylmethyl-amino)—-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(114) 3-Z2-[1-(4—(N-dimethylaminocarbonylmethyl-N-(2-
dimethylamino—ethylsulphonyl)—amino)—-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(115) 3-Z-[1-(4—-(N-dimethylaminoccarbonylmethyl-N—(3-
dimethylamino—-propylsulphonyl) —amino) —anilino)—-1-phenyl-—

methylene] —-6—ethoxycarbonyl-2-indolinone

(116) 3-Z-[1-(4-((2-hydroxy—-ethyl)-amino-methyl)-anilino)-—
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone

(117) 3-Z-[1-(4-((2-methoxy—-ethyl)-amino-methyl)-anilino)-

l1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(118) 3-Z—-[1-(4—-((2-dimethylamino—ethyl) —-amino-methyl)—-

anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone
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- 105 (119)
3-Z-[1-(4-((3-di net hyl am no- propyl ) -am no-net hyl ) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none (120)
3-Z-[1-(4-((N-tert. but oxycar bdhyt-2-ani no-ethyl) 5

am no- net hyl ) -ani | i no) - 1- phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (121)
3-Z-[1-(4-((N—tert.butoxycarbonyl-3-an1no-propyl)-
amiao-aezhyn}<ani (Badimdtpheayliamephybenetabid®-methyl) -

et hoxyc | - 2-1 ndo one_ (122 .
§ RN SR AL OO HC AT rOC b Ky PRE AR AGLRBEKGR S EGRYE o) ogol inone
phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 15

123
120E13(21 (t3{am(AB-peopyPyLanyaerhenkiyt ¥-aninpnerhyl) -

: h 124
Ry TR A SR o m%éﬁéé{@h??”ﬁﬁ%ﬁﬁ#@g@l'@")”e (e
avhbkne)rdeophenytinebbyhene] - 6- et hoxycar bonyl - 2- i ndol
none 20 (125)
3-Z-[1-(4-((3-acetyl am no- propyl ) -am no- net hyl ) -
ﬁg%%bn?)zlgph%@¥|TNEEQ¥EeB@Loﬁy@5996M9§LQDQM£n8 bpdpli) -
gmznpim¢nhy 2= et hyhgut phohghsamineteyhghgl afino 25

- [ret hyl -6-eth b | -

g@ﬂg %O?gﬁéﬁ%fo%zﬁyggfnxgngﬁ yl ene] et hoxycar bony
3-Z- [1 (4- ((3-net hyl sul phonyl am no- propyl ) - am no-
nmet h % anlllno) 1- pheny I-nethglene ]-6- ethoxgcarbon yl -
212%g ndollinéhe (WO 2008 087165 PETLEP2DEEE5 70821 11n0) —1-

%Q@n ilgéihxﬁene% —ethoxycarbonyl-2-indoplinone
fl ert. but oxycarbonyl - 2-am no-et hyl ) - N-

nmet hyl - am no- nethyl) ani | i no) - 1- phenyl - net hyl ene] - 6-
(123) 3-Z2-[1-(4—-((3—-amino—-propyl)-—-amino-methyl)-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(124) 3-Z2-[1-(4—-((2—acetylamino—-ethyl)-amino-methyl)-

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

(125) 3-Z2-[1-(4—-((3—-acetylamino-propyl)-—amino-methyl) -

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

(126) 3-Z-[1-(4-((2-methylsulphonylamino—-ethyl) —amino-
methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-2-

indolinone

(127) 3-Z—-[1-(4-((3—methylsulphonylamino-propyl)-—-amino—
methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-2-

indolinone
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et hoxycar bonyl - 2-i ndol i none 5 (129)
3-Z-[1-(4-(N-(2-am no-et hyl ) - N net hyl - am no- net hyl ) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none (130)

3-Z-[1- (4- (N-(2- acet yl ani no- &P Ayt) - N- net hyl - ani no-

nmet hyl ) - ani | i no) - 1- phenyl - et hyl ene] - 6- et hoxycar bonyl -
2- 10 indolinone (131)

3-Z-[1-(4- (N-(2- et hyl sul phonyl am no- et hyl ) - N- net hyl -
ank ap- ﬁEZhYE}{&HiNFmN}Eéfphbnybxgehhybeyé}Q6am1no ethyl)-N-
et hoxycar bonyl dol i none

e AL A B ERY R CR L LanP hoL FERRY }BAF Y hofed= 6~
ohedy| caeb byl enel i Bagt hexysear bonyl - 2-i ndol i none  (133)
3-Z-[1-(4- (ethoxycarbonylnethyl am no- et hyl ) 20
ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

134 _
§9§§ § %carbaﬁoylne?ﬁl?oaﬁFH nethyFthnl mﬁ%f Tethyl)
@hemyhomenhphengl feehhoxyearboayhoRytadobhnone—2hdolinone
(135)

3-Z-[1- (4-(di met hyl car banoyl - net hyl - am no- net hyl ) -

@PBbbn@)zlgph?@¥|NH?Ehﬁbgﬂﬁhaﬁlﬁth%M§§§anMEtgyﬂngﬁhho—
none
BeZhy 1) t4ni henhyt taphanvynaehhiyenam-Aochohyfyrbonyl-2-
naghngé éCPhenyl-nethylene]-6-ethoxycarbony|-2-indoI
2006/ 067165 PCT/ EP2005/ 057002 - 107

137
( E &y-dlnethylanlnoneth | car bonyl - N-nethX
é%?% )23%antné4aniril AoyetpheryPLary hghenerephyl) -N-methyl-

§&996¥ﬁ@£9%ﬂyLagliﬂg8!Lﬂoﬁﬁeﬁﬁilﬁéihylene —6—

di met hyl am nonet hyl car bonyl met hyl -
amorycdrpoty b=anihilndb}rndnphenyl - met hyl ene] - 6-

(132) 3-Z2-[1-(4-(carboxymethyl-amino-methyl)—-anilino)-1-

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

(133) 3-Z—-[1-(4-(ethoxycarbonylmethyl-amino-methyl) -

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

(134) 3-Z2-[1-(4—(carbamoylmethyl-amino-methyl)-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(135) 3-Z-[1-(4—-(dimethylcarbamoyl-methyl-amino-methyl) —

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

(136) 3-Z—-[1-(4—(methylcarbamoyl-methyl-amino-methyl) —

anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone
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et hoxycar bonyl - 2-i ndol i none (139)
3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N-net hyl 10

W@ri0n0§AE acet yl am no- ani | i no) - 1- phenyl - et hy| BCEEP105/057002

et hoxycar bonyl - 2-i ndol i none é140
3-Z-[1- (4 ( N-di et hyl am nomet byl car bonyl - N- net hyl -

am no) - 3- et hyl sul phonyl am no- ani | i no) - 1- phenyl - net hyl
ene] 15 6-ethoxycarbonyl -2-i ndolinone (141)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -

anBMp) 33zeyano4 anNdnngt iy phenybnaehhybenepnfi-N-methyl -
et hoxyc rbo | -2-1 dol'n ne 2 42

S Py BasTN O B hy PanT MORBERY | AP bBHYFORL FEE hyl -
ahhBR) carhyHy 0xXy=anhbinednd- phenyl - met hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none 25 (143)

3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

) hoxy+an 51z Rk r 165, _
G e e
SmZnpl-64n(Dedi-arthyham-nopeéhyl caebanykndh rethyl 30
am no) - 3- et hoxycar bonyl - ani | i no) - 1- phenyl - et hyl ene] - 6
et%?ﬁ%%?ﬁ%?%%hy? PPAGOT PRBNe WD 2006/ 067165
PCT/ EP2005/ 057002 - 108 (145)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -
ahBAb) 332catboty{Hnflinabhryiaphenpethethgkbnayl6N-methyl-

TR U AR Ay P oned ry CarBBhyT=REHRERS 6

@ﬂh@ﬁ)e8rb6ﬁ@ﬁnnyhnaﬁlhnﬁﬂé 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none

(140) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—

amino)-3-methylsulphonylamino—anilino)-1-phenyl-methylene] -

6—ethoxycarbonyl-2-indolinone

(141) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3-cyano—anilino)-1-phenyl-methylene]-6-

ethoxycarbonyl—-2-indolinone

(142) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3-hydroxy—-anilino) -1-phenyl-methylene] -6-

ethoxycarbonyl—-2-indolinone

(143) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)-3-methoxy—anilino) -l1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(144) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3-ethoxycarbonyl-anilino) -1-phenyl-methylene]—-6—

ethoxycarbonyl—-2-indolinone
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(147)
3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N-net hyl 10

W@ri0n0§A& chl or o- ani | i no) - 1- phenyl - met hyl ene] -BET/EP2005/057002

et hoxycar bonyl - 2-i ndol i none é148
3-Z-[ 1- (4- (N-di net hyl am nomet #§l tar bonyl - N- et hyl -

am no) - 3-fl uoro-ani | i no) - 1- phenyl - net hyl ene] -6 15

et hoxycar bonyl - 2-i ndol i none (149)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -
amibp) 33zboAv4 aniNtdnoetiyphenybmaehhybenpbnGdi-N-methyl -
et hoxyc rbo | -2-indolinone 20 (150

S Py RO NP B oty L ARE RORGERG M ESr bRy Y LREREE Al -

afhHRYyc3rPBhhyL2anhbbnohode phenyl - met hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 25 (151)

3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

gﬂhﬁf)33 trhf'HorB"Eﬁﬂ%kPgﬂéhiﬂg%ég?QﬁSQ¥£6H§EDMLEQEE91—

hoxycar bonyl - 2-in none
SmZnp L-B4cbNbdnoet hyhani noyet hpheaybongt n ere hyb- 30
am no) - 3, 5-di bronp- ani | i no) - 1- phenyl - net hyl ene] - 6-

BERBXYCAFBORYI - 2- 1 AdBL RORE WO 2006/ 067165

PCT/ EP2005/ 057002 - 109 (153)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -
ahﬂﬁb)3325{@réﬁréNodémEthmb§m1HQMthylﬂ@rhyhﬁhewrﬁethyl—

ShORSY CRr BRI Lo 2oL IOk L ORR R biT Hetnylene) rho)

@hﬁ@xyeaebhyyene}iﬁdenm@&y@arbonyl 2-indolinone (155)
3-Z-[1-(4-(di net hyl am nonet hyl )-3-nitro-anilino)-1-
phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

(148) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-

amino)—-3-fluoro—-anilino)—-1-phenyl-methylene]—-6—

ethoxycarbonyl—-2-indolinone

(149) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)—-3-bromo—-anilino)-1-phenyl-methylene]-6-

ethoxycarbonyl—-2-indolinone

(150) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)-3-methyl-anilino)—-1-phenyl-methylene]—-6—

ethoxycarbonyl—-2-indolinone

(151) 3-2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3-trifluoromethyl-anilino)-1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(152) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino) -3, 5-dibromo—-anilino) -1-phenyl-methylene] —6—

ethoxycarbonyl—-2-indolinone
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10 (156)
3-Z-[1-(4-(di net hyl am nonet hyl ) - 3- acet yl am no-

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none (157) 3-Z-[1-(4-(dinethylam nonethyl)-3 15

(et hyl sul phonyl ami no) - anlflhé? 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none (158)

3-Z-[1-(4-(di met hyl am nomet hyl ) - 3- cyano- ani | i no) - 1-
phenyl - nethylene] 6- et hoxycar bonyl - 2-i ndol i none 20
(158) 3-z- (N—-dimethylaminomethylcarbonyl-N-methyl—

Shéhoi- %é?ﬁéﬁgﬁi YR BRI e b SRIF T BL T RALNT RShE P 160)

Sthok}ch by mebhyhani neset hyl ) - 3- met hoxy-ani i no) -1
25 phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

(161) 3-Z- [1- (4- (dinethylam nonethyl) -3-

xycar bon ) : 2 1
T P oy hy (CHEE R LAL PRrerhek) car BBAgP 32 kP! -
poaey13Re{hb62yne] —6-ethoxycarbonyl-2-indolinone
3-Z-[1-(4-(di net hyl am nonet hyl ) - 3- car boxy-ani I i no) - 1-
phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none WO
§99§f0§1@6?1PQZLE&@QQ@EQ@ZQQ@ometA}Q) ~6183) ro- anlllno)—l—

-Z- di met hyl am nonet hyl ) - 3- car banoyl - ani | i no) -

ghehehyhenby hghehep-6tbphpggchpboayk-2nipndonpnone
(164)
3-Z-[1-(4-(di net hyl am nonmet hyl )-3-chloro-anilino)-1 5
pheayl 3prethyleneldbmet hoxyoanbosyhy 2y adakbenonem(465)
3-Z-[1-(4-(di et hyl am nonet hyl )-3-fluoro-anilino)-1-
%ﬁéhypo st hphene} -BeehKbR)BAT BoRYNOBYFRBBPIHONE 1RGOl inone
(166)
3-Z-[1-(4-(di met hyl am nonet hyl ) - 3- brono-ani lino)-1
phéﬁyl3ﬁétmykéée]dﬁmethpkymanbmﬁthZ)%adolinone (167)

néehdi (i ALY bk agy noet byb) - 3-grLhyh -anthingdat-6-

ethoxycarbonyl—-2-indolinone

(158) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-cyanoco—-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(159) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-hydroxy—-anilino)-1-

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

(160) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-methoxy—-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(161) 3-Z2-[1-(4—-(dimethylaminomethyl) —-3- (ethoxycarbonyl) -

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

(162) 3-Z2-[1-(4—-(dimethylaminomethyl) —-3-carboxy—-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone
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phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 15
(168)

wW@B2M6pdH¢34- (di met hyl am nonet hyl ) - 3-tri fl uor onmeRGIyEP2005/057002

ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol
none (169) 3-Z- [1-(4-(dimeth§lam nomethyl) -3,

5-di brono-anilino) 20

1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none
(170) 3-Z- [1-(4-(dinethylam nonethyl) -3, 5-dichloro-
&nbB) nd)yz1{phenyldimpe by tae] nbmet hoxyear banpbmdyilndoliino) -

25 (1 ZZ-[1-(4- (N- ((4- et h 1-yl
Do oas Borbr TeRenabror Ay ko aRv L Ans ReoSEaline. Y
nethylene] 6 et hoxycar bonyl - 2-i ndol i none (172)

% (i mdazo-1- {I-nethylcarbonylé N- met hyl 30
éhﬁﬁ )3aﬁr|ﬂné§ 1dphenrly L aei nghehkyl b-étAOXgEar BoAYLLY) —1-

pybRgeLhaens: Y0 PORSLORZA0R . BETHET2908 857 008ne " 111

3-Z-[1-(4- (N—(phthalinido 2-yl - met hyl car bonyl ) - N-
-ani | i - 1- phenyl -net h Iene - 6-

t hyl
0t hokyafbonyi s 2 PHlol HoRE BoTaTay L) 3 Fhudro-anilino) -
gnénl 1= &étﬁ&h@ﬂéFOGEEBMBQ9EQQBMh¥hLQEEHMbiﬂﬂbHQ)

ani | 1 no) - 1- phenyl - net hyl ene] - hoxycar bonyl i ndol i
none (175)

1 g et yl am no h ony!l =N yl-. .. L
SRty ot (o 1A Ranor TRet Hor aray Th- 3t RoRyear boyr oyt
phédfiyingdet hndaee (1¢6¢thoxycarbonyl-2-indolinone
3-Z-[1-(4- (N-net hyl sul phonyl am nonet hyl car bonyl - N-
met hyl - am no) - ani | i no) - 1- phenyl - met hyl ene] - 6-
et boxysagbenyl 2274ndoth pORR: ABmethyl) ~3-methyl-anilino) —1-

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

(168) 3-Z—-[1-(4-(dimethylaminomethyl) -3-trifluoromethyl-

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

(169) 3-Z2-[1-(4—-(dimethylaminomethyl) -3, 5-dibromo-anilino) —
l1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone

(170) 3-Z2-[1-(4—-(dimethylaminomethyl) -3, 5-dichloro-

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

(171) 3-2-[1-(4—(N-((4d-methyl-piperazin-1-y1l) -
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(172) 3-Z2-[1-(4—(N-(imidazo-1-yl-methylcarbonyl)-N-methyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone
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(177) 3-Z- [1- (4- (N ((N (2-nethoxyethyl)
- N- et hyl - am no) -

woretobhyées bonyl ) - N- et hyl - ami no) - ani | i no) - 1- pheCl/EP2005/057002

met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 20 (178)

3-Z-[1- (4- (N- (( N- (2- di met hyl &k noet hyl ) - N- et hyl -

am no) - net hyl car bonyl ) - N- net hyl - am no) - ani | i no) - 1- phen

yl - nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (179)

3-Z- [1-(4-(N-((di-(2-hydroxyethyl) -ami no) 25

wer byl garbohyl } -NWrgphyhaaminhddp-any Linerhiphenyghyl)-N-
ene - 6- etho ca bony| - 2-i ndol j none _(180)

BEST 4 CRL ORD O ot by am nOHELHYT EF BOATRE A it hyl -

@ﬂh@% c??%§§pp)gnghayhgﬂ@$e6-ethoxycarbonyl-2-indolino

ne

3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

L0 50061 06165, BETT ERBhOS 057005~ T115 0 {1g3) oPbl-
SnZifdo(41(Phdhnethytanplaogetbybcnsokooytbdhietbylindolinone
am no) - ani | i no) - propyl i dene] - 6- et hoxycar bonyl - 2-i ndol

none 5 (183)

3175] 13(4= qhh¢unﬁhhabéaymgﬂﬁhBmggaybea¥boh§mEthgth

am no) - ani I'i no) - butyl i dene] - 6- et hoxycar bonyl - 2-i ndo
ohenofi84)lino)-l-phenyl-methylene] —6- ethoxycarbonyl 2—

3: 4 %1 4 (d|nethylan1nonethyl) ani | i no) - net hyl ene] -
6-et oxycarbonyl 2-i ndolinone 10 (185)

3-Z-[1-(4- (d|nethylaninonethyl)-anilino)-ethylidene]-

6- et hoxycar bo i ndol i none (186)

8170) 1374~ @HlﬁérﬁVr@ﬁ?HBH%F%QP?“&%PW#H@TGtQBlCarbonyl —N-

ﬁéQH%ELQEEHL) 65 £t hoxycar bapyh ;2= hQQH&iQQQE 6187)
|nethylan1nonethyF ani | i no)-butylidene]-

ethoxycarbonyl—-2-indolinone

(177) 3-Z—-[1-(4—(N—((N—(2-methoxyethyl)-N-methyl-amino) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(178) 3-Z—-[1-(4—(N—((N—(2-dimethylamincethyl) -N-methyl-
amino)-methylcarbonyl) -N-methyl-amino)-anilino) —-1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(179) 3-Z-[1-(4—(N—((di-(2-hydroxyethyl) —amino) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(180) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—

amino)—-anilino) -methylene]-6-ethoxycarbonyl-2-indolinone

(181) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-

amino)—-anilino)—-ethylidene] -6-ethoxycarbonyl-2-indolinone



10

15

20

25

30

6- et hoxycar bonyl - 2-i ndol i none 20 (188)
3-Z-[1-(4- (N-di nret hyl am nocar bonyl net hyl - am no) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none (189)

3-Z-[1- (4- (N-(3-di et hyl ani nélpropyl ) - N-acet yl - ani -
no) - ani |l i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 25
2-indolinone (190) 3-Z- [1-(4-((imdazolidin-2,

4-di on-5-ylidene) -nethyl) -

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

??ggbiﬁg?%iﬁgkﬁﬁégéﬁké%yﬁééa&%%ﬂyﬁyhy&parbonyl—N—methyl—

set hyb - aﬂhmghoanpkb591léeﬁe¢nyLeﬂﬁbﬁ%b§ﬁs&n§1—2—indolinone
et hoxycar bonyl - 2-i ndol i none WO 2006/ 067165

PCT/ EP2005/ 057002 - 113 (192)

S R e P S T e P e

@mmﬁo)5aﬁ193ho) -butylidene] —-6—ethoxycarbonyl—-2- 1ndollnone
3-Z-[1-(4-(2-oxo-pyrrolidin-1-yl-methyl)-anilino)-1-
phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (194)

31daf 15(4-= QhL@@LnQQQé@Q?Y£H?BBMétﬁ?DPLQMH§§h890H¥EhFlene]—

am no) - ani l'i no) - 1- met hyl ene] - 6- et hoxycar bony

Goeghprsiobirhongl(295pdolinone

3-Z-[1- (4- (N-cyanonet hyl - N- net hyl sul phonyl - am no) -

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

noee) 315z2(196)4- (dimethylaminomethyl) —anilino)-ethylidene] -
1-(4-(2- (i mdazol yl)-ethyl)-anilino)-1

6H@EBPXH€?H9P@ﬁéT2Glégﬁékyeﬁﬁbonyl 2-indol i none (197)

3-Z- [1-(4-((2- (N-benzyl-N-nethyl-amno) -ethyl)-N

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

20861 hoxycat boAyl(d2nendpl emonem¢ 198} ) —~anilino) -

prop§}l&ene¥0%°h§é¥§§g298639ﬂLEDQEaéigﬁgﬁgl'

(187) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)-butylidene] -

6—ethoxycarbonyl-2-indolinone

(188) 3-Z-[1-(4—-(N-dimethylaminocarbonylmethyl—-amino) —

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

(189) 3-Z-[1-(4—(N—(3-dimethylamino-propyl) N-acetyl-ami-
no)—anilino) -1-phenyl-methylene] -6—ethoxycarbonyl-

2—indolinone

(190) 3-Z-[1-(4-((imidazolidin-2,4-dion-5-ylidene) —methyl) —

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

(191) 3-2-[1-(4—(N-((2-dimethylamino—ethyl)-carbonyl) -N-
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone
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nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 25 (199)
3-Z- [1- (4- (imdazol-1-yl-nethyl) -anilino)

WO 00phenygd net hyl ene] - 6- et hoxycar bonyl - 2- i ndol PCIIRR2005/057002

(200)

3-Z-[1- (4- (i mdazol -1-yl -net hyB)=ani | i no) - 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 30 (201)

3-Z-[1- (N-net hyl - pi peri di ne-4-yl -am no) - 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 114 (202)

-Z-[1-(4- (i m dazol -4-yl -nmethyl ) -ani | i no) - 1- phe -

Ty BT L6 bt naRyEaT hoRyT O3Y FRABP T HONST L BOR9B8Y b
aét1indy—(4pneh(A-R¥dnoX¥npi Peredhds ey tdbonPBEAYE hdolinone
ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

none (204) 3 -Z- [ 1- (4 -

hoxyy pi per hdj pz 1- 1Bt AVh )1 —anilino) —1-

ey P LR e Ray Pk L BB Ry LamBshyl ) 22 hhape) 2
poaey11ile{RP5yne] —6-ethoxycarbonyl-2-indolinone
3-Z-[1-(4-benzyl -ani |l i no) - 1- phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (206)

3142] 13(4= (N-(3-{Kibhyareaesbyl ambpayPraPyb) nbh sdPphonyl-
met hyl sul phonyl - am no) -ani |l i no -1-pheny|-nethy|enef-6-
enhogycanbohyb) 21lindehivhonet20Fpe] ~6-ethoxycarbonyl-

-Z-[1-(4-(4-tert. but oxycarbonyl - pi perazi n-1-yl -
%e%ﬂ%%}ggﬁﬁ?ino)-l-phenyl-nethylene]-6-ethoxycarbony|-
20 2-indolinone (208)
3-Z-£1-(4-&1-nethﬁl-inidazoI-Z-ﬁI)-aniIino)-l-pheny[-
et Ryl ener 6= éf noXyearpeng il iNaBrFRvhavlpiopghoginino) —

3aZ1kdo(41 (AnoBL hyhet Al dazeh -2-¥tho2PELEPON 5 1-PheAYb1 inone

(196) 3-2-[1-(4—-(2-(imidazol-4-yl)—-ethyl)—-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(197) 3-Z—-[1-(4—((2- (N-benzyl-N-methyl-amino) —ethyl)-N-
methylsulphonyl-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(198) 3-Z—-[1-(4-cyclohexylamino—anilino) -1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(199) 3-Z-[1-(4-(imidazol-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(200) 3-Z-[1-(4-(imidazol-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(201) 3-Z-[1-(N-methyl-piperidine-4-yl-amino)-1l-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (210)
3-Z-[1-(4-(N-(2-di mret hyl am no-et hyl ) - N

wOoreiobhyéd6sd phonyl - am no) - 3- ami no- ani | i no) - 1- phePGI/EBD05/057002

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 05700214--115 (211) 3-2Z-
[1-(4-((3- (N-Dbenzyl -N-nethyl -am no) -propyl) -N

nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none 5 (212)

3-Z-[1-(4- (N-(2-di net hyl am no- et hyl') - N-acetyl - am no) -
A0b) ne) 3 pheny s et hyL engl oo sLhoxygarkonylp-indell,,
Reénl lefdy Ch-E2ndik el hybam no-ehhyh ) nbhbut yryl

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -

10 2-indolinone (214)

1~ (4-(N-(2-dipe ,NQ- = Ns i u Ty

N S Rk Al S L e
Z2niDdab) A0AEhdby (2B hylene] —-6—ethoxycarbonyl-2—-indolinone
3-Z-[1-(4- (N-(2-di mret hyl am no- et hyl ) - N-benzoyl -

am no) - ani |l i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
2bpdokipone 20 (216)eB8ndxy-piperidin-1-yl) methyl) -
fl-(g-(N-(g-d?negﬁylaﬁino%%tﬁ§?§r%hf%cetglzaﬁfno 2
dnahiino) ahi-Phaoyltnpheryenfaethybehekyeasbhoxycarbofglinone
2-i ndol i none (217)
3-Z-[1-(4-(4- hydroxynet hyl - pi peridin-1-yl-methyl)- 25
anob) ne)yzi{phenaybenethybkanelnb) et hoxyasar beaayhy2ehadoebi-
none (218) . .
SLRORICRBLPDY L 2Ry B Ok PR Peri di n- 1-yl ) -et hyl ) -

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

none

(206) 3-Z-[1-(4—-(N—(3-trifluoroacetylamino—-propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethoxycarbonyl—-2-indolinone

(207) 3-Z-[1-(4-(4-tert.butoxycarbonyl-piperazin-1-yl-
methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-

2—indolinone

(208) 3-Z-[1-(4-(1l-methyl-imidazol-2-yl)-anilino)—-1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(209) 3-Z-[1-(4-(1l-methyl-imidazol-2-yl) —anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(210) 3-Z-[1-(4—-(N—(2-dimethylamino-ethyl) —-N-
methylsulphonyl-amino) -3-amino-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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30 (219) 3-Z-[1-(4-(N-(2-di nethyl am no-ethyl)-N
pr opyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

we@eheRyed bonyl - 2-i ndol i none WD 2006/ 067165  PCT/EP2005/057002

PCT/ EP2005/ 057002 - 116 220%

3-Z-[1- (4- (N-(2-di et hyl aninélet hyl ) - N-

but yl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none 5 (221)
3-Z-[1-(4-(N-(2-di net hyl am no-et hyl ) - N

phenyl 3ukphonyh -anBAo)- hehhymeN thephenybmired hybeoey: H-N-
et hoxycar bonyl - 2-i ndo| i non

R e hE R Y5 A AR hy FamEABoMt fy ey L -methylene )6
benayl sulpbepyl-2anmhae) 1 aBhti no) - 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none (223) 3-Z-

[1-(4-((imdazolidin-2, 4-dion-5-yl) -nmethyl) 15 .
ﬁg%gs”?%Z%}ED?EMkNﬂ?bhékﬁgﬁk9ﬁaﬁ598x¥€ﬂ§P?DMLé%ékQ?Qéhino)—

8nZi[de(41(pBehylroxynhpyenol rdiratdoyl ¢amebhyl }2-indolinone
ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol
none 20 (225)

3273] 13(4- Q@¥QhOhﬁX¥b¥HlﬂE£H%h£mﬁﬂbLéﬂﬁ}l nhgayyryl—
met hyl ene] - 6- et hoxycar bon i ndol i none (226)
gnynpl= énl@@y@vohepyﬁnyérmﬁhyy;eaﬁ Fpnefhoxphenppnyl-

g?%??%??ﬁé%g et hoxycar bonyl - 2-i ndol i none 25 (227)

i et hyl am nonet hyl - anlllno) 1- phenyl -
met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (228) 3- Z-
N- et hgl -am nonet h

1- (4-
L2 1 Ry L hAAT e oL BRENY e RoROEAY DUNVI i 5O PHaBEY -

8QRNf0)-anilino) -1- —phenyl-methylene] —6—-ethoxycarbonyl-

2—indolinone

(215) 3-Z2-[1-(4—(N-(2-dimethylamino—-ethyl) -N-benzoyl-
amino)—-anilino)-1-phenyl-methylene] -6—ethoxycarbonyl-

2—indolinone

(216) 3-Z-[1-(4—(N—(2-dimethylamino—-ethyl) -N-acetyl-amino) —
3—amino—anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-

2—indolinone

(217) 3-Z-[1-(4-(4-hydroxymethyl-piperidin—-1-yl-methyl) —

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

(218) 3-Z-[1-(4—-(2—-(4-hydroxy—-piperidin-1-yl) —ethyl)-

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

(219) 3-Z-[1-(4—-(N—(2-dimethylamino-ethyl) —-N-
propylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]—6-

ethoxycarbonyl—-2-indolinone
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WD 2006/ 067165 PCT/ EP2005/ 057002 - 117 (229) 3-Z-
[1-(4-(N-(2-di net hyl am no-ethyl) -N (furan-2-

W@ 20060663 - ami no) - ani | i no) - 1- phenyl - met hyl ene] PGF/EP2005/057002

et hoxycar bonyl - 2-i ndol i none 5 EZBO) 3-Z-

[ 1- (4- (N-(2-di et hyl ami no-et hyP) - N- (2- net hoxy-
benzoyl ) -am no)-anilino)-1-phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (231) 3-Z-
[1-(4-(N-(2-di net hyl ami no-ethyl) -N- (pyridine-3 10
car bonyl ) - anino) ani |i no) - 1- phenyl - met hyl ene] - 6-

arb nyl nd i none 32) 3-Z-
T TR OO At Wyl Arf HOo by £ 2R phbhy N
@@@§y£M1gﬁbﬂpi aﬂhhbm05niipﬂ@ﬂyh pethyhenelnb1dhe] -
et hoxycar bonyl - 2-i ndol i none (233)

gtzogyceabenwi dazsndelynynani | i no) - 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 20 (234)

3-Z-[1-(4-(1-ethyl-imdazol -2-yl)-anilino)-1-phenyl

menhyIEHg}{ﬁ eﬂhQNy¢anmeth21&mdﬂbFeonﬁl)€ﬁ35)
[1-(4-(1-benzyl -imdazol-2-yl)-anilino) hen

%?ﬁ%%ﬂ%?%%%ﬁ%%%%} bRyl 297 n@:IoP]P%fﬁ% m%h&%?

St éokch by (22di pBLhyhgAE no- et hyl ) - N-
I sopropyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene]

-6- et hoxycarbonyl - 2-i ndolinone 30 (237)

nafal P S KRR R PR B D ey e

veh byl eneprnbnet haxyoay benyl i o) Adephanne Mﬁthylene]—6—

2006/ 067165 PCT/ EP2005/ 057002
ethoxycarbonyl-2-indolinone

(223) 3-Z-[1-(4-((imidazolidin-2,4-dion-5-yl) -methyl) —

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

(224) 3-Z2-[1-(4—-((3-hydroxy-pyrrolidin-1-y1l)-methyl)-

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

(225) 3-Z-[1-(4—-(cyclohexylyl-methyl) —anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(226) 3-Z—-[1-(4-(cyclohexyl-carbonyl)—-anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(227) 3-Z-[1l-(4-diethylaminomethyl-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(228) 3-Z—-[1-(4—(N—(n—hexyl)-N-methyl—-aminomethyl) —

anilino)-1-phenyl-methylene]-6-ethoxycarbonyl-2-indolinone
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- 118 (238)
3-Z-[1-(4-(N-(pyrrolidin-1-yl-methyl carbonyl)-N

WOoretohgé7edi no) - ani | i no) - 1- phenyl - met hyl ene] - 6- PCT/EP2005/057002

et hoxycar bonyl - 2-i ndol i none 5 9239) 3-Z-

[ 1- (4- (N-(2- di et hyl ami no-et hyV)—- N-acet yl - ami no) -
3-brono-anilino)-1-phenyl - nethylene]-6-ethoxycarbony|-
2-i ndol i none 10 (240)
3-Z-[1-(4-(5-nethyl -i m dazol -4-yl)-anilino)-1-phenyl -
weehyl enel{6- eﬁhoxy&SFbmmythiihmﬂmbFebngl)6&41fu3azr2—

Frn e LRI G B S

@EH@%yééﬂb@ﬂyl z hﬂgghhﬂ@fﬂ@ (242) 3-z- [1 (4- (N
((2-di met hyl am no-ethyl) -carbonyl) -N

benzyl - am no) - anlllno) 1- phenyl - net hyl ene] - 6-

g%%@?ygaa ?Egl nggtagﬁgghgga&gﬁglethyl) (2-methoxy—

ert. oxycar bony
B@hﬂegﬁbhyhlnamkhnmmlﬂ&apmepyéﬂgetmytﬁpekﬂéieBhoxycarb
onyl - 2-indolingne 25 (244)
SLROFICPHPPNY ¢ [ KF aRTA6ERPBBNYI met hyl - N- met hyl - ami no) -
met hyl car bonyl ) - N- et hyl - am no) - ani | i no) - 1- phenyl -
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (245) 3-Z-
(331 43-FNL1¢ (A BEn2ytdhNneehiyémand nefhyB8D-N- (pyridine-3-

g§%€¥+gne]ggxl%%o%?%ar%ghsp1 Rgn&ol%ﬁgﬁ l%ﬁ$T§EY|

2006k 064 166N PCTLEPRO051 057602 - 119

(232) 3-Z2-[1-(4—(N-(2-dimethylamino—-ethyl) -N- (phenyl-
acetyl) —amino) —anilino)-1-phenyl-methylene] -6-

ethoxycarbonyl—-2-indolinone

(233) 3-Z-[1-(4-(imidazol-2-yl)—-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(234) 3-Z2-[1-(4—-(l-ethyl-imidazol-2-yl)-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(235) 3-Z-[1-(4-(l-benzyl-imidazol-2-yl)-anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(236) 3-Z-[1-(4—-(N—(2-dimethylamino-ethyl) —-N-
isopropylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]-6—

ethoxycarbonyl—-2-indolinone

(237) 3-Z—-[1-(4—-(N—((4-benzyl-piperazin-1-vyl) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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(246) 3-Z-[1-(4-(N-(di-(2-methoxyethyl)-am no-
nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -

Worehyé™ee] - 6- et hoxycar bonyl - 2-i ndol i none 5 ( 2B7)/EP2005/057002

3-Z-[1-(4-(N-((2-(4-tert. butoxycarbonyl - pi perazin-1 -
yl)-ethyl)-carbonyl) - N—nethyllgnfno)-anilino)-l-phenyl
- net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (248)
3-Z-[1-(4-(N-((2-(pi peridin-1-yl)-ethyl)-carbonyl)-N
10 met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (249) 3-Z- [1- (4- (N

e S Lk niE Y ke LA aoyTlm%hax§Faﬁ99ﬂyﬂén§y

mBtAD1ethoxysashonyho 2= HnﬁﬁbhEQnﬁe{@§@éne
3-Z-11-(4-(N-di met hyl am nomet hyl car bonyl N—|sopropyl

e pvycanPPinb)y 21ipAehynonet hyl ene] - 6- et hoxycar bonyl -

2-i ndol i none 20 (251)
3-Z-[1-(4-(N-(piperidin-1-yl-nmethyl carbonyl)-N

(88pF OPyL-am-no){8Ri(Raorednphenyhe ret hyl AR} abetyl-amino) —
et hoxycar bonyl - 2-1 ndol i none 25 é 52%

3- ?rF@O(ﬁn&kﬁ??h tePReput oRyEAY bBRGI - prpehazyRsaPynyd -

pet Ay carbenyl ) - N-i sopropyl - am no) - ani | i no) - 1- phenyl -
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (253) 3-2Z-
[1- (4- (N ((N—benzyl N—nethyl am no) 30

| garb y N b -g.'n |I|n en B B
Kg%ﬁilgné]?g éthéxy%gﬁ%%%y?%ial gllngge %@ﬁmlng ~1-phenyl
20061 0674 656 PETHh &ERP2085H05¥002—-1ndd20no(254)
3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- benzyl -

(241) 3-Z2-[1-(4—-(N-((2-dimethylamino—-ethyl)-carbonyl) -N—
isopropyl—-amino)—-anilino) -1-phenyl-methylene] -6-

ethoxycarbonyl—-2-indolinone

(242) 3-Z2-[1-(4—(N-((2-dimethylamino—ethyl)-carbonyl) -N-
benzyl-amino)—-anilino) -1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(243) 3-Z2-[1-(4—-(N-butyl-N-tert.butoxycarbonyl-
aminomethyl) —anilino)—-1-phenyl-methylene]—-6-ethoxycarbonyl-

2—indolinone

(244) 3-Z2-[1-(4—(N-( (N-aminocarbonylmethyl-N-methyl-amino) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(245) 3-Z-[1-(4—(N—((N-benzyl-N-methyl-amino) —
methylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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am no) - ani | i no) - 1- phenyl

2-indolinone 5 (255)

w@2M6pdH¢A- (N- (pi peridin-1-yl -
benzyl - am no) - ani | i no) - 1- phen

et hoxycar bonyl - 2-i ndol i none 1{ 2586)
3-Z-[1-(4-(1,2,4-triazol-2-yl-nmethyl)-anilino)-1 10

phenyl - net hyl ene] - 6- et hoxycar bonyl

- met hyl ene] - 6- et hoxycar bonyl -

-2-indol i none (257)

3-Z-[1-(4-(1,2,3-triazol-2-yl -nmethyl)-anilino)-1-
pheﬁylSﬁﬂfmykeme]N6<dihQXymathonythyﬂmdemhnOHe 15

nili no)-l

8 | - net
R PP St bR A B e Bora Tt It FRAGBY 1T 256)
ﬁe@hbieﬁéjQéhbﬂﬁbﬁ9§§£b@ﬂyiHELBMHobhHEEQy| am no) -
nmet hyl ) - ani | i no) - 1- phenyl - met hyl ene] - 6- et hoxycar bonyl -
20 2-indolinone (260) 3-Z-

(gl LA T2 RO E Y L BT RD BB DY g iperar in-

'ene

ﬁDMEetH§l(26iib8ﬁii) -N-methyl-amino)-anilino) -1-phenyl—

[1-(4-( é dr oxy- et hyl) -an1noi - et hyl)
%ﬁ?hyﬁ%yei ﬁ%ﬁ%PXK%?HQP%%%I2Bl€9ﬁ %99%?bonyl 2-i ndol
none (262)

3-Z-[1-(4- ((N-et hoxycar bonyl met hyl - N- net hyl - am no) -

€ BY| $=anil L 16y (- pKenybimerhyianétys) eehbx}earbshghyl) —-N-

#2577} 000 .89ne, 0, 20961 067165, PETL EPPO0S/ 057002

Stdeokilcédpnzetbdinddiyhonet hyl ) -anilino)-1- phenyl -
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none
3-Z-[1-(4- (N-propyl -N-tert. but oxycarbonyl

@Eh@?”?iﬁy
onyl- 2-1n
carbonyl)

ol

—N-methyl-amino)

) =qanilne) > 1 Rhgoyl o mekbylenel - SxehBoxycarh) -

ol i none

ethoxycarbonyl—-2-indolinone

(250) 3-Z-

[1-

amino)-anilino)-1-phenyl-methylene]

2—indolinone

(251) 3-z2-

[1-

isopropyl—amino)—anilino)

ethoxycarbonyl—-2-indolinone

(252) 3-z2-

[1-

(264)
5

—anilino)—-1l-phenyl-methylene]-

—6—ethoxycarbonyl-

(4— (N—(piperidin-1-yl-methylcarbonyl) -N—
—1l-phenyl-methylene] —-6—

methylcarbonyl)-N-isopropyl—-amino)—-anilino)-1-phenyl-

methylene]

(253) 3-Z-

methylene]

—6—ethoxycarbonyl-2-indolinone

[1-

methylcarbonyl) -N-benzyl-amino)—anilino)

—6—ethoxycarbonyl-2-indolinone

(4— (N—( (N-benzyl-N-methyl-amino) —

—1-phenyl-

nmet hyl car bonyl ) -INET/EP2005/057002
| - met hyl ene] - 6-

6_

(4— (N-dimethylaminomethylcarbonyl-N-isopropyl-—

(44— (N-((d-tert.butoxycarbonyl-piperazin-1-yl) -
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(265)
3-Z-[1-(4-((N-(2-(2-net hoxy- et hoxy) - et hyl ) - N net hyl -

wW@rionodHAeet hyl ) - ani | i no) - 1- phenyl - net hyl ene] - 6GRCTLBP2005/057002

et hoxycar bonyl - 2-i ndol i none 5266)
3-Z-[1-(4-((N-(tert.butoxycatBhenyl - 3- am no- propyl ) - N-
nmet hyl - am no) - net hyl ) - ani | i no) - 1- phenyl - net hyl ene] - 6-
et hoxycar bonyl - 2-i ndol i none 15 (267)

3-Z-[1-(4- ((N- (et hyl car banmoyl - et hyl ) - N- net hyl -
apbap) 3npthyk)4anvtdnoetiyphenybmaehhybenpbngli-N-benzyl -
ethox car bonyl - 2-i ndol i none

ShoRPY SeRIEERe L ol rBLRyY SaPBanBy A Rbr Ay F T BREHBERGPEY L
am Re)1 BHAY! ) - ani | i no) - 1- phenyl - et hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none (269) 3-Z-

[1-(4- ((N-propyl -N-nethyl-am no) -nethyl) 25

ﬁg%gi”%%;%}Eh?@¥kNﬂ?bﬁﬁéﬁﬂﬁlh§1§§EQ%¥€E§PQQ¥£6§§EVQRLi

Bedz{/1- 641 0O0N-R1idinef hylanengieinbyhyi dnaet byl -

anm no) - net hy Ii ani | i no)- 1-phenyl - net hyl ene] - 6-

gt hoxycarBenyt - 2-iAdeffhehe 30 WO 2006/ 067165

PCT/ EP2005/ 057002 - 122 (271)

3-Z-[1-(4- ((N-(3-di et hyl am no- propyl ) - N-net hyl -
aﬁiﬁb)Bnéther4amllEnéytliphghyﬁ methgtbpné) -gnilino)-1-

SLORTYCALDROYL-211 Bdal) 0oNR.5n(RT2) 531 Zaol 2L (M

hoXxy-
nmet hyl )-ani | i no) - 1- phenyl nethylene] 6- et hoxycar bonyl -
2-1ndol i none 273 - [1-(4- & (2-h droxy ethyl%
j%ﬁﬁét%yﬁ Ak 67 trlazol -yl-met yl) —anilino)—-1-

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

(258) 3-2-[1-(4—-(1,2,3-triazol-1-yl-methyl)-anilino)-1-

phenyl-methylene] —6—ethoxycarbonyl-2-indolinone
(259) 3-Z-[1-(4—-((N-aminocarbonylmethyl-N-methyl-amino) —
methyl) —anilino)-1-phenyl-methylene]-6—-ethoxycarbonyl—

2—indolinone

(260) 3-Z-[1-(4-((di—(2-methoxy—ethyl)-amino) -methyl) —

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

(261) 3-Z2-[1-(4—-((di—-(2-hydroxy—-ethyl)-amino)-methyl) -

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

(262) 3-Z2-[1-(4—-((N-ethoxycarbonylmethyl -N-methyl-amino) -

methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-

2—indolinone
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10
nmet hyl ) - ani | i no) - 1- phenyl - et hyl ene] - 6- et hoxycar bonyl -

wQ2iondelishone (274) 3-Z- [1-(4-((N PCT/EP2005/057002

(di oxol an-2-yl -nmet hyl) -N-nethyl-am no) -

met hyl ) - ani | i no) - 1- phenyl - et Ayl ene] - 6- et hoxycar bonyl -

15 2-indolinone (275)
3-Z-[1-(4-(3-0xo0-piperazin-1-yl-nethyl)-anilino)-1-
phenyl nethylene] 6- et hoxycar bonyl - 2-i ndol i none 20

(288) 3- Z-[ -(4- (&Eépn@fnakrpiimythgﬁbhyhmambonyﬂ}phbnyl—

BE RBYJEA boRyPC Do REOFPRBRG 2( 37971 Tmont ool

3-Z-[1-(4-(N-((2-(pi perazin-1-yl)-ethyl)-carbonyl)-N
25 met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-
et hbkyéafbonyl(42{NnavPPriens—tepkgputoxycarbonyl-

BaFi s A5 L LB B M 0)e o -

30iRdbhdabhaone WO 2006/ 067165 PCT/ EP2005/ 057002 -
123 (279) 3-Z-[1-(4-(N-(3-nethylam no-propyl)-N
met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - met hyl ene] - 6-

SEQQ?Y§aZb@E¥|421 (RAQbinong-bn 2 Oéthox ~ethyl) N omethyl-
1- (4- Urei donet hyl -ani lino) - heny nethy ene]j -

@menhbxyeahbbhyanlﬂndbrﬂn@h@ny(zgiyhylene] —6—
1 ani |n ni I ino)-1-phenyl -
%L ﬁ?gﬁyf ox§§§; ony% 2-indolinone 10 (282)
3 Z- [1 (4- (N—nethylsulphonyl am nonet hyl ) -ani |l i no) - 1-
phen I-nethXIene] - et hoxycar bonyl - 2-i ndol i none
(266) 3-72-— - (tert.butoxyCarbonyl-3—-amino-propyl) -N-—
methyl-amino)-methyl)—-anilino)-1-phenyl-methylene] —6—

ethoxycarbonyl—-2-indolinone

(267) 3-Z—-[1-(4-((N- (methylcarbamoyl-methyl)-N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene]-6-

ethoxycarbonyl—-2-indolinone

(268) 3-Z—-[1-(4-((N- (dimethylcarbamoyl-methyl)-N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene]-6-

ethoxycarbonyl—-2-indolinone

(269) 3-Z2-[1-(4—((N-propyl-N-methyl-amino) -methyl) —

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

(270) 3-Z-[1-(4—-((N-(2—-dimethylamino—ethyl) -N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene]-6-

ethoxycarbonyl—-2-indolinone
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(283)
3-Z-[1-(4-(4-benzoyl - pi perazi n-1-yl -nmet hyl )-anilino)

waodeeghenyl - net hyl ene] - 6- et hoxycar bonyl - 2- i ndetT/RR2965/057002

(284) 3-Z- [1-(4-((N (3- acetglanino-propyl)
- N- et hyl - ami no) - -

nmet hyl ) - ani | i no) - 1- phenyl - et hyl ene] - 6- et hoxycar bonyl -
2-i ndol i none 20 (285)

3-Z-[1-(4- ((N-(3-net hyl sul phonyl am no- propyl ) - N

(evhyl 3am-no){ aet hyt)x3adinenbyidnphenpkonpt hyNeneth6: -
et hoxycar bon

SRy SRALRTN 2R b s DRer RyPhRRbE ROFERhERE) ~ ot hyl ) -

@ﬁhbk?@ér@oﬂ?ﬁnyjr:LH@I)DYB@H@] 6- et hoxycar bonyl - 2-i ndol i
none
(287)3 Z-(1-anilino-I-phenyl - met hyl ene) - 6- net hoxycar bo

d i ngn 0,62
é%%g (% htrg gnﬁl|%o?éﬁhoﬁ%nthﬁe%thgﬁg?y%-amlno)
ﬂ@thpxyeaﬁbmmyb)2iFpﬂ@hymemétMﬁlaﬁaﬁ#@6¥ﬂﬁ5xycarbonyl—
PCT/ EP2005/ 057002 - 124 (289)
3= 729 {R9Ff uor o- ani | i no) - 1- phenyl - met hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i none 5 (290)
3-Z-[1-(4-chloro-anilino)-1-phenyl-nethylene]-6
ﬁ%?ﬁbx%cérbbn&ﬂ 2{Nndatrhmrdnexy (@oiyl) -N-methyl-amino) —

Tefhb i) s 2rponP) 8 khaRY 1SR LAY g F L eRBLy Barnony1 -

3-Znfid1{donhedo- ani | i no) - 1- phenyl - net hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none (293)
3-Z-[1-(4-cyano-anilino)-1-phenyl - net hyl ene] -6

(274) 3-Z2-[1-(4—-((N- (dioxolan-2-yl-methyl) -N-methyl-amino) —

methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-

2—indolinone

(275) 3-Z2-[1-(4—-(3-oxo-piperazin-1-yl-methyl)-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone

(276) 3-Z-[1-(4—(N—(piperazin-l-yl-methylcarbonyl) —-N-
isopropyl—amino)—anilino) -1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(277) 3-Z—-[1-(4—(N—((2— (piperazin-1-y1l)-ethyl)—-carbonyl)-N-—
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

ethoxycarbonyl—-2-indolinone

(278) 3-Z-[1-(4-((N-(3—amino-propyl)-N-methyl-amino)-
methyl) —anilino)—-1-phenyl-methylene]-6-ethoxycarbonyl-

2—indolinone
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15 met hoxycar bonyl - 2-i ndol i none (294)
3-Z-[1-(4-carboxy-anilino)-1-phenyl -nethyl ene] - 6-

woretobhosatear bonyl - 2- 1 ndol i none 20 (295) PCT/EP2005/057002

3-Z-[1- (4- et hoxy-anilino)-1- ghenyl met hyl ene] - 6
met hoxycar bonyl - 2-i ndol i nonel2§296)
3-Z-[1-(4-ethoxy-ani|ino)-l-phenyl net hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none 25 (297)
3-Z-[1-(4-trifluoromethyl-anilino)-1-phenyl -
MEWhy|EHE}{6-MEPhNXYGambOhyﬂaﬁihndpkbppme—NGZQS)

A thy Tl PE T RBis A or BB P e Ao B g e ggy Lene] ~6-

8@@§£9§3A@én§£1éEE@QQ@&Q@KQOZ - 125 (299)
Z-[1-(4-(isopropyl am nomet hyl)-anilino)-1-phenyl -
nethylene] 6- met hoxycar bonyl - 2-i ndol i none (300)

( ni iLino):lsphe _ _

b e e R AR S T RbaT | oneipaaty metny tene
8~Zth&x§éa£b6ﬁpmtykaﬁUﬁmmﬁbhyl)-aniIino)-l-phenyl-
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none 10 (302)
3-Z-[1-(4-(cycl ohexyl am nomet hyl ) - ani | i no) - 1- phenyl
g@éb{lgngl 6- w@t§9§M§a£99ﬂ¥£hgiLQQthﬂ@pel §§@§§1-

1-(4 benzy am nonet hyl ) -ani I i no) - 1- phenyl
nethylene] =6- ﬁ@hh@xy@abQQﬁyr221nﬁdbnnﬁ@ﬁe 15 (304)
3-Z- [1-(4-((N-met hyl - N-propyl -am no) -nethyl) -
ani li no) - 1- phenyl nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndo
(pepe 3(30%) - (N-methylsulphonyl-aminomethyl) —anilino)-1-

3-Z- 4- N-|so ropyl - N- et hyl - am no) - net hyl
phengl &et£§lene p p%hoxycarb%nyl 2— 1%dollngn%

(283) 3-Z-[1-(4-(4-benzoyl-piperazin-l-yl-methyl)—anilino) —
1-phenyl-methylene]—-6—ethoxycarbonyl-2-indolinone

(284) 3-Z2-[1-(4—-((N-(3—acetylamino—propyl) -N-methyl-amino) —
methyl) —anilino)—-1-phenyl-methylene]-6—-ethoxycarbonyl-

2—indolinone

(285) 3-Z-[1-(4-((N-(3—methylsulphonylamino-propyl) -N-
methyl-amino)-methyl)—-anilino)-1-phenyl-methylene] —6—

ethoxycarbonyl—-2-indolinone

(286) 3-Z—-[1-(4—-((N-carboxymethyl-N-methyl-amino)-methyl)-

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

(287)3-Z—(l-anilino-1-phenyl-methylene)-6-methoxycarbonyl-

2—indolinone

(288) 3-Z2-[1-(4-nitro—-anilino)-1-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone



10

15

20

25

30

WO 29R@671¢306)

20
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo

3-Z-[1-(4-((N-ethyl - N propyl -am no) - net hyl ) - ani | i no) -
1- phenyl - net hyl ene] - 6- met hoxy€4r bonyl - 2-i ndol i none 25
(307) 3-Z-[1-(4-((N-ethyl-Nisopropyl-am no)-nethyl)-
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
i none (308)

3-Z-[1-(4-(di propyl am nonet hyl ) -ani | i no) - 1- phenyl -

ne t carbon | -2-indo]ino
R0y ST Lo T e st e aR e iy Iy SRRi VT oBs Chy bgay 6~
net hyk englrbnethoxygan bapyk- 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 126 (310)
3-Z-[1-(4- ((N-benzyl - N-et hyl -am no) - met hyl ) -ani | i no) -

F2905 L2 Ry hengl o fo MERROXNEAr bopiLag1 | AULh MERE) 8-

BeZnddyldrbdhbenzyliagbnonmehbyl ) - ani | i no) - 1- phenyl

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (312)
3-Z-[1-(4-(3,6-di hydro-2H-pyridin-1-yl-methyl)-
@@9&5n@)zlgphg@ybraﬁghxh§m§$oﬁ meLhexy¢anbenyl 2= ngol
i none

BetZhpavedripgngldenenglippperi di n-1-yl - net hyl ) -

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

i none (314)
8222 13(4~ Qazepamodoyhnmﬁthyb}1aphéh9m}métppeeyb]15—
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (315)

@eihPiYFQr?Qnﬁﬁfﬁol@9H9F?QQﬁlI|no) 1- phenyl -

met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 20 (316)
3-Z-[1-(4-(2-net hyl am no-et hyl)-anilino)-1-phenyl
w2Phyl engl{b-rféthprycarhohyhe 2=l ndbenponeet(81&nhe] —6-

Rafnld; {36558  hyl amino; gLhyl ) -ani i noj - 1- phenyl -

(294) 3-Z2-[1-(4-carboxy—anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(295) 3-Z2-[1-(4-methoxy—anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(296) 3-Z2-[1-(4—-ethoxy—-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(297) 3-Z-[1-(4-trifluocromethyl-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(298) 3-Z-[1l-(4-methylmercapto—anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

PCT/EP2005/057002
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met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 25 (318)
3-Z-[1-(4-(2-di met hyl am no-et hyl)-anilino)-1-phenyl -

wWoreohgémee] - 6- met hoxycar bonyl - 2-i ndol i none  ( 3AGI/EP2005/057002

3-Z-[1-(4-(2-diethylam no-ethyl)-anilino)-1-phenyl 30

met hyl ene] - 6- met hoxycar bonyl 125i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 127 (320)
3-Z-[1-(4-(2-piperidin-1-yl-ethyl)-anilino)-1-phenyl -

met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (321)

8229} 13(4- QB-aaeﬁybaptopyeahyh¢maﬁhylmeéniiphenyﬂ—ﬁhenyl—

et ene car - ol i none (322
LB Sl s S A T
nethylene] 6- met hoxycar bonyl - 2-i ndol i none 10 (323)

3- Z- g SS di met hyl am no- ﬁ yl)-anilino)-1-phenyl
red i IénéT 6- ﬁérh@&yéan@@ﬁy v2 rﬁ@éﬂ#ﬁ@hel pBegyl-

ﬁe@ §éiigkﬂg£ﬁ8gg%ﬁ¥ﬁ g??g¥n€ HEEBXE a“‘no)

an| pheny oxycarbonyl -indo
inone 15 (325)
N-eth Ian1nonethylcarbon¥I-N-net

3-
éﬁpﬁg)3a%|l tnéy -1 pREAYY I ABLAGTehRY 1 6- ﬁ@%ﬁé??&a?ﬁﬁﬂ?Pyl_

ﬁeth?ggh EN0BpenePnb3¢6irbonyl-2-indolinpne _
4- (N-di et hyl am nonet hyl car bonyl - N- net hyl - am -

no) - anilino)-1- phenyl nmet hyl ene] - 6- net hoxycar bonyl -

nope 3 . .
B0 (A B b B he RERETRyP RSB TERE RaER)r L BB=nv L
ﬁﬁtﬂ@leﬁéﬂLBHmétﬂopﬁeayboﬂﬁthQFEﬁeb16ﬂﬁﬁbhoxycarbonyl-
2- indolinone

(303) 3-Z-[1-(4—(benzylaminomethyl) -anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(304) 3-2-[1-(4—-((N-methyl-N-propyl-amino) -methyl) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(305) 3-Z-[1-(4-((N-isopropyl-N-methyl-amino) -methyl) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(306) 3-Z-[1-(4—-((N-ethyl-N-propyl—-amino)-methyl)—anilino) —
1-phenyl-methylene]—-6-methoxycarbonyl-2-indolinone

(307) 3-Z-[1-(4-((N-ethyl-N-isopropyl—amino)-methyl)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(308) 3-Z-[1-(4—-(dipropylaminomethyl) —anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(309) 3-Z-[1-(4-(diisopropylaminomethyl)-anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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(328) 3-Z-[1-(4-(N-((N-ethyl-N nethyl-amno)-
nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl - 30

woretobhyéaee] - 6- met hoxycar bonyl - 2-i ndol i none WD PCT/EP2005/057002

2006/ 067165 PCT/ EP2005/ 057002 - 128 (329)
3-Z-[1- (4- (N- ((N-et hyl - N- propyP-am no) -

nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -

net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none 5 (330) 3-Z-
[1- (4- (N ((N-nethyl-N propyl-anm no) -

met hyl car bonyl ) - N-nethyl am no) - ani | i no) - 1- phenyl -

ne] xycarbo yl - 2-] ndol i none
gg%gflg e Ty PaRe R fﬁghggr%hwwémyﬁ) afff-L1ino) -
henyl-methylene]-6- methoxycarbonyl 2—indolinone
no? anlllno) 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -
i ndol i none (332)

[15(C n i | _
b R g D T o§§2§¥b Rgry
RetAHDlendotbroeent333xrbonyl-2- 1ndollnone
3-Zr[1-(4-(hkdinethylaninonethylcarbonyl-NJnnyI-am-
no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2

adol i pope 20 ((334) 6-dihydro-2H- din-1-yl-methyl)—
é % gN- 2-am no- étﬁyfgarbo%¥F§ ﬁfnetﬁ mgn1%o§-

annlﬂne) 1 =phenyl -methylene] -6- m@th@xycarbgnyﬂrZrihd@ﬂinone
i none (335)

3-Z-[1-(4- (N-(2-di et hyl am no- et hyl car bonyl ) - N- net hyl

2513) 3-z-[1-(4 (3 5—-dimethyl-piperidin-1-yl-methyl)-

am no) - ani | i no) - 1- phenyl - net h Iene% 6- nethoxycarbonyl
inihﬂéplﬁoﬂ%e?E%GWGBthGPQJ( REagsygprRonyl-2-indolinone
(2-am noet hyl) -am no)-anilino) -

1- phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none

(314) 3-Z2-[1-(4—-(azepan-1l-yl-methyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(315) 3-Z-[1-(4—-(2—-amino—ethyl)—-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(316) 3-Z-[1-(4-(2-methylamino—ethyl) —anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(317) 3-Z-[1-(4—-(2-ethylamino—ethyl)—-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(318) 3-Z-[1-(4-(2-dimethylamino-ethyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(319) 3-Z-[1-(4-(2-diethylamino—ethyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone



30 (337)

3-Z-[1-(4- (N acetyl - N (2-net hyl am no- et hyl ) -am no) -
w@2iob6mys 1- phenyl - net hyl ene] - 6- net hoxycar bonyPCREP20055057002

i none WD 2006/ 067165 PCT/ EP2005/ 057002 - 129 (338)

3-Z- [1-(4-(N-acetyl -N- (3=nmkthytam no- propyl)

-am no) -

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

inone 5 (339)

83Z0f 13(A-(N-adet(gtpNof?ipiipet irdinelhyly ebhyl)no)-1-phenyl-

am no lino - phen hyl e 6- met hoxycar bonyl -

ﬁ?tgﬁgﬁPF oﬁe %%%@?yca%ko E ¥ S%llno

3-Z-[1-(4-(N-acetyl - N-(am nocar bonyl net hyl ) - am no) - 10

anlllno)-l phenyl - met hyl ene] - 6- net hoxycar bonyl - 2-i ndo

(pohe 3341} -84z{(fPtacatyhemeepyrt NV {prpeiidnal 1lyphenyl-

n%%ﬁgg%@ oYl AULBL- ALl o)y 1 phenyhe et hy! enel - 6-

3-Z-[1-(4- (N-net hyl - N- (am nocar bonyl ) - am no) -
anlllno) 1- phen yI net hyl ene] - 6- nethoxycarbonyl 2-1ndo
{ABAL 3( 1@? (3—aminho—propyl) —anilino)-1-phenyl-—

ﬁeghLieﬁéjQbLHEEHMkyBEQHSB9YL§an86@EQ@H%') an1no) 20
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo

i none (344)

a h l
S0l nay DR rabhe P b T POeOL POR L S AT DL peny -
haoneleb] (843 tBodychibbd4y(Nepehlyl i None

(pi peridin-1-yl-carbonyl)
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -

%32@ d@LkD Te @3%ﬁlamlnometh lcarbonyl -methyl—-amino)-
-Z-11-(4- 2 et hyl am no- et hyl ) - N- et hyl sul phonyl -
80ilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -
2- indolinone
(325) 3-Z-[1-(4—-(N-ethylaminomethylcarbonyl-N-methyl-

amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(326) 3-Z-[1-(4—-(N-diethylaminomethylcarbonyl-N-methyl-ami-
no)—anilino) -1-phenyl-methylene] —6—methoxycarbonyl—-2-

indolinone

(327) 3-Z—-[1-(4—-(N-dipropylaminomethylcarbonyl-N-methyl-—
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(328) 3-Z-[1-(4—(N—((N-ethyl-N-methyl-amino)-
methylcarbonyl) -N-methyl-aminoc)—anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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WD 2006/ 067165 PCT/ EP2005/ 057002 - 130 (347)
3-Z-[1-(4-(N-(2-di et hyl am no-et hyl ) - N

WOoretohygé™ed phonyl - am no) - ani | i no) - 1- phenyl - met RO BERRJ0058657002

met hoxycar bonyl - 2-i ndol i none 5 (348)
3-Z-[1-(4-(N-(2-pyrrolidin-1lyB-ethyl)-N
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none (349)
3-Z-[1-(4-(N-(2-piperidin-1-yl-ethyl)-N 10
nﬁEhyl%umeDHyﬂ aNt-noy- aﬁhyﬂﬂn}piephEﬂyminebhylene]-6-
bonyl - 2-i ndol i none 3-Z- [1- (4- (N
7oL 7 beraopRv L 7R -BERgE Y SREno) 2a112n8) -t Zpnbiial

ﬂ@tﬂyhéﬁéPh@nMétﬂﬁkg@érﬁﬁh {ing)idgphenyhenet hyl ene] - 6
15 met hoxycar bonyl i ndol i none (351) 3-Z-

[1-(4-(N-(2- (4-norpholin-1-yl) -ethyl) -N

TEhy| SubPhonyh -3 0ok- A0LhuRo: e BRg VLA TRLYY! ene] -6-

oxycar dol 1 non
ﬁethlcéébéhyﬂethymaﬂhgmeambaay#a&thyh¢)AE phenyl-
net hy IsuIEhon yl -am no) - ani | i ng) - 1- phenyl - et hyl ene] - 6-

HethBxytar bBRYE L 20K RABF PABHE 251353 none

3-Z-[1-(4- (N-(di et hyl am nocar bonyl net hyl ) - N-

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
ﬁéBhbx%cérbbnyﬂ 2Ni-ddokthphemipgBgyhylcarbonyl-N-ethyl-ami-

Rafrot st Bnbnyr FaRRe) hEERT Lhas P oREL IRk b ter 26

prtiboxyeaebonyl - 2-i ndol i none WD 2006/ 067165
PCT/ EP2005/ 057002

(332) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-propyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(333) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-butyl-ami-
no)—anilino) -1-phenyl-methylene] —6—methoxycarbonyl-2-

indolinone

(334) 3-Z2-[1-(4—(N-(2-amino—-ethylcarbonyl) -N-methyl-amino) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(335) 3-Z-[1-(4—(N—(2-diethylamino—ethylcarbonyl)-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(336) 3-Z2-[1-(4—(N-acetyl-N-(2-aminoethyl) —-amino)-anilino) —

l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(337) 3-Z—-[1-(4—(N-acetyl-N-(2-methylamino—ethyl)—-amino) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone



10

15

20

25

30

- 131 (355)
3-Z-[1-(4-(N-(pi peridin-1-yl-carbonyl nethyl)-N

WOoretohygé™ed phonyl - am no) - ani | i no) - 1- phenyl - met RO BERRJ0058657002

met hoxycar bonyl - 2-i ndol i none 5 (356)

3-Z-[1- (4- (N-(pi perazin-1-yl 1é8rbonyl net hyl ) - N-

nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none (357)

3-Z-[1-(4- (N ((norpholin-4-yl)-carbonyl nethyl)-N 10

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
oxycar bonyl - 2-indol i none _(358 , .

DY e L8 F R PRy bR e GRS D RAFF AT PTOBKbhy AIno) -

aet hyhene] - fnapy hoxyeaybenyh - 2-hadabkpenenoap1(859hdolinone

3-Z-[1-(4-(3-dinmet hyl am no- propoxy)-anilino)-1-

phenyl - met hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none

§359) 1204 (i Aol BSRST el hy P B RPTH 869~ 1 Bhesy iy 3
seihy) enr)ibnopthoxyearbonytn2ienddtonneent36dhrbonyl -2-
3-Z-[1-(4-(2-am nocar bonyl -et hyl ) -anilino)-1-phenyl -
h%@ﬂgF%ﬁ@?-G-nethoxycarbonyl-2-indolinone 25 (362)
3-Z-[1-(4-(pyridin-2-yl)-anilino)-1-phenyl

nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (363)

83Z0] 13¢4=(py(LdiNeageyy}-Hni(kinhopcarbhenyinethyl)-amino) -

t hyl enel] - 6: net ho rbonyl - 2- i [inon 0,(364 .
SRLEYGBTEL: b oA SRR -8 RRhL D8RR 58388 hacnsnone
ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndo
i none WO 2006/ 067165 PCT/ EP2005/ 057002 - 132
(341) 3-Z2-[1-(4—-(N-acetyl-N—- (piperidin-1-yl-
carbonylmethyl) —amino) —anilino)-1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(342) 3-Z2-[1-(4—(N-methyl-N- (aminocarbonyl)-—-amino) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(343) 3-Z-[1-(4—(N-methyl-N- (methylaminocarbonyl)—amino) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(344) 3-Z2-[1-(4—(N-methyl-N- (dimethylaminocarbonyl)-amino) —

anilino)-1l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(345) 3-Z-[1-(4—-(N-methyl-N- (piperidin-1-yl-carbonyl) —
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(346) 3-Z-[1-(4—(N—(2-ethylamino-ethyl)-N-methylsulphonyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone
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W@ 39667165

(365) 3-Z-[1-(4-(N-acetyl -N-nethyl -am no)-anilino)-1-
phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 5

3-Z-[1-(4- (N-ethyl carbonyl - dlnethylanlnocarbonyl
met hyl ) - ami no) - ani | i no) - 1- phé =met hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none (367)

3-Z-[1-(4- (N et hyl - N- et hyl sul phonyl - am no) 10
anilino) 1- phenyl nethylene] 6- met hoxycar bonyl - 2-i ndo
(Bone 3(368) - (2— dlethylamlno ethyl) -N-

4- car box neth | - ani I|n hen net h ] -
%eﬁ&ﬁss(&ea%ésﬁy NShP haar T hona) 15 phagy ! nethytefetls-
ﬁe@h&iyéér@@ﬁ?@ﬂ9¥hH@bBYhoﬁQ|||n0) 1- phenyl -
nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (370)

3-Z-[1-(4-di met hyl car banoyl net hyl - anlllno) 1 phenyl

I th a ng L371)
gs%grls tgtggzo §§yﬁggg¥ |no§ % g%e ylene]
ﬁeﬂﬁ§h@mypabb9myhmﬂnbndehhmmne)—¢3§E¢n§12met&yléﬂe
(piﬁerldln 1-yl - et hy Ii -anilino) 25
Het 9F¥H%Tb8nﬁéf%o%?98 bORYF- 2- |ndoI|none (373)
3-Z-[1-(4-(piperidin-1-yl-nmethyl)-anilino)-
et hyl i dene] - 6- met hoxycar bonyl - 2-i ndol i none 30 (374)
3329[136176brpérKNrm2ipyPeﬁédhyf} “dhieFhy)) N-

D08 067108 Bt EPobob/ 057005 - L 1A4° | Soay i ene) ~6-

BehbiyCdrbphperbdinddiyhonet hyl ) -anilino)-

but yl i dene] - 6- met hoxycar bonyl - 2-i ndol i none (376)
3-Z-[1-(4- (N-(3-dinethyl am no-propyl )-Nacetyl 5 _
ag5pp) sapilh no) - R hyLgngl+8z MRL oyycar RYRyLy2-i ndol in

one
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(351) 3-2-[1-(4—(N-(2- (4-morpholin—-1-yl) —ethyl) -N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(352) 3-Z2-[1-(4—-(N-(ethylaminocarbonylmethyl) -N-
methylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(353) 3-Z-[1-(4—(N—-(diethylaminocarbonylmethyl) —-N—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(354) 3-Z2-[1-(4—-(N-(pyrrolidin-l-yl-carbonylmethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

PCT/EP2005/057002
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(377) 3-Z-[1-(4-(N-(3-di nmet hyl am no-propyl)-N acetyl -
am no) - ani | i no) - et hyl i dene] - 6- met hoxycar bonyl - 2-i ndol

WO 200e/047065 378) PCT/EP2005/057002

3-Z-[1-(4-(N-(3- dlnethylanlno propyl) N-acetyl -
anmi no) - ani | i no) - propyl i dene] 181lnet hoxycarbonyl - 2-i ndo
i none (379)
3-Z-[1-(4- (N (3-di net hyl am no- propyl ) - N acetyl -
am no) - ani |l i no) - butyl i dene] - 6- net hoxycar bonyl - 2-i ndol
n8Be) 152(3BO)43{(X-[(Ripdr(Ni(21diymethybanyhneehhy) }uN-
nmet su onyl - am no) - ani. | i. no) - met hyl ene] - 6-

Het RS UAPBORYE 20 Rabr hoheRgh-( saapny | Shethylene ) -6
ﬁe@h{)iyéérbbhﬁzz dimetbyk aphpo- et hyl) N-
met hyl sul phonyl - am no) - ani | i no) - et hyl i dene] - 6-

met hoxycar bonyl - 2-i ndol i none (382)

ﬁe%ﬁyﬂ%ﬁ &onyl ﬁrﬁ%?¥ Ino§ %L%é%?aé éng@yl)—N—

methgxyaapbeﬁyﬂ 2mnndpLanmmenoé383@heny1—methy1ene]—6—
3-Z-[1-(4-(N-(2- dlnethxlanino-ethyl)-N-
ﬁ%?ﬁ95¥89598ﬂ¥9 antRgPLaRPRENO) - but yl i dene] -6 30

met hoxycar bonyl - 2-i ndol i none WD 2006/ 067165

PCT/ EP2005/ 057002 - 134 (384)

83Z7] 13(4-1 et fazoN-5{ppranplino}-mbd hghehehybmethyl)-N-

G Ry Gr S LR ety T obsPy hemer s gne =6~

methoxycatbeﬁyﬂ ~-2-tindolinone (386)
3-Z-[1-(4-tetrazol -5-yl -anilino)-propylidene]-6-

met hoxycar bonyl - 2-i ndol i none 10 (387)

3398} 13(4-teLrazob-g:¥be AP LhQY-BRL Yk Hengl 16n0) —1-phenyl -

methylene] -6-methoxycarbonyl-2-indolinone

(359) 3-Z2-[1-(4—-(3-dimethylamino-propoxy)—-anilino)-1-

phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(360) 3-Z-[1-(4-(aminocarbonylmethyl)-anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(361) 3-Z2-[1-(4—(2-aminocarbonyl-ethyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(362) 3-Z-[1-(4—(pyridin—-2-vyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(363) 3-2-[1-(4—(pyridine-3-yl)—-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(364) 3-Z2-[1-(4 ( (N-phenethyl-N-methyl-amino)-methyl)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone
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nmet hoxycar bonyl - 2-i ndol i none (388)
3-Z-[1-(4-carboxy-anilino)-nethyl ene]-6-

woretobhosatear bonyl - 2-i ndol i none 15 (389) PCT/EP2005/057002

3-Z-[1-(4-carboxy-anilino)-ethylidene]-6-
nethoxycarbonyI-Z-indoIinone13é390)
3-Z-[1-(4-carboxy-anilino)-propylidene]-6-nethoxy- 20
car bonyl - 2-i ndol i none (391)
3-Z-[1-(4-carboxy-anilino)-butylidene]-6-

met hoxycar bonyl - 2-i ndol i none 25 (392)

BERYI 3 vt Ryt RG] Y6 R RORYCHF BBRYT 282 HUGRhbHES) 1=
§§8§}13mathbieﬁéjé@rmgthéxyéak@bﬁ9Mygn@na@m;ﬁoﬁa)

azepin-3-yl -
nmet hyl ) - ani | i no) - 1- net hyl - met hyl ene] - 6- net hoxycar bonyl

1467354001 L 190,V A005, D62105 FCTAER2005 ORTA0Zarbony1-

ﬁe@M@l}5aMinﬁEPthllﬂﬂEPhybhenyl methylene] —6—

am no- net hyl ) -ani |l i nqQ)-1-net hyl - net hyl ene] - 6-

ﬁ%?ﬁ%%%%%F%%ﬂyF =2 FHG%FFH@H% 5 (395)
3-Z-[1- (4- (N-phenet hyl - N- net hyl - am nonet hyl ) -
anlllno)-l nethyl-nethylene] 6- met hoxycar bonyl - 2-i ndo
Aok 3¢896}— (4—(N-methyl-N-methylsulphonyl-amino) -

%%#9mﬁhyf9$ﬂ9é%%§3%c5é3%?%ﬁmwe
-2- 10 indolinone (397)

Z-[1-(4- % &4 chl or o- benzyl ) - N- et hyl - am no-
ﬁ%@ﬁ£|§ “aniltihdycarhekryrt RELhgRéheo6- hePRBRYtarBbhyLene] -

62metﬂg9§bg9ﬁgnyl 2—indolinone

(369) 3-Z-[1-(4-carbamoylmethyl-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(370) 3-Z-[1-(4-dimethylcarbamoylmethyl-anilino)-1-phenyl-

methylene]-6-methoxycarbonyl-2-indolinone

(371) 3-Z2-[1-(4-tetrazol-5-yl-anilino)-1-phenyl-methylene] -

6—-methoxycarbonyl-2-indolinone

(372) 3-Z2-[1-(4—(piperidin-1-yl-methyl)-anilino) -

methylene] -6-methoxycarbonyl-2-indolinone

(373) 3-Z-[1-(4—(piperidin-1-yl-methyl)—-anilino)-

ethylidene]-6-methoxycarbonyl-2-indolinone

(374) 3-Z2-[1-(4—(piperidin-1-yl-methyl)-anilino) -

propyvlidene] —6-methoxycarbonyl-2—-indolinone
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15 (398)
3-Z-[1-(4- (N-(4- nmet hyl benzyl ) - N- et hyl - am no- net hyl ) -

waniobeags 1- met hyl - net hyl ene] - 6- net hoxycar bonyPCREP200&5057002

i none (399)
3-Z-[1-(4-(N-(4-fl uoro- benzy1§3thEthyI am no 20
nmet hyl ) - ani | i no) - 1- net hyl - met hyl ene] - 6- net hoxycar bonyl

-2- indolinone (400)

3-Z-[1-(4- (N-(4-brono-benzyl ) - N net hyl - am no- et hyl ) -
4BV b) ndrzi{met hylpmpthybene] -Ginethbyycanbonyhe?-i ndo
i none., 25 éﬂgl% o :

%QEY?i@?H? NO (BBl &Y RGF BRI HO- pr OpFBAYT P RE

di met hyl am nocar bonyl net hyl - am no) - ani | i no) - 1- phenyl -
met hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none 30 (402)
3326{13(1 (N-(4- dNnéﬁhQﬂ@ﬁihbl@m@y©ypyORyl) —N-acetyl-

L § Y [ —b= 1>p inon
TR XL AT 1RSSR LTE X, pogh e anal LAY, 12P0RM 1 none
2006/067165 PCT/EP2005/057002 - 136 (403)

-Z-g & nmet hyl am nocar bonyl net hyl - N- ( 2-

87 ié h§rén1%oiérﬁvréérﬁﬁ@ﬁ?bylﬁﬁ%ﬂ8y95ﬂPV%ho§ 1CBhERYI
amﬂﬁ&h¥hﬁﬂ§ln§)UEEHQKYQ@BQPDBngthBQ?55988§ 152Lﬂgébllnone
3-Z-[1-(4-(N-di nmet hyl am nocar bonyl ne

dlnethylan1no propylsulphonyl) am no) - anlllno) 1- pheny

AU Ry B ok Ry Py ari A na RoP YL ahi TGy 2

amphemyhnmmthybepebpﬁim6éhexy6ambanykyaathdﬁyunanendo1inone
(406)

3-Z-[1-(4-((2-nethoxy-ethyl)-am no-nethyl)-anilino)-
1sphenyly et hyl engl 1 6-pefbexycanbopyh=dpi ndoliinope, 1 -

amino)-anilino)-butylidene] -6-methoxycarbonyl-2-indolinone

(380) 3-Z-[1-(4—-(N—(2-dimethylamino—-ethyl) —-N-
methylsulphonyl—-amino) —anilino)-methylene] —6—

methoxycarbonyl-2-indolinone

(381) 3-Z2-[1-(4—(N-(2-dimethylamino-ethyl) —-N-
methylsulphonyl—-amino) —anilino)—ethylidene] —6—

methoxycarbonyl-2-indolinone

(382) 3-Z2-[1-(4—(N-(2-dimethylamino-ethyl) —-N-
methylsulphonyl—-amino) —anilino)-—propylidene]—6-

methoxycarbonyl-2-indolinone

(383) 3-Z-[1-(4—-(N—(2-dimethylamino-ethyl) —-N-
methylsulphonyl—-amino) —anilino)-butylidene]—6—

methoxycarbonyl-2-indolinone
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15 (407)
3-Z-[1-(4-((2-di net hyl am no- et hyl ) -am no- net hyl ) -

waniobeys 1- phenyl - net hyl ene] - 6- net hoxycar bonyPCREP200&5057002

i none (408)

3-Z-[1- (4- (( 3- di net hyl am no- pépyl ) - am no- et hyl ) 20
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
i none (409)
3-Z-[1-(4-((N-tert. but oxycar bonyl - 2- am no- et hyl ) -
aBBAap- aezhyn}<aﬂtétneyol bhgmyhﬂmethybemethﬁiene]—6—
nethox carboﬂ&h % g i|none 25 (410)

BETLPAYEALPP t 1BaPoXx§E&Fbonyl - 3- ami no- propyl ) -

am no- net hyl ) - ani | i no) - 1- phenyl - net hyl ene] - 6-

nethoxgcarbon yl -2-indolinone 30 (411)
83%5) 13¢4-({2{aniabreenyt p-Ahr ABLAeDAYFPLAKLL{ADS] 16

D006/ & 7168 BET) Lra005) OLobbe - 137 (a12) |

3-Z-[1-(4- ((3 an1no propyl ) -am no-net hyl)-anilino)-1-
| -nmeth % 6- net hoxycar bonyl - 2-i ndol i none

h
g8y A5 [y e ageltor dm Ao bt ol YOS aRY neSRaEhy Py

ﬁethoxycarbonyl 2—indolinone .
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo

i none (414)

S ) T s P RbTaner Pa ¥kt Rk SaMRb R P50t o

m@@ﬁ@xi@afﬁéﬁyl -2—indolinone
3-Z-[1-(4-((2-net hyl sul phonyl am no- et hyl ) - am no-
met hyl ) -ani | i no) - 1- phenyl - met hyl ene] - 6- met hoxycar bony|

§§88 nngL 90?4ié%§%ox anilino) -methylene]—-6-
(3- nethylsuyphonylan1no propyl)-am no- 15

methykycanbbnmb)211pﬂehyhonethyIene] 6- met hoxycar bonyl
-2- indolinone

(389) 3-Z2-[1-(4—-carboxy—anilino)-ethylidene]-6-

methoxycarbonyl-2-indolinone

(390) 3-Z2-[1-(4—-carboxy—anilino) —propylidene] -6—-methoxy-

carbonyl-2-indolinone

(391) 3-Z2-[1-(4—-carboxy—anilino)-butylidene]-6-

methoxycarbonyl-2-indolinone

(392) 3-Z2-[1-(4—-(N-benzyl-N-methyl-aminomethyl) -anilino)-1-

methyl-methylene] —6—methoxycarbonyl-2-indolinone

(393) 3-2-[1-(4-(2,3,4,5-tetrahydro-benzo (d)azepin-3-yl-
methyl) —anilino)—-1-methyl-methylene]-6-methoxycarbonyl-2-

indolinone



(417)

3-Z-[1-(4-(N-(N-tert. butoxycarbonyl - 2-am no-et hyl ) - N
wWOoretobhyéAedri no- met hyl ) - ani [ i no) - 1- phenyl - et hy| BCEEP105/057002

20 met hoxycar bonyl - 2-i ndol i none (418)

3-Z-[1- (4- (N- (2- ani no- et hyt) 1RPnet hyl - ami no- net hyl ) -

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

i none 25 (419)

3-Z-[1-(4-(N-(2-acetyl am no- et hyl ) - N-nmet hyl - am no

nephyl 3 -ani o)< lopheayl ; fptihgkeneh- 61 mpehbxyranbonyl-

-2- i ndol

353 pTECHETRY (20 hEthgl 56T BRORYEEHFRBY SER] TR et hy -

ﬁ@tﬂﬂk?@aﬂBbHyh)zaﬂhbbﬂ@hoﬁepheny| nmet hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none WO 2006/ 067165

PCT/ EP2005/ 057002 - 138 (421)

1 ( ar ho n ) - At

TR bR s e

éﬁﬂZlnS)21Eﬁeﬁﬁyiemhehyﬁahb@HyLméthykyaﬁtbeﬂgEPbyhhd5linone

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

i none (423)

3345) 13(4= qgar@ampylgEEthm@HhegynEéhyyiyanLhéaﬁizlamlno-

phenyl - nmet hyl ene] 6- met hoxycar bonyl - 2-1 ndol i none 10

ma@hyl) —anilino)-1l-methyl-methylene]-6-methoxycarbonyl-2-
ﬁl §4 (di nmet hyl car banoyl - met hyl - am no- et hyl ) -
an| i noy- I- phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndo
|none (425)

g &nethIcarbamal-nethI-amlu)neth ) -

2071 ndy 10 bRy Smbangh LRED BoNEY RoXYCBF BOHY T 425 PAdol
h@@ﬂfl)l§n§ﬂg§%)— —methyl methylene% 6 methox arbonyl—2—
4- (N-di met hyl am nonet hyl car bonyl - yl -

anilpb}n8nam no- ani | i no) - 1- phenyl - nethylene] 6-

nmet hoxycar bonyl - 2-i ndol i none 20 (427)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -

(398) 3-Z-[1-(4—(N—(4-methylbenzyl) N-methyl-amino-methyl) —

anilino)—-1l-methyl-methylene]-6-methoxycarbonyl-2-indolinone

(399) 3-Z—-[1-(4—-(N—(4-fluoro-benzyl)-N-methyl-amino-
methyl) —anilino)—-1-methyl-methylene]-6-methoxycarbonyl-2-

indolinone

(400) 3-Z-[1-(4—(N—(4-bromo—-benzyl) N-methyl-amino-methyl) —

anilino)—-1l-methyl-methylene]-6-methoxycarbonyl-2-indolinone

(401) 3-Z-[1-(4—(N—(3-dimethylamino-propionyl)—-N-
dimethylaminocarbonylmethyl-amino)—-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(402) 3-2-[1-(4—(N-(4-dimethylamino-butyryl)—-N-
dimethylaminocarbonylmethyl-amino)—-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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am no) -3-nitro-anilino)-1-phenyl-nethyl ene] - 6-
met hoxycar bonyl - 2-i ndol i none (428)

W®@2060dH654- ( N- di met hyl am nonet hyI car bonyl - N- neRCilyEP2RB5/057002

am no) - 3-acet yl am no-ani | i no) - 1- phenyl - net hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i nonel3£429)

3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

am no) - 3- net hyl sul phonyl am no-ani | i no) - 1- phenyl - et hyl
ene] 30 6-net hoxycarbonyl -2-i ndol i none WD 2006/ 067165
PCT/ EP2005/ 057002 - 139 430)

B0y 3 Br G AT E B BY DRehy P CRECADY GHET el X (2

HE&Q@KyQQﬁEQB¥étﬁy&BGQthQ?Q)5aﬁﬁ§é) —anilino) — Fhenyl—
3-Z-[1-(4-(N-di met hyl am nonet hyl car bonyl - N- et hy

Bathp}esehydrosybasyrrabyrYlphehpfiofenhPrene] - 6-

nmet hoxycar bonyl - 2-i ndol i none (432)

3-Z-[1- (4- (N-di net hyl am nomnet hyl car bonyl - N- et hyl 10
ambmp)3Sznenhoxy<HnahmeehylamhﬁﬁyhrﬁehpymeﬂeyiéN

nmet hoxycar bonyl - 2-i ndol i none
%lQ?F@Y%ﬁm€RPaPﬁ%PH§F%%PH8ﬁ¥%hyP@éP%bn?Pl&Pﬁﬁfﬁ%FPhe“Yl‘

ﬁ@tﬂ9ie§e?L@0%¥€ﬁ6928¥kb@HyHLQOlnéo@EEBME met hyl ene] - 6
15 met hoxycar bonyl i ndol i none (434)

3-Z-[1-(4- (N—d|nethylanlnonethylcarbonyI-N-nethyI-

] )_C '1'_ nyih - thl_ - b5 [ _
ﬁgpﬁgxyc%r onyI h%ﬁ?%é e8g§y¥23g§lng 88€Ly§) anilino)
B~5hé&y¢4méhhguaebmyBambﬂnaﬁphakbampbnyLihﬁamthyhe
am no) - 3- car banoyl - ani | i no) - 1- phenyl - net hyl ene] - 6-

(406) 3-Z-[1-(4—-((2-methoxy—-ethyl)-amino-methyl)-anilino)-—
l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(407) 3-Z-[1-(4—-((2-dimethylamino—ethyl) -amino—-methyl)—-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(408) 3-Z-[1-(4—-((3-dimethylamino—propyl)—amino-methyl) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(409) 3-Z2-[1-(4—-((N-tert.butoxycarbonyl-2-amino—-ethyl)-
amino-methyl)—anilino) -1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(410) 3-Z2-[1-(4—-((N-tert.butoxycarbonyl-3-amino-propyl) —
amino-methyl)—-anilino)-1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(411) 3-Z2-[1-(4—-((2-amino—-ethyl) —amino-methyl)-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone
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met hoxycar bonyl - 2-i ndol i none 25 (436)
3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

W@ri0n0§A& chl or o- ani | i no) - 1- phenyl - met hyl ene] -BET/EP2005/057002

met hoxycar bonyl - 2-i ndol i none (437)
3-Z-[1-(4-(N—dinethylaninoneiﬁ§lcarbonyl-N—nethyl 30

am no) - 3-fl uor o-ani |l i no) - 1- phenyl - net hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none WD 2006/ 067165

PCT/ EP2005/ 057002 - 140 (438)

8472 13(4-(N-dt et Aybaimmaoonedbyl cashongtndenet hybnilino) -1-

i no) - 3- br ono- ani Li no) - 1- phenyl - net hyl ene] - 6-
RRERoAyoar BONSrEr Frillgt PRoRGSBbpaBoy 2 1 R0k itone
3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -
am no) - 3-net hyl - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hoxycarbényf-2{¥nd6rtHbpeine44phyl) —~amino-methyl) -

0] 257 rPRP DT ot ROt A | PreyC o Bheny e het nyl dner "o

6- met hoxycar bonyl -2-i ndol i none (441)
3-Z-£1-(4-&N—dinethylaninonethylcarboggl-anethyl-
At ) 33251 4T b ohdaAFFFHOFIIDBRBAGPY het AV BRETEBT5) —

gﬁib@%Mya[bﬁ?¥byglhggﬁ§hgﬁg?—é4ﬁg%hoxycarbonyl—2—indolinone
3-Z-[1-(4- (N-di met hyl am nonet hyl car bonyl - N- net hyl -
am no) - 3, 5-di chl oro-ani | i no) - 1- phenyl - net hyl ene] - 6-

LR Py eAr RONY L - £ (pOHOLEDIRG B b Bhino arnvi) Sapino-

plenyl y reh byl eog}1i6pnehhoxyeanbosayki26-ndohbroberbonyl-2-
(444%.
0oL 300RC(di met hyl ani nonet hyl )-3-nitro-anilino)-1

(416) 3-Z-[1-(4-((3—methylsulphonylamino-propyl)-—-amino—
methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(417) 3-Z2-[1-(4—(N-(N-tert.butoxycarbonyl-2-amino-ethyl)-N-
methyl-amino-methyl)-anilino)—-1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(418) 3-Z-[1-(4—(N—(2—-amino—-ethyl)-N-methyl-amino-methyl)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(419) 3-Z-[1-(4—(N—(2-acetylamino—ethyl) -N-methyl-amino—
methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(420) 3-Z-[1-(4—(N—(2-methylsulphonylamino—-ethyl)-N-methyl-
amino-methyl)—-anilino)-1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone



10

15

20

25

30

25 phenyl - et hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none
(445) 3-Z-[1-(4-(dinethyl am nonet hyl ) - 3-acet yl am no-

waniobeys 1- phenyl - net hyl ene] - 6- net hoxycar bonyPCREP200&5057002

i none 30 (446) 3-Z-[1-(4- (dlnethylanlnonethyl) 3-

met hyl sul phonyl ani no- ani | i no}3&-phenyl - met hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none WO 2006/ 067165

PCT/ EP2005/ 057002 - 141 (447)

3-Z-[1- (4-(di net hyl am nonet hyl ) - 3- cyano- ani | i no) - 1-
phenyl 3nethylenelebrmekhoxyoal banyheZ2mnendol) nenélibo) -1-

448 : .
S255) A-pat cat vet hy FaReRBREY YO8y hyar 02§OBAPPPRO) - 1
phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none

449
422E13(Zr¢@rﬁérh9thﬁ¥ﬁ@ﬁébﬁyy}m@thﬁ%h@mynanmﬁthwii1-

%ﬁgg?ha935h%h&ﬂ?llﬁéﬁﬁ§58é¥?§%988¥£6§9E9985h9995—1ﬁ801inone

3-Z-[1- (4-(di net hyl am nonet hyl ) - 3- et hoxycar bonyl -

anlllno) 1- phen yI net hyl ene] - 6- nethoxycarbonX - 2-i ndo
ﬁ%%é 3( 515 (carbamoylmethyl-amind-methyl)-anilino) -1-

§hgn 1- &étﬁ?l@ﬁéh¥%aﬂb898§%8¥k%o§ Qaéb9%M0§BhthO) 1

15 phenyl - met hyl ene] - 6- oxycar onyI -1 ndol i none

(452)
i4§%enyléni?hyle é%ﬁgk ?EégéééP Fpgyln%maPégﬁegﬁ%b)_

§458)no)-1-phenyl-methylene] -6 methoxycarbonyl—2—indolinone
3-Z-[1-(4-(di net hyl am nonet hyl )-3-chloro-anilino)-1
phenyl - nethylene]-6-nethoxycarbony|-2-indolinone
45%% —(4-(methylcarbamoyl-methyl-amino meth{l)
1- (4 gdlnethylan1nonethy ¥ 3-fludro-anilino
phehyhohel hyhene] = ﬁehbyhexyéaﬁbmﬁyhozycadbbnméﬂé ipgolinone
(455)
3-Z-[1-(4-(di met hyl am nomet hyl ) - 3- br ono- ani | i no) - 1-
phepyl 3nethylenefn6anmtbpxyeat hongthgithdpbhROAR-methyl -

amino)—-3-amino—-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(427) 3-Z-[1-(4—(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)-3-nitro—-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(428) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)—-3-acetylamino-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(429) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)-3-methylsulphonylamino—anilino)-1-phenyl-methylene] -

6—-methoxycarbonyl-2-indolinone
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(456)
3-Z-[1-(4-(di net hyl am nonet hyl )-3-nethyl-anilino)-1 30

wepkwpyéeet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i NRCIEERY05/057002

2006/ 067165 PCT/ EP2005/ 057002 - 142 (457)

3- Z-[ 1- (4- (di met hyl ami nomet hyB¥-3-trifl uoronet hyl -

ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
i none (458)

3-Z-[ 1- (4-di met hyl am nonet hyl - 3, 5- di br ono- ani | i no) - 1-
$4pbenyizmet hyl ensldbnaehhoxytavhenyli2arhdoyilndAeethyl -
459 3-Z- [1-(4 3, .5-dichl oro-
BT o Y BRRAGT L eERYT SHETSBY ePRORYEERBRGT - o 1| ndo

h80RExydOrb8R0P) —2-indolinone
3-Z-[1-(4-(di met hyl am nonet hyl ) -ani i no) - 1- phenyl

nmet hyl ene] - 6-[ ( 2- hydr oxy- et hoxy) - carbonyl] -i ndol i non

B {2 (o T AR RRERDT PRI TY A7 RoBhAyT Tty
aﬁthybeeehyﬁrbggthﬁxymﬁbbemybhﬁﬁymemyﬁhgaéb@myb} 2- 15

i ndol i none

@e?hFiy?ﬂr?apﬁéf%yFﬁﬁPﬁéﬂ@?ﬁyl) ani | i no) - 1- pheny! -

nmet hyl ene] - 6- [ (car boxy- et hoxy) - car bonyl ] - 2-i ndol i none
20 (463)

8422] 13( 4= (dr et kyramadhet Apipoaathyhoprbophiénijimethyl -

o ) el < Prl (oot haaoxd s TRt BRKK) 1 ALBRY Lhe P-bndol i no

BeZhbiyéérbbhgnnethyhamhﬁOHEthyIcarbonyI-N-nethyI-

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-[ (2- hydr oxy- et ho
Xy)- 25 carbonyl]-2-indolinone (465)

3243] 13(4- QhLQhHﬁﬁhahﬁgkHQTEREMBBQEHgEMEr%b EhNLmethyl—

am no) -ani |1 no phenyl - met hyl ene] - ethoxycarbony
ammebhoﬁy?tbaxboaybpnzlrﬂdolLnohelsghvmyzemetbﬁliﬁs

metﬂg§§ggéégg§993—iﬁd%ﬂ%none

(434) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3-carboxy—-anilino) -1-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone

(435) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)—-3—-carbamoyl-anilino) —1l-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(436) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)—-3-chloro-anilino)—-1-phenyl-methylene]—-6—

methoxycarbonyl-2-indolinone

(437) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)—-3-fluoro-anilino)—-1l-phenyl-methylene]—-6—

methoxycarbonyl-2-indolinone
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(466)
3-Z-[1-(4- (N-di nret hyl am nonet hyl car bonyl - N- net hyl -

“Kaﬂmnmqnamilino) 1- phenyl - net hyl ene] - 6- [ ( car b ORYF/RR20DI657002

y)- carbonyl]-2-indolinone 5 &467
3-Z-[1-(4- (N—dlnethylan1nonei Ul tar bonyl - N- et hy!l -

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-[ (car banoyl - net h
oxy)- carbonyl]-2-indolinone (468)

3-Z-[1- (4- (N-di et hyl am nonet hyl car bonyl - N- et hyl - 10
anBap) 3antl[LAoY- 1Nph$mythgﬁhhyhemeth§iﬁézbnayhexymethpl—

St e TN T Gat Ry RORBERYT SEEBBKY ORI ST hy -

A8t REXyaRkhbAY) =2=-phepyh npethyl ene] - 6- [ (2- di met hyl ami n
0- 15 et hoxy)-carbonyl]-2-indolinone (470)

3-Z-[1-(4- (N—d|nethylanlnonethylcarbonyl N- et hyl -

R S R R LR

@mEH0293€ﬂ¥ﬂhyl anilino)-1l-phenyl-methylene]—-6—
3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- et hy| -

BFFROYYSAFPPRBY -4~ bﬂ@ﬁ}Fnﬁﬁﬁhylene] 6- [ (2- ani no- et hoxy
)- carbonyl]-2-indolinone 25 (472)

3-Z-[1- (4- (N-di net hyl am nomet hyl car bonyl - N- net hyl -
aﬁﬂﬁb)3aﬁfﬂﬂnéﬂr1Npﬁémythnéﬁmyhem@}hﬁlF@ngnzl N-methyl-—

%@@E%Z?E?ﬁ%?%?%éﬁéﬁégﬁ”X'Lnlllﬂg9' ”??Sn 84%§%hy1§ne

pi perazin
et hykganbpoayl ) -N-fretibylinaneno) - ani | i no) - 1- phenyl -
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none WO
2006/ 067165 PCT/ EP2005/ 057002 - 144 (474)

3241 [ 13(4=- (N (b dazomnde ¥l 1 ARE By heanbopylha N relibybeny1 -

amino) -3, 5-dibromo—-anilino) -1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone
(442) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-3,5-dichloro—anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(443) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-amino—-anilino)-1-

phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(444) 3-72-[1-(4—-(dimethylaminomethyl)-3-nitro-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(445) 3-Z-[1-(4-(dimethylaminomethyl)-3—-acetylamino-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(446) 3-Z-[1-(4—-(dimethylaminomethyl) —3—
methylsulphonylamino—anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone



am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -
2- indolinone 5 (475)
W®@2060dH1654- (N- (pht hal i m do- 2- yl - net hyl car bony| BETEP2005/057002
met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i nonel4{476)
3-Z-[1-(4- (N-am nonet hyl car bonyl - N- net hyl -am no) 10
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
i none (477)
3-Z-[1-(4- (N acetyl am nonet hyl car bonyl - N- net hyl -

449hd8?$kgh2?§5}@§$§§ LRt hylengl; 6-ethoxycarbonyls _
§h@nL1 ﬁétﬁﬁhaﬁéhybSMé@H@ﬁ%béﬂbaﬁgﬁtbyhﬁab@@ﬂwhe

nmet hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none 20 (479)

A R e s RS

pﬁéhynemethﬁiaﬁéhexymatbeﬁybabengoLEnmﬁaolﬂﬂ8ﬁ¢

3-Z-[1-(4-(N-((N-(2-di net hyl am noet hyl ) - N- et hyl 25

anino) nmet hyl car bonyl ) - N- net hyl - am no) -ani | i no) - 1- phen

EhXL?@e¥4618?&59Ky§§ﬁp98MétgyldethgﬂgxyLﬁﬁlllno)—1—

2- hydr oxyet hyl ) - am no) -

mﬁehyﬂc@ebbmytmekkﬁemhyhoamcﬂnpoaﬁirEnadelphenyl 30

net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 145 (482)

84Z0| 13 {A-tert 4bytioxycay banyhoeetiyl : pAgtethpxfcarbonyl-

phenyl - nethylenel 6- nethoxycarbongl-z-indolinone . .
%qgé}no)— phenyl-methylene]-6-methoxycarbonyl-2-indolinone

-Z-[1- (4- (N-di met hyl am nonet hyl car bonyl - N- net hy

(451) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-carboxy—-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(452) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-carbamoyl-anilino) —
l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(453) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-chloro—anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(454) 3-72-[1-(4—-(dimethylaminomethyl) -3-fluoro—anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(455) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-bromo-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(456) 3-Z2-[1-(4—-(dimethylaminomethyl) -3-methyl-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone
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5

am no) - ani | i no) - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i n

W®@2W6/0¢746%)

PCT/EP2005/057002

3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- net hyl -
hyl i denet - 62Aet hoxycar bonyl - 2-i ndol

am no) - ani l i no) - et
none 10 (485)

3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- et hyl -
ani no) - anilino) propyl i dene] - 6- met hoxycar bonyl - 2-i ndo
(aone 3(486) - dlmethylamlnomethyl)

FF RHLRGT] 60 BE RO ELFEBRYE Lo2 T hagpiinone

Ian1nonethy|)-an|I|no) met hyl ene] -

%ﬂ%ﬁ%?QQHFF$E%§Y
none 15 (487)
3-Z-[1- di met hy
64ﬁ%{héx?cé

ngg gcar py

thofyfinei pnopinnopect %88, 5

—-3- trlfluoromethyl—

—dibromo—-anilino)-1-

%?Hé@ﬁﬁ%%?%k%oé@%459?%dSEEXBhge”e]

I none

3-Z-[1- (4 (dlnethylan1nonethyl) ani | i no) -

prog Iideneg 6- netho car bonyl - 2-i ndol i none, 25 (490)

322- {13(ﬁ ( ﬁérﬁ?#@ HB%%@%QPTGB%Y%?n8)5bﬁﬁyb%aéﬂe]

§nﬂ?§ﬁ@¥¥@aﬁﬁgﬂ%i %etﬂ?QEhQ?n@—méégeiycarbon 1-2-indolinone
onxycarbonyI ani |l i no) - 1- phenyl -

xycar bonyl - |ndoI|none 30 (492)

3-Z-[1-(4-tert. but
nethylene] 6- net ho

Rl e

no) - henyl -

b A

hyl.< ani ng) -
JRIFL Moy 2T Bhtay 1 -

m@onglawb29@64@azmﬁaregy#EEﬁegﬁxeszeﬁany1 146in@493hone
3-Z-[1-(4- (N (3-di net hyl am no- propyl ) - N net hyl -

ani no) - ani | i no) - 1-

it ome3 e

phenyl - net hyl ene] -

9ﬂeth¥lamlnomethyl
I -acetyl am no) - ani

?

6- met hoxycar bonyl -
—anilino

i no)-1- p%eny?henyl_

methylene] -6—[ (ethoxycarbonyl- methoxy) —-carbonyl]-2-

indolinone

(462) 3-Z2-[1-(4—-(dimethylaminomethyl)

—anilino)-1-phenyl-—

methylene] —6—[ (carboxy—-methoxy)—-carbonyl]-2-indolinone

(463) 3-Z2-[1-(4—-(dimethylaminomethyl)

—anilino)-1-phenyl-—

methylene] —-6—[ (carbamoyl-methoxy)-carbonyl]-2-indolinone

(464) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-

amino)—-anilino) -1

carbonyl]-2-indoli

—phenyl-methylene]

none

_6_

[ (2-hydroxy—ethoxy)—

(465) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—

amino)—-anilino) -1

methoxy)—-carbonyl]

—phenyl-methylene]

—2—-indolinone

_6_

[ (ethoxycarbonyl—
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nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (495)
3-Z-[1-(4-(imdazol -4-yl)-anilino)-1-phenyl 10

wWoreohyé™ee] - 6- met hoxycar bonyl - 2-i ndol i none ( 498)T/BPZ005/057002

[1-(4-((N- (dioxol an-2-yl-nmethyl) -Nnethyl-amno) -

met hyl ) - ani | i no) - 1- phenyl - net iyl ene] - 6- met hoxycar bony!

- 2-indolinone 15 (497)

3-Z-[1-(4- (N-benzyl - N-net hyl - am no- et hyl ) - ani | i no) -

1- met hyl - net hyl ene] - 6- car banoyl - 2-i ndol i none (498)

84Z6) [1-L4{(2(43(N4dibetkylahydonebbpzoafdpnyl-N-methyl—

azepi n-3-yl .20
SEERGY) JahH T Roy  TPREER)T TREDRYPRRLT 65 48P BRRBYIT9ERORY) -

tagebhpone2(488)13nénel1- (4- ((benzo (1, 3)
di oxol -5-yl -nmethyl) -nethyl -
am no- et hyl ) -ani |l i no) - 1- net hyl - net hyl ene] - 6- car banoyl

. 5;indel i ngne, ( - _N— _
LT 5 A Tk PRt RO TR R RS R aFRgpy LN -mechy
ani hone}niinebhyl -peehylenet n6ieaebaspyl(c2rbafolilAneehoxy) —
30 (501 , ,
%ﬁﬁb?ﬁylhfgﬁﬁﬁ§?ﬁiﬂPﬁ%thoxy-benzyl)-N—nethyl-anino

met hyl ) - ani | i no) - 1- met hyl - met hyl ene] - 6- car banoyl - 2-

i ndol i none WO 2006/ 067165 PCT/ EP2005/ 057002 - 147

(562) 3-Z-[1-(4-(N-¢amehhptenbenrgthyNepsbhypllaNinethyl-

thyl)-anilino);l-methyl-noefh 1:6-¢3r .5, 2; _
?ﬁag%%n%ﬁéhén?goé)pﬁg%yx mgghyyggg? 6 [?% RQQRXXY ethoxy)
SafbbAy(4-LNi hdohehbyé - benzyl ) - N- net hyl - ami no-

nmet hyl ) - ani | i no) - 1- net hyl - net hyl ene] - 6- car banoyl - 2-

(469) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] —6-[ (2-dimethylamino-

ethoxy) —carbonyl] —2-indolinone

(470) 3-Z-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-—
amino)-anilino)-1-phenyl-methylene] -6-[ (2— (N—

tert.butoxycarbonyl-amino)—ethoxy)—carbonyl]-2-indolinone

(471) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-[ (2—-amino—-ethoxy) —

carbonyl] -2-indolinone

(472) 3-Z2-[1-(4—-(N-dimethylaminomethylcarbonyl-N-methyl-
amino)-anilino)-1-phenyl-methylene] -6-[(2,2,2-

trifluoroethoxy)—-carbonyl]-2-indolinone

(473) 3-Z-[1-(4—-(N—((4-methyl-piperazin-1-vy1l) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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i ndol i none 10 (504)
3-Z-[1-(4-(N-(4-fluoro-benzyl)-N net hyl -am no-

woretobyéNedani | i no) - 1- net hyl - net hyl ene] - 6- car ban®gI/ER2005/057002

i ndol i none (505)

3-Z-[1- (4- (N- (4- br ono- benzyl }4& met hyl - am no- net hyl ) -

15

ani | i no) - 1- met hyl - net hyl ene] - 6- car banoyl - 2-i ndol i hone
(506) 3-Z- [1-(4-((N (2-nethoxy-ethyl)
{AFmEthyZ-amme}(N—(imidazo—l—yl—methylcarbonyl)—N—methyl—
TeLhY)saniLing)s Lopheny! - TeLhyl enel 56 mekhoxuearbonyl
3ndol inb4=(di met hyl am nonet hyl ) - ani | i no) - 1- phenyl -

met hyl ene] - 6-[ (2- am no- et hoxy) - car bonyl ] - 2-i ndol i none
(508) 3-Z- [1-(4-((N (3-nethylsul fonyl am no- propyl)

FeR01 23 by et Ny BhR R o1 pReRy P E R RGP RRBY L™
et hoxyeathonybhn2iindplinpneny (509 hylene] —6-
3-Z-[1-(4-(piperidin-1-yl-nmethyl)-anilino)-1-phenyl -
ket R9FBReT 8L EarbamdYPL2RPAB0I i none-tri fl uor oacet at e

30 (510)
3-Z-(1-anilino-I-phenyl-nmethyl ene)-6-car banoyl - 2-

(Aido) i Aoke [(WO(2008+087165<PCTLERP2DOBY05¥002thyl 1481ino) —

ATt . anili 1-oh -
R R el B Ea baoy Y 22 Racr T nonac ey br RS ko By B b inone
5 (512) 3-Z- [ 1- (4- (2-diethylam no-ethyl) -anilino)

-1-ph I
(BT ST 15 ¢Ar bNTBFEE 2L ARABPTRBAE FRFPP OB ONCRERhEL -

%%%g%éﬁsﬁ;lﬁﬂb)Lﬂ:pBEHQEhﬁékﬂyﬂéMéjHG£H¥£%02985£589}1—2—
medbylieneg- 6- car banoyl - 2-i ndol i none-trifl uoroacetate

(478) 3-Z-[1-(4—-(N-methylsulphonylaminomethylcarbonyl-N-—
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(479) 3-Z-[1-(4—(N—((N—(2-methoxyethyl)-N-methyl-amino) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(480) 3-Z-[1-(4—(N—((N—(2—-dimethylamincethyl) -N-methyl-
amino)-methylcarbonyl) -N-methyl-amino)-anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(481) 3-Z2-[1-(4—(N—-((di—-(2-hydroxyethyl) —amino) —
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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10 (514)
3-Z-[1-(4-(1- oxo-thionorpholin-4-yl-methyl)-anilino)-

wd 2qb/esnbs net hyl ene] - 6- car banoyl - 2- i ndol i none-PCT/EP2005/057002

trifluoroacetate 15 (515) 3-Z- [1- (4- (1,

1- di oxo- t hi onor phol i n-4-yl =nethyt) -

ani | i no) - 1- phenyl - net hyl ene] - 6- car banoyl - 2-i ndol i none-
trifluoroacetate (516)

3-Z-[1- (4- (benzyl am nonet hyl ) - ani | i no) - 1- phenyl - 20
m&BhylEHE}{B ¢ananﬁybuﬁekgdakbDQQEméthyﬂuanmamebaPe—

B e e AR B e 1

25 (518) 3-zZ- [1- (4- (2,
6- di met hyl pi peridin-1-yl-nethyl) -
éﬁ?ﬁ?n%yziibhéﬁylNn@%ﬁ?t@hé?m6n@@€bbﬁé9ﬁrQOPMéoNrm@hbyl—

0 e L - P ,
%ﬁﬂ%%g 58??? 8 mééﬁ%lFﬁ in?l%ﬁ%§é¥198ﬁgﬁ§¥} éolndollnone
nmet hyl ene] - 6- carbanDyI 2-i ndol i none- trifluoroacetate
WD 2006/ 067165 PCT/ EP2005/ 057002 - 149 520@

82941 13 (8- (AT kT RYrdhTAbRELAYEFORRF MY hEFr ROPHéRYrmethy 1~

%%%??5eQﬁll§n6§LQ@H9YLdgnéﬂd@Lh89H§x§5hEbHQ§Qa§eEﬁB§linone

3-Z-[1-(3-(N-net hyl - N-et hyl - aninonpthyl)-anilino) 5
Efﬂgloa thyl, 'e” IQQT8959§QRX hometRYOLLPRAGY 1 N-methy1-

8manl éﬁiiﬂﬁbhybﬁﬁpﬁmﬂﬁéhyﬂ}6amethﬁﬁycirbhﬁpy¥2—indolinone

nmet hyl ene] - 6- car banoyl - 2-i ndol i none-tri fl uoroacetate

10 (523)

4@6513£§ WYdr@XYHE&DMEtEQE5h99%métﬂ§§8¥kb€ﬁ&E¥Neﬂglhy1—
- car banoyl - 2-i ndol I none
amino)-anilino)-butylidene] -6-methoxycarbonyl-2-indolinone

(487) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)-methylene]-

6—-methoxycarbonyl-2-indolinone

(488) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)—-ethylidene] -

6—-methoxycarbonyl-2-indolinone

(489) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)-—

propyvlidene] —6-methoxycarbonyl-2—-indolinone

(490) 3-Z-[1-(4-(dimethylaminomethyl)-anilino)-butylidene] -

6—-methoxycarbonyl-2-indolinone

(491) 3-Z2-[1-(4-tert.butyloxycarbonyl—-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(492) 3-Z2-[1-(4—(N-(2-dimethylamino—-ethyl) -N-methyl-amino) —

anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone
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(524) 3-2Z-[1-(4-(methoxycarbonyl nmet hyl - am nonet hyl ) -
15

w@2iob6mys 1- phenyl - net hyl ene] - 6- car banoyl - 2- i NRIGI/EPRONZS7002

trifluoroacetate (525) 3- Z- 5 1- (4-
(N- et hyl sul phonyl -
(dinethylaninocarbonyl-nethyl)-an1no)-aniIino)-l-pheny
| - 20 met hyl ene] - 6- car banoyl - 2-i ndol i none (526) 3-Z-
[1- (4- (N-acetyl-am nonethyl) -anilino)-1-phenyl-
nethylene] 6- car banoyl - 2-i ndol i none 25 (527)

-Z- (3, 4-di met hoxy-anil i henyl - h | ene
24§§£ n%yl1 |négrﬁﬁoaém?gg§;a§l§ %OPQE TR-methyl-
éﬂpﬁ@h05hmiﬂan)1a@héh9@)me@h?mgﬂah =6-methoxycarbonyl-2-
met hyl ene] car banoyl i ndol i none-trifluoroacetate

Bpde52gpne

3-Z-[1-(4-acetyl am no-anilino)-1-phenyl-nethyl ene] -

6- car banoyl - 2-i ndol i none WD 2006/ 067165

PCIL EP2005/ 057002N-melbh01 - é536ylamlno)—anlllno) —l-phenyl-
3-Z-[1-(4-am no- an|I|no% ghen yl - met hyl ene] - 6-
%%FB&%%9P126|%%BPPﬁ8H@r opg31y -1ndolindne

3-Z-[1-(4-N-net hyl - N-acetyl -am no-ani | i no) - 1- phenyl -

net hyl ene] - 6- car banoyl - 2-i ndol i none (532)

3425[1361 éﬂhéﬁyéémb@ﬁyblaﬁfyihoynilbh@hyﬂ phenyl-

ﬁgéﬂ%;g S%Qégnx'r%o Oklnggﬁll%gﬂgsss)

car OXy- ani |no pheny yl ene] -
6- car banoyl - 2-i ndol i none (534)

1-(4- benzglcarbanoyl anlllno% Ehen - 15 .
ﬁé?ﬁglénéTié cArbaNoyPi2xphasr fnghemethyl) -N-methyl-amino) -

methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-

2—indolinone

(497) 3-Z-[1-(4—-(N-benzyl-N-methyl-amino-methyl)-anilino)-—

l-methyl-methylene]-6-carbamoyl-2-indolinone

(498) 3-2-[1-(4-(2,3,4,5-tetrahydro-benzo (d)azepin-3-yl-
methyl) —anilino)—-1-methyl-methylene]-6-carbamoyl-2-

indolinone

(499) 3-Z-[1-(4—((benzo(l,3)dioxol-5-yl-methyl) -methyl-
amino-methyl)—anilino) -1-methyl-methylene] -6—carbamoyl-2-

indolinone

(500) 3-Z-[1-(4—(N-phenethyl-N-methyl-amino-methyl) -

anilino)—-1-methyl-methylene]-6-carbamoyl-2-indolinone

(501) 3-2-[1-(4—-(N-(3,4-dimethoxy-benzyl)-N-methyl-amino-
methyl) —anilino)—-1-methyl-methylene]-6-carbamoyl-2-

indolinone
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(535) 3-Z-[1-(cycl ohexyl -am no)-1-phenyl - et hyl ene] - 6-
car banoyl - 2-i ndol i none 20 (536)

W®@206NdH6¢54- ami no- cycl ohexyl - am no) - 1- phenyl - PCT/EP2005/057002

met hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate
(537) - 147 -

3-Z-[1- (N-net hyl - pi peri di ne-4-yl -am no) - 1- phenyl -

net hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate
25 (538) 3-Z- [ 1- (4- (piperidin-1-yl-nethyl)
-anlllno) -1- et hyl -

uor?acetate

ne i ndo non -trifl
"§§3¥ $rELig-Ea 3Nﬂ3¥ GRLRTHORBERYL) M PPhSy L Tehethy
®8thyl) —anilino)-1-methyl-methylene]-6-carbamoyl—2-
met hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate

Wlo00B8P0D87165 PCT/ EP2005/ 057002 - 151 (540)
3-Z-[1-(4- (N-mmet hyl - N- benzyl - am nonet hyl ) - ani | i no) -

1- met hyl - net hyl ene] - 6- car banoyl - 2-i ndol i none-

tp0B) uprpacetate (§—(84d¢thyl-benzyl)-N-methyl-amino—
3-Z-[1-(4-(N-neth Isulghon yl - N-(2-di net hyl am no-
%?F@Y}laﬁ?hé}nﬁhl iABy YL rBEhYY L RBERYPERRTPBIE% banDy|
1 Rdol pdghknone-trifl uoroacetate (542)
3-Z-[1-(4-chloro-anilino)-1-nmethyl-methylene]-6- 10
car banoyl - 2-i ndol i none (543)

3554 [ 15 iﬁ g?'g%olﬁ”'h'9gé % g§§ﬂ¥ 1TELPYLERS] = 8rino-

ar banoy
Bea] 1y (4nneti hoxytanbonyl ~ast hiybehel-sethAybamoyl-2-
met hyl ene] - 6- car banoyl - 2-i ndol i none (545)
B0g0LARPRLcar boxy- ani | i no) - 1- et hyl - met hyl ene] - 6-
car banoyl - 2-i ndol i none 20

(505) 3-Z-[1-(4—(N—(4-bromo-benzyl) N-methyl-amino-methyl) —

anilino)-1-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)—-1-phenyl-

methylene] —-6—[ (2—-amino—-ethoxy) —carbonyl] -2-indolinone

(508) 3-Z-[1-(4-((N-(3—methylsulfonylamino—-propyl) —N-—
methyl-amino)-methyl)—-anilino)-1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(509) 3-Z-[1-(4—(piperidin-1-yl-methyl)-anilino)-1l-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(510) 3-Z-(l-anilino-1l-phenyl-methylene)-6—carbamoyl-2—

indolinone
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(546) 3-Z-[1-(4-nethyl-3-nitro-anilino)-1-nethyl-
nmet hyl ene] - 6- car banoyl - 2-i ndol i none (547) 3-Z-[1-(4-

W@ piopeéiteh n- 1-yl -nmet hyl ) -anilino) -1-propyl 2BCT/EP2005/057002

met hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate
(548) 3-Z-[1-(3-dinmethyl ani nbféthyl - ani | i no) - 1- pr opyl -
nmet hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate
30 (549)
3-Z-[1- (4- (N-net hyl - N-benzyl - ami nonet hyl ) - ani | i no) -
1- pr opyl - net hyl ene] - 6- car banoyl - 2-i ndol i none-
£L1| uor gacet gfe Y0 20061 067165, PCT/ EP2008/ 057002, 101
ﬁe@h%ieﬁéjQ&LBEEBMhéyiPQOBMBohﬁﬁgnQLHEEEYE@BbB@etate
et hyl ) -am no) - ani | i no) - 1- pr opyl - net hyl ene] - 6- car banoy!
-2- indolinone-trifluoroacetate 5 (551)
= Z»[ 15 (4-chl of 0-anj r 1= PLopyl s o6t hyl ene]l -6-. _ _
SRyt ST ol Enghe. Thi3yPhaPHLEPE DULERELsF=1 pneny)
Ben{1e£31 ehlonobanol i no}iddpl opyherethyl esebabet e
car banoyl - 2-i ndol i none (553)
3-Z-[1- (4- et hoxycar bonyl - ani | i no) - 1- pr opyl -
g@i@ | engl 1 6- car bagpyhs 21 hndol i naBeny 19439 no) ~1-phenyl-
-Z-|1- (4-carboxy-anilino)-1-propyl-nethyl ene]-
Betchrbaneyro2candendononé— (B85} inone-trifluoroacetate
3-Z-[1-(4-nmethyl -3-nitro-anilino)-1-propyl -
nmet hyl ene] - 6- car banoyl - 2-i ndol i none 20 (556) 3-Z- [1-
(S14( psperitinsd{yleoretbyldmeaphdl NO)4-¢3 phetyl,i) -anilino) -
nmet hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate
l-phényl-imethylene]-b-carbamoyl-2-indolinone—

trifluorocacetate

(515) 3-Z-[1-(4-(1,1-dioxo-thiomorpholin-4-yl-methyl) -
anilino)-1-phenyl-methylene]—-6-carbamoyl-2-indolinone—

trifluorocacetate

(516) 3-Z-[1-(4—- (benzylaminomethyl)—anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluorocacetate

(517) 3-Z2-[1-(4- (amino—methyl)—anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(518) 3-Z2-[1-(4-(2,6-dimethylpiperidin—-1-yl-methyl) —
anilino)-1-phenyl-methylene]—-6-carbamoyl-2-indolinone—

trifluoroacetate

(519) 3-Z2-[1-(4-(pyrrolidin-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate
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(557) 3-Z-[1-(3-(diethylam nonethyl)-anilino)-1-phenyl
25

woretohyéme®e] - 6- car banoyl - 2-i ndol i none-tri f | uor CRCEERR085/057002

(558) 3-Z-[1-(3-(benzyl am nonet hyl ) -anilino)-1-phenyl -

met hyl ene] - 6- car banoyl - 2-i ndb#Pnone-trifl uoroacet ate

30 (559)
3-Z-[1-(3-(N-met hyl - N-benzyl - am nonet hyl ) -ani | i no) -

1- phenyl - net hyl ene] - 6- car banoyl - 2-i ndol i none- t
KbebuoBoacetate- Vﬁhﬁ@ﬂﬁyDﬁﬁiﬁSm@Eﬁ&EPQ@ﬂﬁlDﬁdDGQ phenyl-
153 2560 -Z- £3 gbgt Ian1nonet?¥l% -ani | i no)
mﬁtbﬁ ﬂ?? —car amoy inone—-trifludroacetate

met hyl ene] - 6- car banoyl - 2-i ndol i none-trifl uoroacetate

5 (561
35%1 %(% ( Ami( Ao Bt TE Ry At ¢ Ry 1 1apheaypethet hypehé}no) -

5 éﬁF@?"ﬁ‘%ﬁﬁ Pkl hy 2nt hos oy 1) IR MECRYT - am no-

et hylipranacktBo}- 1- phenyl - et hyl ene] - 6- car banoyl - 2- 10
i ndol i none-trifluoroacetate (563) 3-Z- [ 1- (3- (M
(2-di net hyl am noet hyl ) -N-net hyl -

gg@@pnﬁtbyli @@LImggmyiaﬂhﬁemgtggﬁhygﬁmglnéycgn@ﬁ@?yi-

i ndol i none-trifluoroacetate 3- Z-
prhetedeh-t-ghrhendyl y 2-anilbi hopne tt phéhyproacetate
net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (565)
3-Z-[1-(4-Dbrono-anilino)-1-phenyl - net hyl ene] -6 20
ebhexy3ea¥bony3 Rytndelmeonel {866)ino) —1-phenyl-methylene]—

Sd|nethylan1nonethyl) ani l i no) - 1- phenyl -
ﬁe?ﬁypéﬁéy 626t RBRXYEBPBBNYI - 2- i ndol i none 25 (567)
3-Z-[1- (4-(di net hyl am nonet hyl ) -ani | i no) - 1- phenyl
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none
(524) 3-72—-[1-(4- (methoxycarbonylmethyl-aminomethyl) —

anilino)-1-phenyl-methylene]—-6-carbamoyl-2-indolinone—

trifluorocacetate

(525) 3-Z-[1-(4— (N-methylsulphonyl-N-—
(dimethylaminocarbonyl-methyl) —amino) —anilino)—-1-phenyl-—

methylene] -6—carbamoyl-2-indolinone

(526) 3-Z-[1-(4- (N-acetyl-aminomethyl) —anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone

(527) 3-Z2-[1-(3,4-dimethoxy—anilino) -1-phenyl-methylene] -

6—-carbamoyl-2-indolinone

(528) 3-Z-[1-(4- (morpholin—-4-yl)—-anilino) -1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(529) 3-Z-[1-(4—acetylamino—anilino) -1-phenyl-methylene] -

6—-carbamoyl-2-indolinone
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(568) 3-Z- [1- (4- [ (2, 6-dinethyl-piperidin-1-yl)
-methyl] -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hoxycar bony| PQFEPR#03/057002

none 30 (569) 3-zZ- [1- (4- ﬁz-dinethylanino-ethyl)
-ani lino) -1-phenyl - - 150 -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none WO

2006/ 067165 PCT/ EP2005/ 057002 - 154 (570)

3-Z-[1-(4- (N (2-di nmet hyl am no-et hyl )-N-acetyl -am no) -
ani i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol

n 571) . o

398} 130 L6 ¢4 bainyPaxgeat bBRYT LaRDP ROy IR BHARYE 6
8etbyhepel 261 gipoxy6aE bonyl - 2-i ndol i none  (572)

3-Z-[1-(4- (N (3-di net hyl am no- propyl ) - N acetyl -

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

< i ndel i non 5 - s

30 O N O TRy el aes Y hy SR eniLine) ~Lophenyl
et hyl sk phonyhriaamoe) ~anihdbd) ndnphenyl - met hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none 15 (574)
3-Z-[1-(4-(4-met hyl - pi perazin-1-yl)-anilino)-1-

gb@@{|3ﬂﬁihyL me&tﬁosgegfusaypoaMhzgnbvdpL RORe1 —(575)
-Z- 1-(4-EN- 2-di met hyl am no- et hyl ) - N- net hyl - am no)
pethylene] -6—carbamoyl-2-indolinone

ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2-i ndol
none (576)

85Z3) 13{4- ( N- (8- dbpebhytanibonps opybheNy netdyhylene] -
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hoxycar bonyl - 2
°—Fad Pmﬁﬁﬁé225n@s§?yosez- [ 1- (4-

(N-met hyl -acetyl am no) -anilino) -1-phenyl-

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none

(534) 3-7Z2-[1-(4-benzylcarbamoyl-anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone

(535) 3-7Z2—-[1-(cyclohexyl—-amino) -1-phenyl-methylene] -6-

carbamoyl-2-indolinone

(536) 3-Z-[1-(4—-amino-cyclohexyl-amino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(537) 3-Z-[1- (N-methyl-piperidine—4-yl—-amino)—-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(538) 3-Z-[1-(4— (piperidin-1l-yl-methyl)-anilino) -1-methyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(539) 3-Z-[1-(3—-dimethylaminomethyl—-anilino)-1-methyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate



(578)

3-Z-[1-(4- (N-net hyl - net hyl sul phonyl am no)-anilino)-1
waophenyd - met hyl ene] - 6- et hoxycar bonyl - 2- i ndol PCIVRR20VEDS57002

2006/ 067165 PCT/ EP2005/ 057002 - 155 (579)

3-Z-[1-(4- (N-(3-di nmet hyl anind>propyl ) - N-

nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

et hoxycar bonyl - 2-i ndol i none 5 (580)

3-Z-[1-(4- (N-di et hyl am nocar bonyl net hyl -

MEﬂbyISuthmﬂyﬂ-am?m@ﬁh@h%N%hemziiphmmybmaﬁhpybeaeliﬁno)—

hox rbonyl - 2-i ndal i none (581) . :
FA S Em Pl A6l - rFPaRPY Enoy S REBR&RGPETO

ﬂgghyh@gggcétgggoxycarbonyl-2-indolinone (582) 3-z-

[1- (4- (tetrazol-5-yl) -anilino)-1-phenyl-

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 15 (583)

1~ ( nzyl - ani. pon th I _
Breadi 3o o REn L e UL Doy 0L 08y
étzy[ul éﬂi(lbbéaﬁdlﬂﬁbhyllaﬂéﬂbyﬂiﬂﬁythyhépéDBBeﬁylrbamoyl 2—
am no -anlllnoé 1- phenyl - net hyl ene] - 6- et hoxycar bonyl -
1199l RABFT hbh l%@égﬁcetate
3-Z-[1-(4-(pyrrolidin-1-yl-nethyl)-anilino)-1-phenyl -
nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none 25 (586)
35Z2P13fZ—(hkméthylompph@héihgl —anmaphelhypefhylene] —-6-

££H§%%1 thgghlggﬁgylene] - et hoxycar bonyl - 2-i ndol

3 Z-[ 1- (4- (N-di net hyl am nonet hyl car bonyl - N- net hyl -
am no) - an|I|noé V@[Bhenyl nmet hyl ene] - 6- ethoxgcarbon I-
{5%0) i Ad6T i hoh 20062067165 PETIEPRBOSIEEDbONe

é§§bamoyl—2—lndollnone

(544) 3-72—-[1-(4d-methoxycarbonyl-anilino)-1-methyl-

methylene] -6—carbamoyl-2-indolinone

(545) 3-7Z2-[1-(4—-carboxy—anilino)-1-methyl-methylene]-6-

carbamoyl-2-indolinone

(546) 3-Z-[1-(4-methyl-3-nitro—anilino)-1-methyl-

methylene] -6—carbamoyl-2-indolinone

(547) 3-72-[1-(4- (piperidin-1-yl-methyl)-anilino)-1-propyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(548) 3-7Z2—-[1-(3—-dimethylaminomethyl-anilino)-1-propyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(549) 3-Z-[1-(4— (N-methyl-N-benzyl-aminomethyl)—-anilino) -
l-propyl-methylene]—-6-carbamoyl-2-indolinone-

trifluorocacetate
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(588) 3-Z-[1-(4-(N-(2-dinmethylam no-ethyl)-N
et hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

w@eoryaey bonyl - 2-i ndol i none 5 (589) 3-Z- [1- KEF/EP2005/057002

(N-tert. butoxycarbonyl - N-et hyl -
am nonet hyl ) -ani |l i no) - 1- phen¥52nethylene] 6- et hoxycarb
onyl - 2-indolinone (590) 3-Z- [ 1- (4-
(piperidin-1-yl-nethyl) -anilino) -1-ethyl- 10

met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (591)
3-Z-[1-(4-(N-(2-di net hyl am no-et hyl ) - N-

| sul ph -am th t hy|
CE bty Sarbony 142 ntet hbnit bk ony 12 dEnelnfTEhie-
§tK I1=6416d) rBh Ryl As) n@r@kbpsgl a8thinee 1-Bhepybamoy1-2-
| ene] - 6- met hoxycar bonyl i ndol i none (593) 3-Z-

{&dO{ADOPethlél@Pﬁ@@ﬁ§tab@per|d|n 1-yl) -methyl] 20
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
inone (594) 3-Z-[1-(4-(N-(2-dinethylam no-ethyl)-N
nebhyl sukphonyl-anioed-aniline)-1-phepyl-met hyl ene] -6-
nmet hoxycar bonyl - 2-i ndol i none 25 (595)

CER i e €RP?§OH%H%?ﬁyIan1no propyl ) - N-

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i none 30 (596)
3522913fﬂ—(mkdBn@hhyranﬁnétamenyfnéphyﬂ Kethylene] —6-

on ani | i no) - 1- phenyl - net hyl ene] - 6-
%%%ﬁ%&é g Xb 39%8 %Ilnone WO 2006/ 067165
PCT/EP2005/057002 - 157

(553) 3-Z-[1-(4—-methoxycarbonyl-anilino)-1-propyl-—

methylene] -6—carbamoyl-2-indolinone

(554) 3-7Z2-[1-(4d—-carboxy—anilino)-1-propyl-methylene]-

6—carbamoyl-2-indolinone

(555) 3-Z2-[1-(4-methyl-3-nitro—-anilino)-1-propyl-

methylene] -6—carbamoyl-2-indolinone

(556) 3-Z-[1-(3— (piperidin-1l-yl-methyl)-anilino) -1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(557) 3-Z-[1-(3-(diethylaminomethyl) -anilino)—-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(558) 3-Z-[1-(3— (benzylaminomethyl)—anilino)-1-phenyl-

methylene] -6—carbamoyl-2-indolinone-trifluoroacetate

(559) 3-Z2-[1-(3— (N-methyl-N-benzyl-aminomethyl)—-anilino) -
1-phenyl-methylene]—-6-carbamoyl-2-indolinone-

trifluorocacetate
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(597)
3-Z-[1-(4- (N-acetyl - N-di net hyl am nocar bonyl net hyl -

w@ionodHAemi | i no) - 1- phenyl - net hyl ene] - 6- net hox yRGK/BP2993/657002

2- indolinone 5 (598)

3- Z-[ 1- (4- (N-di met hyl ami nocatbényl net hyl - ani no) -
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
inone (599) 3-Z-[1-(4- (N (3-dinethylam no-propyl)
-N-acetyl-am 10

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

40901 L 30RS 02 Kot ABLPBRGY R AYLL ARO) ~1-Phenyl-

ﬂ@tﬂyhéﬁéph@nwér@amapi ani hhpo) ndnehenykinBthykengl =6-
15 met hoxycar bonyl - 2-i ndol i none (601)

3-Z-[1-(4-((i mdazolidin-2,4-dion-5-ylidene)-nethyl)-

aBkh | ”916 gog?¥'a@EBF%Eﬁggl)—aH?EDRéVC?rQRQM§1 2;LPAYY ene -

i none
6AbétzaﬂbgﬁtbyhaabmmﬁehhytylfmabbeaybtatN

nmet hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

nmet hoxycar bonyl - 2-i ndol i none (603)

@5@2513(ﬂ (hhk@LRwaEoay&@£§9mahla8b99§§ﬁ Vi) m&Bhyl —amino-

ani | 1 no) - 1- phenyl - net hyl ene] - 6- net h oxycargonyl 2-1ndo
mﬁbhgl)f@gnilgoz—lfpmenyh methylene]-6-carbamoyl-2—

i 1) - I -1-
£ﬁde rg enefoé ?ﬁ%é%Zaaboﬁ;: En?%dollnone 30
605
( i N—anlnocarbonylneth | - N-nmet hyl sul phonyl
B 6) A | Enoj - 1S pRengI TR HyFBRRYS Eorbt nuxPeaRbbny -
%%b%§ﬂ@£hypﬂeaM€h298§LQﬁgﬂééyECEé€E§QQ§é95%09§rbamé§§ 2

Badol infde(thibhoophatenadeyl - met hyl ) -anilino) - 1-
phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none

(564) 3-72-[1-(4- (piperidin-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(565) 3-Z2—-[1-(4d-bromo-anilino)-1-phenyl-methylene]-6—

ethoxy—-carbonyl-2—-indolinone

(566) 3-Z-[1-(3- (dimethylaminomethyl)—-anilino) -1-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(567) 3-Z-[1-(4- (dimethylaminomethyl)—-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(568) 3-Z2-[1-(4-[(2,6-dimethyl-piperidin-1-yl) -methyl]-

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

(569) 3-Z-[1-(4- (2-dimethylamino-ethyl)-anilino) —-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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5 (607) 3-zZ- [ 1- (4- (1,
1- di oxo-t hi onor phol i n-4-yl - net hyl)

w@2iob6mys 1- phenyl - net hyl ene] - 6- net hoxycar bonyPCREP20055057002

i none (608)

3- Z-[ 1- (4- (N-cyanomnet hyl - N-nm&®fyt sul phonyl - ani no) -

ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
inone 10 (609) 3-Z- [1- (4-

(N-tert. but oxycarbonyl - et hyl am nonet hyl ) -

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

40908 13t 47 DA 6ar AT {RESHPRGPY AT ABREERYYD L S P FRbYL Tamino) -
égi%?ﬁﬂyLin?h@M&EnﬁétﬁyﬂBhQ@Xﬂcéfﬁ@ﬁybagbeQQLEn@ﬂ@olinone
3-Z-[1-f4-(1hoxo-thionnrpholin-4-y|-nethy|)-ani|ino)-

- ) ey e :

FaREryLo B DYA 0L e SoPY IOXYEAERARY ) 2aL DB MPDBheAD1-

mabhl;lenyii6-ethoxycarbonyl-2-indolinone

phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none

(613) 3-Z- [ 1- (4- (norpholin-4-yl-methyl) -anilino)
;%7?2?%§k:[HERE¥kﬁﬂ€kléiHEEH9¥¥ﬁ§ﬁgoﬁ¥bp§1}ﬂﬁogbggﬁﬁ—
gnynpl-gaif{gomet hphepipenachnlengl yonmethykycanpbonyl-2-
££g8%%%éggenyl-nethylene]-6-nethoxycarbony|-2-indolino
ne

3-Z-[1-(4-((2-(N-benzyl - N-net hyl - am no) -et hyl )-N 30
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
w1 Rbxy cAr banyt- V1 hdof i RBHEY Yes' 3006% DEY 1651
ggg@fgg%@éﬂggggggmiﬁo;5gni§§$gz—l—phen%l—methylene]—6—

4- cycl ohexyl am no-ani |'i no) - 1- phenyl -
aehbyVeachoBy hethoxgecaibonyl - 2-i ndol i none (617)
3-Z-[1-(4-(pyridin-4-yl-methyl)-anilino)-1-phenyl 5
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (618)

8574 13(4- (L m(dazotmdeyi 1 npt Py zant i Qo) ~dnphenyd -1-

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

(575) 3-Z-[1-(4— (N—(2-dimethylamino—ethyl)-N-methyl-amino) -

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

(576) 3-Z-[1-(4— (N—(3-dimethylamino—propyl) -N-methyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(577) 3-Z2-[1-(4— (N-methyl-acetylamino) —anilino)-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone

(578) 3-Z2—-[1-(4-— (N-methyl-methylsulphonylamino)—-anilino)-1-
phenyl-methylene] —6—ethoxycarbonyl-2-indolinone
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met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 10 (619)
3-Z-[1-(4-(inidazol-l-yl-nethyl)-aniIino)-l-phenyl

wWoreohyémee] - 6- met hoxycar bonyl - 2-i ndol i none  ( GROI/EP2005/057002

3-Z-[1- (N- et hyl - pi peri di ne-4-yl -am no) - 1- phenyl -

met hyl ene] - 6- nethoxycarbonylli i ndol i none 15 (621)
3-Z-[1-(4-(imdazol -4-yl -nethyl)-anilino)-1-phenyl -
net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (622) 3-Z-
[ 1- (4- ((4-hydroxy-piperidin-1-yl) -methyl) 20
aaWBDna}zi{phemylNﬁeBhgimeehyﬁamﬁhbepyopybbﬂy+-2-indoI

%%€$§§F§fgg%nyl amgno) nlgg o?eih°ﬁ¥n§ipﬁé%ﬁ&?e%é¥t%—

@ﬂhbk@@ér@oﬁ@ﬁnyL1H§6DY£@H§] 6- met hoxycar bonyl - 2-i ndo
i none 25 (624)

3-Z-[1-(4-benzyl -ani |l i no) - 1- phenyl - net hyl ene] - 6-

car bon -
Y ER Y B PP S A S oo s e A
methyﬂsuhpheﬁyﬂ amnine) ~antlline)-1-phenyl -met hyl ene] -6-
30 met hoxycar bonyl - 2-i ndol i none WD 2006/ 067165
?%ﬁ?%?@@é%?@%%oézlndoiB@OH%626)
3-Z-[1-(4-tert. butoxycarbonyl net hyl -anilino)-1-
phenyl - met hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none (627)
8oZ1) 13(a-féerf4buioxgeapboAyylanahi hohol-éthengl-

fELhy\eng) -E-slhoxyearhonyl -2- L ndel L pone (628)

met hyl ) -ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bony!
-2- indolinone 10

$292) 1374 (4 ﬁ%rﬁ?PtFﬁ%aézéryélyP?léhPP I n6YPACpRENY| -

methylene] —-6—ethoxycarbonyl-2-indolinone

(583) 3-Z2—-[1-(4- (N-benzyl-N-methyl-aminomethyl)—-anilino)-1-

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

(584) 3-72—-[1-(4—- (N-(2-dimethylamino—-ethyl)-N-propionyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone

(585) 3-Z-[1-(4— (pyrrolidin-1-yl-methyl)-anilino)-1l-phenyl-

methylene] —-6—ethoxycarbonyl-2-indolinone

(586) 3-Z-[1-(4— (N-methyl-N-phenethyl-aminomethyl)—

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

(587) 3-Z-[1-(4— (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] —-6-ethoxycarbonyl-2-

indolinone
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nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (630)
3-Z-[1-(4-(N-(2-di et hyl am no-ethyl)-N 15

wOoretobhyéd6sd phonyl - am no) - 3- ni tro- ani | i no) - 1- phePGI/EP2005/057002

met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (631)
3-Z-[1- (4- (N-(2-di net hyl anTng>ethyl ) - N-

nmet hyl sul phonyl - am no) - 3- am no- ani |l i no) - 1- phenyl 20
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (632)
3-Z-[1-(4-((3-(N-benzyl - N-nret hyl - am no) - propyl ) - N-
wesRhyl 3ukphonyl - ani-nd)cdanet hnorminphenyl i pehyl ene] - 6-

nmet h rbonyl - 2-i ndol i none 2 633

S0V LY CRPORY 22 e ngP ahd RGL sERYhRaKE -methylene] -6-
@EEBX%@&kBB@?yL2aﬂh8611§oﬁ@|0r0 ani I'i no) - 1- phenyl -
met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 30 (634)

3-Z-[1-(4- (N—d|nethylanlnonethylcarbonyl N- et hyl -

B D3 T none V0 2008 BEHES PCH E20DS) 087005 - 161

éﬁﬁﬁbmethyl) anlllno)—l —-phenyl-methylene]-6-ethoxycarbonyl—
3-Z-[1-(4-(N-(2-di net hyl am no- et hyl ) - N-acetyl -am no) -

%nﬁpﬂﬁé}nﬁnﬁhenyl met hyl ene] - 6- met hoxycar bonyl - 2-i ndo

inone 5 (636)

3-Z-[1-(4-(N-(2-di net hyl am no- et hyl ) - N- pr opi onyl

abPno) 3ahi[indé} = 1rphenyfiinet hyl enefhBl heahokyear bongthyl-

-] L 7 . .
Ao D s R i e rbrard 73 SRS P RPBut yryl - 10
anino) ani |l i no) - 1- phenyl nmet hyl ene] - 6- net hoxycar bonyl -
- i ndolinone

3521P13(& % &Nné@h9¥%ﬁ¥hbl@Wh9P7eFPYébbﬁfyryI

methylsulphonyl—-amino) —anilino)—l-ethyl-methylene] —6—

ethoxycarbonyl—-2-indolinone

(592) 3-Z2-[1-(4- (dimethylaminomethyl)—-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(593) 3-Z2-[1-(4-[(2,6-dimethyl-piperidin-1-yl) -methyl] -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(594) 3-72-[1-(4- (N-(2-dimethylamino—-ethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(595) 3-Z-[1-(4— (N—(3-dimethylamino—propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(596) 3-Z2-[1-(4- (N-dimethylaminocarbonylmethyl-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone
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am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -
2- 15 indolinone (639)

W®@2060dH654- ( N- ( 2- di et hyl ami no- et hyl ) - N- benz oyPCT/EP2005/057002

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -
2- indolinone 20 (640) - 157 -

3-Z-[1-(4- (N-(2-di nret hyl am no- et hyl ) - N-acetyl -am no) -
3-am no-ani |l i no)-1-phenyl - met hyl ene] - 6- met hoxycar bony!
-2- indolinone 25 (641)

3-Z-[1-(4-(4- hydroxynet hyl - pi peri din-1-yl-nmethyl)-

aﬁékg”?(%4é§ Tyl L LY BG4 0 DB DOXN e AL a0 M L g1 hagRY 1 -

BmZnbi=6Ai(2nb64= mygﬁ@ﬁyipm@@ﬁ%ﬂéﬂei ¥hheehb¥ltarbonyl-2-
ani | i no) - 1- phenyl - net hyl ene met hoxycar bonyl - 2-i ndo

Lﬁ@ﬁélngoemo 2006/ 067165 PCT/EP2005/057002 - 162

(643) 3-Z-[1-(4-(N-(2-di nethyl am no-ethyl)-N

propyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
MEBBnyGEFbDHyﬂ ZNL@ﬂ@étM@D&mﬁné@éﬁbonylmethyl—amino)—
3-Z-[ 54 (N-(2-di met hyl am no-et hyl ) - N , ,
%ﬁ%&%ga pEoﬂ??nﬁﬁ1ﬁ8}hﬁﬁFPF%o§ TeéﬁgﬁyFﬁﬁ%?ﬂyﬂé%é}DGQllnone
met hoxycar bonyl - 2-i ndol i none (645)
3-Z-[1-(4-(N-(2-di net hyl am no-ethyl)-N 10

pééayléuthbnyﬂ aﬂfh@)damethmbyminph@nypyhbtﬁya@ﬁéylﬁami—

@5&??§¥§ %ﬁﬁ sofehy hnggng%néfhglTeRﬁoxycarbO“Yl 2=

benaylsoghphonyl - ami no) - ani | i no) - 1- phenyl - met hyl ene] - 6
15 nmet hoxycar bonyl - 2-i ndol i none

(600) 3-Z-[1-(4— (N-methylaminocarbonylmethyl-N-—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(601) 3-2—-[1-(4-((imidazolidin-2,4-dion-5-ylidene)-methyl)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(602) 3-Z2—-[1-(4— (N-((2-dimethylamino—-ethyl) —carbonyl) —-N-
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(603) 3-Z2—-[1-(4—- (N-tert.butoxycarbonyl-aminomethyl) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(604) 3-2—-[1-(4- (2-oxo-pyrrolidin-1-yl-methyl)-anilino)-1-

phenyl-methylene] -6—methoxycarbonyl-2-indolinone

(605) 3-Z-[1-(4— (N—aminocarbonylmethyl-N-methylsulphonyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone
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(647) 3-Z-[1-(4-(N-(2-di nmethyl am no-ethyl)-N
et hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

woretobhosatear bonyl - 2-i1 ndol i none 20 (648) PCT/EP2005/057002

3-Z-[1-(4-((i mdazolidin-2,4-dion-5-yl)-nethyl)-
ani | i no) - 1- phenyl - nethylene]légnethoxycarbonyl 2-indo
i none (649)
3-Z-[1-(4-((3-hydroxy-pyrrolidin-1-yl)-nmethyl) 25
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
i none (650)

-7-11-(4- h | I I
TB0Ry i T L B T Roh ) eP BBRg R L5 AT TRONET B BR47o) ~1-
§hanL1 ﬁétﬁ%Y§h@h85¥he§36§98¥k%oﬁﬁlLQDthéi@HSH¥|

| ene met hoxycar bonyl i ndol i none WO

2006/067165 PCT/ EP2005/ 057002 - 163 (652)

[ 13( yl n y ' 1 1- phepyl - _
Febal A S kS AT 0L Lo e
3ﬁZiLﬂo§41 phbﬁpihﬁxyhylehbmeshmbtaﬁkpoaebhyyl—S—indo1inone
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
inone (654) 3-Z- [ 1- (4- (N (2-dinethylam no-ethyl)

1hbgffarany2- anomethyl-N-methylsulphonyl-amino) -
car bonyl ) - an1no) anlflno) 1- yhenyl ¥h Ie%e %

aethorgeat bohghy 2=-inadbliianae— 61@6?855ycarbonyl z-indolinone

3-Z-[1-(4- (N (2-di net hyl am no-et hyl ) - N (2- net hoxy-

benzoyl ) - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6- met hoxy

{608y beanyt { 2- i ndokinene. ﬂﬁtéﬁﬁ@arbonyl ethylaminomethyl) —

3-Z-[1- 54 (N-(2-di net hyl am no- ethg N-(péridine-S- .

eat bofAg) y L ariAvY L affF REbFRe ] pheRyt P Ay AgFeABY 162 —indolinone
met hoxycar bonyl - 2-i ndol i none

(610) 3-2—-[1-(4- (N-benzyl-N-methyl—-aminomethyl)—-anilino)-1-
phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(611) 3-2—-[1-(4- (1-oxo—-thiomorpholin-4-yl-methyl)-anilino)-
l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(612) 3-Z2—-[1-(4- (2—-(imidazol—-4-yl)—-ethyl) -anilino)-1-

phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(613) 3-Z-[1-(4- (morpholin-4-yl-methyl)-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(614) 3-2—-[1-(4—- ((4—methyl-piperazin-1-yl)-methyl)-ani-
lino)-1-phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(615) 3-Z2-[1-(4—((2— (N-benzyl-N-methyl-amino)—-ethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone
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(657) 3-Z-[1-(4-(N-(2-di met hyl am no-ethyl)-N-(phenyl
20 acetyl) -am no) -anilino)-1-phenyl-nethyl ene] - 6-

woretobhosaear bonyl - 2- i ndol i none (658) PCT/EP2005/057002

3-Z-[1-(4- (N-et hyl - N-net hyl - am nomet hyl ) -ani | i no) - 1-
phenyl - met hyl ene] - 6- met hoxycaPBonyl - 2-i ndol i none 25
(659) 3-Z-[1-(4-(imdazol -2-yl)-anilino)-1-phenyl -
net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (660) 3-Z-
[ 1- (4- (1l-ethyl-imdazol-2-yl) -anilino) -1-phenyl
301 6®t Bykengl {6-opt hokyeal bonybd - 2Hhhﬁ0bbﬂ©ﬂ§h¥ﬁyl—
2006/ 067165 PCT/gPZOOS/OS?OEZ 6
BeZOY 1604 (8- BER29KY FAT A8l -2 %P%OéhP Pﬁo) 1- pheny! -
nmet hyl ene] - 6- met hoxycar bonyl - 2- |ndoI|none (662)

3- Z-gl (4 %N—(Z di met hyl am no-eth i

(&bp o%stuﬂphényPYQMﬁﬁ@74ahirmﬁbgy )pﬁ@hyiﬁﬁéthypéﬂéyl—

@?&?ﬁ%’f%ﬁf‘?@?ﬁé% RS RetRg P e bRyl ) -1

nethyl am no) - anillno) 1- phenyl - nethylene]-6 10
hoxgcarbonyl -i ndol i none

64 o
§6 700 1 (4= (NF {frof pROFRROA- %ryﬁremﬁéwg}baﬁw;nw—1—phenyl—

H@EHyheﬁ@] n@)méﬂhbkpe)ﬂgoﬁp@nyLngghyth@] 6-
met hoxycar bonyl - 2-i ndol i none 5 (665)

3-Z-[1-(4- (N—((4 benzyl plpera2|n 1-yl)-

P ) sagbon: MApLbyLyan 09)s i | 1E)a by BhEDH conens

nej oxycar onyI one
Beth{le(d] (B0pynorl cdinodyyl2reh iyl cavhenyl ) - N-

(620) 3-Z-[1- (N-methyl-piperidine—-4-yl—-amino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(621) 3-2—-[1-(4-(imidazol-4-yl-methyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(622) 3-Z2—-[1-(4- ((4-hydroxy-piperidin-1-yl)-methyl) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(623) 3-Z-[1-(4— ((4d—methoxy-piperidin-1-y1l) -methyl) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(624) 3-7Z2—-[1-(4-benzyl-anilino)-1-phenyl-methylene] —-6-

methoxycarbonyl-2-indolinone

(625) 3-Z-[1-(4— (N—(3-trifluorocacetylamino—propyl)-—N-—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone



met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none (667)

W@B2M6pdH634- ( N- ( 2- di met hyl am no- et hyl ) - N- acet y| PGREPR9P5/057002
25

3- brono- ani | i no) - 1- phenyl -met Al ene] - 6- met hoxycar bonyl
-2- indolinone (668)
3-Z-[1-(4-(5-methyl -i m dazol -4-yl)-anilino)-1-phenyl -
met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 30 WD

2006 0671651 PCI ERP20051 0567 002rbentBbet (BB n B Zrof 11—

PE5BY SpYFEaR- TGS | Shr P AGK T BHEAVI: ARCHUP bhEPEE.
met hoxycar bonyl - 2-i ndol i none 5 (670) 3-2Z- [ 1- (4- (N

ééZ di net hyl am no-et hyl) -carbonyl) -N-
%Zyl3aﬁrhé7iéntErho¥u30§h@ﬁyb0ﬁﬁﬂh§néhepoB l-ethyl-

b
e RS R o er v 2 53R5F 10
an1nonethy|) anlllno) 1- phenyl - net hyl ene] - 6-
hoxgcarbonyl 2-indolinone (672)

é6%8f éﬁpé%r+én¥%6%a?%Bﬁ§Yﬁ%¥%9$Y#FﬁéPﬁ§?Zé%1%oyl—
H@EHyi?a£99ﬂth)hh”EBQM%laﬂbﬂﬁiléﬂbFL@°%e%h89$6¥kb%ﬁyl 2-

nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none
Bngolinpae(N- (( N-benzyl - N- et hyl - ami no) -

nmet hyl car bonyl ) - N- net hyl - am no) - ani | i no) - 1- phenyl -

met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 20 (674)

86Z9)[ 347 (4~ ({N{1{déth{2-mrt haxyethyl))-anibono) -1-phenyl-

nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -
methylene] —-6=méthoxycarbonyl-2=indolinone

(630) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-
methylsulphonyl-amino) -3-nitro—-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(631) 3-Z2—-[1-(4—- (N-(2-dimethylamino—-ethyl)-N-
methylsulphonyl—-amino) —3—amino—-anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(632) 3-Z2—-[1-(4—- ((3—(N-benzyl-N-methyl—-amino)—-propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone

(633) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-
methylsulphonyl-amino) —-3-chloro—anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(634) 3-72—-[1-(4—- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone
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nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 25 (675)
3-Z-[1-(4-(N-((2-(4-tert. but oxycarbonyl - pi perazin-1 -

W@ kgeeehyd ) - car bonyl ) - N- et hyl - ami no) - ani | i no) PAF/PPRING/H57002

- nethylene]-6-nethoxycarbon¥l-2 i ndol i none (676)
3-Z- [ 1- (4- (N ((2- (pipet@din-1-yl) -ethyl)
-carbonyl) -N 30

nmet hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none WD 2006/ 067165

PCT/ EP2005/ 057002 - 166 (677) 3-Z- [ 1- (4- (N ((2-

N- yl - hI np) -ethyl) - .
BT R T B et TRy o T BRehy TV e R Y hragino) -
af11MBbNOXYERERONY e 2ni,NdAk) NONR BN 68¥8Arbony1-2-indolinone
3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N-i sopr opy! -

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

kndgl i none (679) no— _N— - _
ST I A TN (b ST (AT RIS Ry heT AP oaFBEAYT ) -REOR0°™Y
aﬁopbmpyhiaﬂh@o}iaphbhgm}métppeeyé}nethytﬁﬁeycérbonyl—z—
met hoxycar bonyl - 2-i ndol i none (680)

30O 3DPAS(N- ((4-tert. but oxycar bonyl - pi per azin-1-yl ) -
met hyl car bonyl ) - N-i sopr opyl - am no) - ani | i no) - 1- phenyl
15 et hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (681)
8627} 13( 2= (N (¢ N{BenzyfinNe ey hghianiabhyl) -N-butyryl-

t hyl carb n 0 no)-.1- pheny] -
P R S R I
BnZoﬂinéﬂe(N-dlnethylan1nonethylcarbonyl-N—benzyI-
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -
2- indolinone
(638) 3-Z2-[1-(4- (N-(2-dimethylamino-ethyl)-N-isobutyryl-

amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(639) 3-Z2—-[1-(4— (N—-(2-dimethylamino—-ethyl)-N-benzoyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(640) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-acetyl-amino)—
3—amino—anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(641) 3-Z-[1-(4- (4-hydroxymethyl-piperidin-1-yl-methyl) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(642) 3-72-[1-(4- (2—-(4-hydroxy-piperidin-1-yl)—-ethyl)-

anilino)—-1l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone
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wh20sHéHedri no) - ani | i no) - 1- phenyl

25 (683)
3-Z-[1-(4-(N-(pi peridin-1-yl-nethyl carbonyl)-N

nmet hoxycar bonyl - 2-i ndol i none 684)
3-Z-[1-(4-(1,2,4-triazol -2-ylogethyl)-anilino)-1 30
phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none WD
2006/ 067165 PCT/ EP2005/ 057002 - 167 (685)
3-Z-[1-(4-(1,2,3-triazol-2-yl -nmethyl)-anilino)-1-
pheaylSﬁﬁfhy+eme]N6<ﬁedhmgyhaﬁbmmyb éthpﬁ@+Nﬂone

1-(4 zol - 1-yl - lino)-1
BE Ryt TRETRYL anE} S8] rerhoRy EAT bORYTEBL LRGN T AGHE. -6~
&ggﬂixycarbonyl 2—indolinone _
3-Z-[1- (4- ((N-am nocar bonyl net hyl - N- net hyl - am no) -
nethyl) ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl
< obinen 10,(688) . - . (4- b s _a
R e ST Lt e S
BﬁtylﬁﬂlpﬂepﬁEﬂyhiﬂBbhthDE$®ﬁ rephexycamnbonyleRei ndol
i none
@e?hFiy€ﬂr?69Y}o?|6pﬁoil?Pnﬁethyl) ani | i no) - 1- phenyl -
15 met hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (690)
3-Z- [1- (4- ((di- (2-hydroxy-ethyl) -am no)-nethyl) -
aﬁﬁﬁbn@jzi{bhéﬁyKNnéih?i@ﬁb@yﬁaménhoﬁybﬁiboNyI-2-indo

Lnone, 2 1

WPSRF 1 Cae bERY A iy br BBAYF Ret YT PREREE ROF BRS¢

et hykycanbbhno)21iphenyhonet hyl ene] - 6- nethoxycarbonyl
-2- indolinone (692)

3-Z-[1-(4- (azetidin 1-yl-nmet hyl)-anilino)-1-phenyl- 25

g@&@{'@nzl @ELhﬁx¥§a&9ﬁ8¥hy%ahﬂg8Lé899§)(ﬁ93)
N-propyl - N-tert. but oxycarbonyl -
bﬁmnphsuhgh@nahrhmno¢)1aphémyb9ﬁéthybamé}methylene]—6—

methoxycarbonyl-2-indolinone

(647) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-
ethylsulphonyl—-amino)—anilino) —1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(648) 3-Z-[1-(4-((imidazolidin-2,4-dion-5-yl)-methyl) -

anilino)-1l-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(649) 3-Z-[1-(4- ((3—hydroxy-pyrrolidin—-1-yl)-methyl)—

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(650) 3-Z-[1-(4- (cyclohexylyl-methyl)—-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(651) 3-Z2—-[1-(4- (cyclohexyl-carbonyl)—anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

- met hyl ene] - 6-PCT/EP2005/057002
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met hoxycar bonyl - 2-i ndol i none 30 WO 2006/ 067165
PCT/ EP2005/ 057002 - 168 (694) 3-Z- [ 1- (4 ((N (2-

W@ 200086MoXy- et hoxy) -ethyl) -Nnethyl - PCT/EP2005/057002

am no) - met hyl ) -ani | i no) - 1- phenyl - et hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i nonel§3(695) 3-Z- [1- (4- ((N
(tert. butoxycarbonyl - 3-am no-propyl) -N

nmet hyl - am no) - net hyl ) - ani | i no) - 1- phenyl - net hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i none (696) 3-Z-[1-(4- ((N
(6eehyBear banoytdimethyl jmi Nemet hyl-40i1ino) —1-phenyl-

et k781 bArgFC D2 KOO PRBRG. 2 60% L9F250 1 (4 (N

(di met hyl car banoyl - nethyl) - N- et hyl -
am no) - met hyl) -anlllno% Ehen yl -met hyl ene] -6 15
ﬁé@ﬁbx%c&rbényﬂ T fdohervhe Y 698fhyl-aminomethyl) -

gn% Rﬁo 41g§ﬁ5¥§%aﬂégh?9£n%éggéﬁ¥%%gg%BXkBQSLlQZ—1ndolinone

oxycar i non
3 Z [1-(4- ((N—propyl N- et hyl - ami no) - et hyl )
an | i no) | - met hyl ene nethoxgcarbonyl 2-1ndo
{Aofhe 3(%0@? é4 Nfi2 ﬂme%%xﬂamlno ethyl (furan—-2-
&grBMﬁ§9¥¥a§EHM§)aﬁhﬂ?ﬁBYLlagﬁgﬁ}l methylene] —6-

ani i no) - 1-phen | ene] - 6- met hoxycar bonyl
methogyradbbhrone—(700)1i8oZe [ 1- (4- ((N
(2-di net hyl am no-et hyl) -N-nethyl -
am no) - met hyl ) -ani | i no) - 1- phenyl - et hyl ene] - 6-
et bpxyear bonyd - 28+ pelell i netey 1301 MO-20061 PEN162-methoxy—
PCT/ EP2005/ 057002
benzoyl)—amino)-anilino)—-1-phenyl-methylene]—-6-methoxy-

carbonyl-2-indolinone

(656) 3-7Z—-[1-(4- (N-(2-dimethylamino—ethyl)—-N-(pyridine—-3-
carbonyl) —amino)—-anilino) —-1-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone

(657) 3-Z-[1-(4— (N—(2-dimethylamino—ethyl)-N-(phenyl-
acetyl) —amino) —anilino)-1-phenyl-methylene] -6-

methoxycarbonyl-2-indolinone

(658) 3-Z2—-[1-(4— (N-ethyl-N-methyl-aminomethyl)-anilino)-1-

phenyl-methylene] —6—methoxycarbonyl-2-indolinone

(659) 3-Z-[1-(4-(imidazol-2-yl) —anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(660) 3-Z-[1-(4-(l-ethyl-imidazol-2-yl)-anilino) -1l-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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- 169 (702) 3-zZ- [ 1- (4- ((N
(3-di et hyl am no- propyl) -Nnethyl -

wW@rionodHAeet hyl ) - ani | i no) - 1- phenyl - net hyl ene] - GRCT/EP2005/057002

met hoxycar bonyl - 2-i ndol i none 5 (703)

3-Z-[ 1- (4- (3- oxo- pi perazi n=119#- nethyl) ani li no) - 1-

phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none

(704)

3-Z-[1- (4-carboxy-anilino)-1-phenyl - net hyl ene] - 6-
QBEBXySGEFbmﬂyﬂ Zl%mdmkymemﬁld&@ol¥®5yl)—anilino)—l—phenyl—

RafRbksta DORYPLBOT Kaar PRBHG70BRo L Konge ! enel -6

3-Z-[1- (4-ethyl am nonet hyl -ani | i no) - 1- phenyl - 15
met hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (707)
36Q2{13f1 éérbéxyﬂeﬂ%y@l@ﬁFthémlmopﬁbhyﬂ)nﬁthylene]

£S5 PO LSO 2 bateL om0 T8t pegoiene -

etboxycasbooyli22indabinasge (709) 3-Z- [1- (4-

(pi perazin-1-yl-nmethyl) -anilino) -1-phenyl-

net hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 25 (710)
@6@3513(ﬂ @ytyhammnoﬁﬁﬁgyhdgﬂLhLp@)métﬂpgea%bon§1) ~N-

hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none
Gezhyl ¢aiephypand hopet hybPhanivlirneyhilephehyb-30

| enel:6-et hgx rbonyl - 2-i ndol i none WO
Rbe 60 ba R Erb00R OEy082 170 (712)
3-Z-[1- (4-ethyl am nonet hyl -ani | i no) - 1- phenyl -
nmet hyl ene] - 6- car banoyl - 2-i ndol i none
(664) 3-Z-[1-(4— (N—(morpholin—-4-yl-methylcarbonyl)—-N-
methyl-amino)—-anilino) —1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(665) 3-Z-[1-(4— (N—((4-benzyl-piperazin-1-y1l)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(666) 3-Z-[1-(4— (N—(pyrrolidin-1-yl-methylcarbonyl) -N-
methyl-amino)—-anilino) —1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(667) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-acetyl-amino)-—-
3-bromo—-anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(668) 3-Z-[1-(4— (b—methyl-imidazol-4-yl)—-anilino)-1l-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone
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(713) 3-Z-[1-(4-(N-(piperazin-1-yl-nmethylcarbonyl)-N5
i sopropyl -am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

woretobhossear bonyl - 2-i ndol i none  (714) 3-Z- [ 1-PQHEPDS/057002

((2- (piperazin-1-yl) -ethyl) -carbonyl) -N

met hyl - ami no) - ani | i no) - 1- phen§P-met hyl ene] -6 10

nmet hoxycar bonyl - 2-i ndol i none (715) 3-Z- [ 1- (4-
(N-propyl -am nonmet hyl ) -anilino) -1-phenyl -

nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none 15 (716)
8679)[31z— (8- ({{ N~ (32adimetpympmhmo-éknplhybaahbnp))

nilino e t ho arbonl
F3onY bl T Rgnact y17) Lnd) ~TEbhEnT ohe EhyFengl YEar POy

ﬁe@h&iﬁéérbgnQRHELBMH@mhﬂgngthOXY) ani I i no) - 1- phenyl -
20 net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (718)

3-Z-[1-(3- cyano 4- (N—d|nethylanlnonethylcarbonyl

| ra ni i no x - y - 6- N
N e T R
Bedz{1- éﬁiﬂebh@xyiﬂnédeFpﬁéhyhaﬂéﬂﬁﬁEéhyﬂeanonyl-
nmet hyl - am no) - ani |l i nqQ) - 1- phenyl - et hyl ene] - 6-
ﬁ%?ﬁ%%%%%FB%ﬂyP 5-iREBILEABAE 30 (720)
3-Z-[1-(4- (N am nonet hyl car bonyl - N- et hyl - am no) -
ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl - 2-i ndo
(Pdhe 3%Z2®©6K@67H6BUP€IfEPQ©©E/D@W@@QcaerHil (721)

N— 2- no- et h t hyl -

gml%%ﬁ%%ﬁ?#car%o%ypg ¥%§?ﬂaﬁ$ﬁ% Xanlw_gg) 1- phenyl
meﬂﬁbhyb&ﬁbbnﬁinEPhﬁ&yEahbﬁey| 2-indolinone 5 (722)
3-Z- [1- (4- (N-(di- (2-hydroxy-ethyl)-am no-

(672) 3-Z2—-[1-(4— (N-( (N-aminocarbonylmethyl-N-methyl-amino)—

methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(673) 3-Z-[1-(4— (N—( (N-benzyl-N-methyl—-amino)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(674) 3-72—-[1-(4— (N-(di- (2-methoxyethyl)-amino-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(675) 3-Z2—-[1-(4— (N—-((2-(4-tert.butoxycarbonyl-piperazin-1-

v1l)—ethyl)-carbonyl) N-methyl-amino)-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(676) 3-Z2-[1-(4— (N—((2— (piperidin—-1-vy1l)-ethyl) —carbonyl) -
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone
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met hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (723)

wW@B2M6pdH¢4A- (N- (i m dazol - 1-yl - met hyl car bonyl ) - N°\AIDEP2005/057002

met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i nonel©¢724) 3-z- [ 1- (4-
(N-di net hyl am nonet hyl car bonyl - am no) -
ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndo
inone 15 (725)
867Z7) 13(24- ( N- (44wt gt {Fipdhdyazepast Ay y+ymino) —ethyl) -
nmet hyl car bon Nwmth -am no)-anilino

TRERUTBhbT ol ERAXE R Bbag oL AdoH ROREY 20 T b ene] —6-
ﬁe@hokyéarbén (Ne-{ hdomehByk- pi peridin-4-yl) -
nethylcarbonyF)-N—nethyI-an1no)-an|I|no)-1-phenyl-
nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (727)

gg%E 15(2. 31 diretQylis 4= AN { Lds MBROYL 5 PLREEAZY D-f- YL ) o ropy1-

setihy) eanbonyb) ~arpnehyaninktng) ede phenyktnekhyhenehy6-2-
met hoxycar bonyl - 2-i ndol i none (728)

30O 1DPAE( N (( 4- met hyl - pi perazi n- 1-yl ) -

met hyl car bonyl ) - am no) - ani I i no) - 1- phenyl - et hyl ene] - 6

30 net hoxycar bonyl - 2-i ndol i none WD 2006/ 067165
P@TPEPQﬁ@S[@57@62N—(plﬁQri@IQQ}—BlzmthXlCanoomﬂ)—N—

{AgpTmb LR ahnydol Ly Eathepr)eone) o

et hoxyecarbonyl ~2-indolinone 5 (730)
3-Z-[1-(4- (N (3-di net hyl am no- propyl)-Nacetyl -
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -

%68bvd9Lkn@me(4—(N—((4—tert.butoxycarbonyl—piperazin—l—yl)—
methylcarbonyl) -N-isopropyl—amino)—anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(681) 3-2—-[1-(4— (N-( (N-benzyl-N-methyl-amino)-
methylcarbonyl) -N-benzyl-amino)—anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(682) 3-Z2—[1-(4— (N-dimethylaminomethylcarbonyl-N-benzyl-
amino)—-anilino)-1-phenyl-methylene] -6-methoxycarbonyl-2-

indolinone

(683) 3-Z-[1-(4— (N—(piperidin-1-yl-methylcarbonyl)-N-
benzyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(684) 3-2—-[1-(4-(1,2,4-triazol-2-yl-methyl)-anilino)-1-

phenyl-methylene] —6—methoxycarbonyl-2-indolinone
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(731) 3-z- [ 1- (4- (N ((3-dinethylam no-propyl) 10
aninocarbonyl)-N—nethyI-anino)-aniIino)-l-phenyl-

wWoreohgémee] - 6- met hoxycar bonyl - 2-i ndol i none  ( 782)/EP2005/057002

3-Z-[1-aniIino-I-phenyI-neth¥Iene] 6- met hoxycar bonyl -
2-indol i none 15 (733) 67 -

3-Z-[1-(4- (N-net hyl - N- net hyl sul phonyl - am no) -

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

i none (734)

8625 13egel Dhexylap2pe-t=pheoyt 2npt hybene] y 6a201ino)-1-
net hoxycar i.ndol j none

SESnp A R AL R et fyPrrREPaSY e SEOR L hSE R PSORARPPRO) - 1
phenyl - net hyl ene] - 6- car boxy- 2-i ndol i none 25 (736)
3-Z-[1-(4-net hyl am nonet hyl -ani | i no) - 1- phenyl
ﬁé@ﬁglénéiié carbbxy- 2= tﬁé@ﬁphoheyltm@vyyglzangllnoqal—

0 h 1p
e R R T
PCT/EP2005/057002 - 173 (738)

51 (4- ﬁ &2 di met hyl am no- et hy I%
ﬁé?ﬂ | ufphonyt - AMTRBYTEARFFFRBYY 1NBhRRY TN B HYY £nd L 89) ~
ﬁ@fﬁ%%y gnhﬂ@ﬁbann§h§n923§%th lenel-6 methoxycarbonyl 2-
3-Z-11-(4-(di-(2-hydroxy- ethyl{ an1no nmet hyl ) -
éﬂﬁbimopn@ phenyl - net hyl ene] - 6- car boxy- 2-i ndol i none
(740) 3-Z-[1-(4-(N-((4-nethyl-piperazin-1-yl)
met hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl - 10
nesByl @ne} { 6- car boday- 22 +ndohorphrectf¥dlyamino) -methyl) —

3-Z-[1- §4 (N—(norpholln 4-yl -meth Icarbon%l) N-
anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(689) 3-Z-[1-(4— (pyrrolidin-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(690) 3-Z-[1-(4—((di—- (2-hydroxy—ethyl) —amino)-methyl) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(691) 3-2—-[1-(4- ((N-ethoxycarbonylmethyl-N-methyl-amino) -
methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(692) 3-Z2—-[1-(4-(azetidin-1-yl-methyl)-anilino)-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(693) 3-2—-[1-(4- (N-propyl-N-tert.butoxycarbonyl-
aminomethyl) —anilino)—-1-phenyl-methylene]—-6-

methoxycarbonyl-2-indolinone
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met hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6- car boxy- 2
- indolinone 15 (742)

wW@B2M6pdH¢4- (N- (N- ( 2- di et hyl am no- et hyl ) - N- net Fg/I/EP2005/057002

am nomet hyl car bonyl ) - N- et hyl - am no) - ani | i no) - 1- phenyl

- met hyl ene] - 6- car boxy- 2-i ndéPBnone 20 (743)
3-Z-[1-(4-(2-di net hyl am no- et hoxy) -ani | i no) - 1- phenyl -

nmet hyl ene] - 6- car boxy- 2-i ndol i none (744)

3-Z-[ 1-cycl ohexyl am no- | - phenyl - net hyl ene] - 6- car boxy-
26pbagdob+nong- 25 (N452 (2-methoxy— ethoxy)—ethyl) —N-methyl-

gé%é%il&giﬂ% ﬁéﬁgh?9g§tﬂ %ég %%Qﬁ%%ﬁaéj rbonyl
mgaﬁbkpeaﬁbgﬁ iléﬁlnaozlnbﬁe (4-

(2- |nethylan1no ethyl) -anilino) -1- (3- (2-
car boxy-et hyl ) - phenyl) - net hyl ene] - 6- met hoxycar bonyl -

2.
ié gg% | pope (YO 20064067160 FCTLEP2086091092,mind Tropy1) —n-

BeZn{1- éﬂiﬁ&anﬁéhyyibnhdazohoz prhanthmeﬁhgiéﬁe(26—
car boxy-et hyl ) - phenyl) - net hyl ene] - 6- met hoxycar bonyl -
PRboPFhoReP8RY F28y 1hdolinone

3-Z-[1- (4-di met hyl am nonet hyl -ani |l i no)-1-(4-(2-
carboxy-ethyl)-phenyl)-nethylene]-6-nethoxycarbony|-
'ﬁléviﬁoﬁe 16 %749N 3m€thY1ca(MamOyl -methyl) -N-methyl-

%ﬁ ene?i1 ¥%%Ica? mﬁ%hﬁgoPlhone

methoxycarbonyl 2 1ndollnone

(697) 3-Z-[1-(4— ((N- (dimethylcarbamoyl-methyl) -N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(698) 3-7Z2—-[1-(4-methyl-anilino)-1-phenyl-methylene] —-6-

methoxycarbonyl-2-indolinone

(699) 3-2—-[1-(4- ((N-propyl-N-methyl-amino)-methyl)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(700) 3-Z-[1-(4— ((N-(2-hydroxy—ethyl)-N-methyl-amino) -
methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-

indolinone

(701) 3-2—-[1-(4— ((N-(2-dimethylamino—-ethyl) -N-methyl-
amino)-methyl)-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone
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(750) 3-2Z-[1-(4-dinethylam nonet hyl -anilino)-1-phenyl -
nmet hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none 15

W 7867165 PCT/EP2005/057002

3-Z-[1- ((1-net hyl - pi peridin-4-yl)-am no-I|-phenyl -

met hyl ene] - 6- ethylnethylcarbéﬁ%yT-Z-indolinone (752)
3-Z-[1-(trans-4-di net hyl am no-cycl ohexyl am no)-1 20
phenyl - net hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i hone
(753) 3-zZ- [1- (4 (2-di et hyl am no- et hoxy) -anilino)

{10phedyk-[1- (4- ((N (3 dlmethylamlno —propyl) -N-methyl—
neth ene] -6-eth ol i e 25
AR R SR e S

m&k RHQPEORYbNy1-2-indolinone
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl net hyl car ba

moyl - 2-indolinone (755)

Bl il 4L ol per gt oY o8y a1 1

prehyl enet h6iehdyltoenbyhocaybanpyhy2-2Adabibnonen¥O
2006/ 067165 PCT/ EP2005/ 057002 - 175 (756)
3-Z-[ 1-cycl ohexyl am no-| - phenyl - net hyl ene] - 6-

gtbx et pyh carbappyhs2; 1l adoh i pgne; — Héﬁ}l -methylene]-6-
1-(4- N—éz di met hyl am no- et hyl ) - N-acetyl - an1no; 5

@hhbxmo?albphéhyﬁ medhyieneg- 6- et hyl net hyl car banoyl -
i ndol i none (758)
3-Z-[1-(3-diethyl am nonet hyl - ani | i no) - 1- phenyl -
MEDBylEHE}{6-eﬂhyhﬂﬁbhytﬁgﬁbaﬂbyina}FdehéﬂQDEmeﬂﬁylene]—6—
(759) 3-z- [1- -

T@FHPﬁ%Fﬁ?PQﬁYhoﬁeEHQPééPBBﬁyI N- et hyl -

am no) - ani l i no) -1-phenyl - et hyl ene]

- 6- et hyl net hyl car banoyl - 2 -indol i none

(706) 3-Z-[1l-(4-ethylaminomethyl-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(707) 3-Z-[1-(4d-carboxymethyl-anilino)-1-phenyl-methylene]-

6—ethoxycarbonyl-2-indolinone

(708) 3-Z2—-[1-(4d—-carboxy—-anilino)-1l-ethyl-methylene] -6-

ethoxycarbonyl-2-indolinone

(709) 3-Z-[1-(4- (piperazin-l-yl-methyl)-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(710) 3-Z-[1-(4-butylaminomethyl-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(711) 3-Z2—-[1-(4d—ethylaminomethyl-anilino) -1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone
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15 (760) 3-Z- [ 1- (4- (N (2-dinmethylam no-ethyl) -N
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - net hyl ene] - 6-

weedvghemohyl car banoyl - 2-1 ndol i none (761) PCT/EP2005/057002

3-Z-[1-anilino-I-phenyl-nmethylene]-6 20

et hyl met hyl car banoyl - 2-i ndol £ ABne (762)

3-Z-[1-(4-ethyl am nonet hyl -ani | i no) - 1- phenyl -

net hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none 25

(763) 3-Z- [1 (4- ((2-diethylam no-ethyl) -anilino)

{11@he&yz (4— ethylamlnomethyl anilino) -1-phenyl—-
%ene %_eth%lnetﬂykcar I-2 i ndol i none (764)

I’ﬁéetz{X 3! (REE3TATHRY hyFam'nB-p 86§|)-Nacety| -

am no) - ani l i no) - 1- phenyl met hyl ene] - 6- et hyl net hyl car ba

moyl - 30 2-indolinone WO 2006/067165 PCT/ EP2005/ 057002
17136 3¢765} -84 Z{Nf (gipggazin-l-yl-methylcarbonyl)-N-

LDEIRLON < B RLIVLAN POTBILAO fothylenarper )

m@ﬂbbk9686b5n§765}1ndollnone
3-Z-[ 1- (4- met hoxycar bonyl - ani | i no) - 1- phenyl -
net hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none (767)

$714P134ﬂ @@Lb@xymawlbLngipérgbgﬂyh g?$h¥£§9§ =8arbonyl) ~N-
et hyl met hyl car banoyl - 2- |ndo inone 1 Z- [ 1-
r(lathyﬂ\kamlnmthwéwmb éapbenylln@tshw}enw 6—

B kar Ry Py by PO PRRb one 15 (769) 8% 11

(4 (2- dlnethylan1no et hoxy)-anilino) -1-phenyl-

nmet hyl ene] - 6- et hyl car banoyl - 2-i ndol i none 770;
3725?13(ﬁ [\ (A2 NePR9PY T pBFASPALAYY) yenilino)—1-phenyl-

methylene] —-6-methoxycarbonyl-2-indolinone

(716) 3-Z-[1-(4— ((N-(3—amino-propyl) N-methyl-amino)—
methyl) —anilino)—-1-phenyl-methylene]-6-methoxycarbonyl—-2-

indolinone

(717) 3-Z-[1-(4— (2-dimethylamino-ethoxy)—-anilino)-1l-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(718) 3-Z-[1-(3-cyano—4-(N-dimethylaminomethylcarbonyl-N-
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(719) 3-Z-[1-(3—methoxy—4—- (N-dimethylaminomethylcarbonyl -N—
methyl-amino)—-anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(720) 3-Z2-[1-(4— (N-aminomethylcarbonyl-N-methyl-amino) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone
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met hyl car bonyl ) - N-net hyl - am no) - ani I i no) - 1- phenyl 20
nmet hyl ene] - 6- et hyl car banoyl - 2-i ndol i none (771)

wW@B2M6pdH¢4- ( N- ( 2- di net hyl am no-et hyl ) - N- PCT/EP2005/057002

met hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
et hyl car banoyl - 2-i ndol i none 125 (772)
3-Z-[1-(4-(2-di net hyl am no- et hoxy) -ani | i no) - 1- phenyl -
nmet hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none (773)
3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- et hyl 30
ankhp) - anktihe) 4 1{phenyl2rethytbpeimbnetbyheay banmyth2l-
- indoljno Wg 2006/ 067165 ECT/EPZOOS/O 700 é??
%@vaym%t%yFﬁaf ° tHyl"ah HonBlAYPL afiH A 11pH AP

Aethyh enej - 6- ﬁébeﬁ?&Q@H@M&122Lﬂﬂ@blﬂﬁ@ﬁe (775)
3-Z-11-(4- (N (2-di net hyl am no-et hyl )-N-acetyl -am no) 5

ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl car banoyl - 2-i ndol i

n 776 -

89921 S TAT e (4 b B R S F YA BBt 3 -
ﬁ@tnplcanbbhpm)~m mhenyn art hyh earl 1 6nel hylpaehamoyl -
- indolinone 10

@e?hFie?ﬁJcér%%%%9FY8ﬁFPPH8} 1-pReAYELARENYI ene] - 6-
et hyl met hyl car banoyl - 2-i ndol i none (778) 3-2Z- [1- (4-
(N-(2-di et hyl am no-ethyl) -carbanmoyl) 15
aﬁEBDno?r&rbheh@f(ﬂeﬁhwi@ﬁ@pl6leYhymﬁéhhyt@abbanbnyi-
' | i ngne 7

kAT RD b St for L phdayacmeryy1ene)
adthorRoyatbphenyb - mﬁﬂhyhﬁﬁﬁé 6- et hyl met hyl car banoyl -

(724) 3-72—-[1-(4— (N-dimethylaminomethylcarbonyl—-amino) —

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(725) 3-Z-[1-(4—-(N-((4-methyl-[1l,4]diazepan-1-yl)—
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(726) 3-Z2-[1-(4— (N—((l-methyl-piperidin-4-vy1)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(727) 3-Z2-[1-(2,3-dimethyl-4—- (N-((4—methyl-piperazin-1-yl)-—
methylcarbonyl)-amino) —anilino)—-1-phenyl-methylene]-6—

methoxycarbonyl-2-indolinone

(728) 3-Z-[1-(4— (N—((4-methyl-piperazin-1-y1)-
methylcarbonyl)-amino) —anilino)—-1-phenyl-methylene]-6—

methoxycarbonyl-2-indolinone
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20 indolinone (780) 3-zZ- [1- (4-
((4-nmet hyl - pi perazi n-1-yl)-carbonyl) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hyl car banoy| PQFEPR#03/057002

none 25 (781) 3-zZ- [1- (4- §$4-ethyl-piperazin-l-yl)

- car bonyl ) - 172 -

ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl net hyl car banoyl -

i ndolinone (782) 3-Z- [ 1- (4- (N-ethyl-

(2-di net hyl am no-ethyl) - 30
caﬁbanﬁyZ}{aﬂiﬂ+mN}<14phenyyiﬁpipgkeneb 6-y1l)—-carbonyl)-N—

eth rba i indolin 0065027165
B EPoO0Lr G 7005 1008 76 Poonay met by fone] %87

BeZnbilyE4rHdh i%@hﬁ&ﬂhlﬁb]@@r azin-1-yl)-

met hyl car bonyl ) - N- net hyl - am no) - ani | i no) - 1- phenyl -

nmet hyl ene] - 6- di et hyl car banoyl - 2-i ndol i none 5 (784)

7451 15 ( o 5.di SPLperazin: 1oyl ) r_ _
g;? on%l? g%ll?no igpﬁ§%§¥¥%g%ﬁ§ﬁgn%F9%¥¥i Nracetyl
ehbybmebhyl cashbaneyphedyindet hnoaee] (E8htBodychiboigt —2-
((4-ethyl-piperazin-1-yl) -carbonyl) 10
SNPPTBPE- phenyl - met hyl ene] - 6- et hyl car banmoyl - 2-i ndol i
none (786) 3-Z- [ 1- (4- (N (2 -diethylam no-ethyl)

- car bamoyl ) -
ANBLI nd) 211 phéhyl(Nmel Byflemet hglenhyd nerbyy arbanoyl -

LSS ERRS D) SIS by heeinobrpaiAsrR 1ty pheny L

matbpmghéaaakmeﬂb&xgcpheayyinethyhemehoﬁeethyIcarbanny
| -2- indolinone 20 (788)

3-Z-[1-(4- (N-(3-dinethyl am no-propyl)-N

et byl subphenyl s am §o) - BALL| Do) dn Phenyt - FELBYh8ReLabrony1-

2—indolinone

(733) 3-Z-[1-(4—- (N-methyl-N-methylsulphonyl—-amino)—

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(734) 3-7Z—-[1l-cyclohexylamino—-1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

(735) 3-Z2-[1-(4- (d—methylpiperazin-1l-yl-methyl)-anilino)-1-

phenyl-methylene] —6—carboxy—2-indolinocne

(736) 3-Z-[1-(4-methylaminomethyl—-anilino)—-1-phenyl-

methylene] —-6-—carboxy-2-indolinone

(737) 3-Z2-[1-(4— (morpholin—-4-yl-methyl)-anilino) -1-phenyl-

methylene] -6-carboxy-2-indolinone
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et hyl car banoyl - 2-i ndol i none (789)
3-Z-[1-(4- (N-di et hyl am nonet hyl car bonyl - N- net hyl 25

w@ionodHAemi | i no) - net hyl ene] - 6- net hoxycar bony! - BET/RRR9D3/057002

one (790)
3-Z-[1-(4- d|nethylan1nonethy17énrl|no) met hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none 30 (791)

3-Z-[1-(4-(N—((4-nethy|-piperazin-l-yl)-
met hyl car bonyl ) - N- et hyl - ami no) - ani | i no) - et hyl ene] - 6-
m@Bhoxyeafbmﬂyﬂ ZN%nﬁeﬁlmenbyﬂﬁm2666éﬂﬁ?165N—
AE 2025%057 é i
@ei SEAPPREY ATREPR raBF ef'827 h-REGRy L methylene] -6~
@ggbykyagbgﬂMbllhbﬂsthyl am no) - ani | i no) - net hyl ene] - 6-
et hyl car banoyl - 2-i ndol i none 5 (793)
3-Z-[1-(4- dlnethylan1nonethyl ani | i no) - net hyl ene] - 6-
| car bamoyl ;2 jjndobi 79 14 b de 8¢ _
p?%ergdgnn¥ ?h$%)H§§§P%¥n§§h§lfoa£l&o &éthyl)
arthyhenel §hehpyLmatb§meMba26Ladebbﬁ9ne—iﬂesliaoze [
1- (4- (N (3-dinethylam no-propyl) -Nacetyl-
am no) - ani | i no) - net hyl ene] - 6- et hyl car banoyl - 2-i ndol i no
ne40353ag-yellgagnt et any, ongr er&E@hﬁls €y eoi somers
ér t% hyg?olog?caFFy acce%tgglg salts th%réof The
m@hbm@ﬂdsb@ﬁygénﬁrmethmﬂnﬁmanp )—ehelinoaut opkesyltheir
. the ically acceptable
%gFﬁgfgﬁglreg§5§?§X¥husl§§¥?aﬁ%§gfor the prevention or
treatment of a specific fibrotic disease sel ected
fromthe group consisting of: 25 Fibrosis and

féfodePTAglofr FuAY (eSO AncArBAIRethy lcarbonyl) —N-
methyl-amino)—-anilino) -l-phenyl-methylene] —6—carboxy—2-

indolinone

(742) 3-2—-[1-(4— (N-(N-(2—-dimethylamino—-ethyl)-N-methyl-
aminomethylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6-carboxy-2-indolinone

(743) 3-Z-[1-(4— (2-dimethylamino-ethoxy)—-anilino)-1l-phenyl-

methylene] —-6-—carboxy-2-indolinone

(744) 3-7Z—-[1l-cyclohexylamino—-1-phenyl-methylene] —-6-carboxy—

2—indolinone

(745) 3-7Z2-[1-(4—-dimethylaminomethyl-anilino)-1-(3-(2-
carboxy-ethyl) —-phenyl) -methylene] -6-methoxycarbonyl-2-

indolinone

(746) 3-72—-[1-(4—- (2-dimethylamino—-ethyl)-anilino)-1-(3-(2-

carboxy-ethyl) —-phenyl) -methylene] -6-methoxycarbonyl-2-

indolinone
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obstructive pul nonary di sease (COPD), chronic
bronchitis, and enphysenma; Lung fibrosis and

wpelonoeérasy di seases with a fibrotic 30 conponePCT/EP2005/057002

i ncluding but not limted to_ idiopathic pul monary
fibrosis (I PF), giant cell~ihtérstitial pneunonia

(@ P), sarcodosis, cystic fibrosis, respiratory

di stress syndrome WO 2006/ 067165 PCT/ EP2005/ 057002 -
180 (ARDS), granulomatosis, silicosis, drug-induced
| ung fibrosis (for exanpl e, induced by drugs such as

Ioro roso rea phospham d

et USRI RN (SR LI E R R
8&%5@£ynéﬂﬁplﬂ)phén§ubLﬁ@§h§¢ea§@eétﬁétﬁox§wék@ah91 2
scl eroderma; Fibrosis and renodeling in asthma;
Frédebsianen rheumatoid arthritis; 10 Virally induced
hepatic cirrhosis, for exanple hepatitis G

Radi ati on-i nduced fibrosis; 15 Restenosis, post
angsppbastyl-Renalndtsor deat soinachudi-agichhontc— (4-(2-

gl oner ul onephritis, renal flbr03|s in patients
?%E%?%Yn@tEy%?ogbﬁPVﬁé BREDY eRAF ] TP IBRBEPEYHAEPPBY A gh
bl,egd; psgssure; 20 Di seases of the skin wth a
fibrotic component including but not limted to,
scl eroderma, sarcodosis, system c | upus

BT Ot 42 BB PSR Lo PLALPT S oo
methylene]—-6—-ethylmethylcarbamoyl-2-indolinone

(750) 3-Z-[1l-(4-dimethylaminomethyl—-anilino)-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2—-indolinone

(751) 3-2—-[1-((l-methyl-piperidin—-4-yl)-amino-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone

(752) 3-Z2-[1-(trans—-4-dimethylamino-cyclohexylamino)-1-
phenyl-methylene] —6—ethylmethylcarbamoyl-2—-indolinone

(753) 3-Z-[1-(4- (2-diethylamino-ethoxy)-anilino) -1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone

(754) 3-Z2—-[1-(4— (N-(3-dimethylamino-propyl) -N-propionyl-
amino)—-anilino)-1-phenyl-methylene] -6—ethylmethylcarbamoyl-

2—indolinone

(755) 3-Z-[1-(4— (N—((4-methyl-piperazin-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone
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i nvention, the conmpounds of general formula I, their
tautoners, their stereoisoners or the physiologically

wW@Woa0eHM abl e salts thereof are especially suP@EBPM05/057002

for the prevention or treatnment of idiopathic

pul monary fibrosis. WO 2006/ 067165 PCT/ EP2005/ 057002

- 181 BIOLOd CAL ACTIVITY The foll owm ng experi nent al
results illustrate the present invention wthout
representing a limtation of its scope. 5 Exanple Bl:
knsehe3fot [ bwengl expey i aent s-df pExapplecBly 1 &xanpbe A

%fﬁgiﬁgFégfﬂ gﬁ?ﬁ??ﬂ ?BbﬂbPl&gﬁ%ghiP-anino)-aniIino)-l

- phenyl - net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none,

which is conpound én) of the list of the preferred

é&ﬁfébuﬁd% [tAY4Effect —Sfnatheppreseatrathve) cinmpeahydl oamino) -

p 1 ggb _

BBl b e R e R L L L M B ey 2

suﬁéatﬁoﬁBIeonyC|n HEXALTM) was purchased fron1a 20

| ocal pharmacy. Bl eonycin adm nistration and treat nent

protocols All experiments were perforned in

@ﬁggydgnge Wit R &?éﬂﬁpla%§ngﬁe9§ynn§§li9ﬁoﬁnnnghen 1-

wel f are, perforne by persons certified to wor {

@ﬁthﬁlgnahd6a@phmw@@tbyl@hébamesboaSﬂbﬁ@lau@h@r|t|es.

Mal e Wstar rats were intratracheally injected with

Bl eonycin sulfate (10U kg body weight in 300l saline)

07583l BAe-al ene- (Sallimethylaminomethylcarbonyl-N-methyl-

amino)—-anilino)-1-phenyl-methylene] -6—-ethylmethylcarbamoyl-

2—indolinone

(760) 3-Z2-[1-(4— (N—(2-dimethylamino—ethyl)-N-
methylsulphonyl—-amino) —anilino)—-1-phenyl-methylene]—-6-

ethylmethylcarbamoyl-2-indolinone

(761) 3-Z-[l-anilino-1-phenyl-methylene]-6-
ethylmethylcarbamoyl-2-indolinone

(762) 3-Z2—-[1-(4d—ethylaminomethyl-anilino) -1-phenyl-

methylene] -6—ethylmethylcarbamoyl-2—-indolinone

(763) 3-Z2-[1-(4-((2-diethylamino—-ethyl)-anilino) -1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2—-indolinone

(764) 3-Z2—-[1-(4— (N-(3-dimethylamino-propyl) -N—-acetyl-

amino)—-anilino)-1-phenyl-methylene] -6—ethylmethylcarbamoyl-

2—indolinone
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30 control) using a catheter (0,5mminternal dianeter,
1.0mm external dianeter) through the nasal passage,

WO 210b/0gti1ey exposure to the anaesthetic | sof | UBCERR20DH957002

5 m nutes. The WD 2006/ 067165 PCT/ EP2005/ 057002 - 182
following day, the rats werelépally treated with
Exanple A (compound (m) or saline suspended in | mn

0. 1% Natrosol. Control rats were adm nistered Im

0. 1% Natrosol (vehicle control). 5 Atotal of 25 rats
Webe) i Bvest Lgat edNandt el eNgneupetdsandhohy eabednas—

shown in Ta Tab 1 0 _Int racheal . of

Sr el rble 12 nehAte CRSERET abT BhhARE S heauns. 2
Bheemysbhel OU Exanple A 10 Days 1-21 /kg (Conpound
(m ) Bleomycin | QU /kg 10 Vehicle only Days 1-21 g
Sal ine (3001) 5 Vehicle only Days 1-21 21 days

(B Vs g ghe9?g§%9Pegg§gL£@ﬁ Pnan£p§n5§t§ bfiy1 -

ed wt raper tonea |nJect
matnpneﬁamL65e£EﬁmmgbaybbhabaﬁegnuﬁylﬁhemEnbhéleux).
The lungs were then renoved, blotted dry and hal f was
snap frozen in liquid

(767) 3-Z2—-[1-(4-carboxy—anilino)-1-phenyl-methylene]-6-
ethylmethylcarbamoyl-2-indolinone

(768) 3-Z-[1-(4— (N—(dimethylamino—carbonylmethyl)-N—
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-
ethylmethylcarbamoyl-2-indolinone

(769) 3-Z-[1-(4— (2-dimethylamino—-ethoxy)—-anilino)-1-phenyl-
methylene] —6—-ethylcarbamoyl-2-indolinone

(770) 3-2—-[1-(4— (N-((4-methyl-piperazin-1-yl)-
methylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-
methylene] -6—ethylcarbamoyl—-2-indolinocone

(771) 3-2—-[1-(4—- (N-(2-dimethylamino—-ethyl)-N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethylcarbamoyl—-2-indolinone

(772) 3-72—-[1-(4- (2-dimethylamino—-ethoxy)-anilino)-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone

(773) 3-Z-[1-(4— (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6-ethylcarbamoyl-2-

indolinone
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nitrogen and stored at -80C. The other half was fixed
in 4% formalin for subsequent paraffin enbeddi ng and

whe®s/061a6y. 20 Hi stol ogy WD 2006/ 067165 PCT/EP2005/057002

PCT/ EP2005/ 057002 - 183 The lung tissues fixed in 4%

formalin were enbedded into lparaffin and 5m sections

were cut using a mcrotone (Leica SMOOR) and pl aced

on poly-L-lysine coated slides. The sections were

then dried onto the slides (60C 2 hours) and 5 then

eft)t®-codl—a8- dmmathgmpmmameEhycethQEnodepegh@hph—
ses

RESOF 8 S 00 P DO BT RO SROUL e REQUTE 0t af ned with

the control group, which received saline and the
vehicle instead of bleonmycin intratracheally. Rats
t7éat ed¢nt tatfadhedbr9ingthybpebnycehdhdVheceeni cheino) -

{058 OB SR Sr L M 0eLEpLpeL By 23,50 E0GL 1B SHES: inone
fibroblasts and extracellular matri x and the nor mal

structure is_nearly obliterated. 20 Daily

I
{7081 mént- b b ediiy 63 i HeRt E4AF AR W oRY bb Ifgh KEL BF -

g%@ﬁpbeaﬁaigﬁapoynghéﬂyi ﬁB@Hﬁﬂeﬁe?095b§h9m5ar88ﬁ6 Y-2-
conpl ete reversal of lung fibrosis in this nodel

tgppeahonexanple is shown in Figure 1C. Al veoli are
intact and little or no fibroblast infiltration or
extracellular 25 matri x deposition has occurred.

Novmpl 3+pRglstavehupemb@s—-anilino) -1-phenyl-methylene] -6-

ethylmethylcarbamoyl-2-indolinone

(778) 3-Z2—-[1-(4— (N-(2-diethylamino—ethyl) —carbamoyl)—
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(779) 3-Z-[1-(4- ((4—methyl-piperazin-1-yl)-carbonyl)—
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2—

indolinone

(780) 3-Z-[1-(4-((4—methyl-piperazin-1-yl)—-carbonyl)—
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(781) 3-2—-[1-(4-((4d—-ethyl-piperazin-1-yl) —carbonyl) —
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(782) 3-2—-[1-(4— (N-ethyl-N—-(2-dimethylamino-ethyl)-
carbamoyl) —anilino)-1-phenyl-methylene]—-6—
ethylmethylcarbamoyl-2-indolinone
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been mai ntai ned, which is evidenced by a conparison of
Figure 1C wth Figure 1A (B) Effect of a

WO zpseeist at i ve conpound on expression of 30 FCHERDF057002

mar ker genes foll ow ng bl eonyci n-i nduced pul nonary
fibrosis. WD 2006/ 067165 PCTLEP2005/057002 - 184
MRNA extractions and synthesis of cDNA One part of
the frozen lung tissue dedicated to investigation of
gene expression was cut into small pieces 5 using a
steshl & seanpeﬂ bhiaded—Apphoxiphpelyz100hgydf— ti ssue

Iac into m Eppendorf . tube, and
e T A B G R R b L
garhi, denbead- &ﬁb@g§m&am@§mbpﬁn2a§gggliﬁoﬁ@e tube and

the tube was placed in a Retsch MM300 Ti ssue

di srupt or (Q agen) 10 at a frequency of 30.0Hz for 8
te ey th| i ge d ved d
T aoiorel takir it iged &7 120008 6m Tor~ 16" but o8 t o

@eﬂbyﬁyl)ssueldﬁbuFs—pﬂhﬁyfmwemagleﬁxuFaeted using a
nodi fi ed version of the manufacturer's protoco

PP PREM W ERTIRTEBE T2 BHPEPEYOBE3n chl or of or m 15 was
added to the tube and the tube shaken vigorously and
then left to incubate at roomtenperature for 5

0V bt es; 2 &l t ¢4 - Whiicat bhé-puberaasncénytl fagedofivt) 15

] 0 gh .
Thbooid BnaedtlasTBRLR odF skt SutEREEsigar s 5upror none
i sopropanol . This was 20 then shaken vi gorously and

stored at -80C overnight. The sanples were then

(ABGbabed AL~ (oM T bApSH aE DY £aRHROTEENYH huF@EPameY &) ~
%ﬁh?hnBVEY ~VeLRy centrhf uged oo AR, MBHLEScarbamoy1-2-

indolinone

(787) 3-Z2-[1-(4-((cis—-3,5-dimethyl-piperazin-1-yl)-—
carbonyl) —anilino)-1-phenyl-methylene]-6—ethylcarbamoyl—-2-

indolinone

(788) 3-Z-[1-(4— (N—(3-dimethylamino—propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethylcarbamoyl—-2-indolinone

(789) 3-Z-[1-(4— (N-dimethylaminomethylcarbonyl-N-methyl-

amino)—-anilino)-methylene]-6-methoxycarbonyl-2-indolinone

(790) 3-Z2-[1-(4—-dimethylaminomethyl-anilino)-methylene]-6-

methoxycarbonyl-2-indolinone

(791) 3-2—-[1-(4—- (N-((4-methyl-piperazin-1-yl)-
methylcarbonyl) -N-methyl-amino)—anilino) methylene]—-6-

methoxycarbonyl-2-indolinone
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at 12000 rpm at 4C. The supernatant was then renoved
and 5001 of 70% et hanol was added to wash the pellet

wWa eroehes 25 sanpl e was centrifuged for 10 m nNRCEEP2D5/057002

12000 rpm an 4C, this wash step was repeated tw ce,
after which the pellet was léPt—to dry for 10 - 15
mnutes. Finally the pellet was resuspended in 20l
RNase free water and stored at -80C. The
concentration of each sanple was then nmeasured using a
30 spectrophotoneter. WO 2006/ 067165 PCT/EP2005/057002
5 UBIH t he Su rscrl tTM 1T (] nvi
BRPET o3 DU KIS T T LG BRE By REReST S kT 3y of

ﬁ@@ﬂ MBM\bgagm EN\AﬁéthS/Qngr@ﬁg)t—éﬁﬂ§§ﬁbbeﬁe’é§ymgn@
¥|ed version of the manufacturer's protocol.

ﬁﬁhbi@?rbémﬁth@rénépl2QORNA 1 5 random hexarer

prinmers (50ng/1), 11 dNTP mx (10mV) was nade up to

10l with DEPC-treated water and incubated at 65C for
57pBNUBes; [afterdihechylamiasmpt agedannlinse) faetbylene]-6-
m nut es. FO||OMAn this, to each reaction, 21 RT

BLRY &FarPaBNy L - ﬁrlﬂfé@ﬁn%%mvp 2l DTT (0.1M, 1
RNaseQUTTM 10 (40U/ 1) and 11 SuperScriptTM 111l enzyne
(200U 1) was added and the mixture placed in a

thef - éyéﬂeﬁ4fApbpée@diE#bsyét@ﬁtWYQhd@miih@o)—

$8££0T%ng ggtﬁyggggbgg g%fgrl%g?%lngm% 50C for 50

m nut es a ch 11 of
RNase H was added and i ncubated at 37C for 20 15
m nut es. The S%nthesized CDNA was diluted to 5ng/l

GéPhy Stheldsétmpt i 6A EhaEtRreaRINPeREPPBR) TN pyety -
5&9H§9L59§91§55—mQEh&h@ng$Né—E9h§E%%&BQﬁo Sp28indolinone

concentration of 100ng/l. I nvestigation of gene
expression using real tinme PCR

as well as their tautomers, their stereoisomers or the

physioclogically acceptable salts thereof.

The compounds of general formula I, their tautomers, their
stereoisomers or the physioclogically 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 (GIP),

sarcodosis, cystic fibrosis, respiratory distress syndrome
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20 CGene expression was investigated in each of the
sanples using the Applied Biosystens 7700 sequence

walzweéiloh system Prinmers for the 18S endogeP@UEP2005/057002

control and TGFbl were purchased as pre-devel oped
assay reagent kits, whereas 280priners and probes (see
Table 2 below) for pro-collagen I and fibronectin
wer e desi gned using PrinmerExpressTM (Applied

Bi osystens), ensuring that at |east one of the prinmers
ORRDP) pbgsannlemehoset, oveliapped, adrugttoduteaxdong

uncti on, thus eli nat i ossibility. of .
B ol sramy Esnn e et Do RO hoE brkhy fist Rheomyein,
s DNA-sanpphei+ FheonuEshas eloﬁﬁegehaheeeanﬁhhéeeeoﬁely
cDNA. WD 2006/ 067165 PCT/ EP2005/ 057002 186 Table 2

Hﬁ@ge@neeadenceenilﬁﬁéamiee4GgmlecercmitcmepAﬁetwim),

T osi | E\%E%%%%%a e R i B obe
TAMRA- 3' - CAG ACT GGC AAC CTG AAG AAG TG Forward
3 Pro Reverse 5'-TCG CCC CTG AGC TCG AT-3" Col |l agen

T1Brogaf €16 ETECETC CAG BERS TEEAAAC

Fibrosis in rheumatoid arthritis;

Virally induced hepatic cirrhosis, for example hepatitis C;
Radiation—-induced fibrosis;

Restenosis, post angioplasty;

Renal disorders including chronic glomerulonephritis, renal
fibrosis in patients receiving cyclosporine and renal

fibrosis due to high blood pressure;

Diseases of the skin with a fibrotic component including
but not limited to, scleroderma, sarcodosis, systemic lupus

erythematosus;
Excessive scarring.

In a preferred embodiment in accordance with the present
invention, the compounds of general formula I, their
tautomers, their stereoisomers or the physiologically
acceptable salts thereof are especially suitable for the

prevention or treatment of idiopathic pulmonary fibrosis.
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Probe GA-TAMRA3' 5 Real Tinme PCR was carried out in
251 reactions, using 25ng (51) of cDNA per reaction.

womwasmist ati ve PCR core kit was purchased  PCT/EP2005/057002

(Eurogentec) and a master-m x was made up as foll ows
for 100 reactions: 5001 10X #&action buffer, 5001 10
MyCl12 (50mV), 200l dNTP m x solution (5mV), 251 Hot
Gol dstar enzyme, 751 18S PDAR, 22.5| forward primer,
22.5] reverse prinmer, 151 probe and 640l DEPC treated
BAOBOGICAL BAETTCMISYmaster-m x was then added to 25ng
(51') target cDNA. Each analysis was carried out in
triplicate. 15 In order to quantify the gene

expr essioning skpadandnedi veesassconstisuched £RE gagBent
prinmer set and was included on each plate. The

snapdards vekeowhdecnpedtnhingxaotimitathenpt its scope.
2006/ 067165 PCT/ EP2005/ 057002 - 187 cDNA's under
investigation; this mx of cDNA's was serially

Bkbuped &0; 20, 50, 100, 100 times. A standard curve

was constructed of the obtained CT (Cycle at which
anplification reaches a set Threshol d) agai nst the

LOGLRe 0o P16hendi bbb ennbACLOR s BUENMBSWBHE ﬂ&éﬁ?l&oﬁ

the target gene  and the 18S r RNA endogenous control.
JheoCFsvahaecpopoboth3-Eafget4—fB8r each of the sanples

e 0 d fold dilution using. the. L
Sl AT T EOVEE LRt RePont §ol- Bt VAt Bb{ah i E im0
poenal inethyoehbe-£8hegroeyvaltieny102-indolinone, which is

compound (m) of the list of the preferred compounds.

(A) Effect of a representative compound on lung morphology

following bleomycin—induced pulmonary fibrosis.
Materials and Methods

Bleomycin 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
responsible authorities. Male Wistar rats were
intratracheally injected with Bleomycin sulfate (10U/kg
body weight in 300ul saline) or saline alone (saline
control) using a catheter (0,5mm internal diameter, 1.0mm
external diameter) through the nasal passage, following

exposure to the anaesthetic Isofluorane for 5 minutes. The
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Statistics Al statistical analyses were carried out
using GaphPad PrismV 4.02 software. Conparisons

waeneoémee usi ng a non 15 parametric T-test PCT/EP2005/057002

(Mann-Whitney U test) and a significant value was
considered to be p = 0.05."Re84lts 20 The results are
shown in Figures 2 (procollagen I) and 3

(fibronectin). Each data point represents RNA isol ated
from the lung of a single rat. Intratrachea
adhiowshgatibon bﬁebkebnywéneanda$mpseqaenbd 25th Example A
treatnment wit e on |ncr§ases

b?%@BPFﬁﬁeﬁm?paﬂa FPEFBHeE%FBGGQﬁg eRp @%s 0 |HaFﬁ8301
tYROro1asateeRetl EhAURES:2randidi Oom%lﬁéﬁﬂbs@&tMVéﬁﬁcle
hi stol ogi cal ly apparent lung fibrosis seen in Figure
e@1tB80lbaily treatment of Bleomycin-treated rats wth

50 ng/ kg of Exanple A (compound (nm)) showed a
significant (p < 0.0001) WO 2006/ 067165

RCIbER2005/ 0570825 wel88iniebtbybten ehdexpresgronpell and
fibrotic marker genes in this nodel, as seen in

Ergared 25aRAC9" THi $2BXBetiment thus denonstrat es

that expression of 5 fibrotic markers, and therefore
deposition of extracellular matrix, may be

dramaf#led® |y reduced by treatnent with Exanple A
(conpound (n)). Exanple B2: 10 In the foll ow ng
experinents of Exanple B2, the conpound 3- Z- [1- (4-

(Mt AdA-dratdwl -|pi pebazibe- 1-yl) -methyl carbonyl) rMNsatment
nmet hyl - am no) - gni | i no) - 1- phenyl - oetnbylene] - 6-

instillation animals Schedule
Bleomycin 10U Example A
10 Days 1-21
/kg (Compound (m))
Bleomycin 10U
10 Vehicle only Days 1-21
/kg
Saline (300pl) 5 Vehicle only Days 1-21

21 days following bleomycin instillation, the rats were
killed with a lethal intraperitoneal injection of Narcoren™
(Pentobarbital Sodium, Rhone Merieux). The lungs were then
removed, blotted dry and half was snap frozen in liquid
nitrogen and stored at -80°C. The other half was fixed in
4% formalin for subsequent paraffin embedding and

histology.

Histology
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met hoxycar bonyl - 2-i ndol i none, which is conmpound (u) of
the Ilist of the preferred conpounds, was used. 15 Al

wa bwoiretibiods enpl oyed are the sane as the met hRUBEP2005/057002

described in the experinents of Exanple Bl, however

using conpound (u) instead &f3conpound (n) 20 (A

Ef fect of a representative conpound on | ung norphol ogy
fol |l owi ng bl eomyci n-i nduced pul nonary fi brosis.

Sanpl es were prepared fromrats treated as outlined in
abeveudagbt ésdues éxpedi mental fExaaplie BaréApmb28ded into
Results Figure 4A shows the result obtained with the
BdhtFEI N grBdpoHMwAPERl PREVOEE SaFi R81AAdet ReCYRRPEFe (Lelica

SRR TR e R, B Gs ooy SR Rotonked Pridpsg  The
sattabnacheae! yhant birbbeooycontaadsl heewelibtle 2 hours) and
develoged severe_lung fibrosis, as seen in_Fi

re 4B. .
The" 4F¥eof? Rg9e BEeﬁOP%r5%@99F%BP5%edCB}lPQ%PoBPBQFéth“

fRd aextraegl Lykay MALELX  and -t herpREMBL AL HAGy,
structure is 5 nearly obliterated. Daily treatnent of

bl eomycin-treated rats with 50 ng/ kg of conmpound (u)
sho guf9g5|stent nearly conplete reversal of |ung
fibrosis Th this nodel. A typi cal exanple is shown 10
in Figure 4C. Alveoli are intact and little or no

fibroblast infiltration or extracellular natrix
BepoErt tBHnShARS beeuFeedlt NPl PEanGLSEr bRt uFenhasl group,

PEeANMRLALA B85 a1ine and the vehicle instead of bleomycin

intratracheally.

Rats treated intratracheally with bleomycin and the wvehicle
developed severe lung fibrosis, as seen in Figure 1B. The
alveoli have been largely replaced by fibroblasts and
extracellular matrix and the normal lung structure is

nearly obliterated.

Daily treatment of bleomycin-treated rats 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.
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whi ch is evidenced by a conparison of Figure 4C with
Figure 4A 15 (B) Effect of a representative conpound

w@moeregnessi on of fibrotic marker genes fol | ORETHP2005/057002

Bl eonyci n-i nduced pul nonary fibrosis. 20 The
experinment was carried out-usffhg-the nethods as
outlined above for Exanple Bl (B). The results are
shown in Figure 5 (procollagen 1) and Figure 6
(TGFb). Each data point represents RNA isolated 25

f r om tikien | emigraft Boss nghe€ gabthént sadbfacheal

adm ni stration of bl eonycin and subsequent treatnent
with vehicle only showed | arge increases in

orecehlagen tnandr-d&Eh geng expeesshenikptkhecbung, as
seen 30 in Figures 5 and 6, consistent with the

RREesl bgREaPnyO T appae eRKPFBAGIPNbIBSI SUSe&RtPNSFRYlr Bieces

3P, 008 G160, T RO0TLORINEE 5y 88y DO

tm@ﬁp@unds(uheshpmedea shgai &i eant EPPesdOr@00tbe and 1.5ml
inhibition of expression of fibrotic marker genes in

thi ST hodel (TB¥ITERER" | nEPgHrEsTs AndtEri5eThiggsten

§éP§EaQEBéaé|%91Q88§$5k5§t%ﬁehh§8d§&DE65§h@ntQBe and the
brotic markers, "and therefore deposition of

@ubEaW@slBlacednanraxRehayhbMMaﬁanﬁ@seaEI9lsédgt@d b9iagen)
%E?QtEFQéu¥£E o8Nophey,C S”Pognﬁl eQrgseﬂ%QE'V%hls time,

IS inventio nanery 1 ?
the bead was removed and the sample centrlfuged at 12000rpm
for 10 minutes to remove tissue debris. The RNA was
extracted using a modified version of the manufacturer’s
protocol 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 agqueous phase was
then collected and added to 750Ul isopropanol. This was
then shaken wvigorously and stored at —-80°C overnight. The
samples were then incubated at room temperature for 15
minutes, after which they were centrifuged for 40 minutes
at 12000 rpm at 4°C. The supernatant was then removed and
500Ul of 70% ethanol was added to wash the pellet then the
sample was centrifuged for 10 minutes at 12000 rpm an 4°C,
this wash step was repeated twice, after which the pellet

was left to dry for 10 - 15 minutes. Finally the pellet was
resuspended in 20Ul RNase free water and stored at -80°C.
The concentration of each sample was then measured using a

spectrophotometer.
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By reason of their biological properties the conpounds
according to the invention may be used i n nonot herapy

W@®@2006/M67145 conj uncti on with other pharmacol ogi REI/ER2005/057002

active conpounds. Such pharmacol ogically active
conpounds may be conpounds— WhPch are, for exanple,
al so pharmacol ogically active in the treatnent of
fibrosis. Such pharnacol ogically active conpounds may
al so be substances with a secretolytic, 20
bsmnghbhytBcpandboﬁpawtEIEnﬂtanmatoggnacPhysngy,IDKa RT—
Freferred enbodi nent in accordance with the present
h@%ﬁtFbﬁan§uéﬁnﬁﬁﬁﬁhﬁcbﬂégl8HFI9fa%€PbemBHﬁpééﬁHéeaWés

Pé@é?%é?'¥r§§£89583df599ﬁgh§ %5899l88”§é§5588 8% 2Re

antic I nergic agents tics, sterol

Rk F¥Yct LiRBEDEt o6t op38. MBPi KiEnaseai nhicbiiker s« bﬁ@ RNA, 1ul
ant agoni sts, LTD4 antagonlsts EGFR i nhi bitors and

eaddtheheéramant pgonests.(5809Apt ) chdlll neéKFP cmagent emMaywas

preferably be selected fromthe group consisting of
@ﬁ@etPBtFépﬂgﬁisﬁ#ﬁg DBRITEBpRuATisEREST W 200610873652t

EP2005/ 057002 opi um sa
B T E oo Brnaanres. s begs, PhERh OBt ek 82 2eaa, ope drgufor S

ﬁ@h&§esBeF@120ﬂ1H§tt§§snaﬁopé§5§f@Qb&t@@n$ebﬁ@t§@ bnemr
the beta-2 5 mnetics disclosed, for exanple, in US

41480, 58(1] Mbcmh425mmyuxﬂmbnﬁted(hemelnﬂu&rﬁﬁ&y@mEEM
PDE-1V inhibitors may preferably be selected fromthe
gfoupHltonsisiihgSapeepprabyl| AL ehepphyl(RPAV/UL) was

f f | omi |
29994 e 0 50s T heh Ta8 IR0 S ATD 3oL BBATE B BAHS0jApp 1 ied
Bk § Sy 5 dhehl 0h@et - OX6- pYIL i Bivng- ¥bhddtions: 25° C for 10

minutes, 50°C for 50 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 cDNA was diluted to 5ng/ul using
the assumption that the RT reaction fully transcribed all

of the mRNA to cDNA 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 Biosystems 7700 sequence detection
system. Primers for the 18S endogenous control and TGFbl
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
Biosystems), ensuring that at least one of the primers or
probes in each set overlapped an intron / exon junction,
thus eliminating the possibility of amplifying any
contaminating genomic DNA in the c¢DNA sample. The purchased

PDARs also amplified only cDNA.



di fl uor onet hoxy- 3- cycl opr opyl net hoxybenzam de,
NCS- 613, punafentine,

W@ 200p0éT16aR* , | CbS*) - 9- et hoxy- 1, 2, 3, 4, 4a, 10b-  PCT/EP2005/057002
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15

hexahydr o- 8- net hoxy- 2- met hyl benzo[ s] [ 1, 6] napht hyri di n-

6 15 yl ] -N, N-diisopropytbéfgam de,
(4- bronobenzyl)
[ (3-cycl opentyl oxy) - 4- net hoxyphenyl ] - 2-pyrrolidone,
(cycl opentyl oxy- 4- net hoxyphenyl ) - 1- (4-N

-4-

(R - (4 -1-
3-
-[ N-2-cyano- S-

met hyl - i sot hi our ei do] benzyl ) - 2- pyrrolidone,

cis[4

cyano-4 (3-cycl opentyl oxy-4
cyclo%%%iﬁe 1- car boni c

- met hoxyphenyl )
20 acid],

2- car bonet hoxy- 4- cyano- 4-(3-cyc|opropy|nethoxy-4-

di fl uoronet hoxyphenyl ) cycl ohexan-1- one,

ci sfaregano- 4- ( 3- Sequence
bybiuplupyin,thUAy-4- ;f:UUIUHCthUAyphCHy=)byb=UhCAaH'

- ol] , (R- (+) -ethyl [4 (3 cyclopentyloxy 4

met hoxypheny p |d|n .,
-ethyl [ 4 - %gﬁ% clopen onxy PC?‘xy Gé%@% déﬁ 3
pyrrolidin-2f—ytTdeniacetate -
DU 1B RO, 1PETET 5T, | 440] ms@%G %st 9%@. RAG ATC TC-3
ati zoram V- H294A; 1648 3652

D- 22888, YNL:S%Q?beZ 1§37€AM5Q£ﬁnQﬁﬁuﬁ%ﬁ GGCTGC CCA TGA-
5, 6-di hydro-¥ 3F(2-thienyl)-9HrpyrAazet o[ 3,4-c] -1

. 2.4 30 triazolo[4.3-a]ovridine and

9-cycl opentyl -5,6-di h

ydro- 7-

et hy! Q /far hllf\ll\ OI—L n\lra'}nl al 2 /1 2 4 frl aznl

[4, 3- a]pyrljkgﬁw,gg_ o%%%u%%g ﬁ%§ %%CUQEE AJG AAG TC-

avai |l abl e, i 5006| 067165 PCT/EPZOOSéOS?OOZ - 192

t he %Qggwpf heir racenates, enantiomers or _

di aster eoi soleksyer@k | N t her form of c pbas anacotogi galby

accepigbheraci d additjon salts thereof, or in the form

of their so Vgtei and/ or —hydrat€scTd® cTC CAG GGC TCC AAC
rope

GA-TAMRA3'

Real Time PCR was carried out in 25Ul reactions,

(5u1)

purchased

follows for 100 reactions:

MgClz

Goldstar enzyme,

22.5Ul1 reverse primer,

water.

(50mM) ,

of cDNA per reaction.

(Eurogentec)

200ul dNTP mix solution

75u1

20Ul of this master-mix was then added to 25ng

using 25ng
A gquantitative PCR core kit was
and a master-mix was made up as
500pul 10X reaction buffer, 500ul
(5mM), 25Ul Hot
18S PDAR, 22.5Mul1 forward primer,

15ul probe and 640Ul DEPC treated

(5u1)

target c¢cDNA. Each analysis was carried out in triplicate.

In order to quantify 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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Steroids may preferably be selected fromthe group
consi sting of prednisol one, prednisone,

WhbREOT t pr opi onat e, RPR-106541, fl uni soli d,PCT/EP2005/057002

becl onet hasone, trianti nol one, budesonid, fluticasone,

10 nonet asone, ciclesonid, “rb#leponid, ST-126,

dexanet hasone, 60X, 90X-difluoro-170X- [

(2-furanyl carbonyl) oxy]-11(3-hydroxy-

160X- net hyl - 3- oxo- andr ost a- 1, 4- di en-17( 3- car bot hi oni c

aoNA’ s (Qpdet| uoveseihyt esterthandnbOXpf cDNA’'s was serially

0X-di fluoro-11(3-hydroxy- 160X-

dothoraal 0287050 oy oBP o P ik 1Aar ot 8 14eHfeREETS( 325

dbnsarhet BHOBECtAEI Bbtained C; (Cycle at which

(S)-(2-oxo-tetrahydro-furan-3S-yl)ester. These

eBRpohnast Ay beatised, 2aschvarraplheld) naghenebr af6f LOGio of
i [ t ant.j S d r S r

T R e B SO AL SBLEPHE EnsBEe gene

addi thenisal tBNAt brtegEno0s tonthelforneof  tthelue for both

sol vates _and/or_ hydrates. 20 p38 MAP ki nase
FﬁﬁgﬁFFoFgrnﬁ?CBr%?eFﬁﬁl§aE€l§élEEFeHhFPoﬁPnYﬁétEPoEB a

egngi §tingioh hBenp38nKi Baggqkphi Blit-ESahhatnar €arget gene
di scl osed for instance in US Patents 5,716,972, US'5,

8By 46585 WSrBalssed 644Lhe)S185 §98¢ 992U6US 5, 593,
991, US 25 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, 848; 685icand US 5, 716, 955 and PCT applications
WO 92/12154, WO 94/19350, WO 95/09853, WO 95/09851
WO 95/09847, WD 95/09852, WO 97/25048, WO 97/ 25047,

XD, 94{ 33888, XD %é%g%é, wd0: 30,97/ 32833 M@iﬁ%’ 86aBkrad
WO 97747618, WO 97/ 16442, WO 97/ 16441, WO 97/ 12876,

PO 98/ 256192 Vﬁf@@ﬁ@é?1SQmNEIVED2806é©67mGSe using a non-

P§§g§£@99§/95700§ Mann ~Whitney U test) and a significant

value was considered to be p = 0.05.
Results

The results are shown in Figures 2 (procollagen I) and 3
(fibronectin). Fach data point represents RNA isolated from

the lung of a single rat.

Intratracheal administration of bleomycin and subsequent
treatment with vehicle only showed large increases in
procollagen I and fibronectin gene expression in the lung,
as seen in Figures 2 and 3, consistent with the

histologically apparent lung fibrosis seen in Figure 1B.

Daily treatment of Bleomycin-treated rats with 50 mg/kg of

Example A (compound (m)) showed a significant (p < 0.0001)



10

15

20

25

30

98/ 07425, WO 98/28292, WD 98/56377, WD 98/07966, WO
98/ 56377, WD 98/22109, WO 98/24782, WD 98/ 24780, WO

w@gReHF7s WO 98/ 52558, WO 98/ 52559, WO 98/ 52 9%RIT/ER¥D05/057002

98/ 52937, WD 98/ 52940, WD 98/ 56788, WD 98/27098, WD 5
08/ 47892, WD 98/ 47899, WD 98188356, WD 98/ 32733, WD
99/ 58523, WD 99/ 01452, WD 99/01131, WD 99/ 01130, WD
99/ 01136, WD 99/17776, WD 99/32121, WD 99/58502, WD
99/ 58523, WD 99/57101, WD 99/ 61426, WD 99/ 59960, WD
99 51996901 WEX 984 POB5F 1 o MO 99f OBB3T7 . c Wk 9RL B14dAe s W 10his
99/ 01449, WD 99/ 03484, WD 99/ 15164, WD 99/ 32110, WD
8978851135 5901324630 HD 99784400, WO 99/ 43680, WO
99/ 17204, WD 99/ 25717, WD 99/50238, WD 99/ 61437, WD
99/ 61440, WD 00/ 26209, WD 00/ 18738, WD 00/ 17175, WD
D01 2048Rer WIE 0D/ Dhesslenn 8br 87980 D 6RPDFH91ON\WDE 15

b0/ 31063, "0007 23073, “ U 00/ 31085 WD 00/ 38017 1 *14

08t 391 16maWH00443384 1 cMD1 Q04436984 WD 00LE98481 \u(z\@th
00/ 26209, WD 00/ 63204, \ID 00/ 07985, WD 00/ 59904,
BoPFRES5: \WEPBBPYBE63™) WO 00/ 25791, WO 00/ 55152, V\D 20
00/ 55139, WD 00/ 17204, WD 00/ 36096, WD 00/ 55120, WO
00/ 55153, WD 00/ 56738, WD 01/21591, WD 01/29041, WO
D12A20042B2WD 01/ 62731, WD 01/ 05744, WD 01/ 05745,

03/ 0574801 VR0 SR 88 Y03, 957 Shani 0B TRR: clfpauna o-
01/ 47897 (NWD(01h646%6pVWE=04L 37837y 1 WOnO1h38342h0MPL ) —N—

01/ 38313, WD 01/36403, WD 01/38314, WD 01/ 47921, WD
DeF Y689 i DR 19842833) ~4nAPSPY 2000C BEE57S Whbse

ﬂé%ﬁb&?%é%on?ﬂ%ahhdbﬂ‘i%ﬁgr af,gd-Ner el BoRYoLEHETENCE the
In their entitety.

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

above Table 1 of experimental Example B1 (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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O particular interest for the conbinations accordi ng
to 30 the invention are those p38 inhibitors disclosed

WO pou867168 277, 989, US 6, 340, 685, WD 00/ 12074, REI/EP2005/057002

00/ 12497, WD 00/ 59904, WD 00/ 71535, WD 01/ 64676, WD
99/ 61426, WD WD 2006/ 067165 PEY/ EP2005/ 057002 - 194
00/ 10563, WD 00/ 25791, WD 01/37837, WD 01/38312, WO
01/ 38313, WD 01/38314, WD 01/47921, WD 99/ 61437, WD
09/ 61440, WD 00/ 17175, WD 00/ 17204, WD 00/ 36096, WD
Q81 270982t 8D 98¢ HOBHIch¥\EDL 99/ 585D 1 NP1 54400, t M Behicle
%Ey 131, WD 00/ 43384, W? 00/ 55152, WD 00/55139, and
IP284D3VCTH UB?eFé Fed enbddi Fent %%er%%rﬁuﬁ%seThe

LnbEBit ohale Bekeclgdqgbiom-tpeacenpoyndspobpi gkt ewnng
formul a & % as disclosed in WD 99/01131 R2 R NR N 10

axfhragheételar Ratipsx4apgdr tagl nopyppilmypgyptructure is
§é9¥5%d8§ﬂﬂ¥ rated,4- triazin-5-yl, quinolyl,

I soqui nol'i ny or “qui nazolin-4-yl 15 ring, which ring
is substituted with Y-R, and optionally wth an
addi tional independent substituent selected from Cl-4

ApkyY, CRaPrbYRAT RYdPORGTY CER-ArapkBRy T2 €S- ElBRyPPhWS/kg of
égmﬁoékaylﬁylghBMéd CHROR1 25+ 8AT NOnc ARNY @ngtheC%eﬁersal

substltuted am no, an N-heterocyclyl ring wh
@fn@uhqsfzbrbﬁgﬁw5ntthSn@ﬁ@@is Andvpptabnakeyple ls shown

gonkalns.apeaddiLional . bet er oat om.gel eet g from,
oxyge uror 5,
fibroblast infiltration or extracellular matrix deposition
has occurred. Normal lung structure has been maintained,

which i1s evidenced by a comparison of Figure 4C with Figure

4A.

(B) Effect of a representative compound on expression of
fibrotic marker genes following Bleomycin—-induced pulmonary

fibrosis.

The experiment was carried out using the methods as

outlined above for Example Bl (B).

The results are shown in Figure 5 (procollagen I) and
Figure 6 (TGFb). Each data point represents RNA isolated

from the lung of a single rat.

Intratracheal administration of bleomycin and subsequent
treatment with vehicle only showed large increases in
procollagen I and TGFb 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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N (R10) C (0) Rb or NHRa; Y is oxygen or sulfur; R4 is
phenyl , naphth-1-yl or naphthyl, or a heteroaryl, 25

wai06heiies opti onal |y substituted by one or twoPCI/EP2005/057002

substituents, each of which is independently

sel ected, and which, for a- 42phenyl, 4naphth-1-yl,

5- napht h-2-yl or 6-naphth 2-yl substltuent, IS

hal ogen, cyano, nitro, C (Z) NR7RL7r C (Z) OR16,
(CR1O0R20),, COR12r SR5, SOR5, OR12r

bal by substatihaheds €lbldeahkyln- HEEQﬂ@ﬁ/@ﬁEiGﬁlth 50 mg/kg of

PCT/ EP20Q5/ 057002 195 Cl-4 al kyl, ZC (
(REBEoC) Kb S0Pt ARIOREBS L ARRDRIGPand” WRPCh. tpBiLc ion

8t hexpposktbansrotisubst bt Wb iRAr bSnbal 9gepniscya8nel, Cas
(2) NR13R14r ( %ORS éCRlORZO) nCOR3, S (O nR3,

OR8N 1hal 9subst Ptanedecl 4 al kyl, ClL_4 al kyl,

(CRLOR20) m R10C (Z) R3r 5 NRLOS (0) m R8r NRLOS

(0)m NR7R17r ZC (Z) R3 or (CRIOR20)m ' NR13R14; Zis
DKygesxpersubhtr al80i SeAbnkdteges haatngxﬁraabmenobfl

to 10; mis O, or integer 1 or 2; nm is an inte
ﬁéQFﬁ@l% pargetsf angrt erqHohf @%PQSlB%O%nOFn?é EﬁcellUlar

Raving, ama9lgs aﬁaéa£9c§11y rb8uBedoh aBerE%gﬁE with
having a value of 1 to R2 is -C(Hy (A (R22) A

aSOEberoﬂampyusdbSEPras@dtatyVe hétéh@@y@nyentmon, namely

E§%850§5y| ing, or Ais substituted C1_10 al kyl; 15
s an ogflonally substituted C1-10 alkyl; Ra is

aryl, aryl Cl-6 al kyl, heterocyclic, heterocycIyIG -6
aIkyI, het er oaryl , heteroaryld - 6al kyl , wherein each
of these noieties may be optionally substituted,

By reason of their 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 pharmacologically active
compounds may also be substances with a secretolytic,

broncholytic and/or anti-inflammatory activity.

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, PDE-IV
inhibitors, p38 MAP kinase inhibitors, NK; antagonists,
LTD4 antagonists, EGFR inhibitors and endothelin-

antagonists.

Anticholinergic agents may preferably be selected from the

group consisting of the tiotropium salts, oxitropium salts,
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Ro is hydrogen, Cl_6 al kyl, C3_7 cycloal kyl, aryl,
aryl Cl1_4 20 alkyl, heteroaryl, heteroaryl d -4 al kyl,

whewevenycl yl, or heterocyclyl d -4 al kyl, wheP@&/RP2962¢57002

of these noieties nay be optionally substltuted R3

is heterocyclyl, heterocyctyl9€1-10 alkyl or R8; R5 is
hydr ogen, Cl1 4 aIkyI C2_4 al kenyl, C2_4 al kynyl or 25
NR7R17r excl udi ng the noieties SR5 bei ng SNR7R17and

SOR5 being SOH, R6 is hydrogen, a pharmaceutically
atcepbtable sattepn, iftatrdPiahkybltE€3- dleyobpakkyliym salts
aryl, aryl Cl-4_al kyl, heteroaryl, heteroaryl Cl 4
%Péy??oﬁéf%WoE§&F§l aryl, or Cl 10 al kanoyl: 30 R7

and R17 is each |ndependently sel ected from hydrogen

or Cl-4 alkyl or R7 and R17 together with the
RetrogeninetwApchayt Regfarebayt Aehedleeiaflafrom the beta-2

REhELBSHchl 5ot L0ga et OTa0.2008 08728%c0 501, which 1s

optoopakhyccontaens an addetenbal heteroaton1se|ected
from oxygen, sulfur or NR15; R8 is C1_10 al kyl,
hal o-substituted Cl1_10 al kyl, C2_10 al kenyl, C2- 10

@b§¥ﬁvl1nﬁ§b2t8¥§|ﬁé%k%kef&?aﬁl§Y§é°§ék@8ﬂéd f§oﬁryhe group
aryl C1-10 al kyl eroaryl, heteroaryl Cl1-10 al kyl

¢ QR oR2ONT ORI 1enPORIpR2EY , StREPPRYB] 1 CREORRONI NHSE ( 03 riflo

0)..N n th yI r , B
{548y ROMPOLE AL Wignely bUEa0EYl scBLULRLEH),
spbssit cwds4RA 70, hydnegendlehQZioRlloab pptuama#hyyl)— -
substituted C1-10 10 al kyl, $S(0)2R18, optionall ¥
%hBéPPFQW@Hh9¥¥r3oPyébppéﬁQVﬂVet aBEPPRaEBAdEr yNCET643,

ﬁhhakenEQQeané RO i(sagachobpdepgndently-sebest edaky o -
ydr ogen or
hexahydro—-8-methoxy-2-methylbenzo[s] [1, 6] naphthyridin-6-
y1]-N,N-diisopropylbenzamide, (R)-(+)-1-(4-bromobenzyl)-4-
[ (3—cyclopentyloxy)—-4-methoxyphenyl]-2-pyrrolidone, 3-
(cyclopentyloxy—4-methoxyphenyl) -1- (4-N'—-[N-2-cyano—-S-
methyl-isothioureido]lbenzyl)-2-pyrrolidone, cis[4-cyano—-4-
(3—cyclopentyloxy—-4-methoxyphenyl)cyclohexane—-1-carbonic
acid], 2-carbomethoxy—-4-cyano—4- (3-cyclopropylmethoxy—-4-
difluoromethoxyphenyl)cyclohexan—-1-one, cis[4-cyano—-4—-(3-
cyclopropylmethoxy—-4-difluoromethoxyphenyl)cyclohexan—1-
ol]l, (R)—(+)—-ethyl[4-(3-cyclopentyloxy—-4-
methoxyphenyl)pyrrolidin-2-yliden]acetate, (S)—-(-)-ethyl[4-
(3—cyclopentyloxy—4-methoxyphenyl)pyrrolidin—-2-
yliden]acetate, CDP840, Bay-198004, D-4418, PD-168787, T-
440, T-2585, arofyllin, atizoram, V-11294A, C1-1018, CDC-
801, CDC-3052, D-22888, YM-58997, Z-15370, 9-cyclopentyl-
5, 6-dihydro-7-ethyl-3-(2-thienyl)-9H-pyrazolo[3,4-c]-1,2,4-
triazolo[4,3-alpyridine and 9-cyclopentyl-5,6-dihydro-7-
ethyl-3—-(tert-butyl) -9H-pyrazolo[3,4-c]-1,2,4-triazolo[4,3~

alpyridine. These compounds may be used, as available, in
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Cl_4 alkyl; R11 is hydrogen, C1-10 al kyl, C3-7
cycl oal kyl, heterocyclyl, 15 heterocyclyl Cl1-10

Wmtdoy/ﬂwlaiyl aryl d -10 al kyl, heteroaryl or PCI/EP2005/057002

het er oar yl C1- 10 al kyl , wherein these mieti es may be
optional ly substituted; R12 i82hydrogen or R16; Rl3an
R14 is each |ndependently sel ected from hydrogen or
20 optionally substituted Cl-4 al kyl, optionally
substituted aryl or optionally substituted aryld -4
ahkyforor ofogether racthat be, néhaogénmemhioh they are

ttached forma heterocyclic_r
SR e R Ra ol Fonaphy Curier RarBro St F onaroDea Catly

heteppabom selectadifrom axygencnsubbel oF NRY% heRESrm of
Is RIO or C (2) -Cl1-4 alkyl; R16 is Cl1-4 al kyl,

HapbrsebsVREREedndion AVRyRLesr C3-7 cycloal kyl: R18
is Cl-10 al kyl, C3-7 cycloal kyl, heterocyclyl, aryl,
30 aryll _10 aIkyI, heterocyclyl, het erocycl yl -
Sedabikyhay peteeoanyl be beteroasyklkohOtakkykpupr a
phar maceutically acceptable salt thereof. WO
9@@%}9%?&%50ﬁcﬁ?%ﬁ@ﬁ%@}@%?oo@rednié?neNK1 ant agoni st s

B@yl§5@£§£§95%lgﬁa§@leﬁpﬁdlbsganth%lQﬁ@Q@lleonSIstlng
of N-[2-(3,5-bis trlfluoronethyl phenyl ) -eth

Re¢lonyehopropy| Petaptippperazi pudegppidly nréihwcasgh@n

Lot SRR 08a Bk B b S h88es - F ot BAULRAT) - BREOme!
440383a1 ENabpbtanti-ynebesi-hatelehbeniydshsxyh¥Y1383n8d00xy -

(Lanepi tant),
led—methyl-3- oxo—androsta—l,4—dien—l7B—carbothionic acid

(S)—-fluoromethylester, and 60, 90—difluoro-11Bf-hydroxy—160—
methyl-3-oxo-170—-propionyloxy—androsta—1, 4—diene-173-
carbothionic acid (S)—(2-oxo-tetrahydro—furan-3S-yl)ester.
These compounds may be used, as available, in the form of
their racemates, enantiomers or diastereoisomers, or in the
form of pharamacologically acceptable acid addition salts

thereof, or in the form of their solvates and/or hydrates.

p38 MAP kinase inhibitors may preferably be selected from
the group consisting of 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 94/19350, WO
95/09853, WO 95/09851, WO 95/09847, WO 95/09852, WO
97/25048, WO 97/25047, WO 97/33883, WO 97/35856, WO
97/35855, WO 97/36587, WO 97/47618, WO 97/16442, WO
97/16441, WO 97/12876, WO 98/25619, WO 98/06715, WO



MEN- 11420 (Nepadutant), SB 223412, MDL-105172A,
MDL- 103896, MEN- 11149, MEN 11467, DNK 333A,

WERGAET160, YM 49244, YM 10 44778, ZM 274773, PCT/EP2005/057002
MEN- 10930, S-19752, Neuronorm YM 35375, DA-5018,
Aprepitant (MK-869), L-75403093C3-11974, L-758298,

DNK- 33A, 6b-1, CJ-11974, TAK-637, GR 205171 and the

aryl gl yci ne am de derivates of general formula (VIII)
F3 Rpl \ RJNNOCF3 M (MIl) 15 wherein Rl and
RQ/O@QEBheWOmBBh2BBé2N—HDOEBVEGQ7&FeWboBldOﬁ@6BorWDa

b 2p3he. hBooRett TR s, o a0ah obbTha7E80, B

E§JQEE§@QSWQ5§@QQ255819ﬁo vherebpor apdos /52941, WO
|ndeg§ndentl denote the number 2 or 3; R6 denotes H,

5 CSal kg 9@85@848bk@ﬁy98/§66§8nlywod9ﬁ)éar78>‘?§ WO
< o e8I N a8 . el T %o

db/6€323C3Nal ky)/antbe, woneblooned, uwote9/0113o
gerfluoro(Cl c2

ol g e ey By
99/58523, WO 99/57101, WO 99/61426, WO 99/59960, WO
99/59959, WO 99/00357, WO 99/03837, WO 99/01441, WO
99/01449, WO 99/03484, WO 99/15164, WO 99/32110, WO
99/32111, WO 99/32463, WO 99/64400, WO 99/43680, WO
99/17204, WO 99/25717, WO 99/50238, WO 99/61437, WO
99/61440, WO 00/26209, wO 00/18738, WO 00/17175, WO
00/20402, wO 00/01688, WO 00/07980, WO 00/07991, WO
00/06563, WO 00/12074, WO 00/12497, WO 00/31072, WO
00/31063, WO 00/23072, WO 00/31065, WO 00/35911, WO
00/39116, WO 00/43384, WO 00/41698, WO 00/69848, WO
00/26209, WO 00/63204, WO 00/07985, WO 00/59904, WO
00/71535, WO 00/10563, WO 00/25791, WO 00/55152, WO
00/55139, wO 00/17204, WO 00/36096, WO 00/55120, WO
00/55153, WO 00/56738, WO 01/21591, WO 01/29041, WO
01/29042, WO 01/62731, WO 01/05744, WO 01/05745, WO
01/05746, WO 01/05749, WO 01/05751, WO 01/27315, WO
01/42189, wO 01/00208, WO 01/42241, WO 01/34605, WO
01/47897, wO 01/64676, WO 01/37837, WO 01/38312, WO
01/38313, WO 01/36403, WO 01/38314, WO 01/47921, WO
01/27089, DE 19842833, and JP 2000 86657 whose disclosures
are all incorporated herein by reference in their 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, WO 00/12497, WO
00/59904, WO 00/71535, WO 01/64676, WO 99/61426, WO
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10 R7 denotes any of the groups defined under (a) to
(d): (a) hydroxy (b) 4-piperidinopiperidyl, (c) R16

WO MORLG7165L5 wherein R16 and R17 i ndependent|y RIEFBP203A)S57002

(Cl-C4)al kyl, (C3-C6)cycloal kyl, hydroxy(C2-C4) al kyl,
di hydroxy (C2-C4) al kyl, (Cﬂléﬁ)—alkoxy (C2-A4) al kyl,
phenyl (Cl- C4) al kyl or di(Cl C3) al kyl am no( C2- C4) al kyl ,
and 20 R8 denotes H, optionally in the form of

enanti omers, mxtures of enantionmers or the
pacenmbes. WA50THeseempounds1g878arpulia OVWBBB12, WO

Loned herei re are ribed in [ 32386,
0 837338680 a0 0%/ 39B68L7 Tha W IB0RPOET 148, He
BET6EP2005485700271751980 dbgehosur ewof obheseoes, wo
i nt er nati onal Batent applications 1s |ncorporated

Rer a7 AoBy ef BPARGESTn MPSOGhEPPARy. HOTDA/ SABAG0NNSL s
TBYoPL! or @bl ¥ obe,sghecdofyauLLEe A6OHB 5130, and wo

consi stihg of ukast

JidBEh0oBr 01R- aqpirBokirpyl) ehbeayhypbedyk) p38(Rih2se
hydr oxy- 2- .
bP%b?F?Bﬁeh?l??%?Syﬁétﬁ?P@yEP%pP@BﬁHH“QéePétEOllOWlng
ﬁohﬁgiéR)I)|331é3d%(;)810(;8d, i3- #bcbbonethieno [ 3, 2 -b ]
pyridin-5-y -

R,

wherein

Rq is 4-pyridyl, pyrimidinyl, 4-pyridazinyl, 1,2,4-

triazin-5-y1, guinolyl, isoquinolinyl, or guinazolin-4-yl
ring, which ring is substituted with Y-R, and optionally
with an additional independent substituent selected from
Ci—1 alkyl, halogen, hydroxyl, Ci—4 alkoxy, Ci—4 akylthio,
Ci1—1 aklylsulfinyl, CH;ORi», amino, mono and di- Ci—¢ alkyl
substituted amino, an N-heterocyclyl ring which ring has
from 5 to 7 members and optionally contains an additional
heteroatom selected from oxygen, sulfur or NRis,

N (Rig)C(O)Rp or NHR.;

Y is oxygen or sulfur;

Ry is phenyl, naphth-1-yl1 or naphthyl, or a heteroarvyl,
which is optionally substituted by one or two substituents,
each of which is independently selected, and which, for a
4-phenyl, 4naphth-1-y1l, 5-naphth-2-yl1 or 6-naphth-2-yl1
substituent, is halogen, cyano, nitro, C(Z2)NR7R17, C(Z)ORig,

(CRloRgo)VCORlz, SR5, SORs;, OR1n, halO—SUbStituted—lezl alkyl,
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et henyl) phenyl) -3- (2- (1-hydroxy-I 10
nmet hyl et hyl ) phenyl ) propyl )t hi o) net hyl ) cycl opr opane- ace

wa 2106/0671pF anl ukast, zafirl ukast, PCT/EP2005/057002

[2-[[2-(4-tert butyl 2-thi azol

5- benzofuranyl]oxynethyl]pheh?g]acetate, MCC- 847
(ZD-3523), MN-001, MEN-91507 (LM 1507), VUF-5078,
VUF- K- 8707 and L- 733321. These conpounds may be used,
as available, in the 15 formof their racenates,
@mnhlbm’er SZOKZﬁR@st erregl SZD)rfelrgs orOT(Cbethé’l)e;NfR@dSREOOfind

$E %ologlcall Cﬁgtabl addi tion sa% f

éF]’éof °br °FR€th OFbF of P eFP EBF%Fé%n'ahal prodgeny
bydha} es (7 2QrREGER i @bk pokQr ScmByRRY ef e0Rb) ¥s 89 R, OR:,
selected fromthe group consisting of

Ha] ¢ 3sahkot edtbbuor phenyl/ Y antng] abk{ L 4- ( CRlﬁho) 1 R1oC (Z) R,

hol but |
&%rsg‘ﬁgo%]ﬁl'nﬁhﬁﬂp)cﬂﬁb%dru gg Zzlﬁf ](%f cfﬁ Rzp_)m 'NR13R14;

§1 uor phepyldam ool 581 £ A: (N, N-di et hyl am no) - 1- oxo- 2- bu
ten 25 1- yY am no}- 7-cycl opr opyl net hoxy- chi nazol i ne,

- [(3;@h$@rlnteger having a value of 1 to 10;
4 quorp en¥ )§g1noé 6- {%4 &N N- di et hyl am no) - 1- oxo- 2
- buten %%? 5.t Fopfopylnethoxy chi nazol i ne,

Tl ph%ﬁy?nef%g??%ﬁ1%%Tl%g{f4vﬁﬁﬁ?pﬂgl}noﬁ i) -1- oxo- 2-
Rut eni d-y) ] @R 89} 1 't EyEF ORSRL . 0@6Yv§hu@ac39|1n‘@o 4:[(3

30 chlor-4-fluor-phenyl) amno] -6-{ [4-( F?
VG- ne%%y@ 20Hxpl 1nteger having a value o to 2;

gor pho i N~ 2 but en- 1-yl ] am no}- 7-
clop%opy?%%t% i ?cﬁlﬁazollne 4-[(3-chlor-4-fluor WO

QOOG/D@?dﬁBl&GE’lEf’ZQ@}SéGEﬁ’@f)@d arg0dp hphenybyclyl or

aninoé i R) - 6- et hyl - 2- oxo- nor phol i yy )-1-
SREeo0 5w bt 1091 a o} o7 SFP%}lEPEFPaﬁw?éﬂﬁ%&n )0
Ky - §'§@Z§$ﬁﬂ§nally substituted Cl%i alky

4-1(3-chlor-4-fl uor-phenyl)am no] - 4- ((R)

Ry is aryl, arylCi¢ alkyl, heterocyclic, heterocyclylCi_g
alkyl, heteroaryl, heterocarylCi¢alkyl, wherein each of
these moieties may be optionally substituted;

Ry is hydrogen, Ci_¢ alkyl, Cs5 cycloalkyl, aryl, aryl Ci_4
alkyl, heteroaryl, heterocarylCis alkyl, heterocyclyl, or
heterocyclylCi—4 alkyl, wherein each of these moieties may
be optionally substituted;

R3 is heterocyclyl, heterocyclyl Ci_19 alkyl or Rg;

Rg is hydrogen, Cqi_4 alkyl, C,4 alkenyl, C,_, alkynyl or
NR7R17, excluding the moieties SRs being SNR;Rijand SORs; being
SOH;

Rg is hydrogen, a pharmaceutically acceptable cation, Ci_
10 alkyl, Csz—; cycloalkyl, aryl, aryl Ci;—4, alkyl, heterocaryl,
heterocaryl Ci4, alkyl, heterocyclyl, aryl, or Ci_1g alkanoyl;
R;7 and Ri; 1s each independently selected from hydrogen or
Ci—s alkyl or R; and Ri7 together with the nitrogen to which

they are attached form a heterocyclic ring of 5 to 7
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2- met hoxynet hyl - 6- oxo- nor phol i n- 4-yl ) - 1- oxo- 2- but en-
5 yl ]am no}- 7-cycl opr opyl net hoxy- chi nazol i ne,

wo2(o6/867abd or - 4- PCT/EP2005/057002

fl uor - phenyl)am no]-6-[2-((S)-6-mnethyl -2-oxo-norpholin
-4- yl)-ethoxy] - 7-met hoxy-chihazol i ne, 4-[(3-chlor-4
fluorphenyl) amno] -6- ({ 4- [N (2-nethoxy-ethyl)

- N- net hyl -

am no] - 1- oxo- 2- buten-1 -yl }am no) - 7- cycl opr opyl met hoxy-
ﬂ@mbhtﬂawbhtnerlng optionally contalns an addltlonal

4-Lé or-4-fl uor Qen% %an1n i&

of Fﬂ@F%ﬂ1ﬁ8}e§t%§o 59 %9ﬁ“ylfﬁ HB}O? @§€*opentyl

pegw 5[_:@ @@g@lamjl Ahd1l d-Rupddrhenylc.ethyhkyan rol,,
bi s-

QQKﬁﬁthXQ%evmﬂ%yﬁﬁﬁmd}}lib%@izﬂﬁvﬂeniiayPM%%Q@ﬁﬁﬂmﬂ

opL o tho I
oy N PR s R B L gL
(aRloRzo) ORn, (CR10R20) nS (O)mRig, (CRipR20) nNHS (O) 2R1g,
0X0- 2- but en yl }am no) - 7- cycl opr opyl net hoxy- chi nazol i
fheRoRgo) NB%%y'-W?§r6ﬁ€n§PeeﬁﬁyE) arvhelfylrehepgrgaryl,
ﬁe%@r&grﬂﬁtQQK%leﬁleﬁe dbtionally substituted;

nmet hyl - am no 0XO0- 2- buten-1-yl }am no) - 7-
Ryclop$o®y®n@gﬁ0xyC¢ﬁPn&mobmn@pt4op@§ﬂ¥(§Ubﬁ§nyptzg Ci-10
)a = 6-({4:] trah 0 N
IR A AL DR L SR R S A
thﬁﬁi@ht@& aryl Ci4 alkyl;
4-[1(3-chl or-4-fl uorphenyl)am no]-6-{[4-(
%wnémﬁyﬁawrh%)quhnaﬁ@ﬁﬁﬁn%ﬁpqiw|q%h%%%$d7f¥qm§hydrogen or
tetrahydiof uran-3-yl oxy) - chi nazol i ne, 4-[(3-chlor-4 25
fiuorphenyl)an1no] 6-{[4- (N, N-di net hyl am no) - 1- oxo- 2-b
Rtien-is hydrogen, Cl]o alkyl Cs—7 cycloalkyl, heterocyclyl,

GV BT ESG O Ty oyt ) ol Sy Ao dtyd

62-netboxyrethyl ) s alkyl, wherein these moieties may be
N- et hyl - am no] - 1- oxo- 2- but en- 1-yl } am no) - 7- cycl openty
pekyonehilHagePphetuted;

%V%(glghﬁﬁé ﬁgéhuﬁ£F?§2¥k%?nan8Lo62{Lﬁtéw ioyl]an1no}

R:3 egcRopént yhokyiotiepazdknnéy 4el€8telll 6rod- hydrogen or
optionally substituted

Ci—4 alkyl, optionally substituted aryl or optionally
substituted arylC,-4 alkyl, or together with the nitrogen
which they are attached form a heterocyclic ring of 5 to 7
members which ring optionally contains an additional
heteroatom selected from oxygen, sulfur or NRy;

Ris is Rip or C(2)-Ci_4 alkyl;

Rig is Ci-4 alkyl, halo-substituted-Ci—4 alkyl, or Cs_
cycloalkyl;

Rig is Ci-9p alkyl, Cs-7 cycloalkyl, heterocyclyl, aryl,
arvli—ip alkyl, heterocyclyl, heterocyclyl- Ci_qpalkyl,
heterocaryl or heterocaryli_ip alkyl;

or a pharmaceutically acceptable salt thereof.
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fl uor phenyl ) am no] - 6-{[ 4- (N, N-di et hyl am no) - 1- oxo-2-b
uten WO 2006/ 067165 PCT/ EP2005/ 057002 - 201 1-yl

wQ 200p/0671$5 7- [ (R) - (tetrahydrofuran-2-yl) neR¢GRRI005/057002

chi nazol i ne,

4-[(3-chl or-4-fl uorphenyl )antAd] =6-{[ 4- (N, \-

di met hyl am no) - 1- oxo- 2- buten-1-yl]Jam no}-7-[ (S) -
(tetrahydrof uran-2-yl)net hoxy] - chi nazol i ne,
4-[(3-ethinyl 5

phenyl ) am no] - 6, 7- bi s- ( 2- net hoxy- et hoxy) - chi nazol i ne,

4. |
YE3-H BTU-35 U ph ety Y o] o= (3= (GorPhol § 91 417 ygroup
@6@9YE@¥Mb 06-fi-(yinyl sapbenyl) ranbpehet 80 NaROhI NG ethy1] -

%hé&yPYQﬂﬁyryﬁhimﬁ}hBl(Hlﬁ?ﬁﬂéky phEayHN-TeL byt rétphenyl-

%ce9£ﬁ¥& ”1§%E 149), P-122721  FK-888, NKP 608C, NKP
cyano- 4- or 4~ fT'uor phenyl) am noJ -

6©aA(htGPdsnezhylan1m396a 0xar2ddbuseny 1- yR] and BB} - 7- et

hoxy- . chi nol i

&N?iglEﬁPBFU% ?QSfFGB?/B€ﬁ2§F8§9) bhed§P] AP néfanepitant),

frl51{kt8- Wﬁéﬁé&ﬁHhB@?Y' sgt hyk)yam ngpaet hyh yoAur aBr2103896,
) chinazoline, 4- [ ( ) - (1- phenyl-ethyl) an1no]
MBN{ 11149, (MR- 16467 DNK 3333, SR—14419O YM-49244, YM-

Eg%?%" '059499 ph&kh”169¥b) % g§9 %o¥%]aQM”§%375,
net hoxy- ¢ fnazollne ( br- - uorphenyl
BA+B0] 86- Aprepitant (MK- 869), L-754030, CJ- 11974 1L-758298,
%% nDr holin-4-y % 1- oxo0- 2-buten-1- g % -7-

fe ﬁéhy@?o?ur%ﬁ 5. 9V§ne?ﬁ5x9?7ch?ﬁa 8 ﬂﬁé and the
ér&iél%@hﬁé 4mide derivates of general formula (VIII)
fl uor phenyl )am no]-6-({4-[ N, N-bi s-(2-net hoxy-ethyl)-am
i no] - 1-oxo0-2-buten-Lryl}am no)-7-[(tetrahydrofuran-2
20 yI)nethoxy] chi nazol i ne,

A )& nol - 6-{[ 4-

phol i n-4-yl)-1-o0xo0-2-buten-1 -

SZOTr 1 Re
hIorr4 fl uor- phenf?fan1no] 6-
- di n@& hyl - 6- oxo- nor phol i n-4-yl)-et hoxy] - 7-met ho

or-4-fiuor-pheny|)an1no]-6-[2-(2,2 25
di met'R -6-oxo-nnrpholin-4-yk%i§&yoxy]-7-[(Fﬁ-

wherein

R1 and RZ together with the N-atom they are bound to form a

ring of formula

(CH,),N

\ N-
(CH,). 7

R°-N

or
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(tetrahydrof uran-2-yl)met hoxy] - chi nazol i ne,
4-1(3-chl or - 4-

w0 tawevepbenyl ) am no] - 7- [ 2- (2, 2- di et hyl - 6- oxo- P@r/PPaoh3/057002

-4- yl)-ethoxy]-6-[(S)- (tetrahgdrofuran 2-yl ) met hoxy]
chi nazol i ne,

4-[1(3-chl or-4-fluor-phenyl)am no]-6-{2-[4-(2- 30

oxo- nmor phol i n-4-yl)-pi peridin-1-yl]-ethoxy}-7-methoxy-
chi nazol i ne,
Whe¢t3ichtoarnd- §| Undepbeayh} am aehebe [ At eutber 2 or 3;
but yl oxycar bonyl ) - pi peri di n-4-yl oxy] - 7- met hoxy- chi nazo
i ne, WD 2006/ 067165 PCT/ EP2005/ 057002 - 202

el Zegblory &t byok: phepyl) art nol 01 (L1 a0s- 4 35 D

cycl ohexan- nazo

A &£§x§h&QLc?7a1ky1 methoxy(c2 Cp)alkyl (Cq-
fuor-pheny am noj] - 6- (trans-4- met ansulfony | 'am no-

@X?%Qhﬁﬁ?ﬂlﬂoytgxyh)giﬁ?lhO&M1ﬁb| (0azohh Bekyl, amino, di (Cq-
4 3-chlor-4
thuetkphenyhpammnodb£fbubtretrahydoopyranudrpl(oxyyoYalet/h, N-
oxy- chinazoli ne,
gefglehboridinylor pphedyl) anvnohigiptlmephiyhzinyl or

I peri di n- 4-yl oxy) - 7- met hoxy- chi nazol i ne,
e
fl uor - phenyl )am no] - 6-{1-[ (nmorphol i n-4-yl)carbonyl ] -
plperldln 4-yl oxy} - 7- met hoxy- chi nazol i ne,
R/ [ (Hehboes4anp of the groups defined under (a) to (d):
fl or-phen | )am no] - 6-{1-[ (et hoxynet hyl ) carbonyl | -

a . .

ﬁlgerl % onxy}-7-nEthoxy-ch|nazollne,

4n 5(34€@ipérﬂdlnoplperldyl
fl uor - phenyl ) am noj - 6- (plperldln 3-yl oxy) - 7- met hoxy-

¢fl nazol i ne,

4-1 ( 3- chIorRaifIuor-phenyl)anino]-6-[1-(2-

acetyl am ne-et hyl ) - pi peri di n- 4-yl oxy] - 7- net hoxy 15

chi nazol iNnne, 4-[(3-chl or-4-fluor-phenyl)am no] - 6-
(tetrahydfbgyfan-4-yloxy)-7-ethoxy-chinazoline, 4-1(3-
chl or-4-fl ubr-phenyl)am no]-6-((S)-tetrahydrof uran- 3-

yl oxy) - 7- hydr oxy- chi nazol i ne, 4-[(3-chlor-4-fluor

phenyl ) am no] - 6- (t et rahydr opyr an- 4-yl oxy) - 7- ( 2- met hoxy

- wherein R16 and r17 independently denote
H, (C1-Cg)alkyl, (C3-Cg)cycloalkyl, hydroxy (Cp-Cg)alkyl,

dihydroxy (Co—Cg)alkyl, (C1-C3)alkoxy(Cp—Cyg)alkyl,

phenyl (C{-Cg)alkyl or di(Cq—-C3)alkylamino (Cp—Cyg)alkyl, and

RS denotes H,

optionally in the form of enantiomers, mixtures of

enantiomers or the racemates.

The compounds of formula (VIII) mentioned hereinbefore are

described in WO 96/32386, WO 97/32865 and WO 02/32865. The
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20 et hoxy)-chi nazol i ne,
4-[(3-chl or-4-fl uor-phenyl)am noj - 6-

wd 200a6M65 [ (di met hyl ami no) sul fonyl am no] - cycl ahExBPR20D5/057002

yl oxy}- 7- met hoxy- chi nazol i ne, 4-[(3-chlor-4-fluor-
phenyl ) ami no] - 6-{trans- 4- [(n%?ﬁholln 4-yl)carbonyl ami n
o] - cycl ohexan- 1-yl oxy}- 7- net hoxy- chi nazol i ne,
4-[(3-chlor-4 25

fl uor - phenyl )am no] - 6-{trans-4-[ (norpholin-4-
gh$embéonglaﬁinbeseymhbbenaﬁimnyﬂopy}eﬁtnappmxyations is

chi nazol i ne LéS-cglor-é-fluor Ehen an1no%
%?%?F%ﬂ§ﬂ?%8y?% A0y PIxYFT 9T ERCEC PyF | RgTet BXy)-
chinazoline, 4-[(3-chlor-4-fluor-phenyl)amno]-6 30

(tetrahydropyran-4-yl oxy)-7-(2-nethansul f onyl am no-eth
bXy} - a@h@gg@gﬁtﬁemay preferably be selected from the group

??Lg§sgg % &F 951 pgg |)§HIQQk) 9¥ 1%%PRSQ—2—

pI peri car ony er|d|
quyﬁbzﬂﬁﬁlOéi&éﬁy?CﬁhEH?@@%B9529@2 hyﬁ@Sxy 2-
chi nazol i ne, % (3-chl or-4-fl uor-phenyl)am noj - -Q
h

BRPRGEAPBBAYT Bt hY) mBFBE}FHFHOQr9P6Q?7a?eﬁ%Fﬁox}

§th§§D|Engrdlchlorothleno [3,2-b]pyridin-5-yl1) - (E) -
chl or-4-fl uor-phenyl) an1noi % (cis-4 f

?the@véh&ﬁ&opy?aﬁ 42yl(} carBoaylbTIN-net hyl - ami no} 5
ﬁ¥?%g@8ﬁﬁ%l}aﬁégx¥ propyﬁb9ﬁ¥o9geggzgg Qgiopropane acetate,

pruntuphenyl yaripolik&s€ci $24{{B-[(¢roepbobibtyd-ghinanbolyl) -

17 -
ggﬁ%ﬂﬁ9ﬁﬂéﬁ?ﬁé}Oéy@?Bhé%hﬂbqnyibﬁyftatﬁetM@QVSéHiﬁé96ﬁ523>r

Mﬁ 001, MEN-91507 (LM-1507), VUF-5078, VUFE-K-8707 and L-
(3-chlor-4- quor-phenyI;an1no] 6- (Ci s- 4- {N—[(nDrpho

VBa32l These compounds may be used, as available, in the
d¥h)sn foovhl N et anng) s Syel ohexans VL oK) s dners,
4r[ {3- @heofoﬂmfbﬁophﬁhgﬂabbﬁﬂhﬂ@éiﬁy acceptable acid

(trans-4-et hansul f onyl am no-cycl ohexan-1 -yl oxy) - 7-net h
dRGILEAN NG2bF pnehereof, or in the form of their solvates

gn&ﬁgrcﬂkggag £l uor - phenyl ) ami no] - 6- (1-

ansu ony pi peri di n- 4-yl oxy) - 7- et hoxy- chi nazol i ne
EGFR inhibitorsmay preferably be selected from the group
consisting of 4-[ (3-chlor-4-fluorphenyl)amino]—-6-{[4-
(morpholin—-4-yl)-1-oxo—2-buten-1-ylJamino}—-7-
cyclopropylmethoxy—-chinazoline, 4-[(3-chlor-4-
fluorphenyl)amino]—-6—-{[4- (N,N-diethylamino)-1-oxo—-2-buten-
l-yllamino}-7-cyclopropylmethoxy—-chinazoline, 4-[(3-chlor-
4—-fluorphenyl)amino] —6—-{[4- (N,N-dimethylamino)-1-oxo—2-
buten-l1-yl]amino}-7-cyclopropylmethoxy—-chinazoline, 4-[ (R) -
(l-phenyl—-ethyl)amino] —6-{[4—- (morpholin-4-yl)-1-0x0-2—
buten-1-yl]amino}-7-cyclopentyloxy—-chinazoline, 4-[(3-
chlor-4-fluor—-phenyl)amino] -6-{[4-( (R) —-6-methyl-2-0ox0—
morpholin—-4-yl)-1l-oxo—2-buten-1-yl]amino}-7-
cyclopropylmethoxy-chinazoline, 4-[(3-chlor-4-fluor-



10

15

20

25

30

[ (3-chl or-4-fluor-phenyl)am no]-6-(1-nethansul fonyl 15
pi peri di n-4-yl oxy)-7-(2- nmet hoxy- et hoxy) - chi nazol i ne,

wal2§o86716h| or - 4-f | uor - phenyl ) ami no] -6- [1- PCT/EP2005/057002

(2- met hoxy-acetyl) -

pi peri di n-4-yl oxy] - 7- ( 2- met héRk§- et hoxy) - chi nazol i ne,
4-1(3-

chl or-4-fl uor-phenyl)am no] -6-(cis-4-acetyl am no-

cycl ohexan- 1- onxy) 7 nmet hoxy- chi nazol i ne,
Bhe(BiEahingl—201 [ (R)—6—methyl-2-oxo-morpholin-4-yl) -

psnyL)anLy %%&¢§$&ﬁ%g&%éﬁWh&Wy%%w

éhﬁﬁéz&lhhayl4pm¢8ybhaekn@}f1uor —phenyl)amino]—6-{ [4- ((R) -
6- (tetrahydrop{ran 4- onxyL nethox - chi nazol i ne,
4=-1¢Bhoghingr gl Puskophieny Plaﬁrﬁoyl 6l-pEpPs24bgNenfl-

i n I _
L i e RE T R
hoxgx-2beahi namnbdhbhep- ((S)—6- methyl 2—-oxo-morpholin—4-
(3-chlor-4- fluor-phen | )am no] -6-(cis-4-{N

Y%E ﬁEPH?VJplp@?BEPﬁYICQFyéé?%bﬁﬁf]4Rﬂﬁéfﬁ§ O&nf fio}

EY?&QBﬁéﬁyiiaMhﬁéylszxW@LWQXX2CHé8369§LQ§hy1) ~N-methyl-
| or - 4-

#nuoed pheaybyanPnopr6l{eisanif¢hor phvkiapdopylmethoxy -
¥%lﬁ§£8?9¥£?”ﬁD?L39¥Bh89§%§91%5¥£8éX§1YéﬂERQ?KX—§?4—(N,N—

chinazol'i ng;
éi@éﬁhyhém[né}ﬁhHOkopheBMtéaﬁlﬂ9li5m{ﬂoﬁ27€2yclopentyloxy—
oxopyrrolidin-1- yI Eerldln 4-y %{7-nethoxy ,
chehPhazolfne? ~41 } %HP ?DX TPEBYlbﬁQHVP i hef-6N{ATPLIsT
20006067460, PLTLFPRO0S] 052002 e 2041 v | ming ) -7
(rmor phol i n-4-yl ) carbonyl | - pi peri din-4-yloxy}-7-(2-net
foxyorephpxyethekinakohpneline, [ 4¢3{ Bl hilhyPhphenhyl )

Soar ol el fr 4ok T 9t R Koy PER) mllzsi Py amino)-1-
4xb{3- buten 1- yl}am1no)—7 cyclopropylmethoxy— chlnazollne,
Et hin henyl ) am no] - 6- ( 1- nethyl plper|d|n 4-yl o %
g—ﬁé5¥ Ehﬁﬁg%oﬁpﬁgl)amlno] ({4-[N—-(2-methoxy—-ethyl)-N-

ﬁé£ﬁg%gﬁﬁ¥onylEzﬁgél%gﬁkggky? gi amlno hoxy chinazolin

eycllopropylmethoxy—-chinazoline, [ (R) - (1-phenyl-

%& yfbgﬁ£ng f%u?r_phﬁnyLégraH &ropsran zhgﬁ)phpme hy -
amino]-1-oxo—-2-buten-1-yl}amino)-7-cyclopropylmethoxy—
chinazoline, 4-[(3-chlor—-4-fluorphenyl)amino] -6-{[4—(N,N-
dimethylamino) -1-oxo-2-buten-1-yl]amino}-7-((R) —
tetrahydrofuran-3-yloxy)—-chinazoline, 4-[ (3-chlor—-4-
fluorphenyl)amino]—-6—{[4- (N,N-dimethylamino)-1-oxo-2-buten-
l-yllamino}-7-((S)-tetrahydrofuran-3-yloxy)-chinazoline, 4-
[ (3—chlor—-4-fluorphenyl)amino] —6— ({4-[N— (2-methoxy—-ethyl)-
N-methyl-amino] -1-oxo—-2-buten-1-yl}amino)-7-cyclopentyloxy—
chinazoline, 4-[(3-chlor—-4-fluorphenyl)amino] —-6—{[4—(N-
cyclopropyl-N-methyl-amino) -1-oxo-2-buten-1-yl]Jamino}-7-
cyclopentyloxy—-chinazoline, 4-[(3-chlor-4-

fluorphenyl)amino]—-6—{[4- (N,N-dimethylamino)-1-oxo-2-buten-
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yl oxy) - 7( 2- met hoxy- et hoxy) - chi nazol i ne, 4-[(3-chlor-4-
fluor-phenyl)am no]-6-(1-isopropyl oxycarbonyl - pi peri di

wWm2006/0671§3 oxy) - 7- met hoxy- chi nazol i ne, PCT/EP2005/057002

4-[(3-chlor-4-fluor-

phenyl ) am no] - 6- (ci s- 4- met hy? &hi no- cycl ohexan- 1- yl oxy)
- 7- met hoxy- chi nazol i ne,
4-[(3-chlor-4-fluor-phenyl)am no] - 6-

{cis-4-[N-(2-nmet hoxy-acetyl)-N nethyl-am no]-cycl ohexa
h={1] yhoryg}=7- méRhexyethhhadobfnean —2-yl)methoxy]-

4-1 (3- Et hi nyl -

G LDRBEI 0PN ALY ORG )L PE NGt ReRgEERPRKLbRTHRO) ~6- (4= (1, -

41 h€Bn¥t Anyby —-1-oxo—2-buten-1-yl]amino}-7-[ (S) -
henyl%gn1no ]-6-[1-(2-met hoxy- acetyl) |per|d|n -yl ox

yfetra ﬂﬁ@ﬁyr@ﬁraayépmﬁéhoxy chinazoline, 4-[ (3—-ethinyl-
hen anin _
?%é&glEEFHHXZ 5[?C§¥%035|?£5$8%% gtho Chl a§Ollnﬁ6 4
y{3ebhnazekiBeuorphenyl)amino] — morpholln 4-y1l)-

3-chl or-4-fl vor - hen
S BbRL Rt by by hRG ﬁrﬁ¥9§?E%@b%ﬂfr§%bFééP?aPﬁz44y|6§>
Mﬁeﬁ§1n8£ﬂ9KYaﬁEh8?z@L'@eh droxy-phenyl) -7TH-pyrrolo[2, 3—
4- -chl or - 4-f1 uor - phenyl ) am no] - 6-

@lpytzmmé@hyt-ﬁncpheprﬁ 4{yt¥rbapboayfFlupipbendihagigpd—6-
haox a

ﬁ¥ (éﬁ ﬁE§r8i¥?¥E%$-%§gnyl xo 2 ?u%en 1-yl]amino}—-7—-ethoxy-

&ﬂihéslﬁé (2-0%xa-bhaza- b+¢yetmhar2bébhgmbx§aybhsayb@amlno}—

25 pi peridin-4- Xlox i 7- met hoxy- chi nazol i ne,
Q F?giéﬁgomeghansu fonyl-ethyl)amino]methyl}-furan—2-

§hyeﬁl9998yhhén1@o] ﬁ;LllL&hbﬂ;ihgkhph?aﬂgﬁg?xxeqWML
am no) car bony[ { - plperl di n-4-yloxy}-7-nmet hoxy- chi nazol
nefthyl-2-oxo morpholln 4-yl1l)-1-oxo—2-buten-1- yl]amlno} 7

a per | d
AR RIEE AN P E R S TR TR
3ﬁ4 ?irpholln64{%li(% oxoh2 butﬁnli yl%amlFf} 7— di
phenyl ) am no - nmet hoxyet car bony plperll
himety@@x@;o%uﬁ@@haxylémﬁhagﬁvﬂn@ﬁlnazollne, [(3-chlor—4-

ééé??gﬁ? ?-%b?T- (éjnet Qy%%gpy gﬁ?ﬂgfycarg%l) fmlno
VEb?GGB#BﬁﬂéﬁSlP@I&Eﬁ?ﬂ@Sf@SY@GQtrahQGEOfuran -2-
gif gh?g4 §L9§¥; 11g85hgx¥ gh §8§ phenyl)amlno] 6—{[4-
(5,5—-dimethyl-2-oxo-morpholin-4-yl) -1-oxo—-2-buten-1-
yllamino}—-chinazoline, 4-[(3-chlor-4-fluor-phenyl)amino]—-6-
[2-(2,2-dimethyl-6-oxo-morpholin—-4-yl)-ethoxy]-7-methoxy-
chinazoline, 4-[(3-chlor—-4-fluor—-phenyl)amino]-6-[2-(2,2-
dimethyl-6-oxo—-morpholin—-4-yl) —ethoxy]-7—-[ (R) -
(tetrahydrofuran—-2-yl)methoxy] -chinazoline, 4-[ (3-chlor—-4-
fluor-phenyl)amino]-7-[2-(2,2-dimethyl-6-oxo—morpholin—-4—
y1l)—-ethoxy]-6-[ (S)—-(tetrahydrofuran-2-yl)methoxy]-
chinazoline, 4-[(3-chlor—-4-fluor—-phenyl)amino]-6-{2-[4-(2-
oxo-morpholin-4-yl)-piperidin-1-yl]—-ethoxy}-7-methoxy—
chinazoline, 4-[(3-chlor-4-fluor—-phenyl)amino]-6-[1-(tert.-
butyloxycarbonyl) —-piperidin-4-yloxy]-7-methoxy-chinazoline,
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fl uor-phenyl)am no] - 6-[ ci s-4-(N-net hansul f onyl - N- net hy
| - am no) - cycl ohexan- 1-yl oxy] - 7- met hoxy- chi nazol i ne ,

WOok2(06/867165
chl or-4-fl uor-phenyl)am no] -

| 5 anmino)-cycl ohexan-1-yl oxy}

4-1(3-
chl or-4-fl uor-phenyl)am no]

PCT/EP2005/057002
£0|s-4-(N-acetyI-N-nethy
7-met hoxy- chi nazol i ne,

-6- (trans-4-net hyl am no-

cyclohexan 1-yl oxy) - 7- met hoxy- chi nazol i ne,

(3-chlLor-4-fluor-phenyl)

amino]—-6—-(trans—4—-amino-

%%Efoaﬁ?%£¥'égﬂb 2 heEBPayT $?%%%22£§?L%?E5503Fﬂ§r -

fléok@ﬁhégyl)amlno (trans—4-methansulfonylamino-

chlor-4-fluor- henyl%an1no]
eyelohexan-1-y @%y)

6-(trans-4- dlnethylan1no-

nethexy-ehihazoeline,, 4-[ (3—chlor-4-

AL FPoF ey P SRe Nof - 4T FARLSETKER T haTY b4t noy-

yh)casbonyk] - mkmEBhyhiaﬂ¥mefiﬁyﬁLphexgma&myhexyf {iARbthyl -

hoxy- chi nazol i ne

BLPEBiCH of- 41 PRYOT! pReRYPYERFhOT 26O 20 R, 4~ 143 chlor—4-
élﬁgkhﬁhe§y9¥9mﬂﬁaph@Lqm 4-Mbrpebhoxyh=y1} £8vony1 -

t et rahydrof uran-2 yl)net oxy]-chlnazollne
ElPﬁBl@hmoﬂ Yyloxyl—-7-methoxy- chlnazollne, —[(3-chlor—-4-
n h | - pLperidin-4-yl
oxy ?% %@Eg %nazg# Egﬁegﬂg %89%y1?c8§b69yﬂ]

ﬁitéﬁichhen 416k uor7phebybxanrtnohaboline, 4-[ (3—-chlor-4-

1- cyano- pi peri di n-4- onxy)

7- met hoxy-chi nazol i ne, 20

EOXIARBNY 1Y a8i 02dnhb (PABXE & aAdY MBBY ) CR-B2ENTREse
£QNRQuRYs  gay,be ( §58H10954a¥§h59bbﬁen¥m)EREDB?L@L?E—

their racemates, enantioners or dias

ereol soners, or

anethéamonnrebhybhapanacmdogréaYLyxatcépmabhexacid

d |
EBroarat: BB 3r yararee %

he, f f.thei
2 resE e aupoanigcar -

dté@k@ﬁ@drbpytaa—pny@bxgyLv @tgoxyncMiha961$ﬂ§47A—V%B—
97/ 02266, WO 99/ 35146, WO 00/ 31048, WO 00/78735, WO
ohlgus574f lywprornerBibaniyy 01, 771164, teWpaRyd835urapns—

03/ 8u200 Chncer RelBarch sood, (¢ 11 (3a8a

phenyl)amino]-6-(tetrahydropyran—-4-yloxy)—-7—(2-methoxy-

ethoxy) —chinazoline, 4-[(3-

chlor—-4-fluor—-phenyl)amino]—-6-

{trans—-4-[ (dimethylamino)sulfonylamino]—-cyclohexan—1-

vlioxy}-7-methoxy—-chinazoline, 4-[(3-chlor-4-fluor-

phenyl)amino]-6—-{trans—-4-[ (morpholin-4-yl)carbonylamino]-

cyclohexan-1-yloxy}—-7-methoxy—-chinazoline, 4-[(3-chlor—-4-

fluor-phenyl)amino]—-6—{trans—-4—-[ (morpholin—-4-

vl)sulfonylamino] —cyclohexan—-1-yloxy}—7-methoxy—

chinazoline, 4-[ (3—-chlor—-4-

(tetrahydropyran—-4-yloxy) —

chinazoline, 4-[(3—-chlor—-4-

(tetrahydropyran—-4-yloxy) —

chinazoline, 4-[ (3—-chlor—-4-

[ (piperidin-1-y1l)carbonyl]

fluor—-phenyl)amino]—-6-
—(2-acetylamino—-ethoxy) —
fluor—-phenyl)amino]—-6-
- (2-methansulfonylamino—-ethoxy) —

fluor-phenyl)amino]-6—{1-

-piperidin-4-yloxy}-7-methoxy-—
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30 3965), Am J Heal t h- Syst Pharm 2000, 57(15),
2063-2076, dinical Therapeutics 1999, 21(2),

wW@B2B6/8d7B65 WO 98/ 50433,

PCT/ EP2005/ 057002 - 206 Endot hel i n-ant agoni sts may
preferably be selected from#hé —group consisting of
tezosentan, bosentan, enrasentan, sixtasentan,
T- 0201, BMS-193884, K-8794, PD 156123, PD 5 156707,
PD- 160874, PD-180988, S-0139 and ZD 1611. Any
CEiH&EDEEnED eﬂdoBhehﬂnram%ﬁgootspsem@nhhmihbe—éeope

t he res

%%F?Scar P8y WﬁB

addhtkeninsal ks ¢

fromthe 10 endothelln ant agoni st s

ention.incluyde eference to the
o PRaLbr oGl cRT P oY heteheag &Y el d

and WO 95/ 20045. WO 20B6Y/BB0BE57002
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|nven Ion are pre era
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E@ﬁﬁtbbﬁ@ﬂ@d)MﬁﬁhebFaPeS;s—paENF@mhaEbMohuﬂBmSylbOarbonyl]—
doses_ of 0.0001-100 / kg of body ight., 20 These
%oﬁﬁ%ﬁﬁésaﬁéQObecﬁaﬁP F§€8r%aY%P%Kér oncthexy —shmnaroline,

kN[ ¢ongynst-iensW;bh- 95@691@8&&M8 sybsgtapces (RY [ ( (morpholin-
subcut aneous, |ntranuscular

|ntravenous

ﬁnyiap@kf@@ﬁéthomethv&aﬂmsao} cmgﬁehebynfhhalaKYbn7—

ﬁétﬁéagf?g e,

are par £1 cul
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g%bl org éxﬁyﬁﬂig %Er8§O|genyl)amlno] -6-—

Sul able

ﬂhaha%ﬂeéthEﬂBuaﬁﬁhplam[ﬁbFopcthﬁyxah91ﬁ9[ﬁnyatedmethoxy—

mﬁth one or nore conventlonal inert solid, semsolid

®F 1 NRgaLdNEar f [ 63 8hgor— 4~ fluor-phenyl)aming]-

methansulfonyl-piperidin-4-yloxy)-7—-ethoxy—-chinazoline, 4-

6—(1-

[ (3—chlor—-4—-fluor—-phenyl)amino]—-6-(1l-methansulfonyl-

piperidin-4-yloxy)—-7—-(2-methoxy—-ethoxy)—-chinazoline,

chlor-4-fluor—-phenyl)amino] —6-[1- (2-methoxy—-acetyl) -

piperidin—-4-yloxy]-—

—(2-methoxy-ethoxy)-chinazoline,

chlor-4-fluor—-phenyl)amino] -6- (cis—4-acetylamino-

cyclohexan-1-yloxy)—-7-methoxy—chinazoline,

_6_

phenyl) amino]

vloxy]-7-methoxy-chinazoline,

6— (CLetrahydropyran-4-yloxy]

—7-methoxy—-chinazoline,

4-1(3-
4-1(3-
—[(3-Ethinyl-

[1-(tert.-butyloxycarbonyl)-piperidin-4-
—[(3-Ethinyl-phenyl)amino]—
_[(3_

chlor-4-fluor-phenyl)amino] —-6- (cis—4—{N-[ (piperidin-1-

yvl)carbonyl]

chinazoline,

[ (4—methyl-piperazin-1-yl)carbonyl]

cyclohexan-1-yloxy)—-7-methoxy—chinazoline,

—[(3-chlor—4-fluor—-phenyl)amino]

fluor-phenyl)amino]—-6—{cis—-4-[ (morpholin-4-

y1l)carbonylamino]

chinazoline,

oxopyrrolidin-1-yl)ethyl]

chinazoline,

4 —

—[(3-chlor—4-fluor—-phenyl)amino]

[ (3—chlor—-4-fluor—-phenyl)amino]

-N-methyl-amino}-

—cyclohexan-1-yloxy}—-7-methoxy-—
_6_{1_

[2—
—piperidin—-4-yloxy}-7-methoxy—
_6_{1_

-N-methyl-amino}—-cyclohexan—-1-yloxy)—-7-methoxy-—
-6—(cis—-4—-{N-

—[(3—-chlor—-4-

(2-



with starch, different types of cellul ose, l|actose, 30
manni tol, sorbitol, glucose, calcium phosphate, hard
wo 20p/06et ty al cohol s, glycerol, nmedi um chai neRCT/EP2005/057002
triglycerides and related esters, polyethylene
gl ycol, refined specialty W 2006/ 067165
PCT/EP2005/057002 - 207 oils, water, water/ethanol,
wat er/ gl ycerol , mater/sorbitol, mater/polyethylene
gl ycol, propyl ene glycol,and/or functiona
exmopphnn$n e gl)matboppﬂyvpmybpydﬁo¥ﬂdpmexy} -7- 2 methoxy—
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B Ry esPRABY £bEMLAC | CHNYenbEbhEL @apéﬁn@lprépﬁiavané—
ﬁgﬁﬂoég phﬂhg 8Elﬁ8at§d (%§F£ﬁﬁﬁx6C§B§H €5 amPAUSIEES (1
b ou €s,

I nj ect e sol utions, nsrons,
ﬁ@tuah@@$fosp1apspetlampp@synekyes7 ﬁBEhbayLemmﬁgzollne, 4-
npl es of formulations |IIustrate the presen

ﬁ@eﬁ?%%ﬁ (i £ hBRE ~PaprEseAtTRE ! 6F|H1W§FPXH B%p?F§dln 4-

§QQE§)—1525%@Hﬁb§y5£th8§9§egh&ﬁ@&@ﬁlﬁ@nt@Ln'@9cﬁ§oﬂg4—
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ébn@arnbenﬁétamengmbétéhces¢5rQpngoxygaébgnybhpspﬁan@ln 4-
333.0,my_ pol yyinyl pyLrghidane,10.9 08y o s £1uor-
phenyl)amino]-6—(cis—-4-methylamino—-cyclohexan-1-yloxy)—7—
methoxy—-chinazoline, 4-[ (3-chlor—-4-fluor—-phenyl)amino]—-6-
{cis—4-[N- (2-methoxy—acetyl) N-methyl-amino]-cyclohexan—1-
vloxy}—-7-methoxy—-chinazoline, 4-[(3-Ethinyl-phenyl)amino]-
6— (piperidin—-4-vloxy)—-7-methoxy-chinazoline, 4-[(3-Ethinyl-
phenyl)amino]-6-[1-(2-methoxy—acetyl) —piperidin—-4-yloxy]-7—
methoxy-chinazoline, 4-[(3-Ethinyl-phenyl)amino]—-6—-{1-
[ (morpholin—-4-yl)carbonyl]-piperidin-4-yloxy}—-7-methoxy-—
chinazoline, 4-[(3-chlor—-4-fluor—-phenyl)amino]-6-{1-[ (cis-
2,6-dimethyl-morpholin—-4-vyl)carbonyl] -piperidin—-4-yloxy}-7-
methoxy—-chinazoline, 4-[ (3-chlor—-4-fluor—-phenyl)amino]—-6-
{1-[ (2-methyl-morpholin-4-yl)carbonyl]-piperidin-4-yloxy}-
7-methoxy—chinazoline, 4-[(3-chlor-4-fluor-phenyl)amino]-6-
{1-1(S,S8)—-(2-oxa-5-aza-bicyclo[2.2.1]hept-5-y1)carbonyl]-
piperidin—-4-yloxy}—-7-methoxy—-chinazoline, 4-[(3-chlor-4-
fluor-phenyl)amino]—-6-{1-[ (N-methyl-N-2-methoxyethyl-
amino)carbonyl]-piperidin—-4-yloxy}—-7-methoxy—-chinazoline,
—[(3-chlor—-4-fluor-phenyl)amino]-6—-(l-ethyl-piperidin—-4-
vloxy)-7-methoxy—-chinazoline, 4-[(3-chlor-4-fluor-
phenyl)amino]-6-{1-[ (2-methoxyethyl)carbonyl] -piperidin-4-
vlioxy}-7-methoxy—-chinazoline, 4-[(3-chlor-4-fluor-
phenyl)amino]-6—-{1-[ (3—methoxypropyl-amino)-carbonyl] -
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25 carboxynet hyl cel | ul ose sodium 10.0 ng silicon
dioxide 2.5 ng nagnhesiumstearate 1.5 ng 230.0 ng 30

wWPr®pa67a63 on (direct conpression) WO 2006/ 067 183I/EP2005/057002

PCT/ EP2005/ 057002 - 208 The active substance is

m xed with all conponents, sf¥@bed and conpressed in a

t abl et - maki ng machine to formtablets of the desired
shape. 5 Weight of core: 230 ng Appearance of core: 9
mm bi convex The tablet cores thus produced are
pbpéeﬁdmhfh—@lbkym%7emeshskyﬂghEBseoliaéLy4eﬁ (3—-chlor-4-

dr oxypro met h IIqus ated
P TR RBY L B anpr 6 r: TrabT Be T conf FEPHéglﬁomﬁﬁhyl
ohifel L¥e-SURskANCE-v16xFonposktheRylchahkebleant ai sy
active substance 100.0 ng |actose 80.0 ng 20 corn

@hé@éh4sﬁlGOﬁgph§avbk§@i@9yrﬁeﬂﬁyscérlNr@§@tMlGNn@ethyl—
FRSPET, AT peLal o1 2 0ot TR0 R, B PEpRtaLion. c1o-
shabeh4aEEuﬁrpoehng&mEﬁo and (upkhernlye by Shaned-
g@é?oggxgguﬁogfoiggygl8thgx§hghlnazollne, 4—- [ (3-chlor—-4-
fluor-phenyl)amino]—-6-[trans—-4—- (N-methansulfonyl-N-methyl-
amino)-cyclohexan-1-yloxy]-7-methoxy—-chinazoline , 4-[(3-
chlor-4-fluor—-phenyl)amino] —6- (trans—-4-dimethylamino-
cyclohexan-1-yloxy)—7-methoxy—-chinazoline ;, 4-[(3-chlor-
4—-fluor-phenyl)amino]—-6-(trans—-4—{N-[ (morpholin-4-
yl)carbonyl] -N-methyl-amino}-cyclohexan—-1-yloxy)—-7-methoxy-—
chinazoline, 4-[(3-chlor—-4-fluor—-phenyl)amino]-6-[2-(2,2-
dimethyl-6-oxo—-morpholin—-4-yl) —ethoxy]-7—-[(S) -
(tetrahydrofuran—-2-yl)methoxy] -chinazoline, 4-[ (3-chlor—-4-
fluor-phenyl)amino]—-6- (l-methansulfonyl-piperidin-4-yloxy) —
7-methoxy—chinazoline, 4-[(3-chlor-4-fluor—-phenyl)amino]-6-
(l-cyano—-piperidin-4-yloxy) —-7-methoxy—-chinazoline,
Cetuximab, Trastuzumab, ABX-EGF and Mab ICR-62. These
compounds may be used, as available, in the form of their
racemates, enantiomers or diastereoisomers, or in the form
of pharamacologically acceptable acid addition salts
thereof, or in the form of their solvates and/or 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 01/34574, WO 01/61816, WO 01/77104,
wo002/18351, WO 02/18372, 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), 2063-207¢,
Clinical Therapeutics 1999, 21(2), 309-318, WO 98/50433,
and WO 95/20045.
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hydr oxypr opyl et hyl cel | ul ose. After the noi st
conposition 30 has been screened (2.0 nmm nesh si ze)

w@eodéilex] in a rack- type drier at 50C it i s BCYER@3I057002

again (1.5 mm nesh size) WD 2006/ 067165

PCT/ EP2005/ 057002 - 209 andlfhe |ubricant is added.
The finished mxture is conpressed to formtablets.
Wei ght of tablet: 220 ng 5 Appearance of tablet: 10
mm flat faced w th bevelled edges and breaki ng notch
on one side. Exanple F3: Tablet contai ning 150 ng of

active substance Conpos abl et c nt ai ns:

AR pyEe TRt AnsEon 5050 oY Phrose be b it Lagted  from the
@k@ﬁQC&M§§@E£Lﬂ§ gel Ltulbgsendnd HEsentan, enrasentan,

pol yvi nyl pyrrolidone 10. 0158@8@ i con dioxide 10.0 ng

Ahyheselhest eAr €615, BMag mg—8204pPr Bpatabilén, FD-
Fggyograﬁﬂ'?%bgﬁh Thg- §§5P§5,3§D55360§n51éSdI@%Eh Any
o S t

act osé, polyvinyl-"pyrrolrdoné, and” par
ﬂbﬁéﬁéﬁy@tablEﬁeoﬁﬁéﬂuheaﬂta@5nﬂﬁgﬁeﬁﬁuﬁlﬁtEﬁéabeopé of the
conpacted e.g. on a roller conpactor. The ribbons are

BFoREAT U anﬁnFFHE §NShUFES EhFBhgReACScheeh e WP Eht &/

PBShcSLEBEy %hQrﬁaHHlo@ﬁ&gﬁl?U9§@QH€QBl§'§¥h89adHEEQHQh
a screen w a nesh Size of 0.5 nm and bl endi ng
salts, or derivatives which may be formed from the

endothelin-antagonists.

These combinations may be administered either

simultaneously 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
weight.

These compounds may be administered either on their own or
in conjunction with other active substances by intravenous,
subcutaneous, intramuscular, intraperitoneal or intranasal
route, by inhalation, or transdermally, or orally, whilst
aerosol formulations are particularly suitable for

inhalation.

For administration they are formulated with one or more
conventional inert solid, semisolid or ligquid carriers e.g.
with starch, different types of cellulose, lactose,
mannitol, sorbitol, glucose, calcium phosphate, hard fat,
fatty alcohols, glycerol, medium chained triglycerides and

related esters, polyethylene glycol, refined specialty
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with the remai ning conponents, tablets are pressed
fromthe 30 m xture. Weight of tablet: 300 ng WO

WQROP60E[FL65 PCT/ EP2005/ 057002 - 210 Appear aPCEERX005/057002

tablet: 10 mm flat Exanple F4: Hard gel ati ne capsul e
containing 150 ng of activeZ8ubstance 5 Conposition

1 capsul e contains: active substance 150.0 ng 10

| actose 85.0 ng mcrocrystalline cellulose 40.0 ny

pol yvi nyl pyrrolidone 10.0 ng silicon dioxide 10.0 ny
ohgaesvate st easnat e/ St Pangl 15w308r DohycePoepavat eonsdhieitol,

active substance m xed with | actose, | yvi nyl 0
L P anRet AREnt, s V6Pt : nerapkleRe, Bubbi ngnaror
eehbul 988l eﬁ@gﬁﬁéhﬂglSé?ﬁ[a&@thSp@@?@ﬂﬁ§§§y§x@li@8n@,

rol ler conpactor. The ribbons are broken up in fine
Gy dnoKERr PRY sughhalset ehosqr t ROl HBsAasP2BYBEt DY8—mm

€££?51§55§698895m55€¥£8g.%D&Q;thé S&EE%BO%”&DoQiHE§h
size of 0/5 nm and blendi ng w f h“the fenai ni ng
conpenentsest heof bnbasbed, nyxiuceres, paekadsinohosseézeate,

1 hard gelatine capsules, Capsule filling; approx.. 300 ,
ﬁttrlc acid, tartaric acid, Or suitable mixtures thereof in
conventional galenic preparations such as plain or coated
tablets, capsules, powders, injectable solutions, ampoules,

suspensions, solutions, sSprays or suppositories.
The following examples of formulations illustrate the
present invention without representing a limitation of its

scope.

Example Fl: Coated tablet containing 75 mg of active

substance
Composition

1 tablet core contains:

active substance 75.0 mg
calcium phosphate 131.0 mg
polyvinylpyrrolidone 10.0 mg
carboxymethylcellulose sodium 10.0 mg
silicon dioxide 2.5 mg
magnesium stearate 1.5 mg

230.0 mg

Preparation (direct compression)



Capsul e shell: size 1 hard gel atine capsule. 30
Exanpl e F5: Suppository containing 150 ng of active
waasvemee WO 2006/ 067165 PCT/ EP2005/ 057002 - PQILEP2005/057002
suppository contains: active substance 150.0 ngy
pol yet hyl enegl ycol 1500 800.8%#g~ 5 pol yet hyl enegl yco
6000 850.0 ng pol yoxyl 40 hydrogenated castor oi
200.0 mg 2,000.0 ng Preparation 10 After the
suppository nmass has been nelted the active substance
Tseh@nﬁgeeeeubbyadbstiﬁbmieddthftbialandompenents Bseved
goared into cgilled nnuhds; ng F6: Suggens og
Bfit SPHPhGS88  my"of 5EPITE %B%Pgn@ chipe mP oprm tablets
s¥speasHenieont ahpscacti ve substance 1.00 g
car boxynet hyl cel | ul ose sodium 0.10 g 20 net hyl
p- hydr oxybenzoate 0.05 g propyl p-hydroxybenzoate 0.01
gl uco 00Q-9 ycerol 5.00 g,540% sorbitol
SO|utI0nﬁ§6&gB 0t 28° ?Favourlng 0. 30 ga ﬁ% wat er ad
100 m Appearance of core: 9 mm, blconvex

The tablet cores thus produced are coated with a film

consisting essentially of hydroxypropylmethylcellulose.
Weight 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 agueous solution of the
hydroxypropylmethylcellulose. 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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Preparation 30 The distilled water is heated to 70C.
The nmethyl and propyl p-hydroxybenzoates together

waweaob/oéthes gl ycerol and sodiumsalt of PCT/EP2005/057002

car boxynet hyl cel | ul ose are di ssol ved therein WO
2006/ 067165 PCT/ EP2005/ 05700209--212 with stirring.
The solution is cooled to anbient tenperature and the
active substance is added and honpbgeneously dispersed
therein with stirring. After the sugar, the sorbitol
sotiuthenlandithetf iaveddedg hhavefbeénnhbdaddeduandis
di ssol ved, the_suspe sion is evacuated with stirring
?BmEF?ﬁ?ﬁﬁtanF?rmT%%@ °m of suspension contains 50
ng of active substance. 10 Exanple F7: Anpoul e
containing 10 ng active substance Conposition 15
actlv%eS%%%tgﬁcbahbeO mg 0.01 N hydrocklér "¢ aci d

afioubl e di st Ledipter ad 2.0 m 130, By epaatidheq
The active substance i's dissolved in the necéssar
antonbevel 18d0dddke HChnd madeak sofonbecw bh sadi smrde
chloride, filtered sterile and transferred into a 2
m anpoul e. 25 Exanpl e F8: Ampoul e containing 50 ng of

%§&h§@e8y§st@aggetc@epeéhhhﬁa 39oagki ¥ve substancep3Pafce

Composition

1 tablet contains:

active substance 150.0 mg
lactose 85.0 mg
microcrystalline cellulose 40.0 mg
polyvinylpyrrolidone 10.0 mg
silicon dioxide 10.0 mg
magnesium stearate 5.0 mg

300.0 mg

Preparation (dry 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. After subsequent 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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0.01 N hydrochloric acid q.s. double-distilled water
ad 10.0 nl WO 2006/ 067165 PCT/ EP2005/ 057002 - 213

wee@paéass on The active substance is di ssol veRCT/RP20b&057002

necessary anount 5 of 0.01 N HCO, nmade isotonic with
sodiumchloride, filtered —stéPite and transferred
into a 10 mM anpoul e. Exanple F9: Capsule for powder

i nhal ation containing 5 ng 10 of active substance 1
capsul e contai ns active substance 5.0 ng 15 | actose
for i nhappteapands. 6£fngab280t0® ng Preparatti am, THeat
active substance is mxed with [ actose for inhalation
20 The m xture is packed into capsules in a

capsyh e- ki ngrangehbpenewebgbtiief cbheaenphy ¢8psHbeor
approx. 50 ng). weight of capsule: 70.0 ng size o
2@psufesubgfaecg 25 Exanple F10: Solution for

i nhal ation for a hand-held nebuliser containing 2.5
ng active substance 1 spray contains 30 active
subst@aneeo2ib06nny benzal koni um chl ori de 0.001 ng WO
2006/ 067165 PCT/ EP2005/ 057002

1 capsule contains:

active substance 150.0 mg
lactose 85.0 mg
microcrystalline cellulose 40.0 mg
polyvinylpyrrolidone 10.0 mg
silicon dioxide 10.0 mg
magnesium stearate 5.0 mg

300.0 mg

Preparation

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. After subsequent 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: size 1 hard gelatine capsule.

Example F5: Suppository containing 150 mg of active

substance
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- 214 1IN hydrochloric acid g.s. ethanol/water (50/50)
ad 15.000 ng Preparation 5 The active substance and

whznsaéehi um chl ori de are di ssol ved i n et hanedT/HR2063/057002

(50/50). The pH of the solution is adjusted with 1N
hydrochl oric acid. The resul£ihg- solution is filtered
and transferred into suitable 10 containers for use in
hand- hel d nebulisers (cartridges). Contents of the
container: 4.5 g WO 2006/ 067165 PCT/ EP2005/ 057002 -
215 CLAINS 5 1. UBe of the indolinones of genera
£ RS X (1), ~NRRL
uB@PP?EfBﬂrYnc?ﬂEa€HEOS|t|on wherein 10 X denotes

anyexygensQrssyhpbur atom Rl denotes a hydrggep atom
or a prodrug group,

polyethyleneglycol 1500 800.0 mg
polyethyleneglycol 6000 850.0 mg
polyoxyl 40 hydrogenated castor oil 200.0 mg
2,000.0 mg

Preparation

After the suppository mass has been melted the active
substance is homogeneously distributed therein and the melt
is poured into chilled moulds.

Example F6: Suspension containing 50 mg of active substance

100 ml of suspension contains

active substance 1.00 g
carboxymethylcellulose sodium 0.10 g
methyl p-hydroxybenzoate 0.05 g
propyl p-hydroxybenzoate 0.01 g
glucose 10.00 g
glycerol 5.00 g
70% sorbitol solution 20.00 g
flavouring 0.30 g
dist. water ad 100 ml
Preparation

The distilled water is heated to 70°C. The methyl and
propyl p—hydroxybenzoates together with the glycerol and

sodium salt of carboxymethylcellulose are dissolved therein
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15 R2 denotes a carboxy group, a straight-chain or
branched Cl1-6-al koxy-carbonyl group, a

WE2008/06M63 oal koxy-carbonyl or an aryl oxycar baPgI/EP2005/057002

group, a straight-chain or branched

Cl1- 6- al koxy-carbonyl group; 228 which is termnally
substituted in the al kyl noiety by a phenyl,

het eroaryl, carboxy, Cl-3-al koxy-carbonyl,

am nocar bonyl , Cl1- 3-al kyl am no-car bonyl or
ditﬁCﬁEBfahkgL)ThﬁiBoﬁatbonyhsgbOUDedZSoaambient

strai ght-chain_or branch al kox rho yI roup
Bﬁ?@ﬁg?EUF%rﬁ?ﬂaFP§ %ﬁBéYFtEPQBtFHC?h Q5 ty by

8o M0, 20064 067 165 PETLER20054-0540Q2¢ h- smrlﬁgl OREBEr the

atom or a hydroxy, Cl1-3-alkoxy, an no,

Eng@ralR?Eaﬁ@ﬁblb©ld5019tﬂos anﬂytye éh@ﬁQUQ#@ﬂphaﬁﬁ been
c 0 | .gr

Ao a gt By o s DRI LB SVRRURS®, ithe

Qtlposngla@ of ilhheaethylrgroup by a hydroxy or

Cl- 3-al koxy group or a di-(Cl-2-alkyl)-am nocarbonyl

group, R3 denotes a hydrogen atom a Cl-6-alkyl,

Bud; CXChQabkyéuspéﬁsiéhf&HQﬁQDﬁEhXb ﬁ% B§t§59§6¥|

group, a phenyl or naphthyl group, en or

saphtAyLegroup nono- or dlsubstltuted by a fluorine,

chl orine, bromine or iodine atom by a

trifluoronethyl, Cl-3-alkyl or Cl-3-al koxy 15 group,

BPRahslei 7t hampyent obntasubstyi Lothonatbevsubsbst HeoeS

may be identical or different and wherein the

abovenenti oned unsubstituted as well as the nono- and

di subsg byt ed; phenyl and naphthyl groups may
additionally be substituted

active substance 10.0 mg
0.01 N hydrochloric acid J.s.
double—-distilled water ad 2.0 ml
Preparation

The active substance is dissolved in the necessary amount

of 0.01 N HCl, made isotonic with sodium chloride, filtered

sterile and transferred into a 2 ml ampoule.

Example F8: Ampoule containing 50 mg of active substance

Composition
active substance 50.0 mg
0.01 N hydrochloric acid g.s.

double—-distilled water ad 10.0 ml
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20 by a hydroxy, hydroxy-Cl 3-al kyl or C1-3-al koxy-Cl
3-al kyl group, by a cyano, carboxy,

W@ 20bosséC13- al kyl , Cl1- 3-al koxycarbonyl, 25 PCT/EP2005/057002

am nocar bonyl , Cl- 3- alkylanlno carbonyl or di-

(Cl-3-al kyl) - ami nocar bonyl éﬁoup, by a nitro group,

30 by an am no, Cil-3-al kylam no, -(C13-al kyl)-am no

or am no- Cl1-3-al kyl group, WO 2006/067165

PCT/ EP2005/ 057002 - 217 by a Ci1-3-al kyl carbonyl

am no, N (Cl-3-alkyl) -Cl1-3-al kyl- carbonyl am no,

Cl-3-al k Icarbonylanlno Cl13-al kyl, N

(C1_EEPRYFFEER"3- al kyl car bonyl ani no- C1_3-al kyl ,

Cl_3-al kyl - sul phonyl ami no,

Cl- 3- al kyl sul phonyl am no-C13-al kyl, 5 N- (Cl-3-al kyl)

Tiog- 8ol kgl ssbsphbag| afi Abssclved ankyheomecessary amount
y 35a l's 0 p

ggcpogﬁkylg§¥hoMg§€cF a?Ehpgngﬁgﬁngog¥§ﬁ ghtoride, filtered

atkyheeeaﬂunaeahbﬁeykedcyﬁtoahkybemelampeucés al kyl ,

10 cycl oal kyl enei m nocar bonyl - C13-al kyl or

cycl oal kyl enei m nosul phonyl - C13-al kyl group having 4

to 7 ring nenbers in each case, whilst in each case

the nmethylene group in position 4 of a 6- or

Expiupbered: cyekoakkybenepwilao ghbapamagnbeonepiaced 5 mg

XY 9en sul phur atom by a sul phinyl,

sulgﬁt ¥ Sukéﬁa%é N (C1-3-al kyl) group, or by a

heteroaryl or heteroaryl-Cl_3-al kyl group, 20 R4

denotes a C3-7-cycl oal kyl group,

1 capsule contains

active substance 5.0 mg
lactose 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. 50 mg).

weight of capsule: 70.0 mg

size of capsule = size 3

Example F10: Solution for inhalation for a hand-held

nebuliser containing 2.5 mg active substance

1 spray contains

active substance 2.500 mg

benzalkonium chloride 0.001 mg
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whi | st the nmethylene group in the 4 position of a 6-
or 7- menbered cycl oal kyl group may be substituted by

w@woaémes Cl- 3- al kyl ami no or di- (Cl - 3-al kyl ) PGHEPRI0S/057002

group or replaced by 25 an -NH or -N (C1-3-al kyl)
group, or a phenyl group substftuted by the group R,
which may additionally be nono- or disubstituted by
fluorine, chlorine, brom ne or iodine atons, by
Cl-5-al kyl, 30 trifluoronethyl, hydroxy, C1-3-alkoxy,
car boXyhyd€heBiakkoxycatdbanyl., am no, acetyl am no,

20067 66716 %%@%‘“%@%smm "Ste Y 10 ad 15,000 mg

Cl- 3- al kyl - am nocar bonyl, di
(C1-3-al kyl) - an1nocarbony| am nosul phonyl ,
Cl 3-Rrgperram adsul phonyl ,

-(C1_3-al kyl) - an1nosu|phony|, nitro or cyano groups,
mherein the substituents nay be identical or different
and abtwher eibsRendenahesbanbydkogenn thuerioe, are
chl orine, bromne or b iodine atoa} 10 a cyanq, nitro

AP RBLVEd- 5P afkPRIOE8vFLET c (B4l R Thei PHUBEoRBENFP UL LoD

EGQMFusEgér@£QBYENOByH§5§BP@£Yb g 04D, Thé Nee g oUPn of
formula H 15 wherein the hydrogen atons

bolndien asnftidogeadasodh hugnpherred into suitable

containers for use in hand-held nebulisers (cartridges).

Contents of the container: 4.5 g
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each case be replaced i ndependently of one another by
a Cl-3-alkyl group, a Cl-3-al koxy group, a
Wagaeikoxy- C1 3-al koxy, phenyl 20 Cl- 3- al KoXBCT/EP2005/057002
anm no- C2- 3- al koxy, Cl-3-al kyl am no- C2-3-al koxy, di-
(CLl_3-al kyl) -am no-C2_3-al kéky, phenyl
Cl_3-al kyl ami no- C2- 3-al koxy, N (C1-3-alkyl)
-phenyl -Cl -Cl-3- alkyl anino _C2 -3 -al koxy,
CS- 7- cycl oal kyl enei mi no- C2- 3- al koxy or
Cl- 3-al kyl nercapto group, 25 a carboxy,
Cl_4- al koxycar bonyl, am nocarbonyl, Cl 3-al kyl -
am no-car bonyl, N
¢Athsal kyl ) - Cl1- 3- al kyl am nocar bonyl ,
phenyl - C13- al kyl am no-car bonyl, N
(C1- 3-al kyl ) -phenyl -C1 3-al kyl am no-car bonyl, WO
2006/ 067165 PCT/ EP2005/ 057002 - 219
pi per azi nocar bonyl or
N- (C1- 3-al kyl ) - pi perazi nocar bonyl group, a
Cl- 3-al kyl am nocar bonyl _or N (Cl-5-al kyl)
Cl1- 3-at KyFan? hota? boh Pbg%%%sV\%r%?ﬁe]éﬁlafﬁwu%u ety
is substituted by a carboxy or Cl-3-al koxycarbonyl
group or in|the 2 org3 position by a
- (C1- 3-al kyl ) - anmp410, pi perazino, N
(C1_3 al kyl ) prpéfazino or a 4- to 7-nmenbered
cycl gal kyl # eininoabr%up, 10 a
oaNkyl - carbonyl group, wherein the methylene
% 03|t|on of the 6 or 7-nmenbered
o yI'Nnoi ety may be substituted by an 15 anmino,
E; 3- alkylinlno or di-(Cl-3-al kyl)-amno group or
Rl

substituted in the 6 position, wherein

X denotes an oxygen or sulphur atom,

R1 denotes a hydrogen atom or a prodrug group,

R, denotes a carboxy group, a straight-chain or branched
Ci-¢—alkoxy—-carbonyl group, a Cs—cycloalkoxy—carbonyl or an

aryloxycarbonyl group,

a straight-chain or branched Ci;¢—alkoxy-carbonyl group,
which is terminally substituted in the alkyl moiety by a
phenyl, heteroaryl, carboxy, Cis—alkoxy—-carbonyl,
aminocarbonyl, Cis—alkylamino—carbonyl or

di-(Ci3—alkyl)—aminocarbonyl group,

a straight-chain or branched C, s—alkoxy—-carbonyl group,

which is terminally substituted in the alkyl moiety by a



10

15

20

25

30

repl aced by an -NH or -N(CLl-3-al kyl) group, a 4- to
7- menber ed cycl oal kyl enei m no group wherein 20 a

woretobhyéraee group |linked to the imno group nmayPEEEP2005/057002

replaced by a carbonyl or sul phonyl group or the
cycl oal kyl ene noiety may be £48ed to a phenyl ring or
25 one or two hydrogen atons may each be replaced by a
Cl- 3- al kyl group and/or in each case the nethyl ene
group in the 4 position of a 6- or 7-nenbered
cytboahkybeori orna pydupxgpyChe-silbkskiyt ubetdno30 by a

carbo Cl- 3- al koxycar bon nocar bon
& i i naea Bhag e S L BT SRS AR e,
-am nocar bonyl, WD 2006/ 067165 PCT/EP2005/057002 -

220 phenyl -Cl1-3-al kyl am no or N- (Cl-3-al kyl) -
pheaplncearapRyl apf nbeghphpmorOgRAYOPRY F ePpraeed By an

gﬁg@fgﬁg%ggggggﬁg§léggh_bxfghgﬁ§§;§?9p§gthayg8h9ﬂy£he 2

0€3i8iahkyk-tnae cbonyl yrotup-Bifbenzeytdxgr oupsa—alkoxy
Cl- 4- al kyl rou substituted by the group Rv, wherein
10°Ry aénét% €3 ?l%yéPo%@k?PC@F%abylmﬁFPg? t he

nmet hyl ene group in the 4 position of a 6- or 7-
menber ed cycl oal kyl group may be substituted by an
Rmdmotd$ 1:1h38ﬂla¢¢@m ant Pro, o @Lefﬂksal,al%yﬁcmﬁ@mlkyl,

grPrbugk &8{%{}‘%6 cfl aQE'ﬁ Cl-3-al kyl) group

‘8 renber e ogFEy group a -(CH2)2
group nay be replaced by a -CO NH group, a -(CH2)3
group may be
a2 phenyl”or naphthyl group, a phenyl or naphthyl group
mono—- or disubstituted by a fluorine, chlorine, bromine or
iodine atom, by a trifluoromethyl, Cis—alkyl or Ci_z—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-Ci_3—alkyl or Cis3—alkoxy—-Ci-3—alkyl

group,
by a cyano, carboxy, carboxy-Cis3—alkyl, Ciz—alkoxycarbonyl,

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

aminocarbonyl group,
by a nitro group,

by an amino, Ci_s3—alkylamino, di-(Ci—3—alkyl)-amino or amino-

Ci-3—alkyl group,
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20 replaced by a -NH CO NH or -CO NH CO group or a
-(CH2)4 group may be replaced by a - NH CO NH CO

wWQermope71eti | st in each case a hydrogen at om bRUREP2005/¢57002

nitrogen atom my be replaced by a C1-3-al kyl group,

25 an aryl or heteroaryl grodp/ —a hydroxy or

Cl- 3-al koxy group, an am no, Cl-7-alkyl am no,
-(Cl-7-al kyl) -am no, 30 phenyl am no,

N- phenyl - C13- al kyl - am no, phenyl - C13-al kyl - am no, N

bﬁla3€abkyﬂkyiphehyhycam3nalkNF&ﬂL@eaDkyﬁ}rCl3 alkyl-

hen al kyl) i no ou WD 2006/06 6
BB oh a0y 2000, 80K 02005/, 08TA08,
ﬂ)(c[ngda@xyislzc:g%Babkxlﬂ@am@nymamﬁ@é 3-alkyk)1, ¢, s-alkyl-

- (0- hydr oxy- - -am no, di-
@G}phyﬂvbﬁvlnﬁf3Cabky{¥ylaﬁﬂﬁbonwﬂamepp Cetra3kdlkoxy)

_C?cé a%é%&lan]n 819%1951£H68§9£ﬂ9no 2 YL xy1 or

£y B~ aLKyhmabeﬁybaahpoaﬁEQS akkyb; am no or Cl-3-al kyl
carbonyl amno -C2-3-al kyl -N-(Cl-3-alkyl) -amno
group, 10 a C1-3-al kyl sul phonyl am no, N-(Cl-3-alkyl)

p$la3zakkybiksubpbapy! aptngaiky1 , lo-
C% -a?k Isul%honyla%1ngbc2a3 yli??%gﬁ$%o %%C °

ﬁigslankymsuophnhynahvn@yCQOal&ykyhemmloQiCBea&kyy}
- ami .1 b 3-al kyl
R s R R O By P Byt i o

gy oupa 1 ay peasi di nos gl pupnwhecei;nadkelogrbwp hydingen to 7
atons ma each be replaced by a C1-3-al kyl groug, 20
élggo@%m ?rFoFﬁU?§Ch case, whilst in each” case the
methylene group in position 4 of a 6- or 7-membered
cycloalkyleneimino group may be replaced by an oxygen or

sulphur atom, by a sulphinyl, sulphonyl, —-NH
or —-N(Ci—3—alkyl) group,

or by a heterocaryl or heterocaryl-Ci_3—alkyl group,
Ry denotes a Ci;—cycloalkyl group,

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

an —-NH or —-N(Ci_3—alkyl) group,

or a phenyl group substituted by the group Rs, which may
additionally be mono—- or disubstituted by fluorine,
chlorine, bromine or iodine atoms, by Ci_s—alkyl,
trifluoromethyl, hydroxy, Ci-3—alkoxy, carboxy,
Ci-s—alkoxycarbonyl, amino, acetylamino,

Ci—s—alkyl-sulphonylamino, aminocarbonyl,
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25 wherein R8 denotes a

-N(R8) -CO (CH2) n-R9 (I1),
| kyl group, n denotes one of

hydr ogen atomor a Cl-3-a

WO bwememrer s 0, 1, 2 or 3 and 30 WO 2006/ 067 185I/EP2005/057002

PCT/ EP2005/ 057002 - 222 R9 denotes an am no,

Cl- 4- al kyl ami no, di-(Cl-4-alkyB)=ami no, phenyl anino

N- (Cl- 4-al kyl ) - phenyl am no, benzyl am no, N

(Cl_4-al kyl)-benzyl ami no or Cl_4-al koxy group, a 4- to
7- menbered cycl oal kyl enei m no group, whilst in each
Casealkel -5Smiredbyltleoey gf odp-i(0. theldyppsemhioncetbantd,
or . 7- menber ed_cycl oal kyl enei m no grou y be repl aced
8 4CIoaaRT b YEuar phty Tattmnony SBEERY BnY ot

gyl pbonyhiky N amMNn6S€E18n8h%Y! ) nitrd cRhep¥h) grobps,
(C1_3-al kyl -car bonyl) or -N(benzoyl) group, or, if n
depbtes bhe epbshetuenhanbBersbe, idepEigalj prpgdyfapsent and
d gég a hydrogen atom a group of fornula

ﬁ% ) - (CH2) m (C0)o-R11 (I11), 15 wherein RLO
denotes a hydrogen atom a Cl-3-al kyl group, a

Cl 3-al kyl carbonyl, aryl carbonyl, , ,
Phetfy1Reas 3 dIGA QL boni O r DoF C1CBL AF kyF s P PHBHY T, OF
aryh ssl phgnyl or phenyl-Q -3-al - kyl sul phonyl group, m
denotes one of the nunmbers 1, 2, 3 or 4, 25 o denotes
the nunber 1 or, if mdenotes one of the nunbers 2, 3

9" c#an8, MRY B0 HENGL ect he, prpber 0. and 1 oa1xy1,

trifluoromethyl, phenyl, tetrazolyl or heterocaryl group,

the group of formula

)
NH
—CH:}/&
N
H O

4

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

Ci-3—alkyl group,

a Ciz—alkoxy group, a Ciz—alkoxy—-Ci_3—alkoxy, phenyl-
Ci—s3—alkoxy, amino-Cs_s3—alkoxy, Cis—alkylamino—-C;s—-alkoxy,
di-(Ci3—alkyl)-amino-C,_s—alkoxy, phenyl-C,_s—alkylamino-
Cy-s—alkoxy, N-(Cis-alkyl)-phenyl-Ci_3—alkylamino-Cs;_3—alkoxy,
Cs-7—cycloalkyleneimino-Cs;_3—alkoxy or Cis—alkylmercapto

group,

a carboxy, Cis—alkoxycarbonyl, aminocarbonyl, Ci;_3—alkyl-
amino—-carbonyl, N-(Cis5—alkyl)-Cis—alkylaminocarbonyl,
phenyl-Ci s—alkylamino—-carbonyl,
N—-(Ci-3—alkyl)-phenyl—-Cis—alkylamino-carbonyl,



10

15

20

25

30

R11 denotes an am no, Cl-4-alkylam no, di-
(Cl-4-al kyl) -am no, phenylam no,

W6 MA63l kyl ) - phenyl am no, benzyl am no, 30 NECT/EP2005/057002

(C1l- 4-al kyl ) -benzyl am no, Cl-4-al koxy or

Cl1- 3- al koxy-Cl1 3-al koxy grou%19a—d| (Cl1- 4-al kyl)

-am no- Cl- 3- al kyl am no group optionally substituted
in the 1 position W 2006/ 067165 PCT/ EP2005/ 057002 -
223 Dby a Cl-3-alkyl group or a 4- to 7-nmenbered
cycéoatkybeaebohnd groNp theaékplthplpgchmahkyhehenyl
noi ety may be fused to a phenyl ring or in each case
YheYhet hyl ene group in the 4 position of a 6- or
7-menbered 5 cycl oal kyl enei mi no group nay be repl aced
by an oxygen or sul phur atom by a sul phinyl
@upphoﬁyﬁylamﬁpocﬁﬁbgnyg QFk?fXC15-RﬂEMEényI) , -N

R R R A A (R NS

Qﬁbsﬁﬂtﬂt@&CbpahkeaybaﬂynergCQ@BaMRekﬁtarpeﬁylIQﬁo&pobr in
the ring _is not involved in the double bond and
Wher e ATt AePCabbyenent | dned §roapsliHy) ed@pno, Piperazino,

@dthIoaﬁk%%>b§l§gp§£hﬁgt@9 adl-the anmhBprBLEyogen
atom by a 7-cycl oal kyl, C2-4-al kenyl 15 or

Cichoal kylegeoupnoaggoupe 7- menbered

cycl oal kyl enei mi no group, wherein the cycl oal kyl ene
noi ety may be fused to a phenyl group or 20 to an
axazoloycilordazotoarbbhazolooupyri di no, pyrazi no or
pyrim dino group optionally substituted by a fluorine,
chl orine, bromne or iodine atom by a nitro,

%%e§e§hk¥he mg%h§l@£goé¥09ﬁ §H1QﬁegﬁOFBSLQBgﬁOszéhQn@— or

or two hydrogen atons may each be replaced
7-membered cycloalkyl moiety may be substltuted by an

amino, Ci—sz—alkylamino or di-(Cis3—alkyl)—-amino group or

replaced by an —-NH or —-N(Ci3—alkyl) group,
a 4- to 7-membered cycloalkyleneimino group wherein

a methylene group linked to the imino group may be replaced

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

one or two hydrogen atoms may each be replaced by a Ci3—

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, Cis—alkoxycarbonyl, aminocarbonyl,

Ci-z—alkylaminocarbonyl, di-(Ci_z—alkyl)-aminocarbonyl,
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Cl- 3-al kyl, C5-7-cycl oal kyl or phenyl group and/or the
nmet hyl ene group in the 3 position of a 5-nenbered

W@ yobeiiky/| enei m no group nmay be substituted bDRCHEP2005/057002

hydroxy, 30 hydroxy-Cl 3- alkg C1- 3- al koxy or
Cl- 3-al koxy-Cl 3-al kyl groups OWD 2006/ 067165
PCT/ EP2005/ 057002 - 224 the nethylene group in the 3
or 4 position of a 6- or 7- menbered
cycl oal kyl enei mi no group nay in each case be
§Ubﬁ§l%01@dabyyaamydooxy,NhydfgxyiﬁﬁlsralkyI,
Cl | Koxy C% 3-al koxy-Cl 3-al kyl, carboxy,
EREEYETQbﬁy€5¥E APENO 2t ABP 5O Ear bony! |
C1- 3- al kyl am nocar bonyl, di- (C1-3- aIkyI) -
am nocar bonyl , phenyI-Cl 3-al kyl am no or N
&L -Bearkyplacedphgnyn - CABIANKYT - avd PRUYGr P or Pviay be
58?%ﬁ g by an oxygen or sul phur atom by a 10

0 £ sul phonyl , -NH, -N(Cl-3-al kyl -N (phenyl) ,
<L Hpbeny| - ClH3- alikyl -~B1¢G1) 3- akkyhesal bpnyki{3, -—sMcyl-car
(C1-4-al kyl - hydroxy-carbonyl-), -N
?@ﬂyhlaPRoxy @%P%Bﬁi? ?IOUPN (benzoyl ) or
- N( phenyl - C13- al kyl - car bonyl -) group, 15 wherein a

nmet hyl ene group linked to an i mno-nitrogen atom of
the. eyelbrl kgrenei rithetgrotupdnay bker epbapeds bywlaerein
carbonyl or sul phonyl group or in a 5- to 7-nenbered
nmonocycl i c cycl oal kyl enei m no group or a

Ry dd@ad hayd enel m-noy 2o griopp fisgd to a phenyl group
the two nethyl ene groups |inked to the imno-nitrogen
atom nay each be replaced by a carbonyl group

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

an —NH or -N(Ci-s3—alkyl) group or

in a 5- to 7-membered cycloalkyl group a - (CH,), group may
be replaced by a —CO-NH group, a —(CHz)s group may be
replaced by a —NH-CO-NH or —CO-NH-CO group or a —(CHz)as
group may be replaced by a —-NH-CO-NH-CO group, whilst in
each case a hydrogen atom bound to a nitrogen atom may be

replaced by a Cl-3-alkyl group,

an aryl or heterocaryl group,

a hydroxy or Ci_3—alkoxy group,

an amino, Cis—alkylamino, di-(Ci;—-alkyl)-amino,
phenylamino, N-phenyl-Cj_s—alkyl—-amino, phenyl-Ci_s—alkyl-

amino, N-(Ci—s—alkyl)-phenyl-Ci_3—alkylamino or di-
(phenyl-Ci;_3—alkyl)-amino group,
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25 or R6 denotes a Cl-4-al kyl group which is
substituted by a carboxy, Cl-3-al koxycarbonyl,

wmzﬁ()ﬂ/omﬁi)onyl Cl1- 3- al kyl am nocar bonyl or  PCT/EP2005/057002

-(C1- 3- aIkyI) am nocar bonyl group or by a 4- to
7 menber ed cycl oal kyl enei ninééarbonyl group, 30 WO
2006/ 067165 PCT/ EP2005/ 057002 - 225 an N
(C1- 3-al kyl) -C2-4-al kanoyl am no group which is
additionally substituted in the alkyl noiety by a
carboxy or Cl1_3-al koxycar bonyl group, 5 a group of
formula -N(RL2)-CO (CH2)p-R13 (1V), wherein 10 R12
@@n@régdéoﬁde@geﬁléﬂénﬁménél B- épkyraékyl) ~®-hydroxy-

CELERE TR N I T B e
%%. Za)uq&ormgﬁxbxyb%f 0X m&}o %{;t%exxffkyﬁ%”%%ﬁgﬁny'

alkylanlno carbony di -
anybp-carbanyl - émiaoabkyhpcarbonyl
Cl - 3-al kyl - sul phonyl - am no, N- (C1-3-alkyl)
- C1- 3- al kyl - sul phonyl am no, C1-3-al kyl -am nosul phonyl

9r cdi.- g@lﬁcakwhmamnesg Jghgmxm Qf'nQHB apd 20 p
denotes one of the nunbers or 3 and R13

@ssupkkyiherheani agsnof Ct-headbplveNentionedkgtoupmRee group,
or, if p denotes one of the nunbers 1, 2 or 3, it may

al so denote a hydrogen atom 25

a Cis—alkylsulphonylamino, N-(Ci3—alkyl)-Ci_3—alkyl-

sulphonylamino, Ci;_s—alkylsulphonylamino—Cy,s—alkyl-amino or
Ci_s—alkylsulphonylamino—C; 3—alkyl-N—(C;_3—alkyl) —amino

group,

a hydroxycarbonyl-Ci_s—alkylamino or N-(Cis3—alkyl)-
hydroxycarbonyl-Ci_s—alkyl—-amino group,

a guanidino group wherein one or two hydrogen atoms may

each be replaced by a Ci3—alkyl group,

a group of formula

-N(Rg)—-CO- (CHp) n—Rog (1D,

wherein

Rg denotes a hydrogen atom or a Ciz—alkyl group,

n denotes one of the numbers 0, 1, 2 or 3 and
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a group of fornmula -N(R14)-(CH2)g-(COr-R15 (V)~ 30
wher ei n WO 2006/ 067165 PCT/ EP2005/ 057002 - 226 Rl14

walznenedesn hydrogen atom a Cl-4-al kyl group, BCT/EP2005/057002

Cl1- 3- al kyl car bonyl , arylcarbong
phenyl - C13- alkylcarbonyl et roarylcarbonyl
het er oaryl - 3-al kyl carbonyl, C1- alkylsulphonyl,

arylsulphonyl 5 phenyl-ClS-aIkylsulphonyl,
heteroarylsulphonyl or heteroaryl - Cl3-al kyl - sul phonyl

By odm;ouqssdmotaemme Of 4t ynuiers, 1di2(C-3:-ea1Myl10amino,
denotfs t he nu one of the nunbers 2,
SR EaniFE, oy (el saeabhat cofine? Aainar: obanaY KBS,

ﬁ5$©p§5a1h91wegehag§a@£nbh@rabpgeaﬁﬁbk9n9909§QUQ R, to 7-
15 a group of formula -N (R16) -SO 2-R1l7
Mﬁ@b@rﬁd2@y@&6ahbﬁb@@@l@;®9d@@@@m,aw@hi@¢ B Caaghafkye the

o0 189£n§9§£$y EQ‘@Z€$¥1§EQ§th“£GQ b r37C¥8MBe rea

tr| uoro car onyI no or
égagaaakyyéhetmuﬁbugronpthyy car bepykecan b9 gnoupyand or
25 R17 denotes a Cl- 3- aIkyI group, an am no group
SUbRRVE utBE™byPR @i SEERPBDYFKyI ) -

&M PRsEF13- akky! =gaebonyh xof ) di - (EGhndndh kyl )N (¢, s-alkyl-car
bonyl) or —-N{(benzoyl) group, or, if n denotes one of the

numbers 1, 2 or 3, it may also denote a hydrogen atom,
a group of formula

—N(R10)—(CH2) = (CO)o—R711 (I1T1),

wherein

Rip denotes a hydrogen atom, a Ci3—alkyl group, a
Ci—s—alkylcarbonyl, arylcarbonyl, phenyl-C; s;—alkyl-carbonyl,
Cis—alkylsulphonyl, arylsulphonyl or phenyl-Ciz—al-
kylsulphonyl group,

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

o denotes the number 1 or, if m denotes one of the numbers

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

Ri1 denotes an amino, Ci—s—alkylamino, di-(Ci—s—alkyl)-amino,
phenylamino, N-(C; 4—alkyl)-phenylamino, benzylamino,

- (Cqi-y—alkyl)-benzylamino, Ci_s—alkoxy or
Ci-s—alkoxy-Cis—alkoxy group, a di—-(Cis—alkyl)-amino-Ci_3—
alkylamino group optionally substituted in the 1 position
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30 am no- C13- al kyl - sul phonyl group and a
i -(Cl-3-al kyl)- am nocar bonyl - C13-al kyl group, WO

WQROP60e[FL65 PCT/ EP2005/ 057002 - 227 or an PCT/EP2005/057002

N- (Cl1- 3-al kyl ) - C1- 5-al kyl sul phonyl am no or
N—(C1-3-alkyI)-phenyIsuIphongﬁénrno group wherein the
al kyl noiety is additionally substituted by a cyano
or carboxy group, 5 wherein all the single-bonded or
fused phenyl groups contained in the groups nentioned
nder CR6-ahyybegnoup-oora di-substvihanedrby fl uori ne,

' rom ne or iodine atons, by Cl-

CPPEPRORLHERY I SRy B ok, taeBaTkbae’ oTg At betghe moiety

&dy3pal koxygar BoAYbhe AP NPEAEDORYLR cach case the methylene
Cl- 4- al kyl am no- car bonyl ,

droyel 13- ahkyf)ranihootapboayp, cam/nBsubPphedyl ,

el iYLz paLnoRY: A0ONK oy be replaced by an oxygen or

€ﬂ_§hakkytoﬁulppoayhanpnonylnltro or cyano groups,
wherein the substituents naﬁ be 15 jdenti cal or
APHPRPBAL, oMt wolAdj acBhtY Ry dr oéRaEBMs” of N (fhe-alkyl-car

Bhepy! gﬁoungb@ﬁy09@>r§pba§ed by a nethyl enedi oxy
group, and 0 R5 deno hydrogen atom or a

Cl- 3-al kyl group, wherein by an aryl group |s nmeant a

henyl t ro t| %# .
oS hse T PaRR ¥ pfl ol P iYL 208 i TRE a Pk amige o
CQd¥OﬁcabQMKebylamEMangrouprwﬁéheﬁﬁnﬁbbyt;oﬁltr@f the ring
car boxy, an1nocarbon¥ , Cl-3-al kyl
is not i1nvolved in the double bond and wherein the
abovementioned groups may each additionally be substituted

at the amino-nitrogen atom by a Cs—;—cycloalkyl, C,s—alkenyl

or Ci—4—alkyl group,
a 4- to 7-membered cycloalkyleneimino group, wherein

the cycloalkylene moiety may be fused to a phenyl group or
to an oxazolo, imidazolo, thiazolo, pyridino, pyrazino or
pyrimidino group optionally substituted by a fluorine,
chlorine, bromine or iodine atom, by a nitro, Ci—3—alkyl,

Ciz—alkoxy or amino group, and/or

one or two hydrogen atoms may each be replaced by a

Ci3—alkyl, Csy—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—-Ci;_3—alkyl, Cis3—alkoxy or Ciz—alkoxy—-Ci3—alkyl

group,
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or Cl-3-al koxy group and by a heteroaryl group is
meant a nonocyclic 5- or 6 30 nenbered heteroaryl

wWQ@eroepeapt i onal | y substituted by a Cl-3- al kyl PQr/BR903/657002

t he carbon skel eton, wherein WO 2006/ 067165

PCT/ EP2005/ 057002 - 228 thé26-nenbered heteroaryl
group contains one, two or three nitrogen atons and

t he 5-nenbered heteroaryl group contains an imno

group 5 optionally substituted by a Cil-3-al kyl or
phenyteii8nal gybupgtoupheah oxygepoemt$uhpbﬁraaﬁenbor7—

an imn ro tionally substituted bX alk%l
BPmbBheny P e 52 SRRy P LN BooP T aHP oXg Bed hor 2SUT BRaF
@&@gt@ﬂgteaob?dglhygeakyy AyAkbkogen . .abom,or &8n.ilgairexy,

group optionally substituted by a Cl-3-al yI or
%hen?ﬂkQZYBCabk?ﬂk@iougaﬁh@XYmoCn%tﬁé@@ﬁygﬁéh§HY15 angno-

a~phe sed.to~t he

B s e e P S
aﬁﬁﬁceatbeaybpnpaéﬁgﬁ ang thyb@mdn@gotaNe$cpgaGEkyna—

nitrogen atomor via a carbon atom of the
ﬂ%?@?écgbﬁ @lkﬁﬁlép9n8rgéoF8588 phenyl ring, 20 some
or all of the hydrogen atonms in the abovenenti oned
al kyl and al koxy groups or in the alkyl noieties
m@ﬁtb@né@plaﬂedhbya@OVQXﬁ@enned gréppsrobtpor nalvaal

ga% Eplggfg Q qug |ne Lons, 125, and the
?oge At i Bf aﬁy car bxy 3 oup présent or a

;, —N(phenyl), -N(phenyl-Cis—alkyl-
), —N(Ciz—alkyl-carbonyl-), —-N(Ci—,—alkyl-
hydroxy—-carbonyl—-), —-N(Ci_s4—alkoxy—-carbonyl—-), —-N(benzoyl-)
or —N(phenyl-Ci_3—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 a 5— to 7-membered
monocyclic 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 Ry denotes a Cis—alkyl group which is substituted by a
carboxy, Ci-s—alkoxycarbonyl, aminocarbonyl,
Ci-z—alkylaminocarbonyl or di-(Cis—alkyl) —aminocarbonyl
group or by a 4- to 7-membered cycloalkyleneiminocarbonyl

group,
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hydrogen atom bound to a nitrogen atom may each be
replaced by a group which can be cleaved in vivo, 30

w0 bwsosutdONers, the di astereoners, the enanti oPEF/BP20031¢57002

m xtures thereof and the salts thereof, WO 2006/ 067165
PCT/ EP2005/ 057002 - 229 fof2Phe preparation of a
nmedi canent for the prevention or treatnent of a
fibrotic disease selected fromthe group consisting
of fibrosis and renodeling of lung tissue in chronic
obsiiryctivelpul rooarnyatkseageami hbr gsbspandibh is

r deling. of lung.tissuye in chronjc_ bronchitijs,

PIT bLPRA T RRASTRRDHERTRG oF FORgatFL8uBOT - BribRydeRarboxy
bung, fibrRskscaandnpul gepapy diseases with a fibrotic
conponent, fibrosis and renodeling in asthma,
fibrosis in rheumatoid arthritis, virally induced

he gghﬁ SkrEQQﬁgia radi ati on-i nduced 10 fibrosis, post
anglop asty restenosis, chronic gl onerul onephritis,
renal fibrosis in patients receiving cyclosporine and
renal fibrosis due to high blood pressure, diseases
of (Rha) skPn (WieheaRiBbroti ¢l ¥onponent, and excessive
scarring. 15 2. Use in accordance with claim1l wherein
the substituent in the 6 position of the substituted
wndotinone of general fornmula | conprises a
substituted am do group. 20 3. Use in accordance with
claim1 wherein the substituted indolinone of genera
ROr Mdrd cled S %?d%tg%% @M the. graup . Qonsi $ting ofioa1xyl
(a) 3-Z- [ 1- (4- (piperidin-1-yl-nmethyl) -anilino)
gtepbeayla C::-alkyl group terminally substituted by a

phenyl, heteroaryl, trifluoromethyl, hydroxy, Ci_s—alkoxy,
aminocarbonyl, Cis-alkylamino-carbonyl, di-(Cis—alkyl)-—
amino—-carbonyl, Ci_s—alkyl-carbonyl, Ci_s—alkyl-sulphonyl-
amino, N-(Ci_3—alkyl)-Ci_3—alkyl-sulphonylamino,
Ci—s—alkyl-aminosulphonyl or di-(Ci—s—alkyl)-aminosulphonyl

group and

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

Ri3 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(R74) - (CHp) g— (CO) r—R15 (V) ,

wherein
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25 net hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none, (b) 3-2Z-

[ (1- (4- (piperidin-l-yl-nethyl) -ani lino) -1-phenyl -
woretohyé™ere] - 6- car banoyl - 2-i ndol i none, 30 (c) PCT/EP2005/057002

3-Z-[1-(4- (plperldln 1- yI met hyl) -anilino)-1-phenyl

met hyl ene] - 6- net hoxycar bonyl 226i ndol i none,
2006/ 067165 PCT/ EP2005/ 057002 - 230 (d)

WO

3-Z-[1-(4-(di met hyl am nomet hyl ) -ani | i no) - 1- phenyl -

nmet hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none,

(e)

Br.Z-deboftds( (62 ne-ddiometnhlt-opi, per icdinalkyll) oretdpyl - ani |

Ehéjaik§ﬁ8ﬂ§POH¥%hy?EﬁéfaébSPH6XyBQFB8ﬁyFl

2-RhoBEFRBR81Y L,

hetéf%arylcarbonyl heteroaryl-C; ;—alkylcarbonyl,
3-Z-[1-(4-(N-(2-di rrethyl am no-et hyl)-N-acetyl -am no) -

Qnict fABY L3uppealY L nee Ayl enePhengt hoxycar bonyl - 2-i ndol i

By 1 R g G R ATy L BT S7 SRTT ) SRR

t§% anlno)

Astéroeyyl- pb@nyhkpﬁtbyhpﬁ@hyﬁ-@th@pycarbonyl 2-indol i

none, (h)

3-Z-[1-(4- (N (2-di met hyl am no- ethyl) N—nethylsulphonyl

g denotes_ one of the numbers 1

am no) - ani | i no) - 1- phenyl - nethyfene] 6 ethoxycarbonyl

15 i ndol i none, (|)

3 &L d: (4- (BLTRLIKL o ngpet byl ) i L o)1

ene] oxycar ohyﬁ I'none

tgggn%m?ers 2, 3

8rZ4[ 1: { 4m& N atedytiehbdenenbyhamnbaocar baayl net hyl
am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -

2- indolinone, (k)

§15Z [alss(u?he%t tEYll ame%%q%tgl%ylofa'%'ﬂ ' %@ov%n%l?ﬁrl%lnfdzéroup Ry,

net hyl ene] - 6- net hoxycarbonyl - 2-i ndol i none

3-Z-[1-(4-(1-nmethyl -imdazol -2-yl)-anilino)-1-phenyl -

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none,

30 (m

3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N- net hyl

a group of formula

-N(R71¢g) —SO02-R17 (VI),

wherein

Ri¢ denotes a hydrogen atom or a Cis—alkyl
terminally substituted by a cyano,

trifluoromethyl—-carbonylamino or

group optionally

- (Cq_z—alkyl)-trifluoromethyl-carbonyl-amino group and

R417 denotes a Ci—3—alkyl group,

an amino group substituted by a di- (Cis—alkyl)-

amino—-Ci;_3—alkyl-carbonyl or di-(Ci_3—alkyl) -

amino—-Cij_s—alkyl-sulphonyl group and a di-

aminocarbonyl-Cis—alkyl group,

(Ci—z—alkyl)-
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am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- met hoxycar bonyl -
2- indolinone, WD 2006/ 067165 PCT/ EP2005/ 057002 - 231

W 2006/067165 PCT/EP2005/057002

-Z-[l-(4-(N—(2-dinethylaningésthyl)-N-nethylsulphonyl

am no) - ani | i no) - 1- phenyl - net hyl ene] - 6- net hoxycar bonyl -
2- indolinone, 5 (0)

3-Z-[1-(4- (N (3-di net hyl am no- propyl ) - N
nethylmulph@ﬂyﬂk@ﬂbﬂ@)gaalkymemi@hphgmyminethylene]-6-

nmet hoxyc I i hone .
Y e R P hank R RORE) B8RP PEFRYP. Nperein the alkyl
ﬂ@i@ybsythQHY£1@Hhm9} aobktnehtdapbenyl coehbybenehrboxy
nmet hoxycar bonyl - 2-i ndol i none, (q)

FrZupi- (4- (N—((2 di nmet hyl am no-et hyl ) -carbonyl)-N 15
nmet hyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-

met hoxycar bonyl - 2-i ndol i none, (r)

BhdrEin (41 (N 2- dinglbybantsa- ebhyljetl poehyl - apvupy-

ani | i no) - 1- phenyl - net hy Ienel 6- met hoxycar bonyl - 2-i ndo
Fﬂ%h%lﬁ?@ éﬁdt%g)groups mentioned undér Rs; may be mono— or

31 £abde { darEl hy aﬁl”@ﬂ?ﬁgylcﬁﬂbkiﬂg? A-BReRY! s+ iodine
nmet hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none, 25 the

shornenebs, Cthea@kaéteté@ﬁéusromhéhﬁhanhydnexs, €he alkoxy,

] res ther l'ts ther % 4., Use in
g%%%?é%hcelﬁn$EL F%I §8 gfe?ﬁ ?ﬁegg 8UBst i t ut ed
tndebinphemofiogenepahyf prautacl ;islgeleectrdnofeapvbhel,
group consisting of: WO 2006/ 067165 PCT/ EP2005/ 057002
aminosulphonyl, "Ci_s—alkyl-aminosulphonyl,
di-(C;3—alkyl) —aminosulphonyl, C; z—alkyl-sulphonylamino,
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 methylenedioxy

group,
and
Rs denotes a hydrogen atom or a Ciz—alkyl group,

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 cyano,
trifluoromethyl, nitro, carboxy, aminocarbonyl, Cis—alkyl

or Ci_3—alkoxy group and

by a heteroaryl group is meant a monocyclic 5- or 6-—
membered heteroaryl group optionally substituted by a Ci_3—

alkyl group in the carbon skeleton, wherein



10

15

20

25

30

- 232 (t)
3-Z-[1-(4-(2-di net hyl am no- et hoxy) -ani | i no) - 1- phenyl -

woretohyéaee] - 6- met hoxycar bonyl - 2-i ndol i none  (UPCT/EP2005/057002

3-Z-[1-(4-(N-((4- et hyl - pi perazin-1-yl) 5

met hyl car bonyl ) - N- met hyl - ami #8%-ani | i no) - 1- phenyl -

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none, (V)

3-Z-[1- (3-cyano- 4- (N-di net hyl am nonet hyl car bonyl -

met hyl - am no) - ani | i no) - 1- phenyl - net hyl ene] -6 10

et h6xyeabboayl hatendabyhogeo(w) c3anZaihd- one, two or three

éﬁ-neth0ﬁ¥-4- (N—ginethylaninonethylcarbonyl-N—
th9PeanfheYeafi*fi no) - 1- phenyl - met hyl ene] - 6-
met hoxycar bonyl - 2-i ndol i none 15 (x)

3-Z-L1 (4- (N-am nonet hyl car bonyl - N- met hyl - am no) -
ahel PnoymkepaenPPLAEPAYY én8TOBPNEPABRYEEr BBNYINIRO| AHORP

4BOM B b4 RETRE (5 8P RebHy Pali rio2 by 72 ERGTR T g2 ey
anpupethybragbonyl) shiprtthyktaimi 60) - ani | i no) - 1- phenyl

- net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none (z) 3-Z-

[ 1- (4- (N (di- (2-hydroxy-ethyl) -am no-

gﬁthmhﬁ@r§98Mb) HSBEYhythBQ}1@Ht55n9§ & @bgnxhk§§ or
met hyl ene] - 6- met hoxycar bonyl - 2-i ndol i none (aa) [

ghegl-CNs— eihyéaQQDum 9r- ﬁéthyy@anb@nysylPNNﬁeahym and
1.No) - an h nyl - hyl ene] - 6- met hoxycar bonyl -
B hoho a0 gy 2CEh Y

I'no
3-Z-[1-(4- (N—d|nethylaninonethylcarbonyl am no) -
ani l i no) - 1- phenyl - nethéﬁene ] - 6- met hoxycar bonyl - 2-i ndo
fhohBl O 2008P0BY 68 PETY EPPBOELDEYEG2PY @ Ciz—alkyl or

phenyl-Ci_3—alkyl group and two nitrogen atoms,

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

moiety or a fused phenyl ring,

some 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 may be replaced by

fluorine atoms,

and the hydrogen atom of any carboxy group present or a
hydrogen atom bound to a nitrogen atom may each be replaced

by a group which can be cleaved in vivo,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof,
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- 233 (ac) 3-Z- [ 1- (4- (N ((4-methyl- [ 1, 4]
di azepan-1-yl) -

woretobhyées bonyl ) - N- et hyl - ami no) - ani | i no) - 1- pheCl/EP2005/057002

nmet hyl ene] - 6- net hoxycar bonyl - 2-i ndolinone 5 (ad) 3-Z-
[1- (4- (N ((1-nethyl -piperédPn-4-yl)-

nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -

net hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none 10 (ae)
3-Z-[1-(2, 3-di met hyl -4- (N-((4- et hyl - pi perazin-1-yl)-

fret hyheapbepyt it donnof - annéidnoamdnphéoyl thet bybeaertibn or

%%%Qﬁé ﬁg{bg %L%ﬁ@%aggéb ?Q%gséagélgégéd[%io&4£héhgroup

sBhbykeanbopy! Fi8abBO)- éﬂﬂ'k@ﬁbdéi@ﬁ@nME mehhytenslz6in
met hoxycar bonyl - 2-i ndol i none é
shzop1C(qb@hr@@nlﬁ@tmylmgm@éYa ipeasyr) Lehrpongl o

n phen y
PRk SL FObh DoLsbeP I AL PDRLg 20, Fprosis
éﬁddkﬁﬁbhyﬂaﬂ@nefpﬁﬂpglilsbhaCEhybmﬁﬁyQQma lung fibrosis
ani | i no) - 1- phenyl - net hyl ene] - 6- nethoxycarbonyl 2-1ndol ,
@ﬁ%n@ul@gnﬁay)dgsgastlw1%Q a(ﬁg rotitc component, fibrosis

éﬁé 9&ﬂ€88¥£§§159 QEQHME) raptpecar bAnYhdumatoid arthritis,
N- et hyl - am no) - ani | i no) - 1- phenyl - met hyl ene] - 6
vwetabkycanbongf-RePadori avnehogap) radiation-induced

36750 T hibl Phbne- 0D S9E7 D 7185 PO EP2G0RT 087002

@BdmetakdndpHrifild; (4nal fibrosis in patients receiving
(N- et hyl - N-nethylsuIEhon%l-an1no -anilino) -
TvpheRyPL HREhyRentFL e net hboR§ear Bonyf o 2L adoP L ABARePressure,

diseases of the skin with a fibrotic component, and

excessive scarring.

2. Use in accordance with claim 1 wherein the
substituent in the 6 position of the substituted indolinone

of general formula I comprises a substituted amido group.

3. Use in accordance with claim 1 wherein the
substituted indolinone of general formula I is selected

from the group consisting of:

(a) 3-Z-[1-(4- (piperidin-1-yl-methyl) —-anilino)—-1-phenyl-

methylene] -6—ethoxycarbonyl-2-indolinone,

(b) 3-Z-[(1-(4— (piperidin-l1-yl-methyl)-anilino) -1-phenyl-

methylene] -6—carbamoyl-2-indolinone,

(c) 3-Z-[1-(4-(piperidin-1-yl-methyl)-anilino)—-1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone,
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(al) 3-Z-[1-cycl ohexyl am no-1-pheny
nmet hoxycar bonyl - 2-i ndol i none (an)

| - met hyl ene] -6 5

W@B2M6pdH¢34- ( 4- met hyl pi perazi n- 1-yl - net hyl ) - ani PCTIBY2005/057002

phenyl - met hyl ene] - 6- car boxy- 2-i ndo

inone 10 (an)

3- Z-[ 1- (4- et hyl ani nomet hyt - aaPl T no) - 1- phenyl

nmet hyl ene] - 6- car boxy- 2-i ndol i none
(rmorphol i n-4-yl-nmethyl) -anilino) -
nmet hyl ene] - 6- car boxy- 2-i ndol i none
(4y BNz—(2- dﬂﬁ&ﬁhméahymamenhméﬁhw)
nyl - am no) - ani
Bar kool T ROV P OHES 260 (ab) 3. 2H0F
(di - (2- hydroxy-ethyl)-am no-net hyl)
ani lino)-1- phenyl-neth IeneLEG carb
(ar)332z{1f (4= ((4, 6CREMeLBY AEPAREL p

TEbudcarbnpYLie N guL e on) et

(ao) 3-Z- [ 1- (4-

1- phenyl -

15 (ap) 3-2Z- [ 1-
—anilino)—1-phenyl-—

henyl - net hyl ene] - 6-

ino ﬁl

oxy- 2-i ndol i none
ﬁbéréthJ1m§Fyyl)—anll—

B LoPhERYL 125,

(N— (nDrpholln 4-yl - met hyl car bonyl ) - N- et hyl -
no) an no) - 1- Bhen yl - met hyl ene] - 6- carboxy 2-1ndol i
ﬁghe %aﬂf éNZ rdimeﬁﬁylemgn@ﬁpt vl)— acetyl amino) —

églghﬂgshyLﬁﬂéHQIeﬁ@ﬁk%lehbﬁegh¥£hoxycarbonyl -2—-indolinone,

am nonet hyl car bonyl ) met hyl - am no
- nethylene] 6- car boxy- 2- |ndoI|none

(3) et Ryl i Ko 7 R0 2SR RB) ®

)-ani | i no)-1-phenyl
VO 2006/067165

r%pﬁ%éiﬁ acetyl amino)-—

aﬁtmyhemel ﬁhéﬁybemytﬁyﬂédéﬂFBGQEhoﬁyéaYEonyl -2-indolinone,

3-Z-[ 1-cycl ohexyl am no- 1| - phenyl - net
2-indol i none

hyl ene] - 6- car boxy-

(h) 3-Z2-[1-(4- (N-(2-dimethylamino—ethyl) -N-methylsulphonyl—-

amino)—-anilino)-1-phenyl-methylene]

indolinone,

(1) 3-Z2—-[1-(4- (dimethylaminomethyl)
methylene] —6-methoxycarbonyl-2-indo

—-6—ethoxycarbonyl-2-

—anilino)—1-phenyl-—

linone,

(3) 3-Z2-[1-(4- (N-acetyl-N-dimethylaminocarbonylmethyl-

amino)-anilino)-1-phenyl-methylene]

indolinone,

(k) 3-Z2-[1-(4-ethylaminomethyl-anil
methylene]-6-methoxycarbonyl-2-indo

(1) 3-Z2-[1-(4-(1l-methyl-imidazol-2-

methylene] —6-methoxycarbonyl-2-indo

—-6-—methoxycarbonyl-2-

ino)—1l-phenyl-

linone,

vl)—-anilino) -1-phenyl-

linone,

(m) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-

amino)-anilino)-1-phenyl-methylene]

indolinone,

—-6-—methoxycarbonyl-2-
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(aw) 3-Z-[1-(4-dinethylam nonethyl-anilino)-1-(3-(2-
car boxy-et hyl ) - phenyl) - net hyl ene] - 6- met hoxycar bonyl -

waosmeabi none (ax) 3-2Z- [ 1- (4- PCT/EP2005/057002

(2-di met hyl am no-ethyl) -anilino) -1- (3- (2-

car boxy- et hyl ) - phenyl ) - met hy¥ éhet - 6- met hoxycar bonyl -

i ndol i none 15 (ay)
3-Z-[1-(4-(1-methyl -i m dazol -2-yl)-anilino)-1-(3-(2-
car boxy- et hyl ) - phenyl ) - net hyl ene] - 6- net hoxycar bonyl -
i ndol i none 20 (az)

( [ thyI m_none I
Taf boxheLngly  DReayt SRECHY PEaBp- 6 RbE holyeaf Behghiphony1-
aﬁ§@bon9ﬂ@1£h@) -3= %héﬁyi4me£ﬁyﬂéﬂ@§hyLﬁ@tH@x§baybbny1 -
-ani l i no) -1-pheny
nedpyLeagE- 6- et hyl net hyl car banoyl - 2-i ndol i none (bb)
3-Z-[1- (4-di net hyl am nonet hyl -ani | i no) - 1- phenyl -
met hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none 30

(br) 33zZf [ 11 &€ InneBhylimpt pel ki nodpybpyam-ne- | - phenyl
nmet hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i none_ WO

@@b%yéé?iﬁéopt#rﬁmzﬁesree#éeﬁo>—12@%en(%awethylen61 —6-

§e€h£;Y&5£@8§yﬁ dimethyk aphao- cycl ohexyl amino) - 1-
phenyl - net hyl ene] - 6- et hyl met hyl car banoyl - 2- i ndol i none

(be) 3-Z-[1-(4- (2 dlethylan1no et hoxy) -anilino)

pheny - -
BT anbT - &%ed Ny PHBERDY SR BAREIT LS RUGHTHORY b
BeZhyEs&iphényQ#bmiﬁ®ﬂkﬁﬁth¥h6ﬂ¥mepnéﬁpykmethylene] —-6—
r opi on
g%fyﬁﬁF%Pﬁ%} 4= pREAYELABENYI ene] - 6- et hyl net hyl car ba
nDyI 2-indol i none

(q) 3-2—-[1-(4-(N-((2-dimethylamino—ethyl)-carbonyl)-N-
methyl-amino)—-anilino) —1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone,

(r) 3-Z-[1-(4-(N-(2-dimethylamino—-ethyl) N-acetyl-amino) -
anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

and

(s) 3-Z-[1-(4-methylaminomethyl-anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

4. Use in accordance with claim 1 wherein the
substituted indolinone of general formula I is selected

from the group consisting of:
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10 (bg) 3-Z- [ 1- (4- (N ((4-nethyl-piperazin-1-yl) -
nmet hyl car bonyl ) - N-net hyl - am no) - ani | i no) - 1- phenyl -

woretohyéaee] - 6- et hyl net hyl car banoyl - 2-i ndol i noneCTUEP0$1)57002

3-Z-[ 1- cycl ohexyl am no- | - phenyl - net hyl ene] - 6-

et hyl met hyl car banoyl - 2-i ndol ¥aéne (bi) 3-Z- [ 1- (4-

(N- (2-di nmet hyl am no-et hyl )-Nacetyl -am no) -

ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl net hyl car banoyl -

20 i ndolinone (bj)

3EZ BizéBldiefhy#ammebnpnhmﬂnaﬂéthomy>1aphEmyb> 1-phenyl-
Qy%ene% -eth neth¥hcarﬁ?20¥%-2 i ndol i none 25

IC%R €2° IﬁeF B et RPN homet AyHEaRBonyl - N- et hy!|

an1no) ani i no) - 1- phenyl - net hyl ene] - 6- et hyl et hyl car ba

Y 2-indolinone (bl) 3-Z-[1-(4- (N
(2) dBmBt hy AT (8- éf ym§thvgeplpera2ln 1-y1) -

LYo pelsachbs el by e -

RETHhEP2085/05M80R0xyc@BBon{fbAP—indolinone,
3-Z-[1-anilino-I-phenyl -nethyl ene] - 6-
ethylnethylcarbannyl 2-indolinone (bn)

$VZ Blz(41e @ BD@EQN¥Hlﬁ9thymQﬁlﬁoﬁggﬂyhcgrbon{l N-

yl ene] - | met hyl car banoyl - 2-i ndol i none
Gezhyp a;ml(m) e(lzl@ln@t hytahenplenpyhyleaai tbno)
- 1- phenyl - . .
TRy ForaT ORISR T ARERY 8P Baroyl - 2-f ndol i none 10
(bp) 3-Z- [ 1- (4- (N (3-dinethylam no-propyl)
-N- acet

-am
1 P10y LT TahERYhoEC AyI(Bnd] U6t By hgPiBERS T EH BaRByTY N -
h@99§ingﬂ§no) —anilino) -1-phenyl-methylene] —6-

methoxycarbonyl-2-indolinone

(x) 3-Z-[1-(4- (N-aminomethylcarbonyl-N-methyl-amino)-

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(yv) 3-Z2-[1-(4-(N-(N- (2—-dimethylamino—ethyl) -N-methyl-
aminomethylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6-methoxycarbonyl-2-indolinone

(z) 3-Z-[1-(4- (N-(di—-(2-hydroxy—ethyl)-amino-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

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

indolinone

(ab) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl—-amino) -

anilino)-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone
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(bqg) 3-Z-[1-(4- (N-nmethyl-N-nethylsul phonyl -am no)
-anilino) - 15

wd 2qb/esnbs net hyl ene] - 6- et hyl net hyl car banoyl - 2- PCIIBPI0AII057002

e (br) 3-Z-[1-(4-nethoxycarbonyl-anilino)- 1 phenyl -
met hyl ene] - 6- et hyl met hyl car bafdyt - 2-i ndol i none 20 (bs)
3-Z-[1-(4-carboxy-anilino)-1-phenyl -nethyl ene] - 6-

et hyl net hyl car banoyl - 2-i ndol i none (bt) 3-Z- [ 1- (4-
(N- (di net hyl am no- car bonyl nethyl) -N-
nethylsulphonyl am no) - anilino) 1- phenyl met hyl ene] - 6

5 et hyl hyl c rb i ndolin 3-Z- -
(e 326 Tt St SemaRy) T anfF i hes S0 phakyt -
ﬂ@tﬂyh@a§$oﬁy@§hNLﬁ@EE?mDMhlaobngﬁhnmﬁaﬁ 13Bnkhy) -3- Z-

1 §4 é 4-met h pi perazin-1-yl)
wethyleae 0ﬁyW?thpﬁﬁﬁhyboaMﬂnéflaﬁPl#ﬁ@@e1 phenyl -
nmet hyl ene] - 6- et hyl car banoyl - 2-i ndol i none WO
2006/ 067165 PCT/ EP2005/ 057002 - 238 (bw) 3-Z- [ 1-
(4¢) (Bz{21di(methyl(am-neteyhyb)lp&ridin-4-y1)-
nmet hyl sul phonyl - am no) - ani | i no) - 1- phenyl - et hyl ene] - 6-
%?E?Y%%?Bg ilzN.ﬁaB Vﬁoﬁ@léoébiylélio)rliph€ﬁyl‘

&gtﬂymghg L@ﬂh@@hskpeé¥%on9meLmﬁaozingﬂsnyl
met hyl ene] - 6- et hyl net hyl car banoyl - 2-i1 ndol i none (by)

3-Z-[1-(4- (N-di met hyl am nomet hyl car bonyl - N-met hyl 10
?Q%ﬂo% Q”EE'Q% 3dpRemy| 1 TRLhylenglz 8 gL hyLearbampyl 12,

dolin
BethlcéébdngﬁthymaﬂbneaﬁnmyhoanuLpneﬁy1~mhenyﬂene —-6—

net hyl ene] - 6- ethglcarbanoyl 2-indolinone 15
methoxycarbonyl indolindne

(af) 3-Z-[1-(4— (N- ((4-methyl-piperazin-1-y1)-
methylcarbonyl)-amino) —anilino)—-1-phenyl-methylene]-6—

methoxycarbonyl-2-indolinone

(ag) 3-Z-[1-(4— (N-((4-methyl-piperazin-1-y1l)-carbonyl)-N-
methyl-amino)—-anilino) —1-phenyl-methylene] —6—

methoxycarbonyl-2-indolinone

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

anilino)—-1-phenyl-methylene]-6-methoxycarbonyl-2-indolinone

(ai) 3-Z-[1-(4— (N- ((3—-dimethylamino-propyl)-aminocarbonyl) —
N-methyl-amino)-anilino)-1-phenyl-methylene]-6-

methoxycarbonyl-2-indolinone

(aj) 3-Z-[l-anilino-1l-phenyl-methylene]-6-methoxycarbonyl-

2—indolinone



(ca) 3-Z- [ 1- (4- (N (2-di methyl am no-ethyl)
-N-acetyl -am no) -

w@2iob6mys 1- phenyl - net hyl ene] - 6- et hyl car banoy| PQFEPR#03/057002
none (cb) 3-Z-[1-(4- (N (3-dinethylam no-propyl)
-N-acetyl -ami no) 20 - 234 -
ani | i no) - 1- phenyl - net hyl ene] - 6- et hyl car banoyl - 2-i ndol
none (cc)
3-Z-[1- (4-carbanoyl -ani |l i no)-1-phenyl - met hyl ene] - 6-
ehhylﬁEZhyﬂeaﬂbaNmetByﬂﬂﬁ@héﬁhpésﬁEpﬁcdylSaﬁinb)1anilino)—

LAPPFRBH 12 DRENS Fe RE PP GHEEY 2 EERYT Roehyhear baRS - 2
i ndol i none (ce) 3-Z- [ 1- (4-

; (4- et hyl - pi perazin-1-yl)-carbonyl) - 30
ﬁiPlﬁO? ilphgayPhasy hyhenetlerbehyilnBeh)y tarpandyl - 2-

%§€§5§9§99?¥§§§%g?/Qgg}@goggT/EP2005/057002 - 239

((4-met hyl - pi perazi n-1-yl)-carbonyl) -

anlllno£ 1- phenyl net hyl ene] - 6- eth¥lcarban0yl 2-1indol i
ﬁ@ﬁ (A—methylpiperazin yvl-methyl)—anilino) —-1-

§ﬁ9%§iémégh§ﬂeﬁéﬂ—@LBXkakﬁeEaEhabileﬁéCarbonyl)'an|
I no) -
1-pheny| nmet hyl ene] - 6- et hyl net hyl car banoyl - 2-i ndol i non

fagg ?hiﬁ k$ me£6%§%§ﬁggggkﬁ§ﬁ—anilino)—l—phenyl—

no- e
gat haheyk) ~anthirboxyiz2pheaylimehbyl ene] - 6-
et hyl net hyl car banoyl - 2-i ndol i none 10 (ci) 3-Z- [ 1-
(4 (N ((4-nethyl-piperazin-1-yl) -
E bcgt?Qﬂxhl g§58y£ﬁa@LQQIm@Bh§nvoznilﬁﬂ§P%h phenyl-

yl ene] - 6- di et hyl car banoyfl - 2-i ndol i none 1
BeZhy@&neq46 ¢bcbex@;-25idodnethyhepi perazin-1-yl) -
car bonyl ) -ani |l i no)-1- phenyl - net hyl ene] - 6-
et hyl net hyl car banoyl - 2-i ndol i none
(ap) 3-Z-[1-(4— (N— (2-dimethylamino-ethyl)-N-

methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

carboxy-2—-indolinone

(aq) 3-Z-[1-(4-(di—(2-hydroxy—ethyl)-amino-methyl) —

anilino)—-1-phenyl-methylene]—-6-carboxy—-2—-indolinone

(ar) 3-Z-[1-(4-— (N-((4-—methyl-piperazin-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-

methylene] -6—carboxy—-2-indolinone

(as) 3-Z-[1-(4— (N— (morpholin—-4—-yl-methylcarbonyl)-N-methyl-

amino)—-anilino)-1-phenyl-methylene] -6—carboxy—-2-indolinone

(at) 3-Z-[1-(4— (N- (N-(2-dimethylamino—ethyl)-N-methyl-
aminomethylcarbonyl) -N-methyl-amino)—anilino) -1-phenyl-

methylene] -6-carboxy-2-indolinone
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(ck) 3-zZ- [
- car bonyl)
W@210b061ay5 1-
none (cl)
- car banoyl )
ani lino)-1-
i ndol i none
5-di net hyl

1- (4- ((4-ethyl-piperazin-1-yl)

20

phenyl - net hyl ene] - 6- et hyl car banoy| PQFEPRI0S/057002
3-Z- [ 1- (4- (N—2§§-diethylanino-ethyl)

phenyl - net hyl ene] - 6- et hyl net hyl car banoyl -

25 (cm 3-Z- [ 1- (4- ((cis-3,

- pi perazin-1-yl) -

car bonyl ) -anilino)-1-phenyl - met hyl ene] - 6- et hyl car banoy
légé|hgg%£hgg$eég gg %ygié@iLo}étﬁg%ysDgnilino)—l—phenyl—
ﬂ@tﬂ?héﬁéph@nwérﬁﬁkﬁoi apkbi RAdnd- phenyl - met hyl ene] - 6-

et hy
PCT/ EP2005/

car banoyl - 2-i ndol i none WD 2006/ 067165

057002 - 240 (co) 3-Z- [1- (4-

ngg'§EEh¥HaH%E95E£Q¥%§ﬂ£R8”X' ggEhMEtPQQEInd prcarboxy-

-ani | 1 no)

et hox rbony

5-(apdlinone
-Z-[ 1- (4-di net hyl am nonet hyl - ani | i no) - net hyl ene] - 6-
nmet hoxycar bonyl - 2-i ndol i none (cq) 3-Z-[1-(4- (N

(éﬁ%"@tﬁ¥|1p'@98§%bﬂh

hlnomethyl anilino)-1-(3—-(2-

1¥
yl car bonyl -N—net% | -am no) - ani | i no) - net hyl ene] - 6-
@rhexhoﬁyhﬁlbopyﬁnzlvnmethméﬁeeqcﬁ)mstzoxyCirb@nyltﬂk
- - pi perazin-1-yl) -
%éé%£$%£¥ onyl ) - N- et hyl - ami no) - ani | i no) - net hyl ene] - 6-
ethylcarbanDyI 2-indol i none 15 (cs)
3-Z-[ %4 d|nethglan1nonethyl-anll|no% nmet hyl ene] - 6-

é?ﬁ%léa

pafoyf =2

rAEBPFRBRBNEEPYeBD L] Tap4lino) —1- (3= (2~

&Q£E§£9déﬂh§lprﬂghyiglme@ﬂ&hbﬂ@) BHEEPMBQQ@Lrbonyl 2—

indolinone

(ay) 3-2-[1-

(44— (1-methyl-imidazol-2-yl)—-anilino)-1-(3-(2-

carboxy-ethyl) —-phenyl) -methylene] -6-methoxycarbonyl-2-

indolinone

(az) 3-2-[1-

(A—dimethylaminomethyl-anilino)-1-(4—-(2-

carboxy-ethyl) —-phenyl) -methylene] -6-methoxycarbonyl-2-

indolinone

(ba) 3-Z2-[1-

methylene]

(bb) 3-Z2-[1-

methylene]

(bc) 3-Z2-[1-

methylene]

(4— (2—dimethylamino—ethyl)-anilino) -1-phenyl-

—-6—ethylmethylcarbamoyl—-2-indolinone

(A—dimethylaminomethyl—-anilino)-1-phenyl-

—-6—ethylmethylcarbamoyl—-2-indolinone

((l-methyl-piperidin—-4-vyl)-amino—1l-phenyl-

—-6—ethylmethylcarbamoyl-2-indolinone
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20 6-et hyl car banoyl - 2-i ndol i none, and (cu) 3-Z- [ 1-
(4- (N (3-dinethylam no-propyl) -Nacetyl-amno) -

w@2iob6mys net hyl ene] - 6- et hyl car banoyl - 2- i ndol | PGHEP2002657002

the tautoners, the diastereoners, the enantioners, the
m xtures thereof and the sal#36thereof. 5. Use in
accordance with claim1l wherein the 30 substituted
i ndol i none of general formula | is selected from 3-2Z-
[ - (4- (N ((4-nmethyl-piperazin-1-yl) -
wethyBear bonyt rahNsaettiylheahiyhehiantbiyodphédxphenyho WOL -
2006/ 67165 P2005/ 057002 - 241 . :
REERY I efe} 8! ﬁﬁ?E éyéaﬁﬁgﬂﬁFﬁﬁlFﬁH%PWﬂ%hé2aﬁnﬁﬂélnone
wonoethanesulfonate salt of this conpound. 5 6. Use in
accordance with any one of clains 1 to 5 wherein the
db@éa§ezfélséﬂeé€ediﬁFbﬁi@ﬁén@réuboéwhsﬁéilhgo)oﬂ Phenyl-
' SELS ses brotic
T B B R B Rohe T,
giant cell |nterst|t|al pneunDnla sarcodosi s, cystic
O fibrosis, res ratory di stress syndrone,

éPE@ Prduced (Fung~ (FiBrBsFaYLgianar Brarssi sN-propionyl-

§mhhe?sa§l1§§9¢81oghény§y§ggﬁy§en§@Lgtggﬁymﬁethpﬁcarbamoyl-
virally induced hepatic cirrhosis selected from

hepadptiso®i nduced hepatic cirrhosis, and the

di seases of the skin with a fibrotic conponent

sel ected 15 from scl eroderma, sarcodosis and system c
kopus3-erythematusyss-retlge—phpaecgoti daneglywt h any
one of clains. 1 to 6 20 wherein the disease is
naFbpatArecput hoNarg thybresiac) —8niyseci nlaek6rdance
M@EHyﬁgxe?DG—QEh§hﬁé€§y1059bgmoyl—2—indolinone

(bh) 3-Z-[l-cyclohexylamino—-1-phenyl-methylene] —6—
ethylmethylcarbamoyl-2-indolinone

(bi) 3-Z-[1-(4—- (N- (2-dimethylamino—-ethyl)-N-acetyl—-amino)-—
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2—

indolinone

(bj) 3-Z-[1-(3-diethylaminomethyl-anilino)-1-phenyl-
methylene]—-6—-ethylmethylcarbamoyl-2-indolinone

(bk) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-
amino)—-anilino)-1-phenyl-methylene] -6—-ethylmethylcarbamoyl-

2—indolinone

(bl) 3-Z-[1-(4- (N— (2-dimethylamino—-ethyl)-N-
methylsulphonyl-amino)-anilino)—1-phenyl-methylene]—-6-
ethylmethylcarbamoyl-2-indolinone
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wherein the treatnent is a conbined treatnent with a
25 further pharmacol ogically active substance sel ected

w0 06 tb®e gr oup consi sting of anticholinergi cPGEPR085/057002

beta-2 mnetics, steroids, PDE-1V inhibitors, p38 NMAP
kinase inhibitors, NK1 antagénists, LTD4 antagonists,
EGFR i nhibitors and endot hel i n-antagoni sts. 30 WO
2006/ 067165 PCT/ EP2005/ 057002 - 242 9. A nethod for
the prevention or treatnment of a fibrotic disease
$ehpcBed-fLommt hengrdupheonsi-atthglehe]fbbrosi s and
.chronic obstructive

SeT koY T A eeadas fror bere 4Ra Pemodel i ng of 5| ung

tissue in chronic bronchitis, fibrosis and renodeling

obnl ungztissye_ é@h?ﬂgﬁ¥§8ﬂ@thgQDQDEEPBQ§L§ @HQnyl—
pul monary diseases with a rotic conponent

figbhvseseand-eehpdetthglcanbanbhihas - fnBpdshenen
rheumatoid arthritis, virally induced hepatic

cirrhosis, radiation-induced fibrosis, post 10

apg) opl-asty-nestenogisthohanhe-gtpoey uboNephs) tiSphenyl-
renal fibrosis in patients receiving cyclosporine and
Fehay LenebrosPshubect by ArgR O BIeBd ~presdit enCtfseases

of the skin wth a fibrotic conponent, and excessive
scarring, wherein a substituted indolinone of fornula
Koas defihéd(En Eﬂy3odemishgﬂamﬁabﬁperYb)SN%scetyl amino) —

T R e i R

canbienrsner excipients. 20 10. The nethod in
accordance with claim9, wherein the disease is
sel ected fromthe group consisting of the |ung

(bg) 3-Z-[1-(4- (N-methyl-N-methylsulphonyl—-amino)—anilino) —
l-phenyl-methylene]—-6-ethylmethylcarbamoyl-2-indolinone

(br) 3-Z-[1-(4-methoxycarbonyl—-anilino)-1-phenyl-
methylene] -6—ethylmethylcarbamoyl-2-indolinone

(bs) 3-Z2-[1-(4-carboxy—-anilino)-1-phenyl-methylene]-6-
ethylmethylcarbamoyl-2-indolinone

(bt) 3-Z-[1-(4- (N- (dimethylamino—-carbonylmethyl) -N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-
ethylmethylcarbamoyl-2-indolinone

(bu) 3-Z-[1-(4- (2-dimethylamino—ethoxy)—-anilino)-1-phenyl-

methylene] -6—ethylcarbamoyl-2-indolinone

(bv) 3-2-[1-(4- (N-((4-methyl-piperazin-1-yl)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
methylene] -6—ethylcarbamoyl—-2-indolinocone
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fibrosis and pul nonary di seases with a fibrotic
conponent selected fromidiopathic pul nonary

W0 29s/061165 gi ant cell interstitial pneunoni a, PCT/EP2005/057002

sarcodosis, cystic fibrosis, 25 respiratory distress
syndr one, drug i nduced lung £8Brosis, granul omatosis,
silicosis, asbestosis, systemc scleroderna, t he
virally i nduced hepatic cirrhosis selected from
hepatitis C induced hepatic cirrhosis, and the

di seases of the skin with a fibrotic conponent

el ected fro eroder sarcodosi s _and system c
BBbsg rj?ﬁéﬁat dV@?Eggéﬁﬁé?fégt%&;)E§2005/057002
me@ﬂ§1s&iﬁhgh§lﬂ§hhﬁg)Lanaﬁﬁﬁbﬁamcﬁh@hyb —pbehfndle]-6-

wherein t di sease 1s idiopathic pul nonary br03|s

gthylcyhreaney hod-indaééspaance with any one of clains

9 to 11, wherein the treatnent is a conbi ned

treatment with a further pharmacol ogically active

sukspt ance[sel(ecteddimethyl hrigooepheanRstshiD@gnof -1 -phenyl-
antichol i nergi c agents, beta-2 10 n1net|cs st eroi ds,

BOELY Ve R BT EbRE mﬁééykﬁPrP?ﬁagé Zr hRPBLEBPES NK1

ant agoni sts, LTD4 antagonists, EGFR inhibitors and

endot hel i n-ant agoni sts. said further pharmacol ogically
devi vé-8ubstdficéNbdingthrhinispeeedyleprhenyl N-methyl-

gl a”SOES'X of EQHGT%S‘L%Q@%Q 15 ggﬁ%%ﬁg%cﬁ'—z—
conposi fi'on ¢o tal I'ng-a I'none 0
insouiaoheas defined in any one of clalns l1to5in
conbi nation with a further

(bz) 3-Z-[1-(4-dimethylaminomethyl-anilino)-1-phenyl-

methylene] -6—ethylcarbamoyl-2-indolinone

(ca) 3-Z-[1-(4— (N- (2-dimethylamino—ethyl)-N-acetyl-amino)-—-

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

(cb) 3-Z-[1-(4—- (N- (3—-dimethylamino—-propyl) -N-acetyl—-amino) —
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cc) 3-Z2-[1-(4d-carbamoyl—-anilino)-1-phenyl-methylene] -6-
ethylmethylcarbamoyl-2-indolinone

(cd) 3-Z2-[1-(4- (N-(2-diethylamino—-ethyl) —carbamoyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2—

indolinone

(ce) 3-Z-[1-(4- ((4d—methyl-piperazin-1-yl)-carbonyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone
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phar macol ogi cal ly active substance selected fromthe
group 20 consisting of anticholinergic agents, beta-2

WOorewenées PDE- |V inhibitors, p38 MAP ki nase PCT/EP2005/057002

i nhi bitors, NK1 antagonists, LTD4 antagonists and
endot hel i n-ant agoni sts, optiéadlty together with one
or nore pharmaceutically acceptable carriers or
exci pi ents.

(cf) 3-Z-[1-(4- ((4d—methyl-piperazin-1-yl)-carbonyl) -
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cg)3-2—-[1-(4-((4—-ethyl-piperazin-1-yl)-carbonyl)-anilino) —
1-phenyl-methylene]—-6—ethylmethylcarbamoyl—-2-indolinone

(ch) 3-Z-[1-(4- (N-ethyl-N-(2-dimethylamino—-ethyl) -
carbamoyl) —anilino)-1-phenyl-methylene]—-6—
ethylmethylcarbamoyl-2-indolinone

(ci) 3-2-[1-(4- (N-((4d-methyl-piperazin-1-yl)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
methylene] -6-diethylcarbamoyl-2-indolinone

(cj) 3-Z-[1-(4-((cis—-3,5-dimethyl-piperazin-1-yl)-—
carbonyl) —anilino)-1-phenyl-methylene] -6-

ethylmethylcarbamoyl-2-indolinone

(ck) 3-Z-[1-(4-((4-ethyl-piperazin-1-yl) —carbonyl) —
anilino)-1-phenyl-methylene]-6-ethylcarbamoyl-2-indolinone

(cl) 3-Z2-[1-(4-— (N-(2-diethylamino—-ethyl) —carbamoyl) -
anilino)-1-phenyl-methylene]-6-ethylmethylcarbamoyl-2-

indolinone

(cm) 3-Z-[1-(4-((cis—-3,5-dimethyl-piperazin-1-yl)-—
carbonyl) —anilino)-1-phenyl-methylene]-6—ethylcarbamoyl—-2-

indolinone

(cn) 3-Z-[1-(4— (N- (3-dimethylamino—propyl) —N-
methylsulphonyl—-amino) —anilino)—1-phenyl-methylene]—-6-

ethylcarbamoyl—-2-indolinone
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(co) 3-Z-[1-(4- (N-dimethylaminomethylcarbonyl-N-methyl-

amino)—-anilino)-methylene]-6-methoxycarbonyl-2-indolinone

(cp) 3-Z2-[1-(4-dimethylaminomethyl—-anilino)-methylene]-6-

methoxycarbonyl-2-indolinone

(cq)3-Z-[1-(4— (N-((4d-methyl-piperazin-1-yl1) -
methylcarbonyl) -N-methyl-amino)—anilino) methylene]—-6-

methoxycarbonyl-2-indolinone

(cr) 3-Z-[1-(4-— (N-((4-methyl-piperazin-1-y1)-
methylcarbonyl) -N-methyl-amino)—anilino) methylene]—-6-

ethylcarbamoyl—-2-indolinone

(cs) 3-Z2-[1-(4-dimethylaminomethyl—-anilino)-methylene]-6-

ethylcarbamoyl—-2-indolinone

(ct) 3-Z2-[1-(4- (piperidin-1-yl-methyl)-anilino) -methylene] -

6—-ethylcarbamoyl-2-indolinone, and

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

anilino)-methylene]-6-ethylcarbamoyl-2-indolinone,

the tautomers, the diastereomers, the enantiomers, the

mixtures thereof and the salts thereof.

5. Use in accordance with claim 1 wherein the
substituted indolinone of general formula I is selected
from 3-2-[1-(4- (N-((4—methyl-piperazin-1-y1l)-
methylcarbonyl) -N-methyl-amino)—anilino) —-1-phenyl-
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methylene] -6-methoxycarbonyl-2-indolinone or the

monoethanesulfonate salt of this compound.

6. Use in accordance with any one of claims 1 to 5
wherein the disease is selected from the group consisting
of the lung fibrosis and pulmonary diseases with a fibrotic
component selected from idiopathic pulmonary fibrosis,
giant cell interstitial pneumonia, sarcodosis, cystic
fibrosis, respiratory distress syndrome, drug-induced lung
fibrosis, granulomatosis, silicosis, asbestosis, systemic
scleroderma, the virally induced hepatic cirrhosis selected
from hepatitis C induced hepatic cirrhosis, and the
diseases of the skin with a fibrotic component selected
from scleroderma, sarcodosis and systemic lupus

erythematosus.

7. Use in accordance with any one of claims 1 to 6

wherein the disease is idiopathic pulmonary fibrosis.

8. Use in accordance with any one of claims 1 to 7
wherein the treatment is a combined treatment with a
further pharmacologically active substance selected from
the group consisting of anticholinergic agents, beta-2
mimetics, steroids, PDE-IV inhibitors, p38 MAP kinase
inhibitors, NK; antagonists, LTD4 antagonists, EGFR

inhibitors and endothelin-antagonists.
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9. A method for the prevention or treatment of a
fibrotic disease selected from the group consisting of
fibrosis and remodeling of lung tissue in chronic
obstructive pulmonary disease, fibrosis and remodeling of
lung tissue in chronic bronchitis, fibrosis and remodeling
of lung tissue in emphysema, lung fibrosis and pulmonary
diseases with a fibrotic component, fibrosis and remodeling
in asthma, fibrosis in rheumatoid arthritis, virally
induced hepatic cirrhosis, radiation—-induced fibrosis, post
angioplasty restenosis, chronic glomerulonephritis, renal
fibrosis in patients receiving cyclosporine and renal
fibrosis due to high blood pressure, diseases of the skin
with a fibrotic component, and excessive scarring, wherein
a substituted indolinone of formula I as defined in any one
of claims 1 to 5 is administered to a patient in need
thereof, optionally together with one or more

pharmaceutically acceptable carriers or excipients.

10. The method in accordance with claim 9, wherein the
disease is selected from the group consisting of the lung
fibrosis and pulmonary diseases with a fibrotic component
selected from idiopathic pulmonary fibrosis, giant cell
interstitial pneumonia, sarcodosis, cystic fibrosis,
respiratory distress syndrome, drug-induced lung fibrosis,
granulomatosis, silicosis, asbestosis, systemic
scleroderma, the virally induced hepatic cirrhosis selected
from hepatitis C induced hepatic cirrhosis, and the
diseases of the skin with a fibrotic component selected
from scleroderma, sarcodosis and systemic lupus

erythematosus.
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11. The method in accordance with claim 10 wherein the

disease is idiopathic pulmonary fibrosis.

12. The method in accordance with any one of claims 9
to 11, wherein the treatment is a combined treatment with a
further pharmacologically active substance selected from
the group consisting of anticholinergic agents, beta-2
mimetics, steroids, PDE-IV inhibitors, p38 MAP kinase
inhibitors, NK; antagonists, LTD4 antagonists, EGFR
inhibitors and endothelin-antagonists.said further
pharmacologically active substance being administered

either simultaneously or sequentially.

13. Pharmaceutical composition containing a
substituted indolinone of formula I as defined in any one
of claims 1 to 5 in combination with a further
pharmacologically active substance selected from the group
consisting of anticholinergic agents, beta-2 mimetics, PDE-
IV inhibitors, p38 MAP kinase inhibitors, NK; antagonists,
LTD4 antagonists and endothelin-antagonists, optionally
together with one or more pharmaceutically acceptable

carriers or excipients.



