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Liquid or low nelting stabilizer formulations
Technical Field The instant i nvention relates to

wo e@paioa7103 | ow nmel ting m xtures of phosphi nes »E1/BP2005/057013

phenolic antioxidants as stabilizers for thernoplastic
pol yners. It further relates to anorphous conpositions
of phosphines with phenolic antioxidants and their use
for stabilization of thernoplastic polyners. Technica
background As known in the art the processing as well
as the use of polynmeric materials requires a
stabilization package usually conposed of primry
antioxi dants (sterically hindered phenols, AO
conbi ned with secondary stabilizers (phosphorus based
processing stabilizers, PS) to maintain the polymer
properties. Such conbinations of phenolic AOw th PS
I i ke phosphites and phosphonites are known and used
for long tines. Also the use of phosphines as single
conmponent PS has recently been described, e.g. in
WO A- 03/ 014213 or EP-A-1 462 478. US 5362783 di scl oses
a pol ymer conposition conprising a polycarbonate and
an essentially epoxide-free stabilizer conposition
cotfpPFSPHENaY BpRoSphi ABEBTMENE QBnBREVENgEﬁNIQF FIBROTIC
PRIRZR3 (1) wherein Rl, R 433, i ndependent |y from
each other represent an alkyl, cycloal kyl, aryl or
aryl -al kyl group or an aryl group which is substituted
at the aromatic ring with one or nore hal ogens and/ or
one or nore al kyl or al koxy groups and b) a hi ndered
phenol . According to the disclosure of the description
the conpositions are blended at roomtenperature. The
ekanpresegdoninvghveoanyefaieherodet afWsuapoaf thdolinones
LX] c - B- 6369140 di scl oses a pol yneric
g% %gF?%gn%égﬁngning 100.0 parts 3rd generation
pol ypr opyl ene honopol ynmer, 0.05 parts
oftetrakis(nethylene-3,(3',5'-diteﬁ£.
butyl-4'-hydroxyphenyl)proph@nate) nmet hane
commercially avail able as Iro.noxiOlO (a trademark),
0.1 parts calcium stearate angro: 4 parts of
tris(4-nmethyl phenyRR _phgosphi ng. TheRSonposition
di scl osed in exanple B T d by dry bl ending. Most
of the polymer producefs o ters use solid
addi tives or additéy- Nt Ni ons (bl ends) as
m xtures of powder's” or convert'ed into a specific form
by extrusion, pelletizing, pregsing aqg)the like. In
addition, the solidification of a nelt 0h cooling
bands to individual solidified droplets respectively
strand which is broken in an additional processing
step leads to solidified blends. Such fornul ations
bauer tperadvant agesef gbst heoHsernas: howehe 50T age
capacities, |ess dosing equipnent, constant ratio of
thestenponents bhet hrabténdsras wekl migtuced dbsteof and

PRECane T4t AT Gt SHBWE SBGTE0AT DRCcP G208 WAI-ER T Sad

beckpbepngesgit eshefbese bl ends are preferably nmade
from conpounds havi ng hi gher
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melting points, as low nelting point products tend to
bl ock during manufacturing of such bl ends but also on

WG rmnaem75 Especial |y products with nmelting poi PET/BP2005/057013

| ess than about 60C are prone to such bl ocking

effects, leading to large incédnveniencies for the

user. An alternative possibility for dosing additives,
especially for those being liquid at anbient
tenperature, is the direct dosing by punping to the
exthpodeds. ofhtseobbers gduantagesrooneelni nfgeptectsmens,
and workin églene as no dust em ssion can _occur and

the FGBEE §©° EShaﬁﬁ?eﬁn?ﬂt&P@?ESsyEPgn@l§F§6€s thereof
éMQ'Qh@gs§QBEaHh8§éb@n phrtheuprodyct scbynesdo1dystadly
ot her products. As many of the additives of choice
hQQ@phﬁghenﬁﬁﬁtﬁgtb@rﬁp§,ohavelbeabodésmggbﬁdthé Wwo

0 a
b gaL  Rean TEhb VL BRPOmbaa Y oBobaBeR | 6RDLE-REs, in
puﬂpscamartankshhlﬁbtﬁﬁgpemﬂéﬁg canmpkexoandkexpessive

count erneasures |i ke double wall piping and good
PEBFEL P ONY WoEFEPhBY nB¥ESS AT . kTﬁ%?%?o?%C?hP§ VﬁﬁﬁRéf
[ a bl t | t oi f

FRaFR8,) PROELY,2PBLERRD, SohReg, L PecrEL ! Looano Bhal e
yakte, ofcappr extinateRy 80+100Can&obndesengrblgbedadlion of
IOM/nEIt|ng addi tives, not many products are
avarfEpred %gﬁéﬁlﬁﬁﬂ9sfoﬂnpﬁé§%ﬁ6Pé§r06ﬁﬂ8FH?ﬁ@al cells,
B 9¢essi R sLabhLLEEr SphBSh) 8h bherphOSPHIE felhciop of
phosphonite type having a high pertfornmance |evel. The
ohhyrloaﬂhettﬂngphrqmpdlprodumpuhaveh@sareasonable
mar ket share is tris(nonyl phenyl)phosphite (TNPP), but
this product has drawbacks regardi ng hydrol ytic
sbRb L] YnodBeodegnadat teRpptiadychsvef pkbat dpEeeessd for
are known to cause yellowi ng or so called black specs
Foehat Pen d0rFhg FheapheeessSrngreveRheécpoPynEhs. fiRrotic

, nd _odgor 0 | ymers
E e e S SR R S L
di scussi on concerning certain ecol ogi cal aspects.
Furtagﬁ.addltives nec ssar for ghe stabilization o 5
porgHEr$durPng BPB@& sFﬁa ghaeshPebudrdfng e HEY 0
phodughaPr eRethhesievehsthechi fat haByatesstieki eakbYghout
hi ndered phenolic antioxidants (AO . Favorable for use
thelbmﬁmelAfhgrsygﬁ@hgti@no@fa@b@yinéhamwdtéﬁy,and repair

3e 5L by pbeniL ) UdLog e g avaLlal o s

6kagnaa1 wbhbiaioelt Ergepeint ohcaboub1486d54CssBat repair or
conblnln%tho esters, in this case TNPP and

HOSt GROXEFS EP18CCRi gRTCFBSENE HPeBI dhatEdPefPBPEEUr e

toqaiceqt akpaext endohRitransSRabRhl hkCat heRshgactiBRssis is

whi ch have to be avoided to naintain the product

ph@pecteeszednbyudxﬂgsahse ﬂeposnglpouﬂfse@tracellular
%Pklggmegheg ergf rgvg§ %He8§ f rgBh sgg Fibrosis

products eparafe 303|ng woul'd be pre erre%

t&ﬂUbttﬂg 1moa$epaﬁabeeQOSUﬁg1equspﬁemh$lpr$@ba$uhe in
invention Surprisingly it has now been found that

ﬁFQFG?e@lBF EH%%BﬁPEe%XBPSPH§ FBr FUIFAECRIbF 0P PdpIical

%hEHlPEeEQEEGdéﬂg'Qﬁédﬁﬂhg ofxt he &95€H£§€e(E@£cE° kidney,
(Hd) can overcone the problens of thé state of the art

andt Liesrof(EHdgui d9phosphhmeSoC TNPBhrand phéaol:2e 9AGH03;
Detalled descriphbon,Qf ;1 ¥ERtLOfe11 Mol Biol, 295: $5-9;

Wynn, 2004, Nat Rev Immunol, 4(8):583-94). Fibrosis often
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Therefore subject of the instant invention are
m xtures conprising (A) one or nore phosphine

waeowpoends of fornulae (Ib) to (1d), preferabl BCOEP2005/057013

formulae (Ib) and (1c), nore preferably of fornula
(Ib),RR (Ic) RR . wherein"R: to R4 independently of
each other, are Cral kyl (linear or branched,

optionally containing in the chain NN O P, S),

C5- 30cycl oal kyl (optionally containing in the ring N

&vereby, clp3tal kgkatyk, nGBmBAaEyhctEBﬂZQMEbEr0aeybrgan
CB-24ar§I &substltuted wi th Cl-18alk g (linear_ o

PrAnBABY) F1e808 28yt 8af RGP dFcc1i18afkbxyy e “tRreatening

&e- gQU§E§EQaBY5fQ§HP§BPtUgﬁghmhghlglo §@hKM| Ghhpeaty

or branched 2cycloal kyl or Cl1-18al koxy? Dis a
qbrysvaléﬁPF?esﬂdM@rc@ﬁgrbpShg,oﬁctﬁrgﬁﬁrmybeﬁr renal

I AL

ophiosal ty eogbai brAgspbhahbetebal NaNri&kyPan8) expensive
C5-12cycl oal kyl en (linear or branched, optionally
BBAFEPHFRg in the ring N, O P, S), ©6-24arylen,
C6- 24aryl en (substituted by Cl-18al kyl (linear or
branched), C5-12cycl oal kyl or Cl1-18al koxy),
Eﬁlanh@tbo@aryfehitapatonalmeémbste5utbe byatelet —derived
Cl 18al kyl I| nched ycla Iky

gﬁ Eg § EEBEstO %rggﬁ %t grow%ﬁoﬁ] g Fg%hd

M@Qt@iﬁrt@ﬁd@tﬁ@pﬁaP BﬁoWﬂhfﬁ&ﬁﬂba «Vﬂ¢Ffprﬁpaderma1 growth
clic conpound, indicated by * at the bonds

hosphac
BAPEPRAlERE) f r ORILPCARBSRAGFEN GBRPGANASCHPS! BPRE! 4TCED)
gLahean,top ckari iigstiancalso hecdeserLbedbyiorence of

or mul a - form d) and fornmul
beanSEQU|vaVenZKLanGytB%loaeGoownhréaphenoReu, 2004,

PG 08 o r SR RHE Rl L o R Ak TR BaRDRr ot k21 3¢
§ar§€algylanyL,2@6324spyhng@5 Qéﬁ@heﬁﬁﬁﬁﬁbpa€5024aQﬂk459—

%gubstituted with Cl-18al kyl (linear or branched),
1BEgel ohl Ryl ol 782+ 188FPKoXyYatasl24RhebdrdarypP—221;

%gH%g&h% Lgd @ﬂLE.Fl}éﬁnggkog'Nggahcga EE?”C§§dk642 6;
cyc oaI or " Cl- 18al koxy) n>|

Tahkybene, ﬂhﬁaRkylémmuSeIlAalBylélé,94)

C5- 30cycl oal kyl ene, Ci1-3Cal kyl aryl ene, C6-24aryl ene,

C5- 24het er oaryl ene,
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
in fibrosis and are believed to play a role in tissue
remodeling (Abboud, 1995, Annu Rev Physiol., 57:297-309;
Jinnin et al., 2004, J Cell Physiol, online; Martinet et
al., 1996, Arch Toxicol 18:127-39; Desmouliere, Cell
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G -2-al kylidene;or of fornmula (lib) or of formula
(lie) wherein Ris selected fromthe residues (*

WO pbbo6ties t he connection position to the resi deE)/ERP20056057013

fornmula (Hd)wherein R7 is hydrogen, Cralkyl (linear or
branched), Cral kyl oxy (linear4or branched), and mis
fromQo 3; preferably (B) one or nore phenolic
anti oxi dant conpounds of forrmulae (Ha) and (Hd), nore
preferably of formula (Ha). Preferred are m xtures
Bonbbggimgté@@abmenan nm995ph©9pm7me6¢onpmuaﬁs ot al.
fornul ae Ibi %Id) nor e pr gﬁug rnulae (Ib)
ARELTPRY, ~8VeR ﬁ@ EHBP@FBPFed2 55( wher ei n
Rl to R i ndependently of each other are C6- 24a|ky|
(l'inear or branched), CB-lScycIoaIkyI, C7- 25al kyl aryl ,
OCshiBarypn Cc5-BBREt ekbanyktecsbeBhr yivesubsbirpgiedand lung

K sl o phcanhodhoCosShpckol it oc
@;ff@kkyt ék@aﬁ@rm@y baa@caedbmméﬁ 8eyglnalRykkpam—

Nal koxy); Dis a é % val ent _residue consisting of
%ﬁmahkyﬁéne%|ﬁﬁear28 br AkERREY, Beproyal RyFi demuns Rice et

fhineapoar Rpanchef)ynCo; 8§¥§|9§|5¥b9921) An EGF receptor
C6- 18aryl en, C6- 18het er oaryl en, Ch-18aryl e

%sub56|uuheblbyrcwa$8aﬂﬁylactﬂneannothbsahuh@diibrosis

ycC alkyl or Cl- 18al kox C6- 18he 0 L
(G3 Lonbi Ty StBer' U o By G 1Bab Ry (FLheglor) membes,
brapchedln Gb6uBeyphnakkyk 0s1€tslBakkexyXicandt(Bp enese
or nore phenolic antioxidant conpounds of fornul ae .
@Pﬁ?l?ﬁm%Pﬁ)Ofnﬁ%@rﬁﬁéﬁe%FeHOBFnEB?nﬁKQC€Pﬁ? afjHePBPRCTine

t 5.f0r 1 n=l Cl
Sabdg LM Lyl g B F, 072 Bl ooy,

C8418het écbaByd ., C6-18aryl (substituted with G . al kyl
(l'inear or branched), C6-8cycloal kyl or G -”al koxy),
C5-18heteroaryl (substituted with G .”alkyl (linear or

branchedy, C6r8eyckoabkyl c0enC mtakkexyy, abamnadzkailsy
Cl- 18al kyl ene, Ci -isal kyl ene-S-G -i sal kyl ene,
decgeyerdal kypenéibresigapkyyrar ghepeiccearBanyrehgachloride

%@c%@?e groanyleng, Gl-18al kyhhdeng; RépLsngel e¢ksds) .1653-
romthe

eS|due
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.,
2001, J Allergy Clin Immunol 107:1034-39; Hoshino et al. ,
2001, J Allergy Clin Immunol 107:295-301; Kanazawa et al. ,
2002, Thorax 57:885-8; Asai et al., J Allergy Clin Immunol
110:571-5, 2002; Kanazawa et al., 2004, Am J Respir Crit
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(* indicate the connection position to the residue) R7
i s hydrogen, Cl1-18al kyl (linear or branched),

WE10088611ky| oxy (linear or branched), and m O tBCREPivDF/@57013

preferred are m xtures conprising(A) one or nore
phosphi ne conpound of fornutag ¢Ib) to (Id), nore
preferred of fornmulae (1b) and (lc), even nore
preferred of formula (I1b), wherein RL to R
i ndependently of each other, are C6-18al kyl (linear or
braachked), 166- 1225680alkyhdu€Zb18abkpkasyhonCBf1QaGyI;n a
C5- 12heteroar§ 12ar% %substltuted w, th Cl-8a Ik¥
tFrRBArof BP ﬁ@h@8§1610§7 PBhexyP  of SEATBal kbkyprenotipe,
@eégh85§§9@§¥heé§§b§ﬁﬁt uhedc Wi hhsE18alkylphknganree et
branched) cycl ohexyl or Cl-8al koxy); Dis a
€é+})299ﬂenNatégﬁdM@dcéﬁsﬂ@@ﬁnéléﬁ)Cl 18al kyl en
Cl- 18al kyl i den, C5-6cycl oal kyl en, C6-12aryl en,
C6- 12het eroaryl en, C6-12arylen (substituted by
Eind2al kyttcpp €biayeteal kybdoet Cdnlal ERX¥dcellular matrix
C6- 12heteroarylen (aoptionally substituted by
104 9aP Ry CEBIBRGcF 6RFRYPCHFLCIRE28Pk ORGP SaRGI( BF
88?18&e89£€ Eﬂgﬁohhc1ﬁPBk9éhgaﬂbléoﬂﬁoﬁﬂg§oQisfQB”M£§§
(Ha) to (Hd), nore erred of fornmula (Ha), wherein
hlssuQStéLaaSKEetoalnfl2D§4C1FAEEBkyI18«598696#éabk?5rtram
Cl-12al k yl 12het oa I 12a
f% %tft%b@%’ C?%SElgggyébrgﬁllﬁgarggr %aﬁ%h é 5¥b3
syelobexykbenin CimBah&pxyhol C5242heveroarywlnn, 2004, Nat Rev
isubstituted with Cl-8al kyl (linear or branched),
yerefexyf (8t : £i38dFkoxyrRiPaFOrs| OfsTETP1PaPRYFeRen and
g%gﬁgﬁhﬁﬁlﬁggh§a§é a}gaggxhggelnchhgﬁgé¥l ER€fiprosis
Cl-12al kyl aryl ene, Co6-12aryl ene, C5-12heteroaryl ene,
©1in2al kyteteneWaRe es sél ected2ir Bapt henpe8eduesp* 405-17;
ndi cate nection position.to,the. idue) R7 is
Dt E8enz 08 ASRREI PR nB8R bR 2BF andhady 258 X3l Kyt oxy
(linear or branched), and mis O or 1. Especially
preferred are m xtures conprising (A) one or nore
PRoSPRNAELEBAPBRAUS, ofcYABat oBFOWF gt #BF AIFaRT ¢l Wpregulated
lehﬁakgé Q%ﬁﬁdt{&@) Bﬂﬁb% nr 8FPQ8§%§$ea@5592§£d§8%ms to
conmpounds of the olﬁomnng or mu to
bk )y VEDhEANVENE 81 FOROTHELI DREATVENT Ofe PREVEDE L ONnOFFe1s .
FI BROTI C DI SEASES

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.

The present invention thus relates to the use of the
compounds of above general formula I for the preparation of
a medicament for the treatment or prevention of specific

fibrotic diseases.
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The present invention relates to a new use of
i ndol i nones of general fornmula substituted in the 6

weo®héTny the tautomers, the diastereoners, tPEI/EP2005/057013

enantioners, the mxtures thereof and the salts

thereof, particularly the phy8iologically acceptable
salts thereof. BACKGROUNDConmpounds of the above

general formula | , the tautoners, the diastereoners,

the enantioners, the m xtures thereof and the salts
Therpotsepar thecahai by &hEoph§$&béﬁgtcah|Meﬂh@&pfﬁb|Ehe
salts thereof, have been described in WO 01/27081 and

WP 84193599 BT BYRGIhGOVaP haBPEC PhAFNhEBF B Eafl tseases, by

REAPLLtEescibA Parti gytaenanihnhkbbit tRarebkest @n
various kinases, especially receptor tyrosine kinases

Bﬁ@ﬁmégeWEEFRQ CP@EFR@QlOPDGFRPBlSlF@FRICOFEFRBd EE&FRpove

CC)TTh DobBrasnt ' ki nasey sk as COR T CORD. cCORY, °
§£¥ﬁab£§*§arﬁl¥5 @EK7ex§BK83aBd CBKBl@hth hbeméant to
specific cyclins (A, Bl, B2, C
EPIPEPSe HNe PaBAg LKA} aRdTeS @Pﬁgv 8§@¢?ﬁabév tEe human
Meggtao in J . Virology 71(3), 1984-1991 (1997)), and

he proliferation of cultivated human cells, in
particul ar endothelial cells, e.g. in angi ogenesis,

t also on t olif on of 19 her ceII N
P%rt?cuf%?gtﬁﬂ%ﬁggce?ls %% Wever, %one of tﬁharmaceutlcal
COﬂpOBﬂdﬁoh&Y@rbeEG desetinbed BﬁrptheéhtuSﬁ bA tbecific
treatnment or prevention of the fibrotic diseases
fePepretl €6SFASBReVPiESeRPTPAVEREI BNCORBABAEI PAgEPSVE
BORORL 1T £5PANSE |04 EbR8US BhUEKrBAdaLALLATBL BRCE BAl more
I's observed In many tissues throughout the body. After
fesohati oheobdpetheicnépantati on and repair of tissue
damage, the tissue is generally returned to its
original condition. Excessive uncontrolled tissue
repair or the failure to stop renodeling when it is no
| onger required |l eads to condition known as fi brosis.
PEBROBIED| BECRBEBELENi 2EdTHY eXYENSILVY deposition of
extracel lular matrix conponents and overgrowt h of
fibroblasts. Fibrosis can occur in all tissues but is
EspecbakdynpeevathnthbnpEgaestmﬂhhehtEquenthexpompbends of
to che bi ol ogj cal |nsult% i ncludi ng the |ung,

GRrErel SReriie 1) SeeotRRurRpRtuhas

R4
RO/
A T N
X
R2 r\
a (1),

in which
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and |iver (Eddy, 1996, J Am Soc Nephrol, 7 (12)
: 2495-503; Dacic et al ., 2003, AmJ Respir Cell Mol

wWB2wb/067225: S5-9; Wnn, 2004, Nat Rev | nmunol , PAT/EB005/057013

:583-94) . Fibrosis often severely conpron ses the
normal function (s) of the ordan and many fibrotic

di seases are, in fact, life-threatening or severely
di sfiguring, such as idiopathic pulnonary fibrosis
(IPF), liver cirrhosis, scleroderma, or rena

fibrosis. Treatnent options for these diseases are
often limted to organ transplantation, a risky and
expensi ve procedure . A large body of literature

ropl i eat eget BopLatelgtiiderived growth factor (PDGF)
fibroblast gromh factor (FGF) , vascul ar endothelia
growm h factor (VEGF) , epidermal growth factor (EGF) ,

and ty ?gfg gﬁo gmfactor beta (TG-b) growth
factor |es € 1hduction or persistence of
fibrosis (LeV|tzk|, Cytoki ne G ow h Factor Rev, 2004,
15 (4),:229-35; Strutz et al ., Kidney Intl, 2000,
57: 1591-98:2 H¥IHLPY H1ON, 2003, Springer Senin

| munopat hol , 24:459- 76; Rice et al ., 1999, Aner J
Pat hol , 155 (1) :213-221; Broekelmann et al ., 1991,

Proc Ratisioad: Seiri88: 684016 naymn, bRO04Ee NatOlReyr & Cyano
| munol, 4 (8) :5 83-94) . PDG-, EGF and FG- famly
ﬁenﬁgfs are potent m t ogens for nmesenchymal cells such

as snmooth nuscle cells, nyofibroblasts and fi brobl asts
(Benito et al ., 1993, Gowh Regul 3(3):172-9; Sinmm

et alR 1oo& Wsiel REZO R r i Gt PT@%{ES)GW@ .which is

Klags@&ﬁ@suﬁ%?@t&%gﬁlByF§CEQﬁOE@§e, ﬁﬁ?or}ﬁé) bgg%lﬁé or
Ki rkl and et ) Am Soc

1 1464:3@)ne ahemverybzehlSy%hathosmpgkanp,nwhﬁab the
tissuein fibrosis and are believed t lay a rol

e Pete T hie i atso i eet e ] P mydPpet frutea
57: 29n3091 Jiromps eiyahddi2004a13yvCetl skhysiolited in the
online; Martinet et al., 1996, Arch Toxicol 18:127-39;

Desnoéti efed ©esitBPBIl ogy | nternational, 1995,
19:471-6; Jelaska et al ., Springer Semn

I munopat hol , 2000, 21:385-95). Inhibition of PDGF

at t enuat esopad hf luaeind | belosdsimmdot umgorfiide ost emi n
experinmental nodels, suggesting fibrosis in different
organs may have a common origin (Borkham Kanphorst et

al ., 2004,y Bi oghem Bipphys Res Commun; Rice et

by a Ci_s—alkoxy or Ci,—alkyl-carbonyl-amino

group,

by a cyano-Ci3—alkyl, carboxy—-Ci_3—alkyl, carboxy-—
Ci—4s—alkoxy, carboxy-Cis—alkylamino, carboxy-Ci_s—
alkyl-N-(Ci_3—alkyl)—-amino, C;_s—alkoxy-carbonyl-
Ci-3—alkyl, Cigy—alkoxy—carbonyl-C;_3—alkoxy, Ci_4—
alkoxy-carbonyl-Ci_s—alkylamino, Cis—alkoxy-
carbonyl-Ci_3—alkyl-N—-(Ci_3—alkyl) —amino, amino—-Ci-
s—alkyl, aminocarbonyl-Cis—alkyl, (Cir,—alkyl-
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al ., 1999, Aner J Pathol, 155 (1) :213-221) . An EGF
receptor kinase inhibitor was al so active in this |ung

WO 20960617135 nodel . Three-fol d overexpressi on of BCI/EPH605/057013

famly nmenber, HB-EGF, in nouse pancreas islets was
sufficient to cause devel opmeft —of fibrosis in both

the exocrine and endocrine conpartnents (Means et a

., 2003, Gastroenterology, 124 (4) :1020-36) .

Simlarly, FGFl/FGF2-def icient mce show dramatically
decr eased émy@®)#t@rbsm§1a¢t@+abhybnidlearb@ﬂalkyl)—amlno—
tetrachloride CCl14) exposure (Yu et_al_., Am J

Pat hol , 163749 mf_ft Bswe%kylF exptes5t o%arlgo“y“ —amino-
i ncreased ¢, hyng ?ﬂem@l Jatessyithabody Py oshsnyher e-ailkyi,
it strongly Correlates with interstiti { scarring

(Strutz et(@-s7 aQme—C¥$@®@$lXn@mlH@7C&52§lQB}ras Weenyl-

T2 O Lt e (g

again | en%m@mﬁﬁﬁn@@m@k@p%amemt hat- g+@y@5®§1m1 Ci3—
various tissues has a commpn basis. In addition,
el evat ed |2¥eY 5 o *RAEREL hatBibeer obdbfved i At RevRRar—2-v1-

studi es 'nc£§6§&@§)méﬁfn@5é gﬁait§§h'@§u§£na@ 2001ypdny1) -
Allergy din Imunol 107:10 39;” Hoshi no et éY. ,
2001, J Aldrrgy-C-inelkydinol ﬂ@@hzgﬁcB@ialmmhaqambp@yl)—

al . , 2002 Tho ax_57; 885- 8, e J Allergy
din | munoli40; B%la%kygoog? @ghéz L& O ?enz 34,
Am J Respi ¢a ity Oar &mMeel-C 1694 1d2b; 30@yrl(ﬂﬂd%+@le
expression of VEGF in a transgeni c nouse nodel induces
an ast hma-$3#KeCphehot§ped— %ﬁénﬁlkﬁhglo@%ﬁéé@éna%dyl_

snoot h nus p Lee 4 3
Med 10: 109%‘4‘%%&[3?5 ‘Ji‘:ﬂﬁ%ﬂé%& T%S%)ygtl af?le%ll111\161&MyP

productloncaﬁb@mylbt@miu®a¢1ﬁﬁmlkylpr@re@ms athbdlng
fibronectin. and col | agens and I|ev t

i nportant ¥ofe" ??39|€ St Oﬂ%%y t?s%ﬁ%% %g

al ., 2004, FASEB J 18 (7) : 816- 27; Bartranret a

2004, Chest 125 (2) :754-65; Strutz et al., 2003,
Spri nger Sewid ¢®ﬂ@%@bﬂ@h@TalQﬁnﬂ59 ?@an®®ﬁbOQE©ﬂC23—

Nat Rev | mingly gna$2 i pa¥g4tlno DOLDLLOES-Of Tl beny1,

production an ways are acti
nunber of dlbr©§gsahhyhﬁ+amnm@+safNanle®2a+alkeQ@D29r Ci_a—

Exp Lung Res, 28:405- L 00 Curr Qpin
Phar macol , é%%? %@ﬁb%§yl Coe ?Yﬁ el 3aBBve, severa

growt h factors are upregulated

where the substituents may be identical or
different,

4

R° is a phenyl group or a phenyl group which is

monosubstituted

by a Ci3—alkyl group which is terminally
substituted by an amino, guanidino, mono- or di-
(Ci1p—alkyl)—-amino—, N-[®W-di-(Ci_3—alkyl)-amino—C,_
3—alkyl]—-N-(Ci_3—alkyl) —amino, N-methyl- (Cs_4—
alkyl)-amino, N- (C13—alkyl)-N-benzylamino,
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in fibrosis and the inhibition of a single factor
seens to reduce the severity of fibrosis in the

w0 2dos067135 nndel s. SUMMARY OF THE | NVENTI ON PCT/EP2005/057013

Surprisingly, we found that the conpounds of above
general formula | are effectiVe-in the treatnment or
prevention of specific fibrotic diseases. The present
invention thus relates to the use of the conpounds of
above general formula | for the preparation of a

medi camentNf oT,_t-helkseataEninwl) paevest i Bh(of ,specific
fibrotic diseases. The g{esent | hventjon also rel ates

to a nmet hod- FOFY ERHEPP T éht nent ™ dr prelenti on ofr 2 atkyl) -
specific fiprotd L gise §eslmpaa@éimm§1ra§%9ﬂoipd@n 1-y1,
patient in need thereof of a pharmaceutica
conposi ti onzeohprisingl a Berpoehtnof ~aboviel ReweF At —1-vl,
formula | t p ceutically suitable
carrier. fﬁ%£§§§% sé%%% Epg% £9§£@]s meant to conprise
the mammal i an ani mal body, preferably the human body .
The present invention further relates to a

phar maceut?tat ¢onposiTd bRy £ br2PheC T feat nehtY by —sulphonyl,
DreVent'0”20Td§P?@1§L§1ﬁyPTD£M§nQ 5§@§§§ymhh3hc13 alkyl)—
conpri ses a conpound of ‘above general formula 1 al one

or i n conbhadtaniwmthyohneaobompt e ferfder (Cherapkeut) €
agents. DETAILLED DESCRI PTI ON OF THE | NVENTI ON | n

accor dance®Tt # ¢! TH%Z@r%%%%%)ﬂnweh@l@nal¥%é)c%%b%9nﬁ%rbonyl
of above general_f o md§£sllbeyfonp@yQﬂgi}@ngalg%onyl
denot es an oxygen or” sul phur atom denot es

hydr ogen atour @ prodrug group such as a G -

4- al koxycar bonyl or C2-4-al kanoyl group, R 2 denotes a

car boxy group, a straight-chain or branched G -

6- al koxy- cay bonytows osip, t e G drfatycl oal koxy- car bonyl

or an aryl oxycarbonyl group, a stralght chai n or

branched G - 6-al koxy-carbonyl gro which is

termnally substituted in the noi ety by a

phenyl, heteroaryl, carboxy, G - \Hﬁkoxy car bonyl ,

am nocar bonyl, G -3-al kyl am no-car nyI or di-

(Gi -3-al kyl) -aninocarbonyl group, a straight-chain or
branched C2-6 al koxy-carbonyl groupnp which

R7

is a Ci,—alkyl, Ci,-alkyl-carbonyl, di-
(Cis—alkyl)—-amino—-carbonyl-Cis—alkyl or Ci_3—

alkylsulphonyl group and

R® is C; s—alkyl, ®—-[di-(C;_,—alkyl)-amino]-C,
s—alkyl, ®—[mono— (Cip—alkyl)-—amino] —Co_3—

alkyl group, or

a (Ciz—alkyl)-carbonyl, (Cs_s—alkyl)-carbonyl
or carbonyl-(Ci-3—alkyl) group which is
terminally substituted by a di-(Ci,—-alkyl) -
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which is termnally substituted in the alkyl noiety by
a chlorine atomor a hydroxy, G -3-al koxy, amno, G -

w@2@bkyiiain no or di- (G -3-al kyl) -am no gr oupP@REP2005/057013

am nocar bonyl or net hyl am nocar bonyl group, an

et hyl am nocar bonyl group optiléhal |y substituted in the
2 position of the ethyl group by a hydroxy or

Ci - 3-al koxy group or a di- (G -2-alkyl) -am nocarbonyl
group, R-3 denotes a hydrogen atom a Ci -6-al kyl,

C3-7- cycloalkylamim¢I pupéﬁﬁﬁihyl pr @Eté%O@iy+angDpr

a phenyl or napht rou en napht hyl group
mono- or di subs@%@%lf%%lrby ay%l‘gjé?‘ﬁ%e chl ori ne,
brom ne or iodine atom by a trif |uoronethyl,

G -3-al kyl or G -3-al koxy group, whilst in the event
of disubstitution the substituents may be identical or

di 11 oL cang, whet olp, Lie, sboyenent L oDed UnBHDEhL U 8ea

as vve‘iq € nono- and
naphtﬂaﬁllmag; Qlpso My @ckel dritoniad | yudxse subsdd tid:e6, byo@
hydr oxy drox -C - 3-4al ki/ or G -3-al koxy-G -

3- aIk?Fa@P Sb?“ Neganby céNb%x?la%5Y%bx9m@Pnlum group,
3- alkwﬁ@ré]tﬁeaég@%y§9199n¥£ @@f@9gﬁi§0§¥iected from the
G - 3-al kyl am no- car bonyl dp - 3-alkyl) -
am no@mlb@nwngx@tlpng bgf al@nqim@, g¢1@h<prl®@ alpr and- @e;,

3-al k amn G -
3- alky?t% gsuﬁp%onat%j % L ca% %%§ ggonatehﬁng
(G - Stﬁikyudregbesa@ékylcarbonylan1no Ci-3-alky
| carbonyl amno -Cl-3- alky 1 , N -
(G -3-alkyl)-G -3- aIkyIcarbonyIanino-Q - 3-al kyl,
G - 3-at kyd sul ﬁuggg%l 4-3- al ky 1sul phonyl
amino- Cl-3 1%%:!41@ (o 3-al kyl )
-G -s- alkylsulphonylanlno C-s-alkyl or ary I-C 1-3-
al ky sulphgp%% am no roup, by a cycl oal kyl am no,
cycl oal kyi én ?ﬁ?e%y% YA kyl enei ni nocarbonyl, cy clo
alky leneimno-G - 3-alky 1,
cycl oal kyl enei m nocar bonyl -G - 3-al kyl or
cyclo@ﬁﬁ??eh@?n@%@§®m©ﬁbh9me@]al@YhIﬁ?@U@$oH®Ch@Q$nblﬂear
t o7 S a
t he n%%%y %%Eggggu%ig%f §£?§ 1ﬁmﬁ#l§ﬁ é@df@f@n§f§§ one to
7- menbenedr cyeh oat &y emey nibe@ or gp Dalpe dralyy bfbumephacetioms,

by an oxygen ul r ato b sul phin

y %% %g aﬂﬁﬁtfongyfy a carboXy?, am?no Xr imino group

sul ph ;<
present may be substituted by an in vivo cleavable
radical or may be present in the form of a prodrug
radical, for example in the form of a group which can
be converted in vivo into a carboxyl group or in the
form of a group which can be converted in vivo into an

imino or amino group,

their tautomers, enantiomers, diastereomers, their

mixtures and their salts.
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or -N(G-3-alkyl) group, or by a heteroaryl or
heteroaryl -G - 3-al kyl group, R 4 denotes a

wEX06/06emed oal kyl group, whil st the methyl ene gPOUPPi0NS/057013

the 4 position o f a 6- or 7- nmenbered cycl oal kyl

group may b e substituted by lan ami no, G -3-al kyl ami no

or di- (G-3-alkyl) -amno group or replaced by an -NH

or -N (G -3-alkyl) group, or a phenyl group

substituted by the group R 6, which nmay additionally b
eTnoNParof cdi subgtpratedrby Ebupoounegs chl onénepove formula
brom ne or iodine atons, by C -5-al kyl,_1rifs 6

| uor ofre® hy | AT r ORFE O @93 ?k%?%?hc%rb%xyﬁicﬁpd R°are as
3- al kgxycaehonyberam ngngacetyl amno, C

3-al kyl - sul phonyl am no, am nocar bonyl, C

3-al kyl -am nocar bonyl, di- (C 3-al kyl )-am nocarbonyl,

ami nogsul phonyl, C 138~ ol kyl ;am,no sybphanylnedi 1, ang
(G -3-alkyl) -am nosul pahony , hi'tro or cyano

groups, wherein the substituents may be identical or
different and wherein R-6 denotes a hydrogen, ,

f1 uorfnets chit§hel, Brom e ot Bigdine WOR Fe5fanss

Ni troneaRtR9st Subedl Kyl & E8ndreyel 0ahkybinklibromine or

| uoronet hyl , phenyl, tetrazolyl or heter oaryf group,

t he grodpnefatannolabwher €éi n—&hkokydgogen, atbasebbbad

to a pitrogen atom may_in_each case be repl aced .

| ndopBraEnry: e n e Rer E s S0 G e hF RO PR e e
C 3- abkexyl g otp s andy 3adal t kexy: Gy 3pal kaxyt i pheay! inGhe
3-al koxy, am no-C2 3-al koxy, C 3-al kylam no-C 2

3- al kdxyordt =PeELBI@rkyl ) -ami no-C2 3-al koxy, phenyl

-C 3-al kylam no- C 3 al koxy, N (C 3-al kyl) -phenyl

-C 3-al kylam no-C 2 3-al koxy, C5

7-cycl oal Kyy emef o 1 2 Grhbkoxy or GInabkydinencapt o
group, a carboxy, C 4-al koxycarbonyl, am nocarbonyl, C
3-al kyl am no- carbonyl, N (C 5-alkyl) - C

3- al kyl ammpcar bpayd , gphepyl -C 3-al kyl am no- car bonyl ,

N (C 3-al kyl) -phenyl -C 3-al kyl am no-car bonyl

pi per azi nocarbonyl or N (C 3-al kyl)

- pi per azi benyl , L - 3- am 0 r
Nt Sﬂg ﬁélfyg a OEOUP. & G 3- 2l kyl aml nogar bonyl , 9

group,

by a cyano-Ci3—alkyl, carboxy-Ci_3—alkyl, carboxy-—
Ci—4s—alkoxy, carboxy-Cis—alkylamino, carboxy-Ci_s—
alkyl-N-(Ci_3—alkyl)—-amino, C;_s—alkoxy-carbonyl-
Ci-3—alkyl, Cigy—alkoxy—carbonyl-C;_3—alkoxy, Ci_4—
alkoxy-carbonyl-Ci_s—alkylamino, Cis—alkoxy-
carbonyl-Ci_3—alkyl-N—-(Ci3—alkyl) —amino, amino—-Ci-
s—alkyl, aminocarbonyl-Cis—alkyl, (Cir,—alkyl-
amino)-carbonyl-Ci_s—alkyl, di-(Ci_s,—alkyl)—-amino-
carbonyl-Cy_3—alkyl, (Ci_,—alkyl-carbonyl)-amino—
Ci-s3—alkyl, (Cis—alkoxy-carbonyl)-amino-Ci:3—alkyl,
(Cs¢—alkyl-carbonyl) —amino—-Cis—alkyl, (phenyl-
carbonyl) —amino-Ci_s—alkyl, (Css—cycloalkyl-—
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G - 3-al kyl am nocar bonyl group wherein an

is substituted by a carboxy or G -

wQ@e@apeTrsin the 2 or 3 position by a di-
-am no,
4- to 7-nmenbered cycl oal kylenéi m no group, a

C3- 7-cycl oal kyl
group in the 4 position of the 6-
noi ety may be substituted by an am no,
a -3-a|kylewﬂwmnyﬂ)démlﬁ§}c§3aékyy),

cycl oal kyl

pi perazino, N (G -3-al kyl)

replaced by an -NH or - IkyI% group
7- menber e %]?56}0%?]&}9?%%13 rﬁ“ﬁbn@r%]ub ®i n étthphen 2=yl-
et hyl ene @ 0pndi nked: 46— @P?—éﬂkﬁp g{ PUPa HBY - %E—carbonyl)—

repl aced by a carbonyl

- car bonyl

or sul phonyl group

al kyl noiety

3- al koxycar bonyl
( G -BcEER0D5/057013
- pi perazino or a

group, wherein the nethyl ene
or 7-menbered

amj@ecgmrmmnkyl Ci_s—

or t

cycl oal kyl @neneof et ya hayl be f@@%@VlUCaapﬁbhyl ¢$ﬁ@O@Yl)

t
CIoa- al Kyt M oun A

group in therdomes) tiwmetcasbaloyl /- Eybeded-2-yv1-

C1-3

cycl oal kyl enei m no group

5787 ekl tadh hD

nethTihe

may be_ substituted by a

car boxy, C?a%b%p¥%&y%%%%%n913 %%¥%%Carbﬁﬁ§¥dlﬁf3 —yl-

3-al kyl am nogasBEMyL 5 m -
- am nocar bonyl , ‘pheny

| -G - 3-al kyl'am no or

¢Ci- aﬁkfiky ﬁyrl%in 4-y1-

(G -3- aIky¢9rb0@mbhyam£moacabkylbﬁin@rginupabkﬂhypb@erazin—

repl aced
sul phonyl ,

3- al ky

group substituted by the group

-car bonyl) or -N (benzoyl) group,

b I t b | phi nyl
A RO e ST " aneny ) N (&L

a G 4-al kyl

R7, wherein R7 denotes

a C3 7-cydPoat kKALRABUD 2 whi H 20T he HetRYFRRRORY bUP #N

the 4 position of a
may be substituted bgjén am o,

di - (CI
or -
cycloalkyl

afkyf@fﬁfﬁ%?ﬁcg &Q@ik@’ YL PRy -,

ylani no” or

~3atkyil-) - a?a}nyhbr@mxmprmrbe@yaewab@/lmnyN-br O

o S A P D P iy S

8“Fepl aced by

menber ed

a -CONH group, a - (CH2)3 group nmay be replaced by a
-NH-CO-NH or -CO-NH-CO group or a -(CH 2)4 group may
be repl acedd¥e at DNH G NH G ig? oy i 18Nt hcahcht
case @l9¥%£gggn atom bound to a nitrogen atom may be

repl aced

IT.4ii.

R

3

I 3-al kyl group,

R’ and R are as defined under I. and

is a phenyl group which is substituted

by a Ci_s—alkyl-carbonyl-amino group,

by a carboxy—-Ci-3—alkyl, carboxy—-Cis—alkoxy, Ci_a—

alkoxy—-carbonyl-Ci_s—alkyl,

Clg—alkoxy,

Ci_s—alkoxy—carbonyl—

aminocarbonyl—-Ci_3—alkyl, (Cis—alkyl-

amino)-carbonyl-Ci_s—alkyl, di-(Cis—-alkyl)—-amino-

carbonyl—-Ci_

Clg—alkyl,

(C14—alkoxy—-carbonyl)

s—alkyl, (Cis—alkyl-carbonyl)-amino-—

—amino—-C;s—alkyl,



an aryl or heteroaryl group, a hydroxy or C i 3-al koxy
group, an amno, C- al kyl am no, di- (C- al kyl )

w0 awbner17phenyl am no, N phenyl -C 3-al kyl - am POI/EP2005/057013
phenyl -C 3-al kylam no, N (C 3-al kyl) -phenyl -C
3-al kyl ami no or di- (phenyl~ -1& 3-al kyl) -amino group
an G hydroxy-C2 3-al kyl- amno, N (C 3-al kyl) -
G hydroxy- C2 3-al kyl-am no, di- ( G hydroxy-C2
3-al kyl) -amno,di- (w- (C 3-al koxy) - C2 3 al kyl)
-am no or bphém@I»@AEWBnﬁﬁy+am1ﬁbSCﬁgkalk@njno:ggeup
a C 3-al kyl carbonyl am no-C 2 al kyl- amno or C

3- al kyl carbony?ant o- %firzb%’n%]rky?m ore-3-atkyt ) {anino
group, a G@ abkyksulehonyl n@ar}%még 3arﬁllﬂ$8»’ld1 3Qalkyl
3-al kyl sul phonyl am no, C 3-al kyl sul phonyl am no-C

3-al kyl - amwmet%mkgasbo@hbhy$@M®oCﬁaﬂalkyl (furan-—

3-al kyl (G 3- a oup ydr _
oxycar bony% l%C %ﬂ‘}ﬁ{@ Hhi %ﬂé{&g? ?:Ugyg'l k II))henyl Ciz

hydr oxycardoiyl -cafodyl phdkyidoam.- @eag}tfpy,p (B (C14—alkoxy) —
guani di no group wherein one or two hydrogen atons may

each be rekﬁﬁ%%ﬂlb‘}a%b@%l)ﬂﬁ@jrn%r%hb abkyt oupPpfidin-2-yl-
formula - NRgo)y OO ah G0, Q—af@yil (dyriMgreim R
denotes a hydrogen atomor a ~al kyl group, n

denot es oneawfonhe) numbeesCO:; allkylz Opy Biahe-R 91—

denot es an_ar CI 4 aI k am Y B
-ami no, pheny Orﬁﬁf Cé 24° g]ﬂ’(yl())r éhényjrg%fn% perazin
benzyl am nZD—yN-caéﬂ)@AyBerijE—)ai]bﬁDng@ﬁpnO or

C -4-al koxy group, a 4- to 7- nenbered

cycl oal kyl enei mi no group, whilst in each case the

nmet hyl ene y9¢ 1 _

7- menber edcyg#ga%rﬂ§%£§%?$n8§%ig$oup%r]é%l Jé rga% Bacalk %/

an oxygen muscm}ph@rbmmmcby—alsahph; ngi- (Sukphbnyl) -

-NH, -N (4 _3-

I

denot es onga@bohe-OUNbLTSedyl Fr®ips , it may al so

denote a hydrogen atom a group of forrrul a-NR1O
)-(CH2 )m- (CO O -RL 1 (lIll), wherein R o denotes a
hydrogen atom a C 3-al kyl group, a

IT.iii. R’ and R' are as defined under TI. and

R® is a phenyl group substituted by a carboxy-Ci_3—

alkyl or Ciy—alkoxy-carbonyl-Cis3—alkyl group;

IT.iv. R® and R® are as defined under I. and

2

R° is a fluorine or chlorine atom;

ITI.v. R’ and R’ are as defined under I. and
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C 3-al kyl carbonyl, aryl carbonyl, phenyl -C
3-al kyl -carbonyl, C - al kyl sul phonyl

wa@eopbmeriiphonyl or phenyl -C 3-al kyl sul phottyl gPOLIPP2003/057013

denotes one of the nunbers 1, 2, 3 or 4, o denotes
the nunber 1 or, if mdenotestfone of the nunbers 2 , 3
or 4, o may al so denote the nunber 0 and Rn denotes
an am no, G -4-alkylamno, di- (G -4-alkyl) -am no,
phenyl amino, N - (C - 4-alkyl) -phenyl am no,
benzy]k‘érmsnca IN&er(}Ol gflrcalqkyd)ﬁ a henzw an noyp Gikdelal koxy
or C - 3-al kox -al koxy group, a di- (G -4-alkyl)
mﬁﬁPﬁBbﬁflEUtﬁﬁkyl am no group optionally substituted
in the 1 position by a G -3-al kyl group or a 4- to
7-menbered cycl oal kyl enei m no group, wherein the

cycl oal kyllenea noi et ya Hayl ber duged 1@ al phenying hgy or

| Ne2a0h Casg NG TRV, oNe, QMR | Mo e 4 POSTELO0.OF: ai-

a 6- or 7- ered ¢ enei’m roup

repl aced byc@EL@zi(ger&msmqohum BbORY — *@&1@ §yk9m néhlm_no C,
sul phonyl, -NH G -3-alkyl) , -N (phenyl), -N

(G -3-al kyd -aclétyltﬂoﬁyl ()Clera-MY(lbeT@zruytq, @F@rlﬁtthifal (Ca-g—
C47cyc|o CA-TqC | oa k mn

or C4-7- cchfo%/\JrE g %?ﬁ no 'gr %pB ﬁNgk%e? %L%Rm?

the ring |t$—n©1t4+@ytod>xp@atmxtﬁ_e) d@mbﬂu@ bt@ntJIC@md

wherei n t he abovenenti oned groups nay

addi t i onal 3 y< Py SBReRY bt el -at ]hlél%lﬁt]ﬁ%k n‘?ft%lgénajdt‘b%ﬁ -

by a Cs- 74§y§éf§45ﬂll §¥,41ﬁi§§98i Plyfj ﬁy§£SYldln 1-v1,
gr oup, - menber ed cycl oal kyl enel mno group,

wher ei n th@zeztytdiolatkyj/}anemmp]e©§zlm§f—bb, fosedranim-1-v1,
phenyl gr or t ay ox{;l %{ i m dazol o, thiazol o,

pyri di no, Ho'd rby i Ho %t oup opti onal | y
substituted by a fluorine, chlorine, brom ne or iodine

atom by a nitro, CG-3-alkyl, G- 3-al koxy or am no
group, anoFberaoWe b@l tm@lwbto@@hn%tb%an%%/kﬁéhth%bphonyl

repl aced (clt3 re 1) CémZnS}’Cé?ﬁM%' 2L ( @hené(hfyl)

gr oup and/or t e ne € group in position ©

a 5- rrerrber@b@y@ina#kw;en@aﬁb@@ygr owH[ray e, s—alkyl) -
substituted by a hydroxi %/drox -G - 3-al kyl,
Ci - 3- al koxdmpro Cr {C3satkloxy: Cr¥3{Gal- ky@lngbUpamtlh@—carbonyl

methyl ene group.im {0 81,0824, POSLE] ON(OF .2, By 0 La1phony1

group, Or

by a group of the formula

/™
—N
\r’

4

in which

R7

is a Ci—alkyl, Cis—alkyl-carbonyl, di-
(Cip—alkyl)—-amino—-carbonyl-Ci;_3—-alkyl or Ci_3—

alkylsulphonyl group and
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menber ed cycl oal kyl enei m no group may in each case be
substituted by a hydroxy, hydroxy-GC -3-al kyl,

w@R008M6l1kDXyY, C - 3-al koxy-C - 3-al kyl, car boxy, PCT/EP2005/057013

Ci - 4- al koxycar bonyl, am nocar bonyl

G - 3-al kyl ami nocar bonyl , di~ %G~ 3-al kyl)

-am nocar bonyl, phenyl -G -3-al kylam no or N

(G -3-al kyl) - phenyl-Ci-3-al kyl -am no group or nmay be

repl aced by an oxygen or sul phur atom by a sul phinyl,

sul phonyl , - NHR* N @;-3-aldkyl,- a-dr-Ndphemyiyi) ~dhino] -,
(phenyl -G -3-alkyl- ) , -N (G -3-al kyl -carbonyl-) , -N

(G - 4-alkyl hydrmdy@ylcar(@ohwnc) (C-NqIGiyl) —amino] —Cy3—

4- al koxy- car bo% % benzoyl ) or -N

(phenyl - Ci - 3-al Jy]f %a‘? {-§-group, wherein a

nmet hyl ene group |linked to an i m no-nitrogen atom of

t he cycl oal kyl enei mi no group rmay be replaced by a

carbonyl or sulphthyk-gteup) orarpoays, {6 7-aerberegarbonyl
nmonocyclic cycl oaI k I ene| ro a : :

cycl oal kyl enei niho %r Pué%dg of]gygLe%Wu%r“é}ﬁbc}ilhles

two net hyl ene gﬂf@ﬂpﬁnélnﬂx&ﬂu}b@tw@t@mm @idieg@nzaipml)—
may each be replaced by a carbony roup
denotes a Ci - 4-AMGPr groRpr dhiehl 7% s?ﬂés?l f%lt éda]o]?Y]a)
car boxy, G -3- q% XYLAf bONY{ Cﬁg&@gcar bonyl, G -

3- al kyl am nocarbonyl or di- f kyl)

-am nocar bonyl group or by a 4- to 7- msnbered

cycl oal kyl enei mi jnocar bf’fydl
- C2- 4- al kanoy!| am o~ group
substituted in M@l@éky# mRivetyl oy e et am G -

3- al koxycar bonyl group, a group of formula -N(R 1 2
)-CO(CH 2 )p -RESIINAZGher @ity REQC o@ﬁ%ﬁ@se @ hy ofen
atom a G -6-al y LB, O

G -3-al kyl gr ou%é(%% %n na1¥y&%{ijjblgfljt(u%% by a %ﬁgﬁv where
heteroaryl, trithé uovomeshydn hydpoe;ujer@lyssaldmix@/d from
am nocar bonyl -4-al kyl am no- car bon

(G -4-al kyl) - NOEQ b%%%lsﬂngso%| jr&‘? ey poppeide
G- 3-al kyl - sul@fmw@mlﬂ@thyhsﬁgh&n@wyl@ara—

- Gi - 3-al kyl - sul phonyl am no, G - 3-al kyl -am nosul phonyl
or di- (Gi-3- aIWll}eﬁ%fﬁﬁlh@s@m@%n%dg?@uéllaﬁﬁoﬁcetate
denotes one of the nunbers 0, 1, 2 or 3 and

{ fgmln%d?¥oéﬁll$y Xl)in the

ITTI. Subgroups of particularly preferred compounds of the
above formula I which are to be mentioned in

particular are those in which:

III.i. X, Rl, R% R’ and R® are as defined under I.,

3

R’ is as defined under II.i. and R® is as

defined under II.v.;

IIT.ii. X, Rl, R% R’ and R® are as defined under I.,

3

R® is as defined under II.ii. and R® is as

defined under II.v.;
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Ri 3 assunes the neani ngs of the abovenenti oned group
R7, or, if p denotes one of the nunbers 1, 2 or 3,

w0 2oorag7123 so denote a hydrogen atom a group oOPCT/BPI00S/@57013

-N(R14)-(CH2)g-(CO r -Ri5(V), wherein R4
denotes a hydrogen atom a Cil&-alkyl group, a G-
3-al kyl carbonyl, aryl carbonyl,
phenyl - G - 3- al kyl carbonyl, heteroaryl carbonyl,
heteroaryl -G - 3-al ky |carbonyl, CI1-4-alky
1sul phonyijiaryk, sel,ponyR’ phenyl -sGie as defined under I.,
3-al kyl sul phonyl, heteroaryl sul phonyl or . . . 4.
het eroaryl - Ci - %-ﬂq(ﬁs-éjtﬂ%ﬂkﬁﬂ/lu%jr pi L o dendts Tones as
of the nunbers desided Sn@rdrrlvdenotes the nunber 1
or, if gqis one of the nunbers 2 , 3 or 4, it may
al so denote the nunber 0 and Ri 5 assunes the neani ngs
of th bovenent i oned gr 7, grou r 2
MR B SYE0 R (Y P e B e B BumoReltals 1o R
hydr ogen at om ofs aa i ddf ahky | ugaedpIopivopakl yis as defined
termnally substituted by a cyano, trif_ . 4
| uor onet hyl - car®P§ aht nb- or IR 1 Ci 98- af kit ¥ - -#p{fR 1s as
| uor onet hyl - car hopyl s @ani N9-9rppp,and R 7 denotes a
G -3-al kyl group, an am no group substituted by a di-
(G -3-al kyl) - am no-C -3-al kyl -carbonyl or di-
(G -3-al kyl) - am no-Gi - 3-al kyl -sul phonyl group and a
di- (G -3-alkyl) - am nocarbonyl-C - 3-al kyl group, or
an N - (G -3-alkyl) -G -5-al kyl sul phonyl am no or N
éCi-S-aIkyI) - phenyl sul phonyl am no group wherein the
| kyFtaprePyeferagdi eronal Py SuBRPiEdEet by a ehanse &prmula
carboxy,group, whergin all the single-bonded or fused
phenyl groups contained in the groups nmentioned under
R6 may be nono- or disubstituted by fluorine,
hlorine, brom ne or iodineatons, by G -5-al kyl, trif
uor offet RYYISHyar8%y, a - 3-al koxy, carboxy,
G - 3-al koxycar bonyl, am nocar bonyl, G -
4-al kyl am no- carbonyl, di- (G -4-al kyl)
Ram fic2 cardorgen amdho sul phonyl, Cl1-3-al kyl -ami no
sul phonyl ,

2

R® is a fluorine, chlorine or bromine atom or a cyano

group,

R’ is a phenyl group or a phenyl group which is
monosubstituted by a fluorine, chlorine, bromine or iodine
atom or by a Ci-s—alkoxy group, where the abovementioned
unsubstituted and the monosubstituted phenyl groups may

additionally be substituted in the 3- or 4-position
by a fluorine, chlorine or bromine atom,

by a Ci_s—alkoxy or Cis—alkyl-carbonyl—-amino group,



di- (G -3-al kyl) -am nosul phonyl,
G - 3-al kyl -sul phonyl am no, nitro or cyano groups,
wobmre6m73 he substituents may be identical or PCI/EP2005/057013
different, or two adjacent hydrogen atons of the
phenyl groups may be repl aced by a net hyl enedi oxy
group, and R5 denotes a hydrogen atomor a C - 3-al kyl
group, wherein by an aryl group is meant a phenyl or
napht hyl group optionally nono- or disubstituted by a
fluorbynea c@tn®kpeclbfamkpe oamhndtnEbampn%cby alkyl, (Cio—
cyano, trif luoromethyl, nitro,
o no B Bbg G CSEAVRYH o -CRLE a1 KoKy (Gr 6TRL&RA) B3RO~
a hetgsPabyl1960UPai gy ANt 8- HPE?§¥§£k@o§ylpLaﬁlno Ci3—
menber ed heteroaryl group optlon |y substituted by a
C 1-3allavkyprgfepny h-chebeay bonasked efon; ahket e Aothe
6- menbered heteroaryl group contains one, two or three
nitrogen atons and the 5-nenbered heteroaryl group
cont akmsrant h&l sab gt Otipe Opt i 0aal by substityiedrbyidferent,
G -3-al kyl or phenyl-G -3-al kyl group, an oxygen or
sul phur atomoran imno group optionally substituted
RY 85 G chal kylgosuphemdn Gs 3nabdylc @raup or an
oxygen or su phur atom and additionally a nitrogen
atomor an imno group optlonally substituted by a G
3-al kyl or _.phen rou and g B
atonﬁg andC re%% ?I H%ng?rg%%agnﬁysg ﬁg% g 8¥ha di
abovepent+anedl moaacyel geotlyef esocyclic groups via two
adj acent carbon atons and the bondi ng takes place via
a nitrogen atomor via a carbon atom of the
het er,ogy =13V phenyl ring, some or
al | §§ ﬁeégou oggntg%oﬁ%iyﬁfghe abovenenti oned al kyl
and al koxy groups or in the alkyl eties contained
in the above-defined groups of fg{ﬂﬁ1a | optionally
bei ng replaced by fluorine atons, \lhe saturated al kyl
and al koxy noieties with nore t han'R” car bon at oms
whi ch are present in the groups definéd herei nbefore
al so inclndent he branched i soners thereof, such as for
exanpl e the isopropyl, tert. butyl, isobutyl

R7

is a Cis—alkyl, Cis—alkyl-carbonyl, di-(Ci-»—
alkyl)—-amino—-carbonyl-Ci3—alkyl or Ci_3—
alkylsulphonyl group and

8

R is a Ci3—alkyl or @ [di-(Cip—alkyl)-amino] —C,_

s—alkyl group, or

a Cis—alkyl-carbonyl group terminally substituted
by a di-(Ci»2—-alkyl)—-amino, piperazino or 4-(Ci3—

alkyl)-piperazin-1-y1 group,

5

R” is a hydrogen atom and
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group, unless otherw se stated, and additionally the
hydr ogen atom of any carboxy group present or a

whymsogamn at om bound to a nitrogen atom e.g. BCT/EP2005/057013

hydrogen atom of an ami no, al kylam no or imno group
or a saturated N-heterocycle ISuch 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 froman imno or am no group is nmeant, for
RXampl £, hyadtygkoxat @i,oup, an acyl group such as the
benzoyl or pyridinoyl group or a C -16-al kanoyl group
such as the fornyl, acetyl, propionyl, butanoyl,
peataneyt Qbob@m@ﬂ@ybngaoa@k @ng@bh¥E0§M@@ﬁaenyhnear and
group, a C-i6- aIkoxycarbonyF group such as the
hﬁ@h@hyda@bbhylgr@vﬁ@xy@awbéﬂyladﬁﬁép@xyééVbénylto 3
hoAREOBRUEBEBORYL pBULOXYEALROBY! 1 LEEL o acome

.but oxycarbonyl en oxy ony exyl oxycarbon{l ,

oct yl oxycar bonyl , nonyloxycarbonyl decyloxycarbonyl,

undecyl oxycar bon dodecyloxycarbonyl or
HE?E@e@QﬂbR?@HPB%MyP Group=Y &7 pRBAYP- €F - imino group present
ﬁa@'58X¥8@§999M£e8r99paﬁu9ﬁ @%vbh%lgﬁﬂéﬁhgx¥ﬁaﬁé9ﬂ¥|
phenyl et hoxycar bonyl “or phenyl propoxycar bonyl group, a
G -3- alkylsulphonyl C2- 4- alkoxy car bonyl ,

| -3 ko -4-al ko C2- 9 carbon
’%é a1(1§¥ %ﬁS) 8n%§¥?%ﬁrsmere ﬁg Iaengt Qﬁelr mixtures
Ehelstakkyl saCssT7- cycloalkyl phenyl or phenyl -
C -3-alkyl group, Rf denotes a hydrogen atom a G -
3-al kyl, C5-7-cycloal kyl or phenyl group and R g
9§§0k8§1ewﬁxgresﬁgﬁahe§1o@ EhadeabitrhaOF BEEODricularly

group erelrn to R are as herein ore

geéfaededmhereln additionally the am no group may be a
pht hal i m do group, whilst the abovenenti oned ester
groups may al so be used as a group which can be
coenvertedli-navivRet AL 0aRi68MBOXY18HOUPNnoPNE-$gb1group
of conpounds of general formula | which deserves
Spekparerent | heephpreseylenoseonhBlera- X InRoiliapder
3 to R5 are as hereinbefore defined andR-2 denotes a
strai ght-chain or branched G -6-al koxy-carbonyl group,
ab£437Zey¢Fma%ﬁmmythybamyhometayaayEQXyanbemﬂk QFOUp

a strai i - 6-.al koxy-ca

o Rup e Pu e gl P RaTY DS Sabshr T arsa o A haoatRgRe
noi ety by a

(c) 3-Z-[1-(4-dimethylaminomethylanilino)—-1-(3—(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(d) 3-Z2-[1-(4- (N-(4—methylpiperazin-l1-ylmethylcarbonyl) —-N—
methylamino)anilino) -1-(4—-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(e) 3-Z-[1-(4-(N-(2-dimethylamincethyl)-N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone
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phenyl, heteroaryl, carboxy, G -3-al koxycarbonyl,
am nocar bonyl, G -3-al kyl am nocarbonyl or di-

W@ gioeBeTrkyl ) -am nocar bonyl group, a strai ghtPChEP2005057013

branched C2-6 al koxy-carbonyl group, which is
terminally substituted in thealkyl noiety by a
chlorine atomor a hydroxy, G -3-al koxy, am no,
C -3-alkylamno or di- (G -3-alkyl) -am no group, the
tautonmers, the diastereoners, the enantioners, the
NExt ares[1Lheseqgli-anddtihetsalbsihbprepfl) ANsecond
sub- grou of co ound of gﬁgeral formula I which

4t

desSky Vel epLRiar ﬂ%ht ri ses those wherein X, R
ba@BQx§%§h§leﬁ§n§[?m@§h9§é§éPth@E§oQ61QD§Hd@anBn8
denotes an am nocar bonyl or nethyl am nocarbonyl group,
an et hyl am nocar bonyl group optionally substituted in

_posi tign of rou y or _
HPT 53ROk (or Sopmsr T b B 2 o A Y SR 2 o5
ga@bpxyéhﬁylaph@ﬂpmSmethylén@$tepemueks 2Phﬁdollnone
enantioners, the mxtures thereof and the salts
thereof. A third sub-group of conpounds of genera
HF”ELQ 1“@&3QNdQé?ﬁ%%ﬁy%Qﬁ%h@he@ﬁ?ﬁb89b699ﬁﬁLﬁes

hose mhereln , R 5 are as
Mthyh@@ioobadeiLneﬁ énd4R Z denotes an R7-
éarboxy%#ﬁ¥iéPEQ$g%}mQEQQEén%@f%efTPQrP) gﬁ]ﬁ 1%8ne
phenyl am no, N-phenyl -G - 3-al kyl -am no,
phenél-o 3-alk Ianlno N- éo 3-al kyl)
(pheryP- &L -$4al(Ry I(&nflaBebhy aml{leﬁéhy#cafbogyé? kYT
hen oup substituted by the

f&?ﬁ'}d%@%ﬁmﬁfﬁﬁ%lw;lx% )%CO(CH 2)p -R3 (1V),
ohebpekneRi?] ) phandl RneBhatenas-herféunbef oréndeflinede
the tautonmers, the diastereoners, the enantioners, the
m xtures thereof and the salts thereof. Preferred
conpoundsiof sgeperabligrAul ayhmateyl hase1wheyein (R-i(2-
and R 3 are as hereinbefore defined and X denotes an
exygenyatbil) Riengéhbeesy deeal boxy lgpsaps—andolinone
strai ght-chain or branched G - 6-al koxy-carbonyl
group, a Cs-7-cycloal koxycarbonyl or a phenoxycarbonyl
gkpup;-a-straghtiiehayhaninbmanohégdanilino) —1- (4—(2—

é%éﬁé?%%?ééi?ﬁ£$ﬁ£¥2m%§ﬁgﬁ%?%f§%E;iio%%r9‘”aBOXlnone

(1) 3-2—-[1-(4-(2—-dimethylaminoethyl)anilino)—-1- (4- (2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(m) 3-Z2—-[1-(4-dimethylaminomethylanilino)-1-(4-(2-
carboxyethyl)phenyl)methylene] -6—-chloro—-2-indolinone

(n) 3-Zz-[1-(4- (pyrrolidin-1-ylmethyl)anilino)-1-(4-(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(0) 3-Z-[1-(4- (pyrrolidin-1-ylmethyl)anilino)-1-(4-(2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone



10

15

20

25

30

phenyl, heteroaryl, carboxy, G -3-al koxycarbonyl,
am nocar bonyl, G -3-al kyl am nocarbonyl or di-

W@ gioeBeTrkyl ) -am nocar bonyl group, a strai ghtPChEP2005057013

branched C2-3-al koxy-carbonyl group, which is
terminally substituted in thelalkyl noiety by a
chlorine atom by a hydroxy, G -3-al koxy, am no,

C -3-alkylamno or di- (G -3-alkyl) -am no group, an
am nocar bonyl or nethyl am nocar bonyl group, an
ethylantnocarbonyl group optionally substituted in the

osition of the eth roup by a hydrox

& PSS arkORy 7 s0g o “h afl SpRethy D) RYLY Tt hoddrbany
gagu@xy&ﬂyﬂ¢@9é§§l fn&Bn 16X 08l KYbmgroupnawhi hshet he
nmet hyl ene group in the 4 position of a 6- or 7-

nmenber ed cycloalkyl group may be substituted by an

N e R e e G e PR T

oaraophenyl 1gragpnsubstitytpdohy-thengboipole6 , which
may additionally be nono- or disubstituted by
fluorine, chlorine or brom ne atons, by G -3-al kyl,

%ﬁé§e|98899?5H¥hlyh¥d59§ﬂox§ﬁ 3aﬁhK9X¥r Qﬁ598X¥roup present
G - 3-al koxycar bonyl, am no, acety am no,

mﬁynbeasbbﬁyttutﬁd Byaakytnantngca&b@nybledradlcal or may

O 3-a nocar bo yl nitro_or ano g
biooBe Y BILIPERRCEEYL: pRRbERe Fa 81 B0, OFSHPELamp1e in

and ﬁbemebﬂRa6gdeﬁpteslahhyahogencoﬁbueteuetnchtoc|mﬁto a
brom ne or i odine atom a cyano, nItI‘O am no,
CRrgoaY kyproes- ?rcyélbaﬁkﬁPrmtpﬁfalaépéﬁewﬁyph BRENYE,

mﬁﬁ&é%@é&'lHrvE€5e£9@6y£n9£ﬁHHo bhe.gr aypgpE,for mul a

erein a hydrogen atom bound to the nitrogen atom may
be replaced by a G -3- aIkyI group, a G -3- alkoxy

oup, . an_am no- C2- 3 am no-
ShReR, e A0uBIERY, Bodofy iRy e i TeBt EXARRE Rt AR pixtures
Sha3tnakkyl agiing- C2- 3-al koxy, N- (Ci-3-al kyl) -phenyl -
G - 3-al kyl am no- C2- 3- al koxy, pyrrolidino-C2-3-al koxy,
pi peri di no-C 2-3-al koxy or Ci -3-al kyl mercapto group, a

ag?§é¥ wﬁicﬂ Qgho%¥0?599ﬁ¥£eﬁag%n9£@5bQHXB ac%arboxyl

am no- carbony
@fahkyhantuobeanbdeybtood as meaning, for example, a

hydroxymethyl group, a carboxyl group which is esterified
with an alcohol in which the alcoholic moiety is preferably
a Ci¢—alkanol, a phenyl-C;s—alkanol, a Csgy—cycloalkanol,
where a Cs_g—cycloalkanol may additionally be substitituted
by one or two Ci3—alkyl groups, a Csg—cycloalkanol in which
one methylene group in the 3- or 4-position is replaced by
an oxygen atom or by an imino group optionally substituted
by a Cis—alkyl, phenyl-C; 3—alkyl, phenyl-C; s—alkoxy-—
carbonyl or Ci ¢—alkyl-carbonyl group and in which the
cycloalkanol moiety may additionally be substituted by one
or two Ci—s—alkyl groups, a Ciy—cycloalkenol, a Czs—alkenol,
a phenyl-Cs_s—alkenol, a Css—alkynol or a phenyl-Cz_s5—
alkynol, with the proviso that no bond to the oxygen atom



N (G- 3-alkyl) -phenyl-G - 3-al kyl am no-car bonyl

group, a C3-7-cycloal kyl -carbonyl group, wherein the
woreiohgéane group in the 4 position of the 6- OPCI/EP2005/057013

7-menber ed cycl oal kyl noiety may be replaced by an -NH

or -N (Ci-3-alkyl) group, a 4! to 7-nmenbered

cycl oal kyl enei m no group, wherei na nethyl ene group

linked to the imno group may be replaced by a

carbonyl or sul phonyl group or one or two hydrogen

atogbnaByseachmbe cepbacedt by ahitheakkyésgaOdpuble or

and/or i n each case the nethilene grou

PRSP LR oHOBR: aheC or oo RenBLP LaCrycHORF kG- ani i pBCLoaTkanol

HEOURgMRYBeasubst i fut 8d1bYcarB8AbEXYns which may

G - 3-al koxycar bonyl, am nocarbonyl, G -

adénkypaﬁihbcbebéh?ﬁtlaute@Cﬂn Bhalkycycloalkyl moiety by
C 0 IL k _

A R A L A e ST

isDbQQQGfbyaaBlO&ygaﬂ ancsubphUE ah@nfobMuaasulphlnyl,

sul phonyl, -NH or -N (G -3-al kyl) group, a C -4-al kyl

group termnally substituted by the group R 7, wherein

R 7 denotes a Cs-7-cycl galkylog{RW, )whidl st the

met hyl ene group in the 4°position of a 6- or 7-

nmenbered cycl oal kyl group may be replaced by an -NH or

-N (Cl 3- alk I) group or in a 5- to 7-nenbered

cycloa?ky? group a - (CH 2)2 group may b e repl aced by

a - CRNH group, s-aa I 2):3;-gnoipdmy be greplaces: byndny1-Ci-

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

- NH CONHFYCO By, whil st in each case a hydrogen

atom bound to a nitrogen atom may be replaced by a

Cl- 3- al kyl group,a phenyl or heteroaryl group, a

hydr oB’(y J'osr «C 18r@t dkpxy graoup,a gh-ard oy 1,C G- atdyt ad oy L or

di - k%lg -an1n8 phenyl am no, N phenyl -C

3- aIk -C 3-al kylam no, N- (C 3-al kyl

) - phenyl -C 3- alkylan1no or di- (phenyl -C 3-alkyl)

-am no group, a w hydroxy-C2 3-al kyl -amno, N- (C

3- al kit )1s GHydresen at@m<®2éﬁ%wa7ﬁﬁﬁﬂﬁ FHQUK;

G hydroxy-C2 3-al kyl) -amno, di- (GO (C 3-al koxy) -

C2 3-alkyl) -am no or

and a radical cleavable in vivo from an imino or amino
group is to be understood as meaning, for example, a
hydroxyl group, an acyl group, such as the benzoyl or
pyridinoyl group, or a Ci_ig—alkylcarbonyl group, such as
the formyl, acetyl, propionyl, butanoyl, pentanoyl or
hexanoyl group, an allyloxycarbonyl group, a Ciig—alkoxy—
carbonyl group, such as the methoxycarbonyl, ethoxy-
carbonyl, propoxycarbonyl, isopropoxycarbonyl,
butoxycarbonyl, tert-butoxycarbonyl, pentoxycarbonyl,
hexyloxycarbonyl, octyloxycarbonyl, nonyloxycarbonyl,
decyloxycarbonyl, undecyloxycarbonyl, dodecyloxycarbonyl or
hexadecyloxycarbonyl group, a phenyl-Ci¢—alkoxy-carbonyl
group, such as the benzyloxycarbonyl, phenylethoxycarbonyl
or phenylpropoxycarbonyl group, a Ciis—alkylsulphonyl—-Ci_s—
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N- (dioxolan-2-yl) - C 3-alkyl-amno group, a C
3-al kyl carbonyl am no-C 2 3-al kyl- amno or C

w@2mbkyiicar bonyl am no-C 2 3-al kyl -N- (C 3- al kyPCl/EP29DFI€57013

group, a C 3-al kyl sul phonylam no, N (C 3-alkyl) - C1

3- al ky 1sul phonyl am no , C<%-al ky 1sul phonyl amni no-

- C2 3-alkyl-amno or C 3-al kyl sul phonyl am no-C 2

3-al kyl- -N (C 3-alkyl) -anm no group, a hydr

oxycar bonyl -C 3-alkylamno or N~ (C 3-al kyl) - hydr
axyoayboaybOEyC 3calkyl koam-09 ,grdkpxa-Qquanedknaygrauponyl
mhereln a h en aton1na be re Iaced by a C 3-al kyl

§F obp; O A g?%fpr gror%}Prm%O PN( RY ;3 e (CH2 )n- RO (I

I ) mhereln R denotes a hydrogen atomor a G -3-al kyl
group, n denotes one of the nunbers 0, 1, 2 or 3 and

R 9 deénotes dn-am a1l CiC3ratwd o, , dihenyl or phenyl-Ci-

(O 3 o, phenyl am no, benzyl am no or
%ﬁ%ﬁﬁou ’a5-to7-wmmaed

cycloalkylene|n1no group, wherein the nethyl ene group

in position 4 of the piperidino group may be repl aced

by aanxybé%]%Wj%ﬂﬂ%ﬂuﬁtQﬂmnﬁ %W3a%”qNH Css-cycloalkyl or

-N(GipnB2aL kYh Y oup- Mhgphenyl), -N (G-
3- aIkyI carbonyl? or -N (benzoyl) group, or, if n

denotes one of the nunbers 1, 2 or 3, it nmay al so
denot a hydr ato a gro ormul a R 1
) - ( §§3O??n T 13W%é9€‘nIQR‘N enot%ﬁCR)

hydr og;eaaupt oM wh(rh 3raltky|ROBEWP asadbfined above,
3-al kyl carbonyl or G - 3-al kyl sul phonyl group, m
denotes one of the nunbers 1 , 2 or 3, 0 denotes the

QH&bg&d}t%naﬂym EérOQﬁ %lEBegQHHB r$né BhtRarififABY

al so denot e the’ hunber 0 and Rn°denof es an am no;
GroGBpal Kgbam Nbe dstefCraBiabkyl nentnbned &bevd-abkkoxyso be

[0)4 0 5- to .
S Enber S COUP oKD eRET P AL Gl BREC AndPel AvPnanEe 2
setPYkeneqggpapp in position 4 of the piperidino group
may be replaced by an oxygen or sul phur atom by an -
NH, -N(G -3-alkyl) , -N (phenyl), -N

&g%f§i§£5y£58§£98n¥£&i851éhk&PeQZQXL%OQ§9u8roup are a Ci g—
alkoxy—carbonyl group, such as the methoxycarbonyl,

ethoxycarbonyl, n-propyloxycarbonyl, isopropyloxycarbonyl,
n—-butyloxycarbonyl, n—-pentyloxycarbonyl, n—-hexyloxycarbonyl
or cyclohexyloxycarbonyl group, or a phenyl-Cis—alkoxy—

carbonyl group, such as the benzyloxycarbonyl group, and,

for an imino or amino group, a Ci_¢—alkoxy—-carbonyl group,
such as the methoxycarbonyl, ethoxycarbonyl, n-
propyloxycarbonyl, isopropyloxycarbonyl, n-butyloxy-—
carbonyl, n—-pentyloxycarbonyl, n—hexyloxycarbonyl, cyclo-—
hexyloxycarbonyl, n—-heptyloxycarbonyl, n—-octyloxycarbonyl
or n—nonyloxycarbonyl group, a phenyl-Ci_z—alkoxy—carbonyl
group, such as the benzyloxycarbonyl group, a

phenylcarbonyl group optionally substituted by a Ci3—alkyl
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a C4-7-cycl oal kyl am no or C4-7-cycl oal kenyl am no group
wherein position 1 of the ring is not involved in the

waelowbberipond, a 4- to 7-nmenbered cycl oal kyl enep@i/RP2005/057013

group, wherein the cycl oal kyl ene noi ety nmay be fused
to a phenyl group or one or tdso hydrogen atons may
each be replaced by a G -3-al kyl group and/or the

nmet hyl ene group in position 3 of the pyrrolidino group
may be substituted by a hydroxy or G -3-al koxy group,
gnoepchscaseathehaebbykene grodpetnylheedzpodi yronppfa
a 6- or 7-nmenbered cycl oal kyl enei m no group may be
@MB%@%?EY%ng9U8'h§H¥Bx93 hyar Bx§oet o laﬂE?Pp'cP Cis
§1@§k9ﬁy ?DoﬁycgQlal§o§§k6é¥§@ﬁ99nwk Cys—alkoxy—Cys—
an1nocar ony G - 3-al kyl am nocar bonyl , di -
QtﬁogyaﬁkyrylkaﬁYn@éabbﬁmylgrghényﬁueh 38salR§l am no or

%%tﬁ é%g%%letﬁgﬁ grﬁ%n%l F§ybaqbn8tg5%gp or may

an ox en or sul'phur "at om
éuhphyeykboﬁynpb@ﬁmb H -N (G -3-alkyl) , -N
(phenyl), -N (phenyI-G -3-a| kyI) , -N
(G -3-al kyl -carbonyl) , -N (G - 4-al koxy-carbonyl) ,

THE(Qb@@é0¥k%m§ﬁlfhéép8@ﬁ¥5u§hs - ghkylk- catbgR¥k)y, their

group, wherein a nethylene group linked to an

Bhﬁneomsomegenoatbheophyhe0¢ygngaﬂkylenesntﬁblgr@a@ts

IR B85 epLaged, b2, £R1DONNL L B BHLPROMKL J0LOUD BL Lloeen
refber e nonocyc re-cyc ner i nb gro

@ésarmy@hoahkwbeoevnb954@;oupefusadehe afphemnyh geoup

the two nethyl ene groups linked to the imno-nitrogen

ab 6T rayaeaehBESE BpPHcEATBY A Ear bonyl group, or R 6

denotes a G 4-al kyl group which is termnally

substituted by a carboxy, G 3-al koxycarbonyl,

anendcatbenyd, 1 Cst Gfabkybaﬁﬁnocamponydsoisdillgétkative of

3-al kyl) -am.noca bony - menber ed, .

2581 BhrksEner I RGeS boNor R buEoRA BF dhsh 8 S BT AL Ss ton

olN(Rd 2cpp&O(CH 2 )p -RI3 (1V), wherein RL2 denotes

a hydrogen atom a C 3-alkyl , Cs 7-cycloal kyl, phenyl

-C 3-alkyl or het er oaryl -C 3-al kyl group and p

denotes one of the nunbers 0, 1, 2 or 3 and
(1) 3-Z2-[1-(4- (N-methyl-N-methylsulphonylamino)anilino)-1-

(3—-iodophenyl) -methylene] —6-chloro—2-indolinone

(2) 3-Z2-[1-(4-(dimethylaminomethyl)anilino)-1-(3-

iodophenyl)methylene]-6-chloro-2—-indolinone

(3) 3-Z2-[1-(4—- (N-(dimethylaminomethylcarbonyl) —N-
methylamino)anilino) —-1-(4-chlorophenyl)methylene]—-6-

chloro—-2—-indolinone

(4) 3-2-[1-(4- (N-(2-dimethylaminoethyl) -N-
acetylamino)anilino) -1-(4-chlorophenyl)methylene]-6-

chloro—-2-indolinone
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Ri 3 assunmes the neani ngs of the abovenentioned group R
7, or, if p denotes one of the nunbers 1, 2 or 3, it

worenp6ab™ s denot e a hydrogen atom a group of fRCTIEPAO5/057013

N(RL 4)- (CH2 )g - (CO r -RL 5 (V) , wherein R4

denotes a hydrogen atom a CZ2%4-alkyl group, a G -

3-al kyl car bonyl , phenyl car bonyl ,

phenyl - G - 3- al kyl carbonyl, heteroaryl carbonyl,
heteroaryl -G - 3-al kyl carbonyl, G - 4-al kyl sul phonyl,
phenyl sul phonyl, phenyl -G - 3-al kyl sul phonyl -

het er oaryl sul phonyl or heteroaryl-C - 3-al kyl sul phonyl
gEpUP3 -g- denot esNone—véthhep Npeber snll sy 2metBydtadbonyl) —N-
denotes the nunber. 1 or, if gq.is one of the nunbers 2

. e v4 amiino ) gyt iy dent &R IR FiRserD iy /e ) -6
assies. 4-he reanings,of the abovenentioned group R 7,

a group of fornmula -N(R1 6 )-SO2-R 7 (VI), wherein
Ri 6 denotes a hydrogen atomor a G -4-al kyl group
optionally termnally substituted by a cyano, trif

ro hyl carb | am.ngo or q - [) -trif
(ggro _%ﬁyﬁf?gﬁgﬁ%éﬁyg aﬁ%hﬁﬁé?éu prﬁgy 7&denotes a
G -aZealyKyemigion i ian rasyi 10~ or-Qihl stdystd iyt jeek tyy 18e ok -
(G -3-alkyl) - amno-G -3-al kyl -carbonyl or di-
(Ocﬁ§QﬂQQﬂjlndQﬂﬁqﬂp%] 3-al kyl - sulphonyl group and a
di- (G -3-alkyl) - am nocarbonyl-C - 3-al kyl group,
wherein all the single-bonded or fused phenyl groups
contained in the groups nmentioned under R6 may be
tdho-30f~ disubstitueedybygmingoerhel) ehlidinpe—or (4-

b b | k o et.hy
h;omf%r5§3eq¥%%@g§§ l%é%b%ac qéﬁaéyg%ﬁoxycafbony

am nocar bonyl, G -3- aIkyI an1nocarbony|
aninosulphonyl G - 3-al kyl - aninosulphonyl nitro or
Céano grou S, wherein the substituents. mm

be
ent 7 c4r Lor (i t¥ef entimer Ry Wol P aht) AYdr ogen at ons
Oféd@%ﬂﬂgﬁbﬂoﬂﬁgﬂ@%dnﬂﬂl) QﬁQl@%%%Jk&ﬁhenyl)methylene]

nethylenedloxy group, and '5 denotes a hydrogen at'om
r ta @il-@alkyindgloumpneahi | st by a heteroaryl group as
nentioned above is nmeant a

(9) 3-Z2-[1-(4- (N-(4-—methylpiperazin-l-ylmethylcarbonyl)-N-
methylamino)anilino) —-1-(3,4-dimethoxyphenyl)methylene]-

6—chloro-2-indolinone

(10) 3-2-[1-(4— (N-(2-dimethylaminoethyl) -N-
methylsulphonylamino)anilino)—-1-(3,4-
dimethoxyphenyl)methylene]-6-chloro-2—-indolinone

(11) 3-2—-[1-(4- (dimethylaminomethyl)anilino)-1-(3,4-
dimethoxyphenyl)-methylene] —6—chloro-2-indolinone



pyridinyl, pyrazinyl, pyrimdinyl, pyridazinyl,
pyrrolyl, furyl, thienyl, oxazolyl, thiazolyl,

w@aaeilyd , | m dazolyl or triazolyl group optiPCEEP2005/057013
substituted in the carbon skeleton by a G - 3-al kyl
group wherein a hydrogen atomYound to a nitrogen atom
may be replaced by a C -3-al kyl or phenyl-C - 3-al kyl
group and wherein the 5-nmenbered heteroaryl groups
containing at | east one imno group are bound via a
Ccar poB-or [ hi- {4 6@en (ataimeah hyan bgeatlay bm-eund to a
nitro en aton1|n the abovenentjoned groups may be

rept A GIUE Wwhi S )can” b €1 eaved i n vi vo,
pa&hm@@a%ﬂgpﬂahyyyﬁgﬁﬂyaeﬂy teerdn1.dpE-oxyiGaRI PO ne
group, t he carboxy groups contalned in the

abovenenti oned groups nay each be substituted by a
group which can be cleaved in vivo and may occur, for
grampLes [ 0-(he hormal LhenLaLtn, PULAXYEREDODY] 4
group, sone or a ydroge atons In e
abawenenihconad -aldoHy lasnck Jal deastyl agrooupsi rafo liimdrize  al ky
noi eti es contained in the above-defined groups of
formula | optionally being replaced by fluorine atons
and the saturated al kyl and al koxy noi eti es cont ai ned
i(nat he- ab@yemenkﬁ@ﬂ@ahgmgmpﬁom@hhﬁm)gﬁﬂl@he)npﬁ¢4than
2 carbon atons, nay be straight-chain or branched,
unliesko Rear it st ened, - ¢ He ot ormerlo tieone

di astereoners, the enantioners, the m xtures thereof
and the salts thereof. One subgroup of preferred
conmpounds of general formula | deserving speci al
mthtlbﬁzcbhpﬁﬂséSlmthElmmenemﬁtMyl)Rnuland)Fﬂs Bo R5

gtr?%as heg%ﬂrgﬁ%fortg}geflg %ﬂd R%_ e_notoﬁg

group, a C s 7-cycl oal koxycarbonyl or a
phenoxycar bonyl group, a straight-chain or branched C
[ 3-a|koxiacarbonyl group, which is termnally

substPratred il h {Hal 5rﬂymeh%Yé@WlB9péoﬁﬁéhyN car boxy,

C'aé%ﬁyﬁ§%ﬂﬁﬂﬁ§ﬂmﬂnoFﬂﬂﬁQ§Qﬁpﬂﬂﬁhﬂ1q&l)methylene]—6—
3-al kyl"am nocar bonyl or di- (C1 3- aﬁiyl)

- ami Inocar-Bonyldariougea strai ght-chain or branched

C2- 3- al koxy-carbonyl group, which is termnally

substituted in the alkyl noiety by a

(17) 3-2-[1-(4- (N-(4-methylpiperazin-l-ylmethylcarbonyl) -N-
methylamino)anilino) -1-(3-fluorophenyl)methylene]-6-

fluoro—-2-indolinone

(18) 3-Z2—-[1-(4- (dimethylaminomethyl)anilino)-1-(4—(2-

acetylaminoethyl)phenyl)methylene]-6-fluoro-2-indolinone

(19) 3-2-[1-(4— (N-(3-dimethylaminocpropyl)-N-—
acetylamino)anilino) -1-(4—(2-

acetylaminoethyl)phenyl)methylene]-6-fluoro-2-indolinone



hydroxy, G -3-al koxy, am no, G -3-al kylam no or di-

(G -3-alkyl) -am no group, the tautoners, the
wael@svernedners, the enantioners, the m xtures PCEERPWHS/057013

and the salts thereof. A second sub-group of preferred

conmpounds of general fornula 46 deserving speci al

mention conprises those wherein X, Ri and R3to R5

are as hereinbefore defined and R2 denotes an

am nocar bonyl or nethyl am nocar bonyl group, an

er byl anznotanboenyt (groaphoppipaabkkynsubgintuhetchnbbhel ) -N—

2 position of the eto group by a hydroxy or

G PG G S 10m R - (4 d%2-al kyl ) - ani nocar bony

grQ%&btjﬂgﬁﬂﬁﬁgﬂH¥¥ﬁbhéH¥iﬁﬁéﬁﬁﬁﬂéﬁgﬁﬂé%fﬂdB%o 2-indolinone
enanti omers, the m xtures thereof and the salts

thereof. A thlrd sub-group of preferred conpounds of

gener al fornula | deserving special nention conprises

[ hopes wher el ny %’ch%%aﬁﬁoﬁ@ghgjaﬁﬁlﬁé

her ei nbef ore de R4 denot an R/ -
4- akkﬁdmyqﬁnﬁnﬁyKMthylpMHﬂyﬂde%ﬁ&lkﬂﬁﬂ{ﬁ%ﬁﬂhdﬂn4ﬁf
G -.6-al kyl am no, di- (Ci-6-alkyl) -amno, phenylam no,
N—ﬁﬁ%@%ﬂlQ§n?3 al kyl - ami no, phenyl -Ci1-3-al kylam no, N
(G -3-al kyl) -phenyl -G -3-al kylam no or di- (phenyl -
C -3-alkyl) -am no group, or a phenyl group
substituted b the group of forrmula -N(R 1 2 CI>(CH
225p 31?%?3 %r %@?Eh]ﬁ Rr2nopehhdl Ren3lanre) as— (3
her.e} A d NG LAUOMRLS.; 418 1non
dlast enantloners the mxtures t hereof
and the salts thereof Part|cularly preferred
conpounds of general formula | are those wherein X

S_an_ oxyg i denotes a hydroge om R
LR et AR R A b R
br mﬁar%@lwg@rgb@}wl)gﬁ&u@mn@ —6-fluoro-2-
phenoxycar bonyl group, a straight-chain or branched
G -3 kaygncar bonyl  group, which is terninally
substituted in the al kyl noiety by a phenyl, carboxy,
G - 3-al koxycar bonyl, am nocarbonyl, G -
3-al kyl am nocar bonyl or di- (G -3-al kyl)
{2f0 ndcar bonyd-gdoupthalshiapghthghaenioinbyahekeéd (N-tert-
Czﬁiégggggg&gquQ%MJ%Jo%ﬂ@d}phenyl)methylene] 6-fluoro-2-—

indolinone

(25) 3-2—-[1-(4- (N—-(2-dimethylaminoethyl) -N-
methylsulphonylamino)anilino)—-1- (4-
methoxycarbonylmethylphenyl)methylene]-6-fluoro—2-

indolinone

(26) 3-Z2-[1-(4- (N-(4-methylpiperazin-l-ylmethylcarbonyl)-N-
methylamino)anilino) -1-(4-
methoxycarbonylmethylphenyl)methylene]-6-fluoro—2-

indolinone
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which is termnally substituted in the alkyl noiety by
ahydr oxy, G -3-al koxy, am no, G -3-al kylam no or di-

W@ thoeB6MIkyl ) -am no group, an am nocar bonyl OPCT/EP2005/057013

nmet hyl am nocar bonyl group, an et hyl am nocarbonyl group
optionally substituted in th&72 position of the ethyl
group by a hydroxy or G -3-al koxy group or a di-

(G -2-al kyl) -am nocarbonyl group, R 3 denotes a

Ci -4-al kyl group or a phenyl group which may be
substituted by a fluorine, chlorine or brom ne atom
by a trif luoronethyl, G -3-alkyl, hydroxy or

Cr7 8- al koxy- gﬂelaﬁlm&ﬂyﬂjﬁlﬂ@heﬁeah@?@n@y@hsal-kyl

group, wherein the nethylene group in position 4 of

t h& YERASHERAPTBUD TREF el Sifbist Tiﬁ%ﬁFQﬂ??ﬁ?QQﬁ%ﬂPne
G -3-alkylamno or di- (G -3-alkyl) -amno group or
replaced by an -NH or -N (G -3-al kyl) group, a phenyl
group, a phenyl group disubstituted by G -3-al kyl,

8 38- at koky—o6f - mNtKé yeoupspimherein-thelsgbbyicashesyl) N-

OB TR 5 e g Dup F L Wy i T oRa

substiiriditeach ay) @hddHomdte y 6 r- grer 1aro Lbfmnlnﬁicalthmm
by an am no or nitro group, wherein R 6 denotes a
fluorine, chlorine or bromne atom a C-3-alkyl, G -
3-al koxy, nitro, am no or Cs- 6-cycl oal kyl group a

pr;Oéyk* Py azohyhet h{i §AZRbYEen{ 1) 840 Yho (4- (N-tert-
tetrazol yI group bound via a carbon atom ereln t he

ab dwermetd st YHet at igrareaidty 10 jyreoupls) tiet thlee esalrtforf Luoro—2-

skel%ﬂgp Jmy. be substituted by a C -3-al kyl group or a
rogen "atom bound to a nitrogen atom may be repl aced

by a G -3-al kyl or phenyl-G - 3-al kyl group, the group

of formula a carboxy, G -4- alkoxycarbonyl phenyl G

3- alkglanino- carbon r Cs- 7-cy oaIkyI I
§FBup; 4 5tof46! %P%Ha@§EP@%FRyFéﬁBFﬁ+ﬂ8)g?ou% (N—tert-

whey &gk d&%ﬁﬂ%ﬁ%ﬂﬂ RS HeR thAfedd@ 6 - F1uoro-

plperldlno group may be replaced by an oxygen or
sulfphurddtiomnepy an -NH or -N (Ci-3-al kyl) group, an
unbranched Ci -3-al kyl group terminally substituted by
the group R 7, wherein

(31) 3-2—-[1-(4- (N-Acetyl-N-methylamino)anilino)-1-(4-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(32) 3-2-[1-(4- (N-(4-methylpiperazin-l-ylmethylcarbonyl) -N-
methylamino)anilino) -1-(4—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(33) 3-2-[1-(4— (N-(2-dimethylaminoethyl) -N-

methylsulphonylamino)anilino)—-1- (4-
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R 7 denotes a Cs-7-cycl oal kyl group, wherein in a 5 or
6- menbered cycl oal kyl group a -(CH 2)2 group may be

wo 2pbacad by a - CO- NH group, a -(CH 2)3 group PENEPRI®05/057013

replaced by an -NHCO-NH or a - (CH2)4 group nmay be

repl aced by an - NH- CO- NH CO gifoup, whilst in each case

ahydrogen atom bound to a nitrogen atom nay be

repl aced by a G -3-al kyl group, a phenyl or pyridinyl

group or a pyrrolyl, pyrazolyl, imdazolyl or

tr iH&Z:OiqdycgimmlmLﬁtdlwﬂpﬂl@ﬂa)thﬂreﬁé g catom -

wherej n the abovenenti oned heteroaromatic groups in

t he EHodH kel et on may be substituted by a G -

3-al kyl group or a hydrogen atom bound to a nitrogen

atom may be replaced by a G -3-al kyl group, a hydroxy

or G -3-al kox roug, an am no, C - 6-al kylam no, di-

6@14163a%2kw7 afi'né:; %h@ﬁyhﬁh@%ﬂopropyh —N-

N- I n | -G -3-al kylamno or N
E% §J %3)%- p»ien % gpatln%iyl am no group, a

W h}&fmwdaﬂ}&rﬂdtyiyl)@hml)hdwetk(ﬂerﬁe latdayfiuoro—-2-

-w hydr.oxy- C2- 3- al kyl am no, di- (CO-hydroxy-C

2- 3= Syon@am no or di- (GO (G -3-al koxy)

-C2-3-al kyl) -amno group, a

G - 3-al kyl car bonyl am no- C2- 3-al kyl - am no or

G - 3-al kyl carbonyl am no- C2- 3-al kyl -N- (G -3-al kyl)
{am ndgrobp(4a@rterhatkyl sul phonyl am no, N-

{ Sndelatoocn, Slict gtk sl Aoyl A00) G 1 6@ kY

c ﬂ&tﬁid@@ﬁ@tﬂwwtamm@he@meajﬂwlewé ~6G £13rcaddcyd )
-am no gr ou a hydroxycar bonyl -G - 3-al kyl am no or N -
( GH9 W% - hydr oxycar bonyl - Ci - 3-al kyl - ami no
group a guani dino group wherein a hydrogen atom may be
repl aced by a G -3-al kyl group, a group of fornula
é gé CO (CH2 )n -R 9 (I1), wherein R denotes a
K@ t ogefi- At onfofdaneirbBlalRyragibup, Y h-dehepeEl bael bino) —1-

t he(sdﬁuﬁzy eSChQ)XOYC]a(ij&](% t}ﬁlﬂ%%& OeRALEes Ak AW O 0r0-—2—

amn am no -or
G -iddad kioxgnegr oup, a 5- or 6-nenbered

cycl oal kyl enei m no group, wherein the nethyl ene group

in position 4 of the

(37) 3-2—-[1-(4- (1-methylimidazol-2-yl)anilino)-1-(4-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(38) 3-Z2—-[1-(4-methylsulphonylanilino)-1-(4-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(39) 3-2-[1-(4- (N-(4-methylpiperazin-l-ylmethylcarbonyl) -N-

methylamino)anilino) —-1-(3—
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pi peridino group may be replaced by an -NH, -N
(G -3-alkyl) or -N (G -3-al kyl -carbonyl) group, or, if

wo2aenetiezs one of the nunbers 1, 2 or 3

R gPCEEPADIES7013

denote a hydrogen atom a group of fornmula -N(R 1
O-(CH2) -(CO 0 -RL 1 (HI1299 wherein Rio denotes a
hydrogen atomor a Ci -3-al kyl group, m denotes one of
the nunmbers 1, 2 or 3 ,0 denotes the nunber 1 or, if
mis one of the nunbers 2 or 3, o nmay al so denote the

numﬁemdkymuiﬁﬂnykmuﬂhyﬂphbﬁyﬁthtﬂyléheﬂ4QHﬁmﬁdnm—zﬂ-

(O 3- ah€¥r%3 am no, - 4- al koxy or

al koxy group or a 5- or 6- nenbered
cycloalkylene|n1no group, wherein the nethyl ene group
|n position 4 of the piperidino group may be repl aced

an -NH, -N (O 3-alkyl) or -N (G -

349Pk%fzté¥béﬁyIN g?oﬁbme%hyhé@%m@$h%ylberoI|d|no

di 3
Ry R NG o BoebTre. of bup,

wherein the

me tntayt heney cgir o gy Imeaasit tdhaam 131 )ade el gpyer Ir-ad -+ fdiueo- qgroup
may be substituted by a hydroxy group, the mnethyl ene
gr ddP A 8% tion 4 of the piperidino group may be
substituted by a hydroxy, hydroxy-GCi -3-alkyl or G -

3-al koxy group or may be replaced by an oxygen or

suIPhur atom by a sul phinyl, sul phon

€L} 33akkyly (4- iﬂf@@ihglE¥R?Féé#both¥ carhp@béh@@yﬂ}no>—1—

%ylenegﬂﬁtupqéﬁgaﬁ§qggéyﬁgﬂ¥%?é¥§$%ﬁg%Pg{ggkg%o 2=

thejmyHUMOnhno pi peri di no or piperazino group nay be
repl aced by a carbonyl group, or R 6 denotes a
straight-chain G -3-al kyl group which is termnally
substituted by a carboxy or C -3-al koxy-carbonyl

guoup3 azgr oups of Nt of Mk eny N dorke ) h P4 Bbb2y ) p-Ri-3
(I1'V), wherein R 2 denotes a hydrogen atom a

Ci TBLWAN IGO0 ) payiincdi=13= (3at kyl group, p denotes one

o RS ipc b ch AN ML AANOLAS A AP0

m Nno
indolinone

(43) 3-Z2-[1-(4— (N-(3-dimethylaminocpropyl)-N-—

acetylamino)anilino) -1-(3-
methoxycarbonylmethylphenyl)methylene]

indolinone

—-6—-fluoro—-2—-

(44) 3-2-[1-(4— (N-(2-dimethylaminoethyl) -N-

acetylamino)anilino) -1-(3-
methoxycarbonylmethylphenyl)methylene]

indolinone

—-6—-fluoro—-2—-
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benzyl ami no, N - (G -3-alkyl) -benzylam no, G -
3-al koxy-C - 3-al kylamno, N (G -3-al kyl) -

W@ER008H6l1RDXY- Ci - 3- al kyl am no, di- (2-nmet hoxy- epdiyER2005/057013

-am no, di- (CO-hydroxy-C 2-3-alkyl) -amno or

am nocar bonyl -met hyl -N- (et Bl )~ -ami no group, a

pyrrolyl, pyrazolyl or imdazolyl group bound via a

nitrogen atom and optionally substituted by a

G -3-al kyl group, a pyrrolidino, piperidino,

06 phetr-A01- (i oxeK pholhadhot amipbpenazioargooup) -N-

optlonally substltuted in the 4 position by a

O-mﬁﬁﬂﬂ%ﬂ IPHENVHE) 3-al Kyl , G - 3-al kyl car bonyl or
me%ﬁﬂﬁ%@@@%ﬂﬁyﬂhét%?Iﬁﬂéﬂyl)mJtHyEEHBﬁiﬁiﬂﬂMbﬂwmﬁer

lor 2, it my also note a hydrogen atom a group

of ifrgliiieeneN(R 1 4 )-(CH 2 )gq - (CO r -R1 5

(V),wherein Ri4 denotes a hydrogen atom a

G -4-al kyl, G- 3-al kyl carbonyl, phenyl carbonyl,

phenyl - Ci - 3-al kyl carbonyl, furyl carbonyl,

pbedBﬂy+{taAhonymo iany+ G - 3-al kyl car bonyl

pyridin - 3 alk arbo al ky sul honyI
A A e g e A ror

q QQﬁghg§ugn§ of t he nunbers 1, 2o0r 3, r denotes
the nunber 1 or, if g is one of the nunbers 2 or 3,
it my also denote the nunber 0 and Ri 5 denotes an
amno, Ci-4-alkylanmno, di- (G-4-alkyl) -amno,

yta N ( hen 1 NO; 1 (a_
BeniyT am no-or & Ter T Phangy A e g otp. “or
a greauy xofc afrdranyt lanethi(R dheh ) 1)S@ 2riRienke (V6 4£ Juontverzei n
Ri 6 denotes a hydrogen atomor a Ci-3-al kyl group
optiII AP %r mi nal 'y substituted by a cyano, trif
| uor onet hyl - carbonylamno or N (G -3-alkyl) -trif
| uor onet hyl - carbonyl -am no group and R i7 denotes a
G -3-al kyl group, wherein all the single-bonded or
f&8ed3 phenyt ( @Té@p@e%@ﬁiﬁiﬁéﬁazhnrheyg?®9%@nﬁ%h@mbhé@0)—1—

o7 o A Ay A T G ety 2

ni tirgladrirgyreno gr oup and

(49) 3-2-[1-(4— (N-(dimethylaminocarbonylmethyl) —N-
methylsulphonylamino)anilino)—-1- (4-
methoxycarbonylmethylphenyl) methylene]-6-fluoro-2-

indolinone

(50) 3-2—-[1-(4— (N-(dimethylaminomethylcarbonyl) —N-
methylamino)anilino) -1-(4-
methoxycarbonylmethylphenyl)methylene]-6-fluoro—2-

indolinone
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R s denotes a hydrogen atom wherein a hydrogen atom

bound to a nitrogen atomin the abovenenti

worenpeerirepl aced by an acetyl or tert . butoxyceeBPRoh5/057013

oned groups

group, the carboxy groups contained in the

abovenenti oned groups may al s& be present

in the form

of the tert .butoxycarbonyl precursor group and the

saturated al kyl and al koxy noi eties contai
abovenenti oned groups, which contain nore

ned in the
than 2

cat pok-at Oirs (4 Ay — hetsynaNgatetha&mlm®)bmantn@ﬂ 1-

unl ess ot herw se stated, .t he tautaoners,

di PSRBT DN EIAE TS MY 1R5a ur6esf Jt%éﬁoeo%—
and Afwe isaldes thereof. One subgroup of particularly
preferred conpounds of general fornmula | deserving

speci al nention conprises those wherein X,

R, R3

and R 5 are as herei nbefore defined, R2 denotes a

?5‘5?'9*‘5 ¢hain_eg_ ;E/’%a&%ﬂggh&émlné‘é{‘ﬁ?%ﬁw%%g)QNQUP

or phenoxycarbon group, a straig

-chal n

br arahed =@ iinc3-zal iKaxygarlboH group which is

tern1nalgy substltuted |n t he aI nnlet
ene -

6 %&uoro 2—

an1qgg@59gﬁ%; O 3 alkylan1nocarbonyl or di-

(G -3-al kyl) -aninocarbonyl group, or a st

rai ght-chain

or branched C 2-3-al koxy-carbonyl group, which is
termnally substituted in the alkyl noiety by a

hgg; 0§¥Fka) 32 8l kKOXY1 s A Hen%ga&%@bby' am

-am no group,

(nﬂ@tHb&ﬁdqﬂ@onyﬂmaﬁhykphﬂnyl»Mﬁﬂhykeﬂ%'F
am no 6- al kyl am no, di- (G -4-al kyl) -

G Hydieo G X&Pf@ 3talkyl -amino, N- (G-3-al

pno or di -

enotes an R7-

ademnatoe -dh-
am no,

kyl)

- W hydr oxy- C2- 3-al kyl -am no, di- (w hydroxy-C

2-3-al kyl) -amino or di- (w (G -3-al koxy)
-C2-3-al kyl) -am no _group, or a phenyl

I ou
pRTebets tar LA t<1ﬁe ar@arpeblﬂyi@mmmrowﬁcqrgowwwm

ﬂ R , p and Ri3
herelgﬁiébféﬁg |neél)the {autoners t he

are as

d|a&ﬁﬁmegmamhoﬂjﬁm&ﬂnyﬁphﬂnykgmdﬁhykﬁn&hﬂ&ﬁfﬂdunaxﬁ—

and the salts thereof.
indolinone

(55) 3-2-[1-(4- (N-(3-dimethylaminopropyl)
acetylamino)anilino) -1-(4-
methoxycarbonylmethylphenyl)methylene]

indolinone

(56) 3-Z2-[1-Anilino-1-(3-
methoxycarbonylmethylphenyl)methylene]

indolinone

_N_

—-6—-fluoro—-2—-

—-6—-fluoro—-2—-
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A second subgroup of particularly preferred conpounds
of general fornmula |I deserving special nention

weupoeHes those wherein X, R, R3 and R5 ar eP@FEP2005/057013

her ei nbef ore defined, R -2 denotes an am nocar bonyl or
met hyl ami nocar bonyl group, —arZethyl am nocar bonyl group
optionally substituted in the 2 position of the ethyl
group by a hydroxy or G -3-al koxy group or a di-

(G -2-al kyl) -am nocarbonyl group and U denotes a R 7-
(870 33zal kyl) mphhpybugpbupylmhenew)m denotes an

amno, G -6-alk Iamno O4alk|%ﬁ

D G B R ot N g gty foro-2-

- CORHIN®S e - C2 3 aI kyl -am no, di -

(w hydroxy-C2-3-al kyl) -amno or di- (w (G -3-al koxy)

-C2-3-al kyl) -am no group, or a phenyl group

substituted by the group of formula -N(R 1 2 )-CO (CH
3¢l and S

ﬁg%gl%ﬂ?%f ogey%ie medﬁiﬁﬁgn%%%%(g%re?syﬁ %ﬁlﬂﬁo? 1=

di astercegrerortyiencamantprearerls),md tiey Imnd Jure st iidverceof-

and the salts thereof. Mst particularly preferred

Cco Yt© general fornula | are those wherein X

denotes an oxygen atom R i and R5 each denote a

hydr ogen atom R2 denotes a net hoxycarbonyl,

et hoxycar bonyl or am nocar bonyl group, R-3 denotes a

phe&hyP—gr obp ( én&Nﬁmda@ﬁ%@%%a@l®%@ﬁybogyb®%thyl> -N-
no VAR vvh ein R e denotes
anqﬁstgg?hé‘{lﬁhm &Harﬂihgo_ r&;hrplorg% 1an unbr anched

c @tﬁid@gﬁcagfmun/mmiyﬂ@dr@rmﬂ&lﬂmmbﬂﬂ ¢-ut lecb o2
G -4-alkyl am no, di- (Ci-4-alkyl) -amino, piperidino

or 1240 IE RNt hyl - p| peridino group, a group of formula
-N(R12)-CO(CH2)p -R3 (1V), wherein R12 denotes
a C -3-al kyl group, p denotes one of the nunbers 1 or

2 and R i3 denotes a di- (G -3-alkyl) -am no group, or
&45gt obtipZof 1 6f miNa 3r@quthy}aWEﬁpQr9aylce€bynvllﬁﬁ 5

(V%Ethylamlno)anlllno) - (3-
methoxycarbonylmethylphenyl)methylene]-6-fluoro—2-

indolinone

(61) 3-2—-[1-(4— (N-(2-dimethylaminoethylcarbonyl)-N-
methylamino)anilino) —-1-(3—
methoxycarbonylmethylphenyl)methylene]-6-fluoro—2-

indolinone

(62) 3-Z2-[1-(4— (N-(4-methylpiperazin-l-ylmethylcarbonyl)-N-

methylamino)anilino) -1—-(3—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone
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wherein R 4 denotes a C 3-al kyl -carbonyl or C
3-al kyl sul phonyl group, q denotes one of the nunbers 1

WQ 206067135 , r denotes the nunmber 1 or, if q i SPONEPWH5/057013

the nunbers 2 or 3, r may al so denote the nunber O
and Ri 5 denotes a di- (G -3-alkyt) -amno group,
wherein the saturated al kyl noieties contained in the
abovenenti oned groups which contain nore than 2 carbon
atons may be straight-chain or branched, unless
othersv-3€e[ 5t at edy—{ hediast onessi ndbdenhdi psker eoner s,

t he enantloners the mxtures thereof and the salts

t héisedr ! %ﬁhﬁﬂ%ﬁﬂp%ﬂo%ﬁﬁ&lﬁﬁﬁ%|%uy%r1 preferred
conRauls; of riganeradn fordgnd a,1) nﬁtec%ﬁflvér{‘egj SPeti@ro—2-
menti on conprises those wherein X , R3 and R5
ar e-rgk Iieyaianbef ore defined, R2 denotes a

nmet hoxycar bonyl or ethoxycarbonyl group and R 4
denotes a di- (G -3-alkyl) -am no-GC -3-al kyl phenyl
group or a phenyl group substituted by the group of
flea muBaz— N(R(4- 2N} { €COn¢ Oy Pa pneke Bh {1 M) rbadier pFR-R
i2, p.and Ri3 are as here|nbefore defi ned, t he

t attSOer SN d adi idstéPeonets, (4 he enantioners, the
m Héﬂkﬁﬁcytd}ﬁ{fkﬁﬂyl@%ﬁh%k%{}ﬁ et efne ] The. £101d.0ni ng

are nentioned as exanpl es of part|cularly preferred

conpeimdsionea) 3-Z- [1- (4- (pipe ridin- 1-yl-nmethyl)

-ani l i no) -1-phenyl - nethyl ene]

- 6- et hoxycar bonyl - 2-i ndol i none, (b) 3-Z- [(1- (4-

(pi peridin-1-yl nethyl) -ani lino) -1-phenyl net hyl ene]

{65>cafban®yl4 ZN adﬁimebhglammmoﬁfzpyﬂ1-N€4 (pi pe

ridin- 1-yl- -ani |l i no) -1-phenyl - nethylene] -

6- ﬁ&%ﬁé‘&ﬁ‘&d@ﬂ?o) Tdoldngne, (d) 3-z- [1- (4-

( dinfEifasd @d IRt Ny 1-@Hdr 0)nethrphany rethyl enel o -

- 6- ethoxycarbony 1- Zifﬂﬁgg ﬁﬂgne 82_ 3-Z-[1- (4- ((2,

6- dinfstlnylensi peridin-1-yl) -nethyl) -anilino)

- 1- phenyl - met hyl ene] - 6-et hoxycarbonyl - 2-i ndol i none,

(f ) 3-Z-[I- (4- (N (2-dinethylam no-ethyl)

-N-acetyl- am no) - anilino) -1-phenyl-nethyl ene]

{66t Boxycar lbonyN1{ 2- méhdplPhpeeaz@g}lsyzmetﬂylééfbéhyl)—N—

(3-di net_.hyl am no- pr.opyl ) N—ace%yl-am
methylamino)aniling) ert-but xycarbonyl—

aminomethyl)phenyl)methylene]-6-fluoro-2-indolinone

(67) 3-Z2—-[1-(4- (N-methyl-N-acetylamino)anilino)—-1-(3-

acetylaminomethylphenyl)methylene]-6-chloro-2-indolinone

(68) 3-Z2-[1-(4— (N-(3-dimethylaminocpropyl)-N-—
acetylamino)anilino) -1-(3-

acetylaminomethylphenyl)methylene]-6-chloro-2-indolinone



ani lino) -1-phenyl-nethylene] -6-ethoxycarbony 1-2
-indolinone, (h) 3-Z-[I- (4- (N
w@ 20doem iyl am no- et hyl ) - N-net hyl sul phonyl am P©I/EP2005/057013
)-anilino) -1-phenyl-nethyl ene] -6-ethoxycarbony 1-2-
i ndolinone, (i) 3-Z- [1- (4 (Himethy lam none thy 1)
-ani |l ino) -1-phenyl net hyl ene]
- 6- net hoxycar bonyl - 2-i ndol i none, (j) 3-2Z- [1- (4-
(N-acetyl - N-di net hyl ami nocar bonyl net hyl anm no)
{an) | 3Ap) [11{phenyl 2 neihytenedm: GeaehNOXyEar bonyl -
|ndoI|none (k |- (4-eth Iam nonmet hyl -anilino)
- 1 1954 ﬂ'm)né’r%éa]m ) fet arbonyl - 2-i ndol i none,
( 1)ac%~tZ_/JIa!mr{o4ﬁet(H 1@&3’;}1)'%&@21%ne2] %’é%maﬂédul@ndolmone
- 1- phenyl met hyl ene] - 6- net hoxycar bonyl - 2-i ndol i none,
(m 3-2- [1- (4-
(N-di et hyl arri nonet hyl car bonyl - N- net hyl anmi no)
[ tn _) heqy| = 0= Y- 2-
|2g%|?n%ne g)?g_§§F$§P%gfgf%foﬁe9ﬁ§DQ%%&@&@P? k
(qutﬂatn‘ﬁ;/tﬂayrllanj)rm}ﬂﬂnd)) 1--N3ret hyl sul phonyl am no

InggHﬁ%;%p qq§hen Qgh?yl qéyié%gm¥$o§¥%%&90n%%dollnone
(3-di met hyl am no- pr opyl ) - Nmet hyl sul phonyl - am no)

-anilino) -1- phenyl net hyl ene ]-6- nethoxycarbony 1-2

-i ndol i none, MS 3-Z- [1- (4-

cﬂﬂdiﬁe@hyla né%a@b@ﬁ?h%%@%ymO@E%Yhyﬁgalb%@hyl

t
n%g%yoﬂéofw i &@}?M nrgﬁnle, (qgg B&J'Ifq[ I6- (fZiL-uo(r I& 5
( (2-diaweitriydeam no- et hyl ) -carbonyl) -Nrethyl - am no)
-ani | i no) -1-phenyl-nethyl ene] -6- nethoxy carbonyl
-2-indolinone, (r) 3-Z-[1- (4- (N
(2-di et hyl am no-ethyl) -N-acetyl- amno) - anilino) -

17phenyk - methylene} -q6naet hoxycacbonyl c2rbpdel ) none
and (s) 3-Z-[I- (4-nethylam nonethyl- anilino

- 1%%@(3%%%%%11&08 Thet Hoxbcar bonyl - 2- | ndoI i none,

phyS| &@%ﬁ@’yﬁc? )EE{F%@@] meoﬁ - anoltuhogro 2—

subgramipi rafneconpounds of general fornmula | conprises
t hose wherein X denotes an oxygen or sul phur atom R i
denotes a hydrogen atomor a prodrug group such as a

(73) 3-2—-[1-(4— (N-(dimethylaminomethylcarbonyl) —N-
methylamino)anilino)-1-(4—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(74) 3-Z2-[1-(4-(2-dimethylaminoethyl)anilino) -1—-(3—(2-
ethoxycarbonylethyl)phenyl)methylene] —-6-fluoro—2-

indolinone

(75) 3-2-[1-(4— (N-(2-dimethylaminoethyl) -N-

acetylamino)anilino) -1-(4—(2-
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G - 4-al koxycar bonyl or C2-4-al kanoyl group, R-2
denotes a carboxy group, a straight-chain or branched

w@Ro06BemArkoxycar bonyl group, a Cs- PCT/EP2005/057013

7-cycl oal koxycar bonyl or phenyl- G - 3-al koxycar bonyl
group, an am nocarbonyl or Ci3%2 -al kyl am nocar bonyl
group or, if R 4 does not denote an

am nosul phonyl - phenyl or N (C - 5-alkyl) - G -

3-al kyl am nocar bonyl - phenyl group, a di- (G- 2-al kyl)
- amdtmacardxamydnygireaiip; 1 R 3 rdenotesh yal dnyar-ageil wadram2-a
G -6-alkyl, C3-7-cycloalkyl, trif |uoronethyl or

het' €A YI°Yt oup, a phenyi or naphthyl group, a phenyl
or napht hyl group nono- or disubstituted by a
fluorine, chlorine, bromne or iodine atom by a trif
Iuoroneth¥l, G -3-al kyl or G -3-al koxygroup, whilst in
the) evear [ of (& sUbseTEimebhy  AB1BABEPPY UEATSOREY) DR~
id hcal..or. diff.er.ent, and ein the abovenenti oned
ungﬁbéﬁﬁfﬂﬁéégéﬁﬁaé1 )a?‘tﬁ%hﬁ%no- and di substituted
phemyHo xarch rivaphtiayth var) gues wip yneaddi ltarenal d-yf laero—2 -
substjtuted by a hydroxy, hydroxy-C - 3-al kyl or

G 3199 Kd_ T - 3-al kyl group, by a cyano, car boxy,
car boxy-Ci - 3-al kyl, G -3-al koxycarbonyl,

am nocar bonyl, G -3-al kyl am no-carbonyl or di- (G -
3-al kyl ) - am nocarbonyl group, by a nitro group, by
an7am né; [&r (8- aVkyf amiRet hal an{ CPLBL Al RFFPODEM N~ or
am i - 3- . group.. by & _

a -“%%Qy(k%ﬁ“cﬁzﬂﬂ@?rﬁyﬁlgﬁﬁo,l N ?20 _3-al kyl)

- Clet3readyiod ramydmyharti)pdenyl) methylene] —6-fluoro—2-
C -s-al kyl carbonyl am no-Ci -s-al kyl, N -

( GEBIBANS G - 3- al kyl car bonyl ami no- Gi - 3- al kyl ,

G - 3-al kyl sul phonyl am no, C 1-3- al ky 1sul phonyl
amno- Cl1-3 -alky 1 , N- (G- 3-al kyl)

- G - 3-al kyl sul phonyl am no-C - 3-al kyl or

aryl - €231 ar kgt (Sunphbbnyinaad nel gfovp) abylanc) —1-(3- (2-

cy : A ol
T OB T e o S o a6 I el W&~

3- alrdp llinorzycl oal kyl enei mi nocar bonyl -G - 3-al kyl or
cycl oal kyl enei m nosul phonyl -G - 3-al kyl group having 4
to 7 ring nmenbers in each case, whilst in each case
the nethylene group in position 4 of a 6- or

(7opnberedi- (4- (N- (4-dimethylaminobutylcarbonyl) -N-
methylamino)anilino) -1-(4—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(80) 3-Z2-[lanilino—-1-(4-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone
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cycl oal kyl eneimino group may b e replaced by an oxygen
or sul phur atom by a sul phinyl, sul phonyl, -NH or -N

w@ thoeB6Tlkyl ) group, or by a heteroaryl or PCT/EP2005/057013

het eroaryl -C - 3-al kyl group, R 4 denotes a
C3-7-cycl oal kyl group, whilst3& he methyl ene group in
the 4 position of a 6- or 7- nenbered cycl oal kyl group
may be substituted by an am no, G -3-al kylamno or di-
(G -3-alkyl) -amno group or replaced by an -NH or -N
«€1>33a2kyl} gfopprronlalphEHylmgtbpp)sub$thbuted(by(2—

the rog& which may addltlonaHBy be su stltuted by
e%équ & TN B LY DrUtR e G ol e at o LU o 2
G -5 kond rif luoromethyl, G- 3-al koxy, carboxy,
G - 3-al koxycar bonyl aninosulphonyl, nitro or cyano
group, wherein R e denotes a hydrogen, fluorine,
chl orine, brom ne or iodine atom a cyano, nitro,
alkyl j - OF vi. (phenyl,
R L e e A P AT I Rt
optriearral ¥ ye sxtinrstyi tditrad )ayh eyt 1o n3e tfH wilcsri dne- Gt sy r ca- 2—
O 3 alko - G - 3-al koxy, phenyl -G - 3-al koxy,
~"dl koxy, G -3-al kyl ani no- C2- 3-al koxy, di
(O 3 aIkyI) -am no- C 2- 3- al koxy, phenyl-Gi -
3-al kyl am no- C2-3 alkoxy , N (G -3-al kyl)
Cghengl-o 3-al kyl am no- C2- 3- al koxy,
3y yéTbbfK@Té%etﬁ?%obﬁﬁogyﬁﬁR@Q?Yéﬂmlnomethyl)anlllno)—

k%jxyca?%&rﬁaq'jbg#n&n%c ?Fﬁ?/enyé) methaylkey Smihatuoro

caﬂmmndglﬂﬂond(] 5-al kyl) O 3-al kyl am nocar bony|
phenyl - Ci - 3-al kyl am no-carbonyl, N (G- 3-al kyl)

- phenyl - G - 3-al kyl am no- car bonyl, pi perazi nocarbonyl
or N (G -3-al kyl) -piperazinocarbonyl group, a
Ca3-alkyl amnocarfonyt nelatknb&ny by ahkyl oy -C-+3-
3- alkylan1nocarbonyl group wherein an al kyl noiety is

S uﬁﬁﬁmmé-‘cﬁwra/ %@w@@n@ )Rt iksarlarodiiylo
i duted in the 2 or 3 position by a di
§§6¥%§ﬁ% am no, piperazino, N- (G -3- aIkyI)
-plpera2|no or a 4- to 7- menbered cycl oal kyl enei mi no
group, a 4- to 7-menbered cycl oal kyl enei m no group,

pheyein a eyl sng; group Linked: 19, § ey 1 op_gr oy
methoxycarbonylmethylphenyl)methylene]-6-fluoro—-2-

indolinone

(86) 3-Z2—[1-(4- (dimethylaminomethyl)anilino)-1-(3—-(2-
ethoxycarbonylethyl)phenyl)methylene] —6-fluoro—2-

indolinone

(87) 3-2—-[1-(4- (2-dimethylaminoethyl)anilino)-1-(4-(2-
methoxycarbonylethyl)phenyl)methylene]-6-chloro—-2-

indolinone
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by a carbonyl or sul phonyl group or the cycl oal kyl ene
noi ety may be fused to a phenyl ring or one or two

whymsogamn at ons may each be replaced by a G - BEHER2005/057013

group and/or in each case the nethylene group in the 4
position of a 6- or 7-menbered cycl oal kyl enei mi no
group may be substituted by a carboxy,

G - 3-al koxycar bonyl, am nocarbonyl, G -

3-al kyl am nocar bonyl, di- (G- 3-al kyl)

{88) ndear bonyl phﬁ@yhyilmﬁdatky#aﬁymoanﬁlhho)— —(4-(2-
(G -3-al hen 3 al kyl am_no Ip_or na be
refi@@ é@%%&ﬁﬁ ﬁ%lﬁﬁﬁﬂeb ﬁ%ﬁ%w
suliphnyilnorrdNH, - N(C 3 aIkyI) , - N(phenyl) , -N(C

_3-al kyl-car bonyl) or -N(benzoyl) group, a C 4-al kyl
group which may be substituted by a hydroxy or C
3-al koxy group, by an am no, C - al kyl anl no, di- (C

kyl M )o
g?g}k§lén;%o @t?fﬂifﬁ%ﬁ££i§0ﬁ%%y%l%HEF£H€ -an1no c2
3- aldoH cadviawosb qpheamdra )t e riN-1phertyH v 16 n 8--a Ky 1-cars +10;
pheny| -G 3-alky lamino, N (Ci 3-alkyl) -phenyl-Ci
- al AN B Or di - (phenyl -G 3-alkyl) -amino group,
by a Ci 3-alkylcarbonylamno, N- (Ci 3-alkyl) - G_
3-al ky | carbonyl am no, C i _3-al koxycarbonyl -C
3-al ky lamino or N- (C 3-alkyl %mC:- al koxycar bonyl
1@01 éfzkw éﬁrdh@e@hbh@ml%ym%t Langyereht kyl(aml#ao,

%}ﬁxﬁk%§%§¥§ﬁgﬁﬁg8?éh%i3ﬂgggﬁggﬁbsutu6% %}%%rolg_

rlrupddiunnne nvol ved in the doubl e bond and wherein
t he abovenenti oned groups nmay each additionally be
substituted at the ami no-nitrogen atomby a C i

3-al kyl group wherein sone or all of the hydrogen

avops3are rephaced- ﬁ&tﬁbyfipéﬁaélﬁﬂﬁr b)/m@t@l)anlllno) -1-
7 C cIoaIk [, C2 4 alken ﬁ roup
Sox ﬂ%&w%wwwahﬁwmwl%ﬁer&ﬁ@oro —2-

& oup linked to the imno group may be
reﬁlé%%gﬁby a carbonyl or sul phonyl group orthe

cycl oal kyl ene noi ety may be fused to a phenyl group or
to an oxazol o, im dazolo, thiazolo, pyridino, pyrazino

Phabrind CLnRat FER BT oy e FBAT hah bt Sip by 43 ¢
n'ﬁﬁétthyéﬁﬁﬁdﬁQLethyl)phenyl)methylene] 6—-fluoro—2-

indolinone

(93) 3-Z2-[1-(4-((4d—methylpiperazin-1-yl)methyl)anilino)-1-
(4—(2-methoxycarbonylethyl)phenyl)methylene]-6-fluoro—2—

indolinone

(94) 3-Z2-[1-(4-(imidazol-1-ylmethyl)anilino)-1-(4—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone
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C - 3-al koxy or amino group or one or two hydrogen
atons may each be replaced by a G- 3-al kyl,

wWE2008/06Med oal kyl or phenyl group and/or in eacPCTER®05/057013

the nethylene group in the 4 position of a 6- or

7-menber ed cycl oal kyl enei mima&group may be substituted

by a hydroxy, carboxy, G - 4-al koxycarbonyl,

am nocar bonyl, G - 3-al kyl am nocarbonyl, di- (G -

3-al kyl) -am nocarbonyl, phenyl-GCi -3-al kylam no or N

(eby 33akkyl) (4 pleny?-&i m38eay kyhandaoh gt pup—-or may be

repl aced tgr}/ an oxygen or. sul phur ataom by a sul phinyl,

sulSHoAaringge L0 8L i 9y1) ™ (4~ N phenyl ), -N

( O3] A a8 n RRMH D1 ) B hedY 1020y 9n Lr-as 1 - A-2 -

car boxy, G -3-al koxycarbonyl, am nocarbonyl, G -

3- alnddldmiarscar bonyl or di- (G -3-al kyl)

-am nocar bonyl group or by a 4- to 7-nmenbered

cycl oal kyl enei mi nocar bonyl group, an am no,

pyrrolidino, piperidino, norpholino, benzoylam no or N

{96Ci 33zal kyl(d-{benzeyiantnpl gnoupeany N -N€C - 3- al kyl)

- C2- 4- al kanoyl am_no group. which js additionally

suBGS RUEEH TR HY Q44 s ety by &% carboxy or G -

3- althycardm 1 4RUR pr oW tafy il @ £ N0

(CH2 )n -R 9 (I'l), }%hqgrpei rl;g/qudenotyes aémlydr ogen atom

or iadglircglkyl group, n denotes one of the nunbers 0

, 1, 2 or 3 and R g denotes an am no,

G -4-al kyl am no, phenylamno, N (G -4-alkyl)

- phenyl am no, benzylam no, N (C -4-al kyl)

{benzytani be (or (diyxrroCiddnal kylhetapi nongt oup) -a-44-t(d-

7-menber ed cycl oal kyl enei mi no group,. whilst in each

ol HRHRATIABE SRR N DTS orp G076 ot

7- imemered,cycl oal kyl enei m no group may be repl aced

by an oxygen or sul phur atom by a sul phinyl,

sul phonyl, -NH, -N (C -3-alkyl) , -N (phenyl), -N (G -

3-al kyl -car bonyl) or -N (benzoyl) group, or, if n

denpt es;oneapf1 i hepupbers_1 , 2 or 3, it may also

denote a y?:lrogen atom a group of fornula
ethoxycarbonylethyl)phenyl)methylene] —6-fluoro—2-

indolinone

(99) 3-Z2—-[1-(4- (N-tert-butoxycarbonylaminomethyl)anilino)-
1-(3-(2—-ethoxycarbonylethyl)phenyl)methylene] -6-fluoro—

2—indolinone

(100) 3-Z2-[1-(4—- (N-tert-
butoxycarbonylmethylaminomethyl)anilino) -1-(3—-(2-
ethoxycarbonylethyl)phenyl)methylene] —-6-fluoro—2-

indolinone
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“N(R10)-(CH2)m- (CO 0-RL1 (1),

wherei nRi o

denotes a hydrogen atom a C -3-al kyl group, a G -

wa2@bkyiicar bonyl , aryl carbonyl
phenyI-Ci-B-aIkylcarbonyl, C - 3-al kyl su

PCT/EP2005/057013
phonyl ,

aryl sul phonyl or phenyl -G -3 3%lky 1sul phonyl group, m
denotes one of the nunbers 1, 2, 3 or 4 , 0 denotes

one of the numbers O or 1 and Rn denotes
G -4-al kyl am no, phenylamno, N (G -4-al

an ani no,
kyl )

{phenyl am nhez- bEﬂz&+@ﬂm@©hybhmiﬁbmétmykymj1lno) (3—
-benzylam no or di- (G -4-a -am no grou to
R ST TGS O i ERaiRG T o fo- 2

cyGleal ky sne nolety may be fused to a ph

enyl ring or

in each case the nethylene group in the 4 position of
a 6- or 7-nenbered cycl oal kyl enei m no group may be

repl aced by an oxygen or sul phur atom by

a sul phi nyl,

gEbFEonyl 32N = N (E e fé(ﬂnin?g\ég{F%Pgﬁfyiae);N_(g_

car ony ) or - enzoy up,

a

O-m$ﬁﬂdxyqaqydmyimythbxy~pHdﬁyB®mﬁﬂqMDene —-6—-fluoro—2-

-am no- G - 3-al kyl amino group optionally s
thénﬁﬂﬁﬁﬂqq%WIby a G -3-al kyl group, or
(G -3-al kyl) -GCi-5-al kyl sul phonyl am no or

ubstituted in
an N -
N-

(G -3-alkyl) -phenyl sul phonylani no group wherein the

caPBoxy gr%u%r Whét ef inat iy + #rel Bomgjt ey

alkéb noiety is addltlonall¥ substituted by a cyano or
X

or—fused(2-

h 1t t1r ley_
e e e e R e e el

cmunddmﬂndmmn1ne or iodine atons, by G -
| uoronet hyl, G - 3-al koxy, carboxy, G -

5-al kyl, trif

3- alkoxycarbonyl am nosul phonyl, nitro or cyano

gr oups, wherein the substituents may be id

Qlitbﬁ@rent@oz t wo (adjgeend1 hydnogey aé
phe groups nmay be g%placed by iﬁnetﬁnf

entical or

1pfntheno)-1-(4-
enedi oxy

%W@W@@Mﬁﬁg@ﬁ I%ﬁtdmlcﬁn% RCEcat: gV iy

qﬁg% £in by an aryl group is neant
apht f] group optionally nmono- or disubs

a phenyl or
tituted by a

quorlne chlorine, bromne or iodine atom by a trif

| uoronethyl, G 3-alkyl or G 3-al koxy gr
hehgyoarylgfopp | EaANt 2 Monogyellig, jal
methoxycarbonylethyl)phenyl)methylene]

indolinone

(106) 3-72-[1-(4-(diethylaminomethyl)a
methoxycarbonylethyl)phenyl)methylene]

indolinone

oup and by a

anlllno)— —(4-(2—-

—6-bromo—2-

nilino)-1-(4—-(2-

—6-bromo—2-

(107) 3-72-[1-(3—dimethylaminomethylanilino)-1-(4—-(2-

methoxycarbonylethyl)phenyl)methylene]

indolinone

—-6—-fluoro—-2—-
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6- menbered heteroaryl group optionally substituted by
a G 3-alkyl group, wherein the 6-nenbered heteroaryl

wW@e@ep6Tont ai ns one, two or three nitrogen at oPGI/EPZH0S/057013

the 5- nenbered heteroaryl group contains an im no
group optionally substituted 4y a C 3-al kyl group, an
oxygen or sul phur atomor an imno group optionally
substituted by a Ci 3-alkyl group and an oxygen or
sul phur atom or one or two nitrogen atons, and
nooepver a3phehy+(3+@gmeayybemimsmmhmy&iﬁmﬂlno) - (3-(2-
abovenenti oned nonocyclic heterocyclic grou V|a t wo
A SHEERt CHAE R AR e M dboE A lyA TaitP 26 oy
noiieidLS Riesent in the groups defined above which
contain nore than 2 carbon atons al so include the
branched i soners thereof such as, for exanple, the
i sopropyl, tert. butyl or isobutyl group, unl ess
?EB?SW' se stated. andaddifi g&ﬁ‘lﬂl dPgi%) am g (o
i mno group present may be su Stitu y a group
\/\hlntdﬂﬁﬁ@@&}:tdr@al\eeﬂuym phem;l)tntﬁhm S-caruch ltdve — 2
salts thereof. A further subgroup of conpounds of
geHéF§1JFHFﬁhIa | which deserves special mention is
t he subgroup wherein the substituent in the 6 position
of the substituted indolinone of general fornula I
ises a substituted ami do group. The above
éi(gg-b

lifi e%r%bhiawﬁdédimwewl@raiﬂ@@rﬁe%yltﬁ@i%ino)— — (3,4~
t\h ai 1CC € ts
t her grgéf yla)s %ﬁ%g%/fleqn%ﬂufé;?tl}uaﬁoﬁg %9%%213121 ave

been descrlbed in WD 01/27081, the content of which is
i ncorporated herein by reference. Further conpounds in

dance.with th 0] eneral fornmula | which are
g?i? rred %A%hF% fﬁe?ﬁe%% ﬁ To¥ the present invention
ar %éﬂ@ﬁ@ilmmmmtmdﬁmdmlsci (4-1- (4-
(2-di net hyl am no- et hoxy )-anilino) -1-phenyl nethylene]

- RO BO Y T2 BB G LIS 2 [dhl (e 4
(({ﬂgﬁ#ﬁﬁonénpera2|n 1-yl) - methyl carbonyl)
- N- et hy

am no) -anilino) -1-phenyl nethylene] -
6- met hoxycar bony 1-2 -indolinone, (v ) 3-Z- [1-
(3-cyano-4- (N-di met hyl am nonet hyl car bonyl - Nnet hyl -

R0 earbtol o R R TR aS B 0 D) et ppbd - 44—
( Ngiomeypd 2 dyg et yeardemy) Nty lene 1 - 6-chloro-2-

indolinone

(113) 3-Z2-[1-(4- (dimethylaminomethyl)anilino)—-1- (4— (2—

carbamoyl-vinyl)phenyl)methylene]-6-fluoro—-2—-indolinone

(114) 3-Z2-[1-(4- (dimethylaminomethyl)anilino)—-1- (4-(2-
methoxycarbonyl-vinyl)phenyl)methylene]-6-fluoro-2-

indolinone
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am no) -anilino) -1-phenyl-nethyl ene] -6-
nmet hoxycar bonyl - 2-i ndol i none (x) 3-Z- [1- (4-

w@ dpoansosret hyl car bonyl - N-met hyl -am no) - ani PCTIBP2005/057013

- 1- phenyl - et hyl ene] - 6- et hoxycar bonyl - 2-i ndol i none
(y) 3-Z-[1- (4- (N (N (2-di4ethyl am no-et hyl)

- N- et hyl am nonet hyl car bonyl ) - N-net hyl - am no)

-ani lino) -1-phenyl et hyl ene]

- 6- met hoxycar bonyl - 2-i ndol i none (z) 3-zZ-[I- (4- (N
ﬁn562 hyds-exyt et hyt ] diast npnethybeat hohyh)i: Naoet hylk 3-

A B oA o Ty e T%fkwr%ﬁ-

(|mdggqlﬁémyl-nethylcarbonyl) - N- et hyl am no)
-ani | i no) -1-phenyl -nethyl ene] -6-nethoxycarbonyl -
i ndol i none (ab) 3-Z- [1- (4-

( N- di net hyl am nonet hyl car bonyl - am no) - anilino)

enyl hy| epgl 51 ki Lho
A Sl TR At T st ic s i sl
- netthdxgardaaroy)] edibymetdndry Bmatd)y et |Haadhloro—2-
-1- phenylnethylene] - 6- net hoxycar bonyl - 2-i ndol i none
(ad"9RZN9E T (4- (N ((1-methyl - pi peridin-4-yl) -
met hyl carbonyl) -N-nethyl- am no) -anilino)
- 1- phenyl net hyl ene]
- 6- nethoxycarbonyl-z i ndol i none(ae) 3-Z- [1- (2,
3ldi' et hyl 322~ [\ (§( &N mieehyY Lpliperazin-1-yl) -

me | Q)= A&z ppenyl -nethyl ene
]-g?¥L§?hox3%gr 6%§$L -iﬁ%ﬁlfkgne (éf)eg Z- [1- (4-

( Nne(t(bavetatyd orpi Jertazl )rpHenyt 1)) me triet Int eclardamyiloro —2-
-anmi no)_ -anilino) -1-phenyl-nethylene ]-6-

met Yonyl - 2-i ndol i none (ag) 3-Z- [1- (4- (N
((4-nmet hyl - pi perazin-1-yl) -carbonyl) -Nnmethyl- am no)
-ani lino) -1-phenyl-nethylene] -6- methoxy carbonyl

- 2-indol i none gah) 3-Z- [1- (4- (N (3 - dlnethyl

aiil Ro- prop%T% N (4ceipetham sy nomeipy d ¢ip) Lino) —1- (4— (2-

élrﬁggﬁ%L (al)qghﬁnl )Qﬁ%@ﬁy%%éé¥l§ﬂﬁﬁuoro 2—indolinone

((3- dlnethylan1no propyl) -am nocar bonyl ) -
N- et hyl - am no) -anilino) -1-phenyl-nethylene] -6-

F‘iﬁﬁﬁfr. S e rohehar A e ot byt - (4-
Int&@ldxw&d&@le%@l igkre i) M Etdnd --N-netdnyHo -2

sul phonyl -am no) -anilino) -
indolinone

(120) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
methoxycarbonylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(121) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(4-

aminomethylphenyl) methylene]-6-chloro-2-indolinone
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1- phenyl - net hyl ene] -6-ne thoxy carbonyl -2-
i ndol i none (al) 3-Z- [1-cycl ohexyl am no

W0 100phenyd - met hyl ene] -6- met hoxy car bonyl PCT/EP2005/057013

-2-indolinone (am 3-Z- [1- (4-

(4- net hyl pi perazin-1-yl-methydd ~anilino) -1-

phenyl - net hyl ene] -6-carboxy-2-indolinone(an) 3-Z- [1-

(4- et hyl am nonet hyl -ani | i no) - 1-phenyl net hyl ene]

- 6- car boxy- 2-i ndol i none (ao) 3-zZ- [1l- (4-

(pephol i N34zy[ 1ed-hy ) ( (@ﬂmétmygplﬁepmﬁﬁw+nethyIene]

- b- carbox - 2- |ndoI|none (4- (N

(230 R ATy nﬁﬁéﬁw BHHy Lo i oy -

- anin i Ne thl IR 1 iyl ene J6-6hloro-2-indolinone

car boxy- 2- ﬁ%&ollnone (aq) 3 Z- [1- (4- (di-

(2- hydroxy-ethyl) -amno -nmethyl) - anilino) -1-phenyl

-met hyl ene] - 6-carboxy-2-indolinone (ar) 3-Z- [1- (4-
(4-met hyl ; pi pger 1 (2

th3§thyl §a%1%g)P§a§§+£%% yi%mb enyF%%fﬂ£$g£%+%) -0

- 6-acarmamey=t3F lipidal s Inohes tras)e rde [Z-6{ fll-uddb-A-Nndolinone

(rmor phol i n-4-yl - net hyl car bonyl ) -N-nethyl - am no)

-ani | i no) -1-phenyl -nethyl ene] -6-carboxy-2-indolinone

(at) 3-Z- [1- (4- (N

(No 4 2- dlneghxi@nln@—e&hméahyﬁ@ﬁiﬂ&h@ﬂh?pngﬁhyiﬁ@ybpnyk

) -N-nmethyl- amno) -anilino) -1-phenylnmethyl ene]

. 6AEETSN YA i ERse1Y IngiRs ek gnes-A - 15[11101(%2 fndolinone

(2-di nmet hyl am no- et hoxy) -anilino) -1-phenyl nethyl ene]

- 6- car boxy- 2-i ndol i none (av) 3-Z-

[ 1- cycl ohexyl am no- | - phenyl - met hyl ene] - 6-car boxy-

2125ﬁ0||nohe%amg 84— Zﬁl@&thylamlnomethyl)anlllno)— - (4-

AT A R i

i ndol i none (ax) 3-Z- [1- (4- (2- dlnethylan1no et hyl)
-ani lino) -1- (3 (2- carboxy -ethyl) -phenyl)

- met hy Iene% - met hoxycar bonyl - 2- i ndol i none (ay) 3-Z-
(1269 4- n%fh%T!4nf afbrrelyyirinareranyl-1- (3 (2-
Carykl%% ﬂé%ﬁonﬁhe—[WJﬂ gﬂgﬁtﬁyﬂrﬁﬂe@.{lnlllno) (4

- -nethoxycarbony 2- ol“i none (az) 3- [1-

(¢wmmmwwmmnmmamw@mnmemw 611 yodo (2-ircarlbmone
-ethyl) -phenyl) -nethyl ene] -6-nmethoxycarbonyl -

i ndol i none (ba) 3-Z- [1- (4- (2-dinethylam no-ethyl)
-ani lino) -1-phenyl nethyl ene]

(127) 3-Z2-[1-(4- (methylaminomethyl)anilino)-1-(4—-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(128) 3-Z2-[1-(4- (methylaminomethyl)anilino)-1-(4—-(2-
methylcarbamoyl—-ethyl)phenyl)methylene]-6-fluoro-2-

indolinone

(129) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
vlmethylcarbonyl) -N-methylamino)anilino) -1—(3-

aminomethylphenyl)methylene]-6-fluoro—-2-indolinone
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- 6- et hyl et hyl car banoy 1-2 -indolinone (bb) 3-2Z- [1-
(4-di nmet hyl am nonet hyl -ani | i no) - 1-phenyl net hyl ene] -

w®2@bhyiinet hyl car banmoy 1-2 -indoli none (be) 3-BCET/ER2005/057013

((l-rethyl -pi peridin-4-yl) -am no-1-phenyl nethyl ene] -
6- et hyl met hyl car banoy 1-2 -i rfdoli none (bd) 3-Z- [1-
(trans-4-di net hyl am no-cycl ohexyl am no )-1-
phenyl - net hyl ene] - 6-et hyl net hyl car banoy 1-2
-indolinone (be) 3-2Z- [1- (4- (2-diethy|an1no ethoxy)
{afbhi no) 34dzphenydreahyhenelhyl)anilino)-1-(4-
-6-e&ﬂglneth Icarba I- -|ndoI|none(bf ) 3 Z I%}-
(4REOHS: &fkﬁibvdﬂnje NI dhyl e 2~
) - 8Mdd NG Jrrel - phenyl nethyl ene
] - 6- et hyl net hyl car banoyl - 2-indolinone (bg) 3-Z- [1-
(4- (N ( (4-nmethyl-piperazin-l-yl )- methyl carbonyl)
-N-net hyl - am no) -anilino) -1-pheny|nethy|ene]
hyl h r = 2= '
f?3§§clohe§y?a§?ng?np %éﬁ@%gﬁg%%pggﬁéfgg6 %ylnethyl
Camﬁmnnﬁmﬁﬂﬂﬂyﬂﬁmﬂﬂn®ﬁéﬂﬁhﬁﬁihﬂﬂam{46{ﬂ$uam>2—
(2 dlnetq¥lan1no et hyl )-N-acetyl -am no)- anilino)
hylene] - 6- et hyl net hyl carbanpy 1-2-
|ndoI|none (bj ) 32z [1-
(3-di et hyl am nonet hyl -ani |l i no) -1-phenyl net hyl ene]
-6-ethyl met hyl carbanmoy 1-2 -indolinone (bk) 3-2Z- &1-
(432 N- di net by and o fee WYY Eair boeRe L N et il & ol — 2=

R T T e s | o T
(4-1in(d¢1li(rrd met hyl ami no- et hyl ) - Nnet hyl sul phonyl -

am no) -anilino) -1-phenyl-nethylene ]-6- ethyl nethyl
car banmoyl -2-indolinone (bm 3-Z- [1-anilino-

1- phenyl - net hyl ene] -6- ethyl nethyl carbanoy 1-2

(1.Bdgl i norme-£bn) - 82 Z3i hdeh{Aaet hyhawh posmet hydoani L imno)2-
- 1- phenyl met hyl ene] -6-ethyl net hyl carbanmoy 1-2

- | I AFIIRE(10)) Pavzwy 1) ety L qe2-dfi edthid 2am hroied hydnone
-ani lino) -1-phenyl net hyl ene]

- 6- et hyl net hyl car banoyl - 2-i ndol i none (bp) 3-Z- [1- (4-
(N- (3-di nethyl am no-propyl) -N-acetyl-am no) anilino)
{13phenyl 3ﬁ@fhy+e®e¢im©EEthmhm®MQ¢mﬁl@@nbym@271—(4—(2—
|ndoI|none ( Z- [1- (4- .

(TR TR U A o) 59 iy~ Ladol inone
1- phenyl - nethylene ]-

6- et hyl net hyl car banoyl - 2-i ndol i none

(135) 3-Z-[1-(4-dimethylaminomethylanilino) —-1—(3-
carboxymethylphenyl) -methylene]-6-fluoro-2-indolinone

(136) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(137) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(4-

carboxymethylphenyl) -methylene]-6-fluoro-2-indolinone
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(br) 3-Z- [1- (4-nethoxycarbonyl -anilino)
- 1- phenyl net hyl ene]

WO 20enémrsret hyl car banoyl - 2-i ndol i none (bs) 3- Z2¢T/EP2005/057013

(4-carboxy- anilino) -1-phenyl -nethylene] -6-

et hyl met hyl carbanoyl -2-inmddl4 none (bt) 3-Z- [1- (4-

(N- (di net hyl am no- car bonyl net hyl ) - Nnmet hyl sul phonyl -

am no) -anilino) -1-phenyl-nethylene ]-6- ethylnethyl

car banmoyl -2-indolinone (bu) 3-zZ- [1- (4-

«QBGbnethy$an#hb-e4homy]4 —aat hy o) pe 2a phenyt met hyl ene]

- 6 et carbangy - |ndoI|none ). 3-Z- [1- (4-
P e ST T S TR Byt §:

- ng%tﬂml ymedHNHhe -n?ll)hrl 1eheqhﬁawﬁ1't%ﬁbd2e&eddclinone

6- et hyl carbanDyI i ndol'i none (bw) 3-Z- [1- (4- (N

(2-di et hyl am no- et hyl ) - Nmet hyl sul phonyl - am no)

-ani l'ino) -1-phenyl-nethylene ]-6-

?%QM | car bagroyl 1 2- i ndeh i pong( %‘1% mel 01%

di met hyl am no- ethoxy) -ani nethylene]

-Gﬂeﬁﬁmgﬂﬁﬁﬂpﬁdnylxmmnd)éhﬂﬂmhj»—meney{by) 3-Z- [1- (4-
(N-di neth Ianlnoneth Icarbonyl Qgthylanlno)
6-

a4 el A e e-eth Tt rangif e gknone
|ndoI|none (bz) 3-Z- [1-
(4-di met hyl am nonet hyl -ani | i no) - 1-phenyl nmet hyl ene]
-6-ethyl carbanoyl - 2-indolinone (ca) 3-Z- [1- (4- (N-
(240di et hytZ2amnéd— é¥fm¢§h¥#F%t@@%¢yl@m1®@baﬂlllno) - (4

?2||n3%%|nog&ﬁ?@%ﬁg%ﬁ%ﬂ%&?ﬁgﬂh léﬁé¥l@”f¥yg¥gH§Llndollnone

( 3-di net hyl am no- propyl ) N—acetyl am no) - anilino)
- 1- phenyl - nethylene] - 6- et hyl car banoyl - 2-i ndol i none

3-Z- (4- li
ggihenyl[%e% §%gﬁ£ %QDYAe%%@?%gg%g?r%é+%aﬁnyl
- 2~jn@elHynene Hsed)1 ) 3-N- me[tlhyl(aflmr{d‘ﬂ-amllno) —(4-(2-
(2-di et hyl am no- et hyl ) -carbanDyI) anlllno)

-].Qﬁﬁh%HYQﬁﬁM%NRﬁﬁﬂyl)@ﬁ?ﬂ%HQﬁﬁtﬁﬁTﬁﬁ%ﬁﬁﬁnﬂ—%ﬁdOllnone
i ndol i none (ce) 3-Z- [1- (4- ((4-nmethyl -piperazin
-1-yl) -carbony 1 )- anilino) -1-phenyl-nethylene]
-b-ethylnethylcarbanoyl-z- i ndol i none (cf) 3-Z- [1-
«&426(4 med hit [ lpK@exwiih—dﬂm@ﬁbylamummﬂ®%jl> —¥mni | i no)

h th 6- et hyl car banpy],. - 2-i ndol i none
ear e f o I A R 3 - 2
'C%&Wy)et@'ﬂﬂpﬁ&n&l)nﬂe‘tﬂfﬁ@ﬂej ned-hyil eded-2-indolinone
- 6- et hyl net hyl car banoyl - 2-i ndol i none(ch) 3-2Z- [1- (4-
(N-et hyl - N- (2-di net hyl am no-et hyl ) -
(143) 3-72-[1-(4—- (N-(3-dimethylaminopropyl)—-N-

acetylamino)anilino) -1-(4—(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(144) 3-Z2-[1-(4—- (N-tert-
butoxycarbonylmethylaminomethyl)anilino) -1-(4—-(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone
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carbanmoyl) -an ilino) -1-phenyl-nethylene] -6-
et hyl net hyl carbanoyl -2-indolinone (ci) 3-Z- [1- (4-

w@ Moc¢A7Fet hyl - pi perazi n-1-yl)- met hyl car bonyPQT/EP2005/057013

-N-nmet hyl - am no) -anilino) -1-phenyl nethylene] -
6- di et hyl carbanoyl - 2-indol i4onme (cj) 3-Z- [1- (4-
((cis-3, 5-dinethyl-piperazin-l-yl) - carbonyl)
-ani lino) -1-phenyl-nethylene] -6- ethylnethyl
carbanDyI -2-indolinone (ck) 3-Z- [1- (4-

145ethyl @+perazxm-kéyméthpapbp@yéjlﬁ ani | i no)

henyl - net hyl ene -eth car banoyl -2-indolinone
(cw§’ 20T V) %%11(4@ (12 g%m ani no- et hyl )

'Cﬁﬁﬁﬂﬂﬁ%kﬁjmdg@ﬂédyﬂ)mékﬁyyaﬁé -t il enelo—indolinone
- b- et hyl et hyl car banoyl - 2- |ndoI|none (cm 3-Z- [1-

(4- ((cis-3, 5-dinethyl- plpera2|n [-yl) - carbonyl)
-anilino) - 1- phenyl - net hyl ene] - b- et hyl car banoyl - 2

|non (en (A
ggglnethy aﬁ1%o é%op% eé?ﬁﬁé%ﬁ hon§ ’a%h%h%E’ Lo
-anM4duﬁboﬂwﬁﬂgﬂwkﬂﬂﬁumeﬁﬁhjléhee&ﬂﬁlu&nd%ﬂﬂnﬂdoﬂ&none
i ndol i none (co) 3-Z- [1- (4-
( N-di net hyl am nonet hyl car bonyl - N- net hyl ani no)
-anilino) -nmethylene ]- 6-nmethoxy carbonyl -
21 kngol i nopegcp)- B4 Zneflylsulphonylanilino) —1—(4—(2-
(4-di net hyl am nonet hyl -ani | i no) -nethyl ene] -6-
e tRGRREAIEONH) ERSmddImaid e () @r@iqqroxzrlq¢¢llnone
((4-nmethyl -piperazin-1-yl) - nethyl carbonyl)
-N-net hyl - am no) -anilino) -nethylene] -6-
nmet hoxycar bonyl - 2-i ndol i none (cr) 3-Z- [1- (4- (N
«@48hethyl3prélat4ﬂ<4 -y¢hy hetbgtrearbohyl ) - N-net hyl -

R, IRV e 18t tpneny L methyLene -
(4 adi metdwd-am neetidnani | ino) -methyl ene] -6- ethyl

car banmoyl - 2-indolinone (ct) 3-Z- [1- (4-

(piperidin-1-yl -methyl) -anilino) -nmethylene] -

6- et hyl carbanoyl - 2-indolinone (cu) 3-Z- [1- (4- (N

Q@a@h”ﬁthyﬁﬁﬁlﬁP—Pﬁﬂﬂyl 4 ﬁé@ﬁﬁi%lpgﬂgggg 1_ani |'i no)

-nmet hyl ene] -6-ethyl carbanoyl~ i ndol i none, their
t aufclmm&s/ldqunysh)eﬂéomeslmel@nmo )tahalpm@lﬂlﬂgﬁfal Iy

accep able s ther ese co unds <f
pr ene] uoro indolinone

(150) 3-Z2-[1-(4- (N— (dimethylaminomethylcarbonyl) -N—
methylamino)anilino) —-1-(3—

carboxymethylphenyl)methylene] -6—-fluoro—-2-indolinone

(151) 3-Z2-[1-(4- (N-(4-dimethylaminobutylcarbonyl)-N-
methylamino)anilino) —-1-(3—

carboxymethylphenyl)methylene] -6—fluoro—-2-indolinone

(152) 3-Z2-[1-Anilino-1- (3—carboxymethylphenyl) —

methylene] -6—-fluoro—2-indolinone
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conmpounds of WD 01/27081 and using the nethods
descri bed hereafter . Abbreviations used: HOBt =

wd 2dvgdéry - | H benzotri azol eTBTU = PCT/EP2005/057013

0- benzotriazol-1-yl-N, NN | N

' -tetramet hyl uroni unt etraf 1 ydr oborate DEPC = di et hyl
pyrocarbonate n.d. = not determ ned Exanples (t) to

(al) : The follow ng conpounds of general formula I

are prepared anal ogously to the conpounds described in
WO 01/ 27081: ANTI THROVBOTI C DUAL | NHI Bl TORS COVPRI SI NG
A BIOTI N RESI DUE The present invention relates to new
anbBy hr onbpt i€ duad —methpi 4 Q1 1She0pah 51 NGo p—bi 8+ n
residue or a biotin derivative, a process for their.

pr EFEAIYEIE E pHA YRR Ut T N YEsHisOlsT & 1 Toe Tomt &l g none
the conpounds as active ingredients, as well as the

use of said conpounds for the manufacture of

medi canments. Recent progress in the search for
$yhtheti c acti Ve phafhaeeuty banidubst ances) davihgo) —1-(3-

simlar_or rior tithronbotic properti when .
conpared ytH1C)eSChLTI1§’p AR Had G Eel T8 ér% J1'»‘ta‘nueo rd)e_gzlS g ot Hew e
dual inhibitors e.g. as described in WO 99/65934 and

WO 01/42262. Those conpounds are typically conjugates

of an oligosaccharide resjdue connected to a direct

£hrahbi n i Tkt bl tof* byN ak H8Seht + &1 yP P Prc bl ogieal TV
| NaEddiMe SPasRIny 1HE ) gosacehari-des reshdus dt e neny1) -
nol ecul’e displays anti-thrombin I'1l (AT-111) medi ated
antietly lagtd i ayE 1 Ukhis, 2tihneladéw asenj ugat es have dual
antithronbotic and anti coagul ant, activity. An
excel | ent exanple of the new class of dual inhibitors
I's the conpound indicated with the code nane Og

4268%, i n Mrehranpenhtasaecharide is linked to a

direct inhibitor of thronmbin, having the faollow ng

st IR N SSIYHRES 1o e gt al © Hhirtifsost s HiRe one
denonstrated that this conpound, in addition to potent
anti coagul ant and antithronbotic properties, also

inhibits the activity of clot-bound thronbin. Further,
Olg742675 appebted’t ol veehighifi@dtotadivhsaphlihe) ~1-(4-

prevent | f ti C G i.on follow ng
th?g'(ﬁ%%ﬁég%%ﬁéé% ugiggﬁgggé%#ilq?hronbi. The
zg gund d}fpla%§2§.1$-£old§rolonged half-life in

E% ri son 10°tHhe” correspondf ng non- conj ugat ed direct
thronbi n i nhi btor derived from NAPAP. I n conparison

W th argatroban, heparin and fondaparinux, O g 42675
showed i nproved efficacy. (Journal of Thronmbosis and

Hherdst asi 3, 2ol une IV~ [ 35¢met D phyRl 19RECPY e onhe N-
cl iigal potentdals i9fo)t-he pew dual inhibitors is
considered to be significant and therefore clinica

t eStanigp varss tal yrleddyn oo ene tilnyi lteiret ledh — A G priaeclanstd lorantye
measure, within the field of anticoagul ant and
antithronbotic therapy, there is a need for an

antidote to be able to effectively neutralize or

niedm ze thez-act+ vt ynofdiheriant drcDaghd @iyl ©@irbonyl) —N—
antithraonbotic drug used. This is because it is well

kndift PHar" 8 Nagrtor'iitdge’ ¢k be triggered in a patient
ﬁg%g&%éﬁwlﬁ@nﬁqh%l%]a% CAUKE o FUIENEL i ddne
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necessary to intervene surgically in a patient under
antithronbotic or anticoagulant treatnent. In

w@esMeTny during sone surgical procedures, PCT/EP2005/057013
anti coagul ants may be used at a high dose so as to
prevent bl ood coagul ation andtit-is necessary to
neutralize themat the end of the operation. It is
t heref ore advant ageous to have antithronbotic /
anti coagul ant agents avail abl e which can be
neatyal | zed-tIn[ OF derf ( 4emeﬁmwﬂphpea@timhrewbetic /
ant i coagul ant act|V|ty at tlne. In US 2004/ 0024197
i t G TYEYESEd AL T W s Bt gt Y W thy Llene ] ~6-

wﬂﬂjdyggﬂgulﬂagygﬂdﬂgy of certain polysaccharides nay
be reduced using avidin, if those pol ysaccharides

contain at |east a covalent bond with biotin or a
biotin derivative. The present invention relates to

neut £ a b hi by t he
GoSE) ity o B L S B BB Pt Ne P L L
01/cA22a2 yildtt iapHeesn )f-ontricth tlhate Ja- &efltaino W -otridb 1l inone
"l abel", being the group , also referred to in this
docunent as "BT" (derived from
hexahydr o- 2- oxo- | Ht hi eno[ 3, 4-d] i m dazol e- 4- pent anoi c
ackd) preferabty- the Pt h$ONRr ) cOf y Biin2Re) HYUBIno) —1- (4-
t hereof, can be attached to or introduced into the
St rER TSt YR heaYIdumths: taelsts o i v omp ¢b7igB584 none
and WO 01/42262, resulting in neutralizable dua
i nhibitors. Thus, the present invention relates to
conmpounds of the formula (1) oligosacchari de-spacer-A
(Ly4) wher e3nzt he- o4+ gwsa@nh@wmﬁbamsn@cm@mymwhyl) —N-

char d .ol iggsacchar, residu co ising two to
f%%gp%ﬂ%&zfé‘blﬂhore)ladbﬂlﬁﬂe) > charge being
C0Wﬁ@t@]&ylﬁﬂﬁr{yl\é@de}tkﬁﬁ@&@%d—@%&mcﬂfd%ncﬁﬁdinone
wherein the oligosaccharide residue is derived from an
ol i gosacchari de which has (AT-111 nediated) anti-Xa
activityper se; the spacer is an essentially
phasacol ogi gat{y inagt y£d1$§§l%%i§mﬂ1@§ﬂ@9lé§§}hgh'§l)—N—
havi ng a chain Iength o ms; Ais the
regmmhyl Iﬁﬁk@@llHO)

> LN Gy bencan 4oy ope her el

(|so)qU|noI|nyI, tetrahydro(lso)qU|nollnyl
3, 4-di hydro-| Hisoqui nolinyl, chromanyl or the canphor
groug, whi ch groups may optlonallf be substituted with
hE%or nore &ubst (4 uéht §3s@ieet Ryl FRORPRTOBC @R KyPBE) "N-
(1 ein and R3 are independently
H%leg‘%ﬁ%a@‘?m%%s (|&§C) al kyl or
(3<ﬁﬂmnqu@mhyﬂphanyHX&&BMYH@hacxﬁﬁﬂkuomwizrﬂﬂﬂpllnone
nitrogen atomto which they are bonded are a
nonaromati c (4-8)menbered ring optionally containing
anot her heteroatom the ring optionally being
substitutes-with- (4-8C) ab kybtoy18R=£hz:8CQ al kyl; or a
pharnaceutlcally accaﬁtable salt thereof or a frodrug

or Y@iarate GEEutt) Wheradity ke ncomound Of ~Fordtu

f Urd 160, LRI 53h y 1) Eth AN H0%Al Nl ond #ddY fhone
biotin residue or an anal ogue thereof The conpounds

of the invention are dual inhibitors, having a
tuneabl e m xed profile of both nonnediated, di rect
anti-thronmbin (factor Ha) activity and anti-thronbin
11 (AT-111) nediated anti- Xa activity. The m xed
profile of the conmpounds of the invention nay be tuned
by varying the nature of the oligosaccharide residue
and the potency of the direct thronbin inhibitor

( NAPAP
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anal ogues). A range of profiles is thereby avail abl e.
Conpounds of the invention have a | ong plasnma

whalobobitfe and, as a result, they possess pr ol BCEP2005/057013

anti-thronmbin activity conpared to NAPAP or its
derivatives reported in literdture previously. In
addi tion, conpounds of the invention nay escape the
neutralizing action of platelet factor 4 (PF4). Low
toxicity is al so an advant ageous aspect of conpounds
of 68hi s 1 n¥ent [ on(FhET € onpolmetsh ot at hreo it lIegENtN—
invention are useful, for treating and preventing

t hISTHO RS B S T Hr B hii H: ¥ssloci 3t ed di seases

Thics il Mdes A gHarRan reft Hyhrendotd cr and- prothembatd e
states in which the coagul ati on cascade is activated
whi ch include, but are not limted to, deep vein

t hronbosi s, pul nonary enbolism thronmbophlebitis,
gikgyia ogchleionf pam s Mianhos) f'ax{?{m%@% IR
arterial reocclusion during or af ter angi oplasty or

t hmedygl lysiIssh dresitaemiosd )sarfial 1rowig- @t e+ al i njury or

i nvasi ve cardi.ol ogi cal procedures, postoperative
verou® PRIGIBOSIR TG 'eitsdi 1% R et e 'gt° ‘dhraonido L inone
at heroscl erosi s, stroke, nyocardial infarction, cancer
and netastasis, and neurodegenerative di seases. The
235Bounds of the invention may al so be used as

¢oagul antslin(ext¥ atdiporieal apl voeeehy keatzongs) —N-
NeGRISA M Al ysipiand surgery. The compounds of
the 1 nvention nmay also be used as in vitro
antdaodaguyleantysl.) ohee i) atd tih v 1ared 1 (orf Janat @duel rtdvelrieafr)e
in the conpound of the present invention is rapidly
recogni zed by and binds to a specific antidote, being
avidin (The Merck Index, Twelfth edition, 1996, MN
9201 ) pages3151t152) - o - s F@phawvh di fmi AYOr&SY 1 pRE C
proteins with respective nmasses equal to approxi mately
66 0T YA 160 ) 300- 1Ba adhilch(3rave a very high affinity
for.. hiot] ' CY_si I om,_ .t
e B T R - dnone
neutralized by using avidin or streptavadin, for
exanpl e by injection of a pharmaceutical sol ution

i ning,the sane. Anal ogues of avidi d
L0785t avi rehbin by A g BOLE P FR TP P BRo Rk
si mdwa miths argsulidyng 4 pactdve anti dot e-i nhi bi tor
conplex is cleared fromthe blood circulation. Biotin
analagirey e i loPhedy e qided eas la 4 dbel o zrcorididyl tone
this invention, may be selected from but are not
limted to, the biotin anal ogues shown in the Pierce
cat al ogue, 1999-2000, pages 62 to 81, for exanple
61iBBot I nan® dohekahdate dimethylaminoethyl)anilino) -1-(4—(2—
6- (6- bi oti nam_dohexanam d exanoat e, and . .
S R I0d RAE N GIE LT o b o e e L i
biotin residue BT, as previously defined, is a
characteristic part of the nolecule. Oher anal ogues
are for exanple biotin anal ogues that are al kyated at
{thé4bi ot i nantdel bohd (¥ wher@iRcrkydnigogtoukyarrRynyl) N-
pr rally ) which are stable to biotinidase
cl %&%@%@%%l&&g@ dqefn&,@{/ol. 11, 2000, 569- 583
Bi awonjaxgyattéd: yChemenWolme thly,1 2600, 6 -584:G98)2-amax higrone
bi oti n anal ogues conprising for exanple a
hydr oxynet hyl ene, carboxyl ate, or acetate al pha to the
bi oti nam de bond, such as described in Bi oconjugate
Chem, Vol. 12, No. 4, 2001 , 616-623.Preferred
resi dues of biotin anal ogues have the formula -(NH CO
n- (CH2) p- NR- BT, wherein nis O or 1 (in particular n
is 0), pis 4o0r 5 (inparticular pis 4), R= Hor
(1-4C) al kyl and BT is as previously defined. In
preferred enbodi nents, Ris H It has been found in
conparative studies with their correspondi ng

o, o s " o, - - Y o
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medi ated anti-Xa activity. In addition, the
antithronbotic activity of the conpounds of fornula I

w0 g006e6cHenti al | y) conpletely neutralized upon PCT/EP2005/057013

adm ni stration of avidin or streptavidin. Any
negatively charged ol i gosaccHdride residue of two to
twenty five nonosaccharide units is usable in the
compounds of the present invention. Suitable conpounds
of the invention are conpounds wherein the
onW5®saccha+Zde1+$4arStmimﬁﬁmbIém;mmeﬁmj&uémkﬂIm@jdue(3 (2-
Pr ef er abl the oligasaccharide residue is derive

f r GRS s d R d & SHRY e ds™ %&ﬁqqqo—r?e—dr%%none
anti-Xa activity per se, such as the oligosaccharides

di scl osed in EP 0, 454,220, EP 0, 529, 715, WO 97/ 47659,

WO 98/ 03554, WO 99/ 36443 and WD 99/ 36428. Furt her
préPerred are bl g%sé%th%\r%ree%%lme@%@wﬂr)g—wm to

si x¢ 0 Sl X nonosacchari de
un??%ﬁgﬁﬁgﬁjgﬁé%gra ez%lfgosaccharlde Is a
smdaﬁhﬂkwmmmasaﬂﬁh@ﬂnd@Uhymahﬁa —-Prieferred—-indolinone
pent asacchari de resi dues have the formula (l11) wherein

R5 is independently a biotin residue or anal ogue

thereof, OSO3 - or (I-8C) al koxy. In preferred
pemwasacchﬁr'zdﬁlr esl guess —d heet vy shm uePLspPf cstbbal ) —N-
groups is 4, 5, 6 or 7. Preferred conpounds according

tomﬁﬂ@ﬂhw&wmﬁéﬁudﬂémvoﬁbbﬁﬁdé?mhere|n t he
t t
R

pent asacchari de residue is Further preferred conpounds
of the invention are conpounds of formula I, wherein

b3, Pheril oo BRI SPLLonal Ly St et MAD,

ety 1 aerrﬁ) )Féfrﬁflqrrf@ m 1RBig-

4- met hoxy-2, 3, 6-trimet hyl phenyl. In preferred
com@em@m@s@wwm @R ¥R 2 girstpl inone
Preferably, R2 is H The spacer is an essentially

phar macol ogi cal ly inactive flexible |inking residue,
preferably havi ng 10-50 atons counted al ong the
(baékbone"30f-the( %pabemeth&ﬂmm@@ﬁwﬂef Yheanilino)—-1-(3-

oli gosacchari d si_due i ncl uded.  Furt her
o Ry I R ot e o L s S T srodoqyindo T inone
16- 22, and nost preferred 19 atons. The cheni ca

nature of the spacer is of mnor inportance for the
antlthronbotlc activity of the conpounds of the

(hGBNt i on.3 Thel spatefNnhy ¢bhpti sk sorewhat FaFpgral) —N-
1Ml Rgstr ugt ur and unsat ur at ed

boﬁgﬁ' ngh|§hfﬁgklgﬁg spagiréﬁgre nore suitable than

ot herroxSuitthabll) e hepacie mee timayl eeaesli -6/ e @esi gniedidlyi reone
person skilled in the art. For synthetic reasons

| onger spacers are considered | ess suitable, however,

| onger spacers may still succesfully be applied in the
coppounds »fztheapresesti+pvention. Preferred spacers
conprise at |east one -(CH2CH20O) - el enment. Preferred
COIFTGURTIY 440D INFE 0 e i iRneHt 1 fort ctist i S i inone
coval ent bond with a biotin residue or anal ogue
thereof. The biotin (or anal ogue thereof) |abel may be
present in all parts of the conmpound fornula I

Théﬁefore 3ehbbbrn@ﬂtgyotOlhdsnrhv%hmebhyhrentbh@QUﬂbs(4—
whe qbl osa har.i.d e OQ)% e, _

CcO oun bC%X}@ eth

indqlinone
RS ovale ond <¥% a
biotin residue or analogue
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thereof, (b) the spacer of the conpound of fornula I
conprises a covalent bond with a biotin residue or

w@pabogues t hereof and (c) the residue A of thePCDORPIOFIES7013

of forrmula | conprises a covalent bond with a biotin

resi due or anal ogue thereof (3hith neans that a

hydr ogen atom or substituent in the definition of A

has been replaced by the biotin residue).

Represent ati ve exanpl es of the biotinylated dua
i(hBBRI t or s3-0f- { he (pr eseat hy hyenh oot lay epadi ando sal + 64— (2-
t hereof, but al so conpounds _of for la | §$erein t he
S &GP Y AL REE 1o e 1y 6 ad ri%irli%o one
position, and / or conpounds wherein the biotin

(anal ogue) residue is present at other positions of

t he nDIecuIe. Preferred is the sodiumsalt. The

ééﬁﬁbund ~fof hul&raminegeahpt eh et +ed) ekahpt & of this
t Il t HTROLC

foggg (Ie)t 5“Q$§$io®@%§ I%éﬁti%ﬁ%ﬁgre Egeng%lnone

ternms (1-4C)al kyl and (I-8C) al kyl nmean a branched or

unbranched al kyl group having 1-4 and 1-8 carbon

, respecti or, e e neth t hyl ,

Ei%gii s ‘p?blé bu% m @Z%L?%“ %1?351 uiqyif}oifejxyi(3
an%&@dﬁym@@iﬁiﬁhe&m)etnie/dmﬂiree@imefqur&ﬁfoau&yﬂndo1inone
groups. The term (I-8C)al koxy nmeans an al koxy group
having 1-8 carbon atons, the al kyl npiety having the
meani ng as previously defined. Methoxy is a preferred
%h%@%y gr %JPZ The iﬂﬂ%ﬁné@ﬂ%&%é‘%yﬂﬁ%{‘ﬁﬂm)
cycl oal kyl group having 3-8 carbon atons el ng
cy cleopreopylst heyieihstutlyl-meoyol lopent-yA - £ loyclotfexiyldol inone
cycl oheptyl or cyclo-octyl. Cyclopentyl and cycl ohexyl
are preferred cycloal kyl groups. The spacer length is
the nunber of atons of the spacer, counted al ong the
gsheryest chain|betyeen-dheeohy gosacshay tearn £51 giie-anAds -
the peptide part of the nolecule, not counting the

OX T CHYSTRIOTL R ro1 L) s Aoicieays e Tt fife AmHindp - none
connected to the spacer. The term "prodrug" neans a
compound of the invention in which for instance the

am no group of the am dino-noiety is protected, e.g.
by S8RYydr oxy3of— al{ (4= 6C)rad Kokl oardonyl - @wphpaﬁmLVQQESl

?g; dl nl%%ﬁ?}’et QVHI) ent Ilaégﬁiﬁq}yll‘lfﬁ%eéhyéjhcg} TS —1ndollnone

resrdue is attached to conmpounds of the fornula | the
chemcal literature offers several possibilities whi ch
can be utilized and by which different sets of

préPectivedgfolips! %xe@im%%viiaa%n%m%%ii%%%kin%dl he
th%a@@oz&@%iﬁﬂ)%r@ﬂq%etﬂgﬂe@&tiﬁéﬁm indolinone
conprising areactive group of for instance the
activated ester, maleimde, iodoacetyl or primary
anine type, wi | | preferably be reacted with an am ne
ggional3g£o thit {uncékgpgﬁ_group, or a
xylic™ aci funcriona? g¥o%pp or “an al dehyde
finymnmyﬁﬁyxyanul1dduywe@£{upn t aki ng pl ace aooording
to the conditions described in the literature
Sa\Age Bty ANy L) RIIvR- BISSHYH Stfem StiryH o0 Ha rid%blklnone
Pi erce Chem cal Conpany, 1992). The biotin residue can
for instance be bonded directly to the (negatively
char ged) oligosaccharide residue or via an optionally
NLPLY 4C) al kytat &d( %nih@iﬁ@n@irbnﬁlmgrhmp)@ﬁiéino)— —(3-(2-

N (S AP e P A o e

N-(I-4C)al kyl ated am ne functional group of the

ol i gosacchari de residue of the conmpound of formula I.

I n anot her aspect of this invention the biotin residue
can for instance be bonded directly to



10

15

20

25

residue A or via an optionally N-(I-4C)al kyl ated am no
functional group of a linking residue or via an

wopiboeralrd y N-(1-4C) al kyl ated ami no aci d resi de@I/EP20851057013

optionally N-(I-4C)al kyl ated am ne functional group of
resi due A of the conpound of Flormula | . Yet in

anot her aspect of this invention the biotin residue
can for instance be introduced stepw se by first
bonding directly to residue A or via an optionally
N-(I-4C)al kyl ated am no functional group of a part of
the spacer of fornmula | or via an optionally

Nt 6Ly 4C) al kytat ed(anrimo (acd tng€sy Tauei t @ @y Dptwonal |y
N-(I-4C)al kyl ated ami ne functional group of residue A
of T YCIGHPSRRE G ¥t 2 3) dnd! Selond bondi ng

di rectd v 10 AN ol 4RsAGENaL 186, Or- o & @ 2P 0Nl Yhone
N-(1-4C) al kyl'ated am no functional group of part of
the spacer of fornmula | or via an optionally
N-(1-4C) al kyl ated am no acid residue to an optionally

-40) al d anine functj onal f th
UhEGhtivel 3 Chit gLl b THbaREtRar PRE of the compound

of vfiommdra 1l),aror Mige-versac2-d n anot her aspect of the

i nvention optionally N-alkylated am no acid residues

or CEMNESVEHTHUEE T (HEMEN IS Jad of ‘aHal Sgued KucH e
described in [Bioconjugate Chem, Vol. 12, No. 4,

2001, 616-623] may be introduced by a peptide coupling
usi ng nmet hods known in the art. The azidogroup is a
sUPtabl e |atént lamnéifuderponaty yreupy whiehlean) be (4- (2-
used i recur.saors of, .t C ound. of. t for. I
fof£%4§§%§§§sé&ﬁéﬁFHPHQF%E&ggg%ﬁﬂog5t€ﬁy é@n%ﬁ#ﬁéﬁ%ltﬁge
A preferred process for the preparation of the
conpound of formula | conprises a step wherein the

benzam dine noiety in the residue Ais in the form of

3T 35 8cur sof ;2 p of b abPYF ERi Fg-Fhe-41meEeyL) anilng) ~1- (4-
oxadi-azald dkRstaNe )Qﬂ%&ﬂ;l&%& 81 SHbseauentd b conveidedione
into the benzamdine by deprotection, in particular by
hydrogenation (Bolton, R E. et al, Tetrahedron

Letters, Vol 36, No 25, 1995, pp 4471-4474). The

unds of ,t esent,inv ' er
E?gggred b§ %erfvgéi?&ng2h@@ﬁ§£%%#5@g§@é$&é2%é$ogue)
at ntdven gl apci rengaasiit)i ;oni Mirtd) -clyst4ei (- or | ysi ne or
aspartate using nethads generally known in the art,
whic& ﬁﬁ)@é@qldéfiﬁquvl(%e]i—é—w%%—&%olmne
ol i gosacchari despacer residue or (b) is coupled to a
spacer, which then is derivatized with a thio
functional group or a carboxylic acid functional group
éh87éubseq%eﬁt[£a$slé@®pleﬁ3té2an ol i gosacchari de

resj . [ ' ard . f
S S A A R S T R e
literature (e.g. fromEP 0, 454,220 and EP 0, 529, 715,
but not limted to these sources) or comercially
aval | abl e ol i gosaccharides. The coupling of _the spacer
T0BEha ol | GokabEnil T ofb. SSRe T oY L7 ol SRCbbe Febs or med
by Usiigk e yiBtdeds, 1desa e din- &R 10; 842, BS5Ahaciheone
pepti de coupling, a procedural step in the above
descri bed nethod to prepare the conpounds of the
i nvention, can be carried out by nethods comonly

in the,a r i - sat i on
T oBeot e 17 apront <" Sugh” abPbyPRE B B hoa 02
m xed andneadtihivde phetrhydd meadtyi heated d- e stt lero methoich dd hiemone
carbodii m de nmethod, or, preferably, under the
i nfl uence of anmoni um uronium salts |ike TBTU,
especially wwth the addition of catalytic and
racem sati on suppressing conpounds |ike
N- hydr oxysucci ni mi de, N hydroxybenzotri azol e and
7- aza- Nhydr oxybenzotri azol e. Overviews are given in
The Peptides, Analysis, Synthesis, Biology, Vol 3, E

~ rus e D T
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and Biology. N. Sewald and H. -D. Jakubke (W ey-VCH,
Wei nheim 2002). Am ne functions present in the

w@ovpoemds nmay be protected during the synt hetPCI/EP2005/057013

procedure by an N-protecting group, which neans a

group commonly used in peptid& chenmistry for the

protection of an a-am no group, like the r

- but yl oxycar bonyl (Boc) group, thebenzyl oxycarbonyl

(Z) group, the 9-fluorenyl met hyl oxycar bonyl (Fnoc)

group or the phthal oyl (Phth) group, or may be

i ntroduced by demaski ng of an azi de nvoiety. CNerviems

oPoam no pxoZeth; 0g-@LoepSy aadi nehdoesl 4011 the) +1-

renoval |s iven in the above nentroned The Pe trdes
oﬁ%/SI@erdel é@%ﬁ d?gslndollnone

Chenrstry and Bi ol ogy. The conpounds of the |nvent|on,

whi ch can occur in the formof a free base, may be

isolated fromthe reaction mxture in the formof a

pR&tmaceutdcat [ a%c@bmemel@@imom%@mmm icétty

acce able ta| by tr in

fr eeaprbbé)s‘f(é’mc?f %foxymﬁ IHJ;‘) gln %’e orée?ftnlor ga rbe

aciichcsuchhas hydr ogen chIorrde hydrogen br oni de,

hydr ogen i odi de, sulfuric acid, phosphoric acid,

acetic acid, propionic acid, glycolic acid, maleic

acid, malonic acid, nethanesul phonic acid, fumaric

QQDga succinycy ?CKQ+ §9££@1i§1§31dy1&éﬁﬁy9)§§iﬁlno)— 1-(4-

benzoi c acid, ascorbrc acid and ik

con@mﬂmq;tyettmxsl )rm\@mh)oretdrylaﬁaa]ﬁfednm@;&wmone

possess chiral carbon atons, and nay therefore be

obtai ned as a pure enantionmer, or as a m xture of

enantioners, or as a m xture contai ning diastereoners.

Vevbpds foz- bbta+ntﬂgdthetbyremenametbyerSnaIEnme+1 - (2-

known in the ar .. Cr talllzatlon of salts mhlch

ar &aofbtoéﬁyﬁé&litlr)é’r]ﬂeéb’ iR 1S Ve d ¥ and 1R Lnone

racem c m xture, or chromatography using chira

columms. For diastereoners strai ght phase or reversed

phase colums may be used. The conpounds of the

(AUénti on ¥ray be- éﬁni@ri%tb}fe@m'ew@rbhﬂ/) dpilino) —1-(4-(2-
par Th_ and re f. these
coﬁ%%%h&gk%%aﬂboﬁgbsr ions eEanereo S : (gbcéggérrly

be dependent upon the needs of the |nd|V|duaI subj ect

to whom t he nmedi canent i s being adm ni stered, the

ee of affliction or need and the nt of th
RS e O Bk | P ra e e R Do DR L P ERIP I P11 I8 (2
add s atd )@Mﬁ%ét@mrer@saegeﬂwwpimrolmone

met hods of admi nistration which are nore dependent
upon absorption. However, the daily dosages are for
humans preferably 0.001- 100 ngy per kg body wei ght

pr ef et abl 0,91 The
ggg?banentﬁngnﬁtacgu?%@ @E¥ﬁ§ﬁ fie conpoun sEo th?
[ n\lﬁrrt}:ld)dyenm)ylakg@ri}d)m@ﬂyﬂ&rﬁjjiﬁﬁaﬁﬂtuom—e&:—mmollnone
anti coagul ant therapy. In such a case, the nedi canent
is adm ni stered with other conpounds useful in
treating such di sease states. M xed with
phanaceut 3 cal | y- s3i & b €nh fuxh ] hehd €Sy 1 82 01 1185) —1- (4— (2
described in the standard reference Gennaro et a
Re faiRaoTy &5 PHamfece Uy inedn vS@reces, cyaBtar Zedi ndavkigkone
Publ i shi ng Conpany, 1990, see especially Part 8:
Phar maceutical Preparations and Their Manufacture) the
conpounds nmay be conpressed into solid dosage units,
such as pills, tablets, or be processed into capsul es
or suppositories. By neans of pharmaceutically
sui table liquids the conmpounds can al so be applied in
the formof a solution, suspension, emulsion, e.g. for
use as an injection preparation, or as a spray, e.d.
for use as a nasal spray. For naking dosage units,
e.g. tablets the use of conventional additives such

o L B .
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pol ymeric binders and the like is contenplated. In
general any pharnaceutically acceptabl e additive which

waelomws/oemts i nterfere with the function of the apti/ER2005/057013

conmpounds can be used. Suitable carriers with which

the conpositions can be adm fiSstered include | actose,
starch, cellulose derivatives and the |ike, or

m xtures thereof, used in suitable amounts. Legends to
figures Figure 1. Mean plasma | evels determ ned by
neasur enent-of [ 1-hed-anthe Kay Damamdhet hal @ct 1 vid y-af (&r (2-
s.c. admnistration of 100 nnol/kg of the biotinylated

COrFEtId M~ T i RN G Hehits ol (&6 ot 1990 8est de dhigrone
pl asma | evel s are given of Org 42675 ("original™)
after determ nation of the anti-Xa activity. Figure 2.
Shows the nean plasma levels s.e.m after s.c.

4dAPhi st ratTonl of (4001 hebRY kynEoepomgt amg L 129) hl- (3-(2-
avidi R 1/l r Y 0 At its
trwﬁ%éﬁf%é%%?%ﬁ%%ﬁﬁ%ﬁ?f¥H54§5§§?@?%H %ﬁﬁ%%ﬂg(' ?%%?éf)

or iOdyp 4i26ofke ("original"). The pharmacoki netic

behavi or of conpound I1l of this invention is effected
by adm ni stration of Avidin in contrast to the

behavi or of the original conpound. The invention is
fanbher ilgustrated dynébeyfohl avhaghexanpl ese EXAVPLES -
Abbrevi ations used Ag. = aqueous ATII]l = antithronbin

I Im%lﬁqrbaénmygﬂl@@wdﬂwwaﬁﬂ%br%n‘r‘ekvr%2—

D REA = -, | i sopropyl et hyl am ne DWF =
E@'l 4§¢%
N,ﬁ- {Tret ylforniam de Et = ethyl finoc =
9-fl uor enyl met hoxycar bonyl NVM = N-mret hyl nor phol i ne

Me = nethyl sat. = saturated PRP = platelet rich
P = B £ S8 ROy PLASIE 71 £8P o) -1- (3

H benzatdyiiazolrdmay Drd oy 13 nddvat et de 10 -UMuoro-2-

tetrafl uoroborate TFA = trifluoroacetic acid THF =

t etiraldmstif an EXAMPLE 1 Schene 1

Ne-(D-(+)-biotinyl)-N{4-[[4-[[(IR-I-[[4-(I, 2, 4-oxad

azol - 5-onyl ) phenyl ]i net hyl ] - 2- oxo- 2-

(I -piperidinyl)ethyl] am no] -3-

[(BTL2) met hoxyz2[ B; 64 tdimet hyl hemyhg sy famiyl jno) -1- (3-(2-

mﬁn@-luL(%- .
carbamoyl—-€ethyl)phenyl)methylene]-6-fluoro-2—-indolinone

(213) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
methylcarbamoyl—-ethyl)phenyl)methylene]-6-fluoro-2-

indolinone

(214) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
dimethylcarbamoyl—-ethyl)phenyl)methylene]-6-fluoro—2-

indolinone

(215) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-

carbamoylmethylphenyl) -methylene]-6-fluoro—-2-indolinone
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di oxo-butyl ] am no] -butanoyl}-L-1ysine (3) Conpound 2
(0.20 g, 0.27 mmol ), which was prepared as descri bed

WO 00015 42262, was di ssolved in DCM (10 i) . pQi/REM05/057013

(0.14 nmL, 0.81 mmol) was added foll owed by TBTU (86ny,
0.27 mmol ). After 1 h stirrimf under an at nosphere of
ni trogen, conpound 1 (Ne-fnoc-Lys- OH 0.27 mol,

Fl uka) was added as a solid. DMF (5nlL) was added to

di ssol ve the (Ne-fnobc- Lys-OH The m xture was stirred
for 16 h and was poured in a 0.5 N HC -solution. The
sol ution was extracted with DCM (3x). The conbi ned
organi c | ayers| wel£-wasdedy Wahhn bhidtey 1 g1 20h ¢ MySOE3 -
and concentrated under reduced pressure (850 nbar, 45
O) MR JGAUdRe IHOdr Yl U i sdd bhe s i ed 1e6) -
chrioppfogiaphy (DCM MeOH AcOH, 99/0/1(r) 89/10/1,
v/v/v), Remai ning AcOH was renoved by repeated
concentration in toluene. Further purification was
acconpl i shed by HPLC chromat ography (ACN H2Q' 0. 1N TFA,

: 3 95; 2: 3 to give 0. th
Cohbbuna. e Uk (ot fechl B RO b or Ty 49 -
LC—dﬁbdﬁ@lh%JlM&kﬂnym -~mehhe; fdoc- prateated-indolinone
internmediate (0.15 g, 0.14 mol) was dissolved in THF
(5 nm) and Et2NH (2 nlL) was added. The m xture was
allowed to stir for 45 mnutes at 45 C. The sol ution

wassgoncenirat ed. %‘M@Imé@%&%?&r@h@&ﬁé@@% Ba@ino) —1- (4 (2

concentrated in tol uene 57 [ MtH| 1+ The
m-dd@mtéwétmawlneetdarh)\Eétemel)(rmtﬂwmﬂﬂb Msluoro 2-
di ss%{ ved |nr% DMF (3 nmL) and was added to a solution of
D (H DRI (34 ng, 1 equiv.), TBTU (45 ngy, 1 equiv.)
and D PEA (61 uL, 2.5 equiv.) in DWF (4 nL) that had
been stirred under a nitrogen atnmosphere for 1 h. The
resulting mxture was stirred for 16 h, The sol vent

Was 't enoved nder ( ?‘e@iﬁﬁ%ﬁh}b}@g%%?%et@%%%@o hiy~ \9\%_(2_(4_

added i¥d FdLith-1 i 1 13 pMash Lol n

by fi I}?{lg)t f%én ag:md m@mﬁhgﬁ?%ﬁy& and y%?me?q{ayﬁ% ®

dr ifddrdnpvaduslo Mirednk 86 ng (57% . Rf 0.15 (DCM MeOH,

9/1, v/v). ESI-MS: 1083.6 [M-H] +. General procedure

for preparation of conmpounds IIl and IV: The

carboxylic acid derivative (33 mmol) (i.e. conmpound 3

02201 ) WaS—Z#'[Bd by ( mepeaﬁ@mgznpm@fammn in dry DVF

(2 x 2 di ssol ved in W and stlrred in

thé’%@%’éﬂ&éﬂ%}fonf ?U%FPW@/MS‘@ N @A DilPER 5. 7
ca%:f)amgﬂ) et m%fh%lqtm%’ 016%110656—91— |rﬂjollnone

pent asaccharide 4 (31 nmol) was added. The reaction

m xture was stlrred for 16 h at RT and anal yzed by ion

exchange (Mno-Q chromat ography. The reaction m xture

oncent r at 5 Emé—g’ The r oduct
z?%l?‘:@ § leE%g 984}19 , V \7115 %%5%% o% elgt ed by
hyd@g@maiul@hc(dja)amweﬂ 0% R )G (-ari-equal anount in
wei ght was added with respect to the crude (groducto)
Af (S PRSI WS (ol IR B Wi degadsdd; 6 T 4 ed ovete Gnone
0.45 mM HPLC filter and concentrated under reduced
pressure (<50C, 15 mmHg). The conjugate was purified
by ionexhange chromatography (Q sepharose, buffer: H20
2%/2&30) $oft bhwet? byivesay ilﬁrﬁgnW@Whlc’Sébhlafd@(— - (4-

L

Ne -i(rlto(1H)rrdaieot | nyI) N<)]-{4-[[4-[[(IR-I-[]4-

(am noi m nontt hyl ) phcnyl ] net hyl ] - 2- oxo- 2- (| - pi peri di ny
| )ethyl] am no]-3- [[(4-nethoxy-

2,3,6-trimethyl phenyl)sul fonyl ]Jam no] -1, 4-(S)-di oxo-bu
tyl]am no] - but anoyl }-L-1ysyl"-12-

aza- 3, 6, 9-tri oxa-dodecyl >"-6- O sul f o- al pha- D- gl ucopyra
nosyl - (1 ->4)-0 2, 3-di - O net hyl bet a-
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D- gl ucopyr anuronosyl - (1 ->4)-02,3,6-tri -0 sul fo-al pha-
D- gl ucopyranosyl - (1 ->4)-0

WQ2®B6d6H G net hyl - al pha- L-i dopyr anur onosyl - (| - >EQF/BP1005@57013

t hyl -2, 6-di - O sul f o- al pha- Dgl ucopyr anosi de oct aki s
sodiumsalt (111) Conpound-irPiwas prepared and
purified by conjugation of conmpound 3 (86 ng, 8 1
nmmol) with conmpound 4 (0.14 g, 80 mml ), which was
prepared as described in WO 01/42262, according to the
geneyal proerdlr-e(4-Yd ehet Oy 14m gn ¢ v 1 afeSl { AR M54 -
880. 91JM3Ig]3 , .888.57 [ M 3H+Na%(§%, 660. 43 L;%H”_“ 4\
THIVR YPGB0 WMDY reterend® Sat e sl dhdl - 4. 471
ppmhpersd el i abl e integration of signals between
4.80-4.50 ppm d 7.66 (m 2H), 7.30 (m 2H), 6.74 (m
1H), 5.36 (m 1H), 5.25 (m 1H), 5.05 (m 1H), 4.98
(m 1H), 4,84 (m 1H), 4.46 (m 2H), 4.31 (m 1H),

: 4.13 £5 4. 13::3. :

2805 70 %8%),[13.(47[0@. 5 ‘?%5%?@%%%%#%% Tan) .

2. 8etdtm]l stH)pghchylGar{imo)lh) 1 &5 (-m4-1H), 2.51 (s,

3H), .2.40 gﬁi 3H), 2.36-2.22 (m 2@%, 2.21-2.11 (m

e B0 e g e G (Mgt Eo e I t0d (s 2

2) .sVEDRI1IGAVENTS FOR THE TREATMENT OR PREVENTI ON OF

FI BROTI C DI SEASES The present invention relates to a

new use of indolinones of general formula substituted

in the 6 position, the tautoners, the diastereoners,
nant i r e i xtu ?$gf alts

Egg?zof, pgp?igﬁlg?l§ﬁlﬁé % y%%o %%?%% y %%ﬁé%table

s alntex Hyhendgfh o rBAGKGRAINDCaNpornds- of- t he above
general faornula I , the tautoners, the di astereoners,

t hé @AM G N PHE GG T ES ISR 18R it He St @2
thereef,imardicul arly the physiol ogically acceptable
salts thereof, have been described in W 04/009547 as
havi ng val uabl e pharmacol ogi cal properties, in
particular an inhibiting effect on various kinases,

ially,receptor t.yrosi [ _as VEGFRI ,
SRR i O M P e PR e B P R
HERZ me térKida, r do@Kl 1R -ahthnelER, anBlrto) 3 n idnichcon-1t-hel -
proliferation of cultivated human cells, in:particular
endBtHe i G 88193 NS iy LRI TR e R | ButT ¥ S o
t he pyolsifsiati on of other cells, in particular tunour
cells. However, none of these conpounds have been
described for their use in the treatnent or prevention
of the fibrotic diseases referred to in the present
[ tion. el jng.i r - '

(BETTy and® Tt amat Ponte il o epEEp AR R
t i scues ttthrloughouioyl-ethyl) phenyl)methylene] —6-fluoro—2-

indolinone

(228) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
yvlmethylcarbonyl) -N-methylamino)anilino)-1-(4-(2-
methylcarbamoyl—-ethyl)phenyl)methylene]-6-fluoro-2-

indolinone
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the body. After resolution of the inflammation and
repair of tissue damage, the tissue is generally

WO 2g0a06mds to its original condition. Excessi vePCT/EP2005/057013

uncontrolled tissue repair or the failure to stop
renodel ing when it is no londg& Tequired | eads to
condition known as fibrosis. Fibrosis is characterized
by excessive deposition of extracellular matrix
conmponents and overgrowt h of fibroblasts. Fibrosis can
oeeay in abtztissues(but2isiespeciahl yoptrieynl emt in
organs with frequent, exposure to chem cal and

bi QGG MRSt il g e 1 U, (aki n, di gest i ve
tr adohKi mANGE HHME R H mekI9PLenk -S0Gioro-2—
I\Iephrolyl,gL 7 (12)@{!1249 g 3; cic 9e}t%Glal .],AFGZOOS, Am J
Respidol@eldnavbl Biol, 29S: S5-9; Wnn, 2004, Nat Rev

| mmunol, 4 (8) :583-94) . Fibrosis oftenseverely
conprom ses the normal function (s) of the organ and
many fibrotic diseases are, in fact, |ife-threatening
op3sever el -zt s+ gar imgsestieh as i di opat hi ¢ pul nonary
fibrosis (IPF), liver cirrhosis, scleroderm, or renal

fi BYOSPYC AR "ot RS IS HESe dinSdases! ar &

of tyen vyl 1M 48k B, 1 a8 g RSPl 3@t} Qthe 18- Sk NG -
expensi ve procedure . A large body of literature

i npinidsatiewrtche pl atel et -derived grow h factor (PDGF),
fibroblast growmh factor (FGF), vascul ar endot hel i al
grow h factor (VEGF) , epidermal growth factor (EGF) ,
and transformng growth factor beta (TGFb) growth

fagtor fand+ieslt Mt he-neduetinidoropetsyslenceind)-1-(4-
fibrosis gLevi t zki, Cytokine G owh Factor Rev, 2004,

15 (24ye 325055 0o hil £ Y TaIPh ek didy i hRne ] Hooo,Horo-2-
57::4525-38nStrutz et al ., 2003, Springer Semn

| mmunopat hol , 24:459- 76; Rice et al ., 1999, Anmer J

Pat hol , 155 (1) :213-221; Broekelmann et al ., 1991,

Proc Nat Acad Sci, 88:6642-6; Wnn, 2004, Nat Rev

I ol , (8 )-:583- P — famly._
r(reggggrs af% %oﬁlen?‘?%“%%% %gugﬁoﬁgﬁggg%gﬁ%eﬁnsk%uch
as oot anrsol ey lced disy; 1 )mpadri ool Esit 1s= renid- 6+ foirodd ast-s
(Benito et al ., 1993, G owh Regul 3(3):172-9; Simm
et ‘490 11g¥H€ Basi ¢ Res Cardiol, 93(S3):40-3;

Kl agsburn, Prog G owh Factor Res, 1989, 1(4): 207-35;
Kirkland et al ., 1998, J Am Soc Nephrol, 9 (8) :14

64-73) , the very cells which supplant normal tissue
(233) 3-Z2-[1-(4- (d—methylpiperazin-1-

yvlcarbonyl)anilino)—-1- (4- (2-
methylcarbamoylethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(234) 3-Z2-[1-(4- (d—methylpiperazin-1-
vlcarbonyl)anilino)—-1-(3—
methylcarbamoylmethylphenyl)methylene]-6-fluoro—2-

indolinone
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in fibrosis and are believed to play a role in tissue
renodel i ng (Abboud, 1995, Annu Rev Physiol.

wWG200807H3Z09; Jinnin et al ., 2004, J Cell PhysPOI/EP2005/057013

online; Martinet et al., 1996, Arch Toxicol 18:127-39;
Desnoul i ere, CellBiology |Interhational, 1995,
19:471-6; Jelaska et al ., Springer Sem n
| mmunopat hol , 2000, 21:385-95). Inhibition of PDG-
attenuates both liver fibrosis and lung fibrosis in
experi mentalzapdel s+ (suggestimgl Hibeost sn+ h-di f f er ent
organs nmay have a conmmon origin (Borkham Kanphorst et
al Yim 4. C RSN Bl Sty Y RS Siffiin: 1 R )ce et al .,
1992t MRS a rb Rathode t thB Hly 1)2de3-1321ne 1 -AN- 8@ ro—2-
receptor kinase inhibitor was al so active in this |lung
fi brskilsinfigel . Three-fol d overexpression of an EGF
famly menber, HB-EG-, in nouse pancreas islets was
sufficient to cause devel opnment of fibrosis in both
the exocrine and endocrine conpartnents (Means et a
(238003, GCast+ oenierologyhyl2difdyet 1PPOBB)no) —1- (4—
Simlarly, FG-l/FG-2-def jicient mce show dramatjcally
de GEASFHRARE H Y & R 1 Tehr i lc Cdrbotr o2~
t etirrgchliord e (CCl4) exposure (Yu et al ., 2003, AmJ
Pat hol, 163(4) :1653- 62) . FGF expression is
increased in human renal interstitial fibrosis where
it strongly correlates with interstitial scarring

tz etyal. 12000, Kjgn ntl . : 1-38) as wel |
gggﬁﬁ a nﬁ%e% %} 8%pé¥ihgﬂngﬂY%%bpgg%%géi% (Barrios
et vdlmethylQ@iroohml) Physd tdly 1l @vidi )2 rRtl ina) L451¢48) ,
agai n |l ending credence to the idea th%§ fibrosis in _
vard S 1A a6 B oot Bast 1€ 1P =dti 45 orf, _1ndolinone
el evated | evel s of VEGF have been observed in severa
studies in persons with asthma (Hoshino et al., 2001,
J Allergy din Inmmunol 107:1034-39; Hoshino et al. |,
200%) J A ¥efgyldindinntinnl ano7opesl ghan i Karazala (&t

al . T 7 - 8; ai J: r
l_ﬁﬁﬁgﬁg’ e &h B ro-2- ey
Gi9$qﬁ#§¥%%l?éﬁﬁéﬁ%EZL 2 fﬂegnéégaaq%%Ja fdﬂﬁﬁﬁégﬁe
AmJ Respir CritCare Med, 169:1125-30). Inducible
expression of VEG-F in a transgenic nouse nodel induces

Zh8Th musel 6 Ryt pikera TEee be TRPEa25000. Nt ur e
Med, 1HEcHIOR-a 3y 1) -hi-nad d ks 1 ahETy )t imul rafyes) — (4 -

production of extracellular matrix proteins including

fi Beorfectlianiamnedélvlafeny lametiny Lene] ~6-chloro-2-

indolinone

(240) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-
acetylaminomethylphenyl)-methylene] -6-fluoro—-2-

indolinone

(241) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-
propionylaminomethylphenyl)methylene] —6—fluocro—-2-

indolinone
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believed to play an inportant role in fibrosis in many
ti ssues (Leask et al ., 2004, FASEB J 18 (7) :816-27,

w@a00606mvet al ., 2004, Chest 125 (2) :754-65; BIT/EP20#057013

al ., 2003, Springer Sem n | nmmunopathol, 24:459-76;
wnn, 2004, Nat Rev | munol-, 2 (8) :583-94)

I nhi bitors of TGFb production and signaling pathways
are active in a nunber of fibrosis animal nodels (Wang
et al ., 2002, Exp Lung Res, 28:405-17; Laping, 2003,
Curr Opin Pharmacol, 3(2) :204-8). A s summarized
above, several growh factors are upregulated in
ficbepsi s amdzt he- i ahdl bhé t 1091 &h 1 @oBe tIg)y Bad 81 06) Seens-
to reduce the severity of fibrosis in the fibrosis

D A&7 O YSEIVIAR P SNVERTR LAY 1S3 i gt 3 O we

f oungy4ihat,ihe conpounds of above general fornula |
are effective in the treatnment or prevention of
specific fibrotic di seases. The present invention thus
relates to the use of the conmpounds of above genera

la I o araftion of a dj nent fo e
f ment or£ t ént?g %? %%??m%9$¥£ lno {_?9_
di %ﬂﬁﬁﬁﬁiaﬂé&yﬂra@fSlemedU’h\ﬁ@IHeQﬁ[lah&QHﬂe’ﬂeQS—H{Jflaloro—2—
met hod for the treatnment or prevention of specific
fi B¢t itseases, by administration to a patient in
need thereof of a pharnaceutical conposition
conprising a conmpound of above general formula I ,
together with a pharmaceutically suitable carrier. The
é%éﬁéssion3 %af1eh%“di@ehﬁﬁh@mi@pmﬁﬁﬁﬂl@@ﬂliﬁp)— —(3-(2~-

f er.ahl hunan body
pr eserﬁyﬁ%ﬁ@en r?lkﬁfq&x?eh 81 E}? ﬁ/e o a p auron]goceutllncdqrhlnone
conposi tion for the treatment or prevention of

specific fibrotic diseases which conprises a conpound
of above general fornula | alope or in conbjnation

W Eh) one of “foF & T ¢ HBFC R et BpRRAT ' htet SL O DETAT (EED
DESERI A1 1o cEH 1H NVENThOM ek acsendance witdr 2-he

present i nvention, the conpounds of general formul a |
ar éndeel igompounds in whichl . In the above fornula |
X is an oxygen atom Rl is a hydrogen atom

(246) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
propionylaminoethyl)phenyl)methylene] —6—fluocro—-2—

indolinone

(247) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
phenylacetylaminoethyl)phenyl)methylene] -6-fluoro—2-—

indolinone

(248) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(4-
acetylaminomethylphenyl)-methylene] -6-fluoro—-2-

indolinone
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R2 is a fluorine, chlorine or bromne atomor a cyano
group, R is a phenyl group or a phenyl group which is

woreesehst i tuted by a fluorine, chlorine, bronmPCEEP2005057013

iodine atomor by a G 3-al koxy group, where the
abovenent i oned unsubstitut ed ¥hd t he nonosubstitut ed
phenyl groups may additionally be substituted in the
3- or 4-position by a fluorine, chlorine or brom ne
atom by a cyano group, by a C 3-al koxy or C

22abkyl - ca$bmﬂy1 & Qongt loupambyode cy@ahoa O B3a@) Kyt (4-

car boxy-C 3- al car box C 4-al koxy, carbox
3- &8 ARG, %Evﬂ%?&v I%/Yé)%ﬁﬂ N €D ?631 563~

) - qmdaﬂ,lrgrée- al koxy-carbonyl - C 3-alkyl, C 4 al koxy-
carbonyl -C 3-al koxy, Cl1 4- al koxy- carbonyl -C

3-al kyl am no, C 4-al koxycarbonyl -C 3-alkyl-N (C
3-al kyl) -am no, am no- C 3-al kyl, am nocarbonyl -C

k ' - = - 21dig_
L 1T ol nbearbongt ERPaG Ry g B -1
2- adHarlv-1cardagnydn)i rearmd thgrl (B edrah) indthy(1@ne] —6-fluoro—2-
4- al koxy carbonyl) - am no- C 3-al kyl, (C3
6- dﬁ%ﬂ -ddt'bonyl ) - ami no-C 3-al kyl, (phenyl carbonyl)
- am no-C 3-al kyl, (C3 6-cycl oal kyl carbonyl)
-am no-Gi - 3-al kyl, (C3-6-cycl oal kyl -G - 3-
alk | - car bony I% -am no-C - 3-al kyl,
625 dophen-2=9t chr bdnyly ( 4%%@19@%1?4(%1—

(f 1) {(phenyl -G -
S oy e g ) (PPen
(Oao@tﬁHamg@omdﬂhMﬂBﬂ&ﬁylﬂmqﬁ@yl&HHrﬂﬁ{ﬁludeHZQMndollnone
(pyridin-2-yl carbonyl) -am no-Gi -3-al kyl,
(pyridin-3-ylcarbonyl) -amno-GC - 3-al kyl -
(pyridin-4-ylcarbonyl) -am no-C -3-al kyl - or
Cb53) al kyl piperazin- o=y -garbenyl p&raz 8nal kyl group,
b y a carboxy-C2-3-al kenyl, am nocarbonyl - C2- 3-
al Wémﬂthﬂlearbsﬂmlwwwqﬁ)ylaé@r%rﬂﬂﬂ@@)ﬂm Kenyl |
[kl aI
Zf(o J]o%afia‘%glar% on;ﬁﬁ%h%q{éﬂgl o 1?en% é%xioroa 2
indolinone

(253) 3-Z2-[1-(4- (N—-(4d-methylpiperazin-1-
ylmethylcarbonyl) -N-methylamino)anilino) -1-(4-
phenylacetylaminomethylphenyl) -methylene]-6-fluoro—2-

indolinone

(254) 3-Z2-[1-(4- (N—-(4d-methylpiperazin-1-
vlmethylcarbonyl) -N-methylamino)anilino) -1—(3-
cyclopropylcarbonylaminomethylphenyl) -methylene] —6—

fluoro—-2-indolinone
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where the substituents may be identical or different,
R4 is a phenyl group or a phenyl group which is

woreesemsii tuted by a G -3-al kyl group whi ch iBCT/EP2005/057013

termnally substituted by an am no, guanidi no, nono-
or di- (G-2-alkyl) -amino—, @& {wdi- (G _ 3-alkyl)
-amno-C 2- 3-alkyl]-N (G -3-al kyl) -am no, N nethyl-
(C3-4- alkyl) -amno, N- (G -3-alkyl)
-N-benzyl am no, N - (G - 4-al koxycarbonyl) -am no, N
(25%)4- al kexyCar bonyli} (4-CGhedhal kybanm non-4-

(G - 3a|kyyc)f pi per azi n- 1}1]? i m dazoal - 1-yl
pyryrlér}qt&i T %ﬂo dZetl dist ]ﬁmlqﬂ?%ﬁnﬁ))(jﬂ (3~
pi W@deﬂrt%fwarﬂd}iﬂ@ﬁMéﬂfﬁMeeruﬁne%@r@
(G -3-alkyl) -amno- (G -3-alkyl) -sul phonyl, 2-
[ dif (W@ r@-Za doligriho] - et hoxy, 4- (G- 3- al kyl) -
pi perazi n-1-yl -carbonyl, {CO [di- (G -3-al kyl) -
amno] - (C 2-3-alkyl) }-N (G- 3-al kyl)
-am no-car bonyl, 1- (G -3-alkyl) imdazol-2-yl,
(cb63- al kyt)z- {qur pam-mer g%mphybplmrazgnmUp of t he
formula n which R7 is a G-2-a kyI o
O-XEWQWRMlQﬁ£QQﬂ%H) meeqhyl%p%ﬂqéﬂglllno) (3—(pyridin-

-a AW - Ul -phomyd -
gronzup ﬁRS |slag DS&%@E%)%{G%)?@(%MZ al kyl) o2

- amings]lirgne 3-al kyl, w-[nono- (G -2-al kyl) -am noj
-C2-3- alkyl group, or a (G- 3-alkyl) -carbonyl, (C
4-6 | kyl)-carbonyl or carbonyl- (G -3-alkyl) group
which is termnally substituted by a di- (G _2-al kyl)
{ahi no, pibeza?lﬂML'yN Ot et ipBeat&yip-1-

pi per azin where al |l dial kyl am nao groups

P R T e P i e i s by T
qu%ty%rlraih?&{q/fﬁ@oﬁﬂaﬁl&m&ﬂ%@hﬁ)mﬁﬁé%yl&%

N-di"al kyl ) “- anmoni um gr oup,
fluoro—-2-indolinone

(258) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
yvimethylcarbonyl) -N-methylamino)anilino) -1- (3—(pyridin-
3-yl-carbonylaminomethyl)phenyl)methylene] -6-fluoro—2-

indolinone

(259) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
vlmethylcarbonyl) -N-methylamino)anilino) -1—(3-
isobutyrylaminomethylphenyl)methylene] -6—-fluoro—2—

indolinone

(260) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
yvlmethylcarbonyl) -N-methylamino)anilino) -1-(3-(3-
methylbutyrylaminomethylphenyl)-methylene] —-6-fluoro—-2-

indolinone
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where the counterion is preferably selected fromthe
group consisting of iodide, chloride, bromde,

woreiohpéa T phonat e, para-tol uenesul phonat e and BET/EP2005/057013

| uoro acetate, R5 is a hydrogen atomand Ris a
hydrogen atom where the abov@mentioned al kyl groups

i nclude linear and branched al kyl groups in which
additionally one to 3 hydrogen atons may be repl aced
by fluorine atons, where additionally a carboxyl,
amno or imno group present may be substituted by an
in vivo cleavable radical or may be present in the
feem of a prodrug(sadicad -méony exapprezin-the form of
a group which_can be converted in vivo |nto a car boxyl

gr OUFSSH Y AR e M6 gt G- WhiaH ddi? Joel cotiver t ed
I N M MOHIUL @ T 0 n AN, GEQUR, 1 4hel 1 tn@éﬁ%ﬁ-’e

enanti oners, diastereoners, their mXxtures and t hei
swﬂkﬂdmﬂﬁ21mndnﬂ%nqn%ferred conpounds of the above
formula | are those conpounds in which X, Rl, R5 and
R 6 are as defined under I . and: Il. i . R2 and R4
are as defined under I . and Ris a phenyl group or a
phepyl gr ozpzwhicha+ wmmas@b@ylpup@ﬁabynalil uori ne,
chl orine, brom ne or iodine atom or a G 3-al koxy

gréﬂﬁ@RM%%Q9Q%%WQBdﬁﬁﬁﬁﬁh%ﬁ%%uﬁﬁﬁmiﬁﬁQQhe%f%%d t he
MoRSYRSL)d @q%%e@ﬁ%JW)Mﬁyl% | VgD yoro-2-

substltuted In the 3- or 4-position by a quorlne
chliordoleiromebr omi ne atom by a cyano group, by a C

3-al koxy or C 2-al kyl -carbonyl -am no group, by a

cyano- C 3-al kyl, carboxy-C 3-al kyl , carboxy- C

4- al koxy, carboxy-C 3-al kyl am no, carboxy-C 3-

abkgh-N (C-3-alkyd- )Nan:ﬂn@et@ﬂp@g@aymarbonyl C
3-alkyl, C 4- al koxy- carbonyl -C 3-al koxy, CL 4- al
ko%}mgiﬁﬂﬁﬁ%HbOQ§¥§zﬂi&ﬂ?ﬂﬁ%ﬂ?lQ9HPQ%%%%VC&(thy2 C

3- %E%ﬂoﬁ%béﬁ;d%fﬂéﬁdﬁoméyﬂﬁﬁ3pﬁgﬂyfy%eé%ylene —6-fluoro-2-

indolinone

(264) 3-Z2-[1-(4- (N—-(4-methylpiperazin-1-
yvlmethylcarbonyl) -N-methylamino)anilino)-1-(3-tert-
butylacetylaminomethylphenyl)-methylene] -6—-fluoro—2-

indolinone

(265) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
yvlmethylcarbonyl) -N-methylamino)anilino) -1-(3-(2-
thiophen-carbonylaminomethyl)phenyl)methylene]-6-fluoro—

2—indolinone

(266) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-

ylmethylcarbonyl) -N-methylamino)anilino) -1-(3-
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3-al kyl, am nocarbonyl -C 3-alkyl, (C 2-al kylamno )-
carbonyl -C 3-alkyl, di- (C 2-alkyl) -am nocarbonyl -C

w@2@bkyi175 (C 2-al kyl - carbonyl ) -am no- C 3-al KRCT/EPAB05/057013

4- al koxy-carbonyl) - am no- C 3-alkyl, (C3 6

al kyl -carbonyl) - anm no-C=3-@& kyl, (phenylcarbonyl) -

am no-C 3-alkyl, (C- cycl oal kyl -carbonyl) - am

no-C 3-al kyl, (C3 6- cycl oal kyl -C 3-

al kyl -carbonyl) - am no-C 3-al kyl ,

(tIﬁﬂnﬂﬂﬂyﬂhmmnﬁmdnhumghenyﬂmmdﬁhyléheﬂ4@Hﬁluoro—2—

(furan g -carbonyl) - am no-C 3-al kyl, (phenyl -C
nyl) - am no-C 3-alkyl, (2- (C 4-al koxy)

-benzoylcarbonyl) - am no-C 3-al kyl,

(pyridin-2-ylcarbonyl) - am no-C 3-al kyl,

yridin-3-yl carbonyl) - am no-C 3-al kyl,
2E§F0d|n 43y¥té¥béﬁyK§ (Aapethol e Be ARk~ br C

r oun,
by a%%%?§g§§{§§§%yl) tlg%ﬁ%?%%@é?ﬁ%%ﬁﬁbé%L Q§ o8
al klemydy-1,an(i@ creal iyl )8}11‘161@])) eartharyte |G 2 B-ad ketpH -
di- (C 3-%%§%I) -am no- car bonyl -C 2 3-al kenyl or Cl 4-

I -C 2 3-al kenyl group, where the

substituents may be identical or different ; I I . i i
. RR and R4 are as defined under I . and Ri s a
phen group which i s substituted by a C
2258{y| caf |t . oo o ear oty ¢ 5-al oy,

ar, 3 - alky
%?Rgtqkoxy ca onff %%%f2§8%¥v%§g%gﬂﬁgcarbéﬁyl -C
3 aldely, 1 anG ridad thyt lantiaroy 1) -mearibicimd | - Buad o2 —ididolinone
(C 2-al kyl) -am nocarbonyl -C 3-alkyl, (C
2-al kyl - carbonyl) -am no- C 3-alkyl, (C
4- al koxy-carbonyl) - am no- C

328bkyl, (pﬁemtigMbmykZ_)—m@Mymp beBaal kyl~ (C3-6-
cycloalkyl carbonyl) -amno-G -3-alkyl, (C3-6- cy clo
al R MEtE VIR DArAL ) e av ol § mumﬁwlam)s*lat |

(t | kyl

(¢ Apel A Ao AT e Sl Ao (e
aI@ﬂda%wﬁnmwl) - am no-C 3-alkyl, (2- (C 4-al koxy) -
benzoyl - carbonyl) - am no-C 3-a|ky|,
(pyridin-2-yl carbonyl) - am no-C 3-alkyl,
(pyridi n-3-yl carbonyl)
(270) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-

ylmethylcarbonyl) -N-methylamino)anilino) -1-(3-
benzoylaminomethylphenyl)methylene] -6-fluoro—-2-

indolinone

(271) 3-Z2-[1-(4- (N—-(4d-methylpiperazin-1-
vlmethylcarbonyl) -N-methylamino)anilino) -1—(3-
phenylacetylaminomethylphenyl) -methylene]-6-fluoro—2-

indolinone
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- am no-C 3-al kyl, (pyridin-4-ylcarbonyl) - am no-C
3-al kyl or C 3-al kyl -pi perazinl - yl - carbonyl -C

w@2@bkyi179r oup, by an ami nocar bonyl - C 2 3- al kePyI/EPZ005/057013

3-al kylam no )-carbonyl-C 2 3-al kenyl , di- (C

3-al kyl) - am no-carbonyl -C 23-al kenyl or C

4- al koxycar bonyl - C 2 3-al kenyl group; I | . iii . R2
and R4 are as defined under I . and R3 i s a phenyl
group substituted by a carboxy-C 3- alkyl or C 4- al
koxgy car bonyt[1- Ol%darhdwmygammométmylammno)R%lanm—
R4 are as defined under | . s a fluarine g

chIcé’rqlﬁ’é)ré%péﬁcaﬂbor\?la@%%%@@%%éﬁ%&%er

. andR4-d--a phem o oup or a phenyl group which is
nmono substituted by a G -3-al kyl group which is
termnally substituted by an am no, guani di no, nono-
or di- (Q 2-al kyl) -amino-, N [wdi- (G -3-alkyl)

0-C 2 k '
I\I?Hrrg hyl - c§ 3@1 YJ}&%%%%&%%@@%%@?%F%l%
N{Q&mmﬂUﬂpHUhrﬁwnyﬂéﬁlndhéﬁHgmghﬁﬂjmmméﬁhykﬂﬁdmh64$luoro—
(C1-4- alko§¥carbonyl) -G -4-al kyl am no, 4-
( Gz 34l pi perazin-1-yl, im dazol -1-yl,
pyrrolldln -yl, azetidin-1- yI nmor phol i n-4-yl ,
pi perazin-1-yl, thionorpholin- 4 yl group, by a di-

G -3-alkyl) -amno- (G -3-alkyl) -sulphon
§a74lC| 3- %T%y y- iﬁhﬁh@?thﬁi%@kwom@thxgﬁ %fhW%&T}—i3—

pi pﬁﬁg&{dﬂ(ﬁé %ly Cﬁaﬁ%}%ﬁ;ﬁl@ éé_jé}é\/_l(a)%(%%ﬁ)lﬁyéghjlene] —6—

-aMhannHZﬂmndqlﬂnodd] 3-al kyl) i mdazol -2-yl,

(G -3-al kyl) -sul phonyl group, or by a group of the
formula/ R8 - Ni nwhich RfTi s a C2-alkyl, C
2-al kyl -carbonyl, di- (C 2 alkyl) - am no- carbonyl

1£78) al kyl 3.07- Cl- 32— @l kyt Sl HROMYthe G PUPH BN B-1- 3~
G -3-alkyl, w [di- (G- 2-alkyl) -amno] -C 2-
cyclohexylcar onylaminomethylphenyl)methylene]-6-fluoro-

2—indolinone

(276) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-
(pyridin-3-yl-carbonylaminomethyl)phenyl)methylene] -6—

fluoro—-2-indolinone

(277) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-
isobutyrylaminomethylphenyl)methylene]-6-fluoro—-2-

indolinone

(278) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—(3-
methylbutyryl-aminomethylphenyl)methylene] -6-fluoro—-2-

indolinone
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3-al kyl, w[nmono- (G -2-alkyl) -amno] -C2-3- alkyl
group, or a (G-3-alkyl) -carbonyl, (C4-6-alkyl)

wo e@sbenyd o r carbonyl- (G -3-al kyl) group whPCHEP2085/057013

termnally substituted by a di- (G -2-alkyl) - amno,
pi perazin-1-yl or 4- (G- 3-@kyl) - piperazin-1-yl
group, where all dial kylam no groups present in the
radical R4 may also b e present in quaternized form
for exanple a s an N - nethyl- (N, N-dialkyl)
{amadni um B pupl - Whed emd hiey Couht @nd omy 1 asi pred er abl y-
sel ected froamthe group consisting o f iodide,
chI%ﬁl&&ew%iﬁt&@{l%%ﬂyéﬂ“ﬁ%g@ylphenyl) methylene]-6-
parsat puenesphonat.e. and trif | uoroacetate . 111.
Subgroups o f particularly preferred conpounds o f the
above formula I which aret o b e nentioned in
particular are those in which: Ill.i. X, R1, R2,

d R 6;are def i j 4 ass
e B T el
defriawachyndert yllaminomdddylighen 1) ik tlhy IR ],- RS land- R 2-

6 are.a s defined under |I., R 3 iiss aass
ddeef¥iMif¥¥dd uunnddeer 11. ii. and R4 i s a s
defined under 11. v.;Ill.iii. X, RlL, R2, R5 and R6
are as defined under |I., R3 is as defined under
I1.1iii. and R4 is as defined under 1. v.; Ill.iv. X,

RIS1R5 and®Ré6 ate(asdaestmetetimdenrcinyleapl } snas—1-(3-(2-

def | B RYA ' iq@% [ 4. o
Il rd%{%%;!é)}%ﬁz#ﬁ% .élﬁa/llnncf) n%jd}yél)i@eﬂﬁ]i)ne %Seg{re ]I I6. fvlu.OIO 2
A fiurddiemqreef erred group of conmpounds of the above
formula | are those in which X is an oxygen atom Rl

is a hydrogen atom R2 is a fluorine, chlorine or
brom ne atom or a cyano group, R3 is a phenyl group or

azpbenyl ggompWhi£hiiSethylaminomethylanilino) —-1- (3-tert—
butylacetylaminomethylphenyl)methylene]-6-fluoro-2-

indolinone

(283) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
thiophenecarbonylaminomethyl)phenyl)methylene]-6-fluoro-—

2—indolinone

(284) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3-
pivaloylaminomethylphenyl)methylene]-6-fluoro—-2-—

indolinone

(285) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(3—-(2-
furoylaminomethyl)phenyl)methylene] —6-fluoro—2-

indolinone
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30

nonosubstituted by a fluorine, chlorine, brom ne or
i odine atomor by a G 3-al koxy group, where the

w@bweeemni i oned unsubstituted and t he nmonosubseaT/BEPZBAS/057013

phenyl groups may additionally be substituted in the
3- or 4-position by a fluorirme® —Thlorine or brom ne
atom by a G 3-alkoxy or G 2-al kyl-carbonyl -am no
group, by a carboxy-Gi - 3-al kyl,

am nocar bonyl - G - 3-al kyl, (C1-2- al kyl am no)

{zashonyl K}ZS£B+k&+dlﬂéthy1imﬂa@m¢wmglamﬂﬂrmmafbeny+-

G- 3- aIkyI | Kyl -carb o 0-Ci -

ol KT SR AT L HHREE SRR kYIS gPorse) ¢
where, d:he subsidtuents may be identical or different,
R 4 is a phenyl group which is substituted b y a

C -3-alkyl group termnally substituted by a di-

gor m al ky} )%m fﬂé“h'i‘% @£%@thg{%Ig%?lgiyw%@hyiaﬁb&m>-1- (a-

[
2- al I arearbaty 1 ) dre (3D rt rat ke ) -6 -aTu d1e-— Tairrslyinone
-C 3-al kyl or C 3- al kyl sul phonyl group and R8 i s a C

- dl°9éd€ or w [di- (C _2-alkyl) -amino] - C2 3-al kyl
group, or a C- al kyl - carbonyl group termnally
substituted by a di- (C 2-al kyl )-am no, piperazino or
4288C - al ky%—) lpipetrazhatly yhmgeoupnm@Bhylgnglino)—1- (3~
hyd en.atom.an h tom_where 1 he .
ab&&g%éﬁ%Fgﬂga éngﬂlgro ﬂ%giﬁ%fngg %Fﬁggprq“ﬁ thdolinone
br anchett al kyl groups in which additionally one to 3

hydr ogen atons nay be replaced by fluorine atons,

where additionally a carboxyl, am no or imno group
ppESENt may_pe §1JP@%&éﬁﬁf&?ﬂé{m@{‘hwaﬂYPnGiE@’?@' €2

radi cal, their tautomers, enantioners, diastereoners,
th@arhanQMB@JaﬁdﬂnﬂmmeBhﬂhene'Hﬁrﬁkndnmmﬁnyndollnone
conmpounds of the formula | are particularly preferred:

(a) 3-Z-[l-(4-dinethylam nonethylanilino)-I-(3- (2-
capboxyet hys)z phenyl)gueh hyl €ddthylanilino)-1- (3—- (2—
-6-chl oro-2-indolinone (b) 3-2Z- [1-

( 4-diTRseE Y InarerlD astimene -6 (luqpr-2-indolinone
car boxyet hyl ) phenyl) nethylene] -6-f

| uoro- 2-i ndol i none

(291) 3-72-[1-(4— (N—-(2-dimethylaminoethyl) -N-

methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—-chloro—-2-indolinone

(292) 3-Z2-[1-(4- (N—-(dimethylaminomethylcarbonyl) —N-
methylamino)anilino) -1-(4—-(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(293) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—
acetylamino)anilino) -1-(4—(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone
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(c) 3-2Z- [I-( 4-dinethylam nonethylanilino) -1-( 3-
(2- carboxyethyl) phenyl) nethylene] -6-f

wo 6067473 ndol i none (d) 3-Z-[1-(4- (N PCT/EP2005/057013

(4- et hyl pi perazi n-1 -yl met hyl car bonyl ) - Nmret hyl am no)
anilino) -1- (4- (2- carboxyétthyt) phenyl) methyl ene]
-6-f luoro-2-indolinone (e) 3-Z-[1- (4- (N

(2- di net hyl am noet hyl ) - Nmet hyl sul phonyl ani no)
anilino)-I1- (4- (2- carboxyethyl) phenyl) nethyl ene]
{B9%) | uor 0322+ nﬁekzﬂﬂame(I meehﬂaﬁmin@éthyl\b—lﬂ—

( 3- di net_.hyl am nopr.op Nacet | am no) anilino) -1-

( 429 IR et ‘{ pﬂengﬁlj et hyl ene] -6-f
|UQ%QT%%9@$%¥HV§H%A¥E)ﬁ%ﬁ%ﬁjeﬁ@ﬂ -6—-chloro—2-indolinone
(1 -met hyl'i m dazol anilino) -1- (4- (2-

car boxyet hyl ) phenyl ) net hyl ene] -6-f

I 2-ingdo n

6%?%& hyl aéfjn %oﬂ%t Ey{ K‘%rgony Jf' N(né%?ﬁr@ho ho lcl)ni]f]i no)
-1-adeé’a-y1(a2rmmaraba>meid)ylj) phemyd ) rret hyI ene] -6-f
Iuor02|ndoI|none(|) 3-Z-[.1- (4-

( 2-HTRPIRA T N sty o drg A onel Nr?eTWOd?ﬁ Tro) I HTHYYe
-1- (4- (2- carboxyethyl) phenyl) nethylene] -6-f

| uoro-2-indolinone (j ) 3-Z-[1- (4-

(pyer ol i di h=2= {1l met hyly ( éﬂrhdéthny))amilnopn@p:(/,’z)—N—

carbo thI pheny. t hyl e -6-f

| udt oX%]ell rlfyo O)r%lr%gl(’io))ng M[ (4-

(dicetdnd:aausmetdndn)y 1amdtdmQ)enel-—d-4h (Zro-2-indolinone

car boxyet hyl) phenyl) nethylene] -6-f

| uor o- 2-i ndol i none (1) 3-Z- [I- (4-

Q§9d nethyﬁaglppggby &qﬁé¢ mﬂnoﬁébp&gfanlllno)— 1-(4-
car boxyet hyl ) phenyl) eneﬁt

- 6- @}annbd&yaﬁhyhnphﬁajkﬁmethylene] -6-chloro—-2-indolinone

3-Z-[|-(4-dinet hyl am nonet hyl anilino)-I-(4- (2-

car boxyet hyl ) phenyl) nethyl ene]

1896hl or o-2-rndol (nosen¢MIm8ndméth{Aanilino) -1- (4 (2—

(pyrrolidin-1-ylnmethyl) anilino) -1- (4- (2-

Caﬁ@@@ﬂﬁyﬂﬂ@y%ﬂﬂﬂﬂﬂglnﬁgﬂﬂﬂhgﬂg]—6—chloro—2—indolinone

-6-chl oro-2-indolinone (0) 3-Z-[I-(4-

(pyrrolidin-1-ylnethyl) anilino) -1- (4- (2-

¢a@9®xyeth&+3 phen&+memhyhymem&¢ethylanlllno) —(4—(2—-

igl br m) - ngﬁl [ nonel()ér?ﬁt% ﬁ(%n 60?}{]2)“?::% Jﬁiﬁr}e

phenyl) nethylene] -6 br ono- 2- |ndoI|none (a)
3-Z-[1-(4- (diethylam nonethyl) anilino) -1- (4- (2-
¢aPboxyet hyt3— LlreHwKDéné‘} —n@t Iy bR 9r ¢ hdet 1 none V\,here
addjti |-l [0 roup
ma;dylb eOC% blsC%/alrt%ut§7 %etl ?l\r)a??/lgl Iaenal\r}a ‘]%g ﬁad ca or
r‘ra)bah&xpﬁ@ﬁfﬁl)lphdd’lﬂ yineromyafe ree Jprédarnuigp radi-caldo fiatone
exanple in the formof a group which can be converted
invivo into a

(301) 3-Z2-[1-(4- (d—methylpiperazin-1-
yvlcarbonyl)anilino)—-1- (4- (2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(302) 3-72-[1-(4—- (N-(3-dimethylaminopropyl)—-N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—chloro—-2-indolinone
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car boxyl group or in the formof a group which can be
converted in vivo into an imno or am no group, their

wWae 20060675, enanti onmers, di astereoners, their POREP208%057013

and their salts. A group which can be converted in
vivo into a carboxyl group$%to be understood as
nmeani ng, for exanple, a hydroxynethyl group, a
carboxyl group which is esterified with an al cohol in
whi ch the alcoholic noiety is preferably a C

6- al kanol, a phenyl-C 3-al kanol, a C -cycl oal kanol ,

re a Ioalkano A add|t|onall be

JUBLE, & S Sy QEL o R cdd henal Ly be

-cxgaJdgg)ﬂgaﬂthdﬂylwlq{m%mm@w1en@49(zoup in the 3-

or 4-position is replaced by an gen atom or by an

i miage proifs hopticdyeal vy meiistliengt] ecﬁymh@@ﬁ@rmcwmone

phenyl -C 3-al kyl, phenyl-C 3-al koxycarbonyl or Ci

6-a|ky|-carbony| group and in which the cycl oal kano

neoeyy nay3aﬂdt1+omaémyn@ﬁesupséhiyiﬁd)by—ome Dr two

O 3- aIkyI %S,UDS 7- cycloalkenol a C3 s-al keno
1dmaﬁﬂﬂl)mfuﬁy%?99Iqﬁﬁﬂh%ﬂrQa%ﬂﬂﬂﬂﬂlkﬁ?ne

salkynol with the proviso that no bond to the oxygen

at onor i gi nates froma carbon atomwhich carries a

dolibl e or $TZp[b—b@ﬂdme@hiBaﬂi@gm¢b@ka¢niii@@hfkah@+

a bl%¥§|o t%?qap4§$%f¥%éﬁq§1 g&%%?kfd%g»iﬁh#ﬁ]lnone

at Ofrs i‘'ona
blcycloalkyl noi ety by one or tmo Ci 3-al kyl groups,
al  3-dih dro-3-oxo-|isobenzofuranol or an al cohol of

{RRO1 or nul & Ral €Ol & (¢ FHErRYDOHM IO Ch ®Ral+kn@) C i (4-(2-
8- %a@ﬂoxye@%yﬁ) gn%ﬂl)%t’hﬁ%%@ﬁl 6Qrc le QH&DblalMﬂe

group, RO isa rogen atom a C i
7-cycl oal kyl or phenyl group, and Rc is a hydrogen

or a 3 | kyl grou a a, radi cal . cl eavabl e
TE0D T om T Y o R B S A 8 B T e R o Bl e
as @%%xj@hﬁ&%@l)%é&@ﬂ@@é - or@N- ACYdolinone
group such as the benzoyl or pyridinoyl group, or a

i 6-al kyl carbonyl group, such as the fornyl, acetyl,

onyl , ; but ano IS Xa N—
‘PF?% oxycarbonylai ol A G 60 Tﬁ%xy%?%? gy -
methylsulphonylamlno)anlllno)— -

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(309) 3-72-[1-(4— (N-methyl-N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—-chloro—-2-indolinone

(310) 3-Z2-[1-(4— (N-methyl-N-acetylamino)anilino) -1- (4-

(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone

(311) 3-2-[1-(4— (N—(N-(2—-dimethylaminoethyl)-N-
methylaminomethylcarbonyl)-N-methylamino)anilino)—-1-(4-

(2—-carboxyethyl)phenyl)methylene]-6-chloro-2-indolinone



group, such as the nethoxycarbonyl, ethoxycarbonyl,
pr opoxycar bonyl , isopropoxycarbonyl, butoxycarbonyl,

wa ensAHErodxycar bonyl , pent oxycar bonyl , PCT/EP2005/057013
hexyl oxycar bonyl, octyl oxycarbonyl, nonyl oxycarbonyl,
decyl oxycar bonyl , undecyl oxycddr bonyl ,
dodecyl oxycar bonyl or hexadecyl oxycarbonyl group, a
phenyl - G 6-al koxy-carbonyl group, such as the
benzyl oxycar bonyl , phenyl et hoxycar bonyl or

phenylpropbxyealbomyk2gﬂnypnyhaﬁimoétmykgmSpm@npnyéﬁiiino)—
| koxy- car bonyl al koxy-C 2 4-al koxy-C 2

1 KOy e AT G G 0 (R R0 S0 RE0 SO0 147

whisglhRadsha@a C i 8-alkyl , Cs 7-cycloal kyl, phenyl or

phenyl -C  3-al kyl group, Rb is a hydrogen atom a C i
3-alkyl, Cs 7-cycloal kyl or phenyl group and Rc is a

prdsgsen shom o . Sl 2.l SRR B LR o -

addigdrgnaln iyho )faeri 1amm Ino( g @up, the pht hal i m do
group, where the ester radicals nentioned above can

al SGHRO WSS HS BF GHoUF SHHbEIF & Bt st ed 43 VRS
into a carboxyl group. Preferred prodrug radicals for
a carboxyl group are a Ci 6- al koxy-carbonyl group,
$8¢h) as th%—ﬁefhok%téNbb&ydim©EMDk@@hm®©m@Yl)—N—

n-pr on .car b i sopro on onyl ,
n- bﬁi oxf%ﬁ} S%yif)ﬁﬂbg%rl oxycg g%yl

n- M@Wyaomﬂer@rl)awﬂmw OWlefM2{]ﬂrQi@ir&fne
a phenyl -G 3-al koxycar bonyl group, such as the
benzyl oxycarbonyl group, and, for an imno or amno

9592 a Gizg9 fL@XYZQ@LP%Wyl&EPH&etﬁ ch 91%11@1‘?0?
oxy onyl,

car ony et hoxycar npr opyl oxycar bonyl ,

I s ofdr-amuioeyrcerthonyd he meloutet foxye realr kol Loro -2 indolinone
n- pent yl oxycar bonyl, n-hexyl oxycarbonyl, cyclo
hexyl oxycar bonyl, n-heptyl oxycarbonyl,

n30e6} yl oxyzarbonyk 4 o(nnt noayhOXyELaERONYbu Gy DHPrbany 1) —N-
phenyl -G 3-al koxy-car bonyl group, such as the

beﬁ@ﬂhﬁ@%@ﬁﬁﬁ@ﬂl pﬂfa4bh@hylcarbonyl group
t 3 I ),
RS Baenzor T S TS o A e e
gr oup, such as the nicotinoyl group, a Ci 3-
| ph | - 3-al k
B konyr S ol B S s i padhor brangony L) -

Su%t@ﬁzltaﬂﬁr%) amtinsuliphenyiet hoxycar bonyl or 2-
(2- et hoxy) -
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(318) 3-Z2-[1-(4- (methylethylaminomethyl)anilino) —-1-(4-

(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone

(319) 3-Z2-[1-(4- (methylpropylaminomethyl)anilino)—-1-(4-
(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone

(320) 3-Z-[1-(4- (methylbenzylaminomethyl)anilino)—-1-(4-

(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone
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et hoxycar bonyl group. The above exenplified conpounds,
their tautoners, their stereoisoners or the

webyshellogi cal |y acceptable salts thereof, as R&el/EPA85/057013

their manufacturing process, have been described in WO
04/ 009547, the content of whi®h s incorporated herein
by reference. The following |ist of specific conpounds
is illustrative of the present invention, wthout
constituting any limtation of its scope : (1) 3-Z-
12164 (hBﬂEthy+<t+nmthy+d3mémMphymlmm¢mm91aﬂm+|no)
E%? |odop en net hyl ene]. - 6-chl or o- 2-i ndol i none

(2)m a[“imo(”kﬁv f{YdPr?étlrﬂ;ﬂf}aﬁﬁ—rﬂo‘rfe%Sﬁj anilino)-1- (3-

CBHHBH%Q i m 0= =d G d -0 d o)1
[1 (4- I\I-(HéEi met hyl améntgrrr%mhrglél ca6r7rbdon$/(%d -Nrretol(woa% R

amno) anilino) -1- (4 chlorophenyl) net hyl ene] - 6-

EEE% 0-2- d?'gﬂ?ﬂ ? g ﬁéth yanilino (4—-(2—
di met hyl ? antn } ani n03 - 1-
( 4-chlergphenyl ))pl’f@iﬂyﬂn%tﬁiyl-eﬁre c*ﬂ mt&:o@anmmatcﬁ)e

3-Z- [1-(4-(N- (4-nethyl pi perazin-I| -yl nmet hyl carbonyl)
-Nmet hyl am no) anilino) -1- (4-chlorophenyl)

??E@)" enejs- - 913 @IQt%mé‘Q@*ﬁﬁﬂ?@réﬁnﬁz' [1- (4-

(3- dlnethy am nopr opyl) yl am no) anilino) -1-

( 4-vdhingrtdphiersyl )1 imethyll effe] ( 26 chl or o- 2-i ndol i none
7 t hyl.a thyl,) |
ksl SRl ety anld lades d e

3-Z- [1- (4- (N—(2 dlnethylantnoethyl) - Nacet yl am no)
anilino) -1- 4- dlnethoxyphenyll nmet hyl ene
63¢A) or o- 23|%dbi|h%nép{@@r%22@ favipgthyNanilino) —1-(4- (2~

(4-JmBt R %fl?@ﬂ"‘edgl%'n{&tﬂ%e‘}%r Néﬂl N{T‘?}*Md@ﬂrﬂﬂ)e

ani l1no) ~-1- nmet hoxXyphenyl
6- chloro 2- |ndoI|none (10) 3-z- [1- (4 (N—

T3R8 oy 2 12 P AY W e RE R bhenyPs St WP ehEg®) -
'6cﬁhﬂﬁﬁ@mﬁﬂhﬂﬁ@ﬂkﬁ@ﬂgH@kh&ﬁ%ﬂ%‘{GLCKKbro 2-indolinone

(di met hyl am nonet hyl) anilino)-1- (3, 4-
di met hoxyphenyl ) - net hyl ene]

| oro- n I| 0 -4 1
{328t i a ooty CHBLHYTEaf by 1+ 270
(2—-carboxyethyl)phenyl)methylene]-6-chloro-2-

indolinone

(327) 3-Z2-[1-(4- (imidazol-1-ylmethyl)anilino)—-1- (4-(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(328) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—
methylsulphonylamino)anilino)—1—(3—(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(329) 3-Z2-[1-(4- (N— (dimethylaminomethylcarbonyl) -N—
methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone
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anilino)-I- (3, 4- dinmethoxyphenyl) nethyl ene]
-6-chl oro-2-indolinone ;13) 3-Z- [1- (4-

w@ diogeéhyd am nonmet hyl ) anilino)-1- (4- cyanophetlyEP2005/057013

-nmet hyl ene] -6-chl oro-2-indolinone ;14) 3-Z- [1- (4-
(di met hyl ami nonet hyl ) anilimo)-1= (4- iodophenyl)
nmet hyl ene ]-6-f |uoro-2-indolinone [15) 3-Z- [1- (4-
(di net hyl am nonet hyl ) anilino)-I- (3- fluorophenyl)
met hyl ene] -6-fluoro-2-indolinone (16) 3-Z- [1- (4-
(BB0O{3-di nethyl B:H‘(memepglwirh@ﬁeyyéMGﬂ@t)hphj +wno) -1-
(3 -fI uQro henydg hyl eneg -6- fluoro-2-indolinone
(17 R0 et (o)
(4 crgeﬁtawy@t@@uamﬂyw&mw SRIDPANYIN1 o NTeL-ytl 4 AN e
anilino) -1- (3 -fluorophenyl) rret hyl ene] - 6-
fluoro-2-indolinone (18) 3-Z- [1- (4-

bnethyl a thyl }gaph | 1) N
ggg?‘il am n%e gf) b%hzsl\r%y % I{ﬁ%%{;raerﬁé Oe% LN
| uercet2-liardeld)renea i(k9)-13- &- (- (4-
(N-(3-di net hyl am nopr.opyl ) - Nacetyl am no) anilino) -1-
( 4CHROREH P ARSI BHERNA )~ Gretthid e~ rgl¢ L inone
| uor o- 2-i ndolinone(20) 3-2Z- [1- (4- (N
(4- et hyl pi per azin- | -yI met hyl car bonyl ) - Nmet hyl am no)
anBEid no) 3.L—Zf - (2= lécéiiydimmfetmimph@myl) N-—
rrethcy 1-n6of ro)2 in Jione [21) 3-Z- [1- (4-
( dicrethy amnc;nentlh AN ani 1 ‘])-I- ( 4-

mt@m@@%)@i&nﬁmh@tﬁmm hyd -enel o rB-FH U O iZhrone
i ndol i none (22) 3-Z- [1- (4- (dinethylam nonethyl)
anilino)-I- (3- iodophenyl) nethylene ]-6-f

é§9§9 2- '”?Dk'PPn?4(?§) § géti}laﬁlnopropyl) —-N-

di net hyl am nonet hyl ) anl 1 no)-1I-
metar@tycantiory) |l aretlhylg hény@ (rﬁethyl ene] - 6-f 1 uoro- 2-

;Efjolﬁpg%qﬁeet yélL) p(:h\?riye]r)t delrme );%iqllam n%_et h%%ﬁnone

phenyl) nethyl ene] -6-f I uoro 2- indolinone (25) 3-Z-
[1- (4- (N-(2-dinethyl am noeth . o
i&lﬁéﬁ hyl sub phohyt & h%)dlam@wﬁgammowopyl) anilino)—1-(3-

T DO RO TE D BRPIA e P Pl 491 18 snon

(4- met hyl pi perazi n-1 -yl met hyl car bonyl ) - Nmet hyl am no)
(335) 3-Z-[1-(4d-ethylaminomethylanilino)—-1-(3—(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(336) 3-Z2-[1- (d—-methylaminomethylanilino)-1-(3—-(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(337) 3-Z2-[1-(4- (N—(4-—methylpiperazin-1-
yvlmethylcarbonyl) -N-methylamino)anilino) -1-(3-(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(338) 3-Z2-[1-(4- (4—methylpiperazin-1-
yvlcarbonyl)anilino)—-1-(3-(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone
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anilino) -1- (4- methoxycarbonyl net hyl phenyl)
nmet hyl ene] -6-fluoro-2- indolinone(27) 3-Z- [1- (4-

w@ lioneéhyd am nonmet hyl ) anilino)-1- (3- PCT/EP2005/057013
cyanonet hyl phenyl) -nethylene] -6-f |uoro-2-indolinone
(28) 3-2Z- [1- (4- (N - 71 -

(4- met hyl pi perazi n-1 -yl met hyl car bonyl ) - Nmet hyl am no)
anilino) -1- (4- (N-tert-butoxycarbonyl am nonet hyl)
phenyl) methylene] -6-f |uoro-2-indolinone (29) 3-2Z-
[1- (4- (dinethylam nonethyl) anilino)-I- (4-

185PST Lor 02 T ket Win DT S5y S el dp RSy TRRY! enel
(dln@iﬂmsammmﬁ}mﬂﬁn@mﬂlnq)ml 14633— 2—

(N-tertbutoxycarbonyl - 2-am noet hyl ) hen Zz
neﬂmﬂhﬂﬁﬂetﬂ¥3Mﬁ5¥ﬁﬂJZ@Dhﬂﬂaﬂﬁﬂﬂ£1@M§OEP iimdoJ(igrone
(N-Acetyl -N-nret hyl am no) anilino) -1- (4- (2-

nmet hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-fluoro-2-
i(Bdob i none3{32)13¢Z- (f1¢2{dimdhylaminoethyl) -N-

(4- met hyl pi_per azi_n- I-ylnethylcarbon | ) - Nmet hyl am no)
anifG9Re)L SUPROALY 1ERLi gt bkt ¥’TH§1) phenyl)

thyl fI - ld 209 a
?ﬁ- (gﬁg%%e?§§lan1n%ggh;#?gaNnetEﬁ?&%ﬁ%ﬁ§n§?5%$?&§fho ©

anilino)-!- (4-methoxycarbonyl methyl phenyl) nethyl ene]

-65fluoro ol j none 3 T1- (4
6§§g>nethy$an1 gp fopyi'y %E ???%ﬁ%%ﬁ?ogn%lgng2-l- (4-
( 2carmidigeeanhamdrstihwle: phemyd 1)-areitnd enel-indolinone
-6-fluoro-2- indolinone (35) 3-Z-[I- (4-
(N-tertbut oxycar bonyl et hyl am nonmet hyl ) anilino) -1-

(42pf2. meybpxycarbopyl ethyl )sabenydyniie) byl evel) -1- (5- -

-6-fluoro-2- indolinone

( 4-arettodypitperlazibedy-lyinegantiemed 1) - @mt i quo-)2-Ti-ndof-inone
(2- met hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-f

| uoro-2- indolinone (37) 3-2Z- [1- (4-

(bapgt hyl i zigdarol (2- yhet@pi b @dmetdny {Aan{Pino) -1- (3- (2-
nmet hoxycar bonyl et hyl ) phenyl) net hyl ene] -6 quoro 2-

i ndalihferyethyl) phenyl)methylene] —6—-chloro-2-indolinone

(344) 3-72-[1-(3—(2-dimethylaminocethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(345) 3-Z2-[1-(3- (3—-dimethylaminopropyl)anilino)-1—-(3-
(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone

(346) 3-Z2-[1-(4- (2-dimethylaminocethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(347) 3-Z2-[1-(4- (N— (dimethylaminocarbonylmethyl) -N—
methylsulphonylamino)anilino)—1—(3—(2-
carboxyethyl)phenyl)methylene] -6—-chloro—-2-indolinone
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(38) 3-Z- [1- (4-nethylsul phonylanilino) -1- (4- (2-
nmet hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-fluoro-2-

Wo pobétione (39) 3-Z- [1- (4- (N

PCT/EP2005/057013

(4- et hyl pi perazi n-1 -yl met hyl car bonyl ) - Nmret hyl am no)
ani lino) -1- (3-methoxycarbondd met hyl phenyl)

nmet hyl ene] -6-fluoro-2- indolinone [40) 3-Z- [1- (4-
(N- (2-di net hyl am noet hyl ) - Nnet hyl sul phonyl am no)
anilino)-I- (3- nethoxycarbonyl nmet hyl phenyl)
mﬁﬂhylene]3 B- fluoto{2-métidpl +mene (41) 3-Z- [1- (4-

4- met i_perazin-|-yl-carbonyl
ST O AT B ) e

- 6-dd Q:Gredh i 1N AN 4R)1 SBred-

anilino) -1-
thyn Gl
—d-den (dro(Nindolinone

(di met hyl 'am nonet hyl car bonyl ) - Nmet hyl am no) anilino)
-1- (3- nethoxycarbonyl net hyl phenyl ) net hyl ene]

Z§?5>zg[EY$an1 gglop§$%m§é§%%3§Zécég¥léﬁ}T§aggllﬁﬁo(3- (5=
met (roxasarderad HyEt) H ahenydat mEtdnd lere]chriedd-uoriordsl inone

i ndol i none (44) 3-Z- [1- (4- (N

(2-di net hyl am noet hyl ) -Nacetyl am no) anilino) -1- (3-
f(@lsbfxycar&mm m;@y%mﬁ@w@lﬂﬁi@é&@m} g By EhUOr Qs P=1-(3-

i ndol i none(45) 3

( 4- ety xard o I uthyd roaln ey y) - areelt Hytehdminmo)2 - indolinone
anilino) -1- (3- methoxycarbonyl nmet hyl phenyl)

met hyl ene] -6-fluoro-2- indolinone [46) 3-Z-
[35Ani | i no3+z- (4- (aretinoxy<€ar bonyd ey hyhphesyhyl) -N-
net hyl ene] -6- fluoro 2- indolinone (47) 3-2Z- [1- (4-

(| Pt AP L 2L A g ghi HiAbynethy fauino) anilino) —1- (3~

IndOIInonéggﬁ%% 3)%wﬁﬁyﬁmﬁétﬂyﬁéﬁé(ﬂgﬂchf%gdi§ﬂf%&%llnone

(4 nmet hyl pi perazi n-1 -yl carbonyl) anilino) -1-

ég?ﬁthoxy%a%|F£ kgg?Eyégggﬁyigm?ﬁé@¥£§f§&l§gégyl)anilino)—

(3— (2—carboxyethyl)phenyl)met

indolinone

hylene]-6-chloro-2-

(353) 3-Z2-[1-(4- (N— (2—-dimethylaminoethylcarbonyl) -N-

methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene]

—6—chloro—2—-indolinone

(354) 3-72-[1-(4— (N—-(2-dimethylaminoethyl) -N-

methylaminomethyl)anilino)—-1-(3-

carboxyethyl)phenyl)methylene]

(2-

—6—chloro—2—-indolinone

(355) 3-Z2-[1-(4- (2-dimethylaminoethoxy)anilino)-1-(3-

(2—-carboxyethyl)phenyl)methylen

e]-6-—chloro—-2-indolinone

(356) 3-Z2-[1-(4- (N—-(4-dimethylaminobutylcarbonyl) -N-

methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene]

—6—chloro—2—-indolinone
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(49) 3-Z- [1- (4- (N (dinethylam nocarbonyl nmet hyl)

- Nmet hyl sul phonyl am no) anili no) -
woretohosyear bonyl net hyl phenyl ) - et
i ndol i none (50) 3-Z- [1- (4- (N

|- (4-
hyl ene] - 6- f PAUBPHOR057013

(di met hyl am nonet hyl car bonyl )73 Nmet hyl ami no) ani |l i no)
-1- (4- nethoxycarbonyl net hyl phenyl ) net hyl ene]

-6-fluoro-2- indolinone(51) 3-Z-
(N-met hyl - N-acetyl am no) anilino)

[1- (4-
-1- (4-

nethoxycarbonylnethylphenyl) nmet hyl ene] -6-fl uoro- 2-

gdollnone [

52 1- (4- (N ,
S5 ot ny? it Wok By (e Bomyng ke bR ERp b2 rbony L) -
anlﬂétmgf)lan{lmo()ﬂammeﬂﬂwmcawomi net hyl phenyl)
met hyl ene] -6-fluoro-2- indolinone (53) 3-Z- [1-
(4Cﬁﬁﬂhyﬂgﬂﬂpﬂdmmemﬁhnmﬁghykpnqzr6 chloro—-2-indolinone

nmet hoxycar bonyl net hyl phenyl ) net hyl ene] -6-fl uoro- 2-

i ndol i none (54) 3-2Z- [1- (4- (N

«35ebnethy$aminpp(@pyﬁ@@mppﬁyh)iamgﬁbmé@mynpanf&ﬂméne)—
-1- (4- nethoxycarbonyl net hyl phenyl) nethyl ene] .

- 6- faLﬁﬁﬁ?Q¥quﬂ%ﬂ%HﬂﬁﬂykﬁﬁﬁtQY%?nﬁ15619P1%9@ —indolinone
(3-di net hyl am nopropyl ) -Nacetylam no) anilino) -1-

(4- met hoxycar bonyl net hyl phenyl )

nmet hyl ene]

6590uoro Q—ZThboK@ﬂOM@tMBB@r@pila@lﬂ@m®thnb)ani£3n0)— - (3=

b h
ot T reRsca R Hi AR
3- met hoxycar bonyl net hyl phenyl)

fuoro 2- indolinone g 3-Z- [1-
(POHRt hyl |$n%m%ﬂ%gm§ B

QﬁonycngJWuﬂ&%%fnone
nethylene] -6-f

%1p$ﬁéylaq1n@@ethyl)anlllno)— - (3-

Indollnonéhgé%% 3)%%k9¥93¥%%tﬂ§¥éﬁg(ﬂgﬂchf%gdi§ﬂfh&%llnone

(N- (di et hyl am nocar bonyl net hyl )

LaPhoxycar bory| el hyl BHEngT| TR REFERE 22 6L §mPlish 0! 3= (2

I ndQlripwRRthyl) phenyl) methylene]

—6—chloro—2—-indolinone

(362) 3-72-[1-(4— (N—-(2-dimethylaminoethyl) -N-

methylaminomethyl)anilino)-1-(3-(2-

carboxyethyl)phenylmethylene]—

(363) 3-2-[1-(4-(pyrrolidin-1

6—chloro—-2-indolinone

—ylmethyl)anilino)—-1-(3-

(2—-carboxyethyl)phenyl)methylene]-6—-chloro-2-indolinone

(364) 3-Z2-[1-(4- (azetidin-1-ylmethyl)anilino)-1-(3-(2-

carboxyethyl)phenyl)methylene]

—6—chloro—2—-indolinone

(365) 3-Z2-[1-(4-((4d—methylpiperazin-1-

vl)methyl)anilino)-1-(3-(2-

carboxyethyl)phenyl)methylene]

—6—chloro—2—-indolinone



(60) 3-Z- [1-(4-(N (3-dinethyl am nopropyl carbonyl)
- Nmet hyl am no) anilino) -1- (3-

woretohosymear bonyl net hyl phenyl ) net hyl ene] - 6-f | RO¥/BPDO5/057013
i ndol i none (61) 3-Z- [1- (4-
( N- ( 2- di net hyl ami noet hyl carbolifyl) - Nnet hyl ani no)
anilino) -1- (3- nethoxycarbonyl net hyl phenyl)
net hyl ene] -6-fluoro-2- indolinone (62) 3-Z- [1- (4-
(N- (4-net hyl pi perazi n-1-yl net hyl car bonyl )
{Bleet hyl amdnp) [ anid+ no)pedaz{B3-1{2imethyl)anilino) -1-(3—-(2-
nethox carbon Iethyl phenyl) nethylene 6 fluoro- 2-
|m%ﬁ )@fn%wﬁty¥ﬁ?z%ﬁ%& “W%E%W%w
-Nnethylsulphonylanlno) anilino)-I- (3- (2-
nethoxycarbonylethyl) phenyl ) et hyl ene] -6-f|uoro-2-
(AAA) i none37%4)13({%- (Narplalin-4-ylmethyl)anilino) —-1-(3-(2-

a”f%ﬁno -1HQFQQQ%%EH§€%ﬁ¥SQ‘ E%ony?EF%%%ﬁq%E%%j?5lnone

nethylene] -6-fluoro-2- indolinone ;65) 3-Z- [1- (4-

i met hyl ami nopropy! ) - Nacet yl ani no)_ani | ino) - 1-
2%6852 HE%ﬁ%x&%af%0ﬁ?bé@%9F§h%héﬂyﬁ7Y%%%%§Y%h%Tl ino)-1-

- 6-f r _
M-%#%?ﬁ%gamgqgﬁ%ﬁﬁ%%ﬁ%ﬂ%ﬁﬁﬁﬁaﬁh%%nm

aniilrided)indne (3- (N-tert-but oxycarbonyl am nonet hyl)
phenyl) methyl ene] -6-f |uoro-2-indolinone (67) 3-Z-

[1- (4- (N-nethyl-Nacetylamno) anilino) -1- (3-
aseeylanin@n@¢hy+p@enyﬁ)daabhyiepemethyl)anlllno)— - (3-(2-
-6-chl oro- 2-i ndol i none (68) [1- (4- (N

( 3-HTRECTRA T N G13YSE A ) Y &%%m%@mﬁmh%meP$@e
acetylanlnonethylphenyl) nmet hyl ene]

-6-chl oro-2-i ndol i none(69) 3-Z- [1- (4-

(BHO2- dine$h&+ah+n@eKMyK3—m$mmyhym3u©©hbmy]am+no)

I -1 - | ph I t hyl
e S SR el SR ik
(mdaﬂa@ﬁy@ﬂﬂynm&ﬂyh@@many3enéwnﬂiﬁaudﬂﬂ4unlﬁuu11ﬂuﬁe
-1- (3- acetyl am nonet hyl phenyl ) net hyl ene]

- 6-chl oro-2-indolinone (71) 3-Z- [1- (4-
(37 ¢l met hyd api poethyly) - pRLELOQ) 1 s ndBrobgT) —N-

acetylamino)anilino) -1-(4—(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(372) 3-Z2-[1-(4- (3—dimethylaminopropyl)anilino)—-1-(4-
(2—-carboxyethyl)phenyl)methylene]-6-fluoro-2-indolinone

(373) 3-Z2-[1-(4d—-ethylaminomethylanilino)-1- (4-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(374) 3-72-[1-(4—- (N-(3-dimethylaminopropyl)—-N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—-fluoro—-2-indolinone
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nmet hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-fluoro-2-
i ndol i none (72) 3-Z- [1- (4- (N

w@ 20diemrhyl am noet hyl car bonyl ) - Nmet hyl am no) PE@REPI0NH)57013

-1- (4- (2- methoxycarbonyl ethyl) phenyl) nethyl ene]
-6-fluoro-2- indolinone (73) 32z [1- (4- (N

(di met hyl am nonet hyl car bonyl ) - Nmet hyl am no) anilino)
-1- (4- (2- nethoxycarbonyl ethyl) phenyl) nethyl ene]
-6-fluoro-2- indolinone (74) 3-zZ- [1- (4-

(27di met hyt-amd noethyky- ah+&immﬁhyﬂam1ﬁbeiﬁyl)—N—

Fag§$rﬁgrbog¥§§th¥§21F %igl%giﬁyjene -6-f luoro-2-

( 2-dimmet:danineetdiyl)) mdNagataHam 1091 @ d4 Non adri ddhe
(2- met hoxycar bonyl et hyl ) phenyl) nmet hyl ene]

-6-fluoro-2- indolinone [76) 3-Z- [1-(4-(N

th
TR R Sl Rt A e b oL
WEtthﬂkﬁﬁ@ﬂetlﬁ/‘lf) dHeerva-) Zre tid@inanone- {17 r 3-2Z- lr{dlol J(ndone
(N- (4-di nmet hyl am nobut yl car bonyl ) - Nmet hyl am no)
anilino) -1- (3- (2- ethoxycarbonyl ethyl) phenyl)
t7|7y| ene]s-f- fll@@I@z%m@@'&zm@moé&gﬁﬁa@ll{éo)(fl— —(2-

-met hyl i m dazol -2-yl) anilino) -1
et eyesadvisd i le ey 1p ey y) L et ] h;ﬂ@?ﬂe]orC&Zﬂmcdjzmne
i ndolinone (79) 3-Z- [1- (4- (N
(4-di met hyl am nobut yl car bonyl ) - Nnet hyl am no) anilino)
(378(4- (23-mel hox(yﬁa‘sb@nydatemmml@ds@ﬂwyl nethyl esp}1-
-6-fluoro-2- indolinone (80) 3-Z- [lanilino-I-(4-(2-
rret%‘%&}%@ﬁﬂk@tlﬁ;ﬂbewﬂéﬁ%%&fﬂér}ﬁ/l—e6rréf_|lu0610ﬁ?uolrrbioj-lnone
i ndol i none(81) 3-Z- [1- (4- (pyrrolidin-1-ylnethyl)
anilino) -1- (4- (2- methoxycarbonyl ethyl) phenyl)
et Ayl ene]3=6=-flutto4@= (drmmﬁmyﬁﬁmﬂm@ﬁﬁrbbﬁylméﬁhjku—N—

(dlmeett Qlasr{lllnp%onyrhylrglnon) 1nlofno_)1—_l—( (44_— 522—_

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(380) 3-72-[1-(4— (N-methyl-N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(381) 3-2-[1-(4— (N—(N-(2—-dimethylaminoethyl)-N-
methylaminomethylcarbonyl)-N-methylamino)anilino)—-1-(4-

(2—-carboxyethyl)phenyl)methylene]-6-fluoro-2-indolinone

(382) 3-Z2-[1-(4- (2—-diethylaminoethylsulphonyl)anilino) -
1-(4— (2—-carboxyethyl)phenyl)methylene] -6—-fluoro—2-

indolinone

(383) 3-Z2-[1-(4- (2-dimethylaminoethoxy)anilino)—-1-(4-

(2—-carboxyethyl)phenyl)methylene]-6-fluoro-2-indolinone
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nmet hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-fluoro-2-
i ndol i none (83) 3-Z- [1- (4-

w@ dose6t17Hut oxycar bonyl am nonet hyl ) anil i no)- HBET/EE2005/057013

(2- met hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-f

| uoro- 2-indolinone (84) 3-Z-791 (4-

(2-di net hyl am noethyl) anilino) -1- (3-

nmet hoxycar bonyl net hyl phenyl ) net hyl ene] -6-fl uoro-2-

i ndol i none S5) 3-Z- [1- (4- (2-dinethylam noethyl)

arBhkh no) -3-7{ 41— pet hoxyead boayhywedhyhpbesyy)carbonyl)-N-
nmet hyl en 6-fl uor.o-2- .i ndol jnone 56) 3-Z- [1- (4-

( it %ﬂﬁﬂﬂ%ﬁ&%ﬁﬂ%Okuﬁwi%uﬁ2w- (3- (2- ethoxy

cardom et J)pm&ﬂml Brfoddior-or i
|ndoI|none ( 79 %néHH {%ﬂg%%etﬁgféﬁ?ﬁoé&ﬁ?ﬁ)none

anilino) -1- (4 (2 nethoxycarbonylethyl) phenyl)

I
Z’?%ﬁz e;ﬂ3m da§ %o rﬁ?tﬂlgf'& %?&ﬁ%ﬁ@%eél%]z) ddr1dds) -1
eth@Eﬁﬁﬂﬂhﬂ%ﬂﬁﬁﬂﬂﬂ@hqﬂyﬂMMQtH?ﬂdnéfﬂﬁﬂfldbﬂHﬂZHihdbllnone
i ndol i none 59) 3-Z- [1- (4-dinethylam nonethyl anilino)

-1- (4- (2- nethoxycarbonyl ethyl) phenyl) nethyl ene]
z@s@b'oro 2-71 pgok 4D@ﬁ@tﬂ?pﬁrgp;laﬁinom?ghyl)anlllno)— —(4-

4- di met hyl am nonet hyl ani1i'no)

et hidkyeardsonid tethylDhgrhanytgt eltdnd lerfe] £ L-ugfd vbriovdpslinone
i ndolinone (91) 3-Z- [1- (4- ((4-nethylpiperazin-Il-yl)
methyl) anilino) -1- (3- (2-nethoxycarbonyl ethyl)
phenyl ) net-hylenels- Gmétmypb@n2ylamd@bm@©ngl)Qﬁilﬁna} 1-
[1- (4- inidazol 1 yl nmet hyl) anlllné%

met oxapc hAaberpHemA N et luq;q1%uﬂﬁﬁ%ilnone
|ndoI|none [93) 3-Z- [1- (4- ((4- nethylplpera2|n l-yl)
methyl) anilino) -1- (4- (2-nmethoxycarbonylethyl)
phenpyl ) ne$h&+éhe]4 GatetUGianFylm@mehbm@i(9ﬁ¢)81244—(2—

[1- (4- (imd Inet ino)-1- (4-. (2-
AT R I S AR AREVLE

i ndol i none(95) 3-Z- [1- (4- (N-(2-dinethylam noethyl)
-Nnethylan1nonethy|)

(389) 3-Z-[1-(4- (piperazin-1l-ylmethyl)anilino) -1-(4-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(390) 3-Z2-[1-(4- (morpholin-4-ylmethyl)anilino)-1-(4-(2-

carboxyethyl)phenyl)methylene] -6—-fluoro—-2-indolinone

(391) 3-Z2-[1-(4- (thiomorpholin-4-ylmethyl)anilino)-1-
(4—(2—-carboxyethyl)phenyl)methylene]-6-fluoro—2-—

indolinone

(392) 3-72-[1-(4— (N—-(2-dimethylaminoethyl) -N-
acetylamino)anilino) -1-(3—-(2-

carboxyethyl)phenyl)methylene] -6—-fluoro—-2-indolinone
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anilino) -1- (4- (2- methoxycarbonyl ethyl) phenyl)
nmet hyl ene] -6-f |uoro-2- indolinone ;96) 3-Z- [1- (4-

w@ dopAediraret hyl am noet hyl ) - Nmet hy
anilino) -1- (3- (2- ethoxycarbon
met hyl ene] -6-f luoro-2- indol4 no
(pyrrolidin-1-ylmethyl) anilino)
nmet hoxycar bonyl et hyl ) phenyl) et
i ndol i none (98) 3-Z-[lanilino-I-(

| am nomet hyl BCT/EP2005/057013
yl ethyl) phenyl)

ne [91) 3-Z- [1- (4-

-1- (4- (2-

hyl ene] -6-chl oro- 2-
3-(2-

eshoxycar bonyt et-hyd ) (phehyhgtingt syl enef hy 6y #N+ uor o- 2-

dol 9) 3-Z- 4-
QUEER %@)M@ﬁ ety

) anilino)- 1- (3-

( 2-ethoxyeankar @W)he&ﬁﬁﬂ)@ﬁe jed-hylened- 2-6rdd diofsne

2-i ndol i none (1 0)

(N—tertbutoxycarbonylnethylan1nonethy|) anilino) -1-

(@211 hor 0- 2.2} Rhol Triel 1019 -5

( 4-=digtinyliars ) rematimd)ani4 ()2 - 1-
nmet hoxycar bonyl net hoxy- phenyl ) nme

| }oFBL LY pre]

(3-
thylene] -6-f

|u&ﬁg@@xyqﬁﬁﬂ%hﬂﬂﬁgy%hﬁgt@y%?nq156 fluoro—-2—-indolinone

(4-di met hyl am nonet hyl anilino) -1
nethoxycarbonylnethoxy-phenyl) me

- (8-
t hyl ene] -6-f

aaﬁb 2- iﬁﬂb+[hoh@—(1639m@tﬁyl%min0pr0pyl)aniliHO)— —(3-

et h Iam

ethoxﬁ%ﬁ? Sy = g”ﬁé&fynﬂﬁ (R q$&ﬁ%i§fw3§f2 indolinone

| uoro-2- indolinone (104) 3-Z-[I- (4-
grrolidin-l Inethyl% anilino) -1- -
SYhe s hoy Baf Dbby (AT gty T BHERGTAC HELAYH Bhep) —1- (5 (2-

- 6- c%&%&y%tﬂﬁ@@ﬁe‘h%% mét%)le):'he%

(di met hyl'am nonet hyl") "ani
nethoxycarbonylethyl) phenyl) et

d]fldéEo 2—indolinone

hylene] - 6- br ono- 2-
i nonet hyl)

Iéﬁ% %g?ne koﬁ% ?‘é‘ %e@%é%% %%%%l?ﬁ T) phenyl)

ety en8]ny16- abfﬂ%@) i-ndol jnone

carboxyethyl)phenyl)methylene]

—-6—fluoro—2—-indolinone

(398) 3-Z2-[1-(4- (N—(3—dimethylaminopropyl)-N-

methylsulphonylamino)anilino)—

carboxyethyl)phenyl)methylene]

1-(3-(2-

—-6—fluoro—2—-indolinone

(399) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—

propyvlsulphonylamino)anilino)—

carboxyethyl)phenyl)methylene]

1-(3-(2-

—-6—fluoro—2—-indolinone

(400) 3-Z2-[1-(3— (methylaminomethyl)anilino)-1-(3—(2-

carboxyethyl)phenyl)methylene]

—-6—fluoro—2—-indolinone

(401) 3-72-[1-(3—(2-dimethylaminocethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene]

—-6—fluoro—2—-indolinone



(107) 3-Z- [1- (3-dinethylam nonmethylanilino) -1- (4-
(2- nethoxycarbonyl et hyl) phenyl) nethylene] -6-f

wo 26067175 | ndol i none(108) 3-Z- [1- PCT/EP2005/057013
(3-di nmet hyl am nonet hyl ani lino) -1- (3- (2-
et hoxycar bonyl et hyl ) phenyl) fethyl ene] -6-f | uoro-2-
i ndol i none ;i M) 3-Z- [1-
(3-di net hyl am nonet hyl anilino) -1- (4- (2-
nmet hoxycar bonyl et hyl ) phenyl) nethyl ene] -6-chl oro-2-
i(adphi none3{210)- 332(3{d1méﬂhy1ﬂmﬂm®pybpﬁin@ntlhyb) 1-
?glgg}%k%)%ymylﬁ&{%r\ggf]}%ex henr{ thoyro 2 1ndollnone
(N- et hyl - Nmet hyl sul phonyl am no) anlllno)-l- (3- (2-
met hoxycar bonyl vi nyl ) phenyl) nethyl ene] -6-chloro-2-
i(Adel i none3741R}- S4zﬂﬂfﬂdim@thx%&m&n@g@¢@@¢&ﬁm&¢@&%)—N—
andeig) %ulgél%%p%m TEhhacarhonyl ol pyl) phenyl)

or o- 1 norie ;113) 3-Z- [1- (4-

(dldmtdmlyam Wqﬂi@dm)mﬂhﬁ@)nd -—6(4f11((21f0—2—indolinone
car banoyl -vinyl) phenyl) nethylene] -6-f
| uoro- 2-indolinone (114) 3-zZ- [1- (4-

(dbapt hyl agrlﬂople hyL)nanethpodwl- (4- (2-
met hoxycar bonyl - vi nyl ) phenyl) nethyl ene] -6-f
| u@r&t—kwlauidﬁiqmdrﬁer(lm@)ar&lzln@rlim— (2-

di net h I . .
Erelﬁ%)?yo\é%]rebrpon%% ﬁ) J1 )?mpt‘nh:é]n eI)n) ne(}LhyJTu(eonre GI-I}dOllnone
| uor o- 2- |ndoI|none ; 116) 3-Z- [1-

&g dlnethylan1nonethylanll|no) -1- (3- -
PRoxycarbofiyl &t kT JNpReRyY I~ %E@%?W%h%Tln@l%%+%#%pé_ — (3~

| ndol ingng (LA, x 1) ey ) 6—£1, 2—indol
(hkﬁéthyl N%é%hfi?&%ﬁ%&ﬁy éﬁ%a%fﬂgallln0f¥F¥)(3}jkf)lnone

nethoxycarbonylethyl) phenyl ) nethyl ene] -6-chl oro- 2-
>|none

1 : .
nEthy?(%1E%ng%hY¥[%¥l %—§lmﬁﬁh¥h§m%%oethyl)—N—
Camhﬂﬂﬁy aﬁﬂﬂ@ﬂétﬂyﬁﬁaﬂﬁoﬂ¥ﬂﬂHN4M§ﬂhyI%ﬁlno)anlllno)— 1-(3—

| uor o- 2-i ndol i none ;119) 3-Z- [1-

(4- mmnm%tﬁmﬂétﬂmmnm%ylepe J(#—flporo-2-indolinone
nmet hoxycar bonyl et hyl ) phenyl) nmethylene] -6-f |uoro-2-

i ndol i none ;i20) 3-Z- [1-

(49d) et hys-ard homed hy?amnidtimp)amilnodBay(2alphonyl)anilino) -

1-(3-(2-carboxyethyl)phenyl)methylene]-6-fluoro—-2-

indolinone

(408) 3-Z2-[1-(4- (N—(2-dimethylaminocethylcarbonyl) -N-
methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(409) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—
methylaminomethyl)anilino)-1-(3-(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(410) 3-Z2-[1-(4- (2-dimethylaminocethoxy)anilino)—-1-(3-
(2—-carboxyethyl)phenyl)methylene]-6-fluoro-2-indolinone
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nmet hoxycar bonyl et hyl ) phenyl) nmethylene] -6-f |uoro-2-
i ndol i none (121) 3-Z- [1-

w@ de0doemtrhyl am nonet hyl anili no) -1- (4- PCT/EP2005/057013

am nonet hyl phenyl) - net hyl ene]

-6-chl oro-2-i ndol i none(122) 3-Z-—[1- (4- (N
((4-nmet hyl pi perazin-1yl) nmethylcarbonyl) -N -nethyl
am no) anilino) -1- (4- am nonethyl phenyl) nethyl ene]
-6-chl oro-2-indolinone ;123) 3-zZ- [1- (4-

(di met hyl am nonet hyl ) anilino)-1- (3-

S ML LR LG I o
(3- Ziéaﬁﬁﬂ %ﬁggﬁdﬁeﬂﬁ§ﬂéﬂéﬁuﬁ £16rdro-2-indolinone

Iuoro 2- |ndoI|none 3-Z- [1- (4-
(di met hyl am nonet hyl ) anilino)-I1- (4-

auponet vl phepyL Y = WRLEN] 80FLog Baluhutpeendr Aol Lngpen -

( N-(A-omtdodygesraznedwil)meidnt 1eardiorH )l uoro—2-indolinone
-N-net hyl am no) anilino) -1- (4- am nonet hyl phenyl)

met hyl ene] -6-f |uoro-2-indolinone (127) 3-Z- [1- (4-
(eshyl am @Dfﬂi‘t hyk) - gw%wy%enéylgﬂm&ﬁetgﬂ b&?f%@mai )i

phenyl) met hyl ene] | 'uor o-2-i ndol i none ;1
%mammmmdmmmetdmﬂarm]) 61 ]flu(mm(Zzlndollnone

nethyl car banoyl -ethyl) phenyl) nethylene] -6-f

| uoro-2- indolinone (129) 3-Z- [1- (4- (N

(410wt hyl p3per az+ 04+ yd et hyl sar bonyt hyvi Nenet hyb pri Ap) -

anilino) -1- (3- an1nonethy|pheny| nethylene] -6-f

| ustEEPRAMRdS N eECL30 ez lane (- e rforetiyd9l inone

anilino) -1- (4- (2- nethoxycarbonylethyl) phenyl)

met hyl ene] -6-f luoro-2- indolinone ;131) 3-Z- [1- (4-

(aibhonet hytj— ahi K4nGpyrrol Bdi(2i —etheXlycar bonyiedhyl ) (3-

phe{b{gar%}%%}ﬁgﬁ) g}%}wlx)ll’rlr?etgwaqrhg];joé I‘ﬂone U%@nc?’ollnone

ethoxycarbonylethyl) phenyl ) nethyl ene] -6- quoro 2-
i ndol i none 133L -Z- [1-
(A16) et hy3 2% h Tré‘éhy@é‘ﬁﬂiih@)l glmeghytpanilino) -1~ (3- (2~

-6?%% Or G- [ ggilng) q?%%%?gggg_ﬁjﬁluoro 2-indolinone
(4-dinethylan1nonethy|aniIino) -1- (4- (2-
(267831 niiok PhnbY{ IaBe s oETh-v Brdeny) anidino) -1- (3 (2-

(4-dirmRtRd @ jﬂ%ﬂﬁﬁﬁMb%@ﬂﬂﬁM@né]r6(ﬁiuoro 2—-indolinone
carboxynethylphenyl) -met hyl ene] -6-f
| uor o- 2-i ndol i none

(418) 3-Z2-[1-(4- (morpholin-4-ylmethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(419) 3-Z2-[1-(4- (thiomorpholin-4-ylmethyl)anilino)-1-
(3—(2—-carboxyethyl)phenyl)methylene]-6-fluoro—2-—

indolinone

(420) 3-72-[1-(4— (N—-(2-dimethylaminoethyl) -N-
methylsulphonylamino)anilino)—1- (4- (2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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(136) 3-Z- [1- (4-dinethylam nonmethylanilino) -1- (3-
(2- carboxyethyl) phenyl) nethylene] -6-f

wo ew6067473 ndol i none (137) 3-Z- [1- PCT/EP2005/057013

(4-di et hyl am nonet hyl ani | i no) -1- (4-

car boxynet hyl phenyl ) - net hyl q-6-f

| uoro-2-indolinone(138 ) 3 Z [I (4 (N (4 net

hyl pi perazin | yl methyl carbonyl) -N nethyl am no)
anilino) -1- (4- carboxynethyl phenyl) nethylene] -6-f
| uor o- 2-i ndolinone (139) 3-Z- [1- (4-

2-d h hyl Net h | phony| am
ORI MRHERE NN R e Sl MR R
| uta-r2riiardeld)nene (kA0 3c-(4-1- (4-

(N- et hyl - N-acet yl am no) anlllno -1- (4-

(2<Eﬁﬁb@%¥§ﬂh@ﬂﬁ*ﬁﬁéﬂyWﬁﬁhﬂhﬂﬂQ%ﬁﬁ hmgrfo-2-indolinone
| uoro-2-indolinone (141) 3-Z- [1- (4- (N

(4- et hyl pi perazi n-1yl met hyl car bonyl ) -N-net hyl am no)

anpbjno) -I-z{41-(2- maxZmd@mﬁiMW)am&mw@%hyxmﬁmyIene]

-6-f luaro-2-indolinone (142) 3-Z- [1- (4- (N

( 2-RSRRHAR) et Hy9) %W&ﬁh?%sulphonylan1no)

ani et H n 3 LY 18NN

Salet i degn 200 (% o [1- a4 (mri% MRlne
(3 di met hyl am nopropyl ) - Nacetyl am no) anllino) -1-

2- box I | en = 6-

(2707 Trtiott nomd? (IS F e p PR E0Ey 1Pt
(I\Latﬁﬂymgnaxmarﬁqayidmnhydmmnet hyl) anilino) -1-
(4- (2- carboxyethyl) phenyl) neth | ene] -6-f
Iuéﬁﬁi@ﬁﬂﬁkﬂ5@&%@%@@9ﬁ@?ﬁz q@p T -bromo—-2-indolinone
(4- et hyl pi perazin-|lyl carbonyl) anilino)-I- (4- (2-
car boxyet hyl ) phenyl) nethylene] -6-f
K@@ﬁ@ 2 inﬁﬁz+hbﬂe4 M6)33ddrefllyl§Minopropyl) —N-

I|n1d zoI ) anjlino)-1- (4-
(2 caer &W@ lplhl I_)l_nQ[_h ‘ene] -6-f
|UQﬁﬁﬁébxyﬁﬂﬂyHV@M%H&E%R%ﬁ%?@edé@—6—bromo—2—indolinone
(4- met hyl sul phonyl ani lino) -1- (4- (2- carboxyethyl)

phenyl) methyl ene] -6-f |uoro-2-indolinone ;148) 3-Z-

[ 1004, (4zrpt thap%‘ﬁﬁ)zéngp%e/,{lgfmgg%g)goggi;.Iﬁ.o) S1-

car boxynet h eny
| uercet2-liandold)rond (A1 -3¢ (1- (4- (N

sy RS (B e i ey et Ty e -1
| uor o- 2-i ndol i none (150) 3-Z- [1- (4-

(N—(dinethylanlnonethylcarbonyl) - Nmet hyl am no)
4ARP) no) -3=2(¢Bl- (4- (3-dimethylaminopropyl)anilino)-1-(4-

(2—-carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone

(427) 3-Z2-[1-(4d—-ethylaminomethylanilino)-1- (4-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(428) 3-Z2-[1- (d—-methylaminomethylanilino)-1-(4—(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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car boxynet hyl phenyl) nethyl ene] -6-f
| uoro-2-indolinone (151) 3-Z- [1- (4- (N

w@ Zoodioemrhyl am nobut yl car bonyl ) - Nmet hyl am no) PEGREPI0N®)57013

-1- (3- carboxynet hyl phenyl) nethyl ene] -6-f

| uor o- 2-i ndol i none (152) 3-Z-8Y 1= Anilino-I -

( 3- car boxynet hyl phenyl ) - nethylene] -6-f

| uoro- 2-i ndol i none(153) 3-Z- [1-

(4- et hyl sul phonyl anilino) -1- (3-
caebpxynethytphenyd ) (Naethyeemelpipefazin-1-

| uor.o- 2-i ndol i none (1511)1

(1 S o2 Ty ey 6yi) S igkino) —1- (4= (2-
carhengBidn 1Rt 1ene 1=d-dromo-2-indolinone
| uor o- 2-1i ndolyigzﬁﬁeé 15)5) gj}ylz- [1- (4-

(N- (di met hyl am nocar bonyl net hyl )

LB bony et Ry phany )™ Bt hiA She 2607

'U@mkéﬁﬁﬁmlﬂmamimmaﬁ 6@&2{|am||no|-(4-

car boxynet hyl phenyl ) nethyl ene] -6-f
| uSrERxY ylﬁé)ﬁj@n(y]}g-yf)et _yz'Ler‘[e_I_ 6(@romo 2-indolinone
(I -met hylimdazol -2-yl) anilino)-I- (4-

car boxynet hyl phenyl ) -nethyl ene] -6- (158)
fRaoy o- 2- ihdZ#[hoh@(MSQ? @irzetl{lxllar(lﬂnopl\lapyl) N-

(3 d'tqut car oxy(n)@tro ar b(ﬁ)JymsPt bt waézafnesn?) ani | i no)

|UQﬁﬁ%%ﬂy@ﬂﬂyHﬂﬁhéﬁﬂﬁaktﬁwledéw—dlbromo 2—-indolinone
(N- (di et hyl am nonet hyl car bonyl ) - Nmet hyl am no)
ani lino) -1- (4- carboxynethyl phenyl) nethylene] -6-f

@%92'@%WEW@W3Z£5 ym%wg%ﬁwwnlyl

carbonyl) anilino -car oxyrret h enyl)
tgh;dpad@ulpﬁaoﬁjhmm@ amld]alncn)oﬂe (46— 3-Z- [ 1-
ggk%? gﬁ anllln%%vﬂgwg] qsgromo 2—indolinone

| uoro- 2-i ndoI i none ;163) 3-Z- [1- (4-
(N- et hyl - N-acet yl am no) anilino) -1- (4-
¢4BBoxynet hyf phenyt yanheehyt enkalibino) —1- (4= (2~

(hg%ﬁ%%géﬁgﬁgh] oca?égﬁ%?ﬁgéh;%% é4bromo 2—indolinone
- Nmet hyl sul phonyl am no) anilino)-I- (4-

t hyl t
8680 21 ot hont® { 1657 S 5Tep3athaeayjpanilino) 1 (4 (2-
( 2-diimRbE i 1N geldiyl 10 &R oyl en o NPt W rdim no)n i il d 1)
-1- (4- carboxynet hyl phenyl) nethylene] -6-f
| uoro- 2-indolinone (166) 3-Z- [1- (4- (N

(a8 met hy ag%Q?pq99y$g@ﬁ$?§%lﬁomépﬁ§fyé&%ﬂ{%B)—1—(4—(2—

no)
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(436) 3-Z2-[1-(3—-(2-dimethylamincethyl)anilino) -1-(4-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(437) 3-Z2-[1-(3- (3—dimethylaminopropyl)anilino)—-1-(4-
(2—-carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone
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car boxynet hyl phenyl) nethyl ene] -6-f
| uoro-2-indolinone (167) 3-Z-[1- (4-

w@ dopaeTres hyl pi perazi n-1yl met hyl car bonyl) PCT/EP2005/057013

-N-nmet hyl am no) anilino) -1- (3- (2- carboxyethyl)

phenyl ) nethyl ene] -6-f |uord<2-indolinone(168) 3-2Z-

[1- (4- (N (2-dinethylam noet hyl)

- Nret hyl sul phonyl anmi no) anilino)-I- (3-

car boxynet hyl phenyl) nethyl ene] -6-f

kudsp- 2-i netek+ Noned{ 1B iBetZay [dmifdet {\Nt) anilino) -1—- (4—(2—

EREE '%%éﬂﬁﬁ%bxeawkgﬂﬁé?y'S”'éﬁﬁﬁ%ﬁ 'Enaﬁﬂn%ﬁﬂﬁne

-6-f luoro-2-indolinone (170) 3-Z- [1- (4-
(dlnethylan1nonethylcarbonyl) -Nnethylan1no) anlllno)

139e (23~ &aﬁbok@etmyxqlmﬁﬁﬁgdqm¢m9¢@¢b@@ﬁlm@¢hyl> N-

(H§%#§%$q¥ﬂﬁ ropy(§9 f% 4%n1no anlllno) -1- (3-

(2-ca&&fd3@eyteiﬁw|p)hepﬁ&r)yde)t}fﬂdiw ere]ordnd-2-indolinone
| uoro-2-indolinone (172) 3-Z- [1- (4- (N
(di met hyl am nonet hyl car bonyl ) - Nmet hyl am no) anilino)

1d204- (23- @arpoweg yrhglt @n]yl) met hyl ene] - 6-f
| uor o- 2-i ndol i none (17 4-
(Zﬂmuhﬂ}wﬂamqnxﬁ$wmynanﬂlmup—hr2%42(2-

carbo Ien - 6-f , ,
Iuoro 6? ﬁ E%?%ﬁ L—é%pr%%$—2—lndollnone
(2 dlnethylan1noethylcarbonyl) -Nnethylanino) ani I i no)

(4 - carboxyet hyl) ) nethylene; -6-f
(G815 2- 1 ok T Horey 3 Bt By (e Agay i Sminc) antiino) ~L- (4-

(2 (;E et hyd )@Eﬁﬂﬂt)%@ ﬁmnll%tr}g)lerg%] {BpAHio-2-indolinone

car boxyet hyl") phenyl) met'hyl ene
| uor o-2-indolinone (176) 3-Z- [1 (4- (N

(32 boxy et byt | bhehyTT et ot Gy %n' ) 28L1 146 = 4
| uor2e-c2riidgld thane dhlehk)1 )anekhstlend B-6 {d¥omo—2-indolinone

( 3-di et hyl am nopr opyl car bonyl ) - Nmet hyl am no) anili no)
-1- (3- (2- carboxyethyl) phenyl) nethylene] -6-f

2- 8) 3 N—
%Qanetk;$2%1Egngﬁ§y carbg%y?%&?ﬁe?%a%£%$%% yanill\]ino)
|_ 1m€(t3}2YK82falffIﬂTd3m§Nl(&11€f7%U©nmeﬂWH)emMJe’rte)]amﬁljfno) ~1-(4-
uor,0- 2-i.ndo
(I - &gggﬂSéﬂyﬂphgﬁqqq%ﬁeqe ngquo 2—-indolinone

-carboxyethyl) phenyl ) nethyl ene] -6-f
| uoro-2-indolinone (180) 3-Z- [1- (4- (N
(444 met hy$asai hob(d y(ead bonyy ) amNaee hyy bei e oant | #mp}ino) —

'17:(éﬂ(%ﬂfﬁrboxyethyl)phenyl)methylene]—6—bromo—2—

indolinone

(445) 3-Z2-[1-(4- (N— (2—-dimethylaminoethylcarbonyl) -N-
methylamino)anilino) -1-(4—-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(4406) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—
methylaminomethyl)anilino)-1-(4—(2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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car boxyet hyl ) phenyl) nethylene] -6-f
| uoro-2-indolinone (181) 3-Z- [l anil
waeambosyes hyl ) phenyl) net hyl ene] -6-f
| uor o- 2-i ndol i none (182) 3-Z-[I- (4-
(pyrrolidin-1-yl methyl) anidi&o) - 1-

(2-carboxyet hyl ) phenyl) nethylene] -
| uoro- 2-i ndol i none(183) 3-2Z- [1- (4-
(di et hyl am nonethyl) anilino) -1- (4-
carboxyethyl) phenyl) nethylene] -6-f

| uoro-2-in oI|n ne (

no-1-(4-(2-
PCT/EP2005/057013

(4-

6-f

(2-

3950 otk B Te nF e Gav 30 nar byt fgi ino) ~1- (4-

Dhe(fwi&aﬂ}% t@ﬂﬁj]) oy )i ar2rd idol

GJHHEhdjéﬁﬁné%ﬁanone

[1- (4- thylan1noethyl) anilino) -1- (3-

carboxynethylphenyl) nethylene ]-6-f

ggg?néthg$anlﬂ ?% %$ |no§ﬂ§ﬁéé%%9butylcarbonyl)_N_

carn@ixwmmyiopmwmo)meﬂhwem ]-6-f
| uor o-2-indolinone (187) 3-Z- [1
( 2 FTRSEA M N REY R i reye 1
car boxyet hyl ) phenyl) nethyl ene]
- 6-chl or o- 2-i ndol i none (188) 3-Z-[1-

4-
QQPmQT? indolinone

(4-

¢H4ﬁéthy||hTaakb+4Q—yN) éndim@bhjlamimdprQlecarbonyl)—N—

e i B (re8 92 (1.

(4ﬁ$ﬂﬁﬁﬂ%@ﬁﬂ?ﬂﬂ@ﬂﬁﬂ?ﬂ)@@ﬂhyﬂéne]r6{bkoddP2—indolinone

car boxyet hyl) phenyl) nethyl ene]
- 6-chl oro- 2-i ndol i none (190) 3-Z- [1-

(44pyret hyl piper azih- Mé%hﬁ?%@ﬂ}lfiarﬁﬂh#rh@@%yl)1an£§1n<§)2— (a-

car boxyet hyl ) phenyl) ene| -6-
| uoro=c&rlrdoi4a trigne qkg)l )3r+ezh3[l]en6( 4=
(i mdazol-1-ylnmethyl) anilino)-Il- (3-
carboxyethyl) phenyl) methyl ene] -6-f

(4-

6—-bromo—-2—-indolinone

(2-

l(wor o- 2-i ndok+ nones 1923+ By Zorbdy1dfindMethyl) anilino) —1- (4-
(2 d|nethylan1noethyl) - Nmet hyl am nonet hyl ) anilino)

- 1-({ Fa R e o8t ) sl on et
| uoro- 2-indolinone (193) 3-Z- [1- (4-
((4-met hyl pi perazin-lyl) nmethyl) ani

e 26-rfdolinone
ino) -1-(4-(2-

¢a5@®xyeth&+3 phen&+]m@@b@ybeneylaﬁiﬁomethyl)anlllno) -1-(4

Iuo |ndoI| (19

AR et R e
carboxyethyl) phenyl) met hyl ene] -6-f
| uoro-2-indolinone (195) 3-Z- [1- (4-

6?g§omo 2—-indolinone

(é?ﬁ?ol|d|h—4 9lné%hyd}e@hYlﬁmbwomqtth)aniliHO) “1-(4-(2-
2-
S 5. gah b% g/rlé erfg;g}l%e%- eE% ]‘_bro(nho ( I\J[_ndollnone

(2 d|nethylan1noethyl) -Nnethylan1nonethy|) ani | i no)

- (2: carb hyl) phenyl
(456521 niof  hontY ¢ o7y ST BE ) a1

T A T et ey 2

Ca&@% il norRitenyil)a dvet hyd ere] ¢ 4i%j—carboxyethy1)—

| uor o- 2-i ndol i none

phenylmethylene]-6-bromo—-2-indolinone

(455) 3-2-[1-(4- (pyrrolidin-1-ylmethyl)anilino)—-1-(4-

(2—-carboxyethyl)phenyl)methylene]

—6-bromo—2-indolinone
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(198) 3-Z- [1- (4-am nonethylanilino)-1- (3- (2-
car boxyet hyl) phenyl) nethylene] -6-f

wo 26067173 ndol i none ; 199) 3-Z- [1- PCT/EP2005/057013

(4- et hyl am nonet hyl anilino) -1- (3- (2- carboxyethyl)
phenyl ) nethyl ene] -6-f |uord@%2-indolinone[200) 3-2Z-
[1- (4-di methyl am nonet hyl anilino) -1- (3-

car boxynet hoxy- phenyl ) -nethylene] -6-f

| uor o- 2-i ndol i none (201) 3-zZ- [1-

(45d) net hys-am noret hyhast i dho)1- ﬁméﬂhytaamx;zmthbxyzl
-phelxégzphe ) nethyl ene] -6-f | uaoro-2- |ndoI|none
(26298 ZD) RSPy M Y SEESL- YA et A )2 a4 Jrfd)one
-1- (4- (2- carboxyethyl) phenyl) nmet hyl ene]

- 6- brono- 2-i ndol i none (203) 3-Z- [1- (4-
(élbﬂn)et hyl abi Aokt 6§t ) (Anhethp}rirerazip2l-
I )4 ne _y 2ne] - 6- brono- 2-i ndol i none
6§?§%Sfﬂﬁﬂ n[!L?L?IHQY(%1etdglaifnnomathyl) ani | i no)
-I dedt(cZey egarhoxpreinivl) neurstidHeaned-bromo—2-indolinone
- 6- br ono- 2-i ndol i none (205) 3-Z- [1-
(3-di net hyl am nonet hyl anilino) -1- (4- (2-
xyet hyl 1 e] o6z i 13 - (4—(2—
‘%Sg?g Y€ Inﬁéoil ﬁgﬁw %%%)@é%%&z%@[%_yﬁnéthyl)anlllno) 1-(4-(2
( 3-cdinettvd tdni Inarrestrhyd arsithidgne ] 1=6 (I@-onf@=2 —indolinone
car boxyet hyl ) phenyl) nethylene] -6-f
| uor o- 2-i ndol i none (207) 3-zZ- [1-
(35dj net hyt apd pored hyhempho noy) -4 dy1deh¢Pranilino) —1- (4— (2—
car boxyet hyl ) phenyl) nethylene]
_GC@mkﬁ}weghyﬁd@hWﬁém@)y T@fbromo 2-indolinone
(4-di net hyl am nonet hyl anilino) -1- (3- (2- carbanoyl
-et hyl) phenyl) met hyl ene] -6-chl oro-2-i ndol i none
[(209) 3-Z-3f24-1 14<@+nEhhgmanPhohEmh$+$hm¢thp})aﬂiliﬁe)—l—

(2'%£E%$¥! r%g%f g%%gTQ?e nEth%J%p%Lno 2-

(4-ididetindram nonet hyl ani | i no) -1 (4- (2- nethyl
car banoyl -ethyl) phenyl) nethylene] -6-f |uoro-2-
i ndol i none (211) 3-Z- [1-

nmet hyl a h LLLno)q- - L 1 (A (n_
ed) hyl oy b?nggr?n%t K%‘ﬁmﬁéé%é_\;?)lr%%ﬂéﬁé gjangtyno) - (am e
| uaraotx viatdol 1) poreen y(12 1Dt 3-12nq 11-6-bromo-2-indolinone
(4-di et hyl am nonet hyl ani lino) -1- (3- (2-
carbanoyl-ethyl) phenyl) methyl ene] -6-f
l ugp o- 2- |nﬂgiiPPn@4(@iﬁ@tﬁyzém{ﬁomethylanll1no) —(3—-(2-
(4 di met hyl am nonet hyl anil1no) -1- (3- (2- nethyl
c ardsarpyy etéthy [Dh eghenylet hveteing lerfe]o r@rd -4 ugrds12-.none
i ndol i none (214) 3-Z- [1-
(4-di met hyl am nonet hyl ani lino) -1- (3- (2-
dugey hyl caz-banpyt (£t iyt ) 2 phenyt )y et hwydetiey 1 » 68+
lu%&%ﬁ%lsulphonylamino)anilino)—l—(3—(2—

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(464) 3-Z2-[1-(4- (N—-(dimethylaminomethylcarbonyl) —N-
methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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i ndol i none (215) 3-Z- [1-
(4-di et hyl am nonet hyl anilino) -1- (3-

w@200baemy3d net hyl phenyl ) -nethyl ene] -6-f PCT/EP2005/057013

| uor o- 2-i ndol i none[ 216) 3-Z- [1-

(4- di met hyl ami nomet hyl ani | imd> -1- (3-

nmet hyl car banoyl net hyl phenyl ) net hyl ene] -6-f [ uoro-2-
i ndol i none (217) 3-Z- [1-

(4-di met hyl am nonet hyl ani | i no) -1- (4-

casbanoyl nethyl phemyk& ¢ et hyd eme]l ambadethyl) —N-

| uor o- 2- |ndoI|none 18) 3:%-;J1-
( 4SRRI a1 oY%~ 1- (4- (2-

di ety sarbangirethyine ohenila) retdwdienel-61d1inone
| uoro-2- indolinone (219) 3-Z- [1-
(4-dinethylaninonethylaniIino) -1- (4- (2- (4-

| pi pesazi I
K&EE% gng]£ et Iggﬁlﬁ%g%@}z%@?;gyi@ [1- (4
( Na(c%t@dﬁ)ﬂrﬁ)@&ﬁ&@ﬂb—)l—ﬂﬂﬁi—hgd{:ar bonyl )
-N—nethylan1no) ani | i_no)
Cagﬁgﬁ&mgﬁgﬁ%MlﬂﬂgﬂM%)mﬁgq%ﬂqgﬁﬂ bggomo-z2-indolinone
| uoro-2-indolinone (221 ) 3-Z- [1- (4- (N
(2-di met hyl am noet hyl ) - Nmet hyl sul phonyl am no)
éﬁEVDno) -3=72« 41~ ¢ar Bambytaendyhphenyhyrnephy] ehe ]
-6-f 0-.2- |ndoI|noqe (2 3-Z- [1-
(4%?6 qh lno%%ﬁﬁﬁ%\ an|I g -1- (4-
di llﬁﬂbd}@@tb@@)ﬁmiﬁwmi%ﬂe)ndﬁﬂdﬁwmﬂ2Jiﬁrcfolinone
| uoro-2- indolinone(223) 3-Z- [1-
(4-di net hyl am nonet hyl ani lino) -1- (4-
TEE Byl car bampy| ﬂEgﬁw @hgyyﬁgtmmgmopw fuor o- 2-
i ndol i none [224)
(Nddbuykm¢MyD@muﬂmmﬁyﬂ)(awmahylsulphonylan1no)

el R ST L e

(N— (2- dlnethylan1noethyl) - Nmet hyl sul phonyl ami no)
anilino)-I- (4- dinethylcarbanoyl nethyl phenyl)

et Ayl ene]3 6= 11 (ror 63 23 1imeidar | srobecp 2By L Bat L {no) (4= (3~
gﬁrret eotl)kB/er) é}l 1%'_@&{%@9@4 bc@uﬂr)omo 2—-indolinone

nethylcarbannylnethylphenyl) nmet hyl ene] -6-f | uoro-2-

gg?ﬁ&lnone (ZZZ% %4 yla$lno$ethy£thllngye{ylgﬂigg)

no)
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(471) 3-Z2-[1- (d—-methylaminomethylanilino)-1-(3—-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(472) 3-Z2-[1-(4- (N—-(4d-methylpiperazin-1-
yvlimethylcarbonyl) -N-methylamino)anilino) -1-(3-(2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(473) 3-Z2-[1-(4- (4—methylpiperazin-1-
yvlcarbonyl)anilino)—-1-(3- (2~
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone



(2- et hyl car banoyl - et hyl ) phenyl) nethyl ene] -6-f
| uoro-2- indolinone (228) 3-Z- [1- (4-

w@ dopaeTres hyl pi perazi n-1yl met hyl car bonyl) PCT/EP2005/057013
-N-nmet hyl am no) anilino) -1- (4- (2- nethyl carbanoyl
-ethyl) phenyl) methyl ene] = &4 + uoro- 2-

i ndol i none(229) 3-Z- [1- (4- (N

(2- di met hyl am noet hyl ) - Nmet hyl sul phonyl am no)

anilino)-I- (4- (2- nethyl carbanoyl ethyl) phenyl)

met hyl ene] -6-f |uoro-2- indolinone [230) 3-Z-[1- (4-
N-tertbutg caLbonyInetgylan1noneth an|I|n -1-

(A7 s et TaT LT )T bt Fy e PRBhg M bef Aoy bhel— 6.

| Ue@-12r1 NG d N lrZd1an Briro [-— (#- (2

(I -nmethylimdazol -2-yl) anlllno)-l- (4-

( 2-retipHvEatyanmAeretinylot pHemd 1)~ arertgaene]indr finone

| uoro-2- indolinone (232) 3-Z- [1-

(4- et hyl sul phonyl ani lino)-1-(4-(2- nethyl carbanoyl

{evhyl ) phenyt)1rethyleneldibethylonon@ethnoohiAone

(233) 3-Z- [1- (4- (4-nethyl piperazin-|ylcarbonyl)

anﬂﬂQQRﬂlquHQPHK%?m%ﬁﬁW%ﬂ%%ﬂQﬁ%ﬂﬁfl%%h ) phenyl)

ety engle -riq1f) e an) dre dridddnane 23— Z?Ll%dc[llln&ée

(4- et hyl'pi per azi n- Iylcarbonyl) ani | i no) - (3-

nmet hyl car banoyl net hyl phenyl ) net hyl ene] - 6- f | uor o- 2-

n I none{ 235 .

(37301 gl ot por A1 FET 9 RRTHET EPBORY ) N whF R armi no)
anidd im)x y-l-h 13-p ety Ineararmm met-r e indolinone
nmet hyl ene] -6-f |uoro-2- indolinone [236) 3-Z- [1-

(4-di net hyl am nonet hyl ani lino) -1- (4-

I I
?%gz Iﬁg]ngéj?%f;y gﬁ‘ﬁi‘é(i%eﬂ?%&}{iﬁ&%thﬁPQBQIQngi 1-

( 4-aretdop v grerla zhed wil) metthwl lcardd oty r crd-rietimd clm mmo)e
anilino) -1- (4- acetyl am nonet hyl phenyl) net hyl ene]

- 6-chl oro- 2-i ndol i none (238) 3-zZ- [1-

(47d) met hyt am nomet hyhath{ia@)nodet {ét) anilino) —1- (3 (2—

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(479) 3-72-[1-(3—(2-dimethylaminocethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(480) 3-Z2-[1-(3- (3—-dimethylaminopropyl)anilino)-1—-(3-
(2—-carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone

(481) 3-Z2-[1-(4- (2-dimethylaminocethyl)anilino) -1-(3-(2-

carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone

(482) 3-Z2-[1-(4- (N—-(dimethylaminocarbonylmethyl) —N-
methylsulphonylamino)anilino)—1—(3—(2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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benzoyl am nophenyl ) -nethyl ene] -6-chloro-2-indolinone
(239) 3-Z- [1- (4- (N

w@ Zo06@6hyd pi perazi n-1yl net hyl carbonyl ) - N nmet hBCERP2005/057013

anilino) -1- (4- benzoyl am nonet hyl phenyl ) net hyl ene]

-6-chl oro-2- indolinone (240)873-Z- [1-

(4-di et hyl am nonet hyl anilino) -1- (3-

acet yl am nonet hyl phenyl ) -nmethyl ene] -6-fl uoro-2-

i ndol i none (241) 3-Z- [1-

«48ébnethy$an4hbﬂe4hymem@thpD&N-l- (3-
3%%}ﬁylan1noneth UBF% Aglfggiyypne] 6-f luoro-2

(4d¥!ﬂﬁiﬂﬁét§mlﬁ%ﬂ9ﬂ)%ﬂﬂ Aneil-6(Fomo-2-indolinone

benzoyl am nonet hyl phenyl) nethylene] -6-f luoro-2-
i ndol i none (243) 3 Z- [1-

&hengrggg¥§?a K&QR% ne?%éflamﬁnq)a?ilino)_1_(3_

|uqm&dérbdxyﬁﬂhyﬂvpﬂéﬂym)ﬁ%ﬁhyléne -6-bromo-2-indolinone
(4-di et hyl am nonet hyl anilino) -1- (3- (2-
acetylaninoethyl) phenyl) methyl ene] -6-f

4g5 Q- 2- 'nﬂﬂtlFPD€4(2ﬂ5&eé%§&l&ﬂdazol 2-yl)anilino)-1—(3-
64 di et hyl am nonet hyl ani | ino) - (3- %
ben@%nﬂ&ﬂhQKxﬂuﬂMb)Hﬂﬂﬂﬁﬂ»mqﬁhY%ﬂﬁﬂﬁﬂ6-Hidmdiﬁﬂxﬂqpllnone
i ndol i none (246) 3-Z- [1-

(4-di et hyl am nonet hyl ani lino) -1- (3- (2-
pnepbonyla&imoeihy&} (phenyl ) -aehdyhenghinbe th{ uprio- 2-

i ndol i none (247) 3-Z- [1-
(4ﬂm§ﬁﬁhﬂm%ﬂﬁmﬁﬁﬁﬁﬂﬁﬂ%ﬁﬁﬂy#ﬁﬂN-m@tﬁxia%%ﬂo)anlllno)_ —(3-
phe(rbylc%cﬁ% C}PéPH}/%&JH’é 19'?1%%%{91% hyd%mo 6 flndollnone
| uor o- 2- ['1 none (2

(4- dlnethylan1nonethylanll|no) -1- (4-

?%gz lan‘n% §¥|P§en l&legﬁtPg$fggéthylsuighonyg)anlllno)—

i none

(4-1di et i eaRiti 18R Hd MA)) mel-hyf¥ene ] -6 -bromo-2-
propi onyl am nonet hyl phenyl ) mnet hyl ene] -6-f | uor o- 2-

i ndéldNgie[R250) 3-Z- [ 1-

(4-di et hyl am nonet hyl ani | i no) -1- (4-

phenyl acet yl am nonet hyl phenyl ) net hyl ene] -6-f

UeBd- 2- indot [ hone- (1250 -Bidethdtaflrodt\aylcarbonyl) -N-

nﬂﬁﬁ%ﬁglplpesgéf benEtthc&{bonyl) - N- net hyl am no)

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

K
a

(489) 3-Z2-[1-(4- (N—(2—-dimethylaminoethyl) -N—
methylaminomethyl)anilino)-1-(3-(2-
carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(490) 3-Z2-[1-(4- (2-dimethylaminoethoxy)anilino)-1-(3-

(2—-carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone

(491) 3-Z2-[1-(4- (N-(4-dimethylaminobutylcarbonyl)-N-
methylamino)anilino) -1—-(3—-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone



acetyl am nonet hyl phenyl ) net hyl ene] -6-f
| uoro-2-indolinone (252) 3-Z- [1- (4- (N
w@ Zo06@6hyd pi perazi n-1yl net hyl carbonyl ) - N nmet hBCERP2005/057013

anilino) -1- (4- propionyl am nonet hyl phenyl)

met hyl ene] -6-fluoro-2- indol8none (253) 3-Z- [1- (4-
(N- (4-net hyl pi perazi n-1yl met hyl car bonyl)

-N-net hyl am no) anilino) -1- (4-

phenyl acet yl am nonet hyl phenyl) nethylene] -6-f

| uor o-2- indolinone (254) 3-Z- [1- (4-

et hyl pj per azi h | car bon N- et hyl am no

340PTno) PATE BE elprop m%mh%fp%waﬂm% gL

- MRt angli mdf-arfiliuefp-2-1 o4 none(255) 3-2Z- [1- (4-
(N- (4- rret hyl pi perazi n-1yl nmet hyl car bonyl )
- NPt vaANYG)) PRI Y In@e thysl o] —6-bromo—2-indolinone
cycl obut yl car bonyl am nonet hyl phenyl ) -net hyl ene] - 6-
fluoro-2-indolinone [256) 3-Z- [1- (4-

(MNoG4- nethy+p+pE¥az+nméymﬁeébyycamtmwm@ﬁhyl)anilino) -(3
-N-methlamno) ani | i no) (3- (pyridin-
2- A 6&Fﬁ6ﬁ%@%ﬂ¥ﬁﬁRQQﬂM%)%ﬂﬁﬂ%ﬂ%n§kﬁ%ﬁﬁgmﬁ ag-fdolinone
| uoro-2- indolinone [257) 3-Z- [1- (4- (N
(4- et hyl pi perazi n-1yl met hyl carbonyl ) -N-net hyl am no)
aﬁBHDno) -3=72«( Bl- c%cK@ﬁ@&ylpa@bnhymam®m©hhyhya@héhyo) -1-

( N_(t(%l ne kﬁJ}Tyeach fla)zpq{eorpilT )Ingdtl%y\/li gegpeg 5%81)0 éllndo(llnone

-I\I-rrethylamno) anilino) -1- (3- (pyrldln-
3_é| - car bonyl am nomet hyl ) ghenyl nmet hyl enel
(B8P0- 2- ihdbl | hoke™ [259)Y 3ognzy jam{aongnoy >anlllno>— - (3=

anl (ﬁ]o) %)%%ﬂ Prd TR Gar koY Je &d}ﬁ{—@ AEMnone

- I'sobut’'yryl am™nonet hyI phenyl )
methyl ene] -6 f Iuoro 2- indolinone (260) 3-Z-[I- (4-

ﬁ@ 4tE§f2 ff %%%ﬂgig%%ﬁg%ggﬁyi?anilino)—1—(3—(2—

nekﬁwH@ﬂﬁéﬂﬂyﬂnﬁhyﬁyﬂnﬂdﬂﬂybéﬁe -retdwdrene] - i16td1inone
| uoro-2- indolinone(261 ) 3 Z [1 (4 (N (4 net
hyl pi perazin | yl met hyI carbonyl) -N-met hyl am no)

?@bb5no) §—ZL§I (2—dimethylaminoethyl) -N—
methylaminomethyl)anilino)-1-(3-(2-
carboxyethyl)phenylmethylene]-6-bromo-2-indolinone

(498) 3-2-[1-(4- (pyrrolidin-1-ylmethyl)anilino)-1-(3-
(2—-carboxyethyl)phenyl)methylene] -6-bromo-2-indolinone

(499) 3-Z2-[1-(4-(azetidin-1-ylmethyl)anilino)—-1-(3-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone

(500) 3-Z2-[1-(4-((4d—methylpiperazin-1-
vl)methyl)anilino)-1-(3-(2-

carboxyethyl)phenyl)methylene] —6-bromo-2-indolinone
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cycl ohexyl net hyl car bonyl am nonet hy

-6- fluoro-2-indolinone (262) 3-Z-
w@ dopaeres hyl pi perazi n-1yl met hyl car

-N-net hyl am no) anilino) -1- (3-

| phenyl ) net hyl ene]
[1- (4
bonyl ) PCT/EP2005/057013

met hoxyacet yl ami nonet hyl phenyd?d —~net hyl ene] -6-f

| uoro-2- indolinone (263) 3-Z- [1-
(N- (4- et hyl pi perazi n-1yl nmet hyl car
-N-net hyl am no) anilino) -1- (3-

(4-
bonyl )

(2-

et hpxybenzoeyt f am fronet thyt 3 z phehyl ) meehy) @nel indy £1- (3-(2-

| uoro-2- indol.inone (264) 3-Z-

( NNCARBEIRA PSS IRA Tt q£ﬁé£§ﬁﬂqo—2—indolinone

- N- et hyl ami no) anilino) -1-
(3 tertbut | acet yl am nomet hyl pheny

|') -methyl ene] -6 f

(BBEd- 2- | wdét [ hohe (ResyhJLim- fiylmathyl)anlllHO) - (3-(2-

! Nc(ﬁet%@o])g%;ﬁeﬁﬁa rrg/etrﬁ%}l%ﬂazﬁgw&go 2-indolinone

t hi ophen- car bonyl am nonet hyl ) phenyl) nethylene] -6-f

| uoro- 2-indolinone [266) 3-Z-
6@@@& nEth§T%|b%ré%|L

1- (4 .
EFoPRat P LaFpbnyi pethy ) anilino)-1-

LRy & Ne ) methylene1-6-bromo-2-

(3 pi val oyl am nonet’hyl phenyl) nethy

i ndoldmlomeon(267) 3-Z-[1- (4-
(N- (4- et hyl pi perazi n-1yl net hyl car
-N-net hyl am no) anilino) -1- (3- (

| ene] -6-f |uoro-2-

bonyl )
2- furoylaninonethyl

Yphenyl ) nethylenel- {6mfdhwoerot2ylnadelinonel {268)1- (3- (2-
3-Z- [1- (4- (N-(4- nethylplpera2|n IyInetolcarbonyl)

- NSTETIRAVRHNYE) PR NG thycl qrg] —6-bromo

indolinone

acetyl am nonet hyl phenyl ) nethyl ene] -6-f

| uor o- 2-i ndol i none (269) 3-zZ- [1-

(4-

(BOBA- met hyt i per &zt aihgtimet dyl camdomylgnilino) —1-(4-

B A R e A P D R SRS E )

ind@dm@m%&£7® 3-Z- [1- (4-
(N-(4- et hyl pi perazi n-1yl net hyl car
-N-net hyl am no) anilino) -1- (3-

bonyl )

|§Q§FYL32;§?§$§?X ?h&f%%%h%ﬁéﬂ{%é%@%hyféﬁii%ﬁ&)21
( 4-creatdoyd ypiepenazimi-d oratesrhyl )eardionyllane | - 6- £luoro—2-

indolinone

(507) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1- (4— (N-

methyl-carboxymethylamino)phenyl)methylene]-6-fluoro—2-

indolinone

(508) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1— (3— (N-

methyl-carboxymethylamino)phenyl)methylene]-6-fluoro—2-

indolinone

(509) 3-Z-[1- (4-dimethylaminomethylanilino) —-1- (4-

carboxymethoxyphenyl)-—methylene]

—6—chloro—-2-indolinone
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-N-nmet hyl am no) anilino) -1- (3-
phenyl acet yl am nonet hyl phenyl ) -nethyl ene] -6-f

wo 26067175 | ndol | none(272) 3-Z- [1- PCT/EP2005/057013

(4-di et hyl am nonet hyl ani | i no) -1- (3-

cycl opr opyl car bonyl ami nonethy®henyl ) met hyl ene] - 6-
fluoro-2-indolinone [273) 3-Z- [1-

(4-di net hyl am nonet hyl ani li no) -1- (3-

cycl obut yl car bonyl am nonet hyl phenyl ) net hyl ene] -6-f
keoop- 2-indol{ none-{d2Md)h Bt &miphdmethylanilino) —1-(3-

(4-di neth Ian1noneth l.anilino) -1- (3- : .
( P AR RYRGH A pdkﬁ{ﬁf w p%_eqﬂ/lﬂr(?r_eg(ﬂ)}ldéﬂeﬂnone
-6- fluoro-2-indolinone (275) 3 Z- -

(4-di met hyl am nonet hyl ani | i no) -1- 3-
@M@hexw%a%bbhyxfandh@mﬁwph@@mghmmlmﬂ 16(4-

76)
%f&aofbo%#n?égc%;)nlgéqn%‘?ﬁ{}%lamyﬁ %et[hi]lyl —~6-chloro-2
(pmmdbﬂlﬁb@é car bonyl am nonet hyl ) phenyl) met hyl ene]

-6- fluoro-2-indolinone 277 ) 3-Z- [1-

(4 di met hyl am nomet hyl anilino) -1- (3-

§9§rtyry'?ﬂkﬂgﬂfg@¥&9H§@M§iaﬂ?ﬁ&ﬁé@%§&iﬁf&1néPDED(?:

i ndol i none (278) 3-Z- [1-

( 4-dinperhyleamyiematrodbamli ng)e tit 1 18 ] (@=chloro—2—

net@xhgygyr | - am nonet hyl phenyl ) nethyl ene ]-6-f
&%Ilnone(279) 3-Z- [1-

(4-di met hyl am nonet hyl ani | i no) -1- (3-

Céclohexylneth | car bonyl am nonet hyl phenyl) nethylene]
134 uor 03 2% %fol(‘?n%Hée‘(@fsb?mBDCZneT@lanlllno)_ - (4= (-

(4@1:'}1‘3}1}36%&%% aamlr{ cQhel’ilyl)(n',r%thylenees] —-6-—chloro—2-

met hoxyacet yl am nonet’hyl phenyl ) met hyl ene
| uamrgt2-inardol i none (281) 3-Z- [1-

(4-di net hyl am nonet hyl anilino) -1- (3- (2-
nethoxybenzoyl-aninonethyl) phenyl) methyl ene] -6-f
loonp-2- indplinone-§282)nPt&nifdmethylanilino) -1- (3— (N-

(4 di met hyl am nonet hyl ani | i no) - 1-
( 3Tt bt A et NGRS )naretnyA Tenle] 6 ~gLiforo—2-
qur 2~ Addol i none (283) 3-Z- [1-

5 et R nomet hyl ani 11 no) -1- (3- (2-
th|ophenecarbonylaninonethyl) phenyl) nethyl ene] -6-f

kg?59' 2-I?gglt?9?E—dimethylaminomethylanilino)—1—(4—

carboxymethoxyphenyl)-methylene] —6-bromo-2-indolinone

(5106) 3-Z-[1- (4-dimethylaminomethylanilino) -1-(3-

carboxymethoxyphenyl)-methylene] —6-bromo-2-indolinone

(517) 3-Z2-[1- (4d—-dimethylaminomethylanilino)-1-(4-
carboxymethylaminophenyl) -methylene]-6-bromo—-2-

indolinone

(518) 3-Z-[1- (4-dimethylaminomethylanilino) -1-(3-
carboxymethylaminophenyl) -methylene]-6-bromo—-2-

indolinone
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(284) 3-Z- [1- (4-dinethylam nonmethylanilino) -1- (3-
pi val oyl am nonet hyl phenyl ) net hyl ene] -6-f | uoro-2-

w0 padeémone (285) 3-Z- [1- PCT/EP2005/057013

(4-dinethylaninonethylaniH4¥3 -1- - -
furoyl am nonet hyl ) phenyl) jhy1ene] -6-f | uor o- 2-

i ndol i none(286) 3-Z- [1-

(4-di net hyl am nonet hyl ani li no) -1- (3-

(pyridi n-4-yl-carbonyl am nonet hyl ) phenyl) nethyl ene]
-6- fluoro- 2 i ndol i none (287) 3-Z- [1-

(144 e e et a0 LC (8 ey 1
'6ﬂéﬂ%ﬁflagaﬂm9}rﬁém{ﬁdnpﬁhg%}(e% &)rrie?tk%/][éﬁe —-6-bromo-2-—

(4-trimethyl ammoni unmet hyl ani | i no

( 2-dcekPoy@tehyl ) phenyl ) met hyl ene]

-6-fl uoro-2-indolinone iodide (289) 3-zZ- [1-

(4- guani di nonet hyl anilino) -1- (4- (2- carboxyethyl)

pbenyl) mes-hyl enel4- @Iﬁethljﬂmﬁﬁbrﬁ@@ﬂdfﬂ@rﬁlfliﬁ&ﬂ—)liS(Z‘ (N—
ani di nonet hyl ani | i no) (2

caﬁ56¥yg¥T%ﬂ5b%ﬂ%ﬁﬁHBy%ﬁﬁ%ﬂﬁkﬁﬂﬂnyk?Wethylene] 6—-bromo—-2—

| uarRrA-idwlel i none (291) 3-Z- [1- (4- (N

(2- dlnethylan1noethyl) - Nmet hyl sul phonyl anmi no)

anilino)-1- (4- (2- carboxyethyl) phenyl) nmet hyl ene]

2 8 Chh ro-2: ﬁggg {noﬁ _%_ g somer or the

?ﬁ+?%|ne?ﬁy anm hone y?carbony?f ﬁ ﬁ LRI

@nybn@m¢g1&a1¢§-aéaepcabbexyauhgl}hpheayl) nethylene]

-6-chl oro-2-indolinone (293) 3-Z- [1- (4- (N

(2-di net hyl am noet hyl ) -Nacetyl am no) anilino) -1- (4-

@gé %?ﬁgQéMSEth)ggﬂgg¥h)fB?ﬁHXEe@e]th ir tautomers, their

“B-chlof o-2-1 ndol T none(2 94) 3-2- [1- (4-

$tef@onmevhytanbnoehhybhysNatevytamipopcanptphdy saits

4- (2- carboxyet hyl enyl t hyl ene] , .
CGeehrbraoa. Pisl FHoneb(3osy al5e PIE ghtipR, or treatment
68- di sptbykan neprepyk) aiNasetykamepepdantbinghe- droup
(4- (2- carboxyethyl) phenyl) nethylene]
cenghbbing2ofadol i none (296) 3-Z- [1- (4- (N
(3- et hyl am nopropyl ) -Nacetylam no) anilino) -1- (4-

(2- carboxyethyl) phenyl) nethyl ene]
Fbbechk o 0aRdi ndobdadneg( 297)uBgZtifdue(4n chronic

net hyl 4-
%?SEEPBB%§%?EbE?8 E%yﬁ}sﬁéﬁﬁyﬁéﬂg?),(chronlc bronchitis,
afackheh@samk pdol i none

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
(ARDS), granulomatosis, silicosis, drug-induced lung
fibrosis (for example, induced by drugs such as bleomycin,
bis-chloronitrosourea, cyclophosphamide, amiodarone,
procainamide, penicillamine, gold or nitrofurantoin),

silicosis, asbestosis, systemic scleroderma;
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(298) 3-Z- [1- (4-ethylam nonethylanilino)-I1- (4- (2-
car boxyet hyl) phenyl) nethyl ene]

WO BoekéTro- 2- i ndol i none (299) 3-Z- [1- PCT/EP2005/057013

(4- et hyl am nonet hyl anilino) -1- (4- (2- carboxyethyl)
phenyl ) nethyl ene] -6-chl oro-2-indol i none (300)
3-Z-[1- (4- (N (4-nethylpiperazin-|yl nethyl carbonyl)
-N-net hylam no) anilino) -1- (4- (2- carboxyethyl)
phenyl) nmethyl ene] -6-chloro-2-indolinone (301) 3-2Z-
Fibrfdis(4ndetbybpepengziin- bytaasbonyl ) anilino)-I -
(4- (2- carboxyethyl) phenyl) nethyl ene]

-6-chl oro-2-indolinone (302) 3-Z- [1- (4- (N

¢ 3 dbget hyhanhaopseByh) oAt Byksul phonyl ani no)
anilino)-I- (4- (2- carboxyethyl) phenyl) nethyl ene]
-6-chl oro-2-indolinone(303) 3-Z- [1- (4- (N

_di et o sul phany . o .
GE L TR Ty e aoRs UL e, TR ERECEY DRORY PRIhERk hepap iis
- 6-chl oro-2-i ndol i none (304) 3-Z- [1-

4-am nonet hyl anilino)-1- (4- (2- carboxyethyl)
%ﬁ%h?F}oﬂe%HQP%ﬁg]fl@IEﬁF%ro 2-indol i none (305) 3-z-

[1- (3- (nethylam nonmethyl) anilino) -1- (4- (2-

car boxyet hyl ) phenyl) nethyl ene]
Reésthhosbs2- Pndbl enoner(366y:3-Z- [1- (3-

(2-di net hyl am noethyl) anilino) -1- (4- (2-

car boxyet hyl ) phenyl) nethyl ene]
R6nehl 0f 9o 2t PdOL hB8DHQ1 030N r3nZe floméBulonephritis, renal

3-di met hyl am nopropyl) anilino) -1- (4-
%Qbéﬁﬁbéxy@tH?F}eﬁhényﬁyehﬁFHQI@ﬁ@}os?orlne and renal
f§5985950dge'nghigﬁnﬁl&ggsﬁrésgurél (4- (N

di met hyl am no- car bonyl net hyl ) -Nnefhylsulphonylan1no)

anlllno)-l- (4- (2- carboxyethyl) phenyl) nethyl ene]

- 6-chl or o- none - (4- : :
DRERAERG: 2 Rerbhy FEARpRORDI A ABF O5AP) PRBPOPEnE4inp3uding
gat baxyet iyl ephenyl ycmetbybeng] sarcodosis, systemic lupus
-6-chl oro-2-indolinone (310) 3-Z- [1- (4-
ERVRBERGFORLEEet yl ami no) anilino) -1- (4-

(2-carboxyet hyl ) phenyl) nethyl ene]

-6-chl oro-2-indolinone (311) 3-Z- [1- (4- (N (N
ERedsnethykasrnoethyl ) - Nnet hyl am nonet hyl car bonyl )
-N-nethyl amno) anilino) -1- (4- (2 -carboxyethyl)

phenyl) nmethyl ene] -6-chloro-2-indolinone(312) 3-Z-

tg a(grefargégtemb@ahﬂgﬁthyhsabeeeaxhbeamhthnehe p¥esent
car boxyet hyl) phenyl) nethyl ene] -6-chloro-2-

pﬁ@@ntpgﬁe tBe¢3yoBpZuUn{ly - o§4general formula I, their

(DL 8rdlaet Pyl am nogt byl s6ALRANYL) tNIBLYLEhBg) cary

acceptable salts thereof are especially suitable for the
prevention or treatment of idiopathic pulmonary fibrosis.

BIOLOGICAL ACTIVITY

The following experimental results illustrate the present

invention without representing a limitation of its scope.

Abreviations
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anilino) -1- (4- (2- carboxyethyl) phenyl) nethyl ene]
-6-chl oro-2-indolinone (314) 3-Z- [1- (4- (N
w@ 20dioemrhyl am noet hyl ) - Nret hyl am nonet hyl ) aPCT/EPRIPS/057013

-1- (4- (2- carboxyethyl) phenyl) nethyl ene]

-6-chl oro-2-indolinone (315) Bz [1- (4-

(2-di et hyl am noet hoxy) anilino) -1- (4-

(2- carboxyet hyl) phenyl) nethyl ene]

-6-chl oro-2-indolinone (316) 3-Z- [1- (4- (N

(4 dinethylaninobutylcarbonyl) - Nmet hyl am no) ani | i no)
éZ car box ethg % ghen I) nmet hyl ene]

-6 ch@%? 531 ABY TH¥hBCT3R9Y48%7- [1- (4- (N

(3- dl@ﬁtﬁyk@@b@@pig@wu@@é@@ﬂaé)trbpﬁégyﬁéﬂé ap)

anilino) -1- (4- (2- carboxyethyl) phenyl) nethylene]

- 6- ch¢6r©CQClﬁd®¢i%@h@h(%mg}lglqatfqﬁ fgaches a set

(met hy %ﬁg}nonethyl) anilino) -1- (4-

(2- car oxye ) phenyl) nethyl ene]

- 6- ChmMAO{erﬁﬁﬂib@@@@léﬁd9acﬁdz [1- (4-

(nethy%g&opylan1noneth yl) anilino) -1- (4 -

(2- car Py et PP IeprrenytY Hefhyl ene)

6 chkgior2rhodobione£320) 3-Z- [1. (4

(et hyl benzyl am nonet hyl ) anilino) -1- (4-

(2- cam%@&yém©§$§n®©en@mé)nethylene]

6-chloporge i pdol Lnong(321) -2t Lhy (4 (N

(2-dine hy? noe?ﬁylf ﬁﬁe%ﬁy?anlnbnethyl) ani | i no)

-1- (4- (2- carboxyethyl) phenyl nethyl ene]

-6-chl oro-2-i ndol i none (322) 3-Z- [1- (4-

Fa28Pi @i BX1-yl nethyl) anilino)-1- (4- (2- carboxyethyl

) phenyl ) net hyl ene] -6-chloro-2-indolinone (323) 3-2Z-

[1- (4- ((4-nmethylpiperazin-lyl) nmethyl) anilino)

Ih- the(Zeltawbogyekhyk}mphEBybf Bethplen8]l, Example A

-2-indolin

%FBE?EZ 6199P98PH§|? % F ﬁg)nggg?XgaTénomethylanlllno)

garboxyebaybbxpeenyh)pﬁshpy fBehylene] -6-fluoro-2-

- 6- chl or o- 2-i ndol i none (325) 3-Z- gl- (4-

{nePphBPNA+ 4w9nﬁﬁth§|yoaﬁpppﬁo)l3i P4-the list of

SEEEPIEL I SRR EDe it gr srerorrec

@bmponndphol|n-4-ylnethyl) anilino)-1- (4- (2
- car boxyet hyl ) phenyl) nethyl ene] -6-chloro-2-
i ndol i none (327) 3-Z- [1- (4- (imdazol-1-ylnethyl)

an | Epepet- o€4a Q@pr@@éﬁ@éyngYEbmﬁbﬁﬂM|bn”@hhﬁ'ﬁB@bhology
-6-chl oro- 2-i ndol i none (328) 3-Z-

foldpwenbybaapPnyethyindunget Aylsohphonyiandasy -
anilino)-I- (3- (2-

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
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car boxyet hyl ) phenyl) nethyl ene]
-6-chl oro-2-indolinone (329) 3-Z- [1- (4- (N
w@ ioneéhyd am nonet hyl car bonyl ) - Nmet hyl ami no) BEI/EP2003/057013
-1- (3- (2- carboxyethyl) phenyl) nethyl ene]
- 6-chl or o- 2-i ndol i none(330) R4 [1- (4- (N
(2-di et hyl am noet hyl ) -Nacetylam no) anilino) -1- (3-
(2- carboxyethyl) phenyl) nethyl ene]
-6-chl oro-2-indolinone (331) 3-zZ- [1- (4-
éékt?fﬂeﬁhybawbn@eWhyh)ahﬁmeﬂylanﬂnappanbbdnby the (3-
- _car box eth hen neth Iene%

%SEﬂPéfBl BPFEBh% (3%%}9 WZSLei.rehs (RES
iﬁtQéﬂE&BMEéﬂl?OQEQBME%d'%@EﬁtBhéﬂh?@lnaﬁthQQ% 10U/kg
(3- (2- carboxyethyl) phenyl) nethyl ene
bédghtvergh- undéDDnbnealsﬁe) 3rZsaﬂ1ne(4lo@B+ (saline

(3- et hyl am nopr opy % Nacetylam no) aniling) -1- (3-

QHtEQ}%oR§éFHyP)C6E RYFY ﬁ%tﬁVmeﬁﬁ}ernal diameter, 1.0mm
thQPBQIOdgah@ng n@ﬂ%oﬁ§§4%h§ gaEEl %ﬁssa e, following
( 3-di net hyl an1nopropy ) anilino) -1- (3- (%
egg@b@ygethytyepﬁgﬁgsyhﬁéphyﬁgﬁé}uorane for 5 minutes. The

[ |nd :

Lk P S fak et ot SACP! Raj o1 O FRaVhreakPBogy SiRGiFTETe A
pb@mpbmnﬂetmyhﬁmebr-éagmh@rguapEﬁd@hlmﬁnem¢3661%3Natrosol.
é (4- et hy Ian1nonethy|an|I|noi -1- gs- (2- .

@FBBQ&eFﬁ?P)Wﬁﬁ@n?ﬂTlﬁé?E9F@ﬁe ml O. Natrosol (vehicle
=8nehLoso-2-indolinone (337) 3-Z- [1- (4- (N
(4- nethylplpera2|n I yl met hyl car bonyl ) - N-net hyl am no)
anlllno) -1- (3- (2- carboxyethyl) phenyl) nethylene]

ndo i none (

FaEREE Ry PE: B0r B R. PUTCar RORS L) TARFH: AOS. erpagrpyped and
@@é@@éaeébyhhoﬂhemmlkaﬂﬁbhylene]
-6-chl oro-2-indolinone(339) 3-Z- [1- (4- (N
(3-dinethy|an1nopropy|) - Nret hyl sul phonyl ani no)
anillf 1(3- (2- carboxyethyl) phenyl) nethylene]
-6-ch oro 2 i ndol i none (340) 3-Z- [1- (4- (N
(2- d|nethylan1noethyl) - Npr opyl sul phonyl am no

Yanit |1 nAY 1 (2 earhnvivnt ln\ll \ nhonv] ) n + ln |l annl
LILJ Pll\/ll ] T T

-%ﬁ?ﬁﬁ?ﬁ%ﬁ@?#%dol|N8ne°F341 Coh%ound freatment

(#n2punoRRLOY! aAni ldals (3- rboxXyet hyl ) gchedule
phenyl ) met hyl gne] -6-chl or 0- 2 i ndol i none (342) 3-Z-

[1- (3- (dinetRhyl am nonmethylf) anilino)-1- (34 (2-
car boxyet hyl ) pghenyl) nethyl ene]
-6-chloro-2-indolinone (343)] 3-Z- [1- (3-

ggethylan1nonethyl) ani lino)] -1-EXa8uwple-A
leomycin 10U

10 (Compound Days 1-21
/kg
(134))
Bleomycin 10U
10 Vehicle only Days 1-21
/kg
Saline (300ul) 10 Vehicle only Days 1-21

21 days following bleomycin instillation, the rats were

killed with a lethal intraperitoneal injection of Narcoren™
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car boxyet hyl ) phenyl) nethyl ene]
-6-chl oro-2-indolinone (344) 3-Z- [1- (3-

w@ 20diemrhyl am noet hyl ) anilino) -1- (3- (2- PCT/EP2005/057013

car boxyet hyl ) phenyl) nethyl ene]

-6-chl oro-2-indol i none (345) ¥z [1- (3-

( 3-di net hyl am nopropyl) anilino) -1- (3-

(2- carboxyet hyl) phenyl) nethyl ene]

-6-chl oro-2-indolinone (346) 3-zZ- [1- (4-

(Redi aethyl aal neetihyin) ahbhbnﬂ¢riéux63 Th2- lungs were then

car box eth¥ % ghen% ) nethg %

rgmeHF h glg EH@DQSR }fSW FTap(ﬁrozen in liquid
ﬁhkégggﬁtQMHaBEBQQQrQ@nybUEEhyhhe other half was fixed in
- Nmet hyl sul phonyl am no) anilino)-I- (3- (2-

¢ar boxyethyl fopherypyarenhypPeneffin embedding and
-ﬁéggkﬁ ?-Z-indolinone(348) 3-Z- [1- (4-

? ne 9 - Nmet hyl sul phonyl ami no) anilino)-1- (3- (2-

car boxyet hyl ) phenyl) nethyl ene]

-6-chl oro-2-indolinone (349) 3-Z- [1- (4-

(N- et hyFeNeAet yl ami no) anilino) -1- (3-

(2-carboxyet hyl) phenyl) nethyl ene]

-6-chl oro-2-indolinone (350) 3-Z- [1- (4-
(henéuhg|tﬁsdagg|fzxyﬁ)ianﬂﬁiﬁgymali@3were embedded into

éz-c rboxgeth I% hen nmet hyl ene] .

STERFERsYBE M BRSDYO)o ML ON E0F) ysipg o picpREome (1eica

éﬁz@bﬁﬁtQMBaﬂlQQQBth)pohbﬁhhxgéﬂh308859¥hcéﬂ?@@%') The

yllam no) anilino) - -carboxyet yl)

phenybhsneechy| eheh dﬁleﬁlonDQZthﬁd@ﬂLd@ﬁe éBSQ)23hZurS) and
- (4- _(2-diethyl am noet hyl sul phonyl) an

(3o e thr bxgRthyF). PRGHyL T HELRyFbRe] CO6LEHr S pebosition

w890k EBEBEfi383) ng- Baskdn’ 647 r{Mhrome staining.

(2- di net hyl am noet hyl car bonyl ) - Nnmet hyl ami no) anil i no)

-1- (3- (2- carboxyethyl) phenyl) nethyl ene]

- 6-ch} ok % i ndol i none (354) 3-Z- [1- (4- (N

(2- d|netﬁ am noet hyl ) - Nnet hyl am nonet hyl ) ani |l i no)

-1- (8- (2 car boxyet hyl ) phenyl) nethyl ene]

- 6-chl o ndo| none

FST0r hat Ry P AT SOEPRORS T L PPhfhel i s fpe concrol group,
wBarhoxyethykt) phenyt) anBt hykepehicle instead of bleomycin
-6-chl oro-2-indolinone (356) 3-Z- [1- (4- (N
{atdeheepPramilfiobut yl car bonyl ) - Nmet hyl ani no) anilino)

-1- (3- (2- carboxyethyl) phenyl) nethyl ene]
-6-chloro-2-indolinone(3 57 ) 3-Z- [1- (4- (N
RatdiﬂEéhyéaninﬂpabpybhaabmpyw1ththéhmycaniunﬁ the vehicle

ani |l i no - carboxyet hy I henyl net hyl ene]
d%V%%PB%S sey H%Iiﬂ%ﬂef%§€% %cz? ee?4l Froute I5. Th

Lethylk et hyLaptagnesbylk) yapk EQ@%d'%y €3problasts and
(2- car boxyet hyl) phenyl) met hyl ene]
eBtrchtetov2airndetirhgnend the normal lung structure is

nearly obliterated.

Daily treatment of bleomycin-treated rats with 50 mg/kg of
Example A (compound (134)) 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
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(359) 3-Z-[I- (4- (rmethylpropylam nonmethyl) anilino)
-1- (3 - (2-carboxyethyl) phenyl) nethyl ene]

W0 BoekéTro- 2- i ndol i none (360) 3-Z-[1- (4- PCT/EP2005/057013

(met hyl benzyl am nonet hyl) anilino) -1- (3 -
(2-carboxyet hyl) phenyl) met A ene]

-6-chl oro-2-indolinone (361) 3-Z- [1- (4-

(di et hyl ami nonet hyl) anilino) -1- (3- (2-

car boxyet hyl ) phenyl) nethyl ene]

mét ehkodepdsindohi haneo(362red- Nofal (dun§Nstructure has
2 dlnethélan1noethi % - Nmret h Ian1nonethy % ani | i no)
ﬁen(@al? a1RarboXyethyly pHe 9Pﬁ%?h9¥eﬁe$ mparlso“ of

rbgGhLore- ﬁltndphgaegelg363) 3-Z- [1- (4-
(pyrrolidin-1-ylnethyl) anilino) -1- (3-

(2-carboxyet hyl ) phenyl) nethyl ene]

-85 C ngo .
6§%e?%g%§tlok 9 %%9??@3%? %g% Eom%éun on expression of
capboxyet hykxephebyk} menmyweng]bleomyCln induced pulmonary
-6-chl oro-2-i ndol i none (365) 3-Z- [1- (4-
ftaragthyl pi perazin-1yl) nethyl) anilino) -1- (3- (2-

car boxyet hyl ) phenyl) nethyl ene]

- 6-chl oro- 2-i ndol i none(366) 3-Z- [1- (4-

(pi perliik nedt yapet tiyd ) aadi $ynohesls ¢8-cPRA

car boxyet hyl ) phenyl) nethyl ene]

-6-chl oro-2-indol i none (367) 3-zZ- [1- (4-

¢noerphoti br4cybnerbyk) anhbi BOpsud- dédichBed to

car boxyet hyl ) phenyl) nethyl ene]
lBVﬁﬁFégétQOPnﬁélgﬁﬁﬁeeﬁBB8§SSOZ wp§. cpg. into small pieces

y il

%E?gg oggg%%ge SXEgE%E bia?%y égg}o%émégelyolgpmg of
tndetieneae {BEY)p3aZed[ 1ntp4a @mﬁ]ﬂapehdmrﬁlnebhybﬁd 1.5ml

ili =1 - (32, (2- b t h
8B LhrebD. srhiintoashl’ pestsndly) RISEY L IRETNGSEEN
éarﬁeaeyb@ahnwgﬁagbh) Magetykanmunerdanbl tAe) tube &4d the

- carboxgethyl) phenyl ) nethyl ene] -6-f .
Fubﬁowgs|ﬁ oFffone @3ReFsghZMMBRD [assple disruptor (Qiagen)

%g_ggg?%%ggggggp?pxh 5?0%5¥' gﬁé 801 hBeL: thibttine,
tg?gpeadinﬁghfﬁgo?iQS?Qdaﬁh%Ii%ﬁplé4eentrlfuged at 12000rpm
Eo T s S8 PRl R e PLaPr2 67 The RNA was

é%@f@cgeﬁng@hh@089m6§zgle§ 4erklon of the manufacturer’s
(4-ethyl am nonet hyl anilino) -1- (4- (2- carboxyethyl)

phehgtylnevhyl end] wishf Trbopd- 2BrndblivnoAe3(0374n18rgform
L%ﬁe%ﬁd?&N'o(ghgl Ehy H‘Qﬁgrggﬁk) ?ike?2v1gorously and

phon Ian1no ani
taéboxyethyb)lphehyté aethybﬁnekmpﬁréture for 5 minutes,
| uor o- 2- |ndol|noneé375 3-Z- & - %N—
2oL AT nBERG ab RokE ?IYaShﬁ?6b§F§H pHORGFahP nBfutes 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
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anilino)-I- (4- (2- carboxyethyl) phenyl) nethylene]
-6-f luoro-2-indolinone (376) 3-Z- [1- (3-

w@ p@bhyiiain nomet hyl ) anilino) -1- (4- (2- car bPXyEPI93/9)57013

phenyl) methylene] -6-f |uoro-2-indolinone (377) 3-Z-
[1- (3- (2-dinethylanmi noethyl97 anilino) -1- (4- (2-
car boxyet hyl) phenyl) nethylene] -6-f
| uoro- 2-i ndoli none (378) 3-Z-[1- (3-
(3-di net hyl am nopropyl) anilino) -1- (4-
f2mpacboxyethyt yipheayl fonet hyhenetes6at 12000 rpm an 4°C,
| uor o- 2-i ndol i none %379 3-Z- E - (4- éN— ,
tai fret AT aft ABcUF Boh§PReERTI ¥ 1 Rfet AYFSTI BROAYI BiFnBF et
apkliee)-to Gdy €3r @@rbozzehﬁﬁhle@he@xh£1M§tBMgeﬁsllet was
-6-f luoro-2-indolinone (380) 3-Z- [1- (4-
tésnaphydedMEmthBMIBhaaylanEEOWaaarland)stered ag2- —-80°cC.
car boxyet hyl ) phenyl) nethyl ene] -6-f
Fﬁ%rBOQC?ﬂéBPFHBHeOfBSiFhBSQmPFE weg. tpRp prasured using a
g gtgggﬁgggﬂbgggthyl) - Nmet hyl am nonet hyl car bonyl )

hyl am no) anilino) -1- (4- (2 -carboxyethyl)
phenyl) nethylene] -6-f luoro-2-indolinone (382) 3-Z-

2; th ho yI nyl) apilj - s B
RSt h§%9|>fHV R P ey et Pher g mr
EBQQ£IBgesn@3§g%t§e§ls[ilt(42 2 di BRERYHARRNOEMBOXY has
anilino) -1- car boxyet hyl ) phenyl) nethyl ene]
IGV®rSadrbransnd@bedone4884§ BoZif[gd (drs{Nr of the

é%pﬁ%%%%?mf?@ | SRR LT LaRYBERYY ) CoHOR P orBEhgHEnBFR, TH
st e [l L o

ﬁgdéaﬁ OKMeﬁth)wP@ﬁnME%CH§EQ¥£§Qe%at@r and incubated at
| uor o-2-i ndol i none (386) 3-Z-

epeChybpr bpyliantaspetliyk)y ahnbhnmi wis pdaced on ice for 5
(2-carboxyet hyl ) phenyl) nethyl ene] -6-f
NUBFBe2- i heblPHoRe £EBBY) BQZGaF@ regetion, ZUl RT buffer

(S0 St A o 3 (40 mascorr
é@@ﬁ? g5|QH8|hﬂ9nﬁy$§§§%r§pgm &%I %ﬁ?y?g_ (200U/U1l) was

azet dln 1-yl et aniltno)-I-
gsagbaxyetihyhy phedytbe pmahyheme]a Bhérmal cycler (Applied
| yoro- 2-i ndol i none (389)

- (4-
%b?ﬁ%?%ﬁmﬁllu9@ﬁﬁtﬁ P)fﬁﬁFPWHB% CngéEiO?EE 25° C for 10

ﬁ§599é¥ethb@ PB@”Bb)mHﬁEB¥EeQ§h 8@ & for 5 minutes, after
| uor o- 2-i ndoli none (390) 3-Z- -

¢hcphbdlined- yNHBEhyIWaanaddad)and 1@4ub@2ed at 37°C for 20
carboxyethél) phenyl) nmethyl ene] -6-f
nipree2-i hdel FrHbhBSE39%y gbRA WQS @4luted to 5ng/ul using

éﬁ@'gggﬁﬁggﬁbﬁ ghXLnEBQyE% %Qéé % 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 were

purchased as pre-developed assay reagent kits, whereas
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15

(4- (2-carboxyethyl) phenyl) nethylene] -6-f |uoro-2-
i ndol i none (392) 3-Z- [1- (4- (N

w@ 20diemrhyl am noet hyl ) - Nacetyl am no) ani | i noPCFELP2003057013

(2- carboxyethyl) phenyl) nethyl ene]

-6-fl uoro-2-indolinone(393) RZ-—[1- (4- (N
(2-met hyl am noet hyl ) -Nacetyl am no) anilino) -1- (3-

(2- carboxyethyl) phenyl) nethylene] -6-f

| uoro-2-indolinone (394) 3-z- [1- (4- (N
pﬁimetbyhaﬂipopbepyk$eehmebﬂylanbembwanEbknpko—&olﬂagen T

car boxyeth Ehen } neth | ene] -6-f1
§ﬁ8r 1§rpﬁ SFFﬁ h@ ?3@%? gne iln@4PrlmerExpressm (Applied
é§o§y§€éﬁybanbﬂ@@f@ﬁg'%haﬂl&tHQéasﬂ ok8-of the primers or

(2-carboxyethyl) phenyl) methylene] -6-f
puebes2innderinneae 9396¥agpzd pR- intron / exon junction,

t n ( 1)
SR RS R e o
&dntéﬁinéﬂiﬂgtbyhpmperamAnihytﬁarbDny|%aﬁpﬂbLnDhe|purchased

- _car boxyet hy pheny I& net hyl ene] -6-f
%P% Qlﬁﬁd@l“P bﬁéeésgé}m@ AR1- (4- (N
(3-di met hyl am nopr opyl ) - Nmet hyl sul phonyl ani no)
anilino)-I- (3- (2- carboxyethyl) phenyl) nethyl ene]
-6-f luoro-2-indolinone (399) 3-Z- [1- (4- (N
(2-di net hyl am noet hyl ) - Npropyl sul phonyl am no)
anilino) -1- (3- (2- carboxyethyl) phenyl) nethyl ene]
-6-f luoro-2-indolinone (400) 3-Z- [1- (3-
(nethflan1nonethyl) anilino) -1- (3- (2- carboxyethyl)
phenyt3°hethyl ene] -6-f |uoro-2-indolinone (401)
3-Z-[1- (3- (2-dinethylamnoethyl) anilino) -1- (3-
(2- carboxyethyl) phenyl) nethylene] -6-f

| ucT®r@et ndo inone(402) 3-Z- [1- (3-Sequence

/Q I‘II rmf h\l| 'J'n nr\pr r\n\l anl | | nr\\ 1 /Q

(2 carboxyethyl) phenyl) met hyl ene] -6 f

I or o- 2- 1 ndof i none ﬁg 3,3 Z- & ,
(N-(dinethylaﬁpﬁ&@ﬁ on;1n§?ﬁykpc AT CAG AAG TTT GGA-3

'Nnethy|SU|p|uu —aft ) GHII;HU Iq Iq

?@%Q%%%%&H%b R§W€ﬁﬁﬁ) nE@hyT@ﬁeTTGaGIC GIG CAG ATC TC-3’

uor o- |nnnn /A A 2.7

[1
(N- et hyl - Nirbt h%/fl E%w%ﬁ G aﬁﬂq i) GGC (IHC (CEA TGA-
)

carboxyethyl met hyl ene] -6-fayrp_3-
| uor o- 2-i ndolinone (405) 3-Z- [1- (4-

(N-met hyl - N-acetylam no) anilino) -1- (3-

(?-Pnrhnyyptﬁvl\ nhpnvl\ nnthvlpnp1 -6-f

Iuoro-2-indoTFnone § 3CHG" AgT @QC RAC ¢RG ARG AAG TC-

( 2- di net hyl api" fo&FT - Net hy | ani nonet by car bonyl)
Pro—
Reverse 5’"-TCG CCC CTG AGC TCG AT-3'
Collagen I

5’ -FAM-CTG CTC CTC CAG GGC TCC AAC
Probe
GA-TAMRA3’

Real Time PCR was carried out in 25Ul reactions, using 25ng

(bul) of cDNA per reaction. A guantitative PCR core kit was

purchased (Eurogentec) and a master-mix was made up as
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-N-nmet hyl am no) anilino) -1- (3- (2 -carboxyethyl)
phenyl) nethylene] -6-f [uoro-2-indolinone (407) 3-Z-
WO 1006067178 2- di et hyl am noet hyl sul phonyl ) ani | i nEQT/EP2D05/057013

(3- (2-carboxyethyl) phenyl) nethylene] -6-f |uoro-2-

i ndol i none (408) 3-Z- [1- (499N

(2-di et hyl am noet hyl car bonyl ) - Nnet hyl am no) anili no)

-1- (3- (2- carboxyethyl) phenyl) nethylene] -6-f

| uor o- 2-i ndol i none (409) 3-zZ- [1- (4- (N

€21 dbwet hylanpnoethyt ) onNeet bylLlam prret byt ) oanbhERgy, s500ul
-1- (3- (2- carboxyethyl) phenyl) nethylene] -6-f

Vaot o- 25 0midlol | Hokel (T B:Z- scfllutj(afm (5mM) , 25ul Hot

éz dlnethylanlnoethoxy% anilino) - 5 (2 .
eafbbRyetAgYephdni) ﬁ%tﬁ?ﬁ%ne?2 %H forward primer,

i ndol i none

Ehot Ryl BERGr af HonGEhy| Jolh PFIBS 224 p4IML DEEC treated

rb t hyl el hyl - f
ﬁ%g%% beyet F?n%%ggﬁﬁ%%% g?%?¥[?$§15@@n added to 25ng (5ul)
taegbyl poopy| Batnoarbhyk) sankki 88)ridd 63t in triplicate.
(2-carboxyet hyl) phenyl) nethyl ene] -6-f
| uor o- 2-i ndol i none (413) 3-Z-[I- (4-
fHEBPMEPe95y5QQh99@§tBME)g@Hblbﬁﬁkes%i £3- 2 standard curve
(2-carboxyet hyl) phenyl) nethylene] -6-f
Wasroeﬁstndotedoﬁer(4a4y @{Zmeklset4an was included on

%g? oR %g?ﬁy|¥H§L5ﬁ§%?gﬁé%k§géﬁe?ad% Fp of a mix of all the

bDQAOSZUh@Q@|Lﬂ@@@tiéééioﬁ Ztnfd- miﬁ of cDNA’s was serially

% er0|ldln Inethx % anilino) -1- (3-
2 ébﬁﬁo%9etﬁ9r)58he 9Py ﬁ@@h?ﬁ@ﬁé} agsfandard curve was
LygLer 4t Bdobknpne éﬂ%glnédzc [ECy&f% at which
(azetidin-1-ylnmethyl) anil |no
garbbxyethyb) phenik} aeshylﬁheﬁshﬁlﬁ) agalnst the LOGip of
| uor Q- 2-i ndol i.none (417
%B?pg%iEFhoﬁ §FﬁE?ﬁy|§u%HFF|H8% ?gaﬁ§ fpy.the target gene
sakbexyet byl yrikeayhd Qﬁbﬁ¥|@8§iro§ fThe Cr value for both
| uoro- 2-i ndol i none (418) 3-Z-
?ﬁﬁgﬁhélfﬁr4e?PhePﬁyF¥eaﬁﬁmph@¥ WQS EBSH(QOHVGIted to a
0 I - 6-

g%@oé %g%lﬁg%gé(ﬁ?g$gg¥éng§_c?£§e and the target gene
ﬁahuennaphmbrmaﬂiybdetbytheameBigehelvaqae.
(2-carboxyet hyl) phenyl) nethylene] -6-f |uoro-2-

i ndol i none (420) 3-Z- [1- (4- (N

(2-di gethylam.goet hyl ) -Nnet hyl sul phonyl am no)

anilino)-I1- (4- (2- carboxyethyl) phenyl) nethyl ene]

- 6- brono- 2-i ndol i none(421) 3-zZ- [1- (4-

( th L am n hyl car bony )
A P B T Y b Ryt Ealfy Fangiac
P6i bmoun4 20 ndokt wapne. (422padidonflwefd- mble using a non-
(2- dlnethylan1noeth% - Nacet yl am no)
parametriC T-test ann-Whitney U test) and a significant

value was considered to be p = 0.05.

Results
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anilino) -1- (4- (2- carboxyethyl) phenyl) nethyl ene]
- 6- brono- 2-i ndoli none (423) 3-Z- [1- (4- (N

w@ 206061yd am noet hyl ) - Nacetyl am no) anilino) PAFEP405/057013

(2- carboxyethyl) phenyl) nethyl ene]

- 6- br ono- 2-i ndol i none (424y 30Z--[1- (4- (N

( 3-di et hyl am nopropyl) -Nacetylam no) anilino) -1-

(4- (2- carboxyethyl) phenyl) methyl ene]

- 6- brono- 2-i ndol i none (425) 3-Z- [1- (4- (N

tBe methyl as aopr shylh 1thegykaﬁilo)panbbﬂmayeﬂll)(éﬂd 3
Q -_carbox ethy % hen nethyleneé ,
élBFaﬂ%CE ?hdo? A n@a%ﬁZ%?lthrefi s%ats RNA 1solated from

{Bedi gREhykagi BepEopyklrani 1ino) -1- (4-

(2-carboxyet hyl ) phenyl) nethyl ene]

- 6- brono- 2-i ndol i none (427) 3-Z- [1-

- arhax
(AeesbbamaormuahenL Lok by Bhcohleaboshmttirblen:
fteatdenet Wytam,enmet Bybaniy/| kA6yecliatde (RAcreases in
carbox¥gthylﬁ hen% é nethglene
PEOBP bADISL | hdelnorBEEDOY SnZgFPe(ﬂX?Rﬁ§ﬂlﬁ€tln the lung,
Q¥|Qé@ﬁrﬁﬁ'ﬁl%u¥E§E§h¥h839b08¥h£1s%bﬂgtQXE%”EH@)
anilino) -1- (2- carboxyethyl) phenyl) nethyl ene]
hgsbponpiQailhdobkPnanent430ng3fZzbrpgis(4een in Figure 1B.
(4- et hyl pi perazin-1ylcarbonyl) anilino)-1- (4- (2-
car boxyet hyl ) phenyl) nethyl ene] -6-brono-2-indolinone
1431y B8rdathdnt(4f BNeomycin-treated rats with 50 mg/kg of

éS dlnethylan1nopropylé Nmet hyl sul phonyl am no)
KPP AB) &1 (cpapopnd dapBoxy&PRRYPY pheayPyfAERAYI éRel 0-0001)

195?%999 g b@dgkbgggﬁl&ﬁsg} §1gro %ﬁoﬁgrké%+genes in this

di met ylan1noet - Npr opyl su nyl am no)
mndélno§SIse¢m l@ZFlgarbsxgeahylﬁ phenyl ) met hyl ene]
- 6- brono- 2-i ndol i none (433) 3-Z- [1-
(4-am nonet hyl anilino)-1- (4- (2- carboxyethyl)
pheBykxp8et ighenehus 6dbhenst 2at 8dot haenexH434}i3nZof
%. (3- (di methyl am nonethyl) anilino)-I- (4- (2-
Hpbekyet hgrkephenyny heehgfene] depoptbrdr20f nadFrasaelular

(4555765, L, AL e povbinl b

Eﬁabp@ﬂDAZ{Dnﬂpbundnel6436) 3-Z- [1- (8-

(2-di net hyl am noethyl) anilino) -1- (4- (2-

car boxyet hyl ) phenyl) nethyl ene] -6-brono-2-indolinone
f?ﬁZ)4§x§reééiOQSOf(§igkaeﬁeyhaﬂkeeecoamh)ta@kbfeek

deposition of extracellular matrix, may be dramatically
reduced by treatment with the compounds in accordance with

the present invention.

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
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(2-carboxyet hyl) phenyl) nethyl ene]
- 6- brono- 2-i ndol i none(438) 3-Z- [1- (4-

w@ 20diemrhyl am noet hyl ) anilino) -1- (4- (2- PCT/EP2005/057013

car boxyet hyl ) phenyl) nethyl ene] -6-brono-2-indolinone

(439) 3-Z- [1- (4- (N (di methy¥l am nocar bonyl net hyl)

- Nmet hyl sul phonyl am no) anilino)-I- (4- (2-

car boxyet hyl ) phenyl) nethyl ene] -6-brono-2-indolinone

(440) 3-Z- [1- (4- (N-methyl-Nmethyl sul phonyl am no)

anmpbnods may(éis¢2becanbsxyethylWipheaybkcﬂetbyyeme}
br onp- 2-i ndol i none g % 3-Z- Ll- (4- . .

%RPHEPH%VtRPaéaﬁﬁPﬁn?H Anf I PABRtOY pgtivity.

(2-car boxyet hyl) phenyl) met hyl ene]

- 6- brono- 2-i ndol i none (442) 3-Z- [1- (4-

%n-ﬁephyfeﬁr@éz@mbgdym§néniniﬁ@;ordemce with the present

B om0 b P Rd6I PRoMe" (4h8) ST [HSC{S PREPPRESS @re
pzeﬁenabmylaane@eéhyEkomhhabhgkaﬁpnoﬁﬁbmstcagbomy|)

-N-nethxlan1no anilino) -1- (4- (2- carbox%eth
pRBAGRY ﬁ@?ﬁ?Pén@PenéserﬁBaz |ﬁ6@?Fh6ﬁe ghggpigdsy. PDE-IV
Lﬂhl&ﬂtOQg db@@hMA?”kEQQEQVEﬁHEEEQB¥E) @R{léﬁ%agonﬂsts,

(2 -carboxyethy ) phenyl) nethyl ene] - 6- br ono- 2-
Lﬁaé|anbagop4a5§ 3EZFR[ 1nh{RBitoNs and endothelin-
gztglngthglan1noethylcarbonyl) - Nret hyl am no) ani | i no)

1 ?ﬁ car boxyet hyl ) phenyl) nethyl ene]
- 6- brono- 2-i ndol i none (446) 3-Z- [1- (4- (N
éz di met hyl am noet hyl ) - Nmret hyl am nonmet hyl) anili no)
atigholipergarbai§et AynyYpReRyPy 2Rty hyPefgfected from the
@oQﬁOBBngléﬁgﬁg' 9n€ﬁé4glo§rgplh$ sgﬂts, oxitropium salts,
? di net hyl am noet hoxy) anilino) -1-
(Zutappmxmeshyt; phgnytyopeumybeheb, glyc0pyrronlum salts
d % - -|ndogtnone (448) 3-Z- [1- (4- (N
?2 dr Bt Ryl anf fiobiit yl car bonyl ) - Nmet hyl ani no) ani | i no)
-1- (4- (2- carboxyethyl) phenyl) nethyl ene]
- 6- brono- 2-i ndol i none (449) 3-Z- [1- (4- (N
@%t@rﬁemhvﬁéﬁﬁﬁo@abpyr@éﬁ@GHQV)beNﬁ@ﬂﬁykaﬁnﬁépm the beta-2
2- I ny| |l e
AphbL0OL glscd Fﬁbn£8?4§8§%§?§¥ %1PB§4¥,A6H?EQX, Bekch is
inebhybe&hyﬁaheneﬂnthylieﬁekbhne) -1- (4-
(2- carboxyet hyl) phenyl) nmethyl ene]
- 6- brono- 2-i ndol i none (451) 3-Z- [1- (4-
ﬁﬁ@thyl@ﬁﬁ@Mh@8k50ﬂ§§h?kéféﬁabnpo%e de1ébted from the group
(2-carboxyet hyl) pheny nmet hyl ene]
cenpishnng- pﬁd@npﬁgﬁgléﬁgg)tgegphylllg4_roflumllast, ariflo
apiLn t ) Llkn0), 1% (4= 1 B
g e by Py SRS nEtRyrengy 2206 tsen-3s1591), awp
1 B-bsonys®R-Bndolfonpne- (3, 5-dichloro-1-oxo—-pyridin—-4-yl) —4-—

difluoromethoxy—-3-cyclopropylmethoxybenzamide, NCS-613,
pumafentine, (-)p-I[(4aR*,10bS*)-9-ethoxy-1,2,3,4,4a,10b-
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]benzyl)-2-pyrrolidone, cis[4-cyano—-4-

(3—cyclopentyloxy—-4-methoxyphenyl)cyclohexane—-1-carbonic
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(453) 3-Z- [1- (4- (diethylam nonethyl) anilino) -1-
(4- (2- carboxyethyl) phenyl) nethyl ene]

WO 200b0ertds 2- i ndol i none (454) 3-Z- [1- (4- (N PCT/EP2005/057013

(2-di met hyl am noet hyl ) - Nmet hyl am nonet hyl ) ani | i no)

-1- (4- (2-carboxyethyl) -—phedytnethyl ene
]-6-Dbrono-2-indolinone (455) 3-Z-[1- (4-
(pyrrolidin-1-ylnethyl) anilino) -1- (4-

(2-carboxyet hyl) phenyl) nethyl ene]

a6 i pnb- 2arhdmbth0@g€456%a8024—ﬂ3—c§4iopropylmethoxy—4—

éazetldln % ani | |no% - (4- (2-,
éF%B%§%Wﬁ§P§X$B%ﬁ§Y ) et hyhenel ~16°BFont 2! fnd¥rrRofe (3
&ﬁéibpﬁogylhétheé @Qélﬁ?hb¥bﬁb§ﬁ6§§ﬁﬂ@h%h}c?@&BM&%an 1-
anilino) -1- (4- (2- carboxyethy phenyl) net hyl ene]
061 br dFD=2+1 ndbhivhofe ( @4§8ylgpzntyloxy44—

; et : 5.
£ REL e DY RTEL AL AR P a0en el Rk, Ghadii naa 10
«i58}c3©ﬁen%§io£?h4%m9tpb&&pﬁeﬂyybﬁ?khyﬂldaﬂkEkno) -1-

- - Car poxye

I
Saigraiacot pnn THohbolagey 4odBb Y S1Ghis, ep-168787, 1-

ﬁ&bIOWDQQQQIIaréfyhﬂﬁhhygilgekgmnow IlzééA C1-1018, CDC-
(2-carboxyethy ) phe yI) nmet hyl ene] - 6- br onmo- 2-
Bhdol FAENE0PA61P-3<288| 1¥YM(489Qi/m dazbB7 2, yPrmevhybpentyl-
I I
SR ORhabor (e b8 GaBy L) P Lo BEbY, 08) 2, o

tﬂidtafbhylanhmpﬁeibyhanahune}cyiiobantQZ 5,6-dihydro-7-
carbox%ethyl nmet hyl ene] -6-brono-2-indol i none

Ches) o3k BEavY | Ko Fen hr s hyPaf Rastnat § Loianons a, 3-
%g@gib&kﬁ lp@H@%EangB%uﬁﬁéthQ)bg ugéd (gs available, in

oxyet phenyl’) yl ene] - 6-brono-2-i ndol | none
th64ioBmZ@f[ihe@4 r@hbmdtﬂethyhantmomethybcarbonyl)

anIno ani | r boxyet hyl

AREREF =Rt ROFERe] o Eoch: bib- SSFRUSH: FERECHESy 18beaty
fécepbbb(2- denet hybhanipeethyty tNaeebyl| api-no) ankl Epoh of
-1- (3- (2- carboxyethyl) phenyl) nethyl ene]
tBeprofblPatAdoRrNAGAE [¥EERESSZ- [1- (4- (N

(2-met hyl am noet hyl ) -Nacetyl am no) anilino) -1- (3-

(2- carboxyethyl) phenyl) nethyl ene]
SBeboodn- ﬁaynpoéfeoably46@)s@lzetéa fedm €Ne group

3-dinmeth Ia Nacet anIno% anilino) -1-
t8n St LRy AP PeRnePY o) qade et ian L gL

b@tbk@@@r@pk@ﬁ@bh&@@? RAR8) 08541, [%iuﬁﬁsoimd
( 3- met hyl am nopr opyl ) hbcetyIaHIno)
beclomethasone, triamcinolone, budesonid, fluticasone,

mometasone, ciclesonid, rofleponid, ST-126, dexamethasone,
60, 900—difluoro—-170— [ (2-furanylcarbonyl)oxy]-11f-hydroxy—
16a—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
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anilino) -1- (3- (2- carboxyethyl) phenyl) nethyl ene]
- 6- brono- 2-i ndol i none (469) 3-Z- [1- (4-

w@ odioemrhyl am nopropyl) anilino) -1- (3- (2 PCI/EP2005/057013
- car boxyet hyl ) phenyl) nethyl ene]
- 6- br ono- 2-i ndol i none (470y 302-—[1-
(4-ethyl am nonet hylanilino)-1- (3- (2- carboxyethyl)
phenyl) met hyl ene] -6-brono-2-indolinone (471) 3-Z-
[1- (4-nethyl am nonet hyl anilino) -1- (3- (2-
carhoxyephytimpbehyl) caklihybeneptabibr anbd2adadol bnonelts

472% 3-Z-[1- (4

%Rﬁ{ 9ﬁetﬂ%lprEPﬁzFﬁ¥WyPﬁeFH§FEaFB6H9F?S and/or hydrates.
-N-net hyl am no) anilino) -1- (3- (2- carboxyethyl)

phenyl) methyl ene] -6-brono-2-indolinone (473) 3-Z-

P38 ¥aP kanapehynhbiberazsnnpy| paebengb}vahel padycred from

é% b§30u53588§¥§£9M )?§7§E¥l%EQEF?nggeL?Rﬁbltors that are

I'no
ﬁSdeﬁEéhyEaﬂ1mﬁpt@pyé)lnNMEtbytsntghenyhanan) Us
aniling%-l- %3- % - carboxyeth I henyl% neth | ene]
26°BPofB2- VRdal ﬁéné4é47ﬁ§ 92(4U (ﬁz59 991, US

526an§§@Y|@§]90€Wbygb7 h@é°9%5§9|@§@ny533590503 Us
ani ['i no (2-" car boxyet phenyl§ "net hyl ene]

567690hé32 Uﬁd@}7ﬁ@né9@47e§ 8, 277[289 US 6,340,685, and US
4- t hyl I th

(20 ooEeL iy B0kt LoR) sLas 850 (Ra 527 DOXXEL ML) 94410350, wo
93/09853(dwne9hybaaﬁmonwbh95yoaemnlnwb 95/0385Q2 WO
carboxyeth% gheng hﬁnethélene - 6- br ono- 2-i ndol i none
P47890387-Wp127 (350 ¢ et HYI AY AS @hyW? 8ﬁ/ﬁﬁﬁéﬁ ¥o
éa/ssésscaw©0§v?§@x%h pﬂ@”bﬁ%4ﬁ%ﬁgy'%?eb7/16442 WO

br ono- 2-1 ndol I none
p2/toaetl hyWanPndethyb) @Ai PBAGP61%2, @8- 96206715, WO

PR A M LB SR, R e PR Bk

9@/56377(2w©a99¢zyebby|Wopbemyhﬁguethml@8¢h4780, WO
- bronp- 2-i ndol i none (481) 3-Z- %1- (4-
?Qla?ﬁéﬁhywanﬁﬁéé€ﬁ§8) HAi PPRe%S5R, 18- 9825284 ho¥e
hepyl en 2:-4-N 2
o YRR NP as e B oy Paghery 08 #82
93Méﬂ592$quhelynaﬁﬂﬁa)Wan9BVEOBSB 8- 96232733 WO

S37beLYS ) BB, TREMLEN] sy w0011, wo

6 by pet byl - %bebth$prD0WM|@9V8912@n|an©b/5856§ (e
car boxyet hyl ) phenyl) nethyl ene] ~6- br ono- 2- i ndol i none
p28285337-WP199(4710N, n¥PhYP/ RL4&et yWanPAdY 98A 01 i WE)

9%755@59, 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
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(2-carboxyet hyl) phenyl) nethyl ene]
- 6- brono- 2-i ndol i none (485) 3-Z- [1- (4-

W@ booneéhyd i m dazol -2-yl) anilino)-Il- (3- PCT/EP2005/057013

(2-car boxyet hyl ) phenyl) nethyl ene]

- 6- br ono- 2-i ndol i none (486) 30Z-—[1- (4- (N (N

(2-di et hyl am noet hyl ) - Nnmet hyl am nonet hyl car bonyl )
-N-net hyl am no) anilino) -1- (3- (2-carboxyethyl)
phenyl) methyl ene] -6-brono-2-indolinone (487) 3-Z-
pas7(835¢2wdi edbhybasBnowbhybgabphanyivp aiVBEmeﬁ,lwo(S-

DRAERLRgYELIN) 10980 ho EhDAERBE 8 B69TB1%0, wo
0287 dbmethykignpoesthykcagbonyl/ »1shet fyl am/no) sani kiono)
(2- carboxyetﬁ ') phenyl) nethyl ene]

06/%ééﬁﬁfZWDn@éVﬁﬁaﬁé,(W999130274P1 WO401¢N5745, WO
h t Byl I

63705 qREPykaTLIPEL L) GOMELDKL AR DOREL BY)) 305, o)

eﬁ/bzmap 2wondioogoe (#00D 134224 1- WO461/34605 WO
hyl am noet hoxy) an

(Zudbrethyamnoethon aml 1ok o1 (35130515, o

o§7§89ﬂ§ 2wbngd@lzpane, (ﬁ@lbl 3631k1- 64019N7921 Wo
di met hyl am nobut yi car bonyl ) - Nnet hyl am no) " ani | i no)

01/2(889(ZDECéBBéﬁﬁéBhyﬁpdpﬁﬁngppOnﬁﬁﬁﬁﬁewépse disclosures
- 2-indol i naone 492

052 ah ATt A7 B0t RGRF By ERFbBngT) “RRBEAGP A hagis entivety.
@ﬂlbaﬁ@icular(BntéZescafb@xyﬁéhyb%bphéﬂybhsﬂebbwkaﬂﬁb to

- 6- br onp- 2-i ndol i none 493%

thet hyVerhyPANPRBNERATE) DA |Pnhé§lt9r8(@lsclosed in US

é22§@r§9§§ebﬁy%)3ﬁbe@¥% WEtBM£§Q?b4 (%o 00/12497, WO

br ono- 2- i ndol i nohe
0EebBYD pr op9l AV MOPBOHhYWD ahVbEAGY, - WO P3/61426, WO

b8 6 F5a: SRPndal PROR (Hgs] 8551 pg0z /38312, WO

OMEBByhbenwwlamyeegenhbe ani/kizoo) ,- ko 68761437, wWo
52 carboxyethé Ehen yl) met hyl ene]
8/ bt 6AB- 2UPnEBY LAdne, (W@GPOélZ2OF1 W@400/36096 WO
a o) sanjghi ) 3ian(
gg(%i?%éfﬂﬁp ggﬁgﬁé n@?hg é82%02é g?oég/ 1d6l I"Rone
0497)131Z- WDl@O(4336N— we- dOWéBhﬁQanwnoéOhﬁBﬂ39, and WO

- hyl am nonet hyl ) ani box et hyl

A e A ST It

(Anibpybrok kdiaideybaethyh) t88i kbRAgbunds 63- following
2- car boxyet hyl ) phenyl) nethyleneillél

erBEbap{ 2) i AdoPiAehese4o9n FOZ99Y
(azetidin-1-ylnethyl) anilino)-1- (3- (2-
car boxyet hyl ) phenyl) nethyl ene] -6-brono-2-indolinone

/2
Ri~_ _N
Xy
N
R (I),

wherein
Rq is 4-pyridyl, pyrimidinyl, 4-pyridazinyl, 1,2,4-
triazin-5-y1, quinolyl, isoquinolinyl, or gquinazolin-4-yl

ring, which ring is substituted with Y-R, and optionally
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(500) 3-Z- [1- (4- ((4-nethyl piperazin-lyl) nethyl)
anilino) -1- (3- (2- carboxyethyl) phenyl) nethyl ene]

w0 soboertos 2- i ndol i none(501) 3-Z- [1- (4- PCT/EP2005/057013

(pi perazin-1-ylmethyl) anilino) -1- (3- (2-

car boxyet hyl ) phenyl) met hyl &he] - 6- br ono- 2-i ndol i none

(502) 3-Z- [1- (4- (rnmorpholin-4-ylnmethyl) anilino) -1-

(3- (2- carboxyethyl) phenyl) methyl ene]

- 6- brono- 2-i ndol i none (503) 3-Z- [1- (4-

@thhoaﬁr@hﬁhtmoﬁaylmﬁﬂhthdantlEnb%thtueﬁt selected from

%2 carboxyethyl) phenyl ) nethyl ene] -6-bro

hdolailreh QTR rgf X4 G d%ﬂz}b?XB&r ﬁlrrét Ry thio.
@ﬂthawﬂyﬂsuﬂf%nﬁl cﬁ@bh&%y%&BYRQ plzeny lhametihylcenelai1kyl
2 6- bromo- 2- i ndol’i none (505) 3-z- [1-

%ubatnevhyﬁaﬁmhéﬁethylthﬁtﬁ@ycyqu@4rlng which ring has
%P?%gﬁé‘?{@%@?@g@h%%{' Lot TELRY 6Nl 81 FLUQR0z4ai tional

hététﬁ&tbml@ﬁl@@ﬂ@@hykamlbkp@en;lsuiﬁurCaEbNRMﬂEthyl

am no- phenyl) -nethylene] -6-f |uoro-2- indolinone

YaBmy C3O2Re[ @ YARdi met hyl ami nonet hyl ani | i no) -1- (4-

{Net hyl 5y ¢akhoxynet hyl am no) phenyl) nethyl ene] -6-f

| uoro-2- indolinone (508) 3-Z- [1-

R4- di hethlyéayd nonephyhahiViney raphtByl¢ Naetayheteroaryl,

car boxynet hyl anm no) heng % neth%lene -6-f luoro-2-

Wha@h|h§n@p{5@g§léyzsuP§ uted by one or two substituents,

éécﬁ'H?t@MkéH1EQ”?BB%béHaEhEQ} sele&éed, and which, for a

car boxynet hoxyphenyl) ™ - net hyl ene]

46pbhhot p- 2nbepdohi-hope( 510haBhiZh-pP1iyl or 6-naphth-2-yl

4-dj net hy| am no lanilino
B P BbxoHET hoxyBhGRYPY DG el 150, C(2)NR Ry, € (2) ORu
'(@R?JRZQTV 15”@&,'1@@15(5@&)2,3 h%flC[ Jsubstltuted Cl 4 alkyl
é4 dlnethylan1nonethylanll|no) -1- -

arbexiiet hyt afm Ropheiliyi| ( Zﬂﬁ%hypénéFRuébchﬂ%ha&@ and
%ﬁgghln? ? ggﬂg}nét% F%%Pflﬁf su?st%gutlon, is halogen,

I ret hyl am no
CﬁﬁbﬁxyﬂﬁzhMRﬂﬁhmDDhemN®3m nmrmykﬁme toBschl W)osR-, ORs,

i ndol i none (513) 3-Z- [1-
halﬁfﬁEbh?iéﬁtﬁdn@thyBéhVﬂbnS}A-ilthr (Netthyl - 'R10C (2) Rs,
go%oq&nea (gfiaé'g @%_BF%?%[ ) ZE?%B]%% eOnre] (Cfgoﬁg]ol)?n (E\]-EgléRlll;

Z4 di et byyeen nereshytanj | i no) -1- (3- (Nnethyl -
carboxynethylan1no) phenyl ) nethylene - 6- chl or o- 2-
18 an integer having a valué of to 10;

m is 0, or integer 1 or 2;

m’ is an integer having a value of 1 or 2;

m” is 0, or an integer having a value of 1 to 5;

v is 0, or an integer having a value of 1 to 2;

R> is -C(H) (A) (Rs2);

A is optionally substituted aryl, heterocyclyl, or
heteroaryl ring, or A is substituted Ci_15 alkyl;

Roo is an optionally substituted Ci-1p alkyl;
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i ndol i none (515) 3-Z- [1-
(4-di et hyl am nonet hyl anilino) -1- (4-

w@e abosynet hoxyphenyl ) - et hyl ene] PCT/EP2005/057013

- 6- brono- 2-i ndol i none (516) 3-Z- [1-

(4- di met hyl ami nomet hyl ani | Tnd6-1- (3-

car boxynet hoxyphenyl ) -nethyl ene]

- 6- brono- 2-i ndol i none (517) 3-Z- [1-

(4-di met hyl am nonet hyl ani | i no) -1- (4-

Rar boxynethy) amrnophenyl By F metdnd wney d ke brionme2ecycly1Cr ¢
i ndol i none %518% 3-Z- %1-

tA58E neb Ry P anfhotet RyFahPRThodY 1431 K¥3:. wherein each of
QﬁéB@XMBEéBYé§HM§9DB§an%10H§1Dy|§ﬁ§si1@u@é@nﬁ 2-

i ndol i none(519) 3-Z- [1-

R4- di hethydaedeonet hyl ahkvinofsv1cy¢qoalNaet hgkyl, aryl Ci-g

gﬁgg??xggég%biggig?§§PF§8¥L%1ﬁ?EhXhEQ?,]h@i@%SH?b%&l, or

L4t diroetbyl,ac noaekhyl aghkirB8oh edch(3f {Noethybieties may
carboxyneth Ian1no% ghenyl) nmet hyl ene] - 6- br ono- 2-
PRABPF BB 1 AsSHeFF 188 EHeI r tautoners, their

%er69é5§@§é§09§c19§ PRYSLOLOgLE h|&1§§Q§B&@b| sal;ts
thereof. The conpounds of general fornula I, thelr

Rauton@rbydrh@$m,s@eme@lbnher©z@raihenphysCQMogibahyy or
ﬁﬁéﬁ%table sa ereof re t ys sui tab for t

1 K R
At ron 8r P?ea ment — 6 lgsspeélglc i rotll?:éin s%%ébbelng

seHected fromthe group conS|st|ng of : Fibrosis and
renodel ing of lung tissue in chronic obstructive

Pal rroh%\rlw%l?@%%@e ¢ COPDFMa gAY bAFRL bY oRERFPFaPlangation, Ci-
rEr ??”363LU89cﬁbQEQ§hS QEQlEUEFQEa& Idh?ggﬁfzh@%EQeryl,

I C conponent i ncl Gdi ng not
hdtepa&hyt @uhnahayy f hbresbpsyCLPE) , agyantoceCLaoalkanoyl;
nter t| al P sarc IS, .cystjc
RTETO0 S FasBRPa oyearerPEsLPaorar ahes( AR, hdrogen or
g[qnghaynt@§|§7 §m&IE@St§geﬂhég meHC@ﬁe|Hﬂﬂrﬁb@hoﬁbswhich
(for exanple, induced by drugs such as bl eonycin,
bh§¥cﬁF©r®hF@¢B§@uf@ﬁm @yb?b@h@@bﬁhﬁ?délnﬁn@édérbﬁe7

SI@B@%EaHBQSh PEH%; %k?ghgfl 9859t$£n9'5£°£&§?€58h91

I COSi S, asbest system ¢ scleroderng, rosi s
hadereavdel sagecnedasthom; okvdeonsi sul Aiur heunwroi;d

grinvitis Mrally induced hepatic elurhosig ot

alkenyl, Cy19 alkynyl, Cs-y cycloalkyl, Cs—; cycloalkenyl,
aryl, aryl Ci10 alkyl, heterocaryl, heterocaryl Ci-1p alkyl,
(CR10R20)nOR11, (CR10R2p) nS (O)mRis, (CRipRsg) nNHS (O) sR1g,
(CR1oR20)nNR13R14; wherein the aryl, arylalkyl, heteroaryl,
heterocaryl alkyl may be optionally substituted;

Ry is hydrogen, C(Z) Ri1 or optionally substituted Ci-1ig
alkyl, S(0)2Rig, optionally substituted aryl or optionally
substituted aryl Ci4 alkyl;

Ris and Ryp 1s each independently selected from hydrogen or
Ci-1 alkyl;

Ri1 is hydrogen, Ci-1p alkyl, Cs—7 cycloalkyl, heterocyclyl,
heterocyclyl Ci-q9 alkyl, aryl, arylCi—1p alkyl, heterocaryl
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Radi ati on-i nduced fibrosis; Restenosis, post
angi opl asty; Renal disorders including chronic

w@twaeéuronephritis, renal fibrosis in patientBCI/EP2005/057013

recei ving cycl osporine and renal fibrosis due to high
bl ood pressure; Diseases of thé skin with a fibrotic
conponent including but not limted to, scleroderna
sarcodosi s, system c | upus erythematosus; Excessive
scarring. In a preferred enbodi ment in accordance with
bhehpteseatyﬂnuengia&kylhewméwaxnnuhgsé gehet abs may be
formul a their tautoners, their stereoi sonmers or

?ﬂElBﬂﬁéﬁﬁl6@?65?F9t§90eptable salts thereof are

ﬁﬁpeciglhyd§y?ggbbg ﬁgr the prevention or treatnent of
i opathic pulnmonary fibrosis. BIOLOG CAL ACTIVITY The

Roﬂa@mﬁngléxpéﬁhnéﬁﬂapenégatﬂg Bplastedt érphehphssean or

: ti limtati foit
K5 EEb Gy o APFSHEBRAC, (i el Ryl pyr ocar bonat &) dNTP

cg@oaykybpnupteothEytehpbosphaéasargi 6cyebeiahanhi;ch
nplification reaches_a set Threshol d) DNA

CHBBYYFRRBAURFEL o doPdKY CDNAT ( EGRBFBRENTAFY BRE) DRRACIED

&ﬁh@ﬁngﬁéﬁ'grgchgiagggé %H@ﬁsgnﬁgEeBHé CEQB rlng of 5 to 7
(pol ynerase chain reaction) Exanple BT : thé

meMbemﬁnghexbernngnost@@nEkénptenBalnExaﬁpa@dAtden@ﬂes

LEE SETPNS, Bk ALY PP gy o

Ruor o: 2-rigndel cnanec whiaahyils conpound (134) of the
| ist of conmpounds and conpound (b) of the |ist of

Preef et § b -cofpbUihdsh e L PAFUERE eBE L oF ~@irept BEent &Fi Ve

g?gpggmg on | ung nor phol ogy foll ow ng
eonyC|n i nduced pul nonary fibrosis. Materials and

Ret hods ®l-eomyidiyl sl -f atey (IBladdmyici m HEEL(ta)y) 1 wesry 1,

g%rEP?§?§l£§fn1heterocyclyl heterocyclyl- Ci_qpalkyl,

heterocaryl or heterocaryli_ip alkyl;

or a pharmaceutically acceptable salt thereof.

NK: antagonists may preferably be selected from the group
consisting of N-[2-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-
2—{4-cyclopropylmethyl-piperazin—-1-y1l}-N-methyl-2-phenyl-
acetamide (BIIF 1149), CP-122721, FK-888, NKP 608C, NKP
608A, CGP 60829, SR 48968 (Saredutant), SR 140333
(Nolpitantium besilate/chloride), LY 303 870 (Lanepitant),
MEN-11420 (Nepadutant), SB 223412, MDL-105172A, MDL-10389¢,
MEN-11149, MEN-11467, DNK 333A, SR-144190, YM-49244, YM-
44778, 2M-274773, MEN-10930, $-19752, Neuronorm, YM-35375,
DA-5018, Aprepitant (MK-869), L-754030, CJ-11974, L-758298,
DNK-33A, 6b-I, CJ-11974, TAK-637, GR 205171 and the

arylglycine amide derivates of general formula (VIII)



| ocal pharmacy. Bl eonycin adm nistration and treat nment
protocols Al experinments were perforned in accordance
wowaok/ogarsran gui delines for animal wel fare, pePdDEP®AS/057013
by personscertified to work with aninmals and approved
by the responsible authoritié88 vale Wstar rats were
intratracheally injected with Bl eonycin sulfate
(10U kg body weight in 300m saline) or saline al one
(saline control) using a catheter (0,5nm interna
di anmeter, 1.0mm exte@irgl diameter) through the nasa
passage, follow ng efposure to the anaesthetic
| sofg'uorepe for 5 pimdtes. The following day, the rats
wer e orallly treatef h Exanple A (conmpound (134)) or
, ' . o/;@bhbtrosol. Control rats
re agm ni'stered I m O.fa Nat rosol (vehicle control)
, le3 O rats were investigated and were
gr oupe nd treated as shown in Table 1 . Table 1 21
owi ng bl eonycin instillation, the rats were
kill es th a | ethal intrapeQbEQE al injection of
Nar coren 1(Pentobarbital Sodi umn one Merieux) . The
WHegsimere then renoved, blotted dry and half was snap
frozen in liquid nitrogen and stored at -80 0C . The
Rithendhabf twgsthexedith 4%f araabinthey subsequeatto form a
par af fi_n_enmbeddi ng and hi stol ogy. Histology The |ung
fi8gues fPxBHLAn 4% formalin were enbedded into
5 paraffin and 5mm sections were cut using a m crotone
(Leica(§ OOR) and pl aced on poly-L-1ysine coated
sl i des @\gections were then dried onto the slides
60\0C 2 hour@% and then left to cool at room
enpékaéurev/ | agen deposition was assessed using
Masson{&H3r i’chr one staining. Results FEigure | A shows
the result obtained with the control group, which
recei ped sa)(Qte,)aqd the vehicle instead of bl eonycin
intratr héélly . ts treated intratracheally with
bleonycbﬁ3&nd t he Whi cl e devel oped severe | ung
fibro$i®s, agCskgn”in Figure I1B. The alveoli have been
largely replacéd by fi brobl asts and

wherein r and s independently denote the number 2 or 3;

10
RO denotes H, -Cq1-Cg-alkyl, C3-Cy-alkenyl, propinyl,
hydroxy (C»—-Cyg)alkyl, methoxy(C»—Cy)alkyl, di(Cq-
Cz)alkylamino (Cp—Cy)alkyl, amino(Cp—-Cyg)alkyl, amino, di(Ci-—
Cz)alkylamino, monofluoro— up to perfluoro(Cq—-Cp)alkyl, N-

15 methylpiperidinyl, pyridyl, pyrimidinyl, pyrazinyl or
pyridazinyl,

R/ denotes any of the groups defined under (a) to (d):
(a) hydroxy
20 (b) 4-piperidinopiperidyl,
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extracellular matrix and the normal |ung structure is
nearly obliterated. Daily treatnent of

whbwenyuin-treated rats with 50 ng/ kg of Exanpb@r/BP2005/057013

(conmpound (134) ) showed a consistent, nearly conplete
reversal of lung fibrosis inlPRis nodel. A typica
exanple is shown in Figure 1C. Alveoli are intact and
little or no fibroblast infiltration or
extracel lularmatri x deposition has occurred. Nornma
llang structure has been maintained, which is evidenced
by a conparigon of Figure 1Cwith Figure |A (B)
Ef f ect of Rrepresentative conmpound on expression of
fibrotic_yarker genes follow ng bl eonycin-induced
pul monary Xibyosis . nRNA extractions and synthesis of
cDNA One paRt’ of the frozen lung tissue dedicated to
i nvestigation of gene expression was cut into snal
pi eces using a sterile scal pel blade. Approximtely
| OOny | €6 then ' pendor f
t ube a%%rﬁiéﬁg 0¥Q§9i§o| ¥+§§§??%§%g}$mé§$%§%ed. A
Bt enchecyungryen cagbcdecheadal(yagenydwasytbencasdedyl,
to the tube and the tube was placed in a Retsch MV300
TikzdeodivsCoptor alyageny 1at3aafkeygréficyCol 238y0Hz f or
8 mnutes. After this tinme, the bead was renoved and
phenganpleCeentkivtugeddat C12600rpkEernino (fbntiteslkyl, and
renmove tissue debris. The RNA was extracted using a
nodi fied version of the manufacturer' s protoco

gppl i Lth Trizol. Briefly, 0.3m chloroform was
gdded&$%o¥%é %Ube and the tube shaken vi gorously and
then left to incubate at roomtenperature for 5

m nutes, after which the tube was centrifuged for 15
AhupBalay 150BBCr pAFHEt A0 AN FREVGpFer "¢EFUFFEsST

8gugoYSBhase Weset heRorgllect ed and added to 750n
I sopropanol . This was then shaken vigorously and

stored at -80 OC overnight. The sanples were then

i u r at 0 . m.nut
e RBhELyRlar BRTEREIREES e Fr) Ofghos Thot A8refhhBore are
6psratbdd0Ch. whhesgopernat aot owmas2gbhenanhenaved2dnds6s5. The
500m of 70% et hanol was added to wash the pellet then.
thesanprecwas EBREFi fUgeA PBLOT0 I nPALEBS &PP126601PPM 1S

§Hc69§bra£Q&Sh@@éhnsggpr@@érESB@aﬁﬁdiggﬁ%ﬁti§E£§t
which the pellet was Teft to dry for 10 - 15 m nutes.

Finally the pellet was
LTD4 antagonists may preferably be selected from the group

consisting of montelukast, 1-(((R)—-(3-(2-(6,7-difluoro-2-
guinolinyl)ethenyl)phenyl)-3—-(2-(2- hydroxy-2-
propyl)phenyl)thio)methylcyclopropane—acetate, 1-(((1(R)-
3(3-(2-(2,3-dichlorothieno[3,2-blpyridin-5-y1)—-(E) —
ethenyl)phenyl)-3-(2-(1-hydroxy-1-
methylethyl)phenyl)propyl)thio)methyl)cyclopropane—acetate,
pranlukast, zafirlukast, [2-[[2-(4-tert-butyl-2-thiazolyl) -
S5-benzofuranyl]oxymethyl]phenyl]acetate, MCC-847 (z2D-3523),
MN-001, MEN-91507 (LM-1507), VUF-5078, VUF-K-8707 and L-

733321. These compounds may be used, as availlable, in the
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resuspended in 2 Oml RNase free water and stored at
-80 0C . The concentration of each sanple was then

wore@s6Bd usi ng a spectrophotoneter . Using theCT/EP2005/057013

Superscript(tm 11l (Invitrogen, Paisley, UK) RTfirst
strand synthesis kit, 2ng of léAch nRNA sanpl e was
reversed transcribed using a nodified version of the
manufacturer's protocol. Briefly, a mxture of 2ngy

RNA, I ml random hexanmer prinmers (50ng/m ) , I'ml dNTP
foxm( 2Omhewnwasraadeatupst ochaaiometh OEPE: hseatedisomers,
wat er and i_ncubated at 65 OC for 5 mnutes, after .

Qi CA FESWASTHI AEeBPBRATEECF BP 182 [ KuBBSSPEBPL BuP RG]
thiscibe eachsrenaetibgn, 2ol i RTchuf F8km( 40X} hedW sMiIGhtes
2 (25mv), 2m DTT (0.1M, Im RNaseOQUT(tm (40U mM )
and/pnl hedpeeseript(tn) 111 enzyne (200U m ) was

added and the m xture placed in a thermal cycler

(Applied Biosystens) under the follow ng conditions:
2EFR fonib0tBrBw8s pre@LGH1ar 0 g8 des] andmBEC group
for 5 mnutes, after which Inl of RNase H was_ added
anasifedBdt ed ar [37-6ELporiz2iovRTROEREL) FRéNOI-6-{ 4~
s¥p-besh zed,CDNA wag. dibubgdet, 015094 gh; HSh ng-t he
assunption that the RT reaction fully transcribed al
ofciheraRNANEDhCRNACEARdawas iaccoAcenBrahilion—6f | OOng/

. Investigation of gene _expression_using real tim B
AR GG T i R
sappl esidsiiAg-thel AppbpetinBtnsystenen{700iseqguence@3—chlor—
detection system Priners for the 18S endogenous
tohtrerrierEl parehasel—ad 4prB- Hedérepeylagsay) réagéAtr2-

Bh%én—ﬂhﬁﬁféﬁpﬁbFEWSc?@ﬂpE&@E?§mé§ﬁ@x§th§n§zB@hﬁ@@_4—[(R)—
for pro-collagen | and fibronectin were designed using

Pt rpeeExpressylnpmiAppltbed [Brdsyspent)in;-4densurilingxbhat

t | east e of th rimers or._probes.in each set

BUEP R apobd GROTAL T oneY CRuBR L HREEFORD PGS 6 Phi fat i Ag
theopesgstEbiubirtphefhyvanphifyi ng—any-¢oRry api-nat hny-2-oxo—
genomi ¢ DNA in the cDNA sanple. The purchased PDARs
apspharphi i 8d) oht 9xeDRAPUTEBré— 21 ReBLNTI mé—PCR was

| ' L Nelr ugi ng>2 spl _

e e e e L e
poechasedi(Blr6géntedX Rand—achbsliel —nkr-masphadenup-yv1l) -1-

foll f 1 i 50 10X ti
B ar B el i e BB Lot T Dol AR P b8 e homy -
€bivhzo25Ak, Hot [@Gal-dsllar-enzyiBr -688hy18SmPRAR- 6229~ ((R) -

m forward priner,
2-methoxymethyl-6-oxo—morpholin-4-yl)-1-oxo—2-buten-1-

yllamino}-7-cyclopropylmethoxy-chinazoline, 4-[ (3—-chlor-4-
fluor-phenyl)amino]—-6-[2— ((S)—-6-methyl-2-oxo-morpholin—-4—
yv1l)-ethoxy]-7-methoxy—-chinazoline, 4-[(3-chlor-4-
fluorphenyl)amino] —-6—({4— [N- (2-methoxy—-ethyl) N-methyl-
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-cyclopentyloxy—
chinazoline, 4-[(R)- (1-phenyl-ethyl)amino]-6—-{[4-(N,N-bis-
(2-methoxy—-ethyl) —amino)-1-oxo—-2-buten-1-yl]Jamino}—7-
cyclopropylmethoxy—-chinazoline, 4-[ (R)-(l-phenyl-
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22.5 M reverse priner, 15m probe and 640nm DEPC
treated water. 2 Onl of this master-m x was then added

wao 2008%6m7{ 5m ) target cDNA. Each anal ysi s wasPCHEP108£057013

out in triplicate. In order to quantify the gene
expression, a standard curvelWas—constructed for each
primer set and was included on each plate. The
standards were made up of a mx of all the cDNA" s
under investigation; this mx of cDNA s was serially
dthpnedmiﬂo 20+ (50 [100Q2-1hBOhbkpesthAl$tHAdandl eamveo]—1—

onstrucied of the_ obtained cle at whic
aﬁﬁr FPEBFPo Y baghe8oa™ Ze?Y?EPE§H8V§%GBBSFMth%ﬂ@ZOll“e'
LOG(R) of(1tpredi/huttan1fast ab]— U yes (were-deanwsxtobchyl) —N-
the target gene and the 18S r RNA endogenous contro
Taehgt —ealioe! forobotrR—Pargets—vor awash) off —t he sanples

il Li u

ey B e R TR Pr 2 0er e VAl b3 wBLtReL
8onim) dzedot ecthe4188-geservalbueopPrahi-stiyCs-—RAbhethyl -
statistical anal yses were carried_out using G aphPad
PREER V12062 soPtharel ~EonpaiRebnd - ﬁ@?éoﬁﬁagyégﬁﬁﬁoéy_

BHEH§£@ﬂEBé'C4II 8sthfMeon= ¥%h59§Meh%ﬁ?§hln@?d6a{ - (N, N-
i gni ficant value was consi dered

@@@@thgih@ln@suﬂtgx@ra SheeA-LnyEi gm#@§}27tﬁﬁ6tollagen
ke 200pRo - REONSEELI) entREDoGRLE, POl Tl ST ERIBEERLS

a’singlfe’r
fmtbaphaﬁpeahmadﬁnn6sqqat|mnNeﬁlﬁbeagyammnamdl oxo-2-buten—
subsequent treatnment with vehicle only_showed | arge

fnEteasesoiln/pldedrFageany JaRduFPBr ngePrr) gefenazoline, 4-
?%@fsﬁ§59n4'@1EB§ﬁhgﬂgl 88iS6¢06LN (HLONL @S %e@ﬂgx§ ethyl)-

consistent wt |s ol ogi cal |y apparent |ung
Fibeody$-swénol nlFpgoré-bBrebaltylt peatment - oyclOpentleXy—

CRORBEEh t13a) ) PSnonel & & GRTPPEaRE) £ ooT 60660

thbibptbpR1ok-RXPResSkRMES —fl-BketbcpraEker —genesihp} —7-
this nodel, as seen in Figures 2 and 3 . This
@XﬁéppﬁﬁhYlPhMSCHéﬁﬁﬁ@iFﬁ?es4rﬁé§ ekppPesdion of

EEQBQ%B§P2?5§ﬁ£ﬁo a@d{ﬁger fﬁrSlHSPth%h$HOQf gyopgPuten-

extra matri X, e dramati reduce
treaf menhow-Thi ERaﬁmtetAahydnp@undn6134})metmhasj—

expression.of Lot ¢ mikers, and Loeretore ¢ i ra- v, n-
dimethylamino) -1-oxo-2-buten-1-yl]amino}-7-[(S) -
(tetrahydrofuran—-2-yl)methoxy] -chinazoline, 4-[ (3-ethinyl-
phenyl)amino]-6,7-bis— (2-methoxy—-ethoxy) -chinazoline, 4-

[ (3—chlor—-4—-fluorphenyl)amino] -7-[3— (morpholin-4-y1)—
propyloxy]—6—[ (vinylcarbonyl)amino] —chinazoline, 4-[(R) - (1-
phenyl-ethyl)amino]—-6- (4-hydroxy-phenyl) -7H-pyrrolo[2, 3—
dlpyrimidine, 3-cyano—4-[(3-chlor-4-fluorphenyl)amino]—-6-—
{[4- (N,N-dimethylamino)-1-oxo-2-buten—-1-yl]amino}-7-ethoxy—
chinoline, 4-{[3-chlor—-4- (3-fluor-benzyloxy)-phenyl]amino}-
6—(5—{[(2-methansulfonyl-ethyl)amino]lmethyl}-furan—-2-
yvl)chinazoline, 4-[(R) - (l-phenyl-ethyl)amino]-6—{[4-((R)—-6—
methyl-2-oxo—-morpholin-4-yl)-1-oxo—2-buten-1-yl]amino}—-7—
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deposition of extracellular matrix, may be
dramatically reduced by treatnent with the conpounds

on. By PEHEP2008657013
their biological properties the conpounds according to

w0 poaoerdance with the present inventi

the invention may be used iTnlé®Bnothera
conjunction wth other pharnacol ogi ca

py or in
ly active

compounds. Such pharnacol ogi cal ly active conpounds nay

be conpounds which are, for exanple, a

| so

méahnﬁgebbgheabﬂynactﬂve(Bﬂchhertneannenpheﬁyﬂbbmmsb$r6—

Such gharnacolo calli acti yeconpounds
e

sUbst{ARERROW ER¥aYséc

na al so

PEPYETRIEBPonckdl § Feoénafor

anticbahl arpab oLy - QC%EYhE¥hok9 1achighbernedeenbodigephlor-4-

in accordance with t resent inventi

on, such

phapnakoenvg) enlhy] aériwé—éﬁwﬁobmas ar@ebh@ﬁyrabhyl)—amlno]—
| bnergic

GRntse Bar o ket TekoT o of ar 66 = BET P ol b

itors,

pBBm@%BokymasﬁlhabbbLhe;sA NGB aﬂhaggmLﬁhsnyLTaﬁlno -6—{[4-

ant agoni sts, EGFR i nhi bitors and

éndot AelFhAHE agoRr ST BOTRAPT ¢ Aol i Het gicOX§eRt 8URBy 1~

§98§L?BbﬂngEmlno
ropl um

éékﬁé;2rgﬁmetbpﬂuﬁrsabt@orghyéapyﬁryhvuﬁtbakyé angethoxy-

?[?gﬁiﬁg lychengebeched EL?WBLBﬁlQQOQPf
he tiotropiumsalts, oxitropiumsalts

I
R e e b

ICS

?gerablgoge

(2,2-

exaephel-bRoklS—Ao4p60058h 4m@ﬂ¢hetﬁok9@ewp@na§ed her ei n

2% reference. PDE-1V inhibitors may pr
£

ef erably be

BERBUIFPEHT EREZ Y OUBCEBASY STFRGNBE Cénprof §Irli(A chlor—4-
EESQE“%hEthEQHEhHﬁLHa§§+ Qrbfhgngh%9nbl8§Blm%§p5§%1n 4—

325, 366, BY343, D 4396 (5ch-35159

v ON8424%0) -oNH (63—, Eedrahydrofhr@NOprﬂDmenhéxyl) -4-
ﬁgé%?ho? 6-(2-[4- (2—

oQoehboyyolin24,v3) rp4péaidlebhexahydtBoxy}-7-methoxy -
8- met hoxy- 2- et hyl benzo [s] [1, 6] naphthyridin-6- yI]
CNIRe@PLsBpr opyllBénghiPded—fRpor —phpnyl) amino]-6-[1-(tert. -

$Q?§E§%29§Péen%} pigg§l8¥ﬁ.gggg?%g?xylmethoxy chinazoline,

Sllot 451972 ot X SpropY LB ARXD

Xyp pyrroli

4ey¢Bephmbyk@xﬁlemephemymhemyh¢ - (tdaMNs—4-amino—

”5'9%%‘?85?%23“%%v;—%%%%hgagngQOLgsgﬂ ),

(3—chlor—-4-

€3ueYChapeDL YERXYo4= @EQBQéM@h@nMEihansulfonylamlno—

cycl ohexane- 1- car boni caci d

QY@é@b@ﬁéﬂhéxylﬂxyyaﬁomﬂth@3§cybﬂ092@byhﬁetﬁoiy340hépﬁ 4-

U R R A e
cychabhexanel-4—-[ (3—-chlor—-4—-fluor—-pheny

piperidin—-4-yloxy)-7-methoxy—-chinazoli

CLS

h —
o;yﬁ% g? mét OXYy
1l)amino]—- (1-methyl-
ne, 4-[(3-chlor—-4-

fluor-phenyl)amino]—-6—{1-[ (morpholin—-4-yl)carbonyl]—

piperidin—-4-yloxy}-7-methoxy—-chinazoli

ne, 4-[(3-chlor—-4-

fluor-phenyl)amino]—-6—{1-[ (methoxymethyl)carbonyl] -

piperidin—-4-yloxy}-7-methoxy—-chinazoli

ne, 4-[(3-chlor—-4-

fluor-phenyl)amino]—-6— (piperidin—-3-yloxy)—-7-methoxy—

chinazoline, 4-[(3-chlor—-4-fluor—-pheny

acetylamino—ethyl)-piperidin—-4-yloxy]

1)amino]—-6-

—7-methoxy-

[1-(2-
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ol] , (R- (+) -ethyl [4- (3-cyclopentyl oxy-4-
nmet hoxyphenyl ) pyrrolidin-2-yliden] acetate, (S)- (-)

WO 2a0b9671f%- ( 3- cycl opent yl oxy- 4- net hoxyphenyl ) PCT/EP2005/057013

pyrrolidin-2- yliden] acetate, CDP840, Bay-198004,

D- 4418, PD-168787, T- 440, T12885, arofyllin,

ati zoram V-11294A, d-1018, CDC- 801, CDC- 3052,

D- 22888, YM 58997, Z-15370, 9-cyclopentyl- 5,

6- di hydro-7-ethyl -3- (2-thienyl) -9tf-pyrazo|o
tB;Aazbihna 44-frBazbolorf4;-fBual- pyehgﬂmamand]

cl opentyl -5, 6-di h dro-7- ethyl-3-(tert-but I)

§?¥ QE8E8IF§ 41Y&? Y) 2] a4t PrYzele Fﬁoélnﬁ' L3
&Hy5kdun@luEBE§ﬁeﬁ9mp9Mmﬂé mgy (he)usedraBsqavailahl e,
in the formof their racemates, enantioners or
Al asyeréon¥eners;, Cbﬁnﬁﬁoﬁh@efoﬂn1®$ Qhépanécéﬂégrcally

DR TP e T a2 Ehbr P R ™ & &?L7LE%LHSt£8§9L

ptrberpbtyibe-seliaet ed-fn enbhmergﬂeﬂpusenﬁhshymgamﬁno
prednlsolone pr edni sone butlxocortproplonate
RPRe1E6521 dﬁmﬁﬁpgéPmanobéEﬂéﬁEYHé@éﬁg FVPéﬁE?ﬁ%Poﬁe

pyg§§@nhdme£h5k¥c@59ﬂgzoﬂ?ﬂ@ta§OT?B @h@b@SQDE@uor-
rofl eponi d 26, dexanet hasone 6a, 9a-dif luoro-17

ahepy2>ﬁmnanyféaﬁbcﬂyb)4oiyporphblhydﬂoxy)carbonylamlno]—
t byl nd ost b carb thiag
RIS P e R ek
bihyappxyniﬁ)amlﬁeqhyL{Braxe -47] (morpholln 4—
? i onyl oxy-androsta-|, 4-diene-17 b- carbothionic
ﬁ% Eé@nylﬁQlﬁﬁb F@Fﬂﬁﬁ?éﬁ@ f oy AAx85-yINeeRPEY - These

ERTRQYBHS haBY 4 DG | §58H10§54a¥§hb§bbﬁenyﬂ)Eﬁﬁng?r@‘Of

their racemat es, enantioners of di astéreol soners, or
nethehpdnopyrphaﬂam&osybg7caEchatyépmabbeeabody)

d|t|o sal t t he
ST bar o0 a8y B NS aRR ps s kR ke R R SRR 6 o
ma&tpaa§akap&yahe4sgh@§p¢d7trQnMEBEagé@ypoﬁpmgmﬁhbngthoxy)
of the p38 Kinase inhibitors that are discl osed for
fhisnrapeéipm, US Pabterhsos 2161972 rhisnglesmiass 6gsl—

PP RBeb it sUR-7a PR By 1 4 o Ro RSl gR 2RO Ry B2 - Hidfnoxy -
tBiba7b614899, 4UF (6+- 2HF??2?|g%EbS[?gg?§$5§2anaDP8_ (1-

LT PN A S S LR SR o TN | YR

95109852 oD 97/ 35048 VD107 280121 MD: 97438835 V14 -

97/ 35856, WO 97/ 35855, WD 97/ 3658 97/ 47618
07ta64Rydygpryran—4-yl)carbonyl] -N-methyl- amlno}—

cyclohexan-1-yloxy)-7-methoxy-chinazoline, 4-[(3-chlor—-4-
fluor-phenyl)amino]—-6-(cis—4—{N-[ (morpholin-4-vy1l)carbonyl] —
N-methyl-amino}—-cyclohexan-1-yloxy)—-7-methoxy—-chinazoline,
- [ (3-chlor-4-fluor-phenyl)amino]-6—-(cis—-4—-{N—-[ (morpholin-—
4-yl)sulfonyl] -N-methyl—-amino}-cyclohexan-1-yloxy) —7—
methoxy—- chinazoline, 4-[(3-chlor-4-fluor—-phenyl)amino]-6-
(trans—4-ethansulfonylamino-cyclohexan-1-yloxy) —7-methoxy—
chinazoline, 4-[(3-chlor—-4-fluor—-phenyl)amino]—-6-(1-
methansulfonyl-piperidin-4-yloxy)-7—-ethoxy—-chinazoline, 4-

[ (3—chlor—-4-fluor—-phenyl)amino]—-6-(1l-methansulfonyl-
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97/ 16441, WO 97/12876, WD 98/ 25619, WD 98/ 06715, WD
98/ 07425, WD 98/28292, WO 98/56377, WD 98/ 07966, WO

w@0b6&7A7y WO 98/ 22109, WD 98/ 24782, WO 98/ 24 7801/ER¥005/057013

98/ 22457, WD 98/52558, WD 98/ 52559, WD 98/52941, WO

98/ 52937, WD 98/ 52940, WD 98156788, WD 98/ 27098, WD

98/ 47892, WD 98/ 47899, WD 98/50356, WD 98/ 32733, WO

99/58523, WD 99/01452, WD 99/01131, WD 99/01130, WO

99/ 01136, WO 99/17776, WD 99/32121, WD 99/58502, WO

P9HE85A3n - WOy 90k5Y101,(2We08b61426hoWWD) 99h50960 1 1N, 4-[ (3—
99/ 59959, WD 99/ 00357, WD 99/03?37 WO 99/01441, WO

96/ B1249L LW 9B/ O3B 9P 151642 e 88782156 YWD

%Q§§giaim_uw&99&g@4as42vmb996§ 4@9ho$g)9ghﬁﬁgggiiw@, 4- [ (3-
9/ 17204, WO 99/ 25717, WD 99/50238, 99/ 61437, WO

9bLle1440f L\WOropnes20damiNe 00, 18738, 4WOCODY 1ZnTB0- WD

007 06B4""Wb 00 13074 VD" 00f 19497° %0007 31073° g ™Y~
PREZE063:mi MO 00/-230(2erVO-B0L 310652 V00004 3501de rWDin—4-
00/ 39116, WD 00/ 43384, WD 00/41698, WO 00/69848, WD

VOPIE0Y, M0 632642 Z0BIDB/ 079853 Wi 0By $9BbgNy 1) amino] -

YOOOL 712394 ¥O, 004105630 WO 00/,28% 91y —W0: 08589182, MO[ (3-
00/ 55139, “ WD 00/ 17204, 0/36696, WO 00/ 55120, WO
00155153 LWOr6phE8Y BBamNDD D1621598; 4WONO1/(R9D4L 1 AND-1-

01/ 29042 1/62731, WD 01/05744. WD 01/ 05745
03] G2 R b BT rREE L Y B DR Lot 1r 32480 —Yignetnoxy-
01142189 n¥D 01/002081cWD40%1 4224pheMD1 D3M346056-\Ois—4 - (N-

01/ 47897, WD 01/ 64676, WD 01/37837, WD 01/38312, WD
01£38313Y 1 vDIDE7 36403 ~WO) 0373831 4] WO 0T 47921 D"

Q§é%ZQ@QanEﬁ—}?§§§?3§+méﬁﬁo%§—8999a§@§§ﬁe$h95 (3—-chlor—-4-

di sclosures are all incorporated herein by reference
Fhubhepheent) prtiiyo] Ob-paitiéull danorphetést4for the

C Ebin tions accordin to t he Lnyentﬁg _are t hose p38
VRhFBI TOP L. GNSCP bsed TR &8, 477 685) US'6. 3467 685, WO
001 42044in¥D 00/ 1249%10cW0100/ B9BO0AhWP1 DBHTE6356-YD-[2— (2—

01/ 64676, WO 99/61426, WO 00/ 10563, WO 00/25791, WO
01pBY837 . 1ADN01/ 38322y WO D1P883E3N ~WOrd 2K38314Me IO XY~

04/ 54540 SE/ A1 U0 BN BT 5o
99n58H02) I ND4091 64400pnWD1 99/ 02138 i nWD-00b4A838% - (WBmethoxy—
ggégg%?géhyggggégg%§94—?Qg—ggginyl—phenyl)amino]—6—(1—
acetyl-piperidin-4-yloxy) —-7-methoxy—-chinazoline, 4-[(3-
Ethinyl-phenyl)amino]-6—-(l-methyl-piperidin-4-yloxy)—-7—
methoxy—-chinazoline, 4-[(3-Ethinyl-phenyl)amino]—-6-(1-
methansulfonyl-piperidin-4-yloxy)-7-methoxy-chinazoline, 4-
[ (3—chlor—-4—-fluor—-phenyl)amino]-6-(l-methyl-piperidin-4-—
vloxy)-7(2-methoxy—-ethoxy)-chinazoline, 4-[(3-chlor-4-
fluor-phenyl)amino]—-6— (l-isopropyloxycarbonyl-piperidin—4-
vloxy)-7-methoxy—-chinazoline, 4-[(3-chlor-4-fluor-
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-

yvloxy}—-7-methoxy-chinazoline, 4-[(3-Ethinyl-phenyl)amino]-
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01/ 36403. In a preferred enbodi nent the p38 kinase
inhibitor is selected fromthe conpounds of follow ng

wo 2006106775 1) as di sclosed in WO 99/01131 wher ePCI/RP200$/657013

4-pyridyl, pyrimdinyl, 4-pyridazinyl, 1,2, 4-

triazin-5-yl, quinolyl, isoqbibotinyl, or

gui nazolin-4-yl ring, which ring is substituted with

Y-Ra and optionallyw th an additional independent
substituent selected fromC 1-4 al kyl, hal ogen,
hydpmpyk;dﬁhk44yabk9xy7 ﬁéﬁhéx&kyhthaﬁplﬂné 44— [(3 Ethinyl-

akl yl sul f
SIS R (I R L (R s S P P

htpgoRaschi gAY 81t Qe/ ﬂembgﬁﬁtﬁﬂﬁyQpbh@H9hbMmQQBﬁ66ﬂ$1—
an additional heteroatom sel ected from oxygen, sulfu

bImNRPBO LNpRA~ DY DP@F RonR | NPIROE T2 AYni-§ ~pX9geh - drmethoxy -

T R Sy S B A T I

Ew@ auhsthymembspheagﬂ of yWhiehbosyi ndeppadeat hy4-vioxy}-7-
sel ected, and which, for a 4-phenyl, 4naphth-1I-
@ehgﬁﬁ¥ﬁcél9PZBFléena6ﬁﬂH3209 OéuésFﬂPaénPheP¥l amino]-6-

P@L@ggnmeg%%R?moﬂbBBQ1ncﬁé%@gcngbelnglggk§dln 4-yloxyl}-
hametsokst rhanedoCined arkyb; CEiQr44aEkybr z@ezyavamlno

Eﬁ%ggé E:tlons o% ) sgzgﬁ% ﬁbo aFSgen E;gﬁgﬁonyl

§15¢N8ulﬁR4kéloﬁ&Z}Gﬁméth6§BFGRZQhﬂb1££E3 4S(Op-Etn1B3+-4-
OR 3, han-substituted-G 4 alkyl, G _ 4 alkyl,
ferrorRbRRY L Rnipel gy (R3¢ NRWeBéY%ON ﬁ1ﬁ8thMRV@Sh¥é7

thh@?é%kﬁongﬁﬁZ&EbérQ&lECB'?B%thnh mQBh§§y'éhl%akéllne,

oxygen or su n 1s an integer having a val ue of
ﬂe[l@ cmlps—-@-flopriphegegl) dmono2—-5 -l etSyaﬂpupEegénn 4-

f 1.or 2... m" i t
REYFRe-2-yaF Bt oq R -Bind | 43 -5p2hr2Raryere”
Pa¥hpg) anvabyeeof 11 t0-Ret hBxReth§1) GhHbohA) ) éﬁgﬁe}idin—4—

Ais optionally substltuted aryl, heterocyclyl or
heesydaryneEhagy - @hlm@P§l§U@stﬁr@ﬂédCEﬁoro4aFRypr—R 22

R i T e o T i

beperoatyt4- QEbsyQaWyméthoaykyh;nmheﬂehe edeh (8-thlor-4-
Lhese MRLEtl$S MY, D68 Q0L 9ol Ly SHBSLLE Yed) N methyl-
amino)-cyclohexan-1-yloxy]-7-methoxy—-chinazoline , 4-[(3-
chlor—-4-fluor—-phenyl)amino] -6-[cis—4— (N-acetyl-N-methyl-
amino)-cyclohexan-1-yloxy]-7-methoxy-chinazoline, 4-[(3-
chlor-4-fluor—-phenyl)amino] -6- (trans—-4-methylamino-
cyclohexan-1-yloxy)—-7-methoxy—-chinazoline, 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-
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R b i s hydrogen, G -6 al kyl, C3-7 cycloal kyl, aryl,
aryl Cl-4 alkyl, heteroaryl, heteroaryl G- 4 alkyl,

whetwenenytl yl, o r heterocyclyl G- 4 al kyl, WhBCEEPR005/057013

each o f these noieties may b e optionally

substituted; R 3 i s heterocytbyt, heterocyclyl G -10

alkyl or RB; R5 i s hydrogen, C 1-4 alkyl, C 2-4

al kenyl, C2-A alkynyl o r NR7R 17 , excluding the

noi eti es SR5 bei ng SNR7Ri 7and SOR5 being SOH, Ri s
hyﬂéoggmr6aophamnnpbu1hoankylaeeepbapne7eaKBDH, G- 10

al kyl, C3-7 cycl oal k g ar C1-4 alk
ﬁE?éFGQYQFOngﬁﬁ‘ a m%ﬁﬁ AV ArK FnaﬁaﬁéP%cy%r§l 3-chlor—d-
arybr §hén§h7&QlﬁbﬁaﬁoxhrmgtﬁaﬁgdlBoh?le§p§@961n 4 yloxy)—
i ndependent |y sel ect ed fron1hydrogen or G- 4 alkyl

7 ~ReZhany— Fmﬂmaﬁéééﬂﬁer4MA (A~ ﬁhéOﬁrﬂréé@ﬁrrpbemﬁﬂ¢hmlno —6-

e f r ter i C ri.c t o7
i e A S A L SRS P AR
hétﬂk@ﬁhbﬂ1$Eh§€ﬁedmébpnABxngE asdl Map oCrR-BR. 5ShesR
i s C-10 al kyl, halg-substituted. G -10 al kyl, C2-10
%P%@ﬁypdscﬁaiobﬁlk§ﬁ9r a@sﬁ?ﬁé%@P%ﬁrkyp ties- ﬁorm of their
9¥8£ﬁ§£g§nyénaﬁfmee@éybrcd;aége§E5ygom595erQ@rXh the form
heteroaryl G - al kyl , (CR10
?ﬁSph@yamaGmSogQCEamﬁaacyﬁpkﬁb@e ?QE@lSdQIF&QORSQQtS

rein th I kyl
H?E?%%fy? %eteroa?yFm PE ?E% L Xo%% (9r hydrates.
subsbltumpdunﬁg9ake3dmydnogea lEXZheF@r@ot eptioeablyln WO

substituted G - é %ZRIS opti ona é
%@6%9?€&teHOaPy(0%2ﬁ6opWPo% {B9L4hbs ptapéal Agr B9- 4

?bVYE73B'°w@”§1?§QSW4S ﬁ@cbl/@ggﬁgndﬁﬁtbX/%Qh@%ted

rom hydrogen o'r G -4 kyl ; hydr ogen, G -
@RV 186317 WQCD@éHBﬁWZ,h@Deﬂ@é&&ByB, Het e2ot§avgl wo

ﬁ&(%@o@%kyhglGE%bngQﬁ'Cb %8e%'§¥ﬁga933658@ry'84 11, (3958-

eroaryl erein se rnoieti és my b ‘3

9955@nahhyJSHE§uthusgst Rnb2mi 280bydrogen) or 2RE6- 28n8
an Ri4 is each |ndependentl¥aselected from hydr oge

n
otippErbnahryaBaBELFEULEd2C apkyBO9oéﬂBonHP|98 50433,

t n¥l or optionally substituted arylG- 4
%#Eyﬁb gﬁ??gge¥her with the nitrogen which they are

attached forma heterocyclic ring o f 5t o 7 nenbers
ﬁﬂégghéﬂgg—oﬁ%égggﬁé¥sC%Q§a£?2f89a%99i%Eogeﬁected from the
group consisting of tezosentan, bosentan, enrasentan,
sixtasentan, T-0201, BMS-193884, K-8794, PD-156123, PD-
156707, PD-160874, PD-180988, S-0139 and ZD-1611l. Any
reference to endothelin-antagonists within the scope of the
present invention includes a reference to the salts,
preferably pharmacologically acceptable acid addition

salts, or derivatives which may be formed from the

endothelin-antagonists.

These combinations may be administered either

simultaneously or sequentially.
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het er oat om sel ected from oxygen, sulfur or NRg; R 5 i
s RRoor C(2)-C- 4 alkyl; R6 i s C-4 alkyl,

whadoeweubst i tuted- G -4 al kyl, or C3-7 cycl oal kpdT/ERI085/057013

s G -10 alkyl, C3-7 cycloal kyl, heterocyclyl, aryl,

aryli-10 al kyl, heterocyclyl l1heterocyclyl -

C -ioal kyl, heteroaryl or heteroaryli-10 alkyl; or a

pharmaceutically acceptable salt thereof. NKi

ant agoni sts may preferably b e selected fromthe group

EOﬂsthtmgceﬁthbal[ﬁse(@heSebmpoUhdﬁ according to the

| uor onet hyl - phen - et %

{ZV%QEFBBréﬁg %ﬁﬁraﬁﬁﬁep fﬂanr parm- blooded vertebrates,

%a mehhyl-12- HBﬁQMEacﬁhaabggs(8k|6 @@6@)10§Ph%2232éf body
K- 888, NKP 608C, NKP 608A, CGP 60829, SR 489

WS@gbéutant ), SR 140333 (Nol pitantium

besilate/chloride) , LY 303 870 (Lanepitant) |,

MEN- 11420 (Nepadutant ), SB 223412, MDL-105172A,

Mk sd0388poulVEN hdF4PDe MENih1464rcDNKiBB3A, cBR:1441908wn or

YM 49244, YM 44778, ZM 274773, MEN- 10930, S-19752,

k@u?%ﬂé?ﬁ?tVRPSESVB OE%@BOi@tlﬁﬁr%b?%%ﬁ?c?ﬁKbEGQ?travenous'

ko254030, o 1197 #anks£58295, ;B 334 cBlleks 63~ 130%4nasal

TAK- 6 G R 205171 and the aryl gl yci ne am de

deutvatbs @ﬁhgéﬂéﬁah fornurané@Ermythreon RrahdyR whilst
LogeLher cuith Lhe heatom Lhey,are.bound b e formeg.ring

F erein 't and 8% aepenaeﬁtf enote Pﬁe

munbeatZOQt 3 ; Rdenotes H, -C _-Cs-alkyl,

C3- C5- al kenyl, propinyl, hydroxy (C2- C4) aIkyI

nmet hoxy (C2-C4) alkyl, di (C _- C3) al kylam no (C2-C4)

ﬁkky%dmﬁﬂlggrggg gnt%@§k¥ke @gkﬂﬁl gbd(gﬁ%h ogé)or more

al kyl am no nnno? [ uoro- up to perft Fuoro (4-C2 ) al kyl,

annvhytpbpeﬁiﬂhayt spymddybempyDﬂmddonyﬂ;qpydazanyheos e.g.

h % L enot e BS de d under
R TR S Rt A T 2
manﬁlﬁoB /sohldltoll glﬁcw@@retal&aﬂadphespp@ﬁéenhbyd fat,
gggg;ealcohols, glycerol, medium chained triglycerides and
related esters, polyethylene glycol, refined specialty
oils, water, water/ethanol, water/glycerol, water/sorbitol,
water/polyethylene glycol, propylene glycol,and/or
functional excipients, e.g. with polyvinylpyrrolidone,
hydroxypropylmethylcellulose, sodium carboxymethyl-—
cellulose, sodium starch glycolate, silicon dioxide,
polysorbates, poloxamers, gelucires, magnesium stearate,
citric acid, tartaric acid, or suitable mixtures thereof in
conventional galenic preparations such as plain or coated

tablets, capsules, powders, injectable solutions, ampoules,

suspensions, solutions, sprays or suppositories.

The following examples of formulations illustrate the
present invention without representing a limitation of its

scope.
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H, (CL-&4) al kyl, (C3-C6) cycloal kyl, hydroxy (C2-C4)
al kyl, dihydroxy (C2-C4) al kyl, (Cl-C3) al koxy (C2-C4)

wabkdoghe7iphenyl (C4-C4 )al kyl or di (C4-C3 ) al KR ERP2005/057013

(C2-C4 )al kyl, and R 8 denotes H, optionally in the
formof enantionmers, mxturesldf—enantiomers or the
racemat es. The conmpounds of fornmula (VIII) nentioned
her ei nbef ore are described in WO 96/ 32386, WD 97/ 32865
and WD 02/ 32865. The di sclosure of these internationa
pat ent applications is incorporated herein by
reference_in_its entiret¥. LTD4  ant agoni sts na

0

PrefBrably  beCskfectda f ﬁPPE@lQFHEp7éoW§iQFiﬁﬁthe
goptekykast, 1- (((R - (3- (2- (6, 7-dif luoro-2-
qui nolinyl) ethenyl) phenyl) -3- (2- (2- hydroxy-2-
propyl) phenyl) thio) nethylcycl opropane-acetate , 1-
(((1 - (3- (2- (2, 3-dichlorothieno [3, 2-b]
pyridéﬁ%%9§$§£§“(5) _"ethenyl) phenyl) -3- (2-
(1- hydroxy- 1- nethylethyl) phenyl) propyl) thio)
met hyl ) cycl opropane-acetate, pranlukast, zafirl ukast,
%Zta%f?t FareefFPIbaLYF+ 2-t hi azolyl) - 5-benzofuranyl ]
oxypet byl Luphepykl acetate, MOC 847 (ZD-3523) mgWN- OO,
MEN- 91507 (LM 1507), VUF-5078, VUF-K-8707 and L -
73832¢iuMhpkesebapounds may be used, as 1avail aldle, in
theg?rglgflthg%glgggggates, enanti omers o
di B8téreor sbhers, “or 'tn the form of pharanﬁcoﬁgbically
aceepbakl/gcabi/dcaddit bee sabtsmt hereof, am.inniche form
of their solvates and/or hydrates . EGFR i nhibitors
mayipteper dbPyine sel ected from the group?condiSkting
of _4- -ch =4-f .l uorphenyl) am no] -6 [4-
(n%?%ﬂ%%?ﬁﬁ4ggﬁ§%?ﬁ?oxo-2-buten-l-yI] an1%%érﬁ9-
cycl opropyl net hoxy- chi nazol i ne, 4-[ (3-¢BDob-4dg
fluorphenyl) amno] -6-{ [4- (N, N-diethylam no)
-1 - oxo0-2-buten- 1-yl] am no
}-7- cyebpprapybnet boxycehtpagotspeon?-[ (3-chlor- 4-f
| uor phenyl) amno] -6-{ [4- (N, N-di nethyl am no)
-1 -0oxo0-2- buten-1-yl] am no

- L opr XY= Chi ol i pe, [ - - phe
R S R C i T Gt A
butlenetpybskadi ho h- Zabyekopertiyboxyebohhaazol foen dablets

3-_chlor-4-f |uor-phenyl) amno] -6- {[4-( (R
g%-ﬁ%?hgﬁ§?¥8QoﬁE?Bﬁolin- 4-yl) -1-o0xo0-2-buten-I-yl]
am no }-7- cycl opropyl met hoxy-chi nazol i ne, 4-]
(3-chlor-4-f |uor

Weight of core: 230 mg

Appearance of core: 9 mm, biconvex

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
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phenyl) amno] -6-{ [4- ((R
- 6- et hyl - 2- oxo- nor phol i n-4-yl) -1- oxo-2-buten-1-yl]

w@nionoe7y- [(S) - (tetrahydrofuran-3-yl) oxy RET/EP2005/057013

chinazoline, 4- [(3-chl or- 4- fluor-phenyl) am no]

-6-{ [4- ((J3?) - 2-nethoxymeth{l=6-o0x0- norpholin-4-yl)

-l -oxo0-2-buten-1yl] am no

}-7-cycl opr opyl net hoxy-chi nazoline, 4-[ (3-chlor-4-

fluor-phenyl) amno] -6- [2- ((S)

- 6- met hyl - 2- oxo- nor phol i n-4- yl) -ethoxy

L 7- nethox -chi,nazoline, 4- [(3-chlor-4- fluorphenyl)
nFﬂBfetGC PEZIDFR (2- met hoxy- et hyl ) - N-met hyl ani no

] - heex0e2zhdtennkayl }amno) 100. O m

- 7-cycl opr opyl net hoxychi nazol i ne, F(s chl or- 4-

flhéﬁbhéﬁyl) am no] -6- {[4- (Nﬁohﬁlﬁﬁthylan1no)

yl'] am no

98cyc%open§yloxych|nazollne i?°P(E§ -
(1hphe6xypebbyﬂmeanym@kliﬁioéb4-4(N,Ngbis-
(2-met hoxy-ethyl) -am no) -I|-oxo0-2-buten-1-yl] am no

} - P2IRGELBPr 8p§RABERoXY- chi nazol £r8-M94-[ (R) -
(1 phenyl - 11l - ethyl) am no]-6-q({4- [N (2-nethoxy
-ethyl) -N-ethyl -amno] -1- oxo-2-bufen-Il-yl }am no)
-7- cyclopropylnethoxy chinazoline, 4- [(R)-
(1-p et h N— (2- met hoxy- et hyl)
- Nrett Ea%%%%%% %We rinﬁﬁsélo yl }amino) -7-
cyclopropylnethoxy chlnazollne , 4- [(R -

1- phenyl ethyl) am no] -6- ({4- [
%P@t@%ﬁ&ﬂ?oﬁypﬁﬁaﬂc?t)laﬁFﬁ§?h9P§nﬁﬁ6rCh are mixed together
&n& QﬁgfngHEGHOH XEn%ﬁn%EQ% an aqueo solutlon f the
- 7-cycl opr opyl netﬁoxyc i nazol I ne, Ffs chlor-4
hudrphepybpyamenbylcéllpﬂése(h%thKnEhhymamsno¢omposltlon

2- but R) - tetrah
RPAns9201 SRS FEnEH o B FRombsE peaShnpprtirttd i a rack-
t{per gheayl yraphpo] it 61§ Eéreéhledl\lagaﬂﬁt hyl. aMuAOhesh size)
-1 -o0xo0-2-buten- 1-yl] amno }-7- ((5) -tetrahydrof
apdntBeyleRy}caghi hazeffad, 4he f{3ighpgrmigture is

I ] [N (2-nethoxy-ethyl) -
%éﬁg%%g?@én%%oFbPﬁ %igliééuten | -yl }am no)
-7-cycl opentyl oxychi nazoline, 4- [(3-chlor-4-f
| uor phen { [4- (Ncyclopro
N- et iy Jr‘g%%q ﬂg])ta%l%&io 2-buten-1-yl] am %?& 19 -
cycl opeptytax¥echengzphine, 4- [(3-chlondmm, flat faced
fluorphenyl) amno] -6-{ [4- (N, N-dinethylam no)
withxbepebledneddey| dnanbneakifg peRph-on one side.
(tetrahydrofuran-2-yl) nethoxy] - chinazoline, 4-
[(3-chlor-4-f |uorphenyl) amno] -6- { [4- (N
Ndampt byt am maplet- oxot2ihuhgniboyhly am netlivé- shpbSrance
(tetrahydrof uran-2-yl) nethoxy ]-chinazoline, 4-]
(3-et hi nyl phenyl) am no] -6, 7-bis- (2-methoxy-ethoxy)
- chi naz@hb8€¢ i 8n

1 tablet contains:

active substance 150.0 mg
lactose 85.0 mg
microcrystalline cellulose 40.0 mg
polyvinylpyrrolidone 10.0 mg
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[(3-chlor- 4- fluorphenyl) amno] -7- [3-
(nor pholin-4-yl) - propyloxy] -6- [(vinylcarbonyl)

w@niono§717xhi nazoline, 4- [(R) - (I - phenyl - er¢HEP2005/057013

am no] - 6- (4-hydroxy-phenyl) -7Hpyrrolo [2, 3- d

] pyrimdine, 3-cyano-4-[ (3-¢&éRPor-4-f |uorphenyl)
amno] -6- { [4- (N, N-dinethylam no)

-1 -0oxo0-2-buten-1-yl] am no }-7-ethoxychinoline, 4-{
[3-chlor-4- (3-fluor-benzyl oxy) -phenyl] am no} - 6-
(5s1{@¢2nnﬁtbamsulf onyl - ethyl) am.nohgnet hyl
}-furan-2- % chlnazol|ne 4- [(R - (1-phenyl - et hyl)
anfABTCS 69 PUSATERy -6- methyl - rphol i n-4-yl)
-1 -o0x0-2-buten-1-yl] amno }-7- ngbbogymghlnazollne

4-1 (3-chlor-4-f luorphenyl) amno] -6- { [4-

(nor pholin-4-yl) -1I-o0xo0-2-buten- I-yI] amno }-7-

tet hi line, 4-
| (Lot plydgol 420 25V L)< READRXX) chi nazoy ine o
(2-nmet hoxy- ethyl) -amno] - |-oxo-2-buten-I-yl}

am no) -7- [(tetrahydrofuran-2- ﬁ ) et hoxy l
T8fi AgzoVPnevPatapers. BLKEAy S pRengFfoaft nBPLYBinY | 2-
ﬁ?rrélgﬂﬁﬁéh¥hd2p9§gsnQEpBHE'HlérME}ystalllne cellulose,
oxo- 2-buf en-1yl'T “am no} -chinazoline, 4-
@ésnehhum 4teafade iphenypﬁcaﬁﬁne}g~6on[a rp2le2-dpmpactor.
0xo0_-norpholin-4
T L PRatyon Raghrrre, o Yy S8k G¥avter bhrphahy ) scroen
aﬂtHOb mésh[gizézonQ di i@t hykt6roxapsegpboti Bid4vyhy
- et hoxy] -7- (tetrahydrof uran-2-yl) nethoxy
}hEﬁPﬁézélﬁﬁéeeﬂ Wl(é ehMgph4siepubit- Bhénym)aaﬁnﬁéFndlng
thh[FEe(gemglgiﬂstQMEp nQﬁQspDEQBQEEQ érey }esgéaof¥om the
etrahydrof uran-2-yl) oxy] -
ohknazel.i ne, 4- [(3-chlor-4-f |uor- phenyl) am no] -6-{
2- [4- (2- oxo-norpholin-4-yl) -piperidin-1-yl]
- et hoxy} -7-methoxychi nazoline, 4- [(3-chl or- 4-
fluor-phenayh) am aab1e6-[|-(tert.- butylsoxyeay bonyl)
- pi peridin-4-yloxy ]-7-nmethoxy- chlnazol|ne 4-
[ (3-chl Bpraafangeropheaylytanmino] -6- 10 mm, flat
(trans-4-am nocycl ohexan- 1-yl oxy
) - 7- met hoxy- chi nazol i ne, 4- [(3-chlor-4- fluor-phenyl)
Enhmple B4 : (Haadsgélaeuhansapﬁumeybantamoyﬁbohémamg of
ﬁ é nmet hoxy- chi nazol i ne, 4- [(3-chlor-4-
ff 6Yepﬁ H?F?n8ﬁ1no] -6- (tetrahydropyran-3-yl oxy)
- 7-met hoxychi nazoline, 4- [(3-chl or- 4- fluor-phenyl)
am no] -6- (1-nethyl - piperidin-4-yloxy)
- 7- metporgschinazol i ne, 4- [(3-chlor-4- fluor-phenyl)
am no] -6- {1- [(norpholin-4-yl) carbonyl ]-
pi peridin-4-yloxy }-7-methoxy-chinazoline, 4-[
{ 3eshkaledeochtuansphenyl) ami no] -6- {1-
(et hoxy neth%I) carbonyl] - piperidin-4-yloxy

}- 7CheY RoRYPeh#naZol i ne, 4-[ (3-¢hPol-%9
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
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fl uor-phenyl) am no] -6- (piperidin-3-yloxy)
- 7-met hoxychi nazoline, 4- [(3-chl or- 4- fluor-phenyl)

w@niono§717%6- [ 1- (2- acetyl am no-ethyl) PCT/EP2005/057013

- pi peri di n-4-yl oxy] -7-nethog¥chinazoline, 4-
[ (3-chlor-4-f |uor-phenyl)—ah¥hot- 6-
(tetrahydropyran-4-yl oxy) -7-ethoxy-chinazoline, 4-
[(3- chlor-4-f luor-phenyl) amno] -6- ((S)
-tetrahydrofuran-3- yloxy) -7-hydroxy-chinazoline, 4-
[ (3-ctepadatibuor phenyl) am no] - 6-
(tetrahydropyran-4-yl oxy) -7- (2-nethoxyethoxy)
-chinazoline, 4- [(3-chlor-4-f luor-phenyl) am no]-6-
theapstdvel (dbaebhYEapine) qukth oaykasknobolyvinyl-
-cycl ohexan-1- yloxy }-7-net hoxy-chinazoline, 4-
Pysr@hn@pnﬂfﬁnﬁu@aphényﬁ)tbﬁ1m@Froerystahélne cellulose,

[ b 0 h
A P R L d T I R e S B

anénolbbﬁns{af@nﬁrékeb(ﬂprpﬂotiﬁe4grahmléglthrough a screen
nyl am no] -cycl ohexan-1-y on¥% - 7- met hoxychi nazol i ne,

ﬁl (3-CRFBr saz¢ Phok - %h@ﬁyl% A ndpPBequent sieving

{hetrahydr opyEan- ﬁlyhOéy%esK SQ%eae@tMIgnhmoaﬁahg§¥hdlng

chinazoline, 4- [(3-chlor-4-f |uor-phenyl) am no] -6-

W@éhrahydremyﬁannq ybmmymenvs (2haefhanshefl mlxture is
onyJ am no: eth 0XY chlnaz Line chI or- 4-
PrteRLRRE) 14E) popdlugegat %.%%?%%?% Lyl

carbonyl] - pi peri di n-4-yl oxy } - met hoxychi nazol i ne,

4- [(3-chl or- 4- fluor-phenyl) amno] -6- (1-

ani nocar bARGVhet Ayl L piperi dPRTaxy| 4RY) M9

-7-met ho z 4- chl -

am no] -é¥§§F2% 9%§EE[(tet%%%?d?o%%?%néelg#%9%a§%§§¥h%

-N-nmethy 1-am no }- cycl ohexan-1-yl oxy

-7-met h hi nazol i ne, - fl henyl
BT Cor Y CPRBERE O P Frr BRO hod. §59 Ear Bonprpare )
Bopet hiycd- am no }-cycl ohexan-1-yl oxy)

- 7-met hoxy-chi nazoline, 4-[ (3-chlor-4-f |uor-phenyl)
amno] -6- (cis-4- {N [(norpholin- 4-yl) sulfonyl]

- an - cycl.ohexan- 1-yl ox -1- met hoxy-
ch|ﬁ§§3¥%%g?gzggf%§gﬁgror-4-f Iugr-pﬁényl) anino]y-6-
(teanisge éubshancsulfonyl am no- cyclohexanli@ybomg)

-7- t ho hlna 3-chlor-4-f luort I

aﬁyeté¥f?&eg ?ﬂ n%éﬁp ggyl pi peri di n- 4- §P§ § %o )
-7p@1 ex¥yehhagzokbnesodo [(3-chlor- 4- fluesopbeﬁgl)
am no] -6- (1-nethan sulf onyl piperidin-4-yl oxy)

( 2paeY hoxy- éf hbxgrogehihadorhaepr4oil (3- chl®l-.4- fng
| uor - phenyl ) amino] -6- [1- (2-nethoxy- acgthb

pi peridin-4-yloxy] -7- (2-nmethoxy-ethoxy)
-chinazoline, 4- [(3- chlor-4-f |uor-phenyl) an1no]

-6- (cis-4-acetyl am nocycl ohexan-
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
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1-yl oxy) -7-nmethoxy-chinazoline, 4- [(3-Ethinylphenyl)
amno] -6- [1- (tert .-butyloxycarbonyl) -piperidin-4-

W@ k@6 175 - met hoxy- chi nazol i ne, 4- [(3-Et hi nyl P@ITEPRODI/057013

am no] - 6- (tetrahydropyran-4-yl oxy]

- 7- met hoxy- chi nazol i ne, 4-—[182 chlor-4-f |uor-phenyl)
amno] -6- (cis-4-{N [(piperidin-1- yl) carbonyl]
-N-net hyl - am no }-cycl ohexan-1-yl oxy)

- 7-met hoxychi nazoline, 4- [(3-chl or- 4- fluor-phenyl)
aobna] o6- oepedsibn pbdcaehbyl - pi perazin-1-yl)
carbongl% -N-nethyl - amno }- cycl ohexan- 1-yl oxy

) - 7- et h8KySBRPhaZ6Fi ne, 4- [(3-chlor-4- fl uor-phehyPy
an nohonbxyhet yfocl (MDERBOLbAIAN Y1) car bonyl ami nol 19
- cycl ohexan- 1-yl oxy} -7-methoxychi nazoline, 4- [(3-ch
or - #ethyhop-phéngkybankasle-6-{I-[2-(2- 0.05
oxop b ding: 1- - pi peri di n-4-yl oxy
}-7-%%éﬁ%%y%h?%%%é%?ﬁ%?¥h¥tf(3-chl or- 4- 0.01
fluogipbenyl) am no] -6-{ 1- [(norpholin-4-yl) 10.00
car bonyl ]-iiperidin-4-yloxy} -7- (2-nethoxyethoxy%

- chi A4¥6FFR&, 4- [(3-Ethinyl -phenyl) amino] -6- (1200
acetyhspikperi dhn- 45YL10X¥) - 7- met hoxy- chi nazoline pg4ph
(3- Ethinyl-phenyl) amno ]-6-

(I - métaybupiperi di n-4-yl oxy) -1- methoxy-chinazolifie30
4- [&§é§th%n¥giphenyl) am no] -Gé (1- et hansul f 00 ml
onyl-plpérlﬁln-4-yloxy) - 7- met hoxy- chi nazol i ne , i -
[(3-chlor-4-f [uor-phenyl) am no] -6-
(I-nethyl-pigeridin-4- yloxy )-7 (2-methoxy-ethoxy)

-chi fazePffAet180 [ (3-chlor-4- fluor-phenyl) anino] - 6-

(1 -1 sopropyl oxycar bonyl - pi peri di n-4- yl oxy)

- 7- met hoxy- chi nazol i ne, 4- [(3-chlor-4-f |uorphenyl)
dnendlstbi1edi saderneshiztbaariinbe GPELoh&kanmgtihoxyhd

-1- t hoxy-.chi nazolin 4- -chlor-4-f | uaor-phenyl
RRPROT PebYHEP e Re R RAC s habReRE e 1 FReNB R R PL bnd
s@fi 8] satychehexapotym¥t B¥Ycdi TullBE 80X Ye Chi BaZ0EAELherein
4- £(3-Eth[ny|-pheny| amni noj - 6- (Eiperidin-4-yloxy

Yivhnet hoxyrehi AAZobPhet1gn L E3CEPhPAYFPhERPLENaN no)

- B- = (2= OXy = ) <= PI i.di n-4: y 7-
R e A SR L et S S
famofénmoopholi didpykedathenylih wptpesidirnidgyl axXypr the
- 7-met hoxychi nazoline,  4- [(3-chlor-4-f |uor-phe

AFRG) CBE{SLEDECErosbalt sbly aRnpRe. FORBHOFIAARGHE Deen
sanbanyhl apkperi;EhN- 4n¥l ex¥pkndionBt BOXysehkRazolliing,

4-1 (3-chlor-4-f |uor-phenyl) amno] -6- {1-
Bt2rnendytonetphohinedayl) carbonyl ]

-pi peridin-4-yloxy }- 7-methoxy-chinazoline, 4-
[(3-chlor-4-f luor-phenyl) amno] -6- {l-[ (S, S) -
tRuexasbmazasbsaypensf@n. 2onlalheptobmyl prfcacbonyl | -

Q O O O v v v Q

substance.

Example F7: Ampoule containing 10 mg active substance

Composition

active substance 10.0 mg

0.01 N hydrochloric acid g.s.



pi peridin-4-yloxy }-7-methoxy-chinazoline , 4-]
(3-chlor-4- fluor-phenyl) amno] -6- {1- [(N-ne thy

wd 2046/02H et hoxy et hy 1- am no) carbonyl] PCT/EP2005/057013
- pi peridin-4-yloxy }-7-nethoxy-chinazoline, 4- [(3-ch
or- 4- fluor-phenyl) ami notf 1%3 €1 -ethyl-pipe ridin-
4- vyl oxy) -7-methoxy-chinazoline, 4- [(3-chlor-4-f
| uor phenyl) amno] -6-{ 1- [(2-nethoxy ethyl)
carbonyl] -pipe ridin -4- yloxy
}- 7- detthorydchit hazolli nete4- [ (3-chl orndd42f 0l mor phenyl)
am no] -6-{ 1- [(3-nethoxypropyl-am no) -carbonyl] -
pi peridi n-4-yl oxy }-7-nethoxy-chinazoline , 4-[
(3-chlor-4- fluor-phenyl) amno] -6- [cis-4-
(N- et hansul f onyl - N-net hyl am no) -cycl ohexan- 1-yl oxy
] - 7- ereRYathPnazol ine , 4-[(3- chlor-4-f
| uor - phenyl) am no] -6- [cis-4-
(N-acetyl - N-net hyl am no) -cycl ohexan- 1-yl oxy
Th@-ﬁ@th@éysﬁhbﬂaﬁoéime ddsko(3edchhotrnd-fiecessary amount
| uor - henyl% am nq] - 6-
?fr%n L 4Nng Eyl@ﬁﬂﬁoé?@F@ﬁéﬁaHltT §P6k9? chloride, filtered
57 PRI BOXYChi-RAZeLEREG 4nth(3- Shher afpofihbor - phenyl)
am no] -6- [trans-4- (N-nethansulf onyF N-nethylan1no)
-cyclohexan 1- onxy ] - 7- met hoxy- chi nazoline , 4-[(3-
%hl %%lug, gﬂyhégég}oh% ag_ Tg Pf active substance
)-7- nethoxy chlnazollne , 4-1(3- chlor- 4- f
| uor - ghenyl amno ]-6- (trans-4- {N- [(norpholin-4-
yl) caPBep§tfioN- ne thyl - amino }-cycl ohexan-1-yl oxy)
- 7-met hoxychi nazoline, 4- [(3 -chl or- 4-fluor-phenyl)
am no] -6-[2-(2, 2-di net hyl - 6- oxo- nor phol i n-4-yl)
-et hagyiye7subeBanee(t et rahydrof urah920yiy net hoxy
] - chi,nazol.i ne 4- 3-chlor-4- fluor-phenyl)
aning]gé-&(gyﬁgPﬁgkggﬂF By - plperldlng4 yl oxy) -
7- megbhaxyechi pazol knewader| (3- chl or - 4af 1buor mphenyl)
am no] -6- (I|-cyano-piperidin-4-yloxy)
- 7- met hoxy- chi nazol i ne, Cetuxi mab, Trastuzunmab,
ABX- ECF, gg? 2Map I CR-62. These conpounds may be used,
as avail In the formof their racemates,
enanti oners or dlastere0|soners or in t he forn1of
fﬁaranacolo é accept abl e aci d %tlon salts

Br @oF L Vor HSFﬂ CFo%ﬁw%fs?ﬂéV?dsvaﬁ %s“%ﬁﬁ?%?ry amount

bydpabesx gbesenseapoypdsnareydisackegedm BhtiBeipEl OFiltered
art, e.g. in W 96/30347, WO 97/02266, WD 99/ 35146, WD
90£81048anW0O- 001 F8ZBEAVDNOD/ 34574n1WOnNDeNE£816, WO
01/ 77104, W002/18351, WO 02/18372, WO 02/18373, WD
02/ 18376, WD 02/ 50043, WO 03/082290, Cancer Research
2004 64:11 (3958- 3965), Am J Heal t h- Syst Pharm 2000,

g15 2063- 2076
e F9: Capsule for powder inhalation containing 5 mg

of active substance

1 capsule contains

active substance 5.0 mg
lactose for inhalation 15.0 mg

20.0 mg
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Cinical Therapeutics 1999, 21(2), 309-318, WO
98/ 50433, and WD 95/ 20045. Endot hel i n-ant agoni sts may

wpewheéan y be sel ected fromthe group consi stPCHERF005/057013

tezosent an, bosentan, enrasentan, sixtasentan, T-0201,
BVS- 193884, K-8794, PD-15612324PD- 156707, PD- 160874,
PD- 180988, S-0139 and ZD- 1611. Any reference to

endot hel i n-ant agoni sts within the scope of the present
invention includes a reference to the salts,

pref epabbyrphaonacol ogi cally acceptable acid addition
salts, or derivatives which nmay be forned fromthe
endot hel i n-ant agoni sts . These conbi nati ons nay be

adai kst eeedupkthgresh BUlt aBEOYSEY Qkcsedquerbi-al haf@tion.
pharmaceuti cal use the conpounds according to the
rheenikbnrar esppefbedbiptosedrfoledaim bl 6dedlemaking

HEB06 2L 166 hMRa ot “baay her onto “HHes S ESponRdE iy
be adm nistered either on their own or in conjunction
W th other active substances by intravenous,

¥gbelit afRéoGaPSPAEF aris€uldr, intraperitoneal or
kntrapasakokyte~ By knhal ation, or transdermally, or
orally, whilst aerosol fornulations are particularly
suitable for inhalation . For admi nistration they are
Lol atedowi L, one ar OBr e gopuentiongl Lngrlsglhg,
<en sofi d-of |qU|a carriers e.g. wt St ar ch;

debhier eat typesinfingebl ol ageacktagotosepsaannkt ol ,
sorbitol, glucose, calcium phosphate, hard fat, fatty
al cohol s, glycerol, nmediumchained triglycerides and
rel ated; g5 erson PRl YEt hyl ene glycol, refined specialty
oils, water, water/ethanol, water/qglycerol,

wat er/ sorbitol, water/polyethylene glycol, propylene
gl ycol, .and/ o unctional excipients, e.g. with
pon@?E§VﬁyFP%F£8888, hydr oxypr opyl met hyl cel | ul osé&;>°9 ™9
sodi yenearhexynmt Byl eeb byl ose, sodi um starch 0.001 mg
gl ycol ate, silicon dioxide, polysorbates, poloxaners,

gel uéNr Bgdrpaghesianrstidaflate, citric acid, tartaric

aci der AEnsYykaDLE AL¥Yypes thereof in conventlangk oo mg
gal enic preparations such as plain or coated tablets,
capsul es, powders, injectable solutions, anpoules,

Preparation

The active substance and benzalkonium chloride are
dissolved in ethanol/water (50/50). The pH of the solution
is adjusted with 1IN hydrochloric acid. The resulting
solution 1is filtered and transferred into suitable

containers for use in hand-held nebulisers (cartridges).

Contents of the container: 4.5 g



suspensi ons, sol utions, sprays or suppositories. The
follow ng exanples of fornmulations illustrate the
WEe@se6t173 nvent i on wi t hout representing a |i mPCEX/EP2008057013
its scope .Exanple Fl: Coated tablet containing 75 ny
of active substance Conpositidh 1 tablet core
contains: active substance 75.0 ng cal ci um phosphate
131.0 ng pol yvi nyl pyrrolidone 10.0 ngy
car boxymet hyl cel | ul ose sodi um 10.0 ng silicon di oxi de
2.5 ng magnesium stearate 1 .5 ng 230.0 ng Preparation
(direct conpression) The active substance is m xed
with all conponents, sieved and conpressed in a
tabl et - maki ng machine to formtablets of the desired
shape. Wi ght of core: 230 ng Appearance of core: 9
mm bi convex The tabl et cores thus produced are coated
with a filmconsisting essentially of
hydr oxypr opyl et hyl cel | ul ose . Wi ght of coated
tablet: 240 ng. Exanple F2 : Tablet containing 100 ng
of active substance ConpositconiMgabl et contains:
active substance 100.0 ng |l actose 80.0 ng corn starch
34.0 ng hydroxypropyl net hyl cel | ul ose 4.0 ng nmagnesi um
stearate 2 .0 ng 220.0 ng Preparation (wet
granul ation) The active substance, |actose and starch
are m xed together and uniformy noistened with an
aqueops t?%“I>k°£‘h8fiﬁ!ﬂ?g%wgﬁgéy%og&%yﬂyk8%%;!ﬁose-
After the noist conposition has been Screened .0 mMm
nmesh size) and dried in a racktype drier at 500C it
is screened again (1.5 mm nmesh size)

R4
RO/
A T N
X
R2 r\
a (1),

in which

X is an oxygen atom,

1

R® is a hydrogen atom,

R’ is a fluorine, chlorine or bromine atom or a cyano
group,

R° is a phenyl group or a phenyl group which is

monosubstituted by a fluorine, chlorine, bromine or iodine
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and the lubricant is added. The finished mxture is
conpressed to formtablets. Wight of tablet: 22 0 ng

wo\ppeasante of tablet: 1 0 mm flat faced w t hP@EERIDECE7013

edges and breaki ng notch on one side. Exanple F3 :
Tabl et containing 150 ng of &éfive substance
Conposition 1 tablet contains: active substance 150.0
ng lactose 85.0 ng mcrocrystalline cellulose 40.0 ny
pol yvi nyl pyrrolidone 10.0 ngsilicon dioxide 10.0 ny
sagnesrunystearatelbolynyr3Q0, Owhgrereparabboamédtyoned
granulatlo The active substance m xed with | actose,

BFV@FE%FUE%?r6P9dBH$ MGRESPAFt $CBFSPhBhenY L groups hay

gherecpyst all heesgsktutaseq rAonEsi ym steargb8ikson
conpacted e.g. on a roller conpactor. The ribbons are

broken up in fine granules through a screen with a

mesh 1§§é2§ PIf Or B AN L €1 g]?e}%&ﬂiné'ﬁ’&ﬂg through

a scre a mesh™size o 5 nm and ending with

t he remai ni ng conponents, tablets are pressed fromthe

m xture . Weight of tablet: 300 ng Appearance of

tabl 0Y:210Vd Y FFatPExample F 4 ; Hard gel atine

capsul e contai ning 150 ng of active substance

Conposition 1 capsule contains: active substance 150.0

ng | deyo0seCB85-@Llhgxwmi erocryseakyineactkedhnl ogwind0. 9rage,

pol yvi nyl pyrrolidone 10.0 ng silicon dioxide 10.0 ng
magnesi um stearate 5.0 ng 300. 0 ngPreparati on The

act i viey sabsyaneecm: xetdkwi | hchasbeger,; pehyniyhyl carboxy—Ci 4—

alkoxy, carboxy-Ci_s—alkylamino, carboxy-Cis3—alkyl-N-
(Ci1s—alkyl)-amino, C,,—alkoxy-carbonyl-Ci3—alkyl, Ci_4—
alkoxy—carbonyl-Ci_3—alkoxy, Cis—alkoxy—-carbonyl-Ci_3—
alkylamino, Ci_s—alkoxy-carbonyl-Ci 3—alkyl-N—(Ci_3—
alkyl)—-amino, amino-Ci3—alkyl, aminocarbonyl-Ci_3—
alkyl, (Cis—alkylamino)-carbonyl-Cis—alkyl, di—-(Ci_—
alkyl)—-aminocarbonyl-Ci_3—alkyl, (Ci_y—alkyl-carbonyl)-
amino—-Ci;3—alkyl, (Ci_s—alkoxy-carbonyl)-amino—-Ci_3—
alkyl, (Cs_¢g—alkyl-carbonyl)-amino-Ci3—alkyl, (phenyl-—
carbonyl) —amino-Ci_3—alkyl, (Cs_s—cycloalkyl-carbonyl)-—
amino—-Ci;3—alkyl, (Cs_¢—cycloalkyl—-Ci_s—alkyl-carbonyl)-
amino-C;3—alkyl, (thiophen-2-yl-carbonyl) —amino—-Cq_3—
alkyl, (furan—-2-yl-carbonyl)-amino-Ci_3—-alkyl,
(phenyl—-Ci_3—alkyl-carbonyl) —amino-Ci3—alkyl, (2—(Ci_4—
alkoxy) -benzoyl—-carbonyl) —amino—-Cy-3—alkyl, (pyridin-2-
yl—-carbonyl) —amino—-Ci3—alkyl, (pyridin—-3-yl-
carbonyl) —amino-C; z—alkyl-, (pyridin-4-yl-carbonyl)-
amino—-C;3—alkyl- or Ci3—alkyl-piperazin-l-yl-carbonyl-
Ci-3—alkyl group,
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pyrrolidone, and parts of the mcrocrystalline
cel lul ose, magnesium stearate is conpacted e.g. on a

wo adobeé71cOnpact or. The ri bbons are broken up iPCT/EPE®05/057013

granul es through a screen with a nmesh size of 0.8 nmm
After subsequent sieving thréddgh—a screen with a nmesh
size of 0.5 mmand blending with the remaining
conmponents, the finished mxture is packed into size 1
hard gel ati ne capsul es. Capsule filling: approx. 300

ng Cb@ﬁuéecshbbky Si zealkbayd, gemahb@&rbap§m+egg alkenyl
Exanpl e F5 : 0S tor cont ai ni ng of . ac

Dot biee- 1 TDRBCRD br §AEGRE b Ho SRl o8 Lubdi ot e 1kvD) -

150. O un potyeb byl eneglysoke 415005808, 0-ABkoxy—carbonyl-C, s—
pol yet hyl enegl ycol 6000 850.0 ng pol yoxyl 40

hydr ogerated ¢ast®r oil 200.0 ng 2, 000.0 ny

Preparation After the suppository mass has been nelted
the active substance i s honbgeneously distributed

t her eie andc hbesult 1t Sepouredy i e oigbht i edl nodl dsfferent,
Exanpl e F6: Suspension containing 50 ng of active
substancel00 m of suspension contains active

gubs el SuiSP&h um 0. 10 g
netﬁiﬁpgﬁﬁ%j oxybenzoatéygag%‘% pé%%g? b v
pohydrbgybenzedte 0.01 g glucose 10.00 g gl ycerol 5.00

g 70% sorbitol solution 20.00 g flavouring 0.30 g

dist. water ad 100 m Preparation The distilled water

IS helayed to, 7x0y1 Jheupeiwhythand peepyhally substituted
p- hydr oxybenzoat es together with the glycerol and

sodi URY sal taBinear Hoxyhet A9t cBPROr 0% at e (di-gsdlel) —amino-

anbi et 't bpdrat b6 BASYThe RbL U Suk °9169 geaadsakyl>

and amino, N- methyl-(Cs,—alkyl) —amino, —(C13—alkyl) —
benzylamino, N-(Ci_s—alkoxycarbonyl)-amino, N—-(Ci_4—
alkoxycarbonyl)-Ci_s—alkylamino, 4-(Ci3—alkyl) -
piperazin-1-yl, imidazol-1-yl, pyrrolidin-1-vyl1,
azetidin-1-y1, morpholin—-4-vyl, piperazin-1-vyl1,
thiomorpholin-4-y1 group,

by a di—-(Ci-s—alkyl)—amino—-(Ci_3—alkyl) —sulphonyl, 2-
[di- (Ci_3—alkyl)—-amino] —ethoxy, 4-(Ci3—alkyl)-
piperazin-1-yl-carbonyl, {®-[di-(Ci-3—alkyl)-amino]-
(Cos—alkyl) }-N—- (Ci-3—alkyl)—amino-carbonyl, 1-(Ci_3—
alkyl)imidazol-2-y1, (Ci3—alkyl)-sulphonyl group, Or

by a group of the formula
/™
N

R7

4

in which
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honogeneously di spersed therein with stirring. After
the sugar, the sorbitol solution and the flavouring

whanwe/omen added and di ssol ved, the suspensi onPCBEP2005/057013

evacuated with stirring to elimnate air. Thus, 5 m

of suspension contains 50 ngléf active substance.

Exanple F 7 : Anpoul e containing 10 ng active

subst ance Conposition active substance 10.0 ng 0.01 N
hydrochloric acid q.s.double-distilled water ad 2 .0

m Preparati ams Hwe:laﬁal\z@lsubstﬁm&ylsahmwled din (C1_,-
t he necessargﬂannun , made isotgnic wth

sodi um chl dtF4e) ?W%Q%r%@rg?%Y%Tglén@l%¥%ng?e?¥éa into

a 2 m anpoute1 s EXeBh 1 FoBoupAWRQUl € containing 50 ny
of active substance Conposition active substance 50.0

nmg 0.01 N hydrochlorlc acid gq.s. double-distilled

G ssol ved Tn ¥he nscacsary Srstnt o - 0 0T N, HeT e+~
i sotonic dip%fod&UQ%gﬁFortde ?Ekgkgrggfﬁggrtl g@g

transferre to a

for powdergidh@l ation containing 5 ng of active
substance 1 capsul e contains active substance 5.0 ny
| act ose for inhalation 15.0 ng 20.0 ngPreparation The

active substance éﬁkm%ﬁéa%éﬁyiaCR@P?—éPJ{yiﬁh@é%&Wl or

The mixture is packed into capsules in
capsul e- nakam@onﬁbh(QE3f&kkghi @iOWMeWQh®myi@apglmtmally

approx. 50 . i ght ap S|ze of B
capsule = %Qg%thtﬁg%%p e F %} E%?&tlon ? A A TRREFAZN

for a handlhyidoﬂebuk¢§§¥agpﬁiﬂ#@i@@r@zﬁnﬂg—@ﬁt@y@Up,
substance 1 spray contains

where all dialkylamino groups present in the radical R may
also be present in quaternized form, for example as an N-—
methyl- (N,N-dialkyl) —ammonium group, where the counterion
is preferably selected from the group consisting of iodide,
chloride, bromide, methylsulphonate, para-toluenesulphonate
and trifluoroacetate,

5

R” is a hydrogen atom and

R6

is a hydrogen atom,
where the abovementioned alkyl groups include linear and
branched alkyl groups in which additionally one to 3

hydrogen atoms may be replaced by fluorine atoms,

where additionally a carboxyl, amino or imino group present
may be substituted by an in vivo cleavable radical or may

be present in the form of a prodrug radical, for example in
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active substance 2.500 ng benzal koni um chl ori de 0.001
mg I N hydrochloric acid g.s. ethanol/water (50/50) ad

wda 20000671y Preparati on The active substance anBCT/EP2005/057013

benzal koni um chl ori de are di ssol ved i n ethanol /water
(50/50). The pH of the solutidf s adjusted with IN
hydrochloric acid. The resulting solution is filtered

and transferred into suitable containers for use in

hand- hel d nebulisers (cartridges) . Contents of the
tbetabnmrof4a5gg6hﬁJWEﬁ&h chbebefcbhEetﬂddlhnOﬂESooﬂnto a
%eneral formula i n, which i s an oxggen atom Rl is
JHPOHEn dFBHP & " tFFuSPFWeOfcﬁI PHE HPlSPoﬁ?Hebe
abRUEPEecd CYMaNOVEr OHPe Bni Sman®heRYhnOROURrohpa phenyl
group which is nonosubstituted by a fluorine,

chlorine, bromne or iodineatomor by a G 3-al koxy

u th b un St . t

LA MG A G AR R
sRstrtyt edeir8othend- the 4aposi theneby, a fluorine,
chlorine or bromne atom by a cyano group, by a C

3-al koxy or G 2-al kyl -carbonyl -am no group, by a
@M@nghgjér@ g¥5t18§r99x¥ m&a 3z ahkyt fo9a£982¥rg§éntlon or

koxy, carboxy-C - kyl am no, carboxy-

tmpatmﬁstabﬁya fihﬁphgc digeaap Rekyctedrﬁgnmlthe group

R R S T o A P

cﬁkBﬁabkybsﬁkuéﬁivé pﬁlh&haiyadlﬁéaséﬁlfmbr661sabn&y|
, am_nocarbonyl -C - alkyl, (C 2-alk Ianino%. . .
reRPeshyng- ef- LapokyEssugi Jn(earonig| Rypnyhighe, fibrosis

QQSaEQHBMEllgé o@lkﬁh%o£gégug 5%'empﬁ?éQﬁlelbnga@lbr031s

no- C 3-al kyl , Xy-car bonyl) " - no
ahﬁypulmdﬁaﬁyaﬁkyéasasbwmyh)a fahronocccamgbhyht, fibrosis

R Y B e BoRgF P e a PR Coal Bl Ky PUTRESE. 2EYRFITic

oakakyy lﬁaﬁc@hkmbpgaﬁboeyk}hosag1 RE@d€a8iahkyhduced
%thlophen 2-yl -carbon - am no-C 3-

ibrosis, post angiop asty 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.

2. Use in accordance with claim 1 wherein the
substituted indolinone of general formula I is selected

from the group consisting of:

(a) 3-Z2—-[1-(4-dimethylaminomethylanilino)-1-(3-(2-
carboxyethyl)phenyl)methylene] —6—chloro—-2-indolinone

(b) 3-Z2-[1-(4-dimethylaminomethylanilino)-1-(4—(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone



al kyl, (furan-2-yl-carbonyl) - am no- C 3-al kyl,
(phenyl -C 3-al kyl-carbonyl) - am no-C 3-al kyl, (2 -
W@ odoerAlkoxy) -benzoyl -carbonyl) - am no- C BEHER2005/057013

(pyridin-2- yl-carbonyl) -am no-C - al kyl ,

(pyridin-3-ylcarbonyl) - ami 1AB-C 3-al kyl -,

(pyridin-4-yl-carbonyl )- am no-C 3-alkyl- or C

3-al kyl - pi perazin-1-yl-carbonyl- C - al kyl group, by a

carboxy-C2 - al kenyl , am nocarbonyl-C2 - al kenyl |,

(© - 3ab—-kyl( aﬁﬁlmethgaahmnymeehglanaﬂ1hemyn ds- (€ -

al kyl no- car bo ken

G s RERbEeR boRgRT O BSOSy e Rahy- drbtibe-Arapdothaone

substituents may be identical or dlfferent R4 is a

phenyl group or a phenyl group which is

fBhosubst I rtedNby4amethglalryragioup-whinghhyscarbonyl) —N-
] | St i e am no, guani di no, nono-

%?ﬁﬁ%?g%%¥9§?§?£%ﬁ§ -gnF%o?E, N [wdi- (G-3-alkyl)

canboRy &Ry By ghkyl ] ) mdeh Cendt abkylhoroant-nadol inone

N-nmethyl - (C 3-4-alkyl) -amno, N (G -3-al kyl)

- Nbenzyl am no, N - (C -4-al koxycarbonyl) -am no, N

gga 4- za|KO¥MCQNbQQ¥HlmeghyﬂaﬁEKME%Hyﬂ?fN4'

C -3-al kyl) - piperazin-1-yl, imdazo
mythmﬂsdﬂthHyﬂamazeﬁadﬂhimoyfl Nérmﬁolln 4 yI

!gﬁ%éggl?gh}’}yp%%%%%f%gygle“?ﬂ<yF -ghﬁgﬁgnyﬁdoampae
- 3- aIkyI) -am no] -ethoxy, 4- (G -3-alkyl) - piper
a2|n - {I-carbon yl i- (G-3-alkyl) -am no] -

(Er- 3=arkyry 4y (Nt écﬂggeahkyﬁwlnaﬁfﬁayéérBony| 1-
ggé-t;“naﬁkh%ummg@m 23yl (G -3-alkyl) -sul phonyl

group, y a group of the formula in whichR 7 is a
ChrRoaVkyhylOph@nul kybtgat boayp-diluofCi22indbkyhpne
-am no-carbonyl -G - 3-al kyl or Ci-3- alkylsul phonyl
group and Ris G -3-alkyl, w [di- (G _ 2-alkyl)

{@m pof-{ €213~ aLh¥thymhhmaa@olé§Lyl2aahkyhb)-an1@o]
-C2-3-al kyl group, or a (G -3-alkyl) -carbonyl,
@@mbGXﬁPR§Y})Pb@ﬁbthEthl@Q?boﬁyﬁlUGEP 2313&?9np0ne
group which is termnally substituted by a di

(G -2-al kyl) -am no, piperazin-

(h) 3-Z2-[1-(4- (N- (dimethylaminomethylcarbonyl)-N-

methylamino)anilino) -1-(4—-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(1) 3-Z-[1-(4- (N-(2-dimethylaminoethylcarbonyl) —-N—
methylamino)anilino) -1-(4—-(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(j) 3-2-[1-(4- (pyrrolidin-1-ylmethyl)anilino)-1-(4—-(2-
carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone

(k) 3-Z2—-[1-(4- (diethylaminomethyl)anilino)-1-(4—(2-

carboxyethyl)phenyl)methylene] -6—fluoro—-2-indolinone
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1-yl or 4- (G -3-alkyl) -piperazin-1-yl group, where
al | dial kyl am no groups present in the radical R4 may

W@k@e/ o 7pr esent in quaternized form for exanpdBEER®OHO57013

Nmet hyl - (N, N-dial kyl) -anmoni um group, where the
counterion is preferably sel &ted fromthe group
consi sting of iodide, chloride, bromde,
nmet hyl sul phonat e, para-tol uenesul phonate and trif
| uoroacetate, R5 is a hydrogen atomand Ris a
hydregem aton}(mhaﬁﬁethglammmeﬁEhyﬂoaedlahbyk1gn@apg—
i nclude |jnear and_branched al k ps.in whi
SRGPEFGRANYY BHETYS) BohgHTB8eh AT GIORGy 2pen Bpraces
by fluorine atons, where additionally a carboxyl,
anmno or imno group present nay be substituted by an
(") vevé— éﬂeééaﬁn@etbmﬂ@@pn@meﬁﬁylbnelpﬁ@éehr tn(Ehe

X i pt

3?%5%9%ﬁ.cﬂﬁﬁﬁﬁgﬁ%ﬁﬁﬁéﬁﬂ%%eﬁg e BoRar D TdarbaRiF
group or in the formof a group which can be converted

in vivo into an imno or am no rouE ﬁthe tautoners

{Re drast erébmPErrphédenanty oREF8Y 1 ABIH RPUFes (4~ (2-
thersefcand $§e§ 1§ St heient; %QEhHB%oPEe@ﬁaéﬁhﬁen@f
a medi canment he preventlon or treatnment of
flbrotlc di sease selected fromthe group conS|st|ng of
rQsis nndel Iu 's oni

2t$u%tl$e puﬁ 5?yl |seas T%?%EV gaglaﬁ gego eli'Ag
Oérb@ﬁﬁethﬁSMpheﬂymhMQﬂh?l@ﬁémebekSmoiEbﬁﬁab$laﬁde
renodeling of lung tissue in enphysema, |lung fibrosis
and pul nonary di seases with a fibrotic conmponent,
[bprashsy @”Q4r?H?H@kh?gahﬂnéﬁégﬂ9l)Eh?ﬁ?ﬁb? hn

eumatoid arthritis, virally i nduced hepatic
carbbrgeshyt adhaty bhwmendutedet -brbsbsp-peshdolinone, and
angi opl asty restenosis, chronic gl omerul onephritis,
renal fibrosis in patients receiving cyclosporine and
rgnab-fi-brogus (duetho1bhghokbbondi paessune) —di-geages of
the skin with a fibrotic conponent, and excessive
geabprHgthzl) ~psehiheaedobdareBowR T hngpai APIewher ei n
the substituted indolinone of general formula | is
selected fromthe group consisting of: (a)
B8hZ- fhuldmndrapt by adi ashetbyhans| i hbg- ngB8tifBers, the

mixtures thereof and the salts thereof.

3. Use in accordance with any one of claims 1 or 2
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
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car boxyet hyl ) phenyl) nethyl ene]
-6-chl oro- 2-i ndol i none (b)

W26 (5 - di met hyl am nomet hyl ani li no) -1 - (4- (BET/EP2005/057013

car boxyet hyl ) phenyl) nethyl ene]

-6-fl uoro-2-indolinone(c) - 132 -
3-Z-[1-(4-di nmet hyl am nonet hyl anilino)-1-(3- (2-

car boxyet hyl ) phenyl) nethylene] -6-f

| uoro-2-indolinone (d) 3-2Z- [1- (4- (N
(domesbyépoperazj nsbrybaethyl eadbenytEmi Nnmetihykanm no)
anilino) -1- (4- (2- carboxyethyl) phenyl) nethyl ene]
SBYFFUBFBS8St ndol i none (e) 3-Z-[1-(4- (N

(2-di met hyl am noet hyl ) - Nret hyl sul phonyl ani no)
anilino)-I- (4- (2- carboxyethyl) phenyl) nethyl ene]
-6-f #uobPec2inndorpndpecefwitB-gnp|ongqof(plaims 1 to 3

- di et a L - 1-
(e Debam OpEePiL) st p ok afotl pobrokis.
| uor o- 2-i ndol i none (g) 3-Z-[1- (4-
(I -met hyli m dazol -2-yl) anilino) -1- (4- (2-
car boxyeY &yl " pheryFyeheenyiehepryeope of claims 1 to 4

%HQEng tﬁgo£k599ﬁeﬁb)l§ £ Ebap{Aed(Mreatment w1th a
(di met hyl am nonet hyl car bonyl ) - Nmet hyl am no) ani | i no)

furtidr Qarmacbéwyephyﬂy phenyk) sneehyphenaepelbefed from
% oro 2 Indgnggg ¢ .% ntg oﬁ % S

Sdfme FﬁyFan1noe%H | Q&r onyFT kﬁe ﬁyFan9 f anPFifo
mimefﬂcs(ZStéabbdxyePbELivphﬁhybltBEEhybeeeMAP6kﬁnase
| uor o- 2-i ndol i none (j 3-Z-[1- (4-

tphporeasn- @Kyl%ﬁQQEQQl%ﬁﬁd|#E94-qptqqpn¥q;s, EGFR
995?8%%82EyékdpQS&M%%eEEBh¥h?9§$nl%

or o- 2-1 ndol I none di et hyl ami nonet hyl )
anilino) -1- (4- (2- carboxyethyl) phenyl) nethyl ene]

-6-f 2- 1) 3-Z-[l- (4-
(2- i hothyTSHP Bt Ayl yEanPFPRGTE1 20 (GE pazatment of a
capboxyet ykyapbepyl i coBihybenethe group consisting of

-6-chloro-2-indolinone (m 3-Z-[I- (4-dinme thy
fahrasne &R¢ ramPdelapy of-1yag f2ssgar boxgeraply

h 2- n n ,
et e iy S TS R ol CantFi By Tgmogghing of
Lﬁngcanbeuyenhybhrphenybionehhyheneﬁlbrosis and remodeling

0-2-ind 3-Z-[1-(4- .
o b EieP B Rs e P hetnpRy s oher; Fabs. Fibpgsipoand pulmonary
@@gggéagthyth phenyl-bt et Byhebaknt 6- biprBs2si BAAl HBRABGe1ing
(p) 3-Z-[1- (4- (dinethylam nonmethyl) anilino)

in-gatipa, carboggeshyh) rphengtpideshyyhenels, virally

%gdg%% thaggglé ? EOS?Fd ¢ bi%%%'hLi éﬁéed fibrosis, post
yl ant nonet aniTino)y -1- ? - ? -
aa@bopyebhyliesﬂehhyhenebhrGﬂbboqmoﬁeknﬂohépnnetibherenal
tautoners, the diastereoners, the enantioners, the

fibrosis in patients receiving cyclosporine ahd réenal
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 or 2 is administered to a patient in need

thereof, optionally together with one or more

pharmaceutically acceptable carriers or excipients.
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m xtures thereof and the salts thereof. 3 . Use in
accordance with any one of clains 1 or 2 wherein the

waele®easm7i s sel ected fromthe group consi sti ngpOf/EP1965/057013

lung fibrosis and pul nonary di seases with a fibrotic
conponent sel ected from i diopaBhic pul nonary fibrosis,
giant cell interstitial pneunonia, sarcodosis, cystic
fibrosis, respiratory distress syndrone, drug-induced

lung fibrosis, granulomatosis, silicosis, asbestosis,

syst emi cTel eeoded man hheovdaﬁbéywhﬂﬂUCEdlheﬁatWherein the
cirrhosis selected from he atltls C induced hepati

B PPRBSI 5 ARASEhEYdT§88sE8CofTPHB SRIMATRItAIaCT the lung
tibrotis §§Hp§ﬂ§ﬁbn§§§e@5§ggégﬂ1ﬁgtﬁrgdﬁﬂﬂﬁetlc component
sarcodosi s and system c |upus erythematosus. 4 . Use
palactefidaner wthrahyieneushospalmsinresis, waéparncell
£H€e95§§ PE1! §néﬁﬁ88§5h'§a98FHBP§Ey Eg@%?%'% PosilSe
I'n-accor ance W one o ai frs ere n

teephteabngnalBSreseoaphaedme;eatﬂ@nnnmuthdalﬁugthebrosis,
phar macol ogi cal | y active substance selected fromthe
GFBUPLeBALPEL FngS bt 1aAfi EhoPPREFGPE LageRY §LeBifa- 2

gbﬂ@kb@érmﬁteEHed§lrg@EylYhﬂﬂﬁbg'Egﬁ§t1@3§1§@ﬁbghga§§lected
I nhi bitors, NKi antagonists, LTD4 antagoni sts,
fnhmbheeaslamd endotthekfinhantagonicstshosés, Andethed

or the prevgﬁtloglnrwg£§atn§ntr8{ a £|grot|8 dIS ase

F ¢ted fromthe group consi sting of “PTBP ST &R
feamdebiego@érhungs&resuesne ghaoBiyetehstr uapbuive
pul nonary di sease, fibrosis and renodeling of |ung
tr¥8hempRCERFoNi ¢ bronchitis, fibrosis and renpdeling
of lung tissue in enphysema, |lung fibrosis and
pul monary di seases with a fibrotic conponent, fibrosis
and r%nnﬁeeimgth@daSMhaaeofdamoeisitn cheuma? ovderein the
ﬁrt ri tlsS vi.ral ? On g ic cirrhosis,

adfatfons |h8b8%% %%r%% 0" post éﬁﬁ?%b?asty
restenosis, chronic glonerul onephritis, renal fibrosis
in patients receiving cyclosporine and renal fibrosis
due t9-hflgh Bebbedptessarerdanseaseshofnyhenskph @ ehms ©

fibr e Ssi | |
S shps e el PO s Rl P AL B oLl S thEnE Pucn =
anytbae phachabnﬁo¢1oa12yiac&dnbnbsbetedceosalpatednﬁrom
%H need t her eof, Btlo?a ogether with one or_ nore

e group consiktihg of antichdlinérgic 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.

10. Pharmaceutical composition containing a
substituted indolinone of formula I as defined in any one
of claims 1 or 2 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,



pharmaceutically acceptable carriers or excipients.7 .
The nethod in accordance with claim6 , wherein the
walt@eacr7i s sel ected fromthe group consi sti ngP@f/EP105/057013

lung fibrosis and pul nonary di seases with a fibrotic
conponent sel ected from i diopathic pul nonary fibrosis,
giant cell interstitial pneunonia, sarcodosis, cystic
fibrosis, respiratory distress syndrone, drug-induced
lung fibrosis, granulomatosis, silicosis, asbestosis,
Bysteanhtagchesodennd, ehtietuel ahlyntaducedthepabidconally
cirrhosis selected fromhepatitis C induced hegatic

EPPFhBST s aRdoPReCHi 88aSeBNBf "FREUSKFA Wt RCgSPLable
Ehbrotis sonpepepteselected from scleroderma,
sarcodosi s and system c |upus erythematosus. 8 . The
met hod in accordance with claim7 wherein the di sease
is idiopathic pulnmonary fibrosis. 9 . The nethod in
accordance with any one of clains 6 to 8 , wherein the
treatnment is a conbined treatnment with a further

phar macol ogi cal |y active substance selected fromthe
group consisting of anticholinergic agents, beta-2

m nmetics, steroids, PDE-1V inhibitors, p38 MAP ki nase
i nhi bitors, NKi antagonists, LTD4 antagonists, EGFR

i nhi bitors and endot hel i n-antagoni sts .said further
phar macol ogi cal |y active substance bei ng adm ni stered
ei ther sinultaneously or sequentially. 10.

Phar maceuti cal conposition containing a substituted

i ndol i none of fornmula | as defined in any one of
clains 1 or 2 in conmbination with a further

phar macol ogi cal |y active substance selected fromthe
group consisting of anticholinergic agents, beta-2

m metics, PDEIV inhibitors, p38 MAP ki nase inhibitors,
NKi ant agoni sts, LTD4 ant agoni sts and

endot hel i n-ant agoni sts, optionally together with one
or nore pharmaceutically acceptable carriers or

exci pients .



