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1 QUI NOLI NE DERI VATI VES AS AXL KI NASE | NHI BI TORS The
present invention relates to novel conpounds which are

woi20bd/t27410r s of 5 receptor tyrosine kinases of POTEEPAXI9/002798

receptor famly. These conpounds are suitable for the
treatnment or prevention of ditsorders associated wth,
acconpani ed by or caused by hyperfunction of a

receptor of the AXL fam|ly. The conpounds are suitable
for QUANOLENE DERIVATIVES ADAXLI KINASE INHIBITORSeT S,

such as cancer, particularly cancer netastases. 10

Breast cancer is the npst common nalignant disease in
western wonen. In these patients, it is not the

THe présent Uﬁ%ﬁtlorbvélatésstmwo&et asmoahddlwhlehtam trﬂ!ﬁbltors of

that are the nain cause death 3%% the surgic
reeepiontyresinerdnasesaf {he urwecem Yat NegR PMpOUN S are

s@'itébl%mfoﬁ'thss @Ym@ﬁ?%r ?ﬁ&@é’rﬁﬁ)n(’fof' Alserdrat %sééma%ed with,

tunour tissue or the presence
amonmmimisbyams:ausadtbgcmmr&:rmon o a teeeptar afithgfodli family.

e%%ﬁ\ﬁﬁlléﬁ %‘gﬂ% aﬁﬁaﬁle g?]r {rﬁet(%e%z 8ﬁﬁk4nglﬁ>§?llfgratlve disorders,

s@@hla\eaéﬂndei‘q&érﬁeﬂfaﬂ?fdaﬁbesmajestaseé]as led to a
reduction in the risk of relapse to 20-40% However,
adj uvant treatnent has a wi de range of acute and

é@?ﬁf {: é% A& dorihen MRdndridigtase |hVW@§tt‘.rrV RdnFen. In

vances I n understandi ng the nol ecul ar basi s
tbéses pgtlemtlsl ihds pot thesprimanys kmour: buhits melastases at distant sites

N A

tuRur 2kedapse bt rmd:algcnadktammwst may cdcue amnauseedm mcamplete

nmol ecul ar targets 3). 25 Der e.‘%ul at ed fxpr essi o

remayabtQfi ﬁnmws@@w gese @ $he Jresencr Gricgmetastases

urﬂi@éétfab@aét' {AB RS &Sﬁbp d&g‘dl'ﬂé)d&%lbﬂ%@hi 8hthéMbtherapy as
tunour 1nitiation an rogression, involvi ng cancer

well &8s pnabcﬁmammadnatmmhemy, admjnisteregl agnadjuvant treatment

vasi vit s S °
S BoE S 8B o, . o, PLShR RIS el o 20-40%
Hevevere ddiuvdat steantient hat d wide range of:abutbmmd langsterm side
oncogenesi.s, protein Ki nasesﬂ{ﬁﬁ@r%l een

qftacts. (Ovar the Rast fueRly YearsdY ‘5?'}?8%" bgﬁsmtaeéiﬂséhe
E%C&%%Slmt&gﬁa“lhﬁ pitkayt &%@Qtl@ﬁﬂﬁ&fanous cancers, a

er apeutics curfently ‘approve the FDA in clinical
neve éra iofit eanceri ﬂy;rapyhhas/\(begun WhICh is characterized by the

AR 45T FRTHE  FGoEMAR 1 iy ol o

mbwcalaatgngma i3)ni bitors and antibodies are in
clinical trials, making kinases after G
proteln coupled receptors the second nost popul ar drug

iat zé?re!‘)slbheoﬂobﬂftﬁiﬁcﬁiﬁbeééﬂbyaﬁéné"dlél@lﬁfh -mutation or

t rie breast cancer, the receptor

mm@cat@om meeﬁﬂmm tDsbevlmFé}dﬂf@sf@édtUmm"t thiljatien and

SEBYehb R bl i, B0 HeMorAioh oA FRBAS anc

Mvdsﬁﬁ@%ﬁzell@sﬁtﬂ;mu@ﬂ&nglbgems and gheonothemapyosssistance (4,

£ g oLioebedyanast iEebiuaBIRGLH s e nptens i
g@&ige‘?@é%' &@lrﬁkﬁma'sés'ﬂh\@ baérs at this @or%frﬁﬁ? ol 948 ehsd Bancer

Si ng a ent and in combination with
thiecamyt uevelppmrﬁcsmqsfme ntQB80sy destpeleths ngva*etaigead gancer

%\%ﬁ?@%@ [h‘i{?{%nﬂy‘éﬁlsg?ﬁ g&fﬂg@?ﬂ)ﬁ‘gy %'Il&%b h§ém§ Inferfering with

nmetastati c breast cancer patients show ng no

over expressi on of HER2/ neu 15do not benefit fromthis
therapy. Therefore, novel therapeutic targets are
still urgently needed for intervention in breast
cancer netastatic progression. To identify the genes
t hat nedlate progreSS|on of breast ~cancer, we have
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25gene cluster predictive of the aggressiveness of
breast cancer cells. The manmalian AXL RTK subfam |y

wOoi2064/120€1S t hree cl osely rel ated nenbers: AXL, PEHMP26(09(102798

MER. The subfamly is characterised by an

extracel | ul ar domain, consis2kFng of two

i mmunogl obul i n-1i ke domains foll owed by two 30

tihd k%"grfh’!lﬁfgf laltibN Rﬁ rdtélhekﬂﬁﬁéé; NRlor&Ahan 000 gadiﬂﬂldnal protein
i solated Tas a arrest-specific gene, .is th

kumednhlhltgemang @ntmgl%%mam ¢lipigal deals o making Hbaseé;@?f G

oAb el by’ g
@phagnacelitical and didteoh intustries B)cel | ul ar
2009/ 127417PCT/ EP2009/ 002798 - 3 - responses i ncl udi ng

cell survival, proliferation, mgration and adhesi on

1A %@éastpegnd@ﬁstrﬂi 'r@z’séiﬂbl1 Yyrb§|ﬁbﬂ€|ﬁﬂsé HER2/euEi8t Gverekpressed

chroni ¢ nyel ogenous '| euKaem a and was shown to have
duedoganenamglification indumauss ob abeyl22%pidreast ¢ancer patients,

ST BRBRFOAL oS EA0 R0 0 0 LBBERED D

therapyt andnp@mr mbgmms (®).s Baseti oanthns:cdnseﬂ\@lry,om-lemptln a

i QiRbloRA) Abady Beans HFREngR Samrotdn R s deyeloped

a?ﬁlni%% dRhRS @58 Sifcd 1998th akla BiRdBRGeATt ahdSn combination
I NVENTI ON Accor di na to the present 1 nvention

vitinghematherapies fenHER2M)eY everexaressing metastatic breast cancer,

AT B A HFRE SIS g g TR 9 RBever

mélastitic breast cancer patients showing no overexpression of HER2/neu

"'1

do not benefit from this therapy. Therefore, novel therapeutic targets are still
urgently needed for intervention in breast cancer metastatic progression.

To identify the genes that mediate progression of breast cancer, we have
focused on key elements of the phosphoprotein-mediated signalling system
because of its established role in human cancer. After systematically
analyzing expression profiles of kinases of thirteen weakly invasive and eight
highly invasive breast cancer cell lines and normal mammary epithelia cell
lines by cDNA array hybridization analysis, we identified a cluster of genes
characteristic for highly invasive cell types. The RTK AXL was part of the
gene cluster predictive of the aggressiveness of breast cancer cells.

The mammalian AXL RTK subfamily includes three closely related members:
AXL, SKY, and MER. The subfamily is characterised by an extracellular
domain, consisting of two immunoglobulin-like domains followed by two
fibronectin type 3-like domains. GAS6, originally isolated as a growth arrest-
specific gene, is the common ligand for AXL subfamily receptors (9-11).
GAS6 has the highest affinity for AXL, followed by SKY, and finally MER
(11). GASB-AXL signalling has been implicated in a host of discrete cellular



- R, R2, R3 and R4, which may be the sane or
different, represent hydrogen, hydroxyl, nitro,
worabwpes,? cyano, NR12R13, Cl-6 al kyl, Cm al ke®dT/ER2209/002798

al kynyl, or Cl-6 al kOXY, 20wherein the Cl1-6 al kyl, Cm
al kenyl, C2-6 al kynyl, and -G3-6 al koxy groups are
optionally nono- or polysubstituted by hydroxyl;

a haredion (12
r%?-og%h%%%@gbony 'V?ICP |ﬁel‘é¥|bﬁ H‘i’é’r‘éYbna?ﬂf (12).
rc and/ or -NRL2R13 vvherel n R12 and R13 whi ch may be

.d ff h
AL 987 oRbigRlY o it R PR, Wil cPEop fy8logenous
leikaeniidt iatRl Ywas 4showd2 tandhaies mmﬁstmn‘bngte puteftidlhewhen
ni trogen atom attached theret o forma rated or
OuPREDTRSREA15: J6). SHDSAGHSNGAXE PXREEHIOR PF: egTepprted in -
a""%&e‘ vasnétgt bf)rl'ﬂtrjn)ﬁn”EQRcer%gHQQbYSE%bble%e% bHreast cancer

n oxygen atom enyl
p@ﬂelﬁtsaé b}gwﬁcan@boﬁredatiomwasctmuad alatwgyna%)ﬂe@ﬂd tugnoyy stage

Ut A 4 0 e

r@sﬁbh b1, 22 6 al kenyl, and C2-6 al kynyl groups are
op |onaIIy substi t ut ed by hydroxyl, Cl-6 al koxy, or a
saturated or unsaturated three- to twel ve-nenbered
§ﬂ§ CR/\E? 'WE ¥Rl i ¢ ring system wherein R2
anm Iit-rgbemay e-O(CH2)n R14 wherein n is an
integer of O to 6, - is optionally substituted by

Cl-6,.al a

Ascprie i e, iR iéb"ﬁ“g BnpoRaHas e S formute 0 or

pharfiagéltivaly a@teﬁtﬁiléshmbbﬁﬂblhtesdhetebﬂdre p@dvnded

al koxycar bonyI -(C=0) - NR12R13, _NR1 wherein R12

or R13 which nay be the sane or ﬁg‘ferent represent a

hydrogen atom or Cl.4 al kyl optidgnall ?!]msubstltut ed by
conbi ne

eh‘msed orma

PR®Cyclic group is
R?AN oxygen atom

hydroxyl, or alternativel R1B12 _apd 1
with the nitrogen atom attache
saturated or unsaturated five-)or
het erocyclic group; in i cly N
optionally substituted|by hydroxyl
Cl-6 al kyl, C2.6Ra2.keny CA6 aR6ynyl, Cl1-6 al koxy,
Cl- 6 al koxycar bonyl , or Arsatufated or unsaturated
three- to twel ve-menpered| carbpcyclic or heterocycllc
ring 20 system q
and C2.6 al kynyl groupgq are opti onaIIy substltut ed by
hydroxyl, Cl-6 al koxy, R& a saturg}ed or unsaturat ed
three- to twel ve-nenbered carbocyklic or heterocyclic
ring system amno in which one or two hydrogen atons
on the am no group are optionally substituted by Cl1.6
whérgin or a saturat ed or unsaturated three- to twelve-

R BE R 5 T o B SRl ¥ Fgocen
Hyu%@tyhutrochaﬁagﬁrk @yEno ONRIZRA! G abibkyl, (T .Lalkehyll & dalkynyl

hree- to twel ve- menber ed carbocycllc or heterocyclic
qflGll %M@m or a saturated or unsaturated three- to

VWE'E i tHE 5 naglﬁrl‘:@rzg%Wéﬂyl C(e:?ja gy hgf HnEcC € alkdX§ groups are

system optl Yy “Substi t'ut roxyl, an oXygen
aritiomallB tnaie-6 orl folysubstituded| tye hytdroxgh - lalagepn @is ; Cis

icirbpayt saripal YT RGeSO RER S andor NR R

wisreir ®e| ard rR‘ﬁg vmi@ﬁ affayiss ¢he sdrmeCor Gilﬁédeyut,, répteSent a

al kenyl , and kynyl roups are o
hygdsegen atarm %;Pmatbdmwn y substityted bsg &%‘e O atterpatively
or - 5 - unsaturated three- to twelve-nenbered

carbocyclic or heterocyclic ring system when the
carbocyclic or heterocyclic group is substituted by
two Cl-6 al kyl groups, the two al kyl groups may
conbi ne together to forman al kyl ene chain; and the
carbocycllc or heterocycllc group nay be condensed

= T T Y 1 T T Y, 1
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30- R11 represents (i) a saturated or unsaturated
three- to twel ve-nenbered carbocyclic or heterocyclic

WOroog129y15t em whi ch is optionally nono- or PCT/EP2009/002798

pol ysubstituted by an oxygen atom Cl-6 al kyl, C2-6
al kenyl, C2-6 al kynyl, C1-6-4l-koxy, a hal ogen atom
6 - or a saturated or unsaturated three- to

h& WM tHe nifo Bﬁtﬁbﬁ%ﬁhbﬁe& ) ﬁf‘fbrm a
the gl 6@?&%% gﬂ@ny g éd , -
saturatgd or anpatwiabdoiﬁxe mtaﬂnxw@ubeted he oqyshﬁ gfauogwhlch is

t t.ed
ey aipir e BUBuEutea Y ML S B stom. Grealo
G4 alkenylb Glskalkyryl, Cls Glkeixir0X0y s vtikaxycasbaonys, ublsbl sammied or
or substituted by a saturated or unsaturated,t fo
unsetwates ibegesqt %atwsb@ymembeypdhsﬁﬁ}wy iQF hefgyocyciic ring

g&%ﬁ%@m ke g,g 8!??1 (Fz.s”%zﬂéényprﬁﬁ@W?éJWYntyPtg?Quﬁy are

n oxygen at 6" al

cmtioynauy sutmteteﬂ bpmer(Wchgalkoay oPf a @atwam ar aneaturated

it WEE-FEraprEl cdfalidle T RIBHIGHIE Hhieiem? wheren

R léﬁﬂbdr RC8156 wialyyey -O- ),QRJ"Gwabkemyn is @npmteger of O to 6,

g&tl onal Iy substituted ﬂ% n é{om or a
Helnaiseaplipnallyssubstityte %Pee alkyd, RyQ[exylmon: palpgen atom,

4 R S.‘:e@régerﬂ& dﬂﬁgm&rogsuqtbﬁ\ Hideyl:0% haldgen atof: \{eopsRo:

frtuted a satur ed or unsat ur at ed

2 elkylaambmmdi %Fbtmybe@ed aﬂmmoav;lmnyb 4E=ROtNRER)G1NRR™

rin

P TR HE af Bk B8 Relne ol figrpsentz pydrogen

#birEBY Cu@ﬂ(ﬁi o@ltleaW sulsstitGtea Ikymydrcﬁxyhadrogmmatlm Ri? and

a saturated or unsaturated three-

%am@w@mb@%w'th dbe niegaan atog at}acft‘é?ﬁ@%%ﬁ@ riogea & Ryfurated
uﬁséﬁ.{fﬁféﬂ' five? & t@lxﬁ%@)ﬂberéﬂdh%c@cy"ﬁhboébbtﬂf OWPSWHIER the

optional 'y substitute hal ogen at om Or
PMBmwcb@gmumlssmumnaﬂ)eGUbﬁrt@t@d Imo hudgwl aneergen atom, Cis

TR 7 AT SR arodh,or g st
smonshtorated thhee-ptoetesive-merabereth caEbcaiyeBc oo teteromyslic ring
%S#géjrgicm” b[%ﬂ\ agbox(sta g[ky&eéabla)(keny g eCpr P l'()lsn%ll tgroups are
zﬁﬁ[dn%llg s‘élbgﬁttuﬂéﬁ% )Sil" chy QI‘RZSX} or Alsamirapdte BV Lhsaturated

enzenenet hanesul onam 4-1(6, 7-di met hoxy- 4- qui nol|
thrge-) toxtyiel\@-membered carbocychc or heterocyclic ring system; amino in

Jh8" BRBCEY (WRC ARSI R ' bR"3HE LR Mt Brd- BptiEnaly
substicitedyby Gy afkyf loroa cgaterated - dre onsatepatedatieset ftontwelve-
MEITihesed SaRAREIn AL N ETHRE ISR and bF e AR grou s

dikoxb e6eh s irated br andafdtated
.st‘dﬁd'ygdgﬁﬁﬁgym'&?mﬁzml POTT EP2009] 0057983- ate

three ta dyebie-mgmbsrad carhacycliguobfiederosyela singopysiam; or a
%}gf&tﬁﬁr or> Wn%?ﬁlrgteféf)sth?%% Lo AW EVE.- {f?édnberq%i carbocyclic or

oltferative rs assocl a
fogyelic emgmyswd/aptnonaws substitut®d by hdrdxyh &n oxygen atom,

art Ilfyhl a'zp él%x}e eptwérceil r]l%okl "B allglo%%glgoonyl or a
saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system wherein the Ci5 alkyl, C. alkenyl, and C.s alkynyl
groups are optionally substituted by hydroxyl, Cs alkoxy, or a saturated or
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5 DETAI LED DESCRI PTI ON OF THE | NVENTI ON The conpounds

of the present invention are quinoline-substituted
wo0hd/ianmi de derivatives which are inhibitors PEfI/EP2009/002798

aut ophosphoryl ati on of 10 receptors of the AXL famly,

particularly of the human A&-receptor. The conpounds

of the invention are capable of inhibiting cell

uﬂ%Qidr&@datthr‘é% afed twhkiVesmenitsereti EatboRyéld drhBeterocyclic ring

treatnment an prevention of AXL reCeptor tyrosine
sysheaseumemmascamq@uclm ot hetaraeyalie gipup igisubstituted by two Ci.

rt Lcul ar, |
o3 e 98 295 s b G D RUoB I 38 5 2 lene
cﬁﬁbﬁcbrmi‘ the Parbdeydiovemheterocydiie gedupr a'(aypberccmdensedewnh
ki nase i nduced di sorders are associ at ed 5%400(
ane&qst SAUGIPgphunarivEREd el SoustTaapbetd garbocydiic or
g @%ﬁﬁ%' fkhYa bieydlic g%uﬁ“WﬁéﬁQ‘P‘ Cth(Gﬁz)Of represents
au ophosphoryl ation co

ared to normal tissues.
adhonud, ders may be sel ected from breast, colon,

Ry L o B R B0 fgen o,

el ] L(Su,cﬂkéngﬁ@% alkyngl) Klim&lkowshahrgenc oymo or nltro

@gg;’g,z 9?:3 b togﬁ?%&g M ﬁ)Wf‘)?'St oEaGw@P%%r’]‘é{r%mups are
@%bﬁﬁﬁf‘i‘néﬁ&ﬁb%%ﬁfshb@ﬁﬂu@@d bydhy @i ﬁtﬁh”ragerﬁ eoaL alkoxy; Cis

ancer’, non-snal I% cancer .
aliylicatbanyl; Msarbexyds eCabl yalkexycambery der(q-sobNBa and/or

SRS whbri R 8o BB G BRYFY S i, oprecns

d thydrbgemr atomt bpnCandalkyl tdm@huﬂ'y!tsmbstltmeuerby hydroxyl, or

* alllatebt {7 Erand JE° et bombind i, i, Bhiriacshr 48y atached

tHYfRRS plté‘sfcﬂ'n} 39' %a@urfa‘tk!d hgr aRBSEratedy fiveef @J'i'r %ﬂ(-membered
enbodi ment present invention, the conp

nds
rteéemcydc;ugm dn ewh_icbébe hejeraayelie gmmppwn@b/nzi@sﬂtutﬂd

A RERER I SBSRGHAL  CL RERTE €65y, Gy oo
@Qd{qahko@darbum r afri @n sa‘turfated her amﬂatmated #yeet— sto twelve-
09/ 127417PCT/.EP2009/ 002798 - .8 -
OGRS SHLFRIPOGYPIC G ARIELOGHAP SOAVSIT B eHRIR BB Graglkyt, Cao
t 1-6
SRR R0 LA oS op Sty ibslig by by, ©
alkoxys ion@ satueated antunsatiptast ffiraeq ntwelvermamberes carbocyclic

. €. H3T3 cells. In a preferred
%ﬁieggfgﬁgglfc %’ggékgekem ‘'esent invention, the conpounds
-hRV e Rin R°CaAd vRI°yawvhith 1r®|ayl\/berthleesamenor aiffereing,r sépresent a
of Mor |ess, eve of 2.5 pM or
hy@gggg ﬁt?fﬁo%@bg?@’r'élﬂanﬁy aﬁwﬁ crei a@f Wess. | ollon t he
IleSF@ WH%I@ ef lemﬂé? (G1)s alksyt g”rdiﬁ?ps 6drby|opi|om§llly}<Om)zSno- or

as used herein as a qgrou

mlysuﬁstltjﬂed Igy d’\ypir@eé p@td/pm ajogRMnCs¢ BV AN AR 40?"(0)(%
BRGRNR €12l ol erel 810 L I Ky proups
areefptioablly nidihot oxlpobysubstituted by hydroxyl and/or halogen,

- R" represents

(i) a saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system which is optionally mono- or polysubstituted by an
oxygen atom, Ci.s alkyl, C, alkenyl, C. alkynyl, C..¢ alkoxy, a halogen atom,
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C2_6 al kenyl is preferably C24 al kenyl. 20C2-6 al kynyl

is preferably C24 al kynyl. Exanples of Cl-6 al kyl
WOi200¢/1ed€t7ret hyl , et hyl, n-propyl, isopropyl, eCIER2D9/002798

butyl, s-butyl, t-butyl, n-pentyl, and n-hexyl.

25Exanpl es of Cl1-6 al koxy i-nel-ude met hoxy, et hoxy,

n- pr opoxy, propoxy n- but oxy, i-butoxy, s-butoxy,

o‘?ng éath%t@dyor hRfed thkee- 6t@'éﬁ§XﬁWﬂnehﬂ§érédecéﬂUo%ychc or

butenyl, pentenyl, and hexeny es of

h&lemnyd:llq groupieand pthepgzmy|alksﬂugmwlkeméntqmyalkya§id and Cis

R8s 2cS RiBHAN, bR Rthed i heod]P oo on.a satyrpted or
un@aubétedt thiesk tol éightrmle?nbmrbd catbauypiic enheteroeyaliergroup,
havi ng Ordlnadﬂ (1l in the art that the

(HuCber alky! o5 AJkex¥% my‘ bis yBeWhsHinied &gg%wﬁ#wged by a
s'éFlL}H écg CofU Uﬁ%_t#?étea u kiﬁFéé-Uttgb iR efoedmeafibral o rsérs&gdns or

group IS Is true o group havi ng
het&mcyclwenmg syhatam twhieh tlm@pabnglly oongD. ormysmsiftuted by an

hal ch
oy 8tin fire Al Gaadbei ooy ARkOYIEF 5 2fBiEon bilogen atom,
d;rl alosétnﬁatﬁg éhljm’fs_am@ra@éd){thrééﬂl’tﬁ dightementbered carbtocgchc or
wel ve- menbered ring syste co rlse sa e
heleroryelic, BERURI and dbe Cos '@H%mn%' belkyByh @nd Cre
aﬁkdi?eqr%ﬁg "a?ié‘?g\”loﬁafl)%ﬁbsﬂtﬁte‘awa Hﬁéﬁb‘ﬁ 8fbm B 'zEsaturated or

or ‘si x-nmenber ed, saturated or
umehtrateat tbde@vatptmgbtcmemberag caﬂsmvplle or beteraeygligtgsaupy or

(S S Ao Sipstly bt L SER iR BPUHRbkfraldd Hres- to

twelvgcinepeirgd caCb'@dycllew|hetemdyc|§c:ﬁng1 spstem which iseoptionally

the three- -nmenbered ri st
roison GF POGS! tmaﬁ%% " 8DeRYgenCalom, Sﬂh%%“@anv Cze
Jlgr@/!: t e;éﬁ §| I 9 KRG Stof, s+ élbahﬁéﬁafd SN BnSRLIRIEd 3R FYE- to

oxygen, nitrogen, and 20 sul fur atons.

eigh- memeoe@c:arbow@pprphete@@mhy gronpaiand thee Cisvkyr Cos
R 5% B0 AR Ml G UB triCoptipeny sppstiuted by a

HaMgﬁmtatodnl or ga osgitupatetieoninsaturaped theeer tnteighi-membered
satu ate o seven-npenbered heterocyclic ring,

%cy '%Pé?‘ﬁiﬁrﬁ’c)ﬁd@aﬂrel"at%@p or unsaturated five- or

-SR“‘T SFrE88hRth h?aﬁfg@wabhpofcwal xanpl es of saturated
25 or unsaturaftedthree- to el ght-nenbered

het erocyclic groups include thienyl, pyridyl,

I%y%a - L finght, e aﬁpééélnt |q%ﬂﬁ§r?l Vélate'ssgé(aéf}h%lounds as

o'yl " "pi perazi ny
descrbed Iabxoive bmfamh@wuhl thel prot/isodhat tmaotmmpbund is not N-[4-

h ol Furth th
[éaiﬂﬁﬁl@%g{??&y‘{'ﬂ%ﬁ'nyﬁ %ﬁﬁ%&ﬁb?ﬂ% agtrj h:[ erocscl ic
Hen2@néietifdfesulfehdffidé,ondengga-[(6, naimst “Homichl)éxy]-3-
cyclic group i s condensed with another safurated or

fluesephenyldeerizeneethanesetfenamidter e ®rcar tNr{4-i(6i -direthoxy-4-
d;ﬁllncﬂfn%)ﬂﬁy]'-@ﬂDb%ﬁe‘ﬁyﬁ%éﬂz@ngb%gnegu%r‘l)é’rﬂidePr §h erAbkther

embodiment, the present invention refers to compounds as described above,
preferably with the proviso that compounds wherein R” is F and R is H are
excluded. |

The compounds of the present invention are efficient inhibitors of AXL



WO 2009/ 127417PCT/ EP2009/ 002798 - 1 0 - saturated or
unsaturated nine- to twelve-nenbered bicyclic
wocasheycl i ¢ or heterocyclic group. Such bi cy®GT&EP2009/002798
groups include naphthyl, quinolyl, 1,2, 3,4-
tetrahydroquinolyl, 1 ,4-berzexanyl, indanyl, indolyl,
1 ,2,3,4- tetrahydronaphthyl, and phthalimdyl. 5 Rl
£5£ C
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7-yCH3 yN CH3 H3C WO
2009/ 127417PCT/ EP2009/ 002798 - 1 2 - Mor e

wopoed/er4alil y, R14 may represent an unsat ur at ed PCT/EP2009/002798

het erocyclic ring attached through its CH2 group,
wherein R14 is selected fromdthe foll ow ng: R4 is
preferably hydrogen, Cl.6 al kyl or Cl-6 al koxy,

c%ﬂ&ﬁ&a?@ﬁtigégt@nt@ & oeménﬁﬁhfbraéﬂ'f@éﬂi&( oup is

optional Ty su Itute th one or nore hal ogen atons.
More preferably, R4 is hydrogen or trifluoronethyl.

Oldc.r;]quﬁgﬂl?ri e8' legﬁ{]é)s%%i ?r{\;e%%oﬁrg)rgd&r{ﬁg&eri%d %nydthgﬁ éatfilﬁy to
inhibit AXL receptor tyrosine kinase autophosphorylation in a cellular system,
e.g. in NIH3T3 cells. In a preferred embodiment of the present invention, the
compounds have an ICs, value of 10 uM or less, more preferably of 5 yM or
less, even more preferably of 2.5 uyM or less, and most preferably of 1 yM or
less.

In the compounds of formula (l), the terms "alkyl,” "alkoxy,” "alkenyl," and
"alkynyl" as used herein as a group or a part of a group respectively mean
straight chain or branched chain alkyl, alkoxy, alkenyl, and alkynyl.

C.s alkyl is preferably C,4 alkyl.

C.s alkoxy is preferably C,4 alkoxy.

C.¢ alkenyl is preferably C,4 alkenyl.

C.s alkynyl is preferably C,4 alkynyl.

Examples of Cis alkyl include methyl, ethyl, n-propyl, isopropyl, n-butyl, i-
butyl, s-butyl, t-butyl, n-pentyl, and n-hexyl.

Examples of C,¢ alkoxy include methoxy, ethoxy, n-propoxy, i-propoxy, n-
butoxy, i-butoxy, s-butoxy, and t-butoxy.

Examples of C. alkenyl include allyl, butenyl, pentenyl, and hexenyl.
Examples of C. alkynyl include 2-propynyl, butynyl, pentynyl, and hexynyl.

The expression "alkyl optionally substituted by" as used herein refers to
alkyl, in which one or more hydrogen atoms on the alkyl group have been
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R3 are Cl-6 al koxy, particularly nethoxy. In a further
especially preferred enbodi nent, RL, R2 and R3 are

wohporegert and R4 is Cl-6 al kyl optionally sub®PGIVER2e/002798

particularly trifluoronethyl. In a still further
especially preferred enmbodif®rt, Rl, R3 and R4 are
hydrogen and R2 is hal ogen, e.g. fluorine. 15 WD
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substituted by R7, R8, RO and Rl is ioselected from
Tihee térom |"hadaggn" meansree flueniogi eblarine, tbroming,coeiodine atom.

bl SR e e e boBtS B 8 e B R

preferably represents a saturated or unsaturated
three- to twel ve-nenbered, 15 carbocyclic or,
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QYEWMt@CPQ yb-ana,c Yol pa%)ﬂlenber ed carbocyclic or

het erocyclic group. Exanples of preferred substituents
on the -14- carbocyclic or heterocyclic group are
Furtheyerthee threer, tocltvv@lvesrnerrmeradannw syPenbriapyycomprise a

PR BE st Fiog 1o Elghmeribered heterooyclic, group
cwgéinim aetléastyonellﬁétem-atwn islblqcted fi'mmf bxu(tjgmramtroggn, and
S Bmiso THeReteErGisTe STANP RIHISTERY dantee SHe, Wio or three
I'Lbﬁ%ﬁf-ﬂf&fﬁé Mﬁth%@#@rﬁdﬁﬁéhn@%ﬁﬁ%ﬁﬁﬁ\ cdtohAsding e@rbon atoms.

ogen .g. fluorine or chlorine, trlfluoroneth | or
Tthe fheiemsrehm @t9urs urefarabyncomprises maéuww eqrayr@aturated

B BT EERP R RISl S o1 FrtERRp S dftea or
lﬁistaa@rfae@ki fivet be sixuinearhered rhmiejocyclic r|ng Examples of saturated
or unsaturated three- to eight-membered heterocyclic groups include thienyl,
pyridyl, 1,2,3-triazolyl, thiazolyl, imidazolyl, isoxazolyl, pyrazolyl, piperazinyl,
quinolinyl, piperidyl, morpholinyl, homopiperazinyl, thiomorpholinyl,
tetrahydropyrrolyl, and azepanyl.

Further, the saturated or unsaturated carboxylic and heterocyclic ring
systems include condensed ring systems wherein a cyclic group is
condensed with another saturated or unsaturated five- to seven-membered
carbocyclic or heterocyclic ring to form a bicyclic group, preferably a
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saturated or unsaturated nine- to twelve-memberedA bicyclic carbocyclic or
heterocyclic group. Such bicyclic groups include naphthyl, quinolyl, 1,2,3,4-
tetrahydfoquinolyl, 1,4-benzoxanyl, indanyl, indolyl, 1,2,3,4-
tetrahydronaphthyl, and phthalimidyl.

R' preferably represents a hydrogen atom or Ci4 alkyl, e.g. methyl. More
preferably, R' represents a hydrogen atom.

R? and R® may be the same or different. Preferably, one of R*> and R®
represents a group other than a hydrogen atom. More preferably, R? and/or
R? represent hydroxyl, optionally substituted Ci alkoxy, halogen, or cyano.
In a preferred embodiment, C1s alkoxy is not substituted by amino. In an
especially preferred embodiment, R? represents unsubstituted C.. alkoxy,
still more preferably methoxy or fluorine. In a further preferred embodiment,

R? represents unsubstituted C,.s alkoxy, still more preferably, methoxy, and

R? represents hydroxyl or optionally substituted Ci.s alkoxy, or alternatively
R? represents hydroxyi or optionally substituted C1 alkoxy and R® represents
unsubstituted Ci.s alkoxy, still more preferably unsubstituted methoxy. For -
example, R? and R® both represent methoxy. In a further preferred
embodiment, R? is halogen, e.g. fluorine and R® is hydrogen. According to
another preferred embodiment, R® is preferably selected from the group
consisting of benzyloxy, 3-amino-propoxy, 2-morpholin-4-yi-ethoxy, 3-(4-
methyl-piperidin-1-yl), 3-(3-methyl-piperidin-1-yl), 3-morpholin-4-yl-propoxy).
In a particular preferréd embodiment, R? is methoxy and R® is selected from

said group.

In a still further preferred embodiment, R? and/or R® may represent -O- .
(CH,).-R™ wherein n is an integer of 0 to 6, -(CH;)»- is optionally substituted
by Cis alkyl, hydroxyl, or a halogen atom, and R* represents a hydrogen
atom; hydroxyl; a halogen atom; C.. alkoxy; C1 alkylcarbonyl; carboxyl; Ci.e
alkoxycarbonyl; -(C=0)-NR'?R™, -NR'’R" wherein R'? or R"™ which may be
the same or different, represent a hydrogen atom or Ci4 alkyl optionally
substituted by hydroxyl, or alternatively R'? and R™ may combine with the
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More preferably, R11 may al so represent an optionally
substituted carbocylic or heterocyclic ring selected

wofoenmi274ie fol | owi ng (connecting at om att ached PCa/ERR09/002798

sul fonyl group): j .S SCH3 QOO0 1) 0 0
$S.... -,..._ 00 -11-

nitrogen atom attached thereto to form a saturated or unsaturated five- or
six-membered heterocyclic group, in which the heterocyclic group is
optionally substituted by hydroxyl, an oxygen atom, Ci¢ alkyl, C.s alkenyl,
C.s alkynyl, C.s alkoxy, Cis alkoxycarbonyl, or a saturated or unsaturated
three- to twelve-memberéd carbocyclic or heterocyclic ring system; wherein
the Ci¢ alkyl, C,s alkenyl, and C.. alkynyl groups are optionally substituted
by hydroxyl, C,s alkoxy, or a saturated or unsaturated three- to twelve-
membered carbocyclic or heterocyclic ring system, amino in which one or
two hydrogen atoms on the amino group are optionally substituted by Ci.s
alkyl or a saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system, and the C,s alkyl group is optionally substituted by
hydroxyl, Cis alkoxy, or a saturated or unsaturated three- to twelve-
membered carbocyclic or heterocyclic ring system; or a saturated or
unsaturated three- to twelve-membered carbocyclic or heterocyclic ring
system optionally substituted by hydroxyl, an oxygen atom, Ci¢ alkyl, Czs
alkenyl, C.s alkynyl, Cis alkoxy, Ci¢ alkoxycarbonyl, or a saturated or
unsaturated three- to twelve-membered carbocyclic or heterocyclic ring
system wherein the Cis alkyl, C.¢ alkenyl, and C.s alkynyl groups are
optionally substituted by hydroxyl, C.s alkoxy, or a saturated or unsaturated
three- to twelve-membered carbocyclic or heterocyclic ring system; when the
carbocyclic or heterocyclic group is substituted by two Ci¢ alkyl groups, the
two alkyl groups may combine together to form an alkylene chainﬁ and the
carbocyclic or heterocyclic group may be condensed with another saturated
or unsaturated five- to seven-membered carbocyclic or heterocyclic group to
form a bicyclic group. When n = 0, -(CH,).- represents a bond.

More preferably, R' may represent a saturated heterocyclic ring attached
through its nitrogen atom, wherein R is selected from the following:

O HSC\G | N
N N CH3




- 17 - CH3 O/A .0/V
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-12-

CH3 3
0/\"‘( H3C\N/\‘ H,C CHNﬁ
CH, K/N k/N

' CH H.C CH
@\ H, SN )
o - o
CH,

ol CH,

More preferably, R may represent an unsaturated heterocyclic ring
attached through its CH, group, wherein R is selected from the following:

oH CH:-
Xy CHr
B | N
- A
N “CH,- N N

R* is preferably hydrogen, Cis alkyl or Ci¢ alkoxy, wherein the C.5 alkyl or
C.s alkoxy group is optionally substituted with one or more halogen atoms.
More preferably, R* is hydrogen or trifluoromethyl.

In an especially preferred embodiment, R' and R* are hydrogen and R? and
R® are C.s alkoxy, particularly methoxy. In a further especially preferred
embodiment, R', R? and R® are hydrogen and R* is C,s alkyl optionally
substituted, particularly trifluoromethyl. In a still further especially preferred
embodiment, R, R® and R* are hydrogen and R? is halogen, e.g. fluorine.

R5 and R® are preferably selected from hydrogen, Ci.s alkyl or Cis alkoxy,
optionally substituted, e.g. by halogen and/or NR"R" as described above.
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by sul fonyl group): s. ...S.CH3 V O SI1C0 1
-13 -

More preferably, R® and R® are hydrogen.

R’, R®, R? and R, which may be the same or different, preferably represent
a hydrogen atom, a halogen atom, nitro or Ci4 alkyl, or Ci4 alkoxy, each
optionally halogenated such as methoxy or trifluoromethyl. More preferably,
R’ and R' are hydrogen and at least one of R® and R’ is different from
hydrogen, e.g. halogen, such as fluorine.

More preferably, the carboxylic ring substituted by R’, R%, R® and R" is
selected from the following:

§es
Nog

CHy

o] [ B
W W

In one embodiment, it is preferred that in case R" is C1. alkyl substituted by

a bhenyl ring, the phenyl ring is mono- or polysubstituted. R" preferably
represents a saturated or unsaturated three- to twelve-membered
carbocyclic or heterocyclic ring system which is optionally substituted, e.g.
mono-, di- or trisubstituted by an oxygen atom, Cis alkyl, Cz2s alkenyl, Czs
alkynyl, C1s alkoxy, a halogen atom, or a saturated or unsaturated three- to
eight-membered carbocyclic or heterocyclic group, and the Cis alkyl, C»s
alkenyl, C, alkynyl, and C, alkoxy groups are optionally substituted by a
halogen atom or a saturated or unsaturated three- to eight-membered
carbocyclic or heterocyclic group. Examples of preferred substituents on the
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the present invention include conmpounds represented by
fornmula: Reference A -14 -
3- Cyano- N44- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o-

d@h@&g@nsr&ensﬁﬁbéyunargréafaﬂ&e halogen e.g. F, Cl or Br, Ci4 alkyl
Di met hoxXy- qui nol i n-4-y y)-2f| uor o- phen

yl
thlpngl},y bplogemated; Sushaas methy, ethyl or trifluoromethyl, Ci4 a]llkoxy,

c%[té %ﬁ)FI uorc@tenzenesu i yl'ﬂé%’& “Hﬂwrd:rﬂ&‘%ﬂ: or

YEhant
trifluoromethoxy, hydroxyl, cyano, and optionally substituted amino. Still

more preferably the carbocyclic or heterocyclic group in R' comprises at
least one halogen, e.g. fluorine or chlorine, trifluoromethyl or trifluoromethoxy
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More preferably, R'" represents an optionally substituted carbocyclic ring
selected from the following (connecting atom attached to the sulfonyl group):
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More preferably, R may also represent an optionally substituted carbocylic
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5 |N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)- -2-fluoro-phenyl]-3,4-difluoro-
- BienzeNédulf@amidienet hoxy- qui nol i n-4-yl oxy)-2-f| uoro-

hePHibpHend-2-sulfonicoatiti 4y (6, batimetieyt-quinalin-deyloxy)-2-fluoro-
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3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-

AS hydroxy-benzenesulfonamide

A6 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-fluoro-4-methyl-
benzenesulfonamide

A7 N-{5-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenylsulfamoyl]-4-methyl-
thiophen-2-yl}-acetamide

A8 Quinoline-8-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl}l-amide

A9 3-[4-(6,7-Dimethoxy-quinoIin-4-y|oxy)-2-ﬂuoro-phenylsulfamoyl]-thiophene-2—
carboxylic acid methyl ester

A10 |N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-benzenesulfonamide

A11 4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-3-fluoro-
benzenesuifonamide

A12 3-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-fluoro-
benzenesulfonamide

A13 4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-fiuoro-
benzenesulfonamide

A14 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,6-difluoro-
benzenesulfonamide

A15 3-Difluoromethoxy-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
benzenesulfonamide

A16 2-Phenyl-ethenesulfonic acid [4-(6,7- dlmethoxy—qmnolln-4-yloxy) -2-fluoro-
phenyl]-amide

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-

ATT phenyl]-amide

2 5-Dichloro-thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-

A18 fluoro-phenyl]-amide

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-methyl-

A19 benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,3,4-trifluoro-

A20 benzenesulfonamide

A21 5-Methyl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyll-amide

A22 [Furan-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
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A31

1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

A32

1-Methyl-1H-imidazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

A33

Cyclopropanesulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyi]-amide

A34

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yioxy)-2-fiuoro-phenyi]-
amide

A35

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-3-trifluoromethoxy-
benzenesulfonamide

A36

5-Phenyl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

A37

5-Oxazol-5-yl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide

A38

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi}-3,5-difluoro-
benzenesulfonamide

A39

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-2,4-difluoro-
benzenesulfonamide

A40

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2,5-difluoro-
benzenesulfonamide

A41

2,6-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
benzenesulfonamide

A42

2 5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

A43

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

A44

N-[4-(6,7-Dimethoxy-quinolin-4-y|oxy)-2-ﬂuoro-phenyl]-2-triﬂuoromethyl-
benzenesulfonamide

A45

2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-
trifluoromethyl-benzenesulfonamide
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A55

2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
benzenesulfonamide

AS56

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-ethyl-
benzenesulfonamide

AS7

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-phenoxy-
benzenesulfonamide

A58

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-fluoro-2-methyl-
benzenesulfonamide

AS9

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-fluoro-
benzenesulfonamide

A60

4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

AB61

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide

A62

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4- ethoxy-3 methyl-
benzenesulfonamide

AG3

4-Methoxy-naphthalene-1-sulfonic acid [4-(6, 7 -dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

A64

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-methoxy-4,5-
dimethyl-benzenesulfonamide

A65

N-{2-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenylsulfamoyl}]-4-methyl-phenyl}-
acetamide

IAG6

N-{4-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenylsulfamoyl]-2,6-dimethyl-
phenyl}-acetamide

AG7

3-Chioro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-methoxy-
benzenesulfonamide

A68

5-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-methoxy-
benzenesulfonamide

A69

5-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-methoxy-4-methyl-




WO
ben

2009/ 127417PCT/ EP2009/ 002798 - 21 -
zenesul f onam de A70

WOR00%2041But vyl - Nd4- (6, 7- di met hoxy- qui nol i n- 4- yIPETYRP2RI9$N2798

y1]
acl
[ 4-

Ao

(—j4- nmet hoxybenzenesul f onam de A71 But ane- 1-sulfonic
-21-
(6, 7-di met hoxy gui nol i n-4- yI oxy) - 2-f I uor o- Phenygam

A7

e
[ 4.

:L 2 |vct = fé ame—1= :,u1 f UIII T dCI 0]

I || nnl i

AT

ﬁ-@ﬁwﬂf {%,(6 edlmg;hoxy qﬂlnollﬁ-4-)7loxy) -phenyl]-4-methoxy-
4berzenepulfenamide qui nol i n- 4- yl oxy)-2-fluoro-phenyqg-

W

Bltaethhsalonit @oih{43¢5, Atimethdxyrquinelind o) 2tBuamsphenyl]-
yde 3-sul fonic acid

a2

N[ 4

\ % lgl etAyIiopane- A8LAGHIL kcid [-&:7-dimeRixyYduiRGlin.a-=yidky)-2-
ro- gl;]e Jj]-amlde

I\lL_I‘

Rrd

aci

e T e B A T L

meth

a1

(|&-Broanontit[AdByZ-gimaion-auinglised yloxyinphe oyl oy
@nzarmulfngﬁrymﬁb 5- sul fonl?:)(P acid sl
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Biphedyk®ishifapiccadid {)4—(61,74d|meﬂxMy—wmanyfq-ényld)ey)A?-methyl-
phenyl]l-amide

A76

N-[4-(6,7- Dlmethoxy-qu|noI|n-4-y|oxy)-3-methyl-phenyl]-3-phenoxy-
benzenesulfonamide

AT7

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-
phenyl]-amide

A78

Isoquinoline-5-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]}-
amide

A79

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
hydroxy-benzenesulfonam|de

A80

2-Methyl-3H-imidazole-4-sulfonic acid [4-(6,7- d|methoxy-qu1nohn-4-yloxy)
phenyl]-amide

A81

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-amide

A82

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl}-3-pyrimidin-2-yl-
benzenesulfonamide

A83

Benzo[b]thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]l-amide

A84

Benzo[b]thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

A85

1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-dimethoxy-
quinolin-4-yloxy)-phenyl]-amide

AB6

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]- _amide

AB7

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-4-(3,5-dimethyl-isoxazol-4-
yimethoxy)-benzenesulfonamide

A88

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-fluoro-4-methoxy-
benzenesulfonamide

A89

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
phenyl]-amide

A90

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-3-phenoxy-
benzenesulfonamide

A91

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
phenyl]-amide

A92

Biphenyl-4-sulfonic acid [4-(6,7- dlmethoxy- uinolin-4-yloxy)-2-methyl-
phenyl]-amide

A93

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyi]-3-pyrimidin-2-yl-
benzenesulfonamide
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%1&9@ (6,7-Dimethoxy-quinolin-4-yloxy)- -3-fluoro-phenyl}-3-pyrimidin-2-yl-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-pyrimidin-2-yl-

A102 benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethyl-

A103 benzenesulfonamide

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-

A104 amide

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-4-

A105 hydroxy-benzenesuifonamide

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2-

A106 methoxy-benzenesulfonamide

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-

A107 amide

Benzo[b]thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-

A108 fluoro-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-4-fluoro-3-methoxy-

A109 benzenesulfonamide

4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2-fluoro-

A110 benzenesulfonamide

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-

AT11 methoxy-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-trifluoromethoxy-

A112 benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyi}-2-trifluoromethyl-

A113 benzenesulfonamide

.[N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2- tnﬂuoromethoxy-

A114 benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-3-phenoxy-

A115 benzenesulfonamide

A116 N-{4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide

A117]4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-
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A127 3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
methoxy-benzenesulfonamide

A128 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl- phenyl] 2-trifluoromethyl-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyi}-2-trifluoromethoxy-

A129 benzenesulfonamide

4-Methoxy-naphthalene-1 _sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-

A130 methyl-phenyl]-amide

A131 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3- methyI phenyl]-2,5-difluoro-
benzenesulfonamide

A132 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-3-pyrimidin-2-yl-
benzenesulfonamide

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-

phenyll-amide

A133

4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-fluoro-

A134 benzenesulfonamide

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-

fluoro-phenyl}-amide

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-

amide

1-Methyl-2-0x0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-dimethoxy-

quinolin-4-yloxy)-2-fluoro-phenyl]-amide

A138 Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-
phenyl]-amide

A139 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyi}-2,5-difluoro-
benzenesulfonamide

A140 Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-
phenyl]-amide

A135

A136

A137
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Ay EremPIN:15-(6 Fotlimstio "°h¥'éffé@u¥wm>r?ofg:okp PRERy2™
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R148 #BromooNeH6:7-dimnetbasywuinaliard-yioxy)-3-methoxy-phenyl]-2-

trifluoromethoxy-benzenesulfonamide

A149

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]- 2-tnﬂuoromethoxy-
benzenesulfonamide

A150

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7- dlmethoxy-qumolln-4-yloxy) -2-
methyl-phenyll-amide

A151

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2,5-difluoro-
benzenesulfonamide

A162

4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-
benzenesulfonamide

A153

4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-fluoro-
benzenesulfonamide

A154

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-4-fluoro-3-methoxy-
benzenesulfonamide

A155

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-hydroxy-
benzenesulfonamide

A156

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-
hydroxy-benzenesulfonamide

Thiophene-2-sulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-

B1 phenyl]-amide

B2 3-Cyano-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

B3 N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]}-3-methoxy-
benzenesulfonamide

B4 Cyclopropanesulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-

- |phenyll-amide

B5 3-Chloro-4-fluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

B6 2,6-Difluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

B7 5-Methyl-thiophene-2-sulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide

B8 [N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-3-trifiuoromethyl-
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benzenesulfonamide
B13 3,5-Difluoro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

B14 3-Bromo-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-

benzenesulfonamide

B15 4-Bromo-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-trifluoromethyl-

benzenesulfonamide

B16 Thiophene-3-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-

amide
B17 3-[4-(6-Fluoro-2-methyl-quinolin-4-yloxy)-phenylsulfamoyl}-thiophene-2-
carboxylic acid methyl ester
B18 5-Chloro-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl}-amide

B19 5-Oxazol-5-yl-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide

B20 Naphthalene-1-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-
amide
B21 1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyll-amide _

B22 3,5-Dichloro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-hydroxy-
benzenesulfonamide

C1 (3,5-Dichloro-N-{2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

C2 |Biphenyl-3-sulfonic acid [2-fluoro-4-(2-methyl- 8-tr|ﬂuoromethyl-qumolln-4-
yloxy)-phenyll-amide

C3 |N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-3-

phenoxy-benzenesulfonamide

C4 [Naphthalene-1-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-

quinolin-4-yloxy)-phenyl]-amide

C5 |2,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-

phenyl]-benzenesulfonamide

C6 |2,6-Dichloro-N-[2-fluoro-4-(2-methyi-8-trifluoromethyl- qumolln-4-yloxy)-

phenyl]-benzenesulfonamide

C7 |N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl}-2-

trifluoromethyl-benzenesulfonamide

C8 |4-Methoxy-naphthalene-1-sulfonic acid [3-fluoro-4-(2-methyl-8-

trifluoromethyl-quinolin-4-yloxy)-phenyl}-amide
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C16

N-[2-Fluoro-4-(2-methyl-8-trifluoromethyi-quinolin-4-yloxy)-phenyl]-3-
pyrimidin-2-yl-benzenesulfonamide

C17

Benzo[b]thiophene-2-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)-phenyl]-amide

Cc18

Benzo[b]thiophene-3-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)-phenyl]-amide

C19

1-Methyl-2-oxo-2,3-dihydro-1H-indole-5-sulfonic acid [2-fluoro-4-(2-
methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl}-amide

D1

Biphenyl-3-sulfonic acid [4-(7-benzyloxy-6-methoxy-quinolin-4-yloxy)-2-
fluoro-phenyl}-amide

D2

Naphthalene-1-sulfonic acid {4-[7-(3-amino-propoxy)-6-methoxy-quinolin-4-
yloxy]-3-fluoro-phenyl}-amide

D3

Biphenyl-3-sulfonic acid {4-[7-(3-amino-propoxy)-6-methoxy-quinolin-4-
yloxy]-3-fluoro-phenyl}-amide '

D4

Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-amide

D5

N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethyl-benzenesulfonamide

D6

N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

D7

Biphenyl-3-sulfonic acid {4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-2-methyl-phenyl}-amide

D8

N-{4-[6-Methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-2-methyl-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

D9

2,5-Difluoro-N-{4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinqglin-4-
yloxy]-2-methyl-phenyl}-benzenesulfonamide
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-(3- -Fluoro-4-{6- methoxy-'7 Té (X Io"t\‘\yl piperidin-1-yl)-propoxy]-quinolin-4-
yloxy}-phenyl)-2-trifluoromethyl-benzenesulfonamide

D18

2-Bromo-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy}-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D19

2,4-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D20

2,6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D21

Naphthalene-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

D22

Propane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

D23

2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D24

4-Chloro-2-fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D25

Butane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-amide

D26

2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy}-phenyl}-benzenesulfonamide

D27

2-Cyano-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy}-phenyl}-benzenesulfonamide

D28

2,4-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

D29

Biphenyl-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide
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D38

4-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-3-methoxy-benzenesulfonamide

D39

N-{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy}-
phenyl}-2-trifluoromethyl-benzenesulfonamide

D40

N-{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

D41

2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

D42

Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinolin-4-yloxy]-phenyl}-amide

D43

4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy}-phenyl}-benzenesulfonamide

D44

4-Fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-3-methoxy-benzenesulfonamide

D45

2-Fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

D46

N-{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]-
phenyl}-2-nitro-benzenesulfonamide

D47

2,6-Dichloro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

D48

Naphthalene-1-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3- morpholln-4-yl-
propoxy)-quinolin-4-yloxy}-phenyl}-amide

D49

2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide
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6 Chiolis T theh RSk iR 4 Seig 5t (8B Adicine,
da?téd%t{/lla] grrnn4 r(éﬁnér\ URicdicinee bt | alge iimovéteridany angdicine. The

@mpousds- 40f | the opnlz@em usyentian sMayuobe- Adminieregui v a
T
thendofx \0.g p rpargdferalbe ntopieally), f cacialiylengsally, bucally, vaglnally,
o
.W&a [rBsENolrs 2Préferdbly, the compounds are administered orally or

| uor o- 4- 6f|uor02rrethl-unln4l h
]lnjgcthanquudmfyﬁmye.g %ggavexousyI orI medi oxzzpdp egn the

%)Qﬁf%l}r?dy'%zg CJ/eFe(?%BR/g/f&mgf%d asva pharmaceutical composition,

zenesul t onam
which comprises at least one compound as described above, and

pharmaceutically acceptable carriers, diluents and/or adjuvants. The
pharmaceutical composition may e.g. be a solid dosage form, e.g. a tablet, a
capsule etc., or a liquid dosage form, e.g. an injectable or infundible solution.

The dosage of the compounds may be determined by a skilled practitioner
according to the type and severity of the disorder to be treated. In general,
the dosage of the compound may vary from 0.0001 to 1000 or even more
mg/day.

The compounds of the present invention may be administered as a
monotherapy or together with further active agents, particularly
chemotherapeutic agents or antitumor antibodies.

The compounds according to the present invention may be produced, for
example, according to synthesis routes as depicted in schemes 1 to 3.
Starting compounds necessary for the synthesis of the compounds
according to the present invention are commercially available or alternatively
can be easily produced by conventional methods. In the schemes, R' to R™
are as defined in formula (!).

The 4-chloroquinoline derivatives can be synthesized from substituted
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B9
N-[ 4- (6- Fl uor o- 2- met hyl - qui nol i n-4-yl oxy) - phenyl ] - benz

woanes 17410nam de PCT/EP2009/002798

3, 5-Di chl oro- Nd4- (6-fl uor o- 2- et hyl - qui nol i n-4-yl oxy) -
phenyl ] - benzenesul f onani de 310 Bl11
3, 5-Di chl or o- N\d4- (6-fl uor o- 2- net hyl - qui nol i n- 4-yl oxy) -

d?\hfh@é'ﬂ arelﬁ%dsoaaézﬁwIﬁsgfgzcswmd@oB%l 3,272 (1955) or from
2,4-D fl uoro- Nd4- (6-f1l uoro- nethI-U|nI|n4

s,yhgmytqd aggwpgﬁagnes &yame@@ocglgescnbed in EP 1153320 (gcheme
1§ 5-Di fl uoro- Nd4- (6-fl uoro-2-net hyl - qui nol i n-4-yl oxy) -
henyl F benzenesul f onam de Bl14

3- Brono- N44- (6-f | uor o- 2- et hyl - qui nol i n- 4-yl oxy) - pheny
I 11 Z{r)]zenesul fonam de B15

0P ho- N44- (6- f | uor o- 2- met hyl - qui nol i n- 4- yl oxy) - pheny
|']-2-tgq fl uoronet hyl benzenesul fo B16
Thi opthne 3-sulfonic acid W dﬁ
[RR uor o- 2- rret hyl - qui nol R

uoro 2-met hyl - qui nolin oxyJ=pheny
gne- 2- carboxylic R3 p

5- Chl thl ophene- 2-sul foni c aci d

0-
[ 4- (6% uor o- 2- met hyl - qui nol i n- 4- @4 oxy) - phenyl] R4:F' é)e

B19 5- O4azol - 5-yl -t hi ophene-2-sul fonic acid

[ 4-(6- f uor o- 2- net hyl - qui nol i n-4- yl oxy) - phenyl]-a
B20 Nap thalene 1-sulfonic acid

[ 4- (6Faluoro 2- nethyl qU|noI|n 4- onxy) phenyl ] - anide

L m ihs

Rt Ci
R2 N R6
7
R3 N~ RS
R4

A 4-(aminophenoxy)quinoline derivative may be produced by reacting a
nitrophenol derivative with the 4-chloroquinoline derivative in a suitable
solvent, for example, chlorobenzene, to synthesize a 4-
(nitrophenoxy)quinoline derivative or a corresponding quinazoline derivative
and then reacting the 4-(nitrophenoxy)quinoline derivative in a suitable
solvent, for example, N,N-dimethyl formamide, in the presence of a catalyst,
for example, palladium hydrdxide-carbon or palladium-carbon, under a
hydrogen atmosphere. The nitro group can also be reduced with zinc, iron or
the like (Scheme 2).
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B21 1- Et hyl - 1H pyrazol e-4-sul fonic acid
[4-(6-fl uoro-2-nethyl-quinolin-4-yloxy)- phenyl]-am de

WOBR®/127417 PCT/EP2009/002798

3, 5-Di chl oro- Nd4- (6-fl uor o- 2- et hyl - qui nol i n-4-yl oxy) -
phenyl ] - 2- hydr oxybenzenesul-fdnam de Cl
3,5-Dichloro-N42-fl uoro-4-(2-nmethyl-8-trifluoronethyl -
qU|noI|n 4-yl oxy) - phenyl Fbenzenesul f onam de C2

Bi phenyl - 3-sul foni c acid

Alteratively,-the (@(amtriojnlheaoxy)qunmngrdgnyﬁtwq 1amobe praduced by

ripding a8 AETHORBENugvagve with ths, 4rebiorgpuingling defvativg in @
sOitiblepsuivent) f&-eﬁ?ﬁﬁl@xwﬂhetﬁmeehﬁo&lﬂ@nmnm%pr@éence ofa base
Napht hal ene- 1-sul foni c

fprexampleo sadium Rydrge-. /éIIW?f'V%JMr theet-{gmiparhsnoxylauinagpline

dBERER HEQ 5 ioduesd by disoling o arinepheRel deAe I

anuaqudous- soq«u:m;xydrquwlaben mdemhje@mﬁmesqbatlon to a two-

Di chl t
ol B i3 Sl e B BB et i o
sNitEblél M@éﬁﬁsdl@erit?fd?yéxaﬁn;blel éihvbnwﬂm]l tkeltoreryiim dhe preberice of
phenyl]-2- trifluoro - benzenesul f gnam q 58

%ﬁmggpsfﬁgﬁﬁﬁlﬁte ej(agnnﬁ tra- réaugﬂammomum chioride, or in

t%g’ ?}Féﬂéé’of'a@ 3t nop%me 2).

uor onet hy I n-4-yl oxy) - phenyl ) -ami de WO
20&?‘/ 127417PCT/ EP2009/ 002789 - 45 - C9 RO (IDI
2 R10 N X
0 R10 N\O_
R1 €l 0 R8 RI O R8
R2 R6 R7 R7
AN _ R2 o R6
s
R3 N~ "R5 R3 N/ R5
R4 R4
RO RO
R10 N R10 N
o R7R8 Rt O R7R8
R2 L
Y
R3 N~ "R5
R4

A 4-(sulfamoylphenoxy)quinoline derivative may be produced by reacting a
4-(aminophenoxy)quinoline derivative with sulfonyl chloride derivative in a
suitable solvent, for example, pyridine (Scheme 3). The reaction may be
carried out in room temperature. The solvent can be diluted with hydrochloric
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3- Fl uoro- N-p-fluoro-4-(2-nmethyl-8-trifluoronethyl-quin
ol i n-4-yl oxy)- phenyl]-4-net hoxy-benzenesul f onam de

WOQDH(W/127417 ) PCT/EP2009/002798

N43- Fl uor o- 4- (2- met hy1- 8-tri fl uor omet hyl - qui nol i n- 4-yl
oxy) - Pheny1] - 2- . =-32-
nmet hoxy- 4, 5- di met hyl - benzenesul f onam de Cl11

aéid>-Whéeh UfHeOﬁMauétl b?éé?pnﬂatéa M ekystals Io%hugbonsanémbd by

qui nolin-4-ylo - pheny 11‘3 benzenesul f onam de
fittrationcans mefcpm@:mdmfcﬂldfma rigl gap berdissgived in gig- |1@o/p §edium
h I S 0
abSiats R B e XA e 8 K SANTRERAES TheBigBhRAaler can
be3washed e:-gt Wlﬂ’t sodiuyd cBloride solution, dried and the solvent can be
trifluoropeth U|noI|n4 | o - phe am de C
exaperalty b Hpsultetsoil can Penteaioh W AiPIoRd eifes. The
| hromat hy (if
t ri Lﬁ‘ S grﬁ obrfe?unfe-dqmﬂr} gloll unmgf cy f%%fgﬁa% n%/fl] q%%enszs g r?Q sulfo
n&ehete 15 Bi phenyl - 4-sul foni ¢ aci d
[ 2-fl uoro-4- && met hy1-8-tri fl uoronet hyl - qui nol i_n- 4-
yl oxy) - pheny}* ani de C16 R9

NA2- FI ®R10Q- 4 2-Nret hy s g{luoromathyl R noli n- 4yl R11
oxy) - Pheny 3} pyri m |, benzenesul f onaf L3S
Benzo[ b] t hi ene- 2- suldr onpc acid 0

-RA hy1-8-trifluogonet hylpui ol MY RBOX

e C18 Benzo[ b]t hi oﬁgf j R7aci d

-met hyl-8-trifluoro j kn=4-yl ox

yI] am de C19
acid

g 2, 3-di hydro-1Hi ndokf

1y 352
2- quoro 4-
met h{4- 8-t ri f | uor omet hyl - qui nol i n- 4-yl (Rdy) - phenyl ] - ami
de D1 Bi phenyl -3-sul fonic acid

[4-(7-benzyl oxy- 6- net hoxy- qui nol i n- 4-yl oxy) - 2-

Eflalflrg)prlg phenyl ] -am de D2

1) Analytical Methods (HPLC, NMR, TLC and melting point)

Analytical HPLC/MS was performed on an Waters HPLC/MS system using
reverse phase Waters XTerra MS C18 (5cm x 4.6mm, Sum), gradient 0-95% -
B (0.00 min 5 % B, 0.50 min 5 % B, 5.50 min 95 % B, 6.00 min 95 %B, 6.50
min 5 % B, 7.00 min 5 % B), Solvent A: Water/ 0.05% HCOOH, Solvent B:
AcCN/ 0.05% HCOOH over 7.00 min, flow = 2.0 ml/min. Separation module
was Waters Alliance 2795.

UV spectra were recorded using a Waters 996 DAD UV detector. Mass
spectra were obtained using Waters SQD MS detector (lonization: ES*/ES,
Source block temp: 120 C, Desolvation temp: 350 °C, Desolvation Gas: 400
L/h, Cone Gas: 100 L/h, Capillary: 3000 V, Cone: 25 V, Extractor: 3V,

Rf Lens: 0.2 V, Scan: 120 to 1000 m/z in 1 sec., Inter-scan delay: 0.1 s).
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Napht hal ene- 1-sul foni c acid
{447- (3- am no- propoxy) - 6- met hoxy- qui nol i n- 4-

wWOoloa12[7413- f | uor o- phenyl yam de D3 Bi phenyl - 3- s WPCITER2¢09/002798

acid {447-(3-am no- propoxy) - 6- met hoxy- qui nol i n- 4-
yl _ogy] - 3-fl uoro-phenyl}-ant88-D4 Bi phenyl-3-sul fonic
aci
1t¢|31\fl\hR0§ eéﬁ? W%?Qowco?déa Bﬁrahcsruneﬂ AVariieh B0 -MHz AV

qui nol i n- 4- ['l-am de

spec{:tsorﬁetafrlo da@er@tedoaqlvenksz(DMSQTdc)f (Chericabshifts, L gge in
al in- 4."%h<>(éb‘$ﬁhenyl} 2-trifluoronethyl -benzenesul fon

3 PETHY

N-{|3 FI uor o- 446- net hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qu
Thi S RERyRPS LT bR, WA SePnet WA SELL 8 o
Ffz%ﬂf( &maqx e& érfd m@uahi&d Gsuﬂg)UV aHhOXY) -

qui no I n-"4- y 0X 2- et hyl pheny yam de D8

" N-{446- Met hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-

%ﬁﬁ%bow RN BRRRY Was%BlidHi Mhaifihg BRim B ¥alrdraneat! f o

2,5-Di fluoro-N{446- net hoxy- 7- (2- nor phol i n- 4-yl - et hoxy
) - qui ngl i n-4-
yl oxy] - 2- net hyl - pheny1} - benzenesul f onam de WO

z@@@ag@g; I BFEhBa0RRL 002798 - 27 - DLO |
Dot hox;;)ro N-{ 3-f 1 uor o- 446- met hoxy- 7- ( 2- mor phol i n- 4-

4 i A O B SE IOSRSROLHPBE cBpounoy o
tg?n %hg?gn@ﬁ@ﬂi&hﬁﬂ%}\aﬁe inhibitary propettigs-themeofnesul f on

4- Chl oro- 2-fl uoro- N-{3-f | uor o- 446- met hoxy- 7- ( 2- nor phol
Géhé]’aﬂ)ro%bﬁ@?é’ﬁo‘r sulfonamlde compounds ((?Ipe A-C):

qui no | oxy] - pheny1} - benzenesul f onam de

0.31 mmol appropriately substituted sulfonylchloride and 0.3 mmol 4-(4-
amino-phenoxy)quinoine derivative was dissolved 3 ml abs. pyridine and
stirred at room temperature while the starting amine disappears (2-3 days).
The reaction mixture was poured on ice cold 1M hydrochloric acid, stirred for
1 hour and the precipitated crystalls were filtered out. The obtained solid
material was dissolved in 10% sodium acetate solution and extracted'with
ethyl acetate. The organic layer was washed with sodium chloride solution,
dried and the solvent was evaporated. The resulted solid was treated with
diisopropy! ether. The product was purified with column chromatography (if it
was necessary).

General procedure for sulfonamide compounds (type D):

0.31 mmol appropriately substituted sulfonylchloride and 0.3 mmol 4-(4-
amino-phenoxy)quinoine derivative was dissolved 3 ml abs. pyridine and
stirred at room temperature while the starting amine disappears (2-3 days).
The reaction mixture was poured into 50 ml of water, extracted with 30 ml of



013 4- Met hoxy- napht hal ene-1-sul fonic acid
(3-fl uoro-446- et hoxy- 7- ( 2-

wWOonngteaki7n- 4- yl - et hoxy) - qui nol i n- 4-yl oxy] - pheCTIERNG9O2798
014
N—{447-(3-An1no>propoxy)-6—ﬁ§thoxy-quinoIin-4-onxy]-3
-fluoro-Phenyll-2- trifluoronethyl-benzenesul fonam de
dilotoform, and separated the two layers. The organic phase was drled over
N-{447-(3- Am no- pr opoxy) - 6- met hoxy- qui nol i n- 4-y ong
arfhydmu;s podiny pulfate, evaporated and t e residue was purified on TLC

- {éfﬂ'gerrglrém)(%}gf%n{z%ﬁél}ﬁ u@cﬁgg oxy élg'hez%rr(})gg lcf Wgﬁyﬁozla'%ﬂed
dmhii?dspmyyéth@r.
met hoxy- qui nol i n-7-yl oxy}-propyl)-carbamc acid
tert-butyl ester 017
N- ( 3- Fl uor o- 4- { 6- net hoxy- 743- ( 4- met hyl - pi peri din-1-y1)
- Pr oPoxy] - qui nol i n- 4-
yl oxyyphenyl)-2-trifl uoronethyl - benzenesul f onam de D18
2-Brono- N (3-fl uoro-4-{6-net hoxy-743-(4-net hyl - pi Perid
i n-1-y1)-propoxy] -
qui nol i n- 4-yl oxy} - phenyl ybenzenesul f onam de 019
2,4-Difluoro-N-(3-fluoro-4-{6-nethoxy-743-(4-nethyl -
Peridin-1-yl)-
pr opoxy] - qui nol i n- 4-yl oxyl - phenyl ybenzenesul f onamni de

2,6-Difluoro-N-(3-fluoro-4-{6-nethoxy-743-(4-nethyl -
peridin-1-y1)-

pr opoxy] - qui nol i n- 4-yl oxy} - phenyl ybenzenesul f onani de
D21 Napht hal ene-1-sul fonic acid
(3-fluoro-4-{6-nmethoxy-743-(4-net hyl pi peridin-1-yl)-pr
opoxy] - qui nol i n- 4-yl oxy} - phenyl yam de D22
Propane- 1-sul foni c acid
(3-fluoro-4-{6-nmethoxy-743-(4-nethyl -pi peridin-I-

y1) - propoxy] - qui nol i n- 4-yl oxy} - phenyl ) am de D23

2- Cyano- N- (3-fl uoro-4-{6-net hoxy-743- (4-net hyl - Pi Peri d
i n-1-14) - ProPondqui nol i n-4-yl oxy} - phenyl ybenzenesul f on
am de 024

4- Chl oro- 2-fl uoro- N (3-fl uoro-4-{6-nmet hoxy-743-(3-neth
yl -pi Peridin-1-y1)-

pr opoxy] - qui nol i n- 4-yl oxy} - phenyl ybenzenesul f onani de
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025 Butane-1-sulfonic acid
(3-fluoro-4-{6-nethoxy-743-(3-nethyl -piperidin-1-yl)-

woRoopeyi7- qui nol i n- 4-yl oxy} - phenyl yam de D26 PCT/EP2009/002798

2- Brono- N-{ 3-f | uor 0- 446- met hoxy- 7- ( 2- nor Phol i n- 4-yl -
hoxy) - qui nol i n-4- yl oxy] - phé&®H } - benzenesul f onam de
D27 '
Eafe®iN- { 3-f | uor o- 446- met hoxy- 7- ( 2- mor phol i n- 4- 14- et
hoxy) - qui nol i n-4- yl oxy] - phenyl } - benzenesu] f onam de
3e@gano-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-

éFéB%%@\%'hﬂd&* {3-f1luoro- 446- nmet hoxy- 7- ( 2- nor phol i n- 4-

qui nol i n- 4-yl oxy] - pheny1} - b,_enzene nam de D29

Bi phenyl - 3-sul fonic acid
(3-fluoro-4-{6-nethoxy-74 r|d|n-1-
y1) - propoxy] - qui nol i n- 4- yI }Qphéhylyan1We VO

2009/ 127417PCT/ EP2009/ 0@2798 - 28 -

2-Fluoro-N-(3-fl

di n- 1- A- Pr oPoxy] -

qui nol i n- 4-yl oxy}y

2- Cyano- N-(3-fluoro-4-{
G2kH AFNIQ:D Mwp.oK39.49

& Ipurtys o8 R T SRR 22 MRy 7. (5. (3. ot iyl - p

'HPAMR!i(306 MF‘& DMSO -d6): 10 46 (s 1H) 8.51 (d, 1H), 815 (m 2H)
propo qui nol i n-4-y benzenesul f onani
804 3dn:¥émaz (61 bt haAy T B0 B A0cken Dt 8 (1 A 7 (@

wggwﬁénw)gg ‘?r ?’morg%?h 2/ benzenesul f onam de

M&lting point: 223-224 °C.
,2- Difluoro-N-(3-fluoro-4-{6-mnmethoxy-743-(4-nethyl-pi
\Zp&%'fi"r 55 °1-y1)-
propoxyyqui nol i n- 4-yl oxyl - phenyl ybenzenesul f onani de
035

- met hoxy- 743 (3 met hyl - pi Per i

enzenesul fonam de 031
- et hoxy- 743- ( 3- met hyl - pi perid

Example A2
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-fluoro-
benzenesulfonamide

C2H1sF2N20sS Mw. 472 .47

LC/MS purity: 97 %, m/z 471 [M-H] Rt. 2.80 min.

'H NMR (300 MHz, DMSO-d6): 10.37 (s, 1H), 8.51 (d, 1H), 7.76-7.23 (m,
8H), 7.07 (d, 1H), 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 233-235°C.

Yield: 49 %
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N- ( 3- Fl uor o- 4- { 6- net hoxy- 743- ( 3- et hyl - pi peridi n-1-y1)
- pr oPond- qui nol i n- 4-

woyooeypiiteny 1) - 2-t ri f | uor onet hyl - benzenesul f oPETVER0OBG2798

2,5-Difluoro-N(3-fluoro-4-{6-nmethoxy-743-(3-net hyl - pi
peridin-1-y1)- - 36 -

. propoxyyqui nol i n-4-yl oxyyphenyl ybenzenesul f onam de 037

3-sul f d
P‘ﬂﬁuoro 48?6 ?Tglt ﬁo;i(‘;' 743- (3-net hyl eridin-I-
Nf[l‘b (63memqtﬂ‘gquUlDinln-%ym)c?m-LNﬁ@pﬂeya&%dmro_

Fl uorg 3-f1 uoro-4-{6-net hoxy-743-( 3- net hyl - pi peri
eeedSSiona ey |

qui nol i n- 4-yl oxy} - phenyl) - 3- met hoxy- zefhesul fonarni d
s
N-{3- Fl uor o- 446- et hoxy- 7-/@4@2 ,yl - propoxy) -q
ui nol i n- 4-yl oxyy 0~ o

phenyl}-2-trifl uoromet hyh enesul f onam de 040

N- 13- Fl uor o- 446- rret hoxy- T- (3- nor phol i n-4-yl - propoxy) - q
ui nol i n-4-vyl oxy]/

phenyl }-2-trifluorag oxyj benzenesul f onam de 041
2, 5-Di f | uor o- N {7 N#6r ONZ46- net hoxy- 7- ( 3- nor phol i n- 4-

I - _
%@Fﬂ?xﬁkﬁ‘ﬂd&zw%ﬁﬁp 4heny1} - benzenesul f onani de 042

. e
%WBWI%:{EQ% g?ngHéRt 2. 8t?orlmlnn 4- ropoxy7)
HI NMR - @DﬁxMM@MS@-dB&tMM@ s, 1H), 856 (% 1H), 7.81- 761(m

LY b 90 TN 7 4R 24P 78 K8 4R ¢ 8778 PRSI 3.94

(§u3||:|pl3 90 {s,\3H)xy] - phenyl} - benzenesul f onani de D44
| uor o- N-§13 f|l$0r0 446- met hoxy- 7- ( 3- nor phol i n-4-yl -p
M@lhagppﬂ&uz 614194
henyl } - 3- net hoxy- benzenesul f onan de D45
%l?@ﬁgro}g N-{3-fl uoro-446- et hoxy- 7- ( 3- nor phol i n-4-yl -p
ropoxy) - qui nol i n-4- vyl oxy] - phenyl } - benzenesul f onam de

6
a{r@’plp'/%r 0- 446- met hoxy- 7- ( 3- mor phol i n- 4-yl - propoxy) - q
THiopthere-2-sulfenitohecid - 2-44(6,7odimetaexyequinbhimdayldey )E2-fluoro-

phenyl]-amide

O AN
~o N"

C21H17FN20sS2 Mw. 460.51

LC/MS purity: 96 %, m/z 459 [M-HJ Rt. 2.66 min.

'H NMR (300 MHz, DMSO-d6): 10.35 (s, 1H), 8.52 (d, 1H), 7.96 (d, 1H),
7.52 (d, 1H), 7.43 (s, 1H), 7.41 (s, 1H), 7.32 (m, 1H), 7.17 (t, 1H), 7.09 (d,
1H), 6.67 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 214-216 °C.
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2,6-Di chl oro- N-{3-fl uoro-446- nmet hoxy- 7- ( 3- nor phol i n- 4-
yl - propoxy) -

WOIIl7411- 4- yl oxy] - pheny1} - benzenesul f onam de P@ABEP2009/002798

Napht hal ene- 1-sul fonic acid
(3-fl uoro-446- net hoxy- 7- ( 3- 86rphol i n- 4- yl pr opoxy) - qui n
ol i n-4-yl oxy] - phenyl yam de 049
Y@ i N-{ 3-fl uoro-446- net hoxy- 7- (3- nor-phol i n- 4-yl - pr
0poxy) - qui nol i n-4- yl oxy] - pheny1} - benzenesul f onam de
WO 2009/ 127417PCT/ EP2009/ 002798 - 29 - Preparation of
St arﬁ]i ;&g materi al s The conpounds of the present
E?(ﬂmé)? n are suitable for use in nedicine,
35 Didhtoroa 4 (6[7 -Himethorp-djuiriotia -4-yloxy p2sftucro-phemyt]i2rar y
medi ci ne. The Igocon‘gjounds of the present invention may
hydroxyrhenzeneselpnamidesnar maceutical |y effective anount
by any suitable route to subjects ingneed thereof,
e.g. parenterally, topically, rectallly, nasally,
bucal |y, vaginally, transdefFnally, pnhal ati on, by
i njection or infusion, by spraynor _npl ant ed
@ ngSRyld ar® adni ni stered
S nfusi o®, -e.g.
pl purposes, the conpounds are
& pharmaceutical conposition,
whi ch conpri ses_at _9ne conpound as descri bed
above, and phar s y acceptable carriers,
di l uents and/ or adjuvants. The pharmaceuti cal

CodtmpEkFNQsS MW 23%937be a solid dosage form e.g. a
nrt . . - . . d d f
Ay, A ST, o oo o

or e solution. The dosaﬁ

TN MRe(300 kbl DMSByd6): 82 it .15 (& Hi), 1481 (3, 1H), 7.4

ractifjoner,.ac i,n n rq
& B0 P8 yI AR LER 1+ B R L R S LYY 587 [,
CIBTR) BM), BEM (628H)f 3@1(b8, 2BPL to 1000 or even nore
20ng/ day. The conpounds of the present invention may
M@tl%@ﬁpmt's?%?'@@“g&-a nonot her apy or together with
Yfiéiﬁt ?gr%act ive agents, particularly chenotherapeutic
agents ‘or antitunor antibodies. 25 The conpounds
according to the present invention may be produced,
é‘%@xg{ﬁl e, according to synthesis routes as depicted
f s 1 to 3. Starting conpounds necessary for
N-P& (6 Y Dinesthexphuinatinebgiosy )2 €luecs-phengil-3-fudroed-methyl-
present invention are commercially avail able or
bgnzepesulifanamidgocan be easily produced by conventi onal

met hods. I n the schenmes, IRL to R are as defined in
formula (1). WD 2009/ 127417PCT/ EP2798
o~ o

N
s
~o N

preferably formd

_0

C24H20F2N,05S Mw. 486.50
LC/MS purity: 95 %, m/z 485 [M-H] Rt. 2.93 min.

'H NMR (300 MHz, DMSO-d6): 10.28 (s, 1H), 8.51 (d, 1H), 7.55-7.23 (m,

7H), 7.07 (dd, 1H),
6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H), 2.31 (s, 3H)
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- 30 - anilines by nethods described in Og. Synth.
Col. Vol. 3, 272 (1955) or from substituted

woamevpgsnones by met hods described in EP 1153€A0EP2009/002798

(Schenme 1). Schene |I. 5R4 A 4-(am nophenoxy) qui nol i ne
derivative may be produced-B8® -reacting a nitrophenol
derivative with the 4-chloroquinoline derivative in a
Miﬁgﬁgbﬁtsghy%tzod_or exanpl e, chlorobenzene, to
synthesi ze a 4- (nitrophenoxy)quinoline derivative or
Yieldo94 &spondi ng qui nazol i ne derivative 10 and t hen
reacting the 4-(nitrophenoxy)quinoline derivative in a
suitabl e solvent, for exanple, N, N-dinethyl fornmam de,
Exaniple AFr esence of a catalyst, for exanple, palladium
hydr oxi de-.car bon or, pal | adi uny bon, .under a hydrogen
NatEide G metRE AU BN oMUk oEs PHETY B TRmaY ety
g bran like (Scherme 2). WO
taffion 2L aBbtle (o ae T 51 - A ternativel y, the
4- (am nophenoxy) qui nol i ne deri vatl cap be produced
by reacting an am nophenol |degi vat i th the
4- chl or oqui nol i ne deri vatfveri,pSy, Sui tNabl*e sol vent,
for exanple, dinmethyl subfgxide, in the presence of a
base, 5 for exanple, spdium hydride. Alternatively,
the 4-(am nopheﬂ8 fgzol i ne derivative can al so be
produced by di ssol li nd_ad ani nophenol derivative in an
aqueous sodi um h§dr oxi d® sol uti on and subjecting the

ng.lézgﬁi_\,gq?g&%@_ gg\p_g@hase reaction with a solution of

roquinazol ine derivative in a suitable
LO/MSpurityo98 86t m/£ 533 M) Rt. 2hhpin.et hyl ketone, in

BV 2560 82, AMSOIE, iz A i, G 1HBR0 @ 1h),

7286 ¢C @ f7a11%§1,a1ms,t6.513§a,em),23.9439, BRY, 8.981@N3H), 2.30 (s,
RlSN, (I)-g R1 R6 R3N RS R4

3H), 2.16 (s, 3H)

Melting point: 133-135°C.

Yield: 48 %

Oty

Example A8
Quinoline-8-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

0O

o

CasH2oFN3O0sS Mw. 505.53

LC/MS purity: 97 %, m/z 506 [M+H]* Rt. 2.81 min.

'H NMR (300 MHz, DMSO-d6): 9.75 (s, 1H), 9.1 (d, 1H), 8.58 (d, 1H), 8.48
(d, 1H), 8.30 (m, 2H), 7.74 (m, 2H), 7.19 (m, 3H), 7.03 (d, 1H), 6.96 (d, 1H),
6.48 (s, 1H), 3.92 (s, 3H), 3.86 (s, 3H)

A/
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R4 A 4-(sul fanoyl phenoxy) qui nol i ne derivative may be
produced by reacting a 15 4-(am nophenoxy) qui nol i ne

wodeng/12a4i7ve wi t h sul fonyl chl oride derivati ve ROT/EP2009/002798

sui tabl e solvent, for exanmple, pyridine (Schene 3).
The reaction may be carried3®# in roomtenperature.
The solvent can be diluted with hydrochloric - 32 -

b nmithecpogduct precipitated. The crystals can
“@%h@%lppgg't%%@%??f i@Iqt ration and the obtained solid
YieldeB868b can be dissolved in e.g. 10% sodi um acetate
solution and extracted e.g. with ethyl acetate. The
organi c |layer can be washed e.g. with sodium chloride
B@mple® dried and the solvent can be evaporated. The

resulted solid can he treated with diisopropyl.et.her.
el Gy t-RimethesnanBolri- gy -arfareahenvi st DI Sybhege-2-
' ‘Ja%fda ke 3. RO R4 Exanples 10 1)
c%r'qél?{}{ﬁ?ca W@Wo‘ s (HPLC, NVR, TLC and nelting point)
Anal ytical HPLC/ MS was perfof ned on ters HPLC/ M5
system usi ng reverse phase \# rga M5 C18 (5cm x

4.6mm 5un), gradient 0-95¢ BA000 nin 5 A B,
0.50 nin 5 %B, 5.50 nin 95%B, 6.Q8wix 95 9B, 6.50

), Sol vent "A: ter/ 0.05%
HCOOH, Sol vent B:OAcON_B:05% HCOOH over 7.00 min,
flow=2.0 mM/mn. ration nmodul e was Waters
Al'liance 2795. ‘ gecifa were recorded using a

Waters 996 DAD UV detector. Mass spectra were obtained
CsHRENBL Sy MVeE18/84det ect or (1 oni zation: ES/ ES,

h : ' s . 350 C,
(ROES i 96 etz S6 IV HITRE SHE AT Th cont 1 ary:
@DNMR/ %%@pﬁﬂzl,gng\sgﬂsy:ragoqs; 19),|\8.5Rf(dJ_$H$,:7.97Zd,\/,1H),17.39
can: 0 Zin sec. er.- n - 0.
(3, 4HIWG-2068/ 157410508 AHloBSE0ish b, 3.86 8, 319, s, 3H)
éggg%’rﬁ*mre recorded on a Bruker Avanve 300 MHz AV

specironeter in deuterated solvents (DVBO d6).
Mibking@aintsNB8+1O0PCre in parts per mllion (ppn.

Yield: 45 %

Example A10
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-benzenesulfonamide

C23H1sFN20sS Mw. 454 .48

LC/MS purity: 98 %, m/z 453 [M-HJ Rt. 2.70 min.

'H NMR (300 MHz, DMSO-d6): 10.22 (s, 1H), 8.50 (d, 1H), 7.75-7.56 (m,
5H), 7.41 (s, 1H), 7.40 (s, 1H), 7.32 (t, 1H), 7.23 (dd, 1H), 7.06 (d, 1H),

6.53 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)
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5Thi n-1ayer chromat ography (TLC) anal ysis was
performed with Kieselgel 60 F254 (Merck) plates and
wovosuel74iZed using UV light. Melting point neaPamTaimet/002798
was Buchi nelting Point B-54 instrunent. 2)
Manuf act ure of conpounds Thed@ ol | owi ng Exanpl es
illustrate the preparation of specific conpounds of
NEEing Poitt 294238 %L t he AXL Kinase inhibitory
%roperti es thereof: General procedure for sul fonam de
eld8%s (type A-C): 0.31 nmol appropriately
substituted sul fonyl chloride and 0.3 muvol 4-(4-
am no- phenoxy) qui noi ne derivative was di ssolved 3 m
Blmnplpyk1Mi ne and 20 stirred at roomtenperature
ile th 1 ng am ne. di.sappear - 3 days The
FBitr b S ErenSRsBinoliR SRR 2 figraenyi- 3 iloro-
HordeReSlifdigmidel d, stirred for 1 hour and the
precipitated crystalls were filtered out. The obtai ned
solid material was dissolved.in 10%=saditim acet ate
sol ution and extracted with thxll ate. The organic
| ayer was washed with sodi gfghl gs{de=Solkution, 25
dried and the sol vent was oPate‘EI. The resul t ed
solid was treated with dbi sopropyl ether. The product
was purified wthogcold hromat ography (if it was
necessary). Cenéral Jcedure for sul fonani de
conmpounds (type D\ A380-3% nmol appropriately
substituted sul fonyl chloride and 0.3 mmol 4-(4-

HLBrPMeMBNALEBeI3Te derivative was di ssolved 3 m
idine and stirred at roomtenperature while

. d
hawzﬂ%g{ﬂr’iéw Iﬁa %niniz 581 dMitdaRt 3.06 MiRays). The reaction
1 . i H h
B GORZORR BB P48yt o i o i
(dey &éH3,.7.50ddy tidphi T4 plisstH)Ts40($,elH)o V30 mh2dh),o067 (d, 1H),

[ I a e nd the residue was
%Sgl(a'lme%yo{w&{% ﬁ)aﬁgfé’g’éﬁt chl or of or m net hanol
Melting poiAtl 209i11pce product was solidified over
diisopropyl ether. - 35 - Exanple Al
Yieldy 840%N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2- f | uor o-
phenyl ] - enzenesul f onam de C241- 118FN305S Mwn. 479. 49
5LC/ MS purity: 92 % mz 480 [MtH) Rt. 2.71 mn.
Example A12

3-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-fluoro-

benzenesulfonamide

O

o

C2H47CIF2N,OsS Mw. 506.92

LC/MS purity: 95 %, m/z 505 [M-H] Rt. 3.00 min.

'H NMR (300 MHz, DMSO-d6): 10.39 (s, 1H), 8.51 (d, 1H), 7.89 (dd, 1H),
7.72 (m, 2H), 7.41 (s, 1H), 7.40 (s, 1H), 7.30 (m, 2H), 7.08 (dd, 1H), 6.56 (d,

A/
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1H NMR (300 MHz, DMBO-d6): 10.46 (s, 1H), 8.51 (d,
1H), 8.15 (m 2H), 8.04 (d, 2H), 7.82 (t, 1H), 7.41

WO(2009/Ay17 7.40 (s, 1H), 7.28 (m 2H), 7.07 (dPCIHP2009/002798

6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H Melting
point: 223-224 C. Yield: 454b-10 Exanple A2
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl | -

1$2f3w@bgpge@ggqgfgn§im de C23H18F2N205S Mw. 472. 47
purlt)é 97 % mz 471 EMHL Rt. 2.80 mn. 11-1

Melting 2oint\e08-20056-d6) : 10.37 (s, 1H), 8.51 (d, 1H),

YYelaﬁ él)/ZB(m 8H), 7.07 (d, 1H), 6.56 (d, 1H), 3.94
g 3.90 (s, 3H) Melting point: 233-235 C. Yield:
49 % WO 2009/ 127417PCT/ EP2009/ 002798 - 36 - Exanpl e

3
5%@@‘('8'“7130 met hoxy- qui nol i n- 4- yl oxy) - 2- f | uor o- Pheny1] -

43Cﬁ|di|be E%mléqgu“ % geiﬂ%nhmlo% ﬂihhéﬁah%tﬂﬁﬁzwom-

hennenesulfqvnanvggo MHz, DMBO-d6): 10. 38 (s, 1H), 8.50

(d, 1H), 781761(m 3H), 7.41 (g, @40 (s, 1H),
7.29 (m 2H), 7.07 (d, 1H), .57 ( 3.94 (s,

3H), 3.90 (s, 3H Melting p nthﬁgc Yield: 38 %
10Exanpl e A4 o’/sto

C2H4;CIF2N,0sS Mw. 506.92

LC/MS purity: 95 %, m/z 505 [M-H] Rt. 2.97 min.

H NMR (300 MHz, DMSO-d6): 10.63 (s, 1H), 8.52 (d, 1H), 7.76 (dd, 1H),
7.70 (t, 1H), 7.48-7.25 (m, SH), 7.07 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.90
(s, 3H)

Melting point: 218-219°C.

Yield: 53 %

Example A14
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2,6-difluoro-
benzenesulfonamide

CzaHnFaNzOsS Mw. 490.46
LC/MS purity: 96 %, m/z 489 [M-H] Rt. 2.73 min.
'H NMR (300 MHz, DMSO-d6): 10.82 (s, 1H), 8.52 (d, 1H), 7.73 (m, 1H),
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Thi ophene- 2- sul f oni caci d4- (6, 7- di met hoxy- qui nol i n- 4-yl
oxy) - 2-fluoro- phenyl Fam de C211-117FN205S2 Mw.

WORBW/BRI41Z5LC/ M5 purity: 96 % mz 459 EM H1L RPCTAEPEE)9/002798
mn. "HNW (300 MHz, DVMBO-d6): 10.35 (s, 1H), 8.52

(d, 1H), 7.96 (d, 1H), 7.5242+ 1H), 7.43 (s, 1H),
7.41 (s, 1H), 7.32 (m 1H), 7.17 (t, 1H) 709(d

7144 (s61ﬁ7 XdOééH)lH)37%é ,481)7.08.@@ 34) (dVEIH)i B4 (s,
poi nt - WO 20097 127417P /E oog/o 279
3, 39ﬂ@ 8H)37 % Exanple A5

“ﬁe'ﬁnagﬁmp%??%"#; 7- di met hoxy- qui nol i n-4-yl oxy) - 2-f

uor o pheny dr oxy- benzenesul fonam de Cl 0 5
Y2 dHa5 @ 2FN206S Mv. 539. 37 LC/MS purity: 96 % nfz 537
[MH Rt. 3.01 nin. 11-1 NMR (300 MHz, DMSO- d6):
8.52 (d, 1H), 7.76 (d, 1H), 7.48 (d, 1H), 7.44 (s,

E'Léd)mplé (S 1H), 7.35 (m 1H), 7.25 (dd, 1H) 7.04
, N& 3)10395 (s, 3H), 3.91 3H) ,
%Dmmmemxy 1[41(R g -gionethoxp-guinplined-yioxy)-at orgwhﬁnyll

bl%%a‘%&yé% rrefjﬁoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] -

3-fl uoro-4-net hyl benzenesulf onam’/@O\ F
/©/N\s o)\F
o

O

Ca4H19F3N206S Mw. 520.49

LC/MS purity: 98 %, m/z 519 [M-H] Rt. 2.93 min.

'H NMR (300 MHz, DMSO-d6): 10.36 (s, 1H), 8.50 (d, 1H), 7.62 (m, 2H),
7.49 (m, 2H), 7.41 (s, 1H), 7.40 (s, 1H), 7.35-7.23 (m, 2H), 7.07 (d, 1H), 6.64
(d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 238-239°C.

Yield: 61 %

Example A16
2-Phenyl-ethenesulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

Cstz1FNzOsS Mw. 480.52
LC/MS purity: 98 %, m/z 479 [M-HI Rt. 2.91 min.
'‘H NMR (300 MHz, DMSO-d6): 9.94 (s, 1H), 8.48 (d, 1H), 7.71 (m, 2H),
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15C24F120F2N205S Mv. 486.50 LC/ MBS purity: 95 % miz
485 [MHy Rt. 2.93 min. 11-1 NMR (300 Miz, DMBO- d6):

WOLORB 741, 1H), 8.51 (d, 1H), 7.55-7.23 (m 7HCI/ER2009/002798

(dd, 1H), 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H),
2.31 (s, 3H) WD 2009/127431#BCGT/ EP2009/ 002798 - 38 -
Melting point: 211-212C. Yield: ‘54 % Exanpl e A7

- ) G55 0d,| THY 3940, 13H); Blamofsp3pher
7\%&5& f anoy j}'?—%@h’%’ﬁ?ogen-é-yl} ggz:/l)éahel;?ani de(rsIQ Ellzl
Medtigpoint(225-228 PE2FN306S2Mv.  531.59 LC/ MS purity:

YQ@&Z% 533 [MtH Rt. 2.53 mn. 1FI NWMR (300

O d6): 12.52 (s, 1H), 10.33 (s, 1H), 8.50 (d,
1H), 107.36 (m 4H), 7.11 (d, 1H), 6.51 (d, 1H), 3.94
(s, 3H),..3.90 (s, 3H), 2.30 (s, 3H), 2.16 (s, 3H
Exomple Ald poi nt: 133-135C. Yiel d: 48 % Exanpl e A8 -

N@oﬂhr&)%lgﬁ -85 AEYriONi A4 dgﬂ(d_,ﬁ-d?m@iﬁﬁi@ttimﬁom%*y%zl-ﬂuoro-
Xy) - 2- d

| uor o- 15phenyl Fam de
phenyl]-amide

CzH21FN2OsS Mw. 504.54

LC/MS purity: 98 %, m/z 503 [M-H} Rt. 3.01 min. |

H NMR (300 MHz, DMSO-d6): 10.51 (s, 1H), 8.71 (d, 1H), 8.49 (d, 1H),
8.25 (d, 1H), 8.10 (d, 2H), 7.71 (m, 2H), 7.62 (t, 1H), 7.38 (s, 2H), 7.28 (t,
1H), 7.12 (dd, 1H), 6.99 (d, 1H), 6.44 (d, 1H),

3.93 (s, 3H), 3.87 (s, 3H)

Melting point: 243-245°C.

Yield: 41 %

Example A18
2,5-Dichloro-thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

X
o N
C21 H150|2FN20582 Mw. 529.40

LC/MS purity: 93 %, m/z 527 [M-H] Rt. 3.05 min.



150 C26H20FN305S Mw. 505.53 LCO Ms purity: 97 % mz

506 [MtH 4 Rt. 2.81 min. 1H NWVR (300 MHz,
woDnBo2d6): 9.75 (s, 1H), 9.11 (d, 1H), 8.58 (®CTIR#RA09/002798

8.48 (d, 1H), 8.30 (m 2H), 7.74 (m 2H), 7.19 (m

3H), 7.03 (d, 1H) 6.96 (d-43H), 206.48 (s, 1H), 3.92

(s, 3H), 3.86 (s, 3H WD 2009/ 127417PCT/ EP2009/ 002798

5 | 366 3
"BARR (36 MR, PRISO:GEN: YU s, THE 9523 R RS Tuee (m.
5id)f 2:109y(d] 1H8)j oPhene- 2- car boxyl | c aC| d met hyl ester
F 2 C/ MS purity: 96 % nmz 519

G[Cﬁ-&ﬁ% IR M 390%s7 BHe (300 M. DVEO. d6):
M’elﬁl@g?élntltﬁ -2859¢€.(d, 1H), 7.97 (d, 1H), 7.39 10(m

d, 1H), 7.05 (d, 1H), 6.55 (d, 1H), 3.94
Y(l@Jd 3B)% 3.89 (s, 3H), 3.88 (s, 3H). 10Melting point:
189-190C. Yield: 45 % Exanpl e AlO

N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1J-
Bammpedsid f onami de 15 C231- 119FN205S Mwv. 454, 48

4-Bromo-N-[4-(6,7-dimethoxy-qwnoI|n-4-y|oxy)-2-ﬂuoro—phenyl]-3-methy|-
benzenesulfonamide

C24H2BrFN,OsS Mw. 547.40

LC/MS purity: 95 %, m/z 545 [M-HJ Rt. 3.10 min.

"H NMR (300 MHz, DMSO-d6): 10.28 (s, 1H), 8.51 (d, 1H), 7.82 (d,1H), 7.71
(s, 1H), 7.46 (d, 1H), 7.41 (s, 1H), 7.40 (s, 1H), 7.30 (m, 1H), 7.06 (d, 1H),
6.55 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H),

2.41 (s, 3H)

Melting point: 199-201°C.

Yield: 56 %

Example A20
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,3,4-trifluoro-
benzenesulfonamide
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LC/MS purity: 98 % mz 453 [MH Rt. 2.70 mn. '"H NWR

(300 MHz, DMSO-d6): 10.22 (s, 1H), 8.50 (d, 1H),
WOR0TB1274136 (m 5H), 7.41 (s, 1H), 7.40 (s, 1HPCTAEP2009/002798

(t, 1H), 7.23 (dd, 1H), 7.06 (d, 1H), 6.53 (d, 1H),

3.94 (s, 3H), 3.90 (s, 3H) -46-40 - Melting point:

234 235C. Yield: 5913/0 Exanple All
WYV( §084% et hoxy- qui nol i n-4-yl oxy)-2-fluoro
-3-tluoro- benzenesul fonani de C23H1713r F2N205S
LWMSaaunty?%% NB/20507 {M-HPRt.02.92min551 [ MiH] Rt. 3. 06

'y goq MHENBySBREN: o AR 16} 639 4F 4y, 287 27 (m,

6H7I)707/ (6118&),, 6159 (d 7IH903(934 (sl18H), zgm(s( 8H)2H), 7.07
I\é égb 3.94 (s, 3H), 3.90 (s, 3H.
efting PPH@ H%ﬁﬂ $09-211 C. Yield: 62 % Exanple Al 2
ﬁhggro - N44- (6, 7-di nmet hoxy- qui nol i n-4-yl oxy)-2-fluoro
en 4-fl uorol5benzenesul f onam de 15 .
C23H17C1F2N2058 Mv. 506.92 LC/MS purity: 95 % mz 505
%)%/LHr%?&1 3.00 mn. 111 NMR (300 VHz, DVsO d6): 10. 39
Mg 218 51 (d, 1H), 7.89 (dd, 1H). 7.72 (m 2H).
57Mé1h)(l-‘ih|oibhbne-'2r§hﬂfdrﬁc ladid 77436, T-dimétHoxy-Guiol(red-yloxy)-2-

ﬂugl)ro-phenyl] gmlde

Ca2H1oFN,OsS, Mw. 474.53

LC/MS purity: 97 %, m/z 475 [M+H]* Rt. 2.60 min.

'"H NMR (300 MHz, DMSO-d6): 10.30 (s, 1H), 8.52 (d, 1H), 7.43-7.26 (m,
5H), 7.09 (d, 1H), 6.88 (d, 1H), 6.57 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.50
(s, 3H)

Melting point: 218-220°C.

Yield: 68 %

Example A22
Furan-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
amide

(o)
C21H17FN206S Mw. 444 .44



- 41 - 1H), 3.94 (s, 3H), 3.90 (s, 3H) Melting point:
208-210 C. Yield: 65 % 5Exanpl e Al13

WORITHI20415- N- [ 4- (6, 7- di net hoxy- qui nol i n- 4- yl oxPCT2ER2Da02798
0- phenyl11- 2-f | uor obenzenesul f onam de C
C23H17C1F2N205S Mwn. 506. 92 -l4§ B purity: 95 % mfz 505
EMH R. 2.97 mn. 101H NWR (300 MHz, DMSO d6): 10.63

LGIMS bl 896%(ﬁuz1b&s$M7HTRt.(2i69 i, 7.70 (t, 1H),
. 48-7.25 ( 55), 7.07 (d 1}—&,_6.552ézd, 1HE’ 3. 94
HsNMR{)(308 Mblz¢ OMSQ-daki 10-A8 (SoilhD: 852 £d.21H),c8.02 (d, 1H),
Yiel d: .
- TARIS 1 PATIETTHE 73 (m, 2H), 7.08 (d, 11, 7,06 (5, 1H), 6.67 (dd,
1H)2 6 S1d, i) 3.940en3E)e3.90f(sndH) de  C231- 117F3N205S
. 490, 46 rity: 96 % mz 489 [M Rt. 2.73
%YHDQPH'MW@%?’%{ DVBO- d6) 10, 82 ([s, T]H), 8. 52
Vid\d: )% 7.73 (m 1H), -42- 7.41 (s, 1H), 7.40 (s,
1H), "7.32 (m 4H), 7.09 (d, 1H), 6.54 (d"1H), 3.94 (s,
5 3H), 3.90 (s, 3H)
Example A23
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-3-trifluoromethyl-
benzenesulfonamide

C2H1sFiN20sS Mw. 522.48
10 LC/MS purity: 94 %, m/z 521 [M-H] Rt. 3.03 min.
'‘H NMR (300 MHz, DMSO-d6): 10.46 (s, 1H), 8.50 (d, 1H), 8.05 (m, 3H),
7.85 (t, 1H),
7.40 (s, 2H), 7.33 (t, 1H), 7.22 (dd, 1H), 7.08 (d, 1H),
6.53 (d, 1H,; 3.94 (s, 3H), 3.89 (s, 3H)
Melting point: 230-231°C.
15 Yield: 53 %

Example A24
3-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}--
benzenesulfonamide



Melting point: 223-225C. Yield: 45 % 5Exanple Al 5
3-Di fl uor onet hoxy- N44- (6, 7- di net hoxy- qui nol i n- 4-yl oxy)
WO-2004/12a6170- phenyl ] - benzenesul f onam de C241- 1PEFAN200H02798

Mv. 520.49 LC/MS purity: 98 % nmz 519 [MH R. 2.93
mn. iolH NVR (300 MHz, DVvs@&7d6): 10.36 (s, 1H), 8.50

(d, 1H), 7.62 (m 2H), 7.49 (m 2H), 7.41 (s, 1H),
dzsﬁgsémzdsww 533,823 (M 2H) 7.07 (d, 1H), 6.64

(d 1H), }-% (s, 3H) I\/leltlng poi nt :

M&Bomy %é’pmlz:‘>53 &M%M}p‘REZAa :

I |
NV ) el BAFSE A6 nﬁngf‘ﬁé%nwﬁé.@r 1,781 s, 1H), 770
(ﬁher}yl 1. Sdr(gggH) CZZEZ(hFhmgﬁg.W(t,m&il)i:IB@hﬂl_Ngd(\/g%)umg (d, 1H),
0 Z I ) m n. ,
5 ﬁa%ﬂsq )39939014&"—'&%’(583% (d, 1H), 7.71 (m 2H).
2 P2009/ 002798 -43 - 7.52-7.29
Mgf'g&?’%& iﬁég@&e 55 (d, 1H), 3.94 (s, 3H, 5450
s Yield: SFI)%I\/EItl ng point: 224-225C. Yield: 26 "Yo
5Exanpl e Al7 Napht hal ene- 1-sul fonic acid
[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) -2-fl uoro-
Example A25

3-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

0

A/

o

10 C23H1sCIFN,OsS Mw. 488.93
LC/MS purity: 96 %, m/z 487 [M-H] Rt. 2.93 min.
'"H NMR (300 MHz, DMSO-d6): 10.38 (s, 1H), 8.49 (d, 1H), 7.65 (m, 4H),
7.42 (s, 1H), 7.39 (s, 1H), 7.30 (t, 1H), 7.18 (d, 1H), 7.00 (d, 1H), 6.52 (d,
1H), 3.93 (s, 3H), 3.90 (s, 3H)
Melting point: 250-251 °C.
Yield: 62 %

15

20
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phenyl ] -am de C27F121FN205S Mwv. 504.54 LC/ MS purity:
98 % nmlz 503 EMHL Rt. 3.01 min. iolH NWR (300 MHz,

woDNBOadé)7: 10.51 (s, 1H), 8.71 (d, 1H), 8.49 (PET/EAANQ9/002798

8.25 (d, 1H), 8.10 (d, 2H), 7.71 (m 2H), 7.62 (t,
1H), 7.38 (s, 2H), 7.28 (t-484, 7.12 (dd, 1H), 6.99
(d, 1H), 6.44 (d, 1H), 3.93 (s, 3H), 3.87 (s, 3H)
Bl 1B int: 243-245C. Yield: 41 % 15Exanple Al 8
2, 5-Di chl or o-t hi ophene- 3-sul fonic acid
N-{+66,7-Rimethaxy-auinalindt-yiexy)-2+ueye-phenyl]-3-methyl-
fluoro- J,-am de C211- 115C12FN205S2 Mw. 529. 40
Q?BF%BQ}%@% hitig? % mz 527 [MH R. 3.05 mn WO
2009/ 127417PCT/ EP2009/ 002798 _- 44 - NVR (300 MHz,
DVSO-d6): 10.60 (s, 1H), 8.52 (d, 1 :43-7.26 (m
5H), 7.09 (d, 1H), 6.57 (d, - ,N/\ ~ 3H), 3.90
(s, 3H) Melting point: 223 oYrel d: 35 %5 Exanpl e
Al9 o -
4- Br ono- N44- ( 6, 7'c5ji met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o-
phenyl] - 3- met hyb-"Ren?2 | f onam de C24H20Br FN205S

Mv. 547.40 10LC/MS . J95% mz 545 [MH R. 3.10

m n. (o}

C24H21FN20sS Mw. 468.51

LC/MS purity: 98 %, m/z 467 [M-HJ Rt. 2.85 min.

'H NMR (300 MHz, DMSO-d6): 10.16 (s, 1H), 8.50 (d, 1H), 7.56-7.40 (m,
6H), 7.31 (t, 1H), 7.22 (dd, 1H), 7.04 (dd, 1H), 6.52 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H), 2.37 (s, 3H)

Melting point: 244-245°C.

Yield: 49 %

Example A27
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-3-methoxy-
benzenesulfonamide

C24H21FN206S Mw. 484.51

LC/MS purity: 95 %, m/z 483 [M-H] Rt. 2.78 min.

'H NMR (300 MHz, DMSO-d6): 10.22 (s, 1H), 8.50 (d, 1H), 7.50 (t, 1H), 7.41
(s, 1H), 7.40 (s, 1H), 7.35-7.2 (m, 5H), 7.05 (dd, 1H), 6.53 (d, 1H), 3.94 (s,
3H), 3.90 (s, 3H), 3.80 (s, 3H)

Melting point: 224-225°C.

Yield: 68 %
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1H NMR (300 MHz, DMBO-d6): 10.28 (s, 1H), 8.51 (d,
1H), 7.82 (d,1H), 7.71 (s, 1H), 7.46 (d, 1H), 7.41 (s,

wOoney9/127440 (s, 1H), 7.30 (m 1H), 7.06 (d, 1HPCTEEF3809/002798

(d, 1H), 3.94 (s, 3H), 3.90 (s, 3H), 2.41 (s, 3H)
Melting point: 199-201C. Yi-&19: 56 % 15 Exanpl e A20
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] -
@6"%' uor obenzenesul f onam de - 45 -
PR {EFAN205S Mv. 508. 45 LG/ MS purity: 95 % miz 507
§-Ghidrorhioppedé-2rsulfonie! Nagid ( 3@6(BVEdim cinolim4adoxy)-2-
d, 1H) 7.63-7.27 (m 6H), 7.07 (d,
fﬁ‘ﬂ)“ Pgéﬁil'?@&“'dé '94 (s, 3H), 3.90 (s 3H) Melting
poi nt: 188-190C. 5Y| el d: 38 6 Exanp!
5- Met hyI-th| ophene- 2-sul foni g_agj_d |

[4- (6, 7-di net hoxy- qU|noI|n
fl uoro-phenyl]-am de 10

1%?Q I\Bossz MN 474.53

LC/MS purity: 97% 2.60 mn. I H
NVR (300 MHz, Q. 30 (s, 1H) 8.52 (d, 1H),
743726(m 5H), If (d 1H), 6.88 (d, 1H), 6.57

(d, 1H), 3.94 (3$yo N9l (s, 3H), 2.50 15(s, 3H)
Mel ting point: 218 220C. 15Yiel d: 68%
Cz1H1sC|FNzossz Mw. 494.95

LC/MS purity: 94 %, m/z 493 [M-H} Rt. 2.94 min.

'H NMR (300 MHz, DMSO-d6): 10.57 (s, 1H), 8.52 (d, 1H), 7.43-7.25 (m,
7H), 7.1 (d, 1H),

6.60 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 187-189°C.

Yield: 54 %

Example A29
5-Bromo-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenylj-amide

C21H16BrFN20OsS; Mw. 539.40

LC/MS purity: 95 %, m/z 537 [M-H] Rt. 2.83 min.

'H NMR (300 MHz, DMSO-d6): 10.55 (s, 1H), 8.52 (d, 1H), 7.40 (m, 6H),
7.1 (d, 1H), 6.59 (d, 1H), 3.95 (s, 3H), 3.91 (s, 3H)

Melting point: 207-209°C.

Yield: 55 %
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Exanpl e A22 Furan-2-sulfonic acid
[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)-2-fl uoro-phenyl]-

woatide7417 0 20C211117FN206S Mwn. 444. 44 - 46 - POT/EVR009/002798

purity: 96 % mz 443 [MH Rt. 2.59 min. 1F NWR (300
MHz, DMBO d6): 10.53 (s, 1HB0-8.52 (d, 1H), 8.02 (d,
1H), 7.42 (s, 1H), 7.41 (s, 1H), 7.30 (m 2H), 7.08
B(Qm 307-06 (s, 1H), 6.67 (dd, 1H), 6.59 (d, 1H),
s, 3 , 3.90 (s, 3H) Melting point: 210-212C.
Nf[4e(617 -Den @(ﬂamplle-mgxy) -2-fluoro-phenyl}-3-phenoxy-

: oxy- qui nol i n-4-yl oxy) - 2-f| uor o- phenyl ] -
bgﬁ??'g%lﬁ@ﬁgﬁ{i%yl benzenesul f onam de C241- 118F4N2058

Mv. 522.48 10LC/ MS purltyF 94 % V4 5 EMHr .
3.03 mn. NVR (300 MHz O
8.50 (d, 1H), 8.05 (m 3 288 740(s

2H), 7.33 (t, 1H), 7.2 708(d 1H), 6.53
(d, 1H,; 3.94 (s 3. 89 (s 3H) Mel ting point:
230-231C. 15Yi et

~

(o} N
Ca9H23FN2OsS Mw. 546.58
LC/MS purity: 97 %, m/z 545 [M-H} Rt. 3.23 min.
'H NMR (300 MHz, DMSO-d6): 10.22 (bs, 1H), 8.49 (d, 1H), 7.61 (t, 1H),
7.44 (m, 5H), 7.27 (m, 5H), 7.04 (m, 3H), 6.54 (d, 1H), 3.95 (s, 3H), 3.90 (s,
3H)
Melting point: 179-180°C.
Yield: 75 %

Example A31

1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

NN

F )
N< /[ /:N
0" Yo

AN
7
o N

O

CxH21FN4OsS Mw. 472.50

LC/MS purity: 98 %, m/z 471 [M-H] Rt. 2.45 min.

'H NMR (300 MHz, DMSO-d6): 9.94 (s, 1H), 8.51(d, 1H), 8.23 (s, 1H), 7.68
(s, 1H), 7.43 (s, 1H), 7.41 (s, 1H), 7.28 (m, 2H), 7.07 (dd, 1H), 6.58 (d, 1H),
4.17 (q, 2H), 3.95 (s, 3H), 3.91 (s, 3H), 1.34 (t, 3H)

Melting point: 211-213°C.

Yield: 49 %
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Exanpl e A24
3- Brono- N44- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o-

wotesilzgeiinzenesul f onam de -47 - C23H18Br FN2(PE3/Br2009/002798

533.38 LO/MS purity: 96% mz 533 [MtHr Rt. 2.96 mn.

‘NMR (300 MHz, DMSO-d6): 11.-%1bs, 1H), 8.45 (d, 1H),

7.81 (s, 1H), 7.70 (d, 1H), 7.64 (d, 1H), 7.42 (m

%ple%& (t 1H) 6. 98 (dd 1H) 6.79 (d, 1H), 56 44

(d, 1H), H% 3H) Melting poi

12lglstm¢-‘ﬂtl |r5v¢iagolg-4-:§ f%ugxaﬁ@ [4 (@B-d|methoxy-qumolm-4-yloxy) -2-
7-di met hoxy- qui nol i n-4-yl oxy)-2-fluoro

ﬂﬁB@elh%ﬁYd\%é‘négnesul f onani de 10C23F118CLFN205S Mw.

488.93 LC/ M5 purity: 96 % z 487 EM HL-Rt. 2.93 mn.

"H NVR (300 MHz, DMSO d6): 1.38 (s|1ﬁ]/849(d

1H), 7.65 (m 4H), 7.42 (s s,

(t, 1H), 7.18 (d, 1H), 7.0 OII—I)QGSZ(d 1H),

3.93 (s, 3H), 3.90 (s, 3b ] tlng poi nt: 250-251C.

Yield: 62 %15 -48 - Exanple A26

N14- (6, 7- Di met hoXy> oI ™n- 4- yl oxy) - 2-f 1 uor o- phenyl ] -

3- net hyl benzenesyl an de’ 0 5C24H21FN205S Mwn. 468. 51

LC/MS purity: 989 nfz ¥67 [MH R. 2.85 min.

C21H1sFN,OsS Mw. 458.47

LC/MS purity: 98 %, m/z 459 [M+H]*Rt. 2.21 min.

'H NMR (300 MHz, DMSO-d6): 9.97 (s, 1H), 8.51(d, 2H), 7.78 (s, 1H), 7.73
(s, 1H), 7.41 (m, 3H), 7.23 (d, 1H), 7.03 (d, 1H); 6.55 (d, 1H), 3.94 (s, 3H),
3.91 (s, 3H), 3.68 (s, 3H)

Melting point: 215-217°C.

Yield: 35 %

\

1H), 7.30

Example A33
Cyclopropanesulfonic acid  [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

F
Nl /A
>s<
0o~ T0
0O
/o NG
~
o N

C20H1sFN20sS Mw. 418.45

LC/MS purity:98 %, m/z 417 [M-HJ Rt. 2.40 min.

"H NMR (300 MHz, DMSO-d6): 9.64 (bs, 1H), 8.51 (bs, 1H), 7.44 (m, 4H),
7.11 (bs, 1H), 6.62 (bs, 1H), 3.94 (bs, 6H), 2..67(bs, 1H), 0.97 (bs, 2H), 0.90
(bs, 2H)

Melting point: 179-180°C.

Yield: 38 %
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NVR (300 MHz, DVBO-d6): 10.16 (s, 1H), 8.50 (d, 1H),
7.56-7.40 (m 6H), 7.31 (t, 1H), 7.22 (dd, 1H), 7.04

wWOMA2THY, 6.52 (d, 1H), 3.94 (s, 3H), 3.90 (PCTBHR09/002798

2.37 (s, 3H) 10Melting point: 244-245C. Yield: 49 %
Exanpl e A27 -52-

N-[ 4- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl ]
- 3- net hoxyl5benzenesul f onam de C24H21FN206S Mw. 484. 51
LC/MS purity: 95 % mz 483 EMHL R. 2.78 mn.
Examplep¥34 300 MHz, DMBO-d6): 10.22 (s, 1H), 8.50 (d,

y}?’, ?l?f_ﬂ(ntl(‘s ﬂ}fé) (%—@J %J Jﬁg{%]d_%n%@'l-? 3/I6)§I|)D21ﬂ%0ré) phenyl]
ahﬁideBH) 3.90 (s, 3H), 3.80 (s, 3H) Melting point:
224-225C. Yield: 68 % WD 2009/ 127417PCT/ EP2009/ 002798
-49 - Exanpl e A28 5-Chl or oft hi ophgney 2- sul fonic acid
[ 4- (6, 7-di met hoxy- qui nol i ni4- wl oxX
f1 uor o- phenyl ] -am de 5C2 1@6?#6“205 . 494. 95
LC/MS purity: 94 % m '
(300 Mz, DVBO-dg): 10.567 (s, 1H), 8.52 (d 1H)
743725(m 7A) 1H), 6.60 (d, 111), 3.94
(s, 3H), 3.90 (s Iting point: 187-189C.

Yi el d: 54 % Exanpl e A29

@9 PRROLS MW G358 sul foni c aci d

[4-(6, 7-di nmet hoxy ui nol é/ Xy) - 2-

LMS Bty BB %%, Tt aaa T-HTRE 328

'H NMR (300 MHz, DMSO-d6): 10.25 (bs, 1H), 8.44 (d, 1H), 7.96 (m, 2H),
7.70 (m, 4H), 7.54-7.33 (m, 6H), 7.22 (bd, 1H), 7.06 (d, 1H), 6.48 (d, 1H),
3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 193-195°C.

Yield: 64 %

Example A35 .
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-trifluoromethoxy-

benzenesulfonamide

C24H1sF4N2OS Mw. 538.48

LC/MS purity: 94 %, m/z 537 {M-HJ Rt. 3.09 min.

'H NMR (300 MHz, DMSO-d6): 10.41 (s, 1H), 8.50 (d, 1H), 7.75 (m, 3H),
7.63 (s, 1H), 7.41 (s, 2H), 7.33 (t, 1H), 7.23 (dd, 1H), 7.07 (d, 1H), 6.55 (d,
1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 221-223°C.

Yield: 52 %
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1 SBr 0' C211-116Br FN205S2 Mv. 539.40 LC/ MS purity:
95 % mz 537 EMHL Rt. 2.83 nin. 111 NMR (300

WOMRIITIWEBO- d6) : 10.55 (s, 1H), 8.52 (d, 1H), PCIGER299/002798

6H), 207.1 (d, 1H), 6.59 (d, 1H), 3.95 (s, 3H), 3.91

(s, 3H) Melting point: 207-289C. Yield: 55 % - 50 -

Exanpl e A30 '
E&Ja{nﬂéﬁgg- Di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl ]

- 3- phenoxybenzenesul f onam de 0 5C291123FN206S M.
55herbthiophenergrsulfpnio 7 agjd nl4-(6 /5dimethexy:quinplinst-yigxy)-2-

| ., DMBO-d6): 10.22 (bs, 1H), 8.49 (d,
ﬂ%?P%ﬂ‘%’??’%, 7. 44 (m) 5H), 7. (27S(m H)5H), 7. 021

(m 3H), 6.54 (d, 1H), 3.95 (s, i 3.90 (s, 3H)
10Mel ting point: 179- 180/&&%am e A3l
1- Et hyl - 1H pyr azol e- 4- sul i 0”& d
[ 4- (6, 7-di met hoxy- qui na1 ™™4-yl oxy) - 2-

' -.,-N.S.,

15f | uor o- phenyll,oa e N 1N,

~

CarH21FN,05S, Mw. 536.61

LC/MS purity: 93 %, m/z 535 [M-H] Rt. 3.22 min.

'H NMR (300 MHz, DMSO-d6): 10.45 (s, 1H), 8.47 (d, 1H), 7.72 (m, 2H),
7.58-7.37 (m, 9H),

7.28 (dd, 1H), 7.10 (d, 1H), 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 186-188°C.

Yield: 52 %

Example A37
5-Oxazol-5-yl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-

F

/(lj]/ N)s(“\sj\(\
0”0 ! 0

o N7

C24H1sF N3OS, Mw. 5627.55

LC/MS purity: 98 %, m/z 528 [M+H]*Rt. 2.51 min.

'H NMR (300 MHz, DMSO-d6): 10.56 (s, 1H), 8.52 (s, 1H), 8.51 (d, 1H), 7.77
(s, 1H), 7.563 (m, 2H), 7.39 (m, 3H), 7.29 (dd, 1H), 7.10 (d, 1H), 6.58 (d, 1H),
3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 206-208 °C.

Yield: 36 %

yloxy)-2-fluoro-phenyl]-amide
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0' '0 0 C22H21FNAO5S Mv. 472.50 LC/MS purity: 98 %
mz 471 [MH R. 2.45 min. 1H NMR (300 Mz,

woDnNBO2dé)7: 9.94 (s, 1H), 8.51(d, 1H), 8.23 (s ,PCIH)P2009/002798

7.68 20(s, 1H), 7.43 (s, 1H), 7.41 (s, 1H), 7.28 (m
2H), 7.07 (dd, 1H), 6.58 (d541H), 4.17 (q, 2H), 3.95
(s, 3H, 3.91 (s, 3H), 1.34 (t, 3H Melting point:
Q(hin,aémg Yield: 49 % - 51 - Exanple A32
Met hyl - 1H- i m dazol e- 4-sul foni c aci d .

l‘1! H (%770m¢fbomyumnrﬂ:yioxy)¢2;ﬂu9k9jphgnyl] -3,5-difluoro-

am de 0 5C211119FN405S Mwn. 458.47 LCO Ms
JJ"QQFQS‘H%'E‘* flz 459 [MrH Rt. 2.21 min. 1FI NMR (300
I\/Hz DI\/SOd6) 9.97 (s, 1H), 8.51(d, BH), 7.78 (s,
1H), 7.73 (s, 1H), 7.41 (m 3H), 7.23l(d, 1H), 7.03
(d, 1H); 6.55 (d, 1H), 3.94 Fs, 3H), 1 (s, 3H),
3.68 (s, 3H) 10Melting poin Yi eld: 35 %
Exanpl e A33

Cycl opr opanesul f oni caci d 7-di met hoxy-qui nolin-4-y
| oxy) -2-fl uoro- 15pheny| 0 C201- 119FN205S Mw.
418. 45 LC/ MB pupi@y; z 417 [MH Rt. 2.40 mn.

o N

C2H47F3N20OsS Mw. 490.46

LC/MS purity: 96 %, m/z 489 [M-H] Rt. 2.91 min.

'H NMR (300 MHz, DMSO-d6): 10.49 (s, 1H), 8.51 (d, 1H), 7.67 (m, 1H),
7.44-7.25 (m, 6H), 7.07 (dd, 1H), 6.59 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)
Melting point: 243-245°C.

Yield: 47 %

Example A39
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,4-difluoro-

benzenesulfonamide

CxHy7F3N,OsS Mw. 490.46

LC/MS purity: 95 %, m/z 489 [M-HJ Rt. 2.81 min.

'H NMR (300 MHz, DMSO-d6): 10.56 (s, 1H), 8.51 (d, 1H), 7.78 (dd, 1H),
7.56 (dd, 1H), 7.44-7.23 (m, 5H), 7.06 (dd, 1H) 6.55 (d, 1H), 3.94 (s, 3H),
3.89 (s, 3H)

Melting point: 212-214°C.

Yield: 52 %
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1H NMVR (300 MHz, DMBO-d6): 9.64 (bs, 1H), 8.51 (bs,
1H), 7.44 (m 4H), 207.11 (bs, 1H), 6.62 (bs, 1H),

woR0IE, 6H), 2..67(bs, 1H), 0.97 (bs, 2H), FETAP2019802798

2H) Melting point: 179-180C. Yield: 38 % - 52 -
Exanpl e A34 Bi phenyl - 3-sul &b < aci d

[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)-2-fl uoro-phenyl]-
am de 50 C291- 123FN205S Mwn. 530.58 LC/MS purity: 98 %
mz 529 [M1-1]Rt. 3.20 min. NVR (300 MHz,
Exepwpledy40 10. 25 (bs, 1H), 8.44 (d, 1H), 7.96 (m 2H)

'\Z&Z ?qe%mé&hgx{ gamsﬁ X&’%b?ﬂuora #ngg%@ H‘ﬁuor

bémzehesulforiamide193- 195C. Yiel d: 64 % Exanpl e A35
15N44- (6, 7- Di met hoxy- qui nol i n- 4-yl_oxy) - 2-f| uor o- pheny1
]-3-trifluoronmethoxy- benzengesul f ohgfTs

C241118F4N206S Mn. 538.48 L I\/IS,Jourl 94 % mz 537
[MF1]" Rt. 3.09 mn. 201F }Hz T F DMVSO- d6) :
10.41 (s, 1H), 8.50 (d, 1 Ps( 3H), 7.63 (s,
1H), 7.41 (s, 2H) 7.33 : H), 7.23 (dd, 1H), 7.07
(d, 1H), 6.55 (d,0dHx 324 (s, 3H), 3.90 (s, 3H)

Mel ting point: ﬁl .Wleld 52 %

C2xH17F3N20sS Mw. 490.46

LC/MS purity: 99 %, m/z 489 [M-H] Rt. 2.82 min.

'H NMR (300 MHz, DMSO-d6): 10.68 (s, 1H), 8.51 (d, 1H), 7.55 (m, 3H),
7.41 (s, 1H), 7.40 (s, 1H), 7.36 (t, 1H), 7.26 (dd, 1H), 7.06 (dd, 1H), 6.56 (d,
1H), 3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 232-234 °C.

Yield: 45 %

Example A41
2,6-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

~ ~

P
~o N

CasH1,CLFN;OsS Mw. 523.37

LC/MS purity: 96 %, m/z 523 [M+H]*Rt. 2.92 min.

'H NMR (300 MHz, DMSO-d6): 10.61 (s, 1H), 8.51 (d, 1H), 7.57 (m, 3H),
7.41 (s, 2H), 7.34 (t, 1H), 7.25 (dd, 1H), 7.06 (d, 1H), 6.53 (d, 1H), 3.94 (s ,
3H, 3.89 (s, 3H)

Melting point: 217-218°C.



- 53 - Exanpl e A36 5-Phenyl -thi ophene-2-sulfonic acid
[4- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 2-
WOf20008126413heny| Fam de 0 5C27H2i FN205S2 Mwv. 536 .PEX/HRZ0(09H02798
purity: 93 % mz 535 [MH Rt. 3.22 min. 11-1 NWR
(300 Mz, DVBO-d6): 10.45 (-96-H), 8.47 (d, 1H), 7.72
(m 2H), 7.58-7.37 (m 9H), 7.28 (dd, 1H), 7.10
Yield: 480, 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)
10Mel ting point: 486-188C. Yield: 52 % Exanple A37
5- Oxazol - 5-yl -t hi ophene- 2-sul f oni caci d[ 4- (6, 7- di met hox
O imn-4- 15yl oxy) - 2-fl uor o- phenyl ] - am de
%5%'?[%%1@0682 Mv. 527.55 LC/MS purity: 98 % niz 528
2 SAicHRoro-R-[@1( 647 -dimethoxyrquindiiR -4 308xyi2z{lu aiEsh et )l ]-
8.52(s, 1H), 8.51 (d, 1H), 7.77 20(s,
5 bfﬂfe"‘?é@@“@m'dﬁ 7.39 (m 3H), 7.29 (dd, 1H), 7.10
(d, 1H), 6.58 (d, 1H), 3.94 (s, 3H), 390 (s, 3H)
Mel ting point: 206-208C. Yiel d' 36 % -]54 - Exanple
A38

N44- (6, 7- Di met hoxy- qui nol i n- 4 yI QxY) -
3, 5-di f I uor obenzenesul f onanj (S
490. 46 LC/ M5 purity: 96 %

o
\o: : :N:

C2H17Cl.FN,OsS Mw. 523.37

LC/MS purity: 95 %, m/z 523 [M-H] Rt. 3.05 min.

'H NMR (300 MHz, DMSO-d6): 10.64 (s, 1H), 8.51 (d, 1H), 7.85 (s, 1H), 7.76
10 (s, 2H), 7.40 (s, 2H), 7.35 (t, 1H), 7.26 (dd, 1H), 7.06 (d, 1H), 6.56 (d, 1H),

3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 228-230°C.

Yield: 63 %

uor o- phenyl ] -
F3N205S Mw.
Rt. 2.91 mn.

15 Example A43
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

/o NS

o N
C23H7ClLFN,OsS Mw. 523.37

20 LC/MS purity: 95 %, m/z 521 [M-H] Rt. 3.16 min.

'H NMR (300 MHz, DMSO-d6): 10.51 (s, 1H), 8.52 (d, 1H), 8.00 (s, 1H), 7.69



11-1 NWR (300 MHz, DMSO-d6): 10.49 (s, 1H), 8.51 (d,

1H, 7.67 (m 1H), 7.44-7.25 (m 6H), 7.07 (dd, 1H),
woRoE9127417 1H), 3.94 (s, 3H), 3.90 (s, 3H) Ml IGTEP2009/002798

poi nt: 243-245C. 10Yield: 47 % Exanpl e A39

NA4- (6, 7- Di net hoxy- qui nol i ng#-.yl oxy) - 2-f | uor o- phenyl | -

2,4-difl uorobenzenesul fonam de 15 C23F117F3N205S Mw.

(2. e (SobPia 1+ et o7 393 4?%) B 159 Fodtdr 11,

8 7.44-7.23 5
6;3‘})0@ é{? 3%(5 éﬁé‘sﬂo% pri 3. 94 (s, 3H), 20(3m89 (H)s
Nnamng/pbmtr@qsaftaf’c 212 214(: Yield: 52 % - 55 -

A40

@3'% /‘7 Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- phenyl ] -

2, 5-di fl uorobenzenesul fonam de 5 C231- 117F3N205S Mw.

490 46 LC/MS purity: 99 %9 mz 489 [MH Rt. 2.82 mn.

ammeA400 MHz, DMSO d6): 10.68 (s, 1H), 8.51 (d,

-Afluord-phenyi-2-triffuoromahyl-

'\Hﬂ( Zblﬁiﬁ-‘iétﬂléxﬁghmokb@ylg)%)(s (dd, Tﬂ)g/% 56 (d, iolI¥|),

ben2dnésylfadidmide. 89 (s, 3H) Melting point: 232-234 C.

Yield: 45 % Exanpl e A4l

/O N
) s
~o N

C.4H1sF4N20sS Mw. 522.48

LC/MS purity: 96 %, m/z 521 [M-HI Rt. 2.95 min.

H NMR (300 MHz, DMSO-d6): 10.37 (s, 1H), 8.51 (d, 1H), 8.03 (m, 2H),
7.87 (m, 2H), 7.40 (s, 2H), 7.34 (t, 1H), 7.24 (dd, 1H), 7.06 (d, 1H), 6.53 (d,
1H), 3.94 (s, 3H), 3.89 (s, 3H) '

Melting point: 237-239 °C.

Yield: 72 %

Example A45

2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-ﬂuoro-phenyl]-4-
trifluoromethyl-benzenesulfonamide

C24H17BTF4N2058 Mw. 601.38



152, 6- Di chl or o- Nd44- (6, 7- di nmet hoxy- qui nol i n- 4-yl oxy) - 2-

fluoro-phenyl]- benzenesul fonam de 0 C23HL7C12FN205S
WONWY/BZBL737 LC/ MS purity: 96 % mz 523 [ MirH] PRIVEP20®R02798

mn. 20'H NWR (300 MHz, DVMSO-d6): 10.61 (s, 1H), 8.51

(d, 1H), 7.57 (m 3H), 7.4l4gs. 2H), 7.34 (t, 1H),

7.25 (dd, 1H), 7.06 (d, 1H), 6.53 (d, 1H), 3.94 (s,

asSo 5! 8o B EDL PR S 0% 218 - 56 -
A NMR @MWNWSQ-%FHUEMW@(MWUB 1511 (dp-1#)y8 30y(s; 2H), 8.15

uor o-

- 5b | f F117C
(@4 s TBSE 0L IS 0151 5»91),9733%« i), 9527 (a.FAH); 7795 (da, TH),

o5 T.gitdr 39 (o S FRECIHAE P75 ok, (5 4o

s Mélting mt7236~268°01H) 7.26 (dd 1H), 7.06 (d, 1H),
6. 56 1H), 3.94 (s, 3H),. 3.89 (s, 3H Melting
Yieldn s ézs 230C. Yield: 63 % 15Exanpl e A43
3, 5-Di chl or o- Nd4- (6, 7-di met hoxy- qui nol i n- 4-yl oxy) - 2-f|

uor o- phenyl ] - benzenesul f onam de C
Example A46

2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-5-

10 trifluoromethyl-benzenesulfonamide

_0

IR
\0 | = N/

Cz4H17BrF4N2053 Mw. 601.38

LC/MS purity: 96 %, m/z 599 [M-H] Rt. 3.17 min.

'H NMR (300 MHz, DMSO-d6): 10.72 (s, 1H), 8.50 (d, 1H), 8.16 (d, 1H),
15 8.14 (s, 1H), 7.95 (dd, 1H), 7.40 (s, 2H), 7.36 (t, 1H), 7.26 (dd, 1H), 7.06 (dd,

1H), 6.53 (d, 1H), 3.94'(s, 3H), 3.89 (s, 3H)

Melting point: 227-230°C.

Yield: 42 %

20

25
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15

20

C23H17C12FN205S Mwn. 523.37 20LC/ MS purity: 95% niz

521 [MH Rt. 3.16 min. 1FI NWR (300 MHz, DVBO d6):
woroosR741s, 1H), 8.52 (d, 1H), 8.00 (s, 1H), 7.PEI/EPAMD9/002798

2009/ 127417PCT/ EP2009/ 002798 - 57 - (s, 2H), 7.42 (s,

1H), 7.41 (s, 1H), 7.33 (t. , 7.28 (dd, 1H), 7.09

(d, 1H), 6.57 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Mel tin 0| nt: 240-242C. Yield: 46 %5 Exanple A44

ExaIople A% /Di met hoxy- qui nol i n- 4-yl oxy) - 2- f 1 uor o- Pheny1] -

14-glogy)-24iudro-phenyl]-5-

328@% P*%E%%%Sétmﬁﬁég@%ﬁg L% ?@ pur i typ 96yf]J/o n z

tfdorBmethylfbenzenesulfomamide 1 NVR (300 MHz, DMSO- d6) :

10.37 (s, 1H), 8.51 (d, 1H), 8.03 (mg2H), 7.87 (m

2H), 7.40 (s, 2H), 7.34 (t, 1H), 7.24](kd, 1H), 7.06

(d, 1H), 6.53 (d, 1H), 3.94 (s, 3H), B.89 (s, 3H)

15Mel ting point: 237-239 C. FYi el d: 72~ Yo Exanpl e

A45

2- Brono- N44- (6, 7- di met hoxy-4 y) - 2-fl uor o-

Phenyl] -4- 20trifl uoronet hj emz/en@sul f onam de

C241-117Br FAN205S Mwn. 60g-

0o

C2H1BrFsN.OsS Mw. 601.38

LC/MS purity: 95 %, m/z 599 [M-H] Rt. 3.27 min.

'H NMR (300 MHz, DMSO0-d6): 10.60 (s, 1H), 8.52 (d, 1H), 8.39 (s, 1H), 8.12
(s, 1H), 7.97 (s,1H), 7.41 (s, 2H), 7.34 (t, 1H), 7.28 (dd, 1H), 7.09 (d, 1H),
6.55 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 214-216 °C.

Yield: 58 %

Example A48
4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-
trifluoromethyl-benzenesulfonamide

Br

Ca4H1sBrFaN20sS Mw. 601.38

LC/MS purity: 96 %, m/z 599 [M-HJ Rt. 3.14 min.

'H NMR (300 MHz, DMSO-d6): 10.51 (s, 1H), 8.52 (d, 1H), 8.18 (s, 1H), 8.13
(dd, 1H), 7.94 (d, 1H), 7.41 (s, 2H), 7.34 (t, 1H), 7.27 (dd, 1H), 7.07 (dd, 1H),
6.56 (d, 1H), 3.95 (s, 3H), 3.90 (s, 3H)



WO 2009/ 127417PCT/ EP2009/ 002798 - 58 - LC/ M5 purity:

96% nfz 599 [MH Rt. 3.13 nmin. 111 NWR (300 MHz,
woDhB@2d6)7: 10.70 (s, 1H), 8.51 (d, 1H), 8.30 (PCT/EAAQ9/002798
8.15 (d, 1H), 7.97 (d, 1H), 7.40 (s, 2H), 7.34 (t,
1H), 7.27 (dd, 1H), 7.05 (dgg.lH, 6.57 (d, 1H, 3.94
(s, 3H, 3.89 (s, 3H) 5Melting point: 236-238C. Yield:
65 _ % 'E]X@ﬂ)l e Agg .
Meltngre %-644-% net hoxy- qui nol i n- 4- yl oxy) - 2- f | uor o-
nyd bz 5- 10trifl uoronet hyl - benzenesul f onam de

@gl—ﬁélﬁa N205S Mv. 601.38 LC/MS purity: 96 % nfz 599
[MH R. 3.17 mn. 1H NWVR (300 MHz, DMSO- d6):

0 72 %@u—o, 8.50 (d, 1H), 8.16 (d, 1H), 158.14 (s,
E%ﬁj','P?. (dd, 1H), 7.40 (s, 2H), 7.36 (t, 1H), 7.26

5 3%411!)icHIbDo-NﬂfO%éX-dﬂne&id)(y-@iﬁ@ir(-d-,yldﬁ))-,z-mdm-mhenw}i),

.89 (s, 3H) Melting point: 227-230C. Yield: 42 A 20
benzenesylforamidecT/ EP2009/ 002798 - 59 - Exanpl e A47
3- Brono- N44- (6, 7- di met hoxy- qui nol i n- 4=yl axy) - 2-f| uor o-

phenyl]-5- trifluoronethyl -denzenes am de
5C241117Br FAN205S Mwn. 601. 38\ LCNNG_pt .95 (Yo, nlz
599 EMHr Rt. 3.27 min. 00 c

o}

C2zH17CLFN,0sS Mw. 523.37
LC/MS purity: 97 %, m/z 521 [M-H} Rt.3.12 min.
0 'HNMR (300 MHz, DMSO-d6): 10.45 (s, 1H), 8.50 (d, 1H), 8.31 (s, 1H), 7.86
(m, 2H), 7.68 (d, 2H), 7.42 (s, 1H), 7.40 (s, 1H), 7.31(t, 1H), 7.23 (dd, 1H),
7.03 (d, 1H), 6.56 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H)
Melting point: 225-227 °C.
15 Yield: 38 %

Example A50
3,5-Dichloro-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-

N
JeraS
0 ~

N
o N~
Cz4H1QC|2FNzosS Mw. 553.40

LC/MS purity: 99 %, m/z 551[M-H] Rt. 3.23 min.

methoxy-benzenesulfonamide

O

20
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'H NMR (300 MHz, DMBO-d6): 10.60 (s, 1H), 8.52 (d,
1H), 8.39 (s, 1H), 8.12 (s, 1H), 7.97 (s, 1H), 7.41 (s,

wWOo2p9/1274134 (t, 1H), 7.28 (dd, 1H), 7.09 (d, 1HCI/EP28B/002798

(d, 1H), 3.94 (s, 3H), 3.90 (s, 3H) 10Melting point:
214-216 C. Yield: 58 % Exqnpl e A48
4- Br ono- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-fl uoro-

RN 360 MR DSt 1055 (o r b Bart (9 Tgh 803 g, 1H)
7%839@1"1@ '?t &, mm (% 1H1 Pﬂ'\@ gt’3QPi)M’“|25 (Iauscmgey ;04 (dd,

1) 6.58. (941H¢139m)(s, IHLB. 9&(s zm, 7.34 (t, 1H), 7.27
% 239)) 7.07 (dd, 1H), 6.56 (d, 1H), 3.95 (s, 3H),
3. 3H) WD 2009/ 127417PCT/ EP2009/ 002798 - 60 -

M@{"E[g Bgm;t}ongg MGHAS244C. Yield: 69 % Exanpl e A49
chl or o- Nd4- (6, 7- di net hoxy- qui nol i n- 4-yl oxy) - 2-f

" Yieldr 51 §henyn- benzenesul f onani de o C23H17C12FN205S Mw.

523.37 LO/MS purity: 97 % mz 521 [MH Rt.3.12 mn.
1011-1 NWMR (300 MHz, DMSO-d6): 10.45 (s, 1H), 8.50 (d,
Exkdmpl@ AB1 (s, 1H), 7.86 (m 2H), 7.68 (d, 2H), 7.42

N 8. Fapimitigs gty 4-fiaiy - g:ubb-phengl-A BRI

bRk EhesufoPiamide 225- 227C. 15Yiel d: 38 %
] /@
/©/N\
~S<
0” ™0

CasH21FN2OsS Mw. 468.51 ,

LC/MS purity: 94%, m/z 467 [M-HI m/z 469 [M-H]" Rt. 2.82 min.

'H NMR (300 MHz, DMSO-d6): 10.47 (bs, 1H), 8.49 (d, 1H), 7.92 (d, 1H),
7.68-7.18 (m, '7H), 7.00 (dd, 1H), 6.51 (d,1H), 3.93 (s, 3H), 3.89 (s, 3H), 2.58
(s, 3H)

Melting point: 218-220 °C.

Yield: 62 %

Example A52

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-methoxy-
benzenesulfonamide

Cz4H21FNzosS Mw. 484.51



Exanpl e AS0

3, 5-Dichl oro- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-fl
wowoosrpdigny 1] - 2- et hoxy- benzenesul f onam de  \WOT/EP2009/002798

2009/ 127417PCT/ EP2009/ 002798 - 61 - 11-1 NWR (300 MHz,

DVBO- d6) : 10. 37 (s, 1H) 8§é(d 1H) 803(d 1H)
7.63 (d, 1H), 7.42 (s, 7.33 (t,

L%E?"SS%’ 36992(5‘}2%3 ['\8 9&4%5')%%—%%((%1 i, 3+ 94
MR ke Mfi£! IMSO-dEammtiss, AH), 8.50 (d, 1H), 7,65 (m, 2H),

- D met hoxy-qui nol in yI oxy) 2-fl uoro-phenyl] -
7 3% EMy(m, 7Hdbenzenesul f onani de C241- 121FN205S M.

3 u Y. [ | mz 469 [ MH|

6@@*5@%@@ s8R BEML Dhso de) |
s Mehkifypbips, 21892158°@9 (d, 1H), 7.92 (d, 1H),

157. 68 7.18 (m 7H), 7.00 (dd, 1H), 6.51 (d,1H), 3.93
Yield: 8§ 3.89 (s, 3H), 2.58 (s, 3H Melting point:
218-220 C. Yield: 62 A 20Exanpl e A52
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- Phenyl] -
Exampiéndop- benzenesul f onani de C24H21FN206S Mwv. 484. 51

NYB-(?bQ?-%i%\%zﬁwgﬂngﬁﬁ-ggﬁé)%-%ofoQBhényI]-2-triﬂuoromethoxy—

10 benzenesulfonami

C24H1sFsN20sS Mw. 538.48
LC/MS purity: 96% m/z 537 [M-H] m/z 539 [M-H]* Rt. 3.00 min.

15 'H NMR (300 MHz, DMSO-d6): 10.40 (bs, 1H), 8.52 (d, 1H), 7.90 (d, 1H),
7.80 (m, 1H), 7.70-7.05 (m, 7H), 6.54 (d,1H), 3.94 (s, 3H), 3.90 (s, 3H)
Melting point: 204-206 °C.

Yield: 69 %

20 Example A54
2-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamid
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LC/MS purity: 98% mz 483 [MF11l- miz 485 [MH Rt.
2.71 min. 1H NWR (300 MHz, DWsO-d6): 9.82 (bs, 1H),

wooen12047 1H), 7.65 (m 2H), 7.39-7.01 (m 7HPCTEP2009/002798

(d, 1H), 3.94 (s, 3H), 3.89 (s, 3H), 2.59 (s, 3H
SMel ting point: 213-215 C. _§sel d: 55 % Exanpl e AS53
N44- (6, 7- Di met hoxy- qui nol i n- Eyl oxy) - 2-fl uoro- Phenyl]
2- tr| fl uor gnet ho Obenzenesul f onam

ﬁMB’s@é %38 48 LC/MS purity: 96%mz 537

Lﬁ}ﬂg@%@?& 989 K% a7 1P 4Pz T80 (WIS RODBIGADD Mz

7. BVIR (300 M1z DMSO-08) @@? Seys. HHhA 50, (wrf)ewﬂ@ 1H),
735%@33%81 1510 (RS9 081 ) 862780 1F), Yoa!(d; 3R, 3.89
(3 ﬁh)oro NA4- (6 7-di met hoxy- qui nol i n- 4-yl oxy)-2-fluoro

enyl] - benzen%ségl fonamd WO
M@loggmmﬁ?ﬂ%?ﬁé 09/ 002798 -63 - C23H18CI FN205S M,

\éé'% Zg C/MS purity: 98%mz 487 [M11], mz 489 [MH]
mn. 'HNWR (300 Mz, DMSO-d6): 10.43 (bs,
8.50 (d, 1H), 7.69 (d, 1H),

Example A55
2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-ﬂuoro-pheny|]-

F
N\S
N
(o}
0 Br

benzenesulfonamide

C2H1sBrFN2OsS Mw. 533.38 |

LC/MS purity: 98%, m/z 531 [M-H]', m/z 533 [M-H]* Rt. 2.85 min.

"H NMR (300 MHz, DMSO-d6): 10.40 (bs, 1H), 8.50 (d, 1H), 7.95 (dd, 1H),
7.88 (dd, 1H), 7.55 (m, 2H), 7.40 (s,2H), 7.26 (m, 2H), 7.04 (dd, 1H), 6.53 (d,
1H), 3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 225-227 °C.

Yield: 47 %

Example A56
N—[4-(6,7-Dimethoxy—quinolin-4-y|oxy)-2-ﬂuoro-phenyl]-4-ethyl-

.benzenesulfonamide

/0 O N
/
o N



10

15

20

7.64 (m 2H), 7.51-7.17 (m 5H), 7.00 (d,1H), 6.52 (d,
1H), 3.94 (s, 3H), 3.89 (s, 3H Melting point: 232-234

WOoQo0¥iwkd: 76 % Exanpl e A55 PCT/EP2009/002798

102- Br ono- N44- (6, 7- di net hoxy- qui nol i n-4-yl oxy) - 2-f | uor
o- phenyl] - benzenesul f onanmi_gg C23F118Br FN205S M.
533.38 LO/MS purity: 98% mz 531 [MH, mz 533 [MH]

R. 285 mip. NMR (300 Mz, DNVBO-d6): 10.40 (bs,
Crp'l)’zaé%‘ éaﬂ@” %%1557 95 (dd, 1H), 7.88 (d?:l 1H), 7(52
L(?ﬂgl??%tﬂgﬂr%, sz 2481, [M-l-qﬁ n(/m483|1M HT* R¥ 3(@tmidH) ,

"HoNMR (QQQSMIzz, S OMSOE): Thmd (o5 zﬁ-lbgdﬁ&(ge "WEh"9.66 (@, 2H),
f\"iﬁpﬁ\fpﬁ) y 3B R011Ny U5 0hd rid, ¥ 0 Wla, AH), BBP (TR 94 (s,

ﬂggslgrﬂ(é%mCZBBF(aOlaloonzwqa 3Hs)4 C25H23FN205S M.

53 94% miz 481 EMH, miz 483 [M
Melting R?l"t Nﬁﬂéé 1&1 NMVR (300 MHz, DVBO- d6): 10. 14[(bg|]

Y’l,gpd_?g%o (d, 1H), 7.66 (d, 2H), 7.41 (m 3H), 7.32
(t, , 7.22 (dd, 1H), 7.04 (dd, 1H), 6.54 (d, 1H),
3.94 (s,_53H) 3.90 (s, 3H), 2.68 (g, 2H), 1.20 (t,
g’x@m%';&é‘ﬁg point: 193-195 C. Yield: 66 cs/0

N-[4-(6,7-Dimethoxy-quinoIin-4-y|oxy)-2-ﬂuoro-phenyl]-4-phenoxy-
o
F
WOR®

/O]f;?j
s
o N

C2oH2FN2OsS Mw. 546.58

LC/MS purity: 95%, m/z 545 [M-H[, m/z 547 [M-H]* Rt. 3.23 min.

'H NMR (300 MHz, DMSO-d6): 10.13 (bs, 1H), 8.49 (d, 1H), 7.73 (d, 2H),
7.43 (m, 4H), 7.32-7.22 (m, 4H), 7.10 (m, 4H), 6.55 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H)

Melting point: 202-204 °C.

Yield: 76 %

benzenesulfonamide

Example A58
N-[4-(6,7-Dimethoxy—quinoIin-4-y|oxy)-2-ﬂuoro—phenyl]-3-ﬂuoro-2-methyl-
benzenesulfonamide
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Exanpl e A57
10N44- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- Pheny1l

wolody/prerioxy- benzenesul fonanmi de otc C291- PXIAN200H02798

Mv. 546.58 LC/MS purity: 95% miz 545 EMH, iz 547
[MH R. 3.23 min. 151FI NAR.(300 Mz, DNBO- d6):
4110.13 (bs, 1H), 8.49 (d, 1H), 7.73 (d, 2H), 7.43 (m
, 7.10 (m 4H), 6.55 (d, 1H),
C@’%fz{bos?arhﬂw gé&@o '3H) Melting point: 202-204 C
Lmbdpurﬁu%%onﬁ%ae‘s'[m 'PBSm/z 487 [M- H]* Rt. 2.92 min.

met hoxy- qui no

B Nmeotaszﬂz HIMSOrdhY: e‘hésgﬁlél(b@néhe;dé 57f Hﬂﬁ) 76631 (m,

o367 29 (06 {EhdA OF TelloB 5210 100 3 9T SRS 5830 T

l\ﬂltlng?BBQ\tWQMZI]ﬂ%/R (300 MHz, DMBO-d6): 10.39 (bs,
57 (d, 1H), 7.60-7.31 (m 6H), 7.23 (dd, 1H),
Ym'dﬂ%&’o 1H), 6.52 (d, 1H), 3.94 (s, 3H), 3.89 (s, 3H)

Example A59
N-[4-(6,7-Dimethoxy-quino|in-4-y|oxy)-2-ﬂuoro-phenyl]-2-ﬂuoro-

benzenesulfonamide

O

2\ /)

o

CxH1sF2N20sS Mw. 472.47

LC/MS purity: 98%, m/z 471 [M-H, m/z 473 [M-H]' Rt. 2.72 min.

'H NMR (300 MHz, DMSO-d6): 10.47 (bs, 1H), 8.51 (d, 1H), 7.70 (m, 1H),
7.70 (m, 2H), 7.37 (m, 5H), 7.22 (dd, 1H), 7.03 (dd, 1H), 6.53 (d, 1H), 3.94
(s, 3H), 3.89 (s, 3H) *

Melting point: 235-236 °C.

Yield: 51 %

Example A60
4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-

benzenesuifonamide



5Mel ting point: 204-206 C. Yield: 78 % Exanpl e A59
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] -
WO02009/12041G10benzenesul f onam de C23H18F2N205S MWI/RPZEN9AF2798
LG MS purity: 98% nmiz 471 [MH, mz 473 [MH Rt.
2 72 m n. 11-1 NWR (300 gitz, DMSO-d6): 10.47 (bs,
8.51 (d, 1H), 7.70 (m 1H), 157.70 (m 2H), 7.37

c@%@r@m@;ﬁh& T8 305 "ol ting ot nt: 338- 236 €
Lgéngromr_ﬁg_ ﬁgﬁgﬂrﬁﬁqmﬁg m/z 567 [M-HJ' Rt. 3. 14 m|n

MO0 Mg DN 0. ApSaTat o DL B B, 1),

i, Both Eg(ﬁéppur??ﬁﬁég’%t me 3, FARLIGLTF BEIRESIH),

s 3[94 (4 8HY 3.90 (543HH)N. 1F1 NMR (300 MHz, DMSO d6):
10. 45 (bs,

1 (d, 1H), 8.02 (d, 1H), 7.87 (s,
Mgling poing’ 2 §a 2313438 7.42-7.24 (m 4H), 7.07 (d, 1H),
Yielg/s68, 1H), 53.94 (s, 3H), 3.90 (s, 3H Melting
point: 231-232 C. Yield: 55 % Exanple A61
1ON44 (6, 7- D nmet hoxy- qui nol i n-4-yl oxy)-2-fl uoro-phenyl
éx fl U0~ 3- met hoxy- benzenesul f onam de
ample Ab1

10 N-[4-(6,7-D|methoxy-qulnol|n-4-y|oxy)-2-ﬂuoro-phenyI]-4-ﬂuoro-3-methoxy-

benzenesulfonamide
F
L X
N_ e
/0 N
P
~o N

C24H20F2N206S Mw. 502.50
LC/MS purity: 100%, m/z 501 [M-H}, m/z 503 [M-H]* Rt. 2.69 min.

5 'H NMR (300 MHz, DMSO-d6): 10.20 (bs, 1H), 8.50 (d, 1H), 7.49-7.22 (m,
7H), 7.05 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H), 3.87 (s, 3H)
Melting point: 214-216 °C. |
Yield: 45 %

20 Example A62
N-[4-(6,7- Dlmethoxy-qu|noI|n-4-onxy) 2-ﬂuoro—phenyl]-4-ethoxy-3 -methyl-

benzenesulfonamid
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C241120F2N206S My, 502.50 LC/ MBS purity: 100% nfz 501
[MH, mz 503 [MH R. 2.69 min. 15111 NVR (300 Mz,
WODNBO2G6): 10. 20 (bs, 1H), 8.50 (d, 1H), 7.49PTIAP2009002798

7H), 7.05 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.90

(s, 3H), 3.87 (s, 3H) Meltigg._point: 214-216 C Yield:
45 % 20Exanpl e A62

N44- (6, 7-Di rreH} Xé/ qui nol i n- 4-yl oxy) - 2-fl uor o- Phenyl] -
C '%839633 %I benzenesul fonamd WO

1. / X C261 125FN206S M.
WS TR P T S R o

'H NMRNBBO(Mbe, DSORBIBIES (5, § M358 (d1|1|’-l) gSgdn‘c B, 7.42

-HPH)177 ?&;&%—1{? 3% “fiaf &2(%[@ yﬁa 496&@@13)-») X 5, 1H),

4514) ) 2H), 334 (s, 3H)43.09,(s38M), B36Q, @) 3H), 1.36 (t
[tin EOI nt. 158-160 C. Yield: 61 % Exanple A63
%P!ﬁ‘éxa Hai ene- 1- sul f oni caci d[ 4- (6, 7- di net hox

Y@ggﬁg’j I n-4- yI oxy) - 2-fl uoro- phenyl ] -am d

EN206S My 534.57 LC/ VB purity: 97% nfz 533
[ M Hr . 3.07 min. 1511-1 NMR (300 Mz, DWMSO- d6):
E}(ampeg'\%ﬁ 1H), 8.68 (d, 1H), 8.48 (d, 2H)

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyt]-amid

C2sH2FN2OsS Mw. 534.57

LC/MS purity: 97%, m/z 533 [M-H] Rt. 3.07 min.

'H NMR (300 MHz, DMSO-d6): 10.31 (s, 1H), 8.68 (d, 1H), 8.48 (d, 2H),
8.29 (d, 1H), 8.07 (d, 1H), 7.70 (m, 2H), 7.38 (s, 1H), 7.37 (s, 1H), 7.28 (t,
1H), 7.07 (m, 3H), 6.45 (d, 1H), 4.05 (s, 3H),

3.93 (s, 3H), 3.88 (s, 3H)

Melting point: 226-227 °C.

Yield: 62 %
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8.29 (d, 1H), 8.07 (d, 1H), 7.70 (m 2H), 7.38 (s,
1H), 7.37 (s, 1H), 7.28 (t, 1H), 7.07 (m 3H), 6.45

wOo(209/H17 4. 05 (s, 3H), 3.93 (s, 3H), 3.88 (s,PCIHP2009/002798

Mel ting point: 226-227 C. 20Yield: 62 % WO

2009/ 127417PCT/ EP2009/ 002798g-. 68 - Exanpl e A64

N44- (6, 7- Di met hoxy- qui nol i n-ﬁ-yl oxy) - 2-fl uor o- phenyl] -

2- met hOxy- 4, 5- di met hyl - benzenesul f onani de 0
Ezarpi®ABA206S Mv. 512.56 LG/ MS purity: 97% nfz 511

L7 B _HiRolicELyIDRG-4- Gnélfhoxy,§3
N -8 7 Pimathcd gy 4y OXf 4 A8 pRen L B by
dim&bykbehzendsulfnamiden 2H), 6.51 (d, 1H), 3.94 (s,
3H), 3.88 (s, 3H), 3.84 (s, 3H), 2.27 (s, 3H), 2.15
(s, 3H) ioMelting point: 238-240 C. Yield: 53 %
Exanpl e A65
N-{244- (6, 7- Di met hoxy- qui nol
1] - 4- net hyl - Phenyl}- 15ace
507.57 LG/ M5 purity: 99% 56%/!&\![, mz 508 [MH|
Rt. 2.51 min. "HNW (3 , DMBO-d6): 10.2 (bs,
1H), 10.13 (s, 119 43(d, 1H), 208.15 (d, 1H), 7.72
(d, 1H), 7.44 (S, 737 (s, 1H), 7.29 (d, 1H),
7.13 (dd, 4H), 6 ), 3.93 (s, 3H), 3.89 (s,
3H), 2.54 (s, 3H), 2.03 (s, 3H) Mlting point: 134-136
&stFNzOsS Mw. 512.56

LC/MS purity: 97%, m/z 511 [M-H] Rt. 2.97 min.

'H NMR (300 MHz, DMSO-d6): 9.63 (s, 1H), 8.50 (d, 1H), 7.40 (s, 3H), 7.33
(t, 1H), 7.20 (dd, 1H), 7.02 (m, 2H), 6.51 (d, 1H), 3.94 (s, 3H), 3.88 (s, 3H),
3.84 (s, 3H), 2.27 (s, 3H), 2.15 (s, 3H)

Melting point: 238-240 °C.

Yield: 63 %

F
i n- - phenyl sul f anoy

125N306S Mw.

Example A65 _
N—{2-[4-(6',7-Dimethoxy-quinolin-4-y|oxy)—phenylsulfamoyl]-4-methy|-phenyl}-

acetamide

C2H2sN306S Mw. 507.57

LC/MS purity: 99%, m/z 506 [M-HJ', m/z 508 [M-H]' Rt. 2.51 min.

'H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 10.13 (s, 1H), 8.43 (d, 1H),
8.15 (d, 1H), 7.72 (d, 1H), 7.44 (s, 1H), 7.37 (s, 1H), 7.29 (d, 1H), 7.13 (dd,
4H), 6.35 (d, 1H), 3.93 (s, 3H), 3.89 (s, 3H), 2.54 (s, 3H), 2.03 (s, 3H)
Melting point: 134-136 °C.
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WO 2009/ 127417PCT/ EP2009/ 002798 - 69 - Yield: 49 %
Exanpl e A66

WONOPHRA4K76, 7- Di met hoxy- qui nol i n- 4-yl oxyyPheny |POVER20002798

]-2, 6-di net hyl - 5phenyl yacetam de C271-127N306S Mw.
521.60 LGOI MS purity: 94% nmgg 520 [MH, mz 522 [MH]
Rt. 2. 49 mn. 1F1 NWR (300 , DMBO-d6): 13.5 (bs,
1H), 44 (d, 1H), 7.73 (d, 1H), 7.45 (s, 1H), 7.37

Yield: 491)% 7.25 (d, 1H), 7.14 (m 4H), 6.37 (d, 1H),
3.93 (s, 3H), 3.89 (s, 3H), 2.44 (s, 3H), 2.17 (s,
3H) 2.07 (s, 3H Melting point: 145-147 C. Yield: 67

hipls AG8 e AG7

VR - d- -
R
&R fac%@érﬁ{dtﬁ purity: 99% mz 499 EMH nmlz 501
p? . 2.89 mn. 1H NMR (300 MHz, DVSO-d6): 10.27
(bs, 1H) 8.45 (d, 1H), 7.70 (m 2H), 7,36 (m 3H),

7.18 (m 4H), 6.37 (d, 1H), 3.93 \,n/a.go (s, 3H)
Melting point: 226-227 C. WO o

2009/ 127417PCT/ EP2009/ O()j@/%g; L

~ AN
Y
~o N

C2H27N306S Mw. 521.60

LC/MS purity: 94%, m/z 520 [M-H[, m/z 522 [M-HJ"Rt. 2.49 min.

'H NMR (300 MHz, DMSO-d6): 13.5 (bs, 1H), 8.44 (d, 1H), 7.73 (d, 1H),
7.45 (s, 1H), 7.37 (s, 1H), 7.25 (d, 1H), 7.14 (m, 4H), 6.37 (d, 1H), 3.93 (s,
3H), 3.89 (s, 3H), 2.44 (s, 3H), 2.17 (s, 3H), 2.07 (s, 3H)

Melting point: 145-147 °C.

Yield: 67 %

Example A67
3-Ch|oro-N-[4-(6,7-dimethoxy-quinoIin-4-y|oxy)—phenyl]-4-methoxy-

benzenesulfonamide

O

~o

A/

C24H21CIN,OsS Mw. 500.96

LC/MS purity: 99%, m/z 499 [M-H} m/z 501 [M-H]"Rt. 2.89 min.

'H NMR (300 MHz, DMSO-d6): 10.27 (bs, 1H), 8.45 (d, 1H), 7.70 (m, 2H),
7.36 (m, 3H), 7.18 (m, 4H), 6.37 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H)

Melting point: 226-227 °C.
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Yield: 51% Exanpl e A68
5- Chl or o- Nd4- (6, 7- di net hoxy- qui nol i n-4-yl oxy) - Pheny1] -

WR200%137éKy 5benzenesul f onam de C24H21Cl N206S MR CTIER20€E)02798

LG/ M5 purity: 98% mz 499 EMH mz 501 [MH Rt.
2.90 mn. 1H NWVR (300 _ Iy;jz_, DVMSO- d6) : 10. 24 (s,
1H), 8.44 (d, 1H), 7.66 (m 2H), 107.44 (s, 1H), 7.37
é_s, 1H, 7.27-7.13 (m 5H), 6.32 (d, 1H), 3.93 (s,
deld: 53792 (s, 3H), 3.89 (s, 3H), Melting point:
255-257 C. Yield: 63 %15 Exanple A69

5- Chl or o- Nd4- (6, 7- di net hoxy- qui nol i n-4-yl oxy) - phenyl ] -
Exampla®68 4- net hyl - benzenesul f.onanide Cl 0

TR Hé?'ﬁgg J5mdthoxg AP A hExPERhen et B, D03

berkenddulfohamide 1H), 8.44 (d, 1H), WO

2009/ 127417PCT/ EP2009/ 002798 - 71 - 7.65 (s, 1H), 7.44
(s, 3H), 7.37 (s, 1H, 7.17 (m 5H), 633 (d, 1H),
3.93 (s, 3H), 3.91 (s, 3H), 3.89 (s, BM),, 2.36 (s, 3H
Melting point: 236-238 C. Yield: 70 Exanpl e A70

3-tert-Butyl-N44-(6, 7-di met ggs n- 4-yl oxy) - Phen
y1] - 4- met hOxy-

O\
o
~o N

C2:H21CIN2.OsS Mw. 500.96

LC/MS purity: 98%, m/z 499 [M-H] m/z 501 [M-H]* Rt. 2.90 min.

'H NMR (300 MHz, DMSO-d6): 10.24 (s, 1H), 8.44 (d, 1H), 7.66 (m, 2H),
7.44 (s, 1H), 7.37 (s, 1H), 7.27-7.13 (m, 5H), 6.32 (d, 1H), 3.93 (s, 3H), 3.92
(s, 3H), 3.89 (s, 3H), |
Melting point: 255-257 °C.

Yield: 63 %

Example A69
5-Chloro-N-[4-(6,7- d|methoxy-qumolln-4-y|oxy) -phenyl]-2-methoxy-4-methyl-
benzenesulfonamide

cl

NJ
AN
o~ o
JSLaDS
0

CstzaClNzOsS Mw. 514.99
LC/MS purity: 98%, m/z 513 [M-HJ Rt. 3.04 min.
'H NMR (300 MHz, DMSO-d6): 12.0 (bs, 1H), 10.17 (bs, 1H), 8.44 (d, 1H),
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ben_zenesul fonam de o 10C281-130N206S Mwn. 522.63 LC/ M5
purity: 98% mz 521 [MH R. 3.24 mn. 1H NMR (300

WOoMgy/12DMBO- d6) : 10. 13 (bs, 1H), 8.43 (d, 1H), PETGP20@/002798

1H), 7.56 (s, 1H), 7.44 (s, 1H), 7.38 (s, 5H), 7.16
(m 5H), 6.33 (d, 1H)), 3.947?_, 3H), 3.90 (s, 3H),
87 (s, 3H, 1.29 (s 9H) 5Mel ting point: 229-231
el d: 56 % Examp

7[35 (5 T4 Ko 351 o 0y T ST B 533 BB RS .
e O E eI e
Melhng'pbfritﬂ\RQ-ZGBom—lz DVBO-d6): 9.66 (s, 1H), 8.52 (d,

&2@6976 45 (m 4H), 7.09 WO

29417PCT/ EP2009/ 002798 - 72 - (d, 1H), 6.63 (d,
( 2|f:_’|)951(20 (3H) 2|f:_’|)92 (s, 3H, 3.11 (t, 2H), 1.70
m g, 0.89 (t, 3H) Meltin oi nt:
Emmned\@ Yield: 42 % Exanpl e A72 P

M fo@ uoroiyoﬁiuﬁammy\oﬁ@,m@m_mmm o

_ phenyl ] - am
benzenesulfonamlde
O\
N
LY

~

C2sH30N206S Mw. 522.63

LC/MS purity: 98%, m/z 521 [M-HJ Rt. 3.24 min.

‘H NMR (300 MHz, DMSO-d6): 10.13 (bs, 1H), 8.43 (d, 1H), 7.62 (d, 1H),
7.56 (s, 1H), 7.44 (s, 1H), 7.38 (s, 5H), 7.16 (m, 5H), 6.33 (d, 1H), 3.94 (s,
3H), 3.90 (s, 3H), 3.87 (s, 3H), 1.29 (s, 9H).

Melting point: 229-231 °C.

Yield: 56 %

e

Example A71
Butane-1-sulfonic acid [4-(6,7-dimethoxy-quino|in-4-yloxy)-2-ﬂuoro-phenyl]-

N\ /\/\
253
o) (o]
o)

amide

Cz1H23FN205$ Mw. 434 .49
LC/MS purity: 99%, m/z 433 [M-HF, m/z 435 [M-H]'Rt. 2.67 min.
'H NMR (300 MHz, DMSO-d6): 9.66 (s, 1H), 8.52 (d, 1H), 7.45 (m, 4H), 7.09



10C211- 123FN205S Mw. 434.49 LC/ MS purity: 100% mz

433 [MH, mz 435 [MH R. 2.48 nin. NVR (300 MHz,
woDnBO266)y: 9.68 (s, 1H), 8.52 (d, 1H), 7.52-7PLI/EMP09/002798

3H), 7.43 (dd, 1H), 7.09 (dd, 1H), 3.95 (s, 3H), 3.92

(s, 3H), 3.02 (d, 2H), 2.207pm 1H), 1.04 (s, 6H)

15Mel ting point: 175-176 C. Yield: 46 % Exanple A73

N4 4 - 7- in | o 5 P

OB B e o8 Sttt Sl 3 F g b2y, TARY 21
I btao (t mz 467 [MH, mz 469 [MH Rt.

. rﬁﬂ? 'Hs\ll\/R 300 MHz, DI\/SOdG): 9.73 (s, 1H),

Mgeltiag paint:1 Hp4-168BLC(m 9H), 7.03 WO
944237417PCT/ EP2009/ 002798 - 73 - (d, 1H), 6.58 (d,
Yi%a;“%./gs (s, 3H), 3.92 (s, 3H), Melting point:
5 204-205 C Yield: 47 %5 Exanple A74

3- Brann-_N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - Pheny1] - 4

Examme nzenesul f onami de 10C241-121Br N206S M.

- 10 iyl -2-
Ao il sy ot o

flubso-phepyll-amide (d, 1H), 781 (s, 1H), 7.73 (dd, 1H),
7.45 (s, 1H), 7.38 (s, 1H), 727 (dd, 1H), 7.17 (m

4H), 6.35 (s. 1H), 3.93 (s. 3H), 3.92 (s, 3H). 3.90
(s, 3H). 15Melting point: 2 ,S(Y
0]

10 C21H2FN2OsS Mw. 434.49
LC/MS purity: 100%, m/z 433 [M-HI, m/z 435 [M-H]’ Rt. 2.48 min.
'H NMR (300 MHz, DMSO-d6): 9.68 (s, 1H), 8.52 (d, 1H), 7.52-7.41 (m, 3H),
7.43 (dd, 1H), 7.09 (dd, 1H), 3.95 (s, 3H), 3.92 (s, 3H), 3.02 (d, 2H), 2.20
(m, 1H), 1.04 (s, 6H)

15 Melting point: 175-176 °C.
Yield: 46 %

Example A73
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-C-phenyl-
20 methanesulfonamide

Ca2¢H21FN,OsS Mw. 468.51
LC/MS purity: 99%, m/z 467 [M-HI, m/z 469 [M-H]' Rt. 2.57 min.
H NMR (300 MHz, DMSO-d6): 9.73 (s, 1H), 8.54 (d, 1H), 7.38 (m, 9H), 7.03



Yi el d: 74% Exanpl e A75

Bi phenyl - 3- sul f oni caci d[ 4- (6, 7-di net hoxy- qui nol i n-4-yl
woegyr2341tet hyl - 20phenyl ] - am de  C301- 126N2058CWEP2009/002798

526.62 LC/MS purity: 99 % nlz 525 [MH, mz 527

[MH Rt. 3.19 min. 1H NVR £3Q0 MHz, DMSO-d6): 10.29

(s, 1H), 8.32 (d, 1H), 7.97 (m 1H), 257.77 (d, 1H),

7.67 3 7.5 : i 0 37, , 1H), 7.15 :
(d, HH), (ﬁnbé (@1%@-352?-03@15'?3-#&, 3}4);3 (?? 3H), 3.(30 (s,
Nﬁé‘%ﬁ @om'. 664-2819)oc WO 2009/ 127417PCT/ EP2009/ 002798 - 74
- I'ng point: 178-180 C. Yield: 55% Exanpl e A76

Yie\d:447 86 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3- net hyl - Pheny1]
- 3- phenoxy- benzenesul fonam de C301-126N206S Mw.
542.62 LC/MB purity: 100 “)/0, mz 541 [MH, mz 543

Exbirile R74 3.21 nin. 10'H NMR (300 MHz, DVBO-d6): 10.28

7.63-7.44.

SNt At g g expPheryi4-glesiord: >°
bah¥enes dnkfidé™ . 2. 08 (s, 3H)

N
S L

ﬁj@&
~
~o N

C24H21BrN20sS Mw. 545.41

LC/MS purity: 100 %, m/z 543 [M-HJ', m/z 545 [M-H]'Rt. 2.78 min.

H NMR (300 MHz, DMSO-d6): 10.25 (bs, 1H), 8.46 (d, 1H), 7.81 (s, 1H),
7.73 (dd, 1H), 7.45 (s, 1H), 7.38 (s, 1H), 7.27 (dd, 1H), 7.17 (m, 4H), 6.35 (s,
'1H), 3.93 (s, 3H), 3.92 (s, 3H), 3.90 (s, 3H).

Melting point: 211-212°C.

Yield: 74 %

Example A75 '
Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-

e
20

/o: : %\
/
o N

C3oH26N205S Mw. 526.62

LC/MS purity: 99 %, m/z 525 [M-HI, m/z 627 [M-H]'Rt. 3.19 min.

'H NMR (300 MHz, DMSO-d6): 10.29 (s, 1H), 8.32 (d, 1H), 7.97 (m, 1H),
7.77 (d, 1H), 7.67 (m, 3H), 7.50 (s, 5H), 7.37 (s, 1H), 7.15 (s, 1H), 7.05 (s,
2H), 6.0 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H), 2.01 (s, 3H)

phenyl]-amide
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Melting point: 115-117 C. Yield: 65 % 15 Exanple A77
Napht hal ene- 1-sul fonic acid

WO 409/ B7#+7di met hoxy- qui nol i n- 4-yl oxy) - 3- net hyl PCT/EP2009/002798

phenyl ] -am de 20C281124N205S Mwn. 500.58 LC/ MS purity:
95 % mz 499 [MH, mz Sog[MH] Rt. 2.87 min. IH
NVR (300 MHz, DI\/ISOdG) 8 , 8.75 (d, 1H),
8.38 (d, 1 (m 2H), 8. 10(d 1H), 7.69 (m
Mglling poind ‘(%@QDC? 36 (s, 1H), 7.04 (s, 1H), 6.95
Y(ié"g :Q(@cy607(d 1H), 3.92 (s, 3H), 3.88 (s, 3H),

4 3H) 25Melting point: 118-120 C. WO
2009/ 127417PCT/ EP2009/ 002798 - 75 - Yield: 43 %

aml /8
%ﬂ?ﬁ? ne- 5- sul f oni caci d[ 4- (6, 7- di et hoxy- qui nol i n-

r\ﬂ-gLK/S’F}Dmﬁhﬁaxyl-hu|r@ﬁm4iylox¢)2-64rnéﬂwmbéﬁyllv®-piW‘b)G4
urity: 100 % mz 486 [MH, mz 488 [MH Rt.
bgng@neﬁsuifonﬁomﬂﬂ NVR (300 MHz, DMBSO- d6) 10.80 (s, 1H),

9.48 (s, 1H), 873(d 1H), 8.51 H),‘8.43(m
3H), 7.82 (t, 7.39 (s 1H), (s, 1H, 7.10
(dd, 4H, 626(d 1H), 3. \3 .87 (s, 3H
Melting point: 229- 231C o

CaoH26N206S Mw. 542.62

LC/MS purity: 100 %, m/z 541 [M-H}, m/z 543 [M-H]' Rt. 3.21 min.

'H NMR (300 MHz, DMSO-d6): 10.28 (bs, 1H), 8.40 (d, 1H), 7.63-7.44 (m,
4H), 7.42-7.30 (m, 3H), 7.25-6.97 (m, 7H), 6.28 (d, 1H), 3.94 (s, 3H), 3.89 (s,
3H), 2.08 (s, 3H)

Melting point: 115-117 °C.

Yield: 65 %

Example A77
Naphthalene-1-sulfonic acid [4-(6,7- dimethoxy-quinolin-4-yloxy)-3- methyl-

e
S

phenyl}-amide

C2H24N205S Mw. 500.58 |

LC/MS purity: 95 %, m/z 499 [M-HI, m/z 501 [M-H]'Rt. 2.87 min.

'H NMR (300 MHz, DMSO-d6): 10.68 (s, 1H), 8.75 (d, 1H), 8.38 (d, 1H),
8.24 (m, 2H), 8.10 (d, 1H), 7.69 (m, 3H), 7.46 (s, 1H), 7.36 (s, 1H), 7.04 (s,
1H), 6.95 (m, 2H), 6.07 (d, 1H), 3.92 (s, 3H), 3.88 (s, 3H), 1.94 (s, 3H)
Melting point: 118-120 °C.
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15 Exanpl e A79
3,5-Di chl oro- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3- ne

wotdegd/r2phieny 1] - 2- hydr oxy- benzenesul f onam de  PCT/EP2009/002798

C241120C12N206S Mwv. 535.41 LC/ VS purity: 91 % nfz 533
[MH, mz 535 [MH Rt. 2.9§.rin. 1F1 NMR (300 Mz,
DVSO- d6) : 10 2 (bs, 1H), 7.87 (d, 1H), 7.73 (s, 1H),
YY%@8 %do 762 (s, 1H, 7.14 (m 5H), 6.59 (d,

G1 ( 2.05 (s, 3H WO |
2009/ 127417PCT/ EP2009/ 002798 - 76 - Melting point:
113 117 C Yield: 25 % Exanpl e A80

83Him dazol e-4-sul fonic acid

I%ﬁqlm%@@%y 0' '[ﬁgﬁﬂéuﬁ%@fhowaﬁﬁ%%-@wbd?) -phenyll-

‘C/ M5 purity: 99 %
anhidelr, niz 441[MH] Rt 2.02 mn. NMR (300 MHz,
DMSO-d6): 12.4 (s, 1H), 8.58 (dd, 1 8.45 (d, 1H),
7.78 (t, 1H), 7.65 (d, 1H), 7.47 ( H, 7.26 (d,

2H), 7.13 (d, 1H), 6.39 (d, APN-3- , 3H), 3.91

(s, 3H), 2.28 (s, 3H) l\/bltlpo b: | 26@- 269 C.

15Yiel d: 54 % Exanpl e A8
/o ~
o N

C26H21N30sS Mw. 487.54

LC/MS purity: 100 %, m/z 486 [M-H], m/z 488 [M-H]' Rt. 2.51 min.

'H NMR (300 MHz, DMSO-d6): 10.80 (s, 1H), 9.48 (s, 1H), 8.73 (d, 1H), 8.51
(d, 1H), 8.43 (m, 3H), 7.82 (t, 1H), 7.39 (s, 1H), 7.36 (s, 1H), 7.10 (dd, 4H),
6.26 (d, 1H), 3.92 (s, 3H), 3.87 (s, 3H)

Melting point: 229-231 °C.

Yield: 74 %

Example A79
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-

N
~s< cl
o” o
o}
o

hydroxy-benzenesulfonamide

CaH20ClNz06S Mw. 535.41

LC/MS purity: 91 %, miz 533 [M-H], m/z 535 [M-H]* Rt. 2.90 min.

'H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 7.87 (d, 1H), 7.73 (s, 1H), 7.68
(d, 1H), 7.62 (s, 1H), 7.14 (m, 5H), 6.59 (d, 1H), 4.01 (s, BH), 2.05 (s, 3H)



Bi phenyl - 4-sul fonic acid

[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - Pheny1] - am de
wWOo20CZ2TAP4N205S Mv. 512.59 LC/ MS purity: 96 %POTEP2811002798

[M1-1], mz 513 [MH Rt. 3.12 min. 111 NWR (300 MHz,

DMSO-d6): 10.42 (bs, 1H), 8442 (d, 1H), 7.87 (m 4H),

7.73 (d, 2H), 7.49 (m 3H), 7.43 (s, 1H), 7.37 (s,

7.17 (d, 2H), 6.36 (d, 1H), 3.93
MQ‘"@W'MB‘FE’B&ZDOC&—D 25Mel ting point: 191-194 C. -
Y@ﬂ ? | d: 52 % Exanpl e A82

(2 , /- Di met hoxy- qui nol i n-4-yl oxy) - phenyl ]-3-pyrimd
i n-2-yl 5benzenesul fonam de C27H22N405S Mwv. 514. 56
éz( N?Wdty 99 % mz 513 [MH, mz 515 [MH R.
10 1H NWR (300 MHz, DI\/SOdG) 10. 2 (bs, 1H)),
5 28M%ﬂ1wi3H ahidaz6les®-sifonitH)aci®. §4-(6,T-difréthosy-gainotin-4-yloxy)-
1H), 790(d 1H), 7.75 (t, 1H), 7.54 (t, 1H), 7.42
phenyllgmide 36 (s, 1H), 7.22 (d, 2H), 7.15 (d, 2H),

6.28 (d, 1H), 3.92 (s, 3H, 387( Mel ting
poi nt: 194-195 C. 15Yield: Y% EX | lle” A83
Benzo[ b] t hi ophene- 2-sul f oni di g{%o( 7- di met hoxy- qui n
ol i n-4-yl oxy) - phenyl]-argde 0 C25H20N20582 M.
492. 58 o
7~ AN
~o N/

C21H20N40sS Mw. 440.48

10 LC/MS purity: 99 %, m/z 439 [M-HJ', m/z 441 [M-H]* Rt. 2.02 min.
H NMR (300 MHz, DMSO-d6): 12.4 (s, 1H), 8.58 (dd, 1H), 8.45 (d, 1H),
7.78 (t, 1H), 7.65 (d, 1H), 7.47 (s, 1H), 7.26 (d, 2H), 7.13 (d, 1H), 6.39 (d,
1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.28 (s, 3H)
Melting point: 268-269 °C.

15 Yield: 54 %

Example A81
Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-amide

o™

/oifj
o
o N

20 CxH2N,0sS Mw. 512.59
LC/MS purity: 96 %, m/z 511 [M-H}, m/z 513 [M-H]' Rt. 3.12 min.
'H NMR (300 MHz, DMSO-d6): 10.42 (bs, 1H), 8.42 (d, 1H), 7.87 (m, 4H),
7.73 (d, 2H), 7.49 (m, 3H), 7.43 (s, 1H), 7.37 (s, 1H), 7.25 (d‘, 2H), 7.17 (d,
2H), 6.36 (d, 1H), 3.93 (s, 3H), 3.88 (s, 3H)

25 Melting point: 191-194 °C.



10

15

20

25

LG/ VB purity: 99 % miz 491 [M11], mz 493 [MH R:.
2.90 m n. NVR (300 MHz, DMBO-d6): 10.72 (s, 1H),

w9177 1H), 8.08 (d, 1H), 8.02 (d, 1H), 7. FCTER2009/002798

3H), 7.44 (s, 1H), 7.37 (s, 1H), 7.29 (d, 2H), 7.19
(d, 252H), 6.36 (d, 1H), 3.9 {s, 3H), 3.88 (s, 3H)
WD 2009/ 127417PCT/ EP2009/ 002798 - 78 - Melting point:

\é%@ %5, C. Yield: 64 A) Exanple A84

n ['é]thl ophene- 3- sul f oni caci d[ 4- (6, 7- di met hoxy- qui

nol i n-4-yl oxy) - phenyl]-am de C25H20N205S2 Mw. 492. 58

é(C/l\/ﬁ py 'ty: 100% nmz 491 [MH, mz 493 [MH Rt.
PR, 10 1H NMR (300 MHz, DWVBO-d6): 10.25 (s 1H),

4% @do.ﬂémoxgﬂ)amm i) §haﬁy11]scoﬁ%dm82@’f 5 03

b(amzenesulfmamnd(ed 1H), 3 92 (s 3H), 3.88 (s 3H)
Melting point: 267-270 C. Yield: 5 %15 Exanpl e A85
1- Met hy1l- 2- oxo- 2, 3-di hydro-1H i nd | fonic acid
[4-(6, 7-di met hoxy- qui nol j SOy ~pienyl] - am de
20C26H23N306S Mw. 505. 55 “p@rityn. 100 % mz 504
EMH, mz 506 [MH R 9 2. in. :
DVSO-d6): 10.1 (b® 8.44 (m 1H), 7.71 (d, 1H),
7.64 (s, 1H), 7.41 ), 7.37 (d, 1H), 7.15 (m
4H), 6.36 (m 1H)° 3. , 3H), 3.88 (s, 3H), 3.64
(s, 2H), 3.13 (s, 3H) 25Melting point: 119-122 C

C2H2N,OsS Mw. 514.56

LC/MS purity: 99 %, m/z 513 [M-H], m/z 515 [M-H]* Rt. 2.67 min.

'"H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 8.96 (d, 2H), 8.82 (s, 1H), 8.62
(d, 1H), 8.36 (d, 1H), 7.90 (d, 1H), 7.75 (t, 1H), 7.54 (t, 1H), 7.42 (s, 1H),
7.36 (s, 1H), 7.22 (d, 2H), 7.15 (d, 2H), 6.28 (d, 1H), 3.92 (s, 3H), 3.87 (s,
3H)

Melting point: 194-195 °C.

Yield: 61 %

Example A83
Benzo[b]thiophene-2-sulfonic  acid -  [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

C25H20N-05S2 Mw. 492.58

LC/MS purity: 99 %, m/z 491 [M-HJ, m/z 493 [M-H]' Rt. 2.90 min.

'H NMR (300 MHz, DMSO-d6): 10.72 (s, 1H), 8.44 (d, 1H), 8.08 (d, 1H),
8.02 (d, 1H), 7.51 (m, 3H), 7.44 (s, 1H), 7.37 (s, 1H), 7.29 (d, 2H), 7.19 (d,
2H), 6.36 (d, 1H), 3.93 (s, 3H), 3.88 (s, 3H)



WO 2009/ 127417PCT/ EP2009/ 002798 - 79 - Yield: 54 %
Exanpl e A86 Bi phenyl -3-sul fonic acid

wo[20y/R7#+7di et hoxy- qui nol i n- 4-yl oxyyphenyl FanmPda/EP2009/002798
C291- 124N205S Mwv. 512.59 LC/MS purity: 97% mz 511

[MH, mz 513 [MH4 R. 3782 mn. NVR (300 Mz,
DVMSO d6): 10.3 (bs, 1H), 8.36 (d, 1H), 7.98 (s, 1H),

.95 10(d, 76 (d, 1H), 7.66 3H), 7.51
'\@909 PP'Si‘g %&Zﬁf’?-r g? (s,H)lH), 7. (2£1n(d,H)2H), 7. (1r7n
Yigls: 89 6.29 (d,"1H). 13.93 (s, 3H). 383 (s, 3K
Nel t

ing point: 197-200 C. Yield: 53 % 15Exanpl e A87
" N44- (6, 7- D net hoxy- qui nol i n-4-yl oxy) - Pheny1] - 4- (3, 5-di

Eggh%‘%@oxazol -4- yl met hoxy) - benzenesul f onam de
- IZ7N307S Mv. 561.62 LG/ MS purity: 97 % mz 560
5  BeMzdfblhiophenesBaulfohid 4 Btid 2. [3(6i7rdimethasyRy@isoindH-goxy)-

DVSO: d6).: 10.2 (bs, 1H), 8.45 (d, 1H), 7.72 (d, 2H),
phenu'l-@gglqul), 7.(32 (s,H)lH), 7. (16 (mH) 6H), 6. g? (d,H)

1H), 4.99 (s, 2H), 3.93 (s, 3H), 3. s, 3H, 2.39
(s, 3H), 2.19 (s, 3H) 25Melti ng p@i nt 88-190 C.
Yield: 11 "Yo o’:s\‘o _

C25H20N205S; Mw. 492.58
LC/MS purity: 100 %, m/z 491 [M-HJ, m/z 493 [M-H]" Rt. 2.84 min.

10 'H NMR (300 MHz, DMSO-d6): 10.25 (s, 1H), 8.39 (d, 1H), 8.28 (d, 1H),
8.25 (s, 1H), 8.01 (d, 1H), 7.42 (m, 3H), 7.35 (s, 1H), 7.04 (d, 2H), 6.93 (d,
2H), 6.31 (d, 1H), 3.92 (s, 3H), 3.88 (s, 3H)

Melting point: 267-270 °C.
Yield: 63 %

15
Example A85
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-phenyl}-amide

20 CzH23N306S Mw. 505.55 .
LC/MS purity: 100 %, m/z 504 [M-H]', m/z 506 [M-H]J* Rt. 2.37 min.
'H NMR (300 MHz, DMSO-d6): 10.1 (bs, 1H), 8.44 (m, 1H), 7.71 (d, 1H),
7.64 (s, 1H), 7.41 (d, 2H), 7.37 (d, 1H), 7.15 (m, 4H), 6.36 (m, 1H), 3.92 (s,
3H), 3.88 (s, 3H), 3.64 (s, 2H), 3.13 (s, 3H)

s Melting point: 119-122 °C.
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WD 2009/ 127417PCT/ EP2009/ 002798 - 80 - Exanpl e A88
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- Phenyl] -
wO0009/120410- 4- met hoxybenzenesul f onam de 5 C24 HEORHABEB2798
Mv. 502.50 LC/MS purity: 100 % mz 501 [MH, mlz 503
[MH R. 2.62 min. 1H NVR_(#00 MHz, DMSO d6): 10.15
(bs, 1H), 8.50 (d, 1H), 7.51 (m 3H), 7.41-7.21 (m
4H) 7. 04 (dd, 1H), 6.95 (d, 1H), 3.94 (s, 3H), 3.93
Yield: $4% 103.89 (s, 3H) Melting point: 230-232 C.
Yield: 23 % Exanpl e A89 '
15Bi phenyl - 3-sul foni caci d[ 4- (6, 7- di et hoxy- qui nol i n- 4-
anml&e-ﬁ@ﬁ*ret hyl - phenyl|l-am de C301-126N205S Mw.

B

SR P o SR g s
9.69(s "1H)., 8.40 (d, 1H), 7.97 7.87 (s,

1H), 7.66 (m 4H), 7.48 ( : @c " 1H), 7.06

(m 3H), 6.39 (d, 1H), 3.9 (°8H), @e (s, 3H),

2.00 (s, 3H Melting poig 220-222 C”Yield: 77 % WO .
2009/ 127417PCT/ EP2® )

Ca2H24N205S Mw. 512.59

LC/MS purity: 97 %, m/z 511 [M-H}, m/z 513 [M-HJ'Rt. 3.09 min.

'H NMR (300 MHz, DMSO-d6): 10.3 (bs, 1H), 8.36 (d, 1H), 7.98 (s, 1H), 7.95
(d, 1H), 7.76 (d, 1H), 7.66 (m, 3H), 7.51 (m, 3H), 7.43 (s, 1H), 7.37 (s, 1H),
7.24 (d, 2H), 7.17 (d, 2H), 6.29 (d, 1H), 3.93 (s, 3H), 3.88 (s, 3H)

Melting point: 197-200 °C.

Yield: 53 %

Example A87
N-[4-(6,7-Dimethoxy-quinolin-4-y|oxy)-phenyl]-4-(3,5-dimethyl-isoxazol-4-

T

ylmethoxy)-benzenesulfonamide

ﬂ)@é
p
~o N

Ca2sH27N30,S Mw. 561.62

LC/MS purity: 97 %, m/z 560 [M-HJ, m/z 562 [M-H]* Rt. 2.78 min.

'H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 8.45 (d, 1H), 7.72 (d, 2H),
7.44 (s, 1H), 7.38 (s, 1H), 7.16 (m, 6H), 6.37 (d, 1H), 4.99 (s, 2H), 3.93 (s,
3H), 3.90 (s, 3H), 2.39 (s, 3H), 2.19 (s, 3H)

Melting point: 188-190 °C.

Yield: 11 %
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- 81 - Exanple A90
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2- net hyl - Pheny1l] -

woRopdieey- benzenesul f onam de 5C301- 126N206 CWEP2009/002798

542. 62 LC/MS purity: 100 % mz 541 [MH, mz 543
[MH R. 3.22 min. 1F1 NVRgg300 MHz, DMSO-d6): 9.71
(s, 1H), 8.46 (d, 1H), 7.61 (t, 1H), 7.43 (m 5H),
7.18 (t, 1H), 7.08 (m 7H), 6.44 (d, 1H), 3.94 (s,
3H), 3.91 (s, 31-1), 1.98 (s, 3H) ioMelting point:
BahpldAg8 Yield: 70 % Exanple A91

e ane. 1. sui { d, 35pheny|
Nty DTy oI 0960 PoB PR gr - Teth ey

mz 451 [MH Rt. 3 01 1H NWR
b@&%‘ﬁéﬁ’%ﬂmgﬂde) 9. 93 (Ec, T]H) 8. 71 (dm 2H) 8. 47
(d, 1H), 8.25 20(d, 1H), 8. 8(m 170(m 2H) |
7.61 (t. 1H), 7.41 (s, 1H), df: |l 7 03 (d

1H), 6.94 (m 2H), 6.37 ( . 89
(s, 3H), 1.85 (s, 3H M p0| nt 233 235 C Y| el d:
72 % WD 2009/ 127417PCT/ FP2009/ 002798 - 82 -

~ AN

o N7

C24H20F2N,06S Mw. 502.50

LC/MS purity: 100 %, m/z 501 [M-H], m/z 503 [M-H]’ Rt. 2.62 min.

'H NMR (300 MHz, DMSO-d6): 10.15 (bs, 1H), 8.50 (d, 1H), 7.51 (m, 3H),
7.41-7.21 (m, 4H), 7.04 (dd, 1H), 6.95 (d, 1H), 3.94 (s, 3H), 3.93 (s, 3H),
3.89 (s, 3H)

Melting point: 230-232 °C.

Yield: 23 %

Example A89
Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
phenyl]-amide

C30H26N20:S Mw. 526.62

LC/MS purity: 100 %, m/z 525 [M-H}, m/z 527 [M-H]* Rt. 3.18 min.

'H NMR (300 MHz, DMSO-d6): 9.69 (s, 1H), 8.40 (d, 1H), 7.97 (t, 1H), 7.87
(s, 1H), 7.66 (m, 4H), 7.48 (m, 4H), 7.38 (s, 1H), 7.06 (m, 3H), 6.39 (d, 1H),
3.94 (s, 3H), 3.90 (s, 3H), 2.00 (s, 3H)

Melting point: 220-222 °C.

Yield: 77 %
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Exanpl e A92
Bi phenyl - 4- sul f oni caci d[ 4- (6, 7- di net hoxy- qui nol i n-4-yl

woegyr2z41tet hyl - phenyl ] -am de 0 5C301- 126N205BCW#.P2009/002798

526.62 LC/ M5 purity: 96 % mz 525 EMH, nmz 527
[MH R. 3.21 min. ggo MHz, DMBO-d6): 9.71 (s,
1H), 8.48 (s, 1H), 790(d , 7.51 (m 4H), 7.46
(m 3H) 7.44 (s, 1H), 7.38 (s 1H), 7.08 (m 3H),
Ezample A901H) | 3.93 (s, 3H), 3.89 (s, 3H), 2.04
Ag%(s?’ﬂ)ouﬂr%\ﬁ&iy _§GinBfih AlyloRy B2 2REthGi-pie RYTH3-pitoRyanp! e

bbhZeriésulfobamid@oxy - qui nol i n- 4-yl oxy) - 2- met hyl - Pheny1] -

3-Pyrimdin-2-yl- 15benzenesul f opam de. C281- 124N405S

Mv. 528.59 L MS purity: 100m EM F11, nlz
380 v‘y.

529 [MH Rt. 2.81 min. O d6): 9.79
(bs, 1H), 8.97 (d, 2H), (d 1H), 20 8.66 (d, 1H),
8.40 (d, 1H), 7.83 (dd,{1H, 7.75 (t, 1H), 7.54 (t,
1H), 7.43 (s, 1Hy, s, 1H), 7.06 (s, 1H), 7.02
(m 2H), 6.39 (d~ 793 (s, 3H), 3.89 (s, 3H)

2.01 (s, 3H) Melting p0| nt: 103-105 C. Yield: 65 % WO
MNlQ@W@ZE@ZOOQI 002798 - 83 - Exanple A94

L?‘Zﬂf%[;g é{hh@{ih‘g{t‘ /gu% | i n%?'sﬁs [M;H' R, 3.22 min.

'H NMR (300 MHz, DMSO-dB): 9.71 (5, 1H). Vb 46 (d, 1H), 7.61 (t, 1H), 7.43
(m, 5H), 7.18 (t, TH), 7.08 (m, 7H), 6.44 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H),
1.98 (s, 3H) |

Melting point: 169-170 °C.

Yield: 70 %

Example A91 _
Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
phenyl}-amide

C2sH24N20sS Mw. 500.58

LC/MS purity: 98 %, m/z 499 [M-H}', m/z 451 [M-H]"Rt. 3.01 min.

'H NMR (300 MHz, DMSO-d6): 9.93 (s, 1H), 8.71 (d, 1H), 8.47 (d, 1H), 8.25
(d, 1H), 8.08 (m, 2H), 7.70 (m, 2H), 7.61 (t, 1H), 7.41 (s, 1H), 7.37 (s, 1H),
7.03 (d, 1H), 6.94 (m, 2H), 6.37 (d, 1H), 3.93 (s, 3H), 3.89 (s, 3H), 1.85 (s,
3H)

Melting point: 233-235 °C.

Yield: 72 %
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15

20

met hyl r phenyl Fam de 5 C261- 122N205S2 Mw. 506. 60

LCMS purity: 98 % mz 505 EMH, mz 507 [MH Rt.
WOR00B121#11. 11-1 NVR (300 MHz, DVSO d6): 10. 11 PCI/EPRH{)9/002798

8.49 (d, 1H), 8.10 (d, 1H), 8.02 (d, 1H), 7.81 (s,

1H, 7.52 (m 2H), 7.45 (s.gbH), 7.39 (s, 1H), 7.19

(d, iolH), 7.11 (d, 1H), 7.06 (dd, 1H), 6.48 (d, 1H),

%@94Ié§\%5 3.91 (s, 3H), 2.07 (s, 3H Melting

257 C. Yield: 34 % 15Exanpl e A95

Blphaydlsidfomi®- 2, deidli hy 406, Yrtiimetiedss-quisulifi-dayloxyp)s2-anethyl-
4- (6, 7-di net hoxqu nol i n-4-yl oxy) - 2- met hyl - phenyl ] - am
GBV|]@ZF¢Q25hBOGS Mv. 519.58 20LC/ MS purity: 100 %

n12 518 [MH, mz 520 [MH Rt. 2.36 gin. 11-1 NMR

(300 MHz, DI\/SOd6) 9.5 (bs, 1H), 3H), 7.44

(s, 1H), 7.38 (s, 1H), 7.02 (m 4+ .
3.91 (s, 3H), 3.87 (s, 3H ,..3 @4 : .14 (s,
3H), 2.50 (s, 3H) NbltingE’:NgP <ol15- 116 C seviel d
71 % WO 2009/ 127417PCT/oEPEE09/ 002798 84 Exanpl e A96

Nd4- (6, 7- Di net ho]>96 ng |n 4-yl oxy) - 3-fl uor o- Phenyl | -
2-trif|uororrethy es | f onam de

CaoH26N205S Mw. 526.62

LC/MS purity: 96 %, m/z 525 [M-H}, m/z 627 [M-H]"Rt. 3.21 min.

'H NMR (300 MHz, DMSO-d6): 9.71 (s, 1H), 8.48 (s, 1H), 7.90 (d, 2H), 7.51
(m, 4H), 7.46 (m, 3H), 7.44 (s, 1H), 7.38 (s, 1H), 7.08 (m, 3H), 6.47 (d, 1H),
3.93 (s, 3H), 3.89 (s, 3H), 2.04 (s, 3H)

Melting point: 228-230 °C.

Yield: 58 %

Example A93
N-[4-(6,7-Dimethoxy-quinolin-4-y|oxy)-2-methyl-phenyl]-3-pyrimidin-2-yl-
benzenesulfonamide

C2sH24N,OsS Mw. 528.59

LC/MS purity: 100 %, m/z 527 [M-H}, m/z 529 [M-H]' Rt. 2.81 min.

'H NMR (300 MHz, DMSO-d6): 9.79 (bs, 1H), 8.97 (d, 2H), 8.75 (d, 1H),
8.66 (d, 1H), 8.40 (d, 1H), 7.83 (dd, 1H), 7.75 (t, 1H), 7.54 (t, 1H), 7.43 (s,
1H), 7.37 (s, 1H), 7.06 (s, 1H), 7.02 (m, 2H), 6.39 (d, 1H), 3.93 (s, 3H), 3.89
(s, 3H), 2.01 (s, 3H)

Melting point: 103-105 °C.

Yield: 65 %
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0 5 C241118F4N205S Mn. 522.48 LC/MB purity: 99 % niz
521 [MH, mz 523 [MH Rt. 2.99 min. NMVR (300

WONHR9/12DM30- d6) :  11. 03 (bs, 1H), 8.45 (d, 1H), PETIEP20@/002798

1H), 8.04 (d, 1H), 7.90 (m 3H), 7.47 (s, 1H), 7.40
(s, 1H), 7.38 (t, 1H), 7.16gad, iolH), 7.03 (d, 1H),
3.94 (s, 3H), 3.91 (s, 3H Melting point: 80-83 C.
Yield: 51 % Exanpl e A97 15Bi phenyl -3-sul fonic acid
[4 (6, 7 di met hoxy- qui nol i n-4-yl oxy) - 3 fl uor o- phenyl ] -
9H23FN2058 Mv.  530. 58 LC/I\/S purlty 98 % mz

529[MH] Mz 531 [MH R. MR {300
olhitismpheme-2-sulfenicos acidy) | [48(637rd(raethppsy-q%n m%sv oxy)-2-
7.80 (d, 1H). 7.69 3
bty %@“&?‘n“‘%j)) 7.20 §dd, T)H), 7. 06(?]d, T)H), 6. 28

(d, 1H), 3.97 (s, 3H), 3.90 (s, 3 i ng poi nt
109-111 C. Yield: 67 % W __ ,
2009/ 127417PCT/ EP2009/ 002798 ,8%,-S EXanpl e A98

N44- (6, 7- Di met hoxy- qui nol.i | oxy) - 3-fl uor o- Pheny1] -
3- phenoxy- benzeneosul fonpm de 5
Ve ~

Ca2sH22N,05S, Mw. 506.60

LC/MS purity: 98 %, m/z 505 [M-HJ, m/z 507 [M-H]" Rt. 3.05 min.

'H NMR (300 MHz, DMSO-d6): 10.11 (s, 1H), 8.49 (d, 1H), 8.10 (d, 1H),
8.02 (d, 1H), 7.81 (s, 1H), 7.52 (m, 2H), 7.45 (s, 1H), 7.39 (s, 1H), 7.19 (d,
1H), 7.11 (d, 1H), 7.06 (dd, 1H), 6.48 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.07
(s, 3H)

Melting point: 255-257 °C.

Yield: 34 %

Example A95
1-Methyl-2-oxo0-2,3-dihydro-1H-indole-5-sulfonic ~ acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-2-methyl-phenyl]-amide

C27H25N306S Mw. 519.58

LC/MS purity: 100 %, m/z 518 [M-HJ, m/z 520 [M-H]* Rt. 2.36 min.
'H NMR (300 MHz, DMSO-d6): 9.5 (bs, 1H), 8.61 (m, 3H), 7.44 (s, 1H), 7.38 |
(s, 1H), 7.02 (m, 4H), 6.45 (d, 1H), 3.91 (s, 3H), 3.87 (s, 3H), 3.64 (s, 2H),
3.14 (s, 3H), 2.50 (s, 3H)

Melting point: 115-116 °C.

Yield: 71 %
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C291- 123FN206S Mv. 546.58 LC/MB purity: 99 % nfz 545
[MH, mz 547 [MH Ri. 3.28 min. 11-1 NVR (300 Mz,

woDnNBO2dél)7: 10. 62 (bs, 1H), 8.45 (d, 1H), 7.62-PCTBP2009/002798

8H), 7.24 (m 2H), 7.14-7.00 (m 4H), 6.36 (d, 1H),
3.95 (s, 3H), 3.93 (s, 3H) _EaMelting point: 197-199 C
Yield: 65 % Exanpl e A99

N44- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 3-fl uor o- Pheny1] -
2,5-difluoro- 15benzenesul fonam de C231- 117F3N205S Mw.
BE&npie Adg MS purity: 99 % mz 489 [M1-1], nfz 491

'iM Rt. 2.87 mn. 11-1 NVR_ (300 Mz, i|.2

44:(6,7+Dimashaxy-gyinolipyd-ylpxy g 3-fluoso-phe nz%'ﬂm? Qmeﬂ‘y
M), 7.39 (t, 1H), 7.19 (dd, 1H). 7.05

bzed'F?ze'ﬁ?‘ﬁf",’{aZ'.“gé (d, 1H), 3.94 (s, 3H), 3.92 (s. 3H)

Melting point: 232-234 C. Yield: 51

Napht hal ene- | - sul foni ¢ acf thz> N:/s\

[ 4- (6, 7-di met hoxy- qui nol i n- 4 yloRy) | uor o-

phenyg-am de 0 5C27H21FN2@5S . .

100 % m z 503 EHDOI 505 [MH Rt. 3.04 mn.

. 11.04 (bs, 1H), 8.73 (d,

1FI NMR (300 Mz,
1H), 8.41 (d, 1H> 2H), 8.12 (d, 1H), 7.71

(m 3H), 7.42 (s, H), 7.37 (s, 1H), 7.26 (t,
Cz4H18F4N2058 Mw. 522.48

LC/MS purity: 99 %, m/z 521 [M-HI, m/z 5623 [M-H]* Rt. 2.99 min.

'H NMR (300 MHz, DMSO-d6): 11.03 (bs, 1H), 8.45 (d, 1H), 8.16 (d, 1H),
8.04 (d, 1H), 7.90 (m, 3H), 7.47 (s, 1H), 7.40 (s, 1H), 7.38 (t, 1H), 7.16 (d,
1H), 7.03 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H)

Melting point: 80-83 °C.

Yield: 51 %

Example A97
Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-
amide

C29H2FN20sS Mw. 530.58

LC/MS purity: 98 %, m/z 529 [M-HI', m/z 5631 [M-H]* Rt. 3.27 min.

'H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.37 (d, 1H), 8.04 (s, 1H), 7.98
(d, 1H), 7.80 (d, 1H), 7.69 (m, 3H), 7.565-7.33 (m, 6H), 7.20 (dd, 1H), 7.06 (d,
1H), 6.28 (d, 1H), 3.97 (s, 3H), 3.90 (s, 3H)

Melting point: 109-111 °C.

Yield: 67 %
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1H), 7.08 (dd, 1H), 6.93 (d, 1H), 6.26 (d, 1H), 3.92
(s, 3H), 3.88 (s, 3H) ioMelting point: 118-120 C.

WOYioed/ 7461 % Exanpl e A101 PCT/EP2009/002798

N[ 4- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 3-fl uor o- pherw | -
3-Pyrimdin-2-0- 15benzenesgsfonani de 0 C27F121FN4058
Mv. 532.55 LC/I\/IS purity: 100 % nfz 531 [M1-1],
53?‘%& 2.86 min. 1H NVR (300 MHz, DI\/BOdG)

, 1H) 8.97 (d, 2H), 8.85 (s, 1H) 20 8.65
l\f]-fjt}ggé-?th?etﬁgxyéawanA ?Io%) Bﬁflél7oldf%h( : enyll-3- (’h%zd’t%
tzelﬁ)zenésdﬁ)r(amidell—b 7.02 (dd 1H), 6. 28 (d 1H), 3.93
(s, 3H), 3.89 (s, 3H Mlting poi -107 C. Yield:
39% WD 2009/ 127417PCT/ EP2009/ 0@ i? - Exanpl e
A102 @ 258,

N 4- (6, 7- Di met hoxy- qui ng £ yI oxy) - 2- f | uor o- Pheny1] -
3-Pyrimdin-2-yl b%nzeneul fonamde N,, O
5C27F121FN4A05S M, . j LG/MB purity: 100 % miz 531
EMH, mz 533 [ MgH] 2.79 mn. "HNWR (300 MHz,

DVBO-d6): 10.33 (bs, 1H), 8.97 (d, 2H), 8.79 (s, 1H),

8.65 (d, 1H), 8.43 (d. 1H), 7.88 (d, 1H), 7.75 (t.

‘%76 Zﬁfﬁkag%ﬁ%’/ %{B 5§7 373(313 ?I;) 3Z|) 213(38 (éH) 3H)7 o°
LOMNES burity: 099 74, m/k:ﬂ45L[M-I-Q m/z 547 [M-HJ Rt. 3.28 min.

TH NMR (300 MHz, DMSO-d6): 10.62 (bs, 1H), 8.45 (d, 1H), 7.62-7.52 (m,
8H), 7.24 (m, 2H), 7.14-7.00 (m, 4H), 6.36 (d, 1H), 3.95 (s, 3H), 3.93 (s, 3H)
Melting point: 197-199 °C.

Yield: 65 %

Example A99
N-[4-(6,7-Dimethoxy-quinolin-4-y|oxy)-3-ﬂuoro-phenyl]-z,5-diﬂuoro-
benzenesulfonamide

CasH17F3N20sS Mw. 490.46

LC/MS purity: 99 %, m/z 489 [M-H], m/z 491 [M-H]'Rt. 2.87 min.

'H NMR (300 MHz, DMSO-d6): 11.12 (bs, 1H), 8.45 (d, 1H), 7.73-7.55 (m,
3H), 7.48 (s, 1H), 7.41 (s, 1H), 7.39 (t, 1H), 7.19 (dd, 1H), 7.05 (d, 1H), 6.36
(d, 1H), 3.94 (s, 3H), 3.92 (s, 3H)

Melting point: 232-234 °C.

Yield: 51 %
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[ 4- (6, 7-di net hoxy- qui nol i n- 4-yl oxy) -

Yield: 42 % Exanple A103
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - phenyl]-2-trifluo

WOr9pEt2iyl715benzenesul f onam de C241- 119F3N205S PKAA/EP2009/002798

504.49 LC/ M5 purity: 99 % nlz 503 EMH, nmz 505
[MH Rt. 2.88 min. 1F1 NVRgr300 MHz, DMBO-d6): 10.71
(bs %I—% ?45 (H;j 1H), 8.11 (dd, 1H), 208.02 (dd,

8 (m 2 7.44 (s, 1H), 7.38 (s, 1H), 7.18
Ee@mple.ﬁﬂooe 37 (d, 1H), 3.93 (s, 3H), 3.81 (s, 3H

i 4- & el ) ]
Nl e fltforke” d ol 8P kneioxipquifilin-4.yioxy)-3-fluoro
pRepyil+amidee- | - sul f oni ¢ aci d

pherw ] - am de O

oo % mz 485

5C27H22N205S Mw. 486. 55 LC/I\/S purlt

[MH, mz 487 [MH R.F MR (300 Mz,
DVBO-d6) : 10.72 (bs, 1H), (;dstol @ 41 (d, 1H),
8.22 (t, 2H), 809(d 12271 (m SHP. 7.39 (s,

1H), 7.35 (s, 1H), 7.09 dd, 4H), 6.27 (d, 1H), 3.92

(s, 3H), 3.86 (s7 ting point: 250-253 C.
Yield: 61 % Examl e P
3, 5- Di chl or 0- N44- @6, 7-di et hoxy- qui nol i n- 4-yl oxy) - 2- e

(EZMLFRQ@QHW.%MI.@HVW oxy- benzenesul f onam de

LC/MS purity: 100 %, m/z 503 [M-H}, m/z 505 [M-H]*Rt. 3.04 min.

'H NMR (300 MHz, DMSO-d6): 11.04 (bs, 1H), 8.73 (d, 1H), 8.41 (d, 1H),
8.28 (m, 2H), 8.12 (d, 1H), 7.71 (m, 3H), 7.42 (s, 1H), 7.37 (s, 1H), 7.26 (t,
1H), 7.08 (dd, 1H), 6.93 (d, 1H), 6.26 (d, 1H), 3.92 (s, 3H), 3.88 (s, 3H)
Melting point: 118-120 °C.

Yield: 61 %

Example A101
N-[4-(6,7-Dimethoxy-quinoIin-4-y|oxy)-3—ﬂuoro-phenyl]-3-pyrimidin-2-yl-

F Ny @YN\
SCans
N~

benzenesulfonamide

C2H21FN4OsS Mw. 532.55

LC/MS purity: 100 %, m/z 531 [M-HJ, m/z 533 [M-H]" Rt. 2.86 min.

'H NMR (300 MHz, DMSO-d6): 10.75 (bs, 1H), 8.97 (d, 2H), 8.85 (s, 1H),
8.65 (d, 1H), 8.37 (d, 1H), 7.96 (d, 1H), 7.78 (t, 1H), 7.55 (t, 1H), 7.45 (s,
1H), 7.37 (s, 1H), 7.34 (d, 1H), 7.19 (dd, 1H), 7.02 (dd, 1H), 6.28 (d, 1H),
3.93 (s, 3H), 3.89 (s, 3H)

Melting point: 105-107 °C.

Yield: 39 %
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C24H20C12N206S Mw. 535.41 LC/MB purity: 93 % nfz 533
[MH, mz 535 [MH R. 2.69 min. 11-1 NVR (300 Mz,

WONBDIZEY: 9.71 (s, 1H), 8.55 (d, 1H), 7.56(s,PCIHR2009/002798

7.52 20(s, 1H), 7.43 (s, 1H), 7.16 (s, 2H), 7.06 (m
2H), 6.53 (d, 1H), 3.96 (s, @, 3.93 (s, 3H), 2.09
(s, 3H Melting point: 255-259 C. Yield: 25 % WO
é(009/ 1% 7/PCT/ EP2009/ 002798 - 89 - Exanpl e A106
BN G - Na4- (6, 7- di met hoxy- qui nol i n- 4- yl oxy) - 3-f |
6'?hlﬁﬁ{éﬂaoi’% q'mfdliﬂxdl%/ é-enﬁiﬁ#bf phenyl]B3pyrimidin-2-yl-
By b e TSR L f S purity: 98 % mlz
mepnsqlfqr]am' @z 553 [MH Rt. 3.31 nin. 1H NMR (300
Mz, DMBO- d6): 10.86 (bs, 1H), 8.46 (d, 1H), 8.06 (d,
1H), 7.81 (d, 1H), 7.48 (s, 1H), 8 (m 2H), 7.17

(dd, 1H), 7.04 (d, 1H), 6 is< , 3.96 (s,
3H), 3.94 (s, 3H), 3.91 @ Ponel i poi nt :
155-158 C. Yield: 59% anpl e "A107 Bi phenyl - 4-sul foni c
acid A0 X

[4-(6, 7-di met hoxy- [ Lh-4-yl oxy) - 3-fl uoro- phenyl] -

15ami de 0 C291123PN205S M. 530 58 LC/ M5 purity: 98 %
27F|21 4dsé"1\ﬂv 532255531 [MH Rt. 3.28 mn.

LC/MS purity: 100 %, m/z 531 [M-HJ, m/z 533 [M-H]*Rt. 2.79 min.

'H NMR (300 MHz, DMSO-d6): 10.33 (bs, 1H), 8.97 (d, 2H), 8.79 (s, 1H),
8.65 (d, 1H), 8.43 (d, 1H), 7.88 (d, 1H), 7.75 (t, 1H), 7.54 (t, 1H), 7.37 (m,
3H), 7.21 (dd, 1H), 7.06 (d, 1H), 6.47 (d, 1H), 3.93 (s, 3H), 3.89 (s, 3H)
Melting point: 137-140 °C.

Yield: 42 %

Example A103
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethyl-
benzenesulfonamide

/o X
~
~o N

CasH1oF3N,0sS Mw. 504.49

LC/MS purity: 99 %, m/z 503 [M-H], m/z 505 [M-H]" Rt. 2.88 min.

'H NMR (300 MHz, DMSO-d6): 10.71 (bs, 1H), 8.45 (d, 1H), 8.11 (dd, 1H),
8.02 (dd, 1H), 7.88 (m, 2H), 7.44 (s, 1H), 7.38 (s, 1H), 7.18 (dd, 4H), 6.37 (d,
1H), 3.93 (s, 3H), 3.81 (s, 3H)

Melting point: 224-227 °C.

Yield: 59 %
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1H NMR (300 MHz, DMBO-d6): 10.72 (bs, 1H), 8.43 (d,
1H), 7.90 (s, 3H), 207.74 (d, 2H), 7.53-7.44 (m 7H),

WOR0eP127417 1H), 7.06 (d, 1H), 6.36 (d, 1H), 3. PET(EP2009/002798

3H), 3.90 (s, 3H Melting point: 167-171 C. Yield: 40
A) WD 2009/ 127417PCT/ EP20088Q02798 - 90 - Exanple
A108 Benzo[ b]t hi ophene- 3-sul fonic acid

j, met hoxy- qui nol i n-4-yl oxy) - 3-
EL?U{S’?%Z‘ﬂﬂ Anyl ] - ani ge N, é oy)o 05
hihal&fdN4 0hifdnidy. &38. 5F4 (ﬁﬂmmoxyyqumﬁllw-ylbxy)mnyll-
EMH, mz 511 [MH R. 3.03 min. 'HNWR (300 Mz,
amie®- d6) . 10.96 (bs, 1H), 8 72 (s, 1H), 8.43 (d, 1H),
8.23 (d, 1H), 8.14 (d, 1H), 7.55 ( H, 7.45 (s,
1H), 7.38 (s, 1H), 7.31 (t, 101H), (dd, 1H), 7.09

(d, 1H), 6.30 (d, 1H), 3.9 NSEHS 20 (s, 3H)
Mel ting point: 191-193 C do’ O anpl e A109

C27H2N205S Mw. 486.55

LC/MS purity: 100 %, m/z 485 [M-HJ', m/z 487 [M-H]'Rt. 2.96 min.

'H NMR (300 MHz, DMSO-d6): 10.72 (bs, 1H), 8.75 (d, 1H), 8.41 (d, 1H),
8.22 (t, 2H), 8.09 (d, 1H), 7.71 (m, 3H), 7.39 (s, 1H), 7.35 (s, 1H), 7.09 (dd,
4H), 6.27 (d, 1H), 3.92 (s, 3H), 3.86 (s, 3H)

Melting point: 250-253 °C.

Yield: 61 %

Example A105
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-4-
hydroxy-benzenesulfonamide

C24H20CLN20sS Mw. 535.41

LC/MS purity: 93 %, m/z 533 [M-H], m/z 535 [M-H]"Rt. 2.69 min.

'H NMR (300 MHz, DMSO-d6): 9.71 (s, 1H), 8.55 (d, 1H), 7.56 (s, 3H), 7.52
(s, 1H), 7.43 (s, 1H), 7.16 (s, 2H), 7.06 (m, 2H), 6.53 (d, 1H), 3.96 (s, 3H),
3.93 (s, 3H), 2.09 (s, 3H)

Melting point: 255-259 °C.

Yield: 25 %
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15N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3-f | uor o- Pherw
]-4-fluoro-3-nmethoxy- benzenesul fonam de o

wOoCRdH 12TP0F2N206S Mv. 502.50 LC/ MS purity: 97 RCTHEP20B022798

EMH, mz 503 [MH Rt. 2.92 nin. 2011-1 NVR (300
MHz, DMVBO d6): 10.60 (bs, 1ligg. 8.46 (d, 1H), 7.54-7.34
(m 6H), 7.19 (dd, 1H), 7.03 (d, 1H), 6.35 (d, 1H),

. 94 é &% .92 (s, 3H), 3.90 (s, 3H Melting
F%@ & A 204c Yield: 61 % - 91 - Exanple A110
35 g?ér%n%-Né‘[?t - (6657 Zhrﬁéﬂﬁxb@iﬂn@lm-mylom%ﬂlhmybhéhyﬂ]Lmr 0

- phenyl | | uor obenzenesul f onam de
nsethery-beazenesuwmamides06. 92 LC/I\/B purl ty 96 % mz

505 EMF11, mz 507 [MH Rt. . 1H NMR (300
MHz, DMVBO-d6): 11.08 (bs, 1H), 845 d 792(m
oH). 7.77 (dd, 1H), 7.52 (dd, 1H), 7.19
(s, 1H), 7.18 (t, 1H), 7; 6_(d N\ 03 (dd "1H),
6.36 (d, 1H), 3.94 (s, 3H) 3% 13HC 10Mel ti ng
point: 99-101 C. Yield: § an‘pl eOA111

3, 5-Di chl or o- Nd4-
t hyl - phenyl ] - 2-
C25H22C 2N206S
EMH, mz 549 |

C24H19ClLFN206S Mw. 553.40

LC/MS purity: 98 %, m/z 551 [M-H}, m/z 553 [M-H]*Rt. 3.31 min.

"H NMR (300 MHz, DMSO-d6): 10.86 (bs, 1H), 8.46 (d, 1H), 8.06 (d, 1H),
7.81 (d, 1H), 7.48 (s, 1H), 7.38 (m, 2H), 7.17 (dd, 1H), 7.04 (d, 1H), 6.36 (d,
1H), 3.96 (s, 3H), 3.94 (s, 3H), 3.91 (s, 3H)

Melting point: 155-158 °C.

Yield: 59 %

et hoxy- qui nol i n-4-yl oxy) - 2- ne
benzenesul f onam de
43 _LC/MS purity: 97 % mniz 547

6, 7-di

Example A107
Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-
amide

CaoH23FN20sS Mw. 530.58

LC/MS purity: 98 %, m/z 529 [M-HJ, m/z 5631 [M-H]"Rt. 3.28 min.

'H NMR (300 MHz, DMSO-d6): 10.72 (bs, 1H), 8.43 (d, 1H), 7.90 (s, 3H),
7.74 (d, 2H), 7.53-7.44 (m, 7TH), 7.20 (d, 1H), 7.06 (d, 1H), 6.36 (d, 1H), 3.93
(s, 3H), 3.90 (s, 3H)

Melting point: 167-171 °C.

Yield: 40 %
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1H NMR (300 MHz, DMVBO-d6): 9.90 (bs, 1H), 8.48 (d,
1H), 8.05 (d, 1H), 207.56 (d, 1H), 7.44 (s, 1H), 7.39

wOo(e09/1eFy17 7.07 (m 3H), 6.45 (d, 1H), 3.94 (s PCIHP2009/002798

3.90 (s, 3H), 2.07 (s, 3H, 2.08 (s, 3H) Melting
point: 159-162 C. Yield: 62dfp- WO

2009/ 127417PCT/ EP2009/ 002798. -92 - Exanple Al112

N[ 4- (6, 7- Di net hoxy- qui nol i n- 4-yl oxy) - 2- met hyl - pheny1] -
2-trifluoromethoxy- benzenesul fonam de 0 '

WRR06S Mv. 534, 52 LC/I\/S purity: 98 % mlz 533

e sas [t R 201 i ke (o b
69 (d, 1H), 7.53 (d, 1H), 7.44 (s,

f@'ﬂf‘?pg’b%'}?}md% (709 (H)d 1H), (7 07 (H)s 1H), (7.801

(dd, 1H), 643(d 1H), 394(s ] 91 (s, 3H),
2.01 io(s, 3H), 2.10 (s, I\/ﬁlt| ng nt 230-232 C.
Yield: 64 % Exanpl e AL13" >3

15N44- (6, 7- Di met hoxy- qui -4-yl oxy) - 2- met hyl - pheny1
]-2-trifluoronethyl- bentenesul fonam de C25H21F3N205S
Mv. 518.52 LC/ MS U 796 % mz 517 EMH, mz 519
[MH R. 2.96 mw, NVR (300 MHz, DWVSO-d6): 9. 88
(bs, 1H), 8.48 (d, 1H), &.02 (dd, 1H), 7.95 (dd, 1H),
dzsna@FNzossmmeMs 1H, 7.39 (s, 1H), 7.05 (s,

(M ity 58 9 bz Dt o Bt in ot 588 i ©°

'H NMR (300 MHz, DMSO-d6): 10.96 (bs, 1H), 8.72 (s, 1H), 8.43 (d, 1H),
8.23 (d, 1H), 8.14 (d, 1H), 7.55 (m, 2H), 7.45 (s, 1H), 7.38 (s, 1H), 7.31 (t,
1H), 7.16 (dd, 1H), 7.09 (d, 1H), 6.30 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H)
Melting point: 191-193 °C.

Yield: 63 %

Example A109
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide

CasH20F2N206S Mw. 502.50

LC/MS purity: 97 %, m/z 501 [M-H], m/z 503 [M-H]' Rt. 2.92 min.

'"H NMR (300 MHz, DMSO-d6): 10.60 (bs, 1H), 8.46 (d, 1H), 7.54-7.34 (m,
6H), 7.19 (dd, 1H), 7.03 (d, 1H), 6.35 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H), 3.90
(s, 3H)

Melting point: 202-204 °C.

Yield: 61 %
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Yield: 32 % WO 2009/ 127417PCT/ EP2009/ 002798 - 93 -
Exanpl e Al114

WONOPH2(76177- Di met hoxy- qui nol i n-4-yl oxy) - phenyl [PCA/ER2)§9/002798

or onet hoxy- benzenesul fonam de 0 5 C24H19F3N206S Mw.
520.49 LC/ MS purity: 100 %_g§z 519 [MH, mz 521
[MH R. 2.96 nin. 1FI NMR (300 Mz, DVBO-d6): 10.61
é’(bs |1:21’1 8.45 (d, 1H), 7.98 (d, 1H). 7.79 (t. 1H),

anple ., 7.44 (s, 1H), 7.38 (s, 1H), 7.18 (dd,
#6hlor§-Nf4 (6 7-dimbthexydqlimofif-4- -3-f&Brd-phedyl)-2-fluoro-
Mel ting f%i(nt_: 222-2 3qC. Yi el gI:U)qé)S %Exaﬁpl ewA115
bepreneswionamigdet hoxy- qui nol i n- 4- yl oxy) - Pherw ] - 3- Pheno
Xy- benzenesul fonam de C29H24N2Q6S Mw. ¢528. 59 LC/ M5
purity: 100 % mz 527 EM H, szH] R. 3.15
mn. 20 'H NVR (300 NHz, FRB ? 10732 (bs, 1H).
8.44 (d, 1H), 7.60 (t, 46"Tm 6H), 7.30 (d.

. 6.36 (d. 1H), 3.94

1H), 7.18 (m 5H), 7.
(s, 3H), 3.90 (s H) ng point: 172-174 C. Yield:

57 %

C23H47CIF,N,0sS Mw. 506.92

LC/MS purity: 96 %, m/z 505 [M-HJ, m/z 507 [M-H]* Rt. 3.01 min.

'H NMR (300 MHz, DMSO-d6): 11.08 (bs, 1H), 8.45 (d, 1H), 7.92 (m, 2H),
7.77 (dd, 1H), 7.52 (dd, 1H), 7.48 (s, 1H), 7.19 (s, 1H), 7.18 (t, 1H), 7.16 (dd,
1H), 7.03 (dd, 1H), 6.36 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H)

Melting point: 99-101 °C.

Yield: 54 %

Example A111
3,56-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-
methoxy-benzenesulfonamide

C25H22CIN,OsS Mw. 549.43

LC/MS purity: 97 %, m/z 547 [M-H], m/z 549 [M-H]* Rt. 3.27 min.

'H NMR (300 MHz, DMSO-d6): 9.90 (bs, 1H), 8.48 (d, 1H), 8.05 (d, 1H),
7.56 (d, 1H), 7.44 (s, 1H), 7.39 (s, 1H), 7.07 (m, 3H), 6.45 (d, 1H), 3.94 (s,
6H), 3.90 (s, 3H), 2.07 (s, 3H), 2.08 (s, 3H)

Melting point: 159-162 °C.

Yield: 69 %



10

15

20

WD 2009/ 127417PCT/ EP2009/ 002798 - 94 - Exanple Al1l6
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - Phenyl] - 4-f | uor o-

wWOoR002MeIRy - benzenesul f onam de 5C24F121FN206 BCWEP2009/002798

484.51 LC/ M5 purity: 100 % mz 483 [MH, mz 485
[MH Rt. 2.81 nin. 1H NVMR_3Q0 Mz, DMBO d6): 10.29
(bs, 1H), 8.45 (d, 1H), 7.38 (m 5H), 7.19 (m 4H),

. 3.93 (s, 3H), 3.89 (s, 3H), 3.87 (s, 3H)
%mnlégﬂdéu nt: 222-224 C. ioYield: 69 % Exanple Al17
Mﬁ@mu%&m nittdfin4Byl6xgh-DRh &Pyl pRenyIPL itrifdorphit

E ( - benze)fyegulfonarr?d’e(wl Cg 188*1% N205S MNNUXV
bsnzewwlfgnwml@emty 99 % mz 547 [M1-1], mz 549
[MH Rt. 3.11 nin. 1H NMR (300 |sz DVEO- d6) : 10. 48

(bs, 1H), 8.46 (d, 1H), 8 02 (d, 07.88 (s, 1H),
7.59 (d, 1H), 7.45 (s, 8\ 7.20 (dd,.
4H), 6.38 (d, 1H), 3.94 (s (s 3H) Melting

poi nt: 232-234 C. Yield:

2009/ 127417PCT/ EP%OOQ/ 002798 - 95 -
o N~

CasH21F3N206S Mw. 534.52

LC/MS purity: 98 %, m/z 533 [M-H}, m/z 535 [M-H]* Rt. 2.91 min.

'H NMR (300 MHz, DMSO-d6): 9.92 (bs, 1H), 8.48 (d, 1H), 7.86 (d, 1H),
7.79 (t, 1H), 7.69 (d, 1H), 7.53 (d, 1H), 7.44 (s, 1H), 7.39 (s, 1H), 7.09 (d,
1H), 7.07 (s, 1H), 7.01 (dd, 1H), 6.43 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.01
(s, 3H), 2.10 (s, 3H)

Melting point: 230-232 °C.

Yield: 64 %

Example A113
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-trifluoromethyl-
benzenesulfonamide

/o AN
s
o N

C2sH21F3N,05S Mw. 518.52

LC/MS purity: 96 %, m/z 517 [M-H}, m/z 519 [M-H]*Rt. 2.96 min.

'H NMR (300 MHz, DMSO-d6): 9.88 (bs, 1H), 8.48 (d, 1H), 8.02 (dd, 1H),
7.95 (dd, 1H), 7.86 (m, 2H), 7.44 (s, 1H), 7.39 (s, 1H), 7.05 (s, 1H), 6.44 (d,
1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.01 (s, 3H), 2.11 (s, 3H)

Melting point: 254-257 °C.

Yield: 32 %
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Exanpl e A118
N 4- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - Phenyl]-2,5-diflu

woanalenznesul f onam de 0 5 C231118F2N205S Mv. PETZEP2709/002798

LC/MS purity: 99 % mz 471 EMH, mz 473 [MH Rt.
2.77 mn. NVR (300 MHz, -BNBO-d6): 10.80 (bs, 1H),
8.45 (d, 1H), 7.65-7.50 (m 3H), 7.44 (s, 1H), 7.38
(s, 1H), 7.21 (dd, 4H), 6.36 (d, 1H), 3.93 (s, 3H),
3.89 10(s, 3H) Melting point: 260-263 C. Yield: 39 %
ﬁé A1A419

Di met h K 3- et - ph
NefA- (6.7 Dimelop BB RNy 2-erykAaemH&ridiaromethoxy. PerY
550. 51 20LC/ MB ty: 100 % m
bgﬁg%%gﬁgygsl [MH R. 2. 96pumr|n V1A NNRQ(soé
MHz, DMBO-d6): 10.62 (bs, 1H), 8.39.fd% 1H), 8.03 (dd,
1H), 7.80 (td, 1H), 7.59 (m 2H)\| (s, 1H), 7.36

(s, 1H), 7.13 (d, 1H), 6.9 188 6. 72 (dd, 1H),

6.14 (d. 1H), 3.93 (s, 3H) 0% (¥ o@%ﬁ 3.61 (s, 3H)
Melting point: 211-212 C!

F
2009/ 127417PCT/ ERZAQ 98 - 96 - YiEBld: 59 %
Exanpl e Al 20
N44- (6, 7- Di met hoXyw n- 4-yl oxy) - 3- met hoxy- Pheny1]

- 3- phenoxy5benzenesul f onam de C30H26N207S Mw. 558. 61
Cz4H19F3NzosS Mw. 520.49

LC/MS purity: 100 %, m/z 519 [M-HJ, m/z 521 [M-H]" Rt. 2.96 min.

'H NMR (300 MHz, DMSO-d6): 10.61 (bs, 1H), 8.45 (d, 1H), 7.98 (d, 1H),
7.79 (t, 1H), 7.56 (m, 2H), 7.44 (s, 1H), 7.38 (s, 1H), 7.18 (dd, 4H), 6.34 (d,
1H), 3.93 (s, 3H), 3.89 (s, 3H),

Melting point: 222-223 °C.

Yield: 63 %

Example A115
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-3-phenoxy-
benzenesulfonamide

C2oH24N206S Mw. 528.59

LC/MS purity: 100 %, m/z 527 [M-HI, m/z 529 [M-H]* Rt. 3.15 min.

TH NMR (300 MHz, DMSO-d6): 10.32 (bs, 1H), 8.44 (d, 1H), 7.60 (t, 1H),
7.45 (m, 6H), 7.30 (d, 1H), 7.18 (m, 5H), 7.01 (d, 2H), 6.36 (d, 1H), 3.94 (s,
3H), 3.90 (s, 3H)

Melting point: 172-174 °C.

Yield: 57 %
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LC/MS purity: 99 % mz 557 EMH, nmlz 559 [MH Rt.
3.19 min. 1H NWR (300 Mz, DVSO-d6): 10.35 (bs, 1H),

wa088127d17 1H), 7.59 (t, 1H), 10 7.47 (dd, 1H),PCI/ERR0¢M02798

3H), 7.37 (s, 1H), 7.32 (d, 1H), 7.24 (m 2H), 7.16
(d, 1H), 7.01 (d, 2H), 6.93dgd, 1H), 6.70 (dd, 1H),
6.16 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H), 3.61 (s, 3H
%ﬁﬁlg%ﬁ% nt: 106-107 C. Yield: 55 'Yo 15 Exanpl e
leﬁ&lgé 6. B tRBkyLOSNOENLNY10xy)-phhyllehfudred-etheher wl 1
I'uor 0- 3- net hoxy- benzenesul f onani de 0
beozesepdfouaomideMmy. 514.53 LC/MS purity: 99 % mniz 513
[MH, mz 515 [MH Rt. 2.71 min. 1H KWW (300 Mz,
DVSO-d6): 10.3 (bs, 1H), 8.39 (d, 7.52 (dd, 1H),
7.45 (s, 1H), 7.39 (m 2H) 36 . 7.14 (d,
1H), 6.97 (d, 1H), 6. 15(d@0/3093 (s, 3H, 3.91 (s,
3H), 3.89 (s, 3H), 3. S H) 25Melting point:
109-110 C. WO 2008/ 1»7 PCT/ EP2009/ 002798 - 97 -
Yield: 66 % Exanpl
4- Br onp- 3- chl or 0-"4

#Zdi met hoxy- qui nol i n- 4-yl oxy) -
3- met hoxy- phenyl - 5benzenesu|fonam de C24H20Br Cl N206S
GaH 518088 Mw/ 484 80rity: 99 % mfz 577 [MH, mz 579

L(%A@ fﬁ;'ty éoﬁ o/‘rincfﬂlzl‘ﬁ}Lé %%?%WM 07. gggrﬁiﬂ i?

H NBMRJB00 Mz, DMSOLdS): 71829 thsi6sils 8.45)d, THL77 @8 (M, 5H),
135 @it ) miyyp B2 4saHpcd gl Fil B 47 G °

mamnalp%.ﬁi. 2¥pedal oG5 % 15Exanpl e Al 23

Yield: 69 %

Example A117
4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

C23H1sBrCIN2OsS Mw. 549.83

LC/MS purity: 99 %, m/z 547 [M-H[, m/z 549 [M-H]"Rt. 3.11 min.

'H NMR (300 MHz, DMSO-d6): 10.48 (bs, 1H), 8.46 (d, 1H), 8.02 (d, 1H),
7.88 (s, 1H), 7.59 (d, 1H), 7.45 (s, 1H), 7.38 (s, 1H), 7.20 (dd, 4H), 6.38 (d,
1H), 3.94 (s, 3H), 3.90 (s, 3H)

Melting point: 232-234 °C.

Yield: 73 %



10

15

20

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 3- met hoxy- pheny1]
-2-trifluoronethyl benzenesul fonamde N o

WOCRBHRTFBN206S Mv. 534.52 20LC/ MS purity: 100 BGT/EH2009/002798

533 EMHt, mz 535 [MH Rt. 2.91 nin. 1H NMR (300
MHz, DMSO-d6): 10.74 (bs, 1§%. 8.39 (d, 1H), 8.15 (d,
1H), 7.89 (m 2H), 7.45 (s, 1H), 7.36 (s, 1H), 7.14
98 (d 2H), 6.73 (dd, 1H), 6.16 (d, 1H),
@‘ﬁ%@“g .90 (s, 3H), 3.62 (s, 3H Melting
ngt(ret‘l DL-%t @momm%ﬂ@ﬂj)lﬂmwmzcﬁmm/ 002798 -
% Exanple Al 2
bﬂnEWJfgnémldﬁo N44- (6, 7- d| met hoxy- qui nol i n- 4- yl oxy) -
3-fluoro-phenyl] - 5benzenesul f onam de
C23H17Ei r Cl FN205S Mwv. 567.82 LG/ VS purity: 99 % nlz
565 [MH, mz 567 [MH R. 3.2Fywm 1H NMR (300
MHz, DVMBO d6): 11 (bs, 1H), 8.46 ( , 8.01 (d,
1H), 7.93 io(s, 1H), 7.63 {8 I F A8 (s, 1H), 7.36
(s, 1H), 7.34 (t, 1H, 7.1 do" 119, 6.98 (d, 1H),
6.37 (d, 1H), 3.94 (s, 3@ .92 (s, 3H) Melting

point: 144-147 ColX

CasH1sF2N205S Mw. 472.47

LC/MS purity: 99 %, m/z 471 [M-H[', m/z 473 [M-H]* Rt. 2.77 min.

'H NMR (300 MHz, DMSO-d6): 10.80 (bs, 1H), 8.45 (d, 1H), 7.65-7.50 (m,
3H), 7.4 (s, 1H), 7.38 (s, 1H), 7.21 (dd, 4H), 6.36 (d, 1H), 3.93 (s, 3H), 3.89
(s, 3H)

Melting point: 260-263 °C.

Yield: 39 %

Example A119
N-[4-(6,7-Dimethoxy-quinolin-4-y|oxy)-3-methoxy-phenyl]-2-triﬂuoromethoxy-

benzenesulfonamide

CasH21FaN20;S Mw. 550.51

LC/MS purity: 100 %, m/z 549 [M-H], m/z 551 [M-H]* Rt. 2.96 min.

'H NMR (300 MHz, DMSO-d6): 10.62 (bs, 1H), 8.39 (d, 1H), 8.03 (dd, 1H),
7.80 (td, 1H), 7.59 (m, 2H), 7.46 (s, 1H), 7.36 (s, 1H), 7.13 (d, 1H), 6.97 (d,
1H), 6.72 (dd, 1H), 6.14 (d, 1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.61 (s, 3H)
Melting point: 211-212 °C.
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15Exanmpl e Al 25
1- Met hyl- 2- oxo- 2, 3-di hydr o- 1Hi ndol e-5-sul fonic acid

wo[20y/R7#+7di met hoxyqui nol i n-4-yl oxy) - 3- f | uor o- PCAYEPRPOIANR798

ide 0 C26H22FN306S Mwn. 523.54 20LC/ M5 purity: 99 %
mz 533 [MH, mz 535 [MHpgRt. 2.60 mn. 1H NVR (300
MHz, DMBO-d6): 10.7 (bs, 1H), 8.45 (m 1H), 7.76 (d,
Y%({Qi %ﬁ? (s, 1H), 7.46 (s, 1H), 7.39 (s, 1H), 7.33
3%y 715 (m 2H), 7.00 (d. 1H), 6.36 (d, 1H),
3.94 (s, 3H), 3.91 (s, 3H), 3.65 (s, 2H), 3.14 (s, 3H
Mel tin gint: 163-165 C WO
EXBUa 2497 PCT/ EP2009/ 002798 - 99 - Yiel d: 59 %
Q@Jf?lﬁ'le%ﬁo umolln-4-yloxy) -3- methoxy-phen (}-3-phenoxy- _
oxy qui nol 1 n- 4-yl oxy ["uor o- phenyl ]
benzemesummannée hoxy- 5benzenesul fonam de
C24F118FAN206S Mv. 538.48 LC/ MS p r|ty 100 % niz 537
[MH, nmz 539 [MH Rt. 305m (300 MHz,
DI\/SOd6) 10. 93 (bs, 1443 s 8 04 (dd, 1H),
i07.79 (dt, 1H), 7.58 ([ 47 s, 7.39 (s,
1H), 7.35 (t, 1H) 7. 15] (dd, 1H) 6. 98 (d 1H), 3.94
(s, 3H), 3.92 (s7 3)YBYting point: 203-204 C. Yield:
42 % 15Exanpl e ARNG7
3, 5-Di chl oro- N\d4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3- ne
Gabty4sNeEDSn y.-5568.6%t hoxy- benzenesul f onani de

LCToIS iy, S0, Mg anitnfi, s 5B pEh‘Re b fing 5y

'BMBIRI§300 MHZ0DMSO-d6)) 10835 1bs,d1HLH. ;387(dz41 H)d 7. 591)(1 "1H),
747 tod 1]!-})1?)045 iy 3Hy 537 18 1, P38, T 7 2plh. 9Py, 716 (@,
169; 7397 (d, 2+036.63 (d3HH), 6.70 (dd, 1H), 6.16 (d, 1H), 3.94 (s, 3H), 3.92
(s, 3H), 3.61 (s, 3H)

Melting point: 106-107 °C.

~ Yield: 55 %

Example A121
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl}-4-fluoro-3-
methoxy-benzenesulfonamide

Xy
/ODf%
o
o N

C2sH23FN2O;S Mw. 514.53

LC/MS purity: 99 %, m/z 513 [M-H}, m/z 515 [M-HJ' Rt. 2.71 min.

'H NMR (300 MHz, DMSO-d6): 10.3 (bs, 1H), 8.39 (d, 1H), 7.52 (dd, 1H),
7.45 (s, 1H), 7.39 (m, 2H), 7.36 (s, 1H), 7.14 (d, 1H), 6.97 (d, 1H), 6.15 (d,
1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.89 (s, 3H), 3.64 (s, 3H)

Melting point: 109-110 °C.
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“1H), 7.79 (t, 1H), 7.55.0x

WD 2009/ 127417PCT/ EP2009/ 002798 - 100 - Melting point:
206-208 C. Yield: 78 % Exanple Al 28

wWoH2(761,77- Di met hoxy- qui nol i n- 4-yl oxy) - 3- met hyACTRR2MP1P2798

-2-trifluoromethyl - benzenesul f onam de C25H21F3N205S
MN 518.52 LC/MS purity: 1007% mz 517 [MH, mz 519
[MH R. 2. 98 mn. 10 11-1 NWR (300 MHz, DMSO- d6):
Y%%,Gg@(,)o 8.42 (d, 1H), 8.12 (d, 1H), 8.02 (d,
88 (m oH), 7.50 (s, 1H), 7.38 (s, 11-1), 7.08
(m 3H), 6.18 (d, 1H), 3.93 (s, 3H, 3.91 (s, 3H),

Ehadid fughh) MBI 1ing point: 209-211°C Vield: 59 % 15
4Df3tbrh 8- STcHo RIS, PidifieihioRy Auit ki -y Ry Gunltiidershdny -

2-trifluoromet hoxy- benzenesulf onam

beozenesuliopRpide Mv. 534.52 LC/ MBS purity: 100 % mz

533 EMF11, mz 535 [MH R. 3.04 nin.gll-1 NVR (300

MHz, DMBO-d6): 10.55 (s, 1H), 8.41 1H), 7.99 (d,
2 DN § 1H, 7.38

0Tty 7.01 (d. 1H),

.92 (s, 3H), 2.02 (s, 3H

209 C. Yield: 71 % Exanpl e

(s, 1H, 7.12 (d, 1H), 7.0pB
6.15 (d, 1H), 3.94 (s, '
- 101 - Melting poblt:
A130 .

C24H2BrCIN,OsS Mw. 579.86

LC/MS purity: 99 %, m/z 577 [M-H[, m/z 579 [M-H]* Rt. 3.12 min.

'H NMR (300 MHz, DMSO-d6): 10.4 (bs, 1H), 8.40 (d, 1H), 8.30 (d, 1H),
7.92 (d, 1H), 7.63 (dd, 1H), 7.47 (s, 1H), 7.36 (s, 1H), 7.17 (d, 1H), 6.96 (d,
1H), 6.74 (d, 1H), 6.17 (d, 1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.64 (s, 3H)
Melting point: 110-113 °C.

Yield: 75 %

Example A123
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-trifluoromethyl-

benzenesulfonamide

CasH21FaN206S Mw. 534.52

LC/MS purity: 100 %, m/z 533 [M-H], m/z 535 [M-H]" Rt. 2.91 min.

'H NMR (300 MHz, DMSO-d6): 10.74 (bs, 1H), 8.39 (d, 1H), 8.15 (d, 1H),
7.89 (m, 2H), 7.45 (s, 1H), 7.36 (s, 1H), 7.14 (d, 1H), 6.98 (d, 2H), 6.73 (dd,
1H), 6.16 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H), 3.62 (s, 3H)

Melting point: 198-199 °C.
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54- Met hoxy- napht hal ene- 1- sul f oni caci d[ 4- ( 6, 7- di met hoxy
-qui nolin-4- yloxy)-3-nethyl -phenyl]-am de

WORMHAZGNZ06S Mv. 530. 60 LC/ M5 purity: 96 % mPLTBEF2009/002798

EMH, mz 531 [MH R. 2.97 nmin. 10111 NMR (300 MHz,
DVSO-d6): 10.54 (s, 1H), 8._¢a (d, 1H), 8.37 (d, 1H),
8 25 (d 1H), 8.22 (d, 1H), 7.58 (m 2H), 7.45 (s,

36 (s, 1H), 6.99 (m 4H), 6.09 (d, 1H), 4.05
Yo@d a%% 3.92 (s, 3H), 3.88 (s, 3H), 1.95 (s, 3H)
Melting point: 233-235C. Yield: 34 %15 Exanple A131
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 3- net hyl - phenyl ] -
Exabnple fA124r obenzenesul f onami de 0 20C241- 120F2N205S Mw.

50 9% 4
{RapoEShBR B 7 R B LR s oroifonyt
Heﬁzeﬁé&ulfo?}a‘ﬂﬁldéd 1H), 7.58 (m 3H), 7.51 (s, 1H),

s, 1H, 7.09 (m 3H), 6.17 (d, 1 ; 3.94 (s,
3H) 391 (s, 3H), 2.04 (s, 3H 25 ¥'Ng poi nt:
239-240 C. - 102 - Yiel qL: 74 YEx Al132
N44- (6, 7- Di net hoxy- qui nol Jy{%%) 3- fet hyl - pheny1] -
3-pyrimdin-2-yl 5benzenesgu am de C28H24N405S Mw.
528.59 LC/ M5 purlt(y: 99 Y% n12 527 [MH, mlz 529
[MH- R. 2.85 pim TRy NVR (300 MHz, DMSO d6):

11 38 (bs, 1H), 8.9 , , 8.83 (s, 1H), 8.62 (d,
8.31 (d, 1H),97.92 M, 1H), 7.75 (t, 1H), 7.54

{ 7. 36 1 7.14 1
g s " (3,10 7 (540
LBIMS puity: (39 YaHn/z 565 [M H] m/z 567 [M-HJ*Rt. 3. 22 m|n

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.46 (d, 1H), 8.01 (d, 1H), 7.93
(s, 1H), 7.63 (dd, 1H), 7.48 (s, 1H), 7.36 (s, 1H), 7.34 (¢, 1H), 7.15 (dd, 1H),
6.98 (d, 1H), 6.37 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H)

Melting point: 144-147 °C.

Yield: 43 %

Example A125
1-Methyl-2-oxo0-2,3-dihydro-1H-indole-5-sulfonic  acid [4-(6,7-dimethoxy-
quinolin-4-yloxy)-3-fluoro-phenyl]-amide

Ca6H22FN;06S Mw. 523.54

LC/MS purity: 99 %, m/z 533 [M-HJ, m/z 535 [M-H]* Rt. 2.60 min.

'H NMR (300 MHz, DMSO-d6): 10.7 (bs, 1H), 8.45 (m, 1H), 7.76 (d, 1H),
7.67 (s, 1H), 7.46 (s, 1H), 7.39 (s, 1H), 7:33 (t, 1H), 7.15 (m, 2H), 7.00 (d,
1H), 6.36 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H), 3.65 (s, 2H), 3.14 (s, 3H)
Melting point: 163-165 °C.
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Melting point: 188-190 C. 15Yield: 16 % Exanple A133
4- Met hoxy- napht hal ene- 1-sul foni c aci d

WO 200/R74+7di et hoxy- qui nol i n-4-yl oxy) - phenyl | PATER0@B02798

C28FI 24N206S Mv. 516.58 LC/MS purity: 96 % mfz 515
[MH, mz 517 [MH R. 2_%hnin. 1H NVR (300 Mz,
DVSO- d6) : 10 60 (bs, 1H), 8.70 (d, 1H), 8.40 (d, 1H),
v%@gé,/ 7.75 (t, 1H), 7.65 (t, 1H), 7.39 (s,

59 %5 (s, 1H), 7.07 (m 256H), 6.27 (d, 1H), 4.04
(s, 3H), 3.92 (s, 3H), 3.86 (s, 3H WD
2009/ 127417PCT/ EP2009/ 002798 - 103 - Melting point:
Exampla A126 Yi el d: 14 % Exanpl e Al34

R Sl R R AT S e
bépBeRdsulfondmidarity: 100 % mz 487 [MH, mz 489
[MH R. 2.92 min. 10 1H NVR (300 M4z, DVBO- d6):

10.76 (bs, 1H), 8.45 (d, 1H), 7.83 1H), 7.75 (d,
1H), 7.49 (d, 1H), 7.44 s, AH N7 s, 1H), 7.18
(dd. 4H), 6.36 (d, 1H), 3.@;@2‘?2/&3, 3.89 (s. 3H)
Mel ting point: 218-220 Co d: 69 Exanpl e A135

4- Met hoxy- napht haI £ne; 1- qul foni caci d[ 44(%®, 7- di net hoxy-
qui nol i n- 4- AN
o N

C2sH1sFsN206S Mw. 538.48

LC/MS purity: 100 %, m/z 537 [M-HJ, m/z 539 [M-H]' Rt. 3.05 min.

'H NMR (300 MHz, DMSO-d6): 10.93 (bs, 1H), 8.45 (d, 1H), 8.04 (dd, 1H),
7.79 (dt, 1H), 7.58 (m, 3H), 7.47 (s, 1H), 7.39 (s, 1H), 7.35 (t, 1H), 7.15 (dd,
1H), 6.98 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H)

Melting point: 203-204 °C.

Yield: 42 %

Example A127
3,5-DichIoro-N-[4-(6,7—dimethoxy-quinoIin-4-y|oxy)-3-methyl-phehyl]-2-
methoxy-benzenesulfonamide

ci

JeL0G
0
o ~

C2sH22CI2N20sS Mw. 549.43

LC/MS purity: 98 %, m/z 547 [M-HJ, m/z 549 [M-H]* Rt. 3.27 min.

'H NMR (300 MHz, DMSO-d6): 10.50 (bs, 1H), 8.41 (d, 1H), 7.74 (d, 1H),
7.51 (s, 1H), 7.44 (s, 1H), 7.38 (s, 1H), 7.07 (m, 3H), 6.17 (d, 1H), 3.96 (s,
3H), 3.94 (s, 3H), 3.91 (s, 3H), 2.03 (s, 3H)



yl oxy) - 3-fl uor o- phenyl ] -am de 0 20C281- 123FN206S Mw.
534.57 LC/MS purity: 96 % mz 533 [MH, mz 535
WO[2004A427R7. 3. 14 min. NVR (300 MHz, DNMSO- d6)PCTIEP200R/002798
(bs, 1H), 8.69 (d, 1H), 8.40 (d, 1H), 8.27 (m 2H),
7 77 (t, 1H) 7.65 (t, 1H).,1@6042 (s, 1H), 7.37 (s,
, 7.25 (m 1H), 7.08 (m 2H), 6.91 (dd, 1H), 6.27
1 H, 3.98 (s, 3H), 253.89 (s, 3H -
@%‘Hng%tt?%%& r?? 145-147 C. Yield: 31 % Exanpl e
@6753)4,phenyl 4-sul fonic acid
[4- (6, 7-di nmet hoxy- qui nol i n-4-yl oxy)-2-fl uoro-phenyl] -
am de C29H23FN205S Mwn. 530.58 LC/MS purity: 99 % niz
%@"‘h%& n12 531 [MH Rt. 3.20 mn. 1OIHNI\/R(300
d6): 10.29 (bs, 1H), 8.49 (d, EDG (d
s N48-(6.7- ntznwpqup;nonnmytaxy)-zl-metrwl epui)- tﬂﬂuorpm%thyl-
dd, 1I—Q‘If (d, 1H), 6.55 (d, 1H), 3.93 (s, 3H),
NZGNESL %fl%m lting point: 199-201 C. Yield: 38 % 15
Exanpl e A137
1- Met hyl 2- 0x0- 2, 3-di hydro 1H i ndol e ul fonic acid
Q or o- phenyl] - am
urity: 100 %
Fn.

C2sH21F3N>0sS Mw. 518.52
LC/MS purity: 100 %, m/z 517 [M-H], m/z 519 [M-H]* Rt. 2.98 min.

1 'H NMR (300 MHz, DMSO-d6): 10.66 (bs, 1H), 8.42 (d, 1H), 8.12 (d, 1H),
8.02 (d, 1H), 7.88 (m, 2H), 7.50 (s, 1H), 7.38 (s, 1H), 7.08 (m, 3H), 6.18 (d,
1H), 3.93 (s, 3H), 3.91 (s, 3H), 2.03 (s, 3H)

Melting point: 209-211 °C.
Yield: 59 %

15
Example A129
N-[4-(6,7-Dimetho>q-quinolin-4-y|oxy)-3-methyl-phenyl]-z-triﬂuoromethoxy-
benzenesulfonamide

N<
"0
o__F
F
F

s
o N

o)

20 CasHatFsN,0sS Mw. 534.52
LC/MS purity: 100 %, m/z 533 [M-HJ, m/z 535 [M-H]* Rt. 3.04 min.
'H NMR (300 MHz, DMSO-d6): 10.55 (s, 1H), 8.41 (d, 1H), 7.99 (d, 1H),
7.79 (t, 1H), 7.55 (m, 2H), 7.51 (s, 1H), 7.38 (s, 1H), 7.12 (d, 1H), 7.08 (d,
1H), 7.01 (d, 1H), 6.15 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H), 2.02 (s, 3H)
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'H NVR (300 MHz, DVBO-d6): 10 (bs, 1H), 8.49 dm 1H),
7.65 (m 2H), 7.42-7.28 (m 4H), 7.20 (dd, 1H), 7.01

wo(e0/12THy7, 6.53 (d, 1H), 3.94 (s, 3H), 3.89 (PCTAHHR009/002798

3.63 (s, 2H), 3.14 (s, 3H - 105 - Melting point:
195-197 C. Yield: 54 % Exanmbe-A138
5Bi phenyl - 3-sul foni c

Xy-qui nol i n- 4-yl oxy) - 3- net hoxy-
{'H‘\E)%E %of’g@&ﬁ 126N206S Mv. 542.62 LC/ NB purity:
\Qad%'n%z 541 EMH, mz 543 [MH R. 3.15 nin. 10
1FI NWVR (300 MHz, DI\/ISOdG),: 0.37 (bs, 1H), 8.29 (d,
1H), 8.03 (s, 1H), 7.97 (d, 1H), 7.79 (d, 1H, 7.68
8F§§I)A13b49 (m 4H), 7.35 (s; 1H) 7.14 (d, 1H),
78 (dd, 1H), 6.08
43M)eth<3<yagam§hatm>e 1§UEgnlps AYd Nl t[H@ ';)p@mth%ggum"*’f-

YW%J“%It%lré%hggy qui Ingl ;A%SZ yl oxy) - 3- met hoxy- pheny1]

-2,5-di fl uorobenzenesul f onam de 2(Q 24H201F2N206S
MN 502.50 LG/ MS purity: 99 % \ni 2 )1 [MH, nlz 503
[MH R. 2.82 mn. 1HN > VBO- d6) :  10. 85
(bs, 1H), 8.39 (d, 1H) ¥»3H), 7.46 (s,
1H), 7.36 (s, 1H),, , 1H), 6.98 (d, 1H), 6.77
(dd, 1H), 6.14 25’(d, ,3.93 (s, 3H), 3.91 (s, 3H),
3.64 (s, 3H) - 19 i ng point: 222-224 C. Yield:
43 %

ngstNzOsS Mw. 530.60

LC/MS purity: 96 %, m/z 529 [M-HJ, m/z 531 [M-H]*Rt. 2.97 min.

'H NMR (300 MHz, DMSO-d6): 10.54 (s, 1H), 8.70 (d, 1H), 8.37 (d, 1H),
8.25 (d, 1H), 8.22 (d, 1H), 7.58 (m, 2H), 7.45 (s, 1H), 7.36 (s, 1H), 6.99 (m,
4H), 6.09 (d, 1H), 4.05 (s, 3H), 3.92 (s, 3H), 3.88 (s, 3H), 1.95 (s, 3H)
Melting point: 233-235°C.

Yield: 34 %

Example A131
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyi]-2,5-difluoro-
benzenesulfonamide

C24H20F2N>05S Mw. 486.50

LC/MS purity: 100 %, m/z 485 [M-H}, m/z 487 [M-H]*Rt. 2.72 min.

'H NMR (300 MHz, DMSO-d6): 10.76 (s, 1H), 8.41 (d', 1H), 7.58 (m, 3H),
7.51 (s, 1H), 7.38 (s, 1H), 7.09 (m, 3H), 6.17 (d, 1H), 3.94 (s, 3H), 3.91 (s,
3H), 2.04 (s, 3H)

Melting point: 239-240 °C.
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Exanpl e A140 5Napht hal ene- 1-sul fonic acid
[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3- met hoxy-

woplteiid73rzam de  C281- 124N206S Mwn. 516. 58 LC/ MBQIUER20097002798

98 % mz 515 EM1-11, mz 517 [MH R. 2.98 mn. 10
1H NWVR (300 MHz, DVSO-d6):-102 45 (bs, 1H), 8.79 (d,
1H), 8.35 (d, 1H), 8.25 (m 2H), 8.09 (d, 1H), 7.70
Ygé[g:-;s oy 7-41 (s, 1H), 7.33 (s, 1H), 6.99 (d, 1H),
.84 (s, 1H), 6.62 (d, 1H), 6.04 (d, 1H), 3.91 (s,
3H), 3.88 (s, 3H), 3.52 (s, 3H Melting point: 136-138
E% 1§Yi eII » 34 % Exanple A 141

AR %rob_ 4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3- met hox
NéE&LE%WDi}neihé*leUm@ﬁiﬁzﬁymy)-ﬁweﬂmydﬁhéﬁyll-mpyrimidin-2-yl-

4F120C1FN206S Mwn. 518.95 LCO/ MS purity: 100 % mz
b§!]¥e[‘ﬁﬁl!1[°,nam'99519 [MH R. 2.84 min. '"HNW (300
MHz, DMBO d6): 10.80 (bs, 1H), 8. (d, 1H, 7.87 (t,
1H), 7.76 (dd, 1H), 7.51 (d, 1H) 46, (s, 3H), 7.36
(s, 1H), 7.16 (d, 1H), 6@(@3\\0- 97y 1H), 6.75
(dd, 1H), 6.15 (d, 1H, 3 s, 3H) M3 91 (s, 3H),
3.66 (s, 3H Meltifng poilnt: 124-126 C. Yield: 43 %
5Exanpl e Al42 Bi phet sul f oni ¢

aci d[ 4- (6, 7- di metkgex ol i n- 4-yl oxy) - 3- net hoxy-
phenyl ] - am de

C2sH24N4OsS Mw. 528.59

LC/MS purity: 99 %, m/z 527 [M-H]‘, m/z 529 [M-H]' Rt. 2.85 min.

'H NMR (300 MHz, DMSO-d6): 11.38 (bs, 1H), 8.97 (d, 2H), 8.83 (s, 1H),
8.62 (d, 1H), 8.31 (d, 1H), 7.92 (d, 1H), 7.75 (t, 1H), 7.54 (t, 1H), 7.48 (s,
1H), 7.36 (s, 1H), 7.14 (s, 1H), 7.05 (dd, 2H), 6.10 (d, 1H), 3.93 (s, 3H), 3.90
(s, 3H), 2.00 (s, 3H)

Melting point: 188-190 °C.

Yield: 16 %

Example A133
4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

Ca2sH2¢N206S Mw. 516.58

LC/MS purity: 96 %, m/z 515 [M-HJ', m/z 517 [M-H]' Rt. 2.91 min.

'H NMR (300 MHz, DMSO-d6): 10.60 (bs, 1H), 8.70 (d, 1H), 8.40 (d, 1H),
8.19 (d, 1H), 7.75 (t, 1H), 7.65 (t, 1H), 7.39 (s, 1H), 7.35 (s, 1H), 7.07 (m,
6H), 6.27 (d, 1H), 4.04 (s, 3H), 3.92 (s, 3H), 3.86 (s, 3H)
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C301- 126N206S Mwv. 542.62 10LC/ MBS purity: 98 % mz 541
[MH, mz 543 [MH R. 3.18 nin. NVR (300 Mz,

wOoDMBO206): 10.4 (bs, 1H), 8.35 (d, 1H), 7.89 (PdU/EP2649/002798

7.73 (d, 1H), 7.50 (m 4H), 7.44 (s, 1H), 7.35 (s,
1H), 7.15 (d, 1H), 7.00 (d103H, 6.78 (dd, 1H), 6.16
(d, 111), 3.95 (s, 3H), 3.92 (s, 3H), 3.66 (s, 3H

11 Ag: PO} 28- 131 C. 15Yield: 39 % Exanpl e Al143
I\@ﬁﬁg’z@&;@% ﬁ%x? qui nol i n- 4-yl oxy) - 3- net hoxy- phenyl ]
Yiddpy4 6 di n- 2- yl benzenesul fonam de 20  C281- 124N406S
Mv. 544.59 LC M5 purity: 100 % mz 543 [MH, mz 545
[MH R. 2.80 mn. "HNW (300 MVHz, DMSO d6): 10.48

gxgﬁ,_})|éb:{)1348 97 (d, 2H), 8.86 (s, 1H), 8.64 (d, 1H),
95 (d, 1H 7 (t, 1H . _7.54 (t,

41¢Iplor¢-NtB4 &31’7 dzmﬁﬂ)oqul@!ﬂObM-nPr;y)-meﬁ?'](%i%U?F‘Bz 7.08

dd, 1H) 6.07 (d, 1H), 3.92 - 108 -

%ﬂzeé‘%“'f@'a@d% 3.63 (s, 3H) Melting point:

135-137 C. Yiel d 38 %5Exan‘p| e cl

Benzo[ b] t hi ophene- 3-sul fonic acjd

[4-(6, 7-di met hoxy- qui nolin ?(J} =~3-

nmet hoxy- phenyl] - am de C2 6SZ2 Mv. 522.60 ioLC M5

purity: 100 % mz 521 [frH, mz 523 [MH 4 R. 2.95

m n. NVR (300 "“u Mo d6): 10.68 (s, 1H), 8.67

(s, 1H), 8.37 (d, ) .24 (d, 1H), 8.13 (d, 1H),

7.54 (m 2H), 7. 4\30(5 N, 7.35 (s, 1H), 7.18 (d,

it thogy 10,53 19,008 (8 1. 5.
LC/MS purity: 100 %, m/z 487 [M-H], m/z 489 [M-H]" Rt. 2.92 min.

'H NMR (300 MHz, DMSO-d6): 10.76 (bs, 1H), 8.45 (d, 1H), 7.83 (t, 1H),
7.75 (d, 1H), 7.49 (d, 1H), 7.44 (s, 1H), 7.38 (s, 1H), 7.18 (dd, 4H), 6.36 (d,
1H), 3.93 (s, 3H), 3.89 (s, 3H)

Melting point: 218-220 °C.

Yield: 69 %

Example A135
4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-3-fluoro-phenyl]-amide

CasHzsFN206S Mw. 534.57

LC/MS purity: 96 %, m/z 533 [M-H}, m/z 535 [M-H]' Rt. 3.14 min.

'H NMR (300 MHz, DMSO-d6): 10.91 (bs, 1H), 8.69 (d, 1H), 8.40 (d, 1H),
8.27 (m, 2H), 7.77 (t, 1H), 7.65 (t, 1H), 7.42 (s, 1H), 7.37 (s, 1H), 7.25 (m,
1H), 7.08 (m, 2H), 6.91 (dd, 1H), 6.27 (d, 1H), 4.07 (s, 3H), 3.98 (s, 3H),
3.89 (s, 3H)
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15Melting point: 144-146 C. Yield: 61 % Exanple A145
1- Met hyl- 2- oxo- 2, 3-di hydr o- 1Hi ndol e-5-sul fonic acid

wo 20/ R7717di met hoxy20qui nol i n-4-yl oxy) - 3- met hoX@CTptrRRm0pI002798

ani de C27F125N307S Mw. 535.58 LC/MS purity: 100 %
Mz 534 [MH, mz 536[M-H]0:Rt-. 2.43 min. NVR
(300 MHz, DMBO- d6) .5 (bs, 1H), 8.38 (d, 1H), 7.76

g tce 19,0 5 3 0 1% 26

Yield9B1 % 417PCT/ EP2009/ 002798 - 109 - 1H), 6.18 (d,
1H), 3.93 (s, 3H), 3.90 (s, 3H), 3.64 (s, 2H), 3.63
(s, 3H, 3.13 (s, 3H) Melting point: 150-152 C Yield:
Eién%@ﬁ@%fpl e Al46

- Brono- Nd4- (6, 7- di nmet hoxy- gqui nol i n- 4-
Bupr&uylﬁ sulfanic aplsio[‘b@e?r%&v z@ﬂ@%‘tﬂ%ﬁ@?}b&ﬂwm “phenyil-
3#9%41117& FAN206S Mv. 617.37 LG/ MS purity: 99 (1/0,

Z 615 [MH, mz 617 [MH R. 3.30 min 11-1 NMR

(300 MHz, DMBO-d6): 11 (bs, 1H), 1H), 7.96
(d, 1H), 7.84 (d, 1H), 7.82 (s, 1H), B (s, 1H),
7.39 (s, 1H), 7.35 (d, 1H) 7.16 , H, 6.99 (d,
1H), 6.35 (d, 1H), 3.94 2 (s, 3H)

15Mel ting point: 226- 228 |°eI 8 34 % Exanple Al147
4- Br ono- N44- (6, 7- di met h@xy-quitnol i n- 4-yl oxy) - 2-f | uor o-
Pheny11-2- 20tri $P oxy benzenesulfonam de o

C2sH23FN,OsS Mw. 530.58

LC/MS purity: 99 %, m/z 529 [M-HJ, m/z 531 [M-H]* Rt. 3.20 min.

1H'NMR (300 MHz, DMSO-d6): 10.29 (bs, 1H), 8.49 (d, 1H), 7.89 (d, 2H),
7.82 (d, 2H), 7.74 (d, 2H), 7.44 (m, 6H), 7.23 (dd, 1H), 7.04 (d, 1H), 6.55 (d,
1H), 3.93 (s, 3H), 3.82 (s, 3H)

Melting point: 199-201 °C.

Yield: 38 %

Example A137
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-2-fluoro-phenyl]-amide

N o]
o

F
/o N
o
o N

Ca6H2FN306S Mw. 523.54

LC/MS purity: 100 %, m/z 522 [M-H], m/z 524 [M-H]* Rt. 2.53 min.
'H NMR (300 MHz, DMSO-d6): 10 (bs, 1H), 8.49 dm, 1H), 7.65 (m, 2H), .
7.42-7.28 (m, 4H), 7.20 (dd, 1H), 7.01 (dd, 1H), 6.53 (d, 1H), 3.94 (s, 3H),
3.89 (s, 3H), 3.63 (s, 2H), 3.14 (s, 3H)
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C241117Br FAN206S Mwn. 617.37 LC/MS purity: 100 % nmz
615 [MH, mz 617 [MH R. 3.27 mn. 11-1 NWR (300

- WOoNbi9/12DMBO- d6) :  10.4 (bs, 1H), 8.51 (d, 1H), PC3EMM/002798

3H), WD 2009/ 127417PCT/ EP2009/ 002798 - 110 - 7.41 (s,
1H), 7.40 (s, 1H), 7.34 (t;105), 7.24 (dd, 1H), 7.04
(d, 1H), 6.53 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H
M@hh%%,,ﬂoqgs.mg}&b 229 C. Yield: 36 %5 Exanple Al48
6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 3- net hoxy
Yiekdehg - 2- trifl uoromet hoxy-benzenesul f onami de
10C25H20Br F3N207S Mwv. 629.41 LC/ M5 purity: 99 % niz
627 [MH, mz 629 [MH R. 3.21 nin. NVR (300
Bvam |@Iy£{3&i6) 10.8 (bs, 1H), 8.39 (d, 1H), 7.94 (d,
8 7.47 . 1.36
QIEPueqxlD&sqlgqrgc( gbac[g_b éﬁ@g %’r@ethﬁzfy qtg&q@%é?lb%if—methoxy-
%béll(éjmdy—l) 3.93 (s, 3H), 3.91 (s, 3H), 3.63 (s, 3H)
ting point: 176-177 C. Yield: 31 % Exanple Al49
4- Br ono- N44- (6, 7- di met hoxy- qui nol ™
trifluoronethoxy20benzeresul f anam ge

C241-118Br F3N206S Mwv. 599 €7 B pu 99 % nmz

597 [MH, mz 599 [ M H] e 3.20 mn. 1F1 NVR
(300 MHz, DMBO- d6)a bs, 1H), 8.45 (d, 1H), 7.89
(d, 1H) 257 82 ij, .80 (s, 1H), 7.45 (s, 1H)),
7.38 (s, H), 6.35 (d, WO

20899 hl&?él” qugaogg/ 002798 - 111 -

LC/MS purity: 99 %, m/z 541 [M-HJ, m/z 543 [M-HJ* Rt. 3.15 min.

'H NMR (300 MHz, DMSO-d6): 0.37 (bs, 1H), 8.29 (d, 1H), 8.03 (s, 1H), 7.97
(d, 1H), 7.79 (d, 1H), 7.68 (m, 3H), 7.49 (m, 4H), 7.35 (s, 1H), 7.14 (d, 1H),
6.98 (d, 1H), 6.78 (dd, 1H), 6.08 (d, 1H), 3.92 (s, 3H), 3.89 (s, 3H), 3.60 (s,
3H)

Melting point: 108-110 °C.

Yield: 47 %

4-yl oxyyphenyl] - 2-

Example A139
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)- 3 -methoxy-phenyi}-2,5- dlﬂuoro—
benzenesulfonamide

C24H20F2N206S Mw. 502.50

LC/MS purity: 99 %, m/z 501 [M-H], m/z 503 [M-H]* Rt. 2.82 min.

'H NMR (300 MHz, DMSO-d6): 10.85 (bs, 1H), 8.39 (d, 1H), 7.70-7.54 (m,
3H), 7.46 (s, 1H), 7.36 (s, 1H), 7.16 (d, 1H), 6.98 (d, 1H), 6.77 (dd, 1H), 6.14
(d, 1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.64 (s, 3H)
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1H), 3.93 (s, 3H), 3.90 (s, 3H) Melting point: 237-239
C. Yield: 30 %5Exanpl e A150

wohkohEtiewy - napht hal ene- 1 - sul f oni caci d[ 4- (6, 7- dQTELH2000y002798

qui nol i n-4- vyl oxy) - 2-net hyl - phenyl ] -am de C29H26N206S
Mv. 530.60 10LC/MS purity:-9869% nfiz 529 EM1-11, mz
531 [MH Rt. 3.10 nmin. NVR (300 MHz, DMSO-d6): 10
Mélﬁng%b‘)nt HAdogdc 1H), 8.46 (d, 1H), 8.28 (d, 1H),

. 7.67 (m 2H), 7.41 (s, 1H), 7.37 (s,
Yiell, 43 %5 (d 2H), 6.92 (s, 1H), 6.91 (d, 1H), 6.36
(d, 1H), 4.07 (s, 3H), 3.93 (s, 3H), 3.88 (s, 3H,
2.09 (s, 3H) 15Melting point: 216-217 C. Yield: 34 %
Elaaipié A14051_

Nalbitalbrerdr SaUm A i CotralmHp o AR i nethory-

gﬁ QAnki§e M5 purity: 98 % miz 485 EMH, mlz 487
M Rt. 2.8

2 mn. 1H NVR (300 MHz,
DVSO-d6) : 10.19 (bs, 1H), 8 48 (d, AR 7.59 (m 2H),
257.48 (m 1H), 7.44 (S 7 39 1H), 7.04 (m
3H), 6.46 (d, 1H), 3. 94/ , , 3.90 (s
3H), 2.13 (s, 3H Melting_pQint C. Yield: 37

% 5Exanpl e A152 7
4- Br onp- 3- chl or 0K 4

- 2- met hyl - phenyl
Mv. 563. 86 1OLC/
563

- di met hoxy- qui nol i n-4-yl oxy)
sul f onam de C24H20Br Cl N205S
pofi tyw” 100 % mz 561 [MH, mz
@g 317 mn IH NVR (300 MHz, DMVBO d6):
HaNg Nth)51685&8(d 1H), 8.03 (d, 1H) 7.79 (d,

?Ms @B%?@g‘@ @51&[&/@@4) g\/%’gl)ﬂ [&; tSQ Qii:’}mnH)

'H. VR $30BNHz 2DM£(Dst)3FHD (b, tHp &. m (d2112+)2833$(d 1H),
8.25 (m, 2H), 8.09 (d, 1H), 7.70 (m, 3H), 7.41 (s, 1H), 7.33 (s, 1H), 6.99 (d,
1H), 6.84 (s, 1H), 6.62 (d, 1H), 6.04 (d, 1H), 3.91 (s, 3H), 3.88 (s, 3H), 3.52
(s, 3H)

Melting point: 136-138 °C.

Yield: 34 %

Example A 141
4-Chloro-N-[4-(6,7- dlmethoxy-qumolln-4-yloxy) -3- methoxy -phenyl]-2-fluoro-

benzenesulfonamide

C24H20CIFN,OsS Mw. 518.95

LC/MS purity: 100 %, m/z 517 [M-H], m/z 519 [M-H]" Rt. 2.84 min.

'H NMR (300 MHz, DMSO-d6): 10.80 (bs, 1H), 8.38 (d, 1H), 7.87 (t, 1H),
7.76 (dd, 1H), 7.51 (d, 1H), 7.46 (s, 3H), 7.36 (s, 1H), 7.16 (d, 1H), 6.97 (d,
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15Yi el d: 58 % Exanpl e A153

4- Chl or o- Nd4- (6, 7- di nmet hoxy- qui nol i n-4-yl oxy) - 2- et hyl
wO-pbETeysi7- 2- f | uor obenzenesul f onam de C24H20CI PRAGEP30091002798

502.95 LC/MS purity: 99 % mz 501 [MH, nmz 503

[MH R. 2.98 mn. 'H NVR-(189G MHz, DMSO d6): 10.13

(bs, 1H), 8.48 (d, 1H), 7.73 (m 2H), 7.46 (d, 1H),

1}”;‘6 éégqfl ), 8-1339(1& SI'H) 3(§ gﬁ)(ifmgggsl-i; -9és6 g(QCBH)

Melting alrit: (I§4 -126°Ckl ti ng poi nt: 248-250 C. Y| el d: 43

%FE@@ l e Al54

5’-‘ ,‘P- Di met hoxy- qui nol i n-4-yl oxy) - 2- net hyl - phenyl ] -
4-f | uor o- 3- met hoxybenzenesul f onam de C25H23FN206S Mw.
498. 53 |0LC/I\/S purity: 98 % mz 497 EMH, mz 499
Exarepledd142 87 nmin. 11-1 NVR (300 MHz, DVSO-d6): 9. 67

(deidH 14-(6.5%i i ¢ - -
SBgnyi-syfore. (dpid 1o SOl it metnory
phényl]&aide(s, 3H), 3.85 (s, 3H), 2.05 (s, 3H Melting
poi nt: 228-229C. 15Yield: 38 % Exanpl e Al155
3, 5-Di chl oro- Nd4- (6, 7- di met hoxy- qui no 4-yl oxy) - phen
yl ]-4-hydr oxybenzenesul f onam de eX31- 118C12N206S
Mv. 521.38 LC/ M5 purltyo 319 [MH, mz 521
[MH R. 2.79 min. 1HNW 4z, DVBO-d6): 9.7
(bs, 1H), 8.42 (d, 1H), %9 (s, 1H), 7.37 (s, 1H),

7.27 (s, 2H), 7.1G (M , 6.35 (d, 1H), 3.94 (s,
3H), 3.91 (s, 3H

CaoH26N206S Mw. 542.62

LC/MS purity: 98 %, m/z 541 [M-H], m/z 543 [M-H]*Rt. 3.18 min.

'H NMR (300 MHz, DMSO-d6): 10.4 (bs, 1H), 8.35 (d, 1H), 7.89 (dd, 4H),
7.73 (d, 1H), 7.50 (m, 4H), 7.44 (s, 1H), 7.35 (s, 1H), 7.15 (d, 1H), 7.00 (d,
1H), 6.78 (dd, 1H), 6.16 (d, 1H), 3.95 (s, 3H), 3.92 (s, 3H), 3.66 (s, 3H)
Melting point: 128-131 °C.

Yield: 39 %

Example A143
N-[4-(6,7- D|methoxy-qumolm-4-yloxy) -3-methoxy-phenyl]-3-pyrimidin-2-yl-
benzenesulfonamide

C2sH24Ns0sS Mw. 544.59

LC/MS purity: 100 %, m/z 543 [M-HJ', m/z 545 [M-H]* Rt. 2.80 min.

'H NMR (300 MHz, DMSO-d6): 10.48 (bs, 1H), 8.97 (d, 2H), 8.86 (s, 1H),
8.64 (d, 1H), 8.27 (d, 1H), 7.95 (d, 1H), 7.77 (t, 1H), 7.54 (t, 1H), 7.43 (d,
1H), 7.34 (s, 1H), 7.12 (d, 1H), 7.08 (d, 1H), 6.74 (dd, 1H), 6.07 (d, 1H), 3.92
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Melting point: >260 C. Yield: 45 % Exanpl e A156

53, 5-Di chl oro- Nd4- (6, 7-di net hoxy- qui nol i n-4-yl oxy)-3-m
woebwey4iphenyl ] - 2- - hydr oxy- benzenesul f onanm deCT/EP2009/002798

C24H20C12N207S Mw. 551.41 L MS purity: 99 % nfz 549

[MH, nmz 551 [MH R. 3-008rin. 10 1H NVR (300 Mz,

DMSO-d6): 9.6 (bs, 1H), 8.38 (d, 1H), 7.49 (s, 1H),

: 7 : , 6.94 (d, 1H), 6.75 (d,
€. FAEBHIIB LN 519" §T50T(% Sy Ml ting
Melting poirt4038:1371%3.d: 26 % 15 Exanple Bl

hi,ophene- 2-sul foni c acid
Yﬁﬁi-df ?‘B Po- 4- (6-fl uoro-2- net hyl - qui nol i n- 4-yl oxy) -

phenyl ] - ani de 20C201114F2N203S2 Mv., 432. 47 LT/ VB
urity: 96 % mz 431 [NA-H Rt. 3.00 mn. 1H NMR (300
wpledd4i6): 10.37 (s, 1H), 7.97 (m 2H), 7.83 (d,

ok, s/ 0 Bamition oo -

d, 1
niethogyfphenyl]-amide
)
: |
o No

/OD\%
~
o N

C2sH22N-06S, Mw. 522.60

LC/MS purity: 100 %, m/z 521 [M-HJ, m/z 523 [M-H]* Rt. 2.95 min.

'H NMR (300 MHz, DMSO-d6): 10.68 (s, 1H), 8.67 (s, 1H), 8.37 (d, 1H),
8.24 (d, 1H), 8.13 (d, 1H), 7.54 (m, 2H), 7.43 (s, 1H), 7.35 (s, 1H), 7.18 (d,
1H), 6.93 (d, 1H), 6.70 (dd, 1H), 6.08 (d, 1H), 3.92 (s, 3H), 3.89 (s, 3H), 3.58
(s, 3H),

Melting point: 144-146 °C.

Yield: 61 %

Example A145
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-3-methoxy-phenyl]-amide

|

N. o}
o2 LIT
Y

C27H25N307;S Mw. 535.58

LC/MS purity: 100 %, m/z 534 [M-H], m/z 5§36 [M-H]' Rt. 2.43 min.

'H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.38 (d, 1H), 7.76 (d, 1H),
7.67 (s, 1H), 7.45 (s, 1H), 7.35 (s, 1H), 7.10 (t, 2H), 6.96 (d, 1H), 6.72 (d,
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Melting point: 166-167 C. Yield: 60 %5 Exanple B2
3- Cyano- N42-fl uor o-4- (6-fl uoro-2-nethyl-quinolin-4-ylo
WO BherTyl | benzenesul f onani de  10C231- 115F2NFCIBHAMN9/002798
451.46 LC/MS purity: 97 %9 mz 450 [MH Rt. 3.03 mn.
11 1 NWVR (300 MHz, DMSO d6)1090.46 (s, 1H), 8.14 (m
8.00 (m 2H), 7.81 (m 2H), 7.68 (m 1H), 7.33

4 o 480 08 . 00 0 4 6 2 o 0

(E,xziﬁpl e B3 ,

Fl uor.o-4- (6. fduoro-2-met hyl - qui nol i n-4-yl oxy) - Phen
M&’?"Sﬂﬁ’é@thaéﬁ)ﬂg@eréenesul fonani de C231- 118F2N204S Mw.
Yiefd: 48 9%C/ M5 purity: 98 % mz 455 [MH Rt. 3.16 mn.
- 116 - 11-1 NWR (300 MHz, DMSO- d6): 10.22 (s, 1H),
8.00 (m 1H), 7.82 (m 1H), 7.67 (m 1H), 7.49 (t,

I%A’317 .21 (m 6H), 7.07 (d, 1H), 6.62 (s, 1H),
S , 2.53 (s, 3H Melting point: 150-151 C

45§'r$r’|nd N{&-(%?EdmaihexﬁqutDpdiEeT&ybrxahBlsfhuom-mhlens(ﬂ-iZd
uor t ui nolin-4 0X
tbﬁ ﬁPlﬂ)éi’eTEe'Eﬂ%‘ihff R203S My, 300, 41 V)

Br
F N\/Q/
ZON,
(o]
e
F

C24H17BrFsN206S Mw. 617.37

LC/MS purity: 99 %, m/z 615 [M-H]", m/z 617 [M-H]* Rt. 3.30 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.46 (d, 1H), 7.96 (d, 1H), 7.84
(d, 1H), 7.82 (s, 1H), 7.48 (s, 1H), 7.39 (s, 1H), 7.35 (d, 1H), 7.16 (dd, 1H),
6.99 (d, 1H), 6.35 (d, 1H), 3.94 (s, 3H), 3.92 (s, 3H)

Melting point: 226-228 °C.

Yield: 34 %

Example A147
4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-
trifluoromethoxy-benzenesulfonamide

Cz4H17BrF4NzosS Mw. 617.37
LC/MS purity: 100 %, m/z 615 [M-H}', m/z 617 [M-H]*Rt. 3.27 min.
'H NMR (300 MHz, DMSO-d6): 10.4 (bs, 1H), 8.51 (d, 1H), 7.80 (m, 3H),
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LG MS purity: 96 % mz 391 [MrH Rt. 2.54 mn.

11-1 NWR (300 MHz, DMSO-d6): 9.67 (s, 1H), 8.01 (m
wOoRep9/1274885 (m 1H), 7.70 (m 1H), 7.52 (t, 1HPCTER3{F09/002798
(dd, 1H), 7.13 (d, 1H, 6.71 (s, 1H, 2.69 (s, 151H),
2.55 (s, 3H), 0.95 (m 41-13j10wlting point: 189-190 C

Yield: 42 % Exanpl e B5

ALY B A ol 2% ety 099

1632329#(@] 38N2ﬂ96(M\3H)178 88 LC/MS purity: 94 % mz
KA.FI 345 mn. NWR (300 MHz, DMVSO- d6):
th"ﬁppg\t 3—]&28 o (m 1H), 7.91 (m 1H),
Ze|§43go/§6 (m 4H), 7.31 (m 2H), 7.11 (dd, 1H), 6.67
., 2.54 (s, 3H) 5Melting point: 205-207 C.
Yield: 62 % Exanpl e B6

Eﬁfa&rgy |191 ro- Nd2-f 1 uoro-4-(6-fl uoro-2-nmethyl - qui nol i n-
AMRIS N2 8henyl F 10benzenesul fonami de  C22F114FAN203S

Morﬁé&—ﬂ@(&,ﬂdﬁeﬂwﬁ-quinem%ylm) Jaiethvkydpheryl]-23. 06
I\ée Od6): 10.81 (s, 1H), 8.00
tf??!HO@FbethG,*Ys ’c esf > 68 (m 2H) 7 38 (t, 1H),

7.27 (m 3H), 7.08 (d, 1H) 6.62 (s 2.54 (s, 3H)
Mel ting point: 188- 190 C Yi eI d 5§ 20Exanp| e B7

\
//

C2sH2BrFiN.0;S Mw. 629.41

LC/MS purity: 99 %, m/z 627 [M-H}, m/z 629 [M-H]' Rt. 3.21 min.

'H NMR (300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.39 (d, 1H), 7.94 (d, 1H),
7.83 (d, 1H), 7.81 (s, 1H), 7.47 (s, 1H), 7.36 (s, 1H), 7.13 (d, 1H), 6.95 (d,
1H), 6.70 (d, 1H), 6.15 (d, 1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.63 (s, 3H)
Melting point: 176-177 °C.

Yield: 31 %

Example A149
4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethoxy-

benzenesulfonamide

C.4H1sBrFN;0sS Mw. 599.38

LC/MS purity: 99 %, m/z 597 [M-HJ, m/z 599 [M-H]* Rt. 3.20 min.

'"H NMR (300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.45 (d, 1H), 7.89 (d, 1H),
7.82 (d, 1H), 7.80 (s, 1H), 7.45 (s, 1H), 7.38 (s, 1H), 7.17 (dd, 4H), 6.35 (d,
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5- Met hyl -t hi ophene-2-sul fonic acid
[ 2-fl uoro-4-(6-fl uoro-2-nethyl-quinolin-4-

woyloeizy4igheny| Fam de WO 2009/ 127417PCT/ EP200 PICTOF29®/002798

118 - C211- 116F2N203S2 Mw. 446.50 LC/ MB purity:
97% miz 445 [MHRt. 3.18 fif- 11-1 NMR (300
MHz, DMSO-d6): 10.30 (s, 1H), 8.00 (dd, 1H), 7.83 (dd,

6 32 3H), 7.10 (d, 1H), 6.87
1% 9%—‘? g'é' ’649@-&% , 2.(\[3n4 (?? 3H) I\/bl(tingl_bpoi nt :

Mdfting paint. 237-288:°G2 % 10Exanpl e B8

Mﬁ gb })ro 4- (6-fl uoro-2-nethyl -qui nolin-4-yl oxy)-phen
Pi fl uoronet hyl benzenesul i onam de C23H15F5N203S
Mv, 494,44 15LC/ MBS purity: 95 % mz 493 [MH Rt.
3.51 min. 11-1 NWR (300 MHz, DVMSO-d6): 10.45 (s, 1H),
Exapwple A15PH), 7.83 (m 2H), 7.68 (m 1H), 7.34 (t,

41@‘*"’#’6’2'%%“?)5% Ly E"‘}éﬁ"&? ]%& 152?%(636(\’('%@39’%@%"0-""'4'

yIohg)-2-fetinghpheRl]}- amlde
o\
~ 7

C2oH26N206S Mw. 530.60

LC/MS purity: 99 %, m/z 529 [M-H], m/z 531 [M-H]* Rt. 3.10 min.

'H NMR (300 MHz, DMSO-d6): 10 (bs, 1H), 8.71 (d, 1H), 8.46 (d, 1H), 8.28
(d, 1H), 8.01 (d, 1H), 7.67 (m, 2H), 7.41 (s, 1H), 7.37 (s, 1H), 7.05 (d, 2H),
6.92 (s, 1H), 6.91 (d, 1H), 6.36 (d, 1H), 4.07 (s, 3H), 3.93 (s, 3H), 3.88 (s,
3H), 2.09 (s, 3H)

Melting point: 216-217 °C.

Yield: 34 %

Example A151
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-2,5-difluoro-
benzenesulfonamide

Ca4H20F2N20sS Mw. 486.50

LC/MS purity: 98 %, m/z 485 [M-HJ, m/z 487 [M-H]'Rt. 2.82 min.

'H NMR (300 MHz, DMSO-d6): 10.19 (bs, 1H), 8.48 (d, 1H), 7.59 (m, 2H),
7.48 (m, 1H), 7.44 (s, 1H), 7.39 (s, 1H), 7.04 (m, 3H), 6.46 (d, 1H), 3.94 (s,



N44- ( 6- Fl uor o- 2- et hyl - qui nol i n-4-yl oxy) - phenyl Fbenzen

esul fonam de C22H17FN203S Mwn. 408. 45 5LC/ MS purity:
WEH09427417z 407 EMHL Rt. 2.90 min. 1H NMR ( 300PAWAZR2009/002798

DMSO-d6): 10.37 (s, 1H), 7.97 (m 1H), 7.81 (m 3H),

7.70-7.55 (m 4H), 7.19 (ddf12H), 6.40 (s, 1H), 2.54

(s, 3H Melting point: 207-208 C. Yield: 65 % 10

3?}&:§Tgbe(ﬁ1 or?y %\Iﬁ (? ?uoro 2- met hyl - qui nol i n- 4-yl oxy) -

pbinemasol"conam de Cl 15C22F115C12FN203S M,
7@3374 C/ M5 purity: 97 % mz 475 [KA-Hy Rt. 3.52
NVR (300 MHz, DMBO-d6): 10.52 (s, 1H), 7.98
(m 2H) 7. 85 (dd, 1H), 7.66 (m 3H : 7.23 (dd, 4H),
: 5 (s, AH), 2.54 (s, 3H) Melting point: 238-240 C
5 Ezempéﬁeé\ 523 % - 120 - Exanpl e Bll

BRI N At TR 0 e

benzenesulfonamlde

C24H20BrCIN,OsS Mw. 563.86

10 LC/MS purity: 100 %, m/z 561 [M-H}, m/z 563 [M-H]* Rt. 3.17 min.
'"H NMR (300 MHz, DMSO-d6): 9.91 (bs, 1H), 8.48 (d, 1H), 8.03 (d, 1H),
7.79 (d, 1H), 7.54 (dd, 1H), 7.45 (s, 1H), 7.39 (s, 1H), 7.12 (s, 1H), 7.03 (dd,
2H), 6.47 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H), 2.06 (s, 3H)
Melting point: 212-213 °C.

15 Yield: 58 %

Example A153
4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-fluoro-
benzenesulfonamide

20

C24H20CIFN20OsS Mw. 502.95

LC/MS purity: 99 %, m/z 501 [M-H]J, m/z 503 [M-H]* Rt. 2.98 min.

'H NMR (300 MHz, DMSO-d6): 10.13 (bs, 1H), 8.48 (d, 1H), 7.73 (m, 2H),
7.46 (d, 1H), 7.44 (s, 1H), 7.39 (s, 1H), 7.03 (m, 2H), 7.01 (dd, 1H), 6.45 (d,
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5C23H 7C12FN204S Mw. 507.37 LG/ MS purity: 96 % mz

505 [MH Rt. 3.60 min. "HNW (300 MHz, DMSO d6):
woIBRe741g, 1H), 8.00 (m 2H), 7.84 (dd, 1H), PCTAEP20/002798

1H, 7.67 (m 1H), 7.21 (dd, 4H), 6.42 (s, 1H), 3.96

(s, 3H, 2.54 (s, 3H 10Mei113hg point: 192-193 C

Yield: 78 % Exanpl e B12

Aoy lAf A UQLO- - - hyl - qui nol i n- 4-yl -
UPRECHICE RN LR Rl SRS RS
Metting poln®/ 248-60i°C;: 95 % mz 443 EMH Rt. 3.02 min.

Y'QFN%O} 300 MHz, DMSO-d6): 10.75 (s, 1H), 8.00-7.81
- 48y 7 69 (m 20H), 7.55 (m 1H), 7.31-7.17 (m
5H), 6.40 (s, 1H), 2.54 (s, 3H Melting point: 179-180
C - 121 - Yield: 62 % Exanpl e B13

Exagpte A1ddr 0- Nd4- (6- f | uor o- 2- net hyl - qui nol i n- 4-yl oxy) -

NG T 5 iSRRI 0082 et I 4o} s methoxy-
beHzehEs(IRDAnNE, DVSO-d6): 10.54 (s, 1H), 7.99 (m

1H), 7.85 (m 1H), 107.67 (m 2H), 7.44 (m 2H), 7.23
(dd, 4H), 6.43 (s, 1H), 2.54 (s, lting point:

194-195 C. /@i‘l/:s\ o
0”0
/OJC(%
~o N7

C25H23FN20O6S Mw. 498.53 4

LC/MS purity: 98 %, m/z 497 [M-HJ, m/z 499 [M-H]' Rt. 2.87 min.

'H NMR (300 MHz, DMSO-d6): 9.67 (bs, 1H), 8.47 (d, 1H), 7.40 (m, 4H),
7.28 (m, 1H), 7.10 (s, 1H), 7.03 (dd, 2H), 6.46 (d, 1H), 3.94 (s, 3H), 3.91 (s,
3H), 3.85 (s, 3H), 2.05 (s, 3H)

Melting point: 228-229 °C.

Yield: 38 %

Example A155
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-hydroxy-

benzenesulfonamide

C23H1sCN2OsS Mw. 521.38

LC/MS purity: 92 %, m/z 519 [M-HJ,, m/z 5621 [M-H]'Rt. 2.79 min.

'H NMR (300 MHz, DMSO-d6): 9.7 (bs, 1H), 8.42 (d, 1H), 7.49 (s, 1H), 7.37
(s, 1H), 7.27 (s, 2H), 7.10 (m, 4H), 6.35 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3‘H)



Yield: 54 % Exanpl e Bl14
153- Brono- Nd4- (6-f | uor o- 2- et hyl - qui nol i n- 4-yl oxy) - Phe
wonaey/ipgnZenesul f onam de N CnH16Br FN203S Mw.  4&TCT332009/002798

LG/ M5 purity: 96 % mz 485 EMHL Rt. 3.25 min. 20'H
NVR (300 MHz, DMSO-d6): 10-4%4¢s, 1H), 7.98 (dd, 1H),
7.85 (m 3I—I) 7 76 (d, 1H), 7.67 (m 1H), 7.55 (t,
%{@'n%/éoﬁ 6.43 (s, 1H, 2.54 (s, - 122 -

ng poi nf '183-184 C. Yield: 73 % 5Exanpl e B15
Yieldr 506 N44- (6- f | uor o- 2- met hyl - qui nol i n- 4-yl oxy) - pheny
[]-2-trifluoronethyl benzenesul f onam de C23H15Br FAN203S

Mv. 555.35 i oLC/MS purity: 96 % mz 553 [MF1] Rt.

Es( IgiAm56lH NVR (300 MHz, DI\/BOd6) 1o 32 (s 1H)
(dd, 1H), 8.00

5 chmomh{- -(61 mnm2§M(®In@w 4%%1)@%&\% ph@fiyllra‘s
| e B16 Thi oph 3-sul f
hggl Wh&?ﬁ@%sﬁg’ﬁ? - et h§| - qui no: |oﬁ i?sl ox;S/;J- pgglnfll ]-
I

am de
A0 Nssg cl
o~ o
o]

C24H20CI:N,O;S Mw. 551.41
LC/MS purity: 99 %, m/z 549 [M-H], m/z §51 [M-H]' Rt. 3.00 min.

10 'H NMR (300 MHz, DMSO-d6): 9.6 (bs, 1H), 8.38 (d, 1H), 7.49 (s, 1H), 7.47
(s, 1H), 7.09 (d, 1H), 6.94 (d, 1H), 6.75 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H),
3.59 (s, 3H)
Melting point: >240 °C.
Yield: 26 %

15
Example B1
Thiophene-2-sulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl]-amide '

AN
s
N
20 Con 14F2N203Sz Mw. 432.47

LC/MS purity: 96 %, m/z 431 [M-HJ Rt. 3.00 min.
'H NMR (300 MHz, DMSO-d6): 10.37 (s, 1H), 7.97 (m, 2H), 7.83 (d, 1H),



20C201115FN203S2 Mw. 414.48 LC/ M5 purity: 97% niz 413

[MH R. 2.81 min. 1H NWR (300 Mz, DVMSO d6): 10.31
wWO(299/2717 8.18 (dd, 1H), 7.99 (dd, 1H), - 12PCI/EP26B/002798

(dd, 1H), 7.73 (m 1H), 7.67 (m 1H), 7.30-7.18 (m

5H), 6.44 (s, 1H), 2.54 (s;1%5) Melting point: 195-196

C. Yield: 66 %5 Exanple B17

7%4161 Upig- admrﬁgwsq {27 44 quxmy RPN, SHIT, 885 (s,

ene- car 'i'"c 'acl ester
541(3382{)582 M. 472 52 LC/I\/S purlty 96 % niz 471

1H NMR (300 MHz, DNMBO-d6): 10. 20
"5‘%“'"%0'"‘7%@2'@%&1‘2 7. 84((dd 1H), 7.67 (2n 1H),

Yieli’60®, 1H), 7.23 (d 2H), 7.19 (d, 2H), 6.43 (s,
1H), 3.90 (s, 3H), 2.54 (s, 3H) 15Melting point:
5 160-161 C. Yield: 72 A Exanple B18

%ﬁ@ th| ophene- 2-sul foni c acid
uor o- 2- net hyl - qui nol i n- 4-yl oxy) -
R0OyanosN2-fivorte4-(6Hluaro-2-metkdyl-quinolin-4-yloxy)-phenyl}-

benzenesulfonamide
N<

>sZ N
/©/O/ \O \N

(o}

Fm
P
N

10 CzHisF2N:OsS Mw. 451.46
LC/MS purity: 97 %, m/z 450 [M-H] Rt. 3.03 min.
'H NMR (300 MHz, DMSO-d6): 10.46 (s, 1H), 8.14 (m, 2H), 8.00 (m, 2H),
7.81 (m, 2H), 7.68 (m, 1H), 7.33 (t, 1H), 7.26 (dd, 1H), 7.08 (d, 1H), 6.65 (s,
1H), 2.54 (s, 3H)

15 Melting point: 190-191 °C.
Yield: 37 %

Example B3

N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-3-methoxy-

20 benzenesulfonamide

AN
~

Cz3H13F2N204S Mw. 456.47
LC/MS purity: 98 %, m/z 455 [M-HJ Rt. 3.16 min.



C201- 114C1FN203S2 Mwn. 448.93 LC/ M5 purity: 97 % mz

447 [NA-Fir Rt. 3.23 min. 1FF NWR (300 MHz, DVBO d6):
woosrR74y, 1H), 7.99 (m 1H), 7.85 (m 1H), 7.PET/ER1P09/002798

1H), 7.46 (dd, 1H), 7.25 (m 5H), 6.47 (s, 1H), 2.54

(s, 3H) 5Melting point: 1701162 C. Yield: 44 % Exanpl e

B19 5- xazol - 5- yI -t hi ophene-2-sulfonic acid

Ul
MR (300 M2, BRISB G 922 1Stk B9 (i, Tt 83 (m. 11
7L6ﬂrﬁ o), .49 (951% 70877480 (rEN6H), RO7IdpTHXi 6162 (s, 1H)LH3.80
DVSO-d6) : 10.73 (s, 1H), 8.72 (d, 1H),
%o‘%’%) 157.85 (dd, 1H) 7.73-7.64 (m 3H), 7.27
Méﬁlnﬁﬁblnt715@16d°cﬂ'|) 6.45 (s, 1H), 2.54 (s, 3H)

[tTng point: 164-166 C. Yield: 35 % 20Exanpl e B20
5 YNEIﬂhW\ ene- 1-sul foni c aci d
[4-(6-fluoro-2-nethyl-quinolin-4-yloxy)-phenyl]- am de
- 125 - C261119FN203S Mwn. 458.52 LG/ MS purity: 95 %
Bxamplé BEM HL Rt. 3.25 min. NMR (300 MHz,

R abnasiobid D3ttt lons% (bt Refiinofilyion)

phenyfdmidé- 05 (d, 2H), 56.33 (s, 1H), 2.55 (s, 3H)
|\/E‘|¥I ng point: 223-225 C Y|eId 75 %

/S\

10

CigH16F2N-0;S Mw. 390.41

LC/MS purity: 96 %, m/z 391 [M+H]* Rt. 2.54 min.

'H NMR (300 MHz, DMSO-d6): 9.67 (s, 1H), 8.01 (m, 1H), 7.85 (m, 1H),

7.70 (m, 1H), 7.52 (t, 1H), 7.37 (dd, 1H), 7.13 (d, 1H), 6.71 (s, 1H), 2.69 (s,
15 1H), 2.55 (s, 3H), 0.95 (m, 4H)

Melting point: 189-190 °C.

Yield: 42 %

Example B5
20  3-Chloro-4-fluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-
benzenesulfonamide



10

15

20

Exanpl e B21 101- Et hyl - 1H pyrazol e-4-sul fonic acid
[4-(6-fl uoro-2-nethyl-quinolin-4-yloxy)- phenyl]-am de

WOl 200992707 ' 0 C211- 119FNA03S Mn. 426. 47 LC/ VS PEUYER2409/002798

95 % mz 425 [MH R. 2.59 min. 151H NVR (300 MHz,
DVSO-d6) : 10.17 (s, 1H), 8.287¢s, 1H), 7.99 (dd, 1H),
7.86 (dd, 1H), 7.71 (s, 1H), 7.66 (dd, 1H), 7.25 (d,

.,.7 , 16 (g, 2H), 2.48 (s, 3H), 1.33
(?2??'“9%3&?8 ?M‘é%@?%te 165-167 C. Yield: 42 %20
LM peritp294 %, m/z 477 [M HJ Rt. 3.45 min.

50 OTREOMSLACTE  B0 40 o,
e uﬁwé“‘*‘”z”’” PN PSS T
MeitlagmthWZW% (dd 1H), 7.86 (m 2H), 57.66 (m

Y(?,gpd él)(,zs (d, 2H), 7.19 (d, 2H). 6.44 (s, 1H), 2.52
88)%\el ting point: 203-205 C

Example B6
2,6-Difluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-

benzenesulfonamide

N/

C2H14F4N,O3S Mw. 462.43

LC/MS purity: 98 %, m/z 461 [M-H] Rt. 3.06 min.

'H NMR (300 MHz, DMSO-d6): 10.81 (s, 1H), 8.00 (m, 1H), 7.82 (dd, 1H),
7.68 (m, 2H), 7.38 (t, 1H), 7.27 (m, 3H), 7.08 (d, 1H), 6.62 (s, 1H), 2.54 (s,
3H)

Melting point: 188-190 °C.

Yield: 63 %

Example B7
5-Methyl-thiophene-2-sulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide



10

15

20

Yield: 56 % | oExanple C
3,5-Dichloro-N42-fl uoro-4-(2-nmethyl-8-trifluoronethyl -

WODIit7411- 4- yl oxy) - phenyl ] - benzenesul f onani de@CT/EP2009/002798

C23H14C12F4N203S Mwv. 545.34 15LC/ MBS purity: 95% iz
543 [MH, mz 545 [MH Ri418-39 min. 1H NMR (300
MHz, DMSO-d6): 10.52 (s, 1H), 8.47 (d, 1H), 8.19 (d,

1H). 8.01 (s, 1H), 7.70 (me 3H), 7. oH), 7.15
(dd, 1H), 6.76 (s, 1H), 2.59 (s 3ting poi nt :
181-183 C. 20Yiel d: 44% N Bxarpt e~C2 :

Bi phenyl - 3-sul fonic acid 0” No

[ 2-fluoro-4-(2-nmethyl- uor onet hyl - qui nol i n- 4-

yl oxy) - phenyl ] - am de C29H20F4N203S Mw. 552.55 LC/ Ms
purity: 98 % 2\ , Mz 553 [MH Rt. 5.34 -
mn. 1H NMR (300 DMBO-d6) : 10.30 (s, 1H), 8.45
(d, 1H, 8.18 (d, % . (s, 1H), 7.97 (d, 1H),
7.69 (m 5H), 7.54-7.28 (m 5H), 7.14 (dd, 1H), 106.70

Cé§41g}:m202339§/|vg-5446'§5b Melting point: 187-188 C. Yiel d:
LC/MS purity: 97 %, m/z 445 [M-HJ Rt. 3.18 min.

'H NMR (300 MHz, DMSO-d6): 10.30 (s, 1H), 8.00 (dd, 1H), 7.83 (dd, 1H),
7.69 (m, 1H), 7.32 (m, 3H), 7.10 (d, 1H), 6.87 (dd, 1H), 6.64 (s, 1H), 2.54 (s,
3H)

Melting point: 151-153 °C.

Yield: 62 %

Example B8
N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-3-trifluoromethyl-
benzenesulfonamide

Ca3H1sFsN20:S Mw. 494 44

LC/MS purity: 95 %, m/z 493 [M-HJ' Rt. 3.51 min.

'H NMR (300 MHz, DMSO-d6): 10.45 (s, 1H), 8.00 (m, 4H), 7.83 (m, 2H),
7.68 (m, 1H), 7.34 (1, 1H), 7.26 (d, 1H), 7.09 (d, 1H), 6.63 (s, 1H), 2.53 (s,
3H)

Melting point: 150-152 °C.

Yield: 47 %
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Exanpl e C3

15N42- Fl uoro-4-(2-nmethyl -8-trifl uoronet hyl - qui nol i n-4-
woytexy)74phenyl ] - 3- phenoxy- benzenesul f onam de PCT/EP2009/002798

C29H20F4N204S Mwv. 568.55 LC/MS purity: 94 % mz 567

[NA-H Rt. 5.34 min. 20" H NYR9(-300 MHz, DVBO d6):

10.27 (s, 1H), 8.48 (d, 1H), 8.19 (d, 1H), 7.74-7.01

%é@g@ 6.72 (s,1H), 2.57 (s, 3H) Melting point:

- % - 128 - Yield: 63 % Exanple 4

NNjp(6 il ene2-methiyF-quinokin-i4dyidxy )-ploerod b érezerstsbifand@mide f
| uor omet hyl - 5qui nol i n-4-yl oxy) - phenyl Fam de

C27F118F4N203S My, 526.51 LG/ MS purit % mz 525
[MH, mz 527 [MH Rt. 5.15 nin. (300 MHz,

DVSO d6): 10.53 (s, 1H), 8. N 43 (d, 1H),
108.26 (d, 1H), 8.14 (m 3 . ® ) , 7.31 (t,
1H), 7.19 (dd, 1H), 7.07 H, 6.94 (s, 1H), 2.57

(s, 3H Melting point:
15Exanpl e C5 F

2-234 C. Yield: 42 %

CH1FN20:S Mw. 408.45

LC/MS purity: 95 %, m/z 407 [M-H] Rt. 2.90 min.

'H NMR (300 MHz, DMSO-d6): 10.37 (s, 1H), 7.97 (m, 1H), 7.81 (m, 3H),
7.70-7.55 (m, 4H), 7.19 (dd, 4H), 6.40 (s, 1H), 2.54 (s, 3H)

Melting point: 207-208 °C.

Yield: 65 %

Example B10
3,5-Dichloro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]}-
benzenesulfonamide

N
~

CxH1sCI2FN2O3S Mw. 477.34

LC/MS purity: 97 %, m/z 475 [M-HJ Rt. 3.52 min.

'H NMR (300 MHz, DMSO-d6): 10.52 (s, 1H), 7.98 (m, 2H), 7.85 (dd, 1H),
7.66 (m, 3H,; 7.23 (dd, 4H), 6.45 (s, 1H), 2.54 (s, 3H)

Melting point: 238-240 °C.

Yield: 73 %



10

15

20

2,5-Dichl oro- Nd2-fl uoro-4-(2-nmethyl -8-trifluoronethyl -
gui nol i n-4-yl oxy) - phenyl]-benzenesul fonam d

WORRHARAOT2FAN203S Mn. 545. 34 20LC/I VS purity: PETIEP20092002798

543 [MH, mz 545 [MH+ Rt. 5.24 min. 'H NW (300
|sz DVBO-d6): 10.67 (s, 1H208.47 (d, 1H), 8.19 (d,
7.88 (s 1H), 7.76 (s, 2H), 7.69 (m 1H), 7.35

%@EEB 14 (dd, 1H), 6.72 (s, - 129 - 1H), 2.59
I\}EIti ng point: 207-209 C. Yield: 73 %5
ﬁMIerd;ﬂ -[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-methoxy-
-D|c or O- al 2-fluoro-4-(2-nmethyl-8-trifluoronethyl -
b&ﬂ?ﬁﬂ?? ozi‘a{/“ phenyn- benzenesul f onani de
C23F114C12F4N2038 Mv. 545.34 10LC/ MsS @urity: 95 % niz
543 [MH, mz 545 [MH Rt. 5.09 nin| 1FI NWR (300
MHz, DMSO-d6): 10.66 (s, 1H), 8.47 (d H, 8.19 (d,
1H), 7.65 (m 4H), 7.35 (m 2H) id, 1H), 6.68
(s, 1H), 2.57 (s, 3H Ml bt >d73 C.
15Yiel d: 54 "Yo Exanple 0o~ o
N42- Fl uor o- 4- ( 2- net hyl ; uoromet(ﬂykl -qui nolin-4-yl
oxy) - Phenyl1] - 2- trifludronethyl-benzenesul fonam d 20
C241- 115F7N203 5~ 45 LC/ MBS purity: 95 % mniz 543
[MH R. 5.05 rri

C23H47ClLFN.O,S Mw. 507.37

LC/MS purity: 96 %, m/iz 505 [M-HJ Rt. 3.60 min.

'H NMR (300 MHz, DMSO-d6): 10.59 (s, 1H), 8.00 (m, 2H), 7.84 (dd, 1H),
7.73 (dd, 1H), 7.67 (m, 1H), 7.21 (dd, 4H), 6.42 (s, 1H), 3.96 (s, 3H), 2.54
(s, 3H)

Melting point: 192-193 °C.

Yield: 78 %

Example B12
2,4-Difluoro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-
benzenesulfonamide

X
N/
CxH1sF3N.0:S Mw. 444.44
LC/MS purity: 95 %, m/z 443 [M-H} Rt. 3.02 min.
'H NMR (300 MHz, DMSO-d6): 10.75 (s, 1H), 8.00-7.81 (m, 3H), 7.69 (m,
1H), 7.55 (m, 1H), 7.31-7.17 (m, 5H), 6.40 (s, 1H), 2.54 (s, 3H)
Melting point: 179-180 °C.
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- 130 - 1H NWR (300 MHz, DMSO-d6): 10.43 (s, 1H), 8.47

(d, 1H), 8.19 (d, 1H), 8.05 (m 2H), 7.88 (m 2H),
WOR00R2127417 1H), 7.33 (m 2H), 7.12 (dd, 1H), 6.P&I/EP2009/002798

1H), 2.58 (s, 3H Melting point: 183-185 C. 5Yield:

56% Exanpl e C8 -121 -

4- Met hoxy- napht hal ene- 1- sul f oni caci d[ 3-f | uor o- 4- ( 2- net

ﬁ%lacé %ri f I uor onet hyl - qui nol i n-4-yl oxy) - phenyl ] - am de
% OF4AN204S Mn. 556.54 LC/MS purity: 94 % mz
555 [M1-1], mz 557 [MH Rt. 5.25 nin. 11-1 NWR (300

é%';,% Dh@gdG): 10.97 (s, 1H), 8.68 (d, 1H), 8.47 (d,
PIeBIs (d, 2H), 8.17 (d, 1H), 7.79 (t, 1H), 7.67

' -N-[#16 fluord-2- methyd-fuirBlin hehyijd, 1H),
%mgllﬁlﬁm gllﬁSA 06 (s, Sﬁ 2. 56%!&%?-])@ I\/EYItGi ng
bepzanesulfipnamid C. Viel d: 74% Exanpl e C9
203- Fl uoro- N[ 3-fl uor o- 4- (2-net hyl- 8-t i fl uoromet hyl - qu
i nol i n-4-yl oxy)- phenyl]-4-net hoxy- bemnzenesul f onam de

=131 - C24F117F5N204S Mwn. 524.47 LC urity: 98 %
mz 523 EMH Rt. 4.96 mn.

N
/©/ O;S\\O F
0]

~

=
N

C2Hi1sF3N20;S Mw. 444 .44

LC/MS purity: 95 %, m/z 443 [M-H] Rt. 3.17 min.

'H NMR (300 MHz, DMSO-d6): 10.54 (s, 1H), 7.99 (m, 1H), 7.85 (m, 1H),
' 7.67 (m, 2H), 7.44 (m, 2H), 7.23 (dd, 4H), 6.43 (s, 1H), 2.54 (s, 3H)

Melting point: 194-195 °C.

Yield: 54 %

Example B14
3-Bromo-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-
benzenesulfonamide

A
~
N
C2H16BrFN.O3S Mw. 487.35
LC/MS purity: 96 %, m/z 485 [M-HJ Rt. 3.25 min.

'"H NMR (300 MHz, DMSO-d6): 10.45 (s, 1H), 7.98 (dd, 1H), 7.85 (m, 3H),
7.76 (d, 1H), 7.67 (m, 1H), 7.55 (t, 1H), 7.21 (dd, 4H,; 6.43 (s, 1H), 2.54 (s,



1H NVR (300 MHz, DMSO-d6): 10.63 (bs, 1H), 8.53 (d,
1H), 8.20 (d, 1H, 7.65 (m 3H), 7.40 (m 2H), 7.19
wOo(09/121Hy7, 7.05 (dd, 1H), 6.58 (s, 1H), 3.92 PCI/EP3H)9/002798
2.55 (s, 3H Melting point: 128-130 C. Yield: 70 %
Exanpl e C10 -122 -
10N43- Fl uoro-4-(2-nmethyl -8-trifl uoronet hyl - qui noli n-4-
3)4 oxy) - phenyl1l- 2-
mgt hoxy- 4, 5- di net hyl - benzenesul f onami de
ME&FQ@BHI\IE&BHBM&C.SSA 53 LC/MS purity: 95% mz 533
%17 -, mMz 535 [MH Rt. 5.19 min. 15 11-1 NWR (300
Od6) 10.34 (s, 1H), 8.49 (d, 1H), 8.19 (d,
7.70 (t 1H), 7.59 (s, 1H), 7.15 (dd, 1H), 7.03
(m 2H) , 54 (s, 1H), 3.86 (s, 3H), 2.58 (s, 3H),
5 EQ(aHBJ|Q§158H) 2.19 (s 3H) Melting point: 230-232 C.

Y,

4Jrlo P16 Al 2iefhygdingiin:4-yorysphenyll-2trifluoromethy
benzenésuifohamidey) - phenyl Fbenzenesul fonani de - 132 -
C231- 114F6N203S Mu.  512.43 LO/MS purity: 100% mz 511
[MF1] Rt. 4.92 nin. 1H NI\/R(3 Br DVBO- d6)

1H), 57.69 (t,
(d, 1H), 7.07

10.70 (bs. 1H), 8.47 (d, 2H), 8. 18

1H), 7.53 (m 3H), 7.37 ( Ds\- , 7.
(d, 1H), 6.71 (s, 1H), 2. (sO“3FP Nkl ting point:
179-181 C. Yield: 52 %o F F

F

N

~
N

C23HsBrFsN.0OsS Mw. 555.35
10  LC/MS purity: 96 %, m/z 553 [M-H] Rt. 3.52 min.
'H NMR (300 MHz, DMSO-d6): 10.32 (s, 1H), 8.18 (dd, 1H), 8.00 (m, 1H),
7.85 (m, 2H), 7.70 (m, 5H), 6.44 (s, 1H), 2.54 (s, 3H)
Melting point: 191-193 °C.
Yield: 63 %
15
Example B16 _
Thiophene-3-sulfonic acid  [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
amide ’

A/

20 Con15FN203$2 Mw. 414 .48
LC/MS purity: 97 %, m/z 413 [M-H] Rt. 2.81 min.
"H NMR (300 MHz, DMSO-d6): 10.31 (s, 1H), 8.18 (dd, 1H), 7.99 (dd, 1H)
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10Exanpl e C12
3-Chl oro-4-fluoro-N42-fluoro-4-(2-nethyl-8-trifluorone

wotegd/r2qa7nol i n- 4-yl oxy) - phenyl Fbenzenesul f on®€ireP2009/002798

C23F114CI F5N203S Mwv. 528.89 15LC/ MS purity: 98 % mz
527 [MH -Rt. 5.24 nin. 1H $8R-(300 MHz, DMSO- d6):
10. 41 (bs, 1H), 8.47 (d, 1H), 8.19 (d, 1H), 7.91 (dd,

. ( , 2 7 1 1H
7%%-,9; (dlci_.‘) ‘Yﬂbg’gﬁ(? ' 13&3'378'6fm" ngf%)m?n%dﬁzf)%(m FSHC% 64 (s, )
28%(x138H) 57 % - 133 - Exanple C13

3 | e-4-sul fonic acid

'\feol $8§|’n(5 ibé gbﬁea%%yl- 8-trifluoromethyl qui nolin-4-yl ox
Yieldpbe9y!l | - am de 5C21HLI6F4NA03S Mwn. 480. 44 LC MS
purity: 98 % mz 479 [MH Rt. 4.07 mn. NVR (300
MHz, DMSO-d6): 12.5 (s, 1H), 10.6 (bs, 1H), 8.54 (d,
E%(E}np gh¥ (d, 1H), 7.79 (s, 1H), 771(t 1H), 7.38

fél) 7.24 (d, 1H, 7.08 (d, 1H), 60 js, 1H),
32[45(@-Empr@e)memm;mmlunmwlmwmny@uyﬁmmvl -thisghere-2c.

Yi,el |e Cl4

cgrt(qg(ygcacwer{nﬁﬁai rTg%{azol 4-yl met hoxy) - Nd3-f | uor o-4- ( 2-
met hyl - 8- o

15trifl uoronet hyl - qui nol i n-4-ylQxy) t/johenyl Fbenzenesul f
onam de C29H23F4N305S Mv. 601.5® spurity: 95 %
mz 600 [MHR. 4.96 mn. "H NVR ({300\MHz,

DVMSO- d6): 12.20 (bs, 1H), N, .19 (d, 1H),

207.80 (d, 2H), 7.71 (t,

.@,@S 1H), 7.18 (m
3H), 7.04 (dd, 1H), 6.58

0 (s, 2H), 2.55

(s, 3H), 2.40 (s, 3H), D20 3H)
F AN
2
N

C2H17FN,OsS; Mw. 472.52

LC/MS purity: 96 %, m/z 471 [M-H] Rt. 3.02 min.

'H NMR (300 MHz, DMSO-d6): 10.20 (s, 1H), 7.99 (m, 2H), 7.84 (dd, 1H),
7.67 (m, 1H), 7.47 (d, 1H), 7.23 (d, 2H), 7.19 (d, 2H), 6.43 (s, 1H), 3.90 (s,
3H), 2.54 (s, 3H)

Melting point: 160-161 °C.

Yield: 72 %

Example B18
5-Chloro-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl}-amide



Melting point: 193-195 C. WO

2009/ 127417PCT/ EP2009/ 002798 - 134 - Yield: 35 %
WOReg2l7€17C15 Bi phenyl - 4-sul fonic acid PCT/EP2009/002798

[2-fluoro-4-(2-methyl-8-trifluoronethyl-quinolin-4-

5yl oxy) - phenyl -am de C29H2OZ4MN203S Mwn. 552. 55 LC/ M5

purity: 96 % mz 551 EMH, nmz 553 [MH Rt. 5.34

GBIy 48804, DVED £ s any 72 U
LE/MS pusty: 9736, (nfa44F|)[M I;I}E@ 323 minH) , 7.10 (d, 1H),
B g ?%%&(’;')nilgzgg@r%s) 0. 88/, 1), PP 68! m, 24R), - 855m, 1H),

| Mﬂ(rﬁl 1900 746G RIATEIHY 7-25 (] SHY@ TS, TH). Q643 3H)- ¥
) Pheny 1]!5@:'ﬁ I’7_2st%.%)| m di n- 2-yl - benzenesul fonam de WO
5 ngmr’r 1255909/ 002798 - 135 - LC/MB purity: 97

, MSS[MHI mz 555 [MH R. 4.92 min. 11-1 NMR
%80 DMBO-d6): 10.39 (bs, 1H), 8.97 (s, 1H), 8.96
(s 1H), 8.84 (t, 1H), 8.63 (d, 1H), 8.45 (d, 1H),

8I§%g91 789(d 1H), 7.70 (m 2H), 7.53 (t,
’%%"" 7.25 (dd, 1H), 7.07 (d, 1H), 6.68
5-Oxazbl)5- XP-trﬁBpﬁéﬁe -2340ifoMd t | agld poi4(B-flddes-228etByl-quinolin-4-

Yield: 5
10 yloxy)-phenyl]-amide

C2H1sFN30,S, Mw. 481.53

LC/MS purity: 95 %, m/z 480 [M-H} Rt.3.07 min.

"H NMR (300 MHz, DMSO-d6): 10.73 (s, 1H), 8.72 (d, 1H), 7.98 (dd, 1H),
5 7.85 (dd, 1H) 7.73-7.64 (m, 3H), 7.27 (m, 4H), 7.10 (d, 1H), 6.45 (s, 1H),

2.54 (s, 3H)

Melting point: 164-166 °C.

Yield: 35 %

20 Example B20
Naphthalene-1-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
amide
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Exanpl e C17 10Benzo[ b] t hi ophene-2-sul fonic acid
[2-fluoro-4-(2-nmethyl-8-trifl uoronethyl -

WOoRMNd7ty- 4- yl oxy) - phenyqg- am de  C25H16F4N203 ST THR2009/002798

532.54 LC/MS purity: 96 % nlz 531 [MH, mz 533
[MH R. 5.16 min. 15 1H N¢% (300 MHz, DVSO- d6):
10.65 (s, 1H), 8.47 (d, 1H) 8.19(d, 1H), 8.10 (d,

el ot (0 18 [fn 1
LIRS perity385 %fpmv:: 457 rpM—IHT Rtmgsrsm% C. Yield: 51 %20
FEQW%?%@& M TR -d6P TR s, ahbe Botd (@R, .22 (d, 21,

al 4 -
61100 AR T U1 0,20, 705 0,

653;1(9[1\111)}25'&6_6830 [MH R. 5.11 mn. 1H NI\/R(SOO

) 5ok®46 (s, 1H), 8.49 (s, 1H), 8.45 (d,
%?9%?%22%(# 8 (tH? 1H) % (E? 2H) A5y
Yield: 160% 7.23 (dd, 1H), 7.09 (d, 1H), 6.68 (s, 1H),

2.58 (s, 3H) Melting point: 242-244 C. Yield: 75 %
10Exanpl e C19

Example B21
1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl]-amide

m
/
N

C21H1sFN4O3S Mw. 426 .47

LC/MS purity: 95 %, m/z 425 [M-H]J Rt. 2.59 min.

"H NMR (300 MHz, DMSO-d6): 10.17 (s, 1H), 8.28 (s, 1H), 7.99 (dd, 1H),
7.86 (dd, 1H), 7.71 (s, 1H), 7.66 (dd, 1H), 7.25 (d, 4H), 6.47 (s, 1H), 4.16 (a,
2H), 2.48 (s, 3H), 1.33 (s, 3H)

Melting point: 165-167 °C.

Yield: 42 %

Example B22
3,5-Dichloro-N-[4-(6-fluoro-2-methyl- qumolln-4-yloxy) -phenyl]-2-hydroxy-
benzenesulfonamide
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1- Met hyl - 2- oxo- 2, 3-di hydr o- 1H-i ndol e-5-sul foni c aci d
[ 2-fl uoro-4-(2-mnmethyl- 8-
WOL2009/1206170- et hyl - qui nol i n- 4-yl oxy) - phenyl ] - aiCAéEP2009/002798

C261- 119F4AN304S Mwn. 545.52 15LC/ MS purity: 90 % mz

544 EMH, mz 546 [MH R126-45 mn. 1F1 NVR (300

MHz, DMSO-d6): 11.00 (bs, 1H), 8.47 (d, 1H), 8.18 (d,
1H), 7.69 (m 2H), 7.63 (s, 1H), 7.34(t, 1H), 7.25

(dd, 1H), 7.11 (d, 1H), 7.05 (d, 1H), 6 71 (s, 1H),

3.64 (s, 2H), 3.14 (s, 3H), 2.57 (s Mel ting

poi nt: 225-226 C. 20Yield: 35 % - Exanpl e D1

Bi phenyl - 3- sul f oni caci d[ , Cgret hoxy- qui no
l'in-4-yloxy)-2- fluoro- p SH27FN205S

Mv. 606.68 LC/ M5 purity: mz 695 EMH, nfz 607
[MH Rt. 3.71 nin. 1HINMR (300 MHz, DVBO-d6): 10.2
(bs, 1H), 8.43F(d xZ-96 (d, 2H), 7.72 (m 4H),
7.68-7.25 (m 11 , 1H), 7.23 (dd, 1H), 6.48
(d, 1H), i05.30 89 (s, 3H) Melting point:
228-229 C. Yield: 72 %Exanple D2 -

é%aélggﬂab%‘no \%r‘gg%ga)m-g ﬁgltﬂoxy qui nol i n- 4-

Ly3/MSy purdtyf 94136,0m/pA83 yMHHITIRUS. 24yrdinochl or i de

'H NMR (300 MHz, DMSO-d6): 10.6 (bs, 2H), 7.99 (dd, 1H), 7.86 (m, 2H),
7.66 (m, 2H), 7.25 (d, 2H), 7.19 (d, 2H), 6.44 (s, 1H), 2.52 (s, 3H)

Melting point: 203-205 °C.

Yield: 56 %

Example C1
3,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

C2H14ClFsN205S Mw. 545.34

LC/MS purity: 95%, m/z 543 [M-HJ, m/z 545 [M-H]'Rt. 5.39 min.

'H NMR (300 MHz, DMSO-d6): 10.52 (s, 1H), 8.47 (d, 1H), 8.19 (d, 1H),
8.01 (s, 1H), 7.70 (m, 3H), 7.37 (m, 2H), 7.15 (dd, 1H), 6.76 (s, 1H), 2.59 (s,
3H)

Melting point: 181-183 °C.

Yield: 44 %
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C29H26FN305S. HCIMv ( base). 547.61 20LC/ MB purity: 100
% mz 546 [MH, mz 548 [MH Rt. 2.41 min. 1F1 NMR

WO(BOOI2WHZ, DVBO-d6): 11.28 (s, 1H), 8.72 (m DEI/ERR0BH02798

(t, 2H), 8.12 (m 3H), 7.77 (m 5H), 7.38 (m 1H),

7.16 (dd, 1H), 7.03 (d, 1H12755 (s, 1H), 4.28 (t,

2H), 3.98 (s, 3H), 2.97 (t, 2H), 2.15 (t, 2H Melting
Egg' : - 138 - Yield: 85 % Exanple 03

I'phenyl™- 3-sul f oni caci d(447- ( 3- am no- pr opoxy) - 6- met hox
B}ptwuithI-SUMic 5akink y [2-8ubtasd+(2-mpeéthyl-Bidflucremethyl-quinolin-4-
E’é{r@ﬁ |de C311128FN305S. HCI Mwv (base). 573.65
y sm‘ #8800 o mz 572 EMH, mz 574 [MH Rt.
2.58 min. 1H NWR (300 MHz, DMBO-g§): 10.96 (s, 1H),

8.72 (d, 1H), 8.05 (m 5 i 1H), 7.69 (m

5H), 7.50 (m 4H), 7.3l gud™al"n dd, 1H), 6.81
(d, 1H), 4.33 (t, 2H), O(SSH)OO(q, 2H),

2.18 (t, 2H Melting B :
15Exanpl e D4 Bi phen
{3-fluoro-446- net
qui nol i n-4-yl oxy] -p eNgyam de C34|—|32FN3068 M. 629 71
20LC/ MS purity: 9 % mz 628 [MH, mz 630 [MH Rt.
2.68 nmin. 1H NVR'( o’qo MHz, DMBO d6): 10.50 (bs, 1H),
8 37 (d, 1H), 8.03 (s, 1H) 7.96 (d, 1H), 7.79 (d,

7.66 (m 3H), 7.48 (m 5H), 7.34 (t, 1H), 7.02

C%%Flﬂﬁ%ﬁw FET 2y, ok0 (i A

LC/MS purity: 98 %, m/z 551 [M H] m/z 553 [M-H]'Rt. 5.34 min.

'"H NMR (300 MHz, DMSO-d6): 10.30 (s, 1H), 8.45 (d, 1H), 8.18 (d, 1H),
8.02 (s, 1H), 7.97 (d, 1H), 7.69 (m, 5H), 7.54-7.29 (m, 5H), 7.14 (dd, 1H),
6.70 (s,1H), 2.53 (s, 3H) |

Melting point: 187-188 °C.

Yield: 57 %

Example C3
N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-3-
phenoxy-benzenesulfonamide

C2sH20F4N20.S Mw. 568.55

LC/MS purity: 94 %, m/z 567 [M-HI Rt. 5.34 min.

'H NMR (300 MHz, DMSO-dG): 10.27 (s, 1H), 8.48 (d, 1H), 8.19 (d, 1H),
7.74-7.01 (m, 13H), 6.72 (s,1H), 2.57 (s, 3H)

Melting point: 167-168 °C.
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25Mel ting point: 103-104 C. Yield: 36 % - 139 -
Exanpl e D5

WONPB1FULTor 0- 4] 6- met hoxy- 7- ( 2- mor phol i n- 4-yl| - RATEEB2POYNI2798

i nolin-4-yl oxy] -
phenyl }-2-trifl uoronet hyl -bgpgenesul f onam de
C291127FAN306S Mwv. 621.61 LC/MS purity: 100 % mz 620
Y% dgﬁz 622 [MH Rt. 2.26 mn. 1H NWVR (300 Mz,
36 11.00 (bs, 1H), 8.45 (d. -1H), 8.16 (d, 1H),

8 02 (d 1H), 7.90 (m 2H), 7.47 (s, 1H), 7.42 (s,

38 (t, 1H),  7.16 (t, 101H), 7.02 (d, 1H), 6.36
E(ampiﬁ‘-lf?44 27 (t, 2H), 3.91 (s, 3H), 3.59 (t, 4H),
r\%pmwdélén%w?ulfo%né?’ ("émé"') M -f1L 882 Hhethy L B-thifiofemethyl-

qhﬁ{{dﬁnm-ybw)-phenyﬂ?amdq 7- (2- nor phol i n-4-yl - et hoxy) - qu
i nol i n-4-yl ondphenyl }-2-trifl uorongthoxy-benzenesul f on
am de C291-127F4N307S Mw. F637. 6 QLC/ MS purity: 100
% mz 636 EMH, mz 63 \ 45 mn. 11-1
NVR (300 MHz, DMSO- d6): , 8.45 (d, 1H),
8.04 (dd, 1H), 7.79 (t,o : Y 2H), 7.47 (s,
1H), 7.42 (s, 1H), , 7.16 (dd, 1H), 7.00
(d, 1H), 6.33 (d, (t, 2H), 3.91 (s, 3H),
3.59 (t, 4H), 2.79 2.53 (m 4H) 25Melting

poi nt: 185-187 C.

CarH1sFaN205S Mw. 526.51

LC/MS purity: 95 %, m/z 525 [M-H], m/z 527 [M-H]* Rt. 5.15 min.

'H NMR (300 MHz, DMSO-d6): 10.53 (s, 1H), 8.72 (d, 1H), 8.43 (d, 1H),
8.26 (d, 1H), 8.14 (m, 3H), 7.67 (m, 4H), 7.31 (t, 1H), 7.19 (dd, 1H), 7.07 (dd,
1H), 6.94 (s,1H), 2.57 (s, 3H)

Melting point: 232-234 °C.

Yield: 42 %

Example C5
2,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamid

CasH14ClLF:N;05S Mw. 545.34

LC/MS purity: 95 %, m/z 543 [M-H[, m/z 545 [M-H]* Rt. 5.24 min.

'"H NMR (300 MHz, DMSO-d6): 10.67 (s, 1H), 8.47 (d, 1H), 8.19 (d, 1H),
7.88 (s, 1H), 7.76 (s, 2H), 7.69 (m, 1H), 7.35 (m, 2H), 7.14 (dd, 1H), 6.72 (s,
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WD 2009/ 127417PCT/ EP2009/ 002798 - 140 - Yield: 34 %
Exanpl e D7
w@Bobve2il7 3- sul f oni caci d{ 446- net hoxy- 7- ( 2- nor pROI/EPR049/602798
| -'et hoxy) - 5qui nol i n-4-yl oxy] - 2- net hyl - phenyl } am de
Ca5H3, 5SN306S Mv. 625.75 LGIMBOpurity: 100 % mz 624
[MH, mz 626 [MH R. 2.59 min. |HNW (300 Mz,
%5?5%6@3 3%82 (s, 1H), 8.40 (s, 1H), 8.01 (s, 1H),
7.67 (m 4H), 7.48 (m 3H), 7.46 (s,
Mellmgboim 267 ZDB)°C.7. 07 (m 3H), 6.37 (d, 1H), 4.26
Y( ;gl) 390(s 3H), 3.59 (t, 4H), 2.78 (t, 2H),
Helds 78 4 199 (s, 3H) Melting point: 105-107 C.
Yield: 66 %15 Exanpl e D8
N-{ 446- I\/bt hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-

Epasngie-GS et hyl -
B A A SRR I g viomy)-

ghigdy(]Berizenesulfdtamidit H Rt 2. 44 mn. 'H NMR (300

MHz, DMSO-d6): 9.25 (bs, 7 d 1H) 7 86 (d,
1H), 7.76 (t, 1H), 753(mF2H) 7. 42
(s, 11-1), 7.09 (d, 1H) 7 g ,,n 6 98 (d 1H),
6.42 (d, 1H), 4.26 (t, @6°(os 3H) 3.59 (t,

4H), 2.79 (t, 252H), 2. 54 | 07 (m 3H)
Mel ting point: 186-1

FIF
F

CxH14ClF4N203S Mw. 545.34

LC/MS purity: 95 %, m/z 543 [M-HJ', m/z 545 [M-H]* Rt. 5.09 min.

'H NMR (300 MHz, DMSO-d6): 10.66 (s, 1H), 8.47 (d, 1H), 8.19 (d, 1H),
7.65 (m, 4H),

7.35 (m, 2H), 7.13 (dd, 1H), 6.68 (s, 1H), 2.57 (s, 3H)

Melting point: 171-173 °C.

Yield: 54 %

Example C7
N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl}-2-
trifluoromethyl-benzenesulfonamid

C24H15F7N2038 Mw. 544 .45
LC/MS purity: 95 %, m/z 543 [M-HJ Rt. 5.05 min.



WD 2009/ 127417PCT/ EP2009/ 002798 - 141 - Yield: 46 %
Exanpl e D9

w0089/ Di7417uor o- N- { 446- et hoxy- 7- ( 2- nmor phol i n- 4-POT/ERR2DENP2798
) - qui ngl i n-4-yl oxy] - 2-
5met hyl - phenyl } - benzenesul § ¢8@ri de ((N C29F129F2N3068
Mv. 585.63 LC/MS purity: 100 % mnfz 584 MH] m z 586

%Nhkﬂﬁ?oogwﬂg J\Vls?;&ibi\"\‘fbsg@@] d@b-lz 30I9'1_|)?d 1H),

8109 ¢m( 2H)3HB8 (ﬁ'l ZE'I)( d,72L¢H) THY,. 7233(([1’\,, 7 12 (@ld, (&), 6.69 (s,

2.78 (t, 2H), 2.54 (t, 4H), 2.07
1?’5? Z%(Sslvéf'bu ng point: 195-196 C. Yield: 41 %
Mélﬁﬁ%‘ irt: 988185 °C.
fl uoro-N-{3-fluoro-446-net hoxy-7- (2- nor phol i n- 4-
s Yieldetd%%y) - qui nol i n- 4-

yl oxy] - phenyl } benzenesul f onani de C28H26F3N306S Mw.
589. 60 20LC/ M5 purity: 100 % mnmiz 588 [MHr, mz 590

BxXdniple”®8 2.31 min. 1FI NWVR (300 Mz, DI\/SO d6): 10.6

JITRELIE VERINE, WL IR AT VT T

thifl orofetByllduinalih-4- HenyBHimidd. 60 (t, 4H), 2.78
(t, 2H), 5%3 feﬂgl\/bﬁ(tl r¥g point: 169-173 C.
25Yield: 26 % V‘D 2009/ 127417PCT ‘

09/ 002798 - 142 -

10

CasH20FsN20O,S Mw. 556.54

LC/MS purity: 94 %, m/z 555 [M-H], m/z 557 [M-H]* Rt. 5.25 min.

'"H NMR (300 MHz, DMSO-d6): 10.97 (s, 1H), 8.68 (d, 1H), 8.47 (d, 1H),

8.30 (d, 2H), 8.17 (d, 1H), 7.79 (t, 1H), 7.67 (m, 2H), 7.31 (t, 1H), 7.11 (m,
15 2H), 6.95 (d, 1H), 6.51 (s, 2H), 4.06 (s, 3H), 2.56 (s, 3H)

Melting point: 242-244 °C.

Yield: 74 %

Example C9
20 3-Fluoro-N-[3-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-4-methoxy-benzenesulfonamide
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Exanpl e D11
N-{446- Met hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-

wWOoydoox127412- met hyl phenyl }-2-tri f1 uor onet hyl - ben2€Ta&R2DGE2798

ani de’ No 5 C301- 130F3N306S M. 617.65 LC/ MBS purity:
100 % mz 616 [M1-11, mz13M8 [MH R. 2.41 min.
11-1 NVR (300 MHz, DMSO-d6): 9.89 (bs, 1H), 8.48 (d,

'F%%ﬁ@ﬂg% %th,gzb% (m 1H), 7.86 (m 2H), 7.42

6.43 (d, 1H), 4.27 (t, 102H),
Lefmsmmtyme%an&gszs MM RLZA.98 min, 2H), 2.53 (m

D Mz BhacBldehToRe B, 4976155 & 14 b0 & 1),
736134(@@? o7. aof(lnvomq) N7{1® {dd.orH); 4455 (ahd, M)y, 6758 2s,MHIB.92

et hoxy

ol i n-4
(S}@Hﬂoﬁtgﬁéﬁ,@ﬂ'ﬁxy] phenyl } benzenesul f onani de Cl
1 606.05 LC/ MS purity: 100 % mz
LA T aboRga

IMH R. 2.42 mn. 20 1H NVR (300
Yiéld; 70RO d6): 11.2 (bs, 1H), 8.45 (d, 1H), 7.90 (t,
1H), 7.75 (d, 1H), 7.52-7.33 (m 4H), 7.15 (d, 1H),
'7.02 (d, 1H), 6.35 (d, 1H), 4.27 (t, 2H), 3.91 (s,

E§b|)nl§di@(t 4H), 2.78 (t, 2H) 253(m 4H) Mel ting
I\EOI nt 212-214 C. Yield: 42

[ﬁeﬁwwitzﬁmeﬁmumgw-qymIn-4-yloxy) -phenyl}-2-

methoxy-4,5-dimethyl-benzenesulfonamide

CasH2F:N,0sS Mw. 534.53

LC/MS purity: 95 %, m/z 533 [M-HJ, m/z 535 [M-H]"Rt. 5.19 min.

'H NMR (300 MHz, DMSO-d6): 10.34 (s, 1H), 8.49 (d, 1H), 8.19 (d, 1H),
7.70 (t, 1H), 7.59 (s, 1H), 7.15 (dd, 1H), 7.03 (m, 2H), 6.54 (s, 1H), 3.86 (s,
3H), 2.58 (s, 3H), 2.26 (s, 3H), 2.19 (s, 3H)

Melting point: 230-232 °C.

Yield: 62 %

Example C11
2,5-Difluoro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide
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Exanpl e D13
4- Met hoxy- napht hal ene- 1- sul f oni caci d13-f | uor o- 446-net h

WORNYy/ 127412 - PCT/EP2009/002798

nmor phol i n- 4-yl - et hoxy) - qui nol i n-4-yl oxyl - phenyl yam de
5C33H32FN307S Mwv. 633. 70 LC{3®B-purity: 100 % mz 632
[MH, mz 634 [MH R. 2.53 min. 11-1 NVR (300 Mz,
DMSO-d6): 11 (bs, 1H), 8.70 (d, 1Hy, 8.40 (d, 1H),

8.27 (t, 3H), 7.76 (t, 1H), 7.65 1H), 7.42 (s,
1H), 7.40 (s, 1H), 7.23 (t,Fll-!z, 1 (d, 1H), 7.04
(d, 1H), 6.90 (d, 1H), 6. ssTPy 4.25 (t, 2H),
4.06 (s, 3H), 103.58 (t, S PH(t, 2H), 2.54 (m

4H) Melting point: 189-190 C. Yield: 35 ")/0 Exanple
D14 ' X

15N-{447- ( 3- Am no- pr 6- met hoxy- qui nol i n- 4-yl oxy]
- 3-fl uor o- Pheny1} - 2-

trifluoronethyl-benzégé&sul f onam de hydrochl ori de NO
C26H23F4AN305S. HCI Mw (base). 565.55 LG/ Ms purity: 100

CLHHNFNERS M. 81248z 566 [MH - R. 2.39 min. 20 1H

30Q o 1H), 8.75 (d, 1H),
LS purvi 10 %! BiF BT M RE 4828 21y 2. 50" (5.
'"HHIMR (860 (Hz1DMSG-d6h: 40,70 tbs, THEB.47(d, 2H), 8/48LEd, 1H),
(d, 1@, 6.82 (d, 1F%, 4.32“7{; ‘2H), 4.00 és, SHQ
769t (), 2kH3 (m, BH) 7.3R6) W) 7127y (ol ). 7.964d1 95N 6.71 (s,
1@\(2@%@( %E')% WO 2009/ 127417PCT/ EP2009/ 002798 - 144 -

anm AL)

Melfidg poirt: An911815Cpoxy) - 6- net hoxy- qui nol i n- 4-yl oxy] - 3
- f ugéq- phenyl | -2- trifluoronet hoxy-benzenesul f onam de

Yigldr 8eveori de /

Example C12
3-Chloro-4-fluoro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

C23H14CIFsN,05S Mw. 528.89

LC/MS purity: 98 %, m/z 527 [M-H] Rt. 5.24 min.

'H NMR (300 MHz, DMSO-d6): 10.41 (bs, 1H), 8.47 (d, 1H), 8.19 (d, 1H),
7.91 (dd, 1H), 7.71 (m, 3H), 7.33 (m, 2H), 7.12 (d, 1H), 6.75 (s, 1H), 2.58 (s,
3H)

Melting point: 202-203 °C.

Yield: 57 %
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NO 5 C26H23F4N306S Mv. 581.55 LC/MS purity: 100 % mz
580 [MH, mz 582 [MH 4 R. 2.44 mn. 111 NMVR (300

WOMeg9/12DMBO- d6) : 11.16 (s, 1H), 8.76 (d, 1H), &CI7ER20§9/002798

6H), 7.82 (t, 111), 7.69 (s, 2H), 7.50 (t, 1H), 7.23

(dd, 1H), 7.07 (d, 1H), 6..883d, 101H), 4.32 (t, 2H),

4.00 (s, 3H), 2.96 (m 2H), 2.17 (t, 2H Melting

E%% gg[q -97 C. Yield: 90 % Exanpl e D16
}(Y@? -Fl uoro-4-(2-trifluoronmethoxy-benzenesul f onyl

2aviethy)-3plHienidazdleé4-sulfonic acid [3-fluoro-4-(2-methyl-8-trifluoromethyl-
t hox ui nol i n-7-vyl.oxy}-propyl)-carbamc acid

"-“&Y@P‘Y)eg %’:‘Y‘l'é%tl‘ie- 131F4N308S Mwv. 681.67 LO MB

purity: 100 % mz 680 EM 1-11, 682 EMH Rt. 3.48
mn. 20 1H NVR (300 MHz Ond6 14,94 (bs, 1H),
8.43 (d, 1H), 8.03 (d, 1 o%o(f* TH), 7.58 (m
2H), 7.46 (s, 1H), 7.3 7.14 (dd, 1H), 6.99

(d, 1H), 6.90 (t,
3.91 (s, 3H), 3.1
Melting point: 18
Exanpl e D17 v
N- ( 3- Fl uor o- 4- { 6- nefhoxy- 743- (4- et hyl - pi peridi n-1-y1)
- propoxy] - qui nol i n- &-
C%Ioggﬁghenyl) 2- trlfluoronethyl benzenesul f onam de
Qt&:M‘E!S“W; 44547 69 LC/ MBS purity: 98 % mz 646

LGS 98 A, e oo HE s Oyl 4 L o Sy

1F1 NAR((@DO Mz, DMBOGE): 1295, (57 156, 10.5 (b THY. 8164 (8. 1H), 8.19
Lyt S R g L
6%, (M), 2186, (s, 3H), 2.29 (s, 3H)

Melting point: 258-259 °C.

Yield: 57 %

6. 31 (d 1H), 4.14 (t, 2H),
), 1.91 (t, 2H), 1.03 (s, 9H)
3 Cl_25Yield: 76 % - 145 -

N

1H)

=

Example C14
4-(3,5-Dimethyl-isoxazol-4-ylmethoxy)-N-[3-fluoro-4-(2-methyi-8-
triftuoromethyl-quinolin-4-yloxy)-phenyl]-benzenesulfonamide

—N
o A0
e
o 2 o}

N
7
N
FIF

C29H2F4N30sS Mw. 601.58

LC/MS purity: 95 %, m/z 600 [M-HJ Rt. 4.96 min.

'H NMR (300 MHz, DMSO-d6): 12.20 (bs, 1H), 8.52 (d, 1H), 8.19 (d, 1H),
7.80 (d, 2H), 7.71 (t, 1H), 7.40 (t, 1H), 7.18 (m, 3H), 7.04 (dd, 1H), 6.58 (s,
1H), 5.00 (s, 2H), 2.55 (s, 3H), 2.40 (s, 3H), 2.20 (s, 3H)

Melting point: 193-195 °C.
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102.55 (m 2H), 2.42 (m 1H), 1.92 (m 2H), 1.56 (m
2H), 1.29 (m 2H), 1.14 (m 2H), 0.87 (d, 3H) Melting

wOopo09it2741710- 112 C. Yiel d: 45 % 15Exanpl e D18 PCT/EP2009/002798

2- Bronmo- N- (3-fl uor o- 4-{6- net hoxy- 743- (4- met hyl - pi peri d
i n-1-y1)-propoxy] -
gui nol i n-4-yl oxyl - phenyl ybenzenesul f onam de
chél % 3Br FN305S Mwn. 658.59 20LC/ MS purity: 99 % mz
6% mz 658 [MH Rt. 2.76 min. 1F NWR (300
l\/Hz DI\/SOd6) 11.5 (bs, 1H), 8.39 (d, 1H), 7.97 (d,
7.58 (d, 1H), 7.46 (s, 1H, 7.35 (m 2H), 7.23
E()iamﬂlﬁl)m% 91 (t, 1H), 6.73 (d, 1H), 6.61(d, 1H), 6.33
%Hll%ﬂ){]‘-)lb-sél}‘%ﬁ (tacuiE H)I%Z f®o9t9-4(-(32 m%‘tﬁyl @trﬁl&ofcﬁhe r;]quinolin-4-

ymaby)-phengl-amldel—b 0. 87 (d 3H) - 146 - I\/bltlng
point: 184-186 C. Yield: 52 % Exanple D19

52,4-Di fluoro-N(3-fluoro-4-{6-nmet hoxy< 7#3- (4-nmet hyl -p
I peridin-1-yl)-propoxy] -
gui nol i n-4-yl oxyyphenyl ) - benzen onam de

C311- 132F3N305S Mwn. 615, &L putity: 100 % nl'z
614 EM 1-1]-, mz 616 | & S2.73 min. 10 I|H NWR
(300 MHz, DVBSO-d6): 1@: F 1H), 8.42 (d, 1H), 7.87
(d, 1H), 7.47 (s, 7.35 (bs, 2H), 7.15 (bs, 2H),
6.96 (d, 1H), 6.6 1H), 6.33 (d, 1H), 4.16 (t,
2H), 3.90 (s, 3H m 2H), 2.53 (m 1H), 1.98
(m 4H), 1.59 (m RH), 1.34 (m 2H), 1.17 (m 2H),
0.87 (d, 3H) Melgishg point: 135-137 C. 15Yield: 46 %
Exanpl e D20 F
2,6-Difluoro-N(3-fluoro-4-{6-nmethoxy-743-(4-net hyl - pi
peri di n-1-y1l)-propoxy] -

CYHAFLNID S Mivisa2. Benyl ybenzenesul f onam de  Crje- NO

LC/MS purity: 96 %, m/z 551 [M-HJ, m/z 653 [M-H]" Rt. 5.34 min.

'H NMR (300 MHz, DMSO-d6): 10.32 (bs, 1H), 8.46 (d, 1H), 8.18 (d, 1H),
7.87 (dd, 4H), 7.72 (m, 3H), 7.53-7.36 (m, 4H), 7.29 (dd, 1H), 7.10 (d, 1H),
6.73 (s, 1H), 2.56 (s, 3H)

‘Melting point: 215-217 °C.

Yield: 63 %
Example C16

N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-3-
pyrimidin-2-yl-benzenesulfonamide

Cz7H1aF4N4OaS Mw. 554 53 .
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C311- 132F3N305S Mwv. 615.68 LG/ MS purity: 94 % mz 614
[M1-1], mz 616 [MH R. 2.67 min. '"H NV (300 Mz,
wavB2ié)7. 10.5 (bs, 1H), 7.47 (bs, 2H), 7. 35 KG/EPS)9/002798
7.08 (m 3H), 6.94 (d, 1H), 6.76 (d, 1H), 6.33 (d,
1H) 4.16 (t, 2H), 3.90 (s;135-147 - 3H), 2.92 (m
2.54 (m 1H), 1.98 (m 5H), 1.59 (m 2H), 1.35

%W%E@ ity Qo 2283 INM-HIG e, 55%3)2\4 Myl i, a0 P RiAL :

'NaNMmR 4800 dVKizs IMSO-d6) i 1439 f(bs;.oﬂd) 8.98- (setlirbx B-961¢s,(1H),

apggﬁ' %)n 816:§/£‘)1 bep%Qé](dql]m’oﬁW (g Hc)k_, 89 e'nyIZ/ g(m

sz) ?%Eﬂkl?rﬂﬁ\mss(t N{@%wd LOANT. om(dtyH) 955686(smllz|) 2.58
8 mz 630 2.89 mn. 1F1 NMR (300

(s8H) DVMBO- d6) : 107(bs 1H), 8.78 (d, 1H), 8.38 (d,

0c8.06 (d, 1H), 7.66 (m 3H), 7.41
@g&'"ﬁiﬂ&% é@z?d) G5 7015 (t. 1), 7.00 (d. 1H),
Ydeki6 5% 1H), 6.24 (d 1H), 4.15 (t, 2H), 3.87 (s,
~3H), 2.92 15(m 2H), 2.54 (m 1H), 1.99 (m 4H), 1.59
(m 2H), 1.21(m 2H), 1.17 (m 2H), 0.87 (d, 3H)
BRirhpleacPpi nt: 140-143 C. Yield: 35 A) 20Exanpl e D22
Propane- 1-sul fgni c_aci d

Q@mlhﬂm'@pheqwn%ﬂmﬁ/ aeid ( J2:fuerf-@rpethylgstrifluoromethyl-
AR GIRT- 2R Mg Rldriiad- ¥! 0xy} - phenyl) ani de

CasH1sF4N203S, Mw. 632.54

LC/MS purity: 96 %, m/z 531 [M-HJ,, m/z 533 [M-H]* Rt. 5.16 min.

H NMR (300 MHz, DMSO-d6): 10.65 (s, 1H), 8.47 (d, 1H), 8.19 (d, 1H),
8.10 (d, 1H), 8.03 (d, 1H), 7.95 (s, 1H), 7.69 (t, 1H), 7.50 (m, 3H), 7.33 (dd,
1H), 7.15 (d, 1H), 6.75 (s, 1H), 2.58 (s, 3H)

Melting point: 182-184 °C.

Yield: 51 %

Example C18
Benzo[bjthiophene-3-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)phenyl]-amide
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C28H36FN305S Mv. 545.68 25LC/ MBS purity: 99 % nfz 544
[M1-1], mz 546 [MH R. 2.50 nmin. WO

WO00912127417PCT/ EP2009/ 002798 - 148 - 1FI NVR (PSOCEMBIH/002798

DVBO d6): 10.2 (bs, 1H), 8.45 (d, 1H), 7.49 (s, 1H),
7.36 (s, 1H), 7.34 (d, 1H513616 (d, 1H), 7.03 (d,
1H), 6.44 (d, 1H), 4.26 (t, 1H), 3.93 (s, 3H), 3.07
(bs, 2H), 2.71 (m 2H), 2.62 (m ), 2.44 (m 1H,
1.92 (m 3H), 1.69 (m 2H) 1, 57/[(5@@, 1.21 (m

2H), 1.13 (m 2H), 0.95 d, 3H Melting
poi nt 160- 162 C. Yiel d: %’éiarrpl e D23

102- Cyano- N- ( 3-fl uor o-g<{H gt hoxy- 743- (4- et hyl - pi per
i di n-1-y1)-propoxy].-
qui nol i n- 4-yl oxy}gpt
C32H33FN405S Mw.

gnytybenzenesul f onam de

2 LC/ M5 purity: 99 % mz 603
[MH, mz 605 [M . 2.52 mn. 15 11-1 NMR (300
MHz, DMBO-d6): 1Q:-G~¢bs, 1H), 8.44 (d, 1H), 7.99 (d,
1H, 7.77 (t, 1H, F7.63 (t, 2H), 7.49 (s, 1H), 7.38

6. 94 d, 1 6.77 (d, 1H),
s'év’l;’%voaépﬁwé%%(‘t (3 92 (H)s 3H) (3 14 (H) m
L(ZWS EftZ: 68 %2 h/z 523139&/1427 rril/H)53 Ml?-l(m 2t) migd. 07
'H.NMR Omﬁzz&béﬁﬂ-@@) ﬁ&i‘rﬁ s, ﬂi‘@ A9 G, 1'7\32%&5 (o 151), 8.14
(7 07 S 150, 758 0 2N 37 40 T3 (G D 7409, (8, TH).
%Sﬁapﬁ“ 2158 (s oH) 4-vyl }-phenyl ) b | f i d
(0),¢ - en enzenesu onam de
%PQ@%Q}%Z%#%T@PZO%W 0362788 -y149 - C31H32C1
Vidki3058,Mv. 632. 13

Example C19
1-Methyl-2-ox0-2,3- dihydro-1H-indole- 5-sulfonic acid [2-fluoro-4-(2-methyl-8-
trifluoro-methyl-quinolin-4-yloxy)-phenyl]-amide

CasH1sFsN3O.S Mw. 545.52

LC/MS purity: 90 %, m/z 544 [M-H[, m/z 546 [M-H]* Rt. 4.45 min.

'H NMR (300 MHz, DMSO-d6): 11.00 (bs, 1H), 8.47 (d, 1H), 8.18 (d, 1H),
7.69 (m, 2H), 7.63 (s, 1H), 7.34 (t, 1H), 7.25 (dd, 1H), 7.11 (d, 1H), 7.05 (d,
1H), 6.71 (s, 1H), 3.64 (s, 2H), 3.14 (s, 3H), 2.57 (s, 3H)

Melting point: 225-226 °C. '

Yield: 35 %
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LC/MS purity: 99 % mz 630 [MH, nmz 632 [MH Rt.
2.58 min. 11-1 NWR (300 MHz, DVMBO-d6): 10.8 (bs, 1H),

woodo2(417 1H), 7.86 (t, 1H), 7.62 5 (d, 1H), PCIEP2609/002798

1H), 7.45 (d, 1H), 7.39 (s, 1H), 7.26 (m 2H), 7.06

(d, 1H), 6.92 (d, 1H), 6.36130; 1H), 4.21 (t, 1H),

3.92 (s 3H), 3.05 (m 2H), 2.75 (m 2H), 2.51 (m
EJ(E% A0 (m 4H), 1.61 (m 4H), 0.87 (d, 3H Melting

pol 136 138C. Yield: 24 %10 Exanple D25 @
Bmhelrywislﬂﬁmhfoam acidci d4-(7-benzyloxy-6-methoxy-quinolin-4-yloxy)-2-

(3-fluora:4- nmet hoxy- 743- ( 3- net hyl - pi peridin-1-y1)-
ﬂH?%Bﬁ ﬁlﬁﬁﬁfﬁ?l n-4-yl oxy} - phenyl yam de
15C29H38FN305S Mw. 559. 71 LC/ MS pupsty: 96 % mz 558
EMH, mz 560 [MH Rt. 2.68 mn @ MR (300 MHz,
DVBO-d6): 10.24 (bs, 1H), 8/‘;24&,\\0 HY 7. 51 (s, 1H),
7.43 (s, 1H), 7.41 (s, 1Hg ¥ (d, 1H¥ 7.14 (d,
1H), 6.46 (d, 1H), 4o 2H) , 394(s 3H), 3.18
(m 6H), 3.00 ( 2H) , 51)(t, 1H), 3.94 (s, 3H),
3.18 20(m GW,@‘@O( , 2.51 (m 1H), 2.16 (m
2H), 1.65 (m 6MN¢ 1.37 (m 2H), 0.85 (m 6H) Melting
point: 104-106 C. Yield: 23 % - 150 - Exanple D26
2- Brono- N-{ 3-f | uor 0- 446- met hoxy- 7- ( 2- nor phol i n- 4-yl -

6%% g(g%@mvy rgo%sgl oxy] - phenyl ybenzenesul f onam de
r FN306S Mv. 632.51 LC/ VS purit 99 % nlz

LGSty 100 %6 Bz BOBHIMFilk 2 663 M-HI"Rt. A im0

AU e o S 19,84 I 020,

7(152 (d:l,-|)4H)77§KB 1125 (hh1)11H) m1gqgé1%|w 7.32&:Ij eméagg, &5:4)& (d, 1H),
S, , . y
541}!9 (S %?‘ﬁs%gg(szﬁ%? 102. 53 (m 4H)

Melting point: 228-229 °C.
Yield: 72 %

Example D2

Naphthalene-1-sulfonic acid {4-[7-(3-amino-propoxy)-6-methoxy-quinolin-4-
yloxy]-3-fluoro '

-phenyl}-amide hydrochloride

C29H2FN305S.HCI Mw (base). 547.61

LC/MS purity: 100 %, m/z 546 [M-H], m/z 548 [M-H]* Rt. 2.41 min.

'H NMR (300 MHz, DMSO-d6): 11.28 (s, 1H), 8.72 (m, 2H), 8.30 (t, 2H),
8.12 (m, 3H), 7.77 (m, 5H), 7.38 (m, 1H), 7.16 (dd, 1H), 7.03 (d, 1H), .55 (s,
1H), 4.28 (t, 2H), 3.98 (s, 3H), 2.97 (t, 2H), 2.15 (t, 2H)

Melting point: °C.
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Melting point: 175-177 C. Yield: 18 % Exanpl e D27
152- Cyano- N- { 3-f | uor 0- 446- et hoxy- 7- ( 2- nor phol i n- 4-yl -

woebhwryIriqui nol i n- 4- yl oxy] - phenyl | - benzenesulPCarEmd@e02798

C29H27FN406S My, 578.62 LC/MS purity: 99 % mz 577
[MH-, mz 579 [MH R. 212®-nin. 20 11-1 NVR (300
Mz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.09 (m
Y?;Q, 8go,92 (t, 1H), 7.83 (t, 1H), 7.48 (s, 1H), 7.43
5, 7.33 (t, 1H), 7.15 (d, 1H), 6.96 (d, 1H),
6.40(d 1H), 4.27 (t, 2H), 3.92 (s, 3H), 3.60 (m

Eé}_q%é[ﬁ? (t, 2H), 2.53 (m 4H) Melting point: 193-196
d: 23 % - 151 - Exanple D28
BipHeryl3-sulfonid\- { 3cfd Uo{HAES-amihd-propdxy)B-methdn)-goindlin-4-

- et hoxy) - qui ngl i n- 4-
fmw Jtfl %@rﬁ?‘ﬁmﬁeﬂw&ﬂf%ﬂaﬁ%e C28H26F3N3063 Mw.
589.60 LC/MS purity: 99 % niz 588 H, nlz 590
[MH R. 2.42 min. 1FI NWR (300 DVSO-d6) : 11
(bs, 1H), 8.45 (d, 1H), 7. N-4 S
5H), 7.15 (dd, 1H), 7.02
(s, 3H), 3.59 io(m 4H),
Melting point: 189
15Bi phenyl - 3-s L
(3-fluoro-4-{6-net hoxy-743-(4- et hyl - pi peridin-1-
043Pl PNSOSSHCI v (Bhse). $781685¢y} - phenyl yami de

LC/MS purity: 100 %, m/z 572 [M-H}, m/z 574 [M-H]" Rt. 2.58 min.

'H NMR (300 MHz, DMSO-d6): 10.96 (s, 1H), 8.72 (d, 1H), 8.05 (m, 5H),
7.83 (d, 1H), 7.69 (m, 5H), 7.50 (m, 4H), 7.31 (dd, 1H), 7.18 (dd, 1H), 6.81
(d, 1H), 4.33 (t, 2H), 4.00 (s, 3H), 3..00 (q, 2H), 2.18 (t, 2H)

Melting point: 198-202 °C.

Yield: 83 %

78 (m 4H), 2.53 (m 4H)
jyel d: 19% Exanpl e D29

Example D4
Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-amide

OS00
K/N\/\o N/

Ca4H3,FN306S Mw. 629.71

LC/MS purity: 99 %, m/z 628 [M-H}, m/z 630 [M-H]* Rt. 2.68 min.

'H NMR (300 MHz, DMSO-d6): 10.50 (bs, 1H), 8.37 (d, 1H), 8.03 (s, 1H),
7.96 (d, 1H), 7.79 (d, 1H), 7.66 (m, 3H), 7.48 (m, 5H), 7.34 (t, 1H), 7.02 (d,
1H), 6.28 (d, 1H), 4.26 (t, 2H), 3.90 (s, 3H), 3.39 (m, 4H), 2.78 (t, 2H), 2.60
(m, 4H)

Melting point: 103-104 °C.

Yield: 36 %
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C37F138FN305S Mwn. 655.79 LC/MS purity: 100 % mfz 654
[MH, mz 656 [MH Rt. 2.93 nin. 20 1H NWR (300 Mz,
woDBoaié)7. 11 (bs, 1H), 8.36 (d, 1H), 8.02 (s,PCIH)R2009/002798

7.94 (d, 1H), 7.79 (d, 1H), 7.70 (m 3H), 7.52 (m
4H), 7.36 (s, 1H), 7.30 (t.14¢d, 7.14 (d, 1H), 7.00
(d, 1H), 6.28 (d, 1H), 4.17 (t, 2H), 3.90 (s, 3H),
2.88 (m 2H), 2.50 (m 1H), 1.98 (m 4H), 1.58 (m
2H), 1.34 (m 2H), 1.15 (m 2H), 0.88 (d, 3H
ExaMyplé D& point: 196-198 C. - 152 - Yield: 16%

NS R lisreadtt methoisr 3-2-mambalindkyl-ethoxy savinelig-yoxd

V f 1-b sulfonamide
pﬂbHYI?ioz t%ﬁluﬁ djﬁgwypegﬁ?/??/benzenesul fonam de

C311 133F2N305S Mv. 597. 69 LC/I\/IS purl 9 % nz 596
EMH, mz 598 [MH Rt. (300I\/Hz
DVEO d6): 10.5 (bs, 1H), 8 43 ,
7.66 10 (g, 1H), 7.47 (s, 726(t

1H), 7.08 (dd, 1H), 6. 84(d : 6 33 dF 1H) 4.18
(t 2H) , 3 92 /ESH)/ 2.54 (m 3H),
1.99 (m 3H), ‘EE/ 4(d 3H) Melting
poi nt: 102-106 i el 8 0/'@(‘)15 Exanpl e D31
Z%I%-/{p“wd}sls(ﬁvj Isl?]qré)r4 {6- met hoxy- 743- ( 3- net hyl - pi peri d

ropox

L@dMSJplumtyA:IQO 0%y ywe&i3Q etz onlz S22 WHii Rie 236G min.

OR300 RS2, e 0% a0 M P /4 30, BB 1+

al\tbiz (d, Dhﬁg}ﬂ@b (M.028), (P47 BHIH)B742 (), 1H);)7.38.(881H),7.16 (t,

10, 705/@ ﬂi'ﬁﬁ(g(dlﬂ%") 2254t e. 397 0 . 8eBe (0. 279 ¢
7 6. 37 1 4.19 2 3.92
%é%% 252H)( 2. 6|?_>|)(m 2H)(t2.5_5|)(m 1H),(32.03
Melting Bpint118%-188°GH), 0.87 (d, 3H)
Yield: 43 %

Example D6
N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

ol
=Sy,
o

° O\KF

L 10
N\/\O N/

C20H2F4N30;S Mw. 637.61

LC/MS purity: 100 %, m/z 636 [M-HI, m/z 638 [M-HJ* Rt. 2.45 min.

'H NMR (300 MHz, DMSO-d6): 11.00 (bs, 1H), 8.45 (d, 1H), 8.04 (dd, 1H),
7.79 (t, 1H), 7.59 (m, 2H), 7.47 (s, 1H), 7.42 (s, 1H), 7.36 (t, 1H), 7.16 (dd,
1H), 7.00 (d, 1H), 6.33 (d, 1H), 4.27 (t, 2H), 3.91 (s, 3H), 3.59 (¢, 4H), 2.79 (t,
2H), 2.53 (m, 4H)

Melting point: 185-187 °C.
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WD 2009/ 127417PCT/ EP2009/ 002798 - 153 - Melting point:
131-132 C. Yield: 34 % Exanpl e 032

WOR0B12D#171 uor o- N- ( 3- f | uor o- 4- { 6- met hoxy- 7[ 3- ( POTEMY19/092798

i Peridin-1-yl)-propoxy] -
qui nol i n- 4-yl oxy} - phenyl ybefygenesul f onam de
C311- 132F3N305S Mwn. 615.68 LC/ MS purity: 100% mz 614
\FI\{H—E )"dz 616 [MH Rt. 2.71 min. io 1F1 NWR (300
NRY- SBWBO. d6): 125 (bs, 1H), 8.44 (d, 1H), 7.59 (t,
1H), 7.49 (s, 1H), 7.33 (s, 1H), 7.20 (m 3H), 7.04
d, 1 688 (d, 1H), 6.35 (d, 1H), 4.20 (t, 2H),

agple D7 2.98 (s, 2H), 2.67 (m 2H), 2.04 (m
Bithen c 1H) ,acld 60
Do ntv‘— Sifofic. H? acl 60 g@-@ﬁ%hg(gﬁg(ieﬁno%ﬂbhw liathioxy)-

quin(dinF4-yiony}-2-rpethybphenyl}-aomde 4- net hyl - Pi per i di n- 111) -
Pr oPoxy] - qui nol i n- 4-

yl oxyyphenyl )-2-trifl uoromet hoxy- bé
C32H33F4N306S Mw. 663. 69 LC 3 N % mz 662
EMH, mz 664 [MH R. 24 \n. R (300 MHz,

DMSO-d6): 11.5 (hs, 1k, 8141 (d, 1H), 7.89 (d. 1H),
7.48 (s, 1H), f.(’?@ (d, JABI 7. 34 (m 3H), 6.93 (t,
1H), 6.80 (d. 1Py 681 ¥dN25H), 6.33 (d, 1H), 4.16
t, 3.9 3H), 2.85 2H) . 2. 43 1H) .
éﬁ@ﬁﬁ%sﬁgﬂ”%ﬁﬁ g Em 2E)|), 1.31 Em 2E)|)

LIo/MB p mu 20 9D, &az(em BHEH] VeV 626 [MeHItRt. 2069 @08 C.

Yi el d

H M fmwir’mq@gﬁ 8@??.9 82 (5. HLHRLAQ (5t} B ALy T H)y 786
e'ng'f‘si )4 rmx ¥h: 3H), 7.46 (s, 1H) 744d(s 1H), 7.07 (m, 3H),
qui n I|n- - enyl ybénzenesul f

637 (d, 1H), 426 (t; 2E|) 360 (s, 3H), 3.59 (t 4H), 2.78 (t, 2H), 2.53 (m,

4H), 199 (s, 3H)

Melting point: 105-107 °C.

Yield: 66 %

nesul f onam de 20

Example D8
N-{4-[6-Methoxy-7-(2- morpholln-4-yl-ethoxy) -quinolin-4-yloxy}-2-methyl-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

/0
T,
CaoHaoFsNsO7S Mw. 633.65
LC/MS purity: 100 %, m/z 632 [M-HF, m/z 634 [M-H]* Rt. 2.44 min.
'H NMR (300 MHz, DMSO-d6): 9.25 (bs, 1H), 8.47 (d, 1H), 7.86 (d, 1H),
7.76 (t, 1H), 7.53 (m, 2H), 7.44 (s, 1H), 7.42 (s, 1H), 7.09 (d, 1H), 7.07 (s,
1H), 6.98 (d, 1H), 6.42 (d, 1H), 4.26 (t, 2H), 3.90 (s, 3H), 3.59 (t, 4H), 2.79 (t,

_2H), 2.54 (t, 4H), 2.07 (m, 3H)

Melting point: 186-188 °C.
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C311- 132F3N305S Mwn. 615.68 10LC/ MS purity: 100 % mz
614 EMH ., mz 616 [MH R. 2.61 nin. NVR (300
WONBRY/12DMBO- d6) : 10.2 (bs, 1H), 7.59 (m 1H), PCAEP2&N/002798
1H), 7.42 (s, 2H), 7.38. (s, 1H), 7.18 (t, 1H), 7.02
(dd, 1H), 6.86 (d, 1H), 6.3%41d, 1H), 4.20 (t, 1H),
3.93 (s, 3H), 3.08 (m 2H), 2.73 (m 2H), 2.63 (m

Yz[‘#]h éb/27 (m 2H), 2.04 (m 2H), 1.66 (m 2H), 1.44
9% 1,21 (m 2H), 0.90 (d, 3H 15Melting point:
223-225 C. Yield: 42 A Exanpl e D35

N- ( 3- Fl Uor o- 4- { 6- met hoxy- 743- ( 3- met hyl - pi peri di n-1-y1)
E"éf"@fﬂ% - qui nol i n- 4-

%&%miém&h%4 % SQ)HB?E/S purity: I%)gélﬁtﬁwﬁimﬂ%xy] 2z

memyn-phemd} beszgnasulforamide 86 ni n. 1H NMR (300
MHz, DVBO d6): 10.6 (bs, 1H), 8.44 f(d,__1H), 8.15 (d,
1H), 257.97 (d, 1H), 7.84 (m 2H), 7J43\(s. 1H), 7.39
(s, 1H), 7.28 (t, 1H), 7.07( N-355~>dH), 6.94 (d,
1H), 6.36 (d, 1H), 4.21 (t, £92 (m 3H), 2.89
(m 2H), 2.76 (m 2H), 2.26 m 1H), 1.99 (m 3H),

1.68 4 286 (d, 3 Mel ti

poi nt(m118H)121 m % 5 E>(<an'plg|)D36 9

2,5-Di fl uoro- N-(3f|uoro4{ - met hoxy- 743- ( 3- net hyl - pi
G&ﬁﬂigglmh?s?mﬂw 586B3KY] - one | f e
- qui [ z .

BMES pumr 4RO A, RO SR Fri7 o dWﬁ’ﬂt gOYMiny ,

1ﬁ1ﬂwﬁ#D/K/£réﬁoo (Ij\)lgili ﬁieﬁsanﬂyH 1Bt|_‘1|)8 (’=bs83|H1)1 B4dg NM? Xseqm 2H),
144 (7 3H), 7A6 (m) 3H7 6245((d ) 427&5 2H), 313@ (s 63*913 359 (t,

‘@o?%@ ﬁaﬁb‘i ég(te%%bzlbéh)‘ (:m? 39 (m3 2&0(82. ggl)(m

Méﬁmgb'iaintﬁ%ﬁmgsaﬂ) 0.87 (d, 3H) Melting point:
Q, I?a i?‘y . Yield: 45 %
0

Example D10
2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

C2sH26F 3N306S Mw. 589.60

LC/MS purity: 100 %, m/z 588 [M-H], m/z 590 [M- H]" Rt. 2.31 min.

'H NMR (300 MHz, DMSO-d6): 10.6 (bs, 1H), 8.46 (s, 1H), 7.61 (m, 1H),
7.43 (m, 4H), 7.21 (t, 1H), 7.04 (d, 1H), 6.89 (d, 1H), 6.35 (d, 1H), 4.26 (t,
2H), 3.92 (s, 3H), 3.60 (t, 4H), 2.78 (t, 2H), 2.53 (m, 4H) |

Melting point: 169-173 °C.

Yield: 26 %
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Exanpl e D37 20Bi phenyl - 3-sul foni c acid
(3-fluoro-4-{6-net hoxy-743-(3-net hyl - pi peridin-1-

WO/ 17eioxy| - qui nol i n- 4-yl oxy} - phenyl ) - am de PCT/EP2009/002798

C37F138FN305S Mwn. 655.79 LC/MS purity: 97 % nfz 654
[MH, mz 656 [MH R. 3.942mn. 25 H NVR (300 Mz,
"DMBO-d6): 10.5 (bs, 1H), 8.36 (d, 1H), 8.02 (s, 1H),
7.94 - 156 - (d, 1H), 7.79 (d, 1H), 7.67 (m 3H),
7.49 (m 4H), 7.36 (s, 1H), 7.29 (t, 1H), 714(d
E;kbl}nlémlg(d 1H), 6.28 (d, 1H), 4.16 (t, 2H), 3.90

Nefs15 Mty -8 ety Feiioy s findt” v'%%%sl-%%etav'-

pﬁghflb-@-trﬂao%rﬁé'mbén%suIfonam|de _
uor o- aor o- 4- { 6- met hoxy- 743- ( 3- et hyl - pi peri
din-1-yl)- propoxy]

qui nol i n- 4-yl oxyyphenyl ) - 3- met hg - henz
0 C32H35F2N306S Mv. 627. 71 )@ﬁ%ﬁ%
626 [MH, mz 628 [MH Rt. '

Mz, DMSO-d6): 10.4 (bg, 1H),
(m 6H), 7.17 ¢gddy 1Hy,
4.19 (t, 2H), \(,s\ 9 15(s, 3H), 2.90 (m
2H), 2.60 (m 3H), 2.02 (m 3, 1.65 (m 5H), 0.85
d@ggwﬁmsd\gglm{,‘nmpgggn: 98-101 C. Yield: 34 % Exanple

LEUMY purityu$00- %4 62/ 16iM-HT- (2 83B8INsHITRU 241 Fidpoxy)
THINMEL (380 MMLOBMSO-d6): 9.89 (bs, 1H), 8.48 (d, 1H), 8.01 (m, 1H),
7.95 (m, 1H), 7.86 (m, 2H), 7.42 (d, 2H), 7.03 (m, 3H), 6.43 (d, 1H), 4.27 (t,
2H), 3.90 (s, 3H), 3.59 (t, 4H), 2.78 (t, 2H), 2.53 (m, 4H), 2.10 (s, 3H)

Melting point: 127-130 °C.

Yield: 31 %

gsul f onam de
y: 97 % mz
; n. g NVR (300
8.45 (d, 1H), 7.55-7.31
, 1H), 6.35 (d, 1H),

Example D12
4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

~

?\/N\/\o
C2sH26CIF2N306S Mw. 606.05
LC/MS purity: 100 %, m/z 604 [M-H}, m/z 606 [M-HJ' Rt. 2.42 min.
'H NMR (300 MHz, DMSO-d6): 11.2 (bs, 1H), 8.45 (d, 1H), 7.90 (t, 1H), 7.75
(d, 1H), 7.52-7.33 (m, 4H), 7.15 (d, 1H), 7.02 (d, 1H), 6.35 (d, 1H), 4.27 (t,
2H), 3.91 (s, 3H), 3.59 (t, 4H), 2.78 (t, 2H), 2.53 (m, 4H)
Melting point: 212-214 °C.
Yield: 42 %
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phenyl }-2-trifl uoronethyl - benzenesul f onam de
C301- 129F4N306S Mwn. 635.64 LG/ MS purity: 99 % mz 634

WO[2WdA2741m z 636 [MH R. 2.71 min. - 157 - ZPCTIEAW/002798

(300 MHz, DVBO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.16

(d, 1H), 8.02 (d, 1H), 7.8814% 2H), 7.47 (s, 1H),
7.38 (s, 1H), 7.35 (t, 1H), 7.14 (d, 1H), 7.01 (d,

(d, 1H), 4.19 (t, 2H), 3.91 (s, 3H), 3.60
BRI (§1 (i ok 2 al (m ar) . 108 (1 24
ﬁ%tﬁow&nmmalené%sﬂlﬂdme Yi atid: 29{34luoiedifinectbory-7-(2-
m@rﬁgpﬁljpf%% %téégg)nc?umof( rYA-yléxy]n%e%yﬂlamnld% yl-propoxy)-g

10phenyl }-2-trifl uor onet hoxy benzene apam de
C301- 120F4N307S Mv. 651.64 LG/ VS purf 3 98 % mz 650
[MHy, mz 652 [MI—I] Rt . 2. 3545 NVR (300

MHz, DVSO d6): 10. (bs Jaa (d\xH), 8.03 (d,
1H), 7.77 (m 1 7.57 m oH), 7.47 (s, 1H), 7.38
(s, 1H), 7.33 H)/ d, 1H), 6.98 (d, 1H),

4.19 (t, 2H), ~3.58 (bs, 4H), 2.51 (m

2H), 2.40 1,98 (t. 1H) Melt] int: 183-184

Cﬁal_lzaﬁh‘a@’v%g\ﬂmmcﬁg Fanpl e( D41 " 9 porn

Ls}/%%%ﬁ&oﬁﬁo Nl Sz 84 R1-#45 iR R -HT{Re. B PRt n- 4-

THUNMR (megmzwnna@gsw 1/b ¢ etid)s Laq.m(mm k) 8.40 16,21 H), 8.27

rLt

EHHPAROSR Mes O SR 4B A 76, 7 2 B0, 7.11

(WH)W@@gﬁMH)ﬂa Fgmd 1H) 6&74% (1cH) ums (t? 2?1) @ms (s 3H),
58 (tLAH), 27Ie(t(23|-d1) 2154}(m74UA d, 1H), 6 35 (d 1H),

'@ﬂ;‘ﬁg%}o&’tzﬂg 1%99%/9| ting p0|3nt60 (183’_ 149”5_|)Cj 2.43 (m

Yield: 35 %

Example D14
N-{4-[7-(3-Amino-propoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro-phenyl}-2-
trifluoromethyl-benzenesulfonamide hydrochloride

F N
FTF
F
/OD\%
s
N0 N

Ca6H23FsN3OsS.HCI Mw (base). 565.55

LC/MS purity: 100 %, m/z 564 [M-HI, m/z 566 [M-H]* Rt. 2.39 min.

'H NMR (300 MHz, DMSO-d6): 11.28 (s, 1H), 8.75 (d, 1H), 8.20 (d, 1H),
8.04 (m, 4H), 7.90 (m, 2H), 7.70 (s, 1H), 7.68 (s, 1H), 7.51 (t, 1H), 7.25 (dd,
1H), 7.12 (d, 1H), 6.82 (d, 1H), 4.32 (t, 2H), 4.00 (s, 3H), 3.00 (m, 2H), 2.17
(t, 2H) |

Melting point: 197-199 °C.

Yield: 86 %
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Yield: 43 % 10 Exanple 042
Bi phenyl - 3- sul f oni caci d{ 3- f| uor 0- 446- et hoxy-7- ( 3- norp

WOoRoDY/ 12747yl - propoxy) - qui nol i n- 4-yl oxy] - pheny |PCAHRI09/002798

15C35H34FN306S Mv.  643.74 LC/MS purity: 97 % mz 642
[MH, mz 644 [MH R. 2.8f4wmin. 1H NVR (300 Mz,
DVSO- d6): 10.7(bs, 1H), 8.37 (d, 1H), 8.03 (s, 1H),
7.97 (d, 1H), 7.80 (d, 1H), 7.69 (m 3H), 7.52 (m
4H) 7.45 (s, 1H), 7.32 (s, 1H), 7.18 (d, 1H), 7.05
pléD1%6. 28 (d, 1H), 4.18 (t, 2H), 3.90 (s, 3H),

m@“ﬁnﬁggﬁsf)n?xéﬁ%@'fe%quw@namwi}%-ﬂqu hyl}-2-

Eﬂi@fﬁ enzenesulfonamlde hydrochloride
or 0- 2- f uor o- N- { 3-f | uor o- 446- net hoxy- 7- ( 3- nor phol

i n-4-1/1- Propoxy
qui nol i n-4-yl oxyl phenyl ybengenesuly o e d
5C29H28C1F2N306S Mwv. 620. 08 Oevé*d,ty 95 % nmlz

618 EMH, mz 620 [MH R llﬁFNI\/R(SOO
MHz, DMBO-d6): 11 (bs, 1H) . 45 (d 1H) 7.89 (t,
1H), 7.74 (d, 1H), 7. H), 7.47 (si 1H), 7.38

(s, 1H), 7.33 , 1H), 7.00 (d, 1H),
6.35 (d. 1H). éwp 5% V3,92 (s, 3H), 3.59 (bs,
%"91%3& S, 513%19 2. 42 (bs, 4H), 1.98 (t, 2H)

poi nt: 200-203 C.
LC/MS purlty 100 %, m/z 580 [M-H]J,, m/z 582 [M-H]" Rt. 2.44 min.
'H NMR (300 MHz, DMSO-d6): 11.16 (s, 1H), 8.76 (d, 1H), 8.07 (m, 6H),
7.82 (t, 1H), 7.69 (s, 2H), 7.50 (t, 1H), 7.23 (dd, 1H), 7.07 (d, 1H), 6.80 (d,
1H), 4.32 (t, 2H), 4.00 (s, 3H), 2.96 (m, 2H), 2.17 (t, 2H)
Melting point: 95-97 °C.
Yield: 90 %

Example D16
(3-{4-[2-Fluoro-4-(2-trifluoromethoxy-benzenesulfonylamino)-phenoxy]-6-
methoxy-quinolin-7-yloxy}-propyl)-carbamic acid tert-butyl ester

F N ,[;
0%
o _F
o Br
SR~ ~
~
N N

Caz1H31FiN3;OsS Mw. 681.67

LC/MS purity: 100 %, m/z 680 [M-HI, m/z 682 [M-HJ' Rt. 3.48 min.

'H NMR (300 MHz, DMSO-d6): 10.94 (bs, 1H), 8.43 (d, 1H), 8.03 (d, 1H),
7.80 (t, 1H), 7.58 (m, 2H), 7.46 (s, 1H), 7.36 (dd, 2H), 7.14 (dd, 1H), 6.99 (d,
1H), 6.90 (t, 1H), 6.31 (d, 1H), 4.14 (t, 2H) 3.91 (s, 3H), 3.12 (m, 2H), 1.91
(t, 2H), 1.03 (s, 9H)

Melting point: 181-183 °C.

Yield: 76 %
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- 2-Fluoro-N-{3-fluoro-446-net hoxy- (- (-

Yield: 35 % Exanpl e D44
154- Fl uor o- N-{3-fl uor o- 446- net hoxy- 7- ( 3- nor phol i n- 4-vyl

WO Bo0Ypxy) - qui nol i n- 4- PCT/EP2009/002798

yl oxy] - phenyl } - 3- net hoxy- benzenesul f onani de

C301- 131F2N307S Mwv. 615. 66- HE@6MS purity: 96% nfz 614

[MH, nmz 616 [MI—I] Rt. 2.63 min. 20 11-1 NVR (300
d6) 10.8 (bs, 1H), 8.44 (d, 1H), 7.54-7.32

E%ﬁéi“% 17 (dd. 1H), 7.02 (d. 1H), 6.34 (d, 1H).

M—(&@Mmro-&-l{ﬁ meihQXy-(73[3 @mnetlwlgﬂpegrgjm-:;k—yl) pgomxy(]-rqumohn-4-

bl Grrfihorpyi s heriblunohatfabt - 2F) VeI ting

2009/ 127417PCT/ EP2009/ 002798 - 160 - Ex | e D45
%ol in-4-yl -

NeEReul f onani de
rityg % nlz 584

in.  NMR (300 MHz,
C1H), 7.90 (t 1H),
7.73 (m 1H), 7}@' D ~0 (m 3H), 7.38 (s,
1H), 7.15 (dd, 7.02 (d, 1H), 6.33 (d, 1H), 4.19
(t, 2H), 3.91 (s, 3H), 3.59 (m 4H), 2.47 (t, 2H,

Q5 HRF(MNOsBONIM). 647.68 (t, 2H) Melting point: 179-181 C.

LIRS puRR S0 %6 TRzt BTy iz 648 I BL-2.78 MiPopoxyy
THUNMR (306 MH2XD S OLaiehy1 2 2bs)i 1M -84m{e el 8.084] dR), 7.76
(d, 1H), 7.64 (t, 1H), 7.55 (t, 1H), 7.46 (s, 1H), 7.33 (s, 1H), 6.96 (t, 1H), 6.75
(d, 1H), 6.63 (d, 1H), 6.32 (d, 1H), 4.15 (t, 2H), 3.90 (s, 3H), 2.84 (m, 2H),
2.55 (m, 2H), 2.42 (m, 1H), 1.92 (m, 2H), 1.56 (m, 2H), 1.29 (m, 2H), 1.14
(m, 2H), 0.87 (d, 3H)

Melting point: 110-112 °C.

Yield: 45 %

r oPoxy) - qui nol i n-4- yl oxyFpheny
5C29F129F2N306S Mwv. 585. 63 LC/
[MH, mz 586 [MH Rt. o2.49
DVBO-d6): 11 (bs, 1H), 8.4

Example D18
2-Bromo-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Cs4H33BrFN;OsS Mw. 658.59

LC/MS purity: 99 %, m/z 656 [M-HJ, m/z 658 [M-H]* Rt. 2.76 min.

'‘H NMR (300 MHz, DMSO-d6): 11.5 (bs, 1H), 8.39 (d, 1H), 7.97 (d, 1H),
7.58 (d, 1H), 7.46 (s, 1H), 7.35 (m, 2H), 7.23 (t, 1H), 6.91 (i, 1H), 6.73 (d,
1H), 6.61(d, 1H), 6.33 (d, 1H), 4.15 (t, 2H), 3.90 (s, 3H), 2.82 (m, 2H), 2.40
(m, 1H), 1.90 (m, 4H), 1.55 (m, 2H), 1.30 (m, 2H), 1.10 (m, 2H), 0.87 (d, 3H)
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C29F129FN408S Mwv. 612.64 LC/MS purity: 99 % miz 611
[MH, mz 613 [MH R. 2.58 mn. 20 1H NVR (300 Mz,

woDBOxdé)7: 11 (bs, 1H), 8.45 (d, 1H), 8.03 ( mPCIHP2009/002798

7.94 (m 1H), 7.84 (m 2H), 7.48 (s, 1H), 7.39 (s,
1H), 7.34 (t, 1H), 7.13 (d,146H, 6.98 (d, 1H), 6.37
(d, 1H), 4.20 (t, 2H), 3.92 (s, 3H), 3.61 (bs, 4H),

: S ¢ Lqoq@op0 (m 2H) Melting point: 166-168 C.
N?e@@lé&ﬁ&i@%?egge& Exanpl e D47
Yield- &2 el or o- N- { 3- f | uor 0- 446- met hoxy- 7- ( 3- nor phol i n- 4-
yl - propoxy) -
5qui nol i n- 4-yl oxy] - phenyl } benzenesul f onam de

BGH2FN306S Mv. 636. 53 LC/I\/S purity: 99 % nfz

6344 H, nmlz 636 H{ mn. 11-1
24P m@hﬂ%ﬂuoawﬂ%w ethoxy- 7@ ﬁ‘h rre%thyhmpe"w%arﬁ)nmopoxy]-

offfotiy PyExehin Hbp=heufepamith; 7,%1,(1) 21, 720

3.91 (s, 3H), 3.59 (bs, 4H), 317(bs , 2.43 (m

4H), 1.99 (bs, 2H) Melting poihi- C. Yield:
16% 15 Exanpl e D48 Napht hal enerFo ic acid

(3-fl uoro-446- nmet hoxy- 7- ( 3- no®phol i n- 4-yl propoxy) - qui n
ol i n-4-yl oxyyphenyl yam ¢t OSI3H32FN306S Mv. 617. 70
LC/ M5 purity: 96 94 -0z 61 H, mz 618 [MH Rt.
2.62 mn.

C31H32F3N3053 Mw. 615.68
LC/MS purity: 100 %, m/z 614 [M-H}, m/z 616 [M-H]* Rt. 2.73 min.
'"H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.42 (d, 1H), 7.87 (d, 1H),

' 7.47 (s, 1H), 7.35 (bs, 2H), 7.15 (bs, 2H), 6.96 (d, 1H), 6.80 (bs, 1H), 6.33

(d, 1H), 4.16 (t, 2H), 3.90 (s, 3H), 2.91 (m, 2H), 2.53 (m, 1H), 1.98 (m, 4H),
1.59 (m, 2H), 1.34 (m, 2H), 1.17 (m, 2H), 0.87 (d, 3H)

Melting point: 135-137 °C.

Yield: 46 %

Example D20
2,6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Ca1H32FsN:OsS Mw. 615.68

LC/MS purity: 94 %, m/z 614 [M-HJ, m/z 616 [M-H]* Rt. 2.67 min.

'H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 7.47 (bs, 2H), 7.35 (s, 1H),
7.08 (m, 3H), 6.94 (d, 1H), 6.76 (d, 1H), 6.33 (d, 1H), 4.16 (t, 2H), 3.90 (s,
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1H NMR (300 MHz, DMBO-d6): 11.1(bs, 1H), 8.75 (d, 1H),
8.40 (d, 1H), 8.28 (m 2H), 8.11 (d, 1H), 7.71 (m

wop9/127442 (s, 1H), 7.36 (s, 1H), 7.24 (t, 1HPCTER®09/002798

(d, 1H), 6.91 (d, 1H), 6.31 (dd, 1H), 4.18 (t, 2H),
3.89 (s, 3H), 3.57 (bs, WOI47-
2009/ 127417PCT/ EP2009/ 002798 - 162 - 4H), 2.46 (m

sF2.02 . 285, 259 ml1P8, E@eﬂﬁb 55 1 58%nR o2, 1.35 (m 2H),

121B(mn2HN-G.88f(HLBIHY- 446- net hoxy- 7- ( 3- nor phol i n- 4-yl -
yl oxy] - phenyl ybenzenesul fonam de
"@8‘?&9@#%@@%@ 646.54 i oLC/ MBS purity: 98 )/0,

Y'Féla §#4,Eni-Fiy, mz 646 [MH Rt. 2.63 mn. = NMWR
(300 MHz, DMSO-d6): 11 (bs, 1H), 8.43 (d, 1H), 8.13
(d 1H), 7.86 (d, 1H), 7.58 (m 2H), 7.46 (s, 1H),

Ié%l 7 33 (t, 1H), 7.12 (dd, 1H), 7.00 (dd,

4.19 (t, 2H), 3.91 (s, 3H), 3.58

Néphthailbhe 12514I50r(|¢ 2Hacid2. 39 (B+uocdd-{6im@thaxy-7-234(4-methyi-

i oS ot e

Phosphorylation in 20Nl H 3T3- AXL Cel | ubgr Tyrosine

L (wt AXL)
receptor tyrosine kinaseover ex sy/ﬁg bl e cel |
line NIl H3T3-AXL (O one 22) 25¥WAXL cDNA-was cl oned
into vector pLXSN(ESK) amd {ransfected into Phoenix E
packagi ng cells. The viral pgr nat ant was col | ected
and used to infgCt Nfargea” ¢éINs NI H3T3 N7. Monocl onal
NI H3T3- AXL cel | es stably expressing wtAXL were

ener at ed %sel ecting retrovirally infected cells in
2bbePsD MW 7427 6P2009/ 002798 - 163 - nedi um

|
LMD TR 628 (RFTHIZ 20 PAPTRRL 280 FISYS ¢ o
"HuNMR 1(36Q fHZIEMSEeda)st0. AXbswd H)hBgte yd.etp).c888d(d, 1H),

o o, B I P PRETBL LT By B SE e m s

BONZGO(S, TH), T86 (@l HyEs. 24 (d5 1H)4.NBdel IH), \B8T i(x, 3B 2.92

Bi osci ences, Bedford, MA Ve

ik 2&4y(r@f1lém139%xmcawof§§4nbw%+ﬁx T 20§11 a2,

(ﬂ d by using NI H 3T3 AXL (cl one 22) system have
con |rned i n hunman breast cancer cells

Melﬂng@wusﬂyoé)éﬁr%ﬁzsi ng AXL in our previous study

fizpag oX, et al. AXL is a potential target for
ﬁgr 8 dtic intervention in breast cancer

Example D22 »
Propane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

X
/O/\/\ o N/

CasH3sFN3OsS Mw. 545.68
LC/MS purity: 99 %, m/z 544 [M-H], m/z 546 [M-H]’ Rt. 2.50 min.

/s/\/
0" o
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10pr ogressi on. Cancer Res. 2008; 68:1905-15).

Det erm nati on of the norphol ogy of cells grown on
worRoyi2gel’ was carried out as described previ oRSITYEP2009t002798
sonme nodi fications (Thonpson EW et al. Association of
I ncreased basenent nenbranet148vasi veness wth absence
of 15 estrogen receptor and expression of vinentin in

E?ﬂﬁ&@bﬁiﬁh B@,W;$¢ J@)Il hO'aZ {2 ar 1@'5' dPHm'Phgg@%H) 7.36

() $iHR,7.300q@D 1¢B) vSveL(man);ei 03ddsdENsbAd (dhstip), .28 (bntH),

9 5otk $al GREEN 22] (Fohiser N 208 Rl 192

S¢ @lgg £, 2K), Yl ZRY, de1d (inf 2H)UKB5 (BBH
(ml gli-gLI_ M@q u1IZ§7r’ Ki nas?e Asm NI{-I-STS%L ()CI one(g )
@&7} (deiH)s vvere seeded onto 6-well plates (1.5 x 105
| cul ture nmedi um and cul tured
Q@Pﬂ‘mt %? gv\cgjclg1 by serum 25 depletion in 0.1% heat
Yleldctlﬁ\%lt ed FCS/ DVEM for 24 h. Serial dilutions of
conpounds were added, and the cells were further
i ncubated for 2 h . Cells were washed with PBS, and
EW @pd ce in 500p1 lysis buffer (50 mM HEPES(pH
7.5), 150 mM NaCl, 1nM EGIA 10%Glycerol 1% Triton
z«:yaoo -NeG® irmrad £6-methemynGlibometbylpiperidinglvy Nepsoeaxyl-

ride, and 10 ng/ m

‘F:’.g’h%%fg’%ﬁg%%&#hgmﬁar |rJr]||Hgd cell lysate (10mn
at 13000rpm at 4t) were used for imuno ci pitation.
Equal anmounts of protein were g xed w pg anti AXL
pol ycl onal anti body (honenmade) @ rotein A
sephar ose beads, WD 2009/ 127447FcT/ EP20{)9/ 002798 -
164 - and rotated for 6hio 3 After
i mrunopr eci pitation, the bgad ere washed three tines
with 1 xHNTG (50 pHE 7N%), 150 mM NaCl, 10%
G ycerol, 0.2% on X-100). The final pellet was
suspended in 20 pl 2x Laemm i buffer, and boiled for
G sFik 019 Mw. 7|1rmunopr ecipitates were 5 separ at ed

NS B oo B0, SRR o 2 i =

B BIMRI (800 MiHzliDIS@2d6)I tR:Betbsbyl H)n Bubht(dndH)N@.99 (d, 1H),

T 5,58 e VR 34 o ) ZBRLCHHASE o, 0,

g. Wt(en1P4) 1@@)7 (dThg)ady etnm-n)vas gtzh(gn 31-2c3b1a4t en, 2H),2.77 (m,

anti- phosSp otyr03| ne anti bo_)/ over ngght ﬁ@

2l), 12583 e d Hy 2.8% ki @Hai 219 1@3@'1*):0& H0%tm AHdel AP, 2H),

I U nbrane wi t h HRP- conj ugat ed

‘P\Eh%‘ 2'i‘—§é8§g@ggir§y anti body for 1hour at room

Meltpgrpmmtt 439142%@d by washing with 1xTBST buffer

tJ';[ d,mes, the proteins were visualized by ECL.
1\%a4’ds t he nenbrane was stripped and reprobed

with anti-AXL anti body (SC 1096, Santa Cruz

15Bi ot echnol ogy, Santa Cruz, CA). The results of the

Bxaapledd24 described in Table 2. Al-50 Cel lular |C50

b MiordL2 ﬁuérda-‘gl-(3-ﬂuoro-4 -{6-methoxy-7-[3-(3-methyl- plperldln -1-yl)-
propoxy}-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
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C31H32CIF2N3;0sS Mw. 632.13

LC/MS purity: 99 %, m/z 630 [M-H]', m/z 632 [M-H]" Rt. 2.58 min.

'H NMR (300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.44 (d, 1H), 7.86 (t, 1H), 7.62
(d, 1H), 7.49 (s, 1H), 7.45 (d, 1H), 7.39 (s, 1H), 7.26 (m, 2H), 7.06 (d, 1H),
6.92 (d, 1H), 6.36 (d, 1H), 4.21 (t, 1H), 3.92 (s, 3H), 3.05 (m, 2H), 2.75 (m,
2H), 2.51 (m, 1H), 2.00 (m, 4H), 1.61 (m, 4H), 0.87 (d, 3H)

Melting point: 136-138°C.

Yield: 24 %

Example D25
Butane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxy}-quinolin-4-yloxy}-phenyl)-amide

Y e
o
\O/\/\o NG
C2H3sFN30sS Mw. 5659.71
LC/MS purity: 96 %, m/z 558 [M-HJ, m/z 560 [M-H]* Rt. 2.68 min.
'H NMR (300 MHz, DMSO-d6): 10.24 (bs, 1H), 8.47 (d, 1H), 7.51 (s, 1H),
7.43 (s, 1H), 7.41 (s, 1H), 7.26 (d, 1H), 7.14 (d, 1H), 6.46 (d, 1H), 4.21 (t,
2H), 3.94 (s, 3H), 3.18 (m, 6H), 3.00 (m, 2H), 2.51 (t, 1H), 3.94 (s, 3H), 3.18
(m, 6H), 3.00 (m, 2H), 2.51 (m, 1H), 2.16 (m, 2H), 1.65 (m, 6H), 1.37 (m,
2H), 0.85 (m, 6H)
Melting point: 104-106 °C.
Yield: 23 %
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Example D26
2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]}-phenyl}-benzenesulfonamide

O 00

C2sH27BrFN3;06S Mw. 632.51

LC/MS purity: 99 %, m/z 630 [M-HJ, m/z 632 [M-H]* Rt. 2.53 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.44 (d, 1H), 8.13 (d, 1H), 7.85
(d, 1H), 7.56 (m, 2H), 7.46 (s, 1H), 7.42 (s, 1H), 7.32 (t, 1H), 7.10 (dd, 1H),
6.99 (d, 1H), 6.34 (d, 1H), 4.26 (t, 2H), 3.93 (s, 3H), 3.59 (t, 4H), 2.78 (t, 2H),
2.53 (m, 4H)

Melting point: 175-177 °C.

Yield: 18 %

Example D27
2-Cyano-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

O

C2oH27FN,OsS Mw. 578.62

LC/MS purity: 99 %, m/z 577 [M-H[, m/z 579 [M-HJ* Rt. 2.29 min.

"H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.09 (m, 2H), 7.92
(t, 1H), 7.83 (t, 1H), 7.48 (s, 1H), 7.43 (s, 1H), 7.33 (t, 1H), 7.15 (d, 1H), 6.96
(d, 1H), 6.40 (d, 1H), 4.27 (t, 2H), 3.92 (s, 3H), 3.60 (m, 4H), 2.80 (t, 2H),
2.53 (m, 4H)

Melting point: 193-196 °C.

Yield: 23 %
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Example D28
2,4-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

TG

N\/\o N/

CasH26F3N30sS Mw. 589.60

LC/MS purity: 99 %, m/z 588 [M-HI, m/z 590 [M-H]* Rt. 2.42 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 7.97 (g, 1H),
7.59-7.27 (m, 5H), 7.15 (dd, 1H), 7.02 (d, 1H), 6.35 (t, 1H), 3.91 (s, 3H), 3.59
(m, 4H), 2.78 (m, 4H), 2.53 (m, 4H)

Melting point: 189-191 °C.

Yield: 19 %

Example D29
Biphenyl-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

Cs7H3sFN;0sS Mw. 655.79

LC/MS purity: 100 %, m/z 654 [M-H]', m/z 656 [M-H]* Rt. 2.93 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.36 (d, 1H), 8.02 (s, 1H), 7.94
(d, 1H), 7.79 (d, 1H), 7.70 (m, 3H), 7.52 (m, 4H), 7.36 (s, 1H), 7.30 (t, 1H),
7.14 (d, 1H), 7.00 (d, 1H), 6.28 (d, 1H), 4.17 (t, 2H), 3.90 (s, 3H), 2.88 (m,
2H), 2.50 (m, 1H), 1.98 (m, 4H), 1.58 (m, 2H), 1.34 (m, 2H), 1.15 (m, 2H),
0.88 (d, 3H)

Melting point: 196-198 °C.
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Yield: 16 %

Example D30
2-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)- propoxy]
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Cs1H33F2N3;05S Mw. §97.69

LC/MS purity: 99 %, m/z 596 [M-H], m/z 598 [M-H]' Rt. 2.55 min.

"H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.43 (d, 1H), 7.87 (t, 1H), 7.66
(q, 1H), 7.47 (s, 1H), 7.35 (m, 3H), 7.26 (t, 1H), 7.08 (dd, 1H), 6.94 (d, 1H),
6.33 (d, 1H), 4.18 (t, 2H), 3.92 (s, 3H), 2.86 (M, 2H), 2.54 (m, 3H), 1.99 (m,
3H), 1.60 (m, 5H), 0.84 (d, 3H)

Melting point: 102-106 °C.

Yield: 25 %

Example D31
2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin4-yloxy}-phenyl)-benzenesulfonamide

F No
o

- N

\ON/\/\O N

CszH33FN40sS Mw. 604. 71

LC/MS purity: 99 %, m/z 603 [M-HT, m/z 605 [M- H]* Rt. 2.50 min.

"H NMR (300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.42 (d, 1H), 8.38 (d, 1H),

7.88 (d, 1H), 7.74 (t, 1H), 7.60 (t, 1H), 7.49 (s, 1H), 7.37 (s, 1H), 7.06 (t, 1H),

6.90 (dd, 1H), 6.74 (d, 1H), 6.37 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.07 (m,
2H), 2.63 (m, 2H), 2.50 (m, 1H), 2.03 (m, 3H), 1.66 (m, 5H), 0.87 (d, 3H)
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Melting point: 131-132 °C.
Yield: 34 %

Example D32
2,6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yi)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

CarH32F3N3OsS Mw. 615.68

LC/MS purity: 100 %, m/z 614 [M-H[, m/z 616 [M-H]'Rt. 2.71 min.

'H NMR (300 MHz, DMSO-d6): 125 (bs, 1H), 8.44 (d, 1H), 7.59 (t, 1H), 7.49
(s, 1H), 7.33 (s, 1H), 7.20 (m, 3H), 7.04 (d, 1H), 6.88 (d, 1H), 6.35 (d, 1H),
4.20 (t, 2H), 3.92 (s, 3H), 2.98 (s, 2H), 2.67 (m, 2H), 2.04 (m, 3H), 1.86 (m,
1H), 1.60 (m, 5H), 0.86 (d, 3H)

Melting point: 117-119 °C.

Yield: 29 %

Example D33
N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-quinolin-4-
yloxy}-phenyl)-2-trifluoromethoxy-benzenesulfonamide

F N /©
=83,
O/O 0 o) F
F
F
AN

/ow
P
N

/O/\/\o

CazHasFeN306S Mw. 663.69

LC/MS purity: 99 %, m/z 662 [M-HJ', m/z 664 [M-H]' Rt. 2.75 min.

'H NMR (300 MHz, DMSO-d6): 11.5 (bs, 1H), 8.41 (d, 1H), 7.89 (d, 1H),
7.48 (s, 1H), 7.45 (d, 1H), 7.34 (m, 3H), 6.93 (t, 1H), 6.80 (d, 1H), 6.61 (d,
1H), 6.33 (d, 1H), 4.16 (t, 2H), 3.92 (s, 3H), 2.85 (m, 2H), 2.43 (m, 1H), 1.90
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(m, 4H), 1.57 (m, 2H), 1.31 (m, 2H), 1.14 (m, 2H), 0.88 (d, 3H)
Melting point: 206-208 °C.
Yield: 32 %

Example D34
2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy}-

.

Seceie
[0}

A0 BN

fNece

C31H22F3N;05S Mw. 615.68

LC/MS purity: 100 %, m/z 614 [M-H], m/z 616 [M-H]* Rt. 2.61 min.

H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 7.59 (m, 1H), 7.49 (s, 1H),

7.42 (s, 2H), 7.38 (s, 1H), 7.18 (t, 1H), 7.02 (dd, 1H), 6.86 (d, 1H), 6.36 (d,

1H), 4.20 (t, 1H), 3.93 (s, 3H), 3.08 (m, 2H), 2.73 (m, 2H), 2.63 (m, 1H), 2.27

(m, 2H), 2.04 (m, 2H), 1.66 (m, 2H), 1.44 (m, 1H), 1.21 (m, 2H), 0.90 (d, 3H)

Melting point: 223-225 °C.

Yield: 42 %

quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Example D35
N-(3-Fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-quinolin-4-
yloxy}phenyl)-2-trifluoromethyl-benzenesulfonamide

F N.
U%
F
F
/OIZ& |
s
N

\O/\/\o

CazHa3FsN2OsS Mw. 647.69

LC/MS purity: 94 %, m/z 646 [M-HT, m/z 648 [M-H]* Rt. 2.86 min.

'H NMR (300 MHz, DMSO-d6): 10.6 (bs, 1H), 8.44 (d, 1H), 8.15 (d, 1H),
7.97 (d, 1H), 7.84 (m, 2H), 7.48 (s, 1H), 7.39 (s, 1H), 7.28 (t, 1H), 7.07 (d,
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1H), 6.94 (d, 1H), 6.36 (d, 1H), 4.21 (t, 2H), 3.92 (m, 3H), 2.89 (m, 2H), 2.76
(m, 2H), 2.26 (m, 1H), 1.99 (m, 3H), 1.68 (m, 4H), 1.02 (m, 1H), 0.86 (d, 3H)
Melting point: 118-121 °C.

Yield: 38 %

Example D36
2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Cs31H3F3N305S Mw. 615.68

LC/MS purity: 95 %, m/z 614 [M-H}, m/z 616 [M-H]*Rt. 2.83 min.

"H NMR (300 MHz, DMSO-d6): 10.3 (bs, 1H), 8.44 (d, 1H), 7.61-(bs, 1H),
7.44 (m, 4H), 7.22 (t, 1H), 7.05 (d, 1H), 6.90 (d, 1H), 6.36 (d, 1H), 4.21 (m,
2H), 3.93 (s, 3H), 3.07 (bs, 2H), 2.63 (bs, 2H), 2.39 (m, 1H), 2.25 (m, 3H),
1.69 (m, 5H), 0.87 (d, 3H)

Melting point: 103-107 °C.

Yield: 45 %

Example D37
Biphenyl-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

Ca7H3sFN3OsS Mw. 655.79
LC/MS purity: 97 %, m/z 654 [M-HJ, m/z 656 [M-H]* Rt. 3.06 min.
'H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.36 (d, 1H), 8.02 (s, 1H), 7.94
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(d, 1H), 7.79 (d, 1H), 7.67 (m, 3H), 7.49 (m, 4H), 7.36 (s, 1H), 7.29 (t, 1H),
7.14 (d, 1H), 6.99 (d, 1H), 6.28 (d, 1H), 4.16 (t, 2H), 3.90 (s, 3H), 2.81 (m,
2H), 2.46 (m, 3H), 1.95 (m, 3H), 1.60 (m, 5H), 0.83 (d, 3H)

Melting point: 190-192 °C.

Yield: 39 %

Example D38
4-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-3-methoxy-benzenesulfonamide

Ca2H3sF2N306S Mw. 627.71

LC/MS purity: 97 %, m/z 626 [M-H], m/z 628 [M-H]* Rt. 2.88 min.

'H NMR (300 MHz, DMSO-d6): 10.4 (bs, 1H), 8.45 (d, 1H), 7.55-7.31 (m,
6H), 7.17 (dd, 1H), 7.01 (d, 1H), 6.35 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.89
(s, 3H), 2.90 (m, 2H), 2.60 (m, 3H), 2.02 (m, 3H), 1.65 (m, 5H), 0.85 (d, 3H)
Melting point: 98-101 °C.

Yield: 34 %

Example D39
N-{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethyl-benzenesulfonamide

C30H29F4N3058 Mw. 63564
LC/MS purity: 99 %, m/z 634 [M-H], m/z 636 [M-H]'Rt. 2.71 min.
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'H NMR (300 MHZ, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.16 (d, 1H), 8.02

(d, 1H), 7.88 (m, 2H), 7.47 (s, 1H), 7.38 (s, 1H), 7.35 (t, 1H), 7.14 (d, 1H),
7.01 (d, 1H), 6.36 (d, 1H), 4.19 (t, 2H), 3.91 (s, 3H), 3.60 (t, 4H), 2.51 (m,
2H), 2.41 (m, 4H), 1.98 (t, 2H)

Melting point: 180-181 °C.

Yield: 29 %

Example D40
N-{3-Fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

F N, /©
~S3
0”0
jg/ o _F
I
N

O/\/\o NZ

CaoH29F4N3O;S Mw. 651.64

LC/MS purity: 98 %, m/z 650 [M-H], m/z 652 [M-H]* Rt. 2.79 min.

'H NMR (300 MHz, DMSO-d6): 10.9 (bs, 1H), 8.44 (d, 1H), 8.03 (d, 1H),
7.77 (m, 1H), 7.57 (m, 2H), 7.47 (s, 1H), 7.38 (s, 1H), 7.33 (t, 1H), 7.14 (d,
1H), 6.98 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.58 (bs, 4H), 2.51 (m, 2H), 2.40
(m, 6H), 1.98 (t, 1H)

Melting point: 183-184 °C.

Yield: 40 %

Example D41
2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide
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AN p

C29H25F3N306S Mw. 603.62

LC/MS purity: 97 %, m/z 602 [M-HJ, m/z 604 [M-H]* Rt. 2.59 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.44 (d, 1H), 7.70 (bs, 1H), 7.56
(m, 2H), 7.48 (s, 1H), 7.39 (s, 1H), 7.33 (d, 1H), 7.16 (dd, 1H), 7.04 (d, 1H),
6.35 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.60 (bs, 4H), 2.43 (m, 6H), 1.98 (t,
2H)

Melting point: 192-195 °C.

Yield: 43 %

Example D42
Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinolin-4-yloxy]-phenyl}-amide '

FaaN -~

CasHaFN3O6S Mw. 643.74

LC/MS purity: 97 %, m/z 642 [M-HI, m/z 644 [M-H]* Rt. 2.97 min.

'H NMR (300 MHz, DMSO-d6): 10.7(bs, 1H), 8.37 (d, 1H), 8.03 (s, 1H), 7.97
(d, 1H), 7.80 (d, 1H), 7.69 (m, 3H), 7.52 (m, 4H), 7.45 (s, 1H), 7.32 (s, 1H),
7.18 (d, 1H), 7.05 (d, 1H), 6.28 (d, 1H), 4.18 (t, 2H), 3.90 (s, 3H), 3.58 (m,
4H), 2.46 (t, 2H), 2.38 (m, 4H), 1.96 (t, 2H)

Melting point: 210-212 °C.

Yield: 39 %
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- Example D43

4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

O/\/\o

C2sH2CIF2N3;06S Mw. 620.08

LC/MS purity: 95 %, m/z 618 [M-H]', m/z 620 [M-H]" Rt. 2.73 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 7.89 (t, 1H), 7.74
(d, 1H), 7.49 (d, 1H), 7.47 (s, 1H), 7.38 (s, 1H), 7.33 (d, 1H), 7.14 (d, 1H),
7.00 (d, 1H), 6.35 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.59 (bs, 4H), 2.48 (bs,
2H), 2.42 (bs, 4H), 1.98 (t, 2H)

Melting point: 200-203 °C.

Yield: 35 %

Example D44
4-Fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-3-methoxy-benzenesulfonamide ‘

N N

CsoH31F2N3;0;S Mw. 615.66

LC/MS purity: 96 %, m/z 614 [M-H], m/z 616 [M-H]'Rt. 2.63 min.

'H NMR (300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.44 (d, 1H), 7.54-7.32 (m,
6H), 7.17 (dd, 1H), 7.02 (d, 1H), 6.34 (d, 1H), 4.19 (t, 2H), 3.92 (s, 3H), 3.89
(s, 3H), 3.31 (m, 4H), 2.44 (t, 2H), 2.39 (m, 4H), 1.98 (t, 2H)

Melting point: 90-93 °C.

Yield: 58 %
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Example D45
2-Fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide '

N/\/\ P

Ca2oH20F2N306S Mw. 585.63

LC/MS purity: 99 %, m/z 584 [M-HT, m/z 586 [M-H]* Rt. 2.49 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.44 (d, 1H), 7.90 (t, 1H), 7.73
(m, 1H), 7.46 (s, 1H), 7.40 (m, 3H), 7.38 (s, 1H), 7.15 (dd, 1H), 7.02 (d, 1H),
6.33 (d, 1H), 4.19 (t, 2H), 3.91 (s, 3H), 3.59 (m, 4H), 2.47 (t, 2H), 2.40 (m,
4H), 1.98 (t, 2H)

Melting point: 179-181 °C.

Yield: 59 %

Example D46
N-{3-FIuoro-4-[6—methoxy-7-(3-morpho|in-4-y|-propoxy)-quinolin-4-Yony]-
phenyl}-2-nitro-benzenesulfonamide

F st\\/[ j
0”0
o ~o

(\N/\/\ o N/
(o]

C2H20FN4OsS Mw. 612.64

LC/MS purity: 99 %, m/z 611 [M-HI", m/z 613 [M-H]* Rt. 2.58 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.03 (m, 1H), 7.94
(m, 1H), 7.84 (m, 2H), 7.48 (s, 1H), 7.39 (s, 1H), 7.34 (t, 1H), 7.13 (d, 1H),
6.98 (d, 1H), 6.37 (d, 1H), 4.20 (t, 2H), 3.92 (s, 3H), 3.61 (bs, 4H), 2.56 (bs,
6H), 2.00 (m, 2H)

Melting point: 166-168 °C.
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Yield: 29 %

Example D47
2,6-Dichloro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy}-phenyl}-benzenesulfonamide

c

F - N;SD
Ty
(\N/\/\o i

o

C20H2sCl.FN30¢S Mw. 636.53

LC/MS purity: 99 %, m/z 634 [M-H}, m/z 636 [M-H]*Rt. 2.71 min.

'H NMR (300 MHz, DMSO-d6): 11.1(bs, 1H), 8.44 (d, 1H), 7.60 (m, 2H),
7.47 (s, 1H), 7.38 (s, 1H), 7.34 (m, 2H), 7.13 (d, 1H), 6.99 (d, 1H), 6.33 (d,
1H), 4.19 (bs, 2H), 3.91 (s, 3H), 3.59 (bs, 4H), 3.17 (bs, 2H), 2.43 (m, 4H),
1.99 (bs, 2H) |

Melting point: 194-196 °C.

Yield: 16 %

Example D48
Naphthalene-1-sulfonic acid  {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinolin-4-yloxy]-phenyl}-amide

F N O
0”0

s
N

O/\/\o

Ca3H32FN306S Mw. 617.70

LC/MS purity: 96 %, m/z 616 [M-H], m/z 618 [M-H]' Rt. 2.62 min.

'H NMR (300 MHz, DMSO-d6): 11.1(bs, 1H), 8.75 (d, 1H), 8.40 (d, 1H), 8.28
(m, 2H), 8.11 (d, 1H), 7.71 (m, 3H), 7.42 (s, 1H), 7.36 (s, 1H), 7.24 (t, 1H),

7.05 (d, 1H), 6.91 (d, 1H), 6.31 (dd, 1H), 4.18 (t, 2H), 3.89 (s, 3H), 3.57 (bs,
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4H), 2.46 (m, 2H), 2.38 (bs, 4H), 1.96 (m, 2H)
Melting point: 108-111 °C.
Yield: 26 %

Example D49
2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

’°J©C%
(\N/\/\ o N/
(o]

C29H20BrFN3;06S Mw. 646.54

LC/MS purity: 98 %, m/z 644 [M-HJ, m/z 646 [M-H]*Rt. 2.63 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.43 (d, 1H), 8.13 (d, 1H), 7.86
(d, 1H), 7.58 (m, 2H), 7.46 (s, 1H), 7.38 (s, 1H), 7.33 (t, 1H), 7.12 (dd, 1H),
7.00 (dd, 1H), 6.33 (d, 1H), 4.19 (t, 2H), 3.91 (s, 3H), 3.58 (bs, 4H), 2.45 (1,
2H), 2.39 (m, 4H), 1.97 (t, 2H)

Melting point: 185-188 °C.

Yield: 35 %

3) Inhibitory Activity of Compounds on Axl Phosphorylation in
NIH-3T3-AXL Cellular Tyrosine Kinase Assay

Establishment of wild type AXL (wtAXL) receptor tyrosine kinase-
overexpressing stable cell line NIH-3T3-AXL (Clone 22)

WIAXL cDNA was cloned into vector pLXSN(ESK) and transfected into
Phoenix E packaging cells. The viral supernatant was collected and used to
infect target cells NIH3T3 N7. Monoclonal NIH3T3-AXL cell lines stably
expressing WtAXL were generated by selecting retrovirally infected cells in
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medium containing puromycin (2pg/ml) and subsequent clonal separation.
NIH-3T3-AXL (clone 22) cells were used for further experiment because AXL
was highly expressed and constitutively phosphorylated in these cells. In
addition, these cells demonstrated aggressive behaviors on matrigel matrix
(Matrigel™ Matrix, BD Biosciences, Bedford, MA, USA). Moreover, the
inhibitory effects of compounds on AXL phosphorylation discovered by using
NIH-3T3 AXL (clone 22) system have been confirmed in human breast
cancer cells endogenously expressing AXL in our previous study (Zhang YX,
et al. AXL is a potential target for therapeutic intervention in breast cancer
progression. Cancer Res. 2008; 68:1905-15).

Determination of the morphology of cells grown on matrigel was carried out
as described previously, with some modifications (Thompson EW, et al.
Association of increased basement membrane invasiveness with absence of
estrogen receptor and expression of vimentin in human breast cancer cell
lines. J Cell Physiol 1992;150:534-44). Briefly, in a 96-well flat-bottomed
plate, 10000 cells/100ul ceil suspension was plated on the surface of
precoated matrigel (3mg/mi). Colony outgrowth was visualized with a Zeiss
Axiovert S100 microscope (Carl Zeiss UK, Welwyn Garden City, UK).

NIH-3T3-AXL Cellular Kinase Assay

NIH-3T3-AXL (Clone 22) cells were seeded onto 6-well plates (1.5 x 10°
cells/well)in 1.5ml culture medium and cultured overnight, followed by serum
depletion in 0.1% heat inactivated FCS/DMEM for 24 h. Serial dilutions of
compounds were added, and the cells were further incubated for 2 h . Cells
were washed with PBS, and lysed on ice in 500ul lysis buffer (50 mM
HEPES(pH 7.5), 150 mM NaCl, 1mM EGTA, 10% Glycerol, 1% Triton X-100,
100 mM NaF, 10 mM Na,P,010 HO, 1 mM Na;VO4 ,1 mM
phenylmethylsulfonyl fluoride, and 10 mg/ml aprotinin) for 15min. The
clarified cell lysate (10min at 13000rpm at 4TC) were used for
immunoprecipitation. Edual amounts of protein were mixed with 2ug anti-
AXL polyclonal antibody (homemade) and 20p! Protein A sepharose beads,
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and rotated for 6hr at 4. After immunoprecipitation, the beads were
washed three times with 1XHNTG (50 mM HEPES(pH 7.5), 160 mM NaCl,
10% Glycerol, 0.2% Triton X-100). The final pellet was suspended in 20 pl 2x
Laemmli buffer, and boiled for 5min at 100°C. The immunoprecipitates were
separated by 7.5% SDS-PAGE gel electrophoresis, and the proteins were
transferred to a nitrocellulose membrane. Unspecific binding was blocked by
incubating the membrane for 1hr in 0.25% gelatin in 1xNET buffer (50 mM
Tris.HCI (pH7.5), 150 mM NaCl, 5mM EDTA, 0.1% Triton X-100). The
membrane was then incubated with anti-phosphotyrosine antibody (4G10)
overnight at 4T followed by washing with 1xTBST buffer three times. After
incubating membrane with HRP-conjugated anti-mouse secondary antibody
for 1hour at room temperature followed by washing with 1xTBST buffer three
times, the proteins were visualized by ECL. Afterwards, the membrane was
stripped and reprobed with anti-AXL antibody (SC-1096, Santa Cruz
Biotechnology, Santa Cruz, CA).

The resuits of the assay are described in Table 2.

A1-50 Cellular IC50 [uM]
A1 4.5
A2 3.01
A3 3.4
A4 6
A5 0.5
AG 4.3
A7 >10
A8 10
A9 | 3.7
A10 2.6
A11 2.26
A12 1.26
A13 29
“[a14 1.4
A15 ~ [2.265
A16 1.805
A17 0.89
A18 2.1
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A19 4.5
A20 5.05
A21 4.7
A22 9.6
A23 6
A24 2.4
A25 2.38
A26 4.73
A27 2.54
A28 3.9
A29 2.3
A30 0.63
A31 >10
A32 >10
A33 >10
A34 0.43
A35 13
A36 2.8
A37 >10
A38 >10
A39 6.4
A40 <1
Ad1 <1
A42 <1
A43 <1
Ad4 <1
A45 >10
A46 >10
A47 10
A48 1.5
A49 3,00
AS50 <1
A51 <3
A52 >3
A53 3
A54 >1
A55 >1
A56 >1
AS7 >3
A58 >1
A59 >1

60 0.8
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AG1 0.7
AG2 0.47
AG3 >1
A64 >1
AGS >10
AG6 >10
AG7 >10
AG8 >10
AG9 >10
A70 >10
A71 >3
A72 0.58
A73 >3
A74 >1
A75 >3
A76 >10
A77 >10
A78 >3
A79 0.48
A80 >10
A81 >10
A82 >1
A83 >3
A84 >3
A85 >3
AB86 >1
A87 3
A88 >1
A89 0.45
A90 >10
1A91 >10
A92 >10
A93 >3
A94 >10
A95 >10
A96 0.077
A97 0.54
A98 0.74
A99 0.18
A100 0.74
A101 >1
102 >1

PCT/EP2009/002798
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A103 0.35
A104 3
A105 10
A106 0.75
A107 >10
A108 >1
A109 >1
A110 1.18
A111 >3
A112 >3
A113 >3
A114 0.47
A115 1.26
A116 >3
A117 >10
A118 0.54
A119 >3
A120 >10
A121 >10
A122 >10
A123 1.96
A124 >3
A125 10
A126 0.13
A127 >3
A128 2.25
A129 >3
A130 >10
A131 1.68
A132 >10
A133 >10
A134 >1
A135 0.82
A136 >10
A137 >10
A138 >10
A139 2.2
A140 >10
A141 >10
A142 >10
A143 >10
144 >10

PCT/EP2009/002798
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A145 >10
A146 0.89
A147 >3
A148 >10
A149 >3
A150 >10
A151 >10
A152 >10
A163 >10
A154 >10
A1565 >3
A156 >1
B1-22 Cellular IC50 [uM]
B1 > 10
B2 > 10
B3 8,00
B4 > 10
B5 > 10
B6 >10
B7 >10
B8 > 10
B9 > 10
B10 > 10
B11 <1
B12 > 10
B13 <1
B14 <1
B15 > 10
B16 > 10
B17 > 10
B18 >10
B19 8,00
B20 >10
B21 > 10
B22 7,00
CO01 >10
C02 >10
C03 >10
C04 >10
C05 >10




>10 C13 >1 Cl4 >10 C15 >10 Cl6 =>10 Ci17 >10 cC18
>10 C19 >10 DO1
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CO06 >10
CQ7 >10
Cc08 >10
C09 >10
C10 >10
C11 >10
C12 >10
C13 >1
C14 >10
C15 >10
C16 - P10
C17 >10
C18 >10
C19 >10
D01 >10
D02 0.695
D03 0.837
D04 0.32
D05 0.049
D06 0.069
D07 0.35
D08 2.5
D09 2.46
D10 0.052
D11 >3
D12 0.3
D13 0.057
D14 0.238
D15 0.364
D16 0.271
D17 0.046
D18 0.151
D19 0.128
D20 0.029
D21 0.347
D22 0.477
D23 0.211
D24 0.181
D25 0.378
D26 0.15
D27 0.783
D28 >1




>10 D2 0.695 DO3 0.837 004 0.32 DO5 0.049 006
0.069 DO7 0.35 DC8 2.5 DX

WO 2009/127417
-170 -
D29 0.178
D30 0.082
D31 0.323
D32 0.042
D33 0.068
D34 0.016

PCT/EP2009/002798
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Claims

1. Compounds of the formula (1):

R15
RO
R10 N R11
o“ ™o
R1I O R8
R2 e
AN
. _
R3 N~ R5
R4
(1

wherein

- R', R?, R® and R* which may be the same or different, represent
hydrogen, hydroxyl, nitro, halogen, cyano, NR™R™, Cis alkyl, Czs
alkenyl, C».s alkynyl, or Cis alkoxy,

wherein the C. alkyl, C.s alkenyl, C.s alkynyl, and Cis alkoxy groups
are optionally mono- or polysubstituted by hydroxyl; halogen, C1s alkoxy;
C..s alkylcarbonyl; carboxyl; C.s alkoxycarbonyi; -(C=0)-NR™R", and/or -
NR'R" wherein R'? and R®, which may be the same or different,
represent a hydrogen atom or C:. alkyl optionally substituted by
hydroxyl, or alternatively R'? and R™ may combine with the nitrogen
atom attached thereto to form a saturated or unsaturated five- or six-
membered heterocyclic group; which is optionally mono- or
polysubstituted by hydroxyl, an oxygen atom, C..¢ alkyl, C2s alkenyl, Cz¢
alkynyl, Ci.s alkoxy, Cis alkoxycarbonyl, or a saturated or unsaturated
three- to twelve-membered carbocyclic or heterocyclic ring system;
wherein the Cis alkyl, C.. alkenyl, and C,. alkynyl groups are optionally
substituted by hydroxyl, Cs alkoxy, or a saturated or unsaturated three- -
to twelve-membered carbocyclic or heterocyclic ring system, wherein R?
and/or R? also may be -O-(CH,).-R" wherein n is an integerof 0to 6, -
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NatNR'eR2BONR 2R Whéreh® R'2 6r RS whieh mdy bd theksaeve ovdliferent,
SG et al. Human breast cancer: correy

] forel;
anderi@sent 2 hydrgaRpPtamcafi bme &'W‘h@%ﬁ%&f@[ﬁstﬁ%g by

on [ 1087 235 L7 B1d . i
DRI G R T oy Loy v
pl @tora atteciadotieretnto oy aagaturatedHBRUNSaturatedagvert PL Six-

br east . canger .t hat J . .

2osntsharerh deterbtyc "GRG B Wlthfu | heRRo oyt Brgue is

Eéfogﬁoﬁggy rl\]éutisitm.aédé o:agalt hﬁdHrgs%l, Oéntdiblq/ge‘n}‘ iatomy beggi alkyl, Czs
Yy umanl zed_anti - nonocl on t

woratkeb Gro atkpyl, [Erpalkoxy.clps @&QW@E‘M&%&E aturated or

o SASLAGEEE bl NiaNBLRGIBRTEY cafd cpberidaraic g
17:sy6&Im2wherein the.C1\éaélhylw103@,alkeruyh,gann G alkymyl@rogps are

al . Axl receptor .tyrosine Kinase-sti ed. b

vi ORtiepa d%%ﬁ@étﬁﬁ %ryo?‘gwdﬁé)gﬁ’co e %@A@t 8% Shfurated or
gr7g)ﬂggg@ggégﬁir&?gp&%?W??e%@ﬁnb@re&?uﬁgcybﬂ@&xr hetell'ocyclic ring

: - . 10. Sti n e M et al..The

antsystRgaLaRInoin wa@ho?nq)%#\@qﬁcﬁwgr%gﬁf plans Qﬂaﬁ'?\?é?'no group
Ga ' g t r | o f ¥ f

G, Spty g 0l b O B4 el i o, usatraed
11 .thivseg do dwie)vecmesnered carkaeyc!it, orchetgrocyclic ring system, and

Ideptification of .the,. u

ar b (s @i s, BBUSAAS Soshhysad yPMictory, Cyg pikony. or a
Skysatavatedvidr upsatirated thes-nt kiveheemendbeded| catbmmyclic or
1996; 271: 30022-30027. 12. Haf

Si JIeTICKEI 00 SYREToRR SatUeted Pf? USRI Doy to twelve-
& BhAEBtoq oGSO MBI g Bont bl substut
172y hydroxyl, an oxygen atom, C.s alkyl, C.s alkenyl, C.s alkynyl, Cis
alkoxy, Cis alkoxycarbonyl, or a saturated or unsaturated three- to
twelve-membered carbocyclic or heterocyclic ring system wherein the
Ci.s alkyl, C. alkenyl, and C. alkynyl groups are optionally substituted
by hydroxyl, Ci.s alkoxy, or a saturated or unsaturated three- to twelve-
membered carbocyclic or heterocyclic ring system; when the carbocyclic
or heterocyclic group is substituted by two C. alkyl groups, the two alkyl
groups may combine together to form an alkylene chain; and the
carbocyclic or heterocyclic group may be condensed with another
saturated or unsaturated five- to seven-membered carbocyclic or
heterocyclic group to form a bicyclic group. When n = 0, ~(CHz)-

represents a bond,
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r ecg;gélgﬁ%ggagﬂé}?nw‘é%%e M%PneCSP k{f%reht Jr@&%&ent a hydrogen

erclaz
Rolatdrac IC.Y,alletl, Gbs a@nyb@n alkwwld@m aﬂoquebaloglenot:yano or

S <AoRn e Cer SU00 Eae Aonoh oo By fed e sy
16 gréupy Sk BdtuoﬁsuyLrHonM\ébﬂsélysﬂibsmuteal by RggreRyBhalogen, Cis

terSI ne ki nases expr essed i n net ast atic col on cancer,l
| ntalkpxya fo.ealkydembanyly garboxyl; Cis alkgxycgrbemyly¢C=Q)NR™R",

adgﬁ\?z&r YR 2lyheliR" %Ss'é?ﬂi #13 hid hiP%e the same or

ci noma 'and correl ation w'th tunor progressio
Ne gjifferenty repPélemt @ hfdgedcdtom DS. C1Suanlkyl{ optigriatiyt swblstututed
a T. ressi.on o S in n ovarian
Pudrontlo g GUSTIRTRIER 5358 ST may’ O Ry hE hitrogen
' krai‘ﬂﬁn'vhtté/&f?&i therlo ¥ foray &f Sufuraed 6n udkaturatetixfive- or six-
tyrosine ki nase receptor in cutaneous SCC-derived cell

| i meembeted mgrcscycm groMpea it avhigh o dhe shaterecychie 1 group is
Zo'oplt'éﬂaﬂ_ bt%hMteBJaﬁlk ro%ll a‘i)rP1 %ﬁf ‘?lssaité’rﬂ of .4 Hkyl, Cue

rosi né’ kihase
caratkemM[aCZJ lajkyuytj G&Qth@xﬁG&B@koxyzarbdﬁgl Iczrna s|jurated or

|1
 odsebiates FEPRe ta rwelve Thembered Ralddsf ar Hsiebeyciic ring
Ca@@ferﬁéﬁh%?@ﬁ tﬁé @%%llkﬁ3@3$ Merdd, avaicacalky®yl groups are

Knyazev P, Kunkel A, et al. Dom nant- negative

| ntapsionaby, Wb&tﬁéteﬂxlb)/r dwdee, tGreoAliRXYKi ARs@ saturated or
SRR B SR8 S o
103 R79R%, RV4nd RIS a0ich b bERbE/ sree 0w/ differsad, represent a

ngw%lrogaqawﬁﬁ%oggrq f@%@ bh afky{ '&ls%lléo)& R15 RIl
wherein the Cis alkyl or C,s alkoxy groups are optionally mono- or
polysubstituted by hydroxyl and/or halogen, Ci.4 alkyl and/or C,4 alkoxy,
wherein the Ci¢ alkyl, Cis alkoxy, wherein the Cis alkyl or Cis alkoxy
groups are optionally mono- or polysubstituted by hydroxyl and/or
halogen, '
- R" represents -
(i) a saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system which is optionally mono- or polysubstituted by
an oxygen atom, Cs alkyl, C.s alkenyl, C,s alkynyl, Cis alkoxy, a
halogen atom, or a saturated or unsaturated three- to eight-membered
carbocyclic or heterocyclic group, and the Cis alkyl, C.s alkenyl, C»s
alkynyl, and Ci alkoxy groups are optionally substituted by a halogen
atom or a saturated or unsaturated three- to eight-membered carbocyclic
or heterocyclic group,
(i) Cis alkyl or Cis alkoxy which is unsubstituted or substituted by a
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-1 -Theacappoursds ef glgim 3|, pehgrein

R3N R5 R4(1) wherein - Rl, R2, R3 and R4 which may be
the sane or different, represent hydrogen, hydroxyl,

woriooy/z7411al ogen, cyano, NR 12R13, Cl-6 al kyl , PCA/EP2009/002798

al kenyl, C2-6 al kynyl, or Cl-6 al kOXY, 10wherein the
Cl-6 al kyl, C2_6 al kenyl, CpPr#-al kynyl, and Cl1-6
al koxy groups are optionally nono- or pol ysubstituted

L raiS R o WAAARon e 6" Wevbin psidd *eaBapytic or

- hw&%lmmgesystaﬂn?m Blaptlodallyhnmaq- bepolyeubahttated by

opENORIGH AiB | G Gy Gy ARt BRI, €1l dikoxy, a
al haldyahl Aehy, &Ha sadtgra'?é§ JrdhsaRiratdte thvekh té Iettght-membered

nitrogen atom attached thereto to forma saturate or
u nsatbm:s{clmj of | haterasycti¢ xaraspb anddtheeCes @) Cos Rlkepyl. Cos

onal - 0O td . Vi
hy ARRYE 8o kel 3RS Sy il  halogen
C2aﬁ)rﬁ|df)anyétura€t‘éd @rainsatyratedlthee thmigistamieontyeredamarbocyclic
saturated or, unsaturated 20 three- to twel ve-nenbered

canB@WPFYF"GrQrﬁEPer ocyclic ring systenmy wherein the

(’Ifiz) rﬁ%ger@ét&n &ubtitited Mith E%aﬁtrété@’@ry Ungitorstedanee- to

opt stituted by hydroxyl, Cl al_kox or a
sattweueauembeme@trmetemycm QBQtWSE%I%CW@W"Y mono-

e SPURUbE o) SHOGe o LR G LARER O o

I nt(ngeélk@iy Oathalﬁgen atdl, 2009/ saftidterdr BRseloatel igge- to

- 174 - | bst.i t ut ed
. ejant mo@peked cauoc ol P EISTaREe el i Cusaliyl Cas
2 %gt%’/ g%ﬁ&% W) Q‘Z%' a|k@x;h§+dwsrar@tmon61|y@ubst.tuted by

yl carbonyl; carboxyl ;
al leohiglogen @tgm: or- a sabyrated Ar gm@uratmtbreps te pightmempered

rogPaianible U ErBICErbUR, 58T % )1 Cot onal 1

subsRPt rgprdséntshy dnydrpgen oatoat toer Gag iallgll yarki phanmareatically
may corrbl g_lthe nitrogen atom attached thereto to
forafﬁcﬁp %Fé\ff% &50fnsat urated five- or six-membered
heterocyclic group; in which the heterocyclic group is

optionally substituted by hy dr%é an ox gen ato
léaahl@'ﬁQP atgmeor C14 alkyl,

ung)%ﬁ?ua{%éégtrﬁ) eégrfg&%mn?/l/e ?nrengefgfju(r:gtr ggc%l ic or

het erocyclic ring system wherein the Cl-6 al kyl, C2_6

%“E&ty e3mBEURgS A aRlA O eawBelR B andRy 18" S dhlested from
w&er or@ﬂtﬁﬁta‘llp sBBstifuted G2h whkox 0P .5 lkyarduutyad methoxy

cyclic ring 15 system amno in whic

t vvcorttpﬂlutarg»mﬁtaylo hglogent &tl@ha?ﬁ fléorifte @gda}y@nep?narpmgﬁarly
cnags i afiBafl sitsthy %, Shofy, ol MeuRhy, apd R js

hetteydrogen,i ydroxy os optienallaaubstiieted1C6 alkoxy, SYcbds i s
opt i o&%lédy substituted by hydroxyl, Cl-6 al koxy, or a
sat™ or unsaturated three- to twel ve-nenbered
carbocyclic or 20 heterocyclic ring system or a

saturated or unsaturated three- to twelv rrenbeF\ed 2
4.ar Bhr gempoupds 8é claim3: wherein RGasg &’ are iﬁth p§y or R?is

SUSId A R g o g slom G1-g @l

aI koxycar bonyl or a saturat ed or unsaturated three-

§y S{‘ﬁ%c%ﬁg{oﬁ g|a3r%|r QN iﬂcﬁﬂs #\%&’\%&C%/rﬁ] thJ s&gated

C2-6 al kynyl groups are optlonally substituted by
hydroxyl, Cl1-6 al koxy, or a saturated or unsaturated
three- to twel ve-nenbered carbocyclic or heterocyclic
ring system when the carbocyclic or heterocyclic
group is substituted by two Cl-6 al kyl groups, the two
aIkyI ~groups may conblne together to forntan alkylene

o ~ N o o

o, o -
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- R5 and R6, which may be the sane or different,
represent a hydrogen atom Cl-6 al kyl, C2-6 al kenyl,

woQaes12a4ikynyl , Cl-6 al koxy, hal ogen, cyano or PGIT{ER3009/002798

wherein the Cl-6 al kyl, C2-6 al kenyl, C2_6 al kynyl,
and Cl-6 al koxy groups are-¢prionally nono- or
pol ysubstituted by hydroxyl; halogen, ClL 6 5 al koxy;

c1 e : 0 : e
T M S LS Ayl SRR M qrplolin-4
whiyt-bthuxy, Bd4irhethybpipevidintifylk 3e(@-meteymipeniding -yl), 3-
hydrogen.atom or Cl-4 al kyl optionally substituted by
hyd‘?ﬁp!'"‘&w&ﬂr%?wi vely R12 and R13 may conbine

with the nitrogen atom attached thereto to forma
saturated or unsaturated five- or six- 10 menbered

BhetTdhecearapounds ofany prewhiclaimsrle3nwhereir Jx 11$ @ hydsegen atom

opti onal ' vdr, gen atom

i o Ceglhy SEiShaly s Bk fitefl €1 BluormeRIIEn B Oy,

Cl- 6 al koxycarbonyl, or a saturated or unsaturated

hree- to twel ve-nenbered rbocyckic.or .heterQeysd i.c
71 hes GamRRUNGR & Y ORE ‘éi&é"‘é? ﬁy# WpSrein RRdRE 1 Bfid R™
C2 iRdepdndently JarsPSelERdl Fratht hgariden, SHaRigehut €d. bRuorine,
hydr oxyl, Cl=6 al kox or a saturated or unsaturated

: ¢ y
t hroptionally esubstituiesbeCed alkpKycPEI BKYAr SUEh ePScyREthoxy or
gr - R8, R9 and R10, which nmay be the sane or
di 3@%ﬁpg¥¢%br esent a hydrogen atom hal ogen, nitro,
Cl1-6 al kyl, Cl1.6 al koxy, wherein the Cl1-6 al kyl or
Cl1-6 al kox rou are optipnal.l 0-, 0l . 7 10
&\, 50MHAYNgS B AnYaPBgy Pl SRimS: THa Y’!BSH’:"%gT- Angd B are
ang{yaroderr.4 al koxy, wherein the Cl1_6 alkyl, Cl-6

al koxy,” wherein the Cl1-6 al kyl or Cl-6 al koxy groups
are optionally nono- or polysubstituted by hydroxyl

@niﬁ?ﬂﬂégglﬁ% of, gﬁ? et Gt $-82 WHeked %g%é‘%t]aclsﬁéjoPR“ and

un e 0 twel ve-nenbéred carbocyclic or
hetR¥isdjftérent fromghydregem edg. baldgenauchasafliigrineeno- or
pol ysubstituted by an oxygen atom Cl 6 al kyl, C2-6
al kenyl, C2-6 al kynyl, Cl_6 al koxy, a hal ogen atom or

0. SR EdthpduRds BN aRY Whet 6itclaifs -9, whereiphR e skioted from a
carbocyclic or heterocyclic group,,hB and t""g?e C&-6 ?)l&l(} [,
C2-spituriakechyar, upsairatedathsaey| to dwelvermemnaredy o3 %%"C or
ar . A . . A
2o teldcROR; i SURE Whlt s Dbty SO AleRL Y. riono-, di- or
carthisahstituteddry artoxygen @tom, §he @kyl,(Cig alkeny, &k plkyaiyl, Ci-c
Cl- g al kox i ch_is unsubst.t d. or ' ' :
V\Dajb??@'/’ fzﬁ%ﬁ&ﬁ*@%o%?o%?‘f@%gs °I7‘é"§é{Q§t%¢ §b§%§¥’ Sight-
unsabmbered darbesyclit Oof Wtef@czamagrwp,can@omcmg alkyl, Cas
het erocyclic ring systemwhich is optionall rm%%- Nels

pol 8lisemi: 6z-ua@un%y apd Gy alkaxy gmHPScaresoRtiially sepsituted by
al kfp&l eﬁga'tﬁmablk)ﬁ@gturagd Or Wnkatiifated th'f’%é’«ql%rbi hfMenered
a saturated or unsaturated three- to eight-nmenbered 5
carc¢arbgeydlic onheteroeydi/gioup. gr oup, and the Cl-6 al kyl,
C2.6 al kenyl, C2-6 al kynyl, and Cl1-6 al koxy groups are
optionally substituted by a hal ogen atomor a

PR THé tBrMpdunds TitaHyabad dffuigims 4o eivbbteinehbesubgtitutents of
carbocyclic or heterocyclic grou ,@s_’l]l,l )o@ Nit rogeq

at dhesederyelice@r viataracysiie ing system (AR upts sglected from
t hrigg:- VEr re ' '

Ly gt 4. £VS1\6r BETSLoNGY SPRRINCNpligerbia puch o
an mettggrethybor tdflugomethyl, G:2-atkaxykepijenaligshajogenated such

al kynyl ... G 6 .al kox a_hal ogen at o

or e gastnpircsiBlen B SR TlaRBEhaRY . Brafhyl thag, and
het erocyclic group, and the Cl-6 al kyl, C2-6 al kenyl,

C2-6 al kynyl, and Cl1.6 al koxy groups are optionally
substituted by 15a hal ogen atom or a saturated or
unsaturated three- to eight-menbered carbocyclic or
heterocyclic group, and - R15 represents a hydrogen
atomor G _6 al kyl and pharmaceutically acceptable

I M e NN PN — o



5

10

15

20

25

30

250r trifluoromethyl, halogen such as fluorine, and
cyano, and particularly R2 is optionally substituted

woChos1akikioxy, such as net hoxy, and R3 is hydr GyamEP2009/002798

hydroxyl or optionally substituted Cl.6 al koxy, such
as net hoxy. 304. The conpoutt®-of claim3, wherein R2
and R3 are both nethoxy or R2 is fluorine and R3 is
hydr ; I 1R:2417PCT/ EP2009/ 002798 - 177 -
fr%ﬁ%gﬁgnyg?%éﬁggﬁsa}ﬁﬁéhg of benzyl oxy,

3-am no- propoxy, 2-norpholin-4- yl-ethoxy,

1§ E‘I’%legg{)%usbggﬂ allpnﬁn% i//,i;l\lheg@in the carbocyclic or heterocyclic
o iR - rieRX 5 @neoRRRYeHS ed. Auoriren ©r whlorine,
cl a(\jlﬂrgr'gb 1"5131’4: \Aﬂﬁmi n Rﬁe iles?1 ah .dr_oggn ategém or Cl-6

al kyfluaspemietind iarrivopamnethexydubstityent.r j f | uor onet hyl .

The conpounds of any one of clains 1-6, wherein R7,

R8, R9 and Rl independently are selected from

13y diheoeompbandgefanyeoge of tlaims re12 splectedhfrom
substituted Cl.6 al koxy or al kyl such as nethoxy or
trifluoronmethyl. The conpounds of any one of clains

1- 7, 3MegasbIN-[ (& 7cHifbtRe-GYifbRy4nyloXy1e2-Aaorephaayipf
any one"of clainms 1-8, wherein at |east one of R8 and
RO i deamzeneswfanamige hydr ogen, e.g. hal ogen such as
fluorine. 10. The conpounds of any one of clainms 1-9,
wherein R11 is selected froma 20 saturated or

uns atNH[4(6,7-Dimethoxy-guinatinvkyloxypafkuwbro-ohenyll<3-fleoror

het erocyclic E}ngnﬁést emwhich is optionally
substDer#eRasSUoNEAMIBBN G- di- or trisubstituted by an
oxygen atom Cl-6 al kyl, C2-6 al kenyl, C2-6 al kynyl,
Cl-6 al kox,ﬁ, a hal ogen_at_orﬂ or a _saturated ﬁr )

uns atNn{4(6.d -Pimrethoxy-quinalint4-wiowy Pdarambeay3.4-difjuoro-
het er ' and the Cl-6 al kyl, C2-6 25

al ken@q%%h%-g@% y'rq)?l, and Cl-6 al koxy groups are
optionally substituted by a hal ogen atomor a

car botyephenesAsibbied -8 friimpth by inBREa Gk fuoro-
of a -athidel ai n8 1-10 wherein the substitutents of

30 the carbocyclic or heterocyclic ring systemin Rl1
are selected fromhalogen, e.g. F, d or Br, Cl-4

g!r k%/Lgl,,gasiwa%.lpﬁw’eé,zgﬁﬁl.g@gg—aﬂﬁBli.ﬁaﬁiﬂn-ﬂusid%enyg]-z-

| 'uor onet y, optio "y hal ogenat €
such agiroey-berzenetulfooamidet hoxy or trifl uor omet hoxy,
hydr oxyl, cyano, and WD 2009/ 127417PCT/ EP2009/ 002798
- 178 - optionally substituted am no.

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-fluoro-4-
methyl-benzenesulfonamide h

N-{5-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenylsulfamoyl]-4-
methyl-thiophen-2-yl}-acetamide

Quinoline-8-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

3-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenylsulfamoyl]- .
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12. The conmpounds of claim 11, wherein the carbocyclic
or heterocyclic group in R' conprises at |east one

wWoabstpss7 e. g. fluorine or chlorine, 5trifl uorREITatR909/002798

or ttfluoromethoxy substituent. 13. The conpounds of
any one of clainms 1-12 sele¢7@d from
3-Cyano- N-[ 4- (6, 7-di net hoxy-qui nol i n-4-yl oxy)-2-fluoro

“ph
y e?@{%héﬁg ' oxy§tg'l'1(|g %gi %Q{ﬁyl Fsét)?{/) 2-f1 uor o- pheny1] -

fl uor obenzenesul f onam de

3

17 3 N4 FoiraEng ey St i oo phenye" - Pheny
Thi oniwenasélf&ﬁa?ﬁid@ acid

4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2- fI uor ophenyl Fam d
e

20

1 or BRI 6 Bl Rl et ngmﬁ ok Bhighyf-3.

roxy zenes
I\I-[4f(tﬁ>r6—b9nlzenesud§ormnm1del i n-4-yl oxy) 2-fl uor o- phenyl ]
-3-fluoro-4- 25net hyl - benzenesul f onam de

N-{514- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- Pherw

| sul fAEpKdrb: r414-'(6thilméthb@lb@ihoﬁnéﬂ}/lo&?)%‘ﬂmoﬁ@-phenyl]-4-

30Qui nol i ne-8-sul fonic acid

[ 4- (@W%h@é‘?ﬁﬁﬁ%'fﬂnaﬁ@ﬂﬁn 4-y| oxy) - 2-f | uor o-

phenyl ]-am de WD 2009/ 127417PCT/ EP2009/ 002798 - 179 -
t hi ophene- 2-carboxylic acid nethyl ester

N[ 4- (@CN@DFM{[MBy—qmetbbxymumplllnxyyloxy) Riftuosophenyl]{2-
benzepesul f onam d

4- BrcefH{? ‘M’?"an?s@fm'gﬁy qui nol i n- 4-yl oxy) - 2- f | uor o-
Phenyl] - 3- fl uoro-benzenesul f onam de
o487 oo ARSI 2t RS GG

4- Chl et hoxy- qui nol i n-4-yl oxy) -2-fl uoro
- pheny fi} g}ééyﬁuor o[abenzenesul f onam de
15N 4- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- pheny1l

I-2, %—ﬂlﬁdourg}rn%tho enﬁe[qe(%u} fd%]gtrﬂo% quinolin-4-yloxy)-2-fluoro-

phenyl]-benzenesulfonamide

2-Phenyl-ethenesulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl}-amide

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

2,5-Dichloro-thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-
methyl-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,3,4-trifluoro-
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3-Di fl uoronmet hoxy- N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy)
- 2-fl uor ophenyn- benzenesul f onam de 20

wooHeny- et henesul foni c aci d PCT/EP2009/002798

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2-
fl uor o- phenyl i - am de - 180 - Napht hal ene- 1-sul foni c
acid [4-(6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2-

25f | - =Y | .
2, 5- %r%e@?%@lﬁr%aop en:- 3-sulfonic acid
[ 4- (6, 7-di met hoxy- qui nol i n-4-

I s 2o f | - ph | | @i d . : T
S04 B MRV IRERRE SRk ol -G T Amghony-Apinglin-s-

0- phajw*ﬂ)=28ﬂu6ﬂa-guén)bpamsul fonam de - 180 -
e

benzenesul f onam
5- Met hyl -t hi ophene- 2- sul f oni caci d[ 4- (6, 7-di net hoxy- qui
nol i vy s2- f r o4l - in_4.- Dy -
by an-@?gﬁ% %E%rggacégie IP'(@,?y&i]ne%%)@ﬁq@nohn-4 yloxy)-2-fluoro
[ 4- ( Gphenyi]ranidexy - qui nol i n- 4-yl oxy) - 2- f | uor opheny1] - am
i de
NA4- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2- f| uor o- pheny1] -
3- 10440446 FoDRigthbyy-duinalinré stdxy)2afidate-phenyl]-3-
3- Bronn- N44- (6, 7- di net hoxy- qui pol i n- 4-yl oxy) - 2-f | uor o-
phenytAReemaetbytbenzanegylionamide
153- Chl or o- Nd4- (6, 7- di net hoky- qui nol i n-4-yl oxy)-2-fluo
ro- phenyl | - benzenesul f onam de
N44- (3 Bromor[#«Ry7-dimetbbkyrquinglio:4ryloxy)-2diosophenyl] -
3- mettgé/l benze&esul If nam de 20
N44- ( abasi it m-o%ui nol i n- 4-yl oxy) - 2-fl uor o- phenyl11-
3- met hoxybenzenesul f onam de
5- Chl or o-t hi ophene- 2-sul f oni caci d[ 4- (6, 7-dj net hoxy- qui
ol 1 ivEniersgNaa(p 7= dimelypay g moa)-2 HuSro-BRehy
5- Br oighddpecfichsmides ! f oni caci d[ 4- (6, 7- di met hoxy- qui n
ol i n-4-
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-methyl-

benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-methoxy-
benzenesulfonamide

5-Chloro-thiophene-2-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide

5-Bromo-thiophene-2-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl}-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-phenoxy-
benzenesulfonamide

1-Ethyl-1H-pyrazole-4-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
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yl oxy) - 2-fl uor o- pheny1] - am de
30N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl

WO 208% Phierioxy- benzenesul fonani de WO PCT/EP2009/002798

2009/ 127417PCT/ EP2009/ 002798
- 181 - yloxy)-2-fluoro-phengilam de
1- Met hyl - 1H i m dazol e-4-sul fonic acid

4  Sucky iR ainahids ¢

yl oxﬁ'i‘??’%’?gﬁ%%-y%%%% - g% de 5 Cycl opropanesul fonic

aci d[ 4- (6, 7- di net hoxy- qui nol i n- 4-yl oxy) - 2- _

;IC iugrﬁﬂl@t\’?ﬁ%lI-]-fr%ﬁaggleA-sulfonic acl?c'j P Tf—?g ,|7'-g’|'rnseL”1<f)>(()ﬁ'qﬁinolin-4-
[4-( ?JWWW@W|]D%'§® 4-yl oxy) - 2-fl uorolOphenyl ] -

am d

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) -2-fl uoro-pherw | -

3- trd -~ benzenesulf gnam: Arinalin.d. .
155- SPSISHTOBRRRARBNCS BB S M B P iE ey qpinginzt yiow)-2
ui nolfiuaré-phghgilsamidef | uor o- pheny1] - am de

5- Oxazol - 5-yl -t hi ophene- 2-sul fonic acid

[ 4-(6, 7-di met hoxy- qui nol i n-4-

yl Oxlﬁipﬁerﬁgliﬁlﬁﬁ’lf@h@”déih' (1{617-dfethoxy-quinolin-4-yloxy)-2-fluoro-
N44- (6, 7- D met hoxy- qui nol'i n-4-yl oxy) -2-fl uoro-phenyl] -

3, 5- dihenyljramidezenesul f onani de

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] -

2, 4-di fl uoro25benzenesul f onam de

N[ 4- (N-{4-(E7Bintethpxyrguirolinfd-Jloxyp2yfjudtesphemyl-Fheny 1] -

2, 5- i,%l‘ uor ot{gnzegesul f onam de .

302, ArQIAMSIROXYREPEeREYTOBANUIS - qui nol i n- 4- yI oxy) - 2-

fl uor o- phenyl] - benzenesul f onam de

2,5-Di chl oro- N44- (6, 7- di met hoxy- qui nol i n- 4_-'%/I oxy)-2-fl =
uor o-pRbemylthiophengs2-sulfonic  acid [4-(6,7-dimethoxy-quinolin-4-

yloxy)-2-fluoro-phenyl]-amide

5-Oxazol-5-yl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3,5-difluoro-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,4-difluoro-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,5-difluoro-
benzenesulfonamide

2,6-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
benzenesulfonamide

2,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-
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benzenesul f onam de
3, 5-Dichl oro- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-fl

wowoosrphigny 1] - benzenesul f onam de 5 PCT/EP2009/002798

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] -
2- trifluoronethyl-benzenesy8d onam de
2- Br ono- N44- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o-

Phen =4- [ ronet hyl - benzenesul f onam de

2- Br ?%Zéﬂﬁ@r@wyﬁet hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o-
phenyl] -5- trifluoronethyl-benzenesul f onam de

153- 7-.d, met hoxy- qui.ngl i n - 2- 1.1 uar,
o- pherdy Speriorc ey Got Srbe i BB a2 pnemi-

4- Br ¢)ghzdHdsifonansigget hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o-
phenyl [-2- trifluoromethyl-benzenesul fonam de 20

3,4-Dichl oro-N44- (6, 7-di methoxy gui nol i n-4-yl oxy) - 2-f|

uor o] F

ﬁpﬂﬁrédll7 D'ﬁ%}ﬁ‘?’gﬁ'ué{ %‘;y alﬂ#o A r?hfnell‘]oxy) 2-f1
uor Oilﬁlﬂwuhietﬁyl bféilzehbsulfeltmnmnesul fonam de
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] -
2- met hyl benzenesul f onam de

30'\'442 éFbrﬁoJ'N Eﬂiw XKinfithoRY- qaménul@wkyﬁzfﬂuw@hshﬂwl

] - 2- met hoxy- nzenesul f onani d
2009/tr1mmmrne¢1wlmem@9;eegl2mmde183 -

trifluoromethoxy-benzenesul f onam de
2- Chl or o- Nd4- (6, 7-di net hoxy- qui nol i n-4-yl oxy)-2-fluoro
- pheryBtomb 48,7 dimethoxydquinolin-4-yloxy)-2-fluoro-phenyl]-5-

phsagﬁ)ﬂ @Mﬁdﬁggﬁﬁéﬁ%idyl i n-4-yl oxy)-2-fl uoro-

N44- (6, 7- Di met hoxy- qui nol i n 4-yl oxy) - 2-f 1l uor o- phenyl ] -
4 et I&yﬁl 10benzenesul f onam d

Bromph{4rify - @fmetboquumpllaaéyylozy)r-m@paowhenyllﬁ
- ph%ﬁﬁuya/rBﬁ{&ﬁyn%Hzfe%emf&@am.de

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]}-2-
trifluoromethyl-benzenesulfonamide

~ 3,4-Dichloro-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-
benzenesulfonamide

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-
methoxy-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-2-methyl-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-methoxy-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-2-



10

15

20

25

30

15N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- pheny1
]-3-fluoro-2- nethyl-benzenesul f onam de

WONWA9/(26417- Di met hoxy- qui nol i n- 4-yl oxy) - 2- f | uor CQINERY®}002798

2-fl uorobenzenesul f onam de 20

4- Br ono- 3- chl or o- Nd4- (6, 7-d188t hoxy- qui nol i n- 4-yl oxy) -
2-fl uor ophenyl ] - benzenesul f onam de

NL4- ¢faufon é‘ﬂ%%?ﬂibnesulfonamlde

|noI|n 4 y 0X | uor o- phenyl | - 4-f1 uor o- 3-

25met hoxy- benzenesul f onam de But ane-1-sul fonic acid

L4 (& ErfrE- LA, 7t hTath - Guiofin WLyt )- S HusRE BRGAY .2 ™

302- Meinkghesulfahamidé- sul f oni caci d[ 4- (6, 7-di met hoxy- qui
nol i n-4- vyl oxy)-2-fluoro-phenyl]-am de
N44- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2-f | uor o- pheny1FC

- phe AL d - -
N oG N G T SRR RO Aoy 2 fuore-phemyl
1] - 4-hembye$ﬂlﬁz1minyldeet am de

N-{444- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - phenyl sul f anoy
1] -2, 6- di et hyl - phenyl yacet am de

3- ChiNy4{BF DintetRogy-qrirttiny-gloxgpRifluotesphenyl]-4ebthyl ] -
4- met hoxy 10benzenesul fonam de

5- Chlhﬂnéeﬂﬁﬂu lfanamidenet hoxy- qui nol i n- 4-yl oxy) - phenyl |-
2- met hoxybenzenesul f onam de

155- Chl or 0- N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - phenyl

] - 2- Me{h By -Dimetboxyquinsiinehyloxy)-8ruarehenyl]-4-phenoxy-
3-ternt 7-di met hoxy- qui nol i n-4-yl oxy) - phen
yl]- i’%ﬁh%ﬁ?}%ﬁﬁgsul f onanm de 20

N44- (6, 7- Di et hoxy qU| nol i n- 4 yl oxy) - 2-f | uor o- pheny1] -

“4-et hoxy-3- neth enzenes i de
4 M OATE T AR BUEIUO-Yiow) i pro-phenyll-3-fluoro-2-

[4-( 914} h2EResUBhaRidd- 4-
25yl g?(% : !ZH§I uor o- phenyll] am de
N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f| uor o- pheny1] -

2- met\OXYe 4-Bim&thBRY- AU RDE SRS ol R 8igHRnyi-2-fluoro-

benzenesulfonamide

4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-4-fluoro-3-
methoxy-benzenesulfonamide

Butane-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

2-Methyl-propane-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl}-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-C-phenyl-
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303- Bronp- N44- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - phenyl ]
- 4-met hoxy- benzenesul fonam de - 185 - phenyl]-am de

WONWA9/(26417- Di met hoxy- qui nol i n- 4-yl oxy) - 3- net hy [PqQIfER29®}002798

3- phenoxybenzenesul f onam de 5 Napht hal ene- 1-sul foni c
acid [4-(6, 7-di met hoxy- qui naB4n- 4-yl oxy) - 3-
nmet hyl - phenyl ] - am de

I soq%g?{ain%ggﬁgﬁé;ﬂd@i caci d[ 4- (6, 7-di met hoxy; qui nol i n-

4-yl oxy) - -am de.
3, 5-Di chl oro- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3-ne

|2y, RSN B SRR S Fhetisuamoyt-4-methy
[ 4- ( phenyi)raidiavideiui nol i n-4- yl oxy) - phenyl | - am de

Bi phenyl -4-sul fonic acid
[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - phenyl i am de 20

NA4- (I@J{Z-yrif'-gg%igﬁﬁgfh%&%@éﬁ&rn4439'|632§:¥)ph8H9fé¥1if13fn%‘yﬁyé,é-m d

in-2-yI'b ona

Be nz dimmethyl-phieayd-zetanideni caci d[ 4- (6, 7- di net hoxy- qui n
ol i n-4- 25yl oxy) - phenyl ] am de

Benzo[ b] t hi ophene- 3-sul f oni caci d[ 4- (6, 7- di net hoxy- qui n

ol i n-3lChdreN-J4-76 FadlimethBkylquinolin-4-yloxy)-phenyl]-4-methoxy-
301- Met hy1- 2-%x-g- 2, 3-di h%*ig- 1H-i nd%l ()a(y)SPsuIH)ni caci d
446, hengeresyipnangidenocl i n- 4- yl oxyyphenyl ] -anide - 186

5-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-methoxy-
benzenesulfonamide

- 5-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-methoxy-4-
methyl-benzenesulfonamide

3-tert-Butyl-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-methoxy-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-ethoxy-3-
methyl-benzenesulfonamide .

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-methoxy-4,5-
dimethyl-benzenesulfonamide

3-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-methoxy-
benzenesulfonamide

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyi-
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am de
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - phenyl ] -4- (3, 5-di

womodild7isoxazol - 4- yl met hoxy) - benzenesul f onam ETREP2009/002798

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] -
3-fluoro-4- nethoxy-benzene$8btonam de
Bi phenyl - 3-sul fonic acid

[4 (g,hgnghrg;ﬁﬂgxy qui nol i n-4-yl oxy) - 2- net hyI 10phenyl ] -
N44 (6, 7- D met hoxy- qui nol i n-4-yl oxy) - 2- met hyl - pheny1] -

et o N D BTBe R SRR AT U BhdnitstHeroxy-

met h)ﬂenggﬁ@ym}m@mdg Bi phenyl 4-sul fonic acid
[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2- met hyl phenyl | - am

i de 20

N44- no 4 z ng%, in 7v)-3-
3- pygr\?arﬁﬁ ggéhpgéf%enlz:ené%'gl f@y@ﬂmg r&ﬂm&l?ﬁ@%xy) 3
Benzaﬁéﬂ\yhpbﬁhbd]aanﬁdesul foni caci d[ 4- (6, 7-di met hoxy-quin

ol i n-4- 25yl oxy) - 2- net hyl - phenyl ] am de

1- Met hyl- 2- oxo- 2, 3-di hydr o- 1H i ndol e- 5- sul f oni caci d[4-

(6, 74soquinoline-5-sulfonic  acid  [4-(6, 7-d|methoxy-qumolln-4-y|oxy)
di met hoxy- qui nol i n-4-yl oxy) - 2- met hyl - pheny1] - anm de
30[\!4@17(%1)"?-5111" t hoxy- qui nol i n- 4-yl oxy) - 3- fI uor o- pheny1

]-2- trifluoromethyl-benzenesul f onam de

2009/ 127417PCT/ EP2009/ 002798 - 187 - phenyé am de
N44- (%5-Dichloed- hbbdy(&lﬂ+dlmlethow-qﬂloaly)-4atl¢xy) -oathyny 1] -

h I f d
[34P( %q’?"&ﬁ%ﬁﬁ%@vm%nﬁﬁs@%%gﬁ 3-fl uoro-phenyl] -2

, 5-di fl uor obenzenesul f onam de
2-Methyl-3H-imidazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-
amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-3-pyrimidin-2-yl-
benzenesulfonamide

Benzo[b]thiophene-2-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide

Benzo[b]thiophene-3-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide

1-Methyl-2-o0x0-2,3-dihydro-1H-indole-5-sulfonic = acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-phenyl]-amide

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-
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Napht hal ene- 1-sul foni c acid
[4- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 3-

WOL009/12341G- phenyl | am de PCT/EP2009/002798

[ 4- (6, 7- D met hoxy- qui nol i n-4-yl oxy) - 3-fl uoro- phenyl]-3
-Pyrimdin-2- yl- benzenesul {@®mani de
15N[4 (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2- fI uor o- Phenyl

?@Hg di n-2- yl -benzenesul f onam de
[4 ( met hoxy- qui nol i n-4-yl oxy) - phenyl ]-2-trifl uor

onet hyl benzenesul f onam de 20
N;F?,N;fi ?Egﬁéﬂjmql#\f On—'gﬁﬁl\%hgh-yﬂ)xy) pﬁerrlmli-ﬂoéys 8Frr'1gt?1y| n-4

3, 5- il dxg) befzeRéd\sarapiaol i n- 4- Yl oxy) - 2-m
et hyl 25pheny|] 4- hydr oxy- benzenesul f onam de

3, 5-Di chl or o- N44- (6 7-di met hoxy- qui nol |n 4-yl oxy) - 3-fl
3,8%.0 5\5 E"f W %P tﬁgﬁgﬁ}ggﬁ%ﬁn&w&%ﬂbfﬁ%@‘mp‘ﬁ%nyI]-3-ﬂuoro-4-

[4-( Gnéthdxmhzelyequfdmmide4- yl oxy) - 3- f | uor o-
phenyl ]-am de WD 2009/ 127417PCT/ EP2009/ 002798
- 188 - yloxy)-3-fluoro-phenyl]-amn de

'\'44 Eip Re@l@é&lf&fﬁc Heid (6, 74d|kHé¥P$d))y éui‘n'o“ﬁmylbh?)ﬂziﬂ\ethyl-

4-fl uoro- oxy-benzenesulfonam e
4- Chiphesyliiamide, 7- di met hoxy- qui nol i n- 4- yI oxy)-3-fluoro
- pheny1] - 2- fl uoro-benzenesul f onam de
3, 5-Di chl or o- Nd4- (6, 7-di met hoxy- qui nol i n- 4-yl oxy) - 2- e
t hyI MMVLI;Dmﬂethameindﬁeﬂt-ylwy)*Qfmeﬁryi-¢benyl]-3-phenoxy—
g‘ﬁ{ hox%- UI nol i n- 4-yl oxy) - 2- et hyl - pheny1] -
benzenesul f onam de
15N44 (6 7 Di et hoxy- qU| nol i n-4-yl oxy) 2- et hyl - phenyl
]-2- trifluoronet hl¥ benzenesul f onam d
ic

N44- (Naphtiogleaetiosylfenic noaGid - 4l4y( MmsﬂmyrquOHWml%)-Z-
romtrﬂmpsﬂémﬁgm éé)nam de 20

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
phenyl}-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-3-pyrimidin-2-
yl-benzenesulfonamide

Benzo[b]thiophene-2-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-methyl-phenyl}-amide

1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2-
trifluoromethyl-benzenesulfonamide

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-
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N-[ 4- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - phenyl ] - 3- phenox
ybenzenesul f onam de

WONWEY/(26417- Di met hoxy- qui nol i n-4-yl oxy) - phenyl | PATIRR2009¢)02798

3- met hoxy25benzenesul f onam de

4- Br ono- 3- chl or o- Nd4- (6, 7-di8%t hoxy- qui nol i n- 4-yl oxy) -

phenyl ] - benzenesul f onam de

30N4éhé§ |Z gst hoxy- qui nol i n-4-yl oxy) - phenyl j -2, 5-di f
b4 zenesul fonam de WO

2009/ 127417PCT/ EP2009/ 002798 - 189 -

t f t b If

1 Nl o TGN O FY Eyom-RheRY - RISy
-3 pB@H%ﬁmﬁﬁﬁuéfonam de 5

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3- met hoxy- pheny1]

-4-fl uoro-3- nethoxy-benzenesul f onam de

4 Br LA T { 2 -
el TP AuirBit-£y BRI RS ioR phehi 2o tirkio

N44 benZenksuifomanyidgui nol i n- 4- yl oxy) - 3- met hoxy- pheny1]

-2- trifluoronethyl-benzenesul f onam de

154- Br onp- 3- chl or 0- N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy

) - 3- NdphitiRaleRELNYIFRRO Z eaa ul [AqBd ﬁﬁethox?/—quinolin-4-y|oxy)—3-

1- Met hyl- 2- oxo- 2, 3-di hydro-1 i ndol e-5-s foni caci d[ 4-

(6, 7ﬂuoro phenyl]-amide

di met hoxy- qui nol i n-4-yl oxy) - 3-f | uor o- phenyl] - am de 20

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 3-fl uoro- phenyl] -

2-  t IN-{4-(8)7 dDimethayy-namolinesyloky)rafluseo-phenyl]-3-pyrimidin-2-

di rnet hoxy- qui nd i n-4-yl oxy) - 3-m

ethyPEgﬁﬂgﬁV¥¥ﬁ?"%EIﬂ%xy benzenesul f onani de

N44- (6, 7- Di wethoxy qU|noI|n 4- onxy) 3- net hyl - pheny1] -

2- trifluoroneth benzenesul f onam d

30NAN-{45(6, 7 it @qulmqlfar‘}‘bf ﬁy?ﬂwoyhﬁwﬂﬁ pyiRiga-2-

]-2- yi_%f&éjﬁé%hg%aebenzenesul f onam de

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethyl-
benzenesulfonamide

Naphthalene-1-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

3,5-Dichlor6-N;[4-(6,7-dimethoxy-quinoIin-4-onxy)-2-methyI-
phenyl]-4-hydroxy-benzenesulfonamide

3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl}-2-
methoxy-benzenesulfonamide

Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-
phenyl]-amide

Benzo[b]thiophene-3-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
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WD 2009/ 127417PCT/ EP2009/ 002798
- 190 - yloxy)-3-nethyl-phenyl]-am de

WONWE9/126417- Di met hoxy- qui nol i n- 4-yl oxy) - 3- met hy [PGIYEA290]002798

2, 5-di fl uorobenzenesul f onam de 5
N44- (6, 7- Di net hoxy- qui nol i 188yl oxy) - 3- net hyl - pheny1] -
3 pyrim di n-2- yI benzenesul f onam de

ghgg% fe fonic acid
[4 ( I met hoxy qui noI in-4- 10yl oxy) phenyl ] am de
4- Chl or o- N44- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - phenyl ] -

S S m  r tens oo

[ 4- ( fnéthdkyabiehasnesufonanide 4-
yl oxy) - 3-fl uor o- pheny1] - am de Bi phenyl -4-sul fonic acid
[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)-2-fl uorophenyl]-am

'de 40Chloro-N-[4-(6,7-dimethoxy-quinolin-4- Io -3-fluoro-phenyl]-2-
- Met hcl o?tooxg & -dllme oxy %w—nl r%do ){e )éY)suI f oni gamy}

d| rretﬂuorquqnzemsuifomamlday) 2-f 1l uor o- phenyl ] - ani de
Bi phenyl - 3- sul f oni caci d[ 4- (6, 7- di net hoxy- qui nol i n-4-yl
oxy) - 3- 25net hoxy- phenyl ] -am de

NA4- (305 Dn&nlm-wowy(emdmbtw qummm;ylarmmmwe ny1]

-2,5- nzenesulfona
sonapReRull et peRtenesatanamide

[4-(6, 7- dlnEthoxy qui nol i n- 4 yl oxy) - 3-
nmet hox henyl]-am de - 19
f1 uo: 47é612 nmthommrmn-4-yloxy) -2-methyl- phenyl] -2-

o A PRt fpiod’ oyl -

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl- phenyI] -2-
trifluoromethyl-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifuoromethoxy-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl}-3-phenoxy-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide

4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl}-2,5-difluoro-
benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-
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5
N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 3- net hoxy- pheny1]

WO-2009/127417m di n- 2- yl - benzenesul f onam de PCT/EP2009/002798

Benzo[ b] t hi ophene- 3-sul f oni caci d[ 4- (6, 7- di net hoxy- qui n
ol i n-4- 10yl oxy) - 3- net hoxy- p&@nyl | - ani de
1- Met hyl- 2- oxo- 2, 3-di hydr o- 1H i ndol e-5-sul f oni caci d[ 44

6, 7- trifluoromethoxy-benzenesulfonamide
di met hoxy- qui nol’i n- 4-yl oxy) - 3- met hoxy- pheny1] - am de

154- Br ono- N44- (6, 7- di nmet hoxy- qui nol i n-4-yl oxy) - 3-fl uor

1 B G Dl G SRR YRR b B phenony

phenybkhzanesulfdiamidenet hoxy- benzenesul f onam de 20
4- Br ono- N44- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 3- met hoxy
-phenyl]-2- trifluoromethoxy-benzenesul f onam de

4- Br oy e #- mﬁa&hdkﬁahh@nnmwd&?) Bnnétndquoﬁa@nmmbro%-

- 25trifluoromet hoxy-benzenes onami d

4- Nemwmzﬁae@ﬂ&n@r@de]‘ oni ¢ acid

[4- (6, 7-di met hoxy- qui nol i n-4-

yl oxy) - 2- met hyl - pheny1] - am de

30I\I444-Bﬁoriie{3 olmlbrm}Nquw Tadimethbxy-quindlirz4mdoxy)t 3-prathgiy-

, 5-di f 0 enesul f onam de
(H'?t?né’-]é‘ﬂ"&?ae?\\'-’f %? di met hoxy- qui nol i n- 4- yl oxy)
- 2 rret hyl - WD 2009/ 127417PCT/ EP2009/ 002798
- 192 - pheggl] benzenesul f onam d

4- chINA 4 (B Diprethoxy-arinedinyd- qlsnxubﬁrmemogqyoamnm Zret hyl
-ph d
) e?éﬂﬁp@métbﬂ%(@m%ﬁ?ﬁ@ﬁ% g)r(ny) e2 nmet hyl - phenyl ] -

4 fI uor o- 3- met hoxy- benzenesul fonam de

yI ] - ? ﬁhl Or%/-%Igéé-&?-@e&]%gﬂ%’%uéJ}Rl)l'ln-ﬁjléf)l(yc}g)ﬂbgpoqn
3, 5- BHehlytenehdstiforamsidget hoxy- qui nol i n- 4-yl oxy) - 3-m
et hoxyphényl] - 2- - hydr oxy- benzenesul f onami de

1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl}-2-
trifluoromethoxy-benzenesulfonamide

3,5-DichIoro-N-[4-(6;7-dimethoxy-quindlin-4-yloxy)-3-methyl-
phenyi}-2-methoxy-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
trifluoromethyl-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
trifluoromethoxy-benzenesulfonamide

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
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15Thi ophene-2-sul fonic acid
[ 2-fl uoro-446-fl uoro-2- et hyl - qui nol i n-4-

woydoaizgpitienyl ] - am de PCT/EP2009/002798

3- Cyano- N42-f| uor o- 446-f | uor o- 2- net hyl - qui nol i n- 4-yl ox
yyphenyl ] - benzenesul f onant 48020 _
N42- Fl uor o- 446-f | uor o- 2- net hyl - qui nol i n-4-yl oxy) - pheny

|1 - 3yisty)@cianpasirsmlianie de
Cycl opr opanesul Tonic acid
[2-fluoro-4-(6-fluoro-2-nethyl-quinolin-4-

25y| - . 9 E_di _
2 e G TR B Sl 4 iRy Frsty-pheny iz Sgifloro
| i n- benzenesulfgriamigdeFbenzenesul f onam de

302, 6-Di fl uor o- N42-f | uor o- 446-f | uor o- 2- net hyl - qui nol i n
-4-yl oxyyphenyl ] - benzenesul f onam de WO

2009/@4&??@7%&%99&1&%?1%0 ) 3 methyI phenyl]-3-pyrimidin-2-
- 193 - qU|noI|n 4-yl oxyyphenyl

N42- pfl-bengeneswionandgde- 2- net hyl - qU| noI i n- 4-yl oxy) - phen
yl]1-3- trifluoronethyl-benzenesul fonam de 5

N44- ( 6- Fl uor o- 2- et hyl - qui nol i n- 4-yl oxy) - phenyl ] -

benz ehbdathdxyrnapbihalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
3, 5-Di,chl.oro- Nd4- ( 6- f | uor o- 2- et hyl - qui nol i n- 4-yl oxy) -
phen 'M Ngr?é'é €f onani de

3, 5-Di chl oro- Nd44- (6-f | uor o- 2- net hyl - qui nol i n- 4-yl oxy) -
pheny]| 1§ 2- et hox - benzenesul f onam d

152, #- hiqreuﬁld41(ﬁ (J'elethgzsv-eumfaﬁwyhoxnhphenylh&ﬂl&ﬂrexy

) - ph W | f onam de
3, b- Z]Sgsg-ﬁ @éfl uor o- 2- net hyl - qui nol i n- 4-yl oxy) -
phenyl ]- benzenesul fonam de 20

Br O hﬁg@&pggh@ﬁ]‘ %2 -@% oxlc dn Tll (8 %d%ne%&y I21umo\f|n-4-
4 Br Wﬂﬁ&-&bh@m}amm hyl - qui nol i n- 4-yl oxy) - pheny

'1-2- 25trifluoromethyl-benzenesul fonam de
Thi ophene- 3-sul foni c

aci d{ghph8nfilaLetfortic "BERY [4-06! 7 Ifiethdkyg Gikblin-4-yloxy)-2-fluoro-
phenyl]-amide

1-Methyl-2-0x0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-amide

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-
methoxy-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2,5-difluoro-
benzenesulfonamide

Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-
methoxy-phenyl}-amide

4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-
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phenyl ] - am de
30344- (6- Fl uor o- 2- et hyl - qui nol i n- 4-yl oxy) - phenyl sul f a

WOn99%127417hi ophene- 2- car boxyl | c acid met hyl estRET/ER20008192798

- yl oxyyphenyl Fam de
5- Oxazol - 5-yl -t hi ophene- 2-s81eni caci d[ 4- (6-fl uoro-2-m
et hyl - qui nol i n-4-yl oxy) - phenyl Fam de 5

NaphifpaleBenzesed ifomamiaei d _
[ 4- (6-fluoro-2-nmethyl -quinolin-4-yloxy)- phenyg-am de

1- Et hyl - 1H pyrazol e-4-sul fonic acid

[13 l(ggél;vé’r%{]-ql éflfﬂ?'f @yl %qum | 3= (&, 7-dimethoxy-quinolin-4-yloxy)-3-

3, 5 D‘leﬂ'nbny-qnhmyl-]-(aﬁnrﬂbuoro 2- et hyl - qui nol i n- 4-yl oxy) -
phenyl ] -2- hydroxy-benzenesul f onam de
153, 5-Dichl oro- Nd2-fl uoro-4-(2-nmethyl-8-trifl uoronethy

s g’ -
SUINIM—KG‘g743|nYétﬁES¥9 qRitRnLd-yRRgy-8 1 étHo&?ﬂryfrgﬂt rifluo

foni caci d[ 2- quoro 4-(2-me
rorretnyyimldlqlﬂ-ubbenzengﬂ RPRMRNy| | - ani de 20
N[ 2- Fl uor o-4-(2-nmet hyl-8-trifluoronethyl -qui nolin-4-yl
oxy) - phenyl ] - 3- phenoxy- benzenesul f onam de
NaphBearize{tsthiopherdeBisulfaniad acid  [4-(6,7-dimethoxy-quinolin-4-

[2-1] &%’S)ﬁ gﬁ?ﬂ’f}' gr\{en)ﬁ] .I:\rrnllél uor onet hyl 25qui nol i n- 4-yl
é

oxy)
2, 5-Di chloro N[ 2-fluoro-4-(2-methyl-8-trifluoromnethyl -

qui noI i n-4- |1?yr| oxy) - phenyl | - benzenesul fonam de

302, d-Weihyld-exoilB-dinysire-1-neloje:breplfopia r i 1 agish oretfyf6.7-

5583?’@%&%&@%@%8@?@5%@3ﬁwaﬁéwf A de VO

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2-
triluoromethoxy-benzenesulfonamide

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-
trifluoromethoxy-benzenesulfonamide

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-
trifluoromethoxy-benzenesulfonamide

4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-
trifluoromethoxy-benzenesulfonamide

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-methyl-phenyl]-amide

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2,5-difluoro-
benzenesulfonamide

4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-
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- 195 - trifluoronethyl -benzenesul f onam de
4- Met hoxy- napht hal ene- 1- sul f oni caci d[ 3-f | uor o- 4- ( 2- net

WORP/B7417r i f | uor oret hyl - qui nol i n- 4- yl oxy) - phe ®CT)EP2MG90€2798

5

3- Fl uoro- Nd3-fl uoro-4-(2-met9%4-8-trifl uoromethyl -quin
ol i n-4-yl oxy)- phenyl]-4-net hoxy-benzenesti | fonam de
N43- 5 héﬁgl?-béhﬁgné@dlf&‘éhﬂdé” f 1 uoronet hyl - qui nol i n-4-yl
oxy) - phe

10rret hoxy- 4, 5- di net hyl - benzenesul f onam de

NPy
2, o BERBIER PGS P RER o GuBIRA RS RS 2
153- Ghbm-berzdénasulfondiiidé | uor o- 4- (2-nmet hyl -8-trifluoro
met hyl - qui nol i n-4- yl oxy) - phenyl Fbenzenesul f onam de
2- Met hyl - 3H- i m dazol e- 4-sul foni caci d[ 3-f| uor o- 4- ( 2- net

% 1- R1-4-(6, 7| RTINSy 1Y Lol h 22y lbRy 2 Yh €y 1-p RERVINA HRIDr6-3-

4- ( 3ethbxye-beprenesulionamide y| met hoxy) - N-p- f | uor o- 4- ( 2-
nmet hyl -

trifluoronethyl-quinolin-4-yl oxy)-phenyl Fbenzenesul f on
am dg,5- chhloro-N-[4 (6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-4-hydroxy-
Bi phen f oni.caci d[ 2-fl uoro-4-(2-nmethyl-8-trifluo
rome Fe“%a NARNFR. 4-yI oxy) - phenyl - ani de

N42- Fl uor o- 4- ( 2- rrethy18tr|fluororrethyl qui nol i n- 4-yl
oxy) - phenyl ]-3- pyrimdin-2-yl-benzenesul f onam de

SOBe Bz@Pm}hlmooBHédésbdmemvwdmﬂmb'& meghoyet hy

8&95}‘%? {&WM@%BE%@YJ 1;%) -phenyl ] - ani de

tr| f I uor onmet hyl - qui nol i n- 4-yl oxyyphenyl Fam de

o TR Sstlionic. 46 ° (2SI B-Risie-5 MethyPliolin--

nmet hx,ilm@) bhbf\i{l!@hﬁ&ét hyl - qui nol i n- 4-yl oxy) - phenyl] - am
de

3-Cyano-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-3-methoxy-
benzenesulfonamide

Cyclopropanesulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide

3-Chloro-4-fluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

2,6-Difluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyi]-
benzenesulfonamide

5-Methyl-thiophene-2-sulfonic  acid  [2-fluoro-4-(6-fluoro-2-methyl-
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Bi phenyl - 3- sul f oni caci d[ 4- (7- benzyl oxy- 6- net hoxy- qui no
WO 2000/ 74| oxy) - 2-f | uor o- phenyl ] - am de PCT/EP2009/002798

Napht hal ene- 1- sul foni c acid :

{4-[7-(3-am no- propoxy) - 6-nm@Rhexy10qui nol i n-4-yl oxy] -3

-fl uoro-phenyl }am de

Bi ph i2- ' i16L ( 3-am no- propoxy) - 6- net hox
qﬁpwgﬂlﬁﬁ&%o&?g@?ﬁ%@%ﬁﬂ%o phenyl yam de
15Bi phenyl - 3-sul foni c aci d

& no X2 BHRSHTE- 0002 e HERGHRliEadoky - phenyil-3-
y
N- { 3triflusporretihi-berizbassulfor(znider phol i n- 4-yl - et hoxy) - qu

i nol i n-4- .
yl oxy] - phenyl}-2-trifl uoronet hyl - benzenesul f onam de 20

v g |3Pﬁtﬁfﬁ-ﬁrﬁé:ﬂﬁ{é?ﬁ%yqlﬁnélﬁfm&aﬁldr{é-n@ny' -ethoxy) - qu

yl ox ppnpéemresulfonamidef | uor onet hoxy- benzenesul f onani de

Bi phenyl - 3-sul fonic acid

{ 4-[ 6- net hoxy- 7- (2- nor phol i n- 4-yl - et hoxy) -
25qugreDichidrarNpy(e-fudret hyrethlequiho i ddoxy)-phenyl}-
N-{4[ 6- Met hox%/- 7- (,2- mor phol i n-4-yl - et hoxy) - qui nol i n- 4-
yl ox anenesul onamide

net hyl - pheny1}-2-trifl uoronmet hoxy-benzenesul f onani de
302, 5-Di fl uoro- N- { 446- et hoxy- 7- ( 2- nor phol i n-4-yl -et ho
xy) - Gib-Bichloro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-

yl oxy] -.2- ne - I enesul f onam de

2, 5- ﬁlqtﬁa&%@ﬁé@gﬁ%&%ﬁﬁﬁéﬁ met hoxy- 7- ( 2- mor phol i n- 4-
yl - et hoxy)- WD 2009/ 127417PCT/ EP2009/ 002798 - 197 -
qui nal i n-4-yl oxy] - phenyl} - benzenesul f onam d

N- { 4?64-Péfitmssa;Nﬁ«gghv@r%%oﬂnﬁﬂwiﬂyrn%mn‘gw{ng-@hﬁavlﬂ-n- 4-
Yyl oX}hnga ; :

met h%p%ﬁgﬁsyullgo-nf-nt"??fl uor onet hyl - benzenesul f onam de 5
4- Chl oro- 2-fluoro-N-{3-fl uoro-446- net hoxy- 7- ( 2- nor phol

A L o G e L T R
{ 3- f benzendsififomantiday - 7- ( 2-

10nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-yl oxy] - phenyl } - am
de

3-Bromo-N-[4-(6-ﬂuoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

4-Bromo-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-2-
trifluoromethyl-benzenesulfonamide

Thiophene-3-sulfonic acid  [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl}-amide

3-[4-(6-Fluoro-2-methyl-quinolin-4-yloxy)-phenylsulfamoyl]-
thiophene-2-carboxylic acid methyl ester

5-Chloro-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-
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N-{447- ( 3- Am no- pr opoxy) - 6- met hoxy- qui nol i n- 4-yl oxy] -3
-fluorophenyl}-2-trifl uoronethyl -benzenesul f onam de

WOLBM/{24417- ( 3- Armi no- pr opoxy) - 6- met hoxy- qui nol i PCA/ER2000y002798

-3-fl uoro-

pheny1}-2-trifl uoronet hoxy-#84zenesul f onam de .

(3- {442 Fl uoro-4-(2-trifluoronethoxy-benzenesul fonyl am
'”0) heny{]-amid

phen (? & lyHoxyI gw nol i n- 7-yl oxy) - propyl) - car bam c
acid tert butyl 20ester

N (SRR 85 BRR S i L P B LB by
qui nQ:IUlrﬁbI#r-éflyImoy})miéﬁWb)m@et rifluoromethyl -benzenesul

f onam de

252- Brono- N- ( 3-fl uor o- 4- { 6- met hoxy- 743- ( 4- met hyl - pi per

| di n-Ny If id [4-(6-fluoro-2-methyl-quinolin-4-ylo
propoxﬁﬁhﬂﬂeﬁghﬁuf?} xayc3'/p )s?ybenzenesulyf gnam de yloxy)-
2, 4- [pheinyraonide( 3- f | uor o- 4- { 6- net hoxy- 743- (4- net hyl - pi
peri'di n-1-y1)-

propoxy] - qui nol i n- 4-yl oxyyphenyl) - benzenesul f onani de

30  1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-
2,6-Difl yoro- N-(S fl uoro-4-{6-mnmet hoxy-743-(4- et hyl - pi
per i XY= ghpp.y]-amlde

propoxy] - qui nol i n-4-yl oxy} - phenyl) - benzenesul f onam de

- 198 - Napht hal ene-1-sulfonic acid

( 3- f 13)5Dicklofa-Nt- ffoﬂyormzmathwbquspbmﬁeylpuyhphererr

2 b BRS04 4m

t hyl -
oP! PeL L BihiorsN-2h0SoY o Methsl-bHriftudromathyiqnond-a2™
2- Cy afigxy eyt sdriyehesGifeiarieney - 743- (4- met hyl - pi perid

in-1- yl)
propoxy] - qui nol i n- 4-yl oxyyphenyl ybenzenesul f onam de

FouT BlbRefnzs-Shghie N e | U35 nded BB T Bty -

t hyl
y1) - pyuimolingd-yipxy)phemyl}-arhidey } - phenyl ) - benzenesu

| f onam de
But ane- 1- sul foni caci d( 3-fl uor o-4-{6- net hoxy- 743- ( 3- net -

hyl - N-[2-Fluoro-4- -(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)- pheny& -3-
pi peri din-1- yl)-propoxy] qui nol i n-4-yl oxy} - phenyl'yam
e 15 phenoxy-benzenesulfonamide

2-Brono- N-{3-fl uoro-446- nmet hoxy- 7- ( 2- nor phol i n- 4-yl -
hoxy) - qui nol i n-4-yl oxy] - phenyl } - benzenesul f onam de
2-Cy aﬂapl'hihélbrkl-tl-fsuliem% acit hq23fludrg-2-(@emeitin/i8atrifluproraethyl-

hoxy) ui,n X phenyl } - benzenesul f onam de

2, 4- [ﬁlf'i“&'g} 3&? Yg&l%’dﬂcﬁ%&’@ met hoxy- 7- ( 2- mor phol i n- 4-

yl - et hoxy qui noI i n-4-yl oxy] - phenyl } - benzenesul f onam de
2,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-
yloxy)-phenyl]-benzenesulfonamide

2,6-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-
yloxy)-phenyl]-benzenesulfonamide

N-[2-FIuoro-4-(2-methyl-8-triﬂuoromethyl-quinolin-4-yloxy)—phenyl]-2-
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25Bi phenyl - 3- sul f oni caci d( 3-fl uor o- 4-{6- met hoxy-743-(4
- met hyl -

WOROpET274li7n- 1- y1) - pr opoxy] - qui nol i n- 4-yl oxy} - pRETYRP2090612798
e

2- Fl uoro- N- (3-f | uor o- 4- { 6- n#8hexy- 743- ( 3- et hyl - pi peri
din-1-yl)- . . . ,

Pr opYfilorBHieIYIiBErenkatfdndtiriey | ybenzenesul f onami de
30 WD 2009/ 127417PCT/ EP2009/ 002798 - 199 -
2,6-Difluoro-N(3-fluoro-4-{6-nmethoxy-743-(3-net hyl - pi

Perl _

or op e Asehinglenes oulfenic, | aeid o J3:fuerocd:{2 methyl-8-
N- ( 3-tfflusromethylauindlimayyiaxig-pghenylitdmidepi peri di n-1-y1)

- pr opoxyy

5qui nol i n- 4-yl oxyyphenyl)-2-trifl uoronet hoxy-benzenesu

| f onayIERiRro-N-[3-fluoro-4-(2-methyl- 8-tr|ﬂuorometh¥)l- uinolin-4- ){ony)
2,5-Difluoro- (3f|uoro4f’6 met hoxy- 743- (4- et h

peri d:henyl]y%methoxy-benzenesu fonamide

propoxy] - qui nol i n- 4-yl oxyyphenyl ybenzenesul f onam de

10N- ( 3- Fl uor o- 4- { 6- met hoxy- 743- ( 3- net hyl - pi peridi n-1-y
1) - pmMN{{®Fidoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-2-

Ot ety 4 SIS th Gl didorgghigne! v -penzenesul

2,5-Difluoro- N-(3 fl uoro-4-{6-nmet hoxy-743-( 3- met hyl - pi
peridin-1-1/1
pr op&ﬁDlwrﬁdﬂT[a foyo-dxi2 meshylt8 biftupeerasthyi-auinalined-15

B't ﬁhS)BQy)%h%Hbﬁ%‘n%@ﬁé?&l?bﬁéﬂ%o 4-{6-methoxy-743-(3-m

pi peri din-1-y1)-propoxy] hqui nol i n-4-yl oxyl - phenyl yam d
- FI GoFBloresiyorod2Alucsods g tritsopamegvi-guinglin-4-

di n -phenyl benzenesulfonamlde
20pr(1)]||odg§?/]_p qurlwl i n-4-yl oxyyphenyl) - 3- net hoxy- benzenes

ul f onam de

N 3\ -4 DR s PRGkT 1~ 4aioR LRMenfy-8-

y| oxtiiflydremethylyuinolin-dodaxypiphdnyljeamigieesul f onam de
25N { 3- Fl uor 0- 446- net hoxy- 7- ( 3- nor phol i n- 4-yl - pr opoxy)
- qui nol i n-4-

yl OX - g@bmm&hﬁ-@éxéﬂo«mr}qﬁﬁtw Neg3Ra0as4l (RanetHyiLe-
, 5-Di fl'uor o- N-{3-f | uor 0-446- met'hoxy- 7- ( 3- nor pho| i n- 4-
y| prtafmg(y;nethyl-qu|no||n-4-yloxy) phenyl}-benzenesulfonamide

gui nol i n- 4-yl oxy] - phenyl ybenzenesul f onam de 30

Biphenyl-4-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)-phenyl-amide ‘

N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-3-
pyrimidin-2-yl-benzenesulfonamide

Benzo[b]thiophene-2-sulfonic acid [2-fluoro-4-(2-methyl-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl]-amide

Benzo[b]thiophene-3-sulfonic acid [2-fluoro-4-(2-methyl-8-
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4- Chl oro-2-fluoro-N-{3-fl uoro-446- net hoxy- 7- ( 3- nor phol

WO 200241274131 opoxy) - qui nol i n- 4-yl oxy] - phenyl | - be RCEEP2019f062798

nam de
4- Fl uoro- N-{3-fl uor o- 446- net®®xy- 7- ( 3- nor phol i n-4-yl -p
r opoxy) -
5qw MR dtofiethaUindiiRANIdxy}- dﬁhpqzafnia@nzenesul fonam d

2 Fl uor o- N-{3-f1 uor o- 446- met hoxy- 7- ( 3- mor phol i n- 4-yI -

1on (VT AOsR Bl P PRI S TIRRRS S B?EWW -

- qui méth?r -@-trifflarsprietivylajuihblinz4 wyildxy)- rerfidef onani de

2 6- Di chl oro-N-{3-fl uoro-446- nmet hoxy- 7- ( 3- nor phol i n- 4-
propoxy)

q U in rﬁgﬂlﬁgﬁngé’ he néﬂ:Mb enzen2HdnzgRaYi6lmetRoxy-quinolin-4-

I\Iapht oni ¢ acid

{3- flylmwMﬂmsramhanyj/] amid®- nor phol i n- 4-

yl - propoxy) - qui nol i n-4-yl oxy] - phenyl | -am de

2- Brono- N-{3-fl uor o- 446- met hoxy- 7- ( 3- nor phol i n- 4-yl - pr
opoxWaphRalehedl-sulfohiy | oxyid phgmyﬂ -{3-baas-pespoXy)tametitoxy-

14. The ounds_of any one o cI aims 1-13 for use in .
medi QU '"%Y@Xylsl"ﬁ'eﬂ“@émé@ -34Pidg ai m 14 for the

treatment and/ or prevention of AXL receptor tyrosine
ki nase induced disorders. 16. The conpounds of claim
15, \Highenyh-3esidfonic. recagidor t {A-ps(Iraminorpsepaxyrbemethoxy-

anc LTSRS BRREG oRBHSfranbe T50er t nction.
-201- hyperproliferative disorders. 18. The conpounds
ORI S e, g GO BNy g moTPhoI-4-y1

To RN indm e Sl e eRIL BRe T e A

receptor tyrosine kinase induced disorders are

ovar Tt PGl fRinofRr I mBR B ey SRy - Pln 3
ut er iyloxy}-phengip2-trilaometbgl- bemmemlfanasﬁﬂanous cel |

carci noma, |eukem a, osteosarcomm, nel anoma,
gl i obl astoma, and neurobl astoma. 20. The conpounds of

cl ai Q-2 FudreI4[6 micioxysh-( QﬂﬁSﬁi}fb‘ImWWéﬂhBﬁyMﬂ‘lﬁéﬁnA-
i nduced di sorder i1s breast cancer
yloxy]-phenyl}- 2-tnﬂuoromethoxy-benzenesulfonam|de

Biphenyl-3-sulfonic acid {4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy}-2-methyl-phenyl}-amide

N-{4-[6-Methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-2-
methyl-phenyl}-2-triﬂuoromethOXy-benzenesquonamide

2,5-Difluoro-N-{4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinqglin-4-
yloxy]-2-methyl-phenyl}-benzenesulfonamide

2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
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21. The conpounds of any one of clains 14-20 in
conbi nation with a further nedi canent. 22. The

wWOoongsa#ids of any one of clains 1-16 in a PCT/EP2009/002798

phar maceuti cal 20conposition further conprising
pharmaceutically acceptabl-elS@afriers, diluents and/ or
adj uvant s. 23. The conpounds of claim 22, wherein

the aamemy ge&g ?hé‘ﬁm} Béﬁi&fs%%lf’éﬁéﬁﬁ&@r ally,

t opi ca nasal 'y, buccally, vaginally,
transdermal |y, 25by i nhal ation, by injection or

R e

r eCehiéthyItM'iérWl}nE-tﬁﬁlm&meﬂwﬁmedes@lfﬁﬂrﬁ|d©0npr I sing
adm ni stering pharmaceutically effective anmount of at
| east one conpound of any one of clains 1-14 to a

30s UL @fiord-2-M5si8-N 18 e8Fo-4-[6-methoxy-7-(2-morpholin-4-yl-
ethoxy)-quinolin-4-yloxy]-phenyl}-benzenesulfonamide

4-Methoxy-naphthalene-1-sulfonic acid {3-fluoro-4-[6-methoxy-7-(2-
morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-phenyl}-amide

N-{4-[7-(3-Amino—pfopoxy)-ﬁ-methoxy-quinolin-4-yloxy]-3-ﬂuoro-
phenyl}-2-trifluoromethyl-benzenesulfonamide

N-{4-[7-(3-Amino-propoxy)-6-methoxy-quinolin-4-yloxy}]-3-fluoro-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

(3-{4-[2-Fluoro-4-(2-trifluoromethoxy-benzenesulfonylamino)-
phenoxy]-6-methoxy-quinolin-7-yloxy}-propyl)-carbamic acid tert-butyl
ester

N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy}-
quinolin-4-yloxy}-phenyl)-2-trifluoromethyl-benzenesulfonamide

2-Bromo-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

2,4-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

2,6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
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Naphthalene-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

Propane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxy}-quinolin-4-yloxy}-phenyl)-amide

2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

4-Chloro-2-fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide '

Butane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-
piperidin-1-yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide .

2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

2-Cyano-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

2,4-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

Biphenyl-3-sulfonic acid A(3-ﬂuoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

2-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yi)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
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2,6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxy}-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-2-trifluoromethoxy-benzenesulfonamide

2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

N-(3-Fluoro-4-{6-methoxy-7-{3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}phenyl)-2-trifluoromethyl-benzenesulfonamide

2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-{3-(3-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Biphenyl-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-
piperidin-1-yl)-propoxy}-quinolin-4-yloxy}-phenyl)-amide

4-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-3-methoxy-benzenesulfonamide

N-{3-F|uoro-4-[6-methoxy-7-(3-morphoIin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-2-triﬂuoromethyl-benzenesuIfonamide

N-{3-Fluoro-4-{6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-2-trifluoromethoxy-benzenesuifonamide

2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

Biphenyl-3-su|fonic acid {37ﬂuoro-4-[6-methoxy-7-(3-morpholin—4-yl-
propoxy)-quinolin-4-y|oxy]-phenyl}-amide
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14.

15.

16.

17.

- 200 -
4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinolin-4-yloxy]-phenyl}-benzenesulfonamide

4-Fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-3-methoxy-benzenesulfonamide

2-FIuoro-N-{3-ﬂuoro-4-[6¥methoxy-7-(3-morpholin-4-y|-propoxy)—
’ quinoIin-4-y|oxy]-pheny|}-behzenesuIfonamide

N-{3-FIuoro-4-[6-methoxy-7-(3'-morpholin-4-yi-propoxy)-quinolin-4-
yloxy]-phenyl}-2-nitro-benzenesulfonamide

2,6-Dichloro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide

Naphthalene-1-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-
yl-propoxy)-quinolin-4-yloxy]-phenyl}-amide

2-Bromo-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy}-phenyl}-benzenesulfonamide
The compounds of any one of claims 1-13 for use in medicine.

The compounds of claim 14 for the treatment and/or prevention of AXL
receptor tyrosine kinase induced disorders.

The compounds of claim 15, wherein the AXL receptor tyrosine kinase
induced disorders are disorders caused by, associated with and/or
accompanied by AXL kinase hyperfunction.

The compounds of claim 16, wherein the AXL receptor tyrosine kinase
induced disorders are selected from the group consisting of
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18.

19.

20.

21.

22.

23.

24.

- 201 -

hyperproliferative disorders.

The compounds of claim 17, wherein the AXL receptor tyrosine kinase
induced disorders are selected from the group consisting of cancer and
primary tumor metastases.

The compounds of claim 18, wherein the AXL receptor tyrosine kinase
induced disorders are selected from breast, colon, prostate, lung,
gastric, ovarian, endometrial, renal, hepatocellular, thyroid, uterine
cancer, esophageal carcinoma, squamous cell carcinoma, leukemia,
osteosarcoma, melanoma, glioblastoma, and neuroblastoma.

The compounds of claim 19, wherein the AXL receptor tyrosine kinase
induced disorder is breast cancer.

The compounds of any one of claims 14-20 in combination with a further
medicament.

The compounds of any one of claims 1-16 in a pharmaceutical
composition further comprisihg pharmaceutically acceptable carriers,
diluents and/or adjuvants.

The compounds of claim 22, wherein the composition is administered
parenterally, topically, rectally, nasally, buccally, vaginally, transdermally,
by inhalation, by injection or infusion, by spray or via implanted reservoir.

A method for the treatment and/or prevention of AXL receptor tyrosine
kinase induced disorders comprising administering pharmaceutically
effective amount of at least one compound of any one of claims 1-14 to a
subject in need thereof.



