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25gene cluster predictive of the aggressiveness of breast cancer
cells. The mammalian AXL RTK subfam |y includes three closely related
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To identify the genes that mediate progression of breast cancer, we have

focused on key elements of the phosphoprotein-mediated signalling system
20 because of its established role in human cancer. After systematicaily

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
25 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
s 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 sanme or different, represent
hydrogen hydroxyl, nitro, hal ogen, cyano, NR12R13, Ci. 6 al kyl, C24
al kenyl, C24 al kynyl, or Cl4 al koxy, 20wherein the Cl1_6 al kyl, C24
al kenyl, CHO A0RY¥AI7  and Cl14 al koxy groups are opti onalPCY/ERHR00268
pol ysubstituted by hydroxyl; hal ogen, Cl4 al koxy; Cl14 al kyl car bonyl ;
car boxyl; Cl4 al koxycarbonyl; -(C=0)-NRB2R13, and/or -NRL2R13 V\,herel n
R12 and R13 whi ch may be the sane or different, represent a hydrogen
atom or G 4 rekpynsesibclodiablcell subsval priotiter&tjorh yrigeatiph angradhesion (12).
alternatively - 4 - RI2 and R13 nmay conbine with the nitrogen atom
attached thereto to forma saturated or unsaturated five- or
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(i) a saturated or unsaturated three- to twelve-nenbered carbocyclic
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which one or two hydrogen atoms on the amino group are optionally

substituted by Cis alkyl or a saturated or unsaturated three- to twelve-

25 membered carbocyclic or heterocyclic ring system, and the Ci.s alkyl group is
optionally substituted by hydroxyl, Ci.s alkoxy, or a saturated or unsaturated
three- to twelve-membered carbocyclic or héterocyclic ring system; or a
saturated or unsaturated three- to twelve-membered carbocyclic or
~heterocyclic ring system optionaily substituted by hydroxyl, an oxygen atom,
30 Cis alkyl, Czs alkenyl, C,s alkynyl, Cis alkoxy, Cis alkoxycarbonyl, or a
saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring systemn wherein the Cis alkyl, C2s alkenyl, and Czs alkynyl
groups are optionally substituted by hydroxyl, Ci alkoxy, or a saturated or



The conpounds of the present invention are quinoline-substituted

sul fonam de derivatives which are inhibitors of autophosphorylation
of ao receptors of the AXL famly, particularly of the human AXL
receptor. ™eM8iydlhds of the invention are capabl e of PCAHPHIPPHGHS
cell proliferation and, thus, are suitable for the treatnment and/or
prevention of AXL receptor tyrosine Ki n&se i nduced hyperproliferative
di sorders, particularly selected fromthe group consisting of cancer
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wherein the C.s alkyl or Cis alkoxy groups are optionally mono- or

polysubstituted by hydroxyl and/or halogen, C.. alkyl and/or Ci4 alkoxy,
wherein the Ci.s alkyl, C1s alkoxy, wherein the Ci.c alkyl or C4 alkoxy groups
are optionally mono- or polysubstituted by hydroxyl and/or halogen,

s -R"Yrepresents
(i) a saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system which is optionally mono- or polysubstituted by an
oxygen atom, Cqs alkyi, C. alkenyl, C.s alkynyl, Cis alkoxy, a halogen atom,



30Exanpl es of C2_6 al kynyl include 2-propynyl, butynyl, pentynyl, and
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In one embodiment, the present invention relates to compounds as
described above, preferably with the proviso that the compound is not N-[4-
s [(6,7-dimethoxy-4-quinolinylyoxy]-3-fluorophenyl]-

' benzenemethanesulfonamide, N-[4-[(6,7-dimethoxy-4-quinolinyl)oxy]-3-
fluorophenyl]-benzeneethanesulfonamide, or N-[4-[(6,7-dimethoxy-4-
quinoiinyi)oxy]-s-ﬂuorophenyl]-benzenepropanesulfcnamide. in a further
embodiment, the present invention refers to compounds as described above,

3o 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



R preferably represents a hydrogen atomor Cl.4 alkyl, e.g. nethyl.
More preferably, Rl represents a hydrogen atom R2 and R3 may be the
sane or different. Preferably, one of R2 and R3 represents a group
ot her than YMORYMAYHYEh atom Mre preferably, R2 and/ or RETHAFFIEERIE8
hydroxyl, optionally substituted Cl4 al koxy, hal ogen, or cyano. In a
preferred enbodi ment, Cl4 al koxy is not 7substituted by amino. In an
especially preferred enbodi nent, R2 represents unsubstituted Cl4
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metastases, particularly primary metastases, optionally in combination with

surgery, irradiation and/or administration of further antitumor agents, such as



More preferably, R14 may represent an unsaturated heterocyclic ring
attached through its CH2 group, wherein R14 is selected fromthe

fol | ow ng: R4 is preferably hydrogen, Cl4 al kyl or Cl4 al koxy,
wher ei n theW@:iLQOB“?ﬂ‘P(gI or Cl4 al koxy group is optionall ququ9i6M7§%
wi th one or nore hal ogen atons. More preferably, R4 is hydrogen or
trifluoronmethyl. ioln an especially préf®rred enbodi nent, IRl and R4
are hydrogen and R2 and R3 are (O .a al koxy, particularly nethoxy. In
a further espkemalhejapaubic agents andjevantirmor riptibggiesind R3 are hydrogen
and R4 is Cl4 alkyl optionally substituted, particularly
trifluoronmethyl. In a still further especially preferred enbodi nent,
Rl1, R3 and RAharcenipouindgef treengre@nt invieatiogyare cbarpcterizedhynideir ebilityd
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fluorine. More preferably, the carboxylic ring substituted by
R7, R8, RO al®§SR is 10selected fromthe fol | owi ng: In one
enbodiment, it is preferred that in case 1'11 is Cl4 al kyl
substituted by a phenyl ring, the phenyl ring is nmono- or .
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carbocyclic or heterocyclic group, and the Cl4 al kyl, C2-6 al kenyl,

C24 al kynyl , Capdlk¢llid padfeably Groalkgl.are optionally substituted by a
15
C.s alkoxy is preferably C,. alkoxy.
C.¢ alkenyl is preferably C.. alkenyl.

20  Cys alkynyl is preferably C.4 alkynyl.

Examples of Cis alkyl include methyi, ethyl, n-propyl, isopropyl, n-butyl, i-
butyl, s-butyl, {-butyl, n-pentyl, and n-hexy!.

25 Examples of C.s 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.
30  Examples of C. alkynyl include 2-propynyl, butynyl, pentynyl, and hexynyl.

The expression "alkyl optionally substituted by" as used herein refers fo
alkyl, in which one or more hydrogen atoms on the alkyl group have been



20hal ogen atom or a saturated or unsaturated three- to eight-nmenbered
carbocyclic or heterocyclic group. Exanples of preferred substituents
on the - 14 - carbocyclic or heterocyclic group are hal ogen, e.g. F,
Cl or Br, CY22819Q971410pti onal | y hal ogenat ed, such as net RUT/EP3MEAPI279%r
trifluoronethyl, Cl4 al koxy, optionally hal ogenated such as net hoxy,

di fl uor omet hoxy or tritluoronethoxy, hydoxyl, cyano, and optionally

substituted amno. Still 5 nore preferably the carbocyclic or

het er ocycl i csgpstitytedbyRirle compré sesstitents adticomayhw hgeyame og different,

fluorine or chlorine,..trifluor t.hyl or | f { . -
substi tuent . and unsubgituted alky rlﬁﬁ:ﬁ%é’gp&r&bf@séeﬁ&sggﬁ\agfp ingry skl in
substituted gy ecykat ehe imgximunel mahier fof csubistituehts Inoay rip  determined
(connecting atom attached to thgesu#fo

2009/ 127417 nhg APoFoidegaumben g _suggt%tut%i)i)euﬁgrc:lrogen atoms c\a/rpthe alkyl
s group. This is true of a group having a substituent other than the alkyl group.

The term “"halogen" means a fiuorine, chlorine, bromine, or iodine atom.
Preferably, the term halogen means a fluorine or chiorine atom.

10 The three- to twelve-membered ring system may comprise a saturated or
unsaturated three- to eight-membered carbocycelic ring, preferably a four- to
seven-membered, more preferably five- or six-membered, saturated or
unsaturated carbocyclic ring. Examples of saturated or unsaturated three- to
ten-membered carbocyclic rings include phenyl, cyclopropyl, cyclobutyl,

15 cyclopentyl, cyclohexyl, and cycloheptyl.

Further, the three- to twelve-membered ring system may comprise a
saturated or unsaturated three- to eight-membered heterocyclic group
containing at least one hetero-atom selected from oxygen, nitrogen, and

20 sulfur atoms. The heterocyclic group preferably contains one, two or three
hetero-atoms with the remaining ring-constituting atoms being carbon atoms.
The heterocyclic group preferably comprises a saiurated or unsaturated
four- to seven-membered heterocyclic ring, more preferably. a saturated or
unsaturated five- or six-membered heterocyclic ring. Examples of saturated

25 or unsaturated three- to eight-membered heterocyclic groups include thienyl,
pyridyl, 1,2,3-triazolyi, thiazolyl, imidazolyl, isoxazolyl, pyrazolyl, piperazinyl,
quinolinyl, piperidyl, morpholinyl, homopiperazinyl, thiomorpholinyl,
tetrahydropyrrolyl, and azepanyl.

30 Further, the saturated or unsaturated carboxylic and heterocyciic 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



More preferably, R' nay also represent an optionally substituted
carbocylic or heterocyclic ring selected fromthe foll ow ng
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saturated or unsaturated nine- to tv.relve—membered bicyclic carbocyclic or
heterocyclic group. Such bicyclic groups include naphthyl, quinolyl, 1,2,3,4-
tetrahydroquinolyl,  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 C. alkoxy, halogen, or cyano.
In a preferred embodiment, Cis alkoxy is not substituted by amino. In an
especially preferred embodiment, R? represents unsubstituted C..s alkoxy,
stift 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 C,s alkoxy, or alternatively
RZ represents hydroxyl or optionally substituted C..s alkoxy and R® represents
unsubstituted C,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-yl-ethoxy, 3-(4-
methyl-piperidin-1-yl), 3-(3-methyl-piperidin-1-y), 3-morpholin-4-yl-propoxy).
In a particular preferred 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, -(CHa).- is optionally substituted
by Cis alkyl, hydroxyl, or a halogen atom, and R™ represents a hydrogen
atom; hydroxyl; a halogen atom; Ci.s alkoxy, Ci alkylcarbonyl; carboxyl; Cis
alkoxycarbonyl; -(C=0}-NR™R™, -NR"R" wherein R" or R" which may be
the same or different, represent a hydrogen atom or Ci4 alky! optionally
substituted by hydroxyl, or alternatively R*? and R™ may combine with the
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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, Cis alkyl, C. alkenyl,
C.s alkynyl, Cq5 alkoxy, Cis alkoxycarbonyl, or a saturated or unsaturated
three- to twelve-memberéd carbocyclic or heterocyclic ring system; wherein
the Ci¢alkyl, C2s alkenyl, and Cxs alkynyl groups are optionally substituted
by hydroxyl, C:s alkoxy, or a safurated 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 Cis
alkyl or a saturated or unsaturated three- to twelve-membered carbocyclic or
heterocyclic ring system, and the C5 alkyl group is optionaily 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 hydroxy!, an oxygen atom, C.s alkyl, C.s
alkenyl, C.¢ alkynyl, Cis alkoxy, Cis alkoxycarbonyl, or a saturated or
unsaturated three- to twelve-membered carbocyclic or heterocyclic ring
system wherein the Cis alkyl, C.s alkenyl, and C,s alkynyl groups are
optionally substituted by hydroxyl, Cis 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.s alkyl groups, the
two alkyl groups may combine together fo 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, -(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:

CH,

H,C : N
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More preferably, R™ may represent an unsaturated heterocyclic ring
attached through its CH. group, wherein R* is selected from the following:

on CHz-
AN 2=
- s
N “CH,- N Nz

R*is preferably hydrogen, Cis alkyl or Cie alkoxy, wherein the Cy; alkyl or
C1s alkoxy group is optionally substituted with one or more halogen atoms.
More preferably, R* is hydrogen or trifluoromethyl.

In an espedcially preferred embodiment, R' and R* are hydrogen and R? and
R® are Cis alkoxy, particularly methoxy. In a further especially preferred
embodiment, R, R? and R® are hydrogen and R* is Css alkyl opticnally
substituted, particularly trifluoromethyl. in a still further especially preferred
embodiment, R, R® and R* are hydrogen and R? is halogen, e.g. fluorine.

RS and R® are preferably selected from hydrogen, C.s alkyl or Cis alkoxy,
optionally substituted, e.g. by halogen and/or NR“R™ as described above.
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More preferably, R® and R® are hydrogen.

R’, R8, 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 triflucromethyl. 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:

O] ]

-0y

| L&
e 55
PSR aNbes

In one embodiment, it is preferred that in case R' is C. alkyl substituted by

a phenyl 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, Czs alkenyl, C:s
alkynyl, C+.s alkoxy, a halogen atom, or a saturated or unsaturated three- to
eight-membered carbocyclic or heterocyclic group, and the C.. alkyl, Cps
alkenyl, Czs 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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N[ 4- (6, 7- D nethoxy-qui nol i n-4-yl oxy) - 2-f | uor o- Phenyl ] - 3- Phenoxt
benzenesul f onani de

More preferably, R" may also represent an optionally substituted carbocylic
or heterocyclic ring selected from the following (connecting atom attached to
5  the sulfonyl group):
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1- Et hyl - 1H pyrazol e-4-sulfonic acid
[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)-2- fluoro-phenyl Fam de A32
1- Met hyl - 1Hi m dazol e-4-sul fonic acid
[ 4- (6, 7- di TE®RYRYIZEUT nol i n- 4-yl oxy) - 2- fl uoro- phenyl | - afiCA&EPANS/002798
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N[ 4- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- Phenyl ] - 2, 5-di f | uor oben

zenesui f onam

2, 6- Di chl oro- N14- (6, 7- di met hoxy- qui ng
benzenesul f onam de A42
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de A41

de A43
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3, 5-Di chl or o- N14- ( 6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2- f | uor o- phenyl k
benzenesul f onam de

More preferably, R* represents an optionally substituted nitrogen atom
selected from the following (connecting atom labeled by sulfonyl group):
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Ad4

Nl 4- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 2-fl uor o- phenyl ] -2-trifl uoroneth
yl benzenesul f onam de A45
2- Br ono- NLT¥OCH7 28 et hoxy- qui nol i n- 4-yl oxy) - 2- f | uor o- PI{EYERA2P402798

trifluoromethyl -
-20 - A6

2- Brono- N14- ( 6, 7- di net hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- phenylt] 5-
t nThor omet hyExéraplesrofsmbfeoprefénied Aampounds according to the presen

benzenesul f onam de WD %gOQI 127417PCT/ EP2009/ 002798

invention

?H?]E Ioﬂgrgl-m[etdfﬁﬁsﬁﬁ di et h@)ﬁgﬁrw nﬁ{sd} 4fd4n8f§y) 2-fl uor o- phenyl] - 5-

4- Br onp- N14- ( 6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-f | uor o- phenyl] - 2-

trffluoronethy-

henzenesulf-onam-de—A49

3' 4-Di chl or o: MARB&WHG# met haxy-quinolin-4-yl oxy)-2-flucro-phenyl]-

benzenesul f opam
3, 5-Di chl oro%

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

4Abesaenasivifendmoide- qui-nol i n-4-yl oxy) - 2-f 1 uoro-pheny1] - 2-

met hoxy- benz (égtes t-f4ofBzTvDimetfibxy-quinolin-4-yloxy)-2-flucro-phenyl}-3-fluoro-

N114- (6, 7- Di

éuzmsmﬁbnm@eyl oxy) - 2-f | uor o- phenyl ] - 2- met hyl benzen

esul f onam de A52|B -[4-(6.7- Dlmethoxy-qumohndl-y[oxy) -2-fluoro-phenyl]-3,4-difluoro-

N114- (6, 7- Di [t

éﬁz&\gs@,ﬁbhﬁn oxy) fl uor o- pheny1l] - 2- net hoxybenze
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AO

h g-2-sulf cid eth uinolin-4-yloxy)-2-fluoro-
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ulfonamide

N-[4-(6,7- D:methoxy-«qumohn-4-yloxy)-2—ﬂuoro-phenyl]—S-ﬂuoro-4-methy1—
benzenesulfonamide

AT

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}-amide

A9

3-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenylsuifamoyl]-thiophene-2-
carboxyiic acid methyl ester

A10

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

A1l

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

A12

3-Chloro-N-[4-({8,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi}-4-fluoro-
benzenesulfonamide

A13

4-Chioro-N-[4-(6,7-dimethoxy-quinclin-4-yloxy}-2-fluoro-phenyl}-2-fluoro-
benzenesulfonamide

A14

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

A15

3-Difiuoromethoxy-N-[4-(6,7-dimethoxy-quinolin-4-yioxy)-2-fiuoro-phenyi]-
benzenesulfonamide

A16

2-Phenyl-ethenesulfonic acid [4-(6,7- dxmethoxywqumolln-fl-ytoxy) -2-fluoro-
phenyil-amide

A7

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

A18

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

A19

4-Bromo-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-2-fluocro-phenyl]-3-methyl-
benzenesulfonamide

A20

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

A21

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

A22

Furan-2-sulfonic acid [4-(6,7-dimethoxy-gquinolin-4-yloxy)-2-fluoro-phenyl]-
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de A56

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl] - 4- et hyl benzenes
ul f onam de WG 72009/127417 PCT/EP2009/002798
N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 4- phenoxybenzen
esul f onani de A58 9-
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yl benzenesut f onafintige AS9

Sul T onan de %OWI% PDitttyL iGN ioky)-0-RIRSpRenyl]-BlUcPOme e

by nzeuesulfonamld

4- Br ono- 3- chioero
] - benzenesu|f2an
N14- (6, 7- Di mpt-ho¥

e T R oy U4y Bk P2-Rudrol pHEM - Priemy T
Snagnéifionaride ... 4t H

oxybenzenesu|goen
N14- (6, 7- Di nktho

Hloromol4-(6,7- Hroetbrr quinath I 2 hudrol pramy- > et
BenganesifoRamiqe oyy) - 2- f | uor o-ph

yl benzenesul 1%’@
[ 4- (6, 7-di met hox

m(mmmhmm@olm{mb -@rfsicro-pheryhdumetbyly

pnegulionamiderxy) - 2- fl uore-phenyl ] ani de AG4

1%

LY

N44-(6,7-Di'm
di net hyl - benfiﬁo

FN-[418, TdimetHoxy+quin)lingd-ylaxy)-8-fhiceopbeayldtmetoxyt, 5-
shénkenesulidaaide

N-(214-(6,7-D e
nyl}- acetam

I CKIGrehiophe - 2-sylfoniy )acithfris, B-dinfethoyyk-huikolimdhylbxy) e
Wero-phenyll-amide

N-- (414- (6, 7700
| phenyl } - aceffsd8

B cMRibpReAd12 BN R ECIPIS(BY T -dIth&ABRY-LINS iS40y %)) B

g _bhenyl]-amide

A30

N-[4-(6,7—Dimethoxy—quino!in-4-yloxy)-2—ﬂuoro-phenyl]-3-phenoxy~
benzenesulfonamide

A31

1-Ethyl-1H-pyrazole-4-sutfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyi}-amide

A32

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

A33

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

A34

Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yioxy}-2-fluoro-phenyl]-
amide

A35

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

A36

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

A37

5-Oxazol-5-yl-thiophene-2-sulfonic acid [4-(8,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyij-amide

A38

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

A39

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

A43

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

A44

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

A45

2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-4-
trifluoromethyl-benzenesulfonamide
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A0

3,5-Bithirdi N-[4H§.F iptreyequigolinehyioxy)-2dluprenbepykaz en

methoxy-benzenesulfonamide

AS1

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

AS2

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

AS3

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

AG4

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

A55

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

ADE

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

AS7

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

AGO

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

AG1

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

AB2

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

AB3

4-Methoxy-naphthalene-1-sulfonic acid [4-(6,~7-dimethoxy—quinolin-4-y]oxy)-2-
fluoro-phenyll-amide

A64

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

AE5

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

AG6

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

AB7

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

AB8

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

ABS

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




A77 Napht hal ene-1-sulfonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3- net hyl phenyl ] -am de A78

| soqui nol i ne-5-sulfonic acid

[ 4- (6, 7- di gbhowyzgut nol i n- 4-yl oxyyphenyi k am de A79 PCT/EP2009/002798
3, 5-Di chl or o- Nd4- (6, 7-di met hoxy- qui nol i n-411oxy) - 3- et hyl - pheny1] -
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ul f onam de epasuiforamidennhene- 2- syl fonic acid

[4- (6, 7- di met iendisurforicyacisk Ay (6. pidimeihpxgatinelizgayloxy)-2-fluoro-phenyl]-
Benzo[ b]thio en daul fonic acid [4-(6,7-di nethoxy-quinolin-4-yloxyy

phenyl ) -am dg ~Wel¥si-prdpanecksubode diciy[d«(8, 7L timetbimtyeqEinslin-fotoxy)-2-
acid [4-(617"!'&2 BRpRenyllcammied- yl oxy) - phenyl ] - am de

Bi pheny! - 3- SHTT Offi 4 ih in-4-yioxy)-2-fluoro-phenyll-phenyl-
[4-(6,7-dirrewaxNE.lgﬂ(3;g§ 0 &“;“Og‘hegyxy) phenyll-pheny
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Dxbonzencsul koo EphRn k*.Bsuch’ac.a{4.(67-d1meth‘ax{,.'e;ﬁianwynowwnéthwL h

phenyl]l-amide

m.

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

AT benzenesulfonamide

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

ATT phenyll-amide

Isoquinoline-5-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyi}-
A78 amide

A79 3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl}-2-
hydroxy-benzenesulfonamade

A8 2-Methyl-3H-imidazole-4-sulfonic acid [4-(6,7- dimethoxy—qunnohn-4-yioxy)—
phenyl}-amide

AB1 Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-amide

AB2 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyi]-3-pyrimidin-2-yl-
benzenesulfonamide

Benzo[bjthiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-

A83 phenyl]-amide

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

AB4 phenyl]-amide

A85 1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-dimethoxy-
quinolin-4-yloxy)-phenyl]-amide

A86 |Biphenyl-3-sulfonic acid [4-(6,7-dimethoxy-guinolin-4-yloxy)- phenyl}—amde

AS7 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy}-phenyl}-4-(3,5-dimethyl-isoxazol-4-
ylmethoxy)-benzenesuifonamide

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

A8B benzenesulfonamide

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

A89 phenyl]-amide

N-{4-(6,7-Dimethoxy-quinclin-4-yloxy)-2-methyl-phenyl]-3-phenoxy-

AS0 benzenesulfonamide

Naphthalene-1-sulfonic acid {4-(6,7-dimethoxy-quinolin-4-yloxy}-2-methyl-

Ad1 phenyl]-amide

AQ2 Biphenyl-4-suifonic acid [4-(6, 7-d|rnethoxy-quunohn—4 yloxy}-2-methyl-
phenyl]-amide

A93 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-3-pyrimidin-2-yl-
benzenesulfonamide
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[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2- met hyl phenyl ] - am de A90

N-[ 4- (6, 7- Di net hoxy- qui nol i n-4-yloxy) - 2-nmet hyl - pheny1l] - 3- phenoxybenze
nesul f onaniwe 26@h2Mapht hal ene- 1-surfoni c acid PCT/EP2009/002798

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2- met hyl phenyl ] - am de A92

Bi phenyl 4-sul fonic acid -22 -

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2- net hyl phenyl | -am de A93

N44- (6, 7- Di et holgemgsibiidphefie t-aonicaciB (48, 7 riieiHdxy umydlind -gioxy £ 2y
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1- Met hyl- 2- op is

[4- (6, 7- di mekAgEK L f: l mg % o '”FFH’ x) WEREHR ﬁqyd]e}tnﬂuoromethy{-
|\|_[4_(6, 7- Di n_‘efh Ze,neﬁ nna } \ll nvu\ 3-—fluoro-phepvtl -2t ri-f] vorom

et hyl benzene

SAY

Biahanyk3mufonisgeld [4-(6,7-dimethoxy-qlinolin-4-yloxy)-3-flucro-phenyl}-
amide

A98

N-{4-(6,7-Dimethoxy-guinolin-4-yloxy)-3-fluoro-phenyl}-3-phenoxy-
benzenesulfonamide

A99

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

A100 Naphthalene-1-suifonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-flucro-

phenyl]-amide

A101

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

A102 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-3-pyrimidin-2-yl-

benzenesulfonamide

A103 N-[4-(6,7-Dimethoxy-quinofin-4-yloxy)-phenyl]-2-trifluoromethyl-

benzenesulfonamide

A104 Naphthalene-1-sulfonic acid {4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-

amide

A105 3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-4-

hydroxy-benzenesuifonamide

A106 3,5-Dichloro-N-[4-(6, 7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyi]-2-

methoxy-benzenesulfonamide

A107 Biphenyl-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-flucro-phenyl]-

amide

A108 Benzo]bjthiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-

fluoro-phenyl]l-amide

A109 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-4-fluoro-3-methoxy-

henzenesulfonamide

A110 4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2-flucro-

benzenesulfonamide

A111

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

A112 N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-2-trifluoromethoxy-

benzenesulfonamide

A113 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-2-trifluoromethyl-

benzenesulfonamide

A1 4 N-[4-{6,7-Dimethoxy-quinolin-4-yloxy)- phenyl]-2-tnﬂuoromethoxy—

benzenesulfonamide

A115 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-3-phenoxy-

benzenesulfonamide

A116 N-[4-(6,7-Dimethoxy-quinclin-4-yioxy)-phenyi]-4-fluoro-3-methoxy-

benzenesulfonamide

A1 17|4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-
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A126

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro~phenyi]-2-trifluoromethoxy-
benzenesulfonamide

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)- S-methylmphenyi]~2-tnﬂuoromethyl-
benzenesulfonamide

A129

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

A130

4-Methoxy-naphthalene- 1-su1fon|c acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-
methyl-phenyl]-amide

A131

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3- methyl-pheny%]—2 5-difluoro-
benzenesulionamide

A132

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

A133

4-Methoxy-naphthalene-1-sulfonic acid [4-(8,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

A134

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

A135

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

A136

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

A137

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

A138

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

A139

N-[4-(6,7-Dimethoxy-quinclin-4-yloxy)-3-methoxy-phenyi]-2,5-difluoro-
benzenesulfonamide

A140

Naphthalene-1-suffonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-~
phenyl]-amide
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nami de Al befzgaf G Vethyr2nexes2, 3-dihydro-1H-indole-5-sulfonic acid [4~(6,7-dimethoxy-

quinolin-4-yloxy}-3-methoxy-phenyl]-amide

A146 4-Bromo-N-f4-(6,7-dimethoxy-quinolin-4-yioxy)-3-fluoro-phenyl}-2-

trifluoromethoxy-benzenesulfonamide

A147 4-Bromo-N-[4-{6,7-dimethoxy-quinolin-4-yioxy)-2-fiuoro-phenyi]-2-

trifluoromethoxy-benzenesulfonamide

A148 4-Bromo-N-{4-{6,7-dimethoxy-quinolin-4-yioxy)-3-methoxy-phenyl]-2~

trifluoromethoxy-benzenesulfonamide

A149 4-Bromo-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]- 2-tnﬂuor0methoxy-

benzenesulfonamide

A150 4-Methoxy-naphthalene-1-sulfonic acid [4-(6, 7-d|methoxy-qumolln-4-yloxy)-2-

methyl-phenyll-amide

A151 N-[4-{6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-2,5-difluoro-

benzenesulfonamide

A152 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-phenyf]-2-fluoro-

benzenesulfonamide

A154 N-[4-(6,7-Dimethoxy-quinclin-4-yloxy)-2-methyl-phenyl}-4-fluoro-3-methoxy-
benzenesulfonamide

A155 3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]l-4-hydroxy-

benzenesulfonamide

A156 3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-

hydroxy-benzenesulfonamide

B1 Thiophene-2-sulfonic acid [2-fluoro-4-(6-flucro-2-methyl-quinolin-4-yloxy)-

phenyll-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)-

- |phenyl]-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

R7 5-Methyl-thiophene-2-sulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-

yloxy)-phenyl]-amide

B8 |N-[2-Fiuoro-4-(6-fluoro-2-methyl-guinolin-4-yloxy)-phenyl]-3-triflucromethyl-
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4-Bromo-N-[4-(6-fluoro-Z-methyl-quiriolin-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)-phenylsulfamoyi}-thiophene-2-
carboxylic acid methyl ester

B18

5-Chloro-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyll-amide

B19

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

B22

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

C1

3,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyi-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

Cc2

Biphenyl-3-sulfonic acid [2-fluoro-4-(2-methyl- 8-tnﬁuoromethy!-qumo[|n-4-
yloxy)-phenyl]-amide

C3

N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy}-phenyl]-3-
phenoxy-benzenesuifonamide

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-methyi-B-trifluoromethyl-quinolin-4-yioxy)-
phenyl}-benzenesulfonamide

Cé

2,6-Dichloro-N-[2-fluoro-4-(2-methyl- 8-tnﬂu0r0methyl-qu:nol:n-4-yloxy)—
phenyll-benzenesulfonamide

c7

N-[2-Fluoro-4-(2-methyi-8-trifluoromethyi-quinolin-4-yloxy)-phenyl}-2-
trifluoromethyl-benzenesulfonamide

Cc8

4-Methoxy-naphthalene-1-sulfonic acid [3-fluoro-4-(2-methyl-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl}-amide
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C14

4-(3,5-Dimethyl-isoxazol-4-ylmethoxy)-N-[3-fluoro-4-(2-methyl-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl}-benzenesulfonamide

C1i5

Biphenyl-4-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-
yloxy)-phenyl-amide

C16

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

C17

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

c18

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

C19

1-Methyl-2-o0x0-2,3-dihydro-1H-indole-5-sulfonic acid [2-fluoro-4-(2-
methyl-8-triflucromethyl-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)-
quinolin4-yloxy]-phenyl}-amide

D5

N-{3-Fiuoro-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-irifluoromethoxy-benzenesuifonamide

D7

Biphenyl-3-sulfonic acid {4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin4-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

Do

2,5-Difluoro-N-{4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinglin-4-

yloxyl-2-methyl-phenyl}-benzenesulfonamide
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D16

(3-{4-{2- -Fluoro-4-(2-trifluoromethoxy-benzenesulfonylamino)-phenoxy]-6-
methoxy-quinolin-7-yloxy}-propyl}-carbamic acid tert-butyl ester

D17

N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy}-quinolin-4-
yioxy}-phenyl)-2-triflucromethyl-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-Diflucro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-y1)-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D20

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

D21

Naphthalene-1-sulfonic acid (3-ﬂuoro-4-{6-methoxy-?_-[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]-guinolin-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-Chioro-2-fluoro-N-(3-flucro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yI)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D25

Butane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-{3~(3-methyl-piperidin-1-yl)-
propoxyl-quinclin-4-yloxy}-phenyl)-amide

D26

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

D27

2-Cyano-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxyl-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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D34 |2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1 ;yl)~
propoxy}-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D35 |N-(3-Fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl}-propoxy}-quinolin-4-
yloxy}phenyl)-2-trifluoromethyl-benzenesuifonamide

D36 |2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

D37 | Biphenyl-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-
yl)-propoxyl-quinolin-4-yloxy}-phenyl)-amide

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]-
phenyf}-2-trifluoromethyl-benzenesulfonamide

D40 [N-{3-Fluoro-4-[6-methoxy-7~(3-morpholin-4-yl-propoxy)-quinolin-4-yloxy]-
phenyl}-2-frifluoromethoxy-benzenesulfonamide

D41 |2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-{3-morpholin-4-yl-propoxy)-
quinolin-4-yloxyl-phenyl}-benzenesulfonamide

D42 |Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinofin-4-yloxy}-phenyi}-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-yi-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-Dichioro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinofin-4-yloxy]-phenyl}-benzenesulfonamide

D48 {Naphthalene-1-sulfonic acid {3-fluoro-4-[6-methoxy-7-(3- morpholm-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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thereof, e.g. parenterally, top ect ¥ nasaily, buca y, vaginally,
transdermally, by inhalation, by injection or infusion, by spray or via
implanted reservoirs. Preferably, the compounds are administered orally or
10 by injection or infusion, e.g. infravenously. For medical purposes, the
compounds are preferably formulated as a pharmaceutical composition,
which comprises at least one compound as described above, and
pharmaceutically acceptable carriers, diluents andfor adjuvants. The
pharmaceutical composition may e.g. be a solid dosage form, e.g. a tablet, a
15 capsule etc., or a liquid dosage form, e.g. an injectable or infundibie 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
20 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

s 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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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, 1o synthesize a 4-
(nitrophenoxy)quinoline derivative or a corresponding quinazoline derivative

1w and then reacting the 4-(nitrophenoxy)quinoline derivative in a suitable
solvent, for example, N,N-dimethyi 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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3-Fl uoro- N-p-fluoro-4-(2-nethyl-8-trifluoronethyl-quinolin-4-yl oxy)-
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A 4-(sulfamoylphenoxy)quinoline derivative may be produced by reacting a
15 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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Examples
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1) Analytical Methods (HPLC, NMR, TLC and melting point)

Analytical HPLC/MS was performed on an Waters HPLCIMS system using
reverse phase Waters XTerra MS C18 (5cm x 4.6mm; 5um), gradient 0-95% -

15 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), Sclvent A: Water/ 0.05% HCOOH, Solvent B:
AcCN/ 0.05% HCOOH over 7.00 min, flow = 2.0 mi/min. Separation module
was Waters Alliance 2795.

20 UV spectra were recorded using a Waters 896 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
Lfh, Cone Gas: 100 L/h, Capillary: 3000 V, Cone: 25 V, Extractor: 3 V,

Rf Lens: 0.2 V, Scan: 120 to 1000 m/z in 1 sec., Inter-scan delay: 0.1 s).
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The following Examples illustrate the preparation of specific compounds of

the invention, and the AXL Kinase inhibitory properties thereof:

15

General procedure for sulfonamide compounds (type A-C):

0.31 mmol appropriately substituted sulfonylchloride and 0.3 mmol 4-(4-
amino-phenoxy)quinoine derivative was dissolved 3 ml abs. pyridine and
20 stired 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 chioride soluticn,
25 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):

30 0.31 mmol appropriately substituted sulfonylchioride and 0.3 mmol 4-(4-
amino-phenoxy)quinoine derivative was dissolved 3 mi 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
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D36

2,5-Difluoro-N-(3-fluoro-4-{6-nethoxy-713-(3-nethyl -piperidin-1-yl)-

pr opoxy] - qui nol i n-4-yl oxy}-phenyl) - benzenesul f onam de D37

Bi phenyl - 3-wyyghi@nbf1aci d o PCT/EP2009/002798

(3-fluoro-4-{6-nmnmet hoxy-743- ( 3- et hyl - pi peri di n- 1-

y1) - propoxyl - qui nol i n- 4-yl oxy} - phenyl ) = ggi-de D38

4- Fl uoro- N- (3-f | uor o- 4-{6- met hoxy- 713- ( 3- met hyl - pi peri di n- 1-y1) - propo

xy] - qui nol I%ﬁ éeo}g@/} pheny1l) - 3- met hoxy- benzenesul f onam de 039

N- ( 3- Fl uor o- %m t hoxy- 7- (3- nor phol i n-4-yl - propoxy) - qui nol i n- 4-yl oxy

| pheny1} - 2- t BiGyanorié{ 6y Hditnethaxyeguinslimdryiaxy)-24ioro-phenyl]-

N-{ 3- Fl uoro-4 (3-nmor phol i n-4-yl - propoxy) - qui nol i n- 4-yl oxy
SipRhiibte

]- phenyll-2 oxy-benzenesul f onam de 041

2,5-Di fluoro-N-{3-fluoro-446- net hoxy 7F(3 nor p i n-4-yl - propoxy) -
qU|noI|n 4-yl oxyl - pheny1} - benzenesulfonanlge}ﬁgitblghenyl 3-sulfonic
acid 2s<
{3-fluoro-416- met hoxy- 7- ( 3- nor phol i n- p?op&xy) unnolln 4-yl oxy] - p
henyi yam de 043

4- Chl oro- 2-fl uoro- N-{3-f | uoL&446< hoxy- 7- ( 3- nor phol i n- 4-yl - pr opoxy

)- qui nolin-4-yl oxyl - phenyl -b nesul f onam de D44
4-FIuoro-N—{3-quoro - [ 6- metdioxy= InN( 3- nor phol i n- - 4-yl - propoxy) - qui no
lin-4- vyl oxyé-“%h 1} - 3- et hox - benzenesul f onam de 045

2- Fl uor o- N-( QAMWn@?Q}é - 7- (3- nor phol i n- 4-yl - propoxy) - qui nol i

n-4- vyl oxyl e
N-{ 3- Fl u)ogro g?@nﬁe%nag?% @wnggglfn'qh| n- FQ4§ 71 min.

|
L5 ik AR08 et EOAREAR 06 1, T BaY a8 A8 e
2, 6-Di chl 1 h
qui nol iCn-?lr;) oxy(ﬁﬁen 1 ra%éﬁzgﬁgzj o%aﬁ‘lH‘ ég’ B4), 726 i RHIPPOY) (0,
1H), 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)
Melting point: 223-224 °C.

Yield: 45 %

10
Example A2
N-{4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-3-fluoro-
benzenesulfonamide

CasH1sF:N.0sS Mw. 472.47
15 LCIMS 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: 48 %



Napht hal ene- 1-sul fonic acid

(3-fluoro-416- met hoxy- 7- ( 3- nor phol i n- 4-yl propoxy) - qui nol i n-4-yl oxyyph
enyi yam de 049

2- Br ono- N- {@ofbssano#46- met hoxy- 7- ( 3- mor phol i n- 4-yl - pr opspaypp2aediod g N
-4- yl oxykphenyl} - benzenesul f onam de WD 2009/ 127417PCT/ EP2009/ 002798
- 29 - Preparation of starting materialggFhe conpounds of the present
invention are suitable for use in nedicine, particularly in human
medi ci ne, buEthﬁﬂaA@ veterinary nedicine. The 5 compounds of the
present inventron may be adm nistered in a pharmaceutically effective
amount by anii-[4u(6; 2Bimethouy-guinplisdbylexys2fluoraeplenyiked.ddiifluaroy

parenterally | ctally, nasally, bucally, vaginally,
transder nal | 9?3%93{8%?1]#%%(%T{°§n, by injection or infusion, by spray or

via inplanted reservoirs. Preferably, tgp conmpouya
g

&re adm ni stered

orally or io by injection or infusion, €. g. int gnously. For
medi cal purposes, the conpounds are pretecabh sTerMikated as a
pharmaceuti cal conposition, which conp ds0at P east one conpound as

descri bed above, and pharnaceuti cal | g~ateeptable carriers, diluents
and/ or adjuvants. The pharnmacgutical lconposition may e.g. be a solid
dosage form e.g. a tablet, “a MpcapsSure etc., or a liquid dosage
form e.g. an injectable or < nfundihl e solution. The dosage of the
conpounds nmay be determ ned H@ a ski N ed practitioner according to

the type a”dciﬁ%qfawzéaS’fVI&%ﬂéor der to be treated. In general, the
compound. na

dosage of the vary from0.0001 to 1000 or even nore

20ny/ day.s TheéCAdBmuitySoto, e 48P dMeH] RL. 283 Midn nay be adni ni stered
as a nonot heg A ARUr Clarme h
2 OO ARG 088, GNP g e

chenot her apeuti ¢ ag oun

accor di ng t o3the7 ghdsdit), 7idelst i1oh), 729 (he Aodddeld, 1H0r 6.57Hdpil), 3.94
according to hgSinS, .1 es as depicted in schemes 1 to 3. Starting
conpounds ne8§§§§r§%¢89’?ﬁi synt hesi s of the conpounds according to
the present Muling point: 218-21@f@&rcially avail able or alternatively
30can be easghé Qﬂg%yced by conventional nethods. In the schenes, Rl
to RL are as 5 in formula (1). The 4-chl oroquinoline
derivatives can be synthesized fromsubstituted WO
2009/127417ng1E§%8821002798 - 30 - anilines by nethods described in
Org. Synt’h. &FFM ¥ 3, 272 (1955) or from substituted acetophenones

by met hods dasfgphead-2-sulfdnid 15350 ( St{&; Maiirhpthoxy-quinolin-4-yloxy)-2-fluoro-
phenyl}-amide

A0 SN
~o N”

C21H17FN20sS; Mw. 460.51

15 LC/MS purity: 96 %, m/z 458 [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.



R3N R5 R4 5 A 4-(am nophenoxy) qui nol i ne derivative may be produced by
reacting a nitrophenol derivative with the 4-chl oroquinoline
derivative in a suitable solvent, for exanple, chlorobenzene, to
synthe5|ze‘ﬂoémmﬁ@ugfophenoxy)qU|nollne derivative or a gaifRsRAKILHNI
qui nazoline derivative io and then reacting the
4- (ni trophenoxy) qui nol i ne derivative inga-suitable solvent, for
exanple, N Ndinethyl formam de, in the presence of a catalyst, for
exanpl e, paly;g QquwhydrOX|de carbon or palladi um carbon, under a
hydr ogen atnnsp ere. The nitro group can al so be reduced with zinc,
iron or the like (Schenme 2). WD 2009/127417PCT/ EP2009/ 002798 -31 -
AIternativelgﬁﬂéﬁgﬁgg(aninophenoxy)quinoIine derivative can be
produced by an am nophenol derivative with the
4- chl or oqui n®5HDiehides- Nt (62 dimethosy-uimblin-dsydxygr2-fluéror pheceiii-e,
di met hyl sul foxide, in the rese ce of a base, 5 for exanple, sodium
hydri de. 5 Al t RYHXY-HeNZenesHEOAMIS o phenoxy) qui nazol i ne deri vati ve
can al so be produced by dlssoIV|ng an am nophena}l derivative in an
aqueous sodi um hydr oxi de sol ution and subjectinglthe solution to a
t wo- phase reaction with a solution of the 4-chl qui nazol i ne

i i i i xghple, ethyl methyl
foeT ~ 08 alyst, for exanpl e,

ketone, in the presence of 10a phase t
tetra- n- but yl ammoni um chl ori de, i
(Scheme 2). R4 A 4- (¥l noyl phenoxy) qui nol i ne derivative may
be produced by reacting a 15?1- ophenoxy) qui nol i ne derivative with
sul fonyl chloride derivative_in syit'abl e sol vent, for exanple,
pyridi nes(Schene 3). The reacti on mi§/ be carried out in room
tenperature. g p% %d g(% m@n5j§e3qll luted with hydrochloric WO

2009/ 127417PCﬁ3/ P20097 602798 - - acid, when the product

preci pi t at ed-CHAB perrifys P81 %. @%5%E[Mdﬂl %fc?‘ecﬂ PNN-filtrati on and the
obtai ned sol i gﬂ@@hnﬁzarbmdia@sws&e@ '1P§)97?6 1(80%?01149@31 208, .44

sol uti on and extra ed e nic |laye

be washed e. g W)t h-4ddai ﬂJH%G’hB@r(Fdé"éoT aﬁl(ﬁﬁ '”d} |7e@l4é‘i’rd1|'ﬂh§ @oh;é‘rﬂ)
can be egapog%ﬁt g% %.p%ul §gbgd2|q)an be treated with diisopropyl

ether. The pro Wi th' col um chromat ography (if
necessary). Melting point: 232—234°C

10 Yield: 35 %

| f

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

I g
N

3
™o NT
15 CaaHzoFaN0sS Mw. 486.50

LC/MS purity: 95 %, m/z 485 [M-HI Rt. 2.93 min.

'H NMR (300 MHz, DMSO0-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)

benzenesulfonamide

0



Schene 3. RO RO Ck ,R11 0 NORL OR8 R7 R6 R3N R5 R4 Exanpl es
10 1) Analytical Methods (HPLC, NVR, TLC and nelting point)

Anal ytical HPLC/ M5 was perforned on an Waters HPLC/ M5 system usi ng
reverse phase 2ypierss7 XTerra M5 C18 (5cm x 4. 6mm 5un), oF@dkeed9/002799%
15 B (0.00 min 5 cto B, 0.50 mMmn 5 %B, 550 mn 95 %B, 6.00 mn 95
%8, 6.50 mMmn 5 %B, 7.00 mMmn 5 13/0 B 338-Solvent A: Water/ 0.05%
HCOOH, Sol vent B: AcCN 0. 05% HCOOH over 7.00 min, flow = 2.0 m/mn.

Separati on npuing -\esp Al i ance 2795. 20UV spectra were
recorded using a"Vters 996 DAD UV detector. Mass spectra were

obt ai ned usi ¥iglddes SOD M5 detector (lonization: ES/ES, Source

bl ock tenp: 120 C, Desolvation tenp: 350 C, Desolvation Gas: 400 Uh,
Cone Gas: 100 Uh, Capillary: 3000 V, Cone: 25 V, Extractor: 3V, Kf
Lens: 0.2 V,Esaapte APO to 1000 mlz in 1 sec., Inter-scan delay: 0.1

s). VO %00gﬁlg{%z[ﬁ(é%{n%@g%%aQn%ﬁR—%—yloxy)-z-ﬂporo-phenylsulfamoyl]-4-methyl-

thiophen-2-yl}-acetamide
F 0
[ 1]
N. J
Jetana
s

/DJQ/T]
J
~o N

C24H2F N3OS Mw. 531.59
LC/MS purity: 98 %, m/z 533 [M+H]* Rt. 2.53 min.
H NMR (300 MHz, DMSO-d6): 12.52 (s, 1H), 10.33 (s, 1H), 8.50 (d, 1H),
10 7.36 (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)
10 Melting point: 133-135°C.
Yield: 48 %

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

O

A/

~o

CasHaoFN;0sS Mw. 505.53

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

"H NMR (300 MHz, DMSO-d6): 8.75 (s, 1H), 8.11 (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),
2 6.48 (s, 1H), 3.92 (s, 3H), 3.86 (s, 3H)

15



- 33 - 1FI NWR spectra were recorded on a Bruker Avanve 300 MHz AV
spectronmeter in deuterated solvents (1DVMBO-d6). Chemi cal shifts 0O are
in parts per mllion (ppm. 5Thin-layer chromatography (TLC) anal ysis
was per f or rgd 2wdolibr4fy esel gel 60 F254 (Merck) pl ates and poaStahdoaesios
using W light. Melting point neasurenment was Bilchi nelting Point
B-54 instrunent. 2) Manufacture of conpggnds The fol |l ow ng Exanpl es
illustrate the preparation of specific conpounds of the invention,
and the AXL Ki i-nhisREL roperties thereof: General procedure
for sul fonammcf{m%%ﬂpulr?gg 73%}; A-C): 0.31 mml appropriately
substituted ¥Yigld:d36Vchl ori.de and 0.3 mol 4-(4-

am no- phenoxy) qui noi ne derivative was dissolved 3 m abs. pyridine
and 20 stirred at roomtenperature while the starting am ne

di sappears (Examphysp. The reaction mi xture was poured on ice cold 1M

hydr ochl ori c id,_ stirred for our th rechpid at [ S
were filtser ea?[gdg:T@H‘%ethi%'ﬂHmﬁeg‘rﬁana%ﬁk‘?@r&v@ys@ﬁ"%&ﬁ 6@@0?5%@%%
sodi um acet at8rbvRylit 4618 nestiylesstéracted with ethyl acetate. The organic
| ayer was washed with sodium chloride solution, 25 dried and the

sol vent was evaporated. The resulted solfjd was ted with

di i sopropyl ether. The product was purifa :P,g | um

chromat ography (if it was necessary). r Poocedure for

sul f onam de conpounds (type D): 300.g | apps “at el y substituted
sul fonyl chloride and 0.3 nml ,4-(4- am no- phenoxy) qui noi ne derivative
was di ssolved 3 ml abs. pyri-dihg yd Stirred at roomtenperature
whil e the starting am ne di sappe é 3 days). The reaction mxture
was poured into 50 m of watée¥, cted with 30 M of WO

exfr
2009/ 127417PCT/ ER )/ 9 4 - chloroform and separated the two
| ayers. The oggﬁl—g’ﬁi CR% ég@&\hfggsgrﬁi ed over anhydrous sodium sulfate,
evapor at ed ah@C/MSepuritgi W%, waz SIGHIMHHIIRLZ.BA®IpI at e (el uent

i1 sopr opy! | SHDNR (R BipcDHSO 185 SH0is RS 8GH BETHASE7 @, S YSY,
10 {m, 4H), 7.26 (d, 1H), 7.05 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.89 (s, 3H),
3.88 (s, 3H).
10 Melting point: 189-190°C.
Yield: 45 %

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

I . /©
NG
O

15

CasH1sFNOsS Mw. 454 .48

LC/MS purity: 98 %, m/z 453 [M-HF 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)



3- Cyano- N14- ( 6, 7- di met hoxy- gui nol i n-4-yl oxy) - 2-f| uor o- phenyl i enzenesu
| f onam de C241118FN305S Mwv. 479.49 5LC/ MS purity: 92 % mz 480 [ V\EF]
Rt. 2.71 min. 11-1 NVR (300 MHz, DMSO d6): 10.46 (s, 1H), 8.51 (d,

1H), 8.15 (wp 281278704 (d, 2H), 7.82 (t, 1H), 7.41 (s, BdiEp2600h0278,
1H), 7.28 (m 2H), 7.07 (d, 1H), 6.56 (d, 1H), 3.94 (s, 3H), 3.90 (s,
3H) Melting point: 223-224 C. Yield: 4546410 Exanple A2

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- phenyl j - 3-f| uor obenzene
sul fonam de @R8fing pSIMBNAASTRMEC. 472. 47 15LC MS purity: 97% mz 471
EMHL RR. 2.8Q0 min. 'HNW (300 MHz, DVSO-d6): 10.37 (s, 1H), 8.51

(d, 1H), 7.76081dp89 % 8H), 7.07 (d, 1H), 6.56 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H) Melting point: 233-235C. Yield: 49 % WO

2009/ 127417PCT/ EP2009/ 002798 -36 - Exanple A3

N44- (6, 7- Di méEaswpje &ditnol i n- 4-yl oxy) - 2- f | uor o- pheny1] - 3, 4- di f | uor oben

R e e e
8.50 (d, 1H) befiz&tesulfoagmidssH), 7.41 (s, 1H), 7.40 (s, 1H), 7.29 (m

2H), 7.07 (d, 1H), 6.57 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H Mlting
point: 217-219C. Yield: 38 % i oExanple A

CasH17BriFoN0OsS Mw. 551.37
LC/MS purity: 87 %, m/z 551 [M+H]'Rt. 3.06 min.
H NMR (300 MHz, DMSO-dB): 10.46 (s, 1H), 8.51 {(d, 1H), 7.99 (t, 1H), 7.67
10 (dd, 1H), 7.50 (dd, 1H), 7.41 (s, 1H), 7.40 (s, 1H), 7.30 (m, 2H), 7.07 (d, 1H),
6.58 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H).
18 Melting point: 209-211 °C.
Yield: 62 %

Example A12
3-Chloro-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluocro-phenyl]-4-fluoro-
15 benzenesulfonamide '

e

~o

CxH7CIF:N.0:S Mw. 506.92

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

TH 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/

15



Thi ophene- 2- sul f oni caci d4- (6, 7- di met hoxy- qui nol i n-4 yl oxy)-2-tl uoro-
phenyl Fam de C211117FN205S2 Mw. 460.51 15LC/ MS purity: 96 % mz 459
EMH R. 2.66 mn. 111 NWR (300 MHz, DVsO-d6): 10.35 (s, 1H), 8.52

(d, 1H), 7.962002mkh, 7.52 (d, 1H), 7.43 (s, 1H), 7. 41P(c?rmplb®9;002779§32
(m 1H), 7.17 (t, 1H). 7.09 (d, 1H), 6.67 (d, 1H), 3.94 (s, 3H),

(s, 3H Melting point: 214-216 C. \D 2@09/ 127417PCT/ EP2009/002798 -
37 - Yield: 37 % Exanple A5

3,5-Dichl oro1p51439@]£g 33.1)n3 ygg%znol i n-4-yl oxy)-2-fl uoro-phenyl] - 2-
5hydr oxy- benzenesul f onam d 3H17C12FN206S Mw. 539. 37 LC/ M5

purity: 96% Meftingspping: p?/D&@ﬂ 3.01 nin. 1H NVR (300 Mz,

DVSO- d6) : k}%(jcbéc%l 1) 7 76.(d, 1H), 7.48 (d, 1H), 7.44 (s, 1H),
7.41 (s, 1H) J/ (m 7.25 (dd, 1H), 7.04 (d, 1H), 6.57 (d,
1H), 103.95 (s, 3H), 3. 91 (s 3H), 3.6 (bs, 2H) Melting point:

232- 234C 10 % Exanpl e A6
N44- (6, 7- °Di %%(%lng %i?nolln 4-yl oxy)-2-fluoro-Pherw ]-3-fluoro-4-neth

yl - benzenesémmomere[é (6, 71 SiEARDROGANINDS-idxy )-E2buds6-phehil 2efluardy . 95

0, ! 1
% mz 485 [%llw_genegtulfor%an% em n.
oo
@f”‘
=S
o}

C23H47CIF2N-0sS Mw. 506.92
LC/MS purity: 95 %, m/z 505 [M-H] Rt. 2.97 min.

10 '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, 5H), 7.07 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.90
(s. 3H)
Melting point: 218-218°C.
Yield: 53 %

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

0O

~o

C23H17F3N2058 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),

A/



NVR (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 WD 2009/ 127417PCT/ EP2009/ 002798 - 38 - Melting point:
211-212C. Yiweladio/2f1) Exanpl e A7 PCT/EP2009/002798
5N-{514- (6, 7- D net hoxy- qui nol i n- 4-yl oxy) - 2- f | uor o- Phenyl sul f anoy1] - 4-
met hyl - t hi ophen-2-yl|-acetam de C24H22BR305S2Mv. 531. 59 LC/ MS

purity: 98 % miz 533 [MrH' Rt. 2.53 min. 1H NI\/R(300I\/Hz
DVBO- d6) : 12: 1
v 7_11 (d75ﬁ1 $ 1|-¥) i)4(0é01$+?; B2 &ﬂ,)mﬁﬁ@g(di 19%)"%68 ctlgqm) g 340(5

(s, 3H), 2.18H)s3 9@}@ &*cb)vem ng p0| nt 133 135c Yi el d: 48 % Exanpl e
A8

Qui nol i ne- 8- su?l?%%i)%lgé 23?42% C7 di met hoxy- qui nol i n-4-yl oxy) - 2-f| uor o-
15phenyl | - anild:14H%C261120FN305S Mv. 505. 53 LC/ MS purity: 97 % nmz
506 [MtHr Rt. 2.81 mn. 114 NMR (300 MHz, DMBO-d6): 9.75 (s, 1H),
9.11 (d, 1H), 8.58 (d, 1H), 8.48 (d, 1H), 8.30 (m 2H), 7.74 (m
214), 7.319 (Exadigle A1503 (d, 1H), 6.96 (d, 114), 206 48 (s, 111)

3-92 (s 3M) 5 Smidrdetnan-N-46 ARG binbEaAAORN LRISR - phetdi

benzenesulfonamide

Ca24H1aF3aN206S Mw. 520,49
LC/MS purity: 98 %, m/z 519 [M-H] Ri. 2.93 min.

10 ‘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
15 2-Phenyl-ethenesulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-
phenyl]-amide

CstmFNzOsS Mw. 480.52
LC/MS purity: 88 %, m/z 479 [M-HJ Rt. 2.81 min.
'H NMR (300 MHz, DMSO-d6): 9.94 (s, 1H), 8.48 (d, 1H), 7.71 (m, 2H),



Melting point: 255-257 C. Yield: 36 A) Exanple A9
5314- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- phenyl sul fanoyl i -t hi op
hene- 2- carboxylic acid nethyl ester CZ31-119FN20782 Mv. 518.54 LC M5

purity: 96 We 26031274219 [MrH Rt. 2.84 min. "H NVR (3018009002798
DMSO-d6): 9.80 (s, 1H), 8.51 (d, 1H), 7.97 (d, 1H), 7.39 10(m 4H),
7.26 (d, 1H), 7.05 (d, 1H), 6.55 (d, 1H43-3.94 (s, 3H), 3.89 (s, 3H),
3.88 (s, 3H. 10Melting poi nt: 189-190C. Yield: 45 % Exanpl e A10

N44- (6, 7- Di I (514 | f onam
e 15’ CoarrLoRiore AR08 1 YRR (o M0 0s RTEaLY, BT RO, TR
2.70 min. | HVRg(Rbot: RE#E-226080- d6) : 10 22 (s, 1H), 8.50 (d, 1H),
7.75-7.56 (M &Hoe o 41(s 1H), 7.40 (s, 1H) . 7.32 (t, 1H), 7.23
(dd, 1H), 7 b . 6.53 (d, 1H), 3.94 (s. 3H), 3.90 (s, 311) WO
2009/ 127417PCT/ EP2009/ 002798 - 40 - Melting point: 234-235C. Yield:

59 % Exanpl e_Al |

54- Br omoN- [ BXRBPRAT fret hoxy- gui nol i n- 4-yl oxy) - 2-f I uor o- phenyl ] - 3-f ku

or o- benzenewkﬁmawﬁedﬁsm&ﬁéﬂﬁﬁzmqw “Mimethby-gidino@h-MSylpxy )i 2-fluord?
% mz 551 06 mn
phenyi]-amlde

'--..

/"'-.0

CarH21FN20sS Mw. 504.54
LC/MS purity: 98 %, m/z 503 [M-H} Rt. 3.01 min. .

10 'H NMR (300 MHz, DMSO-d6): 10.51 (s, 1H), 8.71 (d, 1H), 8.48 (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)
Meiting point: 243-245°C.
Yield: 41 %

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

cl
F —
N A S
L Y
0“0
al
0 xn
o
™o N

Cz1H1scleN20582 Mw, 528.40
LG/MS purity: 93 %, m/z 527 [M-H] Rt. 3.05 min.



1H NWVR (300 MHz, DMSO-d6): 10.46 (s, 1H), 8.51 (d, 1H), 7.99 (t, 1H),
7.67 (dd, 1H), 7.50 (dd, 1H), 7.41 (s, 1H), 7.40 (s, 1H), 7.30 (m
2H), 7.07 (d, 1H), 6.58 (d, 1H), 3.94 (s, 3H, 3.90 (s, 31-1).

10Mel ti ng pwontes1239r 211 C. Yield: 62 % Exanple Al 2 PCT/EP2009/002798
3- Chl oro- N14- (6, 7-di net hoxy- gui nol i n-4-yl oxy) - 2-fl uor o- phenyl ] -4-f1l uo
rol5benzenesul f onam de C23H17C1F2N2058-Em/.- 506.92 LC/MS purity: 95 %
mz 505 [M111- Rt. 3.00 min. "HNW (300 MHz, DMSO d6): 10.39 (s,

1 8.51 (d d 5 2 7 7
(;I) T ( wMRZQ)OBM—%SD&%%@sB ﬁﬁ 1'?9) 8524@(%) TH13-7726 m,
2009/ 127417P5m 09/ 002798 - 41 - 1H), 3 94 (s, 3H) 3.90 (s, 3H

Mel ting poin 3 d % anpl e Al3
4- Chl or o- N14E(5g2® 3%&%& f%gﬁ I’Sl %ﬁgxoxy) -2-fluoro-phenylJ-2-fluo

r obenzenesul Meltirgpaist: 2234_1251371] F2N205S Mwv. 506.92 LC/MS purity: 95
% mlz 505 [MI—%% 2.97 min. 101H NVR (300 MHz, DMSO d6): 10.63 (s,
1H), 8.52 (d tejs % 76 (dd, 1H), 7.70 (t, 1H), 7.48-7.25 (m 5H),
7.07 (d, s1H), 6.55 (d, 1H), 3.94 (s, 3H), 3.90 (s, 31-1) Melting

poi nt: 218-219C. Yield: 53 % Exanpl e Al4

15N44- (6, 7- R@(‘g- ui nol i n-4-yl oxy) -2-fl uoro-phenyl ]-2,6-difl uoro-
benzenesul f onaFoff-(M316 7ESNABS MUIndR144f0xy)-2-fluoro-phenyl]-3-methyl-

benzenesulfonamide

Ca4H20BrEN20OsS Mw. 547.40

10 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, TH), 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 %

15
Example A20
N-{4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2,3,4-trifluoro-

F
F
N
Ayse
F

benzenesulfonamide



LG/ M5 purity: 96 % mz 489 [MHL R. 2.73 nmin. 'H NMR (300 Mz,
DVSO-d6): 10.82 (s, 1H), 8.52 (d, 1H), 7.73 (m 1H), WO
2009/ 127417PCT/ EP20091002798 -42- 7.41 (s, 1H), 7.40 (s, 1H), 7.32

(m 41-1), WoQtoushasdH), 6.54 (d"1H), 3.94 (s, 3H), 3. 9GdaFer26ido2798
Melting point: 223-225C. Yield: 45 % 5Exanpl e Al5

3-Di fl uoronet hoxy- N-[ 4- (6, 7- di net hoxy- gagnol i n-4-yl oxy) - 2-f | uor o- phen
yl]- benzenesul fonam de C241-119F3N206S Mwn. 520.49 LC/ MS purity: 98

% mz 519 | R 8.44 D H NMR (300 MHz, DMBO d6): 10.36 (s,
1QH), §.5o (d&”ﬁllﬁf %Qéz'éiﬁ“m%glﬁ 7.49 ém( 2H), 7.41 (s, 1}4), 7.40 EZ
1H), 7.35- 7. RGMSpupty 95760m/Z 07 MpH] Rt. @B mnin.1H), 3. 94 (s, 3H),
3.90 (s, 3 i 0t : CoanViceldia 81 0

oo by SRR, DRASORIC10 V(S 1! SRS 967,27 (.

[ 4- (6, 7- di me6H{AOT (M) 6.57 yd,0bk) 3B4f (suBHY-3.9Biés)\BH)- am i de
C25H21FN205S, My. ~ 480. 5 urity: 98 A, mz 479 [MH Rt. 2.91
mn. NMR (30 ,P%@ggf‘%@w (s, 1H), 8.48 (d, 1H), 7.71 (m
2H),  WD52009{el@ BBI%PC T/ EP2009/ 002798

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

10

CaH1sFN205S2 Mw. 474.53
LC/MS purity: 97 %, m/z 475 [M+H]* Rt. 2.60 min.
H NMR (300 MHz, DMSO-dB): 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
15 (s, 3H)
Melting point: 218-220°C.
15 Yield: 68 %

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

0]
20 C21 H17FNZOGS Mw. 444 44



-43- 7.52-7.29 (m 9H), 7.09 (d, 1H), 6.55 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H) Melting point: 224-225C. Yield: 26 % 5Exanpl e Al7

Napht hal ene- 1-sul fonic acid

[ 4- (6, 7- di meohaseyzgui nol i n-4-yl oxy) - 2-fl uoro- phenyl ] - amaieEP2009/002798
C27H21 FN205S Mv. 504.54 LG/ M purity: 98 % nmlz 503 [MHL Rt. 3.01
mn. jolH NVMR (300 MHz, DVSO d6): 10.514fs, 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), 7.2BCMS pliiy: QE%ZnﬂﬂMS[M)H] Rt.2%4 thin.1H), 6.44 (d, 1H),

TsExampl o A 't NS, @0 bl FVORRR A0S, 6. D 5 . TH. 802 (8, 11,

[4- (6, 7-di rfevfa%sé H?Snphu gs%r qxat)(ra 2f, umséahﬂﬁgfl?le@? de), se%dd
NMVR (300 Mz Hé 3-7.%6 (m
5H) , 7 09 (d1Hm596151ﬂ)(89410a)3H333 0 %3"9H) 3.90 (s, 3H) Melting

poi nt: 223- 2%%&,?9(#&},@ 182 mcExampl e Al 9

4- Br onp- N14 oxy gui nol i n-4-yl oxy) - 2-f | uor o- phenyl ] - 3- met hy

| benzenesul f ¥iedgdri % %C24H20Br FN205S Mv.  547. 40 i oLC/ M5 purity: 95%

m z 545 [SI\/H—I] Rt. 3.10 mn.
Example A23
N-[4-(6,7-Dimethoxy-quinoclin-4-yloxy)-2-fluoro-phenyl}-3-trifluoromethyl-
benzenesulfonamide

CaeH1sFN20sS Mw, 522.48
10 LC/MS purity: 94 %, m/z 521 [M-HJ Rt. 3.03 min.
'H NMR (300 MHz, DMSO-d8): 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-phenyi]--
benzenesulfonamide



"H NVR (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, 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
Mel ting poiwb:200b8974201C. Yield: 56 % 15 Exanple A20 PCT/EP2009/002798
N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f |l uor o- phenyl ] -2, 3,4-trifluoro
benzenesul fonam de WO 2009/ 127417PCT~BR2009/ 002798 - 45 -
CZ31-116F4N2058 Mv. 508.45 LC/MS purity: 95 % mz 507 [M1-1]-Rt.
2.92 mn. 434563 d6) :  10. 78(s, 1H), 8.52 (d, 1H),
7.63-7.27 A%Emoi "IH), 6.57 (d , 3.94 (s, 3H), 3.90 (s,
3H) Melti ng b&lMS umxsgﬁg%onféwawwmé?b/@ e A21 -
5- Met hyl -t hi

[4- (6, 7-di ne?ﬁ(@ﬁ;ﬂ é??ﬁﬁfrﬁﬁspﬁ) % uor?) 845 & W)é%iaée(siam’ 7.70
Crl | 19FN20582M\1H)474645(§ uca)m%(rm.tryi-l) 783 (tnﬂti).lﬁ’BB[(M,l—fjHRtaJQ(diO‘!H),

7 43.7. 26 (rwéﬁ)q%?%%’k@bo (Jsgg?"?d(s lH)e gis(zd,(diml,H) 3.94

(s, 3H), 3.9Mdlting Pbint: 2BSEI57FEL.s, 3H) Mel ting point: 218-220C.
15Yiel d: 68 %@ e A22 Furan-2-sulfonic acid
[4- (6, 7- i met ;:gg)(ﬂ nol i n-4-yl oxy) - 2-fl uor o- phenyl ] - am de

Example A25
3-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide

10 CaHisCIFN,OsS Mw. 488.93
LCIMS purity: 96 %, m/z 487 [M-HJ Rt. 2.93 min.
"H NMR (300 MHz, DMSO-dB): 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



S

009/ 127417PCT/ EP2009/ 002798 -46 - LC/ M5 purity: 96 % mnlz 443

[ M Ht . 2.59 mn. 11-1 NWR (300 MHz, DMSO-d6): 10.53 (s, 1H), 8.52
(d, 1H, 8. 7.42 (s, 1H), 7.41 (s, 1H, 7. 30 8
(d. 1H) 588 %“3’”44?3 6.67 (dd, 1H), 6.59 (d, 1H), J“W’Eég%&“h@
3.90 (s, 3H) Mel ting point: 210-212C Yi Pl d: 59 %5 Exarrpl e A23

N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-fluor o- phenyl j-3-trifluoroneth
yl benzenesul onan}%&%§24H18F4N2058 Mv. 522.48 i oLC/MS purity: 94%
mz 521 [MH mn. 1H NWR (300 MHz, DVMBO-d6): 10.46 (s, 1H),

8.50 (d, 1H) N-@-@7- Dﬁi’ne -quiriin4-yloky) 2-fidorPplienylj3netyi33 (t, 1H),

7.22 (dd, 1 7. 08 6.53 (d, 1H,; 3.94 (s, 3H), 3.89 (s, 3H
Mel ting poin enzenpsy ‘?J@f’ Yi el d: 53 %Exarrpl e A24
3- Bronop- N14- (6, 7- di net hoxy- gui nol i n- 4-yl oxy or o- phenyl ] -

benzenesul f onam de WO 2009/ 127417PCT1 200910 8 - 47 -
CnHi sBr FN205S Mwv. 533. 38

/\0

-
~o N

5  CaH21FN20OsS Mw. 468.51
LC/MS purity: 98 %, m/z 467 [M-H] 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), 8.52 (d, 1H), 3.94 (s, 3H),
3.90 (s, 3H), 2.37 (s, 3H)

10 Melting point: 244-245°C.
Yield: 49 %

Example A27
N-[4-{6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-3-methoxy-
15 benzenesulfonamide

CasH21FN20:S Mw. 484.51

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

'H NMR (300 MHz, DMSO-d6): 10.22 (s, 1H), 8.50 (d, 1H), 7.50 (t, 1H), 7.41
2 (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 %



LCMS purity: 96% mz 533 [MtH Rt. 2.96 mn. "H NWR (300 MHz,
DVSO-d6): 11.9 (bs, lH) 845(d, 1H), 7.81 (s, 1H, 7.70 (d, 1H),

764(d 1 7.23 (t, 1H), 6.98 (dd, 1H),

56, 44?’823?&%”&? 93 (s, 311), 3.90 (s, 3H) Melting ch"r’%?“"’(’%"ms
255 257C. 5Yield: 37% Exanpl e A25
3- Chl or o- N44- (6, 7-di net hoxy- qui nol i n-4- y?oxy) 2-f 1 uoro- phenyl | benzene

sul f onam de 10C23H18CI FN205S Mwv. 488.93 LC/MS purity: 96 % niz
487 [MH R Example A28 | H NVR (300 MHz, DVBO-d6): 10.38 (s, 11-1),

8.49 (d, 1H) 5.dniBp fﬁ?apn{é%@z-s@}f&ﬁc( Sacu&H)[4 (&; ﬁ@in{éiho%ll%l)mol?nﬂ@ldﬁy% -2-

1H), 7.18 (d, 111), 7.00 (d, . 6.52 (d, 11-1
(s, 3H) |ve|tﬂngrq:1a1¢nyll 823@22510 Yield: 62 A) 15 - 48 - Exarrple A26
N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2- fd uoro- | ]1-3-nmet hyl benzene
sul fonam de 5C24H21FN205S Mwv. 468.51 L 98 % mz 467
[MFir R. 2.85 min. 1H NVR (300 Mz, @ (s, 1H), 8.50
(d, 1H), 7.56-7.40 (m 6H), 7.31 (t, 7 22c{dd 1H), 7.04 (dd,
1H), 6.52 (d, 1H), 3.94 (s, 3H), 3.9 .37 (s, 3H) 10Melting
poi nt: 244-245C. Yield: 49 %o

~o N/

5  C2H16CIFN2OsS: Mw. 494.85
LC/MS purity: 94 %, m/z 483 [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)
1 Melting point: 187-189°C.
Yield: 54 %

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

i ]
N
o)

15 fluoro-phenyl}-amide

CiH1sBriFN20:S, Mw. 539.40

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

'H NMR (300 MHz, DMSO-d6): 10.55 (s, 1H), 8.52 (d, 1H), 7.40 (m, 6H),
20 7.1 (d, 1H), 6.59 (d, 1H), 3.95 (s, 3H), 3.91 (s, 3H)

Melting point: 207-209 °C.

Yield: 55 %



Exanpl e A27
N14- (6, 7- Di et hoxy- qui nol i n-4-yl oxy) - 2-f1 uor o- phenyl ] - 3- met hoxy15benz

enesul fonar@g%ogﬁzzlﬂg FN206S Mwn. 484.51 LC/MS purity: 95 P?Tﬂfﬁﬁﬁb%%s‘%
S, , 8.50

[ M H| Rt 1H NVR (300 Miz, DVBO-d6): 10. 22
(d 19, 7.50 (1, 14, 7.4120(s, 1H, 340 (s, 14 7.357.2 (m
5H) 05 (dd, 1H). 6.53 (d, 1H). 3. %Q 3.90 (s, 3H), 3.80.

Mel t . 224-225 C. i eI d: 68 % R
2009/ 127417P€’F$'PBM@ 002798 -49 - Exanple 4A 28
5- Chl or o- t hi RpBEBEr-BiridthbRPigirfihA-yloxy)-2-lucro-phenyl}-3-phenoxy-
[4-(6, 7-di met lﬁ{gxy-qw nol i n- 4-yl ox )yzz(wf | uor o- ?)her?’ylllpam d)fay

5C211116C] meeﬁwfomﬂ% LG/ VS purity: 94 % niz 493 EME | Rt.

2.94 min. "HNW (300 MHz, DMBO d6): 10. 57 ( 52 (d 1H),
7.43-7.25 (m 7H), 7.1 (d. 1H), 6.60 {d. @@ 3.90 (s,
3H) ioMelting point 187-189C. Yield:

5- Br ono-t hi ophene- 2-sul fonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4- yI oxyJ)- 2- 15f1 uor o- phenyl Fam de

C211- 116Br FN205S2 Mv. 539. 48° rity: 95 % mz 537 EMH Rt.
2.83 mn. I H NVR (300 d6): 10.55 (s, 1H), 8.52 (d,
1H), 7.40 (m 6H), 207.1 (d, °1H), &.59 (d, 1H), 3.95 (s, 3H), 3.91

(s, 3H) NeltCosLIrN0:s MR 754688
L.C/MS purity: 97 %, m/z 545 [M-HJ 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)
10 Melting point: 179-180°C.
Yield: 75 %

Example A31
1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-

[| 1
N ~N
/OJCE%
o
o N

C2H2iFN:O5S Mw. 472.50

L.C/MS purity: 98 %, m/z 471 [M-HI' Rt. 2.45 min.

'H NMR (300 MHz, DMSO-d6): 9.94 (s, 1H), 8.51(d, 1H), 8.23 (s, 1H), 7.68
2 (s, 1H), 7.43 (s, 1H), 7.41 (s, 1H), 7.28 (m, 2H), 7.07 (dd, 1H), 6.58 (d, 1H),

4.17 (g, 2H), 3.95 (s, 3H), 3.91 (s, 3H), 1.34 (1, 3H)

Melting point: 211-213°C.

Yield: 49 %

15 fluoro-phenyl]-amide



Yield: 55% - 50 - Exanple A30

N14- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- phenyl ] - 3- phenoxybenzen

esul f onam de LOMS purity: 97 % mz 545 [MH Rt. 3.23 mn. 1H

NMR (300 MO 2?5%64&‘1%) 10.22 (bs, 1H), 8.49 (d, 1H), 7.76TKRM09py8

7.44 (m 5H), 7.27 (m 5H), 7.04 (m 3 q- 6.54 (d, 1H), 3.95 (s, 3H),

3.90 (s, 31- 1) ioMelting point: 179-180€  Yield: 75 % Exanpl e A31

1- Et hyl - 1H pyrazol] e-4-sul fonic acid

[ 4- (6, 7- di neEK8RPley®®4ol i n- 4- yl oxy)-2- 15fl uoro- phenylJanide CV 'O

C22H21PNAOSS 1 Mfein LBl RultohY: 88 6ILabtiohbutot 4-iordfo-
1F1" NVR (300 MHz, .94 (s, 1H), 8.51(4d, :

8 23 (s, 1H)ﬂucrr06819mt]~:amlsdﬂ) 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: 21 213C. Nd 49 % -51 -

Exanpl e A32 1- Methyl - 1Hi m dazol e- 4- sul £aniB. g

[ 4- (6, 7-di nmet hoxy- qui nol i n-4-yl oxy) - 2- oo’b-\‘m’u nyl ] -am de

5 CaH1sFN: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)

1w Melting point: 215-217°C. .
Yield: 35 %

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

F
A
Sy
0~ Yo
o)
~ O >
.
~o N

CaoH19FN2OsS Mw. 418.45

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

H NMR (300 MHz, DMSO-d6): 9.64 (bs, 1H), 8.51 (bs, 1H), 7.44 (m, 4H),
20 7.11 (bs, 1H), .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 %



0 5C211-119FN405S Mwn. 458.47 LG/ MS purity: 98 % nmz 459 [MtH Rt.
2.21 min. 1H NWR (300 MHz, DVsO-d6): 9.97 (s, 1H), 8.51(d, 2H), 7.78
(s, 1H), 7 7.41 (m 3H), 7.23 (d, 1H), 7.03 5
(d. 1H). 3‘8@2?@”2%‘3 3.91 (s, 3H. 3.68 (s. 3H) ioMel tﬁ?%gqgﬁoggé
215-217C. Yield: 35 % Exanpl e A33 -52.

Cycl opr opanesul f oni caci d[ 4- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2-t| uor o-
15phenyl ] -am de C20F119FN205S Mw. 418.45 LC/ M5 purity:98 % mz 417
[MHR. 2.40 mn. - 1H NVR (300 MHz, DMSO-d6): 9.64 (bs, 1H),
8.51 (bs, lHExampMABm 4H), 207.11 (bs, 1H) 6.62 (bs, 1H), 3.94

(123 135'%; vi B pg‘- %i@-%ﬁ?fbmgfmd QM@Q@E &'@ﬁ? #g%émg 0| n

[ 4- (6, 7- di meghfge/- qui nol i n-4-yl oxy) - 2- quoro phenyl] - am de 5
C29H23FN205S Mwv. 530.58 LG/ MS purity: 98% mz 529 [MH Rt. 3.20
mn. 1F1 NVR (300 MHz, DMSO d6): 10. 25F(bs, ™y 8.44 (d, 1H), 7.96
(m 2H), 7.70 (m 4H), 7.54-7.33 (m N .®- 1H), 7.06 (d,
1H), 6.48 (d, 1H), 3.94 (s, 3H), 3.8 . 03D poi nt :

193-195C. Yield: 64 %
/o: : %\
. o N

CasHzsFN,OsS Mw. 530.58

LC/MS purity: 98 %, m/z 529 [M-H} Rt. 3.20 min.

'H NMR (300 MHz, DMSO-d6): 10.25 (bs, 1H), 8.44 (d, 1H), 7.86 (m, 2H),

7.70 (m, 4H), 7.54-7.33 (m, 6H), 7.22 (bd, 1H), 7.06 (d, 1H), 6.48 (d, 1H),
10 3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 193-195°C.

Yield: 64 %

Example A35 _
15 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-trifiuoromethoxy-
benzenesulfonamide

Cz4H1sFaN20OsS Mw. 538.48
LC/MS purity: 94 %, m/z 537 [M-HI' Rt. 3.09 min.

20 'H NMR (300 MHz, DMSO0-d8): 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 %



Exanpl e A35

15N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f| uor o- pheny1] - 3-tri fl uorone
t hoxy- ben m de C241118F4N206S Mwv. 538.48 LC/ i o4
% nlz 537?@?@&%@%3.09 mn. 20'H NMR (300 MHz, DNVBO :’&%‘5)"{9%”?82,
1H), 8.50 (d, 1H), 7.75 (m 3H), 7.63 (s3_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 31-1) % %%I 221-223C. Yield: 52 % -53- Exanple A36
5- Phenyl -t hi 859851 foni ¢ aci d

[4-(6, 7-di msg- Pnéuylghﬁbﬁnémzdsmfomcy) adid f [44(B, Ddphethpky-gairiotin-4-yloxy)-2-
5027H21FN20582MN 536 M5 purity: 93 % mz 535 [MHRt. 3.22
mn. ' H NVR flugiry Iﬁvétﬁda) 10.45 (s, 1H), 8.47 (d, 1H), 7.72 (m

2H), 7.58-7.37 (m 9H), 7.28 (ddr 1H), (d, 1H), 6.56 (d,
1H), 3.94 (s, 3H), 3.90 (s, 3H toMelth \g\ 186-188C. Yield: 52 %
Exanpl e A37 o“ o

5- Oxazol - 5-yl -t hi ophene- 2- sul f oni caeT™}F4- (6, 7-di oxy-qui nol i n-4-

yl oxy) - 2-f | uor o- phenyl | - amgg 41 18FN306S2 Mwn. 527.55 LC/ MS
purity: 98 % mz 528 [ MitHr” R 5\I mn.

5 CaH21FN2OsS,: Mw. 536.61
LC/MS purity: 93 %, m/z 535 [M-HJ'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)
10 Melting point: 186-188°C.
Yield: 52 %

Example A37
5.0Oxazol-5-yl-thiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-

F
oy e
o” o s ___ff
’Oﬁ%
~o N7

C24H1sFN3068: Mw. 527.55

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
20 (s, 1H), 7.53 (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 %

15 Yyloxy)-2-fluoro-phenyl}-amide

25



‘H NMR (300 MHz, DMSO-d6): 10.56 (s, 1H), 8.52 (s, 1H), 8.51 (d, 1H),

7 77 20(s, 1H), 7.53 (m 2H), 7.39 (m 3H), 7.29 (dd, 1H), 7.10 (d,
6. 58 ( 94 (s, 3H), 3.90 (s, 3H) Ml ting point.:

206 208C. ?g& édj)%ﬁ - 54 - Exanpl e A38 Nl4- (6, 7- Di met 22009/002798

ui nol i n-4-yl oxy) - 2-fl uoro-phenyij -3, 5-digf|_ uor obenzenesul fonam d e 0

5Cz31117F3N205S Mwn. 490.46 LC/ Ms purlty 96 % mz 489 [MH R. 2.91

mn 11-1 NNEX%W%%% DVSO-d6): 10.49 (s, 1H), 8.51 (d, 1H), 7.67
(m 1H), 6H), 7.07 (dd, 1H), 6.59 (d, 1H), 3.94 (s,
3H), 3.90 (sN- ﬁbtbwlrhéﬁﬁx?@umohn% RPPE-fludkbrpledreli]- 3@-&@@6@' e A39

N44- (6, 7- Di net -qU|noI|n4onxy 2-T1 uoro-phenyl]-2,4-difluoroben
zenesul fonambBBZ eyl @ﬂ%‘ﬂ@f?FsNzoSS My, 490.46 LC/ MS purl ty: 95% mz
489 [MHL Rt. 2.81 nmin. 'H NVR (300 MHz, DVBO @6): 10.56 (s, 1H),

(dd, 1H), 6.55 (d, 1H), 3.94 (s, 3H), 203.89 (s Mel ting point:
212-214C. Yield: 52 % - 55 - Exanple A N

N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2 opeSypenyl F-2, 5-di f1 uor oben
zenesul f onam de

8.51 (d, 1H), 7.78 (dd, 1H), 7.56 (dd, 1H), 7.44-?7.23 (m 5H), 7.06

/O -
o
~o N

5  CaMFaN20sS 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.

10 Yield: 47 %

Example A39
N-[4-(6,7-Dim_ethoxy—quinolin-4-yioxy)-2—ﬂuoro-phenyl]-2,4-diﬂuorc5-
benzenesulfonamide

15

CxH 1 FaN05S Mw. 490.46

LC/MS purity: 85 %, m/z 489 [M-H} 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),
20 3.89 (s, 3H)

Melting point: 212-214°C.

Yield: 52 %



0 5 C23Fi 17F3N2058 Mv. 490.46 LC/MS purity: 99% niz 489 [MH Rt.
2.82 mn. "H NWVR (300 MHz, DMSO-d6): 10.68 (s, 1H), 8. 51 (d 111)
7.55 (m 3 7.41 Ss, 111), 7.40 (s, 1H), 7.36 (t, 1H)), ()

1H), 7.06 (UB200B™E 56 (d, iolH), 3.94 (s, 3H), 3.89 (P§T’1%‘1290 1002798
Mel ting point: 232-234C. Yield: 45 % Ex s le A4l

152, 6- Di chl or 0o- N14- ( 6, 7- di net hoxy- qui noF¥n- 4-yl oxy) - 2-t | uor o- phenyl ) -
benzenesulfonam de 0 C231-117C12FN205S Mwv. 523.37 LCO/ MS purity: 96 %
mz 523 [MA-1-1]*Rt. 2.92 min. 201Ei NWR (300 MHz, DMSO-d6): 10.61
(s, 1H), 8.5%,(& Iel;;g 7.57 (m 3H), 7.41.(s, 2H), 7.34 (t, 1H), 7.25
(dd, 1H), g . 6.53 (d, 1H), 3.94 (s , 3H_3.89 (s, 3H)

Mel ting poi nN-[45(677- Dmeihoxy qeoliny-gpxy)-Z-8ugro-phenyird bwlifipro-

2, 5-Di chl orogggz%nggu@ﬂ@ghoxy qui nol i n-4-yl oxy) - 2-f | uor o- phenyl ] .

5benzenesu|f F117C12FN205S Mw. 523. 37 LCMS purity: 95

% mz 523 [MHRt. 3.05 nin. FlHN MHz, DMVBO- d6):
10. 64 (s, 1H), 8.51 (d, 1H), 7.85 (s, 7. 7s 2H), 7.40 (s,
2H), 7.35 (t, 1H), 7.26 (dd, 1H), 7.06 g 6 (d, 1H),

O \‘0

0

/om
e

~o N

CzsH17FsN20sS Mw. 490.46

LC/MS purity: 99 %, m/z 488 [M-HJ 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,
10 1H), 3.94 (s, 3H), 3.89 (s, 3H)

Melting point: 232-234 °C.

Yield: 45 %

Example A41
15 2,6-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
benzenesulfonamide '

CsHiCLFNO5S Mw. 523.37
LC/MS purity: 96 %, m/z 523 [M+H]"Rt. 2.92 min.

2 '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.



3.94 (s, 3H), 3.89 (s, 3H Melting point: 228-230 C Yield: 63 %
15Exanpl e A43

3,5-Dichlorg di met hoxy- qui nol i n-4-yl oxy)-2-flu E z
enesul f onam 8e ‘%Zlgﬁi-;CMFNZOSS Mv. 523.37 20LC/ M5 puri toﬁ&é%gmr???%

521 [MH Rt. 3.16 min. 1H NVR (300 MHzggMSO d6): 10. 51 (s, 1H),
8.52 (d, 11-1), 8.00 (s lH) 7.69 WD 3809/ 127417PCT/ EP2009/ 002798 -

57 - (s, ZI—DY% 4_728‘%, 7.41 (s, 1H), - 7.33 (t, 11-1), 7.28 (dd,
1H), 7.09 (d, ?—1) 57 (d 1H), 3.94 (s, 3H), 3.90 (s, 3H Melting
poi nt: 240-242C. Yield: 46 % S Exanple A44 N-M (6, 7- Di met hoxy-qu

i nol i n-4-yl Oﬁé%#‘}f%hlgr o-phensil]-2-trifluorom ethyl -

benzenesul fo 8!9 0C24H18F4N205S Mwn. 522.48 LC/MS purity: 96 %
nmz 521 [ M ER|5- chhlo?o%[ m7~dlﬁiemﬂi§(q1m5bim olsagﬁ@ﬂ@@)o AlryiC (s,
1H), 8.51 (d 80341(m 2H) (m 2]—6, 40 P )3]7 34 (t,
111), 7.24 (benz 211&?““9" 1H), 6.53 (d, 1H) 3 04 (s 3H),
3.89 (s, 3H) 15Melting poi nt 237-239 C. Yield: 72%

F
ot
cl
o
/Om
—
~o N

C2sH17CLFN,0sS Mw. 523.37
LC/MS purity: 95 %, m/z 523 [M-HF 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 %

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

/0 e

~o N~
CzaHﬂCEzFNzoss Mw. 523.37

20 LC/MS purity: 85 %, m/z 521 [M-HJ Rt. 3.16 min.

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



Exanpl e A45

2- Bronp- N44- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-f| uor o- pheny1] - 4-

20t ri fl uor zenesul fonam de C24H17Br FAN205S

2009/ 12741%%%%8@/ 002798 - 58 - LC/MS purity: 96% %5%?90:3?%7%)
Rt. 3.13 nin. NMR (300 MHz, DMBO-d6):_10.70 (s, 1H), 8.51 (d, 1H),
8.30 (s, 1H), 815(d 1H), 7.97 (d, 1+H7- 740(5 2H) 734(t 1H),
7.27 (dd, 1H), 7.05 (dd, 1H), 6.57 (d, 1H), 3.94 (s, I—P 3.89 (s,
3H) 5Mel ti ngspoH)t 7.4238; 2B37.4Yi(s) dH),6588 (1, EbHngL 28 (b TH), 7.09 (d, TH),
2- Br ono- N44- di meth oxy) 2-f 1 uoro- phenyl] - 5-
intrifluor oné-gwﬁ b@ﬁﬁeﬁéﬁ%niﬁbﬁa@ 0 C241417Br FAN205S Mn. 601.38
LG M5 purit yefi %0"@[{ 246932Pg. Hr Rt. 3.17 mn. "H NWVR (300 MHz,
DVBO- d6): 10.72 (s, 1H), 8.50 (d, 1H), 8.16 (d, 1H), 158.14 (s, 1H),
7.95 (dd, 1HYleldz480%a(s, 2H), 7.36 (t, 1H), 7.26 (dd, 1H), 7.06 (dd,
1H), 6.5§ (d, 1H), 3.94(s, 3H), 3.89 (s, 3H Melting point: 227-230
C. Yield® 42 %20 WD 2009/ 127417PCT/ EP2009/ 002798 - 59 - Exanple A47
3- Br ono- N14- Egamplgi A4 hoxy- qui nol i n- 4- yl oxy) - 2-f | uor o- pheny1] - 5-°

N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyll- -2-trifluoromethyl-

benzenesulfonamide

O

~

A/

O

10 CasHisFaN2OsS 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 (1, 1H), 7.24 (dd, 1H), 7.06 (d, 1H), 6.53 (d,
1H), 3.94 (s, 3H), 3.89 (s, 3H) ‘

15 Melting point: 237-239 °C.
Yield: 72 %

Example A45

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

Cz4H17BI'F4N2058 Mw. 601.38



trifluoromethyl-benzenesul fonam de 5C24H17Br EAN205S Mwnv. 601. 38 LC/ M5
purity: 95 % mz 599 EMH Rt. 3.27 min. 'H NVR (300 MHz, DMSO d6):

10. 60 (s, d, 1H), 8.39 (s, 1H), 8.12 (s, 111)

(s.1H), 7. ﬁp’@“fﬁ’lgﬁ}’( 7.34 (t, 1H), 7.28 (dd, 1H), 7.09 Pfgkp%iﬂg’“”a”%s
(d, 1H), 3.94 (s, 3H), 3.90 (s, 3H) toMelting point: 214-216

Yield: 58 %  Exanple A48 -58-

4- Br onp- N14- ( 6, 7- di met hoxy- qui nol i n-4-y10xy) - 2- 11u0r O- phenyl1] - 2-
15trffl uoronECh\yS-plmet;zQﬁé%uhﬁbﬁaai[Méimuﬁl‘KBMNZOSS Mv. 601.38 LC/ M5

96% , ;
Do 51 (s g N 2300 Wi Bgtdd): Tog (s, gy, £, 54, B3t DR )08
150 ’ 17' 413(S . 2H0), 70738, AL4), 2D (o281 Kaggogp %27731%%?2%2%%59/(%%2’3?8
f6’0 &I’ti ng® &(?(Ht ?"'_&4’2 %Z&é“ﬁvﬁ%‘ %g)% Exanpl e A49

53, 4-Di chl or gy, é}{ﬂ-@ﬁcﬁngggamy qui nol i n- 4-yl oxy) - 2-f 1 uor o- Phenyl k
benzenesul f ona C2. 3H 7C12FN205S Mwn. 523.37 L/ MS purity:

97 % mnz 52Yigdn88% Rt. 3. 12 nin.

Example A46
2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-5-
1 tirifluoromethyl-benzenesulfonamide

_0

~o

CosH7BrFaN-0sS 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 %

A/

20



101H NMR (300 MHz, DMBO-d6): 10.45(s, 1H), 8.50(d, 1H), 8.31 (s,
1)1), 7.86 (m 2H), 7.68 (d, 211), 7.42 (s, 1H), 7.40 (s, lkb

7.31(t, 1H), 7.23 (dd, 1H), 7.03 (d, 1H), 6.56 (d, 111), (é

3H), 3.90 (¥O28012M&Tting point: 225-227C. 15Yiel d: 38%ﬁ§¥§ﬁﬁ? 1003588
315- Di chl or o- Nd4- (6, 7-di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- Phenyl ] - 2-
met hoxy- benzenesul f onam de C24H19C12FN268S Mv. 553.40 LC/ MS purity:
99 % mz 551[MH Rt. 3.23 min. WD 2009/127417PCT/ EP2009/ 002798 -
61 - |11 NVRg 9@ Dwsc>d6) 10.37 (s, 1H), 8.51 (d, 1H), 8 03
(d, 1H), 7.63 7.25
(dd, 1H), 7.8 rpaw-NjIA)(ﬁ 76dwtbeWH§HP°f"3gd&°’fyé%‘° pilegﬁg

3.90 (s, 3H Yield: 51 % Exanpl e A51

Nia- (6. 7- D me oty R Hene s M or o- pheny1] - 2- et hy! -
10benzenesul f onan de C241- 121FN2058 Mv. 468. 51
mz 467 [MH mz 469 [MH Rt. 2.82 mn.
DVBO-d6): 10.47 (bs, 1H), 8.49 (d, 1H), 7.92 (d,
7H), 7.00 (dd, 1H), 6.51 (d,1H), 3.93 (& 3H),

FCEMS purity: 94%
1H NMR (300 MHz,
157.68-7.18 (m
) (s, 3H), 2.58 (s,

3H) Melting point: 218-220 C. Yield: 6 BEx.ah
0°"%0

/o N

~o0 N"

5 CyHBrFsN.0sS Mw. 601.38
LC/MS purity: 95 %, m/z 599 [M-H]' Rt. 3.27 min.
"H NMR (300 MHz, DMSO-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 (i, 1H), 7.28 (dd, 1H), 7.09 (d, 1H),
6.55 (d, 1H), 3.94 (s, 3H), 3.90 (s, 3H)

10 Melting point: 214-216 °C.
Yield: 58 %

Example A48
4-Bromo-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi}-2-
15 trifluoromethyl-benzenesulfonamide
Br

CagH17BrFeN-05S Mw. 601.38

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

1H NMR (300 MHz, DMSO-d6): 10.51 (s, 1H), 8.52 (d, 1H), 8.18 (s, 1H), 8.13
w  (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)



N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny11- 2- net hoxy-
benzenesul f onam de C24H21FN206S Mwv. 484.51 WO

2009/ 127417PCT/ EP2009/ 002798 -62 - LC/ VS purity: 98% m z 483 EM Hr
mz 485 [ MM B12%1%1 nin. 1H NVR (300 MHz, DNVBO- d6): FESERAPYO0ARE
8.50 (d, 1H), 7.65 (m 2H), 7.39-7.01 (m 7H), 6.50 (d, 1H), 3.94 (s,
3H), 3.89 (s, 3H), 2.59 (s, 3H) 5MeltinfOpoint: 213-215 C. Yield: 55
% Exanpl e A53

N44- (6, 7- Di ”B‘Felkngpd!Hﬂ: RAiZa44cy| oxy) - 2- f | uor o- Phenyl11-2-trif | uoroneth
oxylObenzenesul f onam  C24K5F4N206S Mwv. 538.48 LC/ M5 purity: 96% m z
537 [MH rnYeleFP Y H R. 3.00 min. 151H NMR (300 MHz, DVBO-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. YEsamplesB49s 20 Exanpl e A54

2- Chl or 0- N44, (,6; a6l i i 0-Aa L V. _ i -
benzenesdl fo%gﬁbgh%r%'%g%y-%gwgﬁgﬁég% %30 %Jg%ﬂ% :
benzenesulfonamide '
[ [
07 0
o)
~o N

C2H17CI.FN20sS Mw. 523.37
LC/MS purity: 97 %, m/z 521 [M-H] Rt.3.12 min.

10 'H NMR (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-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-

N
et
0\

.
e,
~o N

methoxy-benzenesulfonamide

O

20

Cz4H19C|2FNzosS Mw. 553.40
LC/MS purity: 89 %, m/z 551[M-HJ Rt. 3.23 min.



C23H18Cl FN205S Mwn. 488.93 LC/MS purity: 98% mz 487 [MH, mz 489

[MH R. 2.81 min 'HNW (300 VHz, DVMSO-d6): 10.43 (bs, 1H), 8.50
(d, 1H), 7.69 (d, 1H), 7.64 (m 2H), 7.51-7.17 (m 5H), 7.00 (d, 1H),
6.52 (d, 1|¥Y02@99:474é75 3H), 3.89 (s, 3H Melting point: PEAEPIGH/0p2798
Yield: 76 % Exanpl e A55

i 02- Brono- N44- (6, 7- di met hoxy- qui nol i n-48Y¥koxy) - 2-f | uor o- phenyl] -
benzenesul f onam de C231- 118Br FN205S Mw. 533 38 LG/ MS purity: 98% niz

S50 L1 S i, B By o s s opo)

dd
2H), 7.40 (s7.88)(d, THRE. ws 2‘+hj),, ! 7ol ha 75y 453 %Sj(ddm}*) "33 448
3H). 3.89 (s 73, Yield: 47 cro 20 Exanpl
A5 a4 (6(71%??&%@ Hits® 3'3?%59?@ 3t or o Phenyl 1 - a-ethyl -
benzenesut f 0BDI(EE3H) WO 2009 157417PCT] EP20091 009798 - 60 -

C25H23FN205S 482 urity: 94% mz 481 [MH, mz 483
[MH Rt3 3. MMMW&PC"“‘-%BN‘\% (‘goo MHz, DVBO d6): 10.14 (bs, 1H), 8.50

(d, 1H), 7.6@ieldd51261), 7.41 (m 311), 7.32 (t, 1H), 7.22 (dd, 1H),
7.04 (dd, 1H), 6.54 (d, 1H), 3.94 (s, 5314), 3.90 (s, 3H), 2.68 (q,
2H), 1.20 (t, 311)

Example A51
N-f4-(6,7-Dimethoxy-quinolin-4-yloxy}-2-fluoro-phenyl}-2-methyl-
10 benzenesulfonamide '

C24H2:FN20sS Mw. 468.51

LC/MS purity: 94%, m/z 467 [M-HJ 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),
15 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 %

20  Example A52

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

Cz4H21FN2058 Mw. 484.51



Melting point 193-195 C. Yield: 66 % Exanpl e A57
10N[ 4- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 4- Phenoxy-

benzenesul f@, e 91 123FN2068 Mv. 546.58 LC/ MS purit
545 [M b, PREs 3.23 nin. 15 H NVR (300 M—Izlyc'rlﬁé (J;é%%s

10. 13 (bs, 111), 8. 49 (d 111) 7.73 (d,,211), 7.43 (m 4H)
7.32-7.22 (m 411), 7.10 (m 4H) 6.55 P4 111), 3.94 (s, 311) 3.90
(s, 3H Melting point: 202-204 C. Yield: 76 % 20 Exanpl e A58

N44- (6, 7- Di neCAbS pugty: 98% m/z-AB3oINIHD Yz 485 JMeRER)- ]2-%1 MiRor o- 2- met h

| - benzenesyl f 7 0 7 -
)C/:24H20F2N205 W%@%”Wpur "t 918723%%’ ﬁﬁﬁz@;&f{aﬁ%\ﬁﬁ' ,7'€§z(m21827H )
[MH Rt. 2.P39d.01 (NyRH),300 MHz, DMSO-d6): 10.39 (bs, 1H), 8.57 (d,
1H), 7.60-7. 23, (\dd, 6.52 (d, 1
ny (s, 3H)§%9(<§‘91ﬁ?)3%46 S 318?1’3 %Hﬂ?of%ﬁ""sée e e ey
Exanpl e A59 Melting point: 213-215 °C.

Yield: 55 %

Example A53
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-trifluoromethoxy-
10 benzenesulfonami

CasH1sFsN20sS Mw. 538.48
LC/MS purity: 96% m/z 537 [M-H} m/z 5638 [M-HJ* Rt. 3.00 min.

5 '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 AS4
2-Chloro-N-{4-(8,7-dimethoxy-quinolin-4-yloxy)-2-flucro-phenyll]-
benzenesulfonamid



N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 2-f | uor 010benze
nesul fonam' de (C231-118F2N206S Mwn. 472.47 LC/ M5 purity: 98% mz 471

[ M Hr, . 2.72 nmin. 1H NMVR (300

DVEO- d6) : 1‘352“/‘{9}\%m7 1H), 8.51 (d, 1H), 7.70 (m 1H), 157 70{RYH
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: 235-2383C. Yield: 51 % 20Exanpl e A60
4- Br onp- 3- chl or o- Nd4- (6, 7- di met hoxy- gui nol i n-4-yl oxy) - 2-f | uor o- phenyl
i- benzenesut:mnmﬂ@ossmm%3127417PCT/ EP2009/ 002798 - 66 -

%31[ %/I-17Br Cl Egéﬂéfum] §§/¢,7 ﬁlb/%mm&%@(fg é EHEM H , nd z

8.51 (d, 1H) 1HHNWR (Gdo mH)z. Dmsm-c{a 10143, (b, 381)( 850 qm)m)y?@wzmi

Vol L1 h poi ot e T& 12 . B8, 7B Gt s g la, 10730k, 3, 380

10N 4- (6,,7- D#T%q.poxy qui nol i n- 4-yl oxy) - 2-f | uor o- Pheny1] - 4-f | uor o- 3- ne
t hoxy- bénzehdsul’f onani de  C241- 120F2N2068 Mv. 502.50 LG/ MS purity:
100% m z S50Melingpoint222:2%4 T¢4 Hr Rt. 2. 69 nin.

Yield: 76 %

Example ASS
10 2-Bromo-N-[4-(6,7«dimethoxy—quinolin-4-yioxy)-2—ﬂuoro-phenyl]-
benzenesulfonamide

Ca2sH1BrFN20sS Mw. 533.38
LC/MS purity: 98%, m/z 531 [M-H]', m/z 533 [M-H]"Rt. 2.85 min.

15 "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 %

20
Example AB6
N—[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-ﬂuoro—phenyl]-4-ethyi~
-benzenesulfonamide

0 N
/
~o E N



15'H NWR (300 MHz, DVSO-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 Mel ' 214-216 C. Yield: 45 % 20Exanpl e

N 4- (6, 7- D&bqﬂ%ﬁgﬁ%l nol i n- 4-yl oxy) - 2-f |l uor o- pheny1] -4_-1‘316[%17‘0];%90-9@9%% h
yl - benzenesul fonamd WO 2009/ 127417PC, T/ EP2009/ 002798 - 67 -
026H25FN206S Mwv. 512.56 LG/ MS purity: 1 bo% mz 521 [MH R. 3.09

m n. NVR (300 MHz, DMSO-d6): 9.96 (s, 1H), 8.50 (d, 1H), 7.52
(m 2H), 7. 4C4:FNAS Mwad82.63 11-1), 7.30 (t, 1H), 7.20 (d, 1H),

5'10‘1‘)(”1 32) LeMgau s oo micas M ged I e, S ey, 00 L0 162
Ll pnleehees b Bon Lt

yl oxy) -

97% m z 53374k ) Boddt L) &) )
§fnqéi3’z~"? 22*3*9@“ 3t 208 220G 1) T o7 (m 31, ZZ?
(d, 1H). 4. oMelling pewt: ‘5933é9 CsH)’ 3.88 (s, 3H) Melting point:
226-227 C. 2Q¥igl &k 462 %

Example A57
10 N-}4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-4-phenoxy-
benzenesulfonamide

CasHzFN20sS Mw. 546.58
LC/MS purity: 95%, m/z 545 [M-HI, m/z 547 [M-H]"Rt. 3.23 min.

5 '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),
3.80 (s, 3H)
Melting point: 202-204 °C.
Yield: 76 %

20
Example A58
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-flucro-phenyl]-3-fluoro-2-methyl-

benzenesulfonamide



WO 2009/ 127417PCT/ EP2009/ 002798 - 68 - Exanpl e A64

N[ 4- (6, 7- Di et hoxy- qui nol i n- 4-yl oxs) - 2- f | uor o- Phenyl | - 2- met hoxy- 4, 5-
di net hyl - benéeneéul f onam de 5C261- 125FN206S Mwv. 512. 56 LC/I\/ISeg 8y
97% mz 5M . 2.97 mn. 1Fl NMR (300 Mz, DVeBH ’0%%79
(s, 1H), 8.50 (d, 1H) 7.40 (s, 3H), 7.33 (t, 1H, 720(dd 1H),
7.02 (m 2H), 6.51 (d, 1H), 3.94 (s, 31895 3.88 (s, 3H), 3.84 (s,
311), 2.27 (s, 3H), 2..15 (s, 3H) 113Melting point: 238-240 C Yield:
53 %  ExanplB,A4%0sS Mw. 486.50

253)2441(5302%%389%@%' o lRb Ms'aﬁy%‘iﬁ{@ R B2 Bt T 2 506
(E E/;HrlH)mzlo 13“&“ Hg lﬁmsm-ﬂs w?é (wl G%O-Mn alnH)
(o (£ a0 @t B bis Gl oo K,
poi nt 132-13 ‘%Hb Rx%t2%88?210%7PCT/ EP2009/ 002708 - 69 - Vi el d: 49%
Exanpl e A66 Yield: 78 %

N- (444- (6, 7- D net hoxy- qui nol i n- 4-yl oxy) - Pher wi sul f anoy1] - 2, 6- di net hyl
- sphenyl }-acetam de CrH27N306S Mwv. 521. 60
Example A59

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

F
NES
£
0
o) 1

N
-
o N

10 benzenesulfonamide

P

CasHisFaN2OsS Mw. 472.47 _

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

1 NMR (300 MHz, DMSO-d6): 10.47 (bs, 1H), 8.51 (d, 1H), 7.70 (m, 1H),
5 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 %

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



LC/MS purity: 94% mz 520 [MH, mz 522 [MH R. 2.49 mn. | H
NVR (300 MHz, DMSO-d6): 13.5 (bs, 1H), 8.44 (d, 1H), 7.73 (d, 1H),

1.07.45 (s, (s, 1H) 725 (d, 1H), 7.14 (m 4 7

1H), 3.93 (Wa%%lzmgy (s, 2.44 (s, 3H), 2.17 (s, %5{‘?"2%’.9@%9’?%,
3H) Melting point: 145-147 C Y| el d: 67_% 15Exanpl e A67

3- Chl or 0- Nd4- ( 6, 7- di met hoxy- qui nol i n- 4= §Boxyyphenyl ] - 4- net hoxy-
benzenesul f onam de C241-121C1IN206S Mw. 500. 96 20LC/ MS purity: 99%
Mz 499 [ M HphliBrEIFNDVEHIWRE67.8289 nin. ' H NVR (300 Mz, DVEO- d6):

élélo-ij ,276( 5 (th/N§ Pt §8(§m’§®7’557@" 4 E’Q{%g-ﬁoﬁ“ﬁ/ﬂ kb3 w%‘)'? n o ho7

- 70 - Y‘l‘ﬁ'NMR 300 EMBEP DM POS8I6): 10.45 (bs, 1H), 8.51 (d 1H) 8.02 (d, 1H),

J1 oxy) - phonyl B2 'm”ﬁi';‘i%oésﬂghﬁoi Pk 24 (10 4624207 ¢ RS Sl M)

yl oxy) - pheny?

500. 96 Lg/ ngr(gtm.; %8@@(511 Y499 [MH mz 501 [MH Rt. 2.90 mn.
"H NMR (300 Mz ’os) 024(3 1H), 8.44 (d, 1H), 7.66 (m 2H),
i 07. 44 (s, 1Meltirg poink 23112§2°6. 27-7. 13 (m 5H), 6.32 (d, 1H), 3.93
(s, 3H), 3. 9Qieq(§,553¢ll.|), 3.89 (s, 3H), Melting point: 255-257 C. Yield:
63 % 15 :

Example A61
10 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-flucro-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide '

P

~o

CaeHaoF2N20sS 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 %

“\ /7

20  Example AG2
N-[4-(6,7- Dlmethoxy—quunolm-4-yloxy)~ 2-fluoro- phenyl]-4~ethoxy—3 methyl-
benzenesulfonamid



Exanpl e A69

5- Chl or o- N14- (6, 7-di net hoxy qui noI i n-4-yl oxy) - phenyl ] - 2- net hoxy 4- et
hyl benzenesu})fon&g‘l de 0 20C25H23CI N206S Mwn. 514. 99 LC/I\/IS }f%
98% mz 5% .304mn 11-1 NMR (300 MHz, DVBO' °°f”98
(bs, 1H), 10. 17 (bs, 1H), 8.44 (d, 1H, WO

2009/ 127417PCT/ EP2009/ 002798 -71- 7.656{s, 1H), 7.44 (s, 3H), 7.37
(s, 1H, 7.17 (m 511), 6.33 (d, 1H), 3.93 (s, 3H, 3.91 (s, 3H,

3.89 (s, 3HE,R.PNO05 MA)5TREE I ng point: 236-238 C. Yield: 70 %
Exanpl e A70

3-tert-Butyl LGMS PH"'W' 4P ﬁU%?zéLWn'dTRﬁ 340%/f"3'}yyphenyl ] - 4- met hoxyben

zenesul f onami @ﬁ}% m@§o §23.(6 31 H/9\BD piriH)y 7.528%0, 2H); 75421
[MH Rt. 3. 4ﬂMn 1TH NVR MB) B h?“ " /

(d, 1H), 7 oz, (H), 149, (s,ﬂtﬂwgo (mH) ?“254@ 1)H),1 Oﬁmsgit)s '%AFS 4'7316

S ; , 3.87 3
(1m29 (H)s 3’1?3%%!#? 399’4@54 3H; 3905 1332@1 dlq§56 % Exanpl e(,SA71 v
But ane- 1- suI Mehlng poirhtd 158 160 °C.

[4-(6,7-din IPW c%w nol i n-4-yl oxy) - 2-fl uoro- Phenyl ] - 20am de
C211- 123FN205€' MR’ %34. 49 LCO/MB purity: 99% miz 433 [MH, mu z 435
[MHL+ Rt. 2.67 mn. ,

Exampie A63
1w 4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-

yloxy)-2-fluoro-phenyl]-amid
[ 1
Jot
pi:id
#

AR
/
~o N

0

CasH2sFN206S Mw. 534.57
LC/MS purity: 97%, m/z 533 [M-HT Rt. 3.07 min.

55 '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.
w  Yield: 62 %



NMR (300 MHz, DMBO-d6): 9.66 (s, 1H), 8.52 (d, 1H), 7.45 (m 4H),
7.09 WO 2009/ 127417PCT/ EP2009/ 002798 - 72 - (d, 1H), 6.63 (d, 1H),
3.95 (s, 3 , 3H), 3.11 (t, 2H), 1.70 (m 2H), :
0.89 (t. 33’0@@9??ﬁé§poi nt: 164-166 C. Yield: 42 %5 Exaﬂrfpl?l%zg«@?(,%bg
2- Met hyl - pr opane- 1- sul f oni caci d[ 4- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2-
fluoro-phenylj-amd e 10C21H23FN205S M -434. 49 L/ M purity: 100%
mz 433 [M1-1], mz 435 [MH R. 2.48 min. 1H NWVR (300 MHz,

DVBO d6): 9.Btarple A4, 8.52 (d, 1H), 7.52-7.41 (m 3H), 7.43 (dd,

CRRTREN: E O S L T Rl T

A73 dimethyl-benzenesulfonamide

N14- (6, 7- Di net hoxy- qui nol i n- 4- yl oxy) - 2- f | uor o- phenyl ] - C- pher w 20net ha
nesul f onam de C24H21FN205S Mwn. 468.51 LC/MS purijy: 99% mz 467
EMH, mz 469 [MH R. 2.57 min. 1H NWR (300 DVSO- d6) : 9. 73

(s, 1H), 8.54 (d, 1H), 7.38 (m 9H), 7.03 MO

2009/ 127417PCT/ EP2009/ 002798 - 73 - 0,S¢0
O\
0 BN
~o N~

5  CaHasFN0sS Mw. 512.56
LC/MS purity: 97%, m/z 511 [M-HJ Rt. 2.87 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), 3.84 (s, 3H), 3.88 (s, 3H),
3.84 (s, 3H), 2.27 (s, 3H), 2.15 (s, 3H)

1w Melting point: 238-240 °C.
Yield: 53 %

Example A65 _
N-{2-]4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenylsulfamoyl]-4-methyl-phenyl}-
15 acetamide

CzH2sN306S 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),
» 8.5 (d, 1H), 7.72 (d, 1H), 7.44 (s, 1H), 7.37 (s, 1H), 7.28 (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.



(d, 1H), 6.58 (d, 1H), 3.95 (s, 311), 3.92 (s, 3H), Melting point:
204-205 C. Yield: 47 % 5Exanple A74

3- Brono- N4 t hoxy- qui nol i n-4-yl oxy) - Phenyl] - 4- e
sul f onani dé”é?ggéél 145[?21& N2063 Mv. 545.41 LC/MS purity: W/X(’Qﬁ?}’%
543 [M1-1], mz 545 [MH Rt. 2.78 min._ 111 NWR (300 MHz, DMSO- d6):

10.25 (bs, 11-1), 8.46 (d, 1H), 7.81 (s89tH), 7.73 (dd, 1H), 7.45 (s,
111), 7.38 (s, 1H), 7.27 (dd, 1H), 7.17 (m 411), 6.35 (s, 1H), 3.93

(s, 3H), 3.9%ef®.493%), 3.90 (s, 3H). 15Melting point: 211-212C
Yield: 74% Exanpl e A75

Bi phenyl - 3- sul f oni caci d[ 4- (6, 7- di net hoxy- qui nol i n- 4-yl oxy) - 3- nethyl
20phenyl | - antdem pfe3Rds 1269055 Mv. 526. 62 LOMS purity: 99 % mz 525

0 M b R oty D M PR

3H), 7.5 1H), 7.15 1H), 7.05 211), 6.0
(SD 1H) Q'(ggh'?'qﬁgi%aﬁ’?égg (s,H)31 1) | Lot (H)s 3H) e Y

2009/ 127417PCT/ EP2009/ 002798 - 74 - Melting p0| nt: 178 180 C. Yield:
hy er

55 % Exanpl e A76
5N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3- mﬁt ] - 3- Phenoxy-

benzenesul f onam de 0, \o

CxHzN306S Mw. 521.60

LC/MS purity: 94%, m/z 520 [M-HJ', m/z 522 [M-H]"Rt. 2.49 min.

'H NMR (300 MHz, DMSO-d6): 13.5 (bs, 1H), 8.44 (d, 1H), 7.73 (d, 1H),
1w 7.45 (s, 1H), 7.37 (s, 1H), 7.25 (d, 1H), 7.14 (m, 4H), 6.37 (d, 1H), 3.93 (s,

3H), 3.82 (s, 3H), 2.44 (s, 3H), 2.17 (s, 3H), 2.07 (s, 3H)

Melting point: 145-147 °C.

Yield: 67 %

15 Example A67
3-Chloro-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-4-methoxy-
benzenesulfonamide

C24H21CIN206S Mw. 500.96
2 LC/MS purity: 99%, m/z 499 [M-HI m/z 501 [M-HJ*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.



OM - 126906S Mv. 542.62 LC/MS purity: 100 % mz 541 [MH, mz 543
[MH R. 3.21 min. io'H NWR (300 MHz, DVSO-d6): 10.28 (bs, 1H), 8.40

(d, 1H), 7.%872doof4msm 4H), 7.42-7.30 (m 3H), 7.25-6. 9%drmp2dddoo2ros
6.28 (d, 111), 3.94 (s, 3H), 3.89 (s, 3H), 2.08 (s, 3H Melting point

115-117 C. Yield: 65% 15 Exanpl e A77 Namzﬁt hal ene- 1-sul fonic acid
[ 4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3-et Ayl - phenyl ] -ani de
20C281-124N2055 Mwn. 500.58 LCO/ M5 purity: 95 % mz 499 [MH -, rn/z
501 [MH RtYield:&A%in. I|H NVR (300 MHz, DVBO-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 Exampe A8 3H), 1.94 (s, 3H) 25Melting point: 118-120 C.

| Soqui nol | ne e Igior Rl A ERR Ao kS ERETIOT AR, (1cry

]- b5anide DatddhbufQRGBidMN. 487. 54

C24H21CIN2OeS Mw. 500.96

LC/MS purity: 98%, m/z 499 [M-HI 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),
1w 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 %

15
Example A6% _
5-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl}-2-methoxy-4-methyl-
benzenesulfonamide
ci

O

~o

20 CstzzCszOeS Mw. 514.99
L. C/MS purity: 98%, m/z 513 [M-HT Rt. 3.04 min.
'*H NMR (300 MHz, DMSO-d6): 12.0 (bs, 1H), 10.17 (bs, 1H), 8.44 (d, 1H),

N/



LG/ MS purity: 100 % mz 486 [M11l], mz 488 [to-H R. 2.51 min. 'H
NVR (300 MHz, DMSO-d6): 10.80 (s, 1H), 9.48 (s, 1H), 8.73 (d, 1H),
8.51 (d, 1 3H), 7.82 (t, 1H), 7.39 (s, 1H), :
7.10 (dd, ?kﬁ’?&’é’@ég{nd, 1H), 3.92 (s, 3H), 3.87 (s, 3H) P&Tﬁ‘fﬁ‘?é%’”“%@
point: 229-231 C. Yield: 74 % 15 Exanpl e A79

3, 5-Di chl or o- Nd4- (6, 7-di met hoxy-q -71-

ui nol i n-4-yl oxy) - 3- net hyl - phenyl11-2- hydr oxy-benzenesul f on am de

C2, 41- 120C12RBEHS, W), B28. (6130 MB7 {ar 1tiy: 7.9 (9% 5H)z6333d; A §-9352
535 [MH Rt 0, mon O d6): 10.2 (bs, 1H),
7.87 (d, 1H)?’H$.37§1 &M#,@ﬁs@?gﬁ%’éi@. 62 (s, 1H), 7.14 (m 5H),
6.59 (d, 1|‘|)Me11;ir%i21pdiﬁt:23892382°0)5 (s, 3H WO

2009/ 127417PCT/ EP2009/ 002798 -76 - Melting point: 113-117C. Yield: 25
% Exanpl e As¥Edd-Methy| - 3H-i ni dazol e-4- sul foni ¢ aci d

[4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)- phenyll-am de C211-120N405S Mw.
440.48 i OLC/ VB purity: 99 % mz 439 [MH, mz 441 [MH R. 2.02
mn. |HNVR E300pid/0DVSO d6): 12.4 (s, 1H), 8.58 (dd, 1H), 8.45 (d,

1H ., 7.78 (ta. 054 (8 7. AduikSii 2 pR6nYIE4-rdéthoxyz. 13 ( d,
1;)'), 6. 39 Ed?’t%@%a,”%'.'g?'@? %E)Deth 3.’91“"?2‘3“%’3))?%?28 %}M 3H) o 13
benzenesulfonamide

P

~o

10 CaHaoN20sS Mw. 522.63
LC/MS purity: 98%, m/z 521 [M-HJ Rt. 3.24 min.
iH 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), 1.28 (s, OH). :

15 Melting point: 229-231 °C.
Yield: 56 %

2N/

Example A71
Butane-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi}-

@/\/\
0" o
o}

20 amide

LC/MS purity: 99%, m/z 433 [M-H], m/z 435 [M-HI' Rt. 2.67 min.
14 NMR (300 MHz, DMSO-d6): 9.66 (s, 1H), 8.52 (d, 1H), 7.45 (m, 4H), 7.09



Melting point: 268-269 C. 15Yield: 54 cYr) Exanple A81
Bi phenyl 4-sul fonic acid

[4- (6, 7- di nipbhgasyrsigy nol i n-4-yl oxy) - phenyl ] - am de ZOCZMﬂ?ZQO@
512 59 LC/ M5 purity: 96 % nmfz 511 EMHI mz 513 [MH] 31?0%

*H NMR (300 MHz, DMSO-d6): 10.42 (bs, 842(d 1H), 787(m
4H), 7.73 (d, 2H), 749(m3H) 743( 1 737(s 1H), 7.25 (d,
2H), 7.17 (d, 2H), 3.93 (s 25Mel ti
p|(;|i) nt: 191( 191105-')') 6$$ (d Wél%tH%JSE(E, %b@a%(% %’92311 (e 245 7B, 2
N14- (6, 7- Di ngt i

yl ox§/) phen;rl?]dbg()&yzmI d‘gé#"; ?sbenzenesulfonam’ de C27H22N405S Mw.
514. 56 LC/ MSMelting goinD9184-1662C513 [MH, nfz 515 [MH Rt. 2.67 mn.
io "H NWR (300 ~DVBO-d6): 10.2 (bs, 1H), 8.96 (d, 2H), 8.82 (s,
1H), 8.62 (d, ei%?z #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 35&1 8?7 (s, 3H Melting point: 194-195 C. 15Yield: 61
% Exanpl e AsEx@ Bt hi ophene- 2- sul f oni caci d[ 4- (6, 7- di met hoxy-q

ui nol i n- 4-yl oxyithyPpRIpehb-B8ulfahic 20acid  [4~(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyl]-amide

10 C21H2sFN205S Mw. 434.48
LC/MS purity: 100%, m/z 433 [M-H]', 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-quinclin-4-yloxy)-2-flucro-phenyl}-C-phenyl-

N
jerane
0
/Om |
o
~o N

CasHxFN;0:S Mw. 468.51
LC/MS purity: 99%, m/z 467 [M-HJ', m/z 468 [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

20 methanesulfonamide



CzSH20N20582 Mv. 492.58 LC/MS purity: 99 % mz 491 [MHy, mz 493
[MH Rt. 2.90 min. 1FI NMR (300 Mz, DMBO-d6): 10.72 (s, 1H), 8.44

(d, 1H) 8. é Eg 8.02 (d, 1H), 7.51 (m 3H), 7-441>§c5r’ Egg 7
(s, 1H). ‘% "gmé 7.19 (d. 2H), 6.36 (d, 1H), 3.93 stP% ’,"O’%?%s
(s. 3H) V\D 2009/ 127417PCT/ EP2009/ 002798 - 78 - Mel ting point:
222-225 C. Yield: 64% Exanpl e A84 -73-

5Benzol[ b] t hi ophene- 3- sut f oni caci d[ 4- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) -
phenyi | - am d@, CR%HBESAAS $BI) NWO5 A9 BHK 3192 (3P i ty: 100 % miz 491

M H, 43 n. 10 1H NMR (300 MHz, DNBO- d6
[10. 25’ (s, ‘) e“‘Egé’g’kQ‘R&%éﬁ%ﬁQs (d, 1H), 8. (25 (s, 1H), 8.01 %d

1H), 7.42 (nyielt47 %. 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: 53 %
15 Exarrpl e ABS 1- Met hyl-2-o0xo0-2, 3-di hydro-1Hi ndol e-5-sul fonic acid
[ 4- (6, 7-di meghany@uarw! i n-4-yl oxy) - phenyl] am de 20C26H23N3068 Mw.

505. 55 L&/ ME pur ty: 100 % iz 504 [M H 06 R. 2.37
mn. 1H NVR 3-Eomprhi-[4-{Ra |ag;hoxyoqqngigg4-yiwf g?’ﬂi ‘%/"rﬂ‘hlti'ﬂfy‘ 7.71 (d,

1H) . 7.64 7.37 (d. 1H), 7.15 4H). 6.36
(iH)n, 1H) , (55?42(@“955@%@938 (s. 3H), Xy (H)s 2H) | 4 s (H)s 3H)

25Mel ting point: 119-122C.
N. A
e

10 CauHxBrN.OsS Mw. 545.41
LC/MS purity: 100 %, m/z 543 [M-H}, m/z 545 [M-HJ*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, TH), 7.17 (m, 4H), 6.35 (s,
“1H), 3.93 (s, 3H), 3.92 (s, 3H), 3.90 (s, 3H).

15 Melting point: 211-212°C.
Yield: 74 %

Example A75 '
Biphenyl-3-suifonic  acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-

CanstNzoss Mw. 52662

LC/MS purity: 99 %, m/z 525 [M-HJ, m/z 527 [M-H]'Rt. 3.19 min.

'H NMR (300 MHz, DMSO0-d6): 10.29 (s, 1H), 8.32 (d, 1H), 7.97 (m, 1H),
5 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)

20 phenyl]-amide



WO 2009/ 127417PCT/ EP2009/ 002798 - 79 - Yield: 54% Exanpl e A86
Bi phenyl - 3-sul fonic acid

[4-(6, 7-di -gui nol i n-4-yl oxy) -Phenyl]-amde 5 C2

512.59 LC 5@%@@%5& 97 % mz 511 [MH, mz 513 [MHr %%9@30%&%
"H NMR (300 MHz, DVSO-d6): 10.3 (bs, 1H), 8.36 (d, 1H), 7.98 (s, 1H),
7.95 10(d, 1H), 7.76 (d, 1H), 7.66 (m-3fy, 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 (sMehilg pstht HAE-180I9C.. 197-200 C. Yield: 53 % 15Exanpl e A87
N44- (6, 7- Di net h@xg-g}li nol i n-4-yl oxy) - pheny1] - 4- (3, 5- di net hyl -i soxazol
-4yl met hoxy¥&%eR?dhesul fonani de ~ 20C291-12711307S Mv. 561.62 LC/ VB
purity: 97 % mz 560 [M1-11-, mz 562 [MH 4 R. 2.78 nin. 'H NW\R
(300 MHz, Dl\/BOdG?: 10.2 (bs, 1H), 8.45 (d, 1H), 7.72 (d, 2H), 7.44
(s, 1H), 7.3Bxp@plehy6 7 16 (m 6H), 6.37 (d, 1H), 4.99 (s, 2H), 3.93

(s, 3H), 3. 9y f4See B . iR - nfsthyl M&phémgxypoi nt
(o5- 100 & Y Aimethoty du ogﬁljn%llogy&%s yiphengRigsphenticy
N44- ( 6, 7- Di mbehzanesglibmanlde- 4- yl oxy) - 2- f | uor o- phenyl ] - 3-f | uor o- 4- net h

oxybenzenesul f onam de
LT 5
/0 =
~Z

~o

CaoH2eN20:S Mw. 542.62
LC/MS purity: 100 %, m/z 541 [M-H, m/z 543 [M-H]"Rt. 3.21 min.

0 '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 %

15
Example A77 .
Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-

o

N
/oﬁ\j

/
~o N

20 C2sH24N20sS Mw. 500.58 _
LC/MS purity: 95 %, m/z 499 [M-HJ, 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)

25 Melting point: 118-120 °C.

phenyl}-amide



5 C24H20F2N206S Mwv. 502. 50 LG/ MS purity: 100 % mz 501 [ME], mz
503 [MHt Rt. 2.62 min. 1H NWR (300 MHz, DVBO-d6): 10.15 (bs, 1H),
8.50 (d, 1 7.51 (m 3H), 7.41-7.21 (m 4H), 7.04 (dd,_1 6. 95
(d, 1H). 3%Q2?%{12§ . 3.93 (s, 3H), 103.89 (s, 3H Mel tﬁq@gﬁﬁ%9ﬂ9279s
230-232 C. Yield: 23 % Exanpl e A89

15Bi phenyl - 3- sul f oni caci d[ 4- (6, 7-di rrethgﬁy-qui nol i n- 4-yl oxy) - 2- met hyl
- phenyl kam de C30H26N205S Mwn. 526.62 LC/MS purity: 100% nfz 525
[MH, mz 5%&ld:MiB8P4 R. 3.18 mn. 20 1H NVR (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 ExamBfe A¥8 3H) Melting point: 220-222 C. Yield: 77 % WO

2009/ 127417PCT/ EP2009/ 002798 - 81 - I 0 -

ND4- (5, 7- Di rECRBRPIRRPrRORE. y1 355 - - torymeBRayRyneIBrH gy phenyi
benzenesuyl f oggpdge 5C301- 126N206S Mwv. 542.62 LC/MS purity: 100 %
mz 541 EMH, mz 543 [MH R. 3.22 mn.

N\/[\j\/
~
Pty I
/OI%

=
™o N

CasH21N3O:S Mw. 487.54
L C/MS purity: 100 %, m/z 486 [M-H}, m/z 488 [M-H]" Rt. 2.51 min.

10 'H NMR (300 MHz, DMSO-d6): 10.80 (s, 1H), 8.48 (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: 228-231 °C.
Yield: 74 %

15
Example A79
3,5-Dichioro-N-{4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyt]-2-
hydroxy-benzenesulfonamide

20
CasHzClN,0cS Mw. 535.41
LC/MS purity: 91 %, miz 533 [M-HI, m/z 535 [M-HJ* 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, 6H), 2.05 (s, 3H)



1H NMR (300 MHz, DVBO-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, 11-0, 3.94 (s,

3H), 3.91 (Wo2dbndisa7 1. 98 (s, 3H) ioMelting point: 169- lpddkpa008to8i-ds
70 % Exanpl e A91 Napht hal ene- 1-sul fonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 2- m;éhyl - 15phenyl ] -am de
C28H24N205S Mwn. 500.58 LG/ MS purity: 989 miz 499 [MH, 1H NWR (300
MHz, DMSO- d6): .9.93_20$d, 1H), 8.08 (m 2H), 7.70 (m 2H), 7.03 (d,
1H), 6.94 (nMefling panta113d17 Mel ting point: 233-235 C. Yield: 72%

rniz 451 [Mwed;’t.SB/.Ol mn. (s, 1H), 8.71 (d, 1H), 8.47 (d, 1H),
8.25 7.61 (t, lﬁ, 7.41 (s, 11-1); 7.37 (s, 1H), 1H), 3.93 (s, 3H),
3.89 (s, 3H), 1.85 (s, WD 2009/127417PCT/ EP2009/ 002798 - 82 -

Exanpl e A92 % he ér%f,-su "fon icacid[4-(6, 7-di met hoxy-g
ui nol i n-4-yl 5'}'9 - hyl - phenyl]-ani de 5C30H26N205S Mwn. 526. 62
LC/ M5 puki t y2-Méh¢h-3dimidazble[44stlfoniol AckD 7[4F-(8, Hdirmethogy-zuinalin-4-yloxy)-

phenyll-amide
N
v AL

g#ig N

C21H20N4OsS Mw. 440.48

10 LC/MS purity: 99 %, m/z 439 {[M-HT", 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

/Oﬁ%
-
~o N

20 CaH24N,0:S Mw. 512,58
LC/MS purity: 86 %, m/z 511 [M-H}, m/z 513 [M-H}' Rt. 3.12 min.
'"H NMR (300 MHz, DMSO0-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.



"H NWVR (300 MHz, DMBO-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, 1Hyo 209837446, 3H), 3.89 (s, 3H), 2.04 (s, 3H Katbid@o279s
poi nt: 228-230 C. Yield: 58 % Exanpl e A93

N14- (6, 7- Di met hoxy- gui nol i n- 4-yl oxy) - 2- ngt_hyl - phenyl11- 3-pyri mdin-2-y
| 15benzenesul f onam de C28H24N405S Mwv. 528.59 LC/ MS purity: 100 % mz
527 [ M Hr, n(,z%?% IMFi] R. 2.81 nmin. IHNW (300 Miz, DVSO d6):
9.79 (bs, 1H)! el 7°(d 2H), 8.75 (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, 1H), 7.37
(s, 1H), 7.06 %@P%’E& 7.02 (m 2H), 6.39 (d, 1H, 3.93 (s, 3H, 3.89

(s, 3H, 2. 0lEX Melting point: 103-105 C. Yield: 65% WO
2009/ 127417P %Zﬂ W, AY/! @]yﬂ% rimidin-2-vi-
Benzo[ b] t hi oﬁ;{(ene 2%?@%&?@“2@% y_ 7- di met Itnl{oxy g uyl
nol i n- 4- yl oxgynaenaw{fwyamdﬁenw | -am de 5 CZ6H22N20582 Mv. 506. 60
LCMS purity: 98 % mz 505 [MH, mz 507 | 3.05 min. 1H NWR
(300 MHz, DMSO-d6): 10.11 (s, 1H), 8.49 (d 8 10 (d, 1H), 8.02
(d, 1H), 7.81 (s, 1H), 7.52 (m 2H .39 (s, 1H), 7.19
(d, iolH, 7.11 (d, 1H), 7.06 (dd, 1 48 (d 3.94 (s, 3H),
3.91 (s, 3H), 2.07 (s, 3H o

- -

~ —

O

C2z7H2.N,05sS Mw. 514.56
LLC/MS purity: 99 %, m/z 513 [M-H], m/z 515 [M-H]* Rt. 2.67 min.

10 '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 (1, 1H), 7.54 (1, 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: 194-185 °C.

15 Yield: 61 %

Example A83
Benzo[blthiophene-2-sulfonic  acid - [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyll-amide

20
CstzuNzOsSz Mw. 492.58

LC/MS purity: 99 %, m/z 491 [M-HJ, m/z 493 [M-HJ"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,
25 2H), 6.36 (d, 1H), 3.93 (s, 3H), 3.88 (s, 3H)



Melting point: 255-257 C. Yield: 34 % 15Exanpl e A95
1- Met hy1l- 2- oxo0- 2, 3-di hydr o- 1H-i ndol e-5-sul fonic acid

[4-(6, 7-di Lyol i n-4-yl oxy) - 2- net hyl - phenyl ] - am

C27H251\ 13%§Q%¥9§%.S8 20LC/ M8 purity: 100 % mz 518 ﬁ’ﬂ@ﬁ%’?”’#ﬁ”
520 [MH Rt. 2.36 mn. NVR (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)

Mel ting poi nMeltingpoints222-226YCel d: 71 % WO

2009/ 127417R HEP%Q?Q/ 002798 84 - Exanpl e A96 N-14- (6, 7- Di net hoxy- q
ui nol i n-4-yl OXy) -3 1 uor o- pheny1] - 2-t ri f | uor onet hyl benzenesul f onani de
5  C241- 118F4N205S My, 522.48 LC/MS purity: 99 % miz 521 [ M HL,
nn/z 523 [MH R f@ 9 min. 'HNW (300 Mz, DVMSO d6): 11.03 (bs,
1H), 8.45 (d74ATHe/&%e6 (d, 1H), 8.04 (d, 1H), 7.90 (m 3H), 7.47 (s,
1H), 7.49Q (SBedd[bjtHiopBer(s-3-sltfpnic?. 18cidd, [H(BLT-dinTetBBxy-quinblh-4-Hooy)-

s, 3H, 3.91 (s,. 3 Meltin oint: 80-83 C. Yield: 51 % Exanpl e A97
( " phényi]-armde gp ° P

CasH20N2058, Mw. 492.58
LC/MS purity: 100 %, m/z 491 [M-H]', 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.
Yieid: 63 %

15
Example A85
1-Methyi-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-phenyil-amide

20 CaeHzNiOsS Mw. 505.55 _
LC/MS purity: 100 %, mfz 504 [M-HJ, m/z 506 [M-H]* 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)

25 Melting point: 119-122 °C.



15Bi phenyl - 3-sul fonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3-fl uoro- phenyl k am de
C291123FN2 58 LC/I\/IS purity: 98 % nmz 529 EM 1:11-

531 [ M H]t .ZB@T%%%Q Mn. 20 'H NVR (300 Mz, DMBO d6): f%?r}sé*’(z%(’s?{%%’?—ﬁ,
8.37 (d, 1H), 8.04 (s, 1H), 7.98 (d, H% 780(d 1H), 7.69 (m 3H),
7.55-7.33 (m 6H), 7.20 (dd, 1H), 7.06-(8- 1H), 6.28 (d, 1H), 3.97
(s, 3H, 3.90 (s, 3H Melting point: 109-111 C. Yield: 67 % WO
2009/ 127417P¥iEidP3999/ 002798 - 85 - Exanple A98 N-14-(6,7-D methoxy-g
ui nol i n-4-yl oxy) - 3-fl uor o- pheny1] - 3- Phenoxybenzenesul f onam de 5
C291- 123FN206S Mwn. 546.58 LC/Ms purity: 99% niz 545 DA-Ht, m z 547
[MH Rt. 3.28afpie ABS NI\/R(300 MHz, DMBO-d6): 10.62 (bs, 1H), 8.45

(d, 1H, 76272m 7.14-7.0 R d,
1H), 3.95 (sBiphanyl- SQ@O'Q'Q ac!ﬁfé (%E?WEFF%‘H@%BFWP"”%#QP@%%W@F&%‘?
65% Exanpl e A99

N- 14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - -fku pheny11- 2, 5-di fl uOr 015
benzenesul f onam de Cz3H17F3N205S Mw. @ P S purity: 99 % nz
489 EMH, mz 491 [MH Rt. 2.87 mgr.H NWVR (306 MHz, DVSO d6): .
11.12 (bs, 1H), 8.45 (d, 1H), .2 =05 (m 203H), 7. 48 (s, 1H), 7.41
(s, 1H), 7.39 (t, 1H), 7.19 (Qd ) J7.05 (d, 1H), 6.36 (d, 1H),
3.94 (s, s3H), 3.92 (s, 3H

CaaH24N20sS Mw. 512.59

LC/MS purity: 97 %, m/z 511 [M-HF, m/z 513 [M-H]*Rt. 3.09 min.

'H NMR (300 MHz, DMSO-d6): 10.3 {bs, 1H), 8.36 (d, 1H), 7.98 (s, 1H), 7.95
0 (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 %

15 Example A87
N-[4-(6,T—Dimethoxy-quinolin-4-ylcxy)-phehy!]-4-(3,5—dimethy|—isoxazol-4-

yimethoxy)-benzenesulfonamide
l ]
Q -0
,@l 353,

o
\O N

20 CaxHzN3O/S Mw. 561.62
LC/MS purity: 97 %, m/z 560 [M-H]', 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, 8H), 6.37 (d, 1H), 4.98 (s, 2H), 3.93 (s,
3H), 3.90 (s, 3H), 2.39 (s, 3H), 2.19 (s, 3H)

23 Melting point: 188-190 °C.
Yield: 11 %



Melting point: 232-234 C. Yield: 51 % - 86 - Exanple A100

Napht hal ene- 1-sul fonic acid

[4-(6, 7-di nol i n- 4-yl oxy) - 3-f1 uorophenyl ] - am
buFLs 1 FrocLR et ) 1 1R K purity: 100 % niz 503 [ﬁfﬁlfr“?"zﬂ“{*’é“"?&%
[MH R. 3.04 mn. NVR (300 MHz, DI\/S%dG) 11.04 (bs, 1H), 8.73
(d, 11-1), 8.41 (d, 1H), 8.28 (m 2H) 12 (d, 1H, 7.71 (m 3H),
7.42 (s, 1H), 7.37 (s, 1H, 7.26 (t, 7.08 (dd, 1H), 6.93 (d,
1H), 6.26 (d, 1H) 392(5 3H), 388(5 3H) ioMelting point:
118-120 C. Y@h IPAs§0e Exanpl e A101

N44- (6, 7- Di net 05? U|noI|n4 fl uoro- phenyl] -3-Pyrimdin-2-y
| 15benzenesuN¢ Bn(@nﬁ-@@ﬂ&hw QBMNH%;BIQXW'ﬂQQ@'QSGW upg-4-methano o

531 [ M 2. 86 H NVR (300 MHz,
rD%ZOdG) [ H[?Ez%gsuﬁ%“[‘ .97 (d 2H) m8.ns5 (s, 1H§, 20 8.65 (d,
1H), 8.37 (d 1H), 7.96 (d, 1H), 7.78 (4, 1H) (t, 1H), 7.45 (s,

(d, 1H), 3.93 (s, 3H), 3.89 (s, 3H ncgzspgl AtSF 105-107 C. Yiel d:

1H), 7.37 (s, 1H), 7.34 (d, 1H), 7.19 (Hd,,1 .02 (dd, 1H), 6.28
39 '1k WD 2009/ 127417PCT/ EP2009/ 00 ﬁjj] 87 - Exanpl e A102

~0 X
o
~o N

CaaH20F2N2068 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),
1w 3.89 (s, 3H)

Melting point: 230-232 °C.

Yield: 23 %

Example A8S
15 Bipheny!-3-sulfonic acid [4-{6,7-dimethoxy-quinolin-4-yloxy)-2-methyi-
phenyl]-amide

CaoHzsN20sS Mw. 526.62
LC/MS purity: 100 %, m/z 528 [M-HI, m/z 527 [M-H]" Rt. 3.18 min.

20 "H NMR (300 MHz, DMSOC-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 %

25



N[ 4- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 3-pyri m din-2-1
/ 1- benzenesul fonam de 0 5C271-121FNACGS Mwv. 532.55 LC/ MS purity: 100

% mlz 531 533[MH] Rt. 2.79 min. 11-1 NWR (

DVBO- d6) : 1‘8%’5& 1%%% .97 (d, 2H), 8.79 (s, 1H), %3'9'%"}%?%”98

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, iF}- 3.93 (s, 3H), 3 89 (s, 3H
10Mel ting point: 137-140 C. Yield: 42% Exanple A103

N[ 4- (6, 7- D nEké&sle ABO nol i n- 4-yl oxy) - phenyl ] -2-tri fl uoromet hyl 15benze

| f d 119F3N205S 04. 4 mz 503
i tetd ﬁdﬁéﬁ‘m R e e A
10.71 (bs, 1hbnzehedblféshmitle), 8.11 (dd, 1H), 208 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: 2p 2;;(9 Yield: 59 % WO
2009/ 127417PCT/ EP2009/ 002798 - 88 - Examite
Napht hal ene- 1-sul fonic acid [4-(6, 7-d th%xy qui
nol i n-4-yl oxy) - phenyl]- ami de
-~

~—
™o N

5 CaoH26N20:S Mw, 542.62
LC/MS purity: 100 %, m/z 541 [M-HT, m/z 543 [M-H]* Rt. 3.22 min.
1H NMR (300 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, 3H), -
1.98 (s, 3H) '

1  Melting point: 169-170 °C.
Yield: 70 %

Example A91 .
Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinclin-4-yloxy)-2-methyl-
15 phenyl]-amide

CosH24N20:S Mw. 500.58

LC/MS purity: 98 %, m/z 499 [M-HF, m/z 451 [M-HJ* Rt. 3.01 min.

H NMR (300 MHz, DMSO-d6): 9.93 (s, 1H), 8.71 (d, 1H), 8.47 {d, 1H), 8.25
o (d, 1H), 8.08 (m, 2H), 7.70 (m, 2H), 7.61 (¢, 1H), 7.41 (s, TH), 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 %



5C27- 122N205S Mw. 486.55 LC/MS purity: 100 % nfz 485 [MH, nfz 487
[MH R. 2.96 nin. NMR (300 MHz, DMBO-d6): 10.72 (bs, 1H), 8.75

(d, 1H), 8.¢bAosh2ih. 8.22 (t, 2H), 8.09 (d, 1H), 7.71 4 ePlonotres?
(s, 1H), 7.35 (s, 1H), 7.09 (dd, 4H), 6.27 (d, 1H), 3.92 (s, 3H),
3.86 (s, 3H) 10Melting point: 250-253 C, 2\(i el d: 61 % Exanpl e A105
3,5-Dichl oro- N 4- (6, 7-di met hoxy- qui nol i r? 4-y| oxy) - 2- met hyl - pheny1] - 4-
15hydr oxy- benzenesul f onam de C24112002112065 Mwv. 535.41 LC/ MS purity:
93 % mz 535XpMPIgAS%1z 535 [MH Rt. 2.69 nin. 94 NMR (300 Mz,

DVSO-d6) : 9. i, 55 Gdid 1HY4-(8 754ine inolind 23 :thvi-
7.43 (s, 1H) ,yp}l.ei‘g"%slé?"fﬁﬁ)c, 7%”8 (:10[4 §§H)7 6. Ehe?%??jq,wqom , %%(g) (s 30,
3.93 (s, 3H) phenglbamide 3H) Melting point: 255-259 C. Yield: 25 % WO
2009/ 127417PCT/ EP2009/ 002798 Exanpl e A106

3,5-Dichl oro-N 4- (6, 7-di met hoxy- qui nol i n- 4-yl oxy) fl uor o- pheny1l] - 2-
met hoxy- benzenesul f onam de 5C241- 119C12FN206 g7 Mt 3.40 LC M5B

purity: 98 % mz 551 [MH, mz 553 Ris. 8.31 mn. '"HNW (300
MHz, DMBO d6): 10.86 (bs, 1H), 8.46 ;@;ﬁsﬁo&% (d, 1H), 7.81 (d,
1H), 7.48 (s, 1H), 7.38 (m 2H), 7.4 > 1H), 7.04 (d, 1H), 6.36
(d, 1H), 3.96 (s, 3H, 3.94 3.91 (s, 3H) toMelting point:
155-158 C. Yield: 59 % Exanple @]

o N

5 CaHasNz0sS Mw. 526.62
LC/MS purity: 96 %, m/z 525 [M-HJ, m/z 527 [M-H]'Rt. 3.21 min.
H NMR (300 MMz, 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)

1 Melting point: 228-230 °C.
Yield: 58 %

Example AS3
N-4-{6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-3-pyrimidin-2-yl-

N\. /Qﬁ/&
N,
/OKI%
e
o N

CasH24N,OsS Mw. 528.59

LC/MS purity: 100 %, m/z 527 [M-HJ, 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),
» 866 (d, 1H), 8.40 (d, 1H), 7.83 (dd, 1H), 7.75 (¢, 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 %

15 benzenesulfonamide



Bi phenyl - 4-sul fonic acid
[ 4- (6, 7-di met hoxy- gui nol i n-4-yl oxy) - 3-fl uoro-Phenyl | 15am de 0

C29H23FNOSGo M3 58 LCI NG puri ty: 98 % nfz 529 [M hy ,1%30%
[(MH R. 338 A THNVR (300 Mz, DVBO d6): 10.72 (bs.  1F) R

(d, 1H, 7. 90 (s, 3H), 207.74 (d, 2H), 5353 7.44 (m 7H), 7.20 (d,
1H), 7.06 (d, 1H), 6.36 (d, 1H), 3.93 {SY"3H), 3.90 (s, 3H Melting
point: 167-171 C. Yield: 40 % WO 2009/ 127417PCT/ EP2009/ 002798 - 90 -
Exanpl e A108 Benzo[ b]t hi ophene- 3-sul fonic acid

[4-(6, 7-dine kpol i n-4-yl oxy)-3- fluoro-phenyl]-amde 5
C251-119FN20E2§'¥%[N%%410 57 LC/ M5 purity: 99 % mz 509 [MH, mz 511

[MH R. 3. Bﬁnm[b]thibthRZ(SMfOni’mz acVs 48y -dinetieryaEnolin-g-ylaxyy2-

(s, 1H), 84363 Ip%%l (d 1H) . 8.14 (d, 1H), 7.55 (m 2H), 7.45
(s. 1H). 7.38etyi-phepyil-af rolH), 7.16 (dd, 1H, 7.09 (d, 1H),
6.30 (d. 1H), 3.93 (s. 3H). 390(5 3H) Mel t] int: 191-193 C
Yiel d: 63 % Exanpl e A109 I _
15N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy gcé 8- pHenyl ] - 4-f | uor o- 3- ne

t hoxy- benzenesul f onani de
o N*

CasHN205S; 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,
30 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 %

15 Example A95
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-2-methyl-phenyl}-amide

CxH2sN30sS Mw, 519.58

»  LC/MS purity: 100 %, miz 518 [M-HI, m/z 520 [M-HJ* Rt. 2.36 min.
"H NMR (300 MHz, DMSO-dB): 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.

2 Yield: 71 %



C24H20F2N206S Mwv. 502.50 LG/ MS purity: 97 % mz 501 [M1-1], mz 503
[MH R. 2.92 mn. 20 1H NWR (300 MHz, DVMSO-d6): 10.60 (bs, 1H),

8.46 (d, 1Hyg 266978744734 (m 6H), 7.19 (dd, 1H), 7.03 (d, Péﬁm@m}%‘%gs
(d, 1H), 3.94 (s, 3H), 3.92 (s, 3H), 3.90 (s, 3H) Melting point:
202-204 C. Yield: 61 % - 91 - Exanple 10

4- Chl or 0- N14- ( 6, 7- di met hoxy- qui nol i n- 4-yT"oxy) - 3- f | uor o- phenyl ] - 2-fl uo
r obenzenesul f onam de 5C23H17CLF2N205S Mwn. 506.92 LC/MS purity: 96 %
mz 505 [MHL, mz 507 [MH R. 3.01 min. 1H NWVR (300 MHz, DWMSO- d6):
11.08 (bs, 1ligyg m&},; 5 d 1H), 7.92 (m 2H) 7 77 (dd, 1H), 7.52 (dd,
1H), 7.48 (s, I-&S (s, 1H), 7.18 (t , 7.16 (dd, 1H), 7.03
(dd, 1H), 6 Dbi4 794matr@xgzqw@hns44yloxm Qé!ue@ pRepyidtifiuarege

99-101 C. Yig é],fgﬁ Alll
3, 5-Di chl oro- hﬁﬁe% I rreteﬁoxy qui nol i n- 4-yl oxy) - 2- net hyI phenyl ] - 2-

15nmet hoxy- benzenesul f onam de C25H22C12N206S Mw. 43 LC/ M5 purity:
97 % mz 547 [MH, nmz 549 [MH R _ 3.27 NMR (300 MHz,
DVBO-d6): 9.90 (bs, 1H), 8.48 (d, 1H) ' EEB\ , 207.56 (d, 1H),

7.44 (s, 1H, 7.39 (s, 1H, 7.07 (m 3 1H), 3.94 (s,
6H), 3.90(s, 3H), 2.07 (s, 3H), 2.08 {s, 3H) I\/EIFtpn"g poi nt: 159-162

C. Yield: 69 % - 92 - O =
~o N

C2H1sFsN:0:S Mw, 522.48

LC/MS purity: 99 %, m/z 521 [M-HJ, m/z 523 [M-H]" Rt. 2.89 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,
1w 1H), 7.03 (d, 1H), 3.94 (s, 3H), 3.91 (s, 3H)

Melting point: 80-83 °C.

Yield: 51 %

Example A97
15 Biphenyl-3-sutfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-
amide

C2sH2FN0:S Mw. 530.58
LC/MS purity: 98 %, m/z 529 [M-H[, m/z 531 [M-H]* Rt. 3.27 min.

20 '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), 7.55-7.33 (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 %

25



Exanpl e Al12

N44- (6, 7- Di met hoxy- gui nol i n- 4-yl oxy) - 2- et hyl - pheny1] -2-trifl uoroneth
oxybenzene f 5C25H21F3N206S Mwn. 534.52 LC/MS p

Mz 533 [M %&z%ﬂ?%@% [MH R. 2.91 nin.  NVR (300 Nﬁdﬁ%@g@@dyéﬁ’s
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, 11-1), 7.39°¢5, 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 io(s, 3BxamplelMO&s, 3H) Melting point: 230-232 C. Yield: 64 %
Exanpl e A113

. - henoxy
15N14- (6, 7- D‘\ln[ét(ﬁt)xglm%thﬁw qumghn ¥(|0¥y)23 rﬂr%?rr? ?herﬂgnyf}] e2 £rifluorone
thyl - benzenbsn&émamMﬁeCZSHlesNzoSS Mv. 518.52 LC/MS purity: 96

% mz 517 NH, mz 519 [MH Rt. 2.96 nin._20 1H_NVR (300 Mz,
DVBO-d6) : 9.88 (bs, 1H), 8.48 (d, 1H), 8, 02[(qd, . 7.95 (dd, 1H),
¢S

7.86 (m 2H), 7.44 (s, 1H), 739(5:@', 1H), 6.44 (d, 1H),
3.94 (s, 3H), 3.91 (s, 3H), 2.01 (s 2911 (s 3H) Melting point:

254-257 C. Yield: 32 % WO 20Q9/ 127%17PCT/ EP2009/ 002798 - 93 -
Exanpl e Al114 N14- (6, 7- Di met hoxy o
ui nol i n-4-yl oxy) - phenyl ] - 2- t Mgk™NOrM@Et hOXYy- benzenesul f onami de 5

C241- 119F3N206S Mv. 520.49 LC/MS purity: 100 % miz 519 [MH, nfz
521 [MH5 Rt. 2.96 min.

CaoH2FN206S Mw. 546.58

LC/MS purity: 99 %, m/z 545 [M-HI', m/z 547 [M-H]* Rt. 3.28 min.

H 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)
1 Melting point: 197-199 °C.

Yield: 65 %

Example A99
N-[4-(6,7—Dimethoxy-quinoiin-4-yloxy)-3-ﬂuoro-phenyi]~2,5-diﬂuoro-

15 benzenesuifonamide

/DJC%
o
~o N

CaaHFaN20sS Mw. 490.46

LC/MS purity: 99 %, m/z 489 [M-HI, m/z 431 [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,
2 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 %

25



"H NVR (300 MHz, DMBO-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), 6wdhebosard@1H), 3.93 (s, 3H), 3.89 (s, 3H), MehdweboRRioRts

222-223 C. Yield: 63 % Exanple Al1l5

15N[ 4- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - Igerwl]-B- Phenoxy-

benzenesul f onam de 0 C29H24N206S Mwn. 528759 LC/ MS purity: 100 % mz

527 [MH, mz 529 [MH Rt. 3.15 mn. 20" H NVR (300 MHz, DMVBO- d6):

10 32 (bs, 1Exam@leA1QQ, 1H), 7.60 (t, 1H), 7.45 (m 6H), 7.30 (d,
7.18 ( H) 3

3H) Vi ng”})ﬂg?h?halgffzjr fﬁ/ﬁo%g cn? h O/;d?rh@thoﬁy Ritirlohin-43{ibxy)33-Alofos

2009/ 127417 PaiieEFRa0@le002798 - 94 - Exarrpl e Al16

N44- (6, 7- Di net hoxy- qui nol i n- 4-yl oxy) - Pheny11- 4-f ] uor o- 3- met hoxy-

benzenesul f onam de 5C24H21FN206S Mw. 484 51 «' N purity: 100 % nmz

483 [MH, mz 485 [MH R. 2.81 m : , DVBO d6):
1029 (bs, 1H), 8.45 (d, 1H), 738(m 6"9 4H), 6.36 (d,
11-0, 3.93 (s, 3H), 3.89 (s, 3H), 3H) Mel ting point:

222-224 C. 10Yield: 69% Exanplg A 17

4- Brono- 3-chl or o- N44- (6, 7-di rﬁt qul nol i n- 4-yl oxy) - phenyl ) -
benzenesul f onam de ~o NG

5 CxHuFN0:S Mw. 504.54
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)

10 Melting point: 118-120 °C.
Yield: 61 %

Example A101
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy}-3-fluoro-phenyi]-3-pyrimidin-2-yl-

F N N
oA
N. =

15 benzenesulfonamide

CarH2FN,OsS Mw. 532.55

LC/MS purity: 100 %, m/z 531 [M-H}, m/z 533 [M-HJ' Rt. 2.86 min.

"H NMR (300 MHz, DMSO-d6): 10.75 (bs, 1H), 8.97 (d, 2H), 8.85 (s, 1H),
0 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: 38 %

25



15 C231-118Br Cl N205S Mwv. 549.83 LC/ M purity: 99 % nmlz 547m z 549
[MH Rt. 3.11 nin. NVR (300 MHz, DMSO-d6): 10.48 (bs, 1H),

.40 (4, Whoafinfidufsl, 16, 207,83 (s 14, 7.5 (4. 1Hpcrizdigopos
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 % WO

2009/ 127417PCT/ EP2009/ 002798 - 95 - Exéﬁ%l'e Al118

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - Phenyl ] - 2, 5-di f | uor obenzenesul fo
namide 5  CE38M@RAMYOSES Mv. 472.47 LC/MS purity: 99 % miz 471

[M1-1]-, ™ & 47 il A ay EMREN-26))-
10. 80 (bs, ﬂlﬁ @f%@kﬁ%ﬁh%q?"ﬁ'gg 90’5@“% %9?&5 ,! 7‘.144p(s, 1%?)(2?)'7. 38
(s, 1H), 7.2befzehesuifpnarsidds (d, 1H), 3.93 (s, 3H), 3.89 10(s, 3H)
Melting point: 260-263 C. Yield: 39 % Exanpl e .A119
15N-[ 4- (6, 7- D net hoxy- qui nol i n- 4-yl oxy) - 3- @ y-thenyl] -2-trifluoro
met hoxy- benzenesul f onani de /@N':S\*o I\J

N. =~

F
~O e
o
~o N

5  CxHaFNsOsS Mw. 532.55
{ C/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 (1, 1H), 7.54 (1, 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)

10 Melting point: 137-140 °C.
Yield: 42 %

Example A103
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethyl-
15 benzenesulfonamide

/o S
o
o N

CaeH1sFN20sS Mw. 504.49

LC/MS purity: 99 %, m/z 503 [M-HJ, 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)

Meiting point: 224-227 °C.

Yield: 58 %

25



C25H21F3N207S My, 550.51 20LC/ MS purity: 100 % miz 549 [MH, niz
551 trwHy Rt. 2.96 min. NVR (300 Mz, DVBO d6): 10.62 (bs, 1H),

8.39 (d, 1Kyo28s@3744d, 1H), 7.80 (td, 1H), 7.59 (m 2H cﬁﬁ@wﬁoﬁms

1H), 7.36 (s,

1H), 7.13 (d, 1H), 6.97 (d, 1H), 6.72 (dd, 1H),

(d, 1H), 3.93 (s, 3H), 3.91 (s, 3H, 3. (s, 3H) Melting p0|nt

211-212 C

N14- (6, 7- Di net hox

enesul f onam

[MIi], mz
10. 35(b

(m 3H), 7.3
(d, 2H), 6.9
3.92 (s, 3H),

Exanpl e Al 21

- 96 - Yleld 59 % Exanpl & Al 20
ui nol i n-4-yl oxy) - 3- net hoxy- pheny1] - 3- phenoxy5benz
gxam 207S Mwn. 558.61 LC/MS purity: 99 % mz 557
9 |ﬂ 17-Niviretha QP q\irislin henyl]-
E?BhthMeHb &ulg&mcl é% F41t6} el gﬁ% o d%%(@% yl]
amide 1H),7.32 (d, 1H) 724(m 2H), 7.16(d, 1H), 701
, 3.94 (s, 3H,
C. Yield: 55 %15

3 (d, 1H, 6.70 (dd, 1H), 6.16 (d,
3.61 (s, 3H Melting point: 106-

1] - 4-fl uoro- 3-

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - %’/ ’S\\ j - -
nmet hoxy- benzenesuf f onam de 20C25H236& S MN 514753 LC/ M5 purity:

99 %9 nmlz 51

DVBO d6) : 10.

7.39 (m 2H),
3.93 (s, 3H),

point: 1@9-1

10

15

20

3 EMH, mz 515 2.71 mn. 11-1 NWR (300 MHz,

3 (bs, 1H), 8.39 ( H).]7.52 (dd, 1H), 7.45 (s, 1H),
7.36 (s, 1H), % ~EH), 6.97 (d, 1H), 6.15(d, 1H),
3.91 (s, 3H), 3.89 (s, 3H), 3.64 (s, 3H) 25Melting

CO HaN DN ODBBLET 417

LC/MS purity: 100 %, m/z 485 [M-HI", 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

C24H2CLN-0sS 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: 255-258 °C.

Yield: 25 %



PCT/ EP2009/ 002798 - 97 - Yield: 66 % Exanple Al 22
4- Br onp- 3- chl or o- Nd4- (6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 3- met hoxy- pheny

1] - 5benzer\E§HﬁfﬁQﬁ% de C24H20Br Cl N206S Mwv. 579. 86 LC N@cpl}zéﬂ&[m\(()g}gggs

% mz 577 mz 579 [ML11 NWR (300 M—Iz DI\/ISOd6) R
1H, 10 7.92 (d, 1H), 7.63 (dd, 1H), 7.36 (s 1H), 6.74
(d, 1H), 6.17 (d, 1H), 3.93 (s, 3H), é% |\/E|t| ng point: 110-113 C.

Yield: 75 % H RL. 3.12 min. 8.40 (d, 8.30 (d, 1H, , 1H, 7.17

(d, 1H), 6.9ExamplgAIOBH), 3.64 (s, 3H) 15Exanpl e Al 23

NA4- (6, 7- Di - 3= = 2 f4_uor onet
hyl - benzengglﬁqﬁg\n{' °ﬁ§&*’;P‘t:@ﬂgﬁ%%é‘%ﬂﬂ@mgg%%g%%@%miiy 100
% mz 533 [ MéthoxylenzZedbsliféridmige. 2.91 min. 1H NWR (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), B. %2 (s, 3H Melting

poi nt: 198-199 C. WD 2009/ 127417PCTEEP20094.002798. - 98 - Yield: 49%
Exanpl e Al 24 =53, cl

0" "o

5 CaH1sClLFN20sS Mw. 553.40
LC/MS purity: 98 %, miz 551 [M-HI, 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)

10 Melting point: 155-158 °C.
Yield: 59 %

Example A107
Biphenyl-4-sulfonic acid [4-(8,7-dimethoxy-quinolin-4-yloxy)-3-fiuoro-phenyl]-

15 amide

CasH2sFN,OsS Mw. 530.58

LC/MS purity: 98 %, m/z 529 [M-HF, m/z 531 [M-H]* Rt. 3.28 min.

'H NMR (300 MHz, DMSO-d6): 10.72 (bs, 1H), 8.43 (d, 1H), 7.90 (s, 3H),
n  7.74 (d, 2H), 7.53-7.44 (m, 7H), 7.20 (d, 1H), 7.08 (d, 1H), 6.36 (d, 1H), 3.93

(s, 3H), 3.90 (s, 3H)

Melting point: 167-171 °C.

Yield: 40 %



4- Br ono- 3- chl or o- N14- ( 6, 7- di et hoxy- qui nol i n- 4-yl oxy) - 3-f | uor o- phenyl
] - 5benzenesul fonam de CI 0 CzaH12Br Cl FN205S Mw. 567.82 LC/MS purity:

99% mz 5 z 567 [MH Rt. 3.22 min. 1H NWR ( :
DVBO- d6) : Q?O(Z%QHE?{‘ 78.46 (d, 1H), 8.01 (d, 1H), 7.93 %%?%%%%"?798
7.63 (dd, 1H), 7.48 (s, 11-1), 7.36 (s, JH), 7.34 (t, 1H, 7.15 (dd,
1H), 6.98 (d, 1H), 6.37 (d, 1H, 3.94 (s, 311), 3.92 (s, 3H Melting
poi nt: 144-147 C. Yield: 43 % 15Exanple Al 25

1- Met hyl- 2- oxo- 2, 3-di hydro- 1H i ndol e-5-sul foni ¢ acid

[4-(6, 7-dine i n-4-yl oxy)-3-fl uoro-phenyl] - amdeOO
CZ6H22FI\BO6S%%§QQQ 20LC/ MS purity: 99 % nfz 533 MHL rn/z 535
[MH Rt. 2 @eneofblthicehEve-3- sﬂ@arimz , adivs(4(6) 7-dimmetroxauinelinyt-ylexys3-

(m 1H), M?‘%’l ’}‘(ta?{']%'ﬂ@% (s, 1H), 7.46 (s, 1H), 7.39 (s, 111),

7.33 (t, 1H) 3 .00 (d, 111), 6.36 (d, 1H), 3.94 (s, 314
3.91 (s, 314 3.65 (s, 2H), 3.14 (s, 3H) Meltipg-point: 163-165 C WO
2009/ 127417PCT/ EP2009/ 002798 - 99 - Yield: 5901% Exahml e Al 26

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - Qﬁe@Phe |1-2-trifluoronmeth

oxy- 5benzenesul f onam de

CasH1sFN20sS2 Mw. 510.57

LC/MS purity: 99 %, m/z 509 [M-H], m/z 511 [M-H]* Rt. 3.03 min.

'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 (1,
10 1H), 7.16 (dd, 1H), 7.09 (d, 1H}, 6.30 (d, 1H), 3.93 (s, 3H), 3.90 (s, 3H)

Meiting point: 191-193 °C.

Yield: 63 %

Example A109
15 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-4-fluoro-3-methoxy-
benzenesulfonamide

CaH2z0F2N206S Mw. 502.50
LC/MS purity: 97 %, m/z 501 [M-HI, m/z 503 [M-HJ* Rt. 2.92 min.

2 '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 %



C241- 118F4N206S Mv. 538.48 LC/MS purity: 100 % mz 537 [MH, mz
539 [MH Rt. 3.05 min. 1H NMR (300 Mz, DVBO d6): 10.93 (bs, 1H),

8.45 (d, 1 d, 1H), i07.79 (dt, 1H), 7.58 (m

1H), 7.39 ( 02%3?1 7 935 (t, 1H), 7.15 (dd, 1H), 6.98 (d%’i@”"@z’ﬁ%ﬁs
(s, 3H), 3.92 (s, 3H) Melting point: 20%—1204 C. Yield: 42% 15Exanpl e
Al 27 -Vl

3, 5-Dichl oro- N44- (6, 7-di met hoxy- qui nol i n- 4-yl oxy) - 3- met hyl - phenyl ] - 2-
met hoxy- beanuemplefAmzh@n de C25H22CI 2N206S Mwn. 549. 43 20LC/ MS purity:

98 % nmz 54 [0 00
DVEO- d6) : Z‘s%hm SN- %ﬁz’ 75@%%’59‘“%""?“7@2@)? ﬂ‘i‘ﬂf’ &;"&ﬁ%ﬁmm
7.44 (s, 1I—|)beﬁfze’i'ﬂas(.|!foné:h0d,e 7.07 (m 3H, 6.17 (d, 1H, 3.96 (s, 3H),
3.94 (s, 3H), 3.91 (s, 3H), 2.03 (s, 3H WO, ol
2009/ 127417PCT/ EP2009/ 002798 - 100 - Mel ti ng - 206-208 C. Yield:
78 % Exanpl e Al 28 E
5N14- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - B tdﬁ?e pheny9-2-trifl uoroneth
yl - benzenesul fonam de C251-121F3N2@BS™Mv. 518.52 LC MS purity: 100
% mz 517 [MH, mz 519 [Mbp : \98 mn. 10 "H NWR (300 MHz,
DVSO- d6) :  10. 66(bs 1H), 8.42 8.12 (d, 1H), 8.02 (d, 1H),
7.88 (m 2H), 7.50 (s, 1H), 7~g S , 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

CzanCleNzOsS MW 506.92

L.C/MS purity: 96 %, m/z 505 [M-H], 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 (1, 1H), 7.16 {dd,

1H), 7.03 (dd, 1H), 6.36 (d, 1H), 3.94 (s, 3H)}, 3.92 (s, 3H)

10 Melting point: 99-101 °C.

Yield: 54 %

Example A111
3,5-Dichloro-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-
15 methoxy-benzenesulfonamide

C2sH2CLN,O:S 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),
20 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: 169-162 °C.

Yield: 69 %



Yield: 59 % 15 Exanple Al 29 N 4-(6, 7- D net hoxy-q
ui nol i n-4-yl oxy) - 3- et hyl - phenyl ] -2-trifl uoromet hoxy- benzenesu

| f onam de F3N206S Mwv. 534.52 LC/MS purity: 1

[ M Hr, O%@gg%%?ﬁ?; 3.04 nin. NVR (300 M—Iz Dl\/sg&dTg%m%fémg’gé
(s, 1H), 841(d 1H), 7.99 (d, 1H),7é§ 7.55 (m 2H), 7.51
(s, 1H), 7.38 (s, 1H), 7.12 (d, 1H), 7-88°(d, , 7.01 (d, 1H), 6.15
(d, 1H), 3.94 (s, 3H), 3.92 (s, 3H), 2.02 (s, 3H - 101 - Ml ting
poi nt: 207-268amplerAdid: 71 % Exanpl e A130

rio) - et MR- SRR B dee T ARV TRy

96 % m z 526eﬁzér@smfomﬂmad531 [MH Rt. 2.97 min. 101H NMVR (300 Mz,
DVBO- d6): 10.54 (s, 1H), 8.70 (d, 1H) 8.37 (d, 1H), 8.25 (d, 1H),
8.22 (d, 11-0, 7.58 (m 2H), 7.45 (s, 1H), 7.36(% '1H), 6.99 (m
4H), 6.09 (d, 1H), 4.05 (s, 3H), 3.92 k) 8 (s, 311), 1.95
(s, 3H Melting point: 233-235C. Yield 6(6%‘5 anpl e Al31
N14- (6, 7- Di et hoxy- qui nol i n- 4-yl oxy) | - ph%‘nlg(f] -2,5-di f| uor oben
zenesul f onami de 20C24H20F2N2Q5S 486 50 ¢ F

o N

s CasHF3N0sS Mw. 534.52
LC/MS purity: 98 %, m/z 533 [M-HJ, 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
10 (s, 3H), 2.10 (s, 3H)
Melting point: 230-232 °C.
Yield: 64 %

Example A113
15 N-[4-(6,7-Dimethoxy-quinolin-4-yioxy)-2-methyl-phenyl}-2-trifluoromethyl-
benzenesulfonamide

- X
-
~o N

CasH21FaN20:S Mw. 518.52
LC/MS purity: 96 %, m/z 517 [M-H}, m/z 5§19 [M-H]"Rt. 2.96 min.

2 '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 %



LC/MS purity: 100 % mz 485 [MH, mz 487 [MH R. 2.72 mn.
NVR (300 MHz, DMSO-d6): 10.76 (s, 1H), 8.41 (d, 1H), 7.58 (m 3H),

7.51 (s, 1 . , 1H), 7.09 (m 3H), 6.17 (d, 1H), :
3.91 (s, 35%?2&’%2”{‘72, 3H) 25Mel ting point: 239-240 C P%T%é’é&’-%’””%@
Yield: 74 % Exanpl e Al132
N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 3= PR hyl - pheny1] - 3- pyri mdi n-2-y
| 5benzenesul f onam de C28H24N406S Mwv. 528.59 LC/ MS purity: 99 % mz
527 [MH, mz 529 [MHt R. 2.85 mn. 10 1H NWVR (300 MHz, DMSO d6):
11.38 (bs, 1 9 , 2H), 8.83 (s, 1H), 8.62 (d, 1H), 8.31 (d,
1H), 7.92 (daal”ﬂgﬁ%ﬂ(gs (t, 111), 7.54 (t. 1H), 7.48 (s. 111), 7.36
(s, 1H), 7.1K-[446,7iBimetRoRpqUindlinAHyloxy-ptenyl:2-ttiflporagnetBoxs, 3H),
3.90 (s, 3112), 2.00 (s 351% Melting point: 188-190 C. 15Yield: 16 %
Exanpl e A133°914GECABYSMATABR hal ene- 1- sul foni ¢ acid
[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)- phenyl]-am
Mv. 516.58 LC/MS purity: 96 % nmlz 515 [ M

.70 (d, 111), 8.40

mn. 1H NVR (300 Mz, DVBO-d6): 10.60 ¢Bsy "
(d, 1H), 8.19 (d, 1H), 7.75 (t, 1H), 7(?, %, 7.39 (s, 1H), 7.35
(s, 1H); 7.07 (m 256H), 6.27 (d, 1Hp, Z.04 (s, 3¢ 3.92 (s, 311),
3.86 (s, 3H) - 103 - o . F

N/

~o

20 @23i - 1249%06S
517 [MH Rt. 2.91

CaeH1oFaN,06S Mw. 520.49

LC/MS purity: 100 %, miz 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 (&, 1H), 7.56 (m, 2H), 7.44 (s, 1H), 7.38 (s, 1H), 7.18 (dd, 4H), 6.34 (d,
o 1H), 3.93 (s, 3H), 3.89 (s, 3H),

Melting point: 222-223 °C.

Yield: 63 %

Example A115
15 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-3-phenoxy-
benzenesulfonamide

Ca2oH24N206S Mw. 528.59
LC/MS purity: 100 %, m/z 527 [M-H, m/z 528 [M-H]* Rt. 3.15 min.

20 'H 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 %



Mel ting point: 240-242 C. Yield: 14% Exanpl e Al34

54- Chl or o- N- F4- ( 6, 7- di net hoxy- qui nol i n- 4-yl oxy) - phenyl) - 2-f | uor o-
benzenesul f ] H18Cl FN205S Mwv. 488. 93 LC/ MS purityg 9

487 [MH], T R 282 e o H VR (300 NﬁzCT}%%&“gOg{%g
10.76 (bs, 1H), 8.45 (d, 1H), 7.83 (t, éléi)_ 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, 3 Melting point: 218-220 C. Yield: 69 % 15

Exanpl e Al35Example A116

4- Met hoxy- naphtihal-eRes Hom . ( w3 nfethddal-i n- 4-
yl oxy) - 3-fl u@&gqgfﬁg&%hgﬁ g‘gmg‘ﬁg%c%ﬁ)z‘g'ﬁ@gas Mv. 534. SE?QJLC/ VS

purity: 96 %emdeneS@ifofawide, mz 535 [MH Rt. 3.14 min. |Il1-1 NWR

(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 (sé@ 7.37 (s, 1H), 7.25
(m 1H, 7.08 (m 2H), 6.91 (dd, 1H), ;g\\ o~ 4.07 (s, 3H),
3.98 (s, 3H), 253189 (s, 311) - 104 - 11 Ng point 145-147 C.
Yield: 31 % Exanpl e A136 5Bi phenyl - &"sutfonic acid

[ 4- (6, 7- di met hoxy- qui nol | n-_4-,;dﬁkgjf| uoro- phenyl ]-  ami de
~g N/

5  CauH2:FNOsS Mw. 484.51
LC/MS burity: 100 %, mfz 483 [M-H}, m/z 485 [M-H]*Rt. 2.81 min.
'H NMR (300 MHz, DMSO-d6): 10.29 (bs, 1H), 8.45 (d, 1H), 7.38 (m, 5H),
7.19 (m, 4H), 6.36 (d, 1H), 3.93 (s, 3H), 3.88 (s, 3H), 3.87 (s, 3H)
Melting point: 222-224 °C.
10 Yield: 69 %

Example A117 _
4-Bromo-3-chioro-N-[4-(6, 7-dimethoxy-quinolin-4-yloxy)-phenyl]
benzenesulfonamide

15

C23H1sBrCINOsS Mw. 549.83

LC/MS purity: 99 %, m/z 547 [M-HJ, m/z 548 [M-H}'Rt. 3.11 min.

'H NMR (300 MHz, DMSO-d6): 10.48 (bs, 1H), 8.46 (d, 1H), 8.02 (d, 1H),
2% 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 %

25



C29123FN205S Mwv. 530.58 L/ MS purity: 99 % mz 529 [MH, mz 531

" [MHt R. 3.20 min. 10 1F1 NWVR (300 MHz, DMSO-d6): 10.29 (bs, 1H),
8.49 (d, 1 2H), 7.82 (d, 2H), 7.74 (d, 2H), :
7.23 (dd, 1 ,ZZ"?ﬁgﬁ‘g?d 1H), 6.55 (d, 1H), 3.93 (s, 3%{),17%1?@36‘?}5“?%
Melting point: 199-201 C- Yield: 38 % Exanpl e A137

1- Met hyl- 2-ox0-2, 3-d ihydro-1Hindol é-5=Sul fonic acid

[ 4- (6, 7-di met hoxyqui nol i n-4-yl oxy) - 2-fl uoro-phenyl]-am de
20C26F62FN30Bample A9A8. 54 LC/ MBS purity: 100 % mz 522 [MH, mz 524

119, 7.6 (ol oSO Ao ARk SR, 0 g T

6.53 (d, 1|—|)berﬁeﬁdsu[bnaﬁhde 3.89 (s, 3H), 3.63 (s, 2H), 3.14 (s, 3H
WO 2009/ 127417PCT/ EP2009/ 002798 - 105 - Melting point: 195-197 C.
Yiel d: 54 % Exanpl e A138 5Bi phenyl - 3-sul fonic

aci d[ 4- (6, 7-di nmet hoxy- qui nol i n- 4-yl oxy) - 3- meFhgxy: phenyl Fam de
C30- 126906S Mv. 542.62 LC/MS purity: 99 % n12 [MH, nmlz 543

[MH Rt. 3.15 nin. 10 'H NMR (300 Ry ... 937 (bs, 1H), 8.29
(d, 1H), 8.03 (s, 1H), 7.97 (d, 1H), g (CH, 7.68 (m 3H), 7.49
(m 4H), 7.35 (s, 1H), 7.14 (d, 1H),0 8 H) 6.78 (dd, 1H),

6.08 (d, 1H), 3.92 (s, 3H), 3089«sA3H, 3 é 0 (s, 3H Melting point:
108-110 C. 15Yield: 47 %

~ o
5 &) N

CasH1aF2N20sS Mw. 472.47

LC/MS purity: 99 %, miz 471 [M-HJ, 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), 7.44 (s, 1H), 7.38 (s, 1H), 7.21 (dd, 4H), 6.36 (d, 1H), 3.93 (s, 3H), 3.89
1 (s, 3H)

Melting point: 260-263 °C.

Yield: 39 %

Example A119
15 N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl}-2-trifluoromethoxy-
benzenesulfonamide

CasH21F3sN2O7S Mw. 550.51

w0 LC/MS purity: 100 %, m/z 549 [M-HT, m/z 551 [M-HI* 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.



Exanpl e A139

N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 3- met hoxy- phenyl] - 2, 5-di f | uor obe
nzenesul f onam de 20 C24H20F2N206S Mwv. 502.50 LC/ MS purity: 99 %
mz 501 [ MWP200412745D03 [MH Rt. 2.82 min. 1H NVR (300 N€A/ER2MBO00276Y :
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), 6-98-(dd, 1H), 6.14 25(d, 1H),
3.93 (s, 3H), 3.91 (s, 3H), 3.64 (s, 3H - 106 - Melting point:
222-224 C. Yypldsg43 % Exanpl e Al140 SNapht hal ene-1-sul fonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3- met hoxy- phenyl]-am de
C28F124N2065 Mwn. 516.58 LC/MS purity: 98 % mz 515 [N4-11, m z 517
[MH R. Zg’%@%@ .|d20IHNI\/R(3OOI\/Hz DVSO-d6): 10.75 (bs, 1H),
8.79 (d, 1H H, 825 (m 2H), 8.09 (d, 1 7.70 (m 3H),
7.41 (s, 1H)N-[#-(8F-Disnethbiy-qainedn-{dyloxy3- n@tbmt-she 3-pbesoxytd, 1H).

6.04 (d, 111%%“%%%%"@% 3.88 (s, 3H), 3.52 (s, 3H Melting

poi nt: 136-1 34% Exanpl e A 141

4- Chl or o- N14- ( 6, 7- di met hoxy- qui nol i n- 4-yl ox 3- oxy-phenyl]-2-flu
or obenzenesul f onam de 20 C o

CsoH2sN20:S Mw. 558.61
LC/MS purity: 99 %, m/z 557 [M-HJ, m/z 559 [M-H]'Rt. 3.18 min.
H NMR (300 MHz, DMSO-d6): 10.35 (bs, 1H), 8.38 (d, 1H), 7.59 (t, 1H),
10 7.47 (dd, 1H), 7.45 (m, 3H), 7.37 (s, 1H), 7.32 (d, 1H), 7.24 (m, 2H), 7.16 (d,
1H), 7.01 (d, 2H), 6.93 (d, 1H), 6.70 (dd, 1H), 6.16 (d, 1H), 3.94 (s, 3H), 3.92
(s, 3H), 3.61 (5, 3H)
Melting point: 106-107 °C.
Yield: 55 %
15
Example A121
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl}-4-fluoro-3-
methoxy-benzenesulfonamide

20 C2sH2FN207S Mw. 514.53
{.C/MS purity: 99 %, m/z 513 [M-HJ, m/z 515 [M-H]*Rt. 2.71 min.
‘H NMR (300 MHz, DMSO-d8): 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)

25 Melting point: 109-110 °C.



C24H20CI FN206S Mw. 518.95 LC/ MS purity: 100 % mz 517 EMH, nfz 519
[MH R. 2.84 min. "HNW (300 MHz, DVMSO-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, 1Hyo20004@74t, 1H), 6.97 (d, WD 2009/ 127417PCT/HERZXONMOZID3
- 107 - 1H), 6.75 (dd, 1H), 6.15 (d, 1H), 3.93 (s, 3H), 3.91 (s, 3H),
3.66 (s, 3H) Melting point: 124-126 C -87eld: 43 %5 Exanple Al42

Bi phenyl - 4-sul f oni ¢

aci d[ 4- (6, 7- dii@tgaoiy- qui nol i n- 4-yl oxy) - 3- met hoxy- phenyl ] -ami de 0
C30H2eN206S Mw. 542. 62 10LC/ M5 purity: 98 % mlz 541 [MH, nmz 543
(MH R. 3.18 mn. "HNW (300 Mz, DVsO-d6): 10.4 (bs, 1H), 8.35
(d, 1H, 7.73 (d, 1H), 750(m 4H) , 744(s 1H)
7.35 (s, 1H)Exé|‘?\§l§/??2 , 7.00 (d, 1H), 78 (dd, 1H),

1H), 3.95 (s4-Bibino- 3-c§l®r€é-N [43(@? dmst@ogz—qumqjm%vlpxw@ mﬁth@xy-nlz@yﬂ?,l

C. 15Yi eI d: 39 %
N14- (6, 7°Di rré QE@J}?ET@ 4-yl oxy) - 3- met hoxy- pheny1] - 3- pyri m di n- 2-

yl benzenesul fonam de 20 C28H24N406S Mwn. 544. 8/ M5 purity: 100 %
mz 543 EMH, mz 545 [MH Rt. 2.8Q mn. . (300 MHz, DMVBO d6):
10.48 (bs, 1H), 8.97 (d, 2H), 8.86 (s, (e 1H, 8.27 (d,
1H), 7.95 (d, 1H), 7.77 (t, 1H), 7.5 fH) 7.43 (d, 251H), 7.34
(s, 1H), 7.12 (d, 11-1), 7.08 ((Jd, 1Hf, 6.74 (dd, 1H), 6.07 (d, 1H),
3.92 e X

| o N

C24H20BrCIN;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),
1 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 %

15 Example A123
N-[4-(8,7-Dimethoxy-quinolin-4-yioxy)-3-methoxy-phenyl}-2-trifluoromethyl-
benzenesulfonamide

CasH21FaN20sS Mw. 534.52

20 LC/MS purity: 100 %, m/z 533 [M-HJ, 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}
Meiting point: 198-199 °C.



WD 2009/ 127417PCT/ EP2009/ 002798 - 108 - (s, 3H), 3.89 (s, 3H), 3.63
(s, 3H) Melting point: 135-137 C. Yield: 38 % 5Exanpl e Al44

Benzo[ b] t hi ophene- 3-sul fonic acid

[ 4- (6, 7- di MEOREAA2TAT nol | n- 4-yl oxy) - 3- met hoxy- phenyl | - 2PGHER2009/002798
C26H22N206S2 Mwn. 522.60 ioLC/MS purity: 100 % mz 521 [MH, mz 523
[MHt R. 2.95 min. IHNW (300 Miz, DypO d6): 10.68 (s, 1H), 8.67
(s, 1H, 837 (d, 1H) 8.24 (d, 1H), 8.13 (d, 1H), 7.54 (m 2H), 7.43
(s, 1H, ?’e&g & 7.18 (d, 1H), 6.93 (d, 1H), 6.70 (dd, 1H),
6.08 (d, 1H) 999 3H), 3.89 (s, 3H), 3.58 (s. 3H), 15Melting
poi nt: 144-146 C. Y| el d: 61 % Exanpl e Al45

1- Met hy1- 2- ox0- 2 dro- 1H-i ndol e-5-sul foni ¢ acid

[ 4- (6, 7-di neEKBWtﬁ)& ol i n- 4-yl oxy) - 3- met hoxy- phenyl ] ani de

027H25N307S ulridh e} flbdkd-phemyi 536
RS BSOS Gl e R bt

(bs, 1H) 5 8 an;@esylfynamld% (d, 1H), 257.67 (s 1H), 7.45 (s, 1H),
7.35 (s, 1H), 7.10 (t, 2H), 6.96 (d, 1H), 6. 72 d, 8O

2009/ 127417PCT/ EP2009/ 002798 - 109 - 1H), 1H), 3.93 (s, 3H),
3.90 (s, 3H), 3.64 (s, 2H), 3.63 (s,F s g ~3H Melting point:
150-152 C. Yield: 18% i

/off?
P,
~o N

CaH7BrCIFN0sS Mw. 567.82

LC/MS purity: 99 %, m/z 565 [M-H}, m/z 567 [M-H]* Rt. 3.22 min.

'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.46 (d, 1H), 8.01 (d, 1H), 7.93
w (s, 1H), 7.63 (dd, 1H), 7.48 (s, 1H), 7.36 (s, 1H), 7.34 (t, 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 %

15 Example A125
1-Methyl-2-oxo-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-3-fluoro-phenyl]-amide

CasH22FN:0sS Mw. 523.54

20 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.



5 Exanpl e Al46

4- Br onp- N44- (6, 7-di met hoxy- gui nol i n- 4-yl oxy) - 3-f | uor o- pheny1] - 2-
trifluoronethoxy-benzenesul fonam de i 0C241-117Br EAN2069 Mwv. 617. 37
LC/ M5 puri two 28019411z 615 [MH, mz 617 EMH Rt. 3. 3CmER2009/0b27D8VR
(300 MHz, DVMSO-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 (@ag.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 -
15Mel ti ng poj ntl'_%228 C. Yield: 34 % Exanpl e Al147

4- Br ono- N14- t( & t hoxy- gui nol i n- 4-yl oxy) - 2-f | uor o- phenyl j - 2-
20tri fl uor omet hoxy- benzenesul f onam de C24H17Br FAN206S Mn. 617. 37
LC/I\/Bpurlty 100(V z 615 [MH, mz 617 [MH Rt. 3.27 nin. 'H
NI\/R(SOOM—IZ %?ég 10.4 (bs, 1H), 8.51 (d, 1H, 7.80 (m WO
2009/ 127417'391"55(%2?9-@%@% utnbllﬁ-4 I_gioﬁ)l) -3fizorckphenyl]-2Hriflusrorhethoxy- 34
(t, 1H), 7.24 (dd, 1H), 7, (d, 1H), 3.94 (s, 3H),
3.90 (s, s53H) bm&n%@lfgaﬁrmde 227 229 C. Vi eI d 36 % 5 Exanple Al48

4- Br ono- Nd4- (6, 7- di nmet hoxy- gui nol i n- 4-yl oxy) - 3- prt hoxy- pheny1] - 2-
trifluoronmethoxy-benzen esul fon amide io0C2. 5H F3N207S Mwn. 629. 41

LC/MS purity: 99 % mz 627 [MH, nF “‘@ 3.21 min. '"H NWR
(300 MHz, DMSO-d6): 10.8 (bs, 1H), 8.3 7.94 (d, 1H), 7.83
(d, 1H), 7.81 (s, 1H), 7.47 (s 1H), o

(s 1%6’\'? 13(d 1H), 6.95

(d, 1H, 6.70 (d, 1H), 6.15 3.91 (s, 3H),

93 (s,
3.63 (s. 3H) 15Melting point: @@ Yield: 31 %  Exanple Al49
4- Br onp- N14- ( 6, 7- di met hoxy- gUtg | oxy) - phenyl ]-2-trifluoronetho

xy20benzenesul f onam de
Cz4H1sF4NzosS Mw. 538.48

LC/MS purity: 100 %, mfz 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),
o 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 %

15 Example A127
3,5-Dichloro—N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-m._ethy¥-phehyl]-z-
methoxy-benzenesulfonamide

cl

N>s\ cl
o~ Y0 o
(o) ~

CasH2sClNz06S Mw. 549.43

x  LC/MS purity: 98 %, m/z 547 [M-HJ, m/z 548 [M-H]' Rt. 3.27 min.
iH 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)



C241118Br F3AN20eS Mwv. 599.38 LO/ MS purity: 99 % mz 597 [MH, mz

5909 [MH Rt. 3.20 min. 'H NMR (300 MHz, DMBO-d6): 10.8 (bs,
1H), 8.45 (d, 1H), 7.89 (d, 1H), 257.82 (d, 1H), 7.80 (s, 1H), 7.45
(s, 1H), 7.WQ200/12M4 7. 17 (dd, 4H), 6.35 (d, WO PCT/EP2009/002798

2009/ 127417PCT/ EP2009/ 002798 1H), 3.93 (s, 3H), 3.90 (s, 3H Mlting
poi nt: 237-239 C. Yield: 30 % 5Exanpl e- %0

4- Met hoxy- napht hal ene- 1- sul f oni caci d[ 4- (6, 7- di met hoxy- qui.nol i n- 4-

yl oxy) - 2- met nyd St looamale€29H26N206S M. 530. 60 i oLC/ M5 purity:
99 % mz 529[M mz 531 [MH Rt. 3.10 min. "H NWR (300 Mz,
DVBO- d6) : 10Yield: 78%), 8.71 (d, 1H), 8.46 (d, 1H), 8.28 (d, 1H),
8.01 (d, 1H), 7. 67 (m 21-1), 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 (sExBH)pieNBE (s, 31-1) 15Melting point: 216-217 C. Yield:

34 % -

N14- (6, 7- £S mﬁ‘o&}?&?‘ﬁﬂl‘“ﬁ qpinglinca yloxy) 3R iYL ;yllzinﬂuom'??thgrozob
enzenesul fonwnda'lea@ﬂéh’ﬁmﬁﬂ\IZOSS Mv. 486. 50 LC/IVB purity: 98 % niz
485 [MH, mz 487 [MH R. 2.82 mn. IH NMR (300 MHz,
DVSO-d6): 10.19 (bs, 1H), 8.48 (d, 1H), 7.59 (m , 257.48 (m 1H),
7.44 (s, 1H), 7.39 (s, 1H), 704(m 6, H, 3.94 (s, -
112 - 3H), 3.90 (s, 3H), 2.13 (s, 3@‘/9’% t: 259-260 C
Yield: 37 %5Exanpl e Al52

4- Br ono- 3- chl or o- N14- ( 6, 7- di net hoxy- qui nol i n- 4- yI (Bxy) 2- met hyl - phenyl
]- benzenesul f onam de C24H20Br1 563. 86

~

o] N
C2sH2iFaN20sS Mw. 518.52
LC/MS purity: 100 %, m/z 517 {M-HJ, m/z 519 [M-H]" Rt. 2.98 min.

10 '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-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-trifluoromethoxy-
benzenesulfonamide

e
A0 e F
o~
~o N

20 CasHzF3aN20eS Mw. 534.52
LC/MS purity: 100 %, m/z 533 [M-HJ, m/z §35 [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)



10LC/ M5 purity: 100 % mz 561 [MH, mz 563 [MH R. 3.17 mn. 1FI
NVR (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 (¥W020@HR7416.47 (d, 1H), 3.94 (s, 3H), 3.91 (s,PEHER20@/005F8
(s, 3H) Melting point: 212-213 C. 15Yield: 58 % Exanpl e A153

4- Chl or o- Nd4- (6, 7- di met hoxy- qui nol i n- 4-{8Dxy) - 2- net hyl - phenyl ] - 2-fl uo
r obenzenesul f onam de C24F120C1FN2058 Mw. 502.95 LC/ M5 purity: 99 %

mz 501 [MFﬂ,ﬂem,—{gbgoiﬁQQofyl\édﬂab_Rt. 2.98 nmin. 'HNMW (300 Mz,
DVBO-d6): 10, 13 (bs, 1H), 8.48 (d, 1H), 7.73 (m 2H), 7.46 (d, 1H),.
7.44 (s, 1H)Yiel[d38 ¥ 1H), 7.03 (m 2H), 7.01 (dd, 1H), 6.45 (d, -
113 - 1H), 3.94 (s, 3H), 3.90 (s, 3H),  2.13 (s, 3H Melting point:
248-250 C. Yield: 43 % 5Exanpl e Al54

N14- ( 6, 7- Di mExamwple 4tdtol i n- 4-yl oxy) - 2- met hyl - phenyl ] - 4-f | uor o- 3- et h

b L fonani M Ea uor o- 3- e
T L e
DVBO- d6) : 9. §ibxy)e8-mdthyl-plienyll-grdidelH), 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 8-229C. 15Yield: 38

% Exanpl e A155 Naor
3, 5-Di chl oro- Nd4- (6, 7- di met hoxy- qui n°'ysT‘é) phenyl ] - 4- hydr oxybe
nzenesul fonam de Cl 20 C231- 115C12N296S "Mwv. 521.38 LC/ MS purity: 92

% mz 519 EM1-11, mz 521 [MP 2.79 mn.
~o N7
Ca2sH26N206S Mw. 530.60
LC/MS purity: 86 %, m/z 529 [M-HT, m/z 531 [M-H]* Rt. 2.97 min.

10 '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 %

15
Example A131
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyi]-2,5-difluoro-
benzenesulfonamide

20 CaHxF2N0sS Mw. 486.50
LC/MS purity: 100 %, m/z 485 [M-H}, m/z 487 [M-H]*Rt. 2.72 min.
4 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)

s Melting point: 239-240 °C.



"H NVR (300 MHz, DMBO-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, 3H) WD 2009/127417PCT/ EP2009/ 002798 - 114 - Melting point:
>260 C. Yi éVO20008280Exanpl e A156 PCT/EP2009/002798
53, 5-Di chl or o- N14- (6, 7- di net hoxy- qui nol i n- 4-yl oxy) - 3- net hoxy- phenyl | -
2-- hydroxy-benzenesul fonam de C24. 11:200212N2078 Mwv. 551.41 LC/ MS

purity: 99 % mz 549 [MH, mz 551 [MH"' Rt. 3.00 min. 10 1H NWR
(300 MHz, DVB@idie4 %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 Exanpl e

Bl Thi OpheneEgaﬁ,PléRﬂjg acid
[ 2-fl uoro-4-( uor o- 2- net hyl - qui nol i n- 4-yl oxy) - 34& amde

20C201114F2NNel4<8, mmat@@xuﬂu ined pslery)r?ymeé@vl%hwﬂ
3.00 DVBO- d6) : 10. 37 1H), 7.97 2
7.83 Endn 1m%%8g%%5’217pm E)P2009/ 002(738 i (m H)

C2sH24N,0sS Mw. 528.59
LC/MS purity: 99 %, m/z 527 [M-H]', mfz 529 [M-H]* Rt. 2.85 min.

10 '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 (i, 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.

15 Yield: 16 %

Example A133
4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide

20 0
C2sH24N206S Mw. 516.58
LC/MS purity: 96 %, m/z 515 [M-H]', m/z 517 [M-H]"Rt. 2.81 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 (i, 1H), 7.65 (t, 1H), 7.39.(s, 1H), 7.35 (s, 1H), 7.07 (m,
25 BH), 6.27 (d, 1H), 4.04 (s, 3H), 3.92 (s, 3H), 3.86 (s, 3H)



-115- 7.68 (m 1H), 7.53 (dd, 1H), 7.31 (m 2H), 7.19(m 1H), 7.11
(d, 1H), 6.65 (s, 1H), 2.54 (s, 3H Melting point: 166-167 C. Yield:
60 %5 Exanple B2

3- Cyano- Nd2wékuoneH4r (6-f | uor o- 2- met hyl - qui nol i n- 4- yl ox\PCIEPeeI001IeM Z
enesul fonam de 10CnHI 5F2N303S Mwn. 451.46 LG/ MS purity: 97 % nfz 450
usn-H Rt. 3.03 min. 'HNW (300 MHz, -OMISG d6): 10.46 (s, 1H), 8.14

(m 2H), 800 (m 2H), 7.81 (m 2H), 7.68 (m 1H), 7.33 (t, 1H), 7.26

(dd, 1H), 7. “ﬁ.ﬁp(ﬁ-ﬂ)g‘;@_ Ko os, 1H), 2.54 (s, 3H) 15Melting point:
190-191 C. Yield: % Exanpl e B3

N42- Fl uor o- 4Y{edd: f1l4uéro 2- met hyl - qui nol i n- 4-yl oxy) - phenyl ] - 3- met hoxy 20
benzenesul fonam de C231-118F2N204S Mwn. 456. 47 LC/MS purity: 98 %
mz 455 EMHL Rt. 3.16 mn. WD 2009/127417PCT/ EP20091002798 - 116 -
| H NMR (300 EampBMWB3416): 10.22 (s, 1H), 8.00 (m 1H), 7.82 (m 1H),

7.67 1 4 6. 62
1H) gmsd (H)s4 %f%-'ﬂ-tl%ﬁ d'nﬁ—‘?g%?%ﬁ%]gﬂ%% > Pﬁﬁ%?‘*’”& 5Yi el d: (53
% Exanpl e B4béyzdrnepsulfgreamigiel f oni ¢ aci d

[ 2-fl uoro-4-(6-fluoro-2-nethyl-quinolin-4-ylpoxy)- phenyl]-am de

N,
et
/OJ&\?
o
~o N

C2sH1sCIFN205s8 Mw. 488.93
LC/MS purity: 100 %, m/z 487 [M-H]', m/z 489 [M-H]"Rt. 2.92 min.

1 '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), 3.88 (s, 3H)

Melting point: 218-220 °C.
Yield: 69 %

15
Example A135
4-Methoxy-naphthalene-1-sulfonic acid {4-(6,7-dimethoxy-quinolin-4-
yloxy)-3-fluoro-phenyi]-amide

2 CasHzFN,OsS Mw. 534.57
LC/MS purity: 96 %, m/z 533 [M-HJ, 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),
25 3.89(s, 3H)



10 C191- 116F2N203S Mwv. 390.41 LG/ MS purity: 96 % mz 391 [ MH Rt.
2.54 mn. "H NWR (300 MHz, DVMBO-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 (w0 20dd)127427 69 (s, 1511-1), 2.55 (s, 3H), 0.95 Kawerkbiw/002798
Melting point: 189-190 C. Yield: 42 % Exanple B5

203- Chl or 0- 4-fl uoro- N12-t| uor o- 4- ( 6-f |utdo- 2- et hyl - qui nol i n- 4-yl oxy)
- phenyl | - benzenesut f onam de WO 2009/ 127417PCT/ EP2009/ 002798 - 117

- C22H14Cl F3NRR3i Mdiht: 446-188 46 M5 purity: 94 % mz 477 [M1-1] Rt
3.45 min. 'H NMR(300 Mz, DVBO d6): 10.38 (s, 1H), 8.00 (m 1H),

7.91 (m 1H)YIEFd8M%66 (m 4H), 7.31 (m 2H), 7.11 (dd, 1H), 6.67
(s, 1H), 2.54 (s, 3H) S5Melting point: 205-207 C. Yield: 62 %
Exanpl e B6

2,6-Difl uoroEWpfaA‘éﬂﬁ) 4- (6-fl uoro-2-met hyl - qui nol i n- 4-yl oxy) - phenyl

| HObenzenes bl A0l 48uS bk BT et o oA P ptgndifa
1H), 8.00 (mamidd, 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: 53 %

N
F
e 0 _
o
o N

CasH2sFN,O:8 Mw. 530.58
LC/MS purity: 99 %, m/z 529 [M-H}, m/z 531 [M-H]"Rt. 3.20 min.

10 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), 3.89 (s, 3H)

Melting point: 199-201 °C.
Yield: 38 %

15
Example A137
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
quinolin-4-yloxy)-2-fluoro-phenyi}-amide

20 CasHxFNaOsS 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)



20Exanmpl e B7 5- Met hyl -t hi ophene-2-sul fonic acid

[ 2-fl uoro4-(6-fluoro-2-nethyl-guinolin-4- yloxy)-phenyll-amde WO
2009/ 127417PCT/ EP2009/ 002798 C21F1 6F2N203S2 Mwn. 446.50 LG/ MS purity:
97% m z 4450kdMolt7alt . 3. 18 min. 1F1 NWR (300 MHz, Di¢@edébioo2798
10.30 (s, ‘111), 8.00 (dd, 1H), 7.83 (dd, 1H), 57.69 (m 1H), 7.32 (m
311), 7.10 (d, 1H), 6.87 (dd, 111), 6.6%0Fs, 1H), 2.54 (s, 3H)
Melting point: 151-153 C. Yield: 62 % 10Exanpl e B8 -

NA2- Fl uor o- 4nfdmrd p@he-1850I7mM.- qui nol i n-4-yl oxy) - phenyl ] -3-trifluoro
met hyl benzenesul rfonam de C23H 5F5N203S Mwn. 494. 44 15LC/ M5 purity:
95% mz 493Yjeldi4 % . 3.51 min. ' H NVR (300 MHz, DVSO d6): 10.45 (s,
1H), 8.00 (m 411), 7.83 (m 2H), 7.68 (m 1H), 7.34 (t, 1H), 7.26
(d, 1H), 7.09 (d, 1H), 6.63 (s, 1H), 2.53 (s, 3H) Melting point:

150- 152 C. 2&Xewipls A3386 - 119 - Exanple B9

221 117ENp0 BT 5y S s BRGNS E B R  E B
mn. 1H NVR pREAyIMamideDVBO 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

CaoH26N206S Mw. 542.62
LC/MS purity: 99 %, m/z 541 [M-H}, m/z 543 [M-H]"R{. 3.15 min.

10 'H NMR (300 MHz, DMSO-d8): 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,

15 Yield: 47 %

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

20
C24H20F2N2058 Mw. 502.50

LC/MS purity: 99 %, m/z 501 [M-HJ, 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
25 (d, 1H), 3.93 (s, 3H), 3.91 (s, 3H), 3.64 (s, 3H)



Mel ting point: 207-208 C. Yield: 65 % 10 Exanpl e B10

3, 5-Di chl or o- Nd4- (6-fl uor o- 2- met hyl - gui nol i n- 4-yl oxy) - phenyfi benzenes
ul fonam de 15C22H15C6FN203S Mwv. 477.34 LC/MS purity: 97 % mz 475
[MH R. 3w620wme741H NVR (300 MHz, DMBSO-d6): 10.52 (s, sdiyEpr2000882768n
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. 20Yi-€lGB- 73 % WO

2009/ 127417PCT/ EP2009/ 002798 - 120 - Exanple Bll

3, 5- Di chl or onikitd-ddintt bRRI2R4ZQTEt hyl - qUi Nol | n- 4-yl oxy) - phenyl ] - 2-met h
oxybenzenesul f onam de 5C23H17C6FN204S Mw. 507.37 LC/MS purity: 96%
mz 505 [ M HYield:433%60 nin. 'H NVR (300 MHz, DVBO-d6): 10.59 (s, 1H),
8.00 (m 2H), 7.84 (dd, 1H), I7-|j73 (dd, 1H), 7.67 (m 1H), 7.21 (dd,
4H), 6.42 (s, 1H), 3.96 (s, 3H), 2.54 (s, 3H) 10Melting point:
192-193 C. Yexample7®14Q Exanpl e B12

2 e enio. NEAfmERIE- Sl Rade TG @B Rasy KK ASR Smethoxy-
n z 443 [ M Hphdéuyll-@nel2 ni n. 'H NVR (300 MHz, DMBO-d6): 10.75 (s,
1H), 8.00-7.81 (m 3H), 7.69 (m 201H), 7.55 (m__1H), 7.31-7.17 (m

5H), 6.40 , 1H), 2.54 , 31-1
H) (s, 1H) (s ) P " O
S

/0 ~

o
~o

C2aH24N20:8 Mw. 516.58
LC/MS purity: 98 %, m/z 515 [M-H}, m/z 517 [M-H]"Rt. 2.98 min.

10 'H NMR (300 MHz, DMSO-d6): 10.75 (bs, 1H), 8.79 (d, 1H), 8.35 (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.

15 Yield: 34 %

Example A 141 . _
4-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-fluoro-
benzenesulfonamide

20

C24H20CIFN2O6S 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 (i, 1H),
7.76 (dd, 1H), 7.51 (d, 1H), 7.46 (s, 3H), 7.36 (s, 1H), 7.16 (d, 1H), 6.97 (d,



Melting point: 179-180 C. WD 2009/ 127417PCT/ EP2009/ 002798 -121 -
Yield: 62 % Exanpl e B13

3,5-Di fl uoro-N44-(6-fl uoro-2-net hyl -qui nolin-4-yl oxy) - phenyl] -
5benzenesulwonanbkthi7 C22HLI5F3N203S Mv. 444. 44 LC/ MS pur i goiyei2bdgooing
443 [MH R. 3.17 mn. "H NWR (300 MHz, DWVSO-d6): 10.54 (s,
1H, 7.99 (m 1H), 7.85 (m 1H), les7.670ftm 2H), 7.44 (m 2H), 7.23
(dd, 4H), 6.43 (s, 1H), 2.54 (s, 3H) Melting point: 194-195 C. Yield:

54 % Exanpl e 1H), 3.93.(s, 3H), 3.91 (s, 3H), 3.66 (s, 3H
153- Br onp- N1 ﬁ(},gf_;.;%ggo@ r?e1t g JI nol |(ﬁ 4- oxySS ph e)ny |-( )

benzenesul f oMatiing:poiok 2iR#: 6287 N2038 Mv, 487. 35 LC/MS purity: 96 %
mz 485 [ M {e@a 3825 nin. 20'H NVR (300 Miz, DMBO-d6): 10.45 (s,
1H), 7.98 (d 3% 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, - 122 - 3H Melting

H . - 1 . (o)
poi nt : 1853 1‘%%%;:@%%5'- 73 %

Biphenyl-4-sulfonic  acid [4—(6,7.-dimethoxy-quinolin-4-y|oxy)—3-methoxy-

o

o N
/OJC]%

P
~o N

CaoH26N20:S Mw. 542.62

10 LC/MS purity: 98 %, m/z 541 [M-HJ", 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.

15 Yield: 39 %

phenyll-amide

Example A143
N-[4-(6,7- Dzmethoxy«qumolin-4-ylcxy)-3 -methoxy-phenyl]-3-pyrimidin-2-yl-

o N /E D\ .
- o;s‘*o |
N>
’OD%
-
™o N

C2sH2eN:OsS Mw. 544.59

LC/MS purity: 100 %, m/z 543 [M-HI, 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,
5 1H), 7.34 (s, 1H), 7.12 (d, 1H), 7.08 (d, 1H), 6.74 (dd, 1H), 8.07 (d, 1H), 3.92

benzenesulfonamide

20



5Exanpl e B15

4- Brono- N-[ 4- (6-fl uoro- 2- met hyl - qui nol i n-4-yl oxy) - phenyl ]-2-trifluoro
nmet hyl benzenesul f onam de C231-115Br Ei N203S Mw. 555.35 1t)LC/ M5
purity: 96 Wo2mgez2B58 [MH Rt. 3.52 min. 1H NVR (300 MitT/EdyBorosds
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) Ml tinglQd+nt 191-193 C. Yield: 63 %
15 Exanpl e B16 Thi ophene-3-sulfonic acid

[4-(6-fl uorogg @]:gtfgmb (gbgmplgsgcfg BHYXY) - phenyl ] - ami de
200201-115FN My, 414.%4 M5 purity: 97% mz 413 [MH Rt.
2.81 nmin. 1HMelivg BoL: Wﬁéiﬁm\?ébde) 10.31 (s, 1H), 8.18 (dd, 1H),

7.99 (dd, 1H3{e1 3glg3 - 7.85 (dd, 1H), 7.73 (m 1H), 7.67 (m 1H),
7.30-7.18 (m ch) 6.44 (s, 1H), 2.54 (s, 3H Melting point: 195-196
C. Yield: 66 %5 Exanple B17 314-(6-Fluoro-2-methyl-q
ui nol i n-4-vyl %ﬂ‘pnb@mmisu | fanmoyl) -t hi ophene-2- carboxylic acid
nmet hyl ester

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

methoxy-phenyl]-amide

CaeH22N06S,; Mw. 522.60

10 LC/MS purity: 100 %, m/z 521 [M-H]", 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),

15 Melting point: 144-146 °C.
Yield: 61 %

Example A145
1-Methyl-2-0x0-2,3-dihydro-1H-indole-5-sulfonic  acid  [4-(6,7-dimethoxy-
20 quinolin-4-yloxy)-3-methoxy-phenyl]-amide

CarH2sN:0,S Mw. 535.58

L.C/MS purity: 100 %, m/z 534 [M-H}, m/z 536 [M-H]* Rt. 2.43 min.

'H NMR (300 MHz, DMSO-d6): 10.5 {bs, 1H), 8.38 (d, 1H), 7.76 (d, 1H),
s 7.67 (s, 1H), 7.45 (s, 1H), 7.35 (s, 1H), 7.10 (t, 2H), 6.96 (d, 1H), 6.72 (d,



10C22HL7FN205S2 Mv. 472.52 LC/MS purity: 96 % miz 471 [M1-1] Rt.
3.02 min. |l NMR (300 Mz, DMBO-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 (wo 2ddd)127437 90 (s, 3H), 2.54 (s, 3H) 15Mel ti ng yiE¥2009/002798
160-161 C. Yield: 72 % Exanpl e B18

5- Chl or o-t hi ophene-2-sul fonic acid -109 -
[4-(6-fluoro-2-nethyl-quinolin-4-yloxy)- 20phenyl]-amde WO

2009/ 127417P@ﬁ§ﬂE§’3§3?/ ?%??3&% 13’.’|4) 3. @@4—“3}@ EW&SQ;—%’M@ séﬁtg 89) |33‘|3/5

purity: 97 % .23 mn.
10.64 (s, 1Hfs.3H)99 (m 1H), 7. 85 (m 1H), 7.67 (m 1H), 7. 46 (dd

1H), 7.25 (ZM?\?@%%'P{%@?S%% 2.54 (s, 3H) S5Melting point: 170-172

C Yield: 4 5- Oxazol - 5-yl -t hi ophene- 2-sul fonic
acid [4-(641¥id-18 Bet hyl - qui nol i n-4- 10yl oxy) - phenyl ] am de

C2. 3F116FN30482 Mv. 481.53 LC/MS purity: 95% mz 480 [ MHL-Rt. 3.07
m n. "H NMVR (300 MHz, DIVISOd6) 10.73 (s, 1H), 8.72 (d, 1H), 7.98

(dd, 1H), 15Ex§ﬁ1pﬂé|ﬂ.146|'|) 7.73-7.64 (m 3H), 7.27 (m 4H), 7.10 (d,
- I . 0
%SDExa?rpIAfg BZ@ Brorno El [%— ?d[mg&oxy-thngﬁn—%(—);rlg)t(y)-iil ﬁéor%)gsp%e%yi]-\g-el d: 35 %

tr[ﬂuoromethoxy—benzenesulfonamlde

Br
:@0/ ° O\KF
LF

10 CaHiBrFiN-0sS Mw. 617.37
LCIMS purity: 99 %, m/z 615 [M-HJ, 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), 3.82 (s, 3H)

15 Melting point: 226-228 °C.
Yield: 34 %

Example A147
4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-flucro-phenylj-2-
0 trifluoromethoxy-benzenesulfonamide

CaH7BrEsN;0sS Mw. 617.37
LC/MS purity: 100 %, m/z 615 [M-HF, 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),



Napht hal ene- 1-sul fonic acid

[ 4-(6-fluoro-2-nethyl-quinolin-4-yl oxy)-phenyl]- am de WO

2009/ 127417PCT1EP2009/ 002798 - 125 - C26H19FN203S Mw. 458.52 LC/ M5
purity: 95 WO2p§52127287 EMH R. 3.25 min. "H NVR ( 300rduAzR2009/002798
DMSO-d6): 10.8 (bs, 1H), 8.78 (d, 1H), 8.22 (d, 2H), 8.08 (d, 1H),
7.95 (dd, 1H), 7.81-7.60 (m 5H), 7.121W-2H), 7.05 (d, 2H), 56.33
(s, 1H), 2.55 (s, 3H) Melting point: 223-225 C. Yield: 75 % Exanpl e

B21 101- Et hyk ﬁftsgym;}zr)ha (4: $M) fpauqt ) 7.24 (dd 1H), 7.04 C(Zd, 1H£ 6.53 (d,
[ 4-(6-fl uoro- ui nol i n<'4-'yl oxy) - phenyl kami'de 11- 119FN403S
Mv. 426. 47 Ldﬂ/éi%(s tS;H) 95005, 3 425 EM F11- Rt. 2.59 min. 151F

NVR (300 Mz 3 8.28 (s, 1H), 7.99 (dd, 1H),
7. 86((dd 1 %%‘9@22%%2§¢66 (dd, 1H), (7.325 (sz, 4H) g.47 (??

1H), 4.16 (qYield)36 % 48 (s, 3H), 1.33 (s, 3H) Melting point: 165-167
C. Yield: 42 % 20 Exanple B22
3, 5- Di chPPor 0- N44- (6- f | uor o- 2- net hyl - qui nol i n- 4-yl oxy) - phenyl ] - 2- hydro
xybenzenesul Exampled&148 126 -

4-Bromo-N-[4-(6,7-dimethoxy-guinolin-4-yloxy)-3- methoxynphenyll -2-
triflucromethoxy-benzenesulfonamide

10 CasHapBrFN0;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)

15 Melting point: 176-177 °C.
Yield: 31 %

Example A149
4-Bromo-N-[4-{6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-trifluoromethoxy-
20  benzenesulfonamide

CasH1aBrFaN-06S Mw. 599.38

LC/MS purity: 99 %, miz 597 [M-HJ, m/iz 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),
5 7.82 (d, 1H), 7.80 (s, 1H), 7.45 (s, 1H), 7.38 (s, 1H), 7.17 (dd, 4H), 6.35 (d,



C221- 115C12FN204S Mv. 493.34 LC/MS purity: 94 % mz 493 [ MrHr
Rt.3.24 mn. '"H NMR (300 MHz, DMBO-d6): 10.6 (bs, 2H), 7.99 (dd,
1H), 7.86 (m 2H), 57.66 (m 2H), 7.25 (d, 2H), 7.19 (d, 2H), 6.44
(s, 1H), 2.%®@20128) Melting point: 203-205 C. Yield: 5S®€m¥anceieoezvps e
d

3,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-114 {1 uoronet hyl -quinolin-4-ylo
xy) - phenyfl - benzenesul f onam de C23H14C12F4N203S Mwn. 545. 34

15LC/ MB mz 545 [MH R. 5.39 min. 'H
NVR (3oopl|\1/|r4lzmbn%%§/%%r§mlg% (E%H} 1H), ‘847 Ed H]1H) 8. 19 (cT, an),

8.01 (s, 1H) Mettirgopging; 23?52397%37 (m 2H), 7.15 (dd, 1H), 6.76 (s,
1H), 2.59 (s ?(EJ) | ting point: 181-183 C. 20Yield: 44% WO

2009/ 127417P ELF 91002798 - 127 - Exanple C2 Bi phenyl -3-sul fonic
acid [2-fluoro-4- _(2 met hy1-8-trifl uoronet hyl - qui nol i n-4-

yl oxy)-pr;enyg(é%med&sé-} C29H20F4N203S Mwn. 552. 55

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

(] ™
N
/QQ;S{\O Q
/ODf%

o
~o N

C2oH2sN206S Mw. 530.60

10 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)

15 Melting point: 216-217 °C.
Yield: 34 %

yloxy)-2-methyl-phenyl}-amide

Example A1561
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl}-2,5-diflucro-
20. benzenesulfonamide

Ca4H2oF2N2058 Mw. 486.50

LC/MS purity: 98 %, miz 485 [M-HI, 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),
25 7.48 (m, 1H), 7.44 (s, 1H), 7.39 (s, 1H), 7.04 (m, 3H), 6.46 (d, 1H), 3.94 (s,



LCMS purity: 98 % mz 551 [MH, nmfz 553 pvi-Fir Rt. 5.34 mn. 1H
NVR (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), IWe.29@/1e&11H), 2.53 (s, 3H) Melting point: 187RCIBEP2E)9/002798
Yield: 57 % Exanple C3

15N42- Fl uor o- 4- (2-met hy1-8-tri f | uor ometd~ qui nol i n- 4-yl oxy) - pheny1] -
3- phenoxy-benzenesul fonam de C29H20F4N204S Mwv. 568.55 LC/ M5 purity:
94 % mz 563HEM9$(§?GH)5233 (8] 3H) 20' H NVR (300 MHz, DMVBO-d6): 10. 27

, 1H), 7.74-7.01 13H), 6.72 (s, 1H),
(2.857 (H)s ﬁﬁ&'ﬂ‘ﬂﬂ?y‘)tpgg%%%o% 168 C. - 128 -(?(]iel d:H) 63 %Exf';rpllg)

C4 Napht haI eyvigidt 3yW,f oni caci d[ 2-fl uoro-4-(2-nmet hy1-8-trifl uoronet hyl -
5qui nol i n- 4-yl oxy) - phenyl Jam de C271- 118F4N203S Mwn. 526.51 LC/ M5
purity: 95 % mz 525 EMH, mz 527 [MH Rt. 5.15 min. 1H NWR (300

MHz, DMSQO-d 1H), 8.72 (d, 1H), 8.43 (d, 1H), i08.26 (d,
1H) . 8.1 %%@&f%éf 7 (m 4H, 7.31 (t, 1H), 7.19 (dd, 1H), 7.07
(dd, 4 Bromo 3-chloro-N -[4-(6, T-dlmethoxy—qumohn-4 yloxy)-2-methyl-phenyl]-

benzenesulfonamide

C2:H20BrCIN20:S Mw. 563.86

16 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

Ca4H2oCIFN,05S Mw. 502.95

LC/MS purity: 99 %, m/z 501 [M-HT, 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), 7.4 (s, 1H), 7.39 (s, 1H), 7.03 (m, 2H), 7.01 (dd, 1H), 6.45 (d,



1H), 6.94 (s,1H), 2.57 (s, 3H Melting point: 232-234 C. Yield: 42 %
15Exanpl e C5
2,5-Dichloro-N12-fluoro-4-(2-nmethyl-8-trifluoronethyl-quinolin-4-yl ox
y) - phenyl [woeteamasul f onami d C23H14C 2F4AN203S Mwv.  545.FA/EXQ0G/00M398
purity: 95% mz 543 EMH, mz 545 [MHt Rt. 5.24 min. 1F1 NWR (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 (in, 2H), 7.14 (dd, 1H), 6.72

(s, - 129 -14i)3.92(S%H)S3.984s, HE), 12 M(HBH)t : 207-209 C. Yield: 73 %
5 Exanple 06 '

2, 6- Di chl or oMeltingrpaint 848-250- et hyl - 8- tri f I uor onet hyl - qui nol i n- 4
yl oxy) - pheny{ds: enesul fonam de C23F114C12F4N203S Mw. 545. 34
i oLC/ M5 purity: 95% mz 543 [MH, mz 545 [MH R. 5.09 mn. 'H
NVR (300 MHz, DMSO-d6): 10.66 (s, 1H), 8.47 (d, 1H), 8.19 (d, 1H),

7.65 (m 4H) j 2H), 7.13 (dd, 1H), 6.68 (s, 1H), 2.57 (s,
3H) Mel tisng Eélgrﬁﬁ%léiﬂllm C. 15Yield: 54 % Exanple C7

N12- Fl uor o- 4N([A-(Bet-DirheBoky-qlhinotindrpbiy)k2-methyltphengi]yvi-ugrp-3smetyaxy- 2-

trifluoronet B)__(' - beannesul f onam d
nzeneésulfonamide

CasH2sFN206S Mw. 498.53 ,

10 LC/MS purity: 98 %, m/z 497 [M-H}, m/z 499 [M-HJ' 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), 3.84 (s, 3H), 3.91 (s,
3H), 3.85 (s, 3H), 2.05 (s, 3H)
Melting point: 228-229 °C.

15 Yield: 38 %

Example A155
3,5-Dichloro-N-[4-(6,7 -dimethoxy-guinolin-4-yloxy)-phenyl]-4-hydroxy-
benzenesulfonamide

C23H15CLN20:S Mw. 521.38

LCIMS purity: 92 %, m/z 519 [M-HF, m/z 521 [M-H]' Rt. 2.79 min.

H NMR (300 MHz, DMSO-dé): 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, 3H)



. 20 C241-115F7N203S Mwn. 544.45 LG/ M5 purity: 95% mz 543 [NA-H Rt.
5.05 min. - 130 - 'H NMR (300 MHz, DVMSO-d6): 10.43 (s, 1H), 8.47 (d,
1H, 8.19 (d, 1H, 8.05 (m 2H, 7.88 (m 2H), 7.72 (t, 1H), 7.33 (m
2H), 7.12 (W6200Hp7416.69 (s, 1H), 2.58 (s, 3H Ml ting paimtp208827885
C. 5Yield: 56 % Exanple C8 '

4- Met hoxy- napht hal ene- 1- sul f oni caci d[ 3-f14s0r 0- 4- ( 2- net hyl - 8-
trifluoronethyl-quinolin-4-yl oxy)-phenya-am de 10 CnH20F4N204S Mw.
556. 54 LC/ VSpitirid poinf4280°0.z 555 [MH, mz 557 [mHy Rt. 5.25 min.
IH NVR (300 MHz, O d6): 10.97 (s, 1H), 8.68 (d, 1H), 8.47 (d, 1H),
8.30 (d, 2H) Yiedd:¥bY¥d, 1H), 7.79 (t, 1H), 7.67 (m 2H), 7.31 (t, 1H)),
7.11 (m 152H), 6.95 (d, 1H), 6.51 (s, 2H), 4.06 (s, 3H), 2.56 (s,
3H) Melting point: 242-244 C. Yield: 74% Exanple C9

203- Fl uor o- NEk8mpleudi 96 4- (2- net hyl - 8-tri f |l uor onet hyl - qui nol i n- 4-yl oxy

) - phenyl.] - 43 bRl W8 IF 6819 BRI difhotin-4-ibxy)-3-methoxy-phenyl]-2--

hydroxy-benzenesulfonamide

~© N)s\ Ci
o Laliar o)
0

C24H2ClN-0,S Mw, 551.41
LC/MS purity: 99 %, m/z 549 [M-H], m/z 551 [M-H]* Rt. 3.00 min.
10 'HNMR (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), 8.75 (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-methyi-quinolin-4-yloxy)-

FN\UI1

>s{ s
0”0

phenyll-amide

AN
/
N

20 Con14F2N20382 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),



C241- 117F5N204S Mwn. 524.47 LC/ M5 purity: 98% mz 523 [MH Rt. 4.96
m n. "H NWR (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 (dd, 1H), 7.05 (dd, 1H),
6.58 (s, 1Hyo280082745(s, 3H), 2.55 (s, 3H) Melting point: pcid®2di3@05 308
Yield: 70 % Exanpl e C10

10" N43- Fl uor o-4- (2-nmet hy1-8-trifl uor onet4g/! - qui nol i n- 4-yl oxy) - phenyl ]
-2- met hoxy-4, 5-di net hyl - benzenesul f onam de C26H22F4N204S Mwv. 534. 53

LC/ VB puri t H
o, e S 31 e AL s
ZH)70 gt 861|(_|)S1H7 P T 2dga (1?) 3Z|) 032(r1n9 (2?) 3E|) Sﬁ/tal(tsi n
poi nt: 230- 2%&@9 wﬁ"fﬁsé?ﬁﬁ% Exanpl e Cl1 2,5-D ’ )

i fluoro-N42- {Yliigldr@3 % ( 2- met hyl -8-tri fl uor onet hyI qui nol i n- 4-yl oxy) -
phenyl Fbenzen esuifon am de -132 - (C231-114F6N203S Mwv. 512.43 LC/ M5
purity: P0O0% mz 511 [MF11 Rt. 4.92 min. 111 NWR (300 MHz,
DVMSO- d6) : 10Ex8 B21H), 8.47 (d, 2H), 8.18 (d, 1H), 57.69 (t, 1H),

Z gg Eg‘ 3. R@yqqq‘i&t[gtfﬂuﬁb{onﬁ(ﬁguég 2Cm|_QHy[ qumollrg-q,-yloxl_)% phenyljj (s, 1H,
benzenesulfonamlde
F
o0~ <o SN
o}
F ~
N/

10 CaaHisF2N: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, T1H), 7.26 (dd, 1H), 7.08 (d, 1H), 6.65 (s,
1H), 2.54 (s, 3H)

;s Melting point; 190-191 °C.
Yield: 37 %

Example B3

N-[2-Fluoro-4-(6-fluoro-2-methyi-quinolin-4-yloxy)-phenyl]-3-methoxy-
20 benzenesulfonamide

~
-

CzaH1anNzO4S Mw. 456.47
LLC/MS purity: 98 %, m/z 455 [M-HT Rt. 3.16 min.



Yield: 52 % i oExanple Cl12

3-Chl oro-4-fluoro-N12-fl uoro-4-(2-nethyl-8-trifluoronethyl-quinolin-4
-yl oxy) - phenyl Fbenzenesul fonam de F F Cz3F114Cl F5N203S Mwv. 528. 89
15LC/ M5 purwowe0098874%G mz 527 [M1-1]- R. 5.24 mn. ' HMNIRK80M0MeE,
DMSO-d6) : 10.41 (bs, 1H), 8.47 (d, 1H), 8.19 (d, 1H), 7.91 (dd, 1H),
7.77 (m 3H, 7.33 (m 2H), 7.12 (d, 1H166.75 (s, 1H), 2.58 (s, 3H)
Melting point: 202-203 C. 20Yield: 57 % WO

2009/ 127417PG) 9 n
2- Met hyl - 3Hpﬁn'“d§§'§8@%q9§% b(’)\"n?%&gﬁgl 162227, @ HY18.00 (m, 1H), 7.82 (m, 1H),

[ 3- f | uor o- 4- (E7nfs, hﬁ)s§4tgrﬁt,f1*dbr70$fét7}%ﬂl i 1), i7:074(d 1163y 6 SgHen Y H).-H8P d
e 5021H16F4 4 LC/ M5 purlty 98 % mz 479 EMFll- Rt.
4.07 mn. t\éﬁ%ﬁﬁ %Agg(%-l)‘lDlvBOdG 12.5 (s, 1H), 10.6 (bs, 1H),
8.54 (d, 1H)Meamggpc(mlt,159+)1517°c79 (s 1H), 7.71 (t, 1H), 7.38 (t, 1H),
7.24 (d, 1H) H’t?d(%s‘g’d 1H), 6.60 (s, 1H), 2.56 (s, 3H), 2.29 (s, 3H
10Mel ti nd poi 259 C. Yield: 57 % Exanple Cl14

4-(3,5-Di rrethyl-lsoxazol 4-yl met hoxy) - N13-f | uor o- 4- ( 2- et hyl -

15trifl uor orrgéé% %nol i n-4-yl oxy) - phenyl ] - benzenesul f onam de

C291- 123F4AN3 01.58 LC/MS purity: 95 % mz 600 [MH Rt. 4.96

m n. Cyclopropanesulfonic acid [2-fluoro-4-(6-fluoro-2-methyl-quinclin-4-yloxy)-
phenyl}-amide

/:S\l\o
o)
F X
o
N

10

CisH1sFaN20.S Mw. 380.41

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 BS
20 3-Chloro-4-fluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy}-phenyi}-
benzenesulfonamide



"H NVR (300 MHz, DMBO-d6): 12.20 (bs, 1H), 8.52 (d, 1H), 8.19 (d,
1H), 207.80 (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, 3WyoMaltibaagr point: 193-195 C. - 134 - Yield: 3Jor%rexsnples
015 Bi phenyl - 4-sul fonic acid.
[2-fluoro-4-(2-nethyl-8-trifluoromnethyl+gui nolin-4-

5yl oxy) - phenyl -am de C29H20F4N203S Mwv. 552.55 LC/ M5 purity: 96 %

mz 551 EM Hy 5. 34 10 1H NVR (300 Mz,

DVEO. d6) © 1 ﬁ”@;ﬁ@%%@ﬂﬁé{sg mg 18 (d, 1H),(7.87-(dd, aH)
7.72 (m 3H)LCNS?puTmBG4(%]_ rer:-iM?TMEQ} RUG48Mn. 7.10 (d, 1H), 6.73
(s 1 250, (Gur¥FooNiHz! BuSOLdE): 185 @14 8Bt 1A% 67 (Mm@

N12- Fl uor o- 47(82-mshu1148+)t7eﬂl(mmﬁprhyl(dqmmptsm(@yl-t)pqsmaew)] 3-
pyri m di n-2-y] -benzene WO 2009/ 127417PCT/ EP2009/ 002798 -
135 - LCAMS Wo'gégjms[mm mz 555 [MHt R. 4.92 min.
NMR (300 MHzy;dpves2 ¢i6) : 10. 39 (bs, 1H), 8.97 (s, 1H), 8.96 (s, 1H),
8.84 (t, 1H), 8.63 (d, 1H), 8.45 (d, 1H), 8.18 (d, 114), 7.89 (d,
114), 7.70 (m 2H), 7.53 (t, 114), 7.35 (t, 1H), 7.25 (dd, 1H), 7.07
(d, 1H), 6. 6§xéﬁlpie13%1 2.58 5(s, 3H) Melting point: 219-220 C. Yield:
54 %

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

10 benzenesulfonamide

F
N<
>s
o~ Yo
0
F 3
o
N

C22H1sFaN203S 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),
s 7.88 (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: 53 %

20 Example B7
5-Methyl-thiophene-2-suifonic acid [2-fluoro-4-{6-flucro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide



Exanpl e C17 10Benzo[ b]t hi ophene-2-sul fonic acid
[2-fluoro-4-(2-methyl-8-trifluorom ethyl -

qui nol i n-4-yl oxy) - phenyl Fam de C25H16F4N203S2 Mwv. 532. 54 LC/ M5
purity: 96 WO269A2831 EMH , mz 533 [MH Rt. 5.16 m n.PCIFEPRBINNRIS
(300 MHz, DVMsO-d6): 10.65 (s, 114), 8.47 (d, 1H), 8.19 (d, 1H), 8.10
(d, 114), 8.03 (d, 1H), 7.95 (s, 1H), -N18% (t, 1H), 7.50 (m 3H),
7.33 (dd, 114), 7.15 (d, 114), 6.75 (s, 1H), 2.58 (s, 3H Mlting
point: 182-184 C. Yield: 51 % 20 Exanpke C18

Benzo[ b] t hi ophene- 3-sul fonic acid
p-fluoro-4-(2-methyl-8-trifluoroneth
qui nol i n-4-yl oxy) phenyli-am de - 136
LCMS purity: 96 % niz 531 [MHL o
(300 MHz, DWVMSO-d6): 10.46 , 1H),
5(m 3H), 7.69 (t, 1H), 7.
7.09 (d, 1H, 6.68 (s, 1H,

e
CRSHIOFAN203S2 My, 532. 54
533 [MH Rt. 5.11 min. |H NMR
8.49 (s, 1H), 8.45 (d, 1H), 8.14
Ry 7.37 (t, 1H), 7.23 (dd, 1i:1),

3H) Melting point: 242-244 C.

Yield: 75 %ioExarrpI e Clo N
1- Met hyl - 2- oxo- 2, Ihgzdro 1H-i ndol e-5-sul fonic acid [2-fluoro-4
( 2- met hyl - 8- Ci1thFl2NzQ wh446.88i nol i n-4 yl oxy) - phenyl ] ani de

LC/MS purity: 97 %, m/z 445 [M-H}J Rt. 3.18 min.

‘H NMR (300 MHz, DMSO-d6): 10.30 (s, 1H), 8.00 {dd, 1H), 7.83 (dd, 1H),
s 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 %

10 Example B8
N-[2-Fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-3-trifluoromethyl-
benzenesulfonamide

CaaH1sFsN20,S Mw. 494 44

15 LC/MS purity: 95 %, m/z 483 [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 (t, 1H), 7.26 (d, 1H), 7.09 (d, 1H), 6.63 (s, 1H), 2.53 (s,
3H)
Melting point: 150-152 °C.

w  Yield: 47 %



C261 119F4N304S Mv. 545.52 15LC/ MBS purity: 90% mz 544 [MH, mfz 546
[ M H] Rt. 4.45 min. 'HNW (300 Mz, DVMSO-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) wokoded2741H), 7.05 (d, 1H), 6.71 (s, 1H), 3. 64rdTsEP22id)0p2798
3. s, 3H), 2.57 (s, 3H Melting point: 225-226 C. 20Yield: 35 %
V\D 2009/ 127417PCT/ EP2009/ 002798 - 137 -1¥xanple D1

Bi phenyl - 3-sul foni ¢

acid[4-(7- beF;( hﬁg @- met hoxy- gui nol i n- 4-yl oxy) - 2-

fl uor o- pheny N] de 5 C3,5H27FN2058 Mwn. 606.68 LC/ M5 purity: 100 %
mz 605 [ M HN-[4ni6zFlgom-grnethyl-guinotin-taylony:- phgmm]ﬂwqrmmifwwe
DVSO-d6): 10.2 (bs, 1H), 8.43 (d, 1H), 7.96 (d, 214), 7.72 (m 414),
7.68-7.25 (m 11H), 7.18 (d, 1H), 7.23 (dd, 1H) (d, 1H), to5.30
£)

(s, 2H), 3.89 (s, 3H Melting point: 228- 229NC 72 % Exanpl e

D2 15Napht hal ene-1-sul fonic acid ST
{4-[7-(3-am no- propoxy) - 6- net hoxy-qui n Vi ®) ©xy]-3-fluoro
- phenyl ) -am de hydrochl ori de C29H26N3058: HClMN (base). 547.61
F =
o
N

CzzH17FN2OsS Mw. 408.45

s LC/MS purity: 95 %, m/z 407 [M-HJ' Rt. 2.90 min.
TH 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 %

10
Example B10
3,5-Dichloro-N-{4-(6-fluoro-2-methyl-quinclin-4-yloxy)-phenyl]-
benzenesuifonamide

cl

N\. /@

RS
N/
15 Ca:H1sCLFN20;S 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.
20 Yield: 73 %



20LC/ M5 purity: 100 %9 mz 546 [MH, mz 548 [MH R. 2.41 min. 'H
NVR (300 MHz, DMSO-d6): 11.28 (s, 1H), 8.72 (m 214), 8.30 (t, 214),
8.12 (m 314), 7.77 (m 5H), 7.38 (m 1H), 7.16 (dd, 1H), 7.03 (d,
1H), .55 (swoXbfe12z4128 (t, 2H), 3.98 (s, 314), 2.97 (t, BiEgp20®/0b5798
(t, 2H Melting point: C. WD 2009/ 127417PCT/ EP2009/ 002798 - 138 -
Yield: 85% Exanpl e D3 Bi phenyl - 3- sul f oniz0 -

aci d{4-[ 7- (3-am no- propoxy) - 6- met hoxy- qui nol i n- 4-

Syl oxy] - 3-f | gQLQw Bqul} am de hydrochl oride C31 F128FN305S. FICl Mw
(base). 573.65 L&/ NS purity: 100 % miz 572 [MH, mz 574 [MH Rt.
2.58 min. 113i5-Rigkiqredb[4vié-fiumesbmrhyl-quingie-4-yloxyHphemyilr2-methoxy)
8.05 (m 5H) : 769(m 5H), 7.50 (m 4H), 7.31 (dd,
1H), 7.18 (dgeh‘?{'ﬁéﬁg&gﬂm , 4.33 (t, 2H), 4.00 (s, 3H), 3..00
(g, 2H), 2.18 (t, 2H) I\/bltlng p0| nt: 198-202 C. ¥eld: 83 % 15Exanpl e
D4 Bi phenyl -3-sul fonic acid
(3-fluoro-416- et hoxy-7- (2- nor phol i n-4-yl - ‘
qui nol i n-4-yl oxyl - phenyl | -am de ceTh 4H3&FN3 . 629.71 20LC/ M5
purity: 99 % mz 628 [MH, mz 630 f 2768 #in. 1H NVR (300
MHz, DMVBO d6): 10.50 (bs, 1H), 8.37 H)O, 893 (s, 1H . 7.96 (d,
1H), 7.79 (d, 1H), 7.66 (m 3H), 748 m 5H), 7?>1(t 1H), 7.02 (d,
1H), 6.28 (d, 1H), 4.26 (tg.2 390 (s, 3H, 3.39 (m 4H), 2.78 (t,
2H), 2.60 (m 4H) 25Melting - T93-104 ' C

5 CxHyCLFN0.S Mw. 507.37
LC/MS purity: 96 %, m/z 505 [M-H]J 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)

10 Meiting point: 192-183 °C.
Yield: 78 %

Example B12
2,4-Difluoro-N-[4-(6-flucro-2-methyl-quinolin-4-yloxy)-phenyl]-
15 benzenesulfonamide

=~
s

CxH1sF3N20:8 Mw. 444 44

LC/MS purity: 95 %, m/z 443 [M-HJ 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.



Yield: 36 % WD 2009/ 127417PCT/ EP2009/ 002798 - 139 - Exanple D5

N-{ 3- Fl uor o- 446- net hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-yl oxy]
- ph enyl}-2-trifl uoronethyl-benzenesul fonam de 5 C2. 9H27F4AN306S
Mv, 621.61 wG2MS/puavty: 100 % mz 620 [MH, mz 622 [pékp26o/002926
mn. 1H NWR (300 MHz, DVMBO-d6): 11.00 (bs, 1H), 8.45 (d, 1H), 8.16
(d, 1H, 8 02 (d, 111), 7.90 (m 2H), 71%4/-(s, 1H), 7.42 (s, 1H),
7.38 (t, 7.16 (t, 101H), 7.02 (d, 1H), 6.36 (d, 1H), 4.27 (t,

2H) , 391(s be?]@a §59(t 4H), 2.79 (t, 2H), 2.53 (m 4H) Melting
point: 178- 1§ |eId 43 % 15Exanpl e D6

N-{ 3- Fl uor o- 416- net hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - qui nol i n- 4-yl oxy]
- phenyl}-2- Fréi fl r%?get hoxy- benzenesul f onam de CaH27F4N307S Mw.
637.61 20LC ] 100 % mz 636 EMH, mz 638 EMH R. 2.45

Endg H NR GEDifusro: m&m%ro-ﬂmﬁ?m-(qhmmi?w-ylo%y%dr@]]- (1H), %04
1H), 9 (m 2H), 7.47 (s, 1H), 7.42 (s, 1H),
7.36 (t, 51H) 9'?5%938%”‘3@ . 7.00 (d. 1H), 6.33 (d, 1H), 4.27 (t.
2H), 3.91 (s, 3H), 3.59 (t, 4H), 2.79 (t, 2H), 2.53 (m 4H Melting
point: 185-187 C. WD 2009/ 127417PCT/ EP2009/ 002798 - 140 -

N

X
N/

Cz2H1sF3N20:8 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), 7.89 {m, 1H), 7.85 (m, 1H),
1 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
15 3-Bromo-N-[4-(6-fiuoro-2-methyl-quinolin-4-yioxy)-phenyl}-
benzenesulfonamide

=
=

C2H1sBrFN20,.S Mw. 487.35
LC/MS purity: 96 %, m/z 485 [M-H]' Rt. 3.25 min.

20 '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,



Yield: 34 % Exanpl e 07.

Bi phenyl - 3- sul f oni caci d(446- net hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) -

5qui nol i n- 4-yl oxy] - 2- et hyl - pherwl yam de C35H3. 5N306S Mwn. 625. 75

LG M5 puri tY0290Q02%17 m z 624 [MH, mz 626 [MH Rt. 2 .BO/ER2H09/003798
NVR (300 MHz, DMSO-d6): 9.82 (s, 1H), 8.40 (s, 1H), 8.01 (s; 1H),
7.86 10 (s, 1H), 7.67 (m 4H), 7.48 (m1ZY, 7.46 (s, 1H), 7.44 (s,
1H), 7.07 (m 3H), 6.37 (d, 1H), 4.26 (t, 2H), 3.90 (s, 3H, 3.59 (t,
4H), 2.78 (t3H}H), 2.53 (m 4H), 199 (s, 3H Melting point: 105-107
C. Yield: 66 %15 Exa

N- (446- Met hoMﬁIt'f‘Q(F%O'%nqﬁﬁc?%“nc& yl - et hoxy) - qui nol i n- 4-yl oxy] - 2- net hyl
phenyl} - 2-tr ifdigioxapget hoxy- benzenesul f onam de 20C30H30F3N307S Mw.
633.65 LC/MS purity: 100% mz 632 EMFir, mz 634 [MH Rt. 2.44
rrin 1H NVR (300 MHz, DMSO-d6): 9.25 (bs, 1H), 8.47 (d, 1H), 7.86 (d,

9(tEx%le%1 3 (m 2H), 7.44 (s, 1H), 7.42 (s, 1H), 7.09 (d,
8 (d, 1H), 6.42 (d, 1H), 4.26 (t, 2H), 3.90 (s,
3H) 3 59 ('t 4-Brpgno-i- I4€16(fluor@-8mthYEQMOﬁn—4 vieRy)-pheoyl]-2driflaefomathyli ng

point: 186- 1§§.n§énesulf&n4£mldeY' eld: 46 %

Br
N
o] F7I>F
F
Ca3HsBriF;N,03S Mw. 555.35

10 LC/MS purity: 96 %, m/z 553 [M-HI' 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 %
i5
Example B16 ,
Thiophene-3-sulfonic  acid  [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-
amide '

~3
/
N
20 Con15FN20382 Mw. 414.48

LC/MS purity: 97 %, m/z 413 [M-HJ Rt. 2.81 min.
H NMR (300 MHz, DMSO-d6): 10.31 (s, 1H), 8.18 (dd, 1H), 7.99 {(dd, 1H)



Exanpl e D9

2,5-Di fl uoro-N-(446-nmet hoxy-7-(2-nor phol i n-4-yl - et hoxy) - qui nql i n-4-vyl
oxy] - 2- 5net hyl - phenyl } - benzenesul f onam de vo C291- 129F2N306S Mw.
585. 63 LC/ MBopooriegi? 100 % mz 584 EMH , mz 586 [ M | iHCTRIP20@/00£798
mn. '"HNW (300 Mz, DVsO-d6): 10.18 (bs, 1H), 8.48 (d, 111), 7.58
(m 2H), 107.45 (m 3H), 7.06 (m 311)-;1&45 (d, 1H), 4.27 (t, 211),
3.90 (s, 311), 3.59 (t, 411) 2.78 (t, 2H), 2.54 (t, 411), 2.07 (m
3H) Melting p@snidd, 18, 198 @, YHEIT67 4, HH)SERODAB (R, GBH), 6.44 (s, 1H),
2,5-Difluoro- N-( -1 ] uor o- 446- et oxy-7-(2-nor Phol i n-4-yl - thoxy) quin
ol in-4- yl ox# -p(ﬁe%'p‘l} benzenesul fonanide 0  C281126F3N306S M

589. 60 20LC/ M%Itmg;b&:bft 1@@_0,@@0@12 588 [MH, mz 590 EMH Rt. 2.31
mn. 111 NI\/RQX DVSO-d6) : 10.6 (bs, 111) 8.46 (s, 1H), 7.61
(m 1H), igldn6®™¥) , 7.21 (t, 1H), 7.04 (d, 111), 6.89 (d, 1H),
6.35 (d, [AH), 4.26 (t, 2H), 3.92 (s, 3H), 3.60 (t, 411), 2.78 (t,
2H), 2. 5§ (m 411) Melting point: 169-173 C. 25Yield: 26 '"'/0 - 142
- Exanpl e Dl1Example B17

b1 21 PGB SR YK ety e Rpheng 2=t

carboxylic acid methyl ester

o)
~
O S
N , /
0
F ~
o
N

10 CeHuFN0sS; Mw. 472.52
LC/MS purity: 96 %, m/z 471 [M-HI Rt. 3.02 min.
H NMR (300 MHz, DMSO-d8): 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)

15 Melting point: 160-161 °C.
Yield: 72 %

Example B18
5-Chloro-thiophene-2-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-

o

2
=
N

20 phenyll-amide



C30H30F3N306S Mv. 617.65 LG/ MS purity: 100 % mz 616 [MH, nz 618
[MH R. 2.41 min. '"H NWR (300 MHz, DVSO-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 31-i), w04809(d7411H), 4.27 (t, 2H), 3.90 (s, 3H), 3.5 WEE208k)2798
2.78 (t, 2H), 2.53 (m 4H), 2.10 (s, 3H) Melting point: 127-130 C.
Yield: 31 % Exanple D12 -124 -

154- Chl or o- 2-fl uor o- N-{3-fl uor o- 416- net hoxy- 7- ( 2- nor phol i n- 4-yl - et hox

y) - quinoli nC%HL@FNLOE@fMW h4aB@mzenesul fonamde C 0 O
C23H26CI F2N306S Mwv. 606, 05 LC/ NS pur'&&qﬁg % mMz 604 [MH, mz

606 [M H Rt LOM@pusity 97%%. mz #4%(id- MI\SO- d6) : 11.2 (bs,

%H)15 ?d451£511;-| 73,9%0%4)2 dm&o 3@7510(5614 (s1H>H7) 71@9% aﬂg(masél(lrﬂ 1@3

3.59 (t, 4H)/J. &7 (TB. ™), 26, (dQ. ‘33) (a5 mSlﬂklﬁt‘Wné lgbll):g 541&23"2)14 C.

Yield: 42 %

4- Met hoxyr'- nap Ef'%"ﬁ%mn 1-su fonl'caci d{ 3-f | uor o- 446- net hoxy- 7- ( 2-

nmor phol i n- 4- Wielét4b%y) - qui nol i n- 4-yl oxy] - phenyl } - am de 0.
5C33H32FN307S Mv. 633.70 LC/ M5 purity: 100 % mz 632 [MH, mz 634
[MH R. 2.53 mn. NVR (300 MHz, DMBO-d6): 11 (bs, 1H), 870(d
1H), 8.40 (dExadhple B187 (t, 3H), 7.76 (t, 1 , 7.65 (t, 1H), 7.42 (s,

11 6 27 (a5-QKgrorE-Fanppregeip-sulicgis ¢ doid) ta-Efiforg Y melyingp 4
(t, 2H), ;2. 541dxi)-pHshyl]-amide
/@,N\ (U\'/\
oL
N/

C2xHsFN30,S; Mw. 481.53

LC/MS purity: 95 %, m/z 480 [M-H[ Rt.3.07 min.

H NMR (300 MHz, DMSO-d8): 10.73 (s, 1H), 8.72 (d, 1H), 7.98 (dd, 1H),
15 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



Melting point: 189-190 C. Yield: 35 % Exanple D14

15N- (447- ( 3- Am no- pr opoxy) - 6- met hoxy- qui nol i n- 4-yl oxy] - 3-f | uor o- pheny
1}-2- trifluoronethyl-benzenesul fonam de hydrochl ori de
C26H23FAN3088.2bi8I12Mr (base). 565.55 LC M5 purity: 100 %raump2bidho2798
[MH, mz 566 [MH Rt. 2.39 min. 20 1H NWR (300 MHz, DWMSO- d6):
11.28 (s, 1H), 8.75 (d, 1H), 8.20 (d, 149%5-.8.04 (m 4H), 7.90 (m

2H), 7.70 (s, 111), 7.68 (s, 1H), 7.51 (t, 1H), 7.25 (dd, 1H, 7.12

(d, 1H), 6.8 4.00 (s, 3H), 3.00 (m 2H), 2.17
(t. 2H) I\/Eltléﬁawsj':(;\lln 8%7‘25159’320 25Yield: 86 % - 144 - Exanpl e D15

N- (4] 7-(3- AnLGMﬁrp(uptw)‘B}S % méz ADX YMeldf RbI3i26 miry| oxy] - 3- f | uor o- Pheny1}

-2- trifl | 4 5

s So T Lo BT EALERRY % 1 B 80 W2 4 2

E 34 H]lH)Rt 2. 808nidy. 1H)F7.99VRId, 31H), m1-;mm69 (,dSH)Z, l_';LIZ%(ﬂ,S(()Zk-I().t z}a)ls,kécg.z;m,z?)
s, , 7. : , M.

(dd, 1H)5 7, é?%m& ?"ng%?%@%d i0lH), 4.32 (t, 2H), 4.00 (s, 3H),

2 96 I(m Dilf_sl) Me&m@7pd:|ﬁt, 228l2oBE3 i ng point: 95-97 C. Yield: 90 %

anpl e

15(3 (442-Fl Vst 7. (02 trifluoromethoxy-benzenesul fonyl am no) - Phenoxy]
-6- nmet hoxy-qui nolin-7-yloxy}-propyl)-carbamc acid tert-butyl ester

Example B21
10 1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6-fluoro-2-methyi-quinolin-4-yloxy)-
phenyll-amide

CaH1gFN4O5S Mw. 426.47
LC/MS purity: 95 %, m/z 425 [M-H] Rt. 2.59 min.

15 '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 (q,
2H), 2.48 (s, 3H), 1.33 (s, 3H)

Melting point: 165-167 °C.
Yield: 42 %

20
Example B22
3,5-Dichloro-N-[4-(6-fluoro-2-methyl- qumohn-4-y!oxy)—pheny!] 2-hydroxy-
benzenesulfonamide



C311- 131F4N308S Mv. 681.67 LG/ MS purity: 100 % nmu z 680 [MH, mz
682 [MH Rt. 3.48 min. 20 1H 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, 2wp200p124417dd, 1H), 6.99 (d, 1H), 6.90 (t, 1HERCBEER0050d3798
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. 25Yiel d:-78% - 145 - Exanple D17

N- ( 3- Fl uor o- 4- { 6- met hoxy- 713- (4- et hyl - pi peri di n-1-y1) - propoxykqui nol
i n-4- yloxy}-phenyl)-2-trifluoronethyl -benzenesulgf onam de
C32H33F4N305S Mwv. 647.69 LC/MS purity: 98 % mz [646 [MH, mz 648
[MH' R. 2.78 min. 1H NWR (300 Mz, DMVSO d6): (bs, 1H), 8.40 (d,

1H), 8.08 (d, 1H), 7.76 (d, 1H), 7.64 (t, 1@ 1H), 7.46 (s,

1H), 7.33 (s, 1H), 6.96 (t, 1H, 6.7 . , 1H), 6.32 (d,
1H), 4.15 (t, 2H), 3.90 (s, 3H), 2.8 24 ,°q 55(m 2H), 2.42

(m 1H, 1.92 (m 2H), 1.56 (m 2Hp 9 (m 2H), 1.14 (m 2H), 0.87
(d, 3H Melting point: 110+ 112C i
2- Br ono- N-(3f|uoro4(6ne q

3> (4- met hyl - pi peridin-1-yl)-propox
yl qui nol i n-4-yl oxyl - phenyl ) - henzg | fonami de Co -C311-13. 3Br FN305S
Mv. 658.59 20LC/ M5 purity: 99 % 656 [MH, mz 658 [MHt R.
2.76 min. 1H NWVR (300 MHz, DMSO-d6): 11.5 (bs, 1H), 8.39 (d, 1H),
7.97 (d, 1H) CorlsSeFNeOSpw. 49384(s, 1H), 7.35 (m 2H), 7.23 (t, 1H),

S 9 Ets 1H) LC@A@%{# gltlf_"go,ngzﬁgé?wﬂ-q*)m@z@%.ﬁ; 1H) 418 (E ZZDH)
1.30 (m 2|—|)’H1\IMB (GAD MHg, DMID-d&Y; 1@4&)(1:5 2H), 7.99 (dd 1H) 736 (m, 2H),
s 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 %

1w Example C1
3,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-triflucromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide
Ci

L QL
N
-

FIF
E

C2H1:ClLFsN2O,S Mw. 545.34

15 LC/MS purity: 95%, m/z 543 [M-H], 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.

20 Yield: 44 %



- 146 - Melting point: 184-186 C. Yield: 52 % Exanple 019

52,4-Di fluoro-N - (3-fluoro-4-{6-nethoxy-713-(4-nethyl -piperidin-1-yl)
- propoxy] - qui nolin-4-yl oxyl - phenyl ybenzenesul f onam de C31 H 32F3N
305S Mwn. 6h8s0o@&ouC/4MS purity: 100 % mz 614 EM Hr, m z iéH20d0lh2b93
Rt. 2.73 min. 10 1H NWR (300 MHz, DMSO d6): 10.5 (bs, 1H), 8.42 (d,
1H), 7.87 (d, 1H), 7.47 (s, 1H), 7.35-(124,- 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 2HEgy %’@% 1.98 (m 4H), 1.59 (m 2H), 1.34 (m 2H),
1.17 (m 2H), d, "Mel ti n point: 135-137 C. 15Yield: 46 %
Exanpl e D20 B:phenyi-B-squonlc acid ﬂuoro-4 (2-methyl-8-trifluoromethyl-quinolin-4-

2,6-Difluor r 6- rrethoxy 713- (4- net hyl - pi perldln 1-yl)-pr
opoxyl- qui %M?bﬁ n&g agvﬂ%henyl ybenzenesul f onam de N, 0*"

C311- 132F3N305S Mwv. 615.68 LO MBS purity: 94%~mz 614 [MH, mz 616
[MH R. 2.67 min. 1H NWR (300 MHz, |DVRO- 10.5(bs lH) 7.47
(bs, 2H), 7.35 (s, 1H), 7.08 (m 3 ' 6.76(d, 1H), 6.33
(d, 1H), 4.16 (t, 2H), 3.90 (s, : :

C2oH20FiN202S Mw. 552.55

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),
10 6.70 (s,1H), 2.53 (s, 3H) '

Melting point: 187-188 °C.

Yield: 57 %

Example C3
15 N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl}-3-
phenoxy-benzenesulfonamide

CzsH20FsN204S Mw. 568.55
LC/MS purity: 94 %, m/z 567 [M-H} Rt. 5.34 min.
20 'H NMR (300 MHz, DMSO-dS): 10.27 (s, 1H), 8.48 (d, 1H), 8.18 (d, 1H),
7.74-7.01 {m, 13H), 6.72 (s,1H), 2.57 (s, 3H)
Melting point:. 167-168 °C.



3H), 2.92 (m 2H), 2.54 (m 1H), 1.98 (m 5H), 1.59 (m 2H), 1.35 (m
2H), 1.18 (m 2H), 0.88 (d, 3H Melting point: 200-203 C. Yield: 37 %
5 Exanple 021

Napht hal eneV@-28I128hT caci d( 3- f | uor o- 4- { 6- met hoxy- 713- ( 4-BGIVER2D0S/002798
pi peri din-1-y1)-propoxy]-quinolin-4-yl oxy)-phenyl)-am de cr
10C35H38FN305S Mv. 629.76 LC/MS purity:1285 % mz 628 [MH -, mz 630
[MH R. 2.89 nmin. '"HNW (300 Mz, DVMSO-d6): 10.7 (bs, 1H), 8.78
(d, 1H), 8.3@ealde3lé), 8.22 (m 2H), 8.06 (d, 1H), 7.66 (m 3H), 7.41
(s, 1H), 7.31 (s, 1H), 7.15 (t, 1H), 7.00 (d, 1H), 6.86 (d, 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 é’?@%@ 2H), 1.21(m 21-1), 1.17 (m 2H), 0.87 (d, 3H)
Mel ti ng poi nl?:( -143 C. Yield: 35 A 20Exanple D22

Pr opane- 1- sulNaphthaleaeildsulfonic acid [2-fluoro-4«(2-methyl-8-trifluoromethyl-

(3-fluoro-4-{6-net - = s byl - pi peridi n-1-
y1)-propéxy]élgﬂﬁﬁﬁ‘é{ﬂ'%i'éﬁ8ﬁ%gﬁl%| yam de - 148 - 1hl NVR (300 Mz,
DVBO d6): 10.2 (bs, 1H), 8.45 (d, 1H),. 7.49 (& 1H, 7.36 (s, 1H),

7.34 (d, 1H), 7.16 (d, 1H), 7.03 (d, 1H),,6. d, 1H), 4.26 (t, 1H),
3.93 (s, 3H), 3.07 (bs, 2H), 2.71 (MPZ2Y> m 2H), 2.44 (m

1H), 1.92 (m 3H), 1.69 (m 2H), 1. oi) &221 (m 2H), 1.13 (m
2H), 0.95 (t, 3H). 50.87 (d, 3H) ting point: 160-162 C. Yield: 16%

%

CzrH1sFaN-OsS 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),
o 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 %

15 Example C5
2,5-Dichioro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamid

C23H14CLFsN203S Mw. 545,34

20 LC/MS purity: 85 %, m/z 543 [M-HT, 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,



Exanpl e D23
102- Cyano- N- ( 3-f | uor o- 4- { 6- net hoxy- 743- (4- net hyl - pi peri di n-1-y1) - ProP
oxy] - qui nolin-4-yl oxy}-phenyl ybenzenesul f onam de C32H33FN405S Mw.
604. 71 LC/ MBOopoorieypi17 99 % mz 603 [MH, nlz 605 [ M 1- I¥dAa/ERR2000D0528
mn. 15 1H NWR (300 Mz, DWsO-d6): 10.5 (bs, 1H), 8.44 (d, 1H), 7.99
(d, 1H, 7.77 (t, 1H), 7.63 (t, 2H), Z¥B{s, 1H), 7.38 (s,. 1H), 7.09
(t, 1H), 6.94 (d, 1H, 6.77 (d, 1H), 6.37 (d, 1H, 4.20 (t, 2H), 3.92
207 (h ok A I T LS (M k. 124 (m 2k, 0.90 (4, 3H)
m m , 1. m , 0. ,
20Mel ti ng poMﬁe!tngmmtlZQ?@G!?ﬂC‘eld 19%  Exanpl e 024
4- Chl or 0- 2- fi4lel.GaNy ( 3- f | uor 0- 4- { 6- met hoxy- 713- (3- met hyl - pi peri di n- 1-
y1l) - 25propoxy][-'qui nolin-4-yl oxy}-phenyl)benzenesul fonanm de - 149 -
C31 H32CI F2N305S Mw. 632 13 LCO/MS purity: 99 % mz 630 [MH, mz
632 [M Ex%mg% H NVR (300 MHz, DMSO-d6): 10.8 (bs, 1H),
8.44 (d, % 7.62 5 (d, 1H) 7.49 (s, 1H), 7.45 (d,
1H), 7.39 (32 GllBi)::hlo?o-Z\B[thoraH-(Z memy!(aaltriﬁmbl)qmﬁhﬂmL(idolirthw;oxs)-s6 (d,

1H ., 4.21 3. 05 oH), 2.75 oH), 2.51
H) 2.00 E h%’ﬁ;" bi“@i.“*%‘i‘f"%ﬁ%'“eo 87 E(rjn 3;)') Mel t i némpoinH)t (m

136 138C. Yield: 24 % 10 Exanpl e D25 B anes-gul fonic acid
(3-fluoro-4-{6-nethoxy-713-(3-nmethyl - er i di yl) -

pr opoxy] - qui nol i n- 4-yl oxy}- phenylyam 38FN3058 Mwv. 559. 71
LCMS purity: 96 % rritz 558 EM Hr, 0 o Hr . 2.68 mn. 11-1
NVR (300 MHz, DMSO-d6): 10.24 (bs, , 8.47 (d, 1H) 7.51 (s, 1H),
7.43 (s, 1H), 7.41 (s, 1H, 7.2 ~H), 7.14 (d, 1H, 6.46 (d, 1H),

4.21 (t, 2H), 3.94 (s, 3H), 3.1
3.94 (s, 3H), 3.18

, 3.00 (m 2H), 2.51 (t, 1H),

CasH14CLFN203S Mw. 545.34
10 LC/MS purity: 95 %, m/z 543 [M-H, 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.
15 Yield: 54 %

Example C7
N-[2-Fiuoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-2-
trifluoromethyl-benzenesutfonamid

.20

CaaH15FN20:S Mw. 544.45
LC/MS purity: 95 %, m/z 543 [M-HJ' Rt. 5.05 min.



20(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 % -
150 - Exanpl e D26

2- Br ono- N- (8Of2p@#de 624 16- met hoxy- 7- ( 2- nor phol i n- 4-y| - et hOBGAYERP009/002798
ui nol i n-4- yl oxy] - phenyl ybenzenesul f onam de 5C281127Br FN306S Mw.
632.51 LC M5 purity: 99 % mz 630 [MHI30mz 632 [MH R. 2.53 mn.
"H NMR (300 MHz, DMBO-d6): 11 (bs, 1H), 8.44 (d, 1H), 8.13 (d, 1H),
1H§35 gdlol(lgém qms@(s(au Nﬂlﬁ,DMS@déﬁAﬁ&ﬁ( s71l4§ &a:r @11H), 8ABA,(1H),
3 03(s. 3 83953@1(%) 708 (. 2. (r72 g 0. 7o ) 2. 74T bk s 60 6.
poi nt: 175- 1%y )% I3;L| 18% Exarrpl e D27

152- Cyano- N- uoro 446- met hoxy- 7- ( 2- nor phol i n- 4-yl - et hoxy) - gui nol i
n-4- yl oxy)- poip I88nBAITE onani de C29HUFN406S Mv. 578. 62 LC/ MB
purity: 990/- §Z/7 EMH, mz 579 [MH Rt. 2.29 mn. 20 "H NMR
(300 MHz, Dlv(g '6? 11 (bs, 1H), 8.45 (d, 114), 8.09 (m 2H), 7.92
(t, 1H), .7.83 (t, 114), 7.48 (s, 114), 7.43 (s, 114), 7.33 (t, 114),
7.15 (d, 114)@@6.%60@ 1H), 6.40 (d, 1H), 4.27 (t, 214), 3.92 (s,
314), 3.60 ( 2.80 (t, 2H), 2.53 (m 414) Melting point:
193-196 C. 23Wethdxy-aphthalene-1-sulfonic acid [3-fluoro-4-(2-methyi-8-

trifluoromethyl-quinolin-4-yloxy)-phenyl]-amide
~
ot
ol .

>
e
N

FToF
E

CaH20F:N20,S Mw. 556.54

LC/MS purity: 94 %, m/z 555 [M-HT, m/z 557 [M-H]" Rt. 5.25 min.

'H NMR (300 MHz, DMSO-d8): 10.97 (s, 1H), 8.68 (d, 1H), 8.47 (d, 1H),

8.30 (d, 2H), 8.17 (d, 1H), 7.79 (&, 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 %

10

Example C9
2 3-Fluoro-N-[3-fluoro-4-(2-methyl-8-frifluoromethyl-quinclin-4-yloxy)-
phenyl]-4-methoxy-benzenesulfonamide



-151 - Exanple D28

2,4-Di fluoro-N-{3-fluoro-416- net hoxy- 7- ( 2- nor phol i n-4-yl - et hoxy) - qui n
ol in-4- vyl oxyl -phenyl}-benzenesul fonam de 5 C251- 126F3N306S Mw.

589. 60 LC/ MBopmoriey17 99 % nmiz 588 [MH, mz 590 [ M H HRI/ER200620170%.
1H NWVR (300 MHz, DVBO-d6): 11 (bs, 1H), 8.45 (d, 1H), 7.97 (q, 1H),
7.59-7.27 (m 5H), 7.15 (dd, 1H), 7.0213,- 1H), 6.35 (t, 1H), 3.91
(s, 3H, 3.59 10(m 4H), 2.78 (m 4H), 2.53 (m 4H) Ml ting point:

189-191 C. Yg gmrFsﬂlgl%’W mpliey7D29 1SB| phenyl - 3-sul foni ¢ aci d
(3-fluoro-4-( hoxy-713 - net hyI gerl di n-1-

yl) pr opoxy] Lqma@unw-aay&dmmw HPemic371- 138FN305S Mw.

.79 LO V&

mon 20 TH NURN T 30R Mgy RSB, 0SS (b5, 1ph 2 580d kil a0 (d 49
(s, 1H) 7 9A.66d[m, 13Hj), 77{079n,(2|H) 1I7I)19 {dd7 0 H)n7-05Hgd, THES. 5&1(5.4141)* 379236

, 4 7.00 (d, 1H), 6.28 (d, 1H), 4.17
§f %%‘is"') 5%(523%)8 (m 2H) 2.50 Em 1E)|), 1.98 Em 4E)|), 1.58
(m 2H) 1 3Ktelting pdift, 1281B3Q AC. 2H), 0.88 (d, 3H) 25Melting point:
196- 198 C. eh‘S%(g Yield: 16% Exanple 030

r

2- Fl uor o- N-(‘é* é 4- (6- met hoxy- 713- ( 3- et hyl - pi peri di n-1-y1) - propo
xy] - 5qui nol i n- 4-yl oxyyphenyl ybenzenesul f onam de C31H33F2N305S M.

597. 69
Example C10
10 N-[3-Fluoro-4-(2-methyi-8-trifluoromethyl-quinolin-4-yloxy)-phenyi}-2-
methoxy-4,5-dimethyl-benzenesulfonamide

N
F@/ ;S\
o~ o
~

=
o
N
FTF

CasH2F4N.04S Mw. 534.53
LC/MS purity: 95 %, m/z 533 [M-HI, m/z 535 [M-H]"Rt. 5.18 min.

15 'H NMR (300 MHz, DMSO-d6): 10.34 (s, 1H), 8.48 (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), 2.18 (s, 3H)

Meilting point: 230-232 °C.
Yield: 62 %

20
Example C11
2,5-Difluoro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-

phenyl]-benzenesulfonamide



LCOMS purity: 99 % mz 596 [MHy, mlz 598 [MH Rt. 2.55 min. 1H NWR
(300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.43 (d, 1H), 7.87 (t, 1H), 7.66
10 (gq, 1H), 7.47 (s, 1H, 7.35 (m 31-1), 7.26 (t, 1H), 7.08 (dd,
1H), 6.94(dwoRp9/1261383 (d, 1H), 4.18 (t, 2H), 3.92 (s, 3IMT/ERISDL19$
2H), 2.54 (m 3H), 1.99 (m 3H), 1.60 (m 5H), 0.84 (d, 3H) Melting
point: 102-106 C. Yield: 25 "Yo 15 Exantdz- D31

2- Cyano- N- (3-f | uor o- 4-{6- met hoxy- 743- ( 3- net hyl - pi peri di n- 1-y1) - pr opox
y] - qui nolin-4-yl oxy) - phenyl ybenzenesul fonanm de Li to 20C32F133FN405S
Mv. 604.71 LC/MS purity: 99 % niz 603;MHY z 605 [MH Rt. 2.50
mn. 1H NWR (300 MHz, DVBO-d6): 10.8 .42 (d, 1H), 8.38 (d,
1H), 7.88 (d, 1H), 774(t 1H), 760 749(s 1H), 7.37 (s,
1H, 7.06 (t, 1H), 6.90 (dd, 1H), 6. 6.37 (d, 1H), 4.19
(t, 2H), 3.92 (s, 3H), 3.07 (m 2 2 63 (m 2H), 2.50 (m 1H),
2.03 (m 3H), 1.66 (m 5H), 0.87 H W

2009/ 127417PCT/ EP2009/ 002798 - 1 ting point 131-132 C. Yield:
34 % Exanpl e 032
2,6-Difluoro-N(3-fluoro-4-(6- rret oxy 743- (3- et hyl - pi peridin-1-yl1)-p

E%&’i’.xié'ng‘&é%s@ R PR Ty 1000 iz 634 [M . mz 616
['C\i/*Hrll_l)Rt-725U;lMSrpurlt¢ 1;164(999!,\/&/13@@ [MEH] REI\Mdﬁi) 125 (bs, 111), )8 44
Voa0h iy g {30 M, difiso- %%r 1035 3 BATid 2,1 1d) .

2.98 (s, 2H) 7.6 &71Hm73l3l)(m 231%’)4 t3|1)-2 1@6(&, mH)LA07 @, 6H) B7 6,
0.86 (d, 3H) l\/EItln p0|nt 119 C Yield: 29 % Exanpl e D33
N- (3- Fl uor o- 41"()62 tﬁ ) 713- (4- et hyl - Pi peri di n-1-y1) - proPoxy] - qui no

lin-4- yl oxywpisly poiné-f7oL {8 1o onet hoxy- benzenesul f onam de
Yield: 52 %

10 Example C12
3-Chloro-4-fluoro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyi-quinolin-4-yloxy)-
phenyl}-benzenesulfonamide

C2H14CIFsN,0,S Mw, 528.89

15 LC/MS purity: 98 %, mfz 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.

20  Yield: 57 %



20  C32H33F4N306S Mv. 663.69 LG/ MS purity: 99 % nfz 662 [MF1], niz

664 [MH Ri.
8.41 (d, 1H),

2.75 min. IHNWR (300 Mz, DMSO-d6): 11.5 (bs, 1H),
7.89 (d, 1H), 7.48 (s, 111), 7.45 (d, 1H), 7.34 (m

3H), 6.93 (WO 2ade)i27467 80 (d, 11-1), 6.61 (d, 251H), 6. 33 Kai/EPRédP/00249416

(t, 2H),

3.92 (s, 3H), 2.85 (m 2H, 2.43 (m 1H, 1.90 - 154 - (m

4H), 1.57 (m 2H) 1.31 (m 2H), 1.14-(m33-2H), 0.88 (d, 3H Melting
poi nt: 206-208 C. Y| eId 32 %5 Exanpl e D34

My, 615. 68 124V@tivg- Wmﬁ;‘azol@eﬂbs

RS AAEReRIPERA 1, 2 %bis (0 1r. 702 (ab

2,5-Difluor
ropoxy] - qu
2.61 mn.
7.49 (s,

OEi\# % ‘r{?r)ro 4-{6-met hoxy-713- (4-net hyl - pi peridin-1-y1)-p
i no

oxyyphenyl ybenzenesul f onam de C31H32F3N305S
oifoni 2CE1G-Tured-(ZonetteL-Terpmaihy-

1H), 6.86(d 1H), 6.36 (d, 1H), 420(t .93 (s, 3H), 3.08 (m
2H), 2.73 (m 2H), 2.63 (m 1H), 2Ff27 4 (m 2H), 1.66 (m
2H), 1.44 (m 1H), 1.21 (m 2H), ;@ 'i5 Mel ting poi nt :
223.225 C. Yield: 42 "1/0  Exanp

N- ( 3- Fl uor o- 4- ( 6- met hoxy-743- (3
i n-4- 20yl oxy}phenyl)-2-trifl
C32Ha3F4N305S Mwv. 647.69 LC/ MS
2.86 mn.

1H), 8.44 (d, 1H), 8.15 (d,

[MH R.
(s, 1H),

5

10

15

20

metlhyl - pi peri di n-1-y1) - propoxy}-qui no
6rEl hyl - benzenesul f onani de

: W 94 % nlz 646 EMH, mz 648
1F1 NVR (300 MHz, DMSO d6): 10.6 (bs,
257.97 (d, 1H), 7.84 (m 2H), 7.48

11

7.39 (s, 1H), 7.28 (t, 1H), 7.07 (d, - 155 -

Ca1H1sFiN4OsS Mw. 480.44

LC/MS purity: 98 %, m/z 479 [M-HI Rt. 4.07 min.

'H NMR (300 MHz, DMSO-dé): 12.5 (s, 1H), 10.6 (bs, 1H), 8.54 (d, 1H), 8.19
(d, 1H), 7.79 (s, 1H), 7.71 (t, 1H), 7.38 (t, 1H), 7.24 (d, 1H), 7.08 (d, 1H),
6.60 (s, 1H), 2.56 (s, 3H), 2.29 (s, 3H)

Melting point: 258-259 °C.

Yield: 57 %

Example C14
4-(3,5-Dimethyl-isoxazol-4-yimethoxy)-N-[3-flucro-4-(2-methyi-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl}l-benzenesulfonamide

CosHzFsN:O:S 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 (¢, 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.



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 %5 Exanple D36
2, 5- D f1 uorwomegeB214iuor o- 4- { 6- met hoxy- 713- ( 3- met hyl - pi perdTiErrods/0paips p
ropoxy] - guinolin-4-yl oxy)-phenyl ybenzenesul f onam de

10C311132F3N305S Mwv. 615.68 LC/MS purity3495% niz 614 [MHr mz 616
[MH R. 2.83 min. "HNW (300 MHz, DM5O-d6): 10.3 (bs, 1H), 8.44
(d, 1H), 7.6%;d8s3 5?4—0 7.44 (m 4H), 7.22 (t, 1H, 7.05 (d, 1H),
6.90 (d, 1H), é 4.21 (m 2H), 3.93 (s, 3H), 3.07 (bs,
2H), 2.63 (Dbs, 2H) 2. 39 (m 1H, 2.25 (m 3H), 151.69 (m 5H), 0.87
(d, 3H) I\/bltlEr)}g é&tls 103-107 C. Yield: 45% Exanpl e D37

20Bi phenyl - 3-sUl'fohi'c "aci d

(3-fluoro-4- Bﬁahwiyhaaspifﬁ'mé (Ssidret[Ryfluopd-Be(@Fethyl8-trifluoromethyl-quinolin-4-
yl) - propoxyl %gyp/%ll n- 4 oxyyphenyl yam de C37F138FN305S Mwn. 655. 79
LC/I\/Bpurlty ﬁEMHr mz 656 [MH Rt. 3.06 mn. 25IH
NVR (300 MHz, DI\/BOd6) 10.5 (bs, 1H), 8.36 (d, 1B 8.02 (s, 1H),
7.94 - 156 - (d, 11-1), 7.79 (d, 1H), 7.67 ( B 7.49 (m 4H),
7.36 (s, 1H, 7.29 (t, 1H, 7.14 (d, 1H), 6.%£ 0x~1H), 6.28 (d, 1H),
4.16 (t, 2H), 3.90 (s, 3H), 2.81 (m 2H)N2 (m 3H), 1.95 (m 3H),
1.60 (m 5H), 0.83 (d, 3H Melting #8£90<192 C. 5Yield: 39%
Exanpl e D38

4- Fl uoro- N- (3-f 1 uor o- 4- { 6- met hoxy{743- (3 met hyl - pi peridin-1-yl)-propo
xyl qui nol i n-4-yl oxyyphenyl ) - y- benzenesul f onam de 10

C2gH20FsN203S Mw. 552.55
LC/MS purity: 96 %, m/z 551 [M-H}, m/z 553 [M-H]* Rt. 5.34 min.

1 'H NMR (300 MHz, DMSO-d8): 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 %

15
Example C16
N-[2-Fluoro-4-(2-methyl-8-triflucromethyl-quinolin-4-yloxy)-phenyl]-3-
pyrimidin-2-yl-benzenesulfonamide

20 Cz7H13F4N4OaS Mw. 554 53 .



C32H35F2N306S Mwv. 627.71 LC/MS purity: 97 % mz 626 [MH; mz 628
[MFir Rt. 2.88 mn. "H NWR (300 WMHz, 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 (Wwp 2812743792 (s, 3H), 3.89 15(s, 3H), 2.90 (nneciZtP20092060s
(m 3H, 2.02 (m 3H, 1.65 (m 5H), 0.85 (d, 3H Melting point:
98-101 C. Yield: 34 % Exanpl e D39 -135-

20N- ( 3- Fl uor 0- 416- met hoxy- 7- ( 3- nor phol i n-4-yl - propoxy) - qui nol i n-4-yl o

- ph | i - Thr:y 06S Mw.
L 5"\ NS I Tk ST e R

, Z 63 gZL(MHr Rt. 2.71 mn.
- 157 - 1H Nk NMBO(300MHzn B 86yd6)1 1 0@8s (bsy ). 8.975(s; d H)16)%6 &.16)
(d, 1H), 8.0 , g7 : s 35
(1) 7 g 1 egs gl 1. gEb g & 58 (. 7 ad @RHg 770 miy
(s, 3H), 3.6@H)t7.531, 1H), BB5(ih 1E5)7.23 (dd 1 m%)(,d.i!-bsﬁ-éiﬁ,(sz ), 2.58
S5Mel ting point:,, 480-181 C. Yield: 29 % Exanpl e D40
N- { 3- Fl ucr o-ﬂgiéa- t hoxy- 7- (3- nor phol i n-4-yl - propoxy) - gui nol i n- 4-yl oxy
] - 10phenyl ) Meiting poinh2d0e2200%G - benzenesul f onam de  C30H29F4N307S Mw.
651. 64 LC/ MS_pyr i Y3 98 % mz 650 [MH, mz 652 [MH Rt. 2.79 mn.
15 H NMVR (30 qlxiﬂag BVBO-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. Exape Sy 2 40 (m 6H), 1.98 (t, 1H) Melting point:
183-184 (& 2@¥nebBithitPh¥ne-2-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-

quinolin-4-yloxy}-phenyi]-amide

CasH1sF¢N20:S; Mw. 532.54
LC/MS pﬁrity: 96 %, m/z 531 [M-Hf, m/z 533 [M-H]}'Rt. 5.16 min.

15 '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 (é, 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 %

20
Example C18
Benzo[blthiophene-3-suffonic acid [2-fluoro-4-(2-methyl-8-triflucromethyl-
quinolin-4-yloxy)phenyl]-amide



Exanpl e D41

2,5-Difluoro-N43-fl uoro-416- net hoxy- 7-( 3- nor phol i n- 4-yl - pr opoxy) -

qui nol i n-4-yl oxy] - phenyl ybenzenesul fonam de - 158 - C29H28F3N306S
Mv. 603. 62 waldB/ipuaity: 97 % mz 602 [NA-1i], mz 604 gawiHz0dt002798
2.59 mn. 11-1 NWR (300 MHz, DVsO-d6): 11 (bs, 1H), 8.44 (d, 1H)),
7.70 (bs, 1H), 7.56 5 (m 2H), 7.48 (139, 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, 311), 3.60 (bs, 411), 2.43 (m 6H), 1.98 ,_2H Melting point:
192-195 C. Yield: 43 % 10 Exanple D42 |

Bi phenyl - 3- sul f oni caci d{ 3-f | uor o- 446 0XY- 7~ rphol i n-4-yl -

pr opoxy) - qui nol i n- 4-yl oxyl - phenyl}-ﬁﬁgS ¥B5C551134FN306S Mwv. 643. 74
LG/ MS purity: 97 % mz 642 [MH ,c #4 [MH R. 2.97 min. 1H NWR
(300 MHz, DWVMBSO-d6): 10. 7(bs, .37 (d, 111), 8.03 (s, 111), 7.97
(d, 1H), 7.80 (d, 1H, 7.69 ( 7.52 (m 4H), 7.45 (s, 1H), 7.32
(s, 111), 7.18 (d, 1H), 7.05 , ~6.28 (d, 111), 4.18 (t, 2H), .
3.90 (s, 3H), 3.58 (m 204H), 2.46 (t, 2H), 2.38 (m 4H), 1.96 (t,
2H) Melting point: 210-212C Fd: 39 % - 159 - Exanple D43

4- Chl oro- 2-fl uoro- N- (3-fl uor o-446- met hoxy- 7- ( 3- nor phol i n-411- pr opoxy)
- gui nol i n- 4eylHeN: Ol 58282enesut f onam de

LC/MS purity: 96 %, m/z 531 [M-HJ, m/z 533 [M-H]*Rt. 5.11 min.

H NMR (300 MHz, DMSO-d6): 10.46 (s, 1H), 8.49 (s, 1H), 8.45 (d, 1H), 8.14
5 (m, 3H), 7.69 (t, 1H), 7.52 (m, 2H), 7.37 (1, 1H), 7.23 (dd, 1H), 7.09 (d, 1H),

6.68 (s, 1H), 2.58 (s, 3H)

Melting point: 242-244 °C.

Yield: 75 %

10 Example C19 :
1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [2-fluoro-4-(2-methyl-8-
trifluoro-methyl-guinolin-4-yloxy)-phenyl}-amide

CasH1sFsN10,S Mw. 545.52

15 LC/MS purity: 90 %, m/z 544 [M-HJ, m/z 546 [M-H]'Rt. 4.45 min.
"W 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), 3.54 (s, 2H), 3.14 (s, 3H), 2.57 (s, 3H)
Melting point: 225-226 °C. :

2 Yield: 35 %



Cl 5C291128CI F2N306S Mv. 620.08 LC/Ms purity: 95 % mz 618 [M1-1],
mz 620 [MHt Rt. 2.73 min. 'H NV (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, 1Hyo200083m44d, 1H), 7.14 (d, 1H), 7.00 (d, 1H), wErar20000dh) ,
4.19 (t, 2H), 3.92 (s, 3H), 3.59 (bs, 4H), 2.48 (bs, i02H), 2.42 (bs,
411), 1.98 (t, 2H Melting point: 200--28F C. Yield: 35 % Exanpl e D44
154- Fl uor o- N-{3-fl uor o- 416- net hoxy- 7- ( 3- nor phol i n- 4-yl - propoxy) - qui no
lin-4- yloxy Pw 4 3- met hoxy- benzenesul f onam de C301- 131F2N307S MN
615.66 LC/ M5 purlty: 96 % mz 614 [MH, mz 616 [ MH

20 111 NMVR (E@belww-sm d6}eid10. [s-((thaenzqu)xy-ﬁemﬁwqw-qum-wmwﬂs2
(m 6H, 7 C 202 (d, 1H), 6.34 (d, 1H, 4.19 (t, 2H),
3.92 (s, Skblﬁué.gg’&e&!pa , 3.31 (m 4H), 2.44 (t, 211), 2.39 (m
411), 1.98 (t, 2H) Melting point: 90-93 C Yi s 58 % - 160 -
Exanpl e D45

2- Fl uor o- N- (3-f | uor o- 446- net hoxy- 7- (3- f\on 4- @ pr opoxy) - qui nol i
n- 4- vyl oxyl phenyl) - benzenesut f onam de § 29F2N306S Mwv. 585. 63

LC MS purity: 99 % mz 584[M3:i %z 586 [MH R. 2.49 nin. 1H

NVR (300 MHz, DMBO-d6): 11 a4 (d, 1H), 7.90 (t, 1H), 7.73
(m 1H), 7.46 (s, 1H), 7.40
19

.38 (s, 1H), 7.15 (dd, 1H),
7.02 (d, 1H), 6.33 (d, 1H), (t 2H), 3.91 (s, 3H), 3.59 (m 4H),

2.47 (t, s2H), 2.40 (m 104H, 1 98 (t, 2H) Melting point: 179-181 C
Yield: 59 %

CasHzrFN205S Mw. 606.68

LC/MS purity: 100 %, mfz 605 [M-H], m/z 607 [M-HJ' Rt. 3.71 min.

'H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 8.43 (d, 1H), 7.96 (d, 2H),

7.72 (m, 4H), 7.68-7.25 (m, 11H), 7.18 (d, 1H), 7.23 (dd, 1H), 6.48 (d, 1H),

w  5.30 (s, 2H), 3.89 (s, 3H)
Melting point: 228-228 °C.
Yield: 72 %

Example D2

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

CagM2FN305S.HCI Mw (base). 547.61

20  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 (1, 2H)
Melting point: °C.



Exanpl e D46
15N ( 3- Fl uor 0- 446- et hoxy- 7- ( 3- nor phol i n- 4-yl - propoxy) - qui nol i n-4-yl o
ni - phenyl)-2-nitro-benzenesul fonam de o,) C29H29FN408S Mwn. 612. 64
LC/ M5 puri two2881%411 z 611mz 613 [MH Rt. 2.58 nmin. zZectitkdivR{7390
MHz, DMSO-d6): 11 (bs, 1H), 8.45 (d, 1H), 8.03 (m 1H), 7.94 (m

-1), 7.84 (m 2H), 7.48 (s, 1H), 7.39138; 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. 9keidss 9%6H), 2. 00 (m 2H) Melting point: 166-168 C. -161
- Yield: 29% Exanple D47
2, 6-Di chl oro-N-{3-fl uor o-446- net hoxy- 7- ( 3- nor phol i n- 4- yl - pr opoxy) -
5qU| nol i n- 4- plaxulahgnyl ybenzenesul f onam de CI cro C291- 128C6FN306S
M. 636 53 LC/ M5 puri t 99 % mz 634 EMH, mz 636 [MH R. 2.71
mn. 'H NWR @mnuk&su{;mg d@peid 11{4[M3-aminc-propexy -6-methpxy-auinolin#r

2H), io0 7.47 S 2H) 7.13 (d, 1H), 6.99
(d, 1H), [ §'6?%] alm’m p'igigi} %mm%d?m%ﬂ 'ﬁdg 3.59 (bs, 4H).

3.17 (bs, 2H) 2.43 (m 4H), 1.99 (bs, 2H) I\/EI \. "point: 194-196 C.
Yield: 16% 15 Exanpl e D48 Napht hal ene<l- sul ko ' -

{3-fl uoro-416- et hoxy- 7- ( 3- nor phol i n- 4- r oPoxy B ol i n-4-yl oxyl -p
henyl yam de gr O 20C331132FN306S Mn. 637.
/0 R
N0 N

Ca1H2aFN30sS.HCI Mw (base). 573.85

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),
w  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 ({, 2H), 4.00 (s, 3H), 3..00 (q, 2H), 2.18 (t, 2H)

Melting point: 198-202 °C.

Yield: 83 %

15 Example D4
Biphenyl-3-sulfonic acid {3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yi-ethoxy)-

o I
JeLan e

G\/\Q N/

Ca4H3a2FN3OeS Mw. 629.71

20  LC/MS purity: 98 %, m/z 628 [M-HT, 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)

25 Melting point: 103-104 °C.
Yield: 36 %

quinolin-4-yloxyl-phenyl}-amide



LG/ MS purity: 96 %9 mz 616 [MH, mz 618 [MH Rt. 2.62 mn. NVR
(300 MHz, DMSO-d6): 11.1(bs, 1H), 8.75 (d, 1H), 8.40 (d, 1H), 8.28
(m 2H), 8.11 (d, 11-1), 7.71 (m 3H), 7.42 (s, 1H), 7.36 (s, 1H),
7.24 (t, 1Hyo20008%7441, 1H), 6.91 (d, 1H), 6.31 (dd, 1H),rc/dBodotop2798
2H), 3.89 (s, 3H), 3.57 (bs, - 162 - 4H), 2.46 (m 2H), 2.38 (bs,
4H), 1.96 (m 2H) Melting point: 108-114BgC Yield: 26 %5 Exanple D49
2- Bronmo- N-{3-fl uoro-446- met hoxy- 7- ( 3- nor phol i n-4-yl - propoxy) - qui nol i n
-4- vyl oxy] - phenyl ybenzenesul f onam de C29H29Br FN306S Mwn. 646. 54
10LC/ M5 purity: 98% mz 644 [MH, mz 646 [MHt R. 2.63 mn. "H
NMR (300 MizEx@dwpie@8): 11 (bs, 1H), 8.43 (d, 1H), 8.13 (d, 1H), 7.86

(d, 1H, 7.5 4 Syl N (1 . 7.12
(dd, 1H), 7. @d%‘?ﬂH@ﬂi&'"&&@é&'ﬁ%ﬂ'ﬂ&%@ﬁﬂ%&'te,m%l) ,“ﬁg’."é‘f Y@F%SH),
3.58 (bs, 4Hpheyiddtifiuoréhiihyl-Befiferfenulfdddidel. 97 (t, 211) 15Melting
point 185-188 C. Yield: 35 % 3) Inhibitory Activity of Conpounds
on Axl Phosphorylation in 20Nl H 3T3- AXL Cel | ul ar T 5i ne Ki nase
Assay Establishnent of wild type AXL (w r pt.Q” t yrosi ne

ki naseover expressing stable cell line N %{& S ¢ one 22) 25W AXL
cDNA was cloned into vector pLXSN(ESK) an ansf ectled i nto Phoeni x E
packagi ng cells. The viral ernabeg as collected and used to
infect target cells NITH3T37N7.] Monoc | 113T3-AXL cell lines
stably expressing wt AXL wer (o2 (2) o Dyi’sel ecting retrovirally
infected’cells in WD 2009/ 127417PC T/ EP2009/ 002798 - 163 - nedi um
cont ai ni ng pGreabinfeNLOSMy.-BA1.&hd subsequent cl onal separati on.

NI H- 3T3- AXL 2). 169! b I -f + RX RS t because
AXL was hi gh#é’hgg%ruég%‘e‘l ar@ |’Pé:\/(%r?;?ti uﬂgvglr§é%%gh2§ﬂo$¥l at%gﬁ?n t hese

cell's. In adtitNMR, (30Ad¥Ezc BMSOddiibA3100atbsd 189 g8 48sids d HheBalf <1t
matri gel natgi (MRt Ei t ¥ i, 1< BB ireneas,

USA). Mor eové’rd,é @hg%hZi%ﬂ'ﬁ%NZ’f?th(g’ (?# ’c@ﬁ%éﬁ’nggio%ggiﬁofﬁ)’ ™8
phosphor il at 1) T2 ¢dvi ke 6.36/ (didiHgd AV 1t 28, 280 (6cBldha3.92)t, 44i3.t%A9 (t,
have been cz;{jsrggg 'n4plzman breast cancer cells endogenously

expr essi ng i &r'pr vious study (Zhang YX, et al. AXL is a
potential taMsdting moint HZBeABORC.c i ntervention in breast cancer

10pr ogr essi OQielm%r Res. 2008; 68:1905-15).

15 Example D&
N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yt-ethoxy)-quinolin-4-yloxy}-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

F N< /[ P
0"
o\|<s=
L F

oG 0e
LN\/\O N
CaoH2rFsN30O;S Mw. 637.61
20  LC/MS purity: 100 %, m/z 636 [M-HJ, m/z 638 [M-H]' 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 (1, 1H), 7.16 (dd,
1H), 7.00 (d, 1H), 6.33 (d, 1H), 4.27 (t, 2H), 3.91 (s, 3H), 3.59 (1, 4H), 2.79
2H), 2.53 (m, 4H)
s Melting point: 185-187 °C.



Det erm nati on of the norphology of cells grown on nmatrigel was
carried out as described previously, with sonme nodifications
(Thonpson EW et al. Association of increased basenent nenbrane

i nvasi venesSOWp@H2Ehsence of 15 estrogen receptor and exgiEERDEHOIPS
vimentin in human breast cancer cell lines. J Cell Physiol 1992;

150: 534-44). Briefly, in a 96-well flatt48ottoned plate, 10000

cel 1 s/ 100pl1l cell suspension was plated on the surface of precoated
mat ri gel (3ngidid:)34 9ol ony outgrow h was visualized with a Zeiss

Axi overt S100 m croscope (Carl Zeiss UK, Welwn Garden City, UK). 20
NIl H 3T3- AXL Cel lul ar Ki nase Assay N1H 3-13-AXL (Clone 22) cells were
seeded onto g?(%\ﬁ‘ued@fat es (1.5 x 105 cells/well) in 1.5nl culture
medi um and cultured overnight, followd by serum 25 depletion in 0.1%
heat inacti vBiphenficBs@ne f or aoid h. déribanetbioryr(@reomhabibripylcethexy)-

wer e added, and t rkacubated for 2 h . Cells were
washed wi’t h ﬁ\é@?hﬂﬁz}ﬁ@@%‘ o%?’ll'@gé'it'ﬂ}eé%p lysis buffer (50 nmM
HEPES(pH 7.5), 150 nmM NaCl, 1mM EGTA, 10% d yc |, 1% Triton X-100,
100 mM NaF, 10 mM Na4P202.10 1120, 1 mM / 30
phenyl nmet hyl sul fonyl fluoride, and 10 n’@%’/’ammi ) for 15m n. The
clarified cell lysate (10m n at 13000rfgm at 4t) were used for

i mrunopr eci pitation. Equal unt$ otein were mxed with 2pg
anti AXL pol ycl onal anti body~(ttene nd 20pl Protein A sepharose
beads, WD 2009/ 127417PCT/ EP2009/ 002798 - 164 - and rotated for 6hr
at 4t. After CahuhbbBddWpbP2a¥Pon, the beads were washed three tines
with 1 xHNTG gﬂ}qrﬁﬁ (@H - 9 , 0.2%
Triton X- 100)"&%? I ﬁg:égpgﬁ'lngltz %&%&%g@%ﬁ% M@éﬁ Eﬁ%ﬁﬁgemﬂ i

buffor, and BUiNMB (B89 ML DMEOLIBY 9,876, tHBIS ol s hOadsybHY 7586
ted b .59 | i i

T ferPeq (& T, PET A THP ZASIBOBHEPAAE B! fhy, 206k (A H) PO @5, ) ©

bl ocked by i B3bad, i), BiR6 (te2bNaBSOf (5¢ 3Hir 3i59 . QH%Z;EBa(t,iEI'g], 25X KT

buffer (50 ri Cl, (pl-17.5), 150 nM NaCl, 5mM EDTA, 0.1% Triton
X-100). The%@}ng \%Ei then incubated with anti-phosphotyrosi ne

ant i body (4GMbltirpainenobgtl7 . 4t fol | owed by washing with 1xTBST
buffer thr eegi&eﬁ®o fter incubating nmenbrane with HRP-conjugated
anti - mouse s&&d anti body for 1hour at roomtenperature followed
by washi gg with 1xTBST buffer three tinmes, the proteins were

vi sual i zed by, ECL terwards, the nmenbrane was stripped and reprobed
with anti -AX%@HW% y (SC- 1096, Santa Cruz 15Bi ot echnol ogy, Santa

Cuz, CA. T 4-?Mbtrﬁax9f7-(mmoaﬁmmualysetﬂmy)nqmﬁdiﬁ-m-yrcaiyu-e-uﬂeth%- 50
Cel lular 1C50 p}AI_4.5A%h3.0b1A3 .
phenyl}-2-triflucromethoxy-benzenesulfonamide

N;5§©
0 ° 0 F
F
N F

O 00

20 CaoHaoF3N:0:S Mw. 633.65
LC/MS purity: 100 %, m/z 632 [M-HJ, 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 (1,
s . 2H), 2.54 (t, 4H), 2.07 (m, 3H)
Melting point: 186-188 °C.
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Yield: 46 %

Example DS
2,5-Difluoro-N-{4-[6-methoxy-7-(2-morpholin-4-yi-ethoxy)-quinglin-4-yloxy]-2-
methyl-phenyl}-benzenesulfonamide

CasHzoFN:06S Mw. 585.63

'LC/MS purity: 100 %, m/z 584 [M-HF, m/z 586 [M-H]* Rt. 2.09 min. |

"H NMR (300 MHz, DMSO-d6); 10.18 (bs, 1H), 8.48 (d, 1H), 7.58 (m, 2H),
7.45 (m, 3H), 7.06 (m, 3H), 6.45 (d, 1H), 4.27 (t, 2H), 3.90 (s, 3H), 3.59 (1,
4H), 2.78 (t, 2H), 2.54 (&, 4H), 2.07 (m, 3H)

Melting point: 195-196 °C.

Yield: 41 %

Example D10
2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-{2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]-phenyf}-benzenesulfonamide

D00

CasHasFaN2O:S 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 (¢, 2H), 2.53 (m, 4H) |

Melting point: 169-173 °C.

Yield: 26 %
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Example D11
N-{4-[6-Methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-2-methyl-
phenyl}-2-trifluoromethyl-benzenesulfonamide

N /F ?
/@2&}
O o
F F
F
i@ T
N\/’\o =

CaoH3oFN:0sS Mw. 617.65

LC/MS purity: 100 %, m/z 616 [M-HF, m/z 618 [M-H]* Rt. 2.41 min.

'H NMR (300 MHz, DMSO-d6): 8.89 (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 (,
w0  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 %

Example D12
15 4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyi}-benzenesulfonamide

00
N\/\O N/
CzsH2sCIFaN:O6S Mw. 606.05
LC/MS purity: 100 %, mfz 604 [M-H}, m/z 606 [M-H]* Rt. 2.42 min.

»  HNMR (300 MHz, DMSO-d6): 11.2 (bs, 1H), 8.45 (d, 1H), 7.90 (f, 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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Example D13
4-Methoxy-naphthalene-1-sulfonic acid {3-flucro-4-[6-methoxy-7-(2-
morpholin-4-yl-ethoxy)-quino!in-4-yloxy]-phenyi}-amide

L0

5 CasHezFNSO;S Mw. 633.70
LC/MS purity: 100 %, m/z 632 [M-HJ, m/z 634 [M-H]* Rt. 2.53 min.
'H NMR (300 MHz, DMSO-d6): 11 (bs, 1H), 8.70 (d, 1H), 8.40 (d, 1H), 8.27
(t, 3H), 7.76 (t, 1H), 7.65 (t, 1H), 7.42 (s, 1H), 7.40 (s, TH), 7.23 (t, 1H), 7.11
(d, 1H), 7.04 (d, 1H), 6.90 (d, 1H), 6.27 (d, 1H), 4.25 (t, 2H), 4.06 (s, 3H),
o 3.58(t 4H), 2.77 (t, 2H), 2.54 (m, 4H)
Melting point; 189-130 °C.
Yield: 35 %

Example D14
15 N-{4-[7-(3-Amino-propoxy}-6-methoxy-quinolin-4-yloxy]-3-flucro-phenyi}-2-
trifluoromethyl-benzenesulfonamide hydrochloride

£ N
T
FTF
F
/0 =
o
N0 N

CasH2sF N3OsS.HCI Mw (base). 565.55
LC/MS purity: 100 %, m/z 564 [M-HI", m/z 566 [M-H]" Rt. 2.39 min.

20 '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 (1, 2H), 4.00 (s, 3H)}, 3.00 (m, 2H), 2.17
(t, 2H) ‘
Melting point: 197-199 °C.

25 Yield: 86 %
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Example D15
N-{4-[7-(3-Amino-propoxy)-6-methoxy-quinolin-4-yloxy]-3-fiuoro-phenyi}-2-
trifluoromethoxy-benzenesulfonamide hydrochloride

F. N._ /©
o] F
e

F

/OII‘\:j
N "0 7

CasH23FaN30sS Mw. 581.55

LC/MS purity: 100 %, m/z 580 [M-HJ, 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 (1, 2H), 4.00 (s, 3H), 2.96 (m, 2H), 2.17 (1, 2H)

Melting point: 95-97 °C.

Yield: 90 %

Example D16
(3-{4-[2-Fluoro-4-(2-trifiuoromethoxy-benzenesulfonylamino)-phenoxy]-6-
methoxy-quinolin-7-yloxy}-propyl)-carbamic acid tert-butyl ester

F N ,[;I
0%
o._F
1>
N

>L0J\N/\/\o N/

CaiHaiFsN;0:S Mw. 681.67

LC/MS purity: 100 %, m/z 680 [M-H], m/z 682 [M-H]" 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,
TH), 6.90 (¢, 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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Example D17
N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl}-propoxy]-quinolin-4-
yloxy}-phenyl}-2-trifluoromethyl-benzenesulfonamide

F N.. ,(/ ]
I F
F
/0:@[%
-~

N

Q/\/\O

5 CaHuFiN:OsS Mw. 647.69
LC/MS purity: 98 %, m/z 646 [M-HJ, m/z 648 [M-H]"Rt. 2.78 min.
H NMR (300 MHz, DMSO-d6): 12 (bs, 1H), 8.40 (d, 1H), 8.08 (4, 1H), 7.76
(d, 1H), 7.64 (1, 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 (i, 2H), 3.90 (s, 3H), 2.84 (m, 2H),
10 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 %

15 Example D18
2-Bromo-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl}-benzenesulfonamide

C31Ha:BrFN;OsS Mw. 658.59

20 LC/MS purity: 99 %, m/z 656 [M-HI', 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), 7.48 (s, 1H), 7.35 (m, 2H), 7.23 {t, 1H), 6.91 (1, 1H), 6.73 (d,
1H), 6.61(d, 1H), 6.33 (d, 1H), 4.15 (1, 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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Melting point: 184-186 °C.
Yield: 52 %

Example D19
2,4-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesuifonamide

.
F N.
-0 X
fSere
Cs1HaF3N3:OsS Mw. 615.68
LC/MS purity: 100 %, m/z 614 [M-HJ, 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)-benzenesuifonamide

Ca1HaFaN:OsS Mw. 615.68

LC/MS purity: 94 %, miz 614 [M-HI, 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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3H), 2.92 (m, 2H), 2.54 (m, 1H), 1.98 (m, §H), 1.59 (m, 2H), 1.35 (m, 2H),
1.18 (m, 2H), 0.88 (d, 3H)

Melting point: 200-203 °C.

Yield: 37 %

Example D21
Naphthalene-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxy]-quinolin-4-yloxy}-phenyl}-amide

o O
o”s

C3sH3sFN3OsS Mw. 629.76

LC/MS purity: 95 %, m/z 628 [M-H], m/z 630 [M-H]* Rt. 2.89 min.

*H NMR (300 MHz, DMSO-d6): 10.7 (bs, 1H), 8.78 (d, 1H), 8.38 (d, 1H),
8.22 (m, 2H), 8.06 (d, 1H), 7.66 (m, 3H), 7.41 (s, 1H)}, 7.31 (s, 1H), 7.15 (t,
1H), 7.00 (d, 1H), 6.86 (d, 1H), 6.24 (d, 1H), 4.15 (t, 2H), 3.87 (s, 3H), 2.92
(m, 2H), 2.54 (m, 1H), 1.89 (m, 4H), 1.59 (m, 2H), 1.21(m, 2H), 1.17 (m, 2H),
0.87 (d, 3H)

Melting point: 140-143 °C.

Yield: 35 %

Example D22 _
Propane-1-sulfonic acid (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxy]-quinolin-4-yloxy}-phenyl)-amide

CzaHgaFNaOsS Mw. 545.68
LC/MS purity: 99 %, m/z 544 [M-HJ, m/z 546 [M-H]* Rt. 2.50 min.
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'H NMR (300 MHz, DMSO-d6): 10.2 (bs, 1H), 8.45 (d, 1H), 7.49 (s, 1H), 7.36
(s, 1H), 7.34 (d, 1H), 7.16 (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, 2H), 2.44 (m, 1H), 1.92
(m, 3H), 1.69 (m, 2H), 1.57 (m, 2H), 1.21 (m, 2H), 1.13 (m, 2H), 0.95 (t, 3H),
0.87 (d, 3H)

Melting point: 160-162 °C.

Yield: 16 %

Example D23
2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-y1)-propoxy}-

quinolin-4-yloxy}-phenyl)-benzenesuifonamide

CizH3FN.OsS Mw. 604.71 _

LC/MS purity: 99 %, m/z 603 [M-H], m/z 605 [M-H]" Rt. 2.52 min.

'H NMR (300 MHz, DMSO-d6): 10.5 (bs, 1H), 8.44 (d, 1H), 7.99 (d, 1H),
7.77 (t, 1H), 7.63 (1, 2H), 7.49 (s, 1H), 7.38 (s, 1H), 7.09 (1, 1H), 6.94 (d, 1H),
6.77 (d, 1H), 6.37 (d, 1H), 4.20 (t, 2H), 3.92 (s, 3H), 3.14 (m, 2H), 2.77 (m,
2H), 2.33 (m, 1H), 2.07 {m, 2H), 2.07 (m, 2H), 1.69 (m, 2H), 1.45 (m, 2H),
1.24 (m, 2H), 0.90 (d, 3H)

Melting point: 139-142 °C.

Yield: 19 %

Example D24
4-Chioro-2-ﬂuoro-N-(S»ﬂuoro-4-{6-methoxy-?-[3-(3-methyl-piperidinQ1 -yl}-
propoxyl}-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
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C31H1:CIFN;058 Mw. 632.13

LC/MS purity: 99 %, m/z 830 [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), 7.48 (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-yi)-
propoxyl-quinolin-4-yioxy}-phenyl)-amide

F N..
/Ojij\j\j
\O/\/\o N/
CaogHasF N3OS Mw. 5569.71

LC/MS purity: 96 %, m/z 558 [M-HI, m/z 560 [M-H]'Rt. 2.68 min.
TH 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-flucro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide '

L0

CzH27BrFN;OsS Mw. 632.51

LC/MS purity: 99 %, m/z 630 [M-H], 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 (¢, 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

CooHzzFN,OS Mw. 578.62

LC/MS purity: 99 %, m/z 577 [M-HT, 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-{S-ﬂuoi'o-4-[6-methoxy-7-(2-morphoiin~4-yl-ethoxy)-quino!in-4-
yloxy]-phenyi}-benzenesulfonamide

O

LN\/\O N
CazsHzsF3NsOS Mw, 589.60
LC/MS purity: 99 %, m/z 588 [M-H], m/z 580 [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 (¢, 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-fluoro4-{6-methoxy-7-[3-(4-methyl-piperidin-1-
yl)-propoxyl-quinolin-4-yloxy}-phenyl)-amide

pecesae

CarHasFN305S 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 {, 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]-
5 quinolin4-yloxy}-phenyl)-benzenesulfonamide

CaiHaaFN;0:S Mw. 597.69
LC/MS purity: 99 %, m/z 596 [M-HJ, 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
18 {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 (i, 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 %
15
Example D31
2-Cyano-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

3 N.
J@é U
-0 Ty
RO e
20 CaHasFN4O:sS Mw. 604. 71
LC/MS purity: 99 %, mlz 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 (1, 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,
25 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-yl)-propoxy}-
quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Ca1Hz2F3N:0sS Mw. 615.68

LC/MS purity: 100 %, m/z 614 [M-HJ, m/z 616 [M-H]*Rt. 2.71 min.

1H NMR (300 MHz, DMSO-d6): 125 (bs, 1H), 8.44 (d, 1H), 7.59 (t, 1H), 7.49
(s, 1H), 7.33 (s, TH), 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]-quinolin4-
yloxy}-phenyl)-2-trifuoromethoxy-benzenesulfonamide

/O,/\,:Z F

CazHasFsN:OsS Mw. 663.69

LC/MS purity: 99 %, m/z 662 [M-H], 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}-

F

e
o

A2 =

s e

C31H32F3N;O0sS Mw. 615.68

LC/MS purity: 100 %, miz 614 [M-H]', m/z 616 [M-H]'Rt. 2.61 min.

'H NMR (300 MHz, DMSO-ds): 10.2 (bs, 1H), 7.59 (m, 1H), 7.48 (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), 0.80 (d, 3H)

Melting point: 223-225 °C.

Yield: 42 %

quinolin-4-yloxy}-phenyi)-benzenesulfonamide

Example D35
N-(3-Fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxyl-quinolin-4-
yloxy}phenyl)-2-trifluoromethyl-benzenesulfonamide

F N
F‘
E
e
N

CaaHasFaN:0sS Mw. 647.69

LC/MS purity: 94 %, m/z 646 [M-HF, 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-yi}-propoxy]-

|
Py
(0]
-9 =

ese

Ca1Ha2FaN:OsS Mw. 615.68

LG/MS purity: 95 %, miz 614 [M-HF, 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 %

quinolin-4-yloxy}-phenyl)-benzenesulfonamide

Example D37
Biphenyi-3-sulfonic acid (3-fluoro-4-{6-methoxy-7-{3-(3-methyl-piperidin-1-
yl}-propoxyj-quinolin-4-yloxy}-phenyl)-amide

CsrH3sFN:OsS 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-d8): 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 (1, 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: 190-182 °C.

Yield: 38 %

Example D38
4-Fluoro-N-(3-fluora-4-{6-methoxy-7-[3-(3-methy!l-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}-phenyl)-3-methoxy-benzenesulfonamide

CaHasF2N30:S 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 (i, 2H), 3.92 (s, 3H), 3.89
(s, 3H), 2.90 (m, 2H), 2.860 (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]-
phenyi}-2-trifluoromethyl-benzenesulfonamide

E No
D/o/,seo
F
F
=

I/\N/\/\O N/

o)

CaqugF4N305$ Mw. 63564
LC/MS purity: 99 %, m/z 634 [M-HI, 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 (i, 1H), 7.14 (d, 1H),
7.01 (d, 1H), 6.36 (d, 1H), 4.18 (t, 2H), 3.91 (s, 3H), 3.60 (i, 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-yloxyl-
phenyl}-2-trifluoromethoxy-benzenesulfonamide

‘ N Q
S5
0“0
:©/ O _F
E
‘\ F

“0
O/\\/\o N

CaoH20F4N1O7S Mw. 651.64

LC/MS purity: 98 %, m/z 650 [M-H], m/z 6562 [M-H}* Rt. 2.79 min.

'H NMR (300 MHz, DMSO-d8): 10.8 (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 (¢, 1H), 7.14 (d,
1H), 6.98 (d, 1H), 4.19 (1, 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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P e P

CagH2sF3N306S Mw. 603.62

L.C/MS purity: 97 %, m/z 602 [M-HJ, miz 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), 7.38 (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 (1,
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 '

CasHuFN,OsS Mw. 643.74

LC/MS purity: 97 %, m/z 642 [M-HT, 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-Chioro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-
quinolin-4-yloxy]-phenyl}-benzenesuifonamide

PaNP N =
5 ngHzaCleNaOsS Mw. 620.08
LC/MS purity: 85 %, 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), 7.83 (i, 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,
o 2H), 2.42 (bs, 4H), 1.98 (t, 2H)

Melting point: 200-203 °C.
Yield: 35 %

Example D44
15 4-Fluoro-N-{3-flucro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-

X
0/

“o

yloxy]-phenyl}-3-methoxy-benzenesulfonamide

e
PN =

C3nH31F2N301S Mw. 615.66
LC/MS purity: 96 %, m/z 614 [M-HJ', m/z 616 [M-H]*Rt. 2.63 min.

20 '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 (1, 2H), 2.39 (m, 4H), 1.98 (i, 2H)
Melting point: 90-93 °C.
Yield: 58 %

25
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Example D45
2-Fluore-N-{3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinolin-4-
yloxy]-phenyl}-benzenesulfonamide

F N /[ j
o;S"o
F

(\N/\/\ o N/
(]

C2oH20F 2N3;06S Mw. 585.63

LC/MS purity: 99 %, m/z 584 [M-HJ, m/z 586 [M-HJ*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), 4.18 (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-?-(3-morpho[in-4—yl-propoxy)-quinolin—4-Yony]—
phenyl}-2-nitro-benzenesulfonamide

o %g
N~ N
S

CasH2FNsOsS Mw. 612.64

LC/MS purity: 99 %, m/z 611 [M-H[,, 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 (¢, 1H), 7.13 (d, 1H),
6.98 (d, 1H), 6.37 (d, 1H), 4.20 (1, 2H), 3.92 (s, 3H), 3.61 (bs, 4H), 2.56 (bs,
6H), 2.00 (m, 2H)

Meilting 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]-phenyi}-benzenesulfonamide

Cl

F - N\ D
28

s

SO0
(\N/\/\o N
)

C2oH2sClFN30OsS Mw. 636.53

LC/MS purity: 98 %, 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.

Yieid: 16 %

Exampie D48
Naphthalene-1-sulfonic acid  {3-fluoro-4-[6-methoxy-7-(3-morpholin-4-yl-
propoxy)-quinolin-4-yloxy]-phenyl}-amide

F N G
Py
o7 0
X

O/\/\Oﬁb

CaHsFNsO6S Mw. 617.70

LC/MS purity: 96 %, m/z 616 [M-HJ, 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 (¢, TH),

7.05 (d, 1H), 6.91 (d, 1H), 6.31 (dd, TH), 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-flucro-4-[6-methoxy-7-(3-morpholin-4-yl-propoxy)-quinofin-4-
yloxy]-phenyl}-benzenesutfonamide

P
g’\/\o N
CasHzeBrEN:OS Mw. 646.54
LC/MS purity: 98 %, m/z 644 [M-HI, 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 (1, 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 (t,
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 farget cells NIH3T3 N7. Monocional NIH3T3-AXl. cell lines stably
expressing witAXL 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 endegenously 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 celis 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 S6-well flat-bottomed
plate, 10000 celis/100pl cell suspension was plated on the surface of
precoated matrigel (3mg/ml). 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) celis 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,0r10 HO, 1 mM NaVO4 ,1 mM
phenylmethylsulfony! fluoride, and 10 mg/ml aprotinin) for 15min. The
clarified cell lysate (10min at 13000rpm at 4T) were used -for
immunoprecipitation. Edua! 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 4C. After immunoprecipitation, the beads were
washed three times with 1XHNTG (50 mM HEPES(pH 7.5), 150 mM NaCl,
10% Glycerol, 0.2% Triton X-100). The final pellet was suspended in 20 pl 2x
Laemmili 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 IXNET buffer (50 mM
Tris.HC] (pH7.5), 150 mM NaCl, 5mM EDTA, 0.1% Triton X-100). The
membrane was then incubated with anti-phosphotyrosine antibody (4G10)
overnight at 4C 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 anfi-AXL antibody (SC-1096, Santa Cruz
Biotechnology, Santa Cruz, CA).

The results of the assay are described in Table 2.

A1-50 Cellular IC50 [uM]
A1 45
A2 3.01
A3 3.4
A4 6
A5 0.5
AG 43
A7 >10
A8 10
A9 , 3.7
A10 2.6
A11 2.26
A12 1.26
A13 2.9

" 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
A4 4.7
A22 9.6
A23 6
A24 2.4
A25 2.38
A6 4,73
A27 2.54
A28 3.8
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 <9
Ad4 <1
A45 >10
A46 >10
A4T 10
A48 1.5
A49 3,00
AS0 <1
AS1 <3
AB2 >3
AS3 3
AS4 >1
AB5 >1
AS6 >1
AST7 >3
A58 >1
AS9 >1
ABD 0.8

PCT/EP2009/002798
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25 groups may conbi ne together to form an al kyl ene chai n;

car bocyclic
saturated or

het er ocycl i WO@e@IR7410 form a bicyclic group. Wien n
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and the

het erocyclic group may be condensed w th anot her

unsaturated five- to seven-nenbered carbocyclic or

= 0, PCT/EP2009/002798

-(CH2)nrepresents a bond, 30- R5 and R6, which nay be the sane or

different, represent a hydrogen atom -Qg%- al kyl, C2-6 al kenyl, C2_6
al kynyl , Cl 6 al koxy, hal ogen, cyano or nitro, wherein the Cl..6

al kyl , 02.6 ] enyl, C2.6 ﬁékynyl and Cl 6 al koxy groups are
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N-(4- ([ 6, 7- bi s(met hyl oxy) gui nol i n-4-yl | oxy) - 3-fl uor opheny1) - 2-
phenyl et hanesul f onam de,
10N-(4-([ 6, 7-bi s(net hyl oxy) gui nol i n-4-yl ] oxy}-3-fl uorophenyl) - 3-

phenyl pr opame-2esgat#ionam de, PCT/EP2009/002798
N-(4-([6, 7- bi s( et hyl oxy) gui nol i ne-4-yl ] oxy}-3-fl uorophenyl) - 2-
phenyl et hanesul f onam de, -170 -

4-{[ 6, 7- bi s(nmet hyl oxy) gui nol i ne-4-yl]oxy}-3-fluoro-N
15(pheny|neqaé )benzeneSLﬁq §an1de

4 {[6 7 b|S( leAy7qullle?llC '-l- _yIJU)\yI 3 IIUUIU I\I'II thy|-N(pheny|m
et hyCbenzeng® RiPt anani de,

4-116, 7- bls(Bﬁﬂhonxv)qunﬁﬁﬁane 4-y|]loxy)-3-fluoro-N (P2-
phenylethyl)bggzenesulfod@ﬂﬂﬂe
204-116,7-b|§ggethyloxy)dgbagl|ne 4-yI'Toxy) - 3- fluoro N-nethyl N (2-
phenyl et hy Bécncaw 01T &II..,

44[ 6 7 bi S(ng vl oxas) ruu e
phenylpropypbenzenesulfonanlde

4-{[ 6, 7- bi s(met hyl oxy) gui nol i ne- 4-yi ] oxy)-3-fl uoro- N net hyl - N-( 3-
25phenyl propyl ) benzenesul f onam de,

4- 116, 7- bi s(met hyl oxy) gui nol i ne-4-yl ] oxyl -3-fl uoro- N42-

(phenyl oxy) et hyl ) benzenesul fonam de, N, N-(4-{[6 ,7

- bi s( et hyl oxy) qui nol i ne- 4- ydoxy} - 3-f | uor ophenyl) - bi s- ( 3-

phenyl propane- 1-sulf on am de ,

30N (4-{[ 6, 7- bi s(net hyl oxy) qui nol i ne-4-yl ] oxy}-3-fl uorophenyl) - 3-
phenyl propane- 1- sul fonam de. 35 2. The conpounds of claim 1, wherein
R2 and/or R3 are selected from hydroxyl, optionally substituted Cl_6
al koxy or C1_5 alkyl, trifluoronethyl, hal ogen and cyano. 177 3. The
conpounds of claiml1l, wherein R2 is nethoxy and R3 is selected from
the group consisting of benzyl oxy, 3-am no-propoxy, 2-norpholin-4-

5yl - et hoxy, 3-(4-nethyl-piperidin-1-y1l), 3-(3-nethyl-piperidin-1-yl),
3- norpholin-4-yl -propoxy). 4. The conpounds of any one of clains
1-3, wherein R7, R9, RO and R19 10independently are selected from
hydr ogen, hal ogen, optionally substituted Cl1_6 al koxy or al kyl or
trifluoronethyl. 5. The conpounds of any one of clains 1-4, wherein
R11 is selected froma
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15 saturated or unsaturated three- to twel ve-nenbered carbocyclic or
het erocyclic ring systemwhich is optionally substituted by an oxygen
atom Cl_6 alkyl, 02-6 alkenyl, C2 6 al kynyl, Cl-6 al koxy, a hal ogen
atom or a wetaeaned7or unsaturated three- to ei ght-nmenbsreer2009/002798
carbocyclic or heterocyclic group, and the G .6 al kyl, C2-6 al kenyl,
C2-6 al kynyl, and Cl1-6 20 al koxy groupt7fse optionally substituted
by a hal ogen atomor a saturated or unsaturated three- to
ei ght - nenbered carbocyclic or hetgfspefReféredcedp. 6. The conpounds of
any one of clains 1-5 wherein the substitutents of the 25
(r:]alr bocyclic or heterocyclic ring systemin R11 are selected from

al ogen, C1 I aghate 4ot 0

hal ogenat ed, 4‘h§elvoé%é" blg%e?{éé)ﬂ U%J,g ti onLé'FIBy%Sl}bst | tgﬂ?'heéag%lﬁo%wéfs
The corrpoundandfmadgtsd‘iniRﬂv Galau:ers‘201}565 581-662ed from
g e%’:gg Sll}lﬁ ? 0%6#38}\’&? LR?éYafr%H ﬁ?ll.hl?ibﬁ'ﬂl.l%g?'t'o%éé:%lro%i@ﬁﬂ&g inhibitors
35N44- ( 6, 7- Dirvedriuex YhetapnoCancet-Gall@Q0R; 4174@Bo- phenyl ] - 3- f | uor o-
benzenesul fog:gi ge . . e . .
N- [ 4- (6, 7- Di mebRBRYLEAPRIE S English I Mechanisms. gfifityg iqhibition of siapailigg
40benzenesul hpfladise Nahife 2OUBWA 1487462,

ghidf)' O)C(Sl gregﬁlyhég(aﬁmgggwgtgggréyﬁ%h OLalnmarléé o?)é\é?'ncer Heﬂ%%@%%“é’% ]702_

N44- (6, 73D met hg &Uéﬁé&ﬂ np4-pligkey) T2- DnbBgéniohkitakk - Sigralmgo- Kature
nmet hyl - benzenesul f onam de

N- { 544- ( 6, 7- BORBHd:3650%Mol i n- 4- yl oxy) - 2- f | uor o- phenyl sul f anmoy1] - 4-
10met hyl - t hi @plehnds Hi) CReRIEM orfd 560lek BE l-ﬁ:rﬁb'ﬁ bﬂiﬁs‘f cﬁﬁbé“ correlation

[4(67d|rrethoxy qU|noI|n4 [ oxy) 2f uor op |']-an de

15344- ( 6, 7- Diofroetapeg- god nwwwauvv{mﬁmphﬁcah%m ge HR-g{reanepepgene.
t hi ophene- 2- %&%yd ? ester

N44- (6, 7- Di mret hoxy- qwh |n ) - 2-f 1 uor o- phenyl

20benzenesul ffosdamde DJ, Leyland Jones B Shak S, et al. Use ol]chemotherapy plus a

?I E(r)(r)g?bglﬁézle%@%rlﬂ‘:? e a;?%@'od?u'aﬁgln's? AEKRO%Y rRatastRicO bPlsdtY ddackr that
3- Chl or 0- N44-ovBrekpresses HER2.quEngl J Meth 200K 944:7881782F o- phenyl | - 4-
8. Cobleigh MA, Vogel CL, Tripathy D, et al. Multinational study of the
efficacy and safety of humanized anti-HER2 monoclonal antibody in women
20 who have HERZ2-overexpressing metastatic breast cancer that has
progressed after chemotherapy for metastatic disease. J Clin Oncol
1999;17:2639-2648.
8. Varnum BC, Young C, Elliott G, et al. Axl receptor tyrosine kinase
stimulated by the vitamin K-dependent protein encoded by growth-arrest-
s specific gene 6. Nature 1995;373:623-626.
10. Stitt TN, Conn G, Gore M, et al. The anticoagulation factor protein S and
its relative, Gas6, are ligands for the Tyro 3/Axl family of receptor tyrosine
kinases. Cell 1995; 80:661-670.
11. Nagata K, Ohashi K, Nakano T, et aI Identification of the product of
3 growth arrest-specific gene 6 as a common ligand for Axl, Sky, and Mer
receptor tyrosine kinases. J Biol Chem 1896;271:30022-30027.
12. Hafizi S, Dahlback B. Signalling and functional diversity within the Axl
subfamily of receptor tyrosine kinases. Cytokine Growth Factor Rev



25f | uor o- benzenesul f onam de

4- Chl or o- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-f | uor o- phenyl ] - 2-

fl uor o- benzenesul f onam de

30N44- (6, 7-YER AR qui nol i n- 4- yl oxy) - 2- f | uor o- phenyl | PETEEGPP{005P% -
benzenesul f onam de

3- Di f | uor onet hoxy- N44- (6, 7- di met hoxy- qul %t i n- 4- yl oxy) - 2-f | uor o-
35phenyg- benzenesul f onam de 2- Phenyl - et henesul fonic acid

[ 4- (6, 7- di mebhosy7 @e6H4. n- 4-yl oxy) - 2- fl uoro-phenyl ] -am de

apnthalene. £ S orL 08 Bk s, bR TR A e

[4-(6, 7-dine B%Q%Q(Jukﬁﬁ‘sbn 4eceitoxy) wihf | vateggtenybbteatitide Oncogene
454- Br ono- N - di net hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- phenyl | - 3-
met hyl - benzeA881iBtA3na thY.

N44- (6, 7-Di ”ﬁhhﬁgn&ﬁ?gﬁ] iFRyd YA Othl el | oY 8t Rinesu ]l BaRsiriitiglh bues o

benzenesdl f onami 48 ) )
5- Met hyl -t hi mdiuieé feerau pfinaine dviroaa - WBemidji|%lﬁﬁ%§éy°%|ﬁi rRiIcedes.-a novel

yi oxy) - 2- quor r

aci d[ 4- (6, 7- & ?fthE}Gsk]fa‘%g ﬁ\ib'l(]?%\ °§gé§f33‘§336§r?33 l'i -am de

N44- (6, 7- Di mashazarckii )| Allernatt obly) &mfrbam'rdlphterﬁll]fis ogen dependent
10tri fl uor onet hyl - pbenzenesul f ona

3 b oo L4 EPESERRR T A TRaPRGT| fifbsing Kinase 2y in normal and malignant
benzenesy fommad\ebreast Ann Oncol 2001;12: 819 824.

&EQLQ;‘;Q&%E L0 e oy Ui ol R A-Hyo0p) 5P~ RbURRT MR kinasss
N44- (6, 7- Di mehBresedin RRithdlatic ¥bIon xhnded Intar Camieer1pes;68:784-F9T benzene
sul fonam de 17. Shieh YS, Lai CY, Kao YR, et al. Expression of axl in lung
adenocarcinoma and correlation with tumor progression. Neoplasia
15 2005;7:1058-1064.
18. Sun W, Fujimoto J, Tamaya T. Coexpression of Gast/Ax! in human
ovarian cancers. Oncology 2004;66:450-457.
19. Green J, lkram M, Vyas J, et al. Overexpression of the Axl tyrosine
kinase receptor in cutaneous SCC-derived cell lines and tumours. Br J
20 Cancer 2006;94:1446-1451.
20. lto T, Ito M, Naito S, et al. Expression of the Axl receptor tyrosine kinase
in human thyroid carcinoma. Thyroid 1999;8:563-567.
21. Holland SJ, Powell MJ, Franci C, et al. Muliiple roles for the receptor
tyrosine kinase ax! in tumor formation. Cancer Res 200_5;65:9294—9303.
s 22. Vajkoszy P, Knyazev P, Kunkel A, et al. Dominant-negative inhibition of
tf\e Axl receptor tyrosine kinase suppresses brain tumor cell growth and
invasion and prolongs survival. Proc Natl Acad Sci U S A

2006;103:5799-5804.



20N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 3- net hoxy-
benzenesul f onam de

5- Chl or o-t hi ophene- 2- sul f oni caci d[ 4- (6, 7-di met hoxy- qui nol i n- 4-

25yl oxy) - 2-f | uor o- phenyl | - am de

5- Brono- t hi ophene- 2- sul f oni caci d[ 4- (6, %'75“ met hoxy- qui nol i n- 4-

yl oxy) - 2-f | uor o- phenyqg- am de

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2-f | uor o- phenyl] - 3- phenoxy-
30benzenesul f onam de Claims

1- Et hyl - 1H pyr azol e- 4-sul f oni caci d[ 4- (6, 7- di net hoxy- qui nol i n- 4-

yl oxy) - 2-fl uor o- phenyl ] -am de 351- Met hyl - 1H-i m dazol e-4-sul fonic acid
[ 4- (6, 7-di met hoxy-qui nolin-4- yloxy)-2-fluoro-phenyl]-am de

Cycl opr opanesuChaijcemels @lf 4hé forfrda (81 hoxy- qui nol i n- 4-yl oxy) - 2-

40f | uor o- phenyl ] - am de Bi phenyl - 3-sul foni ¢ aci d 4

[ 4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 2-f | uor q@@erﬁL _ ani de

N-[ 4- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2-fl uof 0- phenyl ] - 3-

45tri fl uor omet hoxy- benzenesul f onam ddR10 N__ _R11

5- Phenyl -t hi ophene- 2-sul foni caci d[ 4- (6, 7- oxy-&ui nol i n- 4-

yl oxy) - 2-f | uor o- phenyl ] - ani de 180 5- Oxazd | & hi ofhene- 2- sul foni ¢
acid [4-(6, 7-di net hoxy-qui nol i n-4- 2 phenyl ] -am de

N44- (6, 7- Di met hoxy-qui nolin-4-ylo 1] -3, 5-di fl uoro-
5benzenesul f onani de R? R6 '

N44- (6, 7- Di met hoxy-qui nolin-4-y yor o- pheny1] - 2, 4-di f| uor oben
zenesul f onam de '

wherein
- R, R% R® and R* which may be the same or different, represent
hydrogen, hydroxyl, nitro, halogen, cyano, NRR', Cig alkyl, Cas
alkenyl, Cog alkynyl, or Cy.s alkoxy,
10 wherein the Cq.s alkyl, Cz6 alkenyl, Cyg alkynyl, and Cq4 alkoxy groups
are optionally mono- or polysubstituted by hydroxyl; halogen, C4. alkoxy;
C1.6 alkylcarbonyl; carboxyl; Cs.s alkoxycarbonyl; ~(C=O)~NR12R13, and/or
-NR™R"™ wherein R" and R13, which may be the same or different,
represent a hydrogen atom or Ci. alkyl opfionally substituted by
15 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, C4 alkyl, Co.s alkenyl, Cog
alkynyl, Cqs alkoxy, Ci.s alkoxycarbonyl, or a saturated or unsaturated
20 three- to twelve-membered carbocyclic or heterocyclic ring system;
wherein the Cqg alkyl, Co. alkenyl, and Cas alkynyl groups are optionally
substituted by hydroxyl, Cq alkoxy, or a saturated or unsaturated three-
to twelve-membered carbocyclic or heterocyclic ring system, wherein R?
and/or R® also may be -O-(CHz)n-R14 wherein n is an integer of 0 to 6,
25 -(CH2)n~ is optionally substituted by Ci4 alkyl, hydroxyl, or a halogen
atom, and R" represents a hydrogen atom; hydroxyl; a halogen atom;
C1¢ alkoxy; Ci.s alkylcarbonyl; carboxyl, Cqs alkoxycarbonyl; -(C=0)-
NR'R™, -NR'?R"™ wherein R or R™ which may be the same or



10N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 2, 5-di f | uor o-
benzenesul f onam de

2,6-Di chl oro- Nd4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) -2-fl uor o- phenyl] -
15benzenesul f onam de

2, 5- Di chl or o- Nd4- (6, 7- di met hoxy- qui nol i1%4-yl oxy) - 2-fl uor o- pheny1] -
benzenesul f onam de

3, 5-Di chl oro- Nd4- (6, 7- di et hoxy- qui nol i n-4-yl oxy) - 2-f | uor o- phenyq-
20benzenesul f ogiffetate, represent a hydrogen atom or Ci4 alkyl optionally substituted

N44- (6, 7- Di met - QU [ - vl 12-f | ugr:o- phe = 2 :
trifluoronet hngﬁﬁ%&% %]%eﬁ‘g#t\%@’ﬁ and'R m%@ ABfnE with tr_ue nltrogv?n
252- Br ono- N44- @lony Affiaren dlgrajai taolorm- 4-satusajed orf yngsterased diye of-six-
t2r:3fl Uorﬁlgzt ?%W@dﬁﬁ@tércmfi@roup; lin whiczh ftlhe heterﬁcyclif] group is
- Br ooz N44- = di_net = qul nel in-4-yl oxy)-2-f] yorQ-nphe -1
30t rif | Uor onet étfodr%%zgﬁg%ﬁﬁg%%f a?;gérc&yp g%lkoxyge | a?o;%, &Y etzll?yt 52'6
3- Br onp- N14- ( 63lredy BoXWY R ok aryy |Coney plkexytarbenylphe @y satugated or
Zr :Bf | uor ﬁmnzt %bl}éﬁdm?a@?ﬁ&m}é‘eoﬁalfml ; e-merrlnbered %ar]p?cyciic or heterocyézlic ring
- Br ono- - -di met hoxy-qui nol i p- 4-yl oxy) - 2- or.0- phenyl] - 2-
35111 uor omet WS Ber BEE EopanPliy. G kenfl, ant*62; BIGAYT bictips are
3, 4- Di chl or o- Nagttiqrglly- eHbetithitsd, - i malroxyl4- Gi.exglkogy.f lonoro-sphenter] -or
405, 5. By chl or oo L LB 1L Sere e empered cobanyale or Pelsrecli g
, 5- - -(6,.7-di XY= qul I N-4-yl oxy). - 2-f) uor o
_2- ' met hoxy- besyh @é%ﬁiggé%@& Sthe B3 hydroggn ata/r%s on the amino gro)(lp
N44- (6, 7- Di met aex pptionaityl substityteoix py- 21§ 1alkyl oephesstliatednet ykaturated
N o7 e PAS8 wete-membered caropyel, o hterooyl g st and,
boul fonar de. NI G s S0 otiaR PR R PHOSRy ek PN s pikiys of 5.
181 tri% | uor onsathoetgd benzarssduiatexhainrek fo 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, Co.s alkenyl, C,s alkynyl, Ci5
alkoxy, Cis alkoxycarbonyl, or a saturated or unsaturated three- to

20 twelve-membered carbocyclic or heterocyclic ring system wherein the Cs.
s alkyl, Cy6 alkenyl, and C,4 alkynyl groups are optionally substituted by
hydroxyl, Cs 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 Cq alkyl groups, the two alkyl

25 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, -(CHy)
represents a bond,

30 - R® and R®, which may be the same or different, represent a hydrogen
atom, Cq5 alkyl, Gy alkenyl, Cy5 alkynyl, Cis alkoxy, halogen, cyano or
nitro, wherein the Cq.g alkyl, Cas alkenyl, Co.g alkynyl, and Cqg alkoxy
groups are optionally mono- or polysubstituted by hydroxyl; halogen, Ci.s
alkoxy; Cq.s alkylcarbonyl; carboxyl; C.g alkoxycarbonyl; -(C=0)-NR"R"®,

35 andfor -NR™R™: wherein R and R, which may be the same or
different, represent a hydrogen atom or Cy.4 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; in which the heterocyclic group is



2- Chl or o- N14- ( 6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2- f | uor o- pheny1] -
5benzenesul f onam de

2- Brono- N44- (6, 7- di net hoxy- qui nol i n-4-yl oxy) - 2-fl uor o- pheny1] -
benzenesul f onam de

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 24f7/kuor o- pheny1] - 4- et hyl -
10benzenesul f onam de

N44- (6, 7- Di met hoxy- qui nol i n- 4dyl oxy(1 2-fl uoro- phenyl] - 4- phenoxybenzen
esul f onani de optionaily substitute ydroxyl, an oxygen atom, Cis alkyl, Copg

15N44- (6, 7-Di nan(bnyly{mg alkyhyl- €%l aikony, 244 akoayedareowtl] 03-4 katrated-or
met hyl - benzenegy qu ree- to eI ea‘ed car oc r terocyclic ring
N44- (6, 7- D et oxy qum gﬁw Y‘““)”be’? uor o- dyciﬁ‘:% F PP

20benzenesul f oR¥EEde whereln the 1.6 alkyl, Cos aikeny Cos alkyny! groups are

4- Br onos 3- chl opptidwetty( Gubstiiutat hiex yhatoRel | G5 4- Mlk@xy) -0¢- fd upieRbaNYEr
benzenesul f onam

g P dires: o Gk emPerad rHPBRE A NptefogyRls goup.
rglgﬁeg ﬁoZyDbgﬁ;eé?ﬁ@&%a%dj@&) uwaw? mayureg %ﬁﬁ: @Emﬁ gﬁdlﬁerent represent a

[4- (6, 7- di et hayarogieh b hdiogeRXio? O s ukapbepslkbxqm de

302- et hyl - -
4 (6, 7- di et nBRY 6 Erod iﬂﬁo%)C1 -5 0% r YOHRENGE CRfipRRlly mono- or

N44- (677- Di et polxyu!aﬁilttn@k:h oy Aygioaxlyandof hatogenpkenydlkyl @nshen§i.a alkoxy,
35net hanesul f oRARIAR the Cyg alkyE Ca. alkoxy, wherein the Cig alkyl or Cq 6 alko

% Z:geg ngdg %u%cs)x%requé&?or%aqullnﬂno yor ppc?lygubsl’iljtutegméy hydroxyP cD

N-{444- (6, 7- Di haibgery- qui nol i n- 4-yl oxy) - phenyl sul f anoy1] - 2, 6-

40di et hyl - phengl h}d@q %\'&de
23?!‘ gﬁ] ml\lélg ( i1} a satLrJrI%tte < si':ltr]uct)'!ated tlhrgtla Of(c}/ %wg\r/]g rr]1¥éLr]nberercriecar ocyc {flszgrn

455- Chl or o- N- 1Het(eﬁodyoﬂc miepheysfe muivhichi ie-aptiphaky mqriee nyrljol2sutedttadr gl -by
benzenesul f ona

Ik
S Chtor o Ned- (B 1080 RIS Gaen@lvh. Geg et Ga, Sl Gy Bogy. @
met hyl - benzeneggpggﬁaa{;pab r a saturated or unsa rated thre to elght-membered
carbocyclic or heterocyclic group, and the Cq5 alkyl, C.s alkenyl, Csg

20 alkynyl, and C15 alkoxy groups are optionally substituted by a halogen
atom or a saturated or unsaturated three- fo eight-membered carbocyclic
or heterocyclic group,

(i) Cis alkyl or Cq alkoxy which is unsubstituted or substituted by a
saturated or unsaturated three- to twelve-membered carbocyclic or

25 heterocyclic ring system which is optionally mono- or polysubstituted by
an oxygen atom, Cqs alkyl, Cos alkenyl, Cos alkynyl, Cis alkoxy, a
halogen atom, or a saturated or unsaturated three- to eight-membered
carbocyclic or heterocyclic group, and the Cig alkyl, Cos alkenyl, Cyg
alkynyl, and Cq.5 alkoxy groups are optionally substituted by a halogen

30 atom or a saturated or unsaturated three- to eight-membered carbocyclic
or heterocyclic group,

(iii) a nitrogen atom substituted with a saturated or unsaturated three- to
twelve-membered or heterocyclic ring system which is optionally mono-
or polysubstituted by an oxygen atom, Cqs alkyl, Cos alkenyl, Cos

35 alkynyl, C1 alkoxy, a halogen atom, or a saturated or unsaturated three-
to eight-membered carbocyclic or heterocyclic group, and the Cq¢ alkyl,
Cos alkenyl, Cqs alkynyl, and Cis alkoxy groups are optionally
substituted by a halogen atom or a saturated or unsaturated three- to
eight-membered carbocyclic or heterocyclic group, and



182

3-tert-Butyl-N-[4-(6, 7-di net hoxy- qui nol i n-4-yl oxy) - pheny1l] - 4- met hoxyb
enzenesul f onam de

5N14- (6, 7- Di net hoxy- qui nol i n- 4-yl oxy) - 2-f| uor o- pheny1] - 4- et hoxy- 3-
met hyl - benzenesul f onam de 176

4- Met hoxy- napht hal ene- 1-sul fonic acid [4-(6, 7-di met hoxy-qui nol i n-4-
10yl oxy) - 2-f | uorgs phenyl ] - am de .
N (6 7~ D ety TaGr s 2 DyieReD. 2t 5 G il 130% HharmaRguticall
di met hyl - benzemmpltdtﬂeaaitslmereof

BBrormN44( (N EWERVA ') - ; = A i
15benzenesul fonam déTBEJWﬁnI’FHf Qggﬁ}pi)brﬁhlg g%%g%%ﬁia](%,swtqg)% Amino
[ 4- (6, 7- di met H&IG {4 Pﬁé‘Pn%ﬁtﬁ foply @ryno-RhaEeKY -BHeslPeKY-Sngdin-7-yloxyl-
20N14- (%, 7- D nmithoxge@yi nol i n- 4-yl oxy) - 3- net hyl - pheny1] - 3- phenoxy-

b |

o (6, 7 di met Mo Ry Rl metaviorg R FRRL B BB e AT o
| soqui nol i ne- SPQQHWFBﬁm?é@SH[fQDEEVB' di met hoxy- qui nol i n- 4-yl oxy) -
phenyl ] - am de N-(4-{[8,7~ bls(methyloxy quinolin- 4—yl]oxy) -3-fluorophenyl)-2-

goﬁy(?r SQ;/O[)gnz 45@%@8ﬁ%§@@e%§¥ ;thnlol |3|r_1|_l my:jg)z(gl) e34n§fjr¥l)npgeggllaj ?
[ 4- (6, 70 di met iX¢= {H:hVmw(mﬁthyiow)@mollawem@cpxy}a%ﬁlldfearophenyl) -3~

35|_3l phef‘)é' 4t?\ phdramrep afiéladl -sulfonamide,

e T e R ROl Y SRR o M S ohenay2y
40benzenesul f opteanydethBregwidiantidephene- 2- sul foni ¢ aci d

[4- (6. 7-di met hpxy-AWARHNISR ML 8% hAe AR 13308 iv-

15 (phenylmethyl)benzenesulfonamide,
4-{I6,7-bis(methyloxy)quinoline-4-ylJoxy}-3-fluoro-N-methyi-N-
(phenylmethyl)benzenesulfonamide,
4-{[6,7-bis(methyloxy)quinoline-4-ylloxy}-3-fluoro-N-(2-
phenylethyl}benzenesuifonamide,

20 4-{[8,7-bis(methyloxy)quinoline-4-ylloxy}-3-fluoro-N-methyl-N-(2-
phenylethyl)benzenesulfonamide,
4-{[6,7-bis(methyloxy)quincline-4-yljoxy}-3-fluoro-N-(3-
phenylpropyl)benzenesulfonamide,
4-{[6,7-bis(methyloxy)quinoline-4-yiloxy}-3-fluoro-N-methyl-N-(3-

25 phenylpropyl)benzenesulfonamide,
4-{[8,7-bis{methyloxy)quinoline-4-yljoxy}-3-fluoro-N-[2-
(phenyloxy)ethyl)benzenesulfonamide,

N, N-(4-{[8,7-bis(methyloxy)quincline-4-ylloxy}-3-flucrophenyl)- b[s (3~
phenylpropane-1-sulfonamide,

30 N-(4-{[6,7-bis(methyloxy)quinoline-4-ylJoxy}-3-fluorophenyl)-3-
phenylpropane-1-sulfonamide.

35
2. The compounds of claim 1, wherein R? and/or R? are selected from
hydroxyl, optionally substituted C. alkoxy or Cq_5 alkyl, trifluoromethyl,
halogen and cyano.



Benzo[ b] t hi ophene- 3-sul fonic acid

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)- 45phenyl]-am de

1- Met hyl- 2- oxo- 2, 3-di hydr o- 1H i ndol e- 5- sul f oni caci d[ 4- (6, 7-

di met hoxy- qui nol i n- 4-yl oxy) - phenyl d-am de 183 Bi phenyl - 3-sul foni c

acid [4-(6, 7-di met hoxy-qui nol i n-4-yl oxyyyphenyl |- am de

N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - phenyl] 4 (3, 5-di net hyl -

5i soxazol - 4-yl net hoxy) - benzenesul f onam de

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2-fl uor o- phenyl] - 3-f | uor o- 4-
thoxy benzenesulfonanide 10Bi phenyl - 3-sul foni ¢ acid

[4-(6,7 U|noI|n l.oxy) -2-net byl - phenyl ] - agkde
Naa. 6. 7D met RoS 5o R ot Pl PR RE s R iR fEselegted
15benzenesul f offami the gmglhtcnaméheg of banryexy Jagmino-propoxy, 2-morpholin-4-

[ 4- (6, 75di net h)?ll@/thélw f 4 RreAh YL e din=1 -PR A -nRsYdipe ddthdeyl), 3-
Blphenyl 4-sul T oni.c

[ 4- (6, 7-di met h%‘ﬂ}p'?ﬂl'inn%"ly, HrOAP%Wny) 2-net hyl - 20phenyl ] - ani de
N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 2- met hyl - pheny1] - 3- pyri m di n- 2-

yl - benzenesul f onam de 258enzo[ b] t hi ophene 2 sul fonic acid

4- (6, 7-di ui nol i | ox ph m de

Ly o o B St miginds. G By o b e hrh A (s, 5, R and R™
30di nmetthoxy- qumdebenddntw oRys - Zetattday | -fpimnyhy]d{agemie halogen optionally
N44- (6, 7- Di met T&HHQ’%" bepémg/rérthha&fo%&ﬁgnyll 2-

trifluoromethyl- enzenesﬁ henyl - 3-sul foni c
acid [4-(6, 7-di net hoxy- qU|noI|n 4-yl oxy) - 3-fl uoro-

5. The compounds of any one of claims 1-4, wherein R" is selected from a

15 saturated or unsaturated three- fo twelve-membered carbocyclic or

heterocyclic ring system which is optionally substituted by an oxygen

atom, Cy. alkyl, Cag alkenyl, Cz alkynyl, C46 alkoxy, a halogen atom, or

a saturated or unsaturated three- to eight-membered carbocyclic or

heterocyclic group, and the Cq.5 alkyl, Co6 alkenyl, Cog alkynyl, and Cy.s

20 alkoxy groups are optionally substituted by a halogen atom or a

saturated or unsaturated three- to eight-membered carbocyclic or
heterocyclic group.

6. The compounds of any one of claims 1-5 wherein the substitutents of the
25 carbocyclic or heterocyclic ring system in R are selected from halogen,
C1.4 alkyl optionally halogenated, Ci.4 alkoxy, optionally halogenated,

hydroxyl, cyano, and optionally substituted amino.

30 7. The compounds of any one of claims 1-6 selected from

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

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

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

40 benzenesulfonamide

Thiophene-2-sulfonic acid 4-(6,7-dimethoxy-quinglin-4-yloxy)-2-fluoro-



35phenyl ] - am de

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3-f | uor o- pheny1] - 3- phenoxybenzen
esul f onam de

40N14- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3-f | uor o- pheny1] - 2, 5-di f | uor o-
benzenesul f onani de Napht halzgne- 1-sul fonic aci d

[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy)-3- 45f| uor o- phenyl ] -am de

N44- (6, 7- D met hoxy- qui nol i n-4-yl oxy) - 3-fl uor o- phenyl] - 3- pyri m di n- 2-
yl - benzenesul fon&%‘?@é} amide

N44-(6,7-Dineth I fl

184 §,| benzgﬁesgéi%oﬂﬁrt?‘?o N N-[4- (%{7 dlmethoxy-(lqjtﬁjiagh E)/xyj) 2- flggro -p eny
N-[ 4- (6, 7- D met hoygrogwbeokeneglidnexyiflephenyl1] - 2-tri f | uor omet hyl -
5benzengsul f onani de

Napht hal ene- 1- suNtér(iEcabind pthoxg;quiniblined tytoxy)-Gufiutobiphewiltoftygro-4-

phenyl kani de etl'%yl benzenesulfonamlde
3, 5-Di chl or o- N\d446 di met hoxy- qui nol i n- 4-yl oxy) - 2- net hyl - phenyl ] - 4-

éogyg{ 0X|y benﬁﬁgﬁ a}fmﬂethoxy-qumohn-él oxly)-2-f)5u03rofp|henylsulfﬁmoyﬂ 4
oro Ox yl oxy uor o- phen
met hoxyé]benzenesm éﬁﬁoggg ?I; Ib‘%ﬁﬁ%'ggsul fonic acid

[Bgngg[ E] ?Hrgmgﬁééﬁugﬁeﬂﬁfé Quﬁ‘oﬁf L 0%3@1 [3=(6! H8IRethBREZAGTAM IR xy)-2-fluoro-

[ 4- (6, 7- di met hox§ %ﬂﬁh@ﬂnﬂcﬁ4 yI oxy) - 203 f 1 uor o- phenyl ] - ami de

xfhggygbgnggaggé%f‘?‘gﬁgnﬁﬁ%e hoxy qwr}/c?lm 4~y oxy{g fﬁj%rmé%]enyisu'fgr%gl 3

4- Chl or o- Nd4- ( 6, thiabhhertehBxoprlopiyiiolacit- dethivbegler3- f | uor o- pheny11- 2-
25f | uor o- benzenesul f onam de
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-flucro-phenyl]-

benzenesulfonamide

20
4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fiuoro-phenyl]-3-
fluoro-benzenesulfonamide
3-Chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyll}-4-

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

30 N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2,6-diflucro-
benzenesulfonamide
3-Diflucromethoxy-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-

35 phenyl]-benzenesulfonamide
2-Phenyl-ethenesulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
fluoro-phenyll-amide
Naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-

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

45 4-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-

methyl-benzenesuifonamide

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



3, 5-Di chl oro- N14- ( 6, 7- di met hoxy- qui nol i n- 4-yl oxy) - 2- et hyl - pheny1] - 2-

met hoxy- benzenesul f onam de

30N14- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - 2- net hyl - pheny11- 2-

trifluoromethoxy-benzenesul f onam de

N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 2qmat hyl - pheny1] - 2-

35trifluoromet hyl - benzenesul f onam de

N44- (6, 7- Di met hoxy- qui nol i n-4-yl oxy) - phenyl]-2-trifl uoronmet hoxybenzen

esul f onam de - _thi o ; i (B T7-di aLiNOliNed.

17104 (6, 75 et FUSILOIBNEZ I, ety - Gipstron-aunoin-

40benzenesul f onaWPH@'?' luo:-"o-phenyl -ami

NLA- (6, - D et oxy: vl ol Wy PRSPl adiold en iR A RS denze

454- Br onp- 3- chl oplemMydlan@ler- di met hoxy- qui nol i n- 4-yl oxy) - pheny1] -

benzenesul f onam de ) o

N44- (6, 7- Di met hoyl4d@i hBimathexytaiyglinpfatxy)-2dlwraihenyiichenzenesul f o

nam de 185 N14-{#iuérdthaRlyPBENzénEsufbhamide/| oxy) - 3- met hoxy- pheny1] - 2-

trifl ub®onmet hoxy-benzenesul f onani de

gN— [ 4- (6, I7f Di met B®eprpNHal(6r7-dinydioryy-qairihhbyipxppediuble-phehgioxy -
enzenesul f onam -

N-[4-(6, 7- Di net hg(%%eqnlﬁsﬁjgw%m -eyl oxy) - 3- met hoxy- pheny1] - 4-f | uor o- 3-

10net hoxy- benzenegs DRAUAS 7-dimethoxv-auinolin-4-vl -2 -phenvll-

15 omp: 3. chlor o A o A S R 9 B RB pneny

Fbenzehesul f onanpgRzenesulfonamide

N44- (6, 7- Di met hoxy-,guinalin-4-vyl oxy): 35 met hoxy- phenyl] - 2-

1517111 uor omet hy |2 Baf ERUBBT Y i o0 2 REIE BhEh A 3-mothy -

4- Br ono- 3- chl or obdzeresUifodamigehoxy- qui nol i n- 4-yl oxy) - 3-f | uor ophenyi k

benzenesul f onam de _ o

201- Me2by 1- 2- ox oNIA9E¢ii-Fyrae troxm:quiaelined-ylaw-Hoa adgryllBmethoxy-

di met hoxy- qui nol penZendsoyhadidd uor o- phenyl ] - am de

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

25
5-Bromo-thiophene-2-sulfonic  acid  [4-(6,7-dimethoxy-quinclin-4-
yloxy)-2-fluoro-phenyl]-amide
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-phenoxy-
30 benzenesulfonamide
1-Ethyl-1H-pyrazole-4-sulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-flucro-phenyl}-amide
35 1-Methyl-1H-imidazole-4-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-2-fluoro-phenyl]-amide
Cyclopropanesulfonic  acid  [4-(6,7-dimethoxy-quinolin-4-yloxy)-2-
40 fluoro-phenyl]-amide
Biphenyl-3-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-
45 trifluoromethoxy-benzenesulfonamide

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



N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 3-f | uor o- pheny1] - 2-

25t ri fl uor omet hoxy- benzenesul f onam de

3, 5-Di chl oro- Nd4- (6, 7- di et hoxy- qui nol i n-4-yl oxy) - 3- net hyl - phenyl1] - 2-
nmet hoxy- benzenesul f onam de

N44- (6, 7- Di met hoxy- qui nol i n- 4-yl oxy) - 34get hyl - pheny1] - 2-
30trifluoromethyl -benzenesul f onam de

N44- (6, 7- D met hoxy- qui nal i n-4-yl oxy) - 3- net hyl - phe{16y1] -2- L
trifl uoronet hOXySﬁyag@,ngg{httprgﬁéﬁp%- -sulfonic acid ' [4-(6,7-dimethoxy-quinolin-4-
354- Met hoxy- naphylbaleddubrsphéoyl]-amida d [ 4- (6, 7- di met hoxy- qui nol i n-4-
yl oxy) - 3- met hyl - phenyl ] - am de

N44- ( 6, 7- Di net holyl4e(6i RBlimathbxytauiy) rB4ypinH2-fhleayptieng{ ., Shdifluseo-o-

40benzegesul f onagiS8nesulfonamid
NA4- (6, 7- Di met hoxy-qui Dol i ne A~y oxy) - 3- met hyl - pheny1] - 3- pyr i ni di n- 2-

yl - benzenesul f0nﬂﬁ[iﬁct%,?—Dimethqu—quindl'rrWyﬁ&W—Q%?b eﬁfﬁgﬁ-‘.?],-ér—'ﬁliﬂlfo@tﬂj c
e

acid [4-(6, 7-di net hoxy-quinolin-4- 45yl oxy) - phenyl Fam
4- Chl or o- Nd4- ( G?EQ%Effge(sﬂgQQQ'a'ff{]%ol i n-4-yl oxy) - pheny1] - 2-fl uor obenzene

sul f ongagm de 186 t = t e ' j :
[ 4- (6, Wi et hoxg?%%h%%?Q'?’?‘(?T%@%%%’F%'fg?ﬂ%ogﬂ%ﬂe?‘é{ﬂizd%d fluoro-
Bi4phgn¥l ;j'4-s'tj|hf X BQZ%SF}fOﬂamI ; fl 5ph I i d

L et hy 1 2" oxo- 236 ikl g6 deineTaostiiBal e Aoy g om0 phenyll-

di nmet hgéy- qui nol berZendsakghaidd uor o- phenyl kam de

10Bi phéhyl - 3-sul foni caci d[ 4- (6, 7- di et hoxy- qui nol i n-4-yl oxy) - 3-

met hoxy- phenyl ] - 2/f-Righloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-
N44- (6, 7- Di met hopynsuHdaolbRaridd oxy) - 3- met hoxy- pheny1] - 2, 5-di f | uor o-
15benzenesul f onam de

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

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

25 2-Bromo-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyi]-4-
triflucromethyl-benzenesulfonamide

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

30 trifluoromethyl-benzenesulfonamide

3-Bromo-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-5-
trifluoromethyl-benzenesulfonamide

4-Bromo-N-[4-{6,7-dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-
35 triffluoromethyi-benzenesulfonamide

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

40 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-phenyl]-2-methyl-

45 benzenesulfonamide

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

N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl}-2-



Napht hal ene- 1-sul fonic acid [4-(6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3-
met hoxy- phenyl ] - am de

4- Chl or o- Nd4- (6, 7-di net hoxy- qui nol i n-4-yl oxy) - 3- net hoxy- pheny1] - 2-
20f | uor o- benzenesul f onam de

Bi phenyl - 4- sul f oni caci d[ 4- (6, 7- di net hoxg4qui nol i n- 4-yl oxy) - 3-

met hoxy- phenyl | - am de

25N44- (6, 7- D met hoxy- qui nol i n- 4-yl oxy) - 3- met hoxy- pheny1] - 3- pyri m di n-
2-yl - benzenesulftﬁﬁ'&'ﬁf‘ﬁﬁemoxybenzeneSUI Fﬁ]thlophene 3-sul fonic

acid [4-(6, 7-di n | oxy oxYy.- phen de
LNt hy 1 5 oxo. 22 Aty AN Bt Hirtrhe R hinl Bri-sey e Brer Phendt: ©°
di et ED%(y qui nol berZendsokyhadBidet hoxy- phenyl kam de
4-Bro N-[ 4- (6, 7-di met hoxy- qui nol i n-4-yl oxy) - 3-fl uor o- pheny1] - 2-
35t ri f | uor omet ho2+yBroemzbiég(6l i-dimaethday-quinolin-4-yloxy)-2-fluoro-phenyl]-

4- Brono- N44- (6, 7Tndhrmidionynamidiol i n- 4-yl oxy) - 2-f | uor o- pheny1] - 2-
trifluoronmethoxy-benzenesul f onam de

404- Br onp- N44- (6N7[4Ct6”BUm&myldlmhcblﬁr4~ylﬂ>@>}-)2)ﬁt&)rﬂl?5rf@@?y}]-épbmyl] 2-
trifl lrfrﬁé onet hoxybbenzene uI

4-Bro N44- (6, 7- %l%‘%ﬁ%’ amfcﬁeol i n-4-yl oxy) - pheny1] - 2-

45t ri fl uor omet hoyyy '}ﬁﬁﬁ A Dy

4- Met hoxy- napht h§| ne2'1- su?l\‘-‘-| c acclgfan Z[IXIO()%)?fdJorO >¥E] rI]OXrY 4-
mllgxy% 2 gpt hyIh bﬁléﬁ%ﬂqsul ﬁ“ﬂ@?l f I fl

187- E)ekgenegﬁltfgﬁa[ﬁnq@jg'%gtho qun¥3£|n 4—@? )fy-Z_-iJ?uoergypjhenyl]-%-ﬁtl.xorou ro-
4- Br ono- 3- chl or omsfidd{@nzedesdfdraxyidqui nol i n- 4- yl oxy) - 2- et hyl -

5phenyi kbenzenesul f onam de
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-2-fluoro-

20 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-phenyl]l-4-fluoro-3-
25 methoxy-benzenesulfonamide

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

30 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-

35 methanesulfonamide

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

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

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

45 5-Chloro-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-phenyl]-2-methoxy-
benzenesulfonamide

5-Chloro-N-[4-(8,7-dimethoxy-quinolin-4-yloxy}-phenyl]-2-methoxy-4-
methyl-benzenesulfonamide



4- Chl or o- Nd4- (6, 7- di nmet hoxy- qui nol i n-4-yl oxy) - 2- net hyl - pheny11- 2-

fl uor o- benzenesul f onam de

N-[ 4- (6, 7- Di net hoxy- qui nol i n-4-yl oxy) - 2- net hyl - phenyl] 4 fl uoro- 3-

10net hoxy- benzenesul f onam de

3, 5-Di chl or o- Nd4- (6, 7-di met hoxy- qui nol i{g24-yl oxy) - phenyl] 4

hydr oxybenzenesul f onam de

153, 5- Di chl or o- Nd4- (6, 7- di met hoxy- qui nol i n-4-yl oxy) - 3- net hoxy- pheny1]

- 2--hydroxy- ben%ﬁ@ﬁ%ﬁﬂ/mﬁ[ﬂl g¢r- dlmethoxy—qumolﬂm g fﬂ?ﬁeﬁﬁ VA4 th6xy-
acid [2-fluoro-4; é uor 0-2-net hyl - quinol 1 n- 4- oxy) -‘phenyi kam de

3- Oyano- N-[2-f 1 ubB BZ%?S@“‘PP%W 2 2- et hyl - qui nol i n-4-yl oxy) - pheny! ] -

benzene ul f onam

N42- FI u ro-4-(6- &Fﬁogﬁo? D 'W&IWV'%”‘HB] 4?)/[%-5/\}1 ol rob‘Hb%Ml]Af §tWT§oxy-

25benzenesul f onamedeyldenizepesyionesnideoni ¢ aci d

[ 2-fl uoro- 4- (64l uoro- 2- et hyl - qui nal i n-4- vyl oxyE hercljyi]-am' de

303-Chloro 4 4-Methoxy-naphthalene-1-sulfonic "acid FG 7-dimethoxy-quinolin-4-

fl uoro-N42-f | uorQMyX@fﬁubmpaeayurghh&é qui nol i n- 4-yl oxy) -
phenyl fBenzenesul f onani de

]2 6-Di 11 vor o- N|4f2NFW@rb—Mm@ﬁdﬂybmjim]mm&M—ZqﬂmmLphw}]ﬂ “meghenhe sy 1
- enzenesu m‘é}h

5- Met hyl -t hi ophene- gp?e%zrﬁn(egglf%lf%m uor o- 4- (6-fl uoro- 2-net hyl -

qui nol i n-4-yl oxy h-graa.NF 43(@' 'Fiﬁlmethox quinolin. 4—yioxy) Rhenyl]-él methoxy-
N42- Fl ;flgro 4-(6-fluoro- Zgrre qui no 4-y| oxy) - phe

40t ri f I Yor omet hy PEREHSSES ?'P%(#Fam de

N14- (6- Fl uoro-2 YIoxy)- - 16 na

5.5 D ohi or o N4ETRIV LB A LAl ATy A TR ARGt

45benzenesul f onaRh@eyl]-amid je

3, 5-Di chl oro-N44- (6-f | uor o- 2- met hyl - qui nol i henyll-2-
met hox§Y benzenes[)'l('w ﬁ%@@eﬁﬁoxy-qumolm -4-yloxy 3 me %‘ueﬁyl] 3-phenoxy-

benzenesulfonamide

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

25
[soquinoline-5-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyll-amide
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
30 hydroxy-benzenesulfonamide
2-Methyl-3H-imidazole-4-sulfonic  acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-phenyl]-amide
35 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-
40 benzenesulfonamide
Benzo[blthiophene-2-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
phenyl]-amide
Benzo[blthiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-
45 phenyl]-amide

1-Methyl-2-0x0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(6,7-
dimethoxy-quinolin-4-yloxy)-phenyl]l-amide



188

2,4-Difl uoro-N44- (6-fl uoro-2-nethyl -quinolin-4-yl oxy)-phenyl | benzenes
ul f onam de

3, 5-Di fl uoro- N44- (6-fl uoro- 2- met hyl - qui nol i n- 4-yl oxy) - phenyl ] -
Sbenzenesul f onam de 183

3- Brono- N44- (6-fl uor o- 2- et hyl - qui nol i n-4-yl oxy) - phenyl ] -

benzenesul f onam de ) ) . o

104- Br onp- N4446- Binhenyl-2-ssifonigl -agid nb-(Gh7 Alimetieyyphanglin4 gloxy)-phenyl]-
trifluoronethyl - hgmgenesul f onam de

Thi ophene- 3- sul f oni caci d[ 4- (6-f | uor o- 2- met hyl - qui nol i n- 4-yl oxy) -
15phenyl | - am de N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-phenyl]-4-(3,5-dimethyl-

314-(6- gl uor o- 2- {gﬁkj?yél glh%}hbﬁy %é’ﬂz%%ﬂ&gl?%%%!d%u' f amoyl Phi ophene2-ca

rboxylic acid ne oro-t hi ophene-2-sul fonic

aci d [4-(6-fluorQ th;ﬁq ﬂﬁﬁﬂdlﬂofﬂx -4 298Vl u B EIHE N H TS0 -4-

5- xazol -5-yl -thio hene

[ 4- (6-f 1 uoro- 2- ngke,‘t]lg,quq MANGTYL 9'F"EW L phenyl ] - ani de

25Napht hal ene- 1-

o (61 tor o 2- nBlARPAY LGP Ie. 2Ci0) k() T-meHy-fingli-4-vioxy)-2-methyl-
1- Et hyl - 11- 1- pyr paehd}-dmédd f oni ¢ aci d

[ 4- (6-fluoro-2-nethyl - qui nolin-4- 30yl oxy)-phenyl]-am de

3, 5- Di chl or o- N44N¢[g- (ﬁtb&meﬂlwmymolqhﬂﬂéxy M@thﬁk@ﬁew%ywne@xy-
hydr ox%/ benzenesyéﬁﬁ;ﬁ;guﬁgnam;de 3,5-Dichloro-N-[2-fluoro 4 (2
met hy118-tri fl uor onet hyl - qui nol i n- 4-

35yl oxy) - phenyl ] Nbﬁhﬂ@i@m}hf-mmwe acid  [4~(6,7-dimethoxy-quinolin-4-yloxy)-2-
Bi phenyl - 3-sul fo V’*IE% -4-(2-nmethyl-8-trifluoronethyl -
qui nol i n-4-yl oxng ?@g Xr]n IFj%ON- [2-Fluoro 4 (2

met hy1l-8-trifl uogpyply Mh s‘ﬂﬂ’fbﬂf&' b@iﬂ‘ltcﬁ‘{@?éﬁ)im@ﬂﬁﬁé{ﬂdmﬁolm 4-yloxy)-2-methyl-
phenox benzenesu Napht hal ene- 1- sul'f oni ¢ aci

Dot luthos 4. (2. rrBJE‘?RM 898 £ 1 wor oret hy! -
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)}-2-methyl-phenyl]-3-pyrimidin-2-
yl-benzenesulfonamide

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

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

30 dimethoxy-quinolin-4-yloxy)-2-methyl-phenyi]-amide

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

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

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

40 N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-3-fluoro-phenyl]-2,5-difluoro-
benzenesulfonamide

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

45 fluoro-phenyll-amide

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

N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-2-fluoro-phenyl]-3-pyrimidin-2-



45qui nol i n- 4-yl oxy) - phenyl | - am de

2,5-Dichl oro-N42-fl uoro-4-(2-nmethyl-8-trifluoronethyl-quinolin-4-

yl oxy) - phenyl pbenzenesul f onam de
2,6-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoronethyl -quinolin-4-
189 yl oxyyphenyl kbenzenesul f onam de 184

N[ 2- Fl uoro-4-(2-met hy1l-8-trifl uoronet hyl - qui nol i n-4-yl oxy) - pheny1] -2
- 5trifluoronethyl-benzenesul f onam de

4- Met hoxy- napht hdtkenzenesulferaniEéci d[ 3-fl uoro 4 (2 nmet hyl- 8-
trifluoromethyl-guinalin-4-yloxy)-phenyl]-am de ,

3- Fl uoro- N-[ 3-f | hlclﬂc{-%@mﬁﬁwﬁ%r?@m-¥1ﬁmngﬁ>gﬁﬁy'ﬂ~2qfﬂf'H%ﬁqn?ﬁfhvly| oxy) -
10phenyl ] - 4- met hbayzdremsuéfoprsuideonam de

N43- Fl udr o- 4- (2-nmet hy1-8-trifluoronethyl -quinolin-4-yl oxy)-phenyll-2-
met hoxy- 4, 5- di neNaphthséenrenesilfohnanaded  [4-(6,7-dimethoxy-quinolin-4-yloxy)-
152, 5- Di f1 uor o- NgRah{|ugk@Rset- (2- met hyl - 8-tri fl uor omet hyl - qui nol i n-4-yl
oxy) - phenyl kbenzenesul f onam de 3-Chloro 4
fluoro-N-[2-fl uoa%-Bicﬂw?ormlfw%,&;@imeﬁhw-@mbmyi4=3ﬂuky)oi-'rrreu4ylnpheny|]-4-
20yl ox;@- phenyl ] ; b(grnze_nesul ona}€1 de .

2- et hy - 3H i mi dB¥TPEYREUGPPORTAETYES- £ 1 uor o- 4- (2- et hy1- 8-

4 (3, 5 0 ot ! - SoRatTon IV ARURLIAL AT S vord Sllppreert

4- (3, 5-Di et hyl -1'soxazol - y H
25t ri f 1 uor omet hy Meii@RoperrenapLiRYaMiienyf | - benzenesul f onani de

Bi pheny| - 4- sul fopi caci d[ 2-fJ uor o- 4 (2- 1-8-trifluoropmefhyl -
qui nol I){Jﬁ 4-yl oxy 1p§w€-¥1 ag acid [%f-(é‘?'}-la}/met?\oxyiqulno m—ﬁfox%—?;—ﬂuoro-
30N42- Fl uor o- 4- ( ghemgipshids t ri f | uor onet hyl - qui nol i n-4-yl oxy) - pheny1] -

3- pyrimdin-2-yl-benzenesul fonam de
Benzo[b]thiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-

20 3-fluoro-phenyll-amide

N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-3-flucro-phenyl]-4-fluoro-3-
methoxy-benzenesulfonamide

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

3,5-Dichloro-N-[4-(8,7-dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-
methoxy-benzenesulfonamide

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

N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-2-methyl-phenyl]-2-

35 triflucromethyl-benzenesulfonamide

N-[4-(6,7-Dimethoxy-quinoclin-4-yloxy)-phenyl]-2-trifluoromethoxy-
benzenesulfonamide

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

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

45 4-Bromo-3-chloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

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



Benzo[ b] t hi ophene- 2-sul fonicacid[2-fluoro 4 (2 nethyl- 8-
35trifluoronethyl-quinolin-4-yl oxy)-phenyl]-am de

Benzo[ b] t hi ophene- 3- sul f oni caci d[ 2-f| uor o- 4- (2- et hy1- 8-
trifluoromethyl-quinolin-4-yloxy)-phenyl]-am de

1- Met hyl- 2- oxo0- 2, 3-di hydr o- 1Hi ndol e- 5488l fonic acid [2-fl uoro-4-(2-
40met hyl -8-trifl uoronet hyl - qui nol i n- 4-yl oxy) - phenyl ] am de

Bi phenyl - 3-sul fonic acid [4-(7-benzyl oxy-6-net hoxy- qui nol i n-4-yl oxy) -

2-f1 uor o- phenyl ] NaL(@€7-Dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-2-
45Napht hal ene- 1- ?%g(; ni c y q P y)opoxy gprret y(;xy-

qui nol i n- 4-yl oxy % 8X}51{x?§ﬁ§?1('e%ﬁfné‘@nﬁﬁﬁhenyl 3-sul fonic acid
fde 190 81 phenyl BB - PifBleR MR R gty e fr 2BREN -2

met hoxy- 7- ( 2- nor peéianesaifgnamiasxy) - qui nol i n- 4- yI oxyl - phenyl} am de

S5N-{ 3- Fl uor o- 446- met hox mor phol i n- 4-yl| - et hoxy) - qui nal | n- 4-

yl oxy} - pheny1} - 2N tﬂr(ﬁﬁuéﬂrﬁﬁ‘%ﬂwﬂ%%ﬁé’ Vi-Sraafhey-phenyll- 4-ﬂU0l‘0 3-

N- { 3- Fl uor o- 446- metihoxybanictesnifgiahide 4- yl - et hoxy) - qui nol i n- 4-

10yl ox¥8 - pheny1}-2-trifl uor onet hoxy- benzenesul f onani de

Bi pheny! - 3-sul  oiomc-8-chlt6-NrE-Tdmetoagholn-H-floy)-Brsy-
ui nol i n-4-yl ox

g y yﬂ)?@n@é\ﬂﬁr%@ﬁﬁ%%

N- {446- Met hoxy- 7 phol I n-4-y oxy) qui nol i n- 4-yl oxy] - 2-

15met hyl - pheny |} N241 (61 A- DR ERBRY X Nolﬁﬁ%ﬁﬁ@?—@'—rﬁ@ﬂﬁmy%enyl]-z

Z o0 -éz.usr;s’hyt{%éﬁﬂaﬁe@gﬁ% iy oo G ol
202, 5-0i T uoro- Ny {3 Cﬂl)enzeﬂ?& 9Xc¥metlgc§(ﬁwﬂgfﬂj1 h%m@ﬁﬁ%ﬂ&?&w

qU|noI|n 4-yl oxy} - enyg}
N- { 446- Met hoxy- 7P @ﬂyibb@mne@uktowméiaqoxy) qU| nol i n-4-yl oxy] - 2-

nethyl heny1l} - 2- | uor onet ne nam de
4- Chl of%- 2-F1 uor%tﬂﬂ?@ ?10687‘?0%4*@4 ﬁM}FP 1% ol i ARG y| et Moy~
qui nol i n 4- y| oxytlimpihox-ghroieegokyeddioorephenyl}-amide

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

25
3,5-Dichloro-N-[4-(6,7-dimethoxy-quinolin-4-yloxy}-3-methyl-phenyl]-2-
methoxy-benzenesulfonamide
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy}-3-methyl-phenyl]-2-

30 trifluoromethyl-benzenesulfonamide
N-[4-(8,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2-
trifluoromethoxy-benzenesulfonamide

35 4-Methoxy-naphthalene-1-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-
yloxy)-3-methyl-phenyl]-amide
N-[4-(6,7-Dimethoxy-quinolin-4-yloxy)-3-methyl-phenyl]-2,5-difluoro-

40 benzenesulfonamide
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-

45 yloxy}-phenyl]-amide

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



4- Met hoxy- napht hal ene- 1-sul fonic acid {3-fluoro-4-[6-nmethoxy-7-(2-
30nor phol i n-4-yl - et hoxy) - qui nol i n- 4-yl oxy} - phenyl} - am de

N-{447- ( 3- Am no- pr opoxy) - 6- net hoxy- qui nol i n-4-yl oxyl- 3-fl uorophenyl}-
2-trifluoromethyl -benzenesul f onam de

35N- {447- ( 3- Ami no- pr opoxy) - 6- net hoxy- qugsol i n- 4-yl oxy] - 3-f | uor o-
phenyl}-2-trifl uoromet hoxy-benzenesul f onam de
(3-{412-Fluoro-4-(,2-trifluo t hoxy- hbenzenesul f o m no) - _
bhenoxy] - 6. met hod EIeRSERN Py 1S PG, HOL avoland-ETBE NPy sMinlird
40est er yloxy)-3-fluoro-phenyij-amide

N- ( 3- Fl uor o- 4-{6- met hoxy-713- (4-neth I-piperidin-l-yl);prog&x L-

qui nol i n- 4- y| oxyBigfteewlr43sutfonici faoubrén(@n?rgilrn@@@zmmlmﬁa u% ~fluoro-
452-BrogD-N-(3-fbH@ﬁg¥gnﬂ@3nethoxy-743-(4-nethy|-piperidin-1-y1)-

pr opoxyl - qui nol i n- 4-y1 oxyl - phenyl ybenzenesul f onam de

2,4-Di f I} uor o- I\t ( $=M;1émqr—2m4<o{£,8rmhj7mby1ﬁ4@ddlé-ﬁlmH*tyﬁc pi Eadidii n- 1py(®),7-
pr opoxy}-qui nol i p-4- XY}
2,6-Eif|uoro-hk(QU??ﬁégﬁéggggﬁ%%P%g§E§%@§ﬁ¥hB§Q®E§ﬂﬁ%ﬁperidin-1-y1)-
pr opoxygiqui nol i npds (M ] 1)- zengsykf-0 i PSR 2
Bhepht Kol ene- 1. sol D LS SURORD) L | e eI R S g pry @
pi peri di n- 1- y1) - PredpaRyRheuilhdinide 4- yi oxyl - phenyl yani de

Pr opane- 1- sul f onj caci -f1lyoro-4-{6: met hoxy-.743-,(4- et hyl - ,

Top per di o1y KB GR el A TS RSB R iATy-2.5-diftuoro-
2- Q/an?- N- ( 3- f | ubenzehdseifopamide/ - 743- (4- et hyl - pi peri din-1-y1) -
propoxy?- qui nol i n-4-yl oxy} - phenyl) - benzenesul f onam de o

4- Chl or o- 2- f | uor blaph{tBlenerdrauionts- msichoXg=(8-1-gimehas-ayinofneyipyyns-1

- 15y1) - propoxy] nmﬂh@gj_b;ﬁnew[yém@é - phenyl ) - benzenesul f onam de
But ane- 1- sul foni ¢ aci

(3-f | uor o- 4- { 6- MétCializro-RA3-(EIF-dirh ehloxpiquéralid-aloxd)-3am eoxytiengidi2- n-

4-yl oxyg- phenyl yani de :
202- Br %aer N-{3-F ﬁg%&g?%-”ﬁé%‘ﬁ%ﬁ@m % 2- mor phol i n- 4-y! - et hoxy) -

qui nol i n-4-yl oxyRijieRihlsreArenesyéifonanids 7-dimethoxy-quinolin-4-yloxy)-3-
methoxy-phenyl]-amide

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

Benzo[blthiophene-3-sulfonic acid [4-(6,7-dimethoxy-quinolin-4-yloxy)-

30 3-methoxy-phenyl]-amide

1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic acid [4-(8,7-
dimethoxy-quinolin-4-yloxy)-3-methoxy-phenyl]-amide

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

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

40 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-

45 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-diflucro-
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20
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-

25 benzenesulfonamide
Cyclopropanesulfonic acid [2-fluoro-4-{6-fluoro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide

30 ' 3-Chloro-4-fluoro-N-[2-fluoro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide
2,6-Difluoro-N-[2-flucro-4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-
benzenesulfonamide

35
5-Methyl-thiophene-2-sulfonic  acid  [2-fluoro-4-(6-fluoro-2-methyl-
quinolin-4-yloxy)-phenyl}-amide
N-[2-Fluorc-4-(6-flucro-2-methyl-quinolin-4-yloxy)-phenyl]-3-

40 trifluoromethyl-benzenesulfonamide
N-[4-(6-Fluoro-2-methyl-quinolin-4-yloxy)-phenyl}-benzenesulfonamide
3,5-Dichloro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-

45 benzenesulfonamide

3,5-Dichloro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-
methoxy-benzenesulfcnamide
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25 Naphthalene-1-sulfonic acid [4-(6-fluoro-2-methyl-quinolin-4-yloxy)-
phenyl]-amide
1-Ethyl-1H-pyrazole-4-sulfonic acid [4-(6-flucro-2-methyl-quinolin-4-
yloxy)-phenyl]-amide

30
3,5-Dichioro-N-[4-(6-fluoro-2-methyl-quinolin-4-yloxy)-phenyl]-2-
hydroxy-benzenesulfonamide
3,5-Dichloro-N-[2-flucro-4-(2-methyl-8-trifluoromethyl-quinolin-4-

35 yloxy)-phenyi]-benzenesulfonamide
Biphenyl-3-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)-phenyl]-amide

40 N-[2-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy}-phenyl]-3-
phenoxy-benzenesulfonamide
Naphthalene-1-sulfonic acid [2-fluoro-4-(2-methyl-8-trifluoromethyi-

45 quinolin-4-yloxy)-phenyll-amide

2,5-Dichloro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-
yloxy)-phenyl}-benzenesulfonamide

2,6-Dichloro-N-{2-flucro-4-(2-methyl-8-trifluoromethyl-quinolin-4-



15 13. The conpounds for use of claim 12, wherein the AXL receptor
tyrosi ne ki nase induced disorder is breast cancer. 14. The
conpounds or conpounds for use of any one of clains 7-13 in

20conmbi nation with a further nedicanment. 15. The conpounds or
conpounds for use of any one of clains18914 in a pharnaceuti cal
conposition further conprising pharnmaceutically acceptable carriers,

diluents and/or ?}do&y)\fSrr\]etar?yl]-ggnzenesulfonamide

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

4-Methoxy-naphthalene-1-sulfonic acid [3-fluoro-4-(2-methyl-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl]-amide

3-Fluoro-N-[3-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-
10 phenyl]-4-methoxy-benzenesulfonamide

N-[3-Fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl}-2-
methoxy-4,5-dimethyl-benzenesulfonamide

15 2,5-Difluoro-N-[2-flucro-4-(2-methyl-8-trifluocromethyl-quinolin-4-yloxy)-
phenyl]-benzenesulfonamide

3-Chloro-4-fluoro-N-[2-fluoro-4-(2-methyl-8-trifluoromethyl-quinolin-4-

20 yloxy)-phenyl]-benzenesulfonamide

2-Methyl-3H-imidazole-4-sulfonic acid [3-fluoro-4-(2-methyl-8-
trifluoromethyl-quinolin-4-yloxy)-phenyl}-amide

4-(3,5-Dimethyl-isoxazol-4-ylmethoxy)-N-[3-fluoro-4-(2-methyl-8-
25 trifluoromethyl-quinolin-4-yloxy)-phenyl]-benzenesuifonamide

Biphenyl-4-sulfonic acid [2-fluoro-4-{2-methyl-8-trifluoromethyl-
quinolin-4-yloxy)-phenyl-amide

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

Benzo[b]thiophene-2-sulfonic acid [2-fluoro-4-(2-methyl-8-

25 trifluoromethyl-quinolin-4-yloxy)-phenylj-amide

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

1-Methyl-2-ox0-2,3-dihydro-1H-indole-5-sulfonic  acid [2-fluoro-4-(2-
40 methyl-8-trifluoromethyl-quinolin-4-yloxy)-phenyl]-amide
Biphenyl-3-sulfonic acid [4-(7-benzyloxy-6-methoxy-quinolin-4-yloxy)-
2-fluoro-phenyl]-amide
45 Naphthalene-1-sulfonic  acid  {4-[7-(3-amino-propoxy)-6-methoxy-
quinolin-4-yloxy]-3-flucro-phenyl}-amide

Biphenyl-3-sulfonic acid {4-[7-(3-amino-propoxy)-6-methoxy-quinolin-
4-yloxy]-3-fluoro-phenyl}-amide
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Biphenyl-3-sulfonic  acid {3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-
ethoxy)-quinolin-4-yloxy]-phenyl}-amide
N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy}-quinolin-4-
yloxy]-phenyl}-2-trifluoromethyl-benzenesulfonamide
N-{3-Fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy}-quinolin-4-
yloxyl-phenyl}-2-trifluoromethoxy-benzenesulfonamide
Biphenyl-3-sulfonic acid {4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-2-methyl-phenyli}-amide
N-{4-[6-Methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-2-
methyl-phenyl}-2-trifluoromethoxy-benzenesulfonamide
2,5-Difluoro-N-{4-[6-methoxy-7-(2-morpholin-4-yl-ethaxy)-quinolin-4-
yloxyl-2-methyl-phenyl}-benzenesulfonamide
2,5-Difluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-ethoxy)-
quinolin-4-yloxy]-phenyl}-benzenesulfonamide
N-{4-[6-Methoxy-7-(2-morpholin-4-yl-ethoxy)-quinolin-4-yloxy]-2-
methyl-phenyl}-2-trifluoromethyl-benzenesulfonamide
4-Chloro-2-fluoro-N-{3-fluoro-4-[6-methoxy-7-(2-morpholin-4-yl-
ethoxy)-quinoclin-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-propoxy)-6-methoxy-quinolin-4-yloxy]-3-fluoro-

phenyl}-2-triflucromethyl-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})-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
2,4-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyi-piperidin-1-yl)-
propoxy]-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
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2,6-Difluora-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxyl-quinolin-4-yloxy}-phenyl)}-benzenesulfonamide
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)-propoxyl-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)-propoxyl-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 (3-fluoro-4-{6-methoxy-7-[3-(4-methyl-
piperidin-1-yl)-propoxyl-quinolin-4-yloxy}-phenyl)}-amide
2-Fluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
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}-benzenesuifonamide

2 6-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl}-
propoxy]-quinolin-4-yloxy}-phenyi)-benzenesulfonamide
N-(3-Fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-propoxyl-
quinclin-4-yloxy}-phenyl)-2-triflucromethoxy-benzenesulfonamide
2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(4-methyl-piperidin-1-yl)-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide
N-(3-Fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-propoxy]-
quinolin-4-yloxy}phenyl)-2-triflucromethyl-benzenesulfonamide
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2,5-Difluoro-N-(3-fluoro-4-{6-methoxy-7-[3-(3-methyl-piperidin-1-yl)-
propoxyl-quinolin-4-yloxy}-phenyl)-benzenesulfonamide

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

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

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

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

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

8. The compounds of any one of claims 1-7 for use in medicine.

9. The compounds of claim 8 for use in the treatment and/or prevention of
AXL receptor tyrosine kinase induced disorders.
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The compounds for use of claim 9, wherein the AXL receptor tyrosine
kinase induced disorders are selected from the group consisting of
hyperproliferative disorders.

The compounds for use of claim 10, wherein the AXL receptor tyrosine
kinase induced disorders are selected from the group consisting of
cancer and primary tumor metastases.

The compounds for use of claim 11, wherein the AXL receptor tyrosine
kinase induced disorders are selected from breast, colon, prostate, lung,
gastric, ovarian, endomeitrial, renal, hepatocellular, thyroid, uterine
cancer, esophageal carcinoma, squamous cell carcinoma, leukemia,
osteosarcoma, melanoma, glioblastoma, and neuroblastoma.

The compounds for use of claim 12, wherein the AXL receptor tyrosine
kinase induced disorder is breast cancer.

The compounds or compounds for use of any one of claims 7-13 in
combination with a further medicament.

The compounds or compounds for use of any one of claims 1-14 in a
pharmaceutical composition further comprising pharmaceutically
acceptable carriers, diluents and/or adjuvants.



