CLAIMS
What is claimed is:

1 A compound of Formula I,
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Formula I

or a pharmaceutically acceptable salt, hy<rate-solvate-enantiomer, stereoisomer, or
tautomer thereof,

wherein

X is halogen;

Zl1 and 72 are independenthy-and-individually-CR2-05-N;

73 is CH-orN;
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each R1 is independently and individually halogen, H, C1-C6 alkyl, branched C3-C7
alkyl, C3-C7 cycloalkyl, or -CN;

each R2 is individually and independently H, halogen, C1-C6 alkyl, or cyano;
R3 is -C(O)R4, -C(0)-C6-C10-aryl, -C(0)-C4-C6-heterocyclyl, or -C(0)-C5-C6-

heteroaryl, wherein

heterocyelyl is a 4-6 membered ring containing one or two heteroatoms selected from the

group consisiting of N, O, or 8 with the remainder of the ring atoms comprised of carbon:

wherein C5-C6 heteroarvl is a 5 or 6-membered aromatic ring where at least one of the

ring atoms is an O, N. or §: and

with the proviso that when R3 is -C(0)-C4-C6-heterocyclyl, the heterocyclyl
does not have a N bonding hand to -C(O);
R4 is C3-C8 cycloalkyl, C1-C7 alkyl, €3-C8-eveloalieyh—(CH,)p-CN, -(CH,),-OR6,
-(CH2)p-NR6(R7),-(CH,),-S0,-Cl-C6-alkyl, -(CH,),-C6-C10-aryl, -(CH,),-C5-C6-heteroaryl,
or -(CH,)p-C4-C6-heterocyclyl, wherein

each alkyl or alkylene is optionally substituted with one or two C1-C6 alkyl; and
aryl is phenyl, naphthyl, tetrahydronaphthyl, indenyl or indanyl;
each R6 and R7 is individually and independently H, C1-C6 alkyl, or C3-C8 branched
alkyl;
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each cycloalkyl, aryl, heteroaryl and heterocyclyl is independently substituted with —
(R25)y;

each R25 is individually and independently C1-C6 alkyl, branched C3-C8 alkyl, halogen,

~(CHy)w-CN, -(CH,)-OR6, ~(CH,),,-NR6(R7), -(CH,),-SO,-C1-C6-alkyl,
-(CHy)n-C(O)NR6(R7), -(CH,),,-C(0)-C4-C6-heterocyclyl, or -(CH,),-C4-C6-heterocyclyl,
wherein each alkyl or alkylene is optionally substituted with one or two C1-C6 alkyl;

each m is individually and independently 0, 1, 2, or 3; and

pisl, 2 or3.
2 “re-compound-etfelaim-bwherein 2l ond- 22 a1 CR2 and 23 i CHL
32 The compound of claim 2}, wherein the compound of Formula ] is a compound of Formula Ic,

§
“R3

F
0
0SS Sa b1
S [
H H k (R2),

Formula I¢

or a pharmaceutically acceptable salt, kydrate solvate-enantiomer, stereoisomer, or

tautomer thereof, wherein R2 and R3 are defined as in claim 1 and

wherein

nis0, 1, or 2.

43, The compound of claim 32, wherein R3 is -C(O)R4 and wherein R4 is defined as in claim 1.

Un
I

The compound of claim 43, wherein R4 is C3-C8 cycloalkyl, C1-C7 alkyl, €3-C8-eveloatksd
“(CH,)p-CN, -(CH,),-OR6, -(CH,)p-NR6(R7), -(CH,),-SO,-C1-C6-alkyl, or -CH,)p-C4-C6-
heterocyclyl, and wherein each alkyl or alkylene is optionally substituted with one or two
C1-C6 alkyl.

¥

&35, The compound of claim 43, wherein R4 is C3-C8 cveloalky! or C1-C7 alkyl-or-&3-C8-eveloall

and wherein each alkyl or alkylene is optionally substituted with one or two C1-C6 alkyl.
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F6. The compound of claim 32, wherein R3 is -C(0)-C6-C10-aryl, -C(0)-C4-C6-heterocyclyl,

or -C(0)-C5-Cé6-heteroaryl and wherein aryl, C4-C6 heterocyelyl and C5-C6 heteroaryl are

defined as in claim 1.
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207. A compound according to claim 1 which is seleeted-from-the-sroup-consisting-of N-(4-(2-

acetamidopyridin-4-yloxy)- 2,5-difluorophenyl)-N'-(4-fluorophenyl)cyclopropane-1,1-
dicarboxamide, N-(4-(2-acetamidopyridin-4-yloxy)-5-chloro-2-fluorophenyl)-N'-(4-
fluorophenyl)cyclopipane-1,1-dicarboxamide, N-(4-(2-acetamidopyridin-4-yloxy)-2,5-
difluorophenyl)-N'-phenylcyclopropane-1, 1 -dicarboxamide, N-(4-(2-(2-
(dimethylamino)acetamido)pyridin-4-yloxy)-2,5-difluorophenyl)-N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide, M-

o PP PR TR P PES T sk e ]\ T\]’
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Huerophenybeyelopropane-t-1-dicarboxamider N-(4-(2-
(cyclopropanecarboxamido)pyridin-4-yloxy)-2,5-difluorophenyl)-N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide, N-(2,5-difluoro-4-(2-
propionamidopyridin-4-yloxy)phenyl)-N'-(4-fluorophenyl)cyclopropane-1,1-
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ZE8.

dicarboxamide, N-(2,5-difluoro-4-((2-(2-methoxyacetamido)pyridin-4-yl)oxy)phenyl)-
N'-(4-fluorophenyl)cyclopropane-1, 1-dicarboxamide, N-(2,5-difluoro-4-(2-
isobutyramidopyridin-4-yloxy)phenyl)-N'-(4-fluoiOphenyl)cyclopropane-1,1-
dicarboxamide, N-(4-(2-(2-cyanoacetamido)pyridin-4-yloxy)-2,5-difluorophenyl)-N'-(4-
fluorophenyl)cyclopropane-1, 1-dicarboxamide, N-(4-(2-(azetidine-3-
carboxamido)pyridin-4-yloxy)-2,5-difluorophenyl)-N'-(4-fluorophenyl)cyclopropane-
1, 1-dicarboxamide, N-(4-(2-(cyclobutanecarboxamido)pyridin-4-yloxy)-2,5-
difluorophenyl)-N'-(4-fluorophenyl)cyclopropane-1, 1-dicarboxamide, (R)-N-(2,5-
difluoro-4-((2-(2-methoxypropanamido)pyridin-4-yl)oxy)phenyl)-N'-(4-
fluorophenyl)cyclopropane-1, 1-dicarboxamide, (R)-N-(2,5-difluoro-4-((2-(2-
hydroxypropanamido)pyridin-4-yl)oxy)phenyl)- N'-(4-fluorophenyl)cyclopropane-1,1-
dicarboxamide, N-(2,5-difluoro-4-((2-pivalamidopyridin-4-yl)oxy)phenyl)-N'-(4-
fluorophenyl)cyclopropane- 1, 1-dicarboxamide, (S)-N-(2,5-difluoro-4-((2-(2-
methoxypropanamido)pyridin-4-yl)oxy)phenyl)-N’-(4-fluorophenyl)cyclopropane-1, 1-
dicarboxamide, (S)-1-((4-(2,5-difluoro-4-(1 -((4-
fluorophenyl)carbamoyl)cyclopropanecarboxamido)phenoxy)pyridin- 2—yl)am1no) 1-

oxopropan-2-yl acetate, N-(2:5-difluore-4-({2-(2-fluore-2-methylprosanam
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ssalt, enantiomer

or a pharmaceutically acceptable salis-selvates—bydeates-and taut

sterevisomer or tantomer thereof.

A compound selected-fromaccording to claim 1 which is N-(4-(2-
(cyclopropanecarboxamido)pyridin-4-yloxy)-2,5- difluorophenyl)- N'-(4-
fluorophenyl)cyclopropane-1,1-dicarboxamide, N-(2,5-difluoro-4-
(2-propionamidopyridin-4-yloxy)phenyl)-N'-(4-fluorophenyl)cyclopropane-1,1-
dicarboxamide, N-(2,5-difluoro-4-(2-isobutyramidopyridin-4-yloxy)phenyl)- N'-(4-
fluorophenyl)cyclopropane-1 ,1-dicarboxamide, N-(4-(2-acetamidopyridin-4-yloxy)-2,5-
dirluorophenyl)-N'-(4-fluorophenyl)cyclopiOpane-1,1 -dicarboxamide or a

pharmaceutically acceptable salt, enantiomer, steroisomer. or tautomer thereof,

64



TR Do - howpant wrataiadfn ot i i

e ’ S TR TR o T 5y s Oyt ¥
3 soxsoa. ok nlas I whersin the dcsacs otinle e Sorpasoion-ieat benct maetiallx
Eere FE T S35 & epary 5 ) S R O BATS S M W FESUr e R iu e v S e o 28 < pezEn
celiatoct by o einan st o b DRI s tant asam o B e ols et Lo o
fédcmivsges g Al ¥4 ¥ L Py e s ety RIS f e i pan i) ety s o Ty

L LR Lumoeshatheraat
OOy T LTy wUUEE 3

249,

2612,

A pharmaceutical composition, comprising a compound of any of claims 1-21-§ and a

pharmaceutically acceptable carrier.

The composition of claim 249, further comprising an additive selected from adjuvants,

excipients, diluents, or stabilizers.

The use of a compound according to claim 1 for the manufacture of a medicament for the

treatment of cancer,

ryvy . 3 £ o .
Yse-The use of a compound efanyofelaimst-2lin-the-menufacture-of a-medicament fortl
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ch-as-send-tmmersaccording to claim 11 wherein the cancer is solid tumors, gastric tumors.

esophageal cancer, melanomas, glioblastomas, head and neck cancer, ovarian cancer,

pancreatic cancer, prostate cancer, lung cancers, breast cancers, renal cancers, hepatic

(W Ve

cancers, cervical carcinomas, metastasis of primary tumor sites, mvelopreliferative diseases.

T

ronie-ryetogenons-lenkemia-leukemias- papillary-thyroid carcinoma, non-small cell lung

cancer, mesothelioma, hvpercosinophilie-syndrome; or colonic cancers—oeculardiseas
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The compound according to claim 8 which is N-(4-(2-(cyclopropanecarboxamido)pyridin-

4-yloxy)-2.5-difluorophenvD)-V'-(4-fluorophenyDevelopropane-1. 1 -dicarboxamide. or a

pharmaceutically acceptable salt thercof.

A pharmaceutical composition. comprising the compound of ¢laim 13 and a

pharmaceuticallv accentable carrier.

65



16.

The composition of claim 14, further comprising an additive selected from adiuvants,

excipients, diluents, or stabilizers,

The compound according to claim 8 which is N-(2.5-difl uoro-4-( 2-propionamidopvridin-4-

doxy)phenyl)-N"-(4-fluorophenylieyclopropane-1.1-dicarboxamide, or a pharmaceutically

acceptable salt thereof,

A pharmaceutical composition, comprising the compound of claim 16 and a

pharmaceutically acceptable carrier.

The composition of claim 17, further comprising an additive selected from adiuvants

excipients, diluents, or stabilizers.

The compound according to claim 8 which is N-(4- 2-acetamidopyridin-4-vlioxy)-2,5-

difluorophenyl)-N"-(4-fluorophenyl)evelopropane-1.1-dicarboxamide. or a

pharmaceutically acceptable salt, thereof.

A pharmmaceutical composition, comprising the compound of claim 19 and a

pharmaceutically acceptable carrier.

The composition of claim 20, further comprising an additive selected from adiuvants excipients

diluents, or stabilizers.




