demonstrated by biopsy samples obtained from different progressing metastases within each
patient (Wardelmann, E., et al. Lancet Oncol. 2005, 6, pg. 249-251; Fletcher, J.A. and Rubin,
B.P., Curr. Opin in Genetics & Develop., 2007, 17, pg. 3-7). This complex ¢c-KIT mutational
heterogeneity within individual patients underscores an unmet medical need to identify
inhibitors of ¢c-KIT kinase that are effective across a broad spectrum of ¢-KIT primary and
secondary mutations. Such a broad spectrum c¢-KIT inhibitor would be of high therapeutic

value in the treatment of refractory GIST patients.

Summary of the Invention

[0005] The present inventiondisclosure discloses the unexpected utility of compounds that

inhibit c-KIT kinase across a broad range of ¢-KIT mutations, including complex occurrences
of primary mutations (KIT exon 9 or 11) and secondary KIT mutations (exons 13, 14, 17 and
18) that may arise in individual, refractory GIST patients. Also unexpected is the utility of
compounds of the present inventiondisclosure to inhibit the problematic exon 17 D816V c-
KIT mutation, for which there is currently no effective therapy. D816 mutations in ¢-KIT
have been demonstrated to cause mastocytosis, mast cell leukemia, seminomas,
dysgerminomas, lymphomas, and intracranial teratomas (Ning, A.Q, Li, J., and Arceci, R.J.
Leuk Lymphoma, 2001, 41, pg. 513-522; Beghini, A., et al. Blood, 2000, 95, pg. 726-727,
Tian, Q., et al. Am J. Pathol. 1999, 154, pg. 1643-1647; Nagata, H., et al. Proc. Natl. Acad.
Sci. USA, 1995, 92, 10560-10564; Longley, B.J., et al. Nat. Genet., 1996, 12, pg. 312-314).
The present imventiendisclosure also discloses new compounds for the treatment of diseases
caused by c-KIT mutation, including new compounds for the treatment of refractory GIST,

mast cell leukemia, or mastocytosis.

[0006] One—aspect—of-the—present—invention—providesDisclosed is a method of treating a

disease caused by the kinase activity of c-KIT, oncogenic forms thereof, aberrant fusion
proteins thereof or polymorphs thereof, comprising the administration of a compound of

formula Ia



each R10 is independently and individually selected from the group consisting of CO,H,
CO,C1-Céalkyl, CO-N(R4),, OH, C1-Cé6alkoxy, C1-Coéalkyl, and -N(R4),;

each R17 is taken from the group comprising phenyl, naphthyl, pyrrolyl, furyl, thienyl,
oxazolyl, thiazolyl, isoxazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl,
tetrazolyl, pyrazinyl, pyridazinyl, triazinyl, oxetanyl, azetadinyl, tetrahydrofuranyl,
oxazolinyl, oxazolidinyl, pyranyl, thiopyranyl, tetrahydropyranyl, dioxalinyl, pyrrolidinyl,
and piperidinyl;

wherein R17 can be further substituted with one or more Z2 or Z3 moieties;

wherein two R3 or R4 moieties are independently and individually taken from the group
consisting of C1-C6alkyl and branched C3-Co6alkyl, hydroxyalkyl, and alkoxyalkyl and are
attached to the same nitrogen atom, said moieties may cyclize to form a C3-C7 heterocyclyl

ring; and kis 1 or 2; nis 0-6; pis 1-4; qis 2-6;ris O or 1; tis 1-3.

[0007] In one embedimentexample, the inventienpresent disclosure provides a method of

treating a disease caused by the kinase activity of ¢-KIT, oncogenic forms thereof, aberrant
fusion proteins thereof or polymorphs thereof, wherein c¢-KIT contains a missense mutatation,
insertion mutation, or a deletion mutation encoded by exons comprising Exon 9, Exon 11,
Exon 13, Exon 14, Exon 17, or Exon 18, presenting either individually or in combination,
comprising the administration of a compound of formula la or a pharmaceutically acceptable

salt thereof.

[0008] Also disclosed is A—second-aspect—of—the—presentinvention—provides a method of

treating a disease selected from gastrointestinal stromal tumors, ovarian cancer, pancreatic

cancer, prostate cancer, lung cancers, breast cancers, melanoma, renal cancers, hepatic
cancers, cervical carcinomas, metastasis of primary tumor sites, papillary thyroid carcinoma,
non-small cell lung cancer, mesothelioma, hypereosinophilic syndrome, colonic cancers,
acute myeloid leukemia, germ cell tumors of the seminoma or dysgerminoma, teratomas,
mastocytosis, or mast cell leukemia, said method comprising administering a therapeutically
effective amount of a compound of Formula Ia, or a pharmaceutically acceptable salt thereof,
to a patient.
In one aspect, there is provided a pharmaceutical composition comprising a compound

as described herein or a salt thereof, together with a pharmaceutically acceptable carrier, said

carrier including an additive selected from the group including adjuvants, excipients, diluents,
and stablilizers.




[0009] A—third-aspeetof-the-presentinvention-previdesAlso disclosed is a pharmaceutical

composition comprising a compound of Formula Ia, or a pharmaceutically acceptable salt
thereof, in association with a pharmaceutically acceptable carrier, with the proviso that the
compound is not 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-

fluoro-4-
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methylphenyl)-3-(naphthalen-1-yljurea, 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-5-(1-
ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluorophenyl)-3-
phenylurea,  1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-
3-yl)-2-fluorophenyl)-3-(2,3-difluorophenyl)urea, 1-(2-fluoro-5-(1-isopropyl-7-
(methylamino)-2-0x0-1,2-dihydro-1 ,6—naphthyridin—3 -yl)phenyl)-3-phenylurea, 1-(4-
chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-
fluorophenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-2-fluoro-5-(1-methyl-7-
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-phenylurea, 1-(4-
chloro-2-fluoro-5-(1-methyl-7-(methylamino)-2-0xo-1,2-dihydro-1,6-naphthyridin-3-
yl)phenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-2-fluoro-5-(1-methyl-7-(methylamino)-2-
oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-(3-cyanophenyl)urea, or 1-(4-chloro-2-
fluoro-5-(1-methyl-7-(methylamino)-2-ox0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-
(2,3-difluorophenyl)urea.

In one aspect, there is provided use of a compound of Formula Ia or a pharmaceutically

acceptable salt thereof, for the manufacture of a medicament for the treatment of a disease caused by
the kinase activity of ¢-KIT, oncogenic forms thereof, or polymorphs thereof.

[0010] Afeurth-aspeet-of-the-present-invention-providesAlso disclosed is use of a compound

of Formula Ia or a pharmaceutically acceptable salt thereof, for the manufacture of a

medicament for the treatment of a disease selected from gastrointestinal stromal tumors,
ovarian cancer, pancreatic cancer, prostate cancer, lung cancers, breast cancers, melanoma,
renal cancers, hepatic cancers, cervical carcinomas, metastasis of primary tumor sites,
papillary thyroid carcinoma, non-small cell lung cancer, mesothelioma, hypereosinophilic
syndrome, colonic cancers, acute myeloid leukemia, germ cell tumors of the seminoma or

dysgerminoma, teratomas, mastocytosis, or mast cell leukemia.

[0011] A—fifth—aspeet—ofthe—present-invention—providesAlso disclosed is a compound of

formula la




or a pharmaceutically acceptable salt thereof,

Ta



wherein R17 can be further substituted with one or more Z2 or Z3 moieties;

wherein two R3 or R4 moieties are independently and individually taken from the group
consisting of C1-Céalkyl and branched C3-C6alkyl, hydroxyalkyl, and alkoxyalkyl and are
attached to the same nitrogen atom, said moieties may cyclize to form a C3-C7 heterocyclyl

ring;
andkis 1 or2;nis0-6;pis1-4;qis2-6;ris 0 or 1; tis 1-3;

with the proviso that the compound is not 1-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-
1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-(naphthalen-1-yl)urea, 1-(5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(naphthalen-1-
yhurea, 1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-
3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(2,3-difluorophenyl)urea,  1-(2-fluoro-5-
(1-isopropyl-7-(methylamino)-2-o0x0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-
phenylurea,  1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-
3-yl)-2-fluorophenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-2-fluoro-5-(1-methyl-7-
(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-phenylurea, 1-(4-
chloro-2-fluoro-5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-
yl)phenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-2-fluoro-5-(1-methyl-7-(methylamino)-2-
0xo0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-(3-cyanophenyl)urea, or 1-(4-chloro-2-
fluoro-5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-
(2,3-difluorophenyl)urea.

[0012] In any of the foregoing aspects:

[0013] In one embedimentexample, the compound of Formula Ia is a compound wherein: A

is phenyl; or a pharmaceutically acceptable salt thereof.

[0014] In one embodimentexample, the compound of Formula Ia is a compound wherein: A

is naphthyl; or a pharmaceutically acceptable salt thereof.

is benzothienyl; or a pharmaceutically acceptable salt thereof.
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[0016] In one embedirmentexample, the compound of Formula Ja is a compound wherein: R1
is taken from the group consisting of C1-C4alkyl, branched C3-C5alkyl, and C3-

C5carbocyclyl; or a pharmaceutically acceptable salt thereof.

[0017] In one embedimentexample, the compound of Formula Ja is a compound wherein: R1

is C1-C4alkyl; or a pharmaceutically acceptable salt thereof.

[0018] In one embodimentexample, the compound of Formula Ia is a compound wherein: R1
is branched C3-C5alkyl; or a pharmaceutically acceptable salt thereof.

[0019] In one embedimentexample, the compound of Formula Ia is a compound wherein: R1

is C3-C5carbocyclyl; or a pharmaceutically acceptable salt thereof.

[0020] In one embedimentexample, the compound of Formula la is a compound wherein: Z1
is selected from the group consisting of -NH(R4) and -NHCORS; or a pharmaceutically

acceptable salt thereof.

[0021] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NH(R4); or a pharmaceutically acceptable salt thereof.

[0022] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1
is -NH(R4) and R4 is H or C1-Cé6alkyl; or a pharmaceutically acceptable salt thereof.

[0023] In one embodimentexample, the compound of Formula la is a compound wherein: Z1
is -NH(R4) and R4 is H; or a pharmaceutically acceptable salt thereof.

[0024] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1
is -NH(R4) and R4 is C1-C6alkyl; or a pharmaceutically acceptable salt thereof.

[0025] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NH(R4) and R4 is methyl; or a pharmaceutically acceptable salt thereof.

[0026] In one embodimentexample, the compound of Formula la is a compound wherein: Z1

is -NR4CORS; or a pharmaceutically acceptable salt thereof.

[0027] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NHCORS; or a pharmaceutically acceptable salt thereof.

[0028] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1
is -NHCORS and R8 is hydrogen, C1-Cé6alkyl, branched C3-C7alkyl, C3-C8carbocyelyl, -
N(R4)2, or R5; or a pharmaceutically acceptable salt thereof.
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[0029] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NHCORS and R8 is C1-Cé6alkyl; or a pharmaceutically acceptable salt thereof.

[0030] In one embadimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NHCORS and RS is branched C3-C7alkyl; or a pharmaceutically acceptable salt thereof.

[0031] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1
1s -NHCORS and R8 is C3-C8carbocyclyl; or a pharmaceutically acceptable salt thereof.

[0032] In one embedimentexample, the compound of Formula Ia is a compound wherein: Z1

is -NHCORS and R8 is -N(R4)2; or a pharmaceutically acceptable salt thereof.

[0033] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1
is -NHCORS and R8 is R5; or a pharmaceutically acceptable salt thereof.

[0034] In one embodinentexample, the compound of Formula Ia is a compound wherein:
each R2 is independently hydrogen, methyl, or halogen and t is 2; or a pharmaceutically

acceptable salt thereof.

[0035] In one embodimentexample, the compound of Formula Ia is a compound of Formula

Ib

F
O
A/“\
N

H H

wherein:
R2 is hydrogen, methyl, or halogen; or a pharmaceutically acceptable salt thereof.

[0036] In one embedimentexample, the compound of Formula Ia is a compound of Formula

Ib wherein: R2 is hydrogen; or a pharmaceutically acceptable salt thereof.

[0037] In one embedimentexample, the compound of Formula Ia is a compound of Formula

Ib wherein: R2 is methyl; or a pharmaceutically acceptable salt thereof.

[0038] In one embodimentexample, the compound of Formula Ia is a compound of Formula

Ib wherein: R2 is halogen; or a pharmaceutically acceptable salt thereof.
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[0039] In one ex ; example, the compound of Formula la is a compound of Formula
Ib wherein: A is phenyl, R1 is C1-C4alkyl, branched C3-C5alkyl, or C3-C5carbocyclyl, R2 is
hydrogen, methyl, or halogen, and Z1 is -NH(R4) or -NHCORS; or a pharmaceutically

acceptable salt thereof.

[0040] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is phenyl, R1 is C1-C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4) or -
NHCORS; or a pharmaceutically acceptable salt thereof.

[0041] In one embodimentexample
Ib wherein: A is phenyl, R1 is ethyl, R2 is methyl or halogen, and Z1 is -NH(R4) or -

, the compound of Formula Ia is a compound of Formula

NHCORS; or a pharmaceutically acceptable salt thereof.

[0042] In one embedismentexample, the compound of Formula la is a compound of Formula
Ib wherein: A is phenyl, R1 is ethyl, R2 is methyl or halogen, Z1 is -NH(R4) and R4 is

methyl; or a pharmaceutically acceptable salt thereof.

[0043] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is phenyl, R1 is ethyl, R2 is methyl, Z1 is -NH(R4) and R4 is methyl; or a

pharmaceutically acceptable salt thereof.

[0044] In one embeodimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is phenyl, R1 is ethyl, R2 is halogen, Z1 is -NH(R4) and R4 is methyl; or a

pharmaceutically acceptable salt thereof.

[0045] In one embedimentexample, the compound of Formula la is a compound of Formula
Ib wherein: A is naphthyl, R1 is C1-C4alkyl, branched C3-C5alkyl, or C3-CS5carbocyclyl, R2
is hydrogen, methyl, or halogen, and Z1 is -NH(R4) or -NHCORS; or a pharmaceutically

acceptable salt thereof.

Ib wherein: A is naphthyl, R1 is C1-C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4) or -
NHCORS; or a pharmaceutically acceptable salt thereof.

[0047] In one embodismentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is naphthyl, R1 is ethyl, R2 is methyl or halogen, and Z1 is -NH(R4) or -
NHCORS; or a pharmaceutically acceptable salt thereof.
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[0048] In one embeodimentexample, the compound of Formula Ia is a compound of Formula

Ib wherein: A is naphthyl, R1 is ethyl, R2 is methyl or halogen, Z1 is -NH(R4) and R4 is

methyl; or a pharmaceutically acceptable salt thereof.

Ib wherein: A is naphthyl, R1 is ethyl, R2 is methyl, Z1 is -NH(R4) and R4 is methyl; or a

pharmaceutically acéeptable salt thereof.

[0050] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is naphthyl, R1 is ethyl, R2 is halogen, Z1 is -NH(R4) and R4 is methyl; or a

pharmaceutically acceptable salt thereof.

[0051] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is C1-C4alkyl, branched C3-CS5alkyl, or C3-
C5carbocyclyl, R2 is hydrogen, methyl, or halogen, and Z1 is -NH(R4) or -NHCORS; or a

pharmaceutically acceptable salt thereof.

[0052] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is C1-C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4)
or -NHCORS; or a pharmaceutically acceptable salt thereof.

[0053] In one embodimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is ethyl, R2 is methyl or halogen, and Z1 is -NH(R4) or -
NHCORS; or a pharmaceutically acceptable salt thereof.

[0054] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is ethyl, R2 is methyl or halogen, Z1 is -NH(R4) and R4 is

methyl; or a pharmaceutically acceptable salt thereof.

[0055] In one embedimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is ethyl, R2 is methyl, Z1 is -NH(R4) and R4 is methyl; or

a pharmaceutically acceptable salt thereof.

[0056] In one embeodimentexample, the compound of Formula Ia is a compound of Formula
Ib wherein: A is benzothienyl, R1 is ethyl, R2 is halogen, Z1 is -NH(R4) and R4 is methyl; or

a pharmaceutically acceptable salt thereof.

disease caused by c-KIT kinase comprising gastrointestinal stromal tumors, ovarian cancer,

melanoma, cervical carcinomas, acute myeloid leukemia, germ cell tumors of the seminoma
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yl)azetidine-1-carboxamide, 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-
naphthyridin-3-yl)-2-fluoro-4-iodophenyl)-3-phenylurea, and 1-(5-(1-ethyl-7-((1-methyl-1H-
pyrazol-4-yl)amino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-

phenylurea; or a pharmaceutically acceptable salt thereof.

In another aspect, there is provided a compound selected from the group consisting of

1-(4-chloro-3-(1-methyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-
yl)phenvl)-3-(3-cyanophenyl)urea, 1-(3-cyanophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-
0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)urea,  1-(benzo[b]thiophen-3-yl}-3-
(2-fluoro-4-methyl-5-(1-methyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-
vDiphenvDurea, 1-(benzo[blthiophen-3-vy1}-3-(2.4-difluoro-5-(1-methyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)urea, 1-(5-(1-¢thyl-7-
(methylamino)-2-oxo0-1,2-dihvdro-1,6-naphthyridin-3-yD)-2.4-difluorophenvl)-3-(3-
fluorophenylurea,  1-(5-(1-ethyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-
y1)-2.4-difluorophenyl)-3-phenylurea, 1-(3-chlorophenyl)-3-(5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)urea, 1-
(3-cyanophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-
2.4-difluorophenvl)urea, 1-(benzo[blthiophen-3-y1)-3-(5-(1-ethvl-7-(methylamino)-2-
0x0-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyl)urea, 1-(5-(7-amino-1-ethyl-2-
0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-(3-fluorophenyl)urea,
1-(5-(7-amino-1-ethyl-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-
phenylurea,  1-(4-chloro-2-fluoro-5-(1-isopropyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yliphenyD)-3-phenvlurea.  1-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenvl)-3-phenylurea,  1-[4-chloro-5- (1-
ethyl-7-methylamino-2-0x0-1,2-dihydro-[ 1.6 naphthyridin-3-y1)-2-fluoro-phenyl]-3-(3-
fluoro-phenvl)-urea, 1-[4-chloro-5- (1-ethyl-7-methylamino-2-0x0-1.2-dihydro-
[1.6Inaphthvyridin-3-y1)-2-fluoro-phenyl]-3-(2-fluoro-phenyl)-urea.  1-(4-chloro-3-(1-ethyl-
7-(methvlamino)-2-oxo-1.2-dihydro-1.6-naphthyridin-3-y1)-2-fluorophenvyl)-3-phenviurea,

1-(4-chloro-5-(1-ethyl-7-(2-methoxyethylamino)-2-0x0-1,2-dihydro-1.6-naphthyridin-
3-y1)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-ethyl-7-(2-methoxyethylamino)-2-0xo-
1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(3-fluorophenyl)urea, 1-(4-
chloro-5-(7-(2-(dimethylamino)ethylamino)-1-ethyl-2-0x0-1,2-dihydro-1,6-naphthyridin-3-
v)-2-fluorophenyl)-3-phenvlurea,  1-(4-chloro-5-(7-(3-(dimethylamino)propylamino)-1-
ethyl-2-ox0-1.2-dihydro-1.6-naphthyridin-3-y1)-2-fluorophenyl)-3-phenvylurea,  1-(4-
bromo-5-(1-ethyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-y1)-2-
fluorophenyl)-3-phenylurea, 1-(benzo[b]thiophen-3-yl)-3-(4-chloro-5-(1-ethyl-7-
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methyvlarmino)-2-oxo0-1.2 4a. 8a-tetrahvdro- 1. 6-naphthyridin-3-vD-2-fluorovhenvhurea 1
(4-chloro-3-(1-ethyl-7-(methvlamino)-2-ox0-1,2-dihvdro-1.6-naphthyridin-3-yDphenyl)-3-
phenviurea,  1-(4-chloro-5-(1-ethvl-7-(2-methoxvethylamino}-2-0x0-1.2-dihvdro-1,6-
naphthyridin-3-v)-2-fluorophenvl)-3-(4-fluorophenvlurea, 1-(4-chloro-5-(1-ethyl-7-(2-
methoxvethvlamino)-2-oxo-1.2-dihvdro-1.6-naphthyridin-3-v1)-2-fluorophenyl-3-(2-
fluorophenvliurea 1-{5-(1 -ethyl-7-(2-methoxvethvlamino-2-ox0-1.2-dihvdro- 1.6~
naphthyridin-3-vl)-2.4-difluorophenyl)-3-phenylurea, 1-{5-(1-ethyl-7-(2-
methoxyethylamino)-2-oxo-1.2-dihvdro-1,6-naphthyridin-3-v1)-2-fluoro-4-methylphenvl)-3-
phenviurea,  1-(5-(1-ethyl-7-(methvlamino)-2-oxo-1 .,2%}‘1}}\/@}704.6“11@}{’)}1’{}}'5/1‘1{?‘{1}1-34/}} 2-
fluoro-4-methylphenyl-3-(2-fluorophenylurea 1-(4-chloro-5-(1-ethyl-7-(3-
methoxypropyvlamine}-2-oxo-1.2-dihydro-1,6-naphthyridin-3-vI}-2-fluorophenvyl}-3-
phenylurea,  1-(2.4-diflyoro-5-(1-isopropyl-7-(methylamino)-2-0x0-1,2-dihydro-1,6-
naphthvridin-3-vliphenvl)-3-(3-fluorophenvlurea, 1-(2-fluoro-5-(1-isopropyl-7-
{methviamino)-2-oxo-1.2-dihvdro-1.6-naphthvridin-3-vli-4-methviphenvl-3-(3-
fluorophenvhurea,  1-(4-chloro-5-(1-ethyl-2-ox0-7-(tetrahydro-2H-pyran-4-ylamino)-1,2-
dihydro-1.6-naphthvyridin-3-v1}-2-fluorophenvl}-3-phenylurea,  (S)-1-(4-chloro-5-(1-ethvl-
7-(1-methoxvpropan-2-viamino)-2-oxo-1.2-dihvdro-1.6-naphthvridin-3-vh)-2-fluorophenvi)-
3-phenvlurea, 1-(5-(1-ethvl-7-(methylamino}-2-oxo-1.2-dihvdro-1.6-naphthyridin-3-vl}-2-
fluoro-4-methylphenyl}-3-(3-fluorophenyljurea, 1-(5-(7-(cyclopropvlaming)-1-ethvi-2-
oxo-1.2-dihvdro-1.6-naphthyridin-3-vli-2-fluoro-4-methvipheny-3-(3-fluorophenylurea
1-(4-chloro-5-(1-ethvl-7-(1 -methvipiperidin-4-vlamino)-2-0x0-1,2-dihvdro-1,6-
naphthyridin-3-vl)-2-fluorophenyl)-3-phenyiurea,  1-(4-chloro-5-(1-ethvl-2-oxo-7-(THF-3-
vlamino)-1.2-dihydro-1.6-naphthyridin-3-v1)-2-fluorophenyl}-3-phenylurea, 1-(4-
chloro-5-(1-ethyl-7-(2-(methvisulfonvlethylamino)-2-ox0-1,2-dibydro-1,6-naphthyridin-3-
yh)-2-fluorophenyl)-3-phenylurea 1-{(4-chloro-5-(1-ethyl-7-(1 -methvlpvrrolidin-3-

yvlamino}-2-oxo-1.2-dihydro-1.6-naphthyridin-3-v1}-2-fluorophenvl)}-3-phenylurea,  1-(4-
bromo-5-(1-ethyl-7-(methvlamino)-2-0x0-1,2-dihydro-1,6- naphthyridin 3eyl)-2-
ﬁz}@r@g}h@ﬁy}}»,%—{3—'&&0}’<};’}.§*}€f§ Hurea, | -{4-bromo-5-(1-ethyl-7-
methoxvethvlamino)-2-oxo-1.2-dthvdro-1,6-naphthyridin-3-vi}-2- ﬂuoremheny’i‘ -3

shenviurea, 1-(4-bromo-5-(1-ethvl-7-(Z-(meth E«suEk}n\fE}eihVIammﬁ) 2-ox0-1.2-dihvdro-
1.6-naphthvridin-3-vD-2-fluorophenvli-3-phenvlurea, ~(5-{T-acetamido-]-ethvl-2-0%0-
1.2-dihvdro-1.6-naphthvridin-3-vD-4-bromo-2-11 uofog}henvi)»f%»»p'h enylurea 1-(5-(7-

acetamido-1-ethvl-2-oxo-1 2-dihvdro-1.6-naphthyridin-3-vi)}-4-chloro-2-fluorophenvii-3-
phenviurea 1~(4-chloro-5-(1-ethvl-7T-(methvlamino)-2-oxo-1.2~dihvdro-1,6-nanhthvridin-

-y-2-fluorophenvD-3-(3.5-difluorophenvhurea.  1-(4-bromo-2-fluoro-5-(1-methvi-7-
methvliamino)-2-0xo- E 2-dihydro-1.6-naphthyridin-3-vhiphenvh-3-phenviurea,  1-(5-(7-
amino-1 Lth‘yl 2-ox0-1.2-dihvdro-1.6-naphthvridin-3-vl)-4-bromo-2-fluorophenvy])-3-
phenvlurea ~(5-( 7~ammo~E«@ihvim—sww w2-dihvdro-1.6-naphthyridin-3-v[}-2-fluoro-4-
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methylphenyl}-3-(3-fluorophenvljurea,  1-(benzo[blthiophen-3-v1}-3-(5-(1-ethyl-7-
(methylamino)-2-oxo-1.2-dibhydro-1,6-naphthyridin-3-vD)-2-fluoro-4d-methviphenylurea, 1-
(3.5-difluorophenvyl)-3-(5-(1-ethyl-7- {msthylamam} 2-0x0-1.2-dihvydro-1.6-naphthyridin-3-
y-2-fluoro-4-methviphenylurea, 1-(2.5-diflaorophenvl)-3-(5-(1-ethyl-7-{methvlamino)-
2-0%0-1,2-dihydro-1,6-naphthvridin-3-yl}-2-fluoro-4-methyiphenvljurea, 1-(2.5-
difluorophenvl)-3-(5-(1 -ethyl-7-(methylamino)-2-oxo-1.2.4a,8a- Eé:t:mhvém 1.6-naphthyridin-
3-v1)-2.4-difluorophenvlurea 1-(3.5-difluorophenyh-3-(5-(1-ethvl-7-(meth §am§m}-
2-0x0-1.2.4a.8a-tetrahydro-1,6-naphthyridin-3- fl‘}«lﬁ»d}ﬁu.()f.(mh@n. lyurea, N-(3-(2-
bromo-4-fluoro-5-(3-phenviureido)phenyl)-1-ethyl-2-0x0-1,2-dihydro-1.6-naphthyridin-7-
yl)-2-cyanoacetamide, N-(3-(2-chloro-4-fluoro-5-(3-phenviureido)phenvh)-1-ethvl-2-ox0-1.2-
dihydro-1.6-naphthyridin-7-vl)-2-cvanoacetamide, 1-(5- (7»@@&&@1}}1@(%I.-@thvl-«l?;»«@m»i 2-
dihydro-1,6-naphthyridin-3-v)-2 4-difluorophenyl)-3-phenylurea, N-(3-(2-chloro-5-(3-(3.5-
difluorophenvljureido}-4-fluorophenyh)-1-ethvl-2-ox0-1,2-dihvdro-1,6-naphthyridin-7-
vhacetamide 1-(4-chloro-5-(1-ethyl-7-(methvylamino)-2-oxo-1.2-dihvdro-1,6-
naphthyridin-3-yl)-2-fluorophenyl)-3-(2.5-difluorophenylurea, 1-(3-chloro-5-
fluorophenyl)-3-(5-(1-ethyl-7-(methvlamino)-2-ox0-1,2-dihvdro-1.6-naphthyridin-3-y1)-2-
flyoro-4-methylphenvlyurea, 3-(3-(2-chloro-4-fluore-5-(3-phenviureido)phenvyl)-1-ethyl-2-
oxo-1,2-dihvdro-1.6-naphthyridin-7-v1)-1.1-dimethylurea, 1-{4-chloro-5-(1-ethyl-7-
methvlaming-2-0x0-1,2-dihvdro-1,6-naphthyridin-3-y1)-2-fluorophenvl)-3-(3-chloro-5-

fluorophenyl)urea 1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-ox0-1.2-dihydro-1.6-
naphthyridin-3-y)-2-fluorophenyl}-3-(3-fluoro-5-methylphenvyljurea, methvl (3-(2-
chloro-4-fluoro-5- {"’ -phenylureido)phenvl)-1-ethvl-2-0x0-1.2-dihvdro-1.6-naphthyridin-7-
Dearbamate N-(3-(2-chloro-4-fluoro-5-(3-phenylureido)phenyl)-1-ethvl-2-0x0-1,2-
dibydro-1.6-naphthyridin-7-yl)-2-methoxvacetamide 2-cyano-N-(3-(2,4-difluoro-5-(3-

phenylureido)phenvyh)-1-ethyl-2-ox0-1.2-dihydro-1.6-naphthvridin-7-vDacetamide, I-
4-cvano-5-(1-ethyl-7-(methvlamine)-2-oxo-1,2-dihvdro-1.6-naphthvridin-3-v1)-2-

fluorophenyl)-3-phenvlurea,  1-(4-chloro- 2 fluoro-5-(1-isopropvi-7-(methylamino}-2-0x0-
1.2-dihvydro-1,6-naphthvridin-3-vhpheny)-3-(3-fluorophenvhurea, N-(1-ethvl-3-(4-fluoro-5-
(3-(3-fluorophenvylureido)-2-methylphen fE%?;WOXO» wd}hvdm 1.6-naphthyridin-7-

ylacetamide, 1-(4-chloro-5- E~@§:§w§,~7w€mstzhyﬁa:zmﬁ@} -0x0-1,2-dihydro-1,6-naphthvridin-

3-yh)-2-fluorophenyl)-3-(3-((4-methylpiperazin-1-vDmethvlphenvDurea,  N-(1-ethvl-3-(4-

fluoro-2-methvl-5-( 3-»@3&@&\/%11%1@0}@}1% )-2-0x0-1,2-dihvdro-1.6-naphthyridin-7-
yvhacetamide, N-(3-(2-chloro-4-fluoro-5-(3-phenvlureido)phenyl)-1-ethvl-2-oxo0-1.2-
dihiydro-1.6-naphthyridin-7-v1)-3-hvdroxyazetidine- 1 -carboxamide, 1-(5-(1-¢thyl-7-
(methvlamino)-2-ox0-1,2-dihvdro-1.6-naphthyridin-3-v)-2-fluoro-4-methylphenv-3-(3-((4-
methvipiperazin-1-ylymethvl)phenvljures 1-(4-bromo-5-(1-ethvl-7-(methylamino)-2-oxo-
1.2-dibvdro-1.6-naphthvyridin-3-y1)-2-fluorophenvl)-3-(3-((4-methylpiperazin-1-
vhmethvDphenylurea R}-N-(3-(2-chloro-4-fluoro-5-(3-phenvinreido)phenvi)-1-

ethyl-2-ox0-1.2-dihydro-1,6-naphthyridin-7-vD)-3-(dimethvlamino)pyrrolidine-1-
carboxamide S)-N-(3-(2-chloro-4-fluoro-5-(3-phenvylureido)phenyl-1-ethvl-2-0xo-1,2-
dihvdro-1.6-naphthvridin-7-vDpyrrolidine-2-carboxamide, N-(3-(2-chloro-4-fluoro-5-(3-
phenvlureido)phenyl)-1-isopropyl-2-ox0-1,2-dihvdro-1.6-naphthyridin-7-vDacetamide,  1-
(4-chloro-5-(1-ethvl-7-(methvlamino)-2-oxo0-1 . 2-dihydro-1.6-naphthvridin-3-v]}-2-
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fluorophenyl)-3-(4-fluoro-3-({(4-methvlpiperazin-1-vlmethvlphenvljurea, 1-(4-chloro-5-(1-
ethyl-7-(methylamino)-2-oxo-1,2-dihvdro-1.6-naphthyridin-3-v1}-2-fluorophenvyl)-3-(3-
fluore-5-((4-methylpiperazin-1-yhmethylphenvlurea, 1~(5-41-ethvl-7-{methvliaminoe)-2-
ox0-1.2-dihydro-1,6-naphthyridin-3-v1)-2-fluoro-4-methviphenvyl)-3-(4-fluoro-3-((4-
methvlpiperazin-1-vhymethvhphenylhurea,  1-(5-(1-ethyl-7-(methylamino)-2-0x0-1,2-
dihvdro-1,6-naphthyridin-3-v1)-2.4-difluorophenvl}-3-(4-fluoro-3-((4d-methvlpiperazin-1 -
yhmethyhphenyDurea,  1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihvdro-1.6-
naphthyridin-3-vD-2-fluorophenyvl}-3-(3-cvanophenvhurea, 1-(4-chloro-35-(1-ethyl-7-({3-

morpholinopropylamino)}-2-0x0-1.2-dihvdro-1,0-naphthyridin-3-y)-2-fluorophenyl)-3-
phenvylurea,  1-(5-(7-amino-1-ethyl-2-ox0-1.2-dihvdro-1.6-naphthyridin-3-vi)-2-fluoro-4-
methvlphenvl}-3-(4-fluoro-3-((4-methylpiperazin- 1 -vlimethvhphenvhurea,  1-(4-chloro-5-
(1-ethyl-7-(methvlamino)-2-0x0-1.2-dihydro-1,6-naphthyridin-3-y)-2-fluorophenyl)-3-(3-
(dimethvlanminomethvli-4-fluorovhenvlurea, 1-(4-chloro-5-(1-ethyl-7-tmethvlamino)-
2-0x0-1.2-dihvdro-1,6-naphthyridin-3-y1}-2-fluorophenvl)-3-(4-fluoro-3-

(morpholinomethylphenvhurea,  (S)-N-(3-(2-chloro-4-fluoro-5-(3-phenviureidoiphenyl)-
1-ethyl-2-ox0-1,2-dihvdro-1,6-naphthyridin-7-vl}-3-(dimethylamino)pyrrolidine-1-
carboxamide,  1-(4-chloro-5-(1-ethyl-7-(methvlamino)-2-0x0-1.2-dihydro-1,6-
naphthvridin-3- ;g} 2-fluorophenyl)-3-(4-flugro-3-(pyrrolidin-1-vimethylphenvljurea 3-
(3-(2-chloro-4-fluoro-5-(3-(3-fluorophenylureido)phenvl)-1-isopropvl-2-0x0-1,2-dihydro-
1.6-naphthyridin-7-y1)-1.1-dimethylurea, N—{ 3-(2-chloro-4-fluoro-5-(3-(3-
fluorovhenvhureidoiphenvl)-1-isopronyl-2-0xo-1 2-dihvdro-1.6-naphthyridin-7-
vhacetamide, ~ N-(1-ethvl-3-(4-fluoro-5-(3-(4- ‘Eu(}m 3-((4-methvlpiperazin-1-
vhmethyhphenvhureido}-2-methyvlphenvyl)-2-oxo-1.2-dihydro-1.6-naphthyridin-7-

Miformamide, 3-(1-ethyl-3-(4-fluore-2-methyl-5-(3-phenviureido)phenyl)-2-0x0-1,2-
dihvdro-1,6-naphthvridin-7-vD)- 1. 1-dimethviurea,  N-(3-(2-chloro-4-fluoro-5-(3-
phenvlureido)phenvl)-1-ethvi-2-ox0-1,2-dihydro-1.6-paphthyridin-7-v1)-3-
dimethvlamino)azetidine-1 -carboxamide, 3-{3-(2-chloro-4-fluoro-5-(3-
phenviureido)phenyl-1-isopropyl-2-ox0-1,2-dihvdro-1.6-naphthyridin-7-vI)-1,1-

dimethyvlurea,  3-(3-(5-(3-(benzolblthiophen-3-vhureido)-4-fluorg-Z-methvishenyl)-1-
ethyl-2-ox0-1.2-dihydro-1.6-naphthyridin-7-vD)-1. 1 -dimethvlurea, 3-(3-2-bromo-4-fluoro-5-
(3-phenviureidoiphenvl)-1-ethyl-2-ox0-1,2-dihydro-1.6-naphthvridin-7-yl}-1,1 -dimethvlurea,
3-(1-ethvl-3-(4-fluoro-5-(3-(3-fluorophenvlureido)-2-methviphenv)-2-oxo-1.2-
dihvdro-1.6-naphthyridin-7-vD)-1. 1 -dimethviurea,  N-{3-(2-chloro-4-fluore-5-(3-(4-fluoro-
3-(morpholinomethylphenvljureidoiphenyl)-1-ethyl-2-ox0-1.2-dihydro-1,6-naphthyridin-7-
MNformamide, 3-{3-(5-(3-(3.5-difluorovhenyDureido)-4-fluoro-2-methvipheny-1-
ethvl-2-oxo-1,2-dihvdro-1,6-naphthyridin-7-v)-1. 1 -dimethylurea, N-(3-(4-fluoro-2-methyl-
5-(3-phenviureido)phenyl)-1-isopropyl-2-ox0-1.2-dihydro-1.6-naphthyridin-7-yazetidine-1 -
carboxamide, N-(1-ethyl-3-(4-fluoro-2-methvl-5-(3-phenviureido)phenvl}-2-0x0-1.2-
dihvdro-1.6-naphthyridin-7-vhazetidine-1-carboxamide,  1-(5-{1-ethvl-7-({6-~
methylpyridin-3-vDamino)-2-ox0-1.2-dihvdro-1.6-naphthvridin-3-yh-2-tfluoro-4-

methylphenvl)-3-phenviurea,  3-(3-(2.4-difluoro-5-(3-phenvlureidojphenyl)-1-ethvl-2-0x0o-
1,2-dihvdro-1,6-naphthyridin-7-y1)-1.1-dimethylurea, 3-(dimethylamino)-N-(1-¢thyl-3-
(4-fluoro-2-methvl-5-(3-phenvlureidophenvl)-2-ox0-1.2-dthvdro-1.6-naphthyridin-7-

yDazetidine-1-carboxamide, 1-(5-(1 ~ethyl-7-(methvlamino)-2-oxo0-1,2-dihvdro-1,6-
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naphthyridin-3-vl)-2-fluoro-4-iodophenvl)-3-phenviurea, and 1-(5-(1-ethyl-7-((1-methvl-1H-
pyrazol-4-yDamine)-2-oxo-1.2-dihvdro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylphenvyl)-3-
phenylurea.

[0058] In some embedi

entsoxamples, the present imwentiondisclosure comprises a
compound selected from the group consisting of  1-(4-chloro-3-(1-methyl-7-
(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-(3-cyanophenyl)urea, 1-
(3-cyanophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-
fluorophenyljurea, 1-(benzo[b]thiophen-3-y1)-3-(2-fluoro-4-methyl-5-(1-methyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyljurea, 1-
(benzo[b]thiophen-3-y1)-3-(2,4-difluoro-5-(1-methyl-7-(methylamino)-2-ox0-1,2-dihydro-
1,6-naphthyridin-3-yl)phenyl)urea, 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-
naphthyridin-3-yl)-2,4-difluorophenyl)-3-(3-fluorophenylurea,  1-(5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)-3-phenylurea,

7 1-(3-chlorophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-
naphthyridin-3-yl)-2,4-difluorophenyl)urea, 1-(3-cyanophenyl)-3-(5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyl)urea, 1-
(benzo[b]thiophen-3-y1)-3-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-
3-y1)-2,4-difluorophenyl)urea, 1-(5-(7-amino-1-ethyl-2-ox0-1,2-dihydro-1,6-
naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-(3-fluorophenyl)urea, 1-(5-(7-amino-1-
ethyl-2-ox0-1,2-dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-phenylurea,  1-
(4-chloro-2-fluoro-5-(1-isopropyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-
yl)phenyl)-3-phenylurea, 1-(5-(1-ethyl-7-(methylamino)-2-o0x0-1,2-dihydro-1,6-
naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-phenylurea, 1-{4-chloro-5- (1-ethyl-7-
methylamino-2-0x0-1,2-dihydro-[ 1,6 Jnaphthyridin-3-yl)-2-fluoro-phenyl]-3-(3-fluoro-
phenyl)-urea, 1-[4-chloro-5- (1-ethyl-7-methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-
3-yl)-2-fluoro-phenyl]-3-(2-fluoro-phenyl)-urea, 1-(4-chloro-3-(1-ethyl-7-(methylamino)-
2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-
ethyl-7-(2-methoxyethylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-
phenylurea, 1-(4-chloro-5-(1-ethyl-7-(2-methoxyethylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)-2-fluorophenyl)-3-(3-fluorophenyl)urea, 1-(4-chloro-5-(7-(2-
(dimethylamino)ethylamino)-1-ethyl-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-
fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(7-(3-(dimethylamino)propylamino)-1-ethyl-2-
ox0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-
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Claims

1 , . . e L , o
5 ; ristng-the-administration—ofUse of a compound of formula

(R2);

Ia

Ia

or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for treating a
disease caused by the kinase activity of ¢-KIT, oncogenic forms thereof, or polymorphs thereof
wherein:

A is selected from the group consisting of phenyl, naphthyl, and benzothienyl;

G1 is a heteroaryl taken from the group consisting of pyrrolyl, furyl, thienyl, oxazolyl, thiazolyl,
isoxazolyl, isothiazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl,

pyrazinyl, pyridazinyl, triazinyl, pyridinyl, and pyrimidinyl;

G4 is a heterocyclyl taken from the group consisting of oxetanyl, azetadinyl, tetrahydrofuranyl,
pyrrolidinyl, oxazolinyl, oxazolidinyl, imidazolonyl, pyranyl, tetrahydropyranyl, dioxalinyl,
piperidinyl, and morpholinyl;

when A has one or more substitutable sp2-hybridized carbon atom, each respective sp2

hybridized carbon atom may be optionally substituted with a Z3 substituent;
Z1 is selected from the group consisting of -NH(R4), and -NHCORS;

in the event that Z1 contains an alkyl or alkylene moiety, such moieties may be further

substituted with one or more C1-Co6alkyls;

each Z2 is independently and individually selected from the group consisting of hydrogen, CI1-
Coalkyl, C3-C8carbocyclyl, C1-C6 alkoxy, hydroxyl, hydroxyC1-Cé6alkyl-, cyano, (R3),N-, and
-(CH2)R5;
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each R8 is independently and individually selected from the group consisting of hydrogen, C1-
Céalkyl, branched C3-C7alkyl, fluoroalkyl wherein the alkyl moiety is partially or fully
fluorinated, C3-C8carbocyclyl, Z3-substituted phenyl, Z3-substituted G1, Z3-substituted G1-C1-
Céalkyl, Z2-substituted G4, Z2-substituted G4-C1-Cé6alkyl, C1-Cé6alkoxy, C1-C6alkoxyCl-
Céalkyl, cyanoC1-C6alkyl, -N(R4),, and RS;

each R10 is independently and individually selected from the group consisting of CO,H, CO,C1-
Céalkyl, CO-N(R4),, OH, C1-C6alkoxy, C1-Céalkyl, and -N(R4),;

each R17 is taken from the group comprising phenyl, naphthyl, pyrrolyl, furyl, thienyl, oxazolyl,
thiazolyl, isoxazolyl, imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl,
pyrazinyl, pyridazinyl, triazinyl, oxetanyl, azetadinyl, tetrahydrofuranyl, oxazolinyl,

oxazolidinyl, pyranyl, thiopyranyl, tetrahydropyranyl, dioxalinyl, pyrrolidinyl, and piperidinyl;
wherein R17 can be further substituted with one or more Z2 or Z3 moieties;

wherein two R3 or R4 moieties are independently and individually taken from the group
consisting of C1-Céalkyl and branched C3-Cé6alkyl, hydroxyalkyl, and alkoxyalkyl and are

attached to the same nitrogen atom, said moieties may cyclize to form a C3-C7 heterocyclyl ring;
andkislor2;nis0-6;pis 1-4;qis2-6;risOor 1;tis 1-3.

2. The method-use of claim 1 wherein the compound of Formula Ia is a compound of

Formula Ib

or a pharmaceutically acceptable salt thereof,

wherein:
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A is phenyl, R1 is linear or branched C1-C4alkyl, R2 is methyl or halogen, Z1 is -NH(R4) or -
NHCORS.

3. The method-use of claim 1 wherein the the kinase activity of ¢c-KIT, oncogenic forms
thereof, or polymorphs thereof, wherein ¢-KIT contains a missense mutatation, insertion
mutation, or a deletion mutation encoded by exons comprising Exon 9, Exon 11, Exon 13, Exon
14, Exon 17, or Exon 18, presenting either individually or in combination, comprising the
administration of a compound of formula Ia or a pharmaceutically acceptable salt thereof.

4. The methoed-use of claim 1 wherein the disease is selected from gastrointestinal stromal
tumors, ovarian cancer, melanoma, cervical carcinomas, acute myeloid leukemia, germ cell
tumors of the seminoma or dysgerminoma, teratomas, mastocytosis, or mast cell leukemia.

5. The methoed-use of claim 1 wherein the compound is selected from the group consisting
of 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-
methylphenyl)-3-(naphthalen-1-yl)urea, 1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-
1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(naphthalen-1-yljurea,  1-(4-chloro-5-(1-ethyl-7-
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-
chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-
(2,3-difluorophenyl)urea, 1-(2-fluoro-5-(1-isopropyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)phenyl)-3-phenylurea,  1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(naphthalen-1-yljurea, 1-(4-chloro-2-fluoro-
5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-phenylurea,
1-(4-chloro-2-fluoro-5-(1-methyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-
3-yl)phenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-2-fluoro-5-(1-methyl-7-(methylamino)-
2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-(3-cyanophenyl)urea,  1-(4-chloro-2-
fluoro-5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-(2,3-
difluorophenyl)urea, 1-(4-chloro-3-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)phenyl)-3-(3-cyanophenylurea, 1-(3-cyanophenyl)-3-(5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)urea, 1-
(benzo[b]thiophen-3-yl)-3-(2-fluoro-4-methyl-5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-
1,6-naphthyridin-3-yl)phenyl)urea, 1-(benzo[b]thiophen-3-y1)-3-(2,4-difluoro-5-(1-methyl-7-
(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)urea, 1-(5-(1-ethyl-7-
(methylamino)-2-o0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)-3-(3-
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dihydro-1,6-naphthyridin-7-yl)-1,1-dimethylurea, ~N-(3-(2-chloro-4-fluoro-5-(3-(4-fluoro-3-
(morpholinomethyl)phenyl)ureido)phenyl)-1-ethyl-2-oxo0-1,2-dihydro-1,6-naphthyridin-7-
yl)formamide, 3-(3-(5-(3-(3,5-difluorophenyl)ureido)-4-fluoro-2-methylphenyl)- 1 -ethyl-
2-0x0-1,2-dihydro-1,6-naphthyridin-7-yl)-1,1-dimethylurea, N-(3-(4-fluoro-2-methyl-5-
(3-phenylureido)phenyl)-1-isopropyl-2-oxo-1,2-dihydro-1,6-naphthyridin-7-yl)azetidine-1-
carboxamide, N-(1-ethyl-3-(4-fluoro-2-methyl-5-(3-phenylureido)phenyl)-2-oxo0-1,2-
dihydro-1,6-naphthyridin-7-yl)azetidine-1-carboxamide,  1-(5-(1-ethyl-7-((6-methylpyridin-3-
yl)amino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-phenylurea,
3-(3-(2,4-difluoro-5-(3-phenylureido)phenyl)-1-ethyl-2-oxo0-1,2-dihydro-1,6-naphthyridin-7-yl)-
1,1-dimethylurea, 3-(dimethylamino)-N-(1-ethyl-3-(4-fluoro-2-methyl-5-(3-
phenylureido)phenyl)-2-oxo-1,2-dihydro-1,6-naphthyridin-7-yl)azetidine- 1-carboxamide,
1-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-
iodophenyl)-3-phenylurea, and 1-(5-(1-ethyl-7-((1-methyl-1H-pyrazol-4-yl)amino)-2-oxo-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-phenylurea.

6. The methoed-use of claim 5 wherein the compound is selected from the group consisting
of

1-(5-(1-ethyl-7-(methylamino)-2-0xo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-
methylphenyl)-3-(naphthalen-1-yl)urea, 1-(4-chloro-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-ethyl-7-
(methylamino)-2-o0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(2,3-
difluorophenyl)urea, 1-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-
2,4-difluorophenyl)-3-phenylurea, 1-(benzo[b]thiophen-3-yl)-3-(5-(1-ethyl-7-(methylamino)-2-
oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)urea, 1-(5-(7-amino-1-ethyl-2-oxo-
1,2-dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-(3-fluorophenyl)urea, 1-(5-(7-
amino-1-ethyl-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-phenylurea,
1-(5-(1-ethyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-
methylphenyl)-3-phenylurea, 1-[4-chloro-5- (1-ethyl-7-methylamino-2-0x0-1,2-dihydro-
[1,6]naphthyridin-3-yl)-2-fluoro-phenyl]-3-(3-fluoro-phenyl)-urea, 1-(4-bromo-5-(1-ethyl-7-
(methylamino)-2-ox0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea,

1-(benzo[b]thiophen-3-yl)-3-(4-chloro-5-(1-ethyl-7-(methylamino)-2-o0xo0-1,2,4a,8a-tetrahydro-
1,6-naphthyridin-3-yl)-2-fluorophenyljurea, 1-(5-(1-ethyl-7-(methylamino)-2-oxo-
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1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-(3-fluorophenyl)urea, 1-(5-(7-
amino-1-ethyl-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-4-bromo-2-fluorophenyl)-3-phenylurea,
1-(benzo[b]thiophen-3-yl)-3-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-
yl)-2-fluoro-4-methylphenyl)urea, 3-(3-(2-chloro-4-fluoro-5-(3-phenylureido)phenyl)-1-ethyl-2-
o0xo-1,2-dihydro-1,6-naphthyridin-7-yl)-1,1-dimethylurea, N-(1-ethyl-3-(4-fluoro-5-(3-(3-
fluorophenyl)ureido)-2-methylphenyl)-2-oxo-1,2-dihydro-1,6-naphthyridin-7-yl)acetamide, N-
(1-ethyl-3-(4-fluoro-2-methyl-5-(3-phenylureido)phenyl)-2-oxo0-1,2-dihydro-1,6-naphthyridin-7-
yDacetamide, and  3-(1-ethyl-3-(4-fluoro-2-methyl-5-(3-phenylureido)phenyl)-2-oxo-1,2-
dihydro-1,6-naphthyridin-7-yl)-1,1-dimethylurea.

7. The methed-use of claim 5 wherein the compound is 1-(5-(1-ethyl-7-(methylamino)-2-

0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-(naphthalen-1-yl)urea.

8. The methed-use of claim 5 wherein the compound is 1-(4-chloro-5-(1-ethyl-7-
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(2,3-

difluorophenyl)urea.

9. The method-use of claim 5 wherein the compound is 1-(4-bromo-5-(1-ethyl-7-
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea.

10. The method-use of claim 5 wherein the compound is 1-(5-(1-ethyl-7-(methylamino)-2-
ox0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)-3-phenylurea.

11. The method-use of claim 5 wherein the compound is 1-(benzo[b]thiophen-3-y1)-3-(5-(1-
ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-methylphenyl)urea.

12. The method-use of claim 5 wherein the compound is 1-[4-chloro-5- (1-ethyl-7-
methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-3-yl)-2-fluoro-phenyl]-3-(3-fluoro-phenyl)-

urca.

13.  The method-use of claim 5 wherein the compound is 1-(5-(7-amino-1-ethyl-2-ox0-1,2-
dihydro-1,6-naphthyridin-3-yl)-4-bromo-2-fluorophenyl)-3-phenylurea.

14. The methed-use of claim 5 wherein the compound is 1-(5-(7-amino-1-ethyl-2-0x0-1,2-
dihydro-1,6-naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-phenylurea.
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15. The method-use of claim 5 wherein the compound is  1-(4-chloro-5-(1-ethyl-7-
(methylamino)-2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea.

16. A compound selected from the group consisting of

1-(4-chloro-3-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-
yDphenyl)-3-(3-cyanophenyljurea, 1-(3-cyanophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-oxo-
1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)urea, 1-(benzo[b]thiophen-3-yl)-3-(2-
fluoro-4-methyl-5-(1-methyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-
ylphenyljurea, 1-(benzo[b]thiophen-3-yl)-3-(2,4-difluoro-5-(1-methyl-7-(methylamino)-
2-0x0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)urea, 1-(5-(1-ethyl-7-(methylamino)-2-
oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)-3-(3-fluorophenyl)urea, 1-(5-
(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)-3-
phenylurea, 1-(3-chlorophenyl)-3-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)-2,4-difluorophenyl)urea, 1-(3-cyanophenyl)-3-(5-(1-ethyl-7-(methylamino)-
2-ox0-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)urea, 1-(benzo[b]thiophen-3-yl)-3-
(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2,4-difluorophenyl)urea,

1-(5-(7-amino-1-ethyl-2-ox0-1,2-dihydro-1,6-naphthyridin-3-yl1)-4-chloro-2-
fluorophenyl)-3-(3-fluorophenyl)urea,  1-(5-(7-amino-1-ethyl-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)-4-chloro-2-fluorophenyl)-3-phenylurea,  1-(4-chloro-2-fluoro-5-(1-
isopropyl-7-(methylamino)-2-oxo0-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)-3-phenylurea, 1-
(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluoro-4-
methylphenyl)-3-phenylurea, 1-[4-chloro-5- (1-ethyl-7-methylamino-2-0x0-1,2-dihydro-
[1,6]naphthyridin-3-yl)-2-fluoro-phenyl]-3-(3-fluoro-phenyl)-urea, 1-[4-chloro-5- (1-ethyl-7-
methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-3-yl)-2-fluoro-phenyl ]-3-(2-fluoro-phenyl)-
urea, 1-(4-chloro-3-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl1)-2-
fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-ethyl-7-(2-methoxyethylamino)-2-oxo-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(1-ethyl-7-(2-
methoxyethylamino)-2-o0xo0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-(3-
fluorophenyl)urea,  1-(4-chloro-5-(7-(2-(dimethylamino)ethylamino)-1-ethyl-2-oxo0-1,2-
dihydro-1,6-naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(4-chloro-5-(7-(3-
(dimethylamino)propylamino)-1-ethyl-2-o0x0-1,2-dihydro-1,6-naphthyridin-3-yl)-2-
fluorophenyl)-3-phenylurea, 1-(4-bromo-5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-
naphthyridin-3-yl)-2-fluorophenyl)-3-phenylurea, 1-(benzo[b]thiophen-3-y1)-3-(4-chloro-5-
(1-ethyl-7-
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