
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., Curt. 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 c-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 inventiendisclosure discloses the unexpected utility of compounds that 

inhibit c-KIT kinase across a broad range of c-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 iwoefaiendisclosure to inhibit the problematic exon 17 D816V c- 

KIT mutation, for which there is currently no effective therapy. 	D816 mutations in c-KIT 

have 	been 	demonstrated 	to 	cause 	mastocytosis, 	mast 	cell 	leukemia, 	seminomas, 

dysgcrminomas, 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 inventiofidisclosure 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. 

the 	invention 	 is [0006] 	nc aspect of 	present 	providesDisclosed 	a method of treating a 

disease caused by the kinase activity of c-KIT, oncogenic foal's thereof, aberrant fusion 

proteins thereof or polymorphs thereof, comprising the administration of a compound of 

formula Ia 
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each R10 is independently and individually selected from the group consisting of CO2H, 

CO2C1-C6alkyl, CO-N(R4)2, 

each R17 is taken 

oxazolyl, thiazolyl, 

tetrazolyl, 	pyrazinyl, 

oxazolinyl, oxazolidinyl, 

and piperidinyl; 

wherein R17 can be 

wherein two R3 or 

consisting of C 1 -C6alkyl 

attached to the same 

ring; and k is 1 or 2; 

[0007] In 

OH, Cl-C6alkoxy, C1-C6alkyl, and -N(R4)2; 

from the group comprising phenyl, naphthyl, pyrrolyl, furyl, thienyl, 

isoxazolyl, 	imidazolyl, pyrazolyl, oxadiazolyl, thiadiazolyl, triazolyl, 

pyridazinyl, 	triazinyl, 	oxetanyl, 	azetadinyl, 	tetrahydrofuranyl, 

pyranyl, thiopyranyl, tetrahydropyranyl, dioxalinyl, pyrrolidinyl, 

further substituted with one or more Z2 or Z3 moieties; 

R4 moieties are independently and individually taken from the group 

and branched C3-C6alkyl, hydroxyalkyl, and alkoxyalkyl and are 

nitrogen atom, said moieties may cyclize to form a C3-C7 heterocyclyl 

n is 0-6; p is 1-4; q is 2-6; r is 0 or 1; t is 1-3. 

the inventionpresent disclosure provides a method of one embodimentexample, 

treating a disease caused 

fusion proteins thereof 

insertion mutation, 

Exon 13, Exon 14, 

comprising the administration 

salt thereof. 

[0008] Also disclosed 

by the kinase activity of c-KIT, oncogenic foimns thereof, aberrant 

or polymorphs thereof, wherein c-KIT contains a missense mutatation, 

or a deletion mutation encoded by exons comprising Exon 9, Exon 11, 

Exon 17, or Exon 18, presenting either individually or in combination, 

of a compound of formula Ia or a pharmaceutically acceptable 

is A second aspect of the present invention 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. 
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A third 	the 	invc- 	- 	'Also disclosed is [0009] 	aspect of 	present 	. 	. 	 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 -ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -y1)-2-

fluoro-4- 

6a 



methylpheny1)-3-(naphthalen-l-y1)urea, 	1-(5-(1-ethy1-7-(methyl amino)-2-oxo -1,2- 

d ihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-(naphthalen-l-y1)urea, 	1-(4-chloro-5-(1- 

ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3- 

phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin- 

3-y1)-2-fluoropheny1)-3-(2,3-difluorophenyl)urea, 	 1 -(2-fluoro-5-(1-i sopropy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-phenylurea, 	1-(4- 

chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2- 

fluoropheny1)-3 -(naphthal en-1 -yl)urea, 	1-(4-chloro-2-fluoro-5-(1-methy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-phenylurea, 	1-(4- 

chloro-2-fluoro-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 

yl)pheny1)-3-(naphthalen-l-yOurea, 	1-(4-chloro-2-fluoro-5-(1-methy1-7-(methylamino)-2- 

oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-(3-cyanophenyl)urea, 	or 1-(4-chloro-2- 

fluoro-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-

(2,3-difluorophenyOurea. 

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 c-KIT, oncogenic forms thereof, or polymorphs thereof. 

A fourth 	the 	invention 	 disclosed is [0010] 	aspect of 	present 	providesAlso 	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. 

Also disclosed is [0011] 	 : 	 . : 	 a compound of 

formula 
	

Ia 
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(R2)t 
0 

A 
N 	N 

I 	I 
H 	H 

O 
i 
R1 

or a pharmaceutically acceptable salt thereof, 



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-C6alkyl, hydroxyalkyl, and alkoxyalkyl and are 

attached to the same nitrogen atom, said moieties may cyclize to foiiii a C3-C7 heterocyclyl 

ring; 

and k is 1 or 2; n is 0-6; p is 1-4; q is 2-6; r is 0 or 1; t is 1-3; 

with the proviso that the compound is not 1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro- 

1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-(naphthalen-1-yOurea, 1-(5-(1-ethy1-7-

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -y1)-2-fluoropheny1)-3-(naphthalen-1- 

yl)urea, 	1-(4-chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin- 

3-y1)-2-fluoropheny1)-3-phenylurea, 1-(4-chloro-5-(1-ethy1-7-(methylarnino)-2-oxo-1,2- 

dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-(2,3-difluorophenyl)urea, 	1-(2-fluoro-5- 

(1-isopropy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3- 

phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin- 

3-y1)-2-fluoropheny1)-3-(naphthalen-1-y1)urea, 	1-(4-chloro-2-fluoro-5-(1-methy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-phenylurea, 	1-(4-

chloro-2-fluoro-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 

yl)pheny1)-3-(naphthalen-1-yOurea, 	1-(4-chloro-2-fluoro-5-(1-methy1-7-(methylamino)-2- 

oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-(3-cyanophenyl)urea, 	or 1-(4-chloro-2- 

fluoro-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3- 

(2,3-difluorophenyl)urea. 

[0012] In any of the foregoing aspects: 

[0013] In one embodimen.c.:11 . 1 , the compound of Formula Ia is a compound wherein: A 

is phenyl; or a pharmaceutically acceptable salt thereof. 

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

is naphthyl; or a pharmaceutically acceptable salt thereof. 

In 	 the 	 Formula Ia is 	 A [0015] 	one embodimentexampic, 	compound of 	 a compound wherein: 

is benzothienyl; or a pharmaceutically acceptable salt thereof. 
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In 	 • 	the 	 Formula Ia is 	 R1 [0016] 	one 	example, 	compound of 	 a compound wherein: 

is taken from the group consisting of Cl-C4alkyl, branched C3-05alkyl, and C3- 

05carbocyclyl; or a pharmaceutically acceptable salt thereof. 

[0017] In one embeflimentexample, the compound of Formula Ia is a compound wherein: R1 

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

[0018] In one embedinientexample, the compound of Formula Ia is a compound wherein: R1 

is branched C3-05alkyl; or a pharmaceutically acceptable salt thereof. 

[0019] In one .•Eil-,,,,J a-entexampl , the compound of Formula Ia is a compound wherein: R1 

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

[0020] In one 	 example, the compound of Formula Ia is a compound wherein: Z1 

is selected from the group consisting of -NH(R4) and -NHCOR8; or a pharmaceutically 

acceptable salt thereof. 

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

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

[0022] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1 

is -NH(R4) and R4 is H or  Cl -C6alkyl; or a pharmaceutically acceptable salt thereof. 

[0023] In one embodimentexample, the compound of Formula Ia 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 Cl-C6alkyl; or a pharmaceutically acceptable salt thereof. 

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

is -NR4COR8; or a pharmaceutically acceptable salt thereof. 

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

is -NHCOR8; or a pharmaceutically acceptable salt thereof. 

In 	 the 	 Formula Ia is 	 Z1 [0028] 	one 	 xample, 	compound of 	 a compound wherein: 

is -NHCOR8 and R8 is hydrogen, Cl-C6alkyl, branched C3-C7alkyl, C3-C8carbocyclyl, - 

N(R4)2, or R5; or a pharmaceutically acceptable salt thereof. 
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In the compound of Formula Ia is a compound wherein: Z1 [0029] 	one et-E4o.ditnentexample, 

is -NHCOR8 and R8 is Cl-C6alkyl; or a pharmaceutically acceptable salt thereof. 

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

is -NHCOR8 and R8 is branched C3-C7alkyl; or a pharmaceutically acceptable salt thereof. 

[0031] In one embodimentexample, the compound of Formula Ia is a compound wherein: Z1 

is -NHCOR8 and R8 is C3-C8carbocycly1; or a pharmaceutically acceptable salt thereof. 

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

is -NHCOR8 and R8 is -N(R4)2; or a pharmaceutically acceptable salt thereof. 

[0033] In one effibedimentexample, the compound of Formula Ia is a compound wherein: Z1 

is -NHCOR8 and R8 is R5; or a pharmaceutically acceptable salt thereof. 

In the compound of Formula Ia is a compound wherein: [0034] 	one embodimentexample, 

each R2 is independently 

acceptable salt thereof. 

hydrogen, methyl, or halogen and t is 2; or a pharmaceutically 

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

Ib 

F 	 R2 
0 

A 
N 	N Ib 

1 
H 	H 

O 	N 	 Z1 
1 
R1 

wherein: 

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

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

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

[0037] In one embedi4n-elitexample, the compound of Formula Ia is a compound of Formula 

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

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

lb wherein: A is phenyl, RI is Cl-C4alkyl, branched C3-05alkyl, or C3-05carbocyclyl, R2 is 

hydrogen, methyl, or halogen, and Z1 is -NH(R4) or -NHCOR8; • or a pharmaceutically 

acceptable salt thereof. 

[0040] In one 	example, the compound of Formula Ia is a compound of Formula 

Ib wherein: A is phenyl, R1 is Cl-C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4) or - 

NHCOR8; or a pharmaceutically acceptable salt thereof. 

[0041] In one embedifEterrtexample, the compound of Formula Ia is a compound of Formula 

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

NHCOR8; or a pharmaceutically acceptable salt thereof. 

In 	 the 	 Formula Ia is 	 Formula [0042] 	one embodimentexample, 	compound of 	 a compound of 

lb 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 embodimentexample, the compound of Formula Ia is a compound of Formula 

lb 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 embeilimentexamplc, the compound of Formula Ia is a compound of Formula 

lb 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 embeflimer4example, the compound of Formula Ia is a compound of Formula 

Ib wherein: A is naphthyl, R1 is C1-C4alkyl, branched C3-05alkyl, or C3-05carbocyclyl, R2 

is hydrogen, Methyl, or halogen, and Z1 is -NH(R4) or -NHCOR8; or a pharmaceutically 

acceptable salt thereof. 

[0046] In one embediffientexampie, the compound of Formula Ia is a compound of Foiniula 

Ib wherein: A is naphthyl, R1 is Cl-C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4) or - 

NHCOR8; or a pharmaceutically acceptable salt thereof. 

[0047] In one embecliffiefitexample, the compound of Formula Ia is a compound of Formula 

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

NHCOR8; or a pharmaceutically acceptable salt thereof. 	. 
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[0048] In one epabedimeatexample, 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. 

In 	 - .. - 	the 	 Formula Ia is 	 Formula [0049] 	one 	 xample, 	compound of 	 a compound of 

lb wherein: A is naphthyl, R.1 is ethyl, R2 is methyl, Z1 is -NH(R4) and R4 is methyl; or a 

pharmaceutically acceptable salt thereof. 

In 	 the 	 Formula Ia is 	 Formula [0050] 	one embodimentexample, 	compound of 	 a compound of 

Ib wherein: A is naphthyl, Rl 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 

lb 	wherein: 	A 	is 	benzothienyl, 	R1 	is 	C1-C4alkyl, 	branched 	C3-05alkyl, 	or 	C3- 

C5carbocyclyl, R2 is hydrogen, methyl, or halogen, and Z1 is -NH(R4) or -NHCOR8; or a 

pharmaceutically acceptable salt thereof. 

[0052] In one of 	example, the compound of Formula Ia is a compound of Formula 

Ib wherein: A is benzothienyl, R1 is C I -C4alkyl, R2 is methyl or halogen, and Z1 is -NH(R4) 

or -NHCOR8; or a pharmaceutically acceptable salt thereof. 

[0053] In one embedifftentexample, 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 - 

NHCOR8; or a pharmaceutically acceptable salt thereof. 

In 	 the 	 Fonnula Ia is 	 Formula [0054] 	one embodimentexample, 	compound of 	 a compound of 

lb wherein: A is benzothienyl, RI is ethyl, R2 is methyl or halogen, Zl is -NH(R4) and R4 is 

methyl; or a pharmaceutically acceptable salt thereof. 

[0055] In one embed-iffi-texample, the compound of Formula Ia is a compound of Formula 

lb 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 embodimentexample, the compound of Formula Ia is a compound of Formula 

lb wherein: A is benzothienyl, R1 is ethyl, R2 is halogen, Z1 is -NH(R4) and R4 is methyl; or 

a pharmaceutically acceptable salt thereof. 

[0057] In some embodimentsexamples, the present i3aventiefidisclosure provides a method treating a 

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-l-carboxamide, 	1-(5-(1-ethy1-74methylamino)-2-oxo-1,2-dihydro-1,6-

naphthyridin-3 -y1)-2-fluoro-4-iodopheny1)-3 -phenylurea, and 1 -(5-(1 -ethy1-7 4( 1 -methyl-1 H-

pyrazol-4-yDamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-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-methy1-74methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 
yl)pheny1)-3 -(3 -cyanophenyl)urea, 	1-(3-cyanopheny1)-3-(5-(1-ethy1-7-(methylamino)-2- 
oxo-1 2-dih dro-1 6-na•h h 	idin-3- 1 -2-fluoro *hen 1 urea 	1- benzo b thio hen-3- 1 -3- 
(2-fluoro-4-m eth y1-5 -(1 -m ethy1-74m ethyl amino)-2-oxo- 1 ,2-dihydro- 1 ,6-naphthyri din-3 - 
yl)phenyOurea, 	1-(benzo[b]thiophen-3-y1)-342,4-difluoro-541-methy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)phenyl)urea, 	1-(5-(1-ethy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluoropheny1)-343- 
fluorophenyOurea, 	1-(5-(1-ethy1-74methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 
y1)-2,4-difluorophenyl)-3-phenylurea, 	1 -(3 -chloropheny1)-3 -(5 - ( 1 -ethy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenypurea, 	1- 
(3 -cyanophenyl)-3 -(541 -ethy1-7 -(m ethyl amino)-2-o xo- 1 ,2-dihydro- 1 , 6 -n aphthyri d in-3 -y1)- 
2,4-difluorophenyeurea, 	1-(benzo [b]thiophen-3 -y1)-34541-ethyl-74methylamino)-2- 

oxo- 1 ,2-dihydro-1,6-naphthyridin-3 -y1)-2,4-difluorophenyeurea, 	1 -(5 -(7-amino- 1 -ethy1-2- 
oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-343-fluorophenypurea, 
1-(5-(7-amino-l-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-3- 
phenylurea, 	1 - (4-chloro-2-fluoro-5 - ( 1 -i sopropy1-7 -(m ethyl amino)-2-oxo- 1 ,2 -dihydro- 1 ,6- 
naphthyridin-3 -yl)pheny1)-3-phenylurea, 	1 -(5 -( 1 -ethy1-74m ethylamino)-2-oxo- 1 ,2- 
dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-phenylurea, 	1-[4-chloro-5- (1- 
ethy1-7-methylamino-2-oxo-1,2-dihydro-[1,61naphthyridin-3 -y1)-2-fluoro-pheny1]-343- 

fluoro-pheny1)-urea, 	1-[4-chloro-5- (1-ethy1-7-methylamino-2-oxo-1,2-dihydro- 
[1,6jnaphthyridin-3-y1)-2-fluoro-phenyl]-342-fluoro-pheny1)-urea, 	1-(4-chloro-3-(1-ethy1- 
74methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluorophenyl)-3-phenylurea, 

1- 4-chloro-5- 1-eth 1-7- 2-methox eth lamino -2-oxo-1 2-dih dro-1 6-na•hth 	idin- 
3 -y1)-2- fluoropheny1)-3 -phenylurea, 1 -(4- chl oro-5 -( 1 -ethy1-7 42-m etho xyethyl amino)-2-o xo- 

1,2-dihydro-1,6-naphthyridin-3 -y1)-2-fluoropheny1)-3 -(3 -fluorophenyl)urea, 	1-(4- 

chloro-5-(7-(2-(dimethylamino)ethylamino)-1-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 
y1)-2-fluoropheny1)-3-phenylurea, 	1 -(4-chloro-5-(7-(3-(dimethylamino)propylamino)-1- 
ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 	1-(4- 
bromo-5-(1-ethy1-74methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -y1)-2- 

fluor° 'hen 1 -3- shen lurea 	1- benzo b thio 'hen-3- 1 -3- 4-chloro-5- 1-eth 1-7- 
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(methylamino)-2-oxo- 1,2,4a,8 a-tetrah ydro- 1 ,6-naphth yri din-3-y1)-2-fluorophen yOurea, 	1 - 
(4-chloro-3 -(1 -ethy1-7-(methyl amino)-2-oxo- 1 ,2-dihydro-1,6-naphthyri din-3 -yl)pheny1)-3- 
phenylurea, 	1 44-chloro-5-(1 -eth y1-7 -(2-rnethoxyethyl amin o)-2-oxo- :1 ,2-dihydro- 1 .6- 
naph thyridin-3 -y1)-2-fluoropheny1)-3 -(4-fluorophenyl)urea, 1 -(4-chloro-5-(1 -eth y1-7-(2- 
m eth.oxyethyl amino)-2-oxo- 1,2-dihydro- 1,6-n aphthyridin-3 -y1)-2-fluoropheny1)-3_212- 
fluoroph.enyl)urea, 	1 -(5-(1 -ethyl.-7-(2-methoxyethylarnino)-2-oxo-1 ,2-dih.ydro- 1 ,6- 
naphthyridin-3-y1)-2,4-difluoroph.enyl.)-3-phenylurea, 	14541 -ethyl-742- 
.M ethox yeth.ylamino)-2-oxo- 1,2-d ih ydro- 1 ,6-naphthyridin-3-yI)-2- fluoro-4-meth ylpheny1)-3 - 

en lurea 	1-'5 	1 -eth 1-7- meth lamino -2-oxo-1 2-dih dro- 1 .6-na hth 	"din-3 	1 	2 
fluoro-4-methylphen.y1)-3-(2-fluoroph cnyburea, 	1 -(4-chloro-5-( I -ethy1-7-(3 - 
meth o x ypropyl am ino)-2-oxo-1. ,2-dihydro- 1 ,6-naphthyridin-3 -yl)-2-fluorophenyl)-3- 
phenylurea, 	I -(2,4-difluoro-5 -( 1 -isopropy1-7-(methylamino)-2-oxo-1 ,2-dihydro- 1 , 6- 
naphthyridin-3 -yl)phen y11-3 -(3-fluorophenyOurea, 	1 -(2-fluoro-5-( 1 -i sopropy1-7- 
(m ethyl am ino )-2-oxo- 1 ,2-dihydro- 1 ,6-naphthyri din-3 -y1)-4-meth.ylph eny11-3-(3 - 
fluoroph enyOurca , 	1 -(4-chloro-5 -( 1 -ethy1-2-oxo-7-(tetrah yd ro-2H-pyran-4-ylamino)- 1,2- 
dihydro-1 ,6-naphthyridin.-3-y1)-2-fluoroph.en y1)-3-phenylurea, 	(S )- 1 -(4-chloro-5-( 1 -ethyl- 
7 -(1 -m.ethoxypropan-2-ylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -y1.)-2-fluorophenyl.)- 
3 -phenylurea, 1 -(5-( 1 -ethy1-7-(methy1am ino)-2-ox o- 1,2-dihydro- 1 „6-n.aphthyridin-3-14) -2- 
fluoro-4-m ethylph en y1)-3 -(3 -fluorophenypurea, 	1 -(5-(7-(_cycl opropyl amin o)-1-ethy1-2- 
ox o- 1,2-di hydro-1 ,6-n.aphthyridin-3-y1.)-2-fluoro-4-meth.ylphen.y1)-3 -(3 -flu orophenyl)urea, 

1 -(4-chloro-5-( 1. -ethv1-7-(1 -m ethylpiperidi n-4-ylamino)-2-o xo- 1 ,2-dihydro-1,6- 
naphillyridin-3-y1)-2-fluoropheny1)-3 -ph enylurea, 	1 -(4-chl oro-5-( 1 -eth y1-2-o xo-7-(THF-3 - 
yl amino)- 1 ,2-dihydro- 1 ,6-naphthyridin-3-y1)-2-fl uorophen yl )-3-ph.enylurea, 	1 -(4- 
chl oro-5-(1 -ethyl- 7-(2-(m ethylsulfonyl)eth yl amin o )-2-oxo-1,2-dihydro- 1 ,6-naphth yridin-3 - 
y1)-2-fl uorophen y1)-3-ph enylurea, 	1 -(4-chloro-5-( 1 -ethy1-7-( 1 -m ethylpyrrolidin-3 - 
yl amino)-2-ox o- 1.2-dihydro- 1,6-naphthyridin-3 -y1)-2-fluoroph.eny1)-3 -ph.enylurea, 	1 -(4- 
bromo-5 - 1 -eth 1-7- meth lamino -2-oxo- l2-dih dro-1 6-na hth 	' lin.-3 - 	2- 
fluoropheny1)-3 -(3 -fluorophenyOurea, 	1 -(4-brom o-5-( 1 -eth y1-7-(2- 
methox yethyl amino)-2-oxo- 1,2-dihyd ro- 1 ,6-n.aphthyridin.-3 -y1)-2-fluoropheny1)-3 - 
phenylurea, 	1 -(4-bromo-5-(1 -eth y1-7-(2-(methylsul fonyfleth yl amino)-2-o xo- 1 ,2-dihydro- 
1,6-naphthyridin-3-y1)-2-fluoropheny1)-3 -phen yl urea, 	1 -(5-(7-acetamido- 1 -ethy1-2-ox o- 
1 ,2-dih_ydro -1 ,6-naphthyridin-3-y1.)-4-brom o-2-fluoropheny1)-3-phenylurea, 	1 -(5-(7- 
acetami.do- 1 -eth y1-2-oxo- l,2-dihydro- 1 ,6-naphthyridin-3-y1)-4-chl oro-2-fluoro_phen y1)-3- 
phenylurea, 	1 -(4-chloro-5-( 1 -ethyl -7-(m ethylamino)-2-oxo- 1 ,2-dihydro-1 ,6-naphthyridin- 

3 -y1)-2-fluorophen y1)-3 -(3.5-difluoroph en yburea, 	1 -(4-brom o-2-fluoro-5-(1 -m.ethyl.-7- 
(methylamino)-2-oxo-1,2-dihydro-1 ,6-naphth.yridin.-3 -yl)phen y1)-3 -ph en ylurea, 	1 -(5-(7- 
am ino- 1 -ethy1-2-oxo-1,2-dihydro- 1 ,6-naphthyridin-3 -y1)-4-brom o-2-fluoropheny1)-3 - 
phenylurea, 	1 -(5-(7-arn ino- 1 -eth yl -2-oxo- 1 ,2-dihydro-1,6-naphthwidiu-3- 1 -2-fluoro-4- 
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iy..0.11y1 	.,en.yD-3-(3-11•uorophenyi)urea, 	1-(benzo(bithiophen.-3-y1)-3-(5-(1-ethyl.-7- 
cllyk. 	1.i...no)-2-oxo- I 2-ditlydro-1,6-napThibyridin-3-y1)-2-fhlom-4-.methylph ,..T.iy):)u.rea, 	1- 

c2,5H, 	. i.-,:, -,pben.y1.)-3-( :5 -( I -eilly1-7-(rnetlyvla Flip o„)-2-ox.c.)-1. „2-dihydrc), - .1. „6-na phthyri d i n-3 - 
yI)-2-fluoro -4-rn c thylphenyi 'mre.a, 	1 4 2,5_di 41 uoronher, yi )..3..,( 5-( i -ethy1-7-013 othyla_,. i no - 

2-oxo-1, .2-dihydro- I „6-napilthyrid in-3 y1 )-2-ildoro-,1-blet.hylphertyl)urea„ 	1-(2.5- 
i fluoroplieny1)-3 - (5 4 I -ethyl-74m ethylamino)-2-oxo-1 ,24a,, `.3 a-tetrahydro-1 .6-n aph Ill yri, d i n- 

- y1)-2,4--difluoro_ph cli yl ;urea, 	1 -(3 ,5-diflu.orophen yI)-3 -(5-(1-eth,,d -7-(meth ,.'111,1-1ino) 
2-oxo- I ,2,,,, , S a-tetrallycfro-1,6-naphthyri din -3 -y1)-2,4-dilThuorophen.,,fiurea, 	N 4, 1(2- 
bromo-4-flu.oro-543 - rth enyl ureido)ph eny1)- I -ethyl-2-ox.o- 1 ,2-c] I.11,./dro- 1 „6-1). 3j)hth yr i di 11-7- 

y1)-2-cyarioacetamide,N-(3-(2-chloro 1 fluoro-5-(3-phenvlureidoIphorry1)-1-ethyl-2-oxo-1,2- 

dihydro-1,6-mlph.thiriclin-7-y1)-2-eyani)a.cetamide, 	1-(5 4, 7 - acetam i do- 1 -ethyl-2-,...)::,co- 1 ,2- 

dihydro-1,f-naphthyri dirl-:,'.; - v1)-2,4-difluarophefry1`-:1-Dhenyfure-4 .. _ ..1\k- 3 -(2-chIpnit513 43,5- 

difittorophenymireido)--rluorophenyl)- I -eilry1.-2-ox.o-1. „2-dihydro- I b-naphill.-yrici in-7- 

yi„) acetami de 	1 -(4-cl:fl o ro-.5-Ll - ethyl - 7-(methyl am in0)-2- o,  xo- 1,2-d ihyd yo- 1 6- 
n.ap1thyridin - 3 -0-2-fluoropon ,,I sl- 3 -( 2,5 -difluoronh onyhurea, 	1 4 3 - eta oro-5 - 

fi uorophenyl I-3 -1( 5 -(1 -ettpy-i-7-(rm,l,hylam.ino)-2-oxo-1,2-diliydro-1,6-naphthyridin-3-y1)-2- 

fluoro-4-methylphenyl)urea„ 	3 -(3 -(2-ch foro-4- fluoro-5 - (3 -1-h en ',ai td-ei do)ph etr,,i] ).- 1 -ethy1-2- 
ox o- I,2-dift..k1. ro- 1,6--naphth-,Tidin- 7-y1)- 1. , I -dirn othyltirea.,_ l -A- cid or0-5-(1 -eth,„,I-7- 

(rnethylamilo I- 2-oxo-112-dib Ycar._.- 1 „6-naphth 'vyidin-h-dyl )-2-111 doroph on y1)-3 43 -chforo-5- 

fluorophenyI)u i.ea, 	1-(4-chloro-54 1 -c:°I.h.y1-7-(met)'yli::1-1ino)-2-oxo-1,241II \aro- 1,6- 
napbthyri di D.- -„; - vI.)-2-finorortherry0-3 -(3-fluoro-5-rn othylphen vpurea, 	methyl (3-(2- 
e ioro4-11.uoro-.54.7i, .-phc.milarticio)pbc:n.v1)-1-ethy1-2-oxo-1,2-dihvdro-1.,6-napharyridin-7- 
y1.)carmm, ..Itc, 	N -r 3 -( 2 - cid in-4-liuoro-5-(3 -17.6.(nylureido )phenyl ).- I -ethyl-.2-oxo- I .2- 
d ihyd ro-1.,6-naphthyri d In -7-v.1)-2-rnethoxy ectarni d.e, 	2-eyano-N -(3 -(2,4-difluoro-5-(3 - 
n I,-•.en viureido)pheny1)- I -ctiv1-2-oxr1-1.2-dI h vdro- I .6-naphihyridin-7-y0a.reta.rnide, 	1- 
Li _no- 5-0. -ethy1-74 ITI ethylamiao )-2-ox()- I „2-dihydro- 1 „6-naphth yri ciin.- 3 - y11-2- 
f1uorcmhchy1)-3 -ph en-ylurea, 	I -(4-chloro-2-fluoro-5-(1. -isomopyI-7-(rn ethytarinn)-2-: x.0- 

1 ..2-ci i h vdro- 1 „6-naphtbyridin-3-/Opnen.y1)-3-(3-fluoroph. enyl )urea, N-( i -eth \,4-3 -(4-fluoro-5- 

(3(3-fluorophenyflureido )-2-meth ylphen vi.)-2-oxo-1 ,2- i hydro-I ,6-n aphth. yridin-7- 
yflacetamide, 	1 -0-ehloro-5-(1. -ethyl-7-(methylamino)-2-oxo- 1,2-dihydro- I. ,6-naphthyridin- 

3--Vil --,, -II tic ..r,;..?!:1,11.c.11 -41)-3 -:_(.3 414-meth ,...711.i a. oi.:L:tin- I - -yDrnethi/lIrthenylt.trea, 	N-(1 7ethy1-3 -(4- 
11 uoro-2-m ethyl-3 -(3 Then vtareicio )phony1)-2-oxo-1 ,2-dihydro-1 .6-na phillyridin-7- 

vLatertaraide, 	N-(3-(2-thioro-4-fluor..-5-(3-ph en ylturcido )01 enyl ),-- J. -ethyl-2-oxo-1.,2- 

ddovdro-I ,6-naphthyridin.-7-y1)-3-hydraxvazeti dine- I -carboxami de, 	1-(5-(1 -ethyl-7- 
(m eth ,'amino)-2-o x o- 1 ,2-dihydro- I. ,6-naDhth yri din-3 -yl.)-2 -fluoro-4-rn eth ylpheny1)-3 -(3 -((4- 
m eth •vipiperazin- 1 -y,l)m.eth yl)ph en yi Itil.-, a.., 	1 -(4-bromo-5 -(1. -eth vi 7 I n 	.:r Amain( -2-( 	• - 
1 ,2-di.hydro- I 6 -nanhthyridin-3 -y.1)- 2-11u oroph cmyI)-3 -(3 44.--m eth On i1er;',Lzin-1 - 
yl.).;y1.ethylInh cry...1 kaea, 	( 	, '-N -(3-(2-chloro-4-illiorci-5-( .7, -oh eh yiurcidolpherly1)-1 - 

ethyl -2 --ox a- 1 „2-dihydro- 1 6-naphtIry3.-idin.-7-y1)-3 -(dmeth.y ImilinoIp:aro 1 idine-Li 
ca.l'boxam.ide 	(S)-1\1-(11-(2-eidord-4-fluom-5-0 	It '"n 	utividoy)hcmy1)- I -ethyl -2-oxo-1.2- 
di hydro-1 „6-naphilyyri din - 7- yl)rrirrotidine-2-caFbo x amid c., 	N-i0-(2--chloro-4--11 dor-a- 54 3- 
pl-h:iryi Lire; 	o)pitanyi )- 1 - i sopropyl -2-o .ito-I..2-d il..4ro- 1 ..,:l-tiaphillyrid in -7- vl)tioarticie, 	1- 
L4,-€;Iloro-5-0.-edryl-7-(mc 	allin11 o)-2-oxo-d 2-di.hydro-1 6--rathphtlyyridin-3-,f1 }-2- 
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fluoropheny1)-3 -(4-fluoro-3 -( (4-meth ylpiperazin-1 -yl)meth.yl)phenyl Mrea, 1 -(4-ehloro-5-(1 - 
ethy1-7-(methyl ami no)-2-oxo- 1 ,2-dihydro,1,6-naphthyridin-3 -y1)-2-fl uorophen.y1)-3 -(3 - 
fluoro-5-((4-methylpiperazin.-1-yl)methyl)phenypurea, 	1 -(5-(1 -eth y1-7-(meth.ylamino)-2- 
oxo- 1 ,2-dihydro- 1 .6-n.aphthyridin-3 -y1)-2- fluoro-4-methylpheny1)-3 -(4-fluoro-3 -((4- 
methylpiperazin-1 -yl)methyl)phenyflurea, 	1 -( 5 -(1 -ethy1-7-(m ethylamino)-2-oxo- 1,2- 
dih ydro-1,6-naphthyri din-3 -y1)-2,4-di fluoropheny1)-3 -(4-fluoro-3 -((4-m ethylpiperazin- 1 - 
yl)m ethyl)phenyOurea, 	1 -(4-chl oro-5-( 1 -ethy1-7 -(m eth yl amino)-2-oxo- 1,2-dihydro- 1 .6- 
naphthyridin-3 -y1.)-2- fluoropheny1)-3-(3 -cyanophenyflurea, 1 -(4-ehloro-5-(1 -ethyl-74(3 - 
ill orpholinopropyl)amino)-2-oxo-1,2-dihydro- 1,6-n aphth yri din-3 -y1)-2-11 uorophenyI)-3 - 
ph.enylurea, 	1 -(5 -(7-amino- 1 -ethy1-2-oxo-1 .2-dihydro-1 16-n aphthyridin-3 -y1)-2-fluoro-4- 
m eth ylpheny1)-3 -(4-fluoro-3 44-meth ylpiperazin- 1 -yl)methyl)phen yOurea, 	•1 -(4-chloro-5 - 
(1 -ethy1-7-(m eth.y1 arni no)-2-oxo-1 ,2-dihydro-1,6-naph th yri din-3 -y.1)-2-fluorophen.y1)-3 -(3 - 
((dim ethylamino)meth.y1)-4-fluoroph en yflurea, 	1 -(4-chloro-5-(1 -ethy1-7-(methylamino)- 
2-oxo-1,2-dih.ydro-1,6-naphthyridin-3 -y1)-2-fluoropheny1)-3-(4-fluoro-3 - 
(morpholinom.ethypphenyOurea, 	(S)-N-(3 -(2-chlorO-4-fluoro-5 -( 3 -phen.ylurei do)pheny1)- 
1 -ethy1-2-oxo- 1 ,2-dihydro-1,6-naphthyridin-7-y1)-3 -(dimeth yl am i n o)pyrrolidine- 1 - 
carboxamide, 	1 -(4-ehl oro-5 -(1 -ethy1-7-(m ethylamin o)-2-oxo-1 ,2-dihydro- 1 ,6- 
naphthyridin-3-y1)-2-fluoropheny1)-3-(4-fluoro-3-(pyrrolidin-1-ylmethyl)phenyOurea, 
(3 -(2-chloro-4- fluoro-5 -(3 -(3 -fluorophenyOureido)pheny1)-1 -isoprop y1-2-o xo- 1,2-dihydro- 
1,6-naphthyri din-7-y1)-1, I -dim ethylurea, 	N-(3 -(2-ehloro-4-fluoro-5-(3 -(3 - 
fl uorophenyl)ureido)ph.en y1)- 1 -isopropy1-2-oxo- 1,2-dihydro- 1,6-n aphth.yridin- 7- 
yl.)acetamide, 	. N-(1 -ethy1-3 -(4-fluoro-5 -(3 -(4-fluoro-344-methylpiperazin- 1 - 
yl.)m ethyl.)phenyOureido)-2-methylphe.n.y1)-2-oxo-1,2-d ihydro-1 ,6-naphthyridin-7 - 
yl.)formam ide, 3 -( 1 -ethyl -3 -(4-fluoro-2-methy1-5-(3 -phen ylureido)pbenyl.)-2-ox o- 1 ,2- 
dihydro- 1,6-naphthyri di n-7-y1)- 1.1 -dim eth ylurea, 	N-(3 -(2-chloro-4-fluoro-5 -(3 - 
ph en ylureido)phenyl.)- 1 -eth y1-2-ox o- 1,2-dihydro- 1 ,6-n.aphthyridin-7-y1)-3 - 
(dim ethylamino)azeti dine- 1 -carboxami.de, 	3 -(3 -(2-ehloro-4-fluoro-5-(3 - 
phenylureido)phenyl.)- 1 -i sopropy1-2-oxo- 1 ,2-dih.y dro- 1 ,6-n aphth yridin-7 -yl.)-1, 1 - 
dimethylurea, 	3 -(3 -(543 -(benzorbithiophen-3 -yllureido)-4-fluoro-2-methylphen yI)-1 - 
ethy1-2-oxo-1.2-dihydro- 1,6-naphthyridin-7-y1)- 1 ,1 -dimethyl urea, 3 -(3 -(2-brom o -4-fluoro-5 - 
(3 -phenylureido )pheny1)- 1 -eth y1-2-ox.o- 1,2-dihydro- 1,6-naphthyridin- 7 -y1)- 1, 1 -dim ethyIurea. 

3 -( I -ethyl-3 -(4-fluoro -5 -(3 -(3 - fl uorophenyOureido)-2-m ethylph eny1)-2-oxo- 1 ,2- 
dihydro-1 ,6 -naph.thyri din.- 7-y1)- 1, 1 -dim ethylurea, 	N -(3 -(2-chloro-4-fluoro-5-(3 -(4-fluoro- 
3-(morpholinom.ethyl.)ph enybureido)ph en yl.)-1 -ethy1-2-oxo-1. ,2-dihydro-1,6-naphthyridin-7- 
yl)formamide, 	3 -(3 -(5 -(3 -(3 ,5 -difluoroph enyOureido)-4-fluoro-2-methylpheny1)-1 - 
eth y1-2-oxo- 1,2-dihydro- 1 ,6-napht hyridin-7-y1)- 1 J -dimethylurea, N-(3 -(4-fluoro-2-m ethyl- 
543 -ph en ylureido1pheny1)- 1 -i sopropy1-2-oxo-1. ,2-dihydro- 1,6-naphthyridin-7-ynazeti dine- 1 - 
carboxamide, 	N-(1 -ethy1-3 -(4-fluoro-2 -methy1-5 -(3 -phen yl ureid o)phenyI)-2-oxo- 1,2- 
dihydro-1 ,6-naphthyrid in- 7-yflazetidin e-1 -carbox ami de, 	1 -(5 -( 1 -ethyl-74(6- 
m ethylpyri di n-3 -_yDamino)-2-oxo- 1 ,2-dihydro- 1 ,6-n.aphth.yrid i n.- 3 -y1)-2-fluoro-4- 
metl. 	•hen 1.  - 3-.hen lurea 	3- 3- 2 4-difluoro-5- 3- hen lureido 	hen 1 - -cth r1-2-oxo- 
1,2-dihydro- 1 ,6-naphthyri din-7-y1)- 1 ,1-dimethylurea, 	3 -(dim ethyl am i no)-N-( 1 -cthy1-3- 
(4-fluoro-2-methy1-5-(3-phenylureidOphenyl)-2-oxo- 1 ,2-dihydro-1,6-naphthyri din-7- 
yl )azetidin.e- 1 -carboxami de, 	1 -( 5 -( I -ethy1-7-(m ethyl amino)-2-oxo-1,2-dihydro -1 ,6- 
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naphthyridin-3-yl)-2-fluoro-4-iodophenyl)-3-phenylurea, and 1 -(5-(1-eth y1-7-al -methyl-1H- 
pyrazol-4-yDamino)-2-oxo- I,2-dihydro- t ,6-n aphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3- 
phenylurea. 

In 	- 	 the 	inveRtiendisclosure [0058] 	some 	v-- 	z - 	xamples, 	present 	 comprises 	a 

compound selected from the group consisting of 	1-(4-chloro-3-(1-methy1-7-

(methylarnino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-(3-cyanophenypurea, 1-

(3-cyanopheny1)-3-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2- 

fluorophenypurea, 	1-(benzo[b]thiophen-3-y1)-3-(2-fluoro-4-methy1-5-(1-methy1-7- 

(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-methy1-7-(methylamino)-2-oxo- 1,2-dihydro- 

1,6-naphthyridin-3-yl)phenyl)urea, 	1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6- 

naphthyridin-3-y1)-2,4-difluoropheny1)-3-(3-fluorophenyOurea, 	1-(5-(1-ethy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluoropheny1)-3-phenylurea, 

1-(3-chloropheny1)-3-(5-(1-ethyl-7-(methylamino)-2-oxo-1,2-dihydro-1,6-

naphthyridin-3-y1)-2,4-difluorophenypurea, 1-(3-cyanopheny1)-3-(5-(1-ethy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyOurea, 	1- 

(benzo[b]thiophen-3-y1)-3-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin- 

3-y1)-2,4-difluorophenyl)urea, 	1-(5-(7-amino-l-ethy1-2-oxo-1,2-dihydro-1,6- 

naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-3-(3-fluorophenypurea, 	1-(5-(7-amino-l- 

ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-3-phenylurea, 	1- 

(4-chloro-2-fluoro-5-(1-isopropy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 

yl)pheny1)-3-phenylurea, 	 1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6- 

naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-phenylurea, 1-[4-chloro-5- 	(1-ethy1-7- 

methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-3-y1)-2-fluoro-phenyl]-3-(3-fluoro- 

pheny1)-urea, 	1-[4-chloro-5- 	(1-ethy1-7-methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin- 

3-y1)-2-fluoro-phenyl]-3-(2-fluoro-phenyl)-urea, 	1 -(4-ehloro-3-(1-ethy1-7-(methylamino)- 

2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3 -phenylurea, 	1-(4-chloro-5-(1- 

ethy1-7-(2-methoxyethylamino)-2-oxo-1,2-dihydro-1,6-naphthridin-3-y1)-2-fluoropheny1)-3- 

phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(2-methoxyethylamino)-2-oxo-1,2-dihydro-1,6-

naphthyridin-3-y1)-2-fluoropheny1)-3-(3-fluorophenyOurea, 1-(4-chloro-5-(7-(2-

(dimethylamino)ethylamino)-1-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2- 

fluoropheny1)-3-phenylurea, 	1-(4-chloro-5-(7-(3-(dim ethylamino)propylamino)-1-ethy1-2- 

oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 	1-(4- 
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Claims 

1. 	 - 	- 	- 	-- e : 	: 	e 
" 	 the administration ofUse of a compound of formula 4 	44 	, "4"4• 

Ia 

A ',
N
/".\ 

H 

or a pharmaceutically acceptable 
disease caused by the kinase 

0 

. 

N 

H 

salt 
activity 

rising 

/-/ 

-....„, 

thereof, 
of c-KIT, 

(R2)t  

O 

in the 

N 

R1 

manufacture of 

Ia 

Z1 

a medicament for treating a 
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 -NHCOR8; 

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

substituted with one or more Cl-C6alkyls; 

each Z2 is independently and individually selected from the group consisting of hydrogen, Cl - 

C6alkyl, C3-C8carbocyclyl, Cl -C6 alkoxy, hydroxyl, hydroxyCl-C6alkyl-, cyan, (R3)2N-, and 

-(CH2)„R5; 
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each R8 is independently and individually selected from the group consisting of hydrogen, Cl- 

C6alkyl, branched C3-C7alkyl, fluoroalkyl wherein the alkyl moiety is partially or fully 

fluorinated, C3 -C8carbocyclyl, Z3 -substituted phenyl, Z3 -substituted G1, Z3 -substituted GI-CI - 

C6 alkyl, Z2- substituted G4, Z2-substituted G4-C 1 -C6alkyl, C 1 -C6alkoxy, C 1 -C6 alkoxyC 1 - 

C6alkyl, cyanoC1-C6alkyl, -N(R4)2, and R5; 

each R10 is independently and individually selected from the group consisting of CO2H, CO2C1- 

C6alkyl, CO-N(R4)2, OH, Cl-C6alkoxy, C1-C6alkyl, and -N(R4)2; 

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  Cl -C6alkyl 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; 

and k is 1 or 2; n is 0-6; p is 1-4; q is 2-6; r is 0 or 1; t is 1-3. 

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

Formula Ib 

F 	 R2 
0 

A 	
N N Ib 

H 	H 
O 	N 	 Z1 

R1 

or a pharmaceutically acceptable salt thereof, 

wherein: 
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A is phenyl, R1 is linear or branched C 1 -C4alkyl, R2 is methyl or halogen, Z1 is -NH(R4) or - 
NHCOR8. 

3. The method-use of claim 1 wherein the the kinase activity of c-KIT, oncogenic forms 
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 Ia or a pharmaceutically acceptable salt thereof. 

4. The method-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 method use of claim 1 wherein the compound is selected from the group consisting 
of 1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4- 
methylpheny1)-3-(naphthalen-1-y1)urea, 	1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro- 
1,6-naphthyridin-3-y0-2-fluoropheny1)-3 -(naphthalen-l-yl)urea, 	1-(4-chloro-5-(1-ethy1-7-
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny0-3-phenylurea, 1-(4-
chl oro-5-(1 -ethy1-7-(methylamino)-2-oxo-1 ,2-dihydro -1,6-naphthyridin-3 -y1)-2-fluoropheny0-3 - 
(2,3 -difluorophenyl)urea, 	1 -(2-fluoro-5-(1-isopropy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6- 
naphthyridin-3-yOpheny1)-3-phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2- 
dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-(naphthalen-1-yOurea, 	1-(4-chloro-2-fluoro- 
5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-phenylurea, 

1-(4-chl oro-2- fluoro -5 -(1 -methy1-7-(methylamino)-2 -o x o-1,2 -dihydro -1,6-naphthyridin- 
3-yl)pheny1)-3-(naphthalen-l-yl)urea, 	1-(4-chloro-2-fluoro-5-(1-methy1-7-(methylamino)- 
2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-(3-cyanophenyl)urea, 	1-(4-chloro-2-
fluoro-5-(1 -methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -yOpheny1)-3 -(2,3 - 
difluorophenyOurea, 	1-(4-chloro-3-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6- 
naphthyridin-3-yOpheny1)-3-(3-cyanophenyOurea, 	1-(3-cyanopheny1)-3-(5-(1-ethy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluorophenyOurea, 	1-
(benzo[b]thiophen-3-y1)-3-(2-fluoro-4-methy1-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro- 
1,6-naphthyridin-3-yOphenyOurea, 	1-(benzo[b]thiophen-3-y1)-3-(2,4-difluoro-5-(1-methy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yOphenyOurea, 	1-(5-(1-ethy1-7- 
(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluoropheny1)-3-(3- 
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dihydro-1,6-naphthyridin-7-y1)-1,1-dimethylurea, 	N-(3-(2-chloro-4-fluoro-5-(3-(4-fluoro-3-

(morpholinomethyl)phenyl)ureido)pheny1)-1-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-7- 

yl)formamide, 	3-(3-(5-(3-(3,5-difluorophenyl)ureido)-4-fluoro-2-methylpheny1)-1-ethy1- 

2-oxo-1,2-dihydro-1,6-naphthyridin-7-y1)-1,1-dimethylurea, 	N-(3-(4-fluoro-2-methy1-5- 

(3-phenylureido)pheny1)- 1 -isopropy1-2-oxo- 1 ,2-dihydro- 1 ,6-naphthyridin-7-yl)azetidine- 1 - 

carboxamide, 	N-(1-ethy1-3-(4-fluoro-2-methy1-5-(3-phenylureido)pheny1)-2-oxo-1,2- 

dihydro- 1 ,6-naphthyridin-7- yl)azeti dine- 1 -carbox ami de, 	1 -(5- ( 1 -ethy1-746-methylpyridin-3- 

yl)amino)-2-oxo- 1 ,2-dihydro- 1 ,6-naphthyri din-3 -y1)-2-fluoro-4-methylpheny1)-3-phenylurea, 

3 -(3 -(2,4-di fluoro-5 -(3 -phenylureido)pheny1)- 1 -ethy1-2-oxo- 1 ,2-dihydro- 1 , 6-naphthyridin-7-y1)- 

1 , 1 -dimethylurea, 	3-(dimethylamino)-N-(1 -ethy1-3 -(4-fluoro-2-methy1-5-(3-

phenylureido)pheny1)-2-oxo-1,2-dihydro-1,6-naphthyridin-7-y1)azetidine-1-carboxamide, 

1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluom-4-

iodopheny1)-3-phenylurea, and 1-(5-(1-ethy1-74(1-methyl-1H-pyrazol-4-yl)amino)-2-oxo-1,2-

dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-phenylurea. 

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

1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-

methylpheny1)-3-(naphthalen-1-y1)urea, 1-(4-chloro-5-(1-ethy1-7-(methylamino)-2-oxo-1,2- 

dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 1-(4-chloro-5-(1-ethy1-7-

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-(2,3-

difluorophenyl)urea, 1-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-ye- 

2,4-difluoropheny1)-3-phenylurea, 1-(benzo[b]thiophen-3-y1)-3-(5-(1-ethy1-7-(methylamino)-2-

oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyOurea, 1-(5-(7-amino-l-ethy1-2-oxo- 

1,2-dihydro-1,6-naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-3-(3-fluorophenyOurea, 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-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-

methylpheny1)-3-phenylurea, 1-[4-chloro-5- (1-ethy1-7-methylamino-2-oxo-1,2-dihydro- 

[1,6]naphthyridin-3-y1)-2-fluoro-pheny1]-3-(3-fluoro-pheny1)-urea, 1-(4-bromo-5-(1-ethy1-7-

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 

1-(benzo[b]thiophen-3-y1)-3-(4-chlom-5-(1-ethy1-7-(methylamino)-2-oxo-1,2,4a,8a-tetrahydro- 

1,6-naphthyridin-3-y1)-2-fluorophenyOurea, 1-(5-(1-ethy1-7-(methylamino)-2-oxo- 
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1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-(3-fluorophenyOurea, 1-(5-(7-

amino-1 -ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3 -y1)-4-bromo-2-fluoropheny1)-3 -phenylurea, 

1-(benzo[b]thiophen-3-y1)-3-(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-

y1)-2-fluoro-4-methylphenyOurea, 3-(3-(2-chloro-4-fluoro-5-(3-phenylureido)pheny1)-1-ethy1-2-

oxo-1,2-dihydro-1,6-naphthyridin-7-y1)-1,1-dimethylurea, N-(1-ethy1-3-(4-fluoro-5-(3 -(3 - 

fluorophenyOureido)-2-methylpheny1)-2-oxo-1,2-dihydro-1,6-naphthyridin-7-ypacetamide, N- 

(1-ethy1-3-(4-fluoro-2-methy1-5-(3-phenylureido)pheny1)-2-oxo-1,2-dihydro-1,6-naphthyridin-7- 

yl)acetamide, and 	3-(1-ethy1-3-(4-fluoro-2-methy1-5-(3-phenylureido)pheny1)-2-oxo-1,2-

dihydro-1,6-naphthyridin-7-y1)-1,1-dimethylurea. 

7. The method-use of claim 5 wherein the compound is 1-(5-(1-ethy1-7-(methylamino)-2- 

oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-(naphthalen-1-y1)urea. 

8. The method-use of claim 5 wherein the compound is 1-(4-chloro-5-(1-ethy1-7- 

(methylamino)-2-ox o-1,2-dihydro-1,6-naphthyridin-3 -y1)-2-fluoropheny1)-3 -(2,3 - 

difluorophenyOurea. 

9. The 	 5 	the 	is 1-(4-bromo-5-(1-ethy1-7- method use of claim 	wherein 	compound 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea. 

10. The method use of claim 5 wherein the compound is 1-(5-(1-ethy1-7-(methylamino)-2- 

oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylpheny1)-3-phenylurea. 

11. The method  use of claim 5 wherein the compound is 1-(benzo[b]thiophen-3-y1)-3-(5-(1- 

ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4-methylphenyl)urea. 

12. The method use of claim 5 wherein the compound is 1-[4-chloro-5- (1-ethy1-7- 

methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-3-y1)-2-fluoro-pheny1]-3-(3-fluoro-pheny1)-

urea. 

13. The method use of claim 5 wherein the compound is 1-(5-(7-amino-l-ethy1-2-oxo-1,2- 

dihydro-1,6-naphthyridin-3-y1)-4-bromo-2-fluoropheny1)-3-phenylurea. 

14. The met-hod-use of claim 5 wherein the compound is 1-(5-(7-amino-1 -ethy1-2-oxo-1,2- 

dihydro-1,6-naphthyridin-3-y1)-4-chloro-2-fluoropheny1)-3-phenylurea. 
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15. The methed-use of claim 5 wherein the compound is 	1-(4-chloro-5-(1-ethy1-7- 

(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea. 

16. A compound selected from the group consisting of 

1 -(4-chloro -3 -(1 -in ethy1-7-(methyl amino)-2-oxo-1,2-dihydro-1,6-naphthyri din-3- 
yl)pheny1)-3-(3-cyanophenyOurea, 	1-(3-cyanopheny1)-3-(5-(1-ethyl-7-(methylamino)-2-oxo- 
1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluorophenyOurea, 	1 -(b enzo [b]thi ophen-3 -y1)-3 -(2-
fluoro-4-methy1-5-(1-methy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3- 
yl)phenyOurea, 	1-(benzo[b]thiophen-3-y1)-3-(2,4-difluoro-5-(1-methy1-7-(methylamino)- 
2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)phenyl)urea, 	1-(5-(1-ethy1-7-(methylamino)-2- 
oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluoropheny1)-3-(3-fluorophenyl)urea, 	1-(5- 
(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluoropheny1)-3- 
phenylurea, 	1-(3 -chloropheny1)-3 -(5- (1 -ethy1-7-(methylamino)-2-oxo-1 ,2-dihydro-1,6-
naphthyridin-3-y1)-2,4-difluorophenyl)urea, 1-(3-cyanopheny1)-3-(5-(1-ethy1-7-(methylamino)- 
2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyOurea, 1-(benzo[b]thiophen-3-y1)-3- 
(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2,4-difluorophenyl)urea, 

1-(5-(7-amino-l-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-4-chloro-2- 
fluoropheny1)-3-(3-fluorophenyl)urea, 	1-(5-(7-amino-l-ethy1-2-oxo-1,2-dihydro-1,6- 
naphthyridin-3-y1)-4-chloro-2-fluorophenyl)-3-phenylurea, 	1-(4-chloro-2-fluoro-5-(1-
isopropy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-yl)pheny1)-3-phenylurea, 
(5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoro-4- 
methylpheny1)-3-phenylurea, 1-[4-chloro-5- (1-ethy1-7-methylamino-2-oxo-1,2-dihydro- 
[1,6]naphthyridin-3-y1)-2-fluoro-pheny1]-3-(3-fluoro-pheny1)-urea, 1-[4-chloro-5- (1-ethy1-7-
methylamino-2-oxo-1,2-dihydro-[1,6]naphthyridin-3-y1)-2-fluoro-pheny1]-3-(2-fluoro-pheny1)- 
urea, 	1-(4-chloro-3-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2- 
fluoropheny1)-3-phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(2-methoxyethylamino)-2-oxo-1,2- 
dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 	1-(4-chloro-5-(1-ethy1-7-(2-
methoxyethylamino)-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-(3- 
fluorophenyl)urea, 	1-(4-chloro-5-(7-(2-(dimethylamino)ethylamino)-1-ethy1-2-oxo-1,2- 
dihydro-1,6-naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 	1-(4-chloro-5-(7-(3-
(dimethylamino)propylamino)-1-ethy1-2-oxo-1,2-dihydro-1,6-naphthyridin-3-y1)-2- 
fluoropheny1)-3-phenylurea, 	1-(4-bromo-5-(1-ethy1-7-(methylamino)-2-oxo-1,2-dihydro-1,6- 
naphthyridin-3-y1)-2-fluoropheny1)-3-phenylurea, 	1-(benzo[b]thiophen-3-y1)-3-(4-chloro-5- 
(1-ethy1-7- 
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