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Claims

1. A compound of Formula |:
0
Ry N
3 -
N/ ’21 |\ \\ N
Ryo Z3 X
Rs Re

or a pharmaceutically acceptable salt thereof
R4 is hydrogen or C1-Cgalkyl;
R: is hydrogen or C4-Cgalkyl;
Rs is hydrogen or C1-Cgalkyl;
R is hydrogen or C-Cgalkyl; or

R2 and R4, taken in combination fogh a bond;

or C-Cealkyl;
Rz is hydrogen or C4-Cs
XisOorS;

Csalkyl;
Rg is selectgff from the group consisting of (CR11R12)aNR13R1s, (CR11R42)sheterocycle,

contajfis at least one heteroatom selected from O, S and N and which is substituted with
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0, 1 or 2 groups independently selected from Ci-Cqalkyl, Cq-Cialkoxy, halog
hydroxyl, amino, and mono- and di- C4-Csalkylamino;

Rs and Ry, taken in combination, together with the atoms to which they are affached,
form a saturated 4-7 membered heterocyclic ring having 1 or 2 ring hgferoatoms
selected from N, O or S, which heterocyclic ring is substituted with 0, {ffor 2 groups
independently selected from the group consisting of oxo, C4-Cgalkyl, C ghaloalkyl, C4-
Cealkoxy, Cq-Cghaloalkoxy, halogen, hydroxyl, amino, hydroxyC#Csalkyl, aminoC;-
Cealkyl, mono- and di-Cy-CgalkylaminoCq-Cealkyl,  Cs-GFcycloalkylCs-Caalkyl,
heterocycleC4-Caalkyl, C4-Cgalkanoyl, mono- and di-C;-Csalifflamino, aminocarbonyl,
mono- and di-C1-Cealkylaminocarbonyl, Ci-Csalkoxycgfonyl, C4-Cealkylsulfonyl,
aminosulfonyl, and mono- and di-Cs-Csalkylaminosulfonyl wherein the heterocycle is a
4-, 5-, 6-, or 7-membered monocyclic heterocyclgfwhich contains at least one
heteroatom selected from O, S and N and which j£ substituted with 0, 1 or 2 groups
independently selected from C;-Caalkyl, Cq-Csgfkoxy, halogen, hydroxyl, amino, and
mono- and di- C1-Cgalkylamino;

Arz is selected from the group consisting gf phenyl, naphthyl, a monocyclic or bicyclic
heteroaryl, and bicyclic or tricyclic hetegfcycle wherein each heteroaryl or heterocycle
group has 1, 2, 3 or 4 ring heteroatom# selected from N, O or S and wherein the phenyl,
naphthyl, heteroaryl or heterocyclgfgroup is unsubstituted or substituted by 1, 2, or 3
groups independently selected jfom C;-Cgalkyl, C4-Cghaloalkyl, hydroxyC+-Cgalkyl, Cs-
Csalkoxy, C4-Cghaloalkoxy, hfflogen, hydroxy, amino, aminoC;-Csalkyl, mono- and di-
C1-CsalkylaminoC4-Csalkylf mono- and di-Cs-Cgalkylamino, CO,C+-Csalkyl, phenylCq-
Caalkyl, Cs-CroycloalkyfCo-Caalkyl, spirocyclic Cs-Creycloalkyl, aminosulfonyl, and
mono- and di-C4-Csalfylaminosulfonyl;

mis0,1,or2;

nis 1,2, or3;

E is absent, @ or NRqg;

isting of hydrogen, Ci-Csalkyl, C;-Cgalkanoyl, Cs-Cecycloalkyl, phenyl and
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heterocycle, each of which is substituted with 0, 1 or 2 groups independently sejfcted

from C4-Caalkyl, Cq-Csalkoxy, halogen, hydroxyl, amino, and mono- andgdi- Ci-

Rj is hydrogen or C1-Csalkyl;
R3 is hydrogen or C4-Cgalkyl;
Rs is hydrogen or halogen;

Rz is hydrogen or C4-Cgalkyl;
XisOorS;
Rg is selected from the glfoup consisting of hydrogen and C-Caalkyl;
Rg is selected from
(CR11R12)aORs, (
Rg and Rg, tak

saturated 4-7gmembered heterocyclic ring having 1 or 2 ring heteroatoms selected from

e group consisting of (CR11R12}h\NR13R14, (CR11R12)nheterocycle,
11R12)nC(O)ER 13, and (CR11R12)nS(0)nR17; or

in combination with the atoms to which they are attached form a

hich heterocyclic ring is substituted with 0, 1, or 2 groups independently
rom the group consisting of C4-Csalkyl, C4-Cghaloalkyl, halogen, hydroxyC,-
aminoC,-Cealkyl, Cs-CrcycloalkylCi-Caalkyl, heterocycleCq-Chalkyl, Cs-
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Cealkanoyl, mono- and di-Cs-Cealkylaminocarbonyl, Ci-Cealkoxycarbonyl, and @#-
Cealkylsulfonyl.

Ary is phenyl, naphthyl, 5 or 6 membered monocyclic heteroaryl, whergifi each
heteroaryl has 1, 2, or 3 ring heteroatoms selected from N, O or S and yherein the
phenyl, naphthyl, or heteroaryl group is unsubstituted or substituted by 1, or 3 groups
independently selected from the group consisting of C4-Cgalkyl, C4-@€haloalkyl, halo,
hydroxyl, CO2C+-Cgalkyl, phenyl, and C3-C-cycloalkyl;

mis 0, 1,or 2;

nis 1, 2, or 3;

E is O or NRyg;

Ri1, Ryz and Rig are the same or different and are i dependently selected at each
occurrence from the group consisting of hydrogen and/C+-Caalkyl; and

Ris, R1s, R1s and Ry7 are independently selected £t each occurrence from the group
consisting of hydrogen, Cq-Cgalkyl, C3-Cscycloghkyl, phenyl and heterocycle, each of
which is substituted with 0, 1 or 2 groups indgbendently selected from hydroxyl, amino,
and mono- and di- C;-Csalkylamino.

3. The compound of claim 1 accogffing to Formula IlI:
Ry
0 /
Rg N
y \
Ry N Arz
W | } AN
R,
N P
N
R.
Rs ® Il

or a pharmacglUtically acceptable salt thereof
R1 is hydrgg#en or C4-Cgalkyi;

R3 is hygfogen or C4-Cgalkyl;

Rs is ydrogen or halogen;

R7 & hydrogen or Ci-Cealkyl;
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Xis OorS;
Rg is selected from the group consisting of hydrogen and C4-Caalkyl;
Ro is selected from the group consisting of (CR11R12)sNR13R14, (CR11R12)hetgfocycle,
(CR11R12)iOR15, (CR11R12)nC(O)ER+3, and (CR11R12)nS(0)mR17; or
Rs and Rg, taken in combination together with the atoms to which theyfbre attached
form a saturated 4-7 membered heterocyclic ring having 1 or 2 rifflg heteroatoms
selected from N, O or S, which heterocyclic ring is substituted withf0, 1, or 2 groups
independently selected from the group consisting of Ci-Cegkyl, C;-Cghaloalkyl,
halogen, hydroxyC+-Cealkyl, aminoC4-Csalkyl, C3-C-cycloalkylC4#C,alkyl, heterocycleCs-
Caalkyl, Cs-Cealkanoyl, mono- and di-Cs-Cgalkylaminocarbghiyl, C4-Csalkoxycarbonyl,
and Cq-Cgalkylsulfonvyl; _
Arz is phenyl, naphthyl, 5 or 6 membered monocy€lic heteroaryl, wherein each
heteroaryl has 1, 2, or 3 ring heteroatoms selectedgrom N, O or S and wherein the
phenyl, naphthyl, or heteroaryl group is unsubstitutgfd or substituted by 1, 2, or 3 groups
independently selected from the group consistiig of C1-Cgalkyl, Cq-Cghaloalkyl, halo,
hydroxyl, CO;C4-Cgalkyl, phenyl, and C5-Csc

mis 0, 1, or 2;

oalkyl;

nis 1,2, or3;
E is O or NRyg;
R11, R12 and R4s are the same different and are independently selected at each
occurrence from the group consj
Ri13, Ria, Ris, Rig and Ry7

group consisting of hydro

ing of hydrogen and C4-Caalkyl; and

e independently selected at each occurrence from the
» C1-Cealkyl, C3-Cgcycloalkyl, phenyl and heterocycle, each
of which is substituted vith 0, 1 or 2 groups independently selected from hydroxyl,
amino, and mono- angf di- C4-Cgalkylamino.

4. The compbund of claim 1, or a salt thereof, wherein Ryq is hydrogen and Rs and
R, taken in gbmbination, form a saturated 5 or 6 membered heterocyclic ring having 1
ring nitrogfn atoms, which heterocyclic ring is substituted with 0, 1, or 2 groups
indepenflently selected from the group consisting of Cs-Cjalkyl, C;-Cshaloalkyl,

yC1-Caalkyl, aminoC4-Csalkyl, heterocycleC,-Cqalkyl, C1-Cyalkanoyl, mono- and



- 370 -

di-C4-Csalkylaminocarbonyl, mono- and di-C4-CsalkylaminocarbonylC4-C Aalkyl,
aminocarbonylC4-C salkyl, C4-Caalkoxycarbonyl, and C4-Cyalkylsulfonyl.

5. The compound of claim 1, or a salt thereof, wherein Rg agf R, taken in
combination form a saturated 5 or 6 membered heterocyclic ring hayfg 1 ring nitrogen
atom beta to the pyrimidine ring, which heterocyclic ring is subgjftuted with 0, 1, or 2
groups independently selected from the group consisting of Cy#Casalkyl, C1-Cshaloalkyl,
hydroxyC4-Caalkyl, aminoC4-Cjalkyl, heterocycleC,-Cjalkyl, 1-C4a]kanoy!, mono- and
di-C4-Caalkylaminocarbonyl, mono- and di-C,-CgalkylamjfioC4-Calkanoyl, mono- and
di-C4-CaalkylaminocarbonylC4-C salkyl, aminocarbonyl@-C salkyl, C4-Caalkoxycarbonyt,
and C-Cjalkylsulfonyl.

6. The compound of claim 5, according to ibrmula IV:
Rag
] Rz
Rug N Rz Q /
AN
) AI’2
N
NF | P 7
R4
K L/
N X /
R
Rs ? \Y

and pharmaceuticallyfacceptable salts thereof, wherein

pis0or1; and

R19, Ra20, and Ryf are independently selected from the group consisting of hydrogen, C;-
Caalkyl, hydrgfyC4-Caalkyl, NH.C(O)CH>, and NHMeC(QO)CH..

7. Te compound of claim 6, wherein two of variables Rqg, Rz or Rz are hydrogen
and gfher is selected from the group consisting of hydrogen, methyl, ethyl, or

hydgbxyethyl.
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8. The compound of claim 1, according to Formula V:

R7

o /
Ar2
N

N |

R4
< /

N X
R
Rs ® \Y

or a pharmaceutically acceptable salt thereof

Rg is selected from the group consisting of C
(CH2)nS(O)mN(R1s)2 and CH2S(0)2R17;
E is absent, O or NR;g;

Rug is hydrogen, methyl or ethyl; and

R13R14, CH20R15, CH2C(O)ER;3,

Ria, Ris, Ris, Rig and Ry7 are indepegliently selected at each occurrence from the
group consisting of hydrogen, C+-Csallfyl, and hydroxyC-Caalkyl.
9. The compound of claim 1 vherein the Rg is hydrogen; and
Ry is selected from the grgup consisting of (CH2),NHR43, (CR11Ri2)zheterocycle,
{CR11R12)nOR 15, (CH2)nS(OYR 17 and (CH2)nS(O)mN(R1s)2;

nis1or2;

Rz is hydrogen, C1-Cglkyl, hydroxyCi-Caalkyl, or C3-Cecycloalkyl;

is hydrogen, fluoro or chloro;
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XisOorS;

Rs is selected from the group consisting of hydrogen and C4-Cjalkyl;
Ro is selected from the group consisting of CH2NR3R14, CHzheterocycle/CH,OR 5,
CH2C(O)ER13, and CH;S(0)2R47; or
Rs and Ry, taken in combination form a saturated 4-7 membered jfeterocyclic ring
d with 0, 1, or 2
lkyl, C4-Cghaloalkyl,

having one ring nitrogen atom, which heterocyclic ring is substit
groups independently selected from the group consisting of Cs-
halogen, C1-Csalkanoyl, and C4-Csalkylsulfonyi;

Arz is phenyl, 5 membered monocyclic heteroaryl, wherein ggch heteroaryl has one ring
nitrogen and 0 or 1 additional ring heteroatoms selected fgfm N, O or 8 and wherein the
phenyl or heteroaryl group is unsubstituted or sub#tituted by 1, 2, or 3 groups
independently selected from the group consisting gf C4-Csalkyl, Cq-Cghaloalkyl, halo,
hydroxyl, CO,C,-Cgalkyl, phenyl, and Cs-Cscyclo
mis 0, 1, or 2;

E is O or NR1g;

R1s is selected from the group consisting gf hydrogen and C4-Caalkyl; and

Ri3, R4, Ris5, Ris and Ry7 are indepghdently selected at each occurrence from the
group consisting of hydrogen, C4-Cg

of which is substituted with 0, 1

yl, C3-Cecycloalkyl, phenyl and heterocycle, each

r 2 groups independently selected from hydroxyl,

juted with 1 or 2 groups independently selected from the group consisting of
yl, Ci-Cshaloalkyl, C4-Csalkoxy, C4-Cshaloalkoxy, halogen, amino, aminoCs-

, mono- and di-C4-CsalkylaminoC4-Caalkyl, mono- and di-C;-Csalkylamino,
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hydroxyl, CO,C4-Csalkyl, phenylCo-Csalkyl, Cs-CgoycloalkylCo-Coalkyl, aminogifonyl,
and mono- and di-C1-Csalkylaminosulfonyl.

13. The compound of claim 1, or a pharmaceutically acceptable salt {fflereof, wherein
Arz is a group of the formula:

_,_-'-'"Z

wherein

Rz is selected from Ci-C aalkyl, Cs-Cgcycloalkyl, £03-CscycloalkylCq-C salkyl, Cq-
Cshaloalkyl, hydroxyC4-Csalkyl, phenyl, 5 and 6 mbered heterocycle, wherein the
heterocycle is a 4-, 5-, 6-, or 7-membered mongfyclic heterocycle which contains at
least one heteroatom selected from O, S and Y and which is substituted with 0, 1 or 2
groups independently selected from C4-Cyallghl, C,-Cialkoxy, halogen, hydroxyl, amino,
and mono- and di- C4-Csalkylamino; and Z#s O, NH or N(C4-Calkyl).

14.  The compound of claim 13,/wherein Ry is selected from C4-C salkyl, Ca-
Cecycloalkyl, 1-methyl-Cs-CscycloagiKyl, Cizhaloalkyl, and hydroxyC4-Caalkyl; and
Zis O or NH.

15.  The compound of cjfim 13, wherein Ry, is selected from isopropyl, tert-butyl,
cyclopropyl, cyclobutyl, /1-methyl-cyclopropyl, 1-trifluoromethyl-cyclopropyl, 1-ethyl-
cyclopropyl, 1-methflcyclobutyl, 1-ethylcyclobutyl, hydroxyl-tert-butyl, and
trifluoromethyl; and

Zis O.

16.  The ¢gmpound of claim 1 in which Ry is hydrogen.

17. pharmaceutical composition comprising at least one compound of claim 1 and

t one pharmaceutically acceptable carrier.
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18. A compound, or pharmaceutically acceptable salt thereof, selected fropfl the

group consisting of:
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20. A pharmaceutical composition comprising at least one £Zompound of claim 18 or
claim 19 and at least one pharmaceutically acceptable carrj
21. A pharmaceutical combination, comprising a {flerapeutically effective amount of
the compound according to claim 18 or claigf 19 and one or more additional

therapeutically active agents.

18 or claim 19 in the manufacture of a
VEGF-R activity in a subject.

22.  Use of a compound according to cl
medicament for the treatment of inhibiti
23. Use of a compound accorgihg to claim 18 or claim 19 in the manufacture of a
medicament for the treatment offa disorder or disease in a subject medicated by VEGF-
R, wherein the disease or digbrder is selected from age related macular degeneration,

diabetic retinopathy, retinity§ pigmentosa and retinopathy, geographic atrophy.
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A compound of Formula I:

R

(9] !

Ro N

A Re I?/ A,
)N\/ IZI VR R, I
3 T R,
Rs R4

or a pharmaceutically acceptable salt thereof, wherein

R, is hydrogen or C,-Cgalkyl;

R3; 1s hydrogen or C,-Cgalkyl;

R; and Rs, taken in combination form a bond;

Rs is hydrogen, C,-Cgalkyl, or halogen,;

R¢ represents 0, 1, or 2 groups independently selected at each occurrence from
halogen or C,-Csalkyl;

R is hydrogen or C,-Cgalkyl;

XisOorS;

Z) and Z, are independently selected from the group consisting of N and CRg;

Rg and Ry are independently selected from the group consisting of hydrogen and C,-
Cealkyl;

Re is selected from the group consisting of (CR;Ri2)\NRi3R 4,
(CRuRi2)sheterocycle, (CR11R12).0R1s5, (CR11R12)/C(O)ER 13, (CH2)xS(O)mN(R)3)2 and
(CR11R12)sS(O)mR 17, wherein the heterocycle is a 4-, 5-; 6-, or 7-membered monocyclic
heterocyle which contains at least one heteroatom selected from O, S and N and which is
substituted with O, | or 2 groups independently selected from C,-Csalkyl, C,-Cjalkoxy,
halogen, hydroxyl, amino, and mono- and di-C;-Cgalkylamino; or

Rs and Ry, taken in combination, together with the atoms to which they are attached,
form a saturated 4-7 membered heterocyclic ring having 1 or 2 ring heteroatoms selected
from N, O or S, which heterocyclic ring is substituted with 0, 1, or 2 groups independently
selected from the group consisting of oxo, C-Csalkyl, C,-Cghaloalkyl, C,-Csalkoxy, C;-
Cshaloakoxy, halogen, hydroxyl, amino, hydroxyC,-Cgalkyl, aminoC,-Cgalkyl, mono- and
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di-C,-CgalkylaminoC;-Cgalkyl, C;-CscycloalkylC,-Caalkyl, heterocycleC,-Csalkyl, C;-
Csalkanoyl, mono- and di-C;-Csalkylamino, aminocarbonyl, mono- and di-C;-
Cealkylaminocarbonyl, C;-Cgalkoxycarbonyl, C,-Cgalkylsulfonyl, aminosulfonyl, and
mono- and di-C;-Cgalkylaminosulfonyl, wherein the heterocycle is a  4-, 5-, 6-, or 7-
membered monocyclic heterocycle which contains at least one heteroatom selected from
O, S and N and which is substituted with 0, 1 or 2 groups independently selected from C;-
Caalkyl, Ci-Caalkoxy, halogen, hydroxyl, amino, and mono- and di-C;-Csalkylamino;

Ar; 1s selected from the group consisting of phenyl, naphthyl, a monocyclic or
bicyclic heteroaryl, and bicyclic or tricyclic heterocycle wherein cach heteroaryl or
heterocycle group has 1, 2, 3 or 4 ring heteroatoms selected from N, O or S and wherein
the phenyl, naphthyl, heteroaryl or heterocycle group is unsubstituted or substituted by 1,
2, or 3 groups independently selected from C;-Cgalkyl, C;-Cghaloalkyl, hydroxyC,-
Cealkyl, C;-Czalkoxy, C;-Cghaloalkoxy, halogen, hydroxy, amino, aminoC;-Csalkyl,
mono- and di-C;-CealkylaminoC,-Cealkyl, mono- and di-C;-Cgalkylamino, CO,C;-
Cealkyl, phenylCy-Csalkyl, C;-CqcycloalkylCy-Caalkyl, spirocyclic C;-Cscycloalkyl,
aminosulfonyl, Cs-Cgheterocycle and mono- and di-C,-Csalkylaminosulfonyl;

mis0,1,or2;

nis 1,2, or 3;

E is absent, O or NR3;

Ri1, Rz and R;g are the same or different and are independently selected at each
occurrence from the group consisting of hydrogen and C;-Cjalkyl; and
Ris, R4, Rys and Ry7 are independently selected at each occurrence from the group
consisting of hydrogen, C;-Csalkyl, C;-Csalkanoyl, C;-Cieycloalkyl, phenyl and
heterocycle, each of which is substituted with 0, 1 or 2 groups independently selected from
C;-Caalkyl, Cy-Cjalkoxy, halogen, hydroxyl, amino, and mono- and di-C,-Cgalkylamino,
and wherein the heterocycle is a 4-, 5-, 6-, or 7-membered monocyclic heterocycle which
contains at least one heteroatom selected from O, S and N and which is substituted with 0,
1 or 2 groups independently selected from C,-Cialkyl, C,-Csalkoxy, halogen, hydroxyl,

amino, and mono- and di-C,-Csalkylamino.
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2. The compound of claim 1 according to Formula III:

R

O 7
Rg YN\

Rg N Al'z
N= ] R 1
N /
N X
Rs Rs

or a pharmaceutically acceptable salt thereof, wherein

R, is hydrogen or C,-Cgalkyl;

Rj is hydrogen or C;-Cgalkyl;

Rs is hydrogen or halogen;

R 1s hydrogen or C;-Cgalkyl;

XisOorS;

Rj3 is selected from the group consisting of hydrogen and C,-Cgalkyl,

Ry is selected from the group consisting of (CRjRj2).NR 3R 4,
(CRiRi2pheterocycle, (CR11R12),OR s, (CR1R12),C(O)ER 3, (CH2)nS(O)mN(Rg), and
(CR1R12)aS(O)mR 7

Ar; is phenyl, naphthyl, 5 or 6 membered monocyclic heteroaryl, wherein each
heteroaryl has 1, 2, or 3 ring heteroatoms selected from N, O or S and wherein the phenyl,
naphthyl, or heteroaryl group is unsubstituted or substituted by 1, 2, or 3 groups
independently selected from the group consisting of C;-Cealkyl, C;-Cgalkoxy, C;-
Cghaloalkoxy, C;-Cghaloalkyl, hydroxyC;-Cealkyl, halogen, hydroxyl, CO,C;-Cgalkyl,
amino, aminoC-Cgalkyl, mono- and di-C,-CsalkylaminoC,-Cgalkyl, mono- and di-C;-
Cealkylamino, CO,C,-Cealkyl, phenylCy-Caalkyl, C3-CqeycloalkylCo-Caalkyl,
aminosulfonyl, mone- and di-C;-Cgalkylaminosulfonyl, phenyl, Cs-Cgheterocycle and Cs-
Cseycloalkyl;

mis0,1,or2;

nis 1,2, or3;

E is O or NRyg;

Ri1, Riz and Ryg are the same or different and are independently selected at each

occurrence from the group consisting of hydrogen and C,-Cjalkyl; and
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Ri3, Ris, Ri5 and Ry are independently selected at each occurrence from the group
consisting of hydrogen, C;-Csalkyl, Cs;-Cecycloalkyl, phenyl and heterocycle, each of
which is substituted with 0, 1 or 2 groups independently selected from hydroxyl, amino,

and mono- and di- C;-Cgalkylamino.

3. The compound of claim 1 or 2, according to Formula V:
o, N
Ry yN\
N7 N An \%
s | e
N X
Rs Rs

or a pharmaceutically acceptable salt thereof, wherein

Ry is selected from the group consisting of CHaNR 3R 14, CH2OR 5, CH,C(O)ER 3,
(CH2)nS(O)mN(R5)2 and CH,S(0)2R;7;

E is absent, O or NR3;

Rz is hydrogen, methyl or ethyl; and

Ri3, Ri4, Ris and R,7 are independently selected at each occurrence from the group

consisting of hydrogen, C;-Csalkyl, and hydroxyC,-Calkyl.

4. The compound of claim 1 or 2, wherein the Ry is hydrogen; and

Ry 1s selected from the group consisting of (CH,),NHR 3, (CR ;R 2)sheterocycle,
(CR11R12)4OR s, (CH2)aS(O)mR17 and (CH),S(0)mN(R 15)2;

nis 1 or2;

Rz 1s hydrogen, C;-Caalkyl, hydroxyC;-Casalkyl, or C3-Cscycloalkyl;

R s is hydrogen or C,-Caalkyl,;

Ry71s C;-Cgalkyl; and

Riz is independently selected at each occurrence from the group consisting of

hydrogen, methyl or ethyl.
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5. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof,
wherein

R is hydrogen, methyl or cthyl;

Rj is hydrogen;

Rs 1s hydrogen, fluoro or chloro;

XisOQorS;

Rjs is selected from the group consisting of hydrogen and C,-Cjalkyl;

Ry is selected from the group consisting of CH,NR;3R;4, CHjheterocycle,
CH,0R 5, CHC(O)ER 3, and CH2S(0),R7;

Ar, is phenyl, or a 5 membered monocyclic heteroaryl, wherein each heteroaryl has
one ring nitrogen and 0 or | additional ring heteroatoms selected from N, O or S and
wherein the phenyl or heteroaryl group is unsubstituted or substituted by 1, 2, or 3 groups
independently selected from the group consisting of C;-Cgalkyl, C;-Cghaloalkyl, halo,
hydroxyl, CO,C,-Csalkyl, phenyl, and C3-Cscycloalkyl;

mis0, 1, or2;

E is O or NR3;

R |3 is selected from the group consisting of hydrogen and C,-Cgalkyl; and

Ri3, R4, Ri5 and Ry7 are independently selected at each occurrence from the group
consisting of hydrogen, C,-Cealkyl, Ci-Cgeycloalkyl, phenyl and heterocycle, each of
which is substituted with 0, 1 or 2 groups independently selected from hydroxyl, amino,

and mono- and di- C;-Cgalkylamino.

6. The compound of claim 1, according to Formula III:
o, N7
Ry N\
R Arp
N /N
N X
Ry Rs

or a pharmaceutically acceptable salt thereof, wherein

R, is hydrogen or C,-Cgalkyl;
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R3 1s hydrogen or C;-Cgalkyl;

Rs is hydrogen or halogen;

R7 is hydrogen or C,-Cgalkyl,;

XisOors;

Ry and Ry, taken in combination together with the atoms to which they are attached
form a saturated 4-7 membered heterocyclic ring having 1 or 2 ring heteroatoms selected
from N, O or S, which heterocyclic ring is substituted with 0, 1, or 2 groups independently
selected from the group consisting of C,-Cealkyl, C;-Cghaloalkyl, halogen, hydroxyC;-
Cealkyl, aminoC,-Cealkyl, C3-CscycloalkylC;-Cjalkyl, heterocycleC,-Cialkyl, C,-
Csalkanoyl, mono- and di-C,-Csalkylaminocarbonyl, C;-Cgalkoxycarbonyl, and C;-
Csalkylsulfonyl;

Ary is phenyl, naphthyl, 5 or 6 membered monocyclic heteroaryl, wherein cach
heteroaryl has 1, 2, or 3 ring heteroatoms selected from N, O or S and wherein the phenyl,
naphthyl, or heteroaryl group is unsubstituted or substituted by 1, 2, or 3 groups
independently selected from the group consisting of C;-Cealkyl, C;-Cgalkoxy, C;-
Cghaloalkoxy, C;-Cghaloalkyl, hydroxyC,-Cealkyl, halogen, hydroxyl, CO,C;-Csalkyl,
amino, aminoC;-Cgalkyl, mono- and di-C;-CgalkylaminoC,-Csalkyl, mono- and di-C;-
Csalkylamino, CO,C-Csalkyl, phenylCo-Caalkyl, C;-CqeycloalkylCy-Caalkyl,
aminosulfonyl, mono- and di-C,-Cgalkylaminosulfonyl, phenyl, Cs-Cgheterocycle and Cs-
C-cycloalkyl;

misQ, 1, or2; and

nis 1,2, or3.

7. The compound of claim 1 or 6, or a pharmaceutically acceptable salt thereof,
wherein Ry and Re, taken in combination, form a saturated 5 or 6 membered heterocyclic
ring having 1 ring nitrogen atom, which heterocyclic ring is substituted with 0, 1, or 2
groups independently selected from the group consisting of C;-Cjalkyl, C,-Cshaloalkyl,
hydroxyC,-Caalkyl, aminoC;-Caalkyl, heterocycleC,-Cjalkyl, C;-Cjalkanoyl, mono- and
di-C,-Cjalkylaminocarbonyl, mono- and  di-C,;-CsalkylaminocarbonylC;-Cjalkyl,
aminocarbonylC,;-C salkyl, C,-Csalkoxycarbonyl, and C;-Calkylsuifonyl.
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8. The compound of claim 1 or 6, or a pharmaceutically acceptable salt thereof,
wherein Rg and Ry, taken in combination form a saturated 5 or 6 membered heterocyclic
ring having 1 ring nitrogen atom beta to the pyrimidine ring, which heterocyclic ring is
substituted with 0, 1, or 2 groups independently selected from the group consisting of C,-
Caalkyl, C;-Cshaloalkyl, hydroxyC,-Csalkyl, aminoC;-Casalkyl, heterocycleC,-Cjalkyl, C;-
Csalkanoyl, mono- and di-C;-Csalkylaminocarbonyl, mono- and di-C;-CsalkylaminoC -
Caalkanoyl, mono- and di-C;-CsalkylaminocarbonylC;-C 4alkyl, aminocarbonylC;-C,alkyl,
C,-Csalkoxycarbonyl, and C;-Cyalkylsulfonyl.

0. The compound of any one of claims 1, 6 or 9, according to Formula TV:
R.
Rip Mo Ry O N
19 21 YN\
Ar

/R

R5 R3

and pharmaceutically acceptable salts thereof, wherein

pisOor 1; and

Ri9, Rag, and Ry are independently selected from the group consisting of hydrogen,
C-Caalkyl, hydroxyC,-Csalkyl, NH,C(O)CH,, and NHMeC(O)CHs.

10, The compound of claim 9, wherein two of variables Ryg, Ryy or Ry are hydrogen
and other is selected from the group consisting of hydrogen, methyl, ethyl, or
hydroxyethyl.

11.  The compound of claim 1 or 6, or a pharmaceutically acceptable salt thereof,
wherein

R, is hydrogen, methyl or ethyl;

Rj is hydrogen;

Rs is hydrogen, fluoro or chloro;
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XisQorS;

Rs and Ry, taken in combination form a saturated 4-7 membered heterocyclic ring
having one ring nitrogen atom, which heterocyclic ring is substituted with 0, 1, or 2 groups
independently selected from the group consisting of C;-Cgalkyl, C,-Cghaloalkyl, halogen,
C;-Cgalkanoyl, and C,-Csalkylsulfonyl;

Ar; 1s phenyl, 5 membered monocyclic heteroaryl, wherein each heteroaryl has one
ring nitrogen and 0 or 1 additional ring heteroatoms selected from N, O or S and wherein
the phenyl or heteroaryl group is unsubstituted or substituted by 1, 2, or 3 groups
independently selected from the group consisting of C,-Cealkyl, C,-Cshaloalkyl, halo,
hydroxyl, CO,C,-Csalkyl, phenyl, and C3-Cieycloalkyl;

misQ,1,or2.

12. The compound of any one of claims 1 to 3, 6 or 9, or a pharmaceutically acceptable
salt thereof, wherein Ar, is phenyl which is unsubstituted or substituted with 1 or 2 groups
independently selected from halogen, C;-Csalkyl, C;-Cjalkoxy, C;-Cshaloalkyl, and C,-
Cshaloalkoxy.

13. The compound of any one of claims 1 to 3, 6 or 9, or a pharmaceutically acceptable
salt thereof, wherein Ar;, is a five membered heteroaryl having 1 ring nitrogen atom and 0
or 1 additional ring heteroatoms selected from N and O and wherein said heteroaryl group
is unsubstituted or substituted with 1 or 2 groups independently selected from the group
consisting of C,-Cialkyl, C;-Cshaloalkyl, C;-Cjalkoxy, C;-Cshaloalkoxy, halogen, amino,
aminoC;-Csalkyl, mono- and di-C;-CjalkylaminoC,-Csalkyl, mono- and di-C;-
Cialkylamino, hydroxyl, CO,C,-Cjalkyl, phenylCo-Caalkyl, Cs;-CecycloalkylCy-Cralkyl,

aminosulfonyl, and mono- and di-C;-Csalkylaminosulfonyl.

14. The compound of any one of claims 1 to 3, 6 or 9, or a pharmaceutically acceptable

salt thereof, wherein Ar; is a group of the formula:
N—Z

3;{)\ -

wherein
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Ra; is selected from C;-C salkyl, C;-Cecycloalkyl, Cs-CeeycloalkylC,-C jalkyl, C,-
Cshaloalkyl, hydroxyC,-Csalkyl, phenyl, 5 and 6 membered heterocycle, wherein the
heterocycle contains at least one heteroatom selected from O, S and N and is substituted
with 0, 1 or 2 groups independently selected from C,;-Cialkyl, C,-Casalkoxy, halogen,
hydroxyl, amino, and mono- and di- C;-Cgalkylamino; and Z is O, NH or N(C;-Caalkyl).

15. The compound of claim 14, wherein Ry, is selected from isopropyl, tert-butyl,
cyclopropyl, cyclobutyl, 1l-methyl-cyclopropyl, 1-trifluoromethyl-cyclopropyl, 1-ethyl-
cyclopropyl, 1-methyleyclobutyl, l-ethylcyclobutyl,  hydroxyl-tert-butyl,  and

trifluoromethyl; and

Z1s O.
16. The compound of any one of the preceding claims in which R is hydrogen.
17. A compound, or pharmaceutically acceptable salt thereof, according to the formula:
FF
F
~
NN
N [

O N

HN
bods
\ 0 \N)

H

18. A compound, or salt thereof, according to the formula:
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19. A compound, or salt thereof, according to the formula:

NJZHN /N\
o/©;/) LO%
\Im

o

\[rN

0

o)
o)
M—NH
N
O/(j/\) %, - NH
SN
v, M)



=375~

0
J]——NH
N
=N
o J 2 o NH
)
HN =
N
,and
O
J—NH
N
=N
o Vs % NH
)
HN =
N
20. A pharmaceutical combination, comprising a therapeutically effective amount of

the compound according to any one of claims 1 to 19 and one or more additional

therapeutically active agents.

21. A pharmaceutical composition comprising at least one compound of any one of

claims 1 to 19, and at least one pharmaceutically acceptable carrier.

22. Use of a compound according to any one of claims 1 to 19 in the manufacture of a

medicament for inhibiting VEGF-R activity in a subject.

23. Use of a compound according to any one of claims 1 to 19 in the manufacture of a
medicament for the treatment of a disorder or disease in a subject mediated by VEGF-R,
wherein the disease or disorder is selected from age related macular degeneration, diabetic

retinopathy, retinitis pigmentosa and retinopathy, geographic atrophy.
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24.  Use according to claims 22 or 23 wherein the compound is selected from any one

of claims 17 to 19.



