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WHAT IS CLAIMED IS:

1. A compound of Formula I or a salt form thereof,
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wherein:
E and G are independently chosen ffom H, C,salkyl optionally substituted by 1-6
10 ? Co i stituted by 1-6 R", C,alkynyl optionally

15

R3 isH C1_6alkyl;
-, —S—, —=SO-, -SO,—, -C(=0)-, -CHOH-, -CH,—, -NH- or —NC ¢alkyl—;
20

a» Rby Rey Ry, Riay Rip, Ric, Rig, and Ry are independently chosen from H, C;_

119

calkyl optionally substituted by 1-6 R* ", C, ¢alkenyl optionally substituted by

1-6 R'"?, C,4alkynyl optionally substituted by 1-6 R'"®, Cq_11aryl optionally
substituted by 1-6 R'"’, C3.1;cycloalkyl optionally substituted by 1-6 R'"’, 3-15

119

membered heterocyclyl optionally substituted by 1-6 R*, 5-15 membered
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heteroaryl optionally substituted by 1-6 R'"®, halogen, -CN, -C(=0)R"'"’, —
C(=0)OR'"?, -C(=O)NR'’R'"*, -NC, -NO,, -NR'*R'"*, -NR"*C(=O)R'"",
NR'MC(=0)OR !, -NR!C(=0)NR 2R3, _NR!§(=0),R !, —
NR'*$(=0),NR'"*R'", -OR""°, ~OCN, ~OC(=0)R""°, —OC(=0)NR'*B/"*, -
5 OC(=0)OR'"’, -§(=0),R""?, and -S(=0),NR'"*R'"*;
or any of R, and Ry, R, and Ry, and Ry, and R, can, together with th€ atoms
linking them, form a Ce.1;aryl optionally substituted by 1-6 R''//Cs.
1icycloalkyl optionally substituted by 1-6 R', 3-15 membepéd heterocyclyl
119

optionally substituted by 1-6 R
10 substituted by 1-6 R'";

or a 5-15 membered hegroaryl optionally

R' at each occurrence is independently chosen from Calkyl optionally
substituted by 1-6 R*, C, salkenyl optionally sujtituted by 1-6 R*°, C,.
salkynyl optionally substituted by 1-6 R*, Cefjaryl optionally substituted by
1-6 R*, Cs_j cycloalkyl optionally substityfed by 1-6 R*®, 3-15 membered
15 heterocyclyl optionally substituted by 1/6 R*, 5-15 membered heteroaryl
optionally substituted by 1-6 R*°, hafbgen, —CN, —-C(=0)R*, -C(=0)OR™, —
C(=0)NR¥R*, -NO,, -NR*R* /NR*C(=0)R*, -NR*'C(=0)OR™, -
NR*C(=0)NR¥R*, -NR*S(#0),R*, -NR**S(=0),NR*’R*, ~OR*’, =0, —
OC(=0)R*, ~OC(=0)NR*R**, ~OC(=0)OR™, -S(=0),R*’, and —
20 S(=0),NR*R*¥,;
RZO, R30, R31, and R** at edch occurrence is independently chosen from H, C;_salkyl
optionally substityfed by 1-6 R*, C,salkenyl optionally substituted by 1-6 R¥,
C.salkynyl optfbnally substituted by 1-6 R¥, Cs_j1aryl optionally substituted

25 heterocygfyl optionally substituted by 1-6 R*, and 5-15 membered heteroaryl

R”*, R?//R** and R* at cach occurrence is independently chosen from H, C;_salkyl
ptionally substituted by 1-6 R*, C,_salkenyl optionally substituted by 1-6 R*,

C,.¢alkynyl optionally substituted by 1-6 R, Cg.11aryl optionally substituted

by 1-6 R*, Ca.11cycloalkyl optionally substituted by 1-6 R*®, 3-15 membered

heterocyclyl optionally substituted by 1-6 R*, and 5-15 membered heteroaryl

optionally substituted by 1-6 R”;

or any R** and R* and/or R* and R* may form, together with the nitrogen

atom to which they are attached, a 3-15 membered heterocyclyl optionally
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substituted by 1-6 R” or a 5-15 membered heteroaryl optionally substituted
by 1-6 RY;

R R7' R7* R, and R™ at each occurrence is inde endently chosen from H, C;_

salkyl and C;_¢-haloalkyl;

R” at each occurrence is independently chosey/from C; salkyl, Ci6-haloalkyl,

benzyl, halogen, —CN, —C(=0)(C,salkyf), -C(=0)O(C,salkyl), —C(=O)N(C,.
salkyl),, -C(=0)OH, —C(=0O)NH,, #(=O)NHC, salkyl, -NO,, -NH,, -NHC;_
salkyl, —=N(Cyealkyl),, -NHC(=0)C, salkyl, -NHS(=0),C; ¢alkyl, -OH, -OC;_
salkyl, =0, —OC(=0)C,salkyl/~OS(=0),C,salkyl, =S(=0),C; salkyl, and —
S(=0):N(C,.alkyl),;

currence is independently chosen from H, C,_salkyl

129

terocyclyl optionally substituted by 1-6 R “", and 5-15 membered

heteroary optionally substituted by 1-6 R'*’;

optfonally substituted by 1-6 R'*’, C,.galkenyl optionally substituted by 1-6
%9 Cysalkynyl optionally substituted by 1-6 R"®, Cs_j1aryl optionally

substituted by 1-6 R™*’, C5_1;cycloalkyl optionally substituted by 1-6 R'*, 3-15

139

membered heterocyclyl optionally substituted by 1-6 R, and 5-15 membered

heteroaryl optionally substituted by 1-6 R"’;

or any R''? and R'"® may form, together with the nitrogen atom to which they

are attached, a 3-15 membered heterocyclyl optionally substituted by 1-6 R'*

or a 5-15 membered heteroaryl optionally substituted by 1-6 R'*;
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R at each occurrence is independently chosen from Cj_salkyl optionally
substituted by 1-6 R™’, C, ¢alkenyl optionally substituted by 1-6 R', C,.
salkynyl optionally substituted by 1-6 R'>*, C.;1aryl optionally substituted
1-6 R, Cs.1¢cycloalkyl optionally substituted by 1-6 R'”, 3-15 membeybd

1% 5-15 membered hetergfaryl

heterocyclyl optionally substituted by 1-6 R
optionally substituted by 1-6 R, halogen, -CN, —C(=0)R"’, -C#£O)OR '™, —
C(=0)NR'*ZR!% _NC, -NO,, -NR'R'%, _NR'¥C(=0)R'*",
NR'*C(=0)OR !, _NR!¥C(=0)NR 2R !*3, -NR'**$(=0),
NR'*S(=0),NR*2R'*3, OR'*, =0, ~0C(=0)R"*, ~OCZONR 2R !%* _
S(=0),R"’, and -S(=0),NR"*’R"*;

R RPL R? R and R™ at each occurrence is ind endently chosen from H,
Ciealkyl, benzyl, and C,_¢-haloalkyl;

R'? R R and R" at cach occurrence is in pendently chosen from C,
salkyl, Cis-haloalkyl, benzyl, halogen, -CK, —C(=0)(C;alkyl), -C(=0)O(C;.
salkyl), —C(=O)N(C,alkyl),, —-C(=0)OQH, —C(=O)NH,, —C(=O)NHC ¢alkyl, —
NO,, -NH,, -NHC, salkyl, -N(C_s3fkyl),, -NHC(=0)C, salkyl, —
NHS(=0),C)6alkyl, -OH, —OC,_dlkyl, =0, —-OC(=0)C,salkyl, —OS(=0),C;.
salkyl, —S(=0),C;alkyl, and AS(=0),N(C,alkyl),; and

ently chosen from 0, 1, and 2.

n at each occurrence is indepe

A compound according tg/claim 1, wherein E and G are independently chosen

phenyf optionally substituted by halogen, and cyclohexyl.

A compound according to claims 1 or 3, wherein G is chosen from H, C;salkyl

optionally substituted by 1-3 R", C3_salkenyl optionally substituted by 1-3 fluoro, Cs.
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salkynyl, phenyl optionally substituted by 1-3 fluoro, Cs.scycloalkyl, and 6 membered

heterocyclyl.
5. A compound according to any of claims 1-4, wherein R is H.
6. A compound according to any of claims 1-5, wherein D is -O—, —S—, £(=0)—, —

CHOH-, or —CH,—.

7. A compound according to any of claims 1-6, wherein W is CHA.

8. A compound according to any of claims 1-7, wherein R4, Ry, R, and Ry are
independently chosen from H, C\_salkyl optionally substitutgd by 1-6 R'"?, -CN, and —
OR"’ or R, and Ry, can, together with the atoms linking fhem, form a 5-6 membered

heterocyclyl optionally substituted by 1-6 R'".

9. A compound according to any of claimsA-7, wherein R, is chosen from H and —

OCyalkyl; Ry, is chosen from H and —OC,_¢ghkyl; R, is H; and Ry is chosen from H and —

OC,alkyl; or R, and Ry, together fo, or

10. A compound accordingto any of claims 1-9, wherein R4 is chosen from H and C,.

salkyl.

11. A compound According to any of claims 1-10, wherein Ry, Rip, Ric, and R4 are

independently chgéen from H, Cy_salkyl optionally substituted by 1-6 R'"”

, Cs.scycloalkyl
optionally subsfituted by 1-6 R', 3-6 membered heterocyclyl optionally substituted by 1-

6 R'", halogkn, -CN, -NR'"’R'"*, and -OR'"".
12. A compound according to any of claims 1-10, wherein Ry, Rip, Ric, and R4 are

ingépendently chosen from H, C;alkyl, Cishaloalkyl, Cs;scycloalkyl, halogen, —N(C;.
alkyl)z, —OC1_6alkyl.
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13. A compound according to any of claims 1-10, wherein Ry, Rip, Ric, and R4 are

independently chosen from H and fluoro.

14. A compound according to any of claims 1-10, wherein Ry, and Ry, are
independently chosen from H, C;alkyl, C,shaloalkyl, Cs¢cycloalkyl, halogen, gdd —OC;.
salkyl; and Ry and Ry4 are independently chosen from H, C,;alkyl, halogen, -AN(C,.
salkyl),, and —OC,_zalkyl.

15. A compound according to any of claims 1-10, wherein R,, R£, and R4 are H and

Rip is chosen from H, halogen, and —OC,_salkyl.

16. A compound according to any of claims 1-15, whergth R" at each occurrence is
independently chosen from C,;alkyl, phenyl optionally sdbstituted by 1-3 halogen, Cs.
scycloalkyl, 5-6 membered heterocyclyl, 5-6 membergfl heteroaryl optionally substituted
by 1-3 Cyialkyl, halogen, —-CN, —C(=0)OH, —-C(=Q/)OC, salkyl, —C(=O)N(C,_salkyl),, —
C(=0)pyrrolidinyl, —C(=O)morpholinyl, -N(C, 4alkyl),, -OH, —OC,_salkyl, —Obenzyl, and
=0; R, R*?, and R* at each occurrence is i ependently chosen from H, C,alkyl, C,.
chalolkyl, phenyl, benzyl, Cs_scycloalkyl, 2-6 membered heterocyclyl, and 5-6 membered
heteroaryl; R'"? R'"2 R and R apfach occurrence is independently chosen from H,

119

benzyl, and C,.salkyl optionally subgtituted by —OC;_zalkyl; and R"~ at each occurrence is

independently chosen from C,_safkyl, C,shaloalkyl, 5-6 membered heterocyclyl, and
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CLAIMS

1 A compound of Formulal or a salt form thereof,
v
N O
e P XY
R N O O
‘D
Ra \W R1a
2
Ry, N
R.
Formulal
wherein:

E and G are independently chosen from Cyealkyl optionally substituted by
1-6 R, Csuaryl optionaly substituted by 1-6 R'°, Cs.iicycloalkyl optionally
substituted by 1-6 R'®, 3-15 membered heterocyclyl optionally substituted by 1-6
R1°, 5-15 membered heteroaryl optionally substituted by 1-6 R*®;

X isN or C-Ry;

Y isN or C-Rug;

Rz isH or Cieakyl;

D is—O—, -S-, -SO—, -SO>—;

W isCH orN;

Ra, Rb, Re, Rd, R1a, Rib, Ric, Rid, and R4 are independently chosen from H,
Ci-salkyl optionally substituted by 1-6 R°, C*>®akenyl optionally substituted by 1-
6 RYM° Caealkynyl optionally substituted by 1-6 R°, Ceuaryl optionaly
substituted by 1-6 R'° Csiicycloalkyl optionaly substituted by 1-6 R, 3-15
membered heterocyclyl optionally substituted by 1-6 R'° 5-15 membered
heteroaryl optionally substituted by 1-6 R, halogen, -CN, -NC, -NO, and —
ORllO;
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or any of Ra and Ry, Ra and Rq, and Ry and R can, together with the atoms
linking them, form a Ce.11aryl optionally substituted by 1-6 R°, Cs.1icycloakyl
optionally substituted by 1-6 R!° 3-15 membered heterocyclyl optionally
substituted by 1-6 Ri19 or a 5-15 membered heteroaryl optionally substituted by 1-6
RLL9-

R at each occurrence is independently chosen from Ci-salkyl, Co-salkenyl,
Coealkynyl, Ces.aiaryl, Czaiicycloakyl, 3-15 membered heterocyclyl, 5-15
membered heteroaryl, halogen, -CN, —C(=0)R¥®, -C(=0)OR¥®, -C(=0)NR*R%3, —
NOz, —-NR®R®, _NR¥C(=O)R¥, -NR*C(=0)OR®, —NR*C(=O)NR¥R%, —
NR¥S(=0);R%, -NR¥S(=0):NR¥ZR¥, -OR¥, =0, -OC(=O)R¥, -
OC(=0)NR¥R®, —OC(=0)OR®, ~S(=0),R%, and —-S(=0),NR3ZR>;

R® R3, and R* at each occurrence is independently chosen from H, Ca.
sdkyl, Cosdkenyl, Coealkynyl, Cenaryl, Cancycloakyl, 3-15 membered
heterocyclyl, and 5-15 membered heteroaryl;

R%? and R*® at each occurrence is independently chosen from H, Ci.sakyl,
Cosalkenyl, Co.salkynyl, Cs.11aryl, Ca1icycloakyl, 3-15 membered heterocyclyl,
and 5-15 membered heteroaryl;

or any R* and R* may form, together with the nitrogen atom to which they
are attached, a 3-15 membered heterocyclyl or a 5-15 membered heteroaryl;

RM%s H, Cieakyl optionaly substituted by 1-6 R%°Csuaryl, Cs.
ucycloalkyl, 3-15 membered heterocyclyl, or 5-15 membered heteroaryl; R™° at
each occurrence is independently chosen from Creakyl, Co.salkenyl, Caosakynyl,
Cs-n1aryl, Cs.11cycloalkyl, 3-15 membered heterocyclyl, 5-15 membered heteroaryl,
halogen, —CN, —C(=O)R'®, —C(=0)OR?, —C(=O)NR!?R%3, _NC, -NOy, —
NRI?RI3, _NRSC(=0)RP, —NRMC(=0)ORS!, —NRSC(=0)NRIZRIS, _
NRI#S(=0),R15:, —NRIS(=0),NR5?RI®, _OR!, =0, —OC(=O)R™°, —
OC(=O)NR?R53, _S(=0),R*, and —S(=0),NRI?R1%:

R0, R R12 R153 and R™ at each occurrence is independently chosen
from H, Cuealkyl, benzyl, and Cie-haloalkyl;R™?® is Ciealkyl, Cie-haloalkyl,
benzyl, halogen, —-CN, —C(=0)(Creakyl), —C(=0)O(Creakyl), —C(=O)N(C:1-
salkyl)z, —C(=0)OH, —C(=O)NHa, —C(=O)NHCy.sakyl, -NOz, —NHz, —NHCy.
ealkyl, —N(Creakyl)2, -NHC(=O)Crealkyl, -NHS(=0)2C1.ealkyl, -OH, —OC:-
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ealkyl, =0, —OC(=O)Creakyl, —OS(=0)Crealkyl, —S(=0)-Cirealkyl, or -
S(=0)2N(Cu-eakyl)2; and
n at each occurrence is independently chosen from 0, 1, and 2.

2. A compound according to claim 1, wherein E and G are independently
chosen from H, Ci.ealkyl optionaly substituted by 1-6 R'®, phenyl optionally substituted
by 1-5 R, Csecycloalkyl optionally substituted by 1-6R°, 3-6 membered heterocyclyl
optionally substituted by 1-5 R*®, 5-6 membered heteroaryl optionally substituted by 1-3
ng;

3. A compound according to claim 1, wherein E is chosen from H, Ci.ealkyl
optionally substituted by 1-3 R!°, phenyl optionally substituted by halogen, and
cyclohexyl.

4, A compound according to claims 1 or 3, wherein G is chosen from H,
Ci-ealkyl optionally substituted by 1-3 R, phenyl optionally substituted by 1-3 fluoro, Cs.
scycloakyl, and 6 membered heterocyclyl.

5. A compound according to any of claims 1-4, wherein Rz is H.

6. A compound according to any of claims 1-5, wherein D is -O—, —-S—,0or —
CHo—.

7. A compound according to any of claims 1-6, wherein W is CH.

8. A compound according to any of claims 1-7, wherein Ra, Ro, Re, and Rq are

independently chosen from H, Ciealkyl optionally substituted by 1-6 R°, —-CN, and —
ORM% or Ra and Ry can, together with the atoms linking them, form a 5-6 membered
heterocyclyl optionally substituted by 1-6 R®,

9. A compound according to any of claims 1-7, wherein Ra is chosen from H

and —OCyeakyl; Ry is chosen from H and —OCu.6alkyl; Rc is H; and Rq is chosen from H
& 0
& C

and —OCy.¢alkyl; or Ra and Ry, together form © or O,

10. A compound according to any of claims 1-9, wherein Rs is H.

11. A compound according to any of claims 1-10, wherein Ria, Rib, Ric, and
Riq are independently chosen from H, halogen, -CN, and -OR**°,

12. A compound according to any of claims 1-10, wherein Ria, Rib, Ric, and

R14 are independently chosen from H, halogen, and OCi.salkyl.
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13. A compound according to any of claims 1-10, wherein Ria, Rib, Ric, and
R14 are independently chosen from H and fluoro.

14. A compound according to any of clams 1-10, wherein Ria and Ry are
independently chosen from H, haogen, and —OCisalkyl; and Ric and Rig are
independently chosen from H, Ci-zalkyl, halogen, —-N(C1-zalkyl)2, and —OC1-zalkyl.

15. A compound according to any of claims 1-10, wherein Ria, Ric, and Riq are
H and Ry is chosen from H, halogen, and —OC1-zalkyl.

16. A compound according to any of claims 1-15, wherein R* at each
occurrence is independently chosen from Ciealkyl, phenyl optionally substituted by 1-3
halogen, halogen, -CN, —C(=0O)OH, —C(=0)OCiz.salkyl, -OH, —OC1.salkyl, —Obenzyl, and
=0; R®, R, and R? a each occurrence is independently chosen from H, Ciealkyl,
Ci-shaolkyl, phenyl, benzyl; R0 isH, benzyl, or Ci-salkyl optionally substituted by —OCi-
salkyl; and R'® at each occurrence is independently chosen from Ciealkyl, Cishaloalkyl,
5-6 membered heterocyclyl, and hal ogen.

17. A compound which is 3-(4-fluorophenyl)-1-isopropyl-2,4-dioxo-1,2,3,4-
tetrahydropyrimidine-5-carboxylic acid [4-(6,7-dimethoxyquinolin-4-yloxy)-3-

fluorophenyl]-amide having the structure
H3CO N
mco@
peS S ey
)N\ o

HsC~ “CHj

or a pharmaceutically acceptable salt thereof.
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