What is claimed is:

1. A compound of Formula (1):
OR*
R3 R®
X
R'O N'E
2
R >y

)
or a pharmaceutically acceptable salt thereof, wherein:

X!is CRR or NR;

X is N or CRS;

R is C13 alkyl or C1-3 haloalkyl;

R?is H, halo, C1-3 alkyl, C1-3 haloalkyl, CN, or C1.3 alkoxy;

R2%is H, halo, C1.3 alkyl, C1-3 haloalkyl, CN, or C1.3 alkoxy;

R*is C1.3 alkyl or C1-3 haloalkyl;

R®is H, halo, C1.3 alkyl, C1.3 haloalkyl, CN, or C1.3 alkoxy;

R®is selected from H, halo, CN, OR*, SR*, C(O)NR**R%, OC(O)NR**R%, NR*“R%,
NR®C(0)R, NR*C(O)OR*, NR*“C(O)NR*R%*, NR*S(0O)RP*, NR®S(0).R™,
NR®S(0)NR*R%, S(O)R™, S(O)NR*R%, S(0)2R™, S(0).NR*R¥, Cy.¢ alkyl, Cz-s alkenyl,
C26 alkynyl, C16 haloalkyl, phenyl, Cscycloalkyl, a 5-6 membered heteroaryl moiety
having carbon and 1, 2, or 3 heteroatoms independently selected from N, O and S, and a 4-7
membered heterocycloalkyl moiety having carbon and 1, 2, or 3 heteroatoms independently
selected from N, O and S; wherein said Ci.6 alkyl, Cz.6 alkenyl, C26 alkynyl, phenyl, Cz¢
cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered heterocycloalkyl groups of R® are
each optionally substituted with 1, 2, or 3 substituents independently selected from R4,

R7 is selected from H, C(O)NR*R%, S(O)R", S(O)NR**R%, S(0).R™,
S(0)2:NR®R%, Cy.6 alkyl, C2- alkenyl, Co-6 alkynyl, C1-s haloalkyl, phenyl, Cs.s cycloalkyl, a
5-6 membered heteroaryl having carbon and 1, 2, or 3 heteroatoms independently selected
from N, O and S, and a 4-7 membered heterocycloalkyl moiety having carbon and 1, 2, or 3
heteroatoms independently selected from N, O and S; wherein said Ci.6 alkyl, C>. alkenyl,

C2.6 alkynyl, phenyl, Cs.¢ cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered
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heterocycloalkyl groups of R are each optionally substituted with 1, 2, or 3 substituents
independently selected from R4;

L is -(CR¥R)p-, wherein R and R are each independently H, C1.6 alkyl, Cs-10
aryl, 5 to 10 membered heteroaryl or 4 to 10 membered heterocycloalkyl, wherein the C1.6
alkyl, Ce.10 aryl, 5 to 10 membered heteroaryl or 4 to 7 membered heterocycloalky! is
optionally substituted with from 1 to 3 R’ groups;

the subscript nis 1 or 2;

R®is H or Ci-4 alkyl which is optionally substituted by halo, CN, OR?®, C(O)NR®°R%,
NR®R%, NR®C(O)R®, NR®C(0O)OR, NR®C(O)NR®R®, NR®S(0)R", NR®S(0),R",
NR®S(0)NR®R®, S(O)R, S(O)NR® R, S(0),R", S(0).NR®R®, phenyl, Cs.7 cycloalkyl,
a 5-6 membered heteroaryl moiety having carbon and 1, 2, or 3 heteroatoms independently
selected from N, O and S, or a 4-7 membered heterocycloalkyl moiety having carbon and 1,
2, or 3 heteroatoms independently selected from N, O and S; wherein said phenyl, Cz7
cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered heterocycloalkyl groups of R® are
each optionally substituted with 1 or 2 R?’;

R0 and R!! are each independently selected from H, Ci.¢ alkyl, C.6 alkenyl, Cz-s
alkynyl, C1.6 haloalkyl, Ce-10aryl, Cz-10 cycloalkyl, a 5-10 membered heteroaryl moiety
having carbon and 1, 2, or 3 heteroatoms independently selected from N, O and S, and a 4-10
membered heterocycloalkyl moiety having carbon and 1, 2, or 3 heteroatoms independently
selected from N, O and S; wherein said C1.6 alkyl, C2.¢ alkenyl, C26 alkynyl, Ce.10aryl, Cs.10
cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl groups of R°
and R are each optionally substituted with 1, 2, 3, or 4 R1%;

RI9A at each occurrence, is independently selected from halo, CN, NO2, OR?, SR*,
C(O)R™, C(O)NR%R¥, C(O)OR?*, OC(0)R™, OC(O)NR*R¥, C(=NR**)NR*R%,
NRC(=NR*)NR*R%*, NR*R% NR®“C(0)R™, NR*C(0O)OR*, NR*C(O)NR*R%,
NR®S(0)R™, NR*S(0)2R™, NR**S(0).NR*R¥, S(O)R?*, S(O)NR*R%, S(0).R*,
S(0)2NR®R%, Cy1.6 alkyl, C2- alkenyl, Co.6 alkynyl, C1-s haloalkyl, phenyl, Cs.s cycloalkyl, a
5-6 membered heteroaryl moiety having carbon and 1, 2, or 3 heteroatoms independently
selected from N, O and S, and a 4-7 membered heterocycloalkyl moiety having carbon and 1,
2, or 3 heteroatoms independently selected from N, O and S; wherein said Ci.¢ alkyl, C2-6
alkenyl, C..¢ alkynyl, phenyl, Cs. cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered
heterocycloalkyl group of R are each optionally substituted with 1, 2, or 3 substituents
independently selected from R*;

R, RP R and RY%, at each occurrence, are independently selected from H, C1.4
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alkyl, Co.4 alkenyl, C>.4 alkynyl, C1.4 haloalkyl, phenyl, Cz¢cycloalkyl, a 5-6 membered
heteroaryl moiety having carbon and 1, 2, or 3 heteroatoms independently selected from N, O
and S, and a 4-7 membered heterocycloalkyl moiety having carbon and 1, 2, or 3 heteroatoms
independently selected from N, O and S; wherein said C1.4 alkyl, C2.4 alkenyl, C.4 alkynyl,
phenyl, Cs.¢ cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered heterocycloalkyl group
of R* R R® and R* are each optionally substituted with 1, 2, or 3 substituents
independently selected from R;

alternatively, R® and R% together with the nitrogen atom to which they are attached
form a 4-, 5-, 6-, or 7-membered heterocycloalkyl group which is optionally substituted with
1, 2 or 3 substituents independently selected from R*;

R®4, at each occurrence, is H or Ci-s alkyl;

alternatively, R'® and R*! together with the carbon atom to which they are attached
form a 3-, 4-, 5-, 6-, or 7-membered cycloalkyl group or a 4-, 5-, 6-, 7-, 8-, 9-, or 10-
membered heterocycloalkyl group; wherein said 3-, 4-, 5-, 6-, or 7-membered cycloalkyl
group and 4-, 5-, 6-, 7-, 8-, 9-, or 10-membered heterocycloalkyl group are each optionally
substituted with 1, 2, 3 or 4 R4,

R2 is H or C1-4 alkyl which is optionally substituted by R*’;

RY’, at each occurrence, is independently selected from halo, CN, NO,, OR¥, SR¥,
C(O)RY, C(O)NRY'RY, C(O)OR?, OC(0)R", OC(O)NR'RY, C(=NR*")NR*'RY,
NRS’C(=NR¥)NR'RY, NR’R¥, NR’C(O)R"’, NR*’C(0)OR?¥, NR*’C(O)NR'RY,
NRY’S(O)R", NR’S(0)2R"", NRY’S(0)2NR’RY, S(O)R?, S(O)NR’'RY, S(0).R"?,
S(0)2NRS'RY, C1.6 alkyl, C2-s alkenyl, Co-s alkynyl, C1.¢ haloalkyl, phenyl, Cs.s cycloalkyl, a
5-6 membered heteroaryl moiety having carbon and 1, 2, or 3 heteroatoms independently
selected from N, O and S, and a 4-7 membered heterocycloalkyl moiety having carbon and 1,
2, or 3 heteroatoms independently selected from N, O and S; wherein said Ci.¢ alkyl, C26
alkenyl, Ca.6 alkynyl, phenyl, Cs.¢ cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered
heterocycloalkyl groups of R’ are each optionally substituted with 1, 2, or 3 substituents
independently selected from R;

R¥ R R and RY, at each occurrence, are independently selected from H, Ci1.4
alkyl, C>.4 alkenyl, Co.4 alkynyl, C1.4 haloalkyl, phenyl, Cs.s cycloalkyl, a 5-6 membered
heteroaryl moiety having carbon and 1, 2, or 3 heteroatoms independently selected from N, O
and S, and a 4-7 membered heterocycloalkyl moiety having carbon and 1, 2, or 3 heteroatoms
independently selected from N, O and S; wherein said Ci-4 alkyl, C,.4 alkenyl, Cz-4 alkynyl,

phenyl, Cz¢cycloalkyl, 5-6 membered heteroaryl, and 4-7 membered heterocycloalkyl groups
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of R, R”, R%, and RY" are each optionally substituted with 1, 2, or 3 substituents
independently selected from R;

alternatively, R®" and RY together with the nitrogen atom to which they are attached
form a 4-, 5-, 6-, or 7-membered heterocycloalkyl group which is optionally substituted with
1, 2 or 3 substituents independently selected from R*;

R®, at each occurrence, is independently H or Ci.4 alkyl;

R, at each occurrence, is independently selected from halo, CN, NO,, OR®, SR¥®,
C(O)R™, C(O)NR®R?, C(O)OR?, OC(O)R™, OC(O)NR®R®, NR®R® NR®C(0)R",
NR®C(0)OR®, NR®C(O)NR® R, NR®S(O)R?®, NR®S(0)2R", NR®S(0),NR®R®,
S(O)R, S(O)NR®R®, S(0)2R™, S(0)2NR®R, C1.4 alkyl, C2-4 alkenyl, Cz.4 alkynyl, and
C1.4 haloalkyl;

R, R®, and R, at each occurrence, are independently selected from H and Ci.4
alkyl; and

R®, at each occurrence, is independently Ci.4 alkyl.

2. The compound of claim 1, having Formula (11):
OR*
R? R®
O 11
R'O N R0
R2

or a pharmaceutically acceptable salt thereof.

3. The compound of claim 1, having Formula (111):
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R3 R®
O
R11
R'O N R10
2
R >y .
| 12
~ N X R
O (1)
or a pharmaceutically acceptable salt thereof.
4. The compound of any one of claims 1-3, having Formula (1V):
OR*
R3 R®
O o1
R'O N R0
2
R Y
so kR
12
- AN
N >(cHg), I MR
(V)
or a pharmaceutically acceptable salt thereof.
5. The compound of any one of claims 1-4, or a pharmaceutically acceptable salt
thereof, wherein R? is F and R® is F.
6. The compound of any one of claims 1-4, having Formula (V):
OCHj
F
O
R11
H,CO N R10
F
~
g
N
NS
O W
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or a pharmaceutically acceptable salt thereof.

7. The compound of claim 1, having Formula (V1):

OCH,
F
@)
7
B
F
=
%Ln
N j(\
@)

or a pharmaceutically acceptable salt thereof.

HsCO

(V1)

8. The compound of claim 1 or 7, wherein R is Ci-salkyl, phenyl, 5- or 6-membered
heteroaryl, Cs.s cycloalkyl or 4- to 6-membered heterocycloalkyl, each of which is optionally
substituted with from 1-2 members selected from halo, Ci-4 alkyl, CN, C1.4 haloalkyl, C14
alkoxy, phenyl, Cz¢ cycloalkyl, 5- or 6-membered heteroaryl, or 4- to 6-membered

heterocycloalkyl.

9. The compound of any one of claims 1, 7 and 8, wherein R’ is methyl, ethyl, propyl,
isopropyl, n-butyl, cyanomethyl, 2,2,2-trifluoroethyl, phenyl, 3-pyridyl, 1-methyl-1H-
pyrazol-3-yl, 1-methyl-1H-pyrazol-4-yl, tetrahydrofuran-3-yl, 3,3-difluorocyclobutyl, 2-
methoxyethyl, cyclopropyl, cyclopropylmethyl, 2,2-difluoroethyl, benzyl, 3-fluorobenzyl,
pyridin-3-ylmethyl, (1-methyl-1H-pyrazol-4-yl)methyl, (1-methyl-1H-pyrazol-3-yl)methyl,
(teterahydrofuranyl-3-yl)methyl, 2-fluoroethyl, 4-pyridyl, (piperidin-4-yl)methyl, (1-
methylpiperidin-4-yl)methyl, (1-methoxycarbonylpiperidin-4-yl)methyl, (1-
methylsulfonylpiperidin-4-yl)methyl, tetrahydropyran-4-yl, cyclobutyl, cyclopentyl, isobutyl,
1-(cyclobutylmethyl), or 4-methyl-N-isopropylpiperidine-1-carboxamide.

10.  The compound of any one of claims 1 and 7-9, wherein R is methyl, ethyl, propyl,

isopropyl, n-butyl, cyanomethyl, 2,2,2-trifluoroethyl, phenyl, 3-pyridyl, 1-methyl-1H-

pyrazol-3-yl, 1-methyl-1H-pyrazol-4-yl, tetrahydrofuran-3-yl, 3,3-difluorocyclobutyl, 2-

methoxyethyl, cyclopropyl, cyclopropylmethyl, 2,2-difluoroethyl, benzyl, 3-fluorobenzyl,

pyridin-3-ylmethyl, (1-methyl-1H-pyrazol-4-yl)methyl, (1-methyl-1H-pyrazol-3-yl)methyl or
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(teterahydrofuranyl-3-yl)methyl.

11.  The compound of any one of claims 1 and 7-10, wherein R’ is ethyl, propyl,
isopropyl, cyanomethyl, 2,2,2-trifluoroethyl, 2,2-difluoroethyl, phenyl, 3-pyridyl, 1-methyl-
1H-pyrazol-3-yl, tetrahydrofuran-3-yl, 3,3-difluorocyclobutyl, 2-methoxyethyl, cyclopropyl,
cyclopropylmethyl, 3-fluorobenzyl, pyridin-3-ylmethyl, (1-methyl-1H-pyrazol-4-yl)methyl,
or (teterahydrofuranyl-3-yl)methyl.

12.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt

thereof, wherein R is C1.6 alkyl and R is C1. alkyl.

13.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt

thereof, wherein R'® and R*! are each methyl.

14.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein R and R*! together with the carbon atom to which they are attached form a

3-, 4-, 5-, 6-, or 7-membered cycloalky! group.

15.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein R and R*! together with the carbon atom to which they are attached form a

cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl group.

16.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein R and R*! together with the carbon atom to which they are attached form a

cyclopropy! or cyclopentyl.

17.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein R and R*! together with the carbon atom to which they are attached form a

cyclopropyl group.
18.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt

thereof, wherein R and R! together with the carbon atom to which they are attached form

4-, 5-, 6-, or 7-membered heterocycloalkyl group.
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19.  The compound of any one of claims 1-6, or a pharmaceutically acceptable salt
thereof, wherein R'® and R*! together with the carbon atom to which they are attached form a

tetrahydropyranyl group.

20.  The compound of any one of claims 1-3, 5, and 8-19, or a pharmaceutically
acceptable salt thereof, wherein L is -(CR¥®R*),-, wherein R'® and R are each

independently H or Cy4alkyl.

21.  The compound of any one of claims 1-3, 5, and 8-20, or a pharmaceutically

acceptable salt thereof, wherein R*® and R'* are H.

22.  The compound of any one of claims 1-3, 5, and 8-19, or a pharmaceutically

acceptable salt thereof, wherein L is Ci-3 alkylene.

23.  The compound of any one of claims 1-3, 5, and 8-19, or a pharmaceutically
acceptable salt thereof, wherein L is -CH,C(R*®)(R*)- or -C(R'®)(R**)CH_-.

24.  The compound of any one of claims 1-5 and 8-19, or a pharmaceutically acceptable

salt thereof, wherein L is -CH>-.

25.  The compound of any one of claims 1-5 and 8-24, or a pharmaceutically acceptable

salt thereof, wherein R? and R* are Ci-s alkyl.

26.  The compound of any one of claims 1-5 and 8-24, or a pharmaceutically acceptable

salt thereof, wherein R? and R* are methyl.

27.  The compound of any one of claims 1-26, or a pharmaceutically acceptable salt
thereof, wherein X is CH or N.

28.  The compound of any one of claims 1-27, or a pharmaceutically acceptable salt

thereof, wherein X is CH.

29.  The compound of any one of claims 1-27, or a pharmaceutically acceptable salt

thereof, wherein X is N.
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30.  The compound of any one of claims 1-5 and 8-29, or a pharmaceutically acceptable

salt thereof, wherein R is H.

31.  The compound of any one of claims 1-2, 5, and 8-30, or a pharmaceutically

acceptable salt thereof, wherein R® is H.

32.  The compound of claim 1, wherein the compound is N-{[2'-(2,6-difluoro-3,5-
dimethoxyphenyl)-3'-0x0-2',3'-dihydro-1'H-spiro[cyclopropane-1,4'-[2,7]naphthyridin]-6'-

yl]methyl}acrylamide, or a pharmaceutically acceptable salt thereof.

33.  The compound of claim 1, wherein the compound is N-((3-(2,6-difluoro-3,5-
dimethoxyphenyl)-1-ethyl-2-oxo0-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-

yl)methyl)acrylamide, or a pharmaceutically acceptable salt thereof.

34.  The compound of claim 1, wherein the compound is N-((3-(2,6-difluoro-3,5-
dimethoxyphenyl)-2-oxo-1-(pyridin-3-yl)-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-

yl)methyl)acrylamide, or a pharmaceutically acceptable salt thereof.

35.  The compound of claim 1, wherein the compound is N-((6'-(2,6-difluoro-3,5-
dimethoxyphenyl)-7'-0x0-6',7'-dihydro-5'H-spiro[cyclopropane-1,8'-pyrido[4,3-

d]pyrimidine]-2'-yl)methyl)acrylamide, or a pharmaceutically acceptable salt thereof.

36.  The compound of claim 1, wherein the compound is N-((2'-(2,6-difluoro-3,5-
dimethoxyphenyl)-3'-0xo0-2',3'-dihydro-1'H-spiro[cyclopentane-1,4'-[2,7]naphthyridine]-6'-

yl)methyl)acrylamide, or a pharmaceutically acceptable salt thereof.

37.  The compound of claim 1, wherein the compound is selected from:
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-2-ox0-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(pyridin-3-yl)-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((6'-(2,6-difluoro-3,5-dimethoxyphenyl)-7'-oxo-6',7'-dihydro-5'H-
spiro[cyclopropane-1,8'-pyrido[4,3-d]pyrimidine]-2'-yl)methyl)acrylamide;
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N-((2'-(2,6-difluoro-3,5-dimethoxyphenyl)-3'-oxo-2',3'-dihydro-1'H-
spiro[cyclopentane-1,4'-[2,7]naphthyridine]-6'-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-phenyl-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(1-methyl-1H-pyrazol-3-yl)-2-oxo-
1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
(S)-N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(tetrahydrofuran-3-yl)-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3,3-difluorocyclobutyl)-2-oxo0-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((1-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-methoxyethyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-propyl-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((1-(cyclopropylmethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo0-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,2-difluoroethyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-isopropyl-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorobenzyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(pyridin-3-ylmethyl)-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-((1-methyl-1H-pyrazol-4-yl)methyl)-2-
0x0-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
(R)-N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-((tetrahydrofuran-3-
yl)methyl)-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((1-(cyanomethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide; and
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(2,2,2-trifluoroethyl)-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide; or a pharmaceutically acceptable
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salt thereof.

38. The compound of claim 1, wherein the compound is selected from:
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-ox0-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(tetrahydro-2H-pyran-4-yl)-
1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((7-(2,6-difluoro-3,5-dimethoxyphenyl)-5,5-dimethyl-6-oxo-5,6,7,8-tetrahydro-2,7-
naphthyridin-3-yl)methyl)acrylamide;
N-((1-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-(pyridin-4-yl)-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluoroethyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((1-cyclopentyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-isobutyl-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((1-(cyclobutylmethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
(S)-N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-1-((tetrahydrofuran-3-
yl)methyl)-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-((1-methylpiperidin-4-yl)methyl)-2-oxo-
1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
methyl 4-((7-(acrylamidomethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-3,4-
dihydropyrido[4,3-d]pyrimidin-1(2H)-yl)methyl)piperidine-1-carboxylate;
4-((7-(acrylamidomethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-0x0-3,4-
dihydropyrido[4,3-d]pyrimidin-1(2H)-yl)methyl)-N-isopropylpiperidine-1-carboxamide;
N-((3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-((1-(methylsulfonyl)piperidin-4-
yl)methyl)-2-oxo0-1,2,3,4-tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide;
N-((3-(2,6-dichloro-3,5-dimethoxyphenyl)-1-ethyl-2-oxo-1,2,3,4-
tetrahydropyrido[4,3-d]pyrimidin-7-yl)methyl)acrylamide; and
N-((2'-(2,6-difluoro-3,5-dimethoxyphenyl)-5'-methyl-3'-oxo-2',3'-dihydro-1'H-
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spiro[cyclopropane-1,4'-[2,7]naphthyridine]-6'-yl)methyl)acrylamide; or a pharmaceutically

acceptable salt thereof.

39. A pharmaceutical composition comprising a compound of any one of claims 1 to 38,
or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier or

excipient.

40. A method of inhibiting an FGFR4 enzyme in vitro, said method comprising
contacting said enzyme with a compound of any one of claims 1 to 38, or a pharmaceutically

acceptable salt thereof, or a composition of claim 39.

41. Use of a compound of any one of claims 1 to 38, or a pharmaceutically acceptable salt
thereof, or a composition of claim 39, in the manufacture of a medicament for the treatment

of a disease that is associated with abnormal activity or expression of an FGFR4 enzyme.

42.  The use of claim 41, wherein the disease that is associated with abnormal activity or

expression of an FGFR4 enzyme is cancer.

43.  The use of claim 42, wherein the medicament comprises a therapeutically effective
amount of a compound of any one of claims 1 to 38, or a pharmaceutically acceptable salt
thereof, or a composition of claim 39, and is to be administered to a patient in combination

with another therapy or therapeutic agent.

44.  The use of claim 42 or 43, wherein said cancer is selected from hepatocellular cancer,
bladder cancer, breast cancer, cervical cancer, colorectal cancer, endometrial cancer, gastric
cancer, head and neck cancer, kidney cancer, liver cancer, lung cancer, ovarian cancer,
prostate cancer, esophageal cancer, gall bladder cancer, pancreatic cancer, thyroid cancer,
skin cancer, leukemia, multiple myeloma, chronic lymphocytic lymphoma, adult T cell
leukemia, B-cell lymphoma, acute myelogenous leukemia, Hodgkin’s or non-Hodgkin’s
lymphoma, Waldenstrom's Macroglubulinemia, hairy cell lymphoma, Burkett's lymphoma,

glioblastoma, melanoma, and rhabdosarcoma.

45.  The use of claim 42 or 43, wherein said cancer is selected from hepatocellular cancer,

breast cancer, bladder cancer, colorectal cancer, melanoma, mesothelioma, lung cancer,
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prostate cancer, pancreatic cancer, testicular cancer, thyroid cancer, squamous cell

carcinoma, glioblastoma, neuroblastoma, uterine cancer, and rhabdosarcoma.
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