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Claims
We Claim:
1. A compound of formula (l):
R2 R" ¢l
R3-L: N l NH
X Y

or a pharmaceutically acceptable salt thereof,

wherein:

R! is selected from the group consisting of
C(O)R®, Cs-Cs cycloalkyl, 3-12 membered heteroc
where each said C4-C4 alkyl or C4-C4 alkoxy is opftionally substituted by one or more RS,

, F, C4-C4 alkyl, C4-C4 alkoxy,
lyl and 5-12 membered heteroaryi,
and each said C3-Cs cycloalkyl, 3-12 membered heterocyclyl or 5-12 membered
heteroaryl is optionally substituted by one opmore R’;

R?is H, F or C4-C;4 alkyl;

L is a bond or a C¢-C4 alkylene;

R® is selected from the gro
C(O)R®, COOR®, NR'"R", OR"
12 membered heteroaryl, w

consisting of C4-C4 alkyl, C4-C4 alkoxy, OH, CN,
Cs3-Cg cycloalkyl, 3-12 membered heterocyclyl and 5-
re each said C4-C4 alkyl or C4-C4 alkoxy is optionally
substituted by one or mofe RS and each said Cs-Cs cycloalkyl, 3-12 membered
heterocyclyl or 5-12 membered heteroaryl is optionally substituted by one or more R’;
R* is H, halo of/Cs-C4 alkyl, where each said C4-C4 alkyl is optionally substituted
by one or more R®;

R® is C-@4 alkyl, where each said C4-C4 alkyl is optionally substituted by one or

®, SO,R™ or 3-6 membered heterocyclyl;
R® is C4-C,4 alkyl, where each said C4-Cy4 alkyl is optionally substituted by one or
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R® is H or C4-C4 alkyl, where each said C;-C, alkyl is optionally substituted By
one or more R

R and R" are independently H or C-C;4 alkyl, where each said C4-Cy/alkyl is
optionally substituted by one or more R'%;

R is selected from the group consisting of Cs-Cg cycloalkyl, 3-42 membered
heterocyclyl and 5-12 membered heteroaryl, where each said Cs3-Cg Lycloalkyl, 3-12
membered heterocyclyl or 5-12 membered heteroaryl is optionally suBstituted by one or
more R’;

each R™ is independently C4-C4 alkyl, where each said £4-C, alkyl is optionally
substituted by one or more R'®;

each R' and R" is independently OH, F, CN or C-Z4 alkoxy: and

X and Z are independently C4-C4 alkyl, C4-C4 flybroalkyl, C4-C4 alkoxy or C4-C4

fluoroalkoxy.
2. The compound or salt of claim 1, wherein R? is H.
3. The compound or salt of claim 1 or 2/wherein R* is Cl, F, Br or CHs.

4. The compound or salt of of claim 1, 2 or 3, wherein X is CH3, OCH3 or OCHF;
and Z is CHs.

5. The compound or salt Any one of claims 1 to 4, wherein R' is C;-C4 alkoxy

optionally substituted by one/or more RE.
6. The compound of salt of claim 5 wherein said C4-C4 alkoxy is OCHs.

7. The compgdnd or salt of any one of claims 1 to 4, wherein R' is C;-C, alkyl
optionally substifuted by one or more RS,

8. The/compound or salt of any one of claims 1 to 7, wherein L is a bond and R® is
3-12 mefmbered heterocyclyl optionally substituted by one or more R’.
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9. The compound or sait of claim 8, wherein said 3-12 membered heterocyclyl/is
selected from the group consisting of oxetanyl, tetrahydrofuranyl and tetrahydropyyanyl,
each optionally substituted by one or more R’.

10.A compound of Formula (I-A):

or a pharmaceutically acceptable salt thereof, whergin:

R' is C1-Cq4 alkoxy;

R?is H;

L is a bond;

R® is 3-12 membered heterocyclyl, optioplly substituted by one or more R’;

R*isHorCl;

each R’ is independently C-C4 Alkyl, OH, F, CN, C;-C4 alkoxy, =0, CHO,
C(O)R™, SO,R™ or 3-6 membered hetgfocyalyl; -

each R® is independently C1AC4 alkyl, where each said C4-Cy4 alkyl is optionally
substituted by one or more R';

each R is independent})y OH, F, CN or C4-C; alkoxy; and

X and Z are independently C4-C4 alkyl, C4-C4 fiuoroalkyl, C4-C4 alkoxy or C4-C4
fluoroalkoxy.

11.The compoupd or salt of claim 10, wherein R® is 3-12 membered heterocyclyl
selected from the group consisting of oxetanyl, tetrahydrofuranyl and tetrahydropyranyl,
each optionally/4ubstituted by one or more R’.

12. A /compound that is 5,8-dichloro-2-[(4-methoxy-6-methyl-2-0x0-1,2-dihydro-

pyridin-yl)methyl]-7-[( R)-methoxy(oxetan-3-yl)methyl]-3,4-dihydroisoquinolin-1(2H)-
one/or a pharmaceutically acceptable salt thereof.
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13.A compound of formula (l1i):

or a pharmaceutically acceptable salt thereof,

wherein:

R' and R® are taken together to form a 3-12 mempered heterocyclyl optionally
substituted by one or more R’;

R%is H, F or C+C, alkyl;

R* is H, halo or C-C4 alkyl, where each sajd C4-C4 alkyl is optionally substituted
by one or more R,

each R®is independently OH, F, CN oyC4-C; alkoxy;

each R’ is independently Ci-C4 Alkyl, OH, F, CN, C4-C, alkoxy, =O, CHO,
C(O)R™, SO,R™ or 3-6 membered hetefocyclyl;

each R"™ is independently C1/C4 alkyl, where each said C4-C4 alkyl is optionally
substituted by one or more RS

each R'® is independenlf OH, F, CN or C4-C alkoxy; and

X and Z are independently C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4

fluoroalkoxy.

14.The compougd or salt of claim 13, wherein R! and R® are taken together to form
a 3-12 membeped heterocyclyl selected from the group consisting of azetidinyl,
pyrrolidinyl, pjperidinyl and homopiperidinyl, each optionally substituted by one or more
R’

15/fhe compound or salt of claim 14, wherein R’ is CHO, C(O)R"™ or SO;R™ and
R*%isindependently C;-C4 alkyl optionally substituted by one or more R®.

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

carrier or excipient.
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of claims 1 to 15, or a pharmaceutically acceptable salt thereof.

5
18.The method of claim 17, wherein the abnormal cell growth is cancey/
19. The method of claim 17 or 18, wherein the subject is a human.
10 20.A compound of any one of claims 1 to 15, or a pharmacefically acceptable salt

thereof, for use in the treatment of abnormal cell growth in a sybject.
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Claims

We Claim:

1. A compound of formula (1):

2R G0

R3-Lr N | NH

R (1),

or a pharmaceutically acceptable salt thereof,

wherein:

R is selected from the group consisting of F, C4-C4 alkyl, C4-C4 alkoxy, C(O)Rs,
Cs3-Cg cycloalkyl, 3-12 membered heterocyclyl and 5-12 membered heteroaryl, where
each said C4-C;4 alkyl or C4-C4 alkoxy is optionally substituted by one or more R®, and
each said C3-Cg cycloalkyl, 3-12 membered heterocyclyl or 5-12 membered heteroaryl is
optionally substituted by one or more R”;

R?is H, F or C4-C4 alky};

L is a bond or a C4-C4 alkylene;

R3 is selected from the group consisting of C4-Cy4 alkyl, C4-C4 alkoxy, OH, CN,
C(O)R®, COOR®, NR"R"", OR"?, C;-C; cycloalkyl, 3-12 membered heterocyclyl and 5-
12 membered heteroaryl, where each said C4-C4 alkyl or C4-C4 alkoxy is optionally
substituted by one or more R®, and each said C3;-Cg cycloalkyl, 3-12 membered
heterocyclyl or 5-12 membered heteroaryl is optionally substituted by one or more R’;

R*is H, halo or C-Cs4 alkyl, where each said C¢-C4 alkyl is optionally substituted
by one or more R®;

R® is C4-C4 alkyl, where each said C4-C, alkyl is optionally substituted by one or
more R";

each R® is independently OH, F, CN or C+-C,4 alkoxy;

each R’ is independently C4-C4 alkyl, OH, F, CN, C4-C4 alkoxy, =0, CHO,
C(O)R™, SO;R™ or 3-6 membered heterocyclyl;

R® is C4-C4 alkyl, where each said C4-C; alkyl is optionally substituted by one or
more R";
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R® is H or C4-C4 alkyl, where each said C-Cy4 alkyl is optionally substituted by
one or more R';

R and R are independently H or C4-C,4 alkyl, where each said C4-C alkyl is
optionally substituted by one or more R™:

R'™ is selected from the group consisting of Cs-Cs cycloalkyl, 3-12 membered
heterocyclyl and 5-12 membered heteroaryl, where each said C;-Cs cycloalkyl, 3-12
membered heterocyclyl or 5-12 membered heteroaryl is optionally substituted by one or
more R’;

each R" is independently C4-Cy4 alkyl, where each said C1-C4 alkyl is optionally
substituted by one or more R'®;

each R" and R" is independently OH, F, CN or C-C4 alkoxy; and

X and Z are independently C4-C4 alkyl, C4-C4 fluoroalkyl, C4+-C4 alkoxy or C4-C4

fluoroalkoxy.
2. The compound or salt of claim 1, wherein R%is H.
3. The compound or salt of claim 1 or 2, wherein R*is CI, F, Br or CHa.

4. The compound or salt of claim 1, 2 or 3, wherein X is CHz, OCH3; or OCHF, and Z
is CHs.

5. The compound or salt any one of claims 1 to 4, wherein R' is C4-C, alkoxy

optionally substituted by one or more R®.
6. The compound or salt of claim 5 wherein said C4-C4 alkoxy is OCHa.

7. The compound or salt of any one of claims 1 to 4, wherein R' is C;-C4 alkyi
optionally substituted by one or more R

8. The compound or salt of any one of claims 1 to 7, wherein L is a bond and R® is
3-12 membered heterocyclyl optionally substituted by one or more R’.
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9. The compound or salt of claim 8, wherein said 3-12 membered heterocyclyl is
selected from the group consisting of oxetanyl, tetrahydrofuranyl and tetrahydropyranyl,

each optionally substituted by one or more R’.

10.A compound of Formula (I-A):
r2 R CI O 0

R3-L- ' N | NH

(I-A)

or a pharmaceutically acceptable salt thereof, wherein:

R' is C4-C4 alkoxy;

R?is H;

L is a bond;

R® is 3-12 membered heterocyclyl, optionally substituted by one or more R’;

R*isHorCl;

each R’ is independently C4-C4 alkyl, OH, F, CN, C4-Cs alkoxy, =O, CHO,
C(O)R™, SO;R™ or 3-6 membered heterocyclyl;

each R"™ is independently C1-C4 alkyl, where each said C-C4 alkyl is optionally
substituted by one or more R';

each R'® is independently OH, F, CN or C;-C4 alkoxy; and

X and Z are independently C4-C4 alkyl, C1-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4
fluoroalkoxy.

11.The compound or salt of claim 10, wherein R® is 3-12 membered heterocyclyl
selected from the group consisting of oxetanyl, tetrahydrofuranyl and tetrahydropyranyl,
each optionally substituted by one or more R’.

12. A compound that is 5,8-dichloro-2-[(4-methoxy-6-methyl-2-ox0-1,2-dihydro-

pyridin-3-yl)methyl]-7-[( R)-methoxy(oxetan-3-yl)methyl}-3,4-dihydroisoquinolin-1(2H)-
one, or a pharmaceutically acceptable salt thereof.
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13. A compound that is 5,8-dichloro-2-[(4-methoxy-6-methyl-2-oxo-1,2-dihydro-
pyridin-3-yl)methyl]-7-[( R)-methoxy(oxetan-3-yl)methyl]-3,4-dihydroisoquinolin-
1(2H)-one.

14.A compound that is 5,8-dichloro-2-[(4-methoxy-6-methyl-2-oxo-1,2-dihydro-
pyridin-3-yl)methyl]-7-[methoxy(oxetan-3-yl)methyl]-3,4-dihydroisoquinolin-1(2H)-one, or

a pharmaceutically acceptable salt thereof.

15.A compound that is 5,8-dichioro-2-[(4-methoxy-6-methyl-2-oxo-1,2-dihydro-
pyridin-3-yl)methy(]-7-[(S)-methoxy(oxetan-3-yl)methyl]-3,4-dihydroisoquinolin-1(2H)-

one, or a pharmaceutically acceptable salt thereof.

16.A compound of formula (Iil):

or a pharmaceutically acceptable salt thereof,

wherein:

R" and R® are taken together to form a 3-12 membered heterocyclyl optionally
substituted by one or more R’;

R?is H, F or C4-C, alkyl;

R* is H, halo or C4-C4 alkyl, where each said C4-C, alkyl is optionally substituted
by one or more R%;

each R® is independently OH, F, CN or C4-C4 alkoxy;

each R’ is independently C;-Cs alkyl, OH, F, CN, C4-C4 alkoxy, =0, CHO,
C(O)R™, SO,R™ or 3-6 membered heterocyclyl;

each R"™ is independently C-C4 alkyl, where each said C4-C4 alkyl is optionally
substituted by one or more R';

each R" is independently OH, F, CN or C4-C4 alkoxy; and
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X and Z are independently C4-C4 alkyl, C4-C4 fluoroalkyl, C4-C4 alkoxy or C4-C4

fluoroalkoxy.

17.The compound or salt of claim 16, wherein R' and R® are taken together to form
a 3-12 membered heterocyclyl selected from the group consisting of azetidinyl,
pyrrolidinyl, piperidinyl and homopiperidinyl, each optionally substituted by one or more
R’.

18.The compound or salt of claim 17, wherein R is CHO, C(O)R" or SO,R"® and
each R"?isindependently C,-C4 alkyl optionally substituted by one or more R,

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

carrier or excipient.

20.A method for the treatment of abnormal cell growth in a subject, comprising
administering to the subject a therapeutically effective amount of a compound of any one
of claims 1 to 18, or a pharmaceutically acceptable salt thereof.

21.The method of claim 20, wherein the abnormal cell growth is cancer.
22.The method of claim 20 or 21, wherein the subject is a human.

23.A compound of any one of claims 1 to 18, or a pharmaceutically acceptable salt
thereof, for use in the treatment of abnormal cell growth in a subject.

24. A combination of a compound according to any one of claims 1 to 18, ora

pharmaceutically acceptable salt thereof, and one or more additional anti-cancer agents.
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