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Claims

[Claim 1]
A compound represented by the general formula (I) or

a pharmacologically acceptable salt thereof:

I trormuta—1t

0 R2

0y~
R ()

wherein

R' represents a hydrogen atom, a halogen atom, a C;-
Cs alkyl group optionally having 1 to 3 halogen atoms, a
C1-Cs alkoxy group optionally having 1 to 3 halogen atoms,
a C3-C¢ cycloalkyl group, a Ci1-C¢ alkylcarbonyl group, a
Cy-C¢ alkenyl group, a C;-C¢ alkynyl group, a C3-Csg
cycloalkenyl group, a phenyl group, a 5- or 6-membered
aromatic heterocyclic group eptiematiy—having, in the
ring, 1 to 3 heteroatoms independently selected from the
group consisting of a nitrogen atom, an oxygen atom, and
a sulfur atom, or a 5- or 6-membered aliphatic
heterocyclic group optionally having an unsaturated bond
in a portion of the ring and eptiermatdy—having, in the

ring, 1 or 2 hetercatoms independently selected from the
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group consisting of a nitrogen atom, an oxygen atom, and
a sulfur atom, wherein

the phenyl group, the 5- or 6-membered aromatic
heterocyclic group, and the 5- or 6-membered aliphatic
heterocyclic group optionally having an unsaturated bond
in a portion of the ring each optionally have 1 to 3
substituents independently selected from group A
described below,

V represents a single bond, a C;-C¢ alkylene group,
or an oxy-C;-Cs alkylene group,

R? represents a hydrogen atom, a C;-C¢ alkyl group, a
C3-C¢ cycloalkyl group, a bicyclo-Cs-Cg cycloalkyl group,
a 5- or 6-membered aliphatic heterocyclic group
eptienratty-having, in the ring, 1 or 2 heteroatoms
independently selected from the group consisting of a
nitrogen atom, an oxygen atom, and a sulfur atom, or a
spiro ring group containing two rings spiro-fused
independently selected from the group consisting of a 4-
to 6-membered aliphatic heterocyclic ring eptiesatiy—
having, in the ring, 1 or 2 heterocatoms independently
selected from the group consisting of a nitrogen atom, an
oxygen atom, and a sulfur atom and a C3-C¢ cycloalkyl
ring, wherein
_the C;-C¢ alkyl group, the C3-Cs cycloalkyl group, the
bicyclo-Cs-Cg cycloalkyl group, the 5- or 6-membered

aliphatic heterocyclic group, and the spiro ring group
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each optionally have 1 to 3 substituents independently
selected from group C described below,

R® represents a C;-C¢ alkyl group,

R* represents a halogen atom or a C;-C¢ alkyl group
optionally having 1 to 3 halogen atoms,

R® represents a C,~Cgs alkyl group or a C,1-Cys alkoxy
group,

R® represents a C;-C¢ alkyl group,

group A consists of a halogen atom, a C;-Cs alkyl
group, a C;-C¢ alkoxy group, and a 5- or 6-membered
aliphatic heterocyclic group eptienadiy-having, in the
ring, 1 or 2 heterocatoms independently selected from the
group consisting of a nitrogen atom, an oxygen atom, and
a sulfur atom,
+wherein the C;-Cg¢ alkyl group, the C;-Cs alkoxy group,
and the 5- or 6-membered aliphatic heterocyclic group
each optionally have 1 to 3 substituents independently
selected from group B described belows,

group B consists of a halogen atom, a C;-C¢ alkyl
group, and a 5- or 6-membered aliphatic heterocyclic
group eptienrardy-having, in the ring, 1 or 2 heteroatoms
independently selected from the group consisting of a
nitrogen atom, an oxygen atom, and a sulfur atom, and
group C consists of a hydroxy group, a formyl group, a
C1-Cs alkyl group, a C1-Cs alkylcarbonyl group, a C:-Cs
alkoxy group, a Ci1-C¢ alkylsulfonyl group, -NR?°R?*', a C;-

Ce¢ alkoxy-C;-Ce¢ alkyl group, a di-C;-C¢ alkylamino-Ci-Cg
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alkyl group, and a 4- to 6-membered aliphatic
heterocyclic group eptienratdy—having, in the ring, 1 or 2
heterocatoms independently selected from the group
consisting of a nitrogen atom, an oxygen atom, and a
sulfur atom,

4wherein R?*° and R?' each independently represent a
hydrogen atom, a formyl group, or a Ci-Cs alkyl groups.
[Claim 2]

The compound according to claim 1 or a
pharmacologically acceptable salt thereof, wherein in the
formula (I),

R' represents a hydrogen atom, a halogen atom, a C;-
Ce¢ alkyl group, a C;-Ce alkoxy group, a C:;-Cg cycloalkyl
group, a C,-C¢ alkenyl group, a C;-Cs alkynyl group, a
phenyl group, a C;3;-C¢ cycloalkenyl group, a 5- or 6-
membered aromatic heterocyclic group eptiemaiiy—having,
in the ring, 1 to 3 heteroatoms independently selected
from the group consisting of a nitrogen atom, an oxygen
atom, and a sulfur atom, or a 5- or 6-membered aliphatic
heterocyclic group optionally having an unsaturated bond
in a portion of the ring and eptiermadliy-having, in the
ring, 1 or 2 heteroatoms independently selected from the
group consisting of a nitrogen atom, an oxygen atom, and
a sulfur atom.

[Claim 3]
The compound according to claim 1 or 2 or a

pharmacologically acceptable salt thereof, wherein
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R' represents a hydrogen atom, a halogen atom, a
methyl group, an ethyl group, a methoxy group, an ethoxy
group, a cyclopropyl group, a vinyl group, an acetylene
group, a phenyl group, a cyclohexenyl group, a
dihydropyranyl group, or a thiazolyl group.

[Claim 4]

The compound according to any one of claims 1 to 3
or a pharmacologically acceptable salt thereof, wherein

R? represents a C;-Cg¢ alkyl group, a C;3-C¢ cycloalkyl
group, or a 5- or 6-membered aliphatic heterocyclic group
eptienaldy-having, in the ring, 1 or 2 heteroatoms
independently selected from the group consisting of a
nitrogen atom, an oxygen atom, and a sulfur atom, wherein
the C1-C¢ alkyl group, the C;3;-C¢ cycloalkyl group, and the
5- or 6-membered aliphatic heterocyclic group each
optionally have 1 to 3 substituents independently
selected from the group consisting of a C1-C¢ alkyl group,
a C1-Cg¢ alkylsulfonyl group, a C;-Cg alkylamino group, and
a di-C;-C¢ alkylamino group.

[Claim 5]

The compound according to any one of claims 1 to 4
or a pharmacologically acceptable salt thereof, wherein

V represents a single bond or a methylene group,

R? represents a methyl group, a cyclohexyl group, a
tetrahydropyranyl group, or a piperidyl group, and

R® represents a methyl group, wherein



- 298 -

the cyclohexyl group, the tetrahydropyranyl group, and
the piperidyl group each have one substituent
independently selected from the group consisting of a
methyl group, an ethyl group, an ethylsulfonyl group, a
methylamino group, a dimethylamino group, and an
ethylmethylamino group.

[Claim 6]

Aay—oneThe compound according to claim 1, wherein

the compound is a compound selected from the following

group or a pharmacologically acceptable salt thereof:
7-bromo-N-[ (4, 6-dimethyl-2-oxo-1,2~-dihydropyridin-3-
vl)methyl]-2-(l-ethyl-4-piperidyl)-2,4-dimethyl-1, 3-
benzodioxole-5-carboxamide,
7-bromo-2-[trans-4- (dimethylamino)cyclochexyl]-N-
[(4,6-dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-1, 3-benzodioxole-5-carboxamide,

(2R) -7-bromo-2-[trans-4- (dimethylamino) cyclohexyl]~

N-[ (4, 6-dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
7-bromo-2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4-
methoxy-6-methyl-2-oxo-1, 2-dihydropyridin-3-yl)methyl]-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
___T-bromo-2-[trans-4- (dimethylamino)cyclohexyl]-N-[(4-
ethyl-6-methyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4-

dimethyl-1, 3-benzodioxole-5-carboxamide,
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__T-bromo-2-[trans-4-(dimethylamino)cyclohexyl]-2,4-
dimethyl-N-[ (6-methyl-2-oxo-4-propyl-1,2-dihydropyridin-
3-yl)methyl]l-1,3-benzodioxole-5-carboxamide,

7-bromo-N-[ (4, 6-dimethyl-2-oxo-1,2-dihydropyridin-3-
vlimethyl]-2-[trans-4-[N-ethyl (N-
methyl)amino]cyclohexyl]l-2,4-dimethyl-1, 3-benzodioxole-5-
carboxamide,
____T-bromo-2-[[cis-4-(dimethylamino)cyclohexyl]methyl]-
N-[(4,6-dimethyl-2-ox0-1,2-dihydropyridin-3-yl)methyl] -
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
_____T7-chloro-N-[ (4, 6-dimethyl-2-oxo-1,2-dihydropyridin-
3-ylymethyl]-2,4-dimethyl-2-{trans-4-
(methylamino)cyclochexyll-1,3-benzodioxole-5-carboxamide,
7-chloro-2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4, 6-
dimethyl-2-oxo-1, 2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-1, 3-benzodioxole~5-carboxamide,

(2R)—7—chloro~2—[trans~4—(dimethylamino)cyclohexyl]—
N-[(4,6-dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
____T-chloro-2-[trans-4- (dimethylamino)cyclohexyl]-N-
[ (4-methoxy-6-methyl-2-oxo0-1, 2-dihydropyridin-3-
yl)methyl]l-2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
_____T7-chloro-2-[trans-4- (dimethylamino)cyclohexyl]-N-
[ (4-ethyl-6-methyl-2-0x0-1,2-dihydropyridin-3-yl)methyl]-

2,4-dimethyl-1,3-benzodioxole-5-carboxamide,
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2-[trans-4- {dimethylamino)cyclohexyl]-N-[(4,6-
dimethyl-2-oxo0-1,2-dihydropyridin-3-yl)methyl]-7-fluoro-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
____ 2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4, 6-
dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4,7-
trimethyl-1, 3-benzodioxole-5-carboxamide,
(28)~-2-[trans-4- (dimethylamino)cyclohexyl]l-N-[ (4, 6~
dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4,7-
trimethyl-1, 3-benzodioxole-5-carboxamide,
4,7~-dichloro-2-[trans-4- (dimethylamino)cyclohexyl]-
N-[(4,6-dimethyl-2-ox0o-1,2-dihydropyridin-3-yl)methyl]-2-
methyl-1,3-benzodioxole-5-carboxamide,
____ T-(cyclopenten-1l-yl)-2-[trans-4-
(dimethylamino)cyclohexyl]-N-[ (4, 6-dimethyl-2-oxo-1,2-
dihydropyridin-3-yl)methyl]-2,4-dimethyl-1,3-
benzodioxole-5~carboxamide,
__ 2-[trans-4-(dimethylamino)cyclohexyl]-N-[(4,6-
dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-7-phenyl-1, 3-benzodioxole-5-carboxamide,
______T-(cyclohexen-1-yl)-2-[trans-4-
(dimethylamino) cyclohexyl]-N-[ (4, 6-dimethyl-2-oxo-1,2-
dihydropyridin-3-yl)methyl]-2,4-dimethyl-1, 3-
benzodioxole~5-carboxamide,
7-(3,6-dihydro-2H-pyran-4-yl)-2-[trans-4-
(dimethylamino) cyclohexyl]-N-[ (4, 6-dimethyl-2-oxo-1,2-
dihydropyridin-3-yl)methyl]-2,4-dimethyl-1,3-

benzodioxole~5-carboxamide,
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2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4, 6-
dimethyl-2-oxo-1, 2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-7-vinyl-1, 3-benzodioxole-5~-carboxamide,

2- (trans-4- (dimethylamino)cyclohexyl)-N-[ (4, 6-
dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-7-ethynyl-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,

7-cyclopropyl-2-[trans-4- (dimethylamino)cyclohexyl] -
N-[(4,6-dimethyl-2-ox0-1,2-dihydropyridin-3-yl)methyl]-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,

2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4, 6-
dimethyl-2-oxo0-1,2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-1, 3-benzodioxole-5-carboxamide, and

2-[trans-4- (dimethylamino)cyclohexyl]-N-[ (4,6~
dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-7-ethyl-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide.

[Claim 7]

Anvy-ereThe compound according to claim 1, wherein

the compound is selected from the following group or a

pharmacologically acceptable salt thereof:
7-bromo-2-[trans-4- (dimethylamino)cyclohexyl]-N-
[(4,6-dimethyl-2-0ox0-1,2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-1, 3-benzodioxole-5-carboxamide,
(2R) -7-bromo-2-[trans-4- (dimethylamino)cyclohexyl] -
N-[(4,6-dimethyl-2-ox0-1,2-dihydropyridin-3-yl)methyl]-

2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,
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7-chloro-2-[trans-4- (dimethylamino)cyclohexyl] -N-

[(4,6-dimethyl-2-ox0-1,2-dihydropyridin-3-yl)methyl]-2,4-
dimethyl-1, 3-benzodioxole-5-carboxamide,

(2R) ~7-chloro-2-[{trans-4- (dimethylamino)cyclohexyl]-
N-[(4,6-dimethyl-2-oxo-1,2~-dihydropyridin-3-yl)methyl]-
2,4-dimethyl-1, 3-benzodioxole-5-carboxamide,

__ 2-ltrans-4-(dimethylamino)cyclohexyl]-N-[(4, 6-

dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4,7-

trimethyl-1, 3~-benzodioxole-5-carboxamide,

_ (28)-2-[trans-4-(dimethylamino)cyclohexyl]-N-[ (4, 6-

dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2,4,7-

trimethyl-1, 3~-benzodioxole-5-carboxamide,
4,7~dichloro-2~{trans-4- (dimethylamino)cyclohexyl] -

N-[(4,6-dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-2-

methyl-1, 3-benzodioxole-5-carboxamide,

____ 2-[trans-4-(dimethylamino)cyclohexyl]-N-[ (4, 6-

dimethyl-2-o0oxo-1,2-dihydropyridin-3-yl)methyll-2,4-

dimethyl-1, 3-benzodioxole-5-carboxamide, and

_____ 2-l[trans-4-(dimethylamino)cyclohexyl]-N-[(4,6-

dimethyl-2-oxo-1,2-dihydropyridin-3-yl)methyl]-7-ethyl-

2,4-dimethyl-1, 3-benzodioxole-5~carboxamide.

[Claim 8]

A pharmaceutical composition comprising a compound
according to any one of claims 1 to 7 or a
pharmacologically acceptable salt thereof as an active
ingredient.

[Claim 9]
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An EZH1 and/or EZH2 enzyme activity inhibitor
comprising a compound according to any one of claims 1 to
7 or a pharmacologically acceptable salt thereof as an
active ingredient.

[Claim 10]

A therapeutic agent for tumors that is capable of
treating the tumor by inhibiting EZH1 and/or EZH2 enzyme
activity, the therapeutic agent comprising a compound
according to any one of claims 1 to 7 or a
pharmacologically acceptable salt thereof as an active
ingredient.

[Claim 11]

An antitumor agent comprising a compound according
to any one of claims 1 to 7 or a pharmacologically
acceptable salt thereof as an active ingredient.

[Claim 12]

The antitumor agent according to claim 11, wherein
the tumor is lymphoma, a rhabdoid tumor, leukemia, lung
cancer, stomach cancer, prostate cancer, colorectal
cancer, ovarian cancer, or liver cancer.

[Claim 13]

Use of a compound according to any one of claims 1

to 7 or a pharmacologically acceptable salt thereof in

the manufacture of a medicament for the treatment of

tumors.

[(Claim 14]
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Use according to claim 13, wherein the tumor is

lymphoma, a rhabdoid tumor, leukemia, lung cancer,

stomach cancer, prostate cancer, colorectal cancer,

ovarian cancer, or liver cancer.




