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ABSTRACT

A compound represented by formula (I) or a pharmacologically acceptable salt thereof,
which can inhibit a fibroblast growth factor receptor (FGFR) family kinase in cancer tissues.
(In the formula, A represents a 5- to 10-membered heteroaryl group, or a Cs.10 aryl group; R; and
R; independently represent H, OH, X, CN, NO,, a C;4 haloalkyl group, a C alkyl group, or the
like <R; and R;together form a (substituted) 3- to 10-membered heterocyclyl group or a
(substituted) 5- to 10-membered heteroaryl group>; R; represents H, a C;.s alkyl group, a Cs.10
aryl group, a Cy.s alkyl group, or a C;4 haloalkyl group; and R4 represents H, X, a C.3 alkyl
group, a C;4 haloalkyl group, OH, CN, NO,, or the like.)
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CLAIMS

1. A compound represented by following general formula (T), or a pharmaceutically acceptable
salt thereof: .
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wherein Ry, Ry, R3, and R4 each independently represents the group listed below:

R; represents hydrogen, hydroxy; halogen, cyano, nitro, Cy4 haloalkyl, Cy.¢ alkyl, Cy¢ alkenyl,
Cz.s alkynyl, C3_7 cycloa.lkyl, C6.10 aryl C1_4 a]kyl, -ORs, -NR6R7, -(CRng)nZh -C(O)NR12R13,
-SRy4, -SOR;5, -SO2R 16, -NR178S0;R 15, COOH, Cq.19 aryl which is optionally substituted by one
or more groups independently selected from group P, 5- to 10-membered heteroaryl or 3- to
10-membered heterocyclyl which is optionally substituted by one or more groups independently
selected from group Q, -COR|9, -COOR2, -OC(O)R21, -NR22C(O)R23, -NR2sC(S)Rys,
-C(S)NR26R27, -SO2NR2sR 29, -OSO2R 30, -SO3R 31, or ~Si(R32)3;

R represents hydrogen, hydroxy, halogen, cyano, nitro, Cy4 haloalkyl, C, alkyl, Cy¢ alkenyl,
C,.6 alkynyl, Cs.7 cycloalkyl, Cs.10 aryl Cy4 alkyl, -ORs, -NR¢R7, -(CRgRg)nZ1, -C(O)NR 2R3,
-SRus, -SOR;s, -SO2Ry6, -NR17SO2R 13, COOH, Cg.19 aryl which is optionally substituted by-one
or more groups independently selected from group P, 5- to 10-membered heteroaryl or 3- to
10-membered heterocyclyl which is optionally substituted by one or more groups independently
selected from group Q, -COR9, -COOR20, -OC(O)Ra1, -NR2C(0)Ry3, -NR24C(S)Rys,
-C(S)NR25R27, -SOzNstRzp, -0802R3(), -SO3R31, or -Si(Rgz)g; or

R; and Ry, together with an atom linked thereto, form 3- to 10-membered heterocyclyl or 5- to
10-membered heteroaryl, wherein the heterocyclyl or heteroaryl is optionally substituted by
halogen;

R represents hydrogen, Cy.s alkyl, Ce.10 aryl Cy.¢ alkyl, or Cy4 haloalkyl;

R4 represents hydrogen, halogen, C,.3 alkyl, C;4 haloalkyl, hydroxy, cyano, nitro, C;.4 alkoxy,
-(CHz)uZ1, -NRgR7, ~ORs, -C(O)NR12R 13, -SR14, -SORys, -SO2R 16, NR17S0;R;3, COOH, -CORjs,
-COORy, -OC(O)R21, -NR22C(O)R23, -NR24C(S)Ras, -C(S)NR26R27, -SO2NR2sRz9,

-OS02R30, -SO3R31, or -Si(R32)3;
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A represents a 5- to 10-membered heteroaryl ring or Cq.10 aryl ring;

Rs represents Cy.s alkyl, Cs.; cycloalkyl, Cs.; cycloalkyl Cy.3 alkyl, C,.¢ alkenyl, Cy. alkynyl, Ci4
haloalkyl, Cy.3 alkoxy Ci4 alkyl, C).3 alkoxy Ci4 alkoxy C) alkyl, C;4 aminoalkyl, C;4
alkylamino C1.4 alkyl, di(C1.4 alkyl)amino C1.4 alkyl, C6.10 aryl, C5_1o aryl C1.3 a.lkyl, or 3-to
10-membered heterocyclyl Cy.3 alkyl, 3- to 10-membered heterocyclyl, 5- to 10-membered
heteroaryl, 5- to 10-membered heteroaryl C,.; alkyl, Cy.s monohydroxy alkyl, Cy.¢ dihydroxy
alkyl, or Cy trihydroxy alkyl which is optionally substituted by one or more groups
independently selected from group Q;

R¢ and Ry, which are the same or different, each represents hydrogen, C;4 alkyl, C,¢ alkenyl,
Ca.6 alkynyl, C,4 haloalkyl, C;.3 alkoxy C;4 alkyl, Ce.10 aryl Cy.3 alkyl, 3- to 10-membered
heterocyclyl Cy.3 alkyl, 5- to 10-membered heteroaryl C,.3 alkyl, C;s monohydroxy alkyl, Cy¢
dihydroxy alkyl, C;. trihydroxy alkyl, 3- to 10-membered heterocyclyl, C14 aminoalkyl, C 4
alkylamino Cj.4 alkyl, di(Ci4 alkyD)amino C;4 alkyl, or cyano(C;.3 alkyl); or Rg and R, together
with a nitrogen atom linked thereto, form 3- to 10-membered heterocyclyl or 5- to 10-membered
heteroaryl;

nrepresents I to 3;

Rs and Ry, which are the same or different, each represents hydrogen, C;4 alkyl, or halogen; or
alternatively, Rg and Ry, together with a carbon atom linked thereto, form a cycloaliphatic ring;
Z, represents hydrogen, NR;¢R1;, -OH, or 3- to 10-membered heterocyclyl or 5- to 10-membered
heteroary] which is optionally substituted by one or more groups independently selected from
group Q;

Ry and Ry, which are the same or different, each represents Ci.4 alkyl, C,. alkenyl, Ca. alkynyl,
Ci4 haloalkyl, C;.3 alkoxy C;4 alkyl, cyano(C;.3 alkyl), or Cy.; alkylsulfonyl C;4 alkyl; or
alternatively, R and Ry, together with a nitrogen atom linked thereto, form 3- to 10-membered
heterocyclyl or 5- to 10-membered heteroaryl;

Rz and Ry3, which are the same or different, each represents hydrogen, C;4 alkyl, Co.s alkenyl,
Cy.6 alkynyl, C;4 haloalkyl, C;.3 alkoxy Ci4 alkyl, Ce.19 aryl, 5- to 10-membered heteroaryl, 3- to
10-membered heterocyclyl, Ce.10 aryl Ci4 alkyl, 3- to 10-membered heterocyclyl Cy3 alkyl, 5- to
10-membered heteroaryl Cy.3 alkyl, cyano(Cy.; alkyl), Cy.3 alkylsulfonyl Cy4 alkyl, 3- to
10-membered cycloaliphatic ring, 5- to 10-membered heteroaryl, or 3- to 10-membered
heterocyclyl; or alternatively, Ri2 and R;3, together with a nitrogen atom linked thereto, form 3-
to 10-membered heterocyclyl or 5- to 10-membered heteroaryl which is optionally substituted by
one or more groups independently selected from group Q;

Ru4 represents Ci.4 alkyl, Cy.6 alkenyl, Co. alkynyl, C;.4 haloalkyl, Ce.19 aryl which is optionally
substituted by one or more groups independently selected from group P, or 5- to 10-membered
heteroaryl or 3- to 10-membered heterocyclyl which is optionally substituted by one or more
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groups independently selected from group Q;

Rys represents Ci4 alkyl, Cy6 alkenyl, Cy. alkynyl, Ci4 haloalkyl, Ce.10 aryl which is optionally
substituted by one or more groups independently selected from group P, or 5- to 10-membered
heteroaryl or 3- to 10-membered heterocyclyl which is optionally substituted by one or more
groups independently selected from group Q;

Rys represents Cy4 alkyl, Cy.6 alkenyl, Ca alkynyl, C;4 haloalkyl, Cs.10 aryl which is optionally
substituted by one or more groups independently selected from group P, or 5- to 10-membered
heteroaryl or 3- to 10-membered heterocyclyl which is optionally substituted by one or more
groups independently selected from group Q;

Ry7 represents hydrogen or C,4 alkyl;

Ris represents Ci4 alkyl, Cy.¢ alkenyl, Ca¢ alkynyl, Cy.4 haloalkyl, Ce.10 aryl which is optionally
substituted by one or more groups independently selected from group P, or 5- to 10-membered
heteroary! or 3- to 10-membered heterocyclyl which is optionally substituted by one or more
groups independently selected from group Q;

Ry represents hydrogen, Ci4 alkyl, C3.7 cycloalkyl, Cy4 haloalkyl, Ce.9 aryl, or 5- to
10-membered heteroaryl or 3- to 10-membered heterocyclyl which is optionally substituted by
one or more groups independently selected from group Q;

Ry represents Cy4 alkyl, Cs.7 cycloalkyl, C.4 haloalkyl, Cs.10 aryl, 5- to 10-membered heteroaryl,
or 3- to 10-membered heterocyclyl;

Ry represents Ci4 alkyl, Cs.7 cycloalkyl, Cy4 haloalkyl, Ce.10 aryl, 5- to 10-membered heteroaryl,
or 3- to 10-membered heterocyclyl;

R, represents hydrogen, Ci4 alkyl, or Ci4 haloalkyl;

Ry3 represents hydrogen, Ci4 alkyl, Cs.7 cycloalkyl, C;.4 haloalkyl, Ce.19 aryl, 5- to 10-membered
heteroaryl, or 3- to 10-membered heterocyclyl;

Ro4 represents hydrogen, Ci4 alkyl, or Cy4 haloalkyl;

Rys represents Ci4 alkyl, Cs.7 cycloalkyl, Ci4 haloalkyl, Ce.19 aryl, 5- to 10-membered heteroaryl,
or 3- to 10-membered heterocyclyl;

Ra6 and Ry3, which are the same or different, each represents hydrogen, Cj4 alkyl, Cy.¢ alkenyl,
Cy alkynyl, Ci-4 baloalkyl, C,.3 alkoxyl Cy4 alkyl, Ce.10 aryl, 5- to 10-membered heteroaryl, 3-
to 10-membered heterocyclyl, Ce.10 aryl C14 alkyl, 3- to 10-membered heterocyclyl C;3 alkyl, 5-
to 10-membered heteroaryl C.; alkyl, cyano(C;.3 alkyl), Cy.3 alkylsulfony! C,.4 alkyl, or 3- to
10-membered cycloaliphatic ring; or alternatively, Ry¢ and Ry, together with a nitrogen atom
linked thereto, form 3- to 10-membered heterocyclyl or 5- to 10-membered heteroaryl;

Rgg and Ry, which are the same or different, each represents hydrogen, C,. alkyl, Co.6 alkenyl,
Ca. alkynyl, C;4 haloalkyl, C,_3 alkoxyl C,4 alkyl, Cs.10 aryl, 5- to 10-membered heteroaryl, 3-
to 10-membered heterocyclyl, Ce.10 aryl C.4 alkyl, 3- to 10-membered heterocyclyl Cy.3 alkyl, 5-
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to 10-membered heteroaryl Ci.3 alkyl, cyano(Cy.3 alkyl), C,.; alkylsulfonyl C;4 alkyl, or 3- to
10-membered cycloaliphatic ring; or alternatively, Ry and Ry, together with a nitrogen atom
linked thereto, form 3- to 10-membered heterocyclyl or 5- to 10-membered heteroaryl;

R3o represents Cy4 alkyl, C3.7 cycloalkyl, Ci4 haloalkyl, Ce.10 aryl, 5- to 10-membered heteroaryl,
or 3- to 10-membered heterocyclyl;

R represents Ci4 alkyl, Cz.7 cycloalkyl, C4 haloalkyl, Ce. aryl, 5- to 10-membered heteroaryl,
or 3- to 10-membered heterocyclyl; '

R, represents Ci4 alkyl or Cg.19 aryl;

<group P>

halogen, Ci.4 alkyl, Cy4 haloalkyl, -OH, C,.3 alkoxy, C,.3 haloalkoxy, 3- to 10-membered
heterocyclylamino, -SO2R ¢, -CN, -NO3, and 3- to 10-membered heterocyclyl;

<group Q>

halogen, C;4 alkyl, Ci4 haloalkyl, -OH, Cy.; alkoxy, Ci.s monohydroxy alkyl, Cy.s dihydroxy
alkyl, Cy trihydroxy alkyl, 3- to 10-membered heterocyclyl amine, -SO,R 6, -CN, -NO3, C3.2
cycloalkyl, -CORg, and 3- to 10-membered heterocyclyl which is optionally substituted by Ci4
atkyl.

2. The compound of claim 1 or a pharmaceutically acceptable salt thereof, wherein A represents
benzene, indole, azaindole, benzofuran, benzothiophene, benzothiazole, quinoline, or pyrrole.

3. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein R;
represents hydrogen, Ci.4 alkyl, Ce.10 aryl Ci4 alkyl, or Cy.3 perfluoroalkyl.

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt thereof,
wherein R4 represents hydrogen, halogen, Cy.3 alkyl, C,.3 perfluoroalkyl, cyano, methanesulfonyl,
hydroxyl, alkoxy, or amino.

5. The compound of claim 1 or a pharmaceutically acceptable salt thereof, which is selected from
the group consisting of:

(1) [5-amino-1-(2-methyl-1H-benzimidazo!-5-y1)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methanone;
)]
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl}-(6-pyrrolidin-1-ylmethyl-1H-ind
ol-2-yl)-methanone;

®
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4-hydroxy-piperidin-1-ylmet
hyl)-1H-indol-2-yl]-methanone;
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“

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-y1]-(1H-pyrrolo{3,2-c]pyridin-2-yl)-
methanone;

)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-piperazin-1-ylmethyl-1H-ind
ol-2-yl)-methanone;

©)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2-morpholin-4-yl-ethoxy)-1
H-indol-2-yl]-methanone;

™
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[6-(tetrahydro-pyran-4-yloxy)-1
H-indol-2-yl]-methanone;

®
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-chloro-1H-indol-2-yl)-metha
none;

®
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-bromo-1H-indol-2-yl)-metha
none;

10)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-iodo-1H-indol-2-yl)-methano
ne;

an
2-[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazole-4-carbonyl]-1H-indole-5-carbonitri
le;

a2
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yI}-(6-bromo-5-fluoro-1H-indol-2-y
1)-methanone;

13)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(5-ethynyl-1H-indol-2-yl)-meth
anone;

(14)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(2-fluoro-phenyl)-1H-indol-2
-yl]-methanone;

15)
[5-amino-1~(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-{6-(3-flucro-phenyl)-1H-indol-2
-yl]-methanone;
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(16)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1}-[ 6-(4-fluoro-phenyl)-1H-indol-2
-yl}-methanone;

an
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2-chloro-phenyl)-1H-indol-2
-yl]-methanone;

(18)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3-chloro-phenyl)-1H-indol-2
-yl]-methanone;

19
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(4-chloro-phenyl)-1H-indol-2
-yl}-methanone;

20)
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2-trifluoromethyl-phenyl)-1
H-indol-2-yl]-methanone;

@1
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3-trifluoromethyl-phenyl)-1
H-indol-2-yl]-methanone;

(22)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4-trifluoromethyl-phenyl)-1
H-indol-2-yl]-methanone;

23)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(4-bromo-1H-indol-2-yl)-metha
none;

4)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3-fluoro-pyridin-2-yl)-1H-in
dol-2-yl]-methanone;

(2%
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(6-methyl-1H-indol-2-yl)-metha
none;

26)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[5-(4,4-diflucro-piperidine-1-car
bonyl)-1H-indol-2-yl]-methanone;

27

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[ 5-(3,3-difluoro-piperidine-1-car
bonyl)-1H-indol-2-yl}-methanone;
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(28)

2-[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl}-1H-indole-5-carboxyli
¢ acid (2,2,2-trifluoro-ethyl)-amide;

@9 '
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(5-trifluoromethyl-pyridin-2-
yl)-1H-indol-2-yl]-methanone;

(30

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-yl]-[6-(6-trifluoromethyl-pyridin-2-
yl)-1H-indol-2-yl]-methanone;

6D
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(5-chloro-pyridin-2-yl)-1H-in
doll2-y1] -methanone;

(32
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(4-methyl-pyridin-2-y1)-1H-i
ndol-2-yl]-methanone;

(33)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(3-chloro-4-fluoro-phenyl)-1
H-indol-2-yl}-methanone;

(34)

[5-amino-1~(2-methyl-1H-benzimidazol-5-y1)- 1H-pyrazol-4-y1]-[6-(3-trifluoromethyl-pyridin-2-
yl)-1H-indol-2-yl]-methanone;

35)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4-trifluoromethyl-pyridin-2-
yl)-1H-indol-2-yl]-methanone;

36)
[5-amino-1-(6-fluoro-2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(1H-indol-2-yl)-methan
one;

37

2-[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl]-1H-indole-6-carboxyli
¢ acid;

(38)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-hydroxymethyl-1H-indol-2-y
I)-methanone;

(39
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-{6-[2-(4-methyl-piperazin-1-yl)-
ethoxy]-1H-indol-2-yl}-methanone;
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(40)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3-methyl-oxetan-3-ylmethox
y)-1H-indol-2-yl]-methanone;
@41
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3-fluoro-piperidin-1-ylmeth
yl)-1H-indol-2-yl}-methanone;
42
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-{[bis(2-methoxy-ethyl)amino
]-methyl}-1H-indol-2-yl)-methanone;
(43)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-{6-[(methyl-prop-2-ynyl-amino)
methyl]-1H-indol-2-yl}-methanone;
44
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[6-(3,3-difluoro-pyrrolidin-1-yl
methyl)-1H-indol-2-yl]-methanone;
45)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2,5-dimethyl-pyrrolidin-1-yl
methyl)-1H-indol-2-yl]-methanone;
“6)
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(3,3-difluoro-piperidin-1-ylm
ethyl)-1H-indol-2-yl]-methanone;
@é7
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-((S)-3-methyl-morpholin-4-yl
methyl)-1H-indol-2-yl]-methanone;
(48)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-bromo-1H-indol-2-yl)-metha
none;
49)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-iodo-1H-indol-2-yl)-methano
ne;

" (50)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl} 1H-pyrrolo[3,2-b]pyridin-2-y1)-
methanone;
(€29
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(5-bromo-6-trifluoromethyl-1H-
indol-2-yl)-methanone;

'
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(52)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(6-iodo-1H-indol-2-yl)-methano
ne;

(53)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-methyl-1H-indol-2-yl)-metha
none;

(D)
_[5-amino-1~(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(4-isopropyl-1H-indol-2-yl)-met
hanone;

(55)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(2-fluoro-phenyl)-1H-indol-2
-yl]-methanone;

(56)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-benzyl- 1 H-indol-2-yl)-metha
none;

67 ,

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-yl]-[5-(2-trifluoromethyl-phenyl)-1

‘ H-indol-2-yl}-methanone;

(58)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(3-fluorophenyl)-1H-indol-2-
yl]-methanone;

(59

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[ 5-(3-trifluoromethyl-phenyl)-1
H-indol-2-yl]-methanone;

(60)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1 H-pyrazol-4-yl]-(4-ethynyl-1H-indol-2-yl)-meth
anone;

(61

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-yl]-(5H-[1,3]dioxolof4,5-f]indol-6-
yl)-methanone; '

©2) ,
[5-amino-1-(7-fluoro-2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1 H-indol-2-yl)-methan
one;

(63)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[ 5-(4-trifluoromethyl-phenyl)-1
H-indol-2-yl]-methanone;
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(64)

[5-amino-1-(2-methyl-1 H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-butoxy-1H-indol-2-yl)-metha
none;

©5)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(1-methyl-piperidin-4-yl)-1H
-indol-2-yl]-methanone;

(66)

N-{2-[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl}- 1 H-indol-6-y1}-me
thanesulfonamide;

©7
{5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(6-morpholin-4-yl-pyridin-3-
yl)-1H-indol-2-yl]-methanone;

©®

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-butyl- 1 H-indo}-2-yl)-methan
one;

69

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazoi-4-yl1]-[6-(1 -methyl-1H-pyrazol-4-yl)-1
H-indol-2-yl]-methanone;

70
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6-(5-methoxy-pyridin-3-yl)-1H
-indol-2-yl]-methanone;

(71)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2-methoxy-pyridin-3-yl)-1H
-indol-2-yl]-methanone;

72)

[5-amino-1-(2-methyl- 1 H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-cyclopropyl-1H-indol-2-yl)-
methanone;

(73)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[6-(2-methoxy-phenyl)-1 H-indo
1-2-yl]-methanone;

(74) ,
[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)- 1 H-pyrazol-4-yl]-(6-phenyl-1H-indol-2-yl)-metha
none;

()]
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6~(5-methanesulfonyl-pyridin-3
-yl)-1H-indol-2~yl]-methanone;
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(76)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y})-1H-pyrazol-4-yl]-(6-isopropyl-1H-indol-2-yl)-met
hanone;

an

[5-amino-1-(2-methyl-1 H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-pyridin-2-yl-1H-indol-2-yl)-
methanone; -

(78

[5-amino-1-(2-methyl-1 H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-cyclopropyl-1H-indol-2-yl)-
methanone;

9
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-pyridazin-3-yl-1H-indol-2-yl)
-methanone;

(30)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1}-(5-isopropoxy-1H-indol-2-yl)-m
ethanone;

(81
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(2-methoxy-ethoxy)-1H-indo
1-2-yl]-methanone;

(82)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-cyclopropylmethoxy-1H-indo
1-2-yI)-methanone;

(83)

[5-amino- 1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(2,2-difluoro-5H-[1,3]dioxolo[4,
5-flindol-6-yl)-methanone;

(84)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[ 6-(3-chloro-pyridin-2-yl)-1H-in
dol-2-yl]-methanone;

(CR))
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(5-fluoro-pyridin-2-yl)-1H-in
dol-2-yl]-methanone;

(86)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(6-morpholin-4-yl-pyridazin-
3-yl)-1H-indol-2-yl]-methanone;

87
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(5-chloro-6-cyclopropylmethox
y-1H-indol-2-yl)-methanone;
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(88)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2,4-difluoro-phenyl)-1H-ind
ol-2-yl]-methanone;

(89)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(6-pyridazin-4-yl-1H-indol-2-yl)
-methanone;

90)

[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(3-fluoro- 1H-indol-2-yl)-methan
one;

on
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl}-[5-(1-isopropyl-piperidin-4-yl)-
6-trifluoromethyl-1H-indol-2-yl]-methanone;

92)

2-[5-amino-1-(2-methyl- 1H-benzimidazol-5-y1)- 1 H-pyrazole-4-carbonyl]-1H-indole-6-carbonitri
le;

%3)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(1,2,3,6-tetrahydro-pyridin-4-
yl)-1H-indol-2-yl]-methanone;

94)

[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(5-piperidin-4-yl- 1H-indol-2-yI)
-methanone;

95)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-((R)-3-fluoro-pyrrolidin-1-yl
methyl)-1H-indol-2-yl]-methanone; ‘

©6)
{5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-fluoro-5-piperidin-4-yl-1H-in
dol-2-yl)-methanone;

©n
[5-amino-1-(2-methyl-1H-benzimidazol-5-y!)-1H-pyrazol-4-yl]-[6-fluoro-5-(1-methyl-piperidin-
4-yl)-1H-indol-2-yl]-methanone;

98)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl}-[5-(1-isopropyl-piperidin-4-yl)-
1H-indol-2-yl]-methanone;

99
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-fluoro-5-(1-isopropyl-piperid
in-4-y1)-1H-indol-2-yl}-methanone;
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(100)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-pyridin-3-yl-1 H-ihdol—Z-yI)-
methanone;

(101)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(6-morpholin-4-ylpyridin-3-y
1)-1H-indol-2-yl]-methanone;

(102)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-pyridin-3-yl-1H-indol-2-y1)-
methanone;

(103)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl]-[ 5-(6-piperazin-1-yl-pyridin-3-y
1)-1H-indol-2-y1]-methanone;

(104)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(6-hydroxy-pyridin-3-y1)-1H-
indol-2-yl]-methanone;

(105)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-fluoro-5-(4-methyl-piperazin-
1-ylmethyl)-1H-indol-2-y1]-methanone;

(106)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-fluoro-5-pyrrolidin-1-ylmeth
yl-1H-indol-2-yl)-methanone;

(107)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl]-[6-(1-methyl-piperidin-4-yl)-1H
-indol-2-yl]-methanone;

(108)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4-morpholin-4-yl-phenyl)-1
H-indol-2-yl]-methanone;

(109)

[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl]-{6-(3,4,5,6-tetrahydro-2H-[1,2’]
bipyridin-5'-yl)-1H-indol-2-yl]-methanone;

(110)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(6-piperazin-1-yl-pyridin-3-y
1)-1H-indo}-2-yl}-methanone;

11
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[5-(6-methoxy-pyridin-3-yl)-1H
-indol-2-yl]-methanone;
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(112)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-{5-((S)-3-methyl-morpholin-4-y1
methyl)-1H-indol-2-yl]-methanone;

(113)
[S-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[6-((R)-3-fluoro-pyrrolidin-1-yl
methyl)-1H-indol-2-yl]-methanone;

(114)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(2,5-dimethyl-pyrrolidin-1-yl
methyl)-1H-indol-2-yl}-methanone;

(115)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[5-(3-fluoro-piperidin-1-ylmeth
yl)-1H-indol-2-yl]-methanone;

(116)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[5-(3,3-difluoro-piperidin-1-ylm
ethyl)-1H-indol-2-yl]-methanone;

117)
{5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-{6-[2-(4-methyl-piperazin-1-yl)
pyridin-4-yl}-1H-indol-2-yl}-methanone;

(118)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1}-(6-pyridin-4-yl-1H-indol-2-y1)-
methanone;

(119)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1}-[5-(4-fluoropiperidin-1-ylmethyl
)-1H-indol-2-y1]-methanone;

(120)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(4,4-difluoro-piperidin-1-ylm
ethyl)-1H-indol-2-yl]-methanone;

azn

[5-amino-1-(2-difluoromethyl- 1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[ 5-(1-methyl-piperidin-4
-yl)-1H-indol-2-yl]-methanone;

(122)

[S-amino-1-(2-difluoromethyl- 1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methan
one;

123)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(3,3-difluoro-pyrrolidin-1-yl
methyl)-1H-indol-2~yl]-methanone;
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(124)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(1-cyclopentyl-piperidin-4-yl
)-1H-indol-2-yl]-methanone;

(125)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(1-cyclohexyl-piperidin-4-yl)
-1H-indol-2-yl]-methanone;

(126)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-bromo-1H-pyrrol-2-yl)-meth
anone;

(127)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(1H-pyrrol-2-yl)-methanone;
(128)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-phenyl-1H-pyrrol-2-yl)-meth
anone;

(129)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[4-(3-chloro-phenyl)-1H-pyrrol-
2-yl]-methanone;

(130)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[4-(4-fluoro-phenyl)-1H-pyrrol-
2-yl]-methanone;

131)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[4-(3-fluoro-phenyl)-1H-pyrrol-
2-yl}-methanone;

(132)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(6-morpholin-4-ylmethyl- 1 H-in
dol-2-yl)-methanone;

(133)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4-(2-morpholin-4-yl-ethylamin
0)-1H-indol-2-yl]-methanone;

(134)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5-(4-methyl-piperazine- 1 -carbo
nyl)-1H-indol-2-yI]-methanone;

(135)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-y1]-[6-(2-morpholin-4-yl-ethylamin
0)-1H-indol-2-yl]-methanone;

(136)
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[5-amino-1-(2-methy!-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl]-[ 5-(piperazine-1-carbonyl)- 1H-i
ndol-2-yl]-methanone;

(137)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[4-(2-methoxy-ethylamino)-1H-
indol-2-yl]-methanone;

(138)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[4-(2-hydroxy-1-hydroxymethyl
-ethylamino)-1H-indol-2-yl]-methanone;

(139)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4-(2-pyridin-4-yl-ethylamino)-
1H-indol-2-yl]-methanone;

(140)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1}-[6-(2-methoxy-ethylamino)-1 H-
indol-2-yl]-methanone;

141)

{5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-morpholin-4-yl-1 H-indol-2-y
I)-methanone;

(142)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-morpholin-4-yl-1H-indol-2-y
I)-methanone;

(143)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-morpholin-4-ylmethyl-1H-in
dol-2-yl)-methanone;

(144)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-morpholin-4-ylmethyl-1H-in
dol-2-yl)-methanone;

(145)

[5-amino-1-(2-methyl- 1 H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[ 5-(morpholine-4-carbonyl)-1H-
indol-2-yl]-methanone;

(146)
[S-amino-1-(2-isopropyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methanone;
(147

[5-amino-1-(2-propyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(1 H-indol-2-yl)-methanone;
(148) [5-amino-1-(1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(1H-indol-2-yl)-methanone;

(149)
[S-amino-1-(2-trifluoromethyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methan
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one; .

(150) [5-amino-1-(2-ethyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methanone;
1s1)
[5-amino-1-(2-benzyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1H-indol-2-yl)-methanone;
(152)

1-(4-{2-[5-amino- 1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl]-1H-indol-5-ylm
ethyl}-piperazin-1-yl)-ethanone;

(153)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[5-(4-methanesulfonyl-piperazin
-1-ylmethyl)-1H-indol-2-yl]-methanone;

(154)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-piperazin-1-ylmethyl-1H-ind
ol-2-yl)-methanone;

(155)
1-(4-{2-[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl]-1H-indol-6-ylm
ethyl}-piperazin-1-yl)-ethanone;

(156)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4-methyl-piperazin-1-ylmeth
yl)-1H-indol-2-yl]-methanone;

157
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[5-(4-methyl-piperazin-1-ylmeth
yl)-1H-indol-2-yl]-methanone;

(158)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-pyrrolidin-1-ylmethyl-1H-ind
ol-2-yl)-methanone;

(159)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-fluoro-1H-indol-2-yl)-methan
one;

(160)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(5-fluoro-1H-indol-2-yl)-methan
one;

(161)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-y1]-(6-fluoro-1H-indol-2-yl)-methan
one;

(162)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(1H-pyrrolo[2,3-b]pyridin-2-yl)-
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methanone;

(163)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(5-fluoro-6-morpholin-4-ylmeth
yl-1H-indol-2-yl)-methanone;

(164)

2-{5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl]- 1H-indole-5-carboxyli
¢ acid;

(165)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(5-methoxy-1H-indol-2-yl)-met
hanone;

(166)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(4,6-dimethoxy- 1 H-indol-2-y1)-
methanone;

(167)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl]-(4-methoxy-1H-indol-2-yl)-met
hanone;

(168)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(6-methoxy-1H-indol-2-yI)-met
hanone;

(169)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4,6-dimethyl-1H-indol-2-yl)-m
ethanone;

(170)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-tert-butyl-1H-indol-2-y1)-met
hanone;

a7y
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(S-isopropyl-1H-indol-2-yl)-met
hanone;

(172)
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-benzyloxy-1H-indol-2-yl)-me
thanone;

173)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(4-benzyloxy-1H-indol-2-yl)-me
thanone;

(174)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-y1}-(5,6-dimethoxy-1H-indol-2-y1)-
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methanone;

175)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(6-tert-butyl-1H-indol-2-y1)-met
hanone;

(176)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-fluoro-4-trifluoromethyl-1H-i
ndol-2-yl)-methanone;

77 .
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-phenoxy-1H-indol-2-yl)-met
hanone;

(178)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-methylsulfanyl-1 H-indol-2-yl
)-methanone;

(179)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-tert-butyl-1H-indol-2-yl)-met
hanone;

(180)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-methyl-1H-indo!-2-yl)-metha
none;

(181)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-ethyl-1H-indol-2-yl)-methan
one;

(182)
[5-amino-1~(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(5-fluoro-6-trifluoromethyl-1H-i
ndol-2-yl)-methanone;

(183)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-fluoro-5-methoxy-1H-indol-2
-yl)-methanone; o

(184)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl1)-1H-pyrazol-4-yl]-(6-chloro-5-methoxy-1H-indol-
2-yl)-methanone;

(185)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(5-chloro-6-methoxy-1H-indol-
2-yl)-methanone;

(186)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl}-(6-isopropoxy-1H-indol-2-yl)-m
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ethanone;

(187)
[S-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(6-benzyloxy-1H-indol-2-yl)-me
thanone; '

(188)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(4-isopropoxy-1H-indol-2-yl)-m
ethanone;

(189)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(2,3-dihydro-6H-[1,4]dioxino[2,
3-flindol-7-yl)-methanone;

(190)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(4,6-di-tert-butyl-1H-indol-2-yl)
-methanone;

(191)

2-[5-amino-1~(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazole-4-carbonyl]-1 H-indole-4-carbonitri
le; :
(192)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-(5-imidazol-1-yl-1H-indol-2-y1)
-methanone;

(193) .
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl}-(5-trifluoromethylsulfanyl-1H-i
ndol-2-yl)-methanone;

(194)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-methylsulfanyl-1H-indol-2-yl
)-methanone;

(195)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(5-methanesulfonyl-1H-indol-2-
yl)-methanone;

(196)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(4,4-difluoro-piperidin-1-ylm
ethyl)-1H-indol-2-yl]-methanone;

(197
[S-amino-1-(2-methyl-1H-benzimidazol-5-yi)-1H-pyrazol-4-yl]-[6-(4-fluoro-piperidin-1-ylmeth
yl)-1H-indol-2-yl]-methanone;

(198)

[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(oxetan-3-yloxy)-1H-indol-2-
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yl]-methanone;

(199)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-hydroxy-1H-indol-2-yl)-meth
anone;

(200)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(6-methanesulfonyl-1H-indol-2-
yl)-methanone;

(201)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4,5-dibromo-1H-pyrrol-2-yl)-m
ethanone;

(202)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl1)-1H-pyrazol-4-y1]-(4,5-diphenyl-1H-pyrrol-2-yl)-m
ethanone;

(203)

[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)- 1H-pyrazol-4-y1]-(4,5-dipyridin-3-yl-1H-pyrrol-2-
yl)-methanone;

(204) [5-amino-1-(2-methyl-3H-
benzimidazol-5-yl)-1H-pyrazol-4-yl]<(6-chloro-1H-indol-2-yl)-methanone;

(205)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-chloro-1H-indol-2-yl)-metha.
none;

(206)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(1H-indol-3-yl)-methanone;
207)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yl}-(1H-indol-6-yl)-methanone;
(208)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-(5-bromo-6-fluoro-1H-indol-2-y
1)-methanone;

209)
[S-amino-1-(2-ethyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-bromo-6-fluoro-1H-indol-2-yl)
-methanone;

(210)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-trifluoromethyl-1H-indol-2-y
1)-methanone;

(211
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-trifluoromethoxy-1H-indol-2-
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yl)-methanone;

(212)

[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4,6-dichloro-1H-indol-2-y1)-me
thanone;

(213)

[5-amino-1-(2-methyl- 1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(6-bromo-4-fluoro-1 H-indol-2-y
I)-methanone;

(214).

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1 H-pyrazol-4-yl}-(6-trifluoromethoxy-1H-indol-2-
yl)-methanone;

(215)
[5-amino-1-(2-ethyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-(5-trifluoromethoxy-1H-indol-2-yl
)-methanone;

Q16)
[5-amino-1-(2-ethyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5-trifluoromethyl-1H-indol-2-yl)-
methanone;

217)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(5,6-dichloro- 1H-indol-2-yl)-me
thanone;

(218)
[5-amino-1-(2-ethyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(6-bromo-5-fluoro-1H-indol-2-yl)
-methanone;

219)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4,5-dichloro-1H-indol-2~yl)-me
thanone;

(220)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4,6-difluoro-1H-indol-2-yl)-me
thanone;

221)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[6-(3-chloro-pyridin-4-yl)- 1 H-in
dol-2-yl]-methanone;

22)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(6-methyl-pyridine-3-yl)-1H-
indol-2-yl}-methanone;

223)

[5-amino-1-(2-methyl- 1 H-benzimidazol-5-yl)-1H-pyrazol-4-yi]-[6-(5-fluoro-pyridin-3-yl)-1H-in
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dol-2-yl]-methanone;

(224)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(2-trifluoromethyl-pyridin-3-
yl)-1H-indol-2-yl]-methanone;

(225)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(5-chloro-2-methoxy-pyridin-
3-yl)-1H-indol-2-yl]-methanone;

(226) :
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[6-(S-chloro-pyridin-3-yl)-1H-in
dol-2-yl}-methanone;

27)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(6-thiophen-3-yl-1H-indol-2-yl)
-methanone;

(228)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-y1]-[6-(4-chloropyridin-3-y1)-1H-in
dol-2-yl]-methanone;

(229)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1 H-pyrazol-4-yl]-(6-thiophen-2-yl-1H-indol-2-yl)
-methanone;

(230)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[6~(3-fluoro-pyridin-4-yl)-1H-in
dol-2-yl]-methanone;

31)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1 H-pyrazol-4-yl]-[6-(2-trifluoromethyl-pyridin-4-
yl)-1H-indol-2-yl]-methanone;

(232)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-{5-(3,3-difluoro-pyrrolidine-1-ca
rbonyl)-1H-indol-2-yl]-methanone;

(233)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1H-pyrazol-4-yI}-[5-(2,6-dimethyl-morpholine-4-
carbonyl)-1H-indol-2-yl]-methanone;

(234) [5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[5~([1,4']
bipiperidinyl-1'-carbonyl)-1H-indol-2-yl]-methanone;

(235)

[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-{ 5-[4-(2,2,2-trifluoro-ethyl)-pip
erazine-1-carbonyl]-1H-indol-2-yl}-methanone;
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(236)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-{ 5-[4-(2-hydroxy-ethyl)-piperaz
ine-1-carbonyl]-1H-indol-2-yl}-methanone;

237) )
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl}-[5-(3,3,4,4-tetrafluoro-pyrrolidin
e-1-carbonyl)-1H-indol-2-yl]-methanone;

(238)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-{5-(R)-3-fluoro-pyrroliding-1-c
arbonyl)-1H-indol-2-yl}-methanone;

(239)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[5-((S)-3-fluroro-pyrrolidine-1-c
arbonyl)-1H-indol-2-yl]-methanone;

(240)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4-(4-methoxy-phenyl)- 1 H-pyrr
ol-2-yl]-methanone;

(241)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4-(3-methoxy-phenyl)-1H-pyrr
ol-2-yl]-methanone;

(242)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4,5-bis-(3-fluoro-phenyl)- 1H-p
yrrol-2-yl]-methanone;

(243)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-[4,5-bis-(4-methoxy-phenyl)-1H
-pyrrol-2-yl]-methanone;

(244)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-y1]-[4-(2,4-difluoro-phenyl)-1H-pyr
rol-2-yl}-methanone;

(245)
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-[4-(4-trifluoromethoxy-phenyl)-
1H-pyrrol-2-yl}-methanone;

(246)

[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)- 1 H-pyrazol-4-y1]-[4,5-bis-(3-methoxy-phenyl)- 1H
-pyrrol-2-yl]-methanone;

47)
[S-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-benzofuran-2-yl-methanone;
(248) [5-amino- 1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-benzo[b]
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thiophen-2-yl-methanone;

(249)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-benzothiazol-2-yl-methanone;
(250) ’
[5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-(4-fluoro-phenyl)-methanone;
@s1)
[5-amino-1-(2-methyl-1H-benzimidazol-5-y1)-1H-pyrazol-4-yl]-(3-chloro-phenyl)-methanone;
(252) [5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-quinolin-3-yl-methanone;
(253) [5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yt]-quinolin-7-yl-methanone;
and

(254) [5-amino-1-(2-methyl-1H-benzimidazol-5-yl)-1H-pyrazol-4-yl]-quinolin-6-yl-methanone.

6. A pharmaceutical composition comprising the compound of any one of claims 1 to 5, or a
pharmaceutically acceptable salt thereof; and a carrier.

7. An agent for inhibiting FGFR activity, which comprises as an active ingredient the compound
of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof.

8. An agent for preventing or treating cancer, which comprises as an active ingredient the
compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt thereof.

9. The agent for preventing or treating cancer of claim 8, wherein the cancer is at least one
selected from the group consisting of:

breast cancer, acute myelocytic leukemia, pancreatic cancer, bladder cancer, prostatic cancer,
esophageal cancer, angiogenesis, stomach cancer, uterine body cancer, ovarian cancer, brain
tumor, colon cancer, multiple myeloma, hepatocarcinoma, pulmonary cancer, and thyroid cancer.

10. A method for preventing or treating cancer, comprising administering a pharmaceutically
effective amount of a composition comprising the compound of any one of claims 1 to 5 ora
pharmaceutically acceptable salt thereof to a patient in need of prevention or treatment of cancer.

11. Use of the compound of any one of claims 1 to 5 or a pharmaceutically acceptable salt
thereof in the production of an agent for preventing or treating cancer.

12. The compound of any one of claims 1 to 5 or a pharmaceutically acceptable salt thereof, for
use in preventing or treating cancer.

Dated this 10t day of February 2012. (ASHISH K. SHARMAJ/

Of SUBRAMANIAM, NATARAJ & ASSOCIATES
Attorneys for the applicants



DESCRIPTION
AMINOPYRAZOLE DERIVATIVE

Technical Field
The present invention relates to aminopyrazole derivatives and uses thereof.

Background Art .
Most of currently promising molecular-targeted drugs against cancer are receptor

tyrosine kinase inhibitors such as erlotinib and lapatinib. Many of them are highly effective
against cancers with mutation, amplification, or overexpression of target genes. However, such
molecular-targeted agents cannot exert efficacy against cancers in which genes that are not their
targets are altered. Thus, there is still no established therapeutic method that is effective against
such cancers. Inhibitors against novel genes altered in cancer are expected to make a great
contribution to treatment of cancer patients on whom conventional drugs have no effect.

Fibroblast growth factor receptors (FGFRs) are kinases belonging to the receptor
tyrosine kinase family. FGFR1, FGFR2, FGFR3, and FGFR4 constitute the FGFR family.
The ligand is fibroblast growth factor (FGF), and 22 types of structurally similar proteins form a
family. It is known that each FGFR is activated upon overexpression, gene amplification,
mutation, or translocation, and serves as a cause of cancer. The FGFR signal follows the
MAPK pathway or PI3K/AKT pathway. In cancer, the signal is known to be involved in cell
growth, angiogenesis, cell migration, invasion, metastasis, and such (Non-patent Document 1).

The FGFR1 gene is known to be amplified in breast cancer and non-small cell lung
cancer (Non-patent Documents 2 and 3); mutated in glioblastoma (Non-patent Document 4);
translocated to generate a fusion protein in acute myelocytic leukemia (Non-patent Document 5);
and overexpressed in pancreatic cancer, bladder cancer, prostatic cancer, and esophageal cancer.
Furthermore, FGFR1 is known to be expressed in neovessels and greatly contribute to
angiogenesis (Non-patent Document 6). The FGFR2 gene is known to be amplified in stomach
cancer and breast cancer (Non-patent Documents 7 and 8); mutated in endometrial cancer
(Non-patent Document 9); and overexpressed in prostatic cancer, esophageal cancer, ovarian
cancer, pancreatic cancer, brain tumor, and colon cancer. The FGFR3 gene is known to be
translocated in multiple myeloma (Non-patent Document 10); mutated in bladder cancer
(Non-patent Document 11); and overexpressed in ovarian cancer, non-small cell lung cancer, and
bepatocellular carcinoma. Finally, FGFR4 is known to be mutated in lung cancer, ovarian
cancer, prostatic cancer, etc.; and overexpressed in thyroid cancer, ovarian cancer, etc.

As described above, all FGFR family kinases have been strongly suggested to be
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