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CLAIMS

. A compound of formula (I):

wherein:
X is -CH;-, -CH(OH)-,
R’ is Ci-Ce alkyl

CH(OR’)- or —-C(R’R’)-, wherein:
d R”’ is hydrogen or C;-Cg alkyl;
Ar is aryl or heteroaryl \gptionally substituted with one or more substituents
independently selected from
NHCOR4, COR4, NR5R6, NRXCOR4, OR7, SR7, SOR10, SO,R10, NHSORI10,
NHSO;R10, R8RIN-C,;-C¢ alkyl,

straight or branched C;-Cg alkyl, Cs-

logen, C,-C¢ alkenyl, C,-Cs alkynyl, cyano, nitro,

0-Ci-C¢ alkyl, an optionally further substituted

cycloalkyl, heterocyclyl, aryl and heteroaryl,

wherein:
R4 is hydrogen, C,-Cs alkenyl, C,-Co\alkynyl, NR5R6, OR7, SR7, R§RIN-C;-
Cs alkyl, R8O-C;-Cs alkyl, an optionallyNurther substituted straight or branched

C1-Cs alkyl, C3-Cg cycloalkyl, heterocyclyl, \yl or heteroaryl;

lkenyl, C,-Cs alkynyl, RSRIN-

Cy-Cs alkyl, R80-C,-C¢ alkyl, an optionally Nyrther substituted straight or

RS and R6 are independently hydrogen, C,-C
branched C;-Cs alkyl, C;-Cs cycloalkyl, heterocycl¥, aryl or heteroaryl, or RS
and R6, taken together with the nitrogen atom to whi¥a they are bonded, may
form an optionally substituted heterocyclyl group;
R7 is hydrogen, C,-Cs alkenyl, C,-Cs alkynyl, COR4,N\SOR10, SO,R10,
R8RIN-C,-Cs alkyl, R8O-C,-Cy alkyl, an optionally further suNstituted straight
or branched C;-Cg alkyl, C3-Cg cycloalkyl, heterocyclyl, aryl heteroaryl,
wherein R4 is as defined above;

R8 and RY are independently hydrogen, C,-Cg alkenyl, C,-Cs alkynyl,



10

15

20

25

30

164

heterocyclyl, aryl or heteroaryl, or R8 and R9, taken together with the nitrogen
atom to which they are bonded, may form an optionally substituted heterocyclyl
group, wherein R4 is as defined above;

R10 is hydrogen, C,-C¢ alkenyl, C,-Cs alkynyl, NR5R6, OR7, R§RIN-C;-Cs
alkyl, R8O-C;-Cg¢ alkyl, an optionally further substituted straight or branched
-Cg alkyl, C3-Cg cycloalkyl, heterocyclyl, aryl or heteroaryl, wherein RS, R6,

R1, R2 and R3 arq\independently hydrogen, halogen, nitro, an optionally substituted
straight or branched §-Cs alkyl, NRSR6, or OR7, wherein R5, R6 and R7 are as
defined above;
or isomers, tautomers, prodrgs or pharmaceutically acceptable salt thereof.
defined in claim 1 wherein:

or —C(R’R”’)-, wherein R’ is C;-Cs alkyl and R’ is

2. A compound of formula (I)
X is -CH,-, -CH(OH)-, -CH(OR’
hydrogen or C;-Cs alkyl,;
R is an optionally substituted C;-Cq cycWalkyl, heterocyclyl, aryl or heteroaryl, and
R1, R2 and R3 are independently hydrogeN halogen or hydroxy.
3. A compound of formula (I) as defined in cN\gms 1 or 2 wherein:
X is -CHj-, -CH(OH)-, -CH(OR’)- or —C(RR’’)-, where R’ is methyl and R’’ is
hydrogen or methyl, and
R1, R2 and R3 are hydrogen.
4. A compound of formula (I) as defined in claims 1 to 3\yherein:
R is an optionally substituted ary or heteroaryl.
5. A compound of formula (I) as defined in claims 1 to 4,
formula:

Rb

Rc Ra

wherein Ra, Rb and Rc are independently hydrogen, halogen, C,-Cs alke
alkynyl, cyano, nitro, NHCOR4, COR4, NR5R6, NR5COR4, OR7, SR7,
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further substituted straight or branched C,-Cg alkyl, C3-C¢ cycloalkyl, heterocyclyl, aryl
or heteroaryl, wherein R4, R5, R6, R7, R8, R9 and R10 are as defined above and
is an optionally substituted aryl.

compound of formula (I) as defined in claims 1 to 5, wherein Ar is a group of

wherein Ra is hydro¥gn, halogen, nitro, NHCOR4 or NR5R6 and Rb is hydrogen, nitro,
NR5R6, OR7 or RSRIN;C;-Cy alkyl wherein R4, RS, R6, R7, R8 and RO are as defined
above.
7. A compound of formula (\} or a pharmaceutically acceptable salt thereof as defined
in claims 1 to 6 which is selecte§ from the group consisting of:
N-(5-benzyl-1H-indazol-3-yl)-%(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indaz
N-[5-(2,5-difluoro-benzyl)-1H-inda

3-yl]-4-(4-methyl-piperazin-1-yl)-benzamide;
-3-yl]-4-(4-methyl-piperazin-1-yl)benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol X¢yl]-4-(4-methyl-piperazin-1-yl)benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-A(4-methyl-piperazin-1-yl)-2-
nitrobenzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-
benzamide;

2-amino-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-

-methyl-piperazin-1-yl)-2-nitro-

methyl-piperazin-1-yl)-
benzamide;
2-amino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-y1]-4-(4-Nethyl-piperazin-1-yl)-
benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin- Ny1)-2-(tetrahydro-
pyran-4-ylamino)-benzamide;
N-[5-(2,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-
(tetrahydro-pyran-4-ylamino)-benzamide;

N-[5-(3,5 difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-

(tetrahydro-pyran-4-ylamino)-benzamide;
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N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(1-methyl-
piperidin-4-ylamino)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(1-
ethyl-piperidin-4-ylamino)-benzamide;

5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methoxymethyl-

1-yl)-benzamide;
2-cyclohexylamino-N-[5N3,5-difluoro-benzyl)-1 H-indazol-3-yl]-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-ind§gol-3-yl]-2-(4-hydroxy-cyclohexylamino)-4-(4-
methyl-piperazin-1-yl)-benzami
N-[5-(3,5-difluoro-benzyl)-1H-indaAgl-3-y1]-2-(4-hydroxy-cyclohexylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-Agsobutylamino-4-(4-methyl-piperazin-1-
yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-Npbutylamino-4-(4-methyl-
piperazin-1-yl)-benzamide;
2-benzylamino-N-[5-(3-fluoro-benzyl)-1H-indazol-3]-4-(4-methyl-piperazin-1-

yl)-benzamide;

1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-ethylamr

piperazin-1-yl)-benzamide;

methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methyl-ethylamin:

methyl-piperazin-1-yl)-benzamide;
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N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methyl-ethylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-((S)-2-methoxy-1-methyl-ethylamino)-4-
-methyl-piperazin-1-yl)-benzamide;

-(3,5-difluoro-benzyl)-1H-indazol-3-y1]-2-((S)-2-methoxy-1-methyl-

N-[5-(3-fluoro-benXl)-1H-indazol-3-yl]-2-(2-methoxy-1,1-dimethyl-ethylamino)-4-
(4-methyl-piperazin-1%l)-benzamide;

N-[5-(3,5-difluoro-benz
ethylamino)-4-(4-methyl-pi
N-[5-(3-fluoro-benzyl)-1H-in

-1H-indazol-3-yl]-2-(2-methoxy-1,1-dimethyl-
razin-1-yl)-benzamide;
ol-3-yl]-2-(3-methoxy-propylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1 H-indaAJ-3-y1]-2-(3-methoxy-propylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-A{2-fluoro-ethylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-R fluoro-ethylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(3-fluoro-Ngopylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(3-fluoro-pr&pylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-
phenylamino-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-
phenylamino-benzamide;

1 H—pyrrole-Z—carboxyHc acid [2-[5-(3-fluoro-benzyl)-1H-indazol-3-ylcarba:
(4-methyl-piperazin-1-yl)-phenyl]-amide;
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1H-pyrrole-2-carboxylic acid [2-[5-(3,5-difluoro-benzyl)-1H-indazol-3-
ylcarbamoyl]-5-(4-methyl-piperazin-1-yl)-phenyl]-amide;

1H-pyrrole-3-carboxylic acid [2-[5-(3-fluoro-benzyl)-1H-indazol-3-ylcarbamoyl]-5-
4-methyl-piperazin-1-yl)-phenyl]-amid;

yrrole-3-carboxylic acid [2-[5-(3,5-difluoro-benzyl)-1H-indazol-3-

2-fluoro-N-[5-(3-fl€gro-benzyl)-1H-indazol-3-yl]-5-(tetrahydro-pyran-4-ylamino)-
benzamide;
N-[5-(3,5-difluoro-benzy§-1H-indazol-3-yl]-2-fluoro-5-(tetrahydro-pyran-4-
ylamino)-benzamide;
2-fluoro-N-[5-(3-fluoro-benzyNg 1 H-indazol-3-yl]-5-(2-methoxy-ethylamino)-
benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indaAJ-3-y1]-2-fluoro-5-(2-methoxy-ethylamino)-
benzamide;
4-[(3-dimethylamino-propyl)-methyl-amitN]-N-[ 5-(3-ethoxy-benzyl)-1H-indazol-3-
yl]-2-nitro-benzamide;
2-amino-4-[(3-dimethylamino-propyl)-methyl-a\ino]-N-[5-(3-ethoxy-benzyl)-1H-
indazol-3-yl]-benzamide; '
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-ditNgthylamino-propyl)-methyl-
amino]-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-dimethyNmino-propyl)-methyl-
amino]-2-(2-methoxy-1-methoxymethyl-ethylamino)-benzam
2-amino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-y1]-4-[ (3-dimeNgylamino-propyl)-
methyl-amino]-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[(3-dimethylamino-profgl)-methyl-
amino]-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[(3-dimethylamino-propyl)-

amino|-2-nitro-benzamide;



10

15

20

25

30

169

N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl } -4-(4-methyl-
piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl } -2-(2-methoxy-1-
ethoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl}-4-(4-methyl-

pipeNgzin-1-yl)-benzamide;

ethylamino)-4-(4-methyl-pf\erazin-1-yl)-benzamide;
N-{5-[(3-ethoxy-phenyl)-hydiqxy-methyl]-1H-indazol-3-yl } -4-(4-methyl-piperazin-
1-yl)-2-nitro-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoX¢-methyl]-1H-indazol-3-yl } -4-(4-methyl-
mino)-benzamide;

]-1H-indazol-3-yl}-2-(2-methoxy-1-

piperazin-1-yl)-2-(tetrahydro-pyran-4-

.Y

N-{5-[(3,5-difluoro-phenyl)-methoxy-me
razin-1-yl)-benzamide;

-indazol-3-yl}-4-(4-methyl-

methoxymethyl-ethylamino)-4-(4-methyl-pi
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-
piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-in8zol-3-yl } -2-(2-methoxy-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol ¥yl }-2-(3-methoxy-
propylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl } R-(2-methoxy-1,1-
dimethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl}-2-(2-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-4-(4-methyl-piperazi¥§ 1-yl)-
2-(tetrahydro-pyran-4-ylamino)-benzamide;
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N-{5-[1-(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl } -4-(4-methyl-piperazin-1-yl)-
benzamide;

5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-methoxy-ethylamino)-4-
(4-nWgthyl-piperazin-1-yl)-benzamide;
N-{5-[R,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(3-methoxy-propylamino)-4-
(4-methylNgiperazin-1-yl)-benzamide;
N-{5-[(3,5-dfuoro-phenyl)-ethyl]-1H-indazol-3-yl } -2-(2-methoxy-1,1-dimethyl-
ethylamino)-4-(3gmethyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluor®phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-fluoro-ethylamino)-4-(4-
methyl-piperazin-1-yRgbenzamide;
N-{5-[1-(3,5-difluoro-pIRnyl)-1-methyl-ethyl]-1H-indazol-3-yl } -4-(4-methyl-
piperazin-1-yl)-2-(tetrahydN-pyran-4-ylamino)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl )N -methyl-ethyl]-1H-indazol-3-yl } -2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(Amnethyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-meNgyl-ethyl]-1H-indazol-3-yl }-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-\gyl]-1H-indazol-3-yl } -2-(2-methoxy-
ethylamino)-4-(4-methyl-piperazin-1-yl)-betRamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-\H-indazol-3-yl }-2-(3-methoxy-
propylamino)-4-(4-methyl-piperazin-1-yl)-benzanNde;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-ingazol-3-yl }-2-(2-methoxy-1,1-
dimethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benz&qide;
N-{5-[1-(3,5-dfluoro-phenyl)-1-methyl-ethyl]-1H-indazol-¥yl } -2-(2-fluoro-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(4-methyl-1,4-diapan-1-y1)-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-Difluoro-benzyl)-1H-indazol-3-yl]-4-[ (2-dimethylamino-ethYy)-methyl-
amino]-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[4-(dimethylamino)piperidin- Nyl]-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
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N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[(2S5)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-3-(4-methylpiperazin-1-yl)benzamide;
-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-{[(2S)-1-methylpyrrolidin-2-
ethoxy}-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;

N-[5-(3,5-difluorobenzyl)-
(trifluoromethyl)cyclohexyl]atNjno } benzamide;

N-[5-(3,5-difluorobenzyl)-1H-in

-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2- {[ cis-4-

ol-3-yl]-4-(4-methylpiperazin-1-yl)-2-{[ trans-4-
(trifluoromethyl)cyclohexyl]amino }Nenzamide;

N-[5-(3,5-difluorobenzyl)-1H-indazol-

—

]-2-fluoro-4-(4-methylpiperazin-1-
yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-N(piperidin-4-yl)-1 H-pyrazole-4-
carboxamide;
N-[5-(3,5-difluorobenzyl)- 1 H-indazol-3-yl]-2-[ (cisN¢-hydroxycyclohexyl)amino]-4-
(4-methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[ (trans-4-Nydroxycyclohexyl)amino]-

4-(4-methylpiperazin-1-yl)benzamide;

methylpiperazin-1-yl)benzamide;
2-[(azetidin-3-ylmethyl)amino]-N-[5-(3,5-difluorobenzyl)-1H-inda:
methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2- {[(1-methylazetidin-3-
yl)methyl]amino }-4-(4-methylpiperazin-1-yl)benzamide;
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N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[(1-methylpiperidin-4-yl)amino]-2-
[tetrahydro-2H-pyran-4-ylamino]benzamide;
4-[(azetidin-3-ylmethyl)amino]-N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-
tetrahydro-2 H-pyran-4-ylamino)benzamide;
-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[(1-methylpiperidin-4-

o]benzamide;

N-[5-(3,5-difNprobenzyl)-1H-indazol-3-yl]-2-methoxy-4-(4-methylpiperazin-1-
yl)benzamide;
N-[5-(3,5-difluorobNazyl)-1 H-indazol-3-yl]-5-(4-methylpiperazin-1-yl)-3-
(tetrahydro-2 H-pyran¥ylamino)pyridine-2-carboxamide;

N-[5-(3 ,S-diﬂuorobenzy 1 H-indazol-3-yl]-6-(4-methylpiperazin-1-yl)-2-
(tetrahydro-2 H-pyran-4-ylafyino)pyridine-3-carboxamide;
1-[4-{[5-(3,5-difluorobenzyl)- Nd-indazol-3-yl]carbamoyl }-3-(tetrahydro-2 H-pyran-
4-ylamino)benzyl]piperidine;
N-[5-(3,5-difluorobenzyl)-1 H-indaz&3-y1]-4- {[(2-
methoxyethyl)(methyl)amino]methyl } -¥g(tetrahydro-2 H-pyran-4-
ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-A(pyrrolidin-1-ylmethyl)-2-(tetrahydro-
2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-4-(moNgholin-4-ylmethyl)-2-
(tetrahydro-2H-pyran-4-ylamino)benzamide;
4-(azetidin-1-ylmethyl)-N-[5-(3,5-difluorobenzyl)-1 H-ilazol-3-yl]-2-(tetrahydro-
2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-(4-mNayl-piperazin-1-
ylmethyl)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-fluoro-5-{[(2S)-2-(p
ylmethyl)pyrrolidin-1-ylJmethyl } benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-fluoro-5-(morpholin-4-

ylmethyl)benzamide;
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N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-((S)-2-pyrrolidin-1-
ylmethyl-pyrrolidine-1-carbonyl)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[ (2R)-2-(pyrrolidin-1-
Imethyl)pyrrolidin-1-yl]carbonyl }benzamide;
5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-{[(25)-2-(pyrrolidin-1-

ylmethyl)pyrrolidin-1%l]carbonyl }-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N'-[5-(3,5-difluorobenzy\-1H-indazol-3-yl1]-N*-[2-(dimethylamino)ethyl]-N*-

methyl-2-(tetrahydro-2H-p
N-[5-(3,5-difluorobenzyl)-1H-
yl]carbonyl}-2-(tetrahydro-2H-p
N'-[5-(3,5-difluorobenzyl)-1 H-inda:
(tetrahydro-2 H-pyran-4-ylamino)benze
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-y

n-4-ylamino)benzene-1,4-dicarboxamide;
dazol-3-yl]-4- {[4-(propan-2-yl)piperazin-1-
-4-ylamino)benzamide;
-3-y1]-N*-[2-(dimethylamino)ethyl]-2-
-1,4-dicarboxamide;
-4-[(4-methylpiperazin-1-yl)carbonyl]-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {N-(dimethylamino)piperidin-1-
yl]carbonyl}-2-(tetrahydro-2 H-pyran-4-ylamino)b&zamide;
N'-[5-(3,5-difluorobenzyl)-1H-indazol-3 -y1]-N*-(1-m ylpiperidin-4-yl)-2-
(tetrahydro-2H-pyran-4-ylamino)benzene-1,4-dicarboxalide;
N-[5-(2-methyl-5-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-meWgyl-piperazin-1-yl)-2-
(tetrahydro-pyran-4-ylamino)-benzamide;
4-(4-methylpiperazin-1-yl)-N-[ 5-(pyridin-3-ylmethyl)-1 H-indazo\3-yl]-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-benzyl-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(tetrahyd
ylamino)-benzamide;

ethyl 4-{[2-{[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]carbamoyl }-5-(4-
methylpiperazin-1-yl)phenyl Jamino }piperidine-1-carboxylate;
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N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-
(piperidin-4-ylamino)benzamide;

ethyl 5-(3,5-difluorobenzyl)-3-({[4-(4-methylpiperazin-1-yl)-2-(tetrahydro-2 H-
yran-4-ylamino)phenyl]carbonyl} amino)-1H-indazole-1-carboxylate;

-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-((S)-2-methoxy-1-methyl-

10

15

N-[5-(3,5-difluoro-benzyl)-1H-indazol {¢ y1]-4-(4-methyl-piperazin-1-y1)-2-
(tetrahydro-pyran-4-ylamino)-benzamide.

20 8. A compound of formula (I) or a pharmaceuticNly acceptable salt as defined in claims
1 to 7 which is :

| N-[5-(3,5 difluoro-benzyl)-1H-indazol-3-yl]-4-(4-Ngthyl-piperazin-1-yl)-2-

(tetrahydro-pyran-4-ylamino)-benzamide.

9. A process for preparing a compound of formula as defined in claim 1,
25  characterized in that the process comprises:

i) reducing a carbonyl compound of formula (II):

R3
N R2
N\ R
HN
oR1 O
Ar

(In
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wherein Ar, R, R1, R2, and R3 are as defined in claim 1, to give a compound of formula

(Ia), (Ig) or (Ic):

R2 oo H § R2
R N'N * N§ H.R
IC";/ ) B’R HN (':/.
2 HNYO L o Rl OR
Ar Ar
(1) (Ic)
wherein Ar, R, R1 , R3 and R’ are as defined in claim 1;
or
1”) reacting a compound
R3 R3
It R2 H R2
"\ RN H.R N§ TR
HN  re Mz HN HN g R

(Mp)

formula (IV):

wherein Ar is as defined in claim 1 and Y represents h\roxy, or a suitable leaving

group such as halogen, to give a compound of formula (I), as &fined in claim 1;

or
i’”) deprotecting a compound of formula (XXII,), (XXII¢) or (XXI
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R3 R3 R3
PG N R2 PG N R2 PG N R2
AN R r‘}\\ H.R '\}\\ T e
ﬁ HN ('3/. HN -
HNYO R1 2 YO R1 OR 7’0 R R
Ar Ar Ar
(XX11,) (XXHo) (XXIip)

, R1, R2, R3, R’and R’ are as defined in claim 1 and PG is a suitable

such as benzyl, p-methoxybenzyl, o,p-dimethoxybenzyl, or

ive a compound of formula (1), (Ic) or (Ip):

R3
H R3 H R3 Ro
N'N N R N'N R"
A / A
N H_R R
HN c HN

(Ie)

wherein Ar, R, R1, R2, R3, R’ and R’ ¥g¢ as defined in claim 1,

optionally separating the resulting compou€d into the single isomers, converting the
compound of formula (I) into a different con¥ound of formula (I), and/or into a
pharmaceutically acceptable salt if desired.
10. A process for preparing a compound of ula (Is) according to claim 9,
characterized in that the compound of formula (III5)\g defined in claim 9, is prepared
according to the following steps:

j) reducing a compound of formula (XI):

R3
F R2
R
NC
R1 OH
(X1)

wherein R, R1, R2 and R3 are as defined in claim 1 in the presence of a suitaWe reagent

like for example Nal and Me;SiCl, to give a compound of formula (XIV):
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R3
F R2
R
NC
R1
(XIV)

wherein N R1, R2 and R3 are as defined above;
or

k) reacting a b&ponic acid compound of formula (XV):

R3
F R2
.OH
NC B
R1 OH
(XV)

wherein R1, R2 and R3 are as deNged above, with a compound of formula (XVTI):

W_R

(XV1)

wherein R is as defined in claim 1 and W r¥gresents a halogen atom, such as bromine or
iodine, or a suitable leaving group like sulphoNates, such as methanesulphonate or
trifluoromethanesulphonate, or phosphates in the\gresence of a suitable catalyst such as
a Palladium catalyst, to give a compound of formulq(XIV) as defined above;
1) reacting the resulting compound of formula (XIV) w¢h hydrazine hydrate, to give a
compound of formula (Ill,) as defined in claim 9.
11. A process for the preparation of a compound of formu\(I4),(Ic) or (Ip) as defined
in claim 9, characterized in that a compound of formula (XXIIY, (XXIIc) or (XXIIp) as
defined in claim 9, is prepared according to the following steps:
r) protecting a compound of formula (II14), (Illc) or (Ip) as define§yjn claim 9, to give

a compound of formula (XXIV,), (XXIV¢) or (XXIVp):
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’ R3 R3

N R2 Hl R2 ho e
N'\ R NI\ H N ~
- /R "

; G NAAER
RGN Rt 2 PG—N R1 OR N
PG—N R1 R
(XXIV,) (XXIVg)
(XXIVp)

resulting compound of formula (XXIV,), (XXIVc) or (XXIVp), to

5
R3 R3
R2 PG R2
N\ "
OR' _ \
PN Rt R
(XXV,) (XXV¢) (XXVp)

wherein R, R1, R2,R3, R’, R*’ and PG \e as defined above and PG is as defined in
claim 9;
t) removing the protecting group PG, from t

10 (XXV¢) or (XXVp), to give a compound of fornNla (XX V1), (XXVIc) or (XX VIp):

R3 R3
PG\’[\] R2 PG PG\I\\j R2
NS R Ng R
C/
HN Ry o HN  R1 R
(XXV1,) XXV (XXVIp)
wherein R, R1, R2, R3, R’, R’’ and PG are as defined above;
u) reacting the resulting compound of formula (XXVI,), (XXVIc) or ( Ip), with a

15 compound of formula (IV) as defined in claim 9, to give a compound of fo

(XXIIa), (XXI¢) or (XXIIp) as defined above.
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12. A process for preparing a compound of formula (I) according to claim 9
characterized in that the optional conversion of a compound of formula (I) into another
mpound of formula (I), is carried out by one or more of the following reactions:

ucing a compound of formula (I) wherein Ar is a substituted aryl and one of the

substiyents is NO,, for obtaining a compound of formula (I) wherein such substituent is

0 0. O

/U\ \\S//

R&™ Y Ra™™Y
XXV (XXVII

wherein R4 is as defind in claim 1 and Y is as defined in claim 9, followed by
selective deprotection of the\¢yl group on the pyrazole ring for obtaining a compound
of formula (I) wherein such sub\ituent is a NHCOR4 or NHSO,R4 residue, wherein R4
is as defined in claim 1;
...) reacting a compound of formula 8, wherein Ar is a substituted aryl and one of the
substituents is NH, with a suitable al®&hyde or ketone in the presence of a reducing
agent, for obtaining a compound of formtMa (I), wherein such substituent is a NR5R6
group, wherein one of the R5 or R6 are hydr§gen and the other is an optionally further
substituted straight or branched C;-C¢ alkyl,

R8RIN-C,-Cs alkyl, R8O-C,-Cg alkyl, wherein R8

3-Cs cycloalkyl, heterocyclyl, aryl,
d R9 are as defined in claim 1.

13. A method for treating a disease caused by andMy associated with a deregulated
protein kinase activity which comprises administering to\a mammal in need thereof an
effective amount of a compound of formula (I) as defined inN\Jaim 1.

14. A pharmaceutical composition comprising a therapeuticaMy effective amount of a
compound of formula (I) or a pharmaceutically acceptable salt \aereof, as defined in

claim 1, and at least one pharmaceutically acceptable excipient, carri® and/or diluent.

preparation for simultaneous, separate or sequential use in anticancer therapy.
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16. A compound of formula (I) or a pharmaceutically acceptable salt thereof, as defined
in claim 1, for use as a medicament.

7. An intermediate of the formula (XII,), (XXIIc) or (XXIIp):

R3 R3 R3
PG\J\\l R2 PG\N R? PG_y R?
Ny . Ny " R NY R"
c” c” R

H, HN HN

]

740 R1 OR' 7&0 R1 R
Ar Ar

(XXIlg) (XXIip)

5  wherein Ar, R, R1, R3, R’and R’’ are as defined in claim 1 and PG is as defined in

claim 9.

R3

wherein Ar, R, R1, R2 and R3 are as defined i\claim 1 and PG, is ethoxycarbonyl or 2-
10  methoxyethylcarbonyl.
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CLAIMS
The invention claimed is:
1. A compound of formula (I):
R3
H R2
Ny R
X
HN
7= OR1
Ar

wherein:
X is -CH;-, -CH(OH)-, -CH(OR”)- or —C(R’R”’)-, wherein:
R’ is C;-Cg alkyl and R’ is hydrogen;

Ar is phenyl, pyrazolyl or pyridyl optionally substituted with one or more substituents
independently selected from halogen, nitro, COR4, OR7, NR5R6, NHSO,R10, a
straight or branched C;-Cy alkyl optionally substituted by an heterocyclyl, in its turn
optionally substituted by a straight or branched C;-Cs alkyl or an heterocyclylalkyl,
or

a heterocyclyl optionally substituted by a straight or branched C;-Cs alkyl, in its turn
optionally substituted by a heterocyclyl or a C;-Cg¢ alkoxycarbonyl, or a C{-Cg
dialkylamino;

R4 is NR5R6, or a heterocyclyl, optionally further substituted by a straight or branched
C-Cs alkyl, heterocyclylalkyl, heterocyclyl, or a C;-Cg dialkylamino;

RS and Ré6 are independently hydrogen, R8RIN-C,-Cs alkyl, R8O-C,-Cs alkyl, a
straight or branched C;-Cs alkyl optionally further substituted by C;-Cs alkoxy, C;-
Cs dialkylamino, halogen, phenyl, hydroxyl or heterocyclyl in its turn optionally
substituted by alkyl, C3-Cs cycloalkyl optionally substituted by hydroxyl or trifluoro
C;-Cs alkyl, heterocyclyl optionally substituted by C;-Cs alkyl in its turn optionally
substituted by halogen or heterocyclyl, C;-C¢ alkoxycarbonyl, C;-Cs dialkylamino,
heterocyclyl, or phenyl,

or R5 and RO, taken together with the nitrogen atom to which they are bonded, may
form a heterocyclyl group optionally substituted by a straight or branched C;-Cg
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alkyl, in its turn optionally substituted by a heterocyclyl or a C;-C¢ alkoxycarbonyl,
a C;-Cs dialkylamino or a heterocyclyl;

R?7 is straight or branched C;-Cs alkyl, optionally substituted by C;-C¢ dialkylamino or
heterocyclyl in its turn substituted by C,-Cs alkyl,

R8 and RY are independently an optionally further substituted straight or branched C;-

Ce alkyl;

R10 is an optionally further substituted straight or branched C;-Cg alkyl;

R is phenyl or pyridyl optionally substituted by halogen or straight or branched C;-Cg

alkyl;

R1, R2 and R3 are hydrogen,;

or optical isomers, tautomers or pharmaceutically acceptable salt thereof.

2. A compound of formula (I) as defined in claim 1 wherein:
X is -CHy-, -CH(OH)-, -CH(OR’)- or —C(R’R”’)-, wherein R’ is C;-C3 alkyl and R”’ is
hydrogen.

3. A compound of formula (I) as defined in claims 1 wherein:
X 1s -CH,-, -CH(OH)-, -CH(OR’)- or —-C(R’R’’)-, where R’ is methyl and R’ is
hydrogen.

4. A compound of formula (I) as defined in claim 1, wherein Ar is a group of formula:

Rb

Rc Ra

wherein Ra, Rb and Rc are independently hydrogen, halogen, nitro, COR4, NR5R6,
OR7, NHSO;R10, R8RON-C,-Cs alkyl, R80-C,-Cg alkyl, a straight or branched C;-Cg
alkyl optionally substituted by a heterocyclyl in its turn optionally substituted by a
straight or branched C;-Cs alkyl or a heterocyclylalkyl, or a heterocyclyl optionally
substituted by a straight or branched C;-C¢ alkyl in its turn optionally substituted by a
heterocyclyl or a C;-C¢ alkoxycarbonyl, or a C;-C¢ dialkylamino;

wherein R4, R5, R6, R7, R8, R9 and R10 are as defined in claim 1 and R is a phenyl
optionally substituted by halogen or straight or branched C;-Cg alkyl.
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5. A compound of formula (I) as defined in claim 1, wherein Ar is a group of formula:

Rb
Rb
OR
Ra Ra

wherein Ra is hydrogen, halogen, nitro or NR5R6 and Rb is hydrogen, nitro, NR5R6,
OR7 or R8RIN-C;-Cg alkyl wherein R4, R5, R6, R7, R8 and R9 are as defined in claim
L.

6. A compound, or a pharmaceutically acceptable salt thereof, selected from the group

consisting of:
N-(5-benzyl-1H-indazol-3-yl)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(2,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
nitrobenzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-nitro-
benzamide;
2-amino-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-
benzamide;
2-amino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-
benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(tetrahydro-
pyran-4-ylamino)-benzamide;
N-[5-(2,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3,5 difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(1-methyl-

piperidin-4-ylamino)-benzamide;
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N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(1-
methyl-piperidin-4-ylamino)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methoxymethyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(2,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methoxymethyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methoxymethyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
2-cyclohexylamino-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-
1-yl)-benzamide;
2-cyclohexylamino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(4-hydroxy-cyclohexylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(4-hydroxy-cyclohexylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-isobutylamino-4-(4-methyl-piperazin-1-
yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-isobutylamino-4-(4-methyl-
piperazin-1-yl)-benzamide;
2-benzylamino-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-
yl)-benzamide;
2-benzylamino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-
1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-ethylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-ethylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1-methyl-ethylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy- 1 -methyl-ethylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
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N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-((S)-2-methoxy-1-methyl-ethylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-((S)-2-methoxy-1-methyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-((R)-2-methoxy-1-methyl-ethylamino)-
4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-((R)-2-methoxy-1-methyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1,1-dimethyl-ethylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-methoxy-1,1-dimethyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(3-methoxy-propylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(3-methoxy-propylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(2-fluoro-ethylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(2-fluoro-ethylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-(3-fluoro-propylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-(3-fluoro-propylamino)-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
phenylamino-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
phenylamino-benzamide;

1H-pyrrole-2-carboxylic acid [2-[5-(3-fluoro-benzyl)-1H-indazol-3-ylcarbamoyl]-5-
(4-methyl-piperazin-1-yl)-phenyl]-amide;

1H-pyrrole-2-carboxylic acid [2-[5-(3,5-difluoro-benzyl)-1H-indazol-3-
ylcarbamoyl]-5-(4-methyl-piperazin-1-yl)-phenyl]-amide;



10

15

20

25

30

168

1H-pyrrole-3-carboxylic acid [2-[5-(3-fluoro-benzyl)-1H-indazol-3-ylcarbamoyl]-5-
(4-methyl-piperazin-1-yl)-phenyl]-amid;

1H-pyrrole-3-carboxylic acid [2-[5-(3,5-difluoro-benzyl)-1H-indazol-3-
ylcarbamoyl]-5-(4-methyl-piperazin-1-yl)-phenyl]-amide;
N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-2-methanesul fonylamino-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-methanesulfonylamino-4-(4-methyl-
piperazin-1-yl)-benzamide;
2-fluoro-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-5-(tetrahydro-pyran-4-ylamino)-
benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-(tetrahydro-pyran-4-
ylamino)-benzamide;
2-fluoro-N-[5-(3-fluoro-benzyl)-1H-indazol-3-yl]-5-(2-methoxy-ethylamino)-
benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-(2-methoxy-ethylamino)-
benzamide;
4-[(3-dimethylamino-propyl)-methyl-amino]-N-[5-(3-ethoxy-benzyl)-1H-indazol-3-
yl]-2-nitro-benzamide;

2-amino-4-[(3-dimethylamino-propyl)-methyl-amino]-N-[ 5-(3-ethoxy-benzyl)-1H-
indazol-3-yl]-benzamide;

N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-dimethylamino-propyl)-methyl-
amino]-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-dimethylamino-propyl)-methyl-
amino]-2-(2-methoxy-1-methoxymethyl-ethylamino)-benzamide;
2-amino-N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[(3-dimethylamino-propyl)-
methyl-amino]-benzamide;

N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-dimethylamino-propyl)-methyl-
amino]-benzamide;

N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-4-[ (3-dimethylamino-propyl)-methyl-
amino]-2-nitro-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl} -4-(4-methyl-
piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-benzamide;
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N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl } -2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl }-4-(4-methyl-
piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl }-2-(2-methoxy-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl }-2-(3-methoxy-
propylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl}-2-(2-methoxy-1,1-
dimethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-hydroxy-methyl]-1H-indazol-3-yl}-2-(2-fluoro-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3-ethoxy-phenyl)-hydroxy-methyl]-1 H-indazol-3-yl } -4-(4-methyl-piperazin-
1-yl)-2-nitro-benzamide;

N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]- 1 H-indazol-3-yl}-4-(4-methyl-
piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl}-2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl } -4-(4-methyl-
piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl}-2-(2-methoxy-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl }-2-(3-methoxy-
propylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl}-2-(2-methoxy-1,1-
dimethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-methoxy-methyl]-1H-indazol-3-yl }-2-(2-fluoro-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl } -4-(4-methyl-piperazin-1-yl)-
2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl } -2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
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N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl } -4-(4-methyl-piperazin-1-yl)-
benzamide;

N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-methoxy-ethylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl } -2-(3-methoxy-propylamino)-4-
(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-methoxy-1,1 -dimethyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[(3,5-difluoro-phenyl)-ethyl]-1H-indazol-3-yl }-2-(2-fluoro-ethylamino)-4-(4-
methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl } -4-(4-methyl-
piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl}-2-(2-methoxy-1-
methoxymethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl } -4-(4-methyl-
piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-y1}-2-(2-methoxy-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl}-2-(3-methoxy-
propylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-difluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl}-2-(2-methoxy-1,1-
dimethyl-ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-{5-[1-(3,5-dfluoro-phenyl)-1-methyl-ethyl]-1H-indazol-3-yl } -2-(2-fluoro-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(4-methyl-1,4-diazepan-1-yl)-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-Difluoro-benzyl)-1H-indazol-3-yl]-4-[(2-dimethylamino-ethyl)-methyl-
amino |-2-(tetrahydro-pyran-4-ylamino)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[4-(dimethylamino)piperidin-1-yl]-2-
(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-y1]-4-[ (2S)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
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N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-3-(4-methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-{[(2S5)-1-methylpyrrolidin-2-
yljmethoxy}-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[ (1-methylpiperidin-4-yl)oxy]-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;

N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-4-[ 2-(dimethylamino)ethoxy]-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[(3S)-1-methylpyrrolidin-3-ylJoxy}-
2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;

N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-4-(piperazin-1-yl)-2-(tetrahydro-2H-
pyran-4-ylamino)benzamide;

N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2- {[ cis-4-
(trifluoromethyl)cyclohexyl]amino } benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2- {[trans-4-
(trifluoromethyl)cyclohexyl]amino } benzamide;

N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-2-fluoro-4-(4-methylpiperazin-1-
yl)benzamide;

N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-1-(piperidin-4-yl)-1 H-pyrazole-4-
carboxamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[(cis-4-hydroxycyclohexyl)amino]-4-
(4-methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[ (trans-4-hydroxycyclohexyl)amino]-
4-(4-methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[(2-hydroxyethyl)Jamino]-4-(4-
methylpiperazin-1-yl)benzamide;
2-[(azetidin-3-ylmethyl)amino]-N-[5-(3,5-difluorobenzyl)- 1 H-indazol-3-y1]-4-(4-
methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-{[(1-methylazetidin-3-
yl)methyl]amino }-4-(4-methylpiperazin-1-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[(1-methylpiperidin-4-yl)amino]-2-
[tetrahydro-2 H-pyran-4-ylamino]benzamide;



10

15

20

25

30

172

4-[(azetidin-3-ylmethyl)amino]-N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-2-
(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[ (1-methylpiperidin-4-
yl)amino]benzamide;

N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-[ (1-methylpiperidin-4-yl)amino]-4-
(morpholin-4-yl)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-methoxy-4-(4-methylpiperazin-1-
yl)benzamide;

N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-5-(4-methylpiperazin-1-yl)-3-
(tetrahydro-2 H-pyran-4-ylamino)pyridine-2-carboxamide;
N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-6-(4-methylpiperazin-1-yl)-2-
(tetrahydro-2H-pyran-4-ylamino)pyridine-3-carboxamide;
1-[4-{[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]carbamoyl } -3-(tetrahydro-2 H-pyran-
4-ylamino)benzylpiperidine;

N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[(2-

methoxyethyl)(methyl)amino Jmethyl } -2-(tetrahydro-2 H-pyran-4-
ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(pyrrolidin-1-ylmethyl)-2-(tetrahydro-
2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(morpholin-4-ylmethyl)-2-
(tetrahydro-2 H-pyran-4-ylamino)benzamide;
4-(azetidin-1-ylmethyl)-N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-(tetrahydro-
2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-(4-methyl-piperazin-1-
ylmethyl)-benzamide;

N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-fluoro-5- {[(2S)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-ylJmethyl}benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-fluoro-5-(morpholin-4-
ylmethyl)benzamide;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-((S)-2-pyrrolidin-1-
ylmethyl-pyrrolidine-1-carbonyl)-benzamide;
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N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-{[ (2R)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]carbonyl } benzamide;

N-[5-(3,5-difluorobenzyl)- 1 H-indazol-3-yl]-4- {[(2S)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]jcarbonyl } benzamide;
N-[5-(3,5-difluorobenzyl)-1/-indazol-3-yl]-4- {[4-(pyrrolidin-1-yl)piperidin-1-
yl]carbonyl }benzamide;

N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[(2S)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]carbonyl}-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1 H-indazol-3-y1]-4-{[(2R)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-yl]carbonyl } -2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N'-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-N*-[2-(dimethylamino)ethyl]-N*-
methyl-2-(tetrahydro-2 H-pyran-4-ylamino)benzene-1,4-dicarboxamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl] 4- {[4-(propan-2-yl)piperazin-1-
yl]carbonyl}-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N'-[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]-N*-[2-(dimethylamino)ethyl]-2-
(tetrahydro-2H-pyran-4-ylamino)benzene-1,4-dicarboxamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[ (4-methylpiperazin-1-yl)carbonyl]-2-
(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[4-(dimethylamino)piperidin-1-
yl]carbonyl}-2-(tetrahydro-2 H-pyran-4-ylamino)benzamide;
N'-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-N*-(1-methylpiperidin-4-y1)-2-
(tetrahydro-2H-pyran-4-ylamino)benzene-1,4-dicarboxamide;
N-[5-(2-methyl-5-fluoro-benzyl)-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-
(tetrahydro-pyran-4-ylamino)-benzamide;
4-(4-methylpiperazin-1-yl)-N-[5-(pyridin-3-ylmethyl)-1H-indazol-3-yl]-2-
(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-benzyl-1H-indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(tetrahydro-pyran-4-
ylamino)-benzamide;

ethyl 4-{[2-{[5-(3,5-difluorobenzyl)-1 H-indazol-3-yl]carbamoyl } - 5-(4-
methylpiperazin-1-yl)phenyl]amino } piperidine-1-carboxylate;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-(4-methylpiperazin-1-yl)-2-

(piperidin-4-ylamino)benzamide;
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ethyl 5-(3,5-difluorobenzyl)-3-({[4-(4-methylpiperazin-1-yl)-2-(tetrahydro-2 H-
pyran-4-ylamino)phenyl]carbonyl } amino)-1H-indazole-1-carboxylate;
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-((S)-2-methoxy-1-methyl-
ethylamino)-4-(4-methyl-piperazin-1-yl)-benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4-[(2R)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-y1]-2-(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-y1]-4-{[(2R)-1-methylpyrrolidin-2-
yllmethoxy}-2-(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-4- {[(3R)-1-methylpyrrolidin-3-ylJoxy}-
2-(tetrahydro-2H-pyran-4-ylamino)benzamide;
N-[5-(3,5-difluorobenzyl)-1H-indazol-3-yl]-2-fluoro-5- {[(2R)-2-(pyrrolidin-1-
ylmethyl)pyrrolidin-1-ylJmethyl }benzamide, and
N-[5-(3,5-difluoro-benzyl)-1H-indazol-3-yl]-2-fluoro-5-((R)-2-pyrrolidin-1-
ylmethyl-pyrrolidine-1-carbonyl)-benzamide.

7. A compound or a pharmaceutically acceptable salt of N-[5-(3,5 difluoro-benzyl)-1H-
indazol-3-yl]-4-(4-methyl-piperazin-1-yl)-2-(tetrahydro-pyran-4-ylamino)-benzamide.

8. A process for preparing a compound of formula (I) as defined in claim 1,
characterized in that the process comprises:

i) reducing a carbonyl compound of formula (II):

R3
N R2
N\ R
HN
oR1l O
Ar

(1

wherein Ar, R, R1, R2, and R3 are as defined in claim 1, to give a compound of formula

(Ia), (Is) or (Ic):
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R3
§ R2 RS PN R2
& H R2 &
\ . N N H_
A i
HN HN '
\O RT 2 HNYO L o Rl OR
Al
r Ar Ar
(1 |
A (1) (Ic)
wherein Ar, R, R1, R2, R3 and R’ are as defined in claim 1;
or
i’) reacting a compound of formula (I11,), (IlI), (Ill¢c) or (IIp):
H R3 R3 R3 R3
N R2 H R2 H R2 H R2
N N’ N’ N, Ru
\ R N\ H_R \ H \
§ : ¢ )
HN Rt ™ HN g o4 HN R1 Or HN Rt R

5 (1) (Illg) (1g) (I1p)
wherein R, R1, R2, R3, R’ and R’ are as defined in claim 1, with a compound of
formula (IV):

0

PN

Ar Y

0%
wherein Ar is as defined in claim 1 is as defined in claim 1 and Y represents hydroxy, or
10 a suitable leaving group comprising halogen, to give a compound of formula (I), as
defined in claim 1;
or

i”?) deprotecting a compound of formula (XXII,), (XXIIc) or (XXIIp):

R3 R3 R3
PG\{\, R2 PG\{\, R2 PG N R2
NQ . NQ " R NY R"
C/ (i:/ R
HN o r1 P HN_ o R1 OR HN o R1 R
r Y e
Ar Ar Ar

(XXIL,) (XXllg) (XXilp)



176

wherein Ar, R, R1, R2, R3, R’and R”’ are as defined in claim 1 and PG is a suitable
protecting group comprising benzyl, p-methoxybenzyl, o,p-dimethoxybenzyl, or

triphenylmethyl, to give a compound of formula (1), (Ic) or (Ip):

R3 R3
H R2 A H R2
N N
N N R2 N =
N\ R N \
cH:’ N\ E,R R
HN. r1 M I HN o RT R
o) HN . o)
0 R1 OR b
Ar Ar Ar

(1y) 0o ()

5  wherein Ar, R, R1, R2, R3, R’ and R’ are as defined in claim 1,
optionally separating the resulting compound into the single optical isomers, converting

the compound of formula (I) into a different compound of formula (I), and/or into a

pharmaceutically acceptable salt if desired.

10 9. A process for preparing a compound of formula (I,) according to claim 8,
characterized in that the compound of formula (IIls) as defined in claim 8, is prepared
according to the following steps:

j) reducing a compound of formula (XI):

R3
F R2
NC R
R1 OH
(X1)
15 in the presence of a suitable reagent comprising Nal and Me;SiCl, to give a compound
of formula (XIV):
R3
F R2
R
NC
R1
(XIV)

wherein R, R1, R2 and R3 are as defined above;
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or

k) reacting a boronic acid compound of formula (XV):

R3
F R2
.OH
NC :
R1 OH
xXV)

wherein R1, R2 and R3 are as defined above, with a compound of formula (XVI):
W _R

5 (XVI)
wherein W represents a halogen atom, comprising bromine or iodine, or a suitable
leaving group like sulphonates, comprising methanesulphonate or
trifluoromethanesulphonate, or phosphates in the presence of a suitable catalyst
comprising a Palladium catalyst, to give a compound of formula (XIV) as defined
10  above;
1) reacting the resulting compound of formula (XIV) with hydrazine hydrate, to give a

compound of formula (Ill5) as defined in claim 8.

10. A process for the preparation of a compound of formula (I),(Ic) or (Ip) as defined
15 in claim 8, characterized in that a compound of formula (XXII,), (XXII¢) or (XXIIp) as

defined in claim 8, is prepared according to the following steps:

r) protecting a compound of formula (I1l4), (Illc) or (I1lp) as defined in claim 8, to give

a compound of formula (XXIV,), (XXIV¢) or (XXIVp):

H R3 R3
N R2 N R2 oo
N N R N’\ ’N R2
C/ Ic'i:,R N N R"
N H ] R
PGy R1 2 pc—N R1 OR
' H PG—N  R1 R
(XXIV,) (XXIV,)

(XXIV)

20 wherein PG; is a suitable protecting group comprising trifluoroacetyl group;
s) protecting the resulting compound of formula (XXIV,), (XXIVc) or (XXIVp), to
give a compound of formula (XXV,), (XXV¢) or (XXVp):
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R3 R3 R3
PGN R2 P?\?Ql R2 PO R2
Ny R } H.R N LR
PN  R1 Pe—N  R1 OR ra—N R1 R

(XXV,) (XXV¢) (XXVp)

wherein R, R1, R2, R3, R’, R’ and PG; are as defined above and PG is as defined in
claim §;
t) removing the protecting group PG, from the resulting compound of formula (XXV ),

(XXV¢) or (XXVp), to give a compound of formula (XXVI,), (XXVIc) or (XXVIp):
R3

R3 R3

PON R2 PG N RO PON R2
NQ N N R"
c R } H.R > R
H2N R1 H2 H2N R1 éR' H2N R1 R’

XXVl ) (XXV1,) (XXVlp)

wherein R, R1, R2, R3, R’, R”* are as defined in claim 1 and PG is defined in claim §;
u) reacting the resulting compound of formula (XXVI,), (XXVIc) or (XX VIp), with a
compound of formula (IV) as defined in claim 8, to give a compound of formula

(XXI1a), (XXII¢) or (XXIIp) as defined in claim 8.

11. A process for preparing a compound of formula (I) according to claim 8
characterized in that the optional conversion of a compound of formula (I) into another
compound of formula (I), is carried out by one or more of the following reactions:

.) reducing a compound of formula (I) wherein Ar is a substituted aryl and one of the
substituents is NO,, for obtaining a compound of formula (I) wherein such substituent is
NH; ;

..) acylating a compound of formula (I), wherein Ar is a substituted aryl and one of the
substituents is NH,, by reaction with a compound of formula (XXVII) or (XXVIII),

j\ o\\S P

R&™ Y R4™Y
XV (XXVII)
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followed by selective deprotection of the acyl group on the pyrazole ring for obtaining
a compound of formula (I) wherein such substituent is a NHCOR4 or NHSO,R4
residue;

...) reacting a compound of formula (I), wherein Ar is a substituted aryl and one of the
substituents is NH, with a suitable aldehyde or ketone in the presence of a reducing
agent, for obtaining a compound of formula (I), wherein such substituent is a NR5R6
group, wherein one of the R5 or R6 are hydrogen and the other is an optionally further
substituted straight or branched C;-Cs alkyl, C;-Cg cycloalkyl, heterocyclyl, aryl,
R8RION-C,-Cs alkyl, R8O-C,-Cy alkyl.

12. A pharmaceutical composition comprising a therapeutically effective amount of a
compound of formula (I) or a pharmaceutically acceptable salt thereof, as defined in

claim 1, and at least one pharmaceutically acceptable excipient, carrier and/or diluent.

13. A product or kit comprising a compound of formula (I) or a pharmaceutically
acceptable salt thereof, as defined in claim 1, or pharmaceutical compositions
comprising a therapeutically effective amount of a compound of formula (I) or a
pharmaceutically acceptable salt thereof, as defined in claim 1, and at least one
pharmaceutically acceptable excipient, carrier and/or diluent and one or more
chemotherapeutic agents, as a combined preparation for simultaneous, separate or

sequential use in anticancer therapy.

14. An intermediate of the formula (XXII4), (XXII¢) or (XXIIp):

R3 R3 R3
PG N R2 PG N R2 PG N R2
h h N
N R \ H.R \ R
HN H HN iy HN :
7’0 R1 2 7’0 R1 OR 7’0 R1 R
Ar Ar Ar
(XXil,) (XXIlg) (XXIlp)

wherein R’ is C;-C¢ alkyl and R’’ is hydrogen;
Ar is phenyl, pyazolyl or pyridyl optionally substituted with one or more substituents

independently selected from
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halogen, nitro, COR4, OR7, NR5R6, NHSO,R 10,

a straight or branched C;-C¢ alkyl optionally substituted by an heterocyclyl, in its turn
optionally substituted by a straight or branched C;-Cs alkyl or an heterocyclylalkyl,
or

a heterocyclyl optionally substituted by a straight or branched C;-Cg alkyl, in its turn
optionally substituted by a heterocyclyl or a C;-Cg alkoxycarbonyl,

or a C;-Cg¢ dialkylamino;

R4 is NR5R6, or a heterocyclyl, optionally further substituted by a straight or branched
Ci-Cs alkyl, heterocyclylalkyl, heterocyclyl, or a C;-Cg dialkylamino;

R5 and R6 are independently hydrogen, RSRIN-C,-Cj alkyl, R8O-C,-Cg alkyl,

a straight or branched C,-C alkyl optionally further substituted by C;-Cs alkoxy, C;-Cg
dialkylamino, halogen, phenyl, hydroxyl or heterocyclyl in its turn optionally
substituted by alkyl,

C3-Cs cycloalkyl optionally substituted by hydroxyl or trifluoro C;-Cg alkyl,

heterocyclyl optionally substituted by C;-Cs alkyl in its turn optionally substituted by
halogen or heterocyclyl, C;-Cs alkoxycarbonyl, C;-C¢ dialkylamino, heterocyclyl, or

phenyl,

or R5 and R6, taken together with the nitrogen atom to which they are bonded, may
form a heterocyclyl group optionally substituted by a straight or branched C;-Cg
alkyl, in its turn optionally substituted by a heterocyclyl or a C;-Cq alkoxycarbonyl,
a C;-Cg¢ dialkylamino or a heterocyclyl;

R7 is straight or branched C;-Cs alkyl, optionally substituted by C;-Cs dialkylamino or
heterocyclyl in its turn substituted by C;-Cg alkyl;

R8 and R9 are independently an optionally further substituted straight or branched C;-

Cs alkyl,

R10 1is an optionally further substituted straight or branched C;-Cg alkyl,;

R is phenyl or pyridyl optionally substituted by halogen or straight or branched C;-Cs

alkyl;

R1, R2 and R3 are hydrogen;

or optical isomers, tautomers or pharmaceutically acceptable salt thereof,

and PG is a suitable protecting group comprising benzyl, p-methoxybenzyl, o,p-

dimethoxybenzyl, or triphenylmethyl.



10

15

20

25

181

15. A compound of formula (XXVII):

R3
PG R2
N
\ R
X/
HN
/\40R1
Ar
(XXVI)

wherein R’ is C;-Cg alkyl and R”’ is hydrogen;

Ar is phenyl, pyazolyl or pyridyl optionally substituted with one or more substituents

independently selected from

halogen, nitro, COR4, OR7, NR5R6, NHSO,R10,

a straight or branched C;-C¢ alkyl optionally substituted by an heterocyclyl, in its turn
optionally substituted by a straight or branched C;-Cg alkyl or an heterocyclylalkyl,
or

a heterocyclyl optionally substituted by a straight or branched C;-Cs alkyl, in its turn
optionally substituted by a heterocyclyl or a C,-Cg alkoxycarbonyl,

or a C;-C¢ dialkylamino;

R4 is NR5R6, or a heterocyclyl, optionally further substituted by a straight or branched
C;-Cs alkyl, heterocyclylalkyl, heterocyclyl, or a C;-C¢ dialkylamino;

R5 and R6 are independently hydrogen, RERIN-C,-Cg alkyl, R8O-C,-Cy alkyl,

a straight or branched C;-Cg alkyl optionally further substituted by C;-Cg alkoxy, C;-Cg
dialkylamino, halogen, phenyl, hydroxyl or heterocyclyl in its turn optionally
substituted by alkyl,

C3-Cg cycloalkyl optionally substituted by hydroxyl or trifluoro C;-Cg alkyl,

heterocyclyl optionally substituted by C;-Cs alkyl in its turn optionally substituted by
halogen or heterocyclyl, C;-C¢ alkoxycarbonyl, C;-Cg dialkylamino, heterocyclyl, or

phenyl,

or R5 and R6, taken together with the nitrogen atom to which they are bonded, may
form a heterocyclyl group optionally substituted by a straight or branched C;-Cg
alkyl, in its turn optionally substituted by a heterocyclyl or a C;-C¢ alkoxycarbonyl,
a C;-Cg¢ dialkylamino or a heterocyclyl;

R7 is straight or branched C;-Cs alkyl, optionally substituted by C;-Cs dialkylamino or
heterocyclyl in its turn substituted by C;-Cs alkyl;
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R8 and R9 are independently an optionally further substituted straight or branched C;-
Ce alkyl;

R10 1s an optionally further substituted straight or branched C,-Cg alkyl,;

R 1s phenyl or pyridyl optionally substituted by halogen or straight or branched C;-Cg

alkyl;

R1, R2 and R3 are hydrogen;

or optical isomers, tautomers or pharmaceutically acceptable salt thereof,

and PG; is ethoxycarbonyl or 2-methoxyethylcarbonyl.

16. A process for preparing a compound of formula (XXVII) as defined in claim 15,
characterized in that the process comprises:
v) protecting a compound of formula (I) as defined in claim 1, to give a compound of

formula (XXVII):

R3
PG R2
X
N\ _R
X
HN
%OR"
Ar
(XXVIT)

wherein Ar, R, R1, R2 and R3 and PG; is as defined in claim 15.



