Claims

Compounds of the general formula (I)

R
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R* N
HN
= 1
—_ /N—R
HO N
2 3
in which:
R is C;-Cg-alkyl, where the C,-C4-alkyl group is unsubstituted or mono- or polysubstituted

identically or differently by
halogen, hydroxyl, an unsubstituted or mono- or poly-halogen-substituted C;-Ce-
cycloalkyl, or an R®, R’SO,, R’SO or R®0 group,

or a group selected from:

*/X\OH * OH and /\y
3 * OH

where * represents the bonding site of the group to the rest of the molecule;

R?and R® always have the same definition and are both either hydrogen or C;-Cs-alkyl;

R4

is halogen, cyano, an unsubstituted or a singly or multiply, identically or differently
substituted C;-C¢-alkyl or an unsubstituted or a singly or multiply, identically or
differently substituted C;-Cs-cycloalkyl, and the substituents are selected from the group
of halogen and hydroxyl;

is hydrogen, halogen or an unsubstituted or mono- or poly-halogen-substituted C;-Cs-
alkyl, '

is an unsubstituted or mono- or di-methyl-substituted monocyclic saturated heterocycle
having 4 to 6 ring atoms, which contains a heteroatom or a heterogroup from the group of
O, S, SO and SO,;

is Ci-Cg-alkyl, where the C,-Cg-alkyl group is unsubstituted or mono- or polysubstituted
identically or differently by halogen, hydroxyl or C;-Cs-cycloalkyl;

or R’ is C3-Ce-cycloalkyl;
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R® is C;-C¢-alkyl, where the C;-Cs-alkyl group is unsubstituted or mono- or polysubstituted
identically or differently by halogen;

and the diastereomers, enantiomers, metabolites, salts, solvates or solvates of the salts thereof.

Compounds according to Claim 1, where
R is C;-Cg-alkyl, where the C;-Cq-alkyl group is unsubstituted or mono- or polysubstituted
identically or differently by fluorine, hydroxyl or an R®, R’SO,, R’SO or R®0 group;

R?and R? always have the same definition and are both either hydrogen or C,-Cs-alkyl;

R* is halogen, cyano or C,-Cs-alkyl, where the C;-Cs-alkyl group is unsubstituted or mono-

or polysubstituted identically or differently by halogen or hydroxyl;
R’ is hydrogen, fluorine, chlorine or C;-C;-alkyl;
R® is oxetanyl or tetrahydrofuranyl;
R’ is C)-Cy-alkyl, where the C;-Cy-alkyl group is unsubstituted or monosubstituted by

hydroxyl or by cyclopropyl or substituted by three fluorine atoms;
R® is an unsubstituted C,-Cy-alkyl group or a tri-fluorine-substituted C;-C,-alkyl group.

Compounds according to Claim 1 or 2, where R* is difluoromethyl, trifluoromethyl or methyl.

Compounds according to Claim 1, 2 or 3, where R’ is hydrogen or fluorine.
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Compounds according to Claim 1, 2, 3 or 4, where R? and R? are both either hydrogen or methyl.

Compounds according to Claim 2, where

R is C,-Cg-alkyl, where the C,-Cg-alkyl group is unsubstituted, or
the C,-Cs-alkyl group is mono-, di- or tri-fluorine-substituted or
the C,-Cg-alkyl group is monosubstituted by hydroxyl, R®, RSO, or R*0,
or R' is an oxetanyl-substituted C,-C;-alkyl group;

R’ and R’ always have the same definition and are both either hydrogen or methyl;

R’ is an unsubstituted or mono- or poly-halogen-substituted C;-C;-alkyl group or a C;-Cs-
alkyl group substituted by one hydroxyl group or a C;-Cs-alkyl group substituted by one
hydroxyl group and three fluorine atoms;

R’ is hydrogen, fluorine or C,-C;-alkyl;

R’ is C;-C;-alkyl;

R® is C;-C4-alkyl, where the C;-C4-alkyl group is unsubstituted or mono-, di- or tri-fluorine-

substituted.

Compounds according to Claim 6, in which

R' is a C,-Cs-alkyl group substituted by hydroxyl or C;-C;-alkoxy or trifluoromethoxy or
2,2,2-trifluoroethoxy or trifluoromethyl or
is a methyl-SO, -substituted C,-C,-alkyl group or
is an oxetan-3-yl-substituted C;-C,-alkyl group;

R? and R? always have the same definition and are both hydrogen or methyl;

R* is methyl, ethyl, trifluoro-C;-Cs-alkyl, difluoro-C;-Cs-alkyl, hydroxymethyl, 1-
hydroxyethyl, 2-hydroxypropan-2-yl and 2,2,2-trifluoro-1-hydroxyethyl;

R’ is hydrogen, fluorine or methyl.
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10.

Compounds according to Claim 7, in which

R! is 4,4,4-trifluorobutyl, 3-hydroxy-3-methylbutyl, 3-hydroxybutyl, 3-methoxypropyl, 3-
hydroxypropyl, 3-hydroxy-Z-methylpropyl, 3-hydroxy-2,2-dimethylpropyl, 3-
trifluoromethoxypropyl, 2-methoxyethyl, 2-hydroxyethyl, 2-(methylsulphonyl)ethyl or 3-
(methylsulphonyl)propyl;

R*and R’ are both methyl or hydrogen;
R* is difluoromethyl, trifluoromethyl or methyl;
R’ is hydrogen or fluorine.

Compounds according to Claim 8, in which

R’ is 3-hydroxy-3-methylbutyl, 3-hydroxybutyl, 3-hydroxy-2-methylpropyl,
3-hydroxy-2,2-dimethylpropyl, 3-(methylsulphonyl)propyl or 2-(methylsulphonyl)ethyl;

R’ and R’ are both methyl;
R? is difluoromethyl or trifluoromethyl;

R’ is hydrogen.

Compounds according to Claim 8, in which

R is 3-hydroxy-3-methylbutyl, 3-hydroxybutyl, 3-hydroxy-2-methylpropyl,
3-hydroxy-2,2-dimethylpropyl, 3-(methylsulphonyl)propyl or 2-(methylsulphonyl)ethyl;

R?and R’ are both methyl;
R* is methyl;

R’ is fluorine, where R’ is in the ortho position to R
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11.

Compounds according to Claim 1-10 as follows:

1y

2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

14)

15)

16)

17)

N-[6-(2-Hydroxypropan-2-yl)-2-(2-methoxyethyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[6-(Hydroxymethyl)-2-(2-methoxyethyl)-2H-indazol-5-y1]-6-(trifluoromethyl)pyridine-
2-carboxamide
N-[6-(2-Hydroxypropan-2-yl)-2-(3-methoxypropyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[6-(Hydroxymethyl)-2-(3-methoxypropyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[2-(2-Hydroxyethyl)-6-(2-hydroxypropan-2-yl)-2H-indazol-5-yl}-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[6-(2-Hydroxypropan-2-yl)-2-(3-hydroxypropyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[2-(2-Hydroxyethyl)-6-(hydroxymethyl)-2H-indazol-5-yl]-6-(trifluoromethyl)pyridine-
2-carboxamide
N-[6-(2-Hydroxypropan-2-yl)-2-(oxetan-3-ylmethyl)-2H-indazol-5-yl]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[6-(Hydroxymethyl)-2-(oxetan-3-ylmethyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-{6-(2-Hydroxypropan-2-yl)-2-[3-(methylsulphonyl)propyl]-2H-indazol-5-y1}-6-
(trifluoromethyl)pyridine-2-carboxamide
N-[2-(3-Hydroxy-3-methylbutyl)-6-(2-hydroxypropan-2-yl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-{6-(2-Hydroxypropan-2-yl)-2-[2-(methylsulphonyl)ethyl]-2H-indazol-5-y1}-6-
(trifluoromethyl)pyridine-2-carboxamide
6-(Difluoromethyl)-N-[2-(3-hydroxy-3-methylbutyl)-6-(2-hydroxypropan-2-yl)-2H-
indazol-5-yl]pyridine-2-carboxamide
6-(Difluoromethyl)-N-{6-(2-hydroxypropan-2-yl)-2-[2-(methylsulphonyl)ethyl]-2H-
indazol-5-yl} pyridine-2-carboxamide
6-(Difluoromethy!)-N-[6-(2-hydroxypropan-2-yl)-2-(3-hydroxypropyl)-2H-indazol-5-
yl]pyridine-2-carboxamide
N-[6-(2-Hydroxypropan-2-y1)-2-(4,4,4-trifluorobutyl)-2H-indazol-5-y1]-6-
(trifluoromethyl)pyridine-2-carboxamide
N-{6-(2-Hydroxypropan-2-yl)-2-[3-(trifluoromethoxy)propyl]-2H-indazol-5-y1} -6-
(trifluoromethyl)pyridine-2-carboxamide
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12.

13.

14.

15.

18) N-{6-(2-Hydroxypropan-2-yl)-2-[3-(2,2,2-trifluoroethoxy)propyl}-2H-indazol-5-y1} -6~
(trifluoromethyl)pyridine-2-carboxamide

19) 5-Fluoro-N-[2-(3-hydroxy-3-methylbutyl)-6-(2-hydroxypropan-2-yl)-2H-indazol-5-yl]-6-
methylpyridine-2-carboxamide

20) N-[2-(3-Hydroxy-3-methylbutyl)-6-(2-hydroxypropan-2-yl)-2H-indazol-5-y1]-6-
methylpyridine-2-carboxamide

21) 6-(2-Hydroxypropan-2-y1)-N-[6-(2-hydroxypropan-2-y1)-2-(4,4,4-trifluorobutyl)-2H-
indazol-5-yl]pyridine-2-carboxamide

22)  N-{2-[2-(1-Hydroxycyclopropyl)ethyl]-6-(2-hydroxypropan-2-yl)-2H-indazol-5-y1}-6-

(trifluoromethyl)pyridine-2-carboxamide.

Compound of the general formula (I) as defined in any of Claims 1 to 11 for use in the treatment

and/or prophylaxis of diseases.

Use of a compound of the general formula (I) as defined in any of Claims 1 to 11 in the
manufacture of a medicament for treatment and/or prophylaxis of neoplastic disorders,
dermatological disorders, gynaecological disorders, cardiovascular disorders, pulmonary
disorders, ophthalmological disorders, neurological disorders, metabolic disorders, hepatic

disorders, inflammatory disorders, autoimmune disorders and pain.

Use according to Claim 13 for treatment and/or prophylaxis of lymphoma, macular degeneration,
psoriasis, lupus erythematosus, multiple sclerosis, COPD, gout, NASH, hepatic fibrosis, insulin
resistance, metabolic syndrome, spondyloarthritis and rheumatoid arthritis, endometriosis and
endometriosis-related pain and other endometriosis-associated symptoms such as dysmenorrhoea,

dyspareunia, dysuria and dyschezia.

Use according to Claim 13 for treatment and/or prophylaxis of pain including acute, chronic,
inflammatory and neuropathic pain, preferably of hyperalgesia, allodynia, pain from arthritis
(such as osteoarthritis, rheumatoid arthritis and spondyloarthritis), premenstrual pain,
endometriosis-associated pain, post-operative pain, pain from interstitial cystitis, CRPS (complex
regional pain syndrome), trigeminal neuralgia, pain from prostatitis, pain caused by spinal cord
injuries, inflammation-induced pain, lower back pain, cancer pain, chemotherapy-associated pain,

HIV treatment-induced neuropathy, burn-induced pain and chronic pain.
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16. Medicament comprising a compound of the formula (I) as defined in any of Claims 1 to 11 in

combination with an inert, non-toxic, pharmaceutically suitable excipient.

17. Process for preparing the compounds of the general formula (III) from the compounds of the

general formula (1)

in which

R is 4,4,4-trifluorobutyl, 3-hydroxy-3-methylbutyl, 3-methoxypropyl, 3-hydroxypropyl, 3-
hydroxy-2-methylpropyl, 3-hydroxy-2,2-dimethylpropyl, 3-trifluoromethoxypropyl, 2-
methoxyethyl, 2-hydroxyethyl, 2-(methylsulphonyl)ethyl or 3-(methylsulphonyl)propyl;

R is difluoromethyl, trifluoromethyl or methyl;

R’ is hydrogen or fluorine;

by the reaction of (II) with appropriately substituted alkyl halides or alkyl 4-

methylbenzenesulphonates in the presence of potassium carbonate.

18. Compounds of the general formula (I1I)

R
X | O
RN
HN
= 1
N—R
/O \N/
H,C
(0]

(i
in which
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19.

R is 4,4,4-trifluorobutyl, 3-hydroxy-3-methylbutyl, 3-methoxypropyl, 3-hydroxypropyl, 3-
hydroxybutyl, 3-hydroxy-2-methylpropyl, 3-hydroxy-2,2-dimethylpropyl, 3-
trifluoromethoxypropyl, 2-methoxyethyl, 2-hydroxyethyl, 2-(methylsulphonyl)ethyl, 3-
(methylsulphonyl)propyl or 2-(1-hydroxycyclopropyl)ethyl;

R* is difluoromethyl, trifluoromethyl or methyl; and

R’ is hydrogen or fluorine;

and the diastereomers, enantiomers, metabolites, salts, solvates or solvates of the salts thereof.

Compounds of the general formula (III), as follows:

methyl  5-{[(5-fluoro-6-methylpyridin-2-yl)carbonyl]amino}-2-(3-hydroxy-3-methylbutyl)-2H-
indazole-6-carboxylate and

methyl  2-(3-hydroxy-3-methylbutyl)-5-({[6-(trifluoromethyl)pyridin-2-yl]carbonyl }amino)-2H-

indazole-6-carboxylate.
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