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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. A compound of formula (I):

o O
;\:KL L(N"“
o 7 N
R3 R® (
or a pharmaceutically acceptable salt thereof, wherein

R is (Cs-Cs)alkyl or {Ca-Cs)cycloalkyi;
R2 is methyl;

)

R® is selected from (Cs-Cio)branched alkyl, {Cs-Cio)branched alkenyl, (Cs-Cs)cycloalkenyl,
(Cs-Cs)eycloalkyl, or Het; wherein the (Cs-Cg)cycloalkenyl or {Cs-Cgeycloalkyl is
unsubstituted or is substituted by cne, two, three or four substituents R* and wherein Het
is substituted by one, two, three or four substituents R*;

each R* is independently selected from halo, (C+-Ca)alkyl, halo(Cs-Ca)alkyl, (C1-Ca)alkoxy,
or halo(C+-C4)alkoxy; or

two R* groups, when attached to the same carbon atom, may be taken together with the
carbon atom to which they are attached to form a cyclopentyl, tetrahydrofuran or
dioxolane ring; wherein Het is a 5 or 6 membered fully saturated or partially saturated
heterocyclic ring comprising a) 1 oxygen atom in the 2- or 3- position, or b) 2 oxygen
atoms in the 2- and 5-, or 2- and 6- positions, wherein the numbering is relative to the
point of attachment; and

(Cs-Cs)cycloalkyl may be a monocyclic ring or a bridged ring system containing 5, 6, 7 or 8
carbon atoms.

2. A compound according to claim 1 or a pharmaceutically acceptable salt thereof,

wherein R’ is iso-propyl, cyclobutyl or cyclohexyl .

3. A compound according to according to claim 1 or claim 2, or a pharmaceutically
acceptable salt thereof, wherein R® is selected from 2,2-dimethylpentyl, 2,2-dimethylpent-
2-enyl, cyclopentyl, cyclohexyl, cyclohexenyl, tetrahydropyranyl, dihydropyranyl, dioxanyl,
tetrahydrofuranyl, dioxolanyl and bicyclo[2.2.2]octanyl; wherein the cyclopentyi,
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cyclohexyl, cyclohexenyl, tetrahydropyranyl, dinydropyranyl, dioxanyl, tetrahydrofuranyl,
dioxolanyl or bicyclo]2.2.2]octanyl ring is unsubstituted or is substituted by one, two, three
or four substituents R and

each R*is independently selected from halo, (Ci-Ca)alkyl, halo(Ci-Ca)alkyl, (C1-Ca)alkoxy,
or halo(C+-Cs)alkoxy; or

two R* groups, when attached to the same carbon atom, may be taken together with the
carbon atom to which they are attached to form a tetrahydrofuran or dioxotane ring.

4, A compound according to according to any one of the preceding claims, or a
pharmaceutically acceptable salt thereof, wherein R® is

(Rm, O (RYm =0,

—_— \ —
U—E or <O—)_§
andmis 1, 2, 3or4,

5. A compound according to any one of the preceding claims, or a pharmaceutically

acceptable salt thereof, wherein each R* is independently selected from methyl, isopropyi,
tert-butyl and methoxy.

6. A compound according to claim 1 which is selected from the group consisting of:
[N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2, 3-dihydro-1H-pyrazol-4-yl}-5-(4-isopropylcyclohex-
1-en-1-yl)-4-methylisoxazole-3-carboxamide];
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(6-ethyl-4-
methylcyclohex-1-en-1-yl)-4-methylisoxazole-3-carboxamide;
N-{2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yi)-5-(6,6-dimethylcyclohex-
1-en-1-yl)-4-methylisoxazole-3-carboxamide;
[N-(2-Cyclohexyl-1,5-dimethyl-3-0x0-2,3-dihydro-1H-pyrazol-4-yl)-5-(4-ethylcyclohex-1-en-
1-yl}-4-methylisoxazole-3-carboxamide];
[6-(4-(tert-Butyt)cyclohex-1-en-1-yl)-N-{2-cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-
pyrazol-4-yl)}-4-methylisoxazole-3-carboxamidel];
[N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(4-
methylcyclohex-1-en-1-yl)isoxazole-3-carboxamide];
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5-(Cyclohept-1-en-1-yl)}-N-(2-cyclohexyl-1,5-dimethyl-3-ox0-2, 3-dihydro-1H-pyrazol-4-yl)-
4-methylisoxazole-3-carboxamide;
[N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(4-
(trifluoromethyl)cyclohex-1-en-1-yl)isoxazole-3-carboxamide];
N-(2-Cyclohexyl-1,5-dimethyl-3-oxo0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-
(spiro[4.5]dec-7-en-8-yl)isoxazole-3-carboxamide;
[N-(2-Cyclohexyl-1,5-dimethyl-3-oxo0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(1-
oxaspiro[4.5]dec-7-en-8-yl}isoxazole-3-carboxamide];
N-(2-Cyclohexyl-1,5-dimethyl-3-oxo0-2,3-dihydro-1H-pyrazol-4-yl)-5-(4,4-dimethylcyclohex-
1-en-1-yl)-4-methylisoxazole-3-carboxamide;
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(4,4-
dimethylcyclopent-1-en-1-yl}-4-methylisoxazole-3-carboxamide;
IN-(2-Cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(2-
oxaspiro[4.5]dec-7-en-8-yl)isoxazole-3-carboxamide];
[N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(4-
isopropoxycyclohex-1-en-1-yl)-4-methylisoxazole-3-carboxamide];
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(4,4~
dimethylcyclohexyl)-4-methylisoxazole-3-carboxamide;
[N-(2-Cyclohexyl-1,5-dimethyl-3-0x0-2,3-dihydro-1H-pyrazol-4-yl)-5-(3,3-
dimethylcyclopentyl}-4-methylisoxazole-3-carboxamide];
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(3,3-dimethylbutyi)-4-
methylisoxazole-3-carboxamide;
(Z)-N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(3,3-dimethyibut-1-
en-1-yl}-4-methylisoxazole-3-carboxamide;
(E)-N-(2-Cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-yl}-5-(3,3-dimethylbut-1-
en-1-yl)-4-methylisoxazole-3-carboxamide;
5-Cyclohexyl-N-(2-cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-4-
methylisoxazole-3-carboxamide;
N-(2-Cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(1,4-
dioxaspiro[4.5]decan-8-yl}isoxazole-3-carboxamide;
5-(6-(tert-butyl)-4-methoxytetrahydro-2H-pyran-2-yl)-N-(2-cyclohexyl-1,5-dimethyl-3-oxo-
2,3-dihydro-1H-pyrazo!-4-yl)-4-methylisoxazole-3-carboxamide;
5-(6-(tert-butyl)-4-methoxytetrahydro-2H-pyran-2-yl)-N-(2-cyclohexyl-1,5-dimethyl-3-oxo-
2,3-dihydro-1H-pyrazol-4-yl)-4-methylisoxazole-3-carboxamide;
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5-(6-(tert-butyl)}-4-methoxytetrahydro-2H-pyran-2-yl}-N-(2-cyclobutyl-1,5-dimethyl-3-oxo-
2,3-dihydro-1H-pyrazol-4-yl}-4-methylisoxazole-3-carboxamide;
5-(6-(tert-butyl)tetrahydro-2H-pyran-2-yl)-N-(2-cyclobutyl-1,5-dimethyl-3-oxo0-2,3-dihydro-
1H-pyrazol-4-yl}-4-methylisoxazole-3-carboxamide;
5-(6-(tert-butyl)tetrahydro-2H-pyran-2-yl)-N-(2-cyclohexyl-1,5-dimethy!-3-0x0-2,3-dihydro-
1H-pyrazol-4-yl)-4-methylisoxazole-3-carboxamide;
5-(6-(tert-butyl)tetrahydro-2H-pyran-2-yl)-N-(2-isopropyl-1,5-dimethyl-3-oxo0-2,3-dihydro-
1H-pyrazol-4-yl)-4-methylisoxazole-3-carboxamide;
N-(2-cyclohexyl-1,5-dimethyl-3-0x0-2,3-dihydro-1H-pyrazol-4-yl)-5-(6-isopropyl-3,6-
dihydro-2H-pyran-2-yl)-4-methylisoxazole-3-carboxamide;
N-(2-cyclohexyl-1,5-dimethyl-3-0x0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(6-methyl-3,6-
dihydro-2H-pyran-2-yl)isoxazole-3-carboxamide;
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl}-4-methyl-5-((2R,3S)-
3,5,5-trimethyl-1,4-dioxan-2-yl)isoxazole-3-carboxamide;
[5-(4-Bromo-5-methyltetrahydro-2H-pyran-2-yl)-N-(2-cyclohexyl-1,5-dimethyl-3-oxo0-2,3-
dihydro-1H-pyrazol-4-yl)-4-methylisoxazole-3-carboxamide];
N-(2-cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(5-methyl-3,6-
dihydro-2H-pyran-2-yl)isoxazole-3-carboxamide;
N-{2-cyclohexyl-1,5-dimethyl-3-o0x0-2,3-dihydro-1H-pyrazol-4-yl)-4-methyl-5-(5-
methyltetrahydro-2H-pyran-2-yl)isoxazole-3-carboxamide;
5-(4-(2-bromopropan-2-yitetrahydrofuran-2-yl)-N-(2-cyclohexyl-1,5-dimethyl-3-ox0-2, 3-
dihydro-1H-pyrazol-4-yl)-4-methylisoxazole-3-carboxamide;
N-(2-cyclohexyl-1,5-dimethyl-3-oxo-2, 3-dihydro-1H-pyrazol-4-yl)-5-(4-
isopropyltetrahydrofuran-2-yl)-4-methylisoxazole-3-carboxamide;
5-(4-(tert-butyl}-1,3-dioxolan-2-yl)-N-(2-cyclohexyl-1,5-dimethyl-3-ox0-2, 3-dihydro-1H-
pyrazol-4-yl)-4-methylisoxazole-3-carboxamide;
N-(2-Cyclohexyl-1,5-dimethyl-3-ox0-2,3-dihydro-1H-pyrazol-4-yl)-5-(5,5-dimethyl-1,3-
dioxan-2-yl}-4-methylisoxazole-3-carboxamide;

or a pharmaceutically acceptable salt thereof.

7. A pharmaceutical composition comprising a therapeutically effective amount of a
compound according to any one of claims 1 to 5 or a pharmaceutically acceptable salt

thereof and one or more pharmaceutically acceptable carriers.
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8. A combination comprising a therapeutically effective amount of a compound
according to any one of claims 1 to 5 or a pharmaceutically acceptable salt thereof and

one or more therapeutically active agents.

9. A compound according to any one of claims 1 to 5 or a pharmaceutically

acceptable salt thereof, for use as a medicament.

10. A compound according to any one of claims 1 to 5 or a pharmaceufically
acceptable salt thereof, for use in the treatment of a disorder or disease selected from
Pulmonary Hypertension, including Pulmonary arterial hypertension (PAH), Fibrosis,
Rheumatoid Arthritis, and Fracture healing.

11. Use of a compound according io any one of claims 1 to 5 or a pharmaceutically
acceptable salt thereof in the manufacture of a medicament for the treatment of a disorder
or disease selected from Pulmonary Hypertension, including Pulmonary arterial
hypertension (PAH), Fibrosis, Rheumatoid Arthritis, and Fracture healing.

12. A compound according to any one of claims 1 to 5 or a pharmaceuticalily
acceptable salt thereof, for use in the treatment of a disorder or disease selected from
glaucoma, hereditary hemorrhagic telangiectasia (HHT), proteinuria, wound healing,
COPD and asthma.

13. Use of a compound according to any one of claims 1 to 5 or a pharmaceutically
acceptable salt thereof in the manufacture of a medicament for the treatment of a disorder
or disease selected from glaucoma, hereditary hemorrhagic telangiectasia (HHT),

proteinuria, wound healing, COPD and asthma.

14. A compound which is N-(2-cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-
yh-4-methyl-5-((2R,3S)-3,5,5-trimethyl-1,4-dioxan-2-yl)isoxazole-3-carboxamide having the
following formula:
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15. A compound which is N-(2-Cyclohexyl-1,5-dimethyl-3-oxo0-2,3-dihydro-1H-pyrazol-4-
yl)-5-(5,5-dimethyl-1,3-dioxan-2-yl}-4-methylisoxazole-3-carboxamide having the following

formula:

16. A compound which is N-(2-Cyclohexyl-1,5-dimethyl-3-oxo-2,3-dihydro-1H-pyrazol-4-
yl)-4-methyl-5-(1,4-dioxaspiro[4.5]decan-8-yl)isoxazole-3-carboxamide having the following

formula:




