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and the use of the said compounds, salts or esters for the production of medicaments for the
treatment or prophylaxis of inflammatory conditions, conditions of the nervous system,
conditions of the respiratory system, vascular and cardiovascular conditions, fibrotic diseases,
cancer, ocular conditions, metabolic conditions, cholestatic and other forms of chronic pruritus
and acute and chronic organ transplant rejection. More particulary, the compounds of formula (I)
and their aforementioned salts and esters and their use as therapeutically active substances, a
process for the manufacture of the said compounds, intermediates, pharmaceutical compositions,
medicaments containing the said compounds, their pharmaceutically acceptable salts or esters,
the use of the said compounds, salts or esters for the treatment or prophylaxis of ocular

conditions, furthermore particularly glaucoma.

In one aspect, there is provided compounds of formula (1)

1/
R, 0

wherein
R is selected from
i) phenyl substituted by R3, R* and R®, and
ii) pyridinyl substituted by R®, R* and R®;
X is selected from
i) N, and
i) CH;
Y is selected from
i)  -CH2-OC(O)-, and

i) -(CH2)C(O)-;
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W is selected from
i) -(CR°R)p,
i) ~(CR'RY),-C(0)-,
iii)  -(CR°R19),-0O-,

5 iv)  -(C R°R1),-S-,

) -(C R°R19),-5(0)-, and
Vi) -(C R°R19),-S(0)2-;

R? is selected from
i) substituted phenyl, wherein the phenyl ring is substituted by R®, R” and R®,

10 i) substituted pyridinyl, wherein the pyridinyl ring is substituted by R®, R” and
RS,

iii) substituted thiophenyl, wherein the thiophenyl ring is substituted by R®, R’

and R8, and

iv)  substituted thiazolyl, wherein the thiazolyl ring is substituted by R®, R” and
15 RE;

R? is selected from
i) halo-Ci-6-alkoxy,
i) Cag-cycloalkyl-Ci6-alkoxy,
i) Ca-g-cycloalkoxy,
20 iv) Cuie-alkyltetrazolylmethyl, and

V) tetrahydropyranyl-Ci.s-alkoxy;
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R* is selected from
) halogen,
i) cyano,
iif)  halo-Cye-alkoxy,
iv) halo-Cy-¢-alkyl,
V) Czg-cycloalkyl, and
Vi) Cie-alkylcarbonylamino;
R®is H;
R® is aminosulfonyl;
R’ and R® are independently selected from
i) H, and
i) halogen;
R® and R are both H;

m is selected from zero, 1 and 2 and n is selected from 1, 2 and 3, with the proviso that the sum

ofmandnis2,3,4o0r5;

p is selected from zero, 1 and 2;

q is selected from zero and 2;

or pharmaceutically acceptable salts.

In another aspect, there is provided a compound having the formula of [5-cyano-3-(2,2-
dimethylpropanoylamino)pyridin-2-yl]methyl 4-[(4-sulfamoylphenyl)methyl]piperidine-1-

carboxylate.
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In another aspect, there is provided a process to prepare a compound as defined herein

comprising the reaction of a compound of formula (1) in the presence of a compound of formula

(1);

Y
R G
2 2

m R m R

]
H NAX—W/ a -— /Y—NAX—W/
; RV W,
() 0]
5 wherein R, R?, Y, W, X, m and n are as defined herein and in case Y is -(CH2)qC(O)-, -

(CH=CH),-C(0)- or -(CH=CH),-C(O)-, then G is halogen or hydroxy and in case Y is -OC(O)-,
then G is chloro.

In another aspect, there is provided a compound as defined herein for use as therapeutically
active substance.

10 In another aspect, there is provided a pharmaceutical composition comprising a compound

as defined herein and a therapeutically inert carrier.
In another aspect, there is provided a compound as defined herein for use in therapy.

In another aspect, there is provided use of a compound as defined herein in the preparation
of a medicament for the treatment or prophylaxis of ocular conditions selected from the group
15 consisting of proliferative and non-proliferative diabetic retinopathy, dry and wet age-related
macular degeneration (AMD), macular edema, central arterial /venous occlusion, traumatic

injury, and glaucoma.

The term “C;1-Ce-alkoxy” denotes a group of the formula -O-R’, wherein R’ is a C1-Ce-
alkyl group. Examples of C1-Cs-alkoxy group include methoxy, ethoxy, n-propoxy, isopropoxy,

20 n-butoxy, isobutoxy and tert-butoxy.
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The term “C;1-Ce-alkoxy-Ci-6-alkyl” denotes a C1-Ce-alkyl group wherein at least one of
the hydrogen atoms of the C1-Ce-alkyl group is replaced by a C1-Cs-alkoxy group. Particular
examples are methoxymethyl, methoxyethyl, ethoxymethyl, ethoxyethyl, iso-propoxymethyl and
iso-propoxyethyl.

The term “Ci1-Ce-alkyl” denotes a monovalent linear or branched saturated hydrocarbon
group of 1 to 6 carbon atoms. Examples of C1-Ce-alkyl include methyl, ethyl, propyl, isopropyl,
n-butyl, iso-butyl, sec-butyl, tert-butyl and pentyl. Particular alkyl groups include methyl,
isopropyl and tert-butyl.

The term “Ci-Ce-alkylcarbonyl” denotes a group of the formula -C(O)-R’, wherein R’ is a
C1-Ce-alkyl group. Examples of C1-Ce-alkylcarbonyl group include groups wherein R’ is

methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy and tert-butoxy.

The term “Ci1-Ce-alkylcarbonylamino” denotes an amino group wherein the nitrogen atom
is substituted by one H atom and by a C1-Ce-alkylcarbonyl group. Particular example is an amino

group wherein the nitrogen atom is substituted by H and tertbutylcarbonyl.

The term “Ci1-Cs-alkylpyrazolyl” denotes a pyrazolyl group wherein one of the nitrogen
atoms is substituted by a C1-Cs-alkyl group. Particular example is a pyrazolyl group wherein one

of the nitrogen atoms is substituted by methyl.
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Claims
Compounds of formula (1)
2
R
m
/
/Y—N/N\X—W
1
R, (1)

wherein
R!is selected from
i) phenyl substituted by R3, R* and R®, and
i) pyridinyl substituted by R3, R* and R®;
X is selected from
i) N, and
) CH;
Y is selected from
i) -CH>-0OC(0O)-, and
i) -(CH2)¢C(0)-;
W is selected from
) -(CR°R10),-,
i) -(CR°R')-C(O)-,
i) -(CR°RY),-O-,
iv)  -(C R%RY),-S-,
V) -(C R°R9),-S(0)-, and

Vi) -(C R°R¥),-S(0)z-;
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R? is selected from
i) substituted phenyl, wherein the phenyl ring is substituted by R®, R” and R®,

i) substituted pyridinyl, wherein the pyridinyl ring is substituted by R®, R’ and
RS,

5 iii) substituted thiophenyl, wherein the thiophenyl ring is substituted by R®, R’

and R®, and

iv)  substituted thiazolyl, wherein the thiazolyl ring is substituted by R®, R” and
RS

R? is selected from
10 ) halo-Cy.e-alkoxy,
i) Cag-cycloalkyl-Ci6-alkoxy,
iii) Ca-g-cycloalkoxy,
iv) Cuie-alkyltetrazolylmethyl, and

V) tetrahydropyranyl-Ci.6-alkoxy;

15 R* is selected from
i) halogen,
i) cyano,

i) halo-Ci-6-alkoxy,
iv) halo-Cy-s-alkyl,
20 V) Czg-cycloalkyl, and
vi) Cuie-alkylcarbonylamino;
R%is H;

R® is aminosulfonyl;
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R’ and R® are independently selected from
i) H, and
i) halogen;

R® and R are both H;

5 m is selected from zero, 1 and 2 and n is selected from 1, 2 and 3, with the proviso that the

sumofmandnis 2, 3,4orb5;
p is selected from zero, 1 and 2;
q is selected from zero and 2;
or pharmaceutically acceptable salts.
10 2. A compound according to claim 1, wherein R! is phenyl substituted by R3 R* and R®.
3. A compound according to claim 1, wherein Y is -(CH2)qC(O)-.
4. A compound according to claim 1, wherein W is selected from
)] -(CR°R10),-,
i) -(C R°R¥),-S-, and
15 iii)  -(CR°R'9),-S(0)2-.
5. A compound according to claim 1, wherein R? is selected from

i) substituted phenyl, wherein the phenyl ring is substituted by R®, R” and R¥,

and

i) substituted pyridinyl, wherein the pyridinyl ring is substituted by R®, R’ and
20 R,

6. A compound according to claim 1, wherein R? is selected from
i) halo-Ci-6-alkoxy,

i) Ca-g-cycloalkyl-Ciy.6-alkoxy,
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iii) Ca-g-cycloalkoxy,
iv) Cuie-alkyltetrazolylmethyl, and
V) tetrahydropyranyl-Ci.s-alkoxy;
7. A compound according to claim 1, wherein R® is selected from
5 i) Cue-alkyltetrazolylmethyl, and

i) tetrahydropyranyl-Ci.e-alkoxy.

8. A compound according to claim 1, wherein R* is selected from
i) halogen,
i) cyano,
10 i) halo-Cy.e-alkoxy,

Iv) halo-Cy-¢-alkyl,
V) Cag-cycloalkyl, and
vi) Cue-alkylcarbonylamino;
9. A compound according to claim 1, wherein R* is selected from
15 ) halo-Ci.¢-alkyl, and
i) Cs.g-cycloalkyl.
10. A compound according to claim 1, wherein R® is H.
11. A compound according to claim 1, wherein R’ is halogen.
12. A compound according to claim 1, wherein R® is selected from
20 1) H, and
i) halogen.

13. A compound according to claim 1, wherein m and n are both 2.
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15.

16.

17.
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A compound according to claim 1, wherein p is selected from zero and 1.
A compound according to claim 1, wherein p is zero.
A compound according to claim 1, wherein q is 2.
A compound according to any one of claims 1 to 14, selected from

2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-(trifluoromethyl)benzyl 4-(2-fluoro-4-
sulfamoylphenyl)piperazine-1-carboxylate;

[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridin-4-yllmethyl 4-[(4-
sulfamoylphenyl)methyl]piperidine-1-carboxylate;

[5-chloro-3-[(5-methyltetrazol-2-yl)methyl]pyridin-2-ylJmethyl 4-(2-fluoro-4-
sulfamoylphenyl)sulfonylpiperidine-1-carboxylate ;

[2-[(5-methyltetrazol-2-yl)methyl]-4-(trifluoromethyl)phenyl]methyl 4-(2-fluoro-4-

sulfamoylphenyl)sulfonylpiperidine-1-carboxylate;

2-fluoro-4-[[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperazin-1-yl]methyl]benzenesulfonamide;

3-fluoro-4-[[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperazin-1-ylJmethyl]benzenesulfonamide;

4-[[4-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperazin-1-ylJmethyl]-3-

fluorobenzenesulfonamide;

3-fluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperazine-1-carbonyl]benzenesulfonamide;

2-fluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperazine-1-carbonyl]benzenesulfonamide;

3,5-difluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperazine-1-carbonyl]benzenesulfonamide;

3-fluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperazine-1-carbonyl]benzenesulfonamide ;
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4-(4-(3-(2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-

(trifluoromethyl)phenyl)propanoyl)piperazine-1-carbonyl)benzenesulfonamide;

3-[[1-[2-cyclopropyl-6-(oxan-4-yImethoxy)pyridine-4-carbonyl]piperidin-4-ylimethyl]-4-

fluorobenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfanylbenzenesulfonamide;

3-fluoro-4-(4-(3-(2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-

(trifluoromethyl)phenyl)propanoyl)piperazin-1-yl)benzenesulfonamide;

4-[[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-
yllmethyl]benzenesulfonamide;

4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-ylJmethyl]benzenesulfonamide;

4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-2-yl]methoxy]benzenesulfonamide ;

4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-3-yl]methoxy]benzenesulfonamide;

4-(1-(3-(2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-
(trifluoromethyl)phenyl)propanoyl)piperidin-4-yl)benzenesulfonamide;

4-(4-(3-(2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-

(trifluoromethyl)phenyl)propanoyl)piperazin-1-yl)benzenesulfonamide;

4-fluoro-3-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-ylJmethyl]benzenesulfonamide;

2,3-difluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfanylbenzenesulfonamide;

2,3-difluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfinylbenzenesulfonamide;



10

15

20

25

-05-
2,3-difluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfonylbenzenesulfonamide;

2,3-difluoro-4-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfonyl]benzenesulfonamide;

2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-(trifluoromethyl)phenyl]propanoyl]piperidin-
4-yl]sulfanyl-1,3-thiazole-5-sulfonamide;

2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-(trifluoromethyl)phenyl]propanoyl]piperidin-
4-yl]sulfonyl-1,3-thiazole-5-sulfonamide;

2-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfinyl]-1,3-thiazole-5-

sulfonamide;

3-fluoro-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-ylJmethylsulfanyl]benzenesulfonamide;

3-fluoro-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-ylimethylsulfinyl]benzenesulfonamide;

3-fluoro-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-ylJmethylsulfonyl]benzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]azetidin-3-yl]sulfanylbenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]azetidin-3-yl]sulfinylbenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]azetidin-3-yl]sulfonylbenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfinylbenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfonylbenzenesulfonamide;
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3-fluoro-4-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfanyl]benzenesulfonamide;

3-fluoro-4-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfinyl]Jbenzenesulfonamide;

3-fluoro-4-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfonyl]benzenesulfonamide;

3-fluoro-4-[2-[1-[6-(2,2,2-trifluoroethoxy)-5-(trifluoromethyl)pyridine-3-

carbonyl]piperidin-4-yl]ethylsulfonyl]benzenesulfonamide;

3-fluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperazin-1-yl]sulfonylbenzenesulfonamide;

4-[[1-[2-cyclopropyl-6-(oxan-4-yImethoxy)pyridine-4-carbonyl]piperidin-4-

yl]methylsulfanyl]-3-fluorobenzenesulfonamide;

4-[[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-
yllmethylsulfinyl]-3-fluorobenzenesulfonamide;

4-[[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-

yl]methylsulfonyl]-3-fluorobenzenesulfonamide;

4-[1-(6-cyclobutyloxy-5-cyclopropylpyridine-3-carbonyl)piperidin-4-yl]sulfonyl-3-

fluorobenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]azetidin-3-yl]sulfanyl-3-

fluorobenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]azetidin-3-yl]sulfinyl-3-

fluorobenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]azetidin-3-yl]sulfonyl-3-

fluorobenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-yImethoxy)pyridine-4-carbonyl]piperidin-4-yl]sulfonyl-2,3-

difluorobenzenesulfonamide;
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4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-yl]sulfonyl-3-

fluorobenzenesulfonamide;

4-[1-[3-[4-chloro-2-[(5-methyltetrazol-2-yl)methyl]phenyl]propanoyl]piperidin-4-

yl]sulfonyl-3-fluorobenzenesulfonamide;

4-[1-[3-[4-cyano-2-[(5-methyltetrazol-2-yl)methyl]phenyl]propanoyl]piperidin-4-
yl]sulfonyl-3-fluorobenzenesulfonamide;

4-[2-[1-[2-cyclopropyl-6-(oxan-4-yImethoxy)pyridine-4-carbonyl]piperidin-4-

yl]ethylsulfanyl]-3-fluorobenzenesulfonamide;

4-[2-[1-[2-cyclopropyl-6-(oxan-4-ylImethoxy)pyridine-4-carbonyl]piperidin-4-
yl]ethylsulfinyl]-3-fluorobenzenesulfonamide;

4-[2-[1-[2-cyclopropyl-6-(oxan-4-yImethoxy)pyridine-4-carbonyl]piperidin-4-

yl]ethylsulfonyl]-3-fluorobenzenesulfonamide;

4-[2-[1-[5-cyclopropyl-6-(cyclopropylmethoxy)pyridine-3-carbonyl]piperidin-4-
yl]ethylsulfonyl]-3-fluorobenzenesulfonamide;

4-[4-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperazin-1-yl]sulfonyl-3-

fluorobenzenesulfonamide;

4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-(trifluoromethyl)phenyl]propanoyl]piperazin-
1-yl]sulfonylbenzenesulfonamide ;

5-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-(trifluoromethyl)phenyl]propanoyl]piperidin-
4-yl]sulfanylthiophene-2-sulfonamide;

5-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfonyl]thiophene-2-sulfonamide;

5-fluoro-6-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfanylpyridine-3-sulfonamide;

6-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-yl]sulfanyl-5-
fluoropyridine-3-sulfonamide;
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4-[1-[3-[4-(difluoromethoxy)-2-[(5-methyltetrazol-2-

yl)methyl]phenyl]propanoyl]piperidin-4-yl]sulfonyl-3-fluorobenzenesulfonamide;

4-[2-[1-[3-[4-(difluoromethoxy)-2-[(5-methyltetrazol-2-
yl)methyl]phenyl]propanoyl]piperidin-4-yl]ethylsulfinyl]-2,3-difluorobenzenesulfonamide;

2,3-difluoro-4-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfinyl]benzenesulfonamide;

2-[2-[1-[3-[4-(difluoromethoxy)-2-[(5-methyltetrazol-2-
yl)methyl]phenyl]propanoyl]piperidin-4-yl]ethylsulfinyl]-1,3-thiazole-5-sulfonamide;

2-[2-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]ethylsulfonyl]-1,3-thiazole-5-

sulfonamide;

(+)-3-fluoro-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfinyl]benzenesulfonamide;

(+)-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-2-yl]methoxy]benzenesulfonamide;

(+)-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-3-yl]methoxy]benzenesulfonamide;

(-)-3-fluoro-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfinyl]benzenesulfonamide;

(-)-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-2-ylJmethoxy]benzenesulfonamide;

(-)-4-[[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]pyrrolidin-3-yl]methoxy]benzenesulfonamide;

4-((4-(3-(2-((5-methyl-2H-tetrazol-2-yl)methyl)-4-
(trifluoromethyl)phenyl)propanoyl)piperazin-1-yl)methyl)benzenesulfonamide;

and pharmaceutically acceptable salts thereof.
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A compound having the formula of [5-cyano-3-(2,2-dimethylpropanoylamino)pyridin-2-
yllmethy! 4-[(4-sulfamoylphenyl)methyl]piperidine-1-carboxylate.

A compound according to any one of claims 1 to 15, selected from

3-fluoro-4-[[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperazin-1-ylJmethyl]benzenesulfonamide;

2,3-difluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfonylbenzenesulfonamide;

3-fluoro-4-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfonylbenzenesulfonamide;

3-fluoro-4-[4-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-

(trifluoromethyl)phenyl]propanoyl]piperazin-1-yl]sulfonylbenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-yl]sulfonyl-2,3-

difluorobenzenesulfonamide;

4-[1-[2-cyclopropyl-6-(oxan-4-ylmethoxy)pyridine-4-carbonyl]piperidin-4-yl]sulfonyl-3-

fluorobenzenesulfonamide;

5-fluoro-6-[1-[3-[2-[(5-methyltetrazol-2-yl)methyl]-4-
(trifluoromethyl)phenyl]propanoyl]piperidin-4-yl]sulfanylpyridine-3-sulfonamide;

and pharmaceutically acceptable salts thereof.

A process to prepare a compound according to any one of claims 1 to 16 comprising the
reaction of a compound of formula (II) in the presence of a compound of formula
(I11);

n R \6/)/n

(I (M
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wherein RY, R?, Y, W, X, m and n are as defined herein and in case Y is -(CH2)qC(O)-, -
(CH=CH),-C(0)- or -(CH=CH),-C(O)-, then G is halogen or hydroxy and in case Y is -
OC(0)-, then G is chloro.

A compound according to any one of claims 1 to 16 for use as therapeutically active

substance.

A pharmaceutical composition comprising a compound according to any one of claims 1 to
16 and a therapeutically inert carrier.

A compound according to any one of claims 1 to 16 for use in therapy.

The use of a compound according to any one of claims 1 to 16 in the preparation of a
medicament for the treatment or prophylaxis of ocular conditions selected from the group
consisting of proliferative and non-proliferative diabetic retinopathy, dry and wet age-
related macular degeneration (AMD), macular edema, central arterial /venous occlusion,

traumatic injury, and glaucoma.

*kxk





