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CLAIMS

1. A compound of Formula | or a stereoisomer, tautomer, racemic, salt, hydrate, or solvate thereof,

Wherein,
X is hydrogen or halogen;

A is =NH-C(=0)- or —C(=0)-NH-;
YisNorGC;

R® is selected from the group comprising hydrogen\Ci-z0alkyl and Cs.qscycloalkyl;

R’ is selected from the group comprising hydrogen, C \galkyl, C.0alkoxy, and halogen; and

R? is selected from the group consisting of Cq_pgalkyl, Ciogqlkenyl, Cs.aalkynyl, Cs4scycloalkyl, aryl,
heteroaryl, and Cs.igheterocyclyl; wherein said Cqpalkyl, Ci\palkenyl, Csapalkynyl, Cs4scycloalkyt,
aryl, heteroaryl, and Cjgheterocyclyl is optionally substitutex] with one or more substituents
selected from the group consisting of halo, hydroxyl, oxo, carbdgyl, amino, amido, cyano, aryl,
heteroaryl, Cs.scycloalkyl, Cssheterocyclyl, Ci.ppalkylamino, Cig&lkyl, di{Ciaoalkyl)amino, C.
scalkoxy, halo-Cqzgalkoxy, halo-Cqgealkyl, thiol, Cyzpalkylthio, carboxylid\acid, acylamino, Cysgalkyl

esters, carbamate, thioamido, urea, and sulfonamido;

or R? taken together with R’ forms a cyclic ester (lactone) comprising from 4 ¥ 9 carbon atoms in

the cyclic ester ring.

2. The compound of formula | according to claim 1, wherein;

R® is selected from the group comprising hydrogen, Cjgalkyl, and Csecycloalkyl, in p

hydrogen or C,_zalkyl; more in particular hydrogen.
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3. The compound of formula | according to claim 1, wherein;

X is halogen; more in particular fluoro;

A% ~NH-C(=0)- or ~C(=0)-NH-;

R' is selected Nfom the group comprising hydrogen, Cyealkyl, Cq.p0alkoxy, and halogen; in
particular hydrogeri, Cq.salkyl, and halogen; more in particular hydrogen, methyl, and halogen; and

R? is selected from the\group consisting of Cq_0alkyl, Cs.a0alkenyl, Cs.z0alkynyl, Cs.qscycloalkyl, aryl,
heteroaryl, and Cs.ghetelQeyclyl; wherein said Ci.oalkyl, Cs.goalkenyl, Ciaoalkynyl, Cs.qscycloalkyl,
aryl, heteroaryl, and Cs.isf¥glerocyclyl is optionally substituted with one or more substituents
selected from the group consigling of halo, hydroxyl, oxo, carbonyl, amino, amido, cyano, aryl,
heteroaryl, Cs,scycloalkyl, CiioNgterocyclyl, Cq.palkylamino, Ciealkyl, di(Cq.alkyl)amino, C.
soalkoxy, halo-Cqy0alkoxy, halo-C4.ag8lkyl, thiol, Cqsalkylthio, carboxylic acid, acylamino, C4.palkyl

esters, carbamate, thioamido, urea, andsulfonamido;

or R taken together with R' form a cyclic\gster (lactone) comprising from 4 to 9 carbon atoms in

the cyclic ester ring.

4. The compound of formula | according to claim 1, wRerein;

R' is selected from the group comprising hydrogen, C, sakyl, C.¢alkoxy, and halogen; in particular

hydrogen, Cqealkyl, and halogen; more in particular hydrogeq, methyl, and halogen.

5. The compound of formula | according to claim 1, wherein;

R' is selected from the group comprising hydrogen, Ciacalkyl, Chsoalkoxy, and halogen; in

particular hydrogen, methyl, and halogen; more in particular R'is methy! & fluoro; and

R? is selected from the group consisting of Cq0alkyl, Csp0alkenyl, Csalkyn, Cs.qscycloalkyl, aryl,
heteroaryl, and Cj.1gheterocyclyl; wherein said C,_yalkyl, is optionally substitute¥ with one or more
substituents selected from the group consisting of halo, hydroxyl, oxo, carbonyl\ amino, amido,
cyano, aryl, heteroaryl, Cigalkyl, Cj.qscycloalkyl, Cs.qsheterocyclyl, C,oalkylagino, di(Cy.
acalkyl)amino, Cj.palkoxy, halo-Cipalkoxy, halo-Cqpalkyl, thiol, Cipalkylthio, carbodxylic acid,

acylamino, Cq.poalkyl esters, carbamate, thioamido, urea, and sulfonamido;

or R? taken together with R' form a cyclic ester (lactone) comprising from 4 to 5 carbon aton¥ in

the cyclic ester ring.
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6. The compound of formula | according to claim 1, wherein one or more of the following

restrictions apply:

X is halogen; in particular fluoro;
A is —=C(=0)-NH-;

Y is C;

\is hydrogen;

R' is fluoro;
R? is selected\from the group consisting of Cjalkyl, Cjacalkenyl, Cs.oealkynyl, Ci.
sscycloalkyl, aryl, Reteroaryl, and Cj.gheterocyclyl; wherein said Cq_galkyl, Cs.pcalkenyl,
and Cs.poalkynyl is oNjonally substituted with one or more substituents selected from the
group consisting of halo\hydroxyl, oxo, carbonyl, amino, amido, cyano, aryl, heteroaryl, C..
ealkyl, Cs.qscycloalkyl, Csheterocyclyl, Ciaalkylamino, di(Cacalkyl)amino, Ci.poalkoxy,
halo-Cq.o0alkoxy, halo-Ciz0alRyl, thiol, C,.galkylthio, carboxylic acid, acylamino, Ci.xalkyl
esters, carbamate, thioamido, ubga, and sulfonamido; in particular R? is selected from the
group consisting of Cq_ppalkyl, Cs.andkenyl, Csagalkynyl, Csqscycloalkyl, aryl, heteroaryl, and
Caqgheterocyclyl; wherein said Cjodlkyl is optionally substituted with one or more
substituents selected from the group cdpsisling of halo, hydroxyl, oxo, carbonyl, amino,
amido, cyano, aryl, heteroaryl, Cs.yscycloflkyl, Cs.isheterocyclyl, Ci.alkylamino, di(Cs.
soalkyl)amino, Cialkoxy, halo-Cqgoalkoxy, Rlo-Cigalkyl, thiol, Cqalkylthio, carboxylic
acid, acylamino, Cq.a0alkyl esters, carbamate, thidgmido, urea, and sulfonamido;
R? is selected from the group consisting of Cyypalkyl, Cs.o0atkenyl, Csoalkynyl, and aryl;
wherein said Cq.ealkyl, Csapalkenyl, Cspalkynyl, and &gyl is optionally substituted with one
or more substituents selected from the group consisting\of halo, hydroxyl, oxo, carbonyl,
valkyl, Cs4gheterocyclyl, C,
halo-C,.z0alkyl, thiol, Cs.

e, thioamido, urea, and

amino, amido, cyano, aryl, heteroaryl, Cqgalkyl, Cj.15¢
zoalkylamino, di(Ci.0alkyl)amino, Ci.calkoxy, halo-Cippalko
soalkylthio, carboxylic acid, acylamino, Cq.x0alkyl esters, carbam
sulfonamido; in particular R? is selected from the group considjng of Cigalkyl, Cs
soalkenyl, Ciooalkynyl, and aryl; wherein said Cy.atkyl is optionally sulstituted with one or
more substituents selected from the group consisting of halo, hydroxW, oxo, carbonyl,
amino, amido, cyano, aryl, heteroaryl, Csscycloalkyl, Cj.igheterocyclyl, Cy.apalkylamino,
di(C4z0alkyl)amino, Cigalkoxy, halo-Cyaealkoxy, halo-Ciaealkyl, thiol, calkylthio,
carboxylic acid, acylamino, Cq.,0alkyl esters, carbamate, thioamido, urea, and sulf
R? is selected from the group consisting of Ciealkyl, Csealkenyl, Csealkynyl, ani aryl;
wherein said Cgalkyl, Cssalkenyl, Cssalkynyl, and aryl is optionally substituted with on&or
more substituents selected from the group consisting of halo, hydroxyl, oxo, carbony

amino, amido, cyano, aryl, heteroaryl, Cigalkyl, C;iscycloalkyl, Csisheterocyclyl, Ci.
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sealkylamino, di(Cq.p0alkyl)amino, Cqpalkoxy, halo-Cq.0alkoxy, halo-Cypalkyl, thiol, Cs.
soalkylthio, carboxylic acid, acylamino, C40alkyl esters, carbamate, thioamido, urea, and
sulfonamido; in particular selected from the group consisting of Cealkyl, Csealkenyl, and
Csealkynyl; wherein said Cjgalkyl, Csealkenyl, and Cjealkynyl is optionally substituted with
one or more substituents selected from the group consisting of halo, hydroxyl, oxo,

rbonyl, amino, amido, cyano, aryl, heteroaryl, Cq.salkyl, Cssscycloalkyl, Cj.4sheterocyclyl,

the group consisting of halo, hydroxyl, oxo, carbonyl, amino, amido, cyano,

Cqealkyl, Cgs4scycloalkyl, Cs.gheterocyclyl, Cqapalkylamino, di(Cq.

halo, hydroxyl, nitro, aminay cyano, aryl, heteroaryl, Cs.1scycloalkyl, C;.igheterocyclyl, C..

soalkylamino, di(Cq.palkyl)aming, Ciealkoxy, and halo-Cypealkyl; in particular from the
group consisting of cyano, Cs.ec¥cloalkyl, Cjeheterocyclyl, Cqealkoxy, di(Cqealkyl)amino,
aryl, and heteroaryl; more in particully from Cj.gheterocyclyl, and C4ealkoxy;

said one or more optional substituent\for R* are selected from Cs.1gheterocyclyl and Cy.
20alkoxy; more in particular from oxolanyl apd methoxy;
R' and R? taken together form a cyclic este\comprising 4 carbon atoms in the cyclic ester

ring.

consisting of

methyl 4-({3- [2-(aminomethyl)-5-[(3-fluoropyridin-4-yMcarbamoyl]lphenyl]phenyl}amido)
benzoate;
methyl — 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamyl]phenyl]phenyl}amido)-3-
fluorobenzoate;
methyl  4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyllpignyl]phenyl}amido)-2-
fluorobenzoate;
propyl  4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyl|phenyllamido)-3-
fluorobenzoate;
methyl  4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyllphenyllphenykamido)-2-
methylbenzoate;
propyl  4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyl]phenyl}ami
methylbenzoate;

methyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyl]phenyl}carbamoyl)

benzoate;
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* methyl 6-({3-[2-(aminomethy!)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyl]phenyl}carbamoyl)
pyridine-3-carboxylate;

2-methoxyethyl 4-({3- [2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyllphenyl}
amido)benzoate;

oxolan-2-yImethyl 4-({3- [2-(aminomethy!)-5-[(3-flucropyridin-4-yl)carbamoyl]phenyl]phenyl}

ido)benzoate;

8. A compound according t&any one of claims 1 to 7 for use as a medicine.

9. A composition comprising a coyapound as defined in any one of claims 1 to 7, for use as a

human or veterinary medicine.

10. A compound according to any one of clams 1 to 7, or a composition according to claim 9, for
use in the prevention and/or treatment of a disedse or disorder, in which ROCK is involved, such as
diseases linked to smooth muscle cell function, itfjammation, fibrosis, excessive cell proliferation,

excessive angiogenesis, hyperreactivity, barrier dysfilction, neurodegeneration, and remodeling.

11. A compound according to any one of claims 1 to 7, or a\composition according to claim 9, for

use in the prevention and/or treatment of at least one disease g disorder selected from the group
comprising eye diseases; airway diseases; throat, nose and ea diseases; intestinal diseases,

cardiovascular and vascular diseases; inflammatory diseases; neiglogical and CNS disorders:

proliferative” diseases; kidney diseases; sexual dysfunction; bone
hyperplasia, transplant rejection, spasm, hypertension, chronic obslructg bladder disease, and

allergy.

12. A compound according to any one of claims 1 to 7, or a composition accordingNo claim 9, for
use in the prevention and/or treatment of an eye disease; including but not limited to
optic neuropathy, glaucoma, degenerative retinal diseases such as macular degeneration\ retinitis
pigmentosa and inflammatory eye diseases (such as anterior uveitis, panuveitis, internigdiate
uveitis and posterior uveitis), and/or for preventing, treating and/or alleviating complications and/or

symptoms associated therewith.

jseases; benign prostatic™
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13. Use of a compound according to any one of claims 1 to 7, or a composition according to claim

9, for inhibiting the activity of at least one kinase, in vitro or in vivo.

und according to any one of claims 1 to 7, or a composition according to claim
9, for the preventior\and/or treatment of at least one disease or disorder selected from the group
10  comprising eye diseasks; airway diseases; cardiovascular and vascular diseases; inflammatory

diseases; neurological d CNS disorders: proliferative diseases; kidney diseases; sexual
dysfunction; bone diseas benign prostatic hyperplasia; transplant rejection; spasm;

hypertension; chronic obstructi¥g bladder disease; and allergy.
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CLAIMS

1. A compound of Formula I or a stereoisomer, tautomer, racemic, or salt thereof,

A R'
SRS
RaY\%HrO\Rz
X NH, O
A .
N| = O

X is hydrogen or halogen;
A is -NH-C(=0)- or —-C(=0)-NH-;
Y isNorC;

Wherein,

R’ is selected from the group consisting of hydrogen, C|alkyl and Cs.;scycloalkyl;

R! is selected from the group consisting of hydrogen, C,.xalkyl, C).20alkoxy, and halogen; and
R? is selected from the group consisting of Cjoalkyl, Csa0alkenyl, Csaoalkynyl, Cs.iscycloalkyl,
aryl, heteroaryl, and Cs oheterocyclyl; wherein said C,.palkyl, Cs.palkenyl, Csyoalkynyl, Cs.
1scycloalkyl, aryl, heteroaryl, and Cs_oheterocyclyl is optionally substituted with one or more
substituents selected from the group consisting of halo, hydroxyl, oxo, carbonyl, amino, amido,
cyano, aryl, heteroaryl, Csscycloalkyl, Cs.ioheterocyclyl, C,.palkylamino, Cjsalkyl, di(Ci.
soalkyl)amino, Cjpalkoxy, halo-C|ypalkoxy, halo-C,alkyl, thiol, Cj.palkylthio, carboxylic
acid, acylamino, C; yalkyl esters, carbamate, thioamido, urea, and sulfonamido;

or R? taken together with R' forms a cyclic ester (lactone) comprising from 4 to 9 carbon atoms

in the cyclic ester ring.

2. The compound according to claim 1 wherein R’ is selected from the group consisting of

hydrogen, C;alkyl, and Cs¢cycloalkyl.
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3. The compound according to claim 1 wherein

X is halogen;

A is -NH-C(=0)- or -C(=0)-NH-;

Y isNorC;

R® is selected from the group consisting of hydrogen, Ci.palkyl, and Cs.jscycloalkyl; R' is
selected from the group consisting of hydrogen, C)0alkyl, C;alkoxy, and halogen; and R? is
selected from the group consisting of Cj.palkyl, Cs.poalkenyl, Csz0alkynyl, Cs.scycloalkyl, aryl,
heteroaryl, and Cs.ioheterocyclyl; wherein said Cj.palkyl, Cs.poalkenyl, Csyealkynyl, Cs.
iscycloalkyl, aryl, heteroaryl, and Cs_joheterocyclyl is optionally substituted with one or more
substituents selected from the group consisting of halo, hydroxyl, oxo, carbonyl, amino, amido,
cyano, aryl, heteroaryl, Cs.jscycloalkyl, Cs gheterocyclyl, C;palkylamino, Ci.salkyl, di(C;.
soalkyl)amino, Cjjealkoxy, halo-Cj.goalkoxy, halo-Cjpoalkyl, thiol, Cj.pealkylthio, carboxylic
acid, acylamino, C.yoalkyl esters, carbamate, thioamido, urea, and sulfonamido;

or R? taken together with R' form a cyclic ester (lactone) comprising from 4 to 9 carbon atoms in

the cyclic ester ring.

4. The compound according to claim 1, wherein R' is selected from the group consisting of

hydrogen, C;.alkyl, C; ¢alkoxy, and halogen.

5. The compound according to claim 1, wherein;

R! is selected from the group consisting of hydrogen, C,_y0alkyl, C;.y0alkoxy, and halogen; and
R? is selected from the group consisting of Cagalkyl, Cyapalkenyl, Cyagalkynyl, Cijscycloalkyl,
aryl, heteroaryl, and Cs.jgheterocyclyl; wherein said C_yalkyl, is optionally substituted with one
or more substituents selected from the group consisting of halo, hydroxyl, oxo, carbonyl, amino,
amido, cyano, aryl, heteroaryl, C,¢alkyl, Cs_scycloalkyl, Cs_sheterocyclyl, Cjjpalkylamino,
di(CjqalkyDamino, Cjaoalkoxy, halo-C,yalkoxy, halo-Ciypalkyl, thiol, Cjealkylthio,
carboxylic acid, acylamino, C.palkyl esters, carbamate, thioamido, urea, and sulfonamido;

or R? taken together with R' form a cyclic ester (lactone) comprising from 4 to 5 carbon atoms in

the cyclic ester ring.
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6. The compound according to claim 1, wherein:

X is halogen;

A is ~C(=0)-NH-;

Y is C;

R? is hydrogen;

R! is selected from the group consisting of hydrogen, C,.y0alkyl, and halogen; or

R' is hydrogen; or

R' is fluoro;

R? is selected from the group consisting of Cjqealkyl, Csapalkenyl, Csaealkynyl, Cs.
1scycloalkyl, aryl, heteroaryl, and Cs.oheterocyclyl; wherein said Cy_palkyl, Cs.o0alkenyl,
and Cjalkynyl is optionally substituted with one or more substituents selected from the
group consisting of halo, hydroxyl, oxo, carbonyl, amino, amido, cyano, aryl, heteroaryl,
Ciealkyl, Csjscycloalkyl, Cs_jgheterocyclyl, Cjapalkylamino, di(Cjaealkyl)amino, Ci.
soalkoxy, halo-Cjyoalkoxy, halo-Cgalkyl, thiol, Cjgealkylthio, carboxylic acid,
acylamino, Cyyalkyl esters, carbamate, thioamido, urea, and sulfonamido; or

R? is selected from the group consisting of Cy.0alkyl, Cs.p0alkenyl, Cs0alkynyl, and aryl;
wherein said C_galkyl, Cs0alkenyl, Csaoalkynyl, and aryl is optionally substituted with
one or more substituents selected from the group consisting of halo, hydroxyl, oxo,
carbonyl, amino, amido, cyano, aryl, heteroaryl, Cjsealkyl, Csiscycloalkyl, Cs.
isheterocyclyl, Cyppalkylamino, di(Coalkyl)amino, Cy.apalkoxy, halo-C.yalkoxy, halo-
Cigalkyl, thiol, C;palkylthio, carboxylic acid, acylamino, C, yalkyl esters, carbamate,
thioamido, urea, and sulfonamido; or

R? is selected from the group consisting of C;salkyl, Csealkenyl, Cs¢alkynyl, and aryl;
wherein said Cjalkyl, Cssalkenyl, Csgalkynyl, and aryl is optionally substituted with
one or more substituents selected from the group consisting of halo, hydroxyl, oxo,
carbonyl, amino, amido, cyano, aryl, heteroaryl, Cisalkyl, Cs.scycloalkyl, Cs.
ioheterocyclyl, Cj.ppalkylamino, di(Cj.a0alkyl)amino, Ci.apalkoxy, halo-C.yalkoxy, halo-
Cip0alkyl, thiol, C;palkylthio, carboxylic acid, acylamino, C,alkyl esters, carbamate,

thioamido, urea, and sulfonamido;
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e said one or more optional substituents for R? are selected from the group consisting of
halo, hydroxyl, nitro, amino, cyano, aryl, heteroaryl, Cs_jscycloalkyl, Cs.joheterocyclyl,
Cioalkylamino, di(Cj.0alkyl)amino, C;alkoxy, and halo-C).yealkyl; or

e said one or more optional substituents for R? are selected from Cj.jsheterocyclyl and C;.
soalkoxy; or

o R!and R? taken together form a cyclic ester comprising 4 carbon atoms in the cyclic ester

ring.

7. The compound according to claim 1, selected from the group consisting of

o methyl 4-({3- [2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl }amido) benzoate;

o methyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl }amido)-3-fluorobenzoate;

o methyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl}amido)-2-fluorobenzoate;

o propyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl}amido)-3-fluorobenzoate;

o methyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yDcarbamoyl]phenyl])phenyl }amido)-2-methylbenzoate;

o propyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl }amido)-2-methylbenzoate;

e methyl 4-({3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-
yhcarbamoyl]phenyl]phenyl}carbamoyl) benzoate:

e methyl 6-({3-[2-(aminomethy!)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl}carbamoyl) pyridine-3-carboxylate;

o 2-methoxyethyl 4-({3- [2-(aminomethyl)-5-[(3-fluoropyridin-4-
yDcarbamoyl]phenyl]phenyl} amido)benzoate;

e oxolan-2-ylmethyl 4-({3- [2-(aminomethyl)-5-[(3-fluoropyridin-4-
yl)carbamoyl]phenyl]phenyl} amido)benzoate;
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e 4-(aminomethyl)-N-(3-fluoropyridin-4-yl)-3-{3-[(1-oxo0-1,3-dihydro-2-benzofuran-5-yl)
carbamoyl]phenyl} benzamide; and
e N-{3-[2-(aminomethyl)-5-[(3-fluoropyridin-4-yl)carbamoyl]phenyl]phenyl}-1-ox0-1,3-

dihydro-2-benzofuran-5-carboxamide.

9. A pharmaceutical composition comprising a compound as defined in claim 1 and one or more

pharmaceutically acceptable carriers, diluents or excipients.



