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CLAIMS
1. A compound of formula (I), or a pharmaceutically acceptable salt thereof
NC
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wherein

A is selected from the group consisting of

* N—N ‘N \ * N———ri
Voo W)
#
Q \N \N
10 wherein the nitrogen atom designated with the asterisk * is bound to the 4-

cyanophenyl group and the carbon atom designated with # is bound to the carbon atom of
the 2-0x0-2,3-dihydroimidazole ring;

X is selected from the group consisting of
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or is selected from the group consisting of

j § s Ry
A “\%f" - Ry m\| o ’
Ry
el aIld Ry
5 Ru is selected from the group consisting of

n n Rb\ n
Rs * Re—N * Ra“N*’ *
R7 m R7 m R7

n is an integer from 1 to 4;
m is 0 or an integer from 1 to 4;
tis 0 or an integer from 1 to 4;
10 y is an integer from 1 to 4;
w is an integer from 1 to 4;
zisOorl;
lisOor1;
Rz is-H or linear or branched -(C;i-Cs)alkyl;
15 R3 is linear or branched -(Ci-Cs)alkyl or Rz and R3 may form together a cycloalkyl;
R4 is selected from the group consisting of -arylene-(Ci-Cs)alkylene-NR4Re,
-arylene-(C1-Cs)alkylene-N*RaRpRe, -heteroarylene-(Ci-Cs)alkylene-NRyRe,

-heteroarylene-(Ci-Cs)alkylene-N*RaRpRc and heteroaryl, wherein any of such arylene-
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(C1-Cs)alkylene-NRgRe, -arylene~(C1-Cs)alkylene-N"RaRsRe, -heteroarylene-(Ci-

Cs)alkylene-NRgRe, -heteroarylene-(Ci-Cs)alkylene-N"RaRyRe and heteroaryl may be

optionally substituted by one or more -(Ci-Cs)alkyl or Rs is selected from the group

consisting of
Re

R Ry |
TQ S\O \O

5 0 o
Rs is selected from the group consisting of aryl-(Ci-Cq)alkylenoxy-, linear or
branched (Ci-Cs)alkyl-OC(0)-NH-, -(CH2)-N'RaRsRc, -C(O)-N(Ri0)(Ci-Cs)alkylene-
NR4Re, -C(O)N(R10)(C1-Cs)alkylene-N"RaRsRe, -C(0)O(C;-Cs)alkylene-NRaRe,
-C(0)O(Ci-Cs)alkylene-N"RaRoRe, -(CH2)INHC(0O)~(C1-Cy)alkylene-NRaRe,
10 (CHz)tNHC(O) -(C1-Cs)alkylene-N* RaRoRe, or is selected from a group consisting of

Ra
.
/ Ry
N \ﬂ/ *
0
Rm R1o
l +
Y b
Re

R is selected from the group consisting of aryl-(Ci-Cs)alkylene-OCO-, CF5C(O)-,

aryl-(C1-Cs)alkylene, linear or branched (Ci-Ci)alkyi-OC(O)-, -C(O)-(Ci-Cs)alkylene-
yl-(C1-Ca)alky y
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NR4Re, -C(0)~(C1-Cq)alkylene-N"RaRpRc, -C(0)O-(Ci-Cs)alkylene-NRaRe, -C(0)O-(C;-
Cyalkylene-N*RaRpRo -C(0)-N(R10)(C1-Cs)alkylene-NRyR,
-C(O)N(R10)(Ci-Cs)alkylene-N"RaRpRc;

Rais -(C1-Cy)alkyl;

Ry is ~(C1-Cy)alkyl;

Rc is selected from -(Ci-Cslalkyl, aryl-(€i-Ci)alkylene and heteroaryl-(Ci-
Ca)alkylene, wherein said heteroaryl-(Ci-Cs)alkylene may be optionally substituted by one
or more -(C;-Cqs)alkyl groups;

Rais —H or -(C1-Ca)alkyl;

Reis —H or -(C1-Cy)alkyl;

R7is -H or -(C1-Cs)alkyl;

Rsis -H or -(C1-Cy)alkyl;

Rois selected from the group consisting of heterocycloalkyl, heterocycloalkyl-(Ci-
Cy)alkylene-, (Ci-Cq)alkylene-NRgRe and (Ci-Cs)alkylene-N"RaRpRc;

Ruois -H or -(Ci-Ca)alkyl;
wherein any of such heterocycloalkyl, aryl, heteroaryl and aryl-(C;-Cs)alkylene may be
optionally substituted by one or more groups independently selected from (Ci-Ca)alkyl and

OR7 and wherein the nitrogen atom in the heterocycloalkyl and heteroaryl groups may be

quaternized.
2. A compound as claimed in claim 1, wherein A is
i R
/A
# Q‘\x/}
X is
Rg—< 4"
Mk

nis 2 or 3; m is 0 or 2; Ryis —H; Rsis selected from aryl-(Ci-Cas)alkylenoxy-, linear or
branched (C1-Cs)alkyl-OC(O)-NH, C(O)O(Ci-Cs)alkylene-N*RaRpRe, -(CH2)NHC(O)-
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(C1-Ca)alkylene-NRgRe, -(CH2)INHC(O)-(Ci-Cs)alkylene-N* RaRpRc and -C(O)N(R10)(C1-
Cy)alkylene-N"RaRsR. - wherein t is 0 or 1, Ra and R are independently ~(C1-Cs)alkyl, Re
is selected from -(C;-Cyq)alkyl, heteroaryl-(Ci-Cs)alkylene and aryl-(C;-Cys)alkylene, Raand
Re are independently -(C1-Cs)alkyl, Riois -H or -(Ci-Cy)alkyl.

5 3. A compound as claimed in claim 1, wherein, A is
¥ Ny
7 3
# i"'x ‘;é
Sy
X is

{ m Ry

nis1or2;mis1or2; Ryis—H; Rsis -(CH2):-N"RaRsRc, wherein tis 0 or 1, Ra and Ry are
10 independently -(C1-Cy)alkyl, Re is selected from -(C1-Ca)alkyl,
heteroaryl-(C1-Cy)alkylene and aryl-(Ci-Ca)alkylene.

4. A compound as claimed in claim 1, wherein A is

15
nis2; mis2; R7is —H; Rsis

Rais -(C1-Ca)alkyl; Rbis -(Ci1-Cq)alkyl; Riois -H or -(Ci-Cy)alkyl.

20 5. A compound as claimed in claim 1, wherein A is
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nis2; mis2; R7is—H; Rsis
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Rais -(Ci-Ca)alkyl; Rpis ~(C1-Ca)alkyl; Reis selected from -(Ci-Cyalkyl.

6. A compound as claimed in claim 1, wherein A is

* ;ﬁmmﬁ\
' W
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4]

n is 2; m is 2; R7is —H or -(C1-Cs)alkyl; Re s selected from aryl-(Ci1-Ca)alkylenoxy-, aryl-
(Ci-Cy)alkylene-OCO-,  CF3C(0)-, -C(O)-(Ci-Cy)alkylene-NRgRe,  -C(O)O-(Ci-

15  Cs)alkylene-N'RaRpRe,  -C(O)N(Ri0)(C1-Cs)alkylene-N'RaRpRe, and  -C(O)-(Ci-
Cy)alkylene-N"R.RyR. wherein Rais —H or -(Ci-Cs)alkyl; Reis —H or -(C1-Ca)alkyl, Rais
-(C1-Cqalkyl; Rp is -(Ci-Cslalkyl; Re is selected from -(Ci-Cs)alkyl; Rio is -H or
-(C1-Ca)alkyl.

7. A compound as claimed in claim 1, wherein A is
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MR
nis1or2;mis2; R7is -H or -(C1-Cs)alkyl; Raand Ry are independently -(C1-Cq)alkyl.
8. A compound as claimed in claim 1, wherein a compound of the invention is selected
in the group consisting of
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid trans-(4-dimethylaminomethyl-cyclohexyl)-
amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid ((1S,25)-2-benzyloxy-cyclopentyl)-amide;
4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-piperidine-1-carboxylic acid benzyl
ester;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [1-(2,2,2-trifluoro-acetyl)-piperidin-4-yl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid ((S)-1-pyridin-4-yl-ethyl)-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid ((R)-1-pyridin-4-yl-ethyl)-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-oxo-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [3-(4-methoxy-benzyl)-3-aza-bicyclo[3.1.0]hex-
6-yl]-amide;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-

phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-cyclohexyl)-carbamic acid tert-butyl
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ester;
5-[2~(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid (trans-4-dimethylamino-cyclohexyl)-amide;
(3aS,5R,6aR)-5-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-oxo0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -hexahydro-
cyclopenta[c]pyrrole-2-carboxylic acid tert-butyl ester
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [(S)-1-methyl-2-(4-methyl-piperazin-1-yl)-2-
oxo-ethyl]-amide;
(3aR,58S,6aS)-5-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -hexahydro-
cyclopenta[c]pyrrole-2-carboxylic acid tert-butyl ester
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic ~ acid  [(S)-1-(1-methyl-piperidin-4-ylcarbamoyl)-
ethyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [(S)-1-(4-dimethylaminomethyl-phenyl)-ethyl]-
amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [1-(3-dimethylamino-propionyl)-piperidin-4-yl}-
amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-o0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [(S)-1-(5-dimethylaminomethyl-oxazol-2-yl)-
ethyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-o0xo0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [l-(2-dimethylamino-acetyl)-piperidin-4-yl]-
amide;

5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
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2,3-dihydro-imidazole-1-carboxylic acid {(S)-1-[methyl-(1-methyl-piperidin-4-ylmethyl)-
carbamoyl]-ethyl } -amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-o0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid  [(S)-2~(4-dimethylamino-piperidin-1-yl)-1-
methyl-2-oxo-ethyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic ~ acid  {(S)-1- [(2-dimethylamino-ethyl)-methyl—
carbamoyl]-ethyl }-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [(S)-1-(5-dimethylaminomethyl-oxazol-2-yl)-2-
methyl-propyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [(S)-1-(5-dimethylaminomethyl-oxazol-2-yl)-
propyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic =~ acid  [1-(5-dimethylaminomethyl-oxazol-2-yl)-
cyclopropyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [1-(5-dimethylaminomethyl-oxazol-2-yl)-1-
methyl-ethyl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic acid [1-(2-dimethylamino-acetyl)-4-methyl-piperidin-
4-yl]-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-

2,3-dihydro-imidazole-1-carboxylic =~ acid  [trans-4-(2-dimethylamino-acetylamino)-
cyclohexyl}-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-phenyl)-

2,3-dihydro-imidazole-1-carboxylic ~ acid  {trans-4-[(2-dimethylamino-acetylamino)-
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methyl]-cyclohexyl }-amide;
5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-trifluoromethyl-phenyl)-
2,3-dihydro-imidazole-1-carboxylic ~ acid  {(S)-1-[methyl-(1-methyl-piperidin-4-yl)-
carbamoyl]-ethyl}-amide;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -cyclohexylmethyl)-trimethyl-
ammonium benzene sulfonate;
Benzyl-(trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -cyclohexylmethyl)-
dimethyl-ammonium bromide;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -cyclohexylmethyl)-ethyl-dimethyl-
ammonium benzene sulfonate;
4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-1,1-dimethyl-piperidinium
benzenesulfonate;
(R)-3-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-1,1-dimethyl-pyrrolidinium
benzenesulfonate;
(S)-3-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-1,1-dimethyl-pyrrolidinium
benzenesulfonate;
4-(1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -ethyl)-1,1-dimethyl-piperidinium
benzene sulfonate;
(18,3R,5R)-3-{[5-[2-(4-Cyano-pheny!)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -8,8-dimethyl-8-

azonia-bicyclo[3.2.1]octane benzene sulfonate;
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(3aS,5R,6aR)-5-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluioromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-2,2-dimethyl-
octahydro-cyclopenta[c]pyrrolium benzene sulfonate;
4-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -ethyl)-1-methyl-pyridinium benzene
sulfonate;
(1R,38,55)-3-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-8,8-dimethyl-8-
azonia-bicyclo[3.2.1]octane benzene sulfonate;
4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0xo0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-1,1-diethyl-piperidinium benzene
sulfonate;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-cyclohexyl)-trimethyl-ammonium
benzene sulfonate;
4-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-o0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} —efhyl)-l -ethyl-pyridinium  benzene
sulfonate;
Benzyl-(trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole- 1-carbonyl]-amino } -cyclohexyl)-
dimethyl-ammonium bromide;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-cyclohexyl)-ethyl-dimethyl-
ammonium benzene sulfonate;
(Cis-  4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-o0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -cyclohexyl)-trimethyl-ammonium
benzene sulfonate;

Benzyl-(cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-0x0-3-(3-
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trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-cyclohexyl)-
dimethyl-ammonium bromide;
4-(1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-1-methyl-ethyl)-1-methyl-pyridinium
benzene sulfonate;
(Cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -cyclohexyl)-ethyl-dimethyl-
ammonium benzene sulfonate;
1-Benzyl-4-((S)-2-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -propionyl)-1-methyl-
piperazin-1-ium bromide;
4-((S)-2-{[5-[2-(4-Cyano-phenyl)-2H-pyrazoi-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-propionyl)-1,1-dimethyl-piperazin-1-
ium benzene sulfonate;
2-{[5- [2—(4-Cyén0-phenyl)-2H-pyrazol-3 -y1]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-7,7-dimethyl-7-azonia-
spiro[3.5]nonane benzene sulfonate;
4-((R)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1~carbonyl]-amino } -ethyl)-1-methyl-
pyridinium benzene sulfonate;
(Cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -cyclohexylmethyl)-trimethyl-
ammonium benzene sulfonate;
Benzyl-(cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino } -cyclohexylmethyl)-
dimethyl-ammonium bromide;
(Cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-

phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -cyclohexylmethyl)-ethyl-dimethyl-
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ammonium benzene sulfonate;
(3aR,58,6a8)-5-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-2,2-dimethyl-
octahydro-cyclopenta[c]pyrrolium benzene sulfonate;
4-((S)-2-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino } -propionylamino)-1,1-dimethyl-
piperidinium benzene sulfonate;
[4-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -ethyl)-benzyl]-
trimethyl-ammonium benzene sulfonate;
[4-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -ethyl)-benzyl]-
trimethyl-ammonium benzene sulfonate;
[5-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -ethyl)-
[1,2,4]oxadiazol-3-ylmethyl]-trimethyl-ammonium benzene sulfonate;
[2-(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -piperidin-1-y1)-2-oxo-ethyl]-
trimethyl-ammonium benzene sulfonate;
4-{[((S)-2-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -propionyl)-methyl-
amino]-methyl}-1,1-dimethyl-piperidinium benzene sulfonate;
[5-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -ethyl)-
[1,3,4]oxadiazol-2-ylmethyl]-trimethyl-ammonium benzene sulfonate;
[2-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino } -ethyl)-oxazol-5-

ylmethyl]-trimethyl-ammonium benzene sulfonate;
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[3-(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -piperidin-1-yl)-3-oxo-propyl]-
trimethyl-ammonium benzene sulfonate;
9-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-3,3-dimethyl-3-azonia-
spiro[5.5]undecane benzene sulfonate;
(Cis-3-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-cyclobutylmethyl)-trimethyl-
ammonium benzene sulfonate;
(Trans-3-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-cyclobutylmethyl)-trimethyl-
ammonium benzene sulfonate;
[1-((S)-2-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifltuoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -propionyl)-piperidin-
4-yl]-trimethyl-ammonium benzene sulfonate;
Benzyl-[1-((S)-2-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-propionyl)-piperidin-
4-yl]-dimethyl-ammonium bromide;
{2-[((S)-2-{[5-]2~(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -propionyl)-methyl-
amino]-ethyl }-trimethyl-ammonium benzene sulfonate;
(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino }-cyclohexyl)-dimethyl-
[1,2,4]oxadiazol-3-ylmethyl-ammonium chloride;
[2-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -2-methyl-propyl)-
oxazol-5 -ylmethyl]-trimethyl-ammonium benzene sulfonate;

[2-((S)-1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
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trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino }-propyl)-oxazol-5-
ylmethyl]-trimethyl-ammonium benzene sulfonate;
(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino } -cyclohexyl)-dimethyl-(5-methyl-
isoxazol-3-ylmethyl)-ammonium chloride;
(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -cyclohexyl)-(2,5-dimethyl-2H-
pyrazol-3-ylmethyl)-dimethyl-ammonium chloride;
{2-[(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -
cyclohexanecarbonyl)-amino]-ethyl} -trimethyl-ammonium benzene sulfonate
[2-(1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl}-amino} - 1-methyl-ethyl)-oxazol-5-ylmethyl]-
trimethyl-ammonium benzene sulfonate;
[2-(1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -cyclopropyl)-oxazol-5-ylmethyl]-
trimethyl-ammonium benzene sulfonate;
{2-[(Cis-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-
cyclohexanecarbonyl)-amino]-ethyl } -trimethyl-ammonium benzene sulfonate;
{2-[(Cis-3-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -
cyclobutanecarbonyl)-amino]-ethyl} -trimethyl-ammonium benzene sulfonate;
[2~(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -
cyclohexanecarbonyloxy)-ethyl]-trimethyl-ammonium benzene sulfonate;
{2-[(Trans-3-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-

trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -



10

15

20

25

WO 2017/207430 PCT/EP2017/062754

116

cyclobutanecarbonyl)-amino]-ethyl }-trimethyl-ammonium benzene sulfonate;
[2-(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -4-methyl-piperidin-1-yl)-2-oxo-
ethyl]-trimethyl-ammonium benzene sulfonate;
+[2-(1-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -ethyl)-thiazol-4-ylmethyl]-trimethyl-
ammonium benzene sulfonate;
{[(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-oxo0-3-(3- -
trifluoromethyl-phenyl)-2,3-dihydro-imidazole- 1-carbonyl]-amino } -cyclohexylmethyl)-
carbamoyl]-methyl }-trimethyl-ammonium benzene sulfonate;
[(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-0x0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -
cyclohexylcarbamoyl)-methyl]-trimethyl-ammonium benzene sulfonate;
[1-(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl}-4-methyl-2-ox0-3-(3-
trifluoromethyl-pheny!)-2,3-dihydro-imidazole-1-carbonyl]-amino}-
cyclohexanecarbonyl)-piperidin-4-yl]-trimethyl-ammonium benzene sulfonate;
{2-[(Trans-4-{[5- [2—(4-cyano-phenyl)—2H—pyfazol—3 -yl}-4-methyl-2-0x0-3-(3-
trifltuoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -
cyclohexanecarbonyl)-methyl-amino]-ethyl } -trimethyl-ammonium benzene sulfonate;
4-[(Trans-4-{[5-[2-(4-cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino}-
cyclohexanecarbonyl)-amino]-1,1 -dimethyl-piperidinium benzene sulfonate;
4-[((S)-2-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-ox0-3-(3-
trifluoromethyl-phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino } -propionyl)-methyl-
amino]-1,1-dimethyl-piperidinium benzene sulfonate;
{2-[(8-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole-1-carbonyl]-amino} -piperidine-1-carbonyl)-amino]-

ethyl}-trimethyl-ammonium benzene sulfonate;
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[2-(4-{[5-[2-(4-Cyano-phenyl)-2H-pyrazol-3-yl]-4-methyl-2-0x0-3-(3-trifluoromethyl-
phenyl)-2,3-dihydro-imidazole- 1-carbonyl]-amino } -piperidine-1-carbonyloxy)-ethyl]-
trimethyl-ammonium benzene sulfonate;
[2-(4-{[1-(4-Cyano-phenyl)-5'-methyl-2'-0x0-1'-(3-triflaoromethyl-phenyl)-1',2'-dihydro-
1H-[2,4"]biimidazolyl-3'-carbonyl]-amino}-piperidin-1-yl)-2-oxo-ethyl]-trimethyl-
ammonium benzene sulfonate.
9. A pharmaceutical composition comprising a compound as claimed in any of claims
1 to 8 and a pharmaceutically acceptable carrier or excipient.
10. A pharmaceutical composition as claimed in claim 9 which is adapted for oral
administration or administration by the pulmonary route.
11. A compound as claimed in any one of claims 1 to 8 for use in the treatment of a
disease or condition in which HNE is implicated.
12. A compound for use according to claim 11, wherein the disease or condition is
chronic 7;)t;structive pulmonary disease (COPD), bronchiectasis, chronic bronchitis, lung
fibrosis, pneumonia, acute respiratory distress syndrome (ARDS), pulmonary emphysema,
smoking-induced emphysema or cystic fibrosis.
13. A compound for use according to claim 11, wherein the disease or condition is
asthma, rhinitis, psoriasis, atopic dermatitis, non-atopic dermatitis, Crohn’s disease,
ulcerative colitis, or irritable bowel disease.
14. A method of treatment of a disease or condition in which HNE is implicated,
comprising administering to a subject suffering such disease an effective amount of a

compound as claimed in any one of claims 1 to 8.



