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Y3 represents -CH-; 

Y4 represents -CH- or -N-. 

 

More preferred compounds of the invention include those in which: 

R1 represents a C1-3 alkyl group (such as methyl, ethyl, propyl (e.g. n-propyl)), 5 

optionally substituted by up to three fluorine atoms (e.g. CH2CF3 or -CH2CH2CH2F); 

R2 and R3 independently represent methyl or ethyl or, more preferably, H; 

R4 represents a C1-4 alkyl group (such as methyl, ethyl, propyl (e.g. n-propyl) or butyl 

(e.g. n-butyl)), optionally substituted, or more preferably terminated, by up to three 

fluorine atoms; or a C1-2 alkoxy-C1-3 alkyl group, optionally substituted, or more 10 

preferably terminated, by up to three fluorine atoms; phenyl; C1-2 alkylaryl (e.g. C1-2 

alkylphenyl); or C1-2 alkylheteroaryl (e.g. C1-2 alkylthiophenyl); 

R6 represents butyl, more preferably isobutyl, optionally substituted or more preferably 

terminated by up to three fluorine atoms. 

 15 

Particularly preferred compounds of the invention include those in which: 

R1 represents ethyl or, more preferably, methyl; 

R2 represents methyl or, more preferably, H; 

R3 represents H; 

R4 represents an ethyl, propyl (e.g. n-propyl) or butyl (e.g. n-butyl) group, optionally 20 

substituted, or more preferably terminated, by up to three fluorine atoms; a  

C1-2 alkoxy-C1-2 alkylgroup, such as a methoxyethyl group, optionally substituted, or 

more preferably terminated, by up to three fluorine atoms; phenyl; benzyl; thiophen-

2-ylmethyl; or  pyridine-2-ylmethyl; 

R5 represents H; 25 

R6 represents butyl, more preferably isobutyl; 

Y1 represents -CF- or, more preferably, -CH-; 

Y2, Y3 and Y4 all represent -CH-. 

 

Thus, particular preferred compounds of the invention that may be mentioned include  30 

1-benzyl-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2 

thienylsulfonyl)urea,  

3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea,  

3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-35 

(3,3,3-trifluoropropyl)urea, 

1-butyl-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-

thienylsulfonyl)urea, 
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3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

(4,4,4-trifluorobutyl)urea, 

1-benzyl-3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)urea, 

3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-5 

(2-methoxyethyl)urea, 

3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 

and pharmaceutically-acceptable salts thereof. 

  10 

Further preferred compounds of the invention that may be mentioned include 

3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea, 

1-benzyl-3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)urea, 15 

3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-[(2-pyridyl)methyl]urea, 

1-benzyl-3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-20 

thienylsulfonyl)-1-[(2-pyridyl)methyl]urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-[(1-methyl-1H-imidazol-2-yl)methyl]urea, 25 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-[2-(1H-imidazol-4-yl)ethyl]urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-methyl-1-[(2-pyridyl)methyl]urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-30 

thienylsulfonyl)-1-(4,4,4-trifluorobutyl)urea, 

3-(5-isobutyl-3-{5-[(2-methyl-1H-imidazol-1-yl)methyl]-2-pyridyl}-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 

3-(5-isobutyl-3-{2-[(2-methyl-1H-imidazol-1-yl)methyl]-5-pyrimidinyl}-2-

thienylsulfonyl)-1-(2-methoxyethyl)urea, 35 

3-(5-isobutyl-3-{2-[(2-methyl-1H-imidazol-1-yl)methyl]-5-pyrimidinyl}-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea,
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1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-

methylpropyl)thiophen-2-yl]sulfonyl}-3-(3,3,3-trifluoropropyl)urea, 
1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-

methylpropyl)thiophen-2-yl]sulfonyl}-3-(4,4,4-trifluorobutyl)urea, 
1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-5 

methylpropyl)thiophen-2-yl]sulfonyl}-3-propylurea, 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-propoxyurea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2,2,2-

trifluoroethyl)-2-thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, and 10 

3-(3-{3,5-difluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea,  

and pharmaceutically-acceptable salts thereof. 

 

IUPAC names were generated from the program Chemdoodle 8.1.0. 15 

 

More preferred compounds of the invention include the compounds of the examples 

described hereinafter. 

 

Compounds of formula I may be made in accordance with techniques well known to 20 

those skilled in the art, for example as described hereinafter. 

 

According to a further aspect of the invention there is provided a process for the 

preparation of a compound of formula I, which process comprises: 

 25 

(i) Reaction of a compound of formula II, 

 

 

 

 30 

 

 

 

 

 35 
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Compounds of the Invention 

 

Compounds were prepared in accordance with the following synthetic scheme, which  

shows the synthesis of 1-benzyl-3-[[5-isobutyl-3-[4-[(2-methylimidazol-1-

yl)methyl]phenyl]-2-thienyl]sulfonyl]urea (Example 1): 5 

 

 
 

 

 10 

Example 1 

1-Benzyl-3-[[5-isobutyl-3-[4-[(2-methylimidazol-1-yl)methyl]phenyl]-2-

thienyl]sulfonyl]urea 

 

(a) N-tert-butyl-5-isobutyl-3-[4-[(2-methylimidazol-1-yl)methyl]phenyl]thiophene-2-15 

sulfonamide 

1-[(4-Bromophenyl)methyl]-2-methyl-imidazole (1.25 g; 5 mmol; prepared using 

procedures similar to literature for 1-[(4-bromophenyl)methyl]-2-methyl-imidazole 

(see e.g. international patent application WO 2002/096883)), 5-isobutyl-2-(tert-

butylaminosulfonyl)-3-thiopheneboronic acid (1.59 g; 5 mmol; prepared as described 20 

in international patent application WO 2002/096883), K2CO3 (2.06 g; 15 mmol) and 

Pd(PPh3)4 (144 mg; 120 µmol) were added to dioxane (100 mL) and water (10 mL).  

The mixture was heated to 95°C overnight under a nitrogen atmosphere.  Most of the 

solvent was evaporated.  Water was added (50 mL) and the product was extracted 
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Example 2 

3-(5-isobutyl-3-{p-[(2-Methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea 

 

The title compound was prepared as described in Example 1, using 2-5 

aminomethylpyridine in the final step.  

 
1H-NMR (CDCl3): 0.96 (d, 6H), 1.91 (m, 1H), 2.66 (d, 2H), 2.74 (s, 3H), 4.70 (s, 2H), 

5.37 (s, 2H), 6.73 (s, 1H), 7.21 (s, 1H), 7.28 (d, 2H), 7.41 (s, 1H), 7.53 (d, 2H), 7.76 

(m, 1H), 7.89 (m, 1H), 8.30 (m, 1H), 8.70 (m, 1H). 10 

 

MS (M+H+): experimental 524.1774 calculated 524.1790. 

  

Example 3 

3-(5-isobutyl-3-{p-[(2-Methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-15 

(3,3,3-trifluoropropyl)urea 

 

The title compound was prepared as described in Example 1, using 3,3,3-

trifluoropropyl-amine in the final step.  

 20 

MS (M+H+): experimental 529.1552 calculated 529.1555. 

  

Example 4  

1-Butyl-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-

thienylsulfonyl)urea 25 

 

The title compound was prepared as described in Example 1, using 1-aminobutane in 

the final step. 

  

MS (M+H+): experimental 489.1999 calculated 489.2078. 30 

 

Example 5  

3-(5-isobutyl-3-{p-[(2-Methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

(4,4,4-trifluorobutyl)urea 

 35 

The title compound was prepared as described in Example 1, using 4,4,4-trifluorobutyl-

amine in the final step.  
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1H-NMR (CDCl3): 0.95 (d, 6H), 1.61 (m, 2H), 1.86-2.02 (m, 3H), 2.56 (s, 3H), 2.65 

(d, 2H), 3.11 (m, 2H), 6.70 (s, 2H), 7.05 (b, 1H), 7.11-7.13 (b, 3H), 7.50 (d, 2H). 

 

MS (M+H+): experimental 543.1727 calculated 543.1711. 

  5 

Example 6 

1-Benzyl-3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)urea 

 

The title compound was prepared as described in Example 1 except that 1-[(4-bromo-10 

phenyl)methyl]-2-ethyl-imidazole was used in the first step (prepared using 

procedures similar to literature for 1-[(4-bromophenyl)methyl]-2-methyl-imidazole 

(see e.g. international patent application WO 2002/096883)).  

 

MS (M+H+): experimental 537.1996 calculated 537.1994. 15 

  

Example 7 

3-(3-{p-[(2-Ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-

(2-methoxy-ethyl)urea 

 20 

The title compound was prepared as described in Example 1 using 1-[(4-

bromophenyl)-methyl]-2-ethyl-imidazole in the first step and 2-methoxyethylamine in 

the final step.  

 
1H-NMR (CDCl3): 0.96 (d, 6H), 1.38 (t, 3H), 1.91 (m, 1H), 1.67 (d, 2H), 3.06 (q, 2H), 25 

3.25-3.30 (b, 2H), 3.28 (s, 3H), 3.36 (t, 2H), 5.25 (s, 2H), 6.71 (s, 1H), 7.15-7.30 (b, 

4H), 7.54 (d, 2H). 

 

MS (M+H+): experimental 505.1973 calculated 505.1943. 

  30 

Example 8  

3-(3-{p-[(2,4-Dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea 

 

The title compound was prepared as described in Example 1 using 1-[(4-35 

bromophenyl)-methyl]-2,4-dimethyl-imidazole in the first step (prepared using 

procedures similar to literature for 1-[(4-bromophenyl)methyl]-2-methyl-imidazole 
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(see e.g. international patent application WO 2002/096883)) and 3,3,3-trifluoropropyl-

aminein the final step.  

 
1H-NMR (CDCl3): 0.93 (d, 6H), 1.86 (m, 1H), 2.09-2.21 (b, 2H), 2.15 (s, 3H), 2.42 (s, 

3H), 2.61 (d, 2H), 3.20 (m, 2H), 5.08 (s, 2H), 6.65 (s, 1H), 6.79 (s, 1H), 7.03 (d, 2H), 5 

7.48 (d, 2H). 

 

MS (M+H+): experimental 543.1707 calculated 543.1711. 

 

Example 9 10 

3-(3-{p-[(2-Ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea 

 

The title compound was prepared as described in Example 1 using 1-[(4-

bromophenyl)methyl]-2-ethyl-imidazole in the first step and 2-aminomethylpyridine in 15 

the final step.  The amount of title compound that was isolated was 45 mg (21%). 

 
1H-NMR (CDCl3): 0.93 (q, 6H). 1.18 (t, 3H), 1.87 (m, 1H), 2.62 (d, 2H), 2,69 (q, 2H), 

4.35 (d, 2H), 5,07 (s, 2H), 6.67 (s, 1H), 6.95(m, 4H), 7.10 (m, 1H), 7.16 (d, 1H), 7.49 

(d, 2H), 7.55 (td, 1H), 8.40 (d, 1H).  20 

 

MS (M+H+): experimental 538.2  

 

Example 10 

1-Benzyl-3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-25 

thienylsulfonyl)urea 

 

The title compound was prepared as described in Example 1 using 1-[(4-

bromophenyl)-methyl]-2,4-dimethyl-imidazole in the first step.  The amount of title 

compound that was isolated was 34 mg (26%). 30 

 
1H-NMR (CDCl3): 0.95 (d, 6H), 1.87 (m, 1H), 2.09 (s, 3H), 2.29 (s, 3H), 2.62 (d, 2H),  

4.21 (d, 2H), 4.95 (s, 2H), 6.62 (s, 1H), 6.67 (s, 1H), 6.94 (d, 2H), 7.10-7.25 (m, 5H), 

7.45 (d, 2H). ).  

 35 

MS (M+H+): experimental 537.3  
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1H-NMR (400 MHz, DMSO-d6) δ 7.66 (s, 2H), 7.49 (d, J = 11.4 Hz, 1H), 7.38 (d, J = 

8.0 Hz, 1H), 7.10 (s, 1H), 7.00 (t, J = 8.0 Hz, 1H), 6.96 (s, 1H), 6.81 (s, 1H), 5.23 (s, 

2H), 2.68 (d, J = 7.0 Hz, 2H), 2.62 (q, J = 7.5 Hz, 2H), 1.87 (dt, J = 13.6, 6.7 Hz, 

1H), 1.19 – 1.15 (m, 3H), 0.93 (d, J = 6.6 Hz, 6H).  

 5 

(c) Ethyl N-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2- yl)sulfonyl]carbamate 

The subtitle compound from step (b) above (0.46 g; 1.1 mmol), ethyl chloroformate 

(0.12 g; 1.1 mmol) and triethylamine (0.22 g; 2.2 mmol) were mixed in 40 ml of DCM 

at 0°C and stirred for 1 h.  Water was added and the solvents were removed under 10 

reduced pressure.  The amount of subtitle compound that was isolated was 0.69 g 

(100%).  HPLC purity (220 nm): 95%. 

 
1H-NMR (400 MHz, DMSO-d6) δ 7.80 (d, J = 12.1 Hz, 1H), 7.48 (d, J = 8.0 Hz, 1H), 

7.27 (s, 1H), 7.08 – 7.02 (m, 2H), 6.84 (s, 1H), 5.29 (s, 2H), 3.71 (q, J = 7.1 Hz, 2H), 15 

2.75 (q, J = 7.5 Hz, 2H), 2.61 (d, J =7.0 Hz, 2H), 1.84 (dp, J = 13.5, 6.7 Hz, 1H), 

1.19 (t, J = 7.3 Hz, 3H, overlap with triethylamine), 0.99 (t, J = 7.1 Hz, 3H), 0.93 (d, 

J = 6.6 Hz, 6H).  Contains ~2 equivalents of triethylamine.  

 

MS (M+H+): experimental 494 calculated 494. 20 

 

(d) 1-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-(3,3,3-trifluoropropyl)urea trifluoroacetic acid 

The subtitle compound from step (c) above (47 mg; 75 µmol), triethylamine (15 mg; 

150 µmol) and 3,3,3-trifluoropropylamine hydrochloride (12 mg; 82 µmol) were added 25 

to dioxane (1 ml) and stirred at 90°C overnight.  The mixture was diluted with water 

and acetonitrile, acidified with TFA, and purified with reversed phase chromatography 

(Gemini NX-C18, 21*150 mm, water (0.1% TFA)/acetonitrile, gradient over 12 

minutes, 25 ml/min).  The amount of title compound that was isolated was 41 mg 

(81%).  HPLC purity (220 nm): >95%. 30 

 
1H-NMR (400 MHz, DMSO-d6) δ 7.69 – 7.63 (m, 2H), 7.47 (d, J = 11.3 Hz, 1H), 7.40 

– 7.36 (m, 2H), 6.95 (s, 1H), 6.56 (t, J = 5.7 Hz, 1H), 5.52 (s, 2H), 3.19 (q, J = 6.6 

Hz, 2H), 3.01 (q, J = 7.5 Hz, 2H), 2.72 (d, J = 7.0 Hz, 2H), 2.32 (tq, J = 11.5, 6.8, 

5.7 Hz, 2H), 1.88 (dp, J = 13.5, 6.7 Hz, 1H), 1.24 (t, J =7.5 Hz, 3H), 0.93 (d, J = 6.6 35 

Hz, 6H).  

 

MS (M+H+): experimental 561 calculated 561. 
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1H-NMR (400 MHz, DMSO-d6) δ 7.71 (d, J = 1.9 Hz, 1H), 7.64 (d, J = 1.8 Hz, 1H), 

7.48 (d, J = 11.6 Hz, 1H), 7.41 – 7.34 (m, 2H), 6.96 (s, 1H), 6.52 (t, J = 5.6 Hz, 1H), 

5.57 (s, 2H), 3.55 (dt, J = 13.9, 6.9 Hz, 1H), 3.01 (q, J = 6.5 Hz, 2H), 2.71 (d, J = 

7.0 Hz, 2H), 2.19 – 2.04 (m, 2H), 1.88 (dp, J = 13.6, 6.7 Hz, 1H), 1.51 (p, J = 7.2 Hz, 

2H), 1.26 (d, J = 6.9 Hz, 6H), 0.93 (d, J = 6.6 Hz, 6H).  5 

 

MS (M+H+): experimental 589 calculated 589. 
 

Example 43 

1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-10 

methylpropyl)thiophen-2-yl]sulfonyl}-3-propylurea trifluoroacetic acid 

 

The title compound was prepared as described in Example 30, using 1-[(4-bromo-2-

fluorophenyl)methyl]-2-(propan-2-yl)-imidazole in the first step and propylamine in 

the final step.  The amount of title compound that was isolated was 17 mg (36%).  15 

HPLC purity (220 nm): >95%.   

 
1H-NMR (400 MHz, DMSO-d6) δ 7.70 (d, J = 1.5 Hz, 1H), 7.63 (d, J = 1.6 Hz, 1H), 

7.48 (d, J = 11.6 Hz, 1H), 7.38 (d, J = 6.1 Hz, 2H), 6.95 (s, 1H), 6.28 (t, J = 5.1 Hz, 

1H), 5.57 (s, 2H), 3.54 (p, J = 7.0 Hz, 1H), 2.88 (q, J = 6.7 Hz, 2H), 2.72 (d, J = 7.0 20 

Hz, 2H), 1.88 (dp, J = 13.4, 6.7 Hz, 1H), 1.28 (dd, J = 13.6, 7.0 Hz, 8H), 0.93 (d, J = 

6.6 Hz, 6H), 0.74 (t, J = 7.4 Hz, 3H). 

 

MS (M+H+): experimental 521 calculated 521. 

 25 

Example 44 

Further Compounds 

 

The following compounds are prepared using similar methods to those disclosed in one 

or more of the above examples: 30 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-propoxyurea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2,2,2-

trifluoroethyl)-2-thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, and 

3-(3-{3,5-difluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-35 

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea. 
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CLAIMS 

1. A compound of formula I,

in which: 

R1 represents C1-6 alkyl, optionally substituted by one or more halogen atoms; 5 

R2 and R3 independently represent H or C1-6 alkyl, optionally substituted by one or more 

halogen atoms; 

Y1, Y2, Y3 and Y4 independently represent -CH-, -CF- or -N-; 

R4 represents C1-7 alkyl, C1-6 alkoxy, C1-6 alkoxy-C1-6 alkyl, each of which are optionally 

substituted with one or more halogen atoms, or 10 

R4 represents aryl, C1-6 alkylaryl, C1-3 alkenylaryl, heteroaryl, C1-6 alkylheteroaryl or 

C1-3 alkenylheteroaryl, each of which are optionally substituted by one or more 

substituents selected from halogen, CF3, CF3O, C1-6 alkyl, and C1-6 alkoxy; 

R5 represents H or C1-6 alkyl, optionally substituted by one or more halogen atoms; and

R6 represents C1-6 alkyl, C1-6 alkoxy, C1-6 alkoxy-C1-6 alkyl, each of which are optionally 15 

substituted by one or more halogen atoms, 

or a pharmaceutically-acceptable salt thereof. 

2. A compound according to Claim 1, in which R1 represents C1-3 alkyl group, optionally

substituted by up to three fluorine atoms.

3.  A compound according to Claim 1 or 2, in which R2 and R3 independently represent H, 20 

methyl or ethyl. 
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4. A compound according to Claim 1, 2 or 3, in which R4 represents a C1-4 alkyl group,

optionally substituted or terminated by up to three fluorine atoms; or a C1-2 alkoxy-C1-3 alkyl 

group, optionally substituted or terminated by up to three fluorine atoms; phenyl; C1-3 alkyl-

aryl; or C1-3 alkylheteroaryl.

5. A compound according to any preceding claim, in which R5 represents H or a C1-4 alkyl 5 

group.

6. A compound according to any preceding claim, in which R6 represents a C1-4 alkyl

group, optionally substituted or more preferably terminated by up to three fluorine atoms.

7. A compound according to any preceding claim, in which Y1 represents -CH-, -CF- or -

N-; Y2 represents -CH- or -CF-; Y3 represents -CH-; and/or Y4 represents -CH- or -N-. 10 

8. A compound according to Claim 7, in which Y1 represents -CH- or -CF; and/or Y2, Y3

and Y4 all represent -CH-.

9. A compound according to any preceding claim, in which R5 represents H.

10. A compound according to any preceding claim, which is:

1-benzyl-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-215 

thienylsulfonyl)urea,

3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea,  

3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

(3,3,3-trifluoropropyl)urea, 20 

1-butyl-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-

thienylsulfonyl)urea,

3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-

(4,4,4-trifluorobutyl)urea, 

1-benzyl-3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-25 

thienylsulfonyl)urea,

3-(3-{p-[(2-ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-(2-

methoxyethyl)urea 
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3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-

1-(3,3,3-trifluoropropyl)urea,  

3-(3-{p-[(2-Ethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-

[(2-pyridyl)methyl]urea, 

1-Benzyl-3-(3-{p-[(2,4-dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-5 

thienylsulfonyl)urea,

3-(3-{p-[(2,4-Dimethyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-[(2-pyridyl)methyl]urea, 

1-benzyl-3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)urea,10 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-[(2-pyridyl)methyl]urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-15 

thienylsulfonyl)-3-[(1-methyl-1H-imidazol-2-yl)methyl]urea, 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-[2-(1H-imidazol-4-yl)ethyl]urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-methyl-1-[(2-pyridyl)methyl]urea, 20 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(4,4,4-trifluorobutyl)urea, 

3-(5-isobutyl-3-{5-[(2-methyl-1H-imidazol-1-yl)methyl]-2-pyridyl}-2-thienylsulfonyl)-

1-(3,3,3-trifluoropropyl)urea, 

3-(5-isobutyl-3-{2-[(2-methyl-1H-imidazol-1-yl)methyl]-5-pyrimidinyl}-2-25 

thienylsulfonyl)-1-(2-methoxyethyl)urea, 

3-(5-isobutyl-3-{2-[(2-methyl-1H-imidazol-1-yl)methyl]-5-pyrimidinyl}-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 
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3-(5-isobutyl-3-{2-[(2-methyl-1H-imidazol-1-yl)methyl]-5-pyrimidinyl}-2-

thienylsulfonyl)-1-[(2-pyridyl)methyl]urea, 

1-[(3,5-difluorophenyl)methyl]-3-(5-isobutyl-3-{5-[(2-methyl-1H-imidazol-1-

yl)methyl]-2-pyridyl}-2-thienylsulfonyl)urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-5 

thienylsulfonyl)-1-(2-methoxyethyl)urea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-[1-(2-pyridyl)ethyl]urea, 

3-(3-{2-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 10 

3-(3-{2-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(2,2,2-trifluoroethyl)urea, 

1-(3-fluoropropyl)-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-2-

thienylsulfonyl)urea, 

1-(3,3-difluoropropyl)-3-(5-isobutyl-3-{p-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-15 

2-thienylsulfonyl)urea,

1-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-(3,3,3-trifluoropropyl)urea, 

1-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-(2-methoxyethyl)urea , 20 

3-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-1-[(4-fluorophenyl)methyl]urea , 

1-[(3-{4-[(2-ethyl-1H-imidazol-1-yl)methyl]-3-fluorophenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-propylurea , 

1-[(3,4-difluorophenyl)methyl]-3-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-25 

yl)methyl]phenyl}-5-(2-methylpropyl)thiophen-2-yl)sulfonyl]urea , 

1-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-[(thiophen-2-yl)methyl]urea , 
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1-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-propylurea , 

1-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-(3,3,3-trifluoropropyl)urea , 

1-[(4-chloropyridin-2-yl)methyl]-3-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-5 

yl)methyl]phenyl}-5-(2-methylpropyl)thiophen-2-yl)sulfonyl]urea , 

1-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2-

methylpropyl)thiophen-2-yl)sulfonyl]-3-(2-methylpropyl)urea , 

1-[(4,4-difluorocyclohexyl)methyl]-3-[(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-

yl)methyl]phenyl}-5-(2-methylpropyl)thiophen-2-yl)sulfonyl]urea , 10 

1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-

methylpropyl)thiophen-2-yl]sulfonyl}-3-(3,3,3-trifluoropropyl)urea , 

1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-

methylpropyl)thiophen-2-yl]sulfonyl}-3-(4,4,4-trifluorobutyl)urea , 

1-{[3-(3-fluoro-4-{[2-(propan-2-yl)-1H-imidazol-1-yl]methyl}phenyl)-5-(2-15 

methylpropyl)thiophen-2-yl]sulfonyl}-3-propylurea, 

1-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-3-propoxyurea, 

3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-(2,2,2-trifluoroethyl)-

2-thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, and20 

3-(3-{3,5-difluoro-4-[(2-methyl-1H-imidazol-1-yl)methyl]phenyl}-5-isobutyl-2-

thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea, 

or a pharmaceutically-acceptable salt of any of the above compounds. 

11. A compound according to Claim 10, which is 3-(3-{3-fluoro-4-[(2-methyl-1H-imidazol-

1-yl)methyl]phenyl}-5-isobutyl-2-thienylsulfonyl)-1-[(2-pyridyl)methyl]urea or a 25 

pharmaceutically acceptable salt thereof. 

12. A compound according to Claim 10, which is 3-(5-isobutyl-3-{p-[(2-methyl-1H-

imidazol-1-yl)methyl]phenyl}-2-thienylsulfonyl)-1-(3,3,3-trifluoropropyl)urea or a

pharmaceutically acceptable salt thereof.
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13. A compound as defined in any preceding claim, for use as a pharmaceutical.

14. A pharmaceutical formulation comprising a compound as defined in any of Claims 1 to

12 in admixture with a pharmaceutically- or cosmetically-acceptable, adjuvant, diluent or

carrier.

15. A compound as defined in any of Claims 1 to 12, for use in the treatment of an5 

autoimmune disease, a fibrotic disease, a chronic kidney disease, pulmonary hypertension,

heart failure and/or myocardial infarction.

16. Use of a compound as defined in any of Claims 1 to 12, for the manufacture of a

medicament for the treatment of an autoimmune disease, a fibrotic disease, a chronic kidney

disease, pulmonary hypertension, heart failure and/or myocardial infarction. 10 

17. A compound for use according to Claim 15 or a use according to Claim 16, in which the

disease is an interstitial lung disease.

18. A compound for use or a use according to Claim 17, in which the interstitial lung

disease is idiopathic pulmonary fibrosis or sarcoidosis.

19. A compound for use according to Claim 15 or a use according to Claim 16, in which the 15 

autoimmune disease is rheumatoid arthritis or systemic sclerosis. 

20. A compound for use according to Claim 15 or a use according to Claim 16, in which the

chronic kidney disease is diabetic nephropathy.

21. A compound for use according to Claim 15 or a use according to Claim 16, in which the

pulmonary hypertension is pulmonary arterial hypertension. 20 

22. A compound for use according to Claim 15 or a use according to Claim 16, in which the

heart failure is with preserved ejection fraction.

23. A process for the preparation of a compound of formula I as defined in any of Claims 1

to 12, which process comprises:

(i) reaction of a compound of formula II,25 
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in which R1, R2, R3, R6, Y1, Y2, Y3 and Y4 are as defined in any one of Claims 1 to 10 as 

appropriate and L represents C1-6 alkyl with a compound of formula III, 

NHR4R5 III 

in which R4 and R5 are as defined in any one of Claims 1 to 12; or 5 

(ii) for compounds of formula I in which R5 represents H, reaction of a compound of

formula IV,

in which R1, R2, R3, R6, Y1, Y2, Y3 and Y4 are as defined in any one of Claims 1 to 12 as 

appropriate with a compound of formula V, 10 

R4-N=C=O V 

in which R4 is as defined in any one of Claims 1 to 12. 
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