
CLAIMS 

1. A compound of formula (I), or a salt thereof: 

   

R3  
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R4  
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(1) 

wherein 

Ri and R2 are each independently hydrogen or methyl with the proviso that at least one of Ri and 

R2 is methyl; 

R3 is C1-6alkyl, C1-6alkoxy, cycloalkyl, heterocycloalkyl, or-CHNCH2)aR6; 

R4 is attached at the 5 or 6 position of the benzimidazole and represents 

R8 	
,,,,,

,-...,..„„___
__,NH(CH2)c(0)b- 

0 

R1  

R5 is hydrogen, Ci-3alkyl, Ci-3alkoxy, or -(CH2)dOR9; 

R6 is hydrogen, Ci-3alkyl, C1-3alkoxy, -(CH2)e0R1o, hydroxyl, -NR11R12, halo, cycloalkyl, 

heterocycloalkyl, aryl, or heteroaryl, wherein said C1-3alkyl, Ci-3alkoxy, -(CH2)e0Rio, cycloalkyl, 

heterocycloalkyl, aryl or heteroaryl may be optionally substituted with one or two substituents 

independently selected from the group consisting of Ci-3alkyl, C1-3alkoxy, halo, -CH2OH, -COOH, 

and -COCH3; 

R7 is hydrogen, Ci-6alkyl, -(CHz)gcycloalkyl, -(CHZ)hheterocycloalkyl, or -CR13R14R15; 

R8 is hydrogen, Ci-6alkyl, cycloalkyl, heterocycloalkyl, or -CHR16R17 wherein said Ci-6alkyl is 

optionally substituted with Ci-3alkoxy, and wherein R16 is hydrogen or Ci-3alkyl and Rig is cycloalkyl 

or heterocycloalkyl; 

R9, R10, R11, R12, R14, R15, and R18 are each independently hydrogen or C1-3alkyl; 

R13 is hydrogen, hydroxyl, -CH2ORis, halo, -COOH, -CONHz, 1H-imidazol-4-yl, -SH, -SeH, Ci-3alkyl, 

Ci-3alkoxy, phenyl, or 4-hydroxyphenyl wherein said Ci-3alkyl or Cu-3alkoxy may be optionally 

substituted with halo, hydroxyl, -NHC(=NHZ)NH2, -NH2, -0001-1, -CONH2, or -SCH3; 

a is 0, 1, 2 or 3; 

b is 0 or 1; 

c is 1, 2 or 3 with the proviso that when b is 1, c is 2 or 3; 

d and e are each independently 1 or 2; and 
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g and h are each independently 0, 1 or 2. 

2. A compound according to claim 1, wherein Ri and R2 are each methyl. 

3. A compound according to claim 1 or claim 2, wherein R3 represents a 5 or 6 membered 

heterocycloalkyl or the group —CHR5R6 wherein Rs represents hydrogen or Ci-3alkyl and R6 

represents 5 or 6 membered heterocycloalkyl, wherein said heterocycloalkyl may be optionally 

substituted with Ci-3alkyl or -COCH3. 

0 

4. A compound according to claim 3, wherein R6 is: 	1 

5. A compound according to claim 3 or 4, wherein R5 is hydrogen. 

6. A compound according to claim 1 or 2, wherein R3 is—CHR5(CH2)aR6, R5 Is -(CH2)d0R9, a is 0 and R6 

iS -(CH2)e0R10. 

7. A compound according to any of claims 1 to 6, wherein b is 0 and c is 1. 

8. A compound according to any of claims 1 to 7, wherein R4 represents: 

0 

 

NH (CH2)c(0)b- 

 

9. A compound according to any of claims 1 to 8, wherein R7 is hydrogen, methyl, isopropyl, sec-

butyl, isobutyl, -CH2-phenyl, -CHz-4-hydroxyphenyl, -CH2OH, -CH(CH3)0H, -CH2SH, -CHzSeH, 

(CH2)2SCH3, -CH2COOH, -(CH2)2COOH, -CH2CONH2, -(CH2)2CONH2, -(CH2)4NH2, 

(CH2)3NHC(=NH2)NH2, or -CH2-1H-imidazol-4-yl. 

10. A compound according to claim 9, wherein R7 is -CH(CH3)OH. 

11. A compound according to claim 8, wherein Rs is isopropyl, isobutyl or cyclopentyl. 

12. A compound according to claim 1, selected from the group consisting of: 

tert-butyl 	(2S,3R)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methyl}-2-(1,5-dimethyl-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-6-yl)nnethyl]annino}-3-hydroxybutanoate; 

tert-butyl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)-1H- 

1,3-benzodiazol-6-yl]methyllamino)-3-hydroxybutanoate; 

2-methylpropyl (25)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-yInnethyl)-

1H-1,3-benzodiazol-5-ylioxylethypamino]-3-hydroxybutanoate; 

2-methylpropyl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3S)-oxan-3- 

yInnethyl]-1H-1,3-benzodiazol-5-yl]methyl}annino)-3-hydroxybutanoate; 

tert-butyl 	(25,3R)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methyl}-2-(1,5-dimethy1-6-oxo-1,6- 
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dihydropyridin-3-y1)-1H-1,3-benzodiazol-5-Amethyllaminol-3-hydroxybutanoate; 

propan-2-y1 	(2S,3R)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methy11-2-(1,5-dimethyl-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-5-yOmethyl]aminol-3-hydroxybutanoate; 

2-methylpropyl (2S,3R)-2-({[2-(1,5-dinnethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-3-ylmethyl)-

1H-1,3-benzodiazol-5-yl]methyllannino)-3-hydroxybutanoate; 

cyclopentyl (2S)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)-1H-

1,3-benzodiazol-5-yl]oxylethypamino]propanoate; 

propan-2-y1 (2S)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)-1H-

1,3-benzodiazol-5-yl]oxylethypannino]-3-hydroxybutanoate; 

propan-2-y1 	(2S,3R)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methy11-2-(1,5-dimethyl-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-6-yOnnethyl]amino}-3-hydroxybutanoate; 

propan-2-yl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3R)-oxan-3- 

ylmethy1]-1H-1,3-benzodiazol-6-yl]methyllamino)-3-hydroxybutanoate; 

cyclobutyl 	(2S,3R)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methy11-2-(1,5-dimethyl-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-5-yOmethyl]anninol-3-hydroxybutanoate; 

propan-2-yl 	(2S)-2-{[(1-{[(3R)-1-acetylpiperidin-3-yl]methy11-2-(1,5-dinnethy1-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-5-y1)methyl]aminol-3-methylbutanoate; 

cyclopentyl (2S)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)-1H-

1,3-benzodiazol-5-yl]oxylethypamino]-3-methoxypropanoate; 

2,2-dimethylpropyl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4- 

yInnethyl)-1H-1,3-benzodiazol-6-yl]methyllamino)-3-hydroxybutanoate; 

propan-2-yl 	(25,3R)-2-({[2-(1,5-dinnethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3R)-oxan-3- 

ylmethy1]-1H-1,3-benzodiazol-5-yl]methyllamino)-3-hydroxybutanoate; 

cyclobutyl 	(2S,3R)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)- 

1H-1,3-benzodiazol-5-yl]oxylethyDamino]-3-hydroxybutanoate; 

cyclopentyl (2S)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4-ylmethyl)-1H-

1,3-benzodiazol-6-yl]oxylethypamino]propanoate; 

propan-2-yl (2S,3R)-2-({{2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-3-ylmethyl)-1H-

1,3-benzodiazol-5-yl]nnethyllamino)-3-hydroxybutanoate; 

propan-2-yl 	(2S,3R)-2-{[(1-{[(3S)-1-acetylpiperidin-3-yl]methyll-2-(1,5-dimethyl-6-oxo-1,6- 

dihydropyridin-3-y1)-1H-1,3-benzodiazol-6-yl)methyl]aminol-3-hydroxybutanoate; 

propan-2-yl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3R)-oxan-3- 

ylmethyl]-1H-1,3-benzodiazol-6-yl]methyllamino)-3-hydroxybutanoate; 

propan-2-yl 	(2S,3R)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3R)-oxan-3- 

ylmethy1]-1H-1,3-benzodiazol-5-ylynethylIamino)-3-hydroxybutanoate; 

cyclobutyl (2R,3S)-2-({[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-[(3R)-oxan-3-yInnethyl]-

1H-1,3-benzodiazol-6-yl]methyllannino)-3-hydroxybutanoate; and 
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(3S)-oxolan-3-yl 	(25,3R)-2-[(2-{[2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-(oxan-4- 

ylmethyl)-1H-1,3-benzodiazol-5-yl]oxylethypamino]-3-hydroxybutanoate, 

or a salt thereof. 

13. A compound according to claim 1, which is (25,3R)-isopropyl 2-(((2-(1,5-dimethy1-6-oxo-1,6-

dihydropyridin-3-y1)-1-((tetrahydro-2H-pyran-4-yl)methyl)-1H-benzo[d]imidazol-5-

y1)methypamino)-3-hydroxybutanoate, of formula: 

or a salt thereof. 

14. A compound according to claim 1, which is (25,3R)-2-(((2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-

3-y1)-1-((tetrahydro-2/-i-pyran-4-yDnnethyl)-11-/-benzokilimidazol-5-y1)methypamino)-3-

hydroxybutanoic acid, of formula: 

0 

or a salt thereof. 

15. A compound according to any of claims 1 to 14, which is in the form of a pharmaceutically 

acceptable salt. 

16. A compound according to claim 1, which is the 1,2-ethanedisuiphonic acid salt of (25,3R)-isopropyl 

2-(((2-(1,5-dimethy1-6-oxo-1,6-dihydropyridin-3-y1)-1-((tetrahydro-2H-pyran-4-yOmethyl)-1H-

benzo[d]imidazol-5-y1)methypamino)-3-hydroxybutanoate, of formula: 
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0 

HO 

HO"'  %,
0 
	 ❑ 

17. A compound according to claim 16, which is in substantially crystalline form and characterised by 

having significant X-ray powder diffraction (XRPD) peaks at 20 values, ± 0.1° 2 0 experimental 

error, of 5.4, 8.8, 9.9, 11.6, 13.8, 16.9, 18.0, 16.6, 19.1, 19.4, 19.8, 20.4, 20.9, 21.3, 22.0, 22.4, 

22.9, 23.4, 24.9, and 25.1 degrees. 

18. A pharmaceutical composition comprising a compound as defined in any of claims 1 to 17, and 

one or more pharmaceutically acceptable excipients. 

19. A compound as defined in any of claims 1 to 17 for use in therapy. 

20. A compound as defined in any of claims 1 to 17 for use in the treatment of rheumatoid arthritis. 

21. Use of a compound as defined in any of claims 1 to 17 in the manufacture of a medicament 

for the treatment of rheumatoid arthritis. 
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