
N
Z 

  7
15

75
1 

  A
2

(12) Accepted
patent specificaon

(19) NZ (11) 715751 (13) A2

(44) Publicaon date: 2021.09.24

(54) SULFONAMIDES AS MODULATORS OF SODIUM CHANNELS

(51) Internaonal Patent Classificaon(s):

C07C 311/46 A61K 31/18

(22) Filing date:
2014.07.18

(23) Complete specificaon filing date:
2014.07.18

(30) Internaonal Priority Data:
US   61/856,146   2013.07.19

(86) Internaonal Applicaon No.:
PCT/US2014/047265

(87) Internaonal Publicaon number:
WO/2015/010065

(71) Applicant(s):
VERTEX PHARMACEUTICALS INCORPORATE
D

(74) Contact:
AJ PARK

(72) Inventor(s):
HADIDA-RUAH, Sara, Sabina
ANDERSON, Corey
ARUMUGAM, Vijayalaksmi
JOHNSON, James, Philip
BEAR, Brian, Richard
TERMIN, Andreas, P.
KRENITSKY, Paul

(57) Abstract:

The invenon relates to compounds of formula I or pharmaceucally acceptable salts thereof,
useful as inhibitors of sodium channels: (I). The invenon also provides pharmaceucally
acceptable composions comprising the compounds of the invenon and methods of using the
composions in the treatment of various disorders, including pain.























































































































































































91 

 

Cmpd. 

No. 

Product name Phenol 

32 N-(3-sulfamoylphenyl)-2-(o-tolyloxy)-5-

(trifluoromethyl)benzamide 

o-cresol 

34 2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-

5-(trifluoromethyl)benzamide 

2-methoxyphenol 

22 2-(4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-

5-(trifluoromethyl)benzamide 

4-methoxyphenol 

24 2-(4-chlorophenoxy)-N-(3-sulfamoylphenyl)-5-

(trifluoromethyl)benzamide 

4-Chlorophenol 

6 2-(2,4-difluorophenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

2,4-difluorophenol 

23 2-(4-ethoxyphenoxy)-N-(3-sulfamoylphenyl)-5-

(trifluoromethyl)benzamide 

4-ethoxyphenol 

30 2-(4-chloro-2-methylphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

4-chloro-2-methylphenol 

29 2-(3-fluoro-2-methoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

3-fluoro-2-methoxyphenol 

27 2-(4-fluoro-2-methoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

4-fluoro-2-methoxyphenol 

28 2-(3-fluoro-4-methoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

3-fluoro-4-methoxyphenol 

37 2-(4-isopropoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

4-isopropoxyphenol 

36 2-(2,4-dimethoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

2,4-dimethoxyphenol 

35 2-(4-chloro-2-methoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

4-chloro-2-

methoxyphenol 

31 2-(2-chloro-4-methoxyphenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

2-chloro-4-

methoxyphenol 

41 2-(4-(difluoromethoxy)phenoxy)-N-(3-

sulfamoylphenyl)-5-(trifluoromethyl)benzamide 

4-

(difluoromethoxy)phenol 

39 N-(3-sulfamoylphenyl)-2-(4-

(trifluoromethoxy)phenoxy)-5-

(trifluoromethyl)benzamide 

4-

(trifluoromethoxy)phenol 
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EXAMPLE 29 

Preparation of 5-fluoro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide (21) 

 

[00268] To a solution of 2,5-difluoro-N-(3-sulfamoylphenyl)benzamide (200 

mg, 0.64 mmol) in DMF (2 mL) was added 4-fluoro-2-methyl-phenol (72.99 µL, 0.64 mmol) 

and cesium carbonate (1.0 g, 3.2 mmol) and the mixture was heated at 100 °C for 3 hours.  

The reaction was cooled to 25 °C, diluted with ethyl acetate and poured over water.  The 2 

layers were separated and the aqueous layer was extracted with ethyl acetate (2x).  The 

organics were combined, dried over MgSO4, filtered and evaporated to yield  a red oil that 

was purified by column chromatography using a gradient of ethyl acetate and hexanes to yield 

5-fluoro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide (21) (7.2 mg, 3%).   
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19. The compound or salt according to any one of claims 16 to 18, wherein R7 is F, Cl, 

OCH3 or OCF3. 

 

20. The compound or salt of claim 1, wherein the compound, or the pharmaceutically 

acceptable salt thereof, is selected from the group consisting of: 

 

2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2,4-difluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-fluorophenoxy)-4-cyano-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(2,4-difluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

O

HN O

F

S
NH2

O O

CH3

Cl  
4-chloro-2-(4-fluorophenoxy)-5-methyl-N-(3-sulfamoylphenyl)benzamide; 
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O

HN O

F

S
NH2

O O

Cl

Cl

 
4-chloro-2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-cyano-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-cyano-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2-(2-chloro-4-fluorophenoxy)-5-cyano-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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O

HN O

F

S
NH2

O O

OCH3

Cl  
4-chloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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O

HN O

F

S
NH2

O O

CH3

Cl  
4-chloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-fluoro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(4-ethoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-chlorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
 2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-chloro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(o-tolyloxy)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-6-methyl-N-(3-sulfamoylphenyl)benzamide; 
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N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-5-(difluoromethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-(difluoromethoxy)phenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

OCH3

CF3  
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(4-ethoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(2-propoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(o-tolyloxy)-4-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(4-methoxy-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

F3CO

 
N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-4-(trifluoromethyl)benzamide; 
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2-(3-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

O

 
2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 
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2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(4-chloro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 
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2-(3-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-6-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 
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2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

O

HN O

S
NH2

O O

OCF3

O

F

F

 
2-(2-(difluoromethoxy)phenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 
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2-(3-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(3-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(3-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(4-fluorophenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-chloro-2-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 
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2-(2-chloro-4-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

Cl

 
2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 



141 

 

 

 
4,5-dichloro-2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

OCH3

F

Cl

Cl

 
4,5-dichloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

F

Cl

Cl

 
4,5-dichloro-2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4,5-dichloro-2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4,5-dichloro-2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4,5-dichloro-2-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4,5-dichloro-2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

F

Cl

Cl

CH3

 
4,5-dichloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-chloro-2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4-chloro-2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-chloro-2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-chloro-2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 
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2-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

CF3

OCH3

F  
2-(5-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 
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O

HN O

S
NH2

O O

Cl

Cl

F

 
2,4-dichloro-6-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

Cl

Cl

F

OCH3

 
2,4-dichloro-6-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

Cl

Cl

F

CH3

 
2,4-dichloro-6-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2,4-dichloro-N-(3-sulfamoylphenyl)-6-(4-(trifluoromethoxy)phenoxy)benzamide; 

 

 
2,4-dichloro-6-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2,4-dichloro-6-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; and 
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2-cyclopropyl-6-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

or a pharmaceutically acceptable salt thereof. 

 

21. The compound of claim 1, wherein the compound is selected from the group 

consisting of: 

 

2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2,4-difluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-4-cyano-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(2,4-difluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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O

HN O

F

S
NH2

O O

CH3

Cl  
4-chloro-2-(4-fluorophenoxy)-5-methyl-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

F

S
NH2

O O

Cl

Cl

 
4-chloro-2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-cyano-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 



152 

 

 
4-cyano-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-5-cyano-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 
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2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

F

S
NH2

O O

OCH3

Cl  
4-chloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 
5-chloro-2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

F

S
NH2

O O

CH3

Cl  
4-chloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
5-chloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 
5-fluoro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2-(4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-ethoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-chlorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
 2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(4-chloro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(o-tolyloxy)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 



158 

 

 
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 

 

 
2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-fluorophenoxy)-6-methyl-N-(3-sulfamoylphenyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-5-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-5-(difluoromethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-(difluoromethoxy)phenoxy)-N-(3-sulfamoylphenyl)-5-(trifluoromethyl)benzamide; 
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2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

OCH3

CF3  
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(4-ethoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2-propoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(o-tolyloxy)-4-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(4-methoxy-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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O

HN O

S
NH2

O O

CF3

F3CO

 
N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-4-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

O

 
2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(2-chloro-4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 



165 

 

 

 
2-(4-chloro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
N-(3-sulfamoylphenyl)-2-(4-(trifluoromethoxy)phenoxy)-6-(trifluoromethyl)benzamide; 

 

 
2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 
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2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

O

HN O

S
NH2

O O

OCF3

O

F

F

 
2-(2-(difluoromethoxy)phenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 
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2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(3-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethoxy)benzamide; 

 

 
2-(3-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(3-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 

 

 
2-(4-fluorophenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 
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2-(4-chloro-2-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-4-(perfluoroethyl)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

Cl

 
2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide; 
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2-(2-chlorophenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-6-(trifluoromethyl)benzamide; 

 

 
4,5-dichloro-2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

OCH3

F

Cl

Cl

 
4,5-dichloro-2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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O

HN O

S
NH2

O O

F

Cl

Cl

 
4,5-dichloro-2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4,5-dichloro-2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4,5-dichloro-2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4,5-dichloro-2-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4,5-dichloro-2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

F

Cl

Cl

CH3

 
4,5-dichloro-2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4-chloro-2-(2,4-dimethoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-chloro-2-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
4-chloro-2-(2-chloro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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4-chloro-2-(4-isopropoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

 
2-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 
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2-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

 
2-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

CF3

CF3

OCH3

F  
2-(5-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 
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2-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)-4,6-bis(trifluoromethyl)benzamide; 

 

O

HN O

S
NH2

O O

Cl

Cl

F

 
2,4-dichloro-6-(4-fluorophenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

O

HN O

S
NH2

O O

Cl

Cl

F

OCH3

 
2,4-dichloro-6-(4-fluoro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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O

HN O

S
NH2

O O

Cl

Cl

F

CH3

 
2,4-dichloro-6-(4-fluoro-2-methylphenoxy)-N-(3-sulfamoylphenyl)benzamide; 

 

 
2,4-dichloro-N-(3-sulfamoylphenyl)-6-(4-(trifluoromethoxy)phenoxy)benzamide; 

 

 
2,4-dichloro-6-(4-chloro-2-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; 
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2,4-dichloro-6-(2-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)benzamide; and 

 

 
2-cyclopropyl-6-(3-fluoro-4-methoxyphenoxy)-N-(3-sulfamoylphenyl)-4-(trifluoromethyl)benzamide. 

 

22. A pharmaceutical composition comprising a therapeutically effective amount of the 

compound or the pharmaceutically acceptable salt thereof of any one of claims 1 to 20 or the 

compound of claim 21 and one or more pharmaceutically acceptable carriers or vehicles. 

 

23. A pharmaceutical composition comprising the compound or the pharmaceutically 

acceptable salt thereof of any one of claims 1 to 20 or the compound of claim 21 and one or 

more pharmaceutically acceptable carriers or vehicles. 

 

24. Use of the compound or the pharmaceutically acceptable salt thereof of any one of 

claims 1 to 20, the compound of claim 21 or the pharmaceutical composition according to 

claim 22 or 23 in the manufacture of a medicament for inhibiting a voltage-gated sodium 

channel in a subject. 

 

25. The use of claim 24, wherein the voltage-gated sodium channel is Nav1.8. 
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26. Use of the compound or the pharmaceutically acceptable salt thereof of any one of 

claims 1 to 20, the compound of claim 21 or the pharmaceutical composition according to 

claim 22 or 23 in the manufacture of a medicament for treating or lessening the severity in a 

subject of chronic pain, gut pain, neuropathic pain, musculoskeletal pain, acute pain, 

inflammatory pain, cancer pain, idiopathic pain, postsurgical pain, visceral pain, multiple 

sclerosis, Charcot-Marie-Tooth syndrome, incontinence or cardiac arrhythmia. 

 

27. The use of claim 26, wherein the gut pain comprises inflammatory bowel disease pain, 

Crohn’s disease pain or interstitial cystitis pain. 

 

28. The use of claim 26, wherein neuropathic pain comprises post-herpetic neuralgia, 

diabetic neuralgia, painful HIV-associated sensory neuropathy, trigeminal neuralgia, burning 

mouth syndrome, post-amputation pain, phantom pain, painful neuroma; traumatic neuroma; 

Morton’s neuroma; nerve entrapment injury, spinal stenosis, carpal tunnel syndrome, radicular 

pain, sciatica pain; nerve avulsion injury, brachial plexus avulsion injury; complex regional 

pain syndrome, drug therapy induced neuralgia, cancer chemotherapy induced neuralgia, anti-

retroviral therapy induced neuralgia; post spinal cord injury pain, idiopathic small-fiber 

neuropathy, idiopathic sensory neuropathy or trigeminal autonomic cephalalgia. 

 

29. The use of claim 28, wherein neuropathic pain comprises idiopathic small-fiber 

neuropathy. 

 

30. The use of claim 28, wherein neuropathic pain comprises post-herpetic neuralgia. 

 

31. The use of claim 26, wherein the musculoskeletal pain comprises osteoarthritis pain, 

back pain, cold pain, burn pain or dental pain. 

 

32. The method of claim 31, wherein musculoskeletal pain comprises osteoarthritis pain. 
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33. The use of claim 26, wherein the inflammatory pain comprises rheumatoid arthritis 

pain or vulvodynia. 

 

34. The use of claim 26, wherein the idiopathic pain comprises fibromyalgia pain. 

 

35. The use of claim 26, wherein the medicament is for treating or lessening the severity in 

the subject of acute pain. 

 

36. The use of claim 35, wherein the acute pain comprises acute post-operative pain. 

 

37. The use of claim 26, wherein the medicament is for treating or lessening the severity in 

the subject of postsurgical pain. 

 

38. The use of claim 26, wherein the medicament is for treating or lessening the severity in 

the subject of visceral pain. 

 

39.  The use of claim 26, wherein the medicament is for treating or lessening the severity in 

the subject of neuropathic pain, wherein the neuropathic pain is diabetic neuropathy. 

 

40. Use of the compound or the pharmaceutically acceptable salt thereof of any one of 

claims 1 to 20, the compound of claim 21 or the pharmaceutical composition according to 

claim 22 or 23 in the manufacture of a medicament for treating or lessening the severity in a 

subject of pain. 

 

41. The use according to any one of claims 24 to 40, wherein the medicament is to be 

administered to said subject in conjunction with one or more additional therapeutic agents to 

be administered concurrently with, prior to, or subsequent to treatment with the medicament 

comprising the compound, pharmaceutically acceptable salt, or pharmaceutical composition. 
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42. The compound or the pharmaceutically acceptable salt thereof of any one of claims 1 

to 20, the compound of claim 21, or the pharmaceutical composition according to claim 22 or 

23, for use as a medicament. 

 

42. The compound according to claim 1, substantially as herein described with reference 

to any one of the examples thereof. 

 


