





















































































































































































































































































































































































































































































































































We claim:

1. A compound of formul&or 1’

(R®), RO (R®),

7/ O
Rl O \4\N Rl O W
R2 N R2 X N\R

~

or a pharmaceutically acceptable salt thereof,

wherein, independently for each occurrence:

5 5 5 5'

R R* RA_~ I R

R6 R6" RS XN i
Gis R’ , R’ or X-R%:

X is a bond or GCs alkyl wherein said GCs alkyl is substituted with 0-6 halogen, whereintagwo non-
adjacent CHlunits of said GCs alkyl may be replaced with -O-;

R* is absent, H, or £Cg cycloaliphatic, wherein up to two non-adjacent,Cidits of said GCg cycloaliphatic
may be replaced with -O- and saigtCs cycloaliphatic is substituted with 0-3 substitiees¢lected from

halogen and GC, alkyl;

R'is H, halogen, CN, or £C; alkyl wherein said GC; alkyl is substituted with 0-6 halogen and whergirto

two non-adjacent CHunits of said &Cg alkyl may be replaced with -O-;

R?is H, halogen, CN, or &C; alkyl wherein said GCs alkyl is substituted with 0-6 halogen, whereintapwo

non-adjacent CHunits of said GCs alkyl may be replaced with -O-;

R?is H, halogen, CN, or £C; alkyl wherein said GCs alkyl is substituted with 0-6 halogen, whereintapwo

non-adjacent CHunits of said GCs alkyl may be replaced with -O-;

R*is H, halogen, CN, or £C; alkyl wherein said GCs alkyl is substituted with 0-6 halogen, whereintapwo

non-adjacent CHunits of said GCs alkyl may be replaced with -O-;
R®is H, halogen, CN, or -X-R
R is H, halogen, CN, or —-X-R

R®is H, halogen, CN, or -X-R
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R% is H, halogen, CN, or —-X-R
R’ is H, halogen, CN, or -X-R

R® is halogen, or GCg alkyl wherein said GC; alkyl is substituted with 0-6 halogen, whereintapwo non-

adjacent CHunits of said GCgs alkyl may be replaced with -O-;
p is an integer from 0 to 3 inclusive; and
R?is H, or G-Cs alkyl wherein up to two non-adjacent €thits of said GCs alkyl may be replaced with -O-.

2. The compound according to claim 1, wherefisRC,-Cy alkyl wherein said &Cg alkyl is substituted
with 0-6 halogen.

3. The compound according to claim 1 or 2, wheFéiist-butyl, CFK or CRCF..
4. The compound according to any one of claims 3, teherein G is
R® T R®
RS RS
R7
wherein:

R’ is H, halogen, CN, or -X-R
R is H, halogen, CN, or —-X-R
R®is H, halogen, CN, or -X-R
R%is H, halogen, CN, or -X-R
R’ is H, halogen, CN, or -X-R

X is a bond or &C; alkyl wherein said &Cs alkyl is substituted with 0-6 halogen and whernginto two non-
adjacent CHunits of said GCgs alkyl may be replaced with -O-; and

R* is absent, H, or £C; cycloaliphatic, wherein up to two non-adjacent,Qiits of said Cs cycloaliphatic
may be replaced with -O- and saigtCs cycloaliphatic is substituted with 0-3 substitiest¢lected from
halogen and €C, alkyl.

5. The compound according to claim 4, wherein &elscted from:
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F -0 or
6. The compound according to any one of claims 3, teherein G is:

R® R® | h
= | ~N AN

R6 XN F = N | AN
R’ and G is selected from F | or ~zN
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7. The compound according to any one of claims@, teherein p is 0.

8. The compound according to any one of claims 7, teherein Ris H.

9. The compound of claim 1, wherein the compoursifbemulal -F or | '-F:

R,

R® (R%)p
/(;fj\l\l N o dN AN N\Rg
H H
R3 o) R3 0
R —G R ‘g

R7 R7

I-F I'-F
or a pharmaceutically acceptable salt thereof,

wherein, independently for each occurrence:

R®is halogen, CN, or 5C; alkyl wherein said GC; alkyl is substituted with 0-6 halogen, whereintagwo

non-adjacent CHunits of said GCg alkyl may be replaced with -O-;
R’ is halogen, CN, or —-X-R
R’ is halogen, CN, or —-X-R

X is a bond or &C; alkyl wherein said &Cs alkyl is substituted with 0-6 halogen and whernginto two non-
adjacent CHlunits of said GCs alkyl may be replaced with -O-;

R* is absent, H, or £C; cycloaliphatic, wherein up to two non-adjacent,Qiits of said Cs cycloaliphatic
may be replaced with -O- and saigtCs cycloaliphatic is substituted with 0-3 substitiest¢lected from

halogen and €C, alkyl;

R® is halogen or GCs alkyl wherein said GCg alkyl is substituted with 0-6 halogen and whenrgirto two non-
adjacent CHunits of said GCs alkyl may be replaced with -O-;

p is an integer from 0 to 3 inclusive; and

R?is H, or G-C; alkyl wherein up to two non-adjacent €thits of said GCs alkyl may be replaced with -O-.
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10. The compound according to claim 9, wherelisFC,-Cq alkyl wherein said &Cg alkyl is substituted
with 0-6 halogen.

11. The compound according to claim 9 or 10, WmEFéiist-butyI, CK or CRCF..

12. The compound according to any one of claints Bt wherein ring A is selected from:
| i T i A A Ay N A (l) v - v cl v
o HO
, cl cl o, F o, F o, F o, F o, F, O
i wAv s

13. The compound according to any one of claints 2t wherein p is 0.
14, The compound according to any one of clains Bt wherein Ris H.
15. The compound according to claim 1, whereinctrapound has formulaG or 1'-G:

(R®) o (R
2
N R

R3 0 RS o}
D s

R7 R7
-G I1’-G

or a pharmaceutically acceptable salt thereof,

wherein, independently for each occurrence:
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R?is halogen, CN, or Cs alkyl wherein said GCg alkyl is substituted with 0-6 halogen and whenrgirto two
non-adjacent CHunits of said GCs alkyl may be replaced with -O-;

R?is halogen, CN, or £Cs alkyl wherein said GCg alkyl is substituted with 0-6 halogen and whenrgirto two
non-adjacent CHunits of said GCs alkyl may be replaced with -O-;

R®is halogen, CN, or —-X-R
R’ is halogen, CN, or —-X-R

X is a bond or &C; alkyl wherein said &Cs alkyl is substituted with 0-6 halogen and whernginto two non-
adjacent CHlunits of said GCs alkyl may be replaced with -O-;

R* is absent, H, or £Cg cycloaliphatic, wherein up to two non-adjacent,Qidits of said GCg cycloaliphatic
may be replaced with -O- and saigtCs cycloaliphatic is substituted with 0-3 substitieeselected from

halogen and GC, alkyl;

R® is halogen or GC; alkyl wherein said GCg alkyl is substituted with 0-6 halogen and whergirto two non-
adjacent ChHlunits of said GCgs alkyl may be replaced with -O-;

p is an integer from O to 3 inclusive; and

R?is H, or G-C; alkyl wherein up to two non-adjacent €thits of said GCs alkyl may be replaced with -O-.

16. The compound according to claim 15, wheréiisfE, Cl, CN, CEor OCR.

17. The compound according to claim 15 or 16, wihgR is C-Cq alkyl wherein said €Cg alkyl is
substituted with 0-6 halogen.

18. The compound according to any one of claim®1&, wherein Ris t-butyl, CF, or CRCF.

19. The compound according to any one of claim®1E, wherein ring A is selected from:
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cl o) F Cl

O o O

20. The compound according to any one of claimo1B®, wherein p is 0.
21. The compound according to any one of claimo12, wherein Ris H.
22. The compound of claim 1, wherein the compoura gharmaceutically acceptable salt thereof, is

selected from Table 1.

23. A pharmaceutical composition comprising a tpeudically effective amount of the compound or a
pharmaceutically acceptable salt thereof of anyajrdaims 1 to 22 and one or more pharmaceutically

acceptable carriers or vehicles.

24, A method of inhibiting a voltage-gated sodiumatmnel in a subject comprising administering to the
subject a compound or a pharmaceutically accepsatiehereof of any one of claims 1 to 22 or arpfeeutical

composition according to claim 23.

25. The method of claim 24, wherein the voltageedatodium channel is Nav1.8.

26. A method of treating or lessening the sevénity subject of chronic pain, gut pain, neuropagain,
musculoskeletal pain, acute pain, inflammatory pe@émcer pain, idiopathic pain, multiple sclero§lbarcot-
Marie-Tooth syndrome, incontinence or cardiac ammya comprising administering an effective amoofra
compound or a pharmaceutically acceptable saletfief any one of claims 1 to 22 or a pharmacebtica

composition of claim 23.
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27. The method of claim 26, wherein gut pain cosgwiinflammatory bowel disease pain, Crohn’s deseas

pain or interstitial cystitis pain.

28. The method of claim 26, wherein neuropathia gaimprises post-herpetic neuralgia, diabetic rngiara
painful HIV-associated sensory neuropathy, trigehireuralgia, burning mouth syndrome, post-amparatain,
phantom pain, painful neuroma; traumatic neurometéh’s neuroma; nerve entrapment injury, spinahgsis,
carpal tunnel syndrome, radicular pain, sciatida;pgrve avulsion injury, brachial plexus avulsiojury;
complex regional pain syndrome, drug therapy indueguralgia, cancer chemotherapy induced neuralgta,
retroviral therapy induced neuralgia; post spiretianjury pain, idiopathic small-fiber neuropathgiopathic

sensory neuropathy or trigeminal autonomic cepbial

29. The method of claim 26, wherein musculoskeleasth comprises osteoarthritis pain, back pairg gaiin,

burn pain or dental pain.

30. The method of claim 26, wherein inflammatoringamprises rheumatoid arthritis pain or vulvodyni

31. The method of claim 26, wherein idiopathic pamprises fibromyalgia pain.

32. The method according to any one of claims 23ttovherein said subject is treated with one oremo
additional therapeutic agents administered conntlyrevith, prior to, or subsequent to treatmentwite

compound or pharmaceutical composition.
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