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CLAIMS
We Claim:

1. A compound having the structure of Formula (I):

R9), O CF
R0 R R® O‘@\/OJ\O CFs
p
Formula (I);
wherein:
RlisHor Ci.salkyl;
R?is Crealkyl;
R*isHor Cisalkyl;

R*and R’ are independently selected from H and C.galkyl;
each R® is independently selected from Ci.alkyl, halogen, -CN, C,.¢haloalkyl, -OR’,
-C(O)NR*R’, Cs.scycloalkyl, Ca.oheterocycloalkyl, -C1.salkyl(Ca.oheterocycloalkyl),
and Cjoheteroaryl, wherein Cs.scycloalkyl, Cyoheterocycloalkyl, -Ci.salkyl(C,.
oheterocycloalkyl), and C;.gheteroaryl are optionally substituted with one, two, or
three groups independently selected from halogen, C,alkyl, C,.shaloalkyl, and C;.
calkoxy;
each R’ is independently selected from H, Ci.salkyl, C;haloalkyl, and Cs.
scycloalkyl;
each R® and R’ is each independently selected from H, C,salkyl, C3.cycloalkyl,
aryl, and heteroaryl; or R® and R, together with the nitrogen to which they are
attached, form a heterocycloalkyl ring optionally substituted with one, two, or three
RIO;
each R' is independently selected from halogen, C,.alkyl, C,.chaloalkyl, oxo, -CN,
and Cs.cycloalkyl,
nis 0, 1,2, 3, or 4; and
pisOorl;
or a pharmaceutically acceptable salt or solvate thereof.
2. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,
wherein p is 0.
3. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,

wherein p is 1.
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4. The compound of claim 3, or a pharmaceutically acceptable salt or solvate thereof,
wherein R* and R are H.

5. The compound of any one of claims 1-4, or a pharmaceutically acceptable salt or
solvate thereof, wherein R’ is H.

6. The compound of any one of claims 1-4, or a pharmaceutically acceptable salt or
solvate thereof, wherein R’ is Ciealkyl.

7. The compound of claim 6, or a pharmaceutically acceptable salt or solvate thereof,
wherein R® is -CH;.

8. The compound of any one of claims 1-7, or a pharmaceutically acceptable salt or
solvate thereof, wherein R?is -CHj.

9. The compound of any one of claims 1-8, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R® is independently selected from Csalkyl, halogen, -
CN, C,shaloalkyl, —OR7, Cs.scycloalkyl, Cy.oheterocycloalkyl, and Cy.9heteroaryl,
wherein Cscycloalkyl, Caoheterocycloalkyl, and Cjoheteroaryl are optionally
substituted with one or two groups independently selected from halogen, C;_calkyl,
Ci.ghaloalkyl, and C.salkoxy.

10. The compound of any one of claims 1-9, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R® is independently selected from C,.salkyl, halogen, -
CN, Cy.ghaloalkyl, -OR’, and Cs.cycloalkyl.

11. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R is independently selected from Cj.alkyl and C,.
chaloalkyl.

12. The compound of any one of claims 1-10, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R® is independently selected from Calkyl, halogen, -
CN, and C;haloalkyl.

13. The compound of claim 12, or a pharmaceutically acceptable salt or solvate thereof,
wherein each R® is independently selected from halogen and C;_ghaloalkyl.

14. The compound of any one of claims 1-13, or a pharmaceutically acceptable salt or
solvate thereof, wherein nis 1 or 2.

15. The compound of claim 14, or a pharmaceutically acceptable salt or solvate thereof,
wherein n is 1.

16. The compound of claim 14, or a pharmaceutically acceptable salt or solvate thereof,
wherein n is 2.

17. The compound of any one of claims 1-8, or a pharmaceutically acceptable salt or

solvate thereof, wherein n is 0.
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18. The compound of any one of claims 1-17, or a pharmaceutically acceptable salt or
solvate thereof, wherein R' is H.

19. A compound having the structure of Formula (II):

(R?), O CF3
Rt ‘/\NJ\O)\CF:,,
N
R’l
Formula (II);

wherein:
R'is -R" -OR? -SR*, -S(0),R*, -NR*)(R?), -NH(R"), or -C=C-(CR°R")-R";
R!is Cs.scycloalkyl, C,.oheterocycloalkyl, or C;.oheteroaryl, wherein Cs.
scycloalkyl, Cy.oheterocycloalkyl, or C,.gheteroaryl are optionally substituted with
one, two, or three groups independently selected from halogen, Cysalkyl, C;.
chaloalkyl, and C,.calkoxy;
each R” is independently selected from C.alkyl, halogen, -CN, C.haloalkyl, -C.
salkyl(heterocycloalkyl), -OR"", and -C(O)NR"™R";
R’ is -(CR°R"),-R?, -(CR°R"),-Y-(CR°R")-R®, or -(CR°R"),-C3 scycloalkyl-R®;
R*is -(CR°R),-R* | -(CR°R"),-C(0)OH, or -(CR°R"),-Y-(CR°R"),-R¥;
R" is -(CRR")»-R* | -(CR°R"),-Y-(CR®R7)-R?®, -Cy.6alkyl-C(O)OH, -Cs.
scycloalkyl-C(O)OH, or -C;alkyl-Cs.¢cycloalkyl-C(O)OH;
Y is -O- or -N(R*)-;
R’ is Ciealkyl or -CH,-phenyl optionally substituted with one, two, or three groups
independently selected from halogen, Cisalkyl, Ci.chaloalkyl, and C,.calkoxy;
each R® and R is each independently selected from H, F, and C,alkyl; or R® and
R’, together with the carbon to which they are attached, form a C;.¢cycloalkyl ring;
R*is -C(O)OR’, -C(O)R", or -C(0)O-(CR"R")-OC(O)R"";
R* is -C(0)OR”, -C(O)R", or -C(0)O-(CR"R")-OC(O)R';
R’isHor Ci.ealkyl;
R” is Cy.ealkyl;
R is Cy.salkyl or -NHSO,R*;
R' is Cy.ealkyl or -NHSO,R?";
RYis Ci.salkyl or Cy.salkoxy;
R" and R" is each independently H or C.¢alkyl;
R"is -(CRPR"),;-R® or -(CR°R"),-Y-(CR°R")R%;
each R" and R is each independently selected from H, F, and Calkyl;
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each R' is independently selected from H, Cisalkyl, C;¢haloalkyl, and Cs.
scycloalkyl;

each R'™ and R" is each independently selected from H, C,alkyl, Cs.scycloalkyl,
aryl, and heteroaryl; or R'® and R", together with the nitrogen to which they are
attached, form a heterocycloalkyl ring optionally substituted with one, two, or three
R20;

each R” is independently selected from halogen, C\.alkyl, C\.chaloalkyl, oxo, -CN,
and C;.¢cycloalkyl,

R* is Cy.ealkyl or Cs.cycloalkyl;

R* is H, Cyalkyl, or -SO,R>;

R* is Cgalkyl;

misl, 2, 3or4;

nis 0, 1,2, or3;

pis2,3, or4

qis 1,2, or3;

tis 0, 1, or 2; and

vis3or4;

or a pharmaceutically acceptable salt or solvate thereof.

20.

21.

22,

23.

24.

25.

26.

The compound of claim 19, or a pharmaceutically acceptable salt or solvate thereof,
wherein R' is -OR”.

The compound of claim 19 or 20, or a pharmaceutically acceptable salt or solvate
thereof, wherein R’ is (CR°R");,-R®.

The compound of any one of claims 19-21, or a pharmaceutically acceptable salt or
solvate thereof, wherein mis 1, 2, or 3.

The compound of any one of claims 19-22, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R® and R’ is each independently selected from H and
Crealkyl, or R® and R’, together with the carbon to which they are attached, form a
Cs.scycloalkyl ring.

The compound of any one of claims 19-23, or a pharmaceutically acceptable salt or
solvate thereof, wherein R® is -C(O)OR’.

The compound of claim 24, or a pharmaceutically acceptable salt or solvate thereof,
wherein R’ is H.

The compound of claim 24, or a pharmaceutically acceptable salt or solvate thereof,

wherein R” is Ci.galkyl.
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27.

28.

29.

30.

31

32.

33.

34.

35.

36.

37.

38.

The compound of any one of claims 19-23, or a pharmaceutically acceptable salt or
solvate thereof, wherein R® is -C(O)R".

The compound of claim 27, or a pharmaceutically acceptable salt or solvate thereof,
wherein R' is -NHSO,R*!.

The compound of claim 28, or a pharmaceutically acceptable salt or solvate thereof,
wherein R*! is Ciealkyl.

The compound of claim 28, or a pharmaceutically acceptable salt or solvate thereof,
wherein R*! is Cs.¢cycloalkyl.

The compound of any one of claims 19-30, or a pharmaceutically acceptable salt or
solvate thereof, wherein each R” is independently selected from C.salkyl, halogen,
and C,ghaloalkyl.

The compound of any one of claims 19-31, or a pharmaceutically acceptable salt or

solvate thereof, wherein nis 1.

The compound of any one of claims 19-30, or a pharmaceutically acceptable salt or

solvate thereof, wherein n is 0.

The compound of any one of claims 19-33, or a pharmaceutically acceptable salt or
solvate thereof, wherein R'is Cs.scycloalkyl, Cy.oheterocycloalkyl, or Cj.oheteroaryl,
wherein Cscycloalkyl, Cyoheterocycloalkyl, or C.oheteroaryl are optionally
substituted with one or two groups independently selected from halogen, C,_calkyl,
Ci.ghaloalkyl, and Cy.salkoxy.

The compound of any one of claims 19-34, or a pharmaceutically acceptable salt or
solvate thereof, wherein R'is Cs.scycloalkyl, Cy.oheterocycloalkyl, or Cj.oheteroaryl,
wherein Cs.scycloalkyl, C;oheterocycloalkyl, or C.gheteroaryl are unsubstituted.
The compound of claim 35, or a pharmaceutically acceptable salt or solvate thereof,
wherein R" is unsubstituted Cs.ccycloalkyl.

The compound of claim 35, or a pharmaceutically acceptable salt or solvate thereof,
wherein R! is unsubstituted Cj.oheterocycloalkyl.

The compound of claim 35, or a pharmaceutically acceptable salt or solvate thereof,

wherein R! is unsubstituted Cj.oheteroaryl.
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39. A compound selected from:

CF3
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C /\/ and HO™ ~0 ; or a pharmaceutically

acceptable salt or solvate thereof.

40. A compound selected from:
O CFs

F3C\©\/OJ\0)\CF3

OCF;, O CFs
HJ\OH (o] CF3 (\NJJ\O)\CF:;
NC ° NJ\O)\CF HO N\)
10¢ s My
N ,and O ;ora

pharmaceutically acceptable salt or solvate thereof.

41. A compound selected from:

127



WO 2019/222266 PCT/US2019/032289

CF3 O CFs

(o]
FSC\Q\/OJ\O CF3 Fac\@\/OJ\O CF, F3C N\)N)J\OACF;,

-9 0o 0o

? 0 ko

o OK ’ 0)\/ 0}\’< |

0 CR
Fo€ (\NJ\OJ\CF;,
0 CF N
FsC (\NJ\O o, io
N 0o

> o
0”0 o)\o

\ , and N , or a pharmaceutically

acceptable salt or solvate thereof.

42. A pharmaceutical composition comprising a compound of any one of claims 1-41, or
a pharmaceutically acceptable salt or solvate thereof, and at least one
pharmaceutically acceptable excipient.

43. A method of treating pain in a patient comprising administering to the patient in
need thereof a therapeutically effective amount of a compound of any one of claims
1-41, or a pharmaceutically acceptable salt or solvate thereof.

44. The method of claim 43, wherein the pain is neuropathic pain.

45. The method of claim 43, wherein the pain is inflammatory pain.

46. A method of treating a disease or disorder in a patient comprising administering to
the patient in need thereof a therapeutically effective amount of a compound of any
one of claims 1-41, or a pharmaceutically acceptable salt or solvate thereof, wherein
the disease or disorder is selected from the group consisting of epilepsy/seizure
disorder, multiple sclerosis, neuromyelitis optica (NMO), Tourette syndrome,
Alzheimer’s disease, and abdominal pain associated with irritable bowel syndrome.

47. The method of claim 46, wherein the disease or disorder is multiple sclerosis.

48. The method of claim 46, wherein the disease or disorder is Tourette syndrome.

49. The method of claim 46, wherein the disease or disorder is Alzheimer’s disease.

50. The method of claim 46, wherein the disease or disorder is abdominal pain associated
with irritable bowel syndrome.

51. A method of treating attention deficit and hyperactivity disorder (ADHD) in a patient

comprising administering to the patient in need thereof a therapeutically effective
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amount of a compound of any one of claims 1-41, or a pharmaceutically acceptable

salt or solvate thereof.
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