CLAIMS

WHAT IS CLAIMED IS:
1. A compound having the Formula (I), or a pharmaceutically acceptable salt or solvate
thereof:
Formula (I);
wherein:

R! is selected from the group consisting of hydrogen, halogen, optionally substituted Ci-
Cealkyl, optionally substituted C>-Cealkenyl, optionally substituted C>-Csalkynyl, optionally
substituted aryl, optionally substituted heteroaryl, optionally substituted C3-Cscycloalkyl,
optionally substituted -(Ci-Caalkylene)-(Cz-Cscycloalkyl), optionally substituted Ca-
Coheterocycloalkyl, optionally substituted -(Ci-Caalkylene)-(C2-Coheterocycloalkyl),
optionally substituted -(Ci-Calkylene)-(aryl), optionally substituted -(Ci-Czalkylene)-
(heteroaryl), -OR!?, -SR!0, -N(R'HR'2, -N(R')S(0)2R"; -N(R¥)N(RHR 2, -
NRP)NR!MS(0),R?, -C(O)R', -C(O)OR!, -C(S)OR!?, -C(O)SR!’, -C(O)N(R'HR'?, -
C(S)N(R'HR'2, -C(O)N(R')S(0)2R3, -C(S)N(R'HS(0)2R'3, -C(O)N(R)N(RMR'?, -
C(S)N(RP)N(R!HR!? and -C(O)N(RP)N(R!'HS(0),R';

R? is selected from the group consisting of hydrogen, optionally substituted Ci-Csalkyl,
optionally substituted C3-Cscycloalkyl, optionally substituted aryl, optionally substituted -
(Ci-Caalkylene)-(aryl), optionally substituted heteroaryl, optionally substituted C»-
Coheterocycloalkyl, and optionally substituted -(Ci-Cralkylene)-(heteroaryl);

R? is selected from the group consisting of hydrogen, optionally substituted Ci-Csalkyl,
optionally substituted C2-Cgsalkenyl, optionally substituted C2-Cealkynyl, optionally
substituted C3-Cgcycloalkyl, optionally substituted aryl, optionally substituted -(C;-
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Caalkylene)-(aryl), optionally substituted heteroaryl, optionally substituted C»-
Coheterocycloalkyl, optionally substituted -(Ci-Caalkylene)-(heteroaryl), -C(O)R?, -
C(O)OR?, -S(0)2R?, -C(O)N(R?")R?2, -C(O)N(R?1)S(0)2R?**, -C(O)N(R?*)N(R?H)R??, -
C(O)N(R*)N(R?HS(0)2R?*, -N(R?*)C(O)R?, -N(R?*)C(O)N(R?")R??, -
N(R?*)C(O)N(R?HS(0)2R?*, -N(R?))C(O)N(R*)N(R?")R?2,
-N(R?)C(O)N(R?*)N(R?"S(0)2R?**, -N(R**)C(O)OR?, -P(O)OR?’, and -P(O)(OR!?)OR?;

R*, R3, R®, and R’ are each independently selected from the group consisting of hydrogen,
halogen, optionally substituted C;-Cesalkyl, optionally substituted C>-Cealkenyl, and
optionally substituted C>-Csalkynyl;

N R25
T
R8 is selected from the group consisting of -CN, -C(O)OR?, -C(O)N(R?*)R?6, ,
N-N
- ¥ i
§_<O/]\R25
and ;

R!9, R!3 and R'* are each independently selected from the group consisting of hydrogen,
optionally substituted C;-Csalkyl, optionally substituted C>-Csalkenyl, optionally substituted
C>-Cealkynyl, optionally substituted C3-Cgcycloalkyl, optionally substituted aryl, optionally
substituted -(Ci-Coralkylene)-(aryl), optionally substituted C>-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(Ci-Czalkylene)-(heteroaryl);

R!'"and R!? are each independently selected from the group consisting of hydrogen, optionally
substituted C;-Cealkyl, optionally substituted C2-Csalkenyl, optionally substituted Ca-
Cealkynyl, optionally substituted C3-Cgcycloalkyl, optionally substituted aryl, optionally
substituted -(C-Caalkylene)-(aryl), optionally substituted C>-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(Ci-Czalkylene)-(heteroaryl); or optionally
R!! and R!? together with the nitrogen atom to which they are attached, form an optionally
substituted C2-Coheterocycloalkyl ring;

R is selected from the group consisting of optionally substituted C;-Cealkyl, optionally
substituted C2-Csalkenyl, optionally substituted C>-Cealkynyl, optionally substituted C3-Cg
cycloalkyl, optionally substituted aryl, optionally substituted -(C;-Czalkylene)-(aryl),
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optionally substituted C2-Coheterocycloalkyl, optionally substituted heteroaryl, and
optionally substituted -(C;-Czalkylene)-(heteroaryl);

R!, R?, and R?} are each independently selected from the group consisting of hydrogen,
optionally substituted C1-Cealkyl, optionally substituted Cz-Csalkenyl, optionally substituted
C2-Cealkynyl, optionally substituted Cs-Cscycloalkyl, optionally substituted aryl, optionally
substituted -(C;-Czalkylene)-(aryl), optionally substituted C2-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(C;-Czalkylene)-(heteroaryl);

R?! and R?? are each independently selected from the group consisting of hydrogen, optionally
substituted C;-Cealkyl, optionally substituted C2-Csalkenyl, optionally substituted Ca-
Cealkynyl, optionally substituted C3-Cgcycloalkyl, optionally substituted aryl, optionally
substituted -(C;-Czalkylene)-(aryl), optionally substituted C2-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(Ci-Coalkylene)-(heteroaryl); or optionally
R?! and R?? together with the nitrogen atom to which they are attached, form an optionally
substituted C>-Coheterocycloalkyl ring;

R?* is selected from the group consisting of optionally substituted C;-Cealkyl, optionally
substituted C2-Csalkenyl, optionally substituted C>-Cesalkynyl, optionally substituted C3-Cs
cycloalkyl, optionally substituted aryl, optionally substituted -(Ci-Calkylene)-(aryl),
optionally substituted C2-Coheterocycloalkyl, optionally substituted heteroaryl, and
optionally substituted -(Ci-Caalkylene)-(heteroaryl); and

R?% and R?% are each independently selected from the group consisting of hydrogen, optionally
substituted C1-Csalkyl, optionally substituted C3-Cscycloalkyl, optionally substituted aryl,
optionally substituted -(C;-Caalkylene)-(aryl), optionally substituted C»-Coheterocycloalkyl,
optionally substituted heteroaryl, and optionally substituted -(C;-Czalkylene)-(heteroaryl).
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2. The compound according to claim 1 having a structure of Formula (IX), or a

pharmaceutically acceptable salt or solvate thereof:

(IX)

wherein:

R! is selected from the group consisting of hydrogen, halogen, optionally substituted C;-
Cealkyl, optionally substituted C2-Cealkenyl, optionally substituted C2-Csalkynyl, optionally
substituted aryl, optionally substituted heteroaryl, optionally substituted C3-Cscycloalkyl,
optionally substituted -(C;-Czalkylene)-(Cs-Cscycloalkyl), optionally substituted Co-
Coheterocycloalkyl, optionally substituted -(C;-Caalkylene)-(C2-Coheterocycloalkyl),
optionally substituted -(C-Coalkylene)-(aryl), optionally substituted -(C;-Czalkylene)-
(heteroaryl), -OR!?, -SR!%, -N(R!'"HR!?, - N(R')S(0)2R"3; -N(RP)N(R'HR'?, -
NRP)NR!MS(0),R?, -C(O)R!, -C(O)OR, -C(S)OR?, -C(O)SR!’, -C(O)N(R'HR'?, -
C(S)N(R'HR'?, -C(O)N(R')S(0)2R 5, -C(S)N(R'HS(0)2R'3, -C(O)N(RP)N(R!R!?, -
C(S)N(R')N(R'MR!'? and -C(O)N(R*)N(R!")S(O)2R5;

R? is selected from the group consisting of hydrogen, optionally substituted C;-Csalkyl,
optionally substituted C3-Cscycloalkyl, optionally substituted aryl, optionally substituted -
(Ci-Caalkylene)-(aryl), optionally substituted heteroaryl, optionally substituted C»-
Coheterocycloalkyl, and optionally substituted -(C;-Czalkylene)-(heteroaryl);

R* and R’ are each independently selected from the group consisting of hydrogen, halogen,
optionally substituted C;-Csalkyl, optionally substituted C>-Csalkenyl, and optionally
substituted Ca-Cealkynyl;

R® and R7 are each independently selected from the group consisting of hydrogen, halogen,
optionally substituted Ci-Csalkyl, optionally substituted C>-Csalkenyl, and optionally
substituted C>-Cealkynyl;

R? is -C(O)OR? or -C(O)N(R>)R?;
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R!%, R!3 and R'* are each independently selected from the group consisting of hydrogen,
optionally substituted Ci-Cealkyl, optionally substituted C>-Csalkenyl, optionally substituted
C2-Cealkynyl, optionally substituted Cs-Cscycloalkyl, optionally substituted aryl, optionally
substituted -(Ci-Caalkylene)-(aryl), optionally substituted C>-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(C;-Cralkylene)-(heteroaryl);

R!'and R'? are each independently selected from the group consisting of hydrogen, optionally
substituted C;-Cealkyl, optionally substituted C2-Csalkenyl, optionally substituted Ca-
Cealkynyl, optionally substituted C3-Cgcycloalkyl, optionally substituted aryl, optionally
substituted -(C-Caalkylene)-(aryl), optionally substituted C>-Coheterocycloalkyl, optionally
substituted heteroaryl, and optionally substituted -(Ci-Coalkylene)-(heteroaryl); or optionally
R'! and R'? together with the nitrogen atom to which they are attached, form an optionally
substituted C>-Coheterocycloalkyl ring;

R is selected from the group consisting of optionally substituted C;-Cealkyl, optionally
substituted C>-Cealkenyl, optionally substituted C>-Csalkynyl, optionally substituted C3-Cg
cycloalkyl, optionally substituted aryl, optionally substituted -(Ci-Calkylene)-(aryl),
optionally substituted C2-Coheterocycloalkyl, optionally substituted heteroaryl, and optionally
substituted -(Ci-Cralkylene)-(heteroaryl);

R?% and R?6 are each independently selected from the group consisting of hydrogen, optionally
substituted C;-Cealkyl, optionally substituted C3-Cscycloalkyl, optionally substituted aryl,
optionally substituted -(C;-Cralkylene)-(aryl), optionally substituted C2-Coheterocycloalkyl,
optionally substituted heteroaryl, and optionally substituted -(C;-Czalkylene)-(heteroaryl);

R is halogen, optionally substituted -(C;-Csalkylene)-(Cz-Coheterocycloalkyl), or optionally
substituted -O-(C-Caalkylene)-(Ca-Coheterocycloalkyl);

each R3! is independently halogen, -OH, -CN, -NO», -NH>, optionally substituted C;-Csalkyl,
optionally substituted Ci-Cesalkoxy, optionally substituted C;-Csalkylamine, optionally
substituted C3-Cscycloalkyl, optionally substituted C2-Coheterocycloalkyl, aryl, or heteroaryl;
and

nis 0, 1, 2, 3, or 4.
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3. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,
wherein R! is optionally substituted Ci-Csalkyl, optionally substituted C2-Csalkenyl, or
optionally substituted C2-Cealkynyl.

4. The compound of claim 3, or a pharmaceutically acceptable salt or solvate thereof,

wherein R! is optionally substituted C;-Csalkyl and R? is H.

5. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,

wherein R? is -C(O)R%.

6. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof

7

wherein R* and R? are each independently optionally substituted C;-Cealkyl and R® and R7 are

each hydrogen.

7. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,

wherein R?® is -C(O)OR?.

8. The compound of claim 5, or a pharmaceutically acceptable salt or solvate thereof,

wherein R is an optionally substituted aryl.

9. The compound of claim 2, or a pharmaceutically acceptable salt or solvate thereof

wherein R! is optionally substituted C;-Csalkyl and R? is H.

10.  The compound of claim 2, or a pharmaceutically acceptable salt or solvate thereof
wherein R* and R> are each optionally substituted Ci-Csalkyl, R® and R” are each hydrogen, and
R®is -C(O)OR>.

11. The compound of claim 2, or a pharmaceutically acceptable salt or solvate thereof,

wherein R is optionally substituted -O-(C;-Caalkylene)-(C2-Coheterocycloalkyl) and n is 0.

12. The compound of claim 1, wherein the pharmaceutically acceptable salt is hydrochloric

acid.
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13. The compound, or a pharmaceutically acceptable salt or solvate thereof, of claim 1

selected from:

Wt i

COzI

,and
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14. A compound having the structure:

or a pharmaceutically acceptable salt or solvate thereof.

15. The compound according to claim 14 having the structure:

wherein the pharmaceutically acceptable salt is formed with hydrochloric acid.

16. A pharmaceutical composition comprising a pharmaceutically acceptable diluent,
excipient or binder, and a compound of claim 1; or a pharmaceutically acceptable salt or solvate

thereof.
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