
Claims 

5 1. A compound of Formula (I): 
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N ... ......."••• Ft3  
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[R2
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q  

52A 

R2 	(I) 

or a pharmaceutically acceptable salt thereof, 

wherein: 

R1  is 3-10 membered heterocyclyl substituted by R6A  or C3-C8  cycloalkyl 

10 substituted by R66, where said 3-10 membered heterocyclyl and C3-C8  cycloalkyl are 

optionally further substituted by one or more R6; 

each R2  is independently F, OH, C1-C4  alkyl, Crat  fluoroalkyl, C1-C4  alkoxy or 

C1-C4  fluoroalkoxy; 

R2A  and R2B  are independently H, F, OH, C1-C4  alkyl, C1-C4  fluoroalkyl, C1-C4  

15 alkoxy or C1-C4 fluoroalkoxy; 

where each said C1-C4  alkyl and C1-C4 fluoroalkyl in R2, R2A  and R2B  is 

independently optionally substituted by OH, C1-C4  alkoxy or C1-C4  fluoroalkoxy; 

R3  is H, F, CI, NH2, C1-C4  alkyl or C1-C4  fluoroalkyl, where said C1-C4  alkyl and 

20 

C1-C4  fluoroalkyl are optionally substituted by OH, CN, Crat  alkoxy, C1-C4  fluoroalkoxy, 

CONH2  and COOH; 

R4  is H, C1-C2  alkyl or C1-C2 fluoroalkyl; 

R5A  is SO2R7, SO2NR8R9, NHSO2R7  or NHSO2NR8R9; 

R66  is NHSO2R7  or NHSO2NR8R9; 

each R6  is independently F, OH, C1-C4  alkyl, C1-C4  fluoroalkyl, C1-C4  alkoxy or 

25 Cl-C4 fluoroalkoxy; 

R7  is C1-C4 alkyl, C1-C4  fluoroalkyl, -L-(C3-C8  cycloalkyl), -L-(5-6 membered 

heterocyclyl) or -L-(5-6 membered heteroaryl); 
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R8  andR9  are independently H, C1-C4 alkyl, Crat fluoroalkyl, -L-(C3-C8 

cycloalkyl), -L-(5-6 membered heterocyclyl) or -L-(5-6 membered heteroaryl); or 

R8  and R9  may be taken together with the nitrogen atom to which they are 

attached to form a 5-6 membered heterocyclyl; 

5 where each said Ci-C4 alkyl and C1-C4 fluoroalkyl in R7, R8  and R9  is 

optionally substituted by OH, Ci-C4  alkoxy, C1-C4 fluoroalkoxy or SO2Me, and 

each said C3-C8  cycloalkyl, 5-6 membered heterocyclyl and 5-6 membered 

heteroaryl in R7, R8  and R9  is optionally substituted by Crai alkyl, OH, C1-C4  

alkoxy or C1-C4 fluoroalkoxy; 

10 L is a bond or C1-C4  alkylene, where said C1-C4  alkylene is optionally substituted 

by OH, C1-C4  alkoxy or Crai fluoroalkoxy; 

p is 0, 1, 2, 3 or 4; 

q is 0, 1, 2 or 3; and 

r is 0, 1 or 2. 

15 2.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein 

R1  is 3-10 membered heterocyclyl substituted by R5A  and optionally further substituted 

by one or more R8; and R5A  is SO2R7  or SO2NR8R9. 

3.  The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, 

wherein R3  is F, CI, C1-C4  alkyl or Crat  fluoroalkyl, where said C1-C4  alkyl and C1-C4  

20 fluoroalkyl are optionally substituted by OH. 

4.  The compound of claim 1, 2 or 3, or a pharmaceutically acceptable salt thereof, 

wherein R2A  and R28  are independently H, OH or Ci-C4 alkyl. 

5. A compound of Formula (ID: 

R4  

N R3  

HN N N
Z

o 

R1  

IR21  Z.  R2A  Rte 
Hi) P \ 

227 



or a pharmaceutically acceptable salt thereof, 

wherein: 

R1  is 3-10 membered heterocyclyl substituted by RSA  or C3-C8  cycloalkyl 

substituted by R68, where said 3-10 membered heterocyclyl and C3-C8  cycloalkyl are 

5 optionally further substituted by one or more R6; 

each R2  is independently F, OH, Grat  alkyl, C1-C4  fluoroalkyl, C1-C4  alkoxy or 

Ci-C4  fluoroalkoxy; 

R2A  and R28  are independently H, F, OH, C1-C4 alkyl, C1-C4 fluoroalkyl, C1-a4 

alkoxy or C1-C4  fluoroalkoxy; 

10 where each said Crat alkyl and Crat fluoroalkyl in R2, R2A  and R28  is 

independently optionally substituted by OH, C1-C4 alkoxy or Cra4fluoroalkoxY1 

R3  is H, F, CI, NH2, C1-C4  alkyl or C1-C4  fluoroalkyl, where said C1-C4  alkyl and 

Crat  fluoroalkyl are optionally substituted by OH, CN, C1-C4  alkoxy, C1-C4  fluoroalkoxy, 

CONH2  and COOH; 

15 R4  is H, C1-C2  alkyl or C1-C2  fluoroalkyl; 

R5A  is SO2R7, SO2NR8R9, NHSO2R7  or NHSO2NR8R9; 

R68  is NHSO2R7  or NHSO2NR8R9; 

each R6  is independently F, OH, Ci-C4  alkyl, C1-C4 fluoroalkyl, Crat alkoxy or 

Crat fluoroalkoxy; 

20 R7  is C1-C4 alkyl, C1-C4 fluoroalkyl, -L-(C3-C8  cycloalkyl), -L-(5-6 membered 

heterocyclyl) or -L-(5-6 membered heteroaryl); 

R8  and R9  are independently H, C1-C4  alkyl, C1-C4  fluoroalkyl, -L-(C3-C8  

cycloalkyl), -L-(5-6 membered heterocyclyl) or -L-(5-6 membered heteroaryl); or 

R8  and R9  may be taken together with the nitrogen atom to which they are 

25 attached to form a 5-6 membered heterocyclyl; 

where each said C1-C4  alkyl and Ci-C4  fluoroalkyl in R7, R8  and R9  is 

optionally substituted by OH, Ci-C4  alkoxy, C1-C4 fluoroalkoxy or SO2Me, and 

each said C3-C8  cycloalkyl, 5-6 membered heterocyclyl and 5-6 membered 

heteroaryl in R7, R8  and R9  is optionally substituted by C1-C4  alkyl, OH, C1-C4  

30 alkoxy or C1-C4  fluoroalkoxy; 

L is a bond or Ci-C4 alkylene, where said C1-C4 alkylene is optionally substituted 

by OH, Ci-C4  alkoxy or C1-C4  fluoroalkoxy; and 

p is 0, 1, 2, 3 or 4. 
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6. The compound of claim 5, or a pharmaceutically acceptable salt thereof, wherein 

R1  is 3-10 membered heterocyclyl substituted by R5A  and optionally further substituted 

by one or more R6; and R5A  is SO2R7  or SO2NR8R9. 

5 7. The compound of claim 5 or 6, or a pharmaceutically acceptable salt thereof, 

wherein R3  is F, CI, C1-C4 alkyl or C1-C4  fluoroalkyl, where said C1-C4 alkyl and al-C4  

fluoroalkyl are optionally substituted by OH. 

8. The compound of claims 5, 6 or 7, or a pharmaceutically acceptable salt thereof, 

10 wherein R2A  and R2B  are independently H, OH or C1-C4  alkyl. 

9. A compound of Formula (III): 

iu 

R4  

R3  

HN N N 

R21 

R2A  

R2B 	(Ill) 

15 

or a pharmaceutically acceptable salt thereof, 

wherein: 

R1  is 3-10 membered heterocyclyl substituted by R5A  or C3-C8  cycloalkyl 

substituted by R58, where said 3-10 membered heterocyclyl and C3-C8  cycloalkyl are 

optionally further substituted by one or more Re; 

20 

each R2  is independently F, OH, C1-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 alkoxy or 

Cl-C4  fluoroalkoxy; 

R2A  and R2B  are independently H, F, OH, C1-C4  alkyl, C1-C4  fluoroalkyl, C1-C4  

alkoxy or C1-C4 fluoroalkoxy; 

where each said C1-C4  alkyl and C1-C4 fluoroalkyl in R2, R2A  and R26  is 

independently optionally substituted by OH, C1-C4 alkoxy or C1-C4 fluoroalkoxy; 

25 R3  is H, F, CI, NI-12, C1-C4  alkyl or C1-C4  fluoroalkyl, where said C1-C4  alkyl and 

C1-C4  fluoroalkyl are optionally substituted by OH, CN, C1-C4  alkoxy, C1-C4  fluoroalkoxy, 

CONH2  and COOH; 

R4  is H, C1-C2  alkyl or C1-C2  fluoroalkyl; 
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R5A  is SO2R7, SO2NR8R9, NHSO2R7  or NHSO2NR8R9; 

R68  is NHSO2R7  or NHSO2NR8R9; 

each R6  is independently F, OH, Ci-C4  alkyl, Crat fluoroalkyl, C1-04  alkoxy or 

C1-C4  fluoroalkoxy; 

5 R7  is C1-C4 alkyl, 01-04  fluoroalkyl, -L-(C3-C8  cycloalkyl), -L-(5-6 membered 

heterocyclyl) or -L-(5-6 membered heteroaryl); 

R8  and R9  are independently H, C1-C4  alkyl, C1-C4  fluoroalkyl, -L-(C3-C8  

cycloalkyl), -L-(5-6 membered heterocyclyl) or -L-(5-6 membered heteroaryl); or 

R8  and R9  may be taken together with the nitrogen atom to which they are 

10 attached to form a 5-6 membered heterocyclyl; 

where each said C1-C4 alkyl and 01-04 fluoroalkyl in R7, R8  and R9  is 

optionally substituted by OH, C1-C4 alkoxy, 01-04 fluoroalkoxy or SO2Me, and 

each said C3-C8  cycloalkyl, 5-6 membered heterocyclyl and 5-6 membered 

heteroaryl in R7, R8  and R9  is optionally substituted by C1-C4  alkyl, OH, C1-04  

15 alkoxy or C1-04 fluoroalkoxy; 

L is a bond or C1-04  alkylene, where said C1-C4 alkylene is optionally substituted 

by OH, 01-04  alkoxy or C1-04  fluoroalkoxy; and 

p is 0, 1, 2, 3 or 4. 

20 10. The compound of claim 9, or a pharmaceutically acceptable salt thereof, wherein 

RI  is 3-10 membered heterocyclyl substituted by R5A  and optionally further substituted 

by one or more R6; and R5A  is SO2R7  or SO2NR8R9. 

25 

11. The compound of claim 9 or 10, or a pharmaceutically acceptable salt thereof, 

wherein R3  is F, CI, Ci-C4  alkyl or Cj-C4  fluoroalkyl, where said Crat  alkyl and C1-C4  

fluoroalkyl are optionally substituted by OH. 

12. The compound of claims 9, 10 or 11, or a pharmaceutically acceptable salt 

thereof, wherein R2A  and R28  are independently H, OH or Grai alkyl. 

30 

13. A compound of Formula (IV): 
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R4  

R3  
N -Z  

H N 

Ri 
I 

NN o 

R2A 

R2B 	(IV) 

or a pharmaceutically acceptable salt thereof, 

wherein: 

R1  is 3-10 membered heterocyclyl substituted by WA  or C3-C8  cycloalkyl 

5 	substituted by R68, where said 3-10 membered heterocyclyl and C3-C8  cycloalkyl are 

optionally further substituted by one or more R6; 

R2A  and R2B  are independently H, F, OH, C1-C4 alkyl, C1-C4 fluoroalkyl, C1-C4 

alkoxy or C1-C4  fluoroalkoxy; 

where each said C1-C4  alkyl and C1-C4 fluoroalkyl in R2A  and R2B  is 

10 	independently optionally substituted by OH, C1-C4  alkoxy or C1-C4  fluoroalkoxy; 

R3  is H, F, CI, NH2, C1-C4  alkyl or C1-C4  fluoroalkyl, where said C1-C4  alkyl and 

C1-C4  fluoroalkyl are optionally substituted by OH, CN, C1-C4  alkoxy, C1-C4  fluoroalkoxy, 

CONH2  and COOK 

R4  is H, C1-C2  alkyl or C1-C2  fluoroalkyl; 

15 	RSA  is SO2R7, SO2NR8R9, NHSO2R7  or NHSO2NR8R9; 

R68  is NHSO2R7  or NHSO2NR8R9; 

each R6  is independently F, OH, C1-C4  alkyl, C1-C4  fluoroalkyl, C1-C4  alkoxy or 

C1-C4  fluoroalkoxy; 

R7  is C1 -C4  alkyl, C1-C4  fluoroalkyl, -L-(C3-C8  cycloalkyl), -L-(5-6 membered 

20 	heterocyclyl) or -L-(5-6 membered heteroaryl); 

R8  and R9  are independently H, C1-C4 alkyl, C1-C4  fluoroalkyl, -L-(C3-C8 

cycloalkyl), -L-(5-6 membered heterocyclyl) or -L-(5-6 membered heteroaryl); or 

R8  and R9  may be taken together with the nitrogen atom to which they are 

attached to form a 5-6 membered heterocyclyl; 

25 	 where each said C1-C4  alkyl and C1-C4 fluoroalkyl in R7, R8  and R9  is 

optionally substituted by OH, C1-C4 alkoxy, C1-C4  fluoroalkoxy or SO2Me, and 

each said C3-C8  cycloalkyl, 5-6 membered heterocyclyl and 5-6 membered 
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heteroaryl in R7, R8  and R9  is optionally substituted by C1-C4  alkyl, OH, C1-C4  

alkoxy or C1-C4  fluoroalkoxy; 

L is a bond or C1-C4  alkylene, where said C1-C4  alkylene is optionally substituted 

5 

by OH, C1-C4  alkoxy or C1-C4  fluoroalkoxy; and 

p is 0, 1, 2, 3 or 4. 

14. The compound of claim 13, having the Formula (IV-B): 

irei 

N R3  

HN NN o 

R 	 R2A 

n.213 
(IV-B), 

10 or a pharmaceutically acceptable salt thereof. 

15. The compound of claim 13 or 14, or a pharmaceutically acceptable salt thereof, 

wherein al  is 5-6 membered heterocyclyl substituted by RSA; and RSA  is SO2R7  or 

SO2NR8R9. 

15 16. The compound of claim 13, 14 or 15, or a pharmaceutically acceptable salt 

thereof, wherein R3  is C1-C4  alkyl or C1-C4  fluoroalkyl, where said C1-C4  alkyl and C1-C4  

fluoroalkyl are optionally substituted by OH. 

17. The compound of any one of claims 13 to 16, or a pharmaceutically acceptable 

salt thereof, wherein R2A  and R2B  are independently H, OH or C1-C4  alkyl, provided at 

20 least one of R2A  and R2B  is not H. 

18. The compound of any one of claims 13 to 16, or a pharmaceutically acceptable 

salt thereof, wherein: (a) R2A  is OH and R2B is  H; (b) R2A  is OH and R2B  is CH3; or (c) R2A  

is H and R2B  is CH3. 
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19.  A pharmaceutical composition comprising a compound of any one of claims 1 to 

18, or 

carrier 

a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 

or excipient. 

20.  A method for the treatment of cancer in a subject in need thereof, comprising 

5 administering to the subject a therapeutically effective amount of a compound of any 

one of claims 1 to 18, or a pharmaceutically acceptable salt thereof. 

21.  The method of claim 20, wherein the cancer is (a) breast cancer or ovarian 

cancer; (b) characterized by amplification or overexpression of cyclin El (CCNE1) or 

cyclin E2 (CCNE2); or (c) both (a) and (b). 

10 22.  Use of a compound of any one of claims 1 to 18, or a pharmaceutically 

acceptable salt thereof, for the treatment of cancer in a subject in need thereof. 

23.  The use of claim 22, wherein the cancer is (a) breast cancer or ovarian cancer; 

(b) characterized by amplification or overexpression of cyclin El (CCNE1) or cyclin E2 

(CCNE2); or (c) both (a) and (b). 

15 24.  A compound of the formula: 

0 	 F -..„ * 

'S'N' 0/  NWL  F L
.........r.„ 

 II 
,.....1/4.„ 

N 	N
...7.., 

N—
,....t..... 

0 
H it (R),OH 

or a pharmaceutically acceptable salt thereof. 

25.  A pharmaceutical composition comprising a compound of claim 24, or a 

20 pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 

carrier or excipient. 
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