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What Is Claimed Is: 

1. 	A compound having Formula I: 

0 

R2  
R1 a  

Rib 	 R3b 

R3a  
R cs  X 0 

R id 
I 

wherein: 

5 Ria, Rib, Ric
,  and Rid  are independently selected from the group consisting of 

hydrogen, halogen, hydroxy, amino, nitro, cyano, alkoxy, aryloxy, optionally substituted 

alkyl, 	haloalkyl, 	optionally 	substituted 	cycloalkyl, 	optionally 	substituted 	alkenyl, 

optionally substituted cycloalkenyl, optionally substituted aryl, optionally substituted 

heteroaryl, carboxamido, and sulfonamido; 

10 R2  is selected from the group consisting of optionally substituted aryl and 

optionally substituted heteroaryl; 

R3a  is selected from the group consisting of halo, optionally substituted alkyl, 

optionally substituted (cycloalkyl)alkyl, optionally substituted cycloalkyl, optionally 

substituted alkenyl, optionally substituted cycloalkenyl, optionally substituted aryl, and 

15 optionally substituted heteroaryl; 

R3a  is selected from the group consisting of halo, optionally substituted alkyl, 

optionally substituted (cycloalkyl)alkyl, optionally substituted cycloalkyl, optionally 

substituted alkenyl, optionally substituted cycloalkenyl, optionally substituted aryl, and 

optionally substituted heteroaryl; or 

20 R3a and Rib  taken together form a 3- to 9-membered optionally substituted 

cycloalkyl or a 3- to 9-membered optionally substituted heterocyclo; 

E is selected from the group consisting of -0R26a and -NR26bR26c; 

R26a is selected from the group consisting of hydrogen, optionally substituted 

alkyl, optionally substituted cycloalkyl, and optionally substituted aryl; 

25 R26b  is selected from the group consisting of hydrogen and optionally substituted 

Ci-C6  alkyl; 
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R26e  is selected from the group consisting of hydrogen, optionally substituted 

alkyl, optionally substituted cycloalkyl, optionally substituted heterocyclo, optionally 

substituted aryl, optionally substituted heteroaryl, aralkyl, and -SO2R5b; or 

R26b  and R26e  taken together form a 4- to 9-membered optionally substituted 

5 	heterocyclo; 

X is selected from the group consisting of 0, S, and NR; 

Y is selected from the group consisting of 0, S, and NR"; 

12: is selected from the group consisting of hydrogen, optionally substituted alkyl, 

aralkyl, and optionally substituted cycloalkyl; 

10 	R" is selected from the group consisting of hydrogen, optionally substituted alkyl, 

aralkyl, and optionally substituted cycloalkyl; and 

--=---7- represents a single or a double bond, 

or a pharmaceutically acceptable salt thereof 

15 	2. The compound of claim 1 having Formula III: 

0 	E 

Ria 
R2 

Rib 	 Y 
R3b  

R3a  
R cs  X 0 

Rid 
III, 

or a pharmaceutically acceptable salt thereof 

3.  The compound of claim 2 having Formula VI: 

20 

O E 
R2 	= 

Ria 

Rib 	 Y R3b 
:. 	, 	0 

R'a  ;"' 
Ric 	X 	0 

Rid 
VI, 

or a pharmaceutically acceptable salt thereof 

4.  The compound of claim 2 having Formula XVI: 

25 
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OBE 
R2 	3  

Rla 

R1 	 Y R3b IA 	 ,„• 	0 
, 

R3a  
R 
c01

X 	0 
Rid 

XVI, 

or a pharmaceutically acceptable salt thereof 

5. 	The compound of any one of claims 1-4, wherein: 

5 	E is -NR26bR26c; 

R2  is optionally substituted aryl; 

R3a  is halo or Ci-Cio alkyl; 

R3b  is halo or Ci-Cio alkyl; or 

R3a and R3b  taken together form a 3- to 9-membered optionally substituted 

10 	cycloalkyl or a 3- to 9-membered optionally substituted heterocyclo; 

R26b  is hydrogen; and 

X and Y are NH, 

or a pharmaceutically acceptable salt thereof 

15 	6. 	The compound of any one of claims 	1-5, wherein R3a and R3b  are each 

independently C1-C10  alkyl, or a pharmaceutically acceptable salt thereof 

7. The compound of any one of claims 1-5, wherein R3a  and R3b  taken together form 

a 4- to 8-membered optionally substituted cycloalkyl or a 4- to 8-membered optionally 

20 	substituted heterocyclo, or a pharmaceutically acceptable salt thereof 

8. The compound of claim 7, wherein R3a and R3b  taken together form a 

6-membered optionally substituted heterocyclo, or a pharmaceutically acceptable salt 

thereof 

25 

9. The compound of claim 8, wherein R3a  and R3b  taken together form an optionally 

substituted piperidine or a tetrahydropyra, or a pharmaceutically acceptable salt thereof 
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10. The compound of claim 7, wherein R3a  and R3b  taken together form a 4- to 

8-membered optionally substituted cycloalkyl, or a pharmaceutically acceptable salt 

thereof 

5 11. The compound of claim 10, wherein R3a  and R3b  are taken together to form an 

unsubstituted 	cyclobutyl, 	cyclopentyl, 	cyclohexyl, 	or 	cycloheptyl 	ring, 	or 	a 

pharmaceutically acceptable salt thereof 

12. The compound of any one of claims 1-11, wherein: 

10 Ria  and Rid  are each hydrogen; 

Rib  is selected from the group consisting of hydrogen and fluoro; and 

Rte is selected from the group consisting of fluoro and chloro, 

or a pharmaceutically acceptable salt thereof 

15 13. The compound of any one of claims 1-12, wherein R2  is optionally substituted 

aryl having Formula R2-1: 

R25d 

R25c 	R25e 

R25b 40 , 
5a R2 

R2-1 

wherein R25  a, 
R25b, R25c, R25d

, 
 and R25e  are each independently selected from the group 

consisting of hydrogen, halogen, hydroxy, nitro, amino, cyano, alkoxy, alkyl, or 

20 haloalkyl, or a pharmaceutically acceptable salt thereof 

14. The compound of any one of claims 1-12, wherein R2  is optionally substituted 

pyridyl, or a pharmaceutically acceptable salt thereof 

25 15. The compound of claim 1 having Formula XXVI 

H 0 	NsR26c 
Rla 

R2  

R1b 	 NH 

wc 	N 
Rid 	H 	 XXVI, 
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or a pharmaceutically acceptable salt thereof 

16. 	The compound of claim 15 having Formula XXVII: 

H 
,....N, , 	_ 	R26c 

IR' 0 : 
R1a 

R1b 	 NH 

Ric 11110 NCO  
H R id 

5 XXVII, 

or a pharmaceutically acceptable salt thereof 

17. 	The compound of claim 15 having Formula XXVIII: 

H 0.,„ 	N  
ss•?-- 	•

R 
 26c 

R2  
R1a 

NH Rib 0%,„... 
Ric 	N 

H R id 

10 

XXVIII, 

or a pharmaceutically acceptable salt thereof 

18. 	The compound of any one of claims 1-17, wherein R26e is optionally substituted 

alkyl, or a pharmaceutically acceptable salt thereof 

15 19. 	The compound of claim 18, wherein the optionally substituted alkyl is substituted 

with an optionally substituted cycloalkyl, or a pharmaceutically acceptable salt thereof 

20. 	The compound of claim 18, wherein the optionally substituted alkyl is substituted 

with an optionally substituted heteroaryl, or a pharmaceutically acceptable salt thereof 

20 

21. 	The compound of any one of claims 	1-17, wherein R26e  is aralkyl, or a 

pharmaceutically acceptable salt thereof 
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22. The compound of any one of claims 1-17, wherein R26e  is optionally substituted 

cycloalkyl, or a pharmaceutically acceptable salt thereof 

23. The 	compound 	claim 	22, 	wherein 	R26e 	is 	hydroxycycloalkyl, 	or 	a 

5 pharmaceutically acceptable salt thereof 

24. The compound of claim 22, wherein the optionally substituted cycloalkyl is 

substituted with at least one -CO2H, or a pharmaceutically acceptable salt thereof 

10 25. The compound of claim 22, wherein R26e  is selected from the group consisting of: 

1 	1 	1 

OH 	 .0H 
OH 	' 	 OH 	, 

H36 	 H3C 

\ cs 	 cs5s\ 	 055\ 

I 	
1 	I 	 ,.,OH 

„, 	 _ 	
0H 

, 
(OH 	' 	 OH 	 r  ,= u  ...,113 	 CH3 

CO2H , 	 CO2H 
'' 	

.,,  
CO2H 	, CO2H ' 	 _ 	

H3C H36 

 	CO2H 	and 	'''CO2H 	 , 	, 	E
L 

LCO2H C O2H 
OH3 	 CH3 

or a pharmaceutically acceptable salt thereof 

26. The compound of any one of claims 1-17 wherein R26e  is optionally substituted 

15 heterocyclo, or a pharmaceutically acceptable salt thereof 

27. The compound of any one of claims 1-17, wherein R26e is optionally substituted 

aryl, or a pharmaceutically acceptable salt thereof 
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28. The compound of claim 27, wherein R26e  is optionally substituted phenyl, or a 

pharmaceutically acceptable salt thereof 

29. The compound of claim 28, wherein the optionally substituted phenyl is 

5 substituted with at least one -CO2H, or a pharmaceutically acceptable salt thereof 

30. The compound of any one of claims 1-17, wherein 

heteroaryl, or a pharmaceutically acceptable salt thereof 

R26e is optionally substituted 

10 31. The compound of claim 30, wherein R26e  is optionally substituted pyridyl, or a 

pharmaceutically acceptable salt thereof 

32. A compound selected from the group consisting of: 

0 \ /0 
H SHN—( 

CI 	49°( 	
/ NO 

NH 

...OH 	OW 	lit 0\/  
CI . N 
	

• 	OH 
NH 	 CI 	NH 

Or 	
-411 

	

0 	 10" . 	-4110PIP' 
la, • 	'41  

0 
CI CI 1W CI 

0 	 H H 
a  HN 	,,../ 	CI 	F 	0--,,N  CI 	F 	0--,,,N  OH ''OH 40, '''0H : 

CI NH 	 NH NH 
40 

0, 	411 	 . 
0 

I. % 40 	
0 

CI 	 CI 	N CI 

	

H 	 H CI 	N CI 	F 0--,,,N 	 F 0_,./  -...__ 
''OH 	 . 	'"OH 

. 	N,4011H 	
1111' 	

NH 

, H  , 

ili  ,/ 

	

\/ 	N Th  

	

®\-:. 	L..../0 
CI 	NH 

' 	
0 0 , 	• 0 	

0 
CI 	 CI 

, CI 
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N.,,...,..--N 	0 
\__/ 

0,\IrN ... OH 
40 NT 

31 	 CI 
NH 

. N' 

NH 	
CI 

400v 

NH 

%, . 	41Sir cl 0 cl 
, 

Np. I. 	,._  0 
N 
H 	 , 

411Sp.F 
" ' 0 	0 

CI 

/-\ 
H 
N ".0H 0, 	NH 	...OH 

N 	0 
0\ 	\ 	/ ,Fl/- . 

NH CI . 
V 

NH 	 CI 
N . r 

NH 
O 

-'- 0 
CI 	N 	

0 

H , 

0% 

CI 	
0 

HCI , 

sr . 	
0 

/--\ 
/-N 	0 N-CH3  -CH3  

CI  

40%,N
H  

\ 	/ ,,kil_/ 

CI * 

	

NH NH 	 CI NH 
NH

F 
• NH 

 

1.1 N
o 

CI H , 
CI IIIIIr 

ag o 	
0 

,H 
01 	0 

CI 

CI 

4RNN
H 

 -CH3  

NH 

.0vN
H 

 -CH3  

CI 	 CI NH 

40  \,,N
H 

 -CH3  

NH 

0 
0 

O 
• lei  CI 	r 

H , 
CI H 	 , 

t°  CI H 	 , 

0 

H 
0--zS 

ISM CH3  
4. 	N-CH3 

) I 
_„,N1-1 

'S 
CI NH 

NH . CI 	
41Ik 	

NH 

% 	• CI NH 411%,.. . 
0 

0% 

CI 
. N 

®` 	0 

0 
CI 

CI N 
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0 ii 	_ 
0=S- 

r3 

0 

N 	 . 	OH OH 

i

fk  

CI NH . NH 

CI 

40 

110‘ 

NH 

NH 

 All 
0 

Atil  la, • 

CI `W 	
0 

, 

CI 

CI • 

• 

H 

NH 

4Il  
0 

CI 

O 
o /.  
' OH 	 * 

O 

OH 

0 
0=S, 

0 

	

NH 
0 NH 

NH 

CI it NH 

All  

CI * 
NH 

'111%.,„ 

CI NH 
 

x • 411  

CI 	

, 	• 

	

01 	0 0 
CI  CI 101 

0 

O OH 
N-N HO 

110 
(N:\1  

H NH NH 
. NH CI . 

	

NH CI 

• 

CI NH • 411 F 
NH 

411  

• 

• 

CI 	N 

411  
0 

fa, 

CI 1W 	
0 

, CI 

1

F

6% 

W 

• 
0 

H 

O 	OH 
HO 

O 
HO 

CH3 CH3 N N 

0 O, AH 

NH 
. 

0 0, _NH 
N 	\.' 

\ 	- NH 
• NH 

CI 	, 	. op,. CI p. 
CI NH 

0 
0„ 	

0 'AS.. 
CI CI 0 

, 
' CI W 
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OH 

(D') (3(3  H 

(H\J 

NH 
* 

CI • 
CI  NH CI NH 

NH 	
Alb Fa, 

adi  
• 

0 

SI • 
0 	 CI `W 	

0 
CI 

CI 

CI 
4
. 

O 	OH 	 OH 

NH e
t 
	NH 

CI 
NH 	 NH 

, 

CI \ / 

OH 

NH 

NH 

lFer CI 

• ‘411  

0 , 

	-alSoo.. 

	

0 	 0 
H 	 CI 	H 

101%• 
 

CI 

'411Sw
o 

, , 

OH 
O 

OH 
 OH 10 

* 
110 

CI . 

NH 
40 	NH 

NH 

-411 	
CI NH 

CI 

4, NH 

NH F

CI Sr 
0 	 , • 	Atil  

CI 16 `W 	
0 

H , 

F 

1101 
CI 

/2111Sp.
0 

N 
H 

O 	OH 	 O 	OH 

0 

CI 

40  NH 	 * 	NH 

CI NH 	 NH 

• 

01 

	

All 	 Atal  • 

	

0 	 0 
Si CI  CI  

and , 

or a pharmaceutically acceptable salt thereof 
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33. A compound selected from the group consisting of: 

H 	 H 	 H 
CI F 0. ,N 	 CI F 0. ,N # 	 CI FO. 0,N 

"OH 	
NH.e.

,,002H 	 'CO2H 

	

NH 	N:-1/1..  0  . 

	

0 	 0 	 0 
Cl 0 N 	 CI 	 CI 

0  
H 

H 	 H CI 	F 0....,  N 	 CI 	F 0.,N 	OH 
'''CO2H go, 	N

..
H
.

,„„,.. 	 * 	NH 

0 	

- 

	

and  
CI 	lei  N 

	

H 	 CI 0  N 0 
H 

or a pharmaceutically acceptable salt thereof 

34. The compound of claim 1, wherein E is -0R26a, or a pharmaceutically acceptable 

salt thereof 

35. The compound of claim 34, wherein R26a is hydrogen, or a pharmaceutically 

acceptable salt thereof 

36. A pharmaceutical composition comprising the compound of any one of claims 

1-33, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 

carrier. 

37. A method of treating a patient comprising administering to the patient a 

therapeutically effective amount of the compound of any one of claims 1-33, or a 

pharmaceutically acceptable salt thereof, wherein the patient has a hyperproliferative 

disease. 

38. The method of claim 37, wherein the hyperproliferative disease is cancer. 

39. The method of claim 38, wherein the cancer is selected from the group consisting 

of melanoma, lung cancer, sarcoma, colon cancer, prostate cancer, choriocarcinoma, 
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breast cancer, retinoblastoma, stomach carcinoma, acute myeloid leukemia, lymphoma, 

multiple myeloma, and leukemia. 

40. 	The method of claim 39, wherein the cancer is selected from the group consisting 

5 of liposarcoma and melanoma. 

41. 	A kit comprising a compound of any one of claims 1-33, or a pharmaceutically 

acceptable salt, thereof, and instructions for administering the compound to a patient 

having a hyperproliferative disease. 

10 

42. 	The kit of claim 41, wherein the hyperproliferative disease is cancer. 

43. 	A method of preparing a compound having Formula XVI: 

..,-E 
R2 	= 

Rla 

R1 	 R3b  Dm 	 o 
Y 

‘ 	' 
R3a  

• 

R c 	X 	0 
Rid 

15 

XVI, 

comprising: 

a) allowing a compound of claim 3 to isomerize; and 

b) isolating the compound having Formula XVI substantially free from the 

compound of claim 3, 

wherein X and Y are NH. 

20 

44. 	The method of claim 43, wherein E is -0R26a. 

45. 	The method of claim 43, wherein E is -NR26bR26c. 

25 46. 	The method of any one of claims 43-45, wherein R3a and Rib  taken together form 

a 3- to 9-membered optionally substituted cycloalkyl. 
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CLAIMS 

1. A compound selected from the group consisting of: 

O 	 O 
0 HN  
 / \O y. 	OH V . 	

CI * CI NH 	 NH 
411‘ • • 	411  

CI 40% 
0 

CI 101 	
0 

, 	 , 

0 	H 
0  HN iiii, 	CI 	F 	0...., N 

* \: OH 	- - 	''0H CI NH 	 NH 

CI * • 
Atil 	 • 
0 	 0 

CI • 

H 
CI 	F 0,,,N -...„. 	 CI 	H 

F 0_„../N 
11, - 	

''OH 	
- 	'"OH NH N.:14011 	sii, 

CI 

40% • 
0 	 0 

H 	 CI 	

40/, • 

H H 	/\ /\ 0NN 
* 

0 \__/ 
0 

N—N\__ 
 0 

\Y 	/ 	 OH... 
* 	 40,0‘,N 

CI NH CI NH 	CI 	NH 

CI 101‘ 	
AteSr F 
0 

4Sip,
F F 	F

101"  . 	
41%.,-
0 

CI 	1101 	N 	 CI H 

/-\ 

CI 40,\

,N  

NH 

...OH 
0 

\__/ 0 	 \ j_/—N 
...OH 40, \\,N 

* 
CI 	 CI 	NH NH 

CI 
0 —0 

N 
H 

10% • 	 0% • 
0 	 0 

CI 	 CI 

(11049621_ 1):1(ZA 

20
12

25
33
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  0
2 

M
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6
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/--\ 
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OH 
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110 	OH 
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H 	 H CI 	F 0,........  N 	 CI 	F 0 	/ N 	OH 
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NH 	NH 
and 

	

0 	 0 0 	 0 CI 	N 	 N H 	 CI H 

or a pharmaceutically acceptable salt thereof 

2. A pharmaceutical composition comprising the compound of claim 1, or a 

pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 

3. A method of treatment of melanoma, lung cancer, sarcoma, colon cancer, prostate cancer, 

choriocarcinoma, breast cancer, retinoblastoma, stomach carcinoma, acute myeloid leukemia, 
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lymphoma, multiple myeloma, and leukemia, comprising administering to patient in need thereof 

a compound of claim 1 or the pharmaceutical composition of claim 2. 

4. Use of a compound of claim 1 for the manufacture of a medicament for the treatment of 

melanoma, lung cancer, sarcoma, colon cancer, prostate cancer, choriocarcinoma, breast cancer, 

retinoblastoma, stomach carcinoma, acute myeloid leukemia, lymphoma, multiple myeloma, and 

leukemia. 

5. A kit comprising a compound of claim 1, or a pharmaceutically acceptable salt, thereof, 

and instructions for administering the compound to a patient having cancer. 
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