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What Is Claimed Is:

A compound having Formula I:

wherein:

5 Rla’ Rlb, Rlc’

d R are independently selected from the group consisting of
hydrogen, halogen, hydr
alkyl, haloalkyl, optionall

, amino, nitro, cyano, alkoxy, aryloxy, optionally substituted

substituted cycloalkyl, optionally substituted alkenyl,

optionally substituted cycloalnyl, optionally substituted aryl, optionally substituted
heteroaryl, carboxamido, and sulfdgamido;

10 R’ is selected from the gr consisting of optionally substituted aryl and

optionally substituted heteroaryl;

R*™ is selected from the group colisting of halo, optionally substituted alkyl,

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

substituted alkenyl, optionally substituted cyclodkenyl, optionally substituted aryl, and

15  optionally substituted heteroaryl;

R* is selected from the group consisting of Mlo, optionally substituted alkyl,

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

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

optionally substituted heteroaryl; or

20 R* and R™ taken together form a 3- to 9-membered Nptionally substituted

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

E is selected from the group consisting of -OR?** and -NR?*®R*®;

R*® is selected from the group consisting of hydrogen, optionall¥ substituted

alkyl, optionally substituted cycloalkyl, and optionally substituted ary];

25 R?® is selected from the group consisting of hydrogen and optionally sub¥jtuted

C1-Cs alkyl;
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R*® is selected from the group consisting of hydrogen, optionally substituted
alkyl, optionally substituted cycloalkyl, optionally substituted heterocyclo, optionally
bstituted aryl, optionally substituted heteroaryl, aralkyl, and -SO,R™; or
R*® and R*® taken together form a 4- to 9-membered optionally substituted
heterodyclo;

s selected from the group consisting of O, S, and NR;

Y is Xlected from the group consisting of O, S, and NR;

R is seldted from the group consisting of hydrogen, optionally substituted alkyl,
aralkyl, and optionNly substituted cycloalkyl;

R’ is selected Xom the group consisting of hydrogen, optionally substituted alkyl,
aralkyl, and optionally sdstituted cycloalkyl; and
¢ or a double bond,

=== represents a sind

or a pharmaceutically axceptable salt thereof.

111

E

or a pharmaceutically acceptable salt thereof.

3. The compound of claim 2 having Formula VI:

or a pharmaceutically acceptable salt thereof.

4. The compound of claim 2 having Formula XVI:
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XVI,

harmaceutically acceptable salt thereof.

5. The comRound of any one of claims 1-4, wherein:
E is -NR2PN26
R” is optional\substituted aryl;
R* is halo or C;-
R*is halo or C1-CioNkyl; or

o alkyl;

R* and R*® taken todxther form a 3- to 9-membered optionally substituted
cycloalkyl or a 3- to 9-membered Nptionally substituted heterocyclo;
R?® is hydrogen; and
X and Y are NH,

or a pharmaceutically acceptable saX thereof.

6. The compound of any one of claims\I-5, wherein R*® and R*® are ecach
independently C;-Cy¢ alkyl, or a pharmaceutically adgeptable salt thereof.

7. The compound of any one of claims 1-5, wherein \* and R* ® taken together form
a 4- to 8-membered optionally substituted cycloalkyl or a 4\to 8-membered optionally

substituted heterocyclo, or a pharmaceutically acceptable salt th&eof.

8. The compound of claim 7, wherein R*™ and R™ taken\together form a
6-membered optionally substituted heterocyclo, or a pharmaceuticallyNacceptable salt

thereof.

9. The compound of claim 8, wherein R* and R*® taken together form an opNonally

substituted piperidine or a tetrahydropyra, or a pharmaceutically acceptable salt there
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10. The compound of claim 7, wherein R* and R*® taken together form a 4- to

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

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

12. The compodad of any one of claims 1-11, wherein:
R' and R' ardgach hydrogen;
R'" is selected froxa the group consisting of hydrogen and fluoro; and
R is selected from We group consisting of fluoro and chloro,

or a pharmaceutically ad¢eptable salt thereof.

13.  The compound of any one okclaims 1-12, wherein R? is optionally substituted

aryl having Formula R2-1:

RZSC

R25b

wherein R?*?, R?®, R?**, R?* and R**° are each inde ndently selected from the group
consisting of hydrogen, halogen, hydroxy, nitro, amiNo, cyano, alkoxy, alkyl, or

haloalkyl, or a pharmaceutically acceptable salt thereof.

14.  The compound of any one of claims 1-12, wherein R” is opt\nally substituted

pyridyl, or a pharmaceutically acceptable salt thereof.

15. The compound of claim 1 having Formula XXVI

XXVI,
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or a pharmaceutically acceptable salt thereof.

The compound of claim 15 having Formula XXVII:

XXVII,

XXVIII,

or a pharmaceutically acceptable salt thereof.

18. The compound of any one of claims 1-17, wirein R*® is optionally substituted

alkyl, or a pharmaceutically acceptable salt thereof.

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

with an optionally substituted cycloalkyl, or a pharmaceutically adgeptable salt thereof.

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

with an optionally substituted heteroaryl, or a pharmaceutically acceptable \alt thereof.

21.  The compound of any one of claims 1-17, wherein R** is aral

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

cycloalkyl, or a pharmaceutically acceptable salt thereof.

The compound claim 22, wherein R** is hydroxycycloalkyl, or a

5 pharm3¢eutically acceptable salt thereof.

24, mpound of claim 22, wherein the optionally substituted cycloalkyl is

substituted with\at least one -CO,H, or a pharmaceutically acceptable salt thereof.

10 25, The compoun§of claim 22, wherein R*® is selected from the group consisting of:

",

\71 ;\j
COH COM

or a pharmaceutically acceptable salt thereof.

26. The compound of any one of claims 1-17 wherein R*® is optiodglly substituted

15  heterocyclo, or a pharmaceutically acceptable salt thereof.

27. The compound of any one of claims 1-17, wherein R*® is optionally subXjtuted

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

pharmaceutically acceptable salt thereof.

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

substityted with at least one -CO,H, or a pharmaceutically acceptable salt thereof.

30. The Nompound of any one of claims 1-17, wherein R*® is optionally substituted

heteroaryl, or a\gharmaceutically acceptable salt thereof.

31.  The compoun of claim 30, wherein R*® is optionally substituted pyridyl, or a

pharmaceutically acceptdple salt thereof.

32. A compound selected tom the group consisting of:

0
O H—O-"OH oHN‘©_<
3 Y OH
~NH Cl @ f NH
£ >
O
cl ”
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Ox-OH
N

¢

O

and

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

or a pharmaceutically acceptdple salt thereof.

34. The compound of claim 1, Nherein E is -OR>®, or a pharmaceutically acceptable

salt thereof.

35.  The compound of claim 34, wherdn R”® is hydrogen, or a pharmaceutically

acceptable salt thereof.

36. A pharmaceutical composition comprising tNg compound of any one of claims
1-33, or a pharmaceutically acceptable salt thercof, ai a pharmaceutically acceptable

carrier.

37. A method of treating a patient comprising administ{ring to the patient a
therapeutically effective amount of the compound of any one & claims 1-33, or a

pharmaceutically acceptable salt thereof, wherein the patient has a yperproliferative

disease.
38. The method of claim 37, wherein the hyperproliferative disease is cancet
39. The method of claim 38, wherein the cancer is selected from the group consistg

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.

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

5 of lipdgarcoma and melanoma.

41. A kNXcomprising 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 hyperpro\jferative disease.
10

42, The kit of claim¥X 1, wherein the hyperproliferative disease is cancer.

43. A method of preparin

15  comprising:
a) allowing a compound of claim 3 to isom:
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 -OR**.

45. The method of claim 43, wherein E is “NR?*PR?%

25 46 The method of any one of claims 43-45, wherein R* and R* ® taken todether form

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

1. A compound selected from the group consisting of:

H
%805y, On o
: ""OH 3
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H
P O (L, ooy
- "'OH e . ""CO,H

Cl F o N OH

and

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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