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A compound having Formula I:

wherein:

R'™ R'™ R'® and R' aré\independently selected from the group consisting of hydrogen,
halogen, hydroxy, amino, nitro, ckano, alkoxy, aryloxy, optionally substituted alkyl, haloalkyl,
optionally substituted cycloalkyl,\ optionally substituted alkenyl, optionally substituted
cycloalkenyl, optionally substituted dpyl, optionally substituted heteroaryl, carboxamido, and
sulfonamido;

R? is selected from the group consisting of optionally substituted aryl and optionally
substituted heteroaryl;

R? is selected from the group consistipg of optionally substituted alkyl, optionally
substituted (cycloalkyl)alkyl, optionally substituted cycloalkyl, optionally substituted alkenyl,
optionally substituted cycloalkenyl, optionally shbstituted aryl, and optionally substituted
heteroaryl;

R* is selected from the group consisting of hyd¥ogen and optionally substituted C;-Csg

alkyl;

R’ is selected from the group consisting of:

H_,r R13 R1Za
il 7
W' R . { }O_R12b
_(CRGaRGan W ‘ R12¢: }p Z
Rea RSP Ri2d  RM™
R5-1 R5-2

wherein:

each R® and R® is independently selected from the group consisting of hydrogen and

optionally substituted C;-Cg alkyl;
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R’ is selected from the group consisting of hydrogen, optionally substituted C-Cg alkyl,
tionally substituted cycloalkyl;

8 and R® are each independently selected from the group consisting of hydrogen,
optionallyzsubstituted C,-Cg alkyl, and optionally substituted cycloalkyl; or

R* and R® taken together with the carbon that they are attached form a 3- to 8-
membered optipally substituted cycloalkyl;

W' is selecied from the group consisting of -OR® and -NR*R;
R* is hydrogeix

R® is selected ftym the group consisting of hydrogen, optionally substituted alkyl,
optionally substituted cycloa]kyl, optionally substituted aryl, optionally substituted heteroaryl, -
SO,RY, and -CONR*R?;

R* is selected from the\group consisting of hydrogen, optionally substituted alkyl,
optionally substituted cycloalkyl)\ optionally substituted aryl, and optionally substituted
heteroaryl; or

R* and R% taken together with th¢ nitrogen atom to which they are attached form a 4- to
8-membered optionally substituted heterockclo;

R* is selected from the group consistipg of optionally substituted alkyl and optionally
substituted cycloalkyl;

R” and R*" are each independently selectdd from the group consisting of hydrogen,
optionally substituted alkyl, and optionally substituted\¢ycloalkyl; or

R* and R”' taken together with the nitrogen atomp which they are attached form a 4- to
8-membered optionally substituted heterocyclo;

W? is selected from the group consisting of -OR'® and -NR'!*R"®;
R'%is hydrogen; or
one of R*and R'® is hydrogen and the other is a metabolically\¢leavable group;

" with the proviso that when W' is -OR* and W? is -OR'® then at Idast one of R, R®, and
R™ is other than hydrogen;

R is selected from the group consisting of hydrogen, optionally ubstituted alkyl,
optionally substituted cycloalkyl, optionally substituted aryl, optionally substituted heteroaryl, -
SO,R'®, and -CONRMR'";

R'™® is selected from the group consisting of hydrogen, optionally substitited alkyl,
optionally substituted cycloalkyl, optionally substituted aryl, and optionally subgsti
heteroaryl; or
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R''* and R'" taken together with the nitrogen atom to which they are attached form a 4-
membered optionally substituted heterocyclo;

e is selected from the group consisting of optionally substituted alkyl and optionally
cycloalkyl;

hydrogen and optionally subs¥tuted C;-C¢ alkyl;

R'? is selected from the YJroup consisting of hydrogen and optionally substituted C;-Cs

alkyl;

R is selected from the group donsisting of hydrogen, optionally substituted C)-Cg alkyl,
and optionally substituted cycloalkyl;

Z is selected from the group consisting of -OR'* and -NR'62R 6, or

Z and R'* taken together form a carbony
R is selected from the group consisting of hydrogen and metabolically cleavable group;

R!63is selected from the group consisting of ~-SOgR'* and -CONR'*/R ¢,

R'® is selected from the group consisting of hydrogen and optionally substituted alkyl;

lly substituted alkyl, optionally
ubstituted heteroaryl;

R!® is selected from the group consisting of optio
substituted cycloalkyl, optionally substituted aryl, and optionall

R'® and R'® are each independently selected from the gigup consisting of hydrogen,
optionally substituted alkyl, optionally substituted cycloalkyl, optiosally substituted aryl, and
optionally substituted heteroaryl; or

R'64 and R'®® taken together with the nitrogen atom to which they axe attached form a 4-
to 8-membered heterocyclo;

ois 1,2, or 3;
pis 0, 1,2, 0r3;

each R'”?, R' R!'” and R'7 is independently selected from the group consigting of
hydrogen and optionally substituted C,-Cg alkyl;
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R is selected from the group consisting of hydrogen and optionally substituted C;-Cg
alky

1% is selected from the group consisting of hydrogen, optionally substituted C;-Cs alkyl,
and optionglly substituted cycloalkyl;

R is\selected from the group consisting of hydrogen, optionally substituted C;-Cg alkyl,
and optionally Substituted cycloalkyl;

R?'% and RN are each hydrogen; or

one of R*'* and\R*'"" is hydrogen and the other is metabolically cleavable group;
qis0,1,2,0r3;

ris1,2,or3;

X is selected from the groyp consisting of O, S, and NR;

Y is selected from the group }onsisting of O, S, and NR’;

R is selected from the group cohgisting of hydrogen, optionally substituted alkyl, aralkyl,
and optionally substituted cycloalkyl;

R’ is selected from the group consistihg of hydrogen, optionally substituted alkyl, aralkyl,
and optionally substituted cycloalkyl; and

=== represents a single or a double bond,

or a pharmaceutically acceptable salt thereof.

2. The compound of claim 1 having Formula II:

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

" R'™ R' and R!® are each independently selected from the group consisting of
hydrogen, YJuoro, and chloro;

R? is Ogtionally substituted aryl;

4, The compound of laim 2, wherein R? is an optionally substituted aryl having
Formula R2-1:

wherein;

R?2 R¥® R?° R¥ and R®* are each indepehdently selected from the group consisting
of hydrogen, halogen, hydroxy, nitro, amino, cyandy alkoxy, optionally substituted alkyl,
haloalkyl, optionally substituted aryl, and optionally substituted heteroaryl,

R’ is selected from the group consisting of:
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ORBH ORga NRQI:RQG ""‘“r R14
E/\/}\]/ORW i/\%\rNRﬁaR“” . ‘a/\/}\roRm \>LOR‘5
RrR7 Réa . R7 RBA =y '

8a
R R5-8
R5-5 R5-6 il
o &\ " ¢
SR ST - IR
NR168R16b OR
16ap16b 15 ' '
\>LNR R'6b RMOR P % L
5-9
R5-10 R5-11 R5-12
j éé é" RZD
- U_ows \O“NRWawa | ; p—
. R‘M ' R14
R19 0R21b
—_— R5-14 R5-15
R5-16
b g0 /
oR2te ONRW&RWb
R19 ORZ21b
RES R5-18

R’ is optionally substituted C,-C4 alkyl;
R* is selected from the group consisting of hydrogen and C;-C alkyl;
R*® and R'? are each hydrogen; or
one of R® and R'® is hydrogen and the other is a me¥gbolically cleavable group;

R® is selected from the group consisting of hydrsgen, C;-C4 alkyl, -SO,R*, and

-CONR*R*%,

R is selected from the group consisting of hydrogen, C1-C4\alkyl, and cycloalkyl; or

R* and R taken together with the nitrogen atom to which theare attached form a 4- to

8-membered optionally substituted heterocyclo;

R* is selected from the group consisting of optionally C;-Cg¢ alkyl and optionally
substituted C;-Cg cycloalkyl;

R” and R*f are each independently selected from the group consisting\of hydrogen,
optionally substituted C;-Cg alkyl, and optionally substituted C3-Cg cycloalkyl; or
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R* and R taken together with the nitrogen atom to which they are attached form a 4- to
membered optionally substituted heterocyclo;

R'® is selected from the group consisting of hydrogen, C;-Cy4 alkyl, -SO,R"", and
-CON lldele;

R"* and\R'!® taken together with the nitrogen atom to which they are attached form a 4-
to 8-membered optionally substituted heterocyclo;

R'® is selectsd from the group consisting of optionally substituted C;-Cs alkyl and
optionally substituted Cs-C; cycloalkyl;

R and RM® are &ach independently selected from the group consisting of hydrogen,
optionally substituted C;-Cg Alkyl, and optionally substituted C3-Cs cycloalkyl; or

R" and R"'® together the nitrogen atom to which they are attached form a 4- to 8-
membered optionally substituted hterocyclo;

R'" is hydrogen or C;-C4 alkyl®

R" is hydrogen or a metabolically\cleavable group;

R!%is selected from the group consisting of -SO,R'®° and -CONR'69R !¢,
R'®® is selected from the group consisting\of hydrogen and C;-Cjy alkyl;

R'® is selected from the group consisting\of optionally substituted C;-Cs alkyl and
optionally substituted C3-Cg4 cycloalkyl;

R'® and R!® are each independently selected from the group consisting of hydrogen,
optionally substituted Cy-C, alkyl and optionally substituted \C3-Cs cycloalkyl; or

R'® and R'® taken together with the nitrogen atom to Which they are attached form a 4-
to 8-membered heterocyclo;

R" is selected from the group consisting of hydrogen, optionilly substituted C;-Cs alkyl,
and optionally substituted C3-Cq cycloalkyl;

R? is selected from the group consisting of hydrogen, optionally shbstituted C-Cs alkyl,
and optionally substituted C3-C¢ cycloalkyl; and

R*'® and R*!" are each hydrogen; or

one of R?'® and R?'® is hydrogen and the other is metabolically cleavable gro
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or a pharmaceutically acceptable salt thereof.

The compound of claim 2 having Formula XIX:

XIX,
wherein;

R'® and R" are independenly selected from the group consisting of hydrogen, fluoro, and
chloro;

R’ is selected from the grou
substituted (cycloalkyl)alkyl, and option

consisting of optionally substituted alkyl, optionally
substituted cycloalkyl;

R?® R?®® and R** are independently, selected from the group consisting of hydrogen,

fluoro, and chloro; and

R? is selected from the group consisting of}

or a pharmaceutically acceptable salt thereof.

6. The compound of claim 5, wherein R? is -CH,C(CHj3)3, or a phaknaceutically
acceptable salt thereof.
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7. The compound of claim 2 selected from the group consisting of:

e F %,H . C OVH ¢l
O E N&OH Q ; up:au Q :
(L pe ﬁ}‘a/o (L~

R No N C\ own A Fog.
Q Ky o ﬁbﬂ
F F
C'N FHF’O c| }-‘-‘o"%

¢
CL Fo N F F N ¢ Fo N €l F n
VN'\H/ORDH oq{;oorl :{"‘Pko“ oir:poﬂ
O FO @ =0 ‘}‘=‘a @ /=0

cl N a N c \ F A

ok 0N o oM % clo N ) C F o N “OH
O (5 CL~s et

F N cl h cl N al N

c Oﬁin\omc}ﬂ OYHF@;H oh{“ Oo

~NH NH "~NH a
SEE o D

or a pharmaceutically acceptable salt thereof.
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The compound of claim 7 which is:

A pharmygeutical composition comprising the compound, or pharmaceutically
acceptable salt thereof, of Wny one of claims 1-8 and a pharmaceutically acceptable carrier.

10.  Use of a compouny of any one of claims 1-8 for the manufacture of a medicament
for treating a hyperproliferative disase.

11.  The use of claim 10, wherelg the hyperproliferative disease is cancer.

12.  The use of claim 11, wherein the ®ancer is selected from the group consisting of
melanoma, lung cancer, sarcoma, colon cancer, progtate cancer, choriocarcinoma, breast cancer,
retinoblastoma, stomach carcinoma, acute myeloid leykemia, lymphoma, multiple myeloma, and
leukemia.

13.  The use of claim 12, wherein the cancer is seld¢ted from the group consisting of
liposarcoma and melanoma.

14. The use of claim 11, wherein the compound is toNpe administered with one
or more anticancer agents.

15.  Use of a compound of any one of claims 1-8 for the manufacture }f a medicament
for treating the side-effects of chemotherapeutic agents or treatments.
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16. A kit comprising a compound of any one of claims 1-8 and instructions for
admNpistering the compound to a patient having cancer.

17.\, The kit of claim 16, further comprising one or more anticancer agents,
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CLAIMS

1. A compound having Formula I:

wherein:

R' R' R' and R' 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;

R? is selected from the group consisting of optionally substituted aryl and optionally
substituted heteroaryl;

R? is selected from the group consisting of optionally substituted alkyl, optionally
substituted (cycloalkyl)alkyl, optionally substituted cycloalkyl, optionally substituted alkenyl,
optionally substituted cycloalkenyl, optionally substituted aryl, and optionally substituted
heteroaryl,;

R* is selected from the group consisting of hydrogen and optionally substituted C,-Cs
alkyl;

R’ is:

rr\_r R13 R12a

\ 12b
—R
(o]

R120 £l Z
| )'p
R12d R14

—t

RS-2

wherein:




-222 -

each R'* R'%® R'* and R' is independently selected from the group consisting
of hydrogen and optionally substituted C;-Cg alkyl;

R" is selected from the group consisting of hydrogen and optionally substituted
C,-Cs alkyl;

R" is selected from the group consisting of hydrogen, optionally substituted C,-
C¢ alkyl, and optionally substituted cycloalkyl;

Z is selected from the group consisting of -OR" and -NR'®*R'®"; or

Z and R'* taken together form a carbonyl group;

R" is selected from the group consisting of hydrogen and metabolically cleavable
group;

R'6is selected from the group consisting of -SO,R'®° and -CONR'*?R ¢,

R'® is selected from the group consisting of hydrogen and optionally substituted
alkyl;

R' is selected from the group consisting of optionally substituted alkyl,
optionally substituted cycloalkyl, optionally substituted aryl, and optionally substituted
heteroaryl;

R'® and R'® are each independently selected from the group consisting of
hydrogen, optionally substituted alkyl, optionally substituted cycloalkyl, optionally
substituted aryl, and optionally substituted heteroaryl; or

R'% and R'® taken together with the nitrogen atom to which they are attached
form a 4- to 8-membered heterocyclo;

ois1,2,or3;

pis0,1,2,0r3;

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

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

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

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

==+ represents a single or a double bond,

or a pharmaceutically acceptable salt thereof.
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The compound of claim 1, wherein == represents a single bond, or a pharmaceutically

acceptable salt thereof.

The compound of claim 1 having Formula II:

R4

|
OQ:VN‘R5

or a pharmaceutically acceptable salt thereof.

The compound of claim 1, wherein:

R'™ R' R!® and R' are each independently selected from the group consisting of

hydrogen, fluoro, and chloro;

R? is optionally substituted aryl;
R? is optionally substituted alkyl;
R* is hydrogen; and

X and Y are NH,

or a pharmaceutically acceptable salt thereof.

The compound of claim 3, wherein:

R'* and R'? are each hydrogen;

R'® is selected from the group consisting of hydrogen and fluoro; and
R'¢ is selected from the group consisting of fluoro and chloro,

or a pharmaceutically acceptable salt thereof.
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The compound of claim 1 wherein R? is an optionally substituted aryl having Formula

R25d
R25c R25e

26b
. )

R25a R2-1

wherein R*?, R*", R¥*, R¥¢, and R**® are each independently selected from the group

consisting of hydrogen, halogen, hydroxy, nitro, amino, cyano, alkoxy, optionally substituted

alkyl, haloalkyl, optionally substituted aryl, and optionally substituted heteroaryl,

or a pharmaceutically acceptable salt thereof.

The compound of claim 6, wherein:

R** is selected from the group consisting of hydrogen and fluoro;
R** is chloro;

R**° is selected from the group consisting of hydrogen and fluoro; and
R** and R* are each hydrogen,

or a pharmaceutically acceptable salt thereof.

The compound of claim 1, wherein R is selected from the group consisting of:

s s
il 14 il 14 ¢ | \:L
R R 16a316b
NR™4R
\>LOR15 \>LNR163R1Gb , EEOR15 . p ,
i R
R5-8 RS9 R5-10 R5-11
\r\ 16aR16b OR™® \O—NR’S"’Rmb
\/~>OR15 . \q:NR R ' \C>;‘14 , R14 F
R R
s R5A3 R5-14 R5-15

ONR163R16b
and

R5-18
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or a pharmaceutically acceptable salt- thereof.

9. The compound of claim 8, wherein:

R is hydrogen or C;-Cy4 alkyl;

R' is hydrogen or a metabolically cleavable group;

R'% s selected from the group consisting of -SO,R'* and -CONR'®R'6%;

R'® is selected from the group consisting of hydrogen and C;-C; alkyl;

R'® is selected from the group consisting of optionally substituted C;-Cs alkyl and
optionally substituted C3-Cg cycloalkyl;

R'® and R'* are each independently selected from the group consisting of hydrogen,
optionally substituted C,-C4 alkyl and optionally substituted Cs-Cg cycloalkyl; or

R'* and R'® taken together with the nitrogen atom to which they are attached form a 4-
to 8-membered heterocyclo;

or a pharmaceutically acceptable salt thereof.

10.  The compound of claim | having Formula XVIlla:

XVllia
wherein:

R'® and R'® are independently selected from the group consisting of hydrogen, fluoro, and
chloro;

R’ is selected from the group consisting of optionally substituted alkyl, optionally
substituted (cycloalkyl)alkyl, and optionally substituted cycloalkyl;

R¥? R?® and R*° are independently selected from the group consisting of hydrogen,
fluoro, and chloro; and

R*" is selected from the group consisting of:
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z
R14
R274
d ; ’ el
UZ mluz Z , EZ
Ri“ , R4 ' R4 R4
R27-5 R27-6 R27-7 R27-8
i
ﬁ'”z ”rr\y(z "HvZ rg\ Wz
R14 I R‘M I ;R14 R14 '
R27-9
R27-10 R27-11 R27-12
R14 ' R14 ' RM 14 y
R27-13 R27-14 R27-15 R27-16
op Q0 Q
FAVR iy :
R 4 Z vz,
R4 R14 R14
R27-17
R27-18 R27-19 R27-20
Q and Q
o s
R14 R’f4 Z
R27-21 R27-22
wherein:

R is selected from the group consisting of hydrogen, optionally substituted C;-C alkyl

and optionally substituted C;-Cq cycloalkyl;
Z is selected from the group consisting of -OR' and -NR'®*R'®®;
R" is selected from the group consisting of hydrogen and metabolically cleavable group;

R' s selected from the group consisting of -SO,R'® and -CONR'*R%;
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R'®® is selected from the group consisting of hydrogen and optionally substituted C;-Cy4
alkyl;

R'® s selected from the group consisting of optionally substituted C;-Cs alkyl and
optionally substituted C;-Cg cycloalkyl;

R'® and R'® are each independently selected from the group consisting of hydrogen,
optionally substituted C;-C,4 alkyl, optionally substituted C3-Cs cycloalkyl; or

R'% and R taken together with the nitrogen atom to which they are attached form a 4-
to 8-membered heterocyclo;

R" is selected from the group consisting of hydrogen, optionally substituted C;-Cg alkyl,
and optionally substituted C3-Cq cycloalkyl;

R% is selected from the group consisting of hydrogen, optionally substituted C;-Cg alkyl,
and optionally substituted C;-C¢ cycloalkyl;

R?'* and R*'"® are each hydrogen; or

one of R*'® and R?"” is hydrogen and the other is metabolically cleavable group,

or a pharmaceutically acceptable salt thereof.

11.  The compound of claim 10 having Formula XIX:

XIX,

or a pharmaceutically acceptable salt thereof.

12.  The compound of claim 11, wherein R® is alkyl, or a pharmaceutically acceptable salt

thereof.
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13.  The compound of claim 11, wherein R?’ is selected from the group consisting of:

Vo "o G
\j

& &

OH ﬂ"'OH .

e e O

or a pharmaceutically acceptable salt thereof.

ﬁ“‘“d

~
Al
Nyon

14.  The compound of claim 11, wherein R*’ is selected from the group consisting of:

§ é & #
0,0 0 0 0 and h
\Si\ \\é{ D7) . D! /,O
N~ . oSN NS\ N~
H N H N
or a pharmaceutically acceptable salt thereof.
15.  The compound of claim 11, wherein R* is selected from the group consisting of:

§ § o "Hﬁq
OR18 15 mOR"®
\©—0R15 U ' [}—OR and
R4 ' R R4 R

R'" is selected from the group consisting of hydrogen and C;-C, alkyl; and

wherein:

R" is a metabolically cleavable group,

or a pharmaceutically acceptable salt thereof.
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16.  The compound of claim 15, wherein the metabolically cleavable group is selected from

the group consisting of:

o) R29a
V[lj B_ 30a
'?%_ g ‘R29b and -.LLL/ \ OR
Rzaa ’/R28b ORSOb

wherein:

each R* and R* is independently selected from the group consisting of hydrogen,
optionally substituted alkyl, and aralkyl;

R? and R*" are each selected from the group consisting of hydrogen and optionally
substituted alkyl;

vis1,2,3,or4;and

R* and R*® are each selected from the group consisting of hydrogen,optionally
substituted alkyl, aralkyl, optionally substituted aryl, and monovalent pharmaceutically

acceptable cation; or

taken together R** and R*® represent a divalent pharmaceutically acceptable cation or an
optionally substituted alkylenyl,

or a pharmaceutically acceptable salt-thereof.

17. The compound of claim 1, wherein R? is C;-Cyo alkyl, or a pharmaceutically acceptable

salt thereof,

18. The compound of claim 17, wherein the C;-Cy alkyl is selected from the group
COHSiStil’lg of -CHzC(CH])g,, -CHzC(CH3)2CH2CH3, -CH2C(CH3)2CH2CH2-
CH3, -CHzC(CH3)2CH2CH2CH2CH3, -CHQC(CH2CH3)2CH3, and -CHzC(CH3)2CH2CH(CH3)2,

or a pharmaceutically acceptable salt thereof.

19.  The compound of claim 18, wherein the C;-C)o alkyl is -CH,C(CHj3);, or a

pharmaceutically acceptable salt thereof.
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20. A compound of claim 1 selected from the group consisting of:

& oE OVH < Cl f 1) n
i\ : N;D{OH Q WNH\D\OH
ok ) )

R FoUN c Fo N
Y Oy
SNH TOH ‘i\ ; N;&C)H
| = | :

or a pharmaceutically acceptable salt thereof.
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21. A compound of claim 1 selected from the group consisting of:
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or a pharmaceutically acceptable salt thereof.

22. A pharmaceutical composition comprising the compound or pharmaceutically acceptable

salt thereof of claim 1 and a pharmaceutically acceptable carrier.

23. A compound of claim 1 for use in the treatment of a hyperproliferative disease.

24.  The compound of claim 23, wherein the hyperproliferative disease is cancer.

25.  The compound of claim 23, wherein cells of the hyperproliferative disease express

functional p53.

26. A kit comprising a compound of claim 1 and instructions for administering the compound

to a patient having a hyperproliferative disease.

27.  The kit of claim 26, wherein the hyperproliferative disease is cancer.

28.  The kit of claim 27, further comprising one or more anticancer agents.

29.  The kit of claim 28, wherein the instructions direct co-administration of the compound

together with the one or more anticancer agents.
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30.  The compound of claim 20 which is:

or a pharmaceutically acceptable salt thereof.




