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Claims 

1. 	A compound having Formula I: 

R4  
0 	ii,  

R5  
,, 	R2  

R  1 a 

Rlb 	 Y 

1110 
R3  

wc 	X 	0 
Rid 

I 

wherein: 

Rut
, 
 Rib, K  —1c, and Rid  are .ndependently selected from the group consisting of hydrogen, 

halogen, hydroxy, amino, nitro, c ; no, alkoxy, aryloxy, optionally substituted alkyl, haloalkyl, 
optionally 	substituted 	cycloalkyl, 	optionally 	substituted 	alkenyl, 	optionally 	substituted 
cycloalkenyl, optionally substituted 	1, optionally substituted heteroaryl, carboxamido, and 
sulfonamido; 

R2  is selected from the group con 'sting of optionally substituted aryl and optionally 
substituted heteroaryl; 

R3  is selected from the group consist 	g of optionally substituted alkyl, optionally 
substituted (cycloalkyl)alkyl, optionally substitu 	d cycloalkyl, optionally substituted alkenyl, 
optionally substituted cycloalkenyl, optionally 	s bstituted 	aryl, and optionally substituted 
heteroaryl; 

R4  is selected from the group consisting of hy,•gen and optionally substituted C1-C6  
alkyl; 

R5  is selected from the group consisting of: 

R13 R12a 	 Ri 	R17a  
R1713  F

r 
W1 R7 v R12b a 

w2 	n  21 c _(cR6aR6b) 	
, 	r‘  R1 	r 	

OR2ia 

R8a  Rsb 	R12d 

Z 	and 
R1 	

R2o 

R14 	 .19  0R21b 

R5-1 	 R5-2 	 R 3 

wherein: 

each R6a  and R6b  is independently selected from the group consisting of h , • rogen and 
optionally substituted C1 -C6  alkyl; 
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Claims

1 A compound having Formula I:

R1a

R1b

R1d

wherein:

Rtu, Rto, Rlo, and Rld ndependently selected from the group consisting ofhydrogen,
halogen, hydroxy, amino, nitro, alkoxy, aryloxy, optionally substituted alkyl, haloalkyl,
optionally substituted optionally substituted alkenyl, optionally substituted
cycloalkenyl, optionally substituted
sulfonamido;

l, optionally substituted heteroaryl, carboxamido, and

R2 is selected from the group
substituted heteroaryl ;

of optionally substituted aryl and optionally

R3 is selected from the group of optionally substituted alkyl, optionally
cycloalkyl, optionally substituted alkenyl,substituted (cycloalkyl)alkyl, optionally su

optionally substituted cycloalkenyl, optionally
heteroaryl;

aryl, and optionally substituted

Ra is selected from the group consisting of and optionally substituted Cl-Co

¡l
I

N 'ç5

R

I

alkyl;

Rs is selected from the group consisting of:

17a

p7 "d

a
3

È
p17b

2b q

-(GR6, R z and R
q1

p1 R14

Rs-t Rs-2

wherein:

each R6' and R6b is independently selected from the group consisting of
optionally substituted Cr-Ce alkyl;

21b

gen and
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R7  is selected from the group consisting of hydrogen, optionally substituted CI-C6  alkyl, 
and $ itionally substituted cycloalkyl; 

,, 8a and R8b  are each independently selected from the group consisting of hydrogen, 
optionall 	substituted C1 -C6  alkyl, and optionally substituted cycloalkyl; or 

R8a .1 d R8b  taken together with the carbon that they are attached form a 3- to 8- 
membered opts $ 	.11y substituted cycloalkyl; 

W1  is selec - • from the group consisting of -0R9a  and -NR9bR9'; 

R9a  is hydroge • 

R9b  is selected 	z 	the group consisting of hydrogen, optionally substituted alkyl, 
optionally substituted cyclo . kyl, optionally substituted aryl, optionally substituted heteroaryl, - 
SO2R9d, and -CONR9eR9f; 

R9' is selected from the 1 oup consisting of hydrogen, optionally substituted alkyl, 
optionally 	substituted 	cycloalkyl, 	optionally 	substituted 	aryl, 	and 	optionally 	substituted 
heteroaryl; or 

R9b  and R9c  taken together with t I - nitrogen atom to which they are attached form a 4- to 
8-membered optionally substituted heteroc 	lo; 

R9d  is selected from the group consis $ ig of optionally substituted alkyl and optionally 
substituted cycloalkyl; 

R9' and R9f  are each independently selec $ • from the group consisting of hydrogen, 
optionally substituted alkyl, and optionally substitute s 	ycloalkyl; or 

R9' and R91  taken together with the nitrogen atom $ which they are attached form a 4- to 
8-membered optionally substituted heterocyclo; 

W2  is selected from the group consisting of -0R1°  and - 	„ 11aRl lb;  

RI°  is hydrogen; or 

one of R9' and R1°  is hydrogen and the other is a metabolicall 	leavable group; 

with the proviso that when W I  is -0R9a  and W2  is -0R1°  then at 1: si one of R7, R8a, and 
R8b  is other than hydrogen; 

R11' is selected from the group consisting of hydrogen, optionally 	ubstituted alkyl, 
optionally substituted cycloalkyl, optionally substituted aryl, optionally substitu -d heteroaryl, - 
SO2R1 le, and -CONR11dRI I e; 

RI lb  is selected from the group consisting of hydrogen, optionally substit 	ed alkyl, 
optionally 	substituted 	cycloalkyl, 	optionally 	substituted 	aryl, 	and 	optionally 	su , tituted 
heteroaryl; or 
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R7 is selected from the group consisting of hydrogen, optionally substituted Cr-Ce alkyl,
substituted cycloalkyl;

8a and R8b are each independently selected from the group consisting of hydrogen,
Cr-Co alkyl, and optionally substituted cycloalkyl; or

R8u

membered

wris

optionally substituted
heteroaryl; or

Nb taken together with the carbon that they are attached form a 3- to 8-
substituted cycloalkyl;

from the group consisting of -ORe" and -NRebRe';

Reu is hydro

Reb is selected the group consisting of hydrogen, optionally substituted alkyl,
optionally substituted aryl, optionally substituted heteroaryl, -

9f.

R9t is selected from consisting of hydrogen, optionally substituted alkyl,
optionally substituted aryl, and optionally substituted

Reb and Re" taken together with nitrogen atom to which they are attached form a 4- to
8-membered optionally substituted

Red is selected from the group
substituted cycloalkyl ;

Re' and Rer are each independently from the group consisting of hydrogen,
optionally substituted alkyl, and optionally or

Re" and Rer taken together with the nitrogen atom which they are attached form a 4- to
8-membered optionally substituted heterocyclo;

W2 is selected from the group consisting of -ORlo and llapllb.

Rlo is hydrogen; or

one of Reo and Rlo is hydrogen and the other is a

with the Droviso that when Wr is -OReo and W2 is -ORl0 then at
R8b is other thanÏydrogen;

one of R7, R8u, and

Rllu is selected from the group consisting of hydrogen, optionally alkyl,

of optionally substituted alkyl and optionally

group;

optionally substituted cycloalkyl, optionally substituted aryl, optionally
sozRl tt, *d -coNRt IdBl le.

heteroaryl, -

Rllb is selected from the group consisting of hydrogen, optionally su alkyl,
optionally substituted cycloalkyl, optionally substituted aryl, and optionally
heteroaryl; or

tuted



223 

Rila  and R1 lb  taken together with the nitrogen atom to which they are attached form a 4- 
to 	membered optionally substituted heterocyclo; 

Ile  is selected from the group consisting of optionally substituted alkyl and optionally 
substitut, 	cycloalkyl; 

led 	nd Rue  are each independently selected from the group consisting of hydrogen, 
optionally sub. 'tuted alkyl, and optionally substituted cycloalkyl; or 

R1 1d  and I lie  together with the nitrogen atom to which they are attached form a 4- to 8- 
membered optiona 	substituted heterocyclo; 

n is 1, 2, 3, 4, or .; 

each R124, R12b
, 
 R 'C and 1212d  is independently selected from the group consisting of 

hydrogen and optionally subs tuted C1 -C6  alkyl; 

R13  is selected from the 	oup consisting of hydrogen and optionally substituted C1-C6 
alkyl; 

R14  is selected from the group . insisting of hydrogen, optionally substituted C,-C6 alkyl, 
and optionally substituted cycloalkyl; 

Z is selected from the group consisti 	. of -0R15  and -NRI6aR16b; or  

Z and R14  taken together form a carbony . oup; 

R15  is selected from the group consisting of 	drogen and metabolically cleavable group; 

RI" is selected from the group consisting of -S * .R16' and -CONR16dR16e; 

8161' is selected from the group consisting of hydro -n and optionally substituted alkyl; 

R1 6c is selected from the group consisting of optio 	Ily substituted alkyl, optionally 
substituted cycloalkyl, optionally substituted aryl, and optionall 	ubstituted heteroaryl; 

R16d  and R16' are each independently selected from the g •up consisting of hydrogen, 
optionally substituted alkyl, optionally substituted cycloalkyl, optio 'ally substituted aryl, and 
optionally substituted heteroaryl; or 

R16d  and R16' taken together with the nitrogen atom to which they : e attached form a 4-
to 8-membered heterocyclo; 

o is 1, 2, or 3; 

p is 0, 1, 2, or 3; 

each R17a,  RIM, R1 7c  and R17d  is independently selected from the group cons ,ting of 
hydrogen and optionally substituted C,-C6  alkyl; 
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Rllu and Rllb taken together with the nitrogen atom to which they are attached form a 4-
to optionally substituted heterocyclo;

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

Rll
optionally

Rll
membered

Rll" are each independently selected from the gfoup consisting of hydrogen,
alkyl, and optionally substituted cycloalkyl; or

d and le together with the nitrogen atom to which they are attached form a 4- to 8-
substituted heterocyclo;

n is l, 2,3,4,

each Rl2u, Rt'b, R and Rl2d is independentþ selected from the group consisting of
-C6 alkyl;

consisting of hydrogen and optionally substituted Cr-Ce

hydrogen and optionally Cl

Rl3 is selected from the
alkyl;

Rla is selected from the group
and optionally substituted cycloalkyl;

of hydrogen, optionally substituted C¡-C6 alkyl,

Z is selected from the group of -oRI5 and -NRl6T.tuo; ot

Z andRla taken together form a

Rls is selected from the group consisting and metaboli cally cleavable group;

and -coNRl6dPl6e'Rl6"is selected from the group consìsting of

Rl6b is selected from the group consisting of

lóc

and optionally substituted alkyl;

Rl6" is selected from the group consisting of substituted alkyl, optionally
substituted cycloalkyl, optionally substituted aryl, and heteroaryl;

Rl6d and Rl6" are each independently selected from the consisting of hydrogen,
optionally substituted alkyl, optionally substituted cycloalkyl,
optionally substituted heteroaryl; or

substituted aryl, and

Rl6d and Rl6" taken together with the nitrogen atom to which they attached forrn a 4-
to 8-membered heterocyclo;

ois1,2,or3;

p is 0, 1,2, or 3;

each Rl?u, R'to, Rtt" and RlTd is independently selected from the group
hydlogen and optionally substituted Cr-Co alkyl;

of
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R18  is selected from the group consisting of hydrogen and optionally substituted Ci-C6 
alky 

and 

19  is selected from the group consisting of hydrogen, optionally substituted C1 -C6  alkyl, 
optio : lly substituted cycloalkyl; 

and 
R2°  is elected from the group consisting of hydrogen, optionally substituted C1-C6  alkyl, 

optionally • bstituted cycloalkyl; 

R21' and R b  are each hydrogen; or 

one of R21'an t 	21b  is hydrogen and the other is metabolically cleavable group; 

q is 0, 1, 2, or 3; 

r is 1, 2, or 3; 

X is selected from the grc 1p consisting of 0, S, and NR; 

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

and 
R is selected from the group co sisting of hydrogen, optionally substituted alkyl, 

optionally substituted cycloalkyl; 
aralkyl, 

and 
R" is selected from the group consisti . of hydrogen, optionally substituted alkyl, 

optionally substituted cycloalkyl; and 
aralkyl, 

represents a single or a double bond, 

or a pharmaceutically acceptable salt thereof. 

2. 	The compound of claim 1 having Formula II: 

R4  
0 	..-N., 

- 	R.' 
2R 	= Rla 

Rib 	
Y 

lb 	

••• 
'ER3  

R 7c 	 X 	0 
Rid 

II, 

or a pharmaceutically acceptable salt thereof. 
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Rl8 is selected from the group consisting of hydrogen and optionally substituted Cl-Ce

l9 is selected from the group consísting of hydrogen, optionally substituted C¡-C6 alkyl,
and substituted cycloalkyl;

R20 ls from the group consisting of hydrogen, optionally substituted C¡-C6 alkyl,
and optionally cycloalkyl;

R2lu and are each hydrogen; or

one of R2lu is hydrogen and the other is metabolícally cleavable group;

q is 0, 1,2, or 3;

ris1,2,or3;

X is selected from the consisting of O, S, andNR;

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

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

R" is selected from the group 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 I having FormulaII:

R1"

¡a

\ñ.*,

R

R1 X

R1d

or a pharmaceutically acceptable salt thereof.

II,
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3. 	The compound of claim 2, wherein: 

'' , Rib, Rig, and Rid  are each independently selected from the group consisting of 
hydrogen, 	uoro, and chloro; 

R2  is optionally substituted aryl; 

R3  is optic illy substituted alkyl; 

R4  is hydrog- I • and 

X and Y are NI-I, 

or a pharmaceutical 	acceptable salt thereof. 

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

R25d 

R 	R25e  

R25b 

R 	 R2-1 

wherein: 

R25a, R251), R25c, R25d, and R25 are each indepe dently selected from the group consisting 
of hydrogen, halogen, hydroxy, nitro, amino, cyans 	alkoxy, optionally substituted alkyl, 
haloalkyl, optionally substituted aryl, and optionally subst uted heteroaryl, 

R5  is selected from the group consisting of: 
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3. The compound of claim 2, wherein:

Rtb, Rtt, and Rld are each independently selected from the group consisting of
hydroger¡ and chloro;

R2 is

R3 is

Ra is

X and Y are

ora acceptable salt thereof.

substituted aryl;

substituted alkyl;

and

The compound 2, wherein R2 is an optionally substituted aryl having4.
Formula R2-1:

p25d

R25"

R2-1

wherein:

R"" R"o, RÍto, R"u, and R2s" are each selected from the group consisting
of hydrogen, halogen, hydroxy, nitro, amino, alkoxy, optionally substituted alkyl,
haloalkyl, optionally substituted aryl, and optionally

R5 is selected from the group consisting of:

heteroaryl,
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OR" 	 OR" 	 NR94R9.  
R14 

OR1° 	 NR11aD11b 	 OR1° 	 OR15 ''  
R1 	 R7 	 R 

R" 	
Rea  ' R" 	 R5-8 

R5-5 	 R5-6 	 R5-7 

R14 
NR16aR16b 	 OR15 

NR16aR16b OR15  . 	R14 ' 	 ' 
R14 	 R14 

- 5-9 
R5-10 	 R5-11 R5-12 

OR" 	 NR16aR16b 	/ 	R" 
NR18  • 16b 	 oR21a 

‘-'N4-0R2113 
. 	R'14 	 R14 

R14 
R19  

R5-13 	 R5-14 	 R5-15 
R5-16 

OR218 	an' NR16aR16b 

Rig  0R2lb 

R5-18 
R5-17  

R7  is optionally substituted Ci-C4 alkyl; 

Rsa is selected from the group consisting of 	drogen and C1-C4  alkyl; 

R9a  and RI°  are each hydrogen; or 

one of R9  and RI°  is hydrogen and the other is a me - bolically cleavable group; 

R9b  is selected from the group consisting of hydra _en, C1-C4 alkyl, -SO2R9d, and 
-CONR9eR9f; 

R9e  is selected from the group consisting of hydrogen, C1 -C4 	kyl, and cycloalkyl; or 

R9b  and R9e  taken together with the nitrogen atom to which the 	re attached form a 4- to 
8-membered optionally substituted heterocyclo; 

R9d  is selected from the group consisting of optionally C1 -C6  a 	yl and optionally 
substituted C3-C6 cycloalkyl; 

R9e  and R9f  are each independently selected from the group consistin_ of hydrogen, 
optionally substituted C1-C6  alkyl, and optionally substituted C3-C6  cycloalkyl; or 
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R0a

RllaRllb

R5-7

1ôa¡16b

R5.15

R14

R5-8

Rr4

Rs-12

R8a

R5-5 R5-6

J
R14 5

15

R14

J j

R5-10

R5-14

J

R5-ll

16aR16b

15 R16aR16b J
NR

9

R5-13
R5-16

R20

b

R5-18
R5-17

R7 is optionally substituted Cr-C¿ alkyl;

R8u is selected from the group consisting

Reu and Rlo are each hydrogen; or

one of Re and Rlo is hydrogen and the other is a

and Cr-C¿ alkyl;

Reb is selected from the group consisting of
-CONR9'R9f;

Cl-C¿ alkyl, -SO2Red, and

Ret is selected from the group consisting of hydrogen, C¡ l, and cycloalkyl; or

Reb and Re'taken together with the nitrogen atom to which
8-membered optionally substituted heterocyclo;

Red is selected from the group consisting of optionally Ct-Cr
substituted C¡-Ca cycloalkyl;

Re' and Rer are each independently selected from the group of hydrogen,

cleavable group;

attached form a 4- to

and optionally

optionally substituted Cl-Cc alkyl, and optionally substituted C¡-Co cycloalkyl; or
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R9e  and R91.  taken together with the nitrogen atom to which they are attached form a 4- to 
: nembered optionally substituted heterocyclo; 

Rila  is selected from the group consisting of hydrogen, C1 -C4 alkyl, -SO2R1le, and 
-CON 	IldR11 e; 

R b is selected from the group consisting of hydrogen, C1-C4 alkyl, optionally substituted 
cycloalkyl; • 

Rila  an. ' 11 b  taken together with the nitrogen atom to which they are attached form a 4-
to 8-membered 0.'ovally substituted heterocyclo; 

RI le  is select,. from the group consisting of optionally substituted C1-C6 alkyl and 
optionally substituted 	-C6  cycloalkyl; 

R"d  and Rile  are 	ch independently selected from the group consisting of hydrogen, 
optionally substituted C1-C6 : kyl, and optionally substituted C3-C6 cycloalkyl; or 

Rild  and Rile  together 	h the nitrogen atom to which they are attached form a 4- to 8- 
membered optionally substituted h: terocyclo; 

R14  is hydrogen or C1-C4  alkyl, 

R15  is hydrogen or a metabolicall 	leavable group; 

R16a  is selected from the group consis 	g of -SO2R16e  and -CONR16dR16e; 

R16b  is selected from the group consisting if hydrogen and C1-C4 alkyl; 

R16e  is selected from the group consisting of optionally substituted C1-C6 alkyl and 
optionally substituted C3-C6  cycloalkyl; 

R16d  and R16e  are each independently selected 	6 	the group consisting of hydrogen, 
optionally substituted CI-CI alkyl and optionally substitut-  . 	3-C6 cycloalkyl; or 

R16d  and R16e  taken together with the nitrogen atom to 	ich they are attached form a 4- 
to 8-membered heterocyclo; 

R19  is selected from the group consisting of hydrogen, option ly substituted C1-C6 alkyl, 
and optionally substituted C3-C6  cycloalkyl; 

R2°  is selected from the group consisting of hydrogen, optionally s 	stituted C1-C6  alkyl, 
and optionally substituted C3-C6  cycloalkyl; and 

R21a  and R211' are each hydrogen; or 

one of R2'' and K-21b is hydrogen and the other is metabolically cleavable grc» 
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Re" and Rer taken together with the nitrogen atom to which they are attached form a 4- to
optionally substituted heterocyclo;

Rll" is selected from the group consisting of hydrogen, Cr-C¿ alkyl, -SOzRll', and
ildRr le.

,

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

Rlta tlb tak"n together with the nitrogen atom to which they are attached form a 4-
to 8-membered substituted heterocyclo ;

Rllt is from the group consisting of optionally substituted Cl-Co alkyl and

optionally substituted cycloalkyl;

Rlld and Rllt are independently selected û'om the group consisting of hydrogen,
optionally substituted Cr-Co and optionally substituted C¡-Co cycloalkyl; or

Rlld and Rll'together the nitrogen atom to which they are attached form a 4- to 8-

membered optionally substituted

R¡a is hydrogen or C¡-Ca alky

Rl5 is hydrogen or a group;

Rl6'is selected ûom the group

Rl6b is selected from the group

of -SozRl6" and -CoNRl6d¡l6e'

hydrogen and Cl-C¡ alkyl;

Rl6" is selected from the group
optionally substituted C¡-Ce cycloalkyl;

they are attached form a 4-

substituted C¡-C6 alkyl,

C1-C6 alkyl,

optionally substituted Cr-Co alkyl and

RI6d and Rl6" are each independently selected the group consisting of hydrogen,
optionally substituted Cr-Cq alkyl and optionally cycloalkyl; or

Rl6d and Rl6'taken together \l/ith the nitrogen atom to
to 8-membered heterocyclo;

Rle is selected from the group consisting of hydrogen,
and optionally substituted C¡-Ce cycloalkyl;

R20 is selected from the group consisting of hydrogen, optionally
and optionally substituted C3-C6 cycloalkyl; and

R2lo and R2lb are each hydrogen; or

one of Úro and R2tb is hydrogen and the other is metabolically cleavable
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or a pharmaceutically acceptable salt thereof. 

The compound of claim 2 having Formula XIX: 

R26c 

R26b . 
.
`'

--Ni 
H 

R27 

R26a 
NH

'`IR3 

Rib 

NCOR c  
H XIX, 

wherein: 

RI b  
chloro; 

and Ric  are independez ly selected from the group consisting of hydrogen, fluoro, and 

R3  is selected from the groui consisting of optionally substituted alkyl, optionally 
substituted (cycloalkyl)alkyl, and option. 	substituted cycloalkyl; 

R26a, R26b, and K,-.26c are independent 	selected from the group consisting of hydrogen, 
fluoro, and 

R27  

chloro; and 

is selected from the group consisting 0 . 

S 

OH 	' 	'OH , '110  OH 	, 
.,,OH 

C CH3 	 H3  

Fs. 	 is\  cs\ 

--OH 1,.,OH 1-1 
OH 	

„
bH 

pharmaceutically acceptable salt thereof. or a 

CH3  CH3  

6. The compound of claim 5, wherein R3  is -CH2C(CH3)3, or a ph 	aceutically 
acceptable salt thereof. 
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or a pharmaceutically acceptable salt thereof.

The compound of claim 2 having Formula XIX:

H
N.

R27

p1 N
H XIX,

wherein:

Rlb and Rlt are
chloro;

selected from the group consisting ofhydrogen, fluoro, and

R3 is selected from the
substituted (cycloalkyl)alkyl, and

consisting of optionally substituted alkyl, optionally
substituted cycloalkyl;

Rtuu, R'uo, and R26o afe
fluoro, and chloro; and

selected from the group consisting of hydrogen,

R27 is selected from the group consisting

j

OH

CH¡

or a pharmaceutically acceptable salt thereof.

6. The compound of claim 5, wherein R3 is -CHzC(CH3)3, or a
acceptable salt thereof.

H

"R3

i i
OH OH

cHa

, r rQlJ
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7. 	The compound of claim 2 selected from the group consisting of: 

CI 	F 

4 	' NH 	OH 

CI 	Fo 	g

NH 	

CI 

OH 	
.
4. (-)11  

Al 	
..„.0 

WI 	- NH 	

...• 

OH 

a 
*() N OH 

quo 
10 	..  110 	- 	.. 1:1101  .. ' eI CI 

s 	11 C 	 Cl 	F ❑ CI F 
o 

I
li 

 4 	NH 	OH 

., 

c, 	o 
41 	NH 	pH 

 NH 	OH.* 	r NH 

c, SO 

c, 	OWN 	OH 	CI 

iit 	E  
NH 	 IS 	NH 	.OH 

111 	: 

11 

NH 

 ❑ 

11 

NH 

OH 

OH 

CI 	q  CI 

CI 	F 	ti 
ci.......,  

111 	' NH 	OH 

F 	 CI 	F 	q 
OH 

NH 	CH 	. 	NH 

101 	' 
% 	

1.1  CI 	q CI 	 Cl 

C F OWN  F F 0......14 	 CI 	F OWN CI 	F 	ci...... 

OH 
4 	

' NH 

., 40 
	-..,0 

.: 
NH 	

"OH 11 	• 

4 	' NH 
	

'OH 

0  	10 ci 	 c, F 

4 

101 

FI 

, 
, 

CI 	F 	0.••••H C CI 	I ...0 
O 

CI 	F
❑  
	11 '..OH 

APO 	' NH 	
,4,0H 'OH 

H 	
'"OH 

41 
4 

ilk 	: 
NH 

F 40   

H 
CI 	0 

AI 	' Nii 	
' OH 

Of CI 	pi 

SI )-0' 	10 fi0  
CI 	q 	

CI 

CI 	F 	
r 	

F 	1,1 
OH 

lit 	- 	 di NH 
	NH io 	..... 	, 

., 	11 	CI 	SI 	' 

CI 40 ISO 
 

or a pharmaceutically acceptable salt thereof. 
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7. The compound of claim 2 selected from the group consisting of:

ov

ct

F cl F

OH

ct

or a pharmaceutically acceptable salt thereof.

o\-

ct F

F cl

H
N

H

c
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8. 	The compound of claim 7 which is: 

CI 	F 0....
H 

 N 
* : 

NH 	''OH 

• "-0 
CI 	N H 	, 

or a pha 	iaceutically acceptable salt thereof. 

9. A pha 	ceutical composition comprising the compound, or pharmaceutically 
acceptable salt thereof, o 	. • y one of claims 1-8 and a pharmaceutically acceptable carrier. 

10. Use of a compoun of any one of claims 1-8 for the manufacture of a medicament 
for treating a hyperproliferative dis,  : se. 

11. The use of claim 10, where • 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, pr. •tate cancer, choriocarcinoma, breast cancer, 
retinoblastoma, stomach carcinoma, acute myeloid le kemia, lymphoma, multiple myeloma, and 
leukemia. 

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

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

15. Use of a compound of any one of claims 1-8 for the manufacture , a medicament 
for treating the side-effects of chemotherapeutic agents or treatments. 
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8. The compound of claim 7 which is:

osz
H
N

,OH

ora acceptable salt thereof.

9. A composition comprising the compound, or phannaceutically
acceptable salt thereof, one of claims l-8 and a pharmaceutically acceptable carrier.

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

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

12. The use of claim 11, wherein the is selected from the group consisting of
cancer, choriocarcinoma, breast cancet,melanoma, lung cancer, safcoma, colon cancer,

retinoblastoma, stomach carcinoma, acute myeloid
leukemia.

lymphoma, multiple myeloma, and

13. The use of claim 12, whorein the cancer is
liposarcoma and melanoma.

from the group consisting of

o

14. The use of claim 11, whelein the compound is
or mole anticancer agents.

administered with one

a medicament15. Use of a compound of any one of claims l-8 for the manufacture
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 
adi 	.nistering the compound to a patient having cancer. 

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

16.
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A kit comprising a compound of any one of claims l-8 and instructions for
the compound to a patient having cancer.

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

1. 	A compound having Formula I: 

R4  
0 	NI  , 

R5  
Ria 

R2 

Rib 	 Y 

IP  
R3  

Rig 	X 	0 
Rid 

I 

wherein: 
R ia

,  Rib, R'°, 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; 

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

substituted heteroaryl; 

R3  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; 

R4  is selected from the group consisting of hydrogen and optionally substituted C I  -C6 

alkyl; 

R5  is: 

/ 	R13 R12a 

R12b 

111 
0 

R12c Z  
P 

Ri2d 	R14 

R5-2 

wherein: 

l. A compound having Formula I

-221 -

CLAIMS

'la

R 1b

¡1

¡a
I

N.

3

ps

X
p1 d

I

wherein:

R'u, R'0, Rl', and Rld 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;

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

substituted heteroaryl ;

R3 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;

Ra is selected from the group consisting of hydrogen and optionally substituted Cr-Co

alkyl;

Rs is:

.d
13 12a

12b
o

¡12c z

R1 R14

wherein:

R5-2
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each R12a, R12b, R12c and R12d is independently selected from the group consisting 

of hydrogen and optionally substituted C1-C6  alkyl; 

R13  is selected from the group consisting of hydrogen and optionally substituted 

C1 -C6  alkyl; 

R14  is selected from the group consisting of hydrogen, optionally substituted CI- 

C6 alkyl, and optionally substituted cycloalkyl; 

Z is selected from the group consisting of -0R15  and - NRi6aRi6b; or  

Z and R14  taken together form a carbonyl group; 

R15  is selected from the group consisting of hydrogen and metabolically cleavable 

group; 

R16a  is selected from the group consisting of -SO2R16c  and -CONR16dR16e; 

R161)  is selected from the group consisting of hydrogen and optionally substituted 

alkyl; 

R16c  is selected from the group consisting of optionally substituted 	alkyl, 

optionally substituted cycloalkyl, optionally substituted aryl, and optionally substituted 

heteroaryl; 
R16d and R16e  are each independently selected from the group consisting of 

hydrogen, optionally substituted alkyl, 	optionally substituted cycloalkyl, optionally 

substituted aryl, and optionally substituted heteroaryl; or 

R16d  and R16e  taken together with the nitrogen atom to which they are attached 

form a 4- to 8-membered heterocyclo; 

o is I, 2, or 3; 

p is 0, 1, 2, or 3; 

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; 

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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each Rl2u, Rt'0, Rt" and Rl2d is independently selected from the group consisting

of hydrogen and optionally substituted Cr-Co alkyl;

Rr3 is selected from the group consisting of hydrogen and optionally substituted

Cr-Co alkyl;

Rra is selected from the group consisting of hydrogen, optionally substituted C¡-

C6 alkyl, and optionally substituted cycloalkyl;

Z is selected from the group consisting of -ORl5 and -NR16uR16b; or

Z and Rla taken together form a carbonyl group;

Rrs is selected from the group consisting of hydrogen and metabolically cleavable

group;

Rl6u is selected from the group consisting of -SO2RI6" and -CONpl6dpl6e'

Rl6b is selected from the group consisting of hydrogen and optionally substituted

alkyl;

pl6c is selected from the group consisting of optionally substituted alkyl,

optionally substituted cycloalkyl, optionally substituted aryl, and optionally substituted

heteroaryl;

Rl6d and Rl6' are each independently selected from the group consisting of

hydrogen, optionally substituted alkyl, optionally substituted cycloalkyl, optionally

substituted aryl, and optionally substituted heteroaryl; or

Rl6d and Rl6" taken together with the nitrogen atom to which they are attached

form a 4- to 8-membered heterocyclo;

oisl,2,or3;
p is 0, 1,2, or 3;

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.



- 223 - 

2. 	The compound of claim 1, wherein ' represents a single bond, 

acceptable salt thereof. 

or a pharmaceutically 

3. 	The compound of claim 1 having Formula II: 

R4  
0_,./i s  

2R 	: 	R5  
Rla 

Rib 	 Y 
„ io 	r. 	R

3 

R c 	X 	0 
Rid 

II, 

or a pharmaceutically acceptable salt thereof. 

4. 	The compound of claim 1, wherein: 

Rth, Rib, Rth, and Rid  are each independently selected from 

hydrogen, fluoro, and chloro; 

the group consisting of 

R2  is optionally substituted aryl; 

R3  is optionally substituted alkyl; 

R4  is hydrogen; and 

X and Y are NH, 

or a pharmaceutically acceptable salt thereof. 

5. 	The compound of claim 3, wherein: 

Ria  and Rid  are each hydrogen; 

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

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

or a pharmaceutically acceptable salt thereof. 
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2. The compound of claim l, wherein : represents a single bond, or a pharmaceutically

acceptable salt thereof.

3. The compound of claim I having Formula II:

pl
I

N

1a

R

¡1
R1d

or a pharmaceutically acceptable salt thereof.

il,

4. The compound of claim l, wherein:

Rtu, Rto, Rl", and Rld are each independently selected from the group consisting of

hydrogen, fluoro, and chloro;

R2 is optionally substituted aryl;

R3 is optionally substituted alkyl;

Ra is hydrogen; and

X and Y are NH,

or a pharmaceutically acceptable salt thereof.

The compound of claim 3, wherein:

Rlu and Rld are each hydrogen;

Rlb ¡s selected from the group consisting of hydrogen and fluoro; and

Rl'is selected from the group consisting of fluoro and chloro,

or a pharmaceutically acceptable salt thereof.

'R5

X

5
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6. The compound of claim 1 wherein R2  is an optionally substituted aryl having Formula 

R2-1: 

R25d 

R25c 	R25e 

R25b 1101  
css

s 

R25a 
R2-1 

wherein R25a, R25b, R25c, R25d, and R25e  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. 

7. The compound of claim 6, wherein: 

R25a  is selected from the group consisting of hydrogen and fluoro; 

R25b  is chloro; 

R25e  is selected from the group consisting of hydrogen and fluoro; and 

R25d  and R25e  are each hydrogen, 

or a pharmaceutically acceptable salt thereof. 

8. The compound of claim 1, wherein R5  is selected from the group consisting of: 

)
>I11

14 

OR15 

)
),,FL

14 

NR16aR16b OR15  
R14 

NR16aR16b 
. 

R14 
, 

R5-8 
R5-9 

R5-10 R5-11 

csss  

—OR15 
. 

NR16aR16b OR15  
R14 	. 

NR16aR16b 

R14 

R14 
R14 

 

R5-12  
R5-13 

R5-14 R5-15 

and 	N.— 

NR16aR16b 

R5-18 
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6. The compound of claim I wherein R2 is an optionally substituted aryl having Formula

R2-l:

¡25e

7

R
p25a R2-l

wherein R"u, R"o, R"', R"o, and R2s" 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:

R2su is selected from the group consisting of hydrogen and fluoro;

R2sb is chloro;

R2s' is selected from the group consisting of hydrogen and fluoro; and

R2sd and R25" are each hydrogen,

or a pharmaceutically acceptable salt thereof.

8. The compound of claim l, wherein Rs is selected from the group consisting of:

./' ra^t
\ R14

þLeqrs
\ 814

ÞL¡¡teagtou
p16a¡16b

15

J

R5-8

R14

R5-12

¡¡16ap16b

j
oR15

R14

R5-14

¡16ap16b

J
I

R5-9

R14

R5-13

R14

R5-10

R14

R5-fi

oR15 R14

R5-15

J

c

and

R5-18

¡16a916b
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or a pharmaceutically acceptable salt- thereof. 

9. The compound of claim 8, wherein: 
—14 x 	is hydrogen or C1 -C4  alkyl; 

R15  is hydrogen or a metabolically cleavable group; 

R16a  is selected from the group consisting of -SO2R16e  and -CONR16dR16e; 

R166  is selected from the group consisting of hydrogen and C1 -C4  alkyl; 

R16c  is selected from the group consisting of optionally substituted C1-C6  alkyl and 

optionally substituted C3-C6  cycloalkyl; 

R16d  and R16e  are each independently selected from the group consisting of hydrogen, 

optionally substituted C1 -C4  alkyl and optionally substituted C3-C6  cycloalkyl; or 

R16d  and R16e  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 1 having Formula XVIIIa: 

R26C 

R26b . O 	
R27  

R26a R26a 

R ib 	
NH 

R3 

Ric 	N 	0 
H 	 XVIIIa 

wherein: 
R11 and Ric  are independently selected from the group consisting of hydrogen, fluoro, and 

chloro; 

R3 	is selected from the group consisting of optionally substituted alkyl, optionally 

substituted (cycloalkyl)alkyl, and optionally substituted cycloalkyl; 
R26a

, 
 R26b, and R26c  are independently selected from the group consisting of hydrogen, 

fluoro, and chloro; and 

R27  is selected from the group consisting of: 

-22s -

or a pharmaceutically acceptable salt- thereof.

9. The compound of claim 8, wherein:

Rra is hydrogen or Cr-C+ alkyl;

Rrs is hydrogen or a metabolically cleavable group;

Rl6u is selected from the group consisting of -SO2RI6" and -CONpl6dpl6e'

Rl6b is selected from the group consisting of hydrogen and Cr-C¿ alkyl;

Rr6" is selected from the group consisting of optionally substituted Cr-Co alkyl and

optionally substituted Cr-Co cycloalkyl;

Rl6d and Rl6" are each independently selected from the group consisting of hydrogen,

optionally substituted Cr-C¿ alkyl and optionally substituted C¡-Co cycloalkyl; or

Rl6d and Rl6'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 I having Formula XVIIIa:

R27
p26b

R 1b

¡3
qt

XVIIIa

wherein:

Rlb and Rl" are independently selected from the group consisting of hydrogen, fluoro, and

chloro;

R3 is selected from the group consisting of optionally substituted alkyl, optionally

substituted (cycloalkyl)alkyl, and optionally substituted cycloalkyl;

Rtuu, Rtuo, and R26" are independently selected from the group consisting of hydrogen,

fluoro, and chloro; and

R27 is selected from the group consisting of:

N
H
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1 —Z
•------- 

R14  
R27-4 

E 	z I ' 'Z 	
k 

-Z -LZ 

R-14 	' R14 R14 R14 

R27-5 R27-6 R27-7 R27-8 

) 	1, .,z 	
/ „Z 

R14 R14 1 14  R14 

R27-9 
R27-10 R27-11 	 R27-12 

N 

--Z  L 
• Z —Z 	,„, 

,1Z 
-A 	, 

R14 R14 R14 
R 14  

R27-13 R27-14 R27-15 R27-16 

-: 	. 
R14 

Z 
•,, .-.  

R14 R14 
R14  

R27-17 
R27-18 

and 

R27-19 R27-20 

z 
R14 R14 

R27-21 R27-22 

wherein: 

R14  is selected from the group consisting of hydrogen, optionally substituted C1 -C4  alkyl 

and optionally substituted C3-C6  cycloalkyl; 

Z is selected from the group consisting of -0R15  and -NR16aR16b; 

R15  is selected from the group consisting of hydrogen and metabolically cleavable group; 

R16a  is selected from the group consisting of -SO2R16c  and -CONR16dR16e; 

j
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z

R
R274

J
j

z

R14

R27-5

z

R14

R27-9

z

R14

R27-13

R

R27-6

R27-10

R27-14

R

R27-18

z

R14

R27-7

R27-15

R14

R27-t9

R 't4

R27-22

z

R14

R27-8

R27-12

'tz
4

R27-16

R14

R27-20

z

z

4R1

R27-11

s
e

é¡J(

j

f,,,,

j

z
14

z

R14R

t,,, i
z

R14

R27-17

i,,,,. J

and

R14

R27-21

wherein:

Rla is selected from the group consisting of hydrogen, optionally substituted Cr-C+ alkyl

and optionally substituted C:-Co cycloalkyl;

Z is selected from the group consisting of -ORls and -NRl6uRl6b;

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

Rl6u is selected from the group consisting of -SO2RI6'and -CoNRl6dBl6e'
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R16b  is selected from the group consisting of hydrogen and optionally substituted C1 -C4  

alkyl; 

R16e  is selected from the group consisting of optionally substituted C1 -C6  alkyl and 

optionally substituted C3-C6  cycloalkyl; 

R16d  and R16e  are each independently selected from the group consisting of hydrogen, 

optionally substituted C I -CI  alkyl, optionally substituted C3-C6  cycloalkyl; or 

R16d  and R16e  taken together with the nitrogen atom to which they are attached form a 4-

to 8-membered heterocyclo; 

R19  is selected from the group consisting of hydrogen, optionally substituted C1 -C6  alkyl, 

and optionally substituted C3-C6  cycloalkyl; 

R2°  is selected from the group consisting of hydrogen, optionally substituted C1 -C6  alkyl, 

and optionally substituted C3-C6  cycloalkyl; 
R21 a an

d R
21 b are each hydrogen; or 

one of R2I  a and R21 b  is hydrogen and the other is metabolically cleavable group, 

or a pharmaceutically acceptable salt thereof. 

11. 	The compound of claim 10 having Formula XIX: 

R26C 
H 

•
N

'R27  

R26b 

R263 	NH Rib 

.:. 	R3  

Ric 01 	--1--k..N:...'  N NO 
H 	 XIX, 

or a pharmaceutically acceptable salt thereof. 

12. 	The compound of claim 11, wherein R3  is alkyl, or a pharmaceutically acceptable salt 

thereof. 
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Rr6b is selected from the group consisting of hydrogen and optionally substituted Cl-C¿

alkyl;

Rr6' is selected from the group consisting of optionally substituted Cr-Co alkyl and

optionally substituted C¡-Cø cycloalkyl;

Rl6d and Rl6" are each independently selected from the group consisting of hydrogen,

optionally substituted Cr-C¿ alkyl, optionally substituted C3-C6 cycloalkyl; or

Rl6d and Rl6" taken together with the nitrogen atom to which they are attached form a 4-

to 8-membered heterocyclo;

Rle is selected from the group consisting of hydrogen, optionally substituted Cr-Co alkyl,

and optionally substituted C¡-Ce cycloalkyl;

R20 is selected from the group consisting of hydrogen, optionally substituted Cl-Co alkyl,

and optionally substituted C:-Co cycloalkyl;

R2lu and R2lb are each hydrogen; or

one of R2lu and R2lb is hydrogen and the other is metabolically cleavable group,

or a pharmaceutically acceptable salt thereof.

I l. The compound of claim l0 having Formula XIX:

p26b

R1b

p1 N
H XIX,

or a pharmaceutically acceptable salt thereof

12. The compound of claim 11, wherein R3 is alkyl, or a pharmaceutically acceptable salt

thereof.

H
N 'R27

NH
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13. The compound of claim 11, wherein R27  is selected from the group consisting of: 

csss 	 1 	 1 

_ 
OH 	' 	'OH  

H3O 
OH 	,..OH 	, 

 H3C 

cs\ 	rs\ crrr 
cs\ 

1-  
I 	

I 	 I 
'L 	 „, 	, 	 , OH ' 1 10H 

OH OH 	' 	 7  C1-13 	 CH3 

-10H 	 OH 	Q.,' OH  and 	
OH 

or a pharmaceutically acceptable salt thereof. 

14. The compound of claim 11, wherein R27  is selected from the group consisting of: 

0 0 ,,c;, 	 0 
1\1"°."- 	 '''N" \S"- 

cs° 	 cs° ,.. 

	

9,0 	and 

	

N- c 	' 
p 	i f 	1 	0 0  

, 
	,,, 

' N--°\ H 	' 	 H 	 H H 

or a pharmaceutically acceptable salt thereof. 

15. The compound of claim 11, wherein R27  is selected from the group consisting of: 

scr  
1 1 ....,-- 

'''. 

/ 	 i 

R14 
OR15 	-.„,.,..- 

Ri4 
'''OR15 OR15 	and 

R14 	 Ria  

—0R15  

wherein: 

R14  is selected from the group consisting of hydrogen and C1 -C4  alkyl; and 

R15  is a metabolically cleavable group, 

or a pharmaceutically acceptable salt thereof. 
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13. The compound of claim 11, wherein R27 is selected from the group consisting of:

J
j

c
J

',OH

"OH ,

H3

H
,OH

"oH

Hsc Hsc

cHs

J j 1,,,,,

"OH

or a pharmaceutically acceptable salt thereof.

14. The compound of claim I 1, wherein R27 is selected from the group consisting of:

j Jt

'oH and

i,,,,

q"P
-o\ lniand

or a pharmaceutically acceptable salt thereof.

15. The compound of claim I l, wherein R27 is selected from the group consisting o1

J
è

j
oR15

,',9p15 't5 rrrQ¡15
and

R 14 R14 R14 R14

wherein

Rra is selected from the group consisting of hydrogen and C1-Ca alkyl; and

Rls 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 
0 

V ri , 	 I I 
R29b 	and 	,

2z2. 
	P\— 0R3°a 

R28a 	'Rath 	 OR3°13  

wherein: 

each R28a  and R28b  is independently selected from the group consisting of hydrogen, 

optionally substituted alkyl, and aralkyl; 

R29a  and R29b  are each selected from the group consisting of hydrogen and optionally 

substituted alkyl; 

v is 1, 2, 3, or 4; and 
R30a and R30b  are each selected from the group consisting of hydrogen,optionally 

substituted 	alkyl, 	aralkyl, 	optionally 	substituted 	aryl, 	and 	monovalent 	pharmaceutically 

acceptable cation; or 

taken together R30a  and R30b  represent a divalent pharmaceutically acceptable cation or an 

optionally substituted alkylenyl, 

or a pharmaceutically acceptable salt—thereof. 

17. The compound of claim 1, wherein R3  is C1 -C10  alkyl, or a pharmaceutically acceptable 

salt thereof. 

18. The compound of claim 	17, wherein the C1 -C10  alkyl is selected from the group 

consisting 	of 	-CH2C(CH3)3, 	-CH2C(CH3)2CH2CH3, 	-CH2C(CH3)2CH2CH2- 

CH3, -CH2C(CH3)2CH2CH2CH2CH3, -CH2C(CH2CH3)2CH3, 	and -CH2C(CH3)2CH2CH(CH3)2, 

or a pharmaceutically acceptable salt thereof. 

19. The 	compound 	of claim 	18, 	wherein 	the 	C1 -C10 	alkyl 	is 	-CH2C(CH3)3, 	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:

a ¡2ea o

r 4iÑ'**. and , -{-o*'0"- 
pzaa/ 

?¡zao ¿ 
òR3ob

wherein:

each R28u and R28b is independently selected from the group consisting of hydrogen,

optionally substituted alkyl, and aralkyl;

R2eu and R2eb are each selected from the group consisting of hydrogen and optionally

substituted alkyl;

v is l, 2,3, ot 4; and

R30u and R30b are each selected from the group consisting of hydrogen,optionally

substituted alkyl, aralkyl, optionally substituted aryl, and monovalent pharmaceutically

acceptable cation; or

taken together R30u and R30b represent a divalent pharmaceutically acceptable cation or an

optionally substituted alkylenyl,

or a pharmaceutically acceptable salt-thereof.

17. The compound of claim l, wherein R3 is Cl-Cr¡ alkyl, or apharmaceutically acceptable

salt thereof.

18. The compound of claim 17, wherein the Cr-Cro alkyl is selected from the group

consisting of -CH2C(CH3)3, -CHzC(CHùzCHzCHt, -CHzC(CHùzCHzCHz-

CH¡, -CHzC(CH3)2CHzCHzCHzCH3, -CH2C(CHzCH:)zCHs, and -CH2C(CH¡)zCHzCH(CH3)2,

or a pharmaceutically acceptable salt thereof.

19. The compound of claim 18, wherein the Cr-Cro alkyl is -CHzC(CH¡)¡, or a

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

CI F OW N 	 CI 	F 	4 a 	o... . ,.., ao  „.. 
NH 	OH 

41P 	' NH 	0 ill 	NH cm 	 OH NH 

s 0, c, 

F F OWN 	 CI 	F 0 
o'• 	 0 

c, le 

CS 	F 0 

c, IP 

CI 	F 

411 	NH 	OH 	. 	NH 	OH 4 	NH OH 4 	NH 'OH 

11110 	... 	 1110  CI 

CI 	 a 	OH OyN 	
CI 	HN -kr 

IP N.  ., 	' 

Cl  F FOB  

di 

CI 

CI 

IIP 

7 NH ^ 	°H 	4 	NH 

IP 	c, 

F 	N 	 r 	F 	H 
N 

OH °H 	. 

4 	NH 	OH 

CI 	F 0 	11 
' 

ii 
OH

H 

4 	- NI-I 

c,  

OH 

 NH 	 NH 

10 	 io 	0 
CI 	 C l 	N 

H 

i 	N 

. 	.. IP CI 

CI 	F 
°M 
	 F 0.•••° CI 	0. ,,N --) CI 	F O 

..,OM 
NH 	

'"OH 
411 	- NH 	"OFI 	4 	- 

CI 	1110 	c C} 
01 	...„ 	

CI 

. 	
FI 	

"OH 
N 

• 0 
410 	NH 

10 	0 

"OH  

	

H 	 °I 	CI (-.) 	H Cl 	F 0,,N 	 CI 
, 'OH 

CI 	F 0 	4 
..-` ,, .OH 

4 
NH 	"OH 

4 	NH 	
'OH illill` 	NH 

# _ 

CI 	 CI 

o 

CI 

CI 
H 	 CI 	F 	H 	 CI ci_., 	 OH 

F 

- 
" 0 H 	

- 	. li 	* 	NH 	 * 	NH 	
OH 

 

CI 10 C 	 1~0 40 a 	N 	 cr 
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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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or a pharmaceutically acceptable salt thereof.

22. A pharmaceutical composition comprising the compound or pharmaceutically acceptable

salt thereof of claim I and a pharmaceutically acceptable carrier
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to a patient having a hyperproliferative disease.
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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: 
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