
Claims 

1 	A co, . ound of the formula 

X4—E--(L4)p  F 	(L1)mH_D 

wherein 

LI  is a self-immolative Is 	er; 

m is an integer 0, 1, 2, 3, 4, .., or 6; 

F is a linker comprising the s k tare: 

0 
II 

A 	—C 

wherein 

AA' is one or more members indepenth , tly selected from the group 

consisting of natural amino acids and unnatural a- 	no acids; 

c is an integer from 1 to 20; 

L2  is a self-inunolative linker; 

o is 0 or 1; 

L4  is a linker member; 

p is 0 or 1; 

X4  is a member selected from the group consisting of protected rea. I've font 

groups, 

and 

unprotected reactive functional groups, detectable labels, and targetin 	ager 

JD comprises a structure: 

tional 

ts; 
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R6 
R7  

Rai 
R3 C. 

Ra  N 

• E G 
R5' 

RS  

wherein the ring system A is a member selected from substituted or 

unsubstt • ted aryl, substituted or unsubstituted heteroaryl and substituted or 

unsubstitu • . heterocycloalkyl groups; 

E and 	are members independently selected from PI, substituted or 

unsubstituted a 	1, substituted or unsubstituted heteroalkyl, a heteroatom, a single 

bond, or E and G a 	Wiled to form a ring system selected from substituted or 

unsubstituted aryl, sub . tuted or unsubstituted heteroaryl and substituted or 

unsubstituted heterocycl. • 	1; 

Xis a member selec d from 0, S and NR23; 

R23  is a membe 	elected from H, substituted or unsubstituted alkyl, 

substituted or unsubstitute heteroalkyl, and acyl; 

R3  is a member selected from le group consisting of (=0), SRI it NHRn 

and OR", 

wherein R" is a member se cted from the group consisting of H, 

substituted ailcyl, unsubstituted allcyl, 	bstituted heteroallcyl, unsubstituted 

heteroalkyl, monophosphates, diphospha s, triphosphates, sulfonates, 

acyl, C(0)R.12— 13, .K. 	C(0)0R12, C(0)NR'2R! , ' (0)(ORI2)2„ 

C(0)CHR12R13, SR" and SiR1212.13R14, 

in which R", R15, and 1214  are me 	.ers independently 

selected from H, substituted or unsubstitute. • ikyl, substituted or 

unsubstituted heteroalkyl and substituted or uns 	stituted aryl, 

wherein R" and R" together with the nitrogen or 	bon atom to 

which they are attached are optionally joined to form 	substituted 

or unsubstituted heterocycloalkyl ring system having fro , 4 to 6 

members, optionally containing two or more heteroatoms; 

R4 , R4', R5  and R5' are members independently selected from the gro , . 

consisting of H, substituted alkyl, unsubstituted alkyl, substituted aryl, 
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unsubstituted aryl, substituted heteroaryl, unsubstituted heteroaryl, substituted 

heterocycloalkyl, unsubstituted heterocycloalkyl, halogen, NO2, NRISR/6, 

NC(0)R15, OC(0)NR15R16, OC(0)0R15, C(0)R15, SR15, OR15, CR15=NR16, and 

0(CH2)nN(CH3)2, or any adjacent pair of R4, R4', R5  and R5', together with the 

carbon atoms to which they are attached, are joined to form a substituted or 

. substituted cycloallcyl or heterocycloallcyl ring system having from 4 to 6 

me. hers, 

wherein 

n is an integer from 1 to 20; 

R15  and 1216  are independently selected from H, substituted or 

unsubs 	ted alkyl, substituted or unsubstituted heteroalkyl, substituted or 

unsubstitu 	d aryl, substituted or unsubstituted heteroaryl, substituted or 

unsubstitute. .eterocycloallcyl, and substituted or unsubstituted peptidyl, 

wherein 1215  an. • 6  together with the nitrogen atom to which they are 

attached are option• y joined to form a substituted or unsubstituted 

heterocycloalkyl ring 	stem having from 4 to 6 members, optionally 

containing two or more 	teroatoms; 

wherein at least one •f R4  , e , R5  and R5' links said drug to 1,1, if 

present, or to F, and comprise 

R27 	R
2; 

 
1 
 

5 

/0 v 

R27 	R28  

wherein v is an integer from 1 	6; and 
each R27, R27., R2s, and it,-.281  is ind 	endently selected from 

H, substituted or unsubstituted alkyl, substi 	ed or unsubstituted 

heteroallcyl, substituted or unsubstituted aryl, s ,stituted or 

unsubstituted heteroaryl, and substituted or unsub 'tuted 

heterocycloalkyl; 

R6  is a single bond which is either present or absent and when p - sent R6  

and R7  are joined to form a cyclopropyl ring; and 

R7  is CH2-X1  or —CH2- joined in said cyclopropyl ring with R6, where.. 
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XI  is a leaving group; 

or a pharmaceutically acceptable salt thereof. 

2. 	The compound of claim 1, wherein D has the structure: 

R2 	 - 
R1  

HN 

ilik 
Ft 

R7 
R4' 

401  

wherein 

5. 

Z is a member 	lected from 0, S and N12.23  

wherein 

R23  is a mem 	r selected from H, substituted or unsubstituted alkyl, 

substituted or unsubsd 	heteroalkyl, and acyl; 

RI  is H, substituted or uns • stituted lower alkyl, C(0)Rs, or CO212.8, 

wherein Rs  is a member selected fro 	Troup consisting of substituted alkyl, 

unsubstituted alkyl, NR 9R1°, NR9NERI 	and OR9  

in which R9  and RI°  are me 	• ers independently selected from H, 

substituted or unsubstituted alkyl and • bstituted or unsubstituted 

heteroalkyl; and 

R2  is H, substituted alkyl or unsubstituted lo 	er alkyl. 

3. 	The compound of claim 1, wherein D has the s 	cture: 

. 	R2 

* RI 

R 	 R5  

Ra 4 R" 

  
114' 

1.I Rs' 

ns 

wherein 
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Z is a member selected from 0, S and Ne 

wherein 

R23  is a member selected from H, substituted or unsubstituted alkyl, 

substituted or unsubstituted heteroalkyl, and acyl; 

R1  is H, substituted or unsubstituted lower allcyl, C(0)129, or CO2129, 

erein R9  is a member selected from NR9R19  and OR9, 

in which 

R9  and RI°  are members independently selected from H, substituted 

or nsubstituted alkyl and substituted or unsubstituted heteroallcyl; 

RI.  i 	substituted or unsubstituted lower alkyl, or C(0)129, wherein 129  is 

a member selec d from NR9RI9  and OR9, 

in 	ich 

R9  an.. ' 9  are members independently selected from H, substituted 

or unsubstituted 	1 and substituted or unsubstituted heteroalkyl; 

R2  is H, or substitu d or unsubstituted lower alkyl or unsubstituted 

heteroalkyl or cyano or alkox • and 

R2' is H, or substituted o 	nsubstituted lower alkyl or unsubstituted 
aeteroancyl. 

4. The compound of claim 1, wh 	in (AA1)C  is a peptide sequence 

cleavable by a protease expressed in tumor tissue. 

5. The compound of claim 4, wherein the 	otease is a lysosomal protease. 

6. The compound of claim 1, 	wherein the amin. cid in (AAI)clocated 

closest to the drug moiety is selected from the group consisting . 	Ma, Asn, Asp, Cit, 

Cys, Gln, GM, Gly, Ile, Leu, Lys, Met, Phe, Pro, Ser, Thr, Trp, Tyi, . nd Val. 

7. The compound of claim 1, wherein (AA.). is a peptide s.,  uence selected 

from the group consisting of Val-Cit, Val-Lys, Phe-Lys, Lys-Lys, Ala-Lys, the-Cit, Leu- 

Cit, Ile-Cit, Trp, Cit, Phe-Ala, Phe-N9-tosyl-Arg, Phe-N9-nitro-Arg, Phe-Phe-1 s, D-Phe- 

Phe-Lys, Gly-Phe-Lys, Leu-Ala-Leu, Ile-Ala-Leu, Val-Ala-Val, Ala-Leu-Ala-Le 	SEQ. 

ID NO: 1), j3-Ala-Leu-Ala-Leu (SEQ. ID NO: 2) and Gly-Phe-Leu-Gly (SEQ. ID N►  • 3). 
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8. The compound of claim 1, wherein (AA1)c  is Val-Cit or Val-Lys. 

9. The compound of claim 1, wherein R27, R2T, R28, and R28' are 

in. • . endently H or lower alkyl. 

1 t 	The compound of claim 1, wherein v is 1 or 2. 

11. ' 	e compound of claim 1, wherein R15  is H or lower alkyl. 

12. The c,  p pound of claim 1, wherein the compound is 

_...}3r 
0 

0 114 :-.  pp .,,...-.
H
KO . 

0H IC r a,,,,..N  kv-- A N  (..,N)1-0  
N 110 

NJ 	 H 	 0 H 	0 / 	
ll r \ 	0j-4  

NH 
A. 0 	NH2  

wherein r is an integer in the range from 0 to 

13. A compound of the formula 

X4-E---(L4)p  F 	(Om  

wherein 

/ 

LI  is a self-immolative linker; 

m is an integer 0,1, 2, 3, 4, 5, or 6; 

F is a linker comprising the structure: 

(AA13—N—(L3)1 
c H 	0 

wherein 

AA1  is one or more members independently selected from the group 

consisting of natural amino acids and unnatural a-amino acids; 
209 



c is an integer from 1 to 20; 

12 is a spacer group comprising a primary or secondary amine or a 

carboxyl functional group; wherein if L3  is present, m is 0 and either the amine of 

L3  forms an amide bond with a pendant carboxyl functional group of D or the 

carboxyl of L3  forms an amide bond with a pendant amine functional group of D; 

o is 0 or 1; 

La  ' • linker member, wherein L4  comprises 

0 	R26' 	R26  

1 

It  
R28 
	R25 

20 	
s 

 

directly attached to the N-te . nus of (AA.1)c, wherein 

127°  is is a mem. - selected from H, substituted or unsubstituted alkyl, 

substituted or unsubstitu .. heteroalkyl, and acyl, 

each R25, R25-, R26
,  a . R26' is independently selected from H, substituted 

or unsubstituted alkyl, substitu 	d or unsubstituted heteroalkyl, substituted or 

unsubstituted aryl, substituted or 	'substituted heteroaryl, and substituted or 

unsubstituted heterocycloalkyl; 

and s and t are independently int 	ers from 1 to 6; 

p is 1; 

X4  is a member selected from the group consi 	a of protected reactive functional 

groups, unprotected reactive functional groups, detectable labels, and targeting agents; 

and 

D comprises a structure: 

A 	Rs 

R7 
Ra 

R9 . 

101  i 
E G 
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wherein the ring system A is a member selected from substituted or 

unsubstituted aryl, substituted or unsubstituted heteroaryl and substituted or 

unsubstituted heterocycloalkyl groups; 

E and G are members independently selected from H, substituted or 

unsubstituted alkyl, substituted or unsubstituted heteroalkyl, a heteroatom, a single 

b 	d, or E and G are joined to form a ring system selected from substituted or 

uns .stituted aryl, substituted or unsubstituted heteroaryl and substituted or 

unsubs:tuted heterocycloalkyl; 

X 	a member selected from 0, S and NR23; 

12' i - member selected from H, substituted or unsubstituted alkyl, 

substituted or u Substituted heteroalkyl, and acyl; 

R5  is a me. .er selected from the group consisting of (=0), SR", NHR11 

and OR"; 

wherein 

R" is a me. ,er selected from the group consisting of H, 

substituted alkyl, unsu b tituted alkyl, substituted heteroalkyl, unsubstituted 

heteroalkyl, monophosph - es, diphosphates, triphosphates, sulfonates, 

acyl, C(0)R12R13, C(0)0R1  , C(0)NR12R13, P(0)(0R12)2„ 

C(0)cHRI2Ria, siz12 and siRi., 13R14
, 

 

in which 
R'2, K..13

, 
 and R14  are . 	hers independently selected from 

H, substituted or unsubstituted . • 	I, substituted or unsubstituted 

heteroalkyl and substituted or unsu . 	tilted aryl, wherein R12  and 

R13  together with the nitrogen or carbo atom to which they are 

attached are optionally joined to form a s , stituted or unsubstituted 

heterocycloallcyl ring system having from 4 	6 members, 

optionally containing two or more heteroatoms; 

R4  , R4', R5  and R5' are members independently selected 	•m the group 

consisting of H, substituted alkyl, unsubstituted alkyl, substituted ar 

unsubstituted aryl, substituted heteroaryl, unsubstituted hetemaryl, sub I tilted 

heterocycloallcyl, unsubstituted heterocycloalkyl, halogen, NO2, NR15R16, 

NC(0)R15, OC(0)NR15R16, OC(0)0RI5, C(0)R15, SR15, OR15, CR15=NR16, a . 

0(C112).1N(CH3)2, or any adjacent pair of R4, R4', R5  and R5', together with the 
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carbon atoms to which they are attached, are joined to form a substituted or 

unsubstituted cycloalkyl or heterocycloalkyl ring system having from 4 to 6 

members, 

wherein 

n is an integer from I to 20; 

R15  and R16  are independently selected from H, substituted or 

unsubstituted alkyl, substituted or unsubstituted heteroalkyl, substituted or 

nsubstituted aryl, substituted or unsubstituted heteroaryl, substituted or 

u 	ubstituted heterocycloalkyl, and substituted or unsubstituted peptidyl, 

whe • 'n R15  and It16  together with the nitrogen atom to which they are 

attache.. a optionally joined to form a substituted or unsubstituted 

heterocycloalkyl ring system having from 4 to 6 members, optionally 

containing 	or more heteroatoms; 

R6  is a single bo a which is either present or absent and when present R6  

and R7  are joined to form a yclopropyl ring; and 

R7  is CH2-X1  or —CH2  'oined in said cyclopropyl ring with R6, wherein 

X1  is a leaving gr. p, 

wherein at least one of R4  , R4', R5, R5', R 	or 1216  links said drug to 12, if present, or to 

F; 

or a pharmaceutically acceptable salt thereof. 

14. 	The compound of claim 13, wherein D 	. s the structure: 

179 
FII  

HN 
Re 

11/ 

R7 

1141  

0 X 	Z 

R5  

wherein 

Z is a member selected from 0, S and NR23  

wherein 
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R23  is a member selected from H, substituted or unsubstituted alkyl, 

substituted or unsubstituted heteroalkyl, and acyl; 

RI  is H, substituted or unsubstituted lower allcyl, C(0)R8, or CO2R8, 

wherein R8  is a member selected from group consisting of substituted alkyl, 

unsubstituted alkyl, NR9RI°, NR91\11-1RI°, and OR9  

in which R9  and RI°  are members independently selected from H, 

substituted or unsubstituted alkyl and substituted or unsubstituted 

eteroalkyl; and 

R' 's H, substituted alkyl or unsubstituted lower allcyl, 

15. 	The co i pound of claim 13, wherein D has the structure: 

r 	
R2 

RI  . 

R j 

- CA 

R6 

Ro, 

R 

Se 

RS  

wherein 

Z is a member selected from 0, 	and NR's 
wherein 

R23  is a member selected from'., substituted or unsubstituted alkyl, 

substituted or unsubstituted heteroalkyl, • .d acyl; 

RI  is H, substituted or unsubstituted lower 	1, C(0)R8, or C0428, 

wherein R8  is a member selected from NR9RI°  and 0 

in which 

R9  and RI°  are members independently selec • . from H, substituted 

or unsubstituted alkyl and substituted or unsubstituted h teroalkyl; 

R" is H, substituted or unsubstituted lower alkyl, or C(0) s 8  wherein R8  is 

a member selected from NR9RI°  and OR9, 

in which 

R9  and R'°  are members independently selected from H, su I ituted 

or unsubstituted alkyl and substituted or unsubstituted heteroalkyl; 
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R2  is H, or substituted or unsubstituted lower alkyl or unsubstituted 

heteroalltyl or cyano or alkoxy; and 

R2' is H, or substituted or unsubstituted lower alkyl or unsubstituted 
heteroalkyl. 

16. The compound of claim 13, wherein (AAI)C  is a peptide sequence 

cleavabl - . y a protease expressed in tumor tissue. 

17. he compound of claim 16, wherein the protease is a lysosomal protease. 

18. The c, .1 pound of claim 13, wherein the amino acid in (AAIL located 

closest to the drug mcn - \ is selected from the group consisting of: Ala, Asn, Asp, Cit, 

Cys, Gln, Glu, Gly, Ile, Le 	Lys, Met, Phe, Pro, Ser, Thr, Trp, Tyr, and Val. 

19. The compound o 	laim 13, wherein (AAIL is a peptide sequence selected 

from the group consisting of Val- 	Val-Lys, Phe-Lys, Lys-Lys, Ala-Lys, Phe-Cit, Leu- 

Cit, Ile-Cit, Trp, Cit, Phe-Ala, Phe-N 	osyl-Arg, Phe-N9-nitro-Arg, Phe-Phe-Lys, D-Phe- 

Phe-Lys, Gly-Phe-Lys, Leu-Ala-Leu, Ile 	a-Leu, Val-Ala-Val, Ala-Leu-Ala-Leu (SEQ. 

ID NO: 1), 13-Ala-Leu-Ala-Leu (SEQ. ID 	,1: 2) and Gly-Phe-Leu-Gly (SEQ. ID NO: 3). 

20. The compound of claim 13, where 	(AAIL is Val-Cit or Val-Lys. 

21. The compound of claim 13, wherein R2 	26' R26,  and R24,  are 

independently H or lower alkyl. 

22. The compound of claim 13, wherein s and t are i .ependently 1 or 2. 

23. The compound of claim 13, wherein R2°  is H or lower • 	yl. 

24. The compound of claim 13, wherein the compound is 
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H N 0 2 y 
NH 

*di 
wr 

...Br 

N 	sis„  

H 	) o 
crs 	i,,,,N  

N 	g. 	0 	H 

H 
Na,  

0 
NH 

 O-\-NH 

0 	0 

 -N N^--  
H 

N RP 
. H 

wherein r 	an integer in the range from 0 to 24. 

25. The compound of claim 1 or 13 where the compound is selected from: 

0 

40 	=--C 

01 (40 	N 
--i, 

H 

,--/N--r- 
- 	)--NH 	0 	- 	rH 	OH  

0 
o 

,,,,----Nic 
.-N,> H 	0 HN--4 

0 HN . 0 
NH 

O  NH 
-NH2 

0 

so 	zz—Br 

-1.. 

H 

r-' 
,Ny-......0-.7Thti s 

0 

Si r"Thil o N ' NH 	0 r 
,-1‘1„,) 

o iii,i 
H 0 

NH 
o 

a 
O NH 

NH I 	2 

O 

 

it - H r-% 
u 
i 	I 2----to 

\ 

0 HN • H 
H 

NH 

NH2 
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H 
N 

-Ne' 	IA 	 H 	 11 	' 	 \\ 	
— 

0 
H 

0  HN . . H 	0 
O 

NH 

NH2 
0 

hr`r. . 0 H 	0 
NrNAIN,---NR,-.....7? 

* 	-01 	H® 0 H 	H 	0 
N 

r N20 * 	* 0 
,N1/42 	0 	N 

H 

OtNH2 
O 	01-140 	Cif 
	 KN..) 

OH,, 
C. 	 0 

.H 	

H 	0 H 
 ,J

O 
 

HO 	- 	l'' 	 N.,,,...--NN..--c„..-..„-N. 

OH 	
" 	

N 	• 	0 	 H 
HN . 

* 	-,.-'01  

CIVIC) * N 	 H 
1-13C 41/4 3 	H3C--c

CH3 
	0 H3C'N.,..) 	

H  
H 	0 	H 	=.• 	0 

0 HN * 	
a 	 N)C7 	

..a...„....„...,N 
N 

O 	 CH3  0 	H 

CH3  
H3C--c 

- 

li 	

„.C1 	

H 	

---- 	0 	H 	
,111/4 

k - 	 I* N 

H 

itir N 	N 
	II 

	

H 	H 	0 
0 	ir 	at 
	

C1-13 	CH3  

N 	0 H3C 	H30 

„- -N)L0 	0 	NH  el 	 0 

H
N 

0 
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CH3  
H3C--c 

H = 0 H 	CH3  0 

r
„N

‘i
rk 

i 	0 	H 
1411;kN)L 

0 	H 
N  

110 

N1-12  
O 

0 N 

,N 
H30 

0 HN 

NH 

0 HN 

and 

NH2  

HN 
	

NH 
`-NH 

1 NH2 
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)3LN 

NH2  

0 

0 HN 

NH2  

I 
1101 

0
O 

\ 0 
tiN• N%N)L-.'.. 	N  

40 
H 

00 N 	 0 A. 
113 

Ot NH2  

a 
FIN .,

1 
 

C 0 	
k 

N 	
ill 

-C o EN . 

H 7 H NN ....,^%, ...„,..., 
N 

H30 HN 

wherein r is an integer in the range from 0 to 24. 

0 NH2  

218 



CLAIMS 

What is claimed is: 
1. A compound of the formula 

X4 —[-(L4)p —F—(L)3,1—D 

wherein 
L' is a self-inunolative linker; 
m is an integer 0, 1, 2, 3, 4, 5, or 6; 
F is a linker comprising the structure: 

0 s 

I 	( AAJ )( 	L2 	C ,  
II)  

wherein 
AA' is one or more members independently selected from 

of natural amino acids and unnatu-
acids; 

the group consisting 
ral a-amino 

c is an integer from 1 to 20; 
1:2  is a self-immolative linker; 
o is 0 or 1; 
L, is a linker member; 
p is 0 or 1; 
X4  is a member selected from the group consisting of 

protected reactive functional groups, unprotected reac- 
tive functional groups, detectable labels, and targeting 
agents; and 

D has the structure: 
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I-IN RG 

4) 

R3  

wherein. 

V 

Z is a member selected from 0, S and NR23  
wherein 
R23 is a member selected from H, substituted or unsubsti- 

tuted alkyl, substituted or unsubstimted heteroal Icy!, and 
acyl; 

R` is H, substituted or unsubstituted lower alkyl, C(0)R5, 
or CO,Rs, wherein Rs is a member selected from group 
consisting of substituted alkyl, unsubstituted alkyl, mew o , NR9NHR1°, and OR9  

in which R9  and R'°  are members independently selected 
from II, substituted or unsubstituted alkyl and substi- 
tuted or .unsubstituted heteroalkyl; and 

R2  is 14, substituted alkyl or unsubstituted lower alkyl, 

X is a member selected from 0, S and NR23; 

R3  is a member selected from the group consisting of 
(=0), SRI ', NHR11  and OR'', 

wherein R'' is a member selected from the group consist- 
ing of H, substituted alkyl, unsubstituted alkyl, substi- 
tuted heteroalkyl, unsubstituted heteroalkyl, monophos- 
phates, diphosphates, triphosphates, sulfonates, acyl, 
C(0)1212R13, C(0)01212, C(0)NRI 212.' 2 , P(0)(01212)„ 
C(0)CHRI2R13, SR' and SiR12R13R14, 
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in which R'2, R'3, and RH  are members independently 
selected from H, substituted or =substituted alkyl, sub-
stituted or =substituted heteroalkyl and substituted or 
unsubstituted aryl, wherein R12  and R13  together with 
the nitrogen or carbon atom to which they are attached 
are optionally joined to form a substituted or =substi-
tuted heterocycloalkyl ring system having from 4 to 6 
members, optionally containing two or more heteroat-
=Is; 

R4, R', R5  and. R5' are members independently selected 
from the group consisting of H, substituted alkyl., =sub-
stituted alkyl, substituted amyl, unsubstituted aryl, sub-
stituted heteroaryl, unsubstituted heteroaryl, substituted 
heterocycloalkyl, unsubstituted heterocycloalkyl, halo-
gen, NO,. NRI5R I 6, NHC(0)R1 5, OC(0)NR15R16, 
OC(0)0R15, C(0)R15, SR", OR', CR15=NR16, and 
O(CH,)„N(CH3)„ or any adjacent pair of R4, R4', Rs  and 
It'l, together with the carbon atoms to which they are 
attached, are joined to form a substituted or =substi-
tuted cycloalkyl or heterocycloalkyl ring system having 
from 4 to 6 members, 

wherein 

n is an integer from 1 to 20; 

R'' and R' 6  are independently selected from II, substituted 
or =substituted alkyl, substituted or unsubstituted het-
eroalkyl, substituted or unsubstituted ary], substituted or 
=substituted heteroaryl, substituted or =substituted 
heterocycloalkyl, and substituted or tmsubstituted pep-
tidyl, wherein RI ' and Itys  together with the nitrogen 
atom to which they are attached are optionally joined to 
form a substituted or unsubstituted heterocycloalkyl 
ring system having front 4 to 6 members, optionally 
containing two or more heteroatoms; 

wherein at least one of It", R4, R5  and R5,  links said drug to 
L', if present, or to F, and comprises 
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a27 	2S 	RIS 

N/ 
5.70 

. 	' 

wherein v is an integer from 1 to 6; and 
each R27, R27', R2s, and R23' is independently selected from 

H, substituted or unsubstituted alkyl, substituted or 
unsubstituted heteroalkyl, substituted or unsubstituted 
aryl, substituted or unsubstitmed heteroaryl, and substi-
tuted or unsubstituted heterocycloalkyl; 

R6  is a single bond winch is either present or absent and 
when present R6  and R7  are_  oined to form a cyclopropyl 
ring; and 

R7  is CH, 	X' 	CH2— 	in or 	joined 	said cyclopropyl ring 
with R6, wherein 

X' is a leaving group; 
or a pharmaceutically acceptable salt thereof 
2. A compound of the formula 

:4-.4_..{_ 04 	0_, 	7-j-D 

wherein 
L' is a self-immolative linker; 
m is an integer 0, 1, 2, 3, 4, 5, or 6; 
F is a linker comprising the structure: 

( AAI  )C 	11-el: )0  
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aryl, substituted or tmsubstituted heteroaryl, and substi- 
tuted. or unsubstituted heterocycloalkyl; 

and s and t are independently integers from I to 6; 
p is 1; 
X4  is a member selected from the group consisting of 

protected reactive functional groups, unprotected reac- 
tive functional groups, detectable labels, and targeting 
agents; and 

D comprises a structure: 

R6 	R7 

X 	E CT 

Rs  

wherein the ring system A is a member selected from 
substituted or unsubstituted aryl, substituted or unsub- 
stituted hetemaryl and substituted or unsubstituted het-
erocycloalkyl groups; 

E and G are members independently selected from ll, 
substituted or unsubstituted. alkyl, substituted. or unsub- 
stituted heteroalkyl, a heteroatom, a single bond, or E 
and G are joined to form a ring system selected from 
substituted or unsubstituted aryl, substituted or unsub- 
stituted heteroaryl and substituted or unsubstituted het-
erocycloalkyl; 

X is a member selected from 0, S and NR23; 
1223  is a member selected from Li, substituted or unsubsti- 

tuted alkyl, substituted or unsubstituted heteroalkyk and, 
acyl; 
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R 'is a member selected from the group consisting of 
SE4'1, (-0), 	NHRI1  and OR'', 

wherein 
101  is a member selected from the group consisting of H, 

substituted alkyl, unsubstituted alkyl, substituted het-
eroalkyl, unsubstituted heteroalkyl, monophosphates, 
diphosphates, 	triphosphates, 	sulfonates, 	acyl, 	C(0) 
R12R13,C(0)0R12, C(0)NR12R13, P(0)(0R12)„, C(0) 
CHR12R15, SR I'-  and SiR12,Rt3R1-i , 

in which 
R'2, Rn  and R'4  are members independently selected front 

li, substituted or unsubstituted alkyl, substituted or 
unsubstituted heteroalkyl and substituted or unsubsti- 
tuted aryl, wherein R12  and R13  together with the nitro-
gen or carbon atom to which they are attached are 
optionally joined to form a substituted or unsubstituted 
heterocycloalkyl ring system having from 4 to 6 mem-
bers, optionally containing two or more heteroatoms ; 

R4, R41, R5  and R5' are members independently selected 
from the group consisting of H, substituted alkyl, unsub-
stituted alkyl, substituted aryl, unsubstituted aryl, sub-
stituted heteroaryl, unsubstituted heteromyl, substituted 
heterocycloalkyl, unsubstituted heterocycloalkyl, halo-
gen, Na„ NR15R16, NHC(0)1215, OC(0)NRI5R16, 

OCMDR15, C(0)R15, SR15, ORI 5, CR1'=NR1', and 
0(CH,)„N(CH3)„ or any adjacent pair of R4, R4', R5  and 
R51, together with the carbon atoms to which they are 

attached, are joined to form a substituted or unsubsti- 
tuted cycloalkyl or heterocycloalkyl ring system having 
from 4 to 6 members, 

wherein 

n is an integer from 1 to 20; 
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IV 5  and R' 6  are independently selected from H, substituted 
or unsubstituted alkyl, substituted or unsubstituted het-
eroal kyl, substituted or unsubstituted aryl, substituted or 
unsubstituted heteroaryl, substituted or tmsubstituted 
heterocycloalkyl, and substituted or unsubstituted pep-
-tidy!, wherein R.' and R16  together with the nitrogen 
atom to which they are attached are optionally joined to 
form a substituted or unsubstituted heterocycloalkyl 
ring system having from 4 to 6 members, optionally 
containing two or more heteroatoms; 

R6  is a single bond which is either present or absent and 
when present R5  and R7  are joined to form a cyclopropyl 
ring; and 

R7  is CH,—X1 	 in or--CH, 	joined 	said cyclopropyl ring 
with R6, wherein 

X' is a leaving group, 

wherein at least one of R4, R4', R.', R5', 1215, R16  links said 
drug to L', if present, or to F; 

or a pharmaceutically acceptable salt thereof 

3. The compound of claim 2, wherein the compound is 

Br --/ 
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411 N 
1\4 
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NH 

O 

0 

NH, 

„........-..,..„„,,N 0 
N 

\ 

wherein r is an integer in the range from 0 to 24. 

4. The compound of claim 2, wherein D has the structure: 

- 

1{N 

R4' 
R=' 

5, 

as 
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wherein 
Z is a member selected from 0, S and NR23  
wherein.  
R23  is a member selected front H, substituted or =substi- 

tuted alkyl, substituted or unsubstituted heteroalkyl, and 
acyl; 

R' is H, substituted or unsubstituted lower alkyl, C(0)R8, 
or CO2R8, wherein R8  is a member selected from the 
group consisting of substituted alkyl, unsubstituted 
alkyl, NR9R1°, NR9NHR1°, and OR9  

in which R9  and Rw  are members independently selected 
from H, substituted or unsubstituted alkyl and substi- 
tuted or unsubstituted heteroalkyl; and 

R2  is H, substituted alkyl or unsubstituted lower alkyl. 
5. The compound of claim 2, wherein D has the structure: 

- 

FIN 

R4, 

Rs, 

wherein 

Its  

Z is a member selected from 0, S and NR23  
wherein 
R23  is a member selected front I-I, substituted or unsubsti- 

tuted alkyl, substituted or unsubstituted heteroalkyl, and 
acyl; 

R' is H, substituted or unsubstituted lower alkyl, C(0)R8,  
or CO2R8, wherein R8  is a member selected from NR9R 
10  and OR9, 

in which 
R9  and R1°  are members independently selected from H, 

substituted or unsubstituted alkyl and substituted or 
unsubstituted heteroalkyl; 

R' is It. substituted or unsubstituted lower alkyl, or C(0) 
Rs, wherein Rs  is a member selected front NR9Ria  and 
OR9, 
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in which 
R9  and R11' are members independently selected from H, 

substituted or unsubstituted alkyl and substituted or 
unsubstituted heteroalkyl; 

IV is H, substituted or unsubstituted lower alkyl, or C(0) 
Rs, wherein Rs  is a member selected from NR9R1°  and 
OR9, 

in which 
R9  and R1°  are members independently selected from H, 

substituted or unsubstituted alkyl and substituted or 
unsubstituted heteroalkyl; 

R2  is H, or substituted or unsubstituted lower alkyl or 
unsubstituted heteroalkyl or cyano or alkoxy, and 

R2  • is El, or substituted or unsubstituted lower alkyl or 
unsubstituted heteroalkyl. 

6. The compound of claim 2, wherein (AA1 ),„ is a peptide 
sequence selected from the group consisting of Val-Cit, Val- 
Lys, Phe-Lys, Lys-Lys, Ala-Lys, Phe-Cit, Leu-Cit, Ile-Cit, 
Trp, Cit, Phe-Ala, Phe-N9-tosyl-Arne, Phe-N9-nitro-Arg, Phe- 
Phe-Lys, D-Phe-Phe-Lys, Gly-Phe-Lys, Leu-Ala-Leu, Ile- 
Ala-Leu, Val-Ala-Val, Ala-Leu-Ala-Leu (SEQ. ID NO: 1), 
P-Ala-Leu-Ala-Len (SEQ. ID NO: 2) and Gly-Phe-Leu-Gly 
(SEQ. ID  NO: 3). 

7. The compound of claim 2, wherein (AA!), is Val-Cit or 
Val-Lys. 

8. The compound of claim 2, wherein s and t are indepen-
dently 1 or 2. 

9. The compound of claim 2, wherein R2°  is H or lower 
alkyl. 
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