
Claims: 

1. A compound of the following formula 

i 
L A-W-X-Ai 

R17 CH3 6 
RP-NRJT "VvS) ° CH3 

wherein: 

L is a Ligand, and 

L is capable of binding to a cell or cell population; 

a is an integer from 1 to 10; 

Z2 is represented by the following structural formula: --Z2A-Z2B-Z2C-Z2D, wherein Z2A, 

Z2B, Z2c and Z2D are each independently absent, an amino acid residue, a peptide residue having 

2-20 amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, 
a heteroarylene, a heterocycloalkylene, -CR.5R.6-, -O-, -C(=0)-, -0-C(=0)-, -C(=0)-0-, 

-0-C(=0)-0-, -C(=0)-(CHx)pi-, -C(=0)-0-(CHx)pl-, -(CHx)pl-C(=0)-, 

-(CHx)p|-C(=0)-0-, -(0-(CH2)p2-)p3-, -t(CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S-, -C(=S)-NH-, 

-S-C(=S)-, -S-C(=S)-S-, -S-, -SO-, -SO2-, -NR4-, -N(R4)-C(=0)-N(R8)-, -N(R4)-C(=0)0-, 

-N(R4)-C(=0)-, -C(=0)-N(R4)-, -C(=0)-N(R4)-C(=0)-, -0-C(=0)-N(R4)-5 

A is a natural or noil-natural amino acid residue, or a peptide residue comprising 2-20 

amino acid residues; 

W is -0-, -S-, -CR5R6-, or -NR4-; 

X is arylene, heteroarylene, cycloalkylene, or heterocycloalkylene, wherein arylene, 

heteroarylene, cycloalkylene, and heterocycloalkylene are optionally substituted; 

-0-C(=S)-N(R,1)-. -C(=S)-N(R4)-, or u 

67 



Ai, and Ri are each independently an amino acid residue, a peptide residue having 2-20 

amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, a 

heteroarylene, a heterocycloalkylene, -CR5R6-, -0-, -C(=Q)-, -0-C(=0)-, -C(=0)-0-, 

~0-C(=0)-0-, -C(=0)-(CHx)pi-, -C(=0)-0-(GHx)pl-, -(CHx)prC(-0)-, -(CHx)pl-C(=0)-Q-, 

"(0-(CH2)P2-)p3-3 -((CH2)p2-0-)p3- -C(=S)-? -C(=S)-S-, -S-C(=S)-, -C(~S)-NH-, -S-C(=S)-S-, -S-, 

-SO-, -SCV, -NR4-, -N(R4)-C(=0)-N(R8;K -N(R4)-C(=0)0-, -N(R4)-C(-0)-, -C(=0)-N(R4)-S 

-C(=0)-N(R4)-C(=0)-, or -0-C(=0)-NR4-, wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene are optionally substituted; 
A3 is methylene, ethylene, 1-propylene, 2-propylene, or 1-butylene; 

R17 is selected from the group consisting of O, S, NRjg, and CR5R6 ; 

Ris is selected from the group consisting of H, alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl, wherein alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl are optionally substituted; 

R4, R5, R^ and R& are each independently H? or a substituted or unsubstituted: alky I, 

alkenyl, alkynyl, aryl, heteroaryl, or heterocycloalkyl; 

R4a is methyl; 

pi, p2 and p3 are each independently 0, or an integer from 1 to 100; and 

x is 2. 

2. The compound of claim 1, wherein each of X, Ai, A3, and Ri is unsubstituted. 

3. The compound of claim 1, wherein L is capable of binding to a specifically targeted cell 

population. 

4. The compound of claim 1, wherein L is selected from the group consisting of proteins, 

antibodies, fragments of antibodies, nucleic acids, antigen binding scaffolds, and carbohydrates. 

5. The compound of claim 4, wherein L is an antibody or a fragment thereof. 

6. The compound of claim 5, wherein L is an antibody or fragment thereof that specifically 

binds a tumor associated antigen. 
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7. The compound of claim 5, wherein the antibody or a fragment thereof comprises a sulfur 

group that is covalently attached with Z2. 

8. The compound of claim 7, wherein the antibody or a fragment thereof comprises a sulfur 

group that is covalently attached with Z2A. 

9. The compound of claim 1, wherein each of R\ and Rn is O. 

10. The compound of claim 1? wherein A is an amino acid residue selected from the group 

consisting of alanine, aspartic acid, glutamic acid, phenylalanine, glycine, histidine, 

isoleucine, lysine, leucine, methionine, asparagine, proline, glutamine, arginine, serine, 

threonine, valine, tryptophan, tyrosine, cysteine, and citrulline. 

11. The compound of claim 1, wherein A is a peptide residue selected from the group 

consisting ofvaline-citrulline, citrulline-valine, lysine-phenylalanine, phenylalanine-lysine, 

valine-asparagine, asparagine-valine, threonine-asparagine, serine-asparagine, asparagine-

serine, phenylalanine-asparagine, asparagine-phenylalanine, leucine-asparagine, 

asparagine-leucine, isoleucine-asparagine, asparagine-isoleucine, glycine-asparagine, 

asparagine-glycine, glutamic acid- asparagine, asparagine-glutamic acid, citrulline-

asparagine, asparagine-citrulline, alanine-asparagine, and asparagine-alanine. 

12. The compound of claim 1, wherein X is an arylene selected from the group consisting of 

wherein R9, R!0, Rn, and R12 are each independently H, an alky], cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, halogen, NRi3Ri4s nitro, cyano, -OH, -0-C(=0)-Ri5, -C(=0)-Ri5, 

-C(=0)-0-Ri5, or C(-0>NRI3RI4; and 

further wherein, alkyl, cycloalkyl, aryl, heteroaryl, and heterocycloalkyl are optionally 

substituted; 

R13 and RL4 are each independently H or an optionally substituted alkyl; and R15 is an 

optionally substituted alkyl. 
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13. The compound of claim 8 having the following formula : 

/ 

H OH PCHa ?HS 
N. 

OGH 

wherein: 
Ab is an antibody or a fragment thereof; 

AAI-AA2 is a peptide residue selected from the group consisting ofvaline-citrulline, 

citrulline-valine, lysine-phenylalanine, phenylalanine-lysine, valine-asparagine, 

asparagine-valine, threonine-asparagine, serine-asparagine, 

asparagine-serine, phenylalanine-asparagine, asparagine-phenylalanine, leucine-asparagine, 

asparagine-leucine, isoleucine-asparagine, asparagine-isoleucine, glycine-asparagine, 
asparagine-glycine, glutamic acid, asparagine, asparagine-glutamic acid, 
citrulline-asparagine, asparagine-citrulline, alanine-asparagine, and asparagine-alanine; 

a is an integer from 1 to 10; 

q is 0 or an integer from 1 to 5; 

Ri is an amino acid residue, a peptide residue having 2-20 amino acid residues, an 

alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, a heteroarylene, a 
heterocycloalkylene, -CRsR*-, -O-, -C(=0)-> -0-C(=0)-, -C(=0)-0-, -0-C(=0)-0-, 

-C(=0)-(CHx)pi-, -C(=0)-0-(CHx)pr, -(CHx)pi-C(=0)-, -(CHx)pl-C(=0)-0-, -(0-(CH2)p2-)p3-, 

-{(CH2)p2-0-)p3-, -C(=S)-, -C(=3)-S-> -C(=S)-NH-a -S-C(=S)-, -S-C(=S)-S-, -S-, -SO-, -S02-, 

-NR4-, -N(R4>-C(-0)-N(R8)-, -N(R4)-C(=0)0-S -N(R4)-C(=0)-, -C(=0)-N(R4)-, 

-C(=0)-N(R4)-C(=0)-, or -0-C(=0)-NR4-? wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene are optionally substituted; 
A3 is methylene, ethylene, 1-propylene, 2-propylene, or 1-butylene; 

R17 is selected from the group consisting of O, S, NRig, and CR5R6; 
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Rig is selected from the group consisting of H, alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl, wherein alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl are optionally substituted; 

R4, R5,R6 and Rg are each independently H, or a substituted or unsubstituted: alkyl, 

alkenyl, alkynyl, aryl, heteroaryl, or heterocycloalkyl; 

R4a is methyl; 

R% Rio, Rn, and R12 are each independently H, halogen, NR13R14, nitro, cyano, -OH, 

-0-C(=0)-Ri5f -C(=0)-Ri5, -C(=0)-0-Ri5, -C(~0)-NRI3RI4, or substituted or unsubstituted: 

alkyl, cycloalkyl, aryl, heteroaryl, or heterocycloalkyl; 

R13 and R14 are each independently H or an optionally substituted alkyl; and R15 is an 

optionally substituted alkyl; 

pi, p2 and p3 are each independently 0, or an integer from 1 to 100; 

x is 2. 

14. The compound of claim 13, wherein: 

qis 4; 

Ri is -0-, -S-, NR4, or -CRsRe-; and 

R4, Rs.Rg.Rg, RJO, R11, and Ri2 are each independently H or alkyl. 

15. The compound of claim 13, represented by the following structure: 

wherein Ab is an antibody or a fragment thereof. 

16. The compound of claim 1, wherein A is a peptide residue cleavable by a protease. 

17. The compound of claim 1, wherein A is a peptide residue cleavable by a protease 

expressed in tumor tissue. 

H OH P0H* ?H3 

OCH3 

O CH3 
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18. The compound of claim 17, wherein the protease is a cathepsin or aplasmin. 

19. The pharmaceutical composition comprising a therapeutically effective amount of a 

compound of claim 1 or apharmaceutically acceptable salt thereof and one or more 

pharmaceutical^ acceptable carriers, diluents, or excipients. 

20. An ex vivo method of reducing, retarding or stopping an abnormal cell growth comprising 

contacting the abnormal cell with a compound of claim 1, in an amount sufficient to retard, 

reduce or stop the abnormal cell growth, and wherein the abnormal cell growth is retarded, 

reduced or stopped. 

21. An ex vivo method of killing a cell, comprising contacting the cell with a compound of 

claim 1, in an amount sufficient to kill the cell, and wherein the cell is killed. 

22. The method of claim 21, wherein the cell is a tumor cell. 

23. Use of a composition comprising a compound of claim 1 in the manufacture of a 

medicament for treating a medical disorder in an individual suffering from the medical 

disorder; wherein the medical disorder is cancer. 

24. The use of claim 23, wherein the individual is a mammal. 

25. The use of claim 23, wherein the compound of claim 1 is to be administered sequentially or 

consecutively with an additional therapy. 

26. The use of claim 25, wherein additional therapy is radiation therapy, chemotherapy, or a 

combination of both. 

27. The use of claim 23, wherein the compound of claim 1 is to be administered with at least 

one additional therapeutic agent. 

28. Use of a composition comprising a compound of claim 1 in the manufacture of a 

medicament for reducing tumor size, stopping tumor size increase, reducing tumor 
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proliferation, or preventing tumor proliferation in an individual in need thereof comprising 

administering to the individual an effective amount of a composition to reduce tumor size, 

stop tumor size increase, reduce tumor proliferation, or prevent tumor proliferation. 

29. A compound of the following formula 

z— A—W^ 

OCH3 

wherein: 

Z2 is represented by the following structural formula: -Z2A-Z2B-Z2C-Z2D, wherein Z2AJ 

Z2B) Z2C and Z2D are each independently absent, an amino acid residue, a peptide residue having 

2-20 amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, 

a heteroarylene, a heterocycloalkylene, -CRjR^-, -O-, -C(=0)-, -0-C(=0)-, -C(=0)-0-, 
-0-C(=0)-0-, -C(=0)-(CHx)P[-, -C(=0)-0-(CHx)p\-, -(CHx)pl-C(=0)-, -(CHx)pl-C(=0)-0-, 

-(0-(CH2)p2-)p3-, -((CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S~, -C(=S)-NH-, -S-C(=S)-, -S-C(=S)-S-, -S-, 

-SO-, -SO2-, -NR4-. -N(Rt)-C(=0)-N(Rs)-, -N(R4)-C(=0)0-, -N(R4)-C(-0)-, -C(-0)-N(R ,J-, 
-C(=0)-N(Rt)-C(=0)-, -0-C(=0)-N(R4)-, -0-C(=S)-N(R4)-, -C(=S)-N(R4)-, -N=C=S, -N=C=0, 

A is a natural or non-natural amino acid residue, or a peptide residue comprising 2-20 

amino acid residues; 

W is -0-, -S-, -CR5R6-, or -NR4-; 

X is a substituted or unsubstituted: arylene, heteroarylene, cycloalkylene, or 

heterocycloalkylene; 

wherein A] and Ri are each independently an amino acid residue, a peptide residue 

having 2-20 amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an 
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arylene, a heteroarylene, a heterocycloalkylene, -CR5R6-, -0-, -C(=0)-? -0-C(=0)-5 -C(=0)-0-, 

-0-C(=0)-0-, -C(=0)-(CHx)pi-J -C(=0)-0-(CHx)p 1 -(CHx)pl-C(=0)-5 -(CHx)pl~C(=0)-0-, 

-(0-(CH2)p2-)p3-, -((CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S-, -C(==S)-NH-, -S-C(=S)-, -S-C(=S)-S-, -S-, 

-SO-, -S02-, -NR4-, -N(R4)-CeO)-N(R8)-> -N(R4>-C(-0)0-, -N(R4>C(=Oh ~C(=0)-N(R4K 

-C(=0)-N(R4)-C(=0)-? or -0-C(=0)-NR4", wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene is optionally substituted; 

A3 is methylene, ethylene, 1-propylene, 2-propylene, or 1-butylene; 

R17 is selected from the group consisting of O, S, NRig, or CRsR^; 

Rig is selected from the group consisting of H, alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl, wherein alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl are optionally substituted; 

R4, R5, Re and Rs are each independently H, or a substituted or unsubstituted: alkyl, 

alkenyl, alkynyl, aryl, heteroaryl, or heterocycloalkyl; 

R4a is methyl; 

pi, p2 and p3 are each independently 0, or an integer from 1 to 100; and 

x is 2. 

30. The compound of claim 29, wherein: 

A is a peptide residue selected from the group consisting of valine-citrulline, citrulline-

valine, lysine-phenylalanine, phenylalanine-lysine, valine-asparagine, asparagine-valine, 

threonine-asparagine, serine-asparagine, asparagine-serine, phenylalanine-asparagine, 

asparagine-phenylalanine, leucine-asparagine, asparagine-leucine, isoleucine-asparagine, 

asparagine-isoleucine, glycine-asparagine, asparagine-glycine, 

glutamic acid- asparagine, asparagine-glutamic acid, citrulline-asparagine, asparagine-citruUine, 

alanine-asparagine, and asparagine-alanine; 

X is an arylene selected from the group consisting of 
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wherein R9, Rio, Rn, and R12 are each independently H, an alkyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, halogen, NR13R14, nitro, cyano, -OH, -0-C(=0)-Ri5, -C(=0)-Ris, 

-C(=0)-0-Ri5, or -C(=0)-NR]3Ri4, 

further wherein, alkyl, cycloalkyl, aryl, heteroaryl, and heterocycloalkyl are optionally 

substituted; 

R13 and RM are each independently H or an optionally substituted alkyi; and R15 is an 

optionally substituted alkyl; and 

31. The compound of claim 29, having a structure selected from one member of the group 

consisting of: 

H H O •N^N^A, 

H H M 
V-r^N 
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32. A compound of the following formula : 

"T 
HOHP® 

°v 
H3c°' OCH3 

CH3 O H3C CI 

wherein: 

A3a is methylene, ethylene, 1-propylene, 2-propylene, or 1-butylene, an alkylene, an 

alkynylene, an alkenylene, a cycloalkylene, an arylene, a heteroarylene, a heterocycloalkylene, 

-CR5R6-, -Os -C(-0>, -0-C(=0)-, -C(=0)-0^, -0-C(=0)-0-, «C("0)-(CHx)pl-? 

-C(=0)-0-(CHx)pi-, -(CHx)pl-C(-0)", -(CHx)pl-C(^0)-0-, -(0-(CH2)p2-)p3~, <(CH2)p2~0~)p3-, 

-C(=S)-, -C(=S)-S-f -C(=S)-NH-, -S-C(=S)-> -S-C(=S)-S-, -S-5 -SO-, -S02-, -NR4-, 

-N(R4)-C(=0)-N(Rs)-5 -N(R4)-C(-0)0-, -N(R4)-C(=0)-? -C(=0)-N(R4)-, 

-C(=0)-N(R4)-C(=0)-, or -0-C(=0)-NR4-, wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene are optionally substituted; and 

pi, p2 and p3 are each independently 05 or an integer from 1 to 100; 

x is 2; 

R4, R5, R^ and Rg are each independently H, or a substituted or unsubstituted: alkyl, 

alkenyl, alkynyl, aryl, heteroaryl, or heterocycloalkyl; and 

Rta is methyl, 

33. The compound of claim 32 wherein the compound is about 10 fold less cytotoxic than the 

corresponding compound of claim 1. 
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34. A compound of formula (X): 

Ab 2— A— 
X 

R„ CH3 O 

'RT^R^VY^O 
0 CH3 

CH3 O H3C C[ 

/ a 

wherein: 

Ab is an antibody or a fragment thereof; 

a is an integer from 1 to 10; 

A is a natural or non-natural amino acid residue, or a peptide residue comprising 2-20 

amino acid residues; 

W is, -0-, -S-, -CRsRg^or -NR4-; 

X is arylene, heteroarylene, cycloalkylene, or heterocycloalkylene, wherein arylene, 

heteroarylene, cycloalkylene, and heterocycloalkylene are optionally substituted; 

Ai, and Ri are each independently an amino acid residue, a peptide residue having 2-20 

amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, a 

heteroarylene, a heterocycloalkylene, -CR5Re-, -0-, -C(=0)-, -O-C(-O)-, -C(-0)-0-, 
-0-G(=0)-0-, -C(=0)-(CHx)pi-, -C(=0)-0-(CHx)pl-, -(CH!t)pl-C(=0)-, -(CHx)pl-C(=0)-0-, 

-(0-(CH2)p2-)p3-, -((CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S-, -C(=S)-NH-, -S-G(=S)-, -S-C(=S)-S-, -S-, 

-SO-, -S02-, -NR4-, -N(R4)-C(=0)-N(R8)-, -N(R4)-C(=0)0-, -N(R4)-C(=0)-, -C(=0)-N(R4)-, 

-C(==0)-N(R4)-C(=0)-, or -0-C(=0)-NR4-; wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene are optionally substituted; 

A3 is methylene, ethylene, 1-propylene, 2-propylene, or 1-butyiene; 

R17 is selected from the group consisting of O, S, NRi g, or CRsR^; 
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Ris is selected from the group consisting of H, alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl, wherein alkyl, alkynyl, alkenyl, cycloalkyl, aryl, 

heteroaryl, heterocycloalkyl, and acyl are optionally substituted; 

R4, R5, R^ and R& are each independently H, or a substituted or unsubstituted: alkyl, 

alkenyl, alkynyl, aryl, heteroaryl, or heterocycloalkyl; 

Ria is methyl; 

pl5 p2 and p3 are each independently 0, or an integer from 1 to 100; 

x is 2; and 

Z2 is represented by the following structural formula: -Z2A-Z2B-Z2C-Z2D? wherein Z2A, 

Z2B? Z2C and Z2D are each independently absent, an amino acid residue, a peptide residue having 

2-20 amino acid residues, an alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, 

a heteroarylene, a heterocycloalkylene, -CR5R6- -O-, -C(=0)-s -0-C(=0)-, -C{=0)-0-, 

-0-C(-0)-0-, -C(~0)-(CHx)pi-, -C(~0)-0-(CHx)pi-? -(CHx)pl-C(=0)-, 

-(CHx)pl-C(=0)-0-? -(0-(CH2)p2-)p3-, -((CH2)P2-0-)P3-5 -C(=SK -C(=S)-S-, -C(=S)-NH-, 

-S-C(=Sh -S-C(=S)-S-, -S~, -SO-, -SO2-, -NR4-, ~N(R^)-C(==0>N(Rs;h -N(R4)-C(=0)0-, 

-N<R4)-C(=0)-, -C(-0)-N(R4)-9 -C(=0)-N(R4)-C(-0)-, -0-C(-0)-N(R4)-, 

-0-C(=S)-N(R4)-? -C(=S)-N(R4)-5 or u 

35. The compound of claim 34 represented by the following structure: 

| Yn3 Y 

o o CH3 

o. 

H3C 
CH3 O H3tJ CI 

o 

a 

wherein a is an integer from 1 to 10. 
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36. The compound of claim 8 having the following formula : 

wherein: 

Ab is an antibody or a fragment thereof; 

AA1-AA2 is a peptide residue selected from the group consisting of valine-citrulline, 

citrulline-valine, lysine-phenylalanine, phenylalanine-lysine, valine-asparagine, asparagine-

valine, threonine-asparagine, scrinc-asparagine, asparagine-serine, phenylalanine-asparagine, 

asparagine-phenylalanine, Ieucine-asparagine, asparagine-leucine, isoleucine-asparagine, 

asparagine-isoleucine, glycine-asparagine, asparagine-glycine, glutamic acid- asparagine, 

asparagine-glutamic acid, citrulline-asparagine, asparagine-citrulline, alanine-asparagine, and 

asparagine-alanine; 

a is an integer from 1 to 10; 

q is 0 or an integer from 1 to 5; 

Ri is an amino acid residue, a peptide residue having 2-20 amino acid residues, an 

alkylene, an alkynylene, an alkenylene, a cycloalkylene, an arylene, a heteroarylene, a 

heterocycloalkylene, -CRsRs-, -0-, ~C(=0)-, -0-C(=0)-, -C(=0)-0-, -0-C(=0)-0-, 

-C(=0)-(CHx)pi-, -C(=0)-0-(CHx)pl-, -(CHx)pi-C(=0)-, -(CHx)pl~C(=0)-0-, -(0-(CH2)p2-)p3-, 

-((CH2)p2-0-)p3-, -C(=S)-, -C(=S)-S-, -C(=S)-NH-, -S-C(=S)-, -S-C(=S)-S-, -S-, -SO-, -SO2-, 

-NR4-, -N(R4)-C(-0)-N(R8)-, -N(R,,)-C(-0)0-; -N(R4)-C(=0)-, -C(=0)-N(R4)-, 

-C(=0)-N(R4)-C(=0)-, or -0-C'(=0)-NRlt-, wherein alkylene, alkynylene, alkenylene, 

cycloalkylene, arylene, heteroarylene, and heterocycloalkylene are optionally substituted; 

A3 is methylene, ethylene, 1-propylene, 2-propylene, or 1-butylene; 

Ri7 is selected from the group consisting of O, S, NRig, or CR5R/,; 
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R4, R5, ^6, and Rs are each independently H, or a substituted or unsubstituted: alkyl, 

alkenyl. alkynyl, aryl, heteroaryl, and heterocycloalkyl; 

R4a is methyl; 

R9, Rio, Rn, and R]2 are each independently H, halogen, NR13R14, nitro, cyano, -OH, 

-0-C(=0)-Ri5, -C(=0)-Ri5, -C(_0)-0-R|5, -C(=0)-NR13RH, or substituted or unsubstituted: 

alkyl, cycloalkyl, aryl, heteroaryl, and heterocycloalkyl; 

R13 and R]4 are each independently H or an optionally substituted alkyl; and Ri5 is an 
optionally substituted alkyl. 

37. The compound of claim 36 represented by the following structure: 

wherein a is an integer from 1 to 10. 

38. The compound of claim 32, having a structure selected from one member of the group 

consisting of 
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39, A compound having a structure selected from one member of the group consisting of 

HOHPCH* ?Ha 

O, 

H OH PCHa ?H3 °YN^ 
O, 

H3CI vy N ^OCH3 
ocHa CH3 d H3C CI 

L.M3 U 

o CH3 O CM' , and 

H OH PCH3 ^ °YN^ ' 
0< 

O CH-

40. A compound having the following structure: 

41. A compound having the following structure: 
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42. A compound having the following structure: 

H OH PCH3 <rH3 
OYN-? 

o. 

H3C' M/" "V IN -s- ~OCH3 

CH3 CH3 <3 H3C CI 
HN 

0 CH3 

43, A compound having the following structure: 

0 ^ O 
H3c ^CH3 

o CH3 

44. An antibody-drug conjugate comprising an antibody or antigen-binding fragment thereof 

conjugated to a payload of the following formula: 

n HOH.PCH3 <?* 

o. 

HaC" 

"7-

CH-
I • 

N 

OCH. 
CH3 O H3C ci 

O CH' 

82 


