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WHAT IS CLAIMED IS: 

1. 	A compound comprising Formula (VIII) or (IX): 

Me 	Me 	oMe`...---"me  

H 
sH 

.L. 	N 
9 	 N-„ 

 
---irN  Me 

R
..-- N 	R7 	0 

Me 
..- 	

Me 
N 	Me OMe 0 

MeONH 	(vni) 
0 	Z 

- . 
R3 	R2  

, 
Ri 	 ; 

	

Me 	Me 	
4.---":,,H Me 	 H 	176  

	

Me.N 	H 	

kMe 

N 	 N..N,„
Ar t 	 (a) Me 	0 	.-7-, 	Me •OMe 0 	OMe 0 Me 	Me 	 0

.---..
V-1 	R3 R3 f:1 
L. 	 NH 

9 	'61' R4  
W.. 	B 	--=^- y 0 	R2  

R 

wherein: 

A is optional, and when present is lowe alkylene, substituted lower alkylene, lower 

cycloalkylene, substituted lower eyclo. kylene, lower alkenylene, substituted 

lower alkenylene, alkynylene, lower hetei 'alkylene, substituted heteroalkylene, 

lower heterocycloalkylene, substituted lowe 	eterocycloalkylene, arylene, 

substituted arylene, heteroarylene, substituted h,  eroarylene, alkaryiene, 

substituted alkarylene, aralkylene, or substituted ai lkylene; 

B is optional, and when present is a linker selected from 	e group consisting of lower 

alkylene, substituted lower alkylene, lower alkenylene, s,  estituted lower 

alkenylene, lower heteroalkylene, substituted lower heteroa 	lene, -0-, -0- 

(alkylene or substituted alkylene)-, -S-, -S-(alkylene or substit 	- d alkylene)-., - 

S(0)k- where lc is 1, 2, or 3, -S(0)k(alkylene or substituted alkyle 	-, -C(0)-, 

-C(0)-(alkylene or substituted alkylene)-, -C(S)-, -C(S)-(alkylene or ubstituted 

alkylene)-, -N(R')-, -NR'-(alkylene or substituted alkylene)-, -C(0)N(' 	-,  

-CON(R')-(alkylene or substituted alkylene)-, -CSN(R')-, -CSN(R')-(alky - 'le or 

substituted alkylene)-, -N(R')C0-(alkylene or substituted alkylene)-, 

-N(R')C(0)0-, -S(0)1,N(11')-, -N(R')C(0)N(R')-, -N(R')C(S)N(R')-, 

-N(R')S(0)1,N(R')-, -N(R')-N=, -C(R')=N-, -C(R')N-N(R')-, -C(R')=N-N=, 
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-C(R')2-N=N-, and -C(R')2-N(R')-N(R')-, where each R' is independently H, 

alkyl, or substituted alkyl; 

R is H, alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 

R1  is H, an amino protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R2 	OH, an ester protecting group, resin,. at least one amino-acid, polypeptide, or 

pc) 'nucleotide; 

R3  and ' , . e each independently H, halogen, lower alkyl, or substituted lower alkyl, 

or R3  an 	R4  or two R3  groups optionally form a cycloalkyl or a heterocycloalkyl; 

Z has the struc 	e of: 

Re  

''-'ir 
R5 	' , 

R5  is H, CORE, Ci-C4a ryi, or thiazole; 

Rs  is OH; 

R4  is OH or H; 

Ar is phenyl or pyridine; 

R7  is CI-C6alkyl or hydrogen; 

L is a linker selected from the group cons Ling of -alkylene-, -alkylene-C(0)-, - 

(alkylene-O)n-alkylene-, -(alkylene-0 -alicylene-C(0)-, -(alkylene-0)a-- 

(CH2),,41HC(0)-(CH2),,,-C(Me)2-S-S-( '.2)„.-NHC(0)-(alkylene-O),flis- 

alkylene-, -(alkylene-0),,-allcylene-W-, -all 	e.no-C(0)-W-, -(aLkylene-0)„- 

alkylene-U-alkylene-C(0)-, and -(alkylene-01, alkylene-U-alkyleue-; 

W has the structure of: 

0 
Me 	 -J't  SI 	0 , 

N 
H --,, 

--. 
NI  H 

0NH 2 	
; 

U has the structure of: 

002H 

. L' 	0 
,,e(N...,,,,..------.N .--1-1--,,,,,s 

I  0 	;and 

5 
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each n, if, n", n'"' and n"" are independently integers greater than or equal to one; 

or an active metabolite, or a pharmaceutically acceptable prodrug or solvate thereof. 

2. The compound of claim 1, wherein R1  is a polypeptide. 

The compound of claims 2, wherein the polypeptide is an antibody. 

5 4. The,compound of claim 3, wherein the-antibody-is an anti-CD70 (aCD70) 

antibody. 

5, 	Th compound of claim 4, wherein the cf,CD70 antibody comprises one or 

more non-naturally , coded amino acids. 

6. The coins 01.111d of claim 4, wherein the aCD70 antibody comprises at least one 

10 and no more than ten non- 	turally encoded amino acids. 

7.  The compound . claim 1, wherein R2 is a polypeptide. 

8.  

9.  

The 

The 

compound of 

compound of 

c ,ims 7, wherein the polypeptide is an antibody. 

claim :, wherein the antibody is an aCD70 antibody. 

10, The compound of claim 9, 	'herein the ctCD70 antibody comprises one or 

15 more non-naturally encoded amino acids. 

11.  The compound of claim 9, wherei the aCD70 antibody comprises at least one 

and no more than ten non-naturally encoded amino . ids. 

12.  The compound, or salt thereof, comptisi ,, Formula (X), pa), (XII) or (XIII): 

• 
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wherein: 

A is optional, and when present is lower alkylene, substituted lower alkylene, low- 

eyeloalkyl en; substituted lower cycloalkylene, lower alkenylene, substituted 

lower alkenylene, alkynylene, lower heteroalkylene, substituted heteroalkylene, 
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lower heterocycloalkylene, substituted lower heterocycloalkylene, arylene, 

substituted arylene, heteroarylene, substituted heteroarylene, alkarylene, 

substituted alkarylene, aralkylene, or substituted aralkylene; 

B is optional, and when present is a linker selected from the group consisting of lower 

5 alkylene, substituted lower alkylene, lower alkenylene, substituted lower 

11cenylene, lower heteroalkylene, substituted lower heteroalkylene, -0-, -0- 

(a 	lene or substituted alkylene)-, -S-, -S-(alkylene or substituted alkylene)-, - 

S(0)k  where k is 1, 2, or 3, -S(0)k(alkylene or substituted alkylene)-, -C(0)-, 

-C(0)-(a. ylene or substituted alkylene)-, -C(S)-, -C(S)-(alkylene or substituted 

10 

15 

alkylene)-, 	(R')-, -NR'-(alkylene or substituted alkylene)-, -C(0)N(R')-, 

-CON(R')-(all 	lene or substituted alkylene)-, -CSN(R')-, -CSN(R)-(alkylene or 

substituted alkyle e)-, -N(R')C0-(alkylene or substituted alkylene)-, 

-N(R')C(0)0-, -S(4 LN(R')-, -N(R')C(0)N(R')-, -N(R')C(S)N(R')-, 

-N(R')S(0)1,N(R')-, - 	")-N=, -C(R')=N-, -C(R3)=N-N(R')-, -C(R')=N-N=, 

-C(R')2-N=N-, and -C(R'), N(R')-N(R')-, where each R' is independently H, 

alkyl, or substituted alkyl; 

R is H, alkyl, substituted alkyl, cycl 	lkyl, or substituted cycloalkyl; 

R1  is H, an amino protecting group, res 	, at least one amino acid, polypeptide, or 

polynucleotide; 

20 R2  is 01-1, an ester protecting group, resin, at 	ast one amino acid, polypeptide, or 

polynucleotide; 

R3  and R4  are each independently I-I, halogen, love 	lkyl, or substituted lower alkyl, 

or R3  and R4  or two R3  groups optionally form a c 	loalkyl or a heterocycloalkyl; 

Z has the structure of: 

R6 

‘sss Ar 

25 • R5 	r 

• • Rs  is Ii, CO2H, C1-C6alkyl, or thiazole; 

R6 is OH. or H; 

!fir is phenyl or pyridine; 

R7  is Ci-Colkyl or hydrogen; 

30 Li, L2, L3, and L4  are each linkers independently selected from the group consist , _ of 

a bond, —alkylene—, —(alkylene-0).—alkylene—J--, —alkylene—J—(alkylene—O)n— 

alkylene—, —Halkylene-0)„--alkylene—, —(alkylene-0)„—alkylene-3—(alkylene- 

0),,'—alkylene—Y—, —(alkylene--0)1,—alkylene—J—alkylene'—, —W—, —alkylene—W—, 
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alkylene'-J-(alkylene-NMe)„-alkylene-W-, --J-(alkylene-NMe),,-alkylene-W-, 

-J-alkylene-NMe-alkylen&-NMe-alkylene"-W-, and -alkylene-J-alkylene- 

NMe-alkylene"-NMe-alkylenem-W-; 

W has the structure of: 

Ail e 	.1.--7--------0  
H 	1 	1 N 

N 
--, 	H 

-N 
N H 

5 
NH 
	; 

each J and JP inde•-ndently have the structure of: 

• 
\ 	css: 	' 	1 	YL ‘ 	Nr 	N 	• 	Or r '--.   •

H H 	 H 	,and 	 . 

each n and n' are independen. 	integers greater than or equal to one. 	• 

10 

15 

13.  

14.  

15.  

16.  

17.  

18.  

1.9. 

The compound of claim 12, whe in R1 is a polypeptide. 

The compound of claims 13, wherei the polypeptide is an antibody. 

The compound of claim 14, wherein the 	tibody is an aCD70 antibody. 

The compound of claim 12, wherein R2 is a 	lypeptide. 

The compound of claims 16, wherein the polype :tide is an antibody. 

The compound of claim 17, wherein the antibody is 	aCD7O antibody. 

A method for derivatizing a dolastatin analog compri 	g Formula (I), 	(III), 

(IV), (V), or (VI), the method comprising contacting the dolastatin anal. , with a reagent of 

Formula (XXXVII), wherein Formula (I), (III), (IV), (V), or (VI) correspond • 	. 

Me 	Me 	Me4IF-'Me 
H .,‘ 

1 	 I  N Y Me 
,L ..

N 	
N N 	 (I) 

R7 	0 	,••=`• 	Me 
Me Me 

OMe 0 
Me° 	NCH 

20 0 	Z 	: 
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Me 	Me 	Me4.-----̀ me  
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. -•-1,--,,,,,,' 

. H 
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Me 	0 	..-7-• 	Me OMe 0 Me Me 	Me0 	4 	NH 	CD 
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Me 	N 	'-- N 
- 	I M 	Me Me----- Me 
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OMe 0 
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V 

Me° 	H HN—L3 	 (VO 0 

Me 	Me 	Mea,„...../,...Me 
Ar 

0 „‘H Me.N 	N 	
N Me 

I 	 I 
Me 	0 	.--;--. 	k e 	OMe 0 Me Me 	Me0 	/ 	NH HN—L4  

0 
Ar 

R6  
wherein; 

Z has the structure of; 
R 6  

sscs Ar 
R5 	• 

5 R5  is H, COR8, C1 -C6alkyl, or thiazole; 
R8  is OH or -NH-(alkylene-0)n-N112; 

R6  iS 0H or H; 
Ar is phenyl or pyridine; 

R7  is C1-05  alkyl or hydrogen; 
10 Y is N1-12-0- or methyl; 

L, L1, L2, L3, and L4  are each linkers selected from the group 	,nsisting of a bond, - 
alkylene-, -alkylene-C(0)-, - •(alkylene-0),-alkylene-, -(a1. ,lene-0),- 
alkylene-C(0)-, -(alkylene-0)„-(CH2)„-NHC(0)-(CH2)n-C( 	-)2-S-S- 
(CH2),,m-NHC(0)-(alkylene-0)w-alkyIene-, -(alkylene-0)n-alky 	-W-, — 

15 alkylene-C(0)-W-, -(alkylene-0)17-alkylene-J-, -alkylene'-J-(alkyl,  e-0),,- 
alkylene-, -(alkylene-0)11-alkylene-J-alkylenet, -3-(alkylene-0),,-alkyl- 1e-, - 
(alkylene-0),,-alkylenc-J-(alkylenc-O)„'-alkylene-Y-, -W-, -allcylene-W 
alkylenei-J- (alkylene-NMe),--alkylene-W-, and J-- (alkylene-NMe),-alkylen- 

W-, -(alkylene-0),-alkylene-U-alkylene-C(0)-, -(allyiene-0)11-alkylene-U- 
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allcylene--; ---J-alkylene-NMe-alkylen&-N1Vle--alkylene"-W-, and -alkylene-J- 

alkylend--NMe--alkylene"-NMe--alkylene-W-; 

W has the structure of: 

0 
Me„,.Me 	,..,...,-7.......------.0.-ity 

N „.,..... 

Hr 	- 	N 0 	....., 

H 

0----;L, NH2  

U has th4 structure of: 

7
,..
±

...
-H 

• 
H 

y„....14 
/.. 	qi 

a 

each J and J' indepen• , -itly have the structure of: 

NA. 	/-Nr\I 	or 	i 	,ss 10 
	

N 
H 	, 	H 	 H 

or L is absent, Y is methyl, Rs is 	ORE, and R.R  is -NH--(aLkylene-0),-NH2; 

and 

each n, n', n”, n'" and n"" are independ- tly integers greater than or equal to 

one; 

wherein Formula (XXXVII) corresponds to: 

R3
R3,,A.

B
.-K,

R 
Ri 

...N 
(XXXVTI) 

R2 
H R 0 

wherein: 

A is optional, and when present is lower alkylene, substituted lower lkylene, lower 

alkenylene, substituted lower alkenylene, arylene, substituted aryle 

heteromylene, substituted heteroarylene, alkarylene, substituted alkar 	-ne, 

aralkylene, or substituted aralkylene; 

13 is optional, and when present is a linker selected from the group consisting o 	ewe] 

alkylene, substituted lower alkylene, lower alkenylene, substituted lower 

alkenylene, -0-, -O-(alkylene or substituted alkylene)-, -S-, -S-(alkylene or 

substituted alkylene)-, -S(0)k- where k is 1, 2, or 3, -S(0)k(alkylene or substituted 
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alkylene)-, -C(0)-, -C(0)-(alkylene or substituted alkylene)-, -C(S)-, -C(S)- 

(alkylene or substituted alkylene)-, -N(R')-, -NR'-(alkylene or substituted 

alkylene)-, -C(0)N(R')-, -CON(R')-(alkylene or substituted alkylene)-, -CSN(R')- 

, -CSN(W)-(alkylene or substituted alkylene)-, -N(R')CO-(alkylene or substituted 

alkylene)-, -N(R')C(0)O-, -S(0)kN(R')-, -N(R')C(0)N(R')-, -N(R')C(S)N(R')-, 

-N(R')S(0)kN(R')-, -N(R')-N---, -C(R')=N7, -C(R')=1\1-N(R')-, -C(R')=N-N=, 

t ' ')2-1\1=19-, and -C(R')2-N(R')-N(R')-, where each R' is independently H, 

alky , or substituted alkyl; 

eac 	' is independently H, alkyl, 

o 	 / 

or substituted alkyl; 

\ 	 SR' 	R' OR' -4. 	0 	0 	 I 	,/... 
,N, 

,..z
1

44s 

 

K is 	
I 

, 	• 	, 	, 	"0/ 	, or 

0\ /R' 
-Fil 

, 
R is H, alkyl, substituted alkyl, cy. °alkyl, or substituted cycloalkyl; 

R1  is H, an amino protecting group, 1, in, at least one amino acid, or polynucleotide; 

R2 is OH, an ester protecting group, rest 	at least one amino acid, or polynucleotide; 

and 

R3 and R4 are each independently H, halogen, 'vier alkyl, or substituted lower alkyl, 

Or R3 and R4 or two R3 groups optionally fern a cycloalkyl or a heterocycloalkyl. 

20. 	The method of claim 19, wherein the derivati . d dolastatin analog comprises 

at least one oxime containing amino acid having the structure o . 	ormula (VIII), gx.), (X), 

(XI), (XII), or (XIII): 
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..- N 	 N e-?...—'.."----.N 	 N-1.2  
R7 	meiC.

N.ie
Nle 	OMe 0 	OMe O

Ar,----.Re
H 	

R2 	R1 I 
NH 

L 	 (XIII) 1 	R4  
N - 	Me 	ivie4...„---,Me 	 0 	 NY RR3  „NH 	

N 	

I Me. N 	 N 	 N„,,,,•. 	B 
' 	

H
4 IS 	ir 	1 	. 	N-1..3 	I 

R7 	• ,.e  2"--.
Tvie

Me 	OMe 0 	OMe 0
Ar

„-----..
Re

H 	 R 

J Me,4..„---- ivie 

	

Me 	Me 
1 	01-1 	 H 

	

Me.N 	

Me 	I01 
N 	'. 	.---4-.T.---.11.--N 	N 

N— L4 
OMe 0 	 H R77

Me OMe 0
A r,----,R6 Me • 

21. 	The method • claim 19, wherein the dolastatin analog is contacted with the 

reagent of Formula POCXVII) 	s aqueous solution under mildly acidic conditions. 

22, 	A compound comp ."rig  Formula (XXV), (XXVI), (XXVII), (XXVIII), 

(XXIX), or (XXX): 

Me. 	Me 	I 
9 

H 	 ,H  Me 
N 	 N 	Me ,-.N.,,,,L.N 	N ii   

(Rie)1114
,...........,1,  7 	0 	„A., 	Me 	*Me 0 

,-- 	R1 	Me 	Me 	Me0 	—NH 	(XXV) 
R4 	 Z 0.`"-, 
 R2 

Me 	Me 	oMe*,..„...---..
Me 	Me 	Re I 

Me.
N 	

N 
N
.„„„N 	N 	 Ri 1 	 1 	 Ar 

R7 	0
Me

,--.C.
Me

Me 	OMe 0 	OMe 0 	 H>2 
	(XXVI) 

— 
R4  0 

(R16) 

Me 	Me 	
oMe4'"----‘'"Me 	Me E-1 ,.,H 

N 	
N.----I-M----N 	 . 

1 	 1 
R.? 	

me
----.

Me
Me 	OMe 0 	OMe 0 

H 
rt
,--...._•--.y.-N ,„... 	1 

Me 	Me 	Me 	
Me (RIOnlj„

....4,,,, 	
4"-----.'Me 	

) 
H 	„‘H 	 H 

Ri 	 N 	 N.
Z R4 	 N 	 N---Y----1--N ..c.,-..' 	, 	 I 	L 	I 

0 	R2 	 R7 	
me

...----:
Me

Me 	OMe 0 	OMe 0 
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Me 	M e 	Mea.„.„..----
Ivie Me 

H 	9 	„H 	 H 
Me, 	N 	 N 

1 	 ti
,,.r,

r1
„, 	

1 
	

H 
N —L 2  

R7 	O
Me

,-;-.
Me

Me 	OMe 0 	OMe O
Ar

,-'---.
R6 Ri 

HN 	R2  
Li  (XXVIII)  

Me 	Me 	 \\_H OMe 	Me 	 N 	\ i R4 0  
Me, 	kk il 	

H 	
N 	

H 
N 	

— 
s)T., 	

N N 	NL3 1 	 1 	 H 

I 
(Rie)r, 

R7  
e 	Me

Me 	OMe 0 	OMe OA
r
...---,

R6 

Me 	Me 	Me41 /4„..-- ,,
Me . 	 H .0H 

N 	N.--y---i-N 
Iii 	 Me 

.- 
R7 0  0 	,-;--, 	litle 	Me 0 

Me 	Me 	Me0 

rr--„,...--..:_,A.,..„--L1 	 0 
NHH  Z 

Me 	Me 	Me4,,--.16)11T (R 	 Me H (XXIX)  

R

„ 	 ,,,H 
Rs 	 N 	N ---.."-rr N  Me 

„--;"›,.,  
0 	R2 	 R7 	O

Me
,---.

EVIe
Me 	OMe 0 

Me0 N,H 
Z Me 	M 	....„.-----,,,_ 

ik. 	H 	,H 	tvi  N 
L4 	' 	

N
'."("rN Me 

R7 	0 	Me 	OMe 0 
,
,.--1 

Me0 N,1-1 
0 	Z 

• 
Me,,„ Me 	a

Me....„-----.1vIe 
Me H 	 H 

N 

	

Me.
N 	

N 
N.--YY

N 	
. — 2  

	

1 	z 	1 
R7 	

me
,..-,..

Me
Me 	OMe 0 	CMe O

Ar 	R6 R1  
HN, 	iR2 

Li 
H me...y-Me

H 	
Me,..„-------

Me 	 H 	 N „‘H R4 0  \ 
I 
_I 

Me, .1 	N 	 N Y Y 	YThr 	N_ L3 (R16)n 	(XXX) 
R7 	Ome,..--^N meMe 	OMe 0 	OMe O

Ar
,-",

R6
H 

Me 	Me 	M 	..„..,--..n  . _ 
H 	6H Ivi 	Me 	H 

Me. 	N 	 N N 	- 	III 	I 	 N—L4 
R7 

Me
,A,

Me
Me 	OMe 0 	OMe O

Ar 	R6 
 

wherein: 

Z has the structure of: 
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Re 

`Ar 
R5  

R5 is H, CO2H, C1-C6a1ky1, or thiazole; 
R6 is OH or H; 
Ar is phenyl or pyridine; 

5 R1  , 	I, an amino protecting group, resin, at least one amino acid, polypeptide, or 
,olynucleotide; 

R2 is OH, - 	ester protecting group, resin, at least one amino acid, polypeptide, or 
polynucl e: tide; 

R4 is H, halogen, ower alkyl, or substituted lower alkyl; 
10 R7 is C I-Coikyl or 	7drogen; 

L, LI, L2, L3, and L4 al,  each linkers selected from the group consisting of a bond, - 
alkylene-, -alkylene-• (0)-, -alkylene-J-, -(alkylene-O)„-alkylene-, - 
(alkylene-0)n-alkylene- (0)-, -(alky-lene-0)n-J-, -(alkylene-0)„,f-alkylene-, 
-(alkylene-0),,-(CH2),,-N 	(0)-(CH2),,-C(Me)2-S-S-(CII2)n—NHC(0)- 

15 (alkylene-0),....-allcylene-, -(a ik  lene-C)nalkylene-W-, -alkylene-C(0)-W-, - 
(alkylene-0)n-alkylene-J-, -alky -ne-Halkylene-0)„-alkylene-, -(alkylene- 
O)n-alkylene-J-alkylene', -J-(alkyle 	-O)„-alkylene-, -(alkylene-0)n- 
alkylene-J-(alkylene-0),'-alkylene-Y-, 	W-, -alkylene-W-, aikylenel-J- 
(alkylene-NMe),-alkylene-W-, -J-(alkyle e-NMe)n-alkylene-W-, -(alkylene- 

20 0)n-alkylene-U-alkylene-C(0)-, -01kylene- 1 )n-alkylene-U-alkylene-; -.I-
alkylene-NMe-alkylenei-NMe-alkylenc"-W-, a . -alkylene-I-alkylene-NMe-
alkylene"-NMe-alkylene"'-W-; 
W has the siTucture of: 

o 
Me 	Me 

j 	 fiJ SI 
H 	- 	H 

-.'\ o 

•-,
N H 

' NH2  

25 U has the structure of: 
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co 2H 

L. 
H 

H 	 • 0 

each J and J.' independently have the structure of 

)1/4 	1LN bL  OA 	I, or 	cs(   

each 

H 	H 	 H 	,  

* and n' are independently integers greater than or equal to one; and 

each R16 is ' dependently selected from the group consisting of hydrogen, halogen, 

alkyl, NO2, 	N, and substituted alkyl. 

23, The comps 	d of claim 22, wherein R1 is a polypeptide. 

24.  The compouna • f claims 23, wherein the polypeptide is an antibody. 

25.  The compound of . aim 24, wherein the antibody is an aCD70 antibody. 

26.  The compound of clai , 22, wherein R2 is a polypeptide. 

27.  The compound of claims 	wherein the polypeptide is an antibody. 

28,  The compound of claim 27, w 	rein the antibody is an aCD70 antibody. 

29,  A compound comprising Formula 4 )0(I), (XXXII), (XXXIII), coociv), 

(XXXV), or (XXXVI): 

Me 	Me 	Me.„...---. 
0 	Me H 	R 	3 	 H 	.H -N 	 N 	.--c 	.,--". ,N 	_ A

,B.D,L.
N R

, 
4 

R2 	0 
iii 1 	i 

R7  . 	0rvie...--7-,MeMe 	OMe 0 
meo 	 (XI) 

Me 	Me 

0 	2 	• , 
Me 

H .., 	Me 	Me 	R6H 	1  Me..N N 	N 	N 	N.,_.-"
Ar 1 	1 

R7 	0
rvie

....----,
Me

Me 	0M8 0 	OMe 0 
0

,-;;-..
fp 	Rs R3 H 
L„13 	N,Ri D 	AR4 

0 	R  
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Me 	Me 	IVIe.„,----., 
Me 

„\ 	 H ),..
Nle 

N1\, 
I 	: 	filli 	 Z 
R7 	0

Me
,--7-...

Me
Me 	OMe 0 	OMe 0 

H 	R3 R3 
N 	'..-B. 	,- 

R1 	
4

A Me 	Me....„----,Me 
	 (xxxim 

H 	 H ,oH R2 	0 • N 	 N, La—N 	 YN 	 Z 
R7 	0

Me 	
ivieMe 	OMe 0 	OMe 0 	

• 

Me 	Me 
• 

Me.,1/4_,----.
Me 	Me 

‘I-I 	 H 
Me''N 	I 	

N N ---y---..-1---- 	 N — L2 N 	N  
C. R7 	Ome,- me  - 	OMe 0 	OMe 0

Ar 	R8 
H 

R3  R3  H  

Me 	Me 
I 	 N,

Ri  000CED 
H ,H  Me 	H 	 4 . 

IVIe.,-, 	N 
i'  

N 	 0 	R2  
N-1- 3 
H R 7 	O

me
A.

me
Me 	OMe 0 	OMe 0

Ar 	R8 

Me 	Me 	Me 
ah, H 

N N 	 Me 
1 	 . 

H 	R3 R3  
R7 
	Me 	OMe 0 _ , 

e 	e 	Me0 	NH 

R1
,-N  

R4
A 	' --L1  — 

Z 
Me 	Me 	IVie,....„...---.. 

Me 
R20 11 	,,\H 

M  N 	
N 	

(XX> L3  - ',I 	 Me Y 
/ 	R7 	0

Me
,..- ,̂..

Me
,  e 	OMe 0 

Me° 	NH 
j___, 
	 0 	Z Me. 	Me 	Me  

Me H 
L4—y 	N N 	N 	Me 1 

R7  
Me----'sMe

Me 	OMe ii 
e0 	NH 
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Me 	Me 	Nie.1/4„ ...-----. 
0 	Me 	Me 	y  

.0H tvle, 	N 
N 	N 

	
H —  L2 H R7 	0

Me
A,

Me
Me OMe 0 	. OMe 0 

r 	R6  
R3  R3 H  

1-,
D

A3 	N, MeMe 	Me .....„.....
Me 	 Ri 

	

14 	0 	 Me .0H 	 H 

	

Me-,N k i\i 	 N 	N 	 0 	R2  
N 	 N 	L3  I 	 1 	 H R7 	°Me 	meMe 	OMe 0 	OMe 0

Ar 	R6 	 (X)OCVI) 

Me 	Me 
• Me 	Me 	O H 	 H 

' 	 N 

	

Me,
N 	

N ... 	 N 
N 	 N — L4  

	

1 	: 	i 
R7 	0mei.MeMe 	OMe 0 	OMe O

Ar
,....

R6
H  

wherein: 

Z has the structure of: 
R6  

5/*Ar 
R5 	• 

R.5 is H, CO211, C I -C6alkyl, 01 hiazole; 

R6  is OH or H; 

Ar is phenyl or pyridine; 

R1  is H, an amino protecting group, resin, at le. 't one amino acid, polypeptide, or 

polynucleotide; 

R2  is OH, an ester protecting goup, resin, at least on amino acid, polypeptide, or 

polynucleotide; 

R4 is H, halogen, lower alkyl, or substituted lower alkyl; 

R7 is C1-C6alkyl or hydrogen; 

L, L1, L2, L3, and L4 are each linkers selected from the group con sting of a bond, — 

alkylene—, —alkylene—C(0)—, —alkylene—J—, —(allglene-0)n—alk 	- ne—, — 
(alkylene-0)„—alkylene—C(0)—, —(alkylene-0),—J, —(alkylene-0),, J—alkylene—, 

--(alkylene-0),--(CH2)n—NHC(0)-4CI-T2)„..—C(Me)2—S—S—(CH2)„...—Nri 	0)—

(alkylene—O)nmi—alkylene—, —(alkylene-0),—alkyiene—W—, —alkylene—C(0 -.W—, — 

(alkylene-0),—alkylene-J—, —alkylene'4—(alkylene-0)„—alkylene—, —(alkylei --

0).—alkylene—J—alk3d.enei, —Halkylene-0)„—alkylene—, —(alkylene-0)1—

alkylene—J—(alkylene-0),11 —alkylene—Y—, —W—, —alkylene—W—, alkylene—J—

(alkylene—NMe)n—alkylene—W—, —.1—(alkylene—NMe)„—alkylene—W—, —(alkylene- 
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0)„—alkylene—U—alkylene—C(0)—, —(alkylene-0)n—alkylene—U—alkylene—; 4— 

alkylene—NMe—alkyleneLNMe—alkyleneu—W—, and —alkylene—J—alkyleneLNMe— 

alkylene"—NMe—alkylene"1 —W—; 

Me Me 	40 	1.. 0 	i 

O 	"--. 

NH 

O 	NH2 	 • p 

U has the s ucture of: 

CO2 

‘,IN  

0 
each J and I' independently h- ye the structure of: 

LIA NA A-N1OA or 
H 	, 	H 	 H  

each n and n' are independently integers : eater than or equal to one; 

D has the structure of: 

Rc7 	 R17 1 
Ri7711  

,N 	i _ 
lz• 	Z2  N 	''-z.Z 

Rir.„
II

-N
I  
,
L 

 
N
:2

3_ 	
N
.ZI 

 1Y
\ 
	

.Zi 	N,Z i

/

N 
, 
	i /   

	
..... 
	
. 

—N 	\ 	Z2 	T 	̀??, 	 M3_,..f,NH 	
, 

2 	
1 	, 	T A 	T , 	‘ 	1- R17 R17 	R17 	- 	R17 	R17 	R17 	....T3 

n17 
R17 	N. 	R17....ffN.

z3 
 A 	 Rig, 	H _ 

1'1 	 H 
H18  \ 	N 	

ri- 	N 	(R.i6)p  
-.A ‘,M2 	 I --M4N--isss 	...‹. 7 AL 

‘a2. 	I 	 14 

, 	,..-T3 	,..-1-3 	, 	 sr 	, 	 ler 	, 
R17 R17 	

(R18) 	--s-, 

I 	1101  

f1;11.,_K--;.,,,i 
 , 
	

,N ---./ t1FI ,,---....) 	0 

; 
H 	 H 	, 	H 	, 	

(Rig)q 
each Riry is independently selected from the group consisting of H, alkyl, 

substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, 

alkoxy, substituted alkoxy, alkylalkoxy, substituted alkylalkoxy, polyalkylene 

oxide, substituted polyalkylene oxide, aryl, substituted aryl, heteroaryl, 
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5 

10 

15 

20 

25 

substituted heteroaryl, alkaryl, substituted alkaryl, aralkyl, substituted aralkyl, 

-(alkylene or substituted alkylene)-0N(R")2, -(alkylene or substituted 

alkylene)-C(0)SR", -(alkylene or substituted alkylene)-S-S-(aryl or 

substituted. aryl), -C(0)R", -C(0)2R", or -C(0)N(R")2, wherein each R" is 

independently hydrogen, alkyl, substituted alkyl, alkenyl, substituted alkenyl, 

alkoxy, substituted alkoxy, aryl, substituted aryl, heteroaryl, alkaryl, 

substituted alkaryl, arallcyl, or substituted aralkyl; 

each r 1  is a bond, CR17R17, 0, S, NR', CR17R17-CR17R17, CR17R17-O, O-CR17R17, 

CR1  '17-S, S-CR17R.17, CRI7R17-NR', or NR'-CR17R17; 

each R 's H, alkyl, or substituted alkyl; 

each Z2  is sel - ted from the group consisting of a bond, -C(0)-, -C(S)-, optionally 

substituted C 	C3  alkylene, optionally substituted C1-C3  alkenylene, and 

optionally subst 	ted heteroalkyl; 

each Z3  are independen 	selected from the group consisting of a bond, optionally 

substituted C1-C4  alley -ne, optionally substituted C1 -C4  alkenylene, optionally 

substituted heteroalkyl, -k , -S-, -C(0)-, -C(S)-, and -N(R')-; 

each T3  is a bond, C(R")(R"), 11 or S; with the proviso that when T3  is 0 or S, 

R" cannot be halogen; 

each R" is H, halogen, alkyl, substitut, 	alkyl, cycloalkyl, or substituted 

cycloalkyl; 

in and p are 0, 1, 2, or 3, provided that at lea 	one of m or p is not 0; 

(b) 
VV' 	 (b) 	 (b) 

(h) 	 (b) 
I 	c 	T 	/3 	1 	1 	i ,, 	(b)  - 	e) 	
R 
	rz.,,Cc—Ccl(b) 	s,,,,C=--.C— (b) 	,, 	c-0— 	(b) 	4, ,,,Cc—S— 	(t1) 

M2 is (") ‘? 	3 	: (t°7 	R4 	R4 	, (a) 	N 	(b)1? 	 , (a) 77 	R 4 ) 	 ) 

(b) 	 (b) 	 (b) 	 • 

	

(b) 	 ,. rx 	113 	s Pr 

	

\
T 	R, 	I 	, 	-\ 	/ s I 	c ..—c_ (b) 	O_T—.  (b) 	s-- (b) 

	

R— 	 (b) j 	I 
R3 K., 	),r-r 	'''.1 	..,,,v, 	 nnr 

	

(a) 	(u) 	, 	(a) 	, or 	(a) 	, vhere (a) 

indicates bonding to the B group and (b) indicates bonding to respecti - positions 

within the heterocycle group; 
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(b) 	 (b) 	 (b) 	 (b) 

T 	P 	b 	0-0 	(b) 	II 	
‘b vt— (b) 	,2/...—S-5 ( ) 	vc 	 c—s— —1 v 	, ) 

MI 13 (a)  c? 	, (a) 5 	114 	, (a) 5 	 , (a) 5 	 , or 

(b) 
%/ vv. 	3  

ii 	/ 
c --""" C-1 (b) 
1 	\ 	 . 
R4 	Sr!  

(a) 	, where (a) indicates bonding to the B group and (b) indicates 

•onding to respective positions within the heterocycle group; 

(b) 	 (b) 	 (b) 	 (b) 

1 	 1 	
I 	

vvv, 

t.I3—C--c .= 	(b) 	))—c  _. 	(b)  =--- 	( ) 	L,"..,S
---,-4 (b) 	I 	\ 

Ras, 	 r.s.) 

M4 is (a) 	
(a) ? 	R3 	R3 (a) 	) 	(a) , 	 ) 	 ) 

(b) 

I 
S—Ci (b) 

SI'S  
5 

10 

or 	(a) 	, wher. (a) indicates bonding to the B group and (b) indicates 

bonding to respective p, itions within the heterocycle group; 

each R19 is independently selet• ed from the group consisting of C1-C6 alkyl, C1-C6 

alkoxy, ester, ether, thioether, ,minoalkyl, halogen, alkyl ester, aryl ester, 

amide, aryl ainide, alkyl halide, 	yl amine, alkyl sulfonic acid, alkyl nitro, 

thioester, suifonyl ester, halosulfon 	nitrite, alkyl nitrilc, and nitro; 

q is 0, 1, 2, 3, 4, 5, 6, 7, 8,9, 10 or 11; and 

	

each R16 is independently selected from the group onsisting of hydrogen, halogen, 	' 

alkyl, NO2, CN, and substituted alkyl. 

30. The compound of claim 29, wherein R1  is a poi 	eptide. 

15 31. The compound of claims 30, wherein the polypeptid= is an antibody. 

32. The compound of claim 31, wherein the antibody is an a, D70 antibody. 

33. The compound of claim 29, wherein R2 is a polypeptide. 

34. The compound of claims 33, wherein the polypeptide is an antib. y. 

35. The compound of claim 34, wherein the antibody is an ccCD70 antibb 	T. 

20 36. The compound of claim 29, comprising Formula (XXXI-A): 
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MeMe 	M 
H 	,%% 	

P e 
/ , L.N  N 	 N e 

1  R3 	1"./  N7-11 	R7
m 

 
lA 

% Ail 	Mile 0 
e 	to 

 6 	
Mei° 	)/ 	NH oaxi-A) 

Ri-Xi.-?
0 

 0 	Z 

R, 	R2 

37. A pharmaceutical composition comprising a compound of any of claims 1-18 

or 22-36 and a armaceutically acceptable carrier, excipient, or binder. 

5 
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Claims 

I. 	A compound comprising Formula (VIII) or (IX): 

Me 	Me 	0 Me.„ ---..me 

H .0 
0 	N 	- 	N 1 	1 	z 	i 

Me 
R 	N 	R7 	0 	..-^• 	Me OMe 0 	 (VIII) 

I 	 Me Me 	 Me0 	NH' 
B. 	 Z 

A 	0 
R3 	r‘4 
R3  R2  

HN-
Ri 	 • , 

Me 	Me 	Me........ ---..
Me 

Me.
N 	

N 
.,. 	 Re 

N 	N N 	 Ar 1 	 1 	 (IX) Me 	O 	.--- 	Me 	OMe 0 	OMe 0 
0

-O.... Me Me 	 NH 	R3 R3  R1 

	

,
0 	A 	

NH 
 

	

1 	i 	R4 

	

N 	B 	--, --,-- 
0 	R2 2

R ; 

rein: 

A is optional, and when present is lower alkylene, substituted lower alkylene, lower 

cycloalkylene, substituted lower cycloalkylene, lower alkenylene, substituted lower 

alkenylene, alkynylene, lower heteroalkylene, substituted heteroalkylene, lower 

heterocycloalkylene, substituted lower heterocycloalkylene, arylene, substituted 

arylene, heteroarylene, substituted heteroarylene, alkarylene, substituted alkarylene, 

aralkylene, or substituted aralkylene; 

B is optional, and when present is a linker selected from the group consisting of lower 

alkylene, substituted lower alkylene, lower alkenylene, substituted lower alkenylene, 

lower heteroalkylene, substituted lower heteroalkylene, -0-, -O-(alkylene or 

substituted alkylene)-, -S-, -S-(alkylene or substituted alkylene)-, -S(0)k- where k is 

1, 2, or 3, -S(0)k(alkylene or substituted alkylene)-, -C(0)-, -C(0)-(alkylene or 

substituted alkylene)-, -C(S)-, -C(S)-(alkylene or substituted alkylene)-, -N(R')-, 

-NR'-(alkylene or substituted alkylene)-, -C(0)N(R')-, -CON(R')-(alkylene or 

substituted alkylene)-, -CSN(R')-, -CSN(R')-(alkylene or substituted alkylene)-, 

whe 
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-N(R')CO-(alkylene or substituted alkylene)-, -N(R')C(0)O-, -S(0)kN(R')-, 

-N(R')C(0)N(R')-, -N(R')C(S)N(R')-, -N(R')S(0)kN(R')-, -N(R')-N=, -C(R')=N-, - 

C(R')=N-N(R')-, -C(R')=N-N---, -C(R')2-14=14-, and -C(R')2-N(R')-N(R')-, where 

each R' is independently H, alkyl, or substituted alkyl; 

R is H, alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 

R1  is H, an amino protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R2 is OH, an ester protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R3 and R4 are each independently H, halogen, lower alkyl, or substituted lower alkyl, 

or R3 and R4 or two R3 groups optionally form a cycloalkyl or a heterocycloalkyl; 

Z has the structure of: 

R6 

1555YCAr 

• R5 	, 

R5 is H, CORE, C1-C6aIkyl, or thiazole; 

R8  is OH; 

R6 is OH or H; 

Ar is phenyl or pyridine; 

R7 is C1-C6alkyl or hydrogen; 

L is a linker selected from the group consisting of —alkylene—, —alkylene—C(0)—, — 

(alkylene-0),,--alkylene—, —(alkylene—O)n—alkylene—C(0)—, —(alkylene-0)n—(CH2)n— 

NHC(0)—(CH2)n—C(1\402—S—S—(CHOn...—NHC(0)—(alkylene-0),,--alkylene—, — 

(alkylene—O)n—alkylene—W—, —alkylene—C(0)--W—, —(alkylene—O)n—alkylene—U—

alkylene—C(0)—, and —(alkylene-0),,—alkylene—U—alkylene—; 

W has the structure of: 
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0 
Me 	Me 

H 	0  
N 

0 	-...,.. 

N H 

0 	NH 2 	 ; 

U has the structure of: 

CO2H 

0 
H 

)L,css  'N 	N 

0 	H, and 

each n, n', n", n"' and n"" are independently integers greater than or equal to one; 

or an active metabolite, or a pharmaceutically acceptable prodrug or solvate thereof. 

2. The compound of claim 1, wherein R1  is a polypeptide. 

3. The compound of claim 2, wherein the polypeptide is an antibody. 

4. The compound of claim 3, wherein the antibody is an anti-CD70 (aCD70) 

antibody. 

5. The compound of claim 4, wherein the aCD70 antibody comprises one or more 

non-naturally encoded amino acids. 

6. The compound of claim 4, wherein the aCD70 antibody comprises at least one 

and no more than ten non-naturally encoded amino acids. 

7. The compound of claim 1, wherein R2 is a polypeptide. 

8. The compound of claims 7, wherein the polypeptide is an antibody. 

9. The compound of claim 8, wherein the antibody is an aCD70 antibody. 

10. The compound of claim 9, wherein the aCD70 antibody comprises one or more 

non-naturally encoded amino acids. 

11. The compound of claim 9, wherein the aCD70 antibody comprises at least one 

and no more than ten non-naturally encoded amino acids. 
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12. 	The compound, or salt thereof, comprising Formula (X), (XI), (XII) or (XIII): 

Me 	Me 	Me..., 
0 

-----.
Me 

N 
N t 

,H 
----y--NyN  Me 
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N 
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B
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R 3R3  
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N
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Me 
,„H (XII) R,f--N 	 N 

• L3—y 	 N 
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F
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 Me  
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R3 	R2 	Me 	Me 	Me.„..„.. ------
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Me 	Me 	Me........---„Me 0 
011 

N 	N Me.
N 	

N 
N 	 N— I-2 I 	z 	1 	 H R7 	O me---..meMe 	OMe 0 	OMe 0Ar/N  R6 	 R1 I 

NH 
, 
I- 
	
R4 	(XIII) 1 

\ 	.-- \--R3  Me 	Me 	Me---,me 
Me 	o  H 	0 	

N 	N 
H 	 H 	 9 	P 

Me. 	
,' 	R3  

N 	 N. 13 N 	 — L3 	1 1 
R7 	0

Me
„---.

Me
Me 	OMe 0 	OMe 0Ar,..”.Re 

H 	 R 

	

Me 	Me 	Mem.,...-..,
Me 0 .0 	 H 

	

Me.N 	
H 
N 	 N 	N N 	 N—L4 1 	 I 	 H R7 	0 

Me
,"..

Me
Me 	OMe 0 	OMe OAr...---R6 

wherein: 

A is optional, and when present is lower alkylene, substituted lower alkylene, lower 

cycloalkylene, substituted lower cycloalkylene, lower alkenylene, substituted lower 

alkenylene, alkynylene, lower heteroalkylene, substituted heteroalkylene, lower 

heterocycloalkylene, substituted lower heterocycloalkylene, arylene, substituted 

arylene, heteroarylene, substituted heteroarylene, alkarylene, substituted alkarylene, 

aralkylene, or substituted aralkylene; 

B is optional, and when present is a linker selected from the group consisting of lower 

alkylene, substituted lower alkylene, lower alkenylene, substituted lower alkenylene, 

lower heteroalkylene, substituted lower heteroalkylene, -0-, -O-(alkylene or 

substituted alkylene)-, -5-, -S-(alkylene or substituted alkylene)-, -S(0)k- where k is 

1, 2, or 3, -S(0)k(alkylene or substituted alkylene)-, -C(0)-, -C(0)-(alkylene or 

substituted alkylene)-, -C(S)-, -C(S)-(alkylene or substituted alkylene)-, -N(R')-, 

-NR'-(alkylene or substituted alkylene)-, -C(0)N(R')-, -CON(R')-(alkylene or 

substituted alkylene)-, -CSN(R')-, -CSN(R')-(alkylene or substituted alkylene)-, 

-N(R')CO-(alkylene or substituted alkylene)-, -N(R')C(0)O-, -S(0)kN(R')-, 

-N(R')C(0)N(R')-, -N(R')C(S)N(R')-, -N(R')S(0)kN(R')-, -N(R')-N=, -C(R')=N-, - 

C(R')=N-N(R')-, -C(R')=N-N=, -C(R')2-N=N-, and -C(R12-N(R')-N(R1-, where 

each R' is independently H, alkyl, or substituted alkyl; 

R is H, alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 
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R1  is H, an amino protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R2 is OH, an ester protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R3 and R4 are each independently H, halogen, lower alkyl, or substituted lower alkyl, or 

R3 and R4 or two R3 groups optionally form a cycloalkyl or a heterocycloalkyl; 

Z has the structure of: 

R5 

cssg A I' 

R5 	• , 

R5 is H, CO2H, C1-C6alkyl, or thiazole; 

R6 is OH or H; 

Ar is phenyl or pyridine; 

R7 is C1-C6alkyl or hydrogen; 

L1, L2, L3, and L4  are each linkers independently selected from the group consisting of a 

bond, —alkylene—, —(alkyIene—O)n—alkylene—,1—, —alkylene—Halkylene—O)n—
alkylene—, —J—(alkylene—O)—alkylene—, —(alkylene—O)n—alkylene—J—(alkylene—O)n'—

alkylene—Y—, —(alkylene—O)n—alkylene—J—aikylene—, —W—, —alkylene—W—, alkyIene— 

J—(alkylene—NMe)n—alkylene—W—, —J—(alkylene—NMe)n—alkylene—W—, —.1—alkylene— 

NMe—alkyleneLNMe—alkylene"—W—, and —alkylene—J—alkylene—NMe—alkylene"— 

NMe—alkylene"'—W—; 

W has the structure of: 

O 

OH 	

N 

Me 
	Me 

H 0  

	

N 	 N 
H 	 H 

0 = 

NH 

NH2 	 • , 

each J and J' independently have the structure of: 
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Ji,  N  A 	, s 5 s- N 	A or iNN  issi 
H 	, 	H 	 H 	; and 

each n and If are independently integers greater than or equal to one. 

13. The compound of claim 12, wherein R1  is a polypeptide. 

14. The compound of claim 13, wherein the polypeptide is an antibody. 

15. The compound of claim 14, wherein the antibody is an aCD70 antibody. 

16. The compound of claim 12, wherein R2 is a polypeptide. 

17. The compound of claims 16, wherein the polypeptide is an antibody. 

18. The compound of claim 17, wherein the antibody is an aCD70 antibody. 

19. A method for derivatizing a dolastatin analog comprising Formula (I), (III), (IV), 

(V), or (VI), the method comprising contacting the dolastatin analog with a reagent of Formula 

(XXXVII), wherein Formula (I), (III), (IV), (V), or (VI) conespond to: 

Me 	Me 	M e k,.---.
Me 0 H .0 

Y
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0 	Z 
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Y 	Me 	M 	
0 

H 
N ,0  

N 
N 1 Me 3 - : 

R7 	0 	.."- 	Me OMe 0 
Me Me 	 Mel 	NH 

0 	Z 	. 
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0 	Z Me....„ Me 	Me ----,
Me 

H 
N 

L4  —r 	• 	N---Y-'yN  :  

0H 
Me 

R7 	0 	--"C 	Me OMe 0 
Me Me 	 Me0 	N,Fi 

O 	Z : 
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Me 	Me 	Me4,1,--„Me 

H „H 
Me.

N 	
N 	

Ii r 
N Me  

Me 	0 	--, 	Me OMe 0 
Me Me 	 MeO 	NH p 

O, 	\ 
Ar 	HN— L2 

Me 	Me 	Me..„/ -.
Me 	 R6 

H 0  
Me.

Y 	
N 

Y 
Me 	O 	i. 	Me OMe 0 

Li 
 V 

Me Me Me0 	NH HN—L3 	 (VI) 
0 

Me 	Me 	Me.,„....
Me 

Ar 

0 
0 . 

Me.
Y 	NMe Y 
Me O 	Me OMe 0 

Me Me 	 Me0 	NH HN-1-4 
0 
Ar 

Rs 	 . , 

!rein: 

Z has the structure of: 

R6 

"YNAr 
R5 	• 

' 

R5  is H, COR8, C1 -C6alkyl, or thiazole; 

R8  is OH or —NH—(alkylene-0)n—N112; 

R6  is OH or H; 

Ar is phenyl or pyridine; 

R7  is C1-C6  alkyl or hydrogen; 

Y is NH2-0— or methyl; 

L, L1 , L2, L3, and L4  are each linkers selected from the group consisting of a bond, — 

alkylene—, —alkylene—C(0)—, —(alkylene—O)„—alkylene—, —(alkylene-0)n—alkylene— 

C(0)—, —(alkylene-0).—(CH2)n—NHC(0)—(CH2)„—C(Me)2—S—S—(CH2)n--NHC(0)— 

(alkylene-0)ni—alkylene—, —(alkylene-0)n—alkylene—W—, —alkylene—C(0)—W—, — 

(alkylene-0)n—alkylene—J—, —alkylene—J—(alkylene-0)n—alkylene—, —(alkyiene—O)n— 

alkylene—J—alkylenel, —Halkylene-0)n—alkylene—, —(alkylene—O)n—alkylene—J- 
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(alkylene-0)„'—alkylene—T—, —W—, —alkylene—W—, alkylene'—J-- (alkylene—NMe)n— 

alkylene—W—, and J— (alkylene—NMe)n—alkylene—W—, —(alkylene-0)n—alkylene—U— 

alkylene—C(0)—, —(alkylene—O)n—alkylene—U—alkylene—; —J—alkylene—NMe—

alkyleneL-NMe—alkylene"—W—, and —alkylene—J—alkylen&—NMe—alkylene"—NMe—

alkylenem—W—; 

W has the structure of: 

O 

Me 	Me 

`z, 1 	1411  N N ,t. 	N 	
H 

H 	 H ,.,. 

NH 

O 	NH 2  	, 

U has the structure of: 

CO2H 
L.. 

H 
v  N N  y--,... 

H 0 

each J and J' independently have the structure of: 

\ \ 	,sss  1\( 	0  A 	cs( YL csss or 	N  
H 	H 	 H 

or L is absent, Y is methyl, R5 is COR8, and R8  is —NH—(alkylene-0)n—N112; 

and 

each n, n', n", nm and n"" are independently integers greater than or equal to one; 

wherein Formula (XXXVII) corresponds to: 

R R—  3,, 
3  A „K .R  B  

(XXXVII) 
R 1 ...

N R2 

H 	
0 

wherein: 

A is optional, and when present is lower alkylene, substituted lower alkylene, lower 

alkenylene, substituted lower alkenylene, arylene, substituted arylene, heteroarylene, 
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substituted heteroarylene, alkarylene, substituted alkarylene, aralkylene, or 

substituted aralkylene; 

B is optional, and when present is a linker selected from the group consisting of lower 

alkylene, substituted lower alkylene, lower alkenylene, substituted lower alkenylene, 

-0-, -O-(alkylene or substituted alkylene)-, -S-, -S-(alkylene or substituted alkylene)-, 

-S(0)k- where k is 1, 2, or 3, -S(0)k(alkylene or substituted alkylene)-, -C(0)-, -C(0)- 

(alkylene or substituted alkylene)-, -C(S)-, -C(S)-(alkylene or substituted alkylene)-, - 

N(R')-, -NR'-(alkylene or substituted alkylene)-, -C(0)N(R')-, -CON(R')-(alkylene 

or substituted alkylene)-, -CSN(R')-, -CSN(R')-(alkylene or substituted alkylene)-, 

-N(R')CO-(alkylene or substituted alkylene)-, -N(R')C(0)O-, -S(0)kN(R')-, 

-N(R')C(0)N(R')-, -N(R')C(S)N(R')-, -N(R')S(0)kN(R')-, -N(R')-N=, -C(R')=N-, - 

C(R')=N-N(R')-, -C(R')=N-N=, -C(R')2-N=N-, and -C(R')2-N(R')-N(R')-, where 

each R' is independently H, alkyl, or substituted alkyl; 

each R' is independently H, alkyl, or substituted alkyl; 

S 	1  0 	\ 	Oa 	S Ri 	R' 
i 	

N 	/ 
' 	\-5ss  K is 	 , itt, cscr , 	" . 	\_ s. r r 	' - ' 	NV  V 	, or , 	 , 

0\ / FR' 
+Ǹ 

 

R is H, alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 

R1  is H, an amino protecting group, resin, at least one amino acid, or polynucleotide; 

R2 is OH, an ester protecting group, resin, at least one amino acid, or polynucleotide; and 

R3 and R4 are each independently H, halogen, lower alkyl, or substituted lower alkyl, or 

R3 and R4 or two R3 groups optionally form a cycloalkyl or a heterocycloalkyl. 

20. 	The method of claim 19, wherein the derivatized dolastatin analog comprises at 

least one oxime containing amino acid having the structure of Formula (VIII), (IX), (X), (XI), 

(XII), or (XIII): 
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21. A compound comprising Formula (XXV), (XXVI), (XXVII), (XXVIII), (XXIX), 

or (XXX): 
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Me Hj .01-1 

N _ 	tr•--y--..„...„.N I-4—y 	Me 
R7 	0 	...--R. 	Me 	OMe 0 Me 	Me 	Me0 	NH 

o 	Z 

269 



Me 	Me 	Me.k,... 
0 	Me 	 Me 

., &I 	 H 
N Me.

N 	
N 

N 	 N—L2 1 	 1 	 H 
R7 	O

Me
-;,..

Me
Me 	OMe 0 	OMe O

Ar 	R6 
	

R1  
HN 	R2 

Li 

	

Me 	Me 	Me.1/4.,,,,---, 	 H 

H
R4  0 0 	Me 

0  H 	
Me H 
	 N\ 

I 

	

Me.
N 	

N 	
N 	

N 	 N 	 I 
N —L3 	 (R1  6)n 	(XXX) 

	

1 	 1 	 H R7 	0
Me

,•".
Me

Me 	OMe 0 	OMe O
A 
 ,---,. 

r 	R6 

J 

	

Me 	Me

H 	

Me 
0 	4.-.'•Me 	

H .01-1 

	

Me.
N 	

N 	 N 	 N 
N 	 N—L4  

H R7 	O
Me 

 ,. 	.
me

Me 	OMe 0 	OMe O
Ar
,"..

R6 

wherein: 

Z has the structure of: 

R6  

cs5s Ar 
R5 	• 

' 
R5 is H, CO2H, C1-C6alkyl, or thiazole; 

R6 is OH or H; 

Ar is phenyl or pyridine; 

R1  is H, an amino protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R2 is OH, an ester protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R4 is H, halogen, lower alkyl, or substituted lower alkyl; 

R7 is C1-C6alkyl or hydrogen; 

L, L1, L2, L3, and L4 are each linkers selected from the group consisting of a bond, — 

alkylene—, —alkylene—C(0)—, —alkylene--J—, —(alkylene-0)R—alkylene—, —(alkylene— 

O)R—alkylene—C(0)—, —(alkylene—O)R—J—, —(alkylene—O)R—J—alkylene—, —(alkylene- 

0)R—(CH2)R—NHC(0)—(CH2)„.—C(Me)2—S—S—(CH2)R—NHC(0)—(alkylene-0)ni— 

alkylene—, —(alkylene—O)R—alkylene—W—, —alkylene—C(0)—W—, —(alkylene-0)R— 

alkylene—J—, —alkylenei—J—(alkylene-0)„—alkylene—, —(alkylene-0)„—alkylene—J- 
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alkylene', —J—(alkylene—O),,—alkylene—, —(alkylene—O),,—alkylene—J—(alkylene—O),,'— 

alkylene—Y—, —W—, —alkylene—W—, alkylenei—J—(alkylene—NMe)n—alkylene—W—, —J—

(alkylene—NMe)„—alkylene—W—, —(alkylene-0),,—alkylene—U—alkylene—C(0)—, — 

(alkylene-0),,—alkylene—U—alkylene—, —J—alkylene—NMe—alkylene—NMe—alkylene"— 

W—, and —alkylene—J—alkylen&—NMe-alkylene"—NMe—alkylene—W—; 

W has the structure of: 

0 

H 9 0  
-5_ 	N 	

Me 	 0)Lf 
''-' -'N 

H 	H 

NH 

0 	NH2  

U has the structure of: 

CO2H 

H 
Le ...e.----..N  

co
s 

II 	H 0 

each J and J' independently have the structure of: 

‘ 	i 	or , NI., ‘ 	1\( 	'''N 	OA  
H 	, 	H 	 H 	. 

each n and n' are independently integers greater than or equal to one; and 

each R16 is independently selected from the group consisting of hydrogen, halogen, alkyl, 

NO2, CN, and substituted alkyl. 

22. 	A compound comprising Formula (XXXI), (XXXII), (XXXIII), (XXXIV), 

(XXXV), or (XXXVI): 

Me 	Me 	Me.,,,.. 
H  R R3 	 0 	Me .0H 

A\1 	 N 	 N 	Me 

	

A
,B.

D
A.....

N 	 N Ri 
r\ti 	I 	 I R 

R7 	0 	/-`, 	Me 	OMe 0 
Me 	Me 	Me() 	NH 	(XXXI R20 	 ) 

0 	Z 	 : 
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Me 	Me Me.....----.. 
Me 	Me ,01-I Me.N 	N 	 H 	Rei 

t 	 .-- 	N  N N'srs'"F" 	N.,,--...Ar I 
R7 	OMe...2-..

Me
Me 	OMe 0 	OMe 0 	,--..' , 

(XXXII) 
0 	11H 	R3  R3 H  

L,
D

AEI 
A 	

N. 
R i R4  

1-;"., 
0 	R2 . 

Me 	Me 	Me 
H 	0H Me 	Me H N 	 N 

N 1 	: 	I 
N. 

Z 
R7 	0 	,---

Me  
•-, 	Me 	OMe 0 	OMe 0 

H R3 R3 	 Me  

Ri
„Al.,..<)(...A,B.D.L1 

rc4— ,..-- 
R2 	0 

 Me 	Me 

L3—  N 

Me 
Me H 	H N 	N.----...r..y. 	N 

- 	I 
H 
N. 

(XXXIII) 

Z 1 

Me 	Me 

R7 	0 	/7,.. 	Me 	OMe 0 	OMe 0 Me 	Me 

o
Me.„.„---..Me 	Me 

• , 

Me .0H H 
N N N 	N---N.'ir i 	- 	I H 

N-1_2 
R7 	Tvie,--.MeMe 	OMe 0 	OMe OAr 	R6 

 

R3  R3 H  
Me 	Me 

o
Me.......„---..

Me 
Li, 	,E3  

D 
AR4,....s,

N.Ri 	pcxxiin 
H ,1-1 H 
NON 'ice. 

	

Me.N 	N 

	

I 	 I 
N N—L3  

H 
0 	R2 

R7 	Ome..---",meMe 	OMe 0 	OMe OAr,-----.R6 
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Me 	Me 	Me.1/4„,..-•••••. 
H 	,H Me N Me NIN 

R7 	O 	
"--- 	

Me 	OMe 0 
R3 R3 	 Me 	Me 	Me0 / NH

Ri 
H 0 

N 

Z 

(XXXV) 

, N 
A 	
.D...-1_1  

	

Me 	Me 	Me...„----.Me R4 
io  .-''' 	 H 	NH rs2 	._, 	

1..3—y 	N Me N.----.1r.ir'' 

R7 	OMe.,--7-..MeMe 	OMe 0 
MeO NH 

Me 	Me 	Me Z 

H 	HMe 
N 

1-4— 	 11 N  Me 
R7 	O

me
,--7-.MeMe 	OMe 0 

MeO 	 NH 
0 	Z 

Me 	Me 	Me..---. 0 	Me 	Me 	O H 	0 H , N Me.N 	N N----  y----r -N 	 N-L2  
R7 	O

Me
,----..

MeMe 	OMe 0 	OMe O
Ar,..---. R6 H 

R3  R3  H  
Li Me 	Me 	e ,,.B., 

D 	A N.R1 
H

Me 	Me  
N 	N Me.N 	N 

RLI,..., 
0 R2  

N 	 N —L 3 1 	 1 
H  R7 	Ome..-",me

Me 	OMe 0 	OMe OAr,••••••,,
R6 	

\
\ (X)0(W) 

	

Me 	Me 	Me..„...--..Me 0 	 H 	? 	I 

	

Me.N 	
11-1 	it 	

N.,,,..--..N— L4 N""-- -N...." )ryN  

	

1 	z 	1  H R7 	Omei--•-•.meMe 	OMe 0 	OMe OAr.,-----.
R6 

• 

wherein: 

Z has the structure of: 

R6  

'ss5 Ar 
R5 	• , 

R5  is H, CO2H, C1 -C6alkyl, or thiazole; 

R6  is OH or H; 

Ar is phenyl or pyridine; 
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RI  is H, an amino protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R2 is OH, an ester protecting group, resin, at least one amino acid, polypeptide, or 

polynucleotide; 

R4 is H, halogen, lower alkyl, or substituted lower alkyl; 

R7 is C1-C6alkyl or hydrogen; 

L, L1, L2, L3, and L4 are each linkers selected from the group consisting of a bond, — 

alkylene—, —alkylene—C(0)—, —alkylene—J—, —(alkylene-0)n—alkylene—, —(alkylene- 

0)n—alkylene—C(0)—, —(alkylene-0)n—J—, —(alkylene-0)n—J—alkylene—, —(alkylene- 

0)n—(CH2)„,—NHC(0)—(CH2)„,—C(Me)2—S—S—(CH2)„.—NHC(0)—(alkylene-0)ni—

alkylene—, —(alkylene-0)n—alkylene—W—, —alkylene—C(0)—W—, —(alkylene—O)—

alkylene—J--, —alkylen&—Halkylene-0)„—alkylene—, —(alkylene-0)„—alkylene—J—

alkylene, —Halkylene—O)„—alkylene—, —(alkylene-0)n—alkylene—Halkylene-0)„'—

alkylene—Y—, —W—, —alkylene—W—, alkylene—Halkylene—NMe)„—alkylene—W—, —J— 

(alkylene—NMe)n—alkylene—W—, —(alkylene—O)n—alkylene—U—alkylen.e—C(0)—, — 

(alkylene-0)n—alkylene—U—alkylene—; —J—alkylene—NMe—alkylene'—NMe—alkylene"— 

W—, and —alkylene—J—alkylenel—NMe—alkylene"—NMe—alkylenem—W—; 

0 
Me 0 AV 

tz.A N” 	N N 	
H 

H 	H .,.. 

NH 

0 	NH 2 	; 
U has the structure of: 

CO2H 

H 

011 	H  
each J and J' independently have the structure of: 

‘ i b \ 	/ YL ‘22,. 	N"N 	0 	or 	N 	/ 
H 	, 	H 	 H 
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each n and n' are independently integers greater than or equal to one; 

D has the structure of: 

R17 	 R17 

Ri7Y---21 	 ."---Z 	 N
. Z1 	A 	 .Z1  	 R17 	N. 

N 
H 	 I.,

1\1 	s(N- Zi  N 	N 	N 	 II 	Zi 
/
".___I 	

.},
N 	

, 7,1..., 	),, 	, )-L 	,1-.., 	5_, M3 	NH NI  .-2 ) ,.. . , 	... N 	
2a 'N  1- 	Z2  7  —N 	(222. 	2 	T 	, 	L z. 	Z2 	T 	, 	5, 	Z3 	T 	,  —2  p 	 , 

ix17 	 R17 	R17 	k 7 	R17 	R17 	R17 	R17 T3 

R17 	N.
z1 
	Ri7yN.

z3
A 	

R 
	 R18• 	H 

H 	 e 	....,,, 	N 	(R1 8 p 18 \e-, 	N 	 ) 
PIC 7. AIL iv M4f NH,ss 	‘4,21A2.1.N 	

ij , cs 
111, ,.., 	.....-T3 	m 	,.--T3 	 cr 	, 	 \ 

M17 	 r‘17 
m(R18)  

-r,PPI
1  H 	 H  

N N 	 , N,,,rs si
•,., 	,N--/ is 	1 	N„ I 	Ti 

N or 	"--\____Z N 	 N 	 N 
H 	 H 	, 	H 	, 	

(Ris)ci 

each R17 is independently selected from the group consisting of H, alkyl, substituted 

alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, alkoxy, substituted 

alkoxy, alkylalkoxy, substituted alkylalkoxy, polyalkylene oxide, substituted 

polyalkylene oxide, aryl, substituted aryl, heteroaryl, substituted heteroaryl, alkaryl, 

substituted alkaryl, aralkyl, substituted aralkyl, -(alkylene or substituted alkylene)- 

ON(R")2, -(alkylene or substituted alkylene)-C(0)SR", -(alkylene or substituted 

alkylene)-S-S-(aryl or substituted aryl), -C(0)R", -C(0)2R", or -C(0)N(R")2, wherein 

each R" is independently hydrogen, alkyl, substituted alkyl, alkenyl, substituted 

alkenyl, alkoxy, substituted alkoxy, aryl, substituted aryl, heteroaryl, alkaryl, 

substituted alkaryl, aralkyl, or substituted aralkyl; 

each Zi is a bond, CR17R17, 0, S, NR', CRI7R17-CRI7R17, CR17R17-0,  O-CR17R17, 

CR17R17-S, S-CR17R17,  CR17R17-NR', or NR'-CRI7R17; 

each R' is H, alkyl, or substituted alkyl; 

each Z2  is selected from the group consisting of a bond, -C(0)-, -C(S)-, optionally 

substituted C1 -C3  alkylene, optionally substituted C1-C3  alkenylene, and optionally 

substituted heteroalkyl; 
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each Z3  are independently selected from the group consisting of a bond, optionally 

substituted C1 -C4  alkylene, optionally substituted C1-C4  alkenylene, optionally 

substituted heteroalkyl, -0-, -S-, -C(0)-, -C(S)-, and -N(R')-; 

each T3  is a bond, C(R")(R"), 0, or S; with the proviso that when T3  is 0 or S, R" 
cannot be halogen; 

each R" is H, halogen, alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 

m and p are 0, I, 2, or 3, provided that at least one of m or p is not 0; 
(b) 

	

(b) 	 (b) (b) 	 (b) 

...,„R- 	(b 	
7 	

1
, 

r 	r 	1 
R3 	

) 	c—C-i (b) 	C=C-- (b) 	c—o—i (b) 	
,
,...C7-S-1 (b) 

M2 is OA 	(AF  114  \R4 	(a)‘ 	R. 	(a)V \R$ 	(a) 77 	R4 7 	 7 	 7 	 7 	 7 
(b) 	 (b) 	 (b) (b) _e-s" 	R3 	 _,..r 	R3 .rw, 	gi 	

/ 	 j-  \ 	/ 	 4-\ 	/ 
I 	/ ' 	 C=C-1 (b) 	O—C-1 (b) 	S--C— (b) ,,C—c— (b) 	/ 	1 R -  \ 	\ 	R4  	 1 	 I R4 	F 	.."VV' 

(a) 	 (a) 	
, 
	(a) 	, or 	(a) 	, where (a) indicates 

bonding to the B group and (b) indicates bonding to respective positions within the 
heterocycle group; 

(b) 	(b) 	 (b) 	 (b) 

	

vvv, 	R3  

II 
.,...

,C
1 
 -- 	(b) 	7C

11 
 —C-

/ 	 11
1(b) 	 C-0—(b) 	,C--s— (b) 

M3  1S (a) 	 (a)‘? 	R4 	(a)? 	 (a)?? 	 or 
(b) 

vtru, 	R3  

11 	/ 
C 	C—i (b) 
1  
R4 

(a) 	, where (a) indicates bonding to the B group and (b) indicates bonding 

to respective positions within the heterocycle group; 

(b) 	(b) 	 (b) 	(b) 	 (b) 

I 	 1 	
I 	 1 	 I R3—C—C.-= (b) 	43--c = (b) 	S—C--.= (b) 

r
C=- 	(b) 	,s 	(b) 	i 	\ ..r. 	

\ R4 	S.r. 	 ..f.rt 	 \F 1\44 is (a) 	 1 	R3 	R3 	
(a) 	 (a) ' ' 	 , 	 , 	, or 	(a) 

where (a) indicates bonding to the B group and (b) indicates bonding to respective 

positions within the heterocycle group; 

each R19  is independently selected from the group consisting of C1-C6  alkyl, C 1  -C6  

alkoxy, ester, ether, thioether, aminoalkyl, halogen, alkyl ester, aryl ester, amide, aryl 
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amide, alkyl halide, alkyl amine, alkyl sulfonic 

ester, halosulfonyl, nitrile, alkyl nitrile, 

q is 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 or 11; and 

each R16 is independently selected from the 

NO2, CN, and substituted alkyl. 

acid, alkyl 

and nitro; 

group consisting 

nitro, thioester, sulfonyl 

of hydrogen, halogen, alkyl, 
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