
Claims 

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

\ 

BN. 

NH <VIII> 
N 

XAO 
R3 
R; R2 

HNN_ 

0 2 

Me 

NH R3 R3 RI 

'Ar (IX) 

R 

wherein: 

A is optional, and when present is lower alkylene, lower cycloalkylene, lower alkenylene, 

alkynylene, lower heteroalkylene, lower heterocycloalkylene, lower heterocycloalkylene, 

arylene, heteroarylene, alkarylene, or aralkylene; 

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

alkylene, lower alkenylene, lower heteroalkylene, -0-, -O-(alkylene)-, -S-, -S-(alkylene)-, -

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

(alkylene)-, -N(R')-, -NR'-(alkylene)-, -C(0)N(R>, -CON(R')-(alkylene)-, -CSN(R')-, 

-CSN(R')-(alkyIene)-, -N(R')CO-(alkylene)-, -N(R')C(0)0-, -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 -CfROi-NfRO-^R')-, where each R' is 

independently H, or alkyl; 

R is H, alkyl, or cycloalkyl; 

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; 

256 



provided that at least one of R| or R2 is an anti-CD70 (aCD70) antibody; 

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

optionally form a cycloalkyl or a heterocycloalkyl; 

Z has the structure of: 

R5 is H, CORg, CpCgalkyl, or thiazole; 

R8 is OH; 

R6 is OH or H; 

Ar is phenyl or pyridine; 

R7 is Cj-Cgalkyl or hydrogen; 

L is a linker selected from the group consisting of -alkylene-, -alkylene-C(O)-, -(alkylene-

O),-alkylene- -(alkylenc-0)n-alkylcnc-C(0)-, -(alkylcnc-0)n-(CH2)n—NHC(OMCH2)n— 

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

alkylene-C(0)-W- -(alkylene-0)n-alkylene-U-aLkylene-C(0)-, and -(alkylene-0)n-

alkylene-U-alkylene-; 

W has the structure of: 

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

a pharmaceutical^ acceptable prodrug or solvate thereof. 

2. The compound of claim 1, wherein R] is an anti-CD70 (ctCD70) antibody. 

U has the structure of: 
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3. The compound of claim 1 or claim 2, wherein R2 is an aCD70 antibody. 

4. The compound of any one of claims 1 to 3, wherein the aCD70 antibody comprises one 
or more non-naturally encoded amino acids. 

5. The compound of any one of claims 1 to 4, wherein the aCD70 antibody comprises at 
least one and no more than ten non-naturally encoded amino acids. 

6. The compound, or salt thereof, comprising Formula (X), (XI), (XII) or (XIII): 

Mi Me-yMe 

R7 O ^ Me OMe O / \ 
Me Me MeO //~Nvl 

Me 
AH 

MewMe M( 

.-VYY Y 
R7 O ^ Me OMe O 

Me Me MeO ~NH 

"V"ir 

HN-. 

(X) 

*1 

Me>yMe M 

Me^.. A. 
Me O ^ Me OMe O 

Me Me 

Me-s^-Me 

OMe 0 

MYYN^^^N 
Me 0 Me OMe O 

Me Me 

R2 RI 

(XI) 
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9 
R^N 

\o 
Ro-i »?4 

(XII) 

0 
fslJH 

Z 

Me« 

Me nMeV" VM ¥ 
R7 0 Me Me 

(xni) 
Me-s^Me 

R7 O . Me OMe 0 
Me Me 

Me^Me nMevi^ 

R? O /k . Me OMe O 
Me Me 

wherein: 

A is optional, and when present is lower alkylene, lower cycloalkylene, lower alkenylene, 

alkynylene, lower heteroalkylene, lower heterocycloalkylene, arylene, heteroarylene, 

alkarylene, or aralkylene; 

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

lower alkenylene, lower heteroalkylene, -0-, -O-(alkylene)-, -S-, -S-(alkylene)-, -S(0)k-

whcrc k is 1, 2, or 3, -S(0)k(alkyIcne)-, -C(O)-, -C(0)-(alkylcnc)-, -C(S)-, -C(S)-(alkylcnc)-, -

N(R')-, -HR'-(alkylene)-, -C(0)N(R>, -CON(R')-(alkylene)-, -CSN(R')-, -CSN(R')-

(alkylene)-, -N(R')CO-(alkylene)-, -N(R')C(0)0-, -S(0)kN(R>, -N(R,)C(0)N(R,)-; 
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-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, or alkyl; 

R is H, alkyl, or cycloalkyl; 

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; 

provided that at least one of Ri or R2 is an anti-CD70 (aCD70) antibody; 

R3 and R4are 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; 

Zhas the structure of: 

Rs is H, CO2H, Ci-Cealkyl, or thiazole; 

R6 is OH or H; 

Ar is phenyl or pyridine; 

R7 is C|-C6alkyl or hydrogen; 

Li, L2, L3, and L4 ai'e each linkers independently selected from the group consisting of a bond, -

alkylene-, -(alkylene-0)„-alkylene-J-, -alkylene'-J-(aIkylene-0)„-alkyIene-, -J-

(alkylene-0)n-alkylene-, -(alkylene-0)n-alkylene-J-(alkylene-0)n'-alkylene-J'-, 

(alkylene-0)n-alkylene-j-alkylene'-, -W-, -alkylene-W-, alkylene'-J-(alkylene-NMe)n-

alkylene-W-, -J-(alkylene-NMe)n-alkylene-W-, -J-alkylene-NMe-alkylene'-NMe-

alkylene"-W-, and -alkylene-J-alkylene'-NMe-alkylene"-NMe-alkylene"'-W-; 

W has the structure of: 

cach J and J' independently have the structure of: 
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or 

each 11 and iV are independently integers greater than or equal to one. 

N' " v ~N' '0' " Wl * *N' 
H , H , H . an(j 

7. The compound of claim 6, wherein Ri an aCD70 antibody. 

8. The compound of claim 6 or claim 7, wherein R2 an aCD70 antibody. 

9. A method for derivatizing a dolastatin analog comprising Formula (I), (EI), (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) correspond to: 

—NH HN—L3 0 _>H 
Ar—\ O 

Re 

(HI) 

(IV) 
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Re 

wherein: 
Z has the structure of: 

R5 is H, CORg, Ci-Cgalkyl, or thiazole; 
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R8 is OH or -NH-(alkyIene-0)n-NH2; 

Re is OH or H; 

Ar is phenyl or pyridine; 

R7 is C1-C6 alkyl or hydrogen; 

Y is NH2-0- or methyl; 

V is selected from the group consisting of an hydroxylamine, methyl, aldehyde, protected 

aldehyde, ketone, protected ketone, thioester, ester, dicarbonyl, hydrazine, azide, amidine, imine, 

diamine, keto-amine, keto-alkyne, alkyne, cycloalkyne, and ene-dione; 

L, Li, L2, L3, and L4 are each linkers selected from the group consisting of a bond, -alkylene-, -

alkylene-C(O)-, -(alkylene-0)n-alkylene- -(alkyIene-0)n-alkylene-C(0)- -(alkylene-

0)n-(CH2)ll'-NHC(0)-(CH2)ll"-C(Me)2-S-S-(CH2)I1'—NHC(0)-(alkylene-0)ll—alkylene-, -

(alkylene-0)„-alkyleiie-W-, -alkylene-C(0)-W-, -(alkylene-0)n-alkylene-J-, -alkylene'-

J-(alkylenc-0)n-alkylcne-, -(alkylcnc-0)tl-alkylenc-J-alkylcne', -J-(alkylcnc-O),-

alkylene-, -(alkylene-0)n-alkylene-J-(alkylene-0)n'-alkylene-J'-, -W-, -alkylene-W-

alkylene'-J- (alkylene-NMe)„-alkylene-W-, and J- (alkylene-NMe)n-alkylene-W-, -

(alkylene-0)n-alkyleiie-U-alkylene-C(0)-, -(alkylene-0)n-alkylene-U-alkylene-; -J-

alkylcnc-NMc-alkylcne'-NMc-alkylcne"-W-, and -alkylcnc-J-alkylcnc'-NMc-alkylcne"-

NMe-alkylene"'-W-; 

W has the stmcture of: 

U has the stmcture of: 

each J and J' independently have the stmcture of: 
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or L is absent, Y is methyl, R5 is CORR, and Rg is -NH-(alkylene-0)n-NH2; and 

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

wherein Formula (XXXVII) corresponds to: 

(xxxvn) 

wherein: 

A is optional, and when present is lower alkylene, lower alkenylene, arylene, heteroarylene, 

alkarylene, or aralkylene; 

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

lower alkenylene, -0-, -O-(alkylene)-, -S-, -S-(alkylene)-, -S(0)k- where k is 1, 2, or 3, -

S(0)k(alkylcnc)~, -C(O)-, -C(0)-(alkylcnc)-, -C(S)-, -C(S)-(alkyIcnc)-, -N(R')-, -NR'-

(alkylenc)-, -C(0)N(R')-, -CONCR'Halkylene)-, -CSN(R')-, -CSN(R')-(alkylene)-, 

-N(R')CO-(alkyIene)-, -N(R')C(0)0-, -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 cach R' is independently H, or alkyl; 

each R' is independently H, or alkyl; 

/ V DR' ?R' R' °N/0 °R 

O * r sT J* - - -I, u 01. 

VR' +N 

x y; 
R is H, alkyl, or cycloalkyl; 

Ri 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; 

provided that at least one of Rj or R2 is an anti-CD70 (aCD70) antibody; and 

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

optionally form a cycloalkyl or a heterocycloalkyl. 

10. The method of claim 9, 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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Me\ .Me "Me 

?'LY 
R^N R7 O Me OMeO / \ 

J Me Me MeO 

B> p O 
R3 >kljX 
R3 R2 

0 

HN. 
Ri 

(V m) 

Me-s^Me 

Me-/rV- "" 
Me 0 ^ 

Me Me R3R3 ?1 4:NH 
NyB 0 R2 

R 

(IX) 

(X) 

Mev^Me X,v,c 0 T Me .XA.K.N 
R2 fjl 

Me Me Ar R( 
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9 F*YN 

B "A O 

HNL 
Ri 

R7 O Me OMe O 
Me Me MeO /j~ 

O Z 
"Me 

' ^JC,AH^.N. 
R7 O MA Me OMe O 

Me Me MeO 
0 Z 

(xri) 

(xni) 

11. A compound comprising Formula (XXV), (XXVI), (XXVII), (XXVIII), (XXIX), 
(XXX): 

Me-. ^Me 
H 

^ ,-N-L-N 
<Rl6)nl'^{jL R? O 

R1 
0 R2 

vleO /J— NJ 
Me OMe O 

Me Me MeO NJH 
O Z 

(XXV) 
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Mev^Me 

Me-'flf'T 'V 
R7 O A Me 

Me Me 

.*H 

OMe O OMe O 

Ri 
HN R2 

0 rk H /=y 
RaO "N V|/ n4 

(Rie)n 

(XXVI) 

Me-yMe ^Me 

^VYV 
Ry 0, xV, Me OMe O OMe O 

Me Me 

Mev^Me ^Me 

U—N -Vt 
R7 Q, x^KJ1 Me OMe O OMe 0 

Me Me 

MevyMe ^Me* 

M> n 
R? °Me'AMeMe OMe 0 OMe O 

(XXVn) 

Me-

Me-^^Me 

Ri 
HN R2 

ryW (XXVlll) 

V T"T V 
*7 °Me^MeMe 

Ar Rc 

Me-. .Me _Me 

(Rl6)n ll J H 

O R2 

I 
R7 0 y^-K Me OMe O 

Me Me MeO 

(XXIX) 
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,*1 
HN R2 Lv_n_gfck 

(Rie)n (XXX) 

wherein: 
Z has the structure of: 

Rs ; 

R5 is H, CO2H, Ci-C6alkyl, or thiazolc; 

R6 is OH or H; 
Ar is phenyl or pyridine; 
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; 
provided that at least one of Rj or R2 is an anti-CD70 (aCD70) antibody; 
R4is H, halogen, lower alkyl, or substituted lower alkyl; 
R7 is CrC6alkyl or hydrogen; 
L, Lj, L2, L3, and L4 are each linkers selected from the group consisting of a bond, -alkylene-, -

alkylene-C(O)- -alkylenc-J-, -(alkylcne-0)n-alkylcnc-, -(alkylcnc-0)n-alkylcnc-C(0)~, 
-(alkylene-0)n-J-, -(alkylene-0)n-J-aIkylene-, -(alkyIene-0)I1-(CH2)n-NHC(0)-(CH2)ll— 
C(Me)2-S-S-CCH2)n"-NHC(0)-(alkylene-0)n"—alkylene-, -(alkylene-0)n-alkylene-W-, -
alkylene-C(0)-W- -(alkylene-0)n-alkylene-j-, -alkylene,-j-(alkylenc-0)n-alkylcnc-, -
(alkylene-0)n-alkylene-j-alkylene', -J-(alkylene-0)n-alkylene-, -(alkylene-0)n-alkylene-
J-(alkylene-0)n'-alkylene-J'-, -W-, -alkylene-W-, alkylene'-J-(alkylene-NMe)n-
alkylcne-W-, -J-(alkylenc-NMc)„-alkyIene-W-, -(alkylenc-0)n-alkylenc-U-alkylenc-

Me Me Ar RR 
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C(0)-, -(alkylene-O)n-alkylene-U-alkylene-; -J-alkylene-NMe-alkylene'-NMe-

alkylene"-W-, and -alkylene-J~alkylene,-NMe-alkylene"-NMe-alkylene'"-W-; 

W has the structure of: 

Me^Me n 

H o H 

'NH 

0 NH2 ; 

U has the structure of: 

C02H 

each J and J' independently have the structure of: 

^N^OA or ^N^V 
H , H , H ; 

cach n and n' arc independently integers greater than or equal to one; and 

each Ri6 is independently selected from the group consisting of hydrogen, halogen, alkyl, NO2, 

and CN. 

12. A compound comprising Formula (XXXI), (XXXII), (XXXIII), (XXXIV), (XXXV), or 

(XXXVI): 

Me-s. Me 
H R3 R3 T 

R7 Q, R2 0 7 ivie Meu /J—NH (XXXI) 
O Z 
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Me-s^^Me 

Mes 
1 
r^7 

_Me-
i,%\ H 

Me H 

R7 O Me OMe O 
Me Me 

Me 

OMe O 
Ar (XXXII) 

O NH 

•D'BXA* 
R3 R3 H 

O^R2 

Me- Me 

(XXXin) 

Rs R3 H 

D A_ >r RT (xxxni) 

Ar Rg 
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H R3,R3 
-N 

R4 

R{ "O 

•A'B"D^LI 

(XXXV) 

NJH 
0 Z 

Me-v ^Me 

Me Me 

Me O 

OMe OA /k H 
Ar R6 

Me^ ^Me 

Me-

"5-y'vic n Mv 
R7 Q, /S.. Me OMe O OMe O 

Me Me Ar R6 

Me>^Me Me*^-

Me^ if 
R7 OL. Me OMe O OMe O ^ 
' Me Me Ar R6 

U-D'B-A 
R3,R3 H 

N-

o" R2 

(XXXVI) 

wherein: 
Z has the structure of: 

R6 

^^S\r 
Rs ; 

R5 is H, C02H, CrCfialkyl, or thiazole; 
R0 is OH or H; 
Ar is phenyl or pyridine; 
Ri is H, an amino protecting group, resin, at least one amino acid, polypeptide, or polynucleotide; 
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R2 is OH, an ester protecting group, resin, at least one amino acid, polypeptide, or polynucleotide; 

provided that at least one of Ri or R2 is an anti-CD70 (aCD70) antibody; 

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

R7 is CrQalkyl or hydrogen; 

L, Li, L2, L3, and L4 are each linkers selected from the group consisting of a bond, -alkylene-, -

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

-(aIkylene-0)n-J-, -(alkylene-0)n-J-alkylene-, -(alkylene-0)n~(CH2)n-NHC(0)-(CH2)n— 

C(Me)r-S-S-CCH2)n—NHC(0)-(alkylene-0)II—alkylene-, -(alkylene-0)„-alkylene-W-, -

alkylene-C(0)-W-, -(alkylene-0)n-alkylene-j-, -alkylene'-J-(alkylene-0)n-alkylene-, -

(alkylene-0)n-alkylene-J-alkylene', -J-(alkylene-0)n-alkylene-, -(alkylene-0)n-alkylene-

J-(alkylene--0)n'-alkylelle-J,-, -W-, -alkylene-W-, alkylene-J-(alkylene-NMe)n-

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

C(O)-, -(alkylenc-0)n-alkylenc-U-alkyIcnc-; -J-alkylcnc-NMc-alkylcnc'-NMc-

alkylene"-W-, and -alkylene-J-alkylene-NMe-alkyIene"-NMe-alkylene'"-W-; 

0 NH2 

U has the structure of: 

each J and J' independently have the structure of: 

H H H 

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

D has the structure of: 
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N 
H N 

H 
or 

N 

H (R19) q 

each Rn is independently selected from the group consisting of H, alkyl, alkenyl, alkynyl, alkoxy, 

alkylalkoxy, polyalkylene oxide, aryl, heteroaryl, alkai'yl, aralkyl, -(alkylene)-ON(R")2, -

(alkylene)-C(0)SR", -(alkylene)-S-S-(aryl), -C(0)R", -C(0)2R'\ or -C(0)N(R'% wherein 

each R" is independently hydrogen, alkyl, alkenyl, alkoxy, aryl, heteroaryl, alkaryl, or 

ai'alkyl; 

each Z, is a bond, CR17R,7, O, S, NR\ CR17R17-CR17R17, CR17Ri7-0, 0-CR17R17, CR17RI7-S, S-

CRnRn, CR|7R|7-NR', or NR'-CRi7Ri7; 

each Z2 is selected from the group consisting of a bond, -C(O)-, -C(S)-, CrC3 alkylene, C1-C3 

alkenylene, andheteroalkyl; 

each Z3 are independently selected from the group consisting of a bond, CrC4 alkylene, CrC4 

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

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

halogen; 

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

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

each R' is H, or alkyl; 
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(b) 
<b> <b> (b) J® 

| -w R} ^ ^ ^ 

v^ri® t/S—'rtw s/'-=rl<B JrH® \A~H"» 
M, js (a) 7 Ks ? (a) 7 Ri R4 <a) ^ ^ ? (a)% R, (a) <> Rt 

^ W (bl 
W fj- R, ~T R, 

>7" Rj | c •'x / t -"A / « 
I / e C=C—5 (b) O C—5 (b) S C—S (b) 

E/c~cH<b) / I I 
3 R4 ^ w J\A/* <A/V 

<a) , (ilJ , (a) , or (a) , where (a) indicates 

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

heterocycle group; 

(b) 
tb) Cb) <b> (b) ^ J^3 

T s T /\ T T , f—'H(l" vc-|(b) s/c—•ri(b> %/c—°^(b) s/c—s^(b) ** y 
M3 is (a^ ' , (a>^ Rj , ^? , 01* ^ 

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

within the heterocycle group; 

(b) (b) (b) lb) ... -A. 
IOVXr sAAr 

i 1 
It I s ... R3—C c-=| (b) o c-=| (b) S C"=| (b) YC l(b) yc\ i y y y 

M4 is ^ Rs 3 , (a) 5 (a) 1 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 Cj-Cfi alkyl, Ci-Cfi alkoxy, ester, 

ether, thioether, aminoalkyl, halogen, alkyl ester, aryl ester, amide, aryl amide, alkyl halide, 

alkyl amine, alkyl sulfonic acid, alkyl nitro, thioester, sulfonyl ester, halosulfonyl, nitrile, 

alkyl nitiile, and nitro; 

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

each RI6 is independently selected from the group consisting of hydrogen, halogen, alkyl, N02, 

and CN. 
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