
IAT IS CLAIMED IS: 

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

0'UN 

Me-v^Me VA Me 
,,\H 

Me Me 
Me OMe O 

MeO (VIII) 

HN: 

Mev^Me 

MP n ^ Mo nk> n A.._ J 
N 
i 

Me 0 ^ Me 
Me Me 

Ar 
°Me° O^NH 

R3.R3 • NH 

(IX) 

0^R2 

R 

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

cycloalkylene, substituted lower cycloalkyleiV lower alkenylene, substituted lower 
alkenylene, alkynylene, lower heteroalkylene, substituted heteroalkylene, lower 
heterocycloalkylene, substituted lower heterocycloalkylene, arylene, substituted 
arylene, heteroarylene, substituted heteroarylene, alkar^ene, substituted alkarylene, 

aralkylene, or substituted aralkylene; 
B is optional, and when present is a linker selected from the grouta consisting of lower 

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

lower heteroalkylene, substituted lower heteroalkylene, -0-, -0-(alwylene or 

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

1, 2, or 3, -S(0)k(alkylene or substituted alkylene)-, -C(O)-, -C(0)-(alkyle^e or 
substituted alkylene)-, -C(S)-, -C(S)-(alkylene or substituted alkylene)-, -N(I 

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

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

y 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; 

R is alkyl, substituted alkyl, cycloalkyl, or substituted 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 

polynucleotides 

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

R3 and R4 or two Regroups optionally form a cycloalkyl or a heterocycloalkyl; 
v \ 

Z has the structure of: \ 

Rs ; \ 

R5 is H, CORg, Ci-Cgalkyl, or thia^ole; 

Rs is OH; \ 

R6 is OH or H; 

Ar is phenyl or pyridine; \ 

R7 is Ci-C6alkyl or hydrogen; \ 

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

(alkylene-0)n-alkylene-,-(alkylene-O)n-alkylene-O(p)--(alkylene-0)n-(CH2)n^ 

NHC(0)-(CH2)n-C(Me)2-S-S-(CH2)n-NHC(0)-(alkVne-0)nl.-alkylene-,-

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

alkylene-C(O)-, and -(alkyIene-0)n-alkylene-U-alkylene-; \ 

W has the structure of: \ 
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Me. .Me 

VW^N H o I" 

o 
A 

~NH 

0^ NH2 

U ha\the structure of: 

H 
'N-

O 
A, V'Y^TV 

O \. ; and 

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

or an active metabolite, or a pharm^ceutically acceptable prodrug or solvate thereof. 

2. The compound of claim l,\^herein R| or R2 is a polypeptide. 

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

4. The compound of claim 3, wherein^he antibody is an anti-prostate-specific 

membrane antigen (oPSMA) antibody. 

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

non-naturally encoded amino acids. 

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

Me^^Me Me 

MWTT 
R7 O Me OMe 0 

Me Me MeO 

Me-^Me Me 
O Me 

wVrVW 
R7 O Me OMe O 

Me Me MeO 

-245-



Mev^Me Me 

jg' fJ 

°Mf«8"e 0Me0 
R2 RT 

(XII) 

o 

Me-^^Me Me« V/l A Me 
iWfc? mqr^ / 

T U 0 J & -AVN^- -
R? °Me'^MeAe 0Me ° °Me 0 „ 

Mr Re R? Rl 

o 
Me v. Me Me^/ ̂  -XU->"' -

R7 O Me OMe 0 
7 Me Me 

Me^Me Me 

R7 O A. Me OMe O 
Me Me 

NH 
(XIII) 

Ra 
? R3 

'B 

wherein: 
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A is optional, and when present is lower alkylene, substituted lower alkylene, lower 
cycloalkylene, substituted lower cycloalkylene, lower alkenylene, substituted lower 

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

arvlene, heteroarylene, substituted heteroaiylene, alkarylene, substituted alkarylene, 

aralKvIene, 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, -O-, -0-(alkylene or 
substituted alkylene)-, -S-, -S-(alkylene or substituted alkylene)-, -S(0)k- where k is 
1, 2, or 3, -S(0)k(alWlene or substituted alkylene)-, -C(O)-, -C(0)-(alkylene or 
substituted alkylene)-, >C(S)-, -C(S)-(aIkylene or substituted alkylene)-, -N(R')-, 
-NR'-(alkylene or substituted alkylene)-, -C(0)N(R')-, -CON(R')-(alkylene or 
substituted alkylene)-, -CSN(£')-, -CSN(R')-(alkylene or substituted alkylene)-, 

-N(R')CO-(aIkylene or substitutad 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(RVN=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; 

R[ 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 amW> acid, polypeptide, or 
polynucleotide; \ 

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 hkerocycloalkyl; 
Z has the structure of: \ 

Rs ; 

R5 is H, CO2H, Ci-Qallcyl, or thiazole; 
R6 is OH or H; 
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Ar is phenyl or pyridine; 

R? is Cj-Qalkyl or hydrogen; 

l,i, L2, L3, and L4 are each linkers independently selected from the group consisting of a 
\bond, -alkylene-, -(alkylene-0)n-alkylene-J- -alkyl ene-J-(alkylene-0)n-

alkylene- -J-(alkylene-0)n-alkylene-, -(alkylene-0)n-alkylene-J-(alkylene-0)n-
alkykne-J'-, -(alkylene~0)n-alkylene-j-alkylene'-, -W-, -alkylene-W-, alkylene'-

J-(alkyWie-NMe)n-alkylene-W- -J-(alkylene-NMe)n-alkylene-W-, -J-alkylene-
NMe-alkyiene-NMe-alkylene"-W- and-alkylene-J-alkylene'-NMe-alkylene"-
NMe-alkylenV'-W-; 
W has the structure of; 

each J and J' independently have the structure of: 

V^NA ^SAOA or ^N^/\ 
H , H , H • an\ 

each n and n' are independently integers greater than\r equal to one. 

7. The compound of claim 6, wherein Ri or R2 is a polypeptide. 

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

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

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

(IV), (V), or (VI), the method comprising contacting the dolastatin analog witma reagent of 

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

(III) 

(IV) 

V 

o 
Ar 
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(V) 

ij: 

V 
(VI) 

o ' \ 
MeO /)—NH HN—ll4 

orH 
Ar—\ 0 

R6 

wherein: 

Z has the structure of: 

Re 

^Ar 
Rs ; 

R5 is H, CORg, Ci-C6alkyl, or thiazole; 
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Rs is OH or-NH-(alkylene-0)n~NH2; 

Re is OH or H; 
Ar is phenyl or pyridine; 

R^s C1-C6 alkyl or hydrogen; 

Y is NH2-O- or methyl; 
L, Li, L2SL3, and L4 are each linkers selected from the group consisting of a bond, -

alkylena^ -alkylene-C(O)-, -(alkyl en e-0)n-alkylene-, -(alkylene-0)n-alkylene-
C(O)-, -(ah^len^-0)n-(CH2)n-NHC(0)-(CH2)n-C(Me)2-S-S-(CH2)n.-NHC(0)-
(alkylene-O)nValkylene-, -(alkylene-0)n-alkylene-W- ~alkylene-C(0)-W- -
(alkylene-0)n-alWene-J-, -aIkylene'-J-(alkylene-0)n-alkylene-, -(alkylene-0)n-
alkylene~J-alkyIeneV-J-(alkyIene-0)n-alkylene-, -(alkyl ene-0)„-alkylene-J-
(alkylene-0)11-alkylen^f,-J -W—, -alkylene-W-, alkylene'-J- (alkylene-NMe)n-
alkylene-W-, and J- (alkytene-NMe)n-alkylene-W-, -(alkylene-0)„-alkylene-U-
alkylene-C(O)--(alkylene-OOp-alkylene-U-alkylene-; -J-alkylene-NMe-
alkylene-NMe-alkylene"-W-, a^d -alkylene-J-alkylene-NMe-alkylene'-NMe-
alkylene"-W-; \ 

W has the structure' of: \ 
\0 

U has the structure of: 

each J and J' independently have the structure of: 
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or L is absent, Y is methyl, R5 is CORg, and Rg is -NH-(alkylene-0)n-NH2; and 
each n, n', n", n'" and nM" are independently integers greater than or equal to one; 

wherein Formula (XXXVII) coiresponds to: 
R 

R. B R 
RlvN"tVR2 

H R4Ji, 
(XXXVII) 

wherein: 
A is optional, 3ttd when present is lower alkylene, substituted lower alkylene, lower 

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

B is optional, and when pr^tent is a linker selected from the group consisting of lower 
alkylene, substituted loweralkylene, lower alkenylene, substituted lower alkenylene, 
-0-, -0-(alkylene or substituted alkylene)-, -S-, -S-(alkylene or substituted alkylene)-, 
-S(0)k- where k is 1, 2, or 3, -S(Q^(alkyIene or substituted alkylene)-, -C(O)-, -C(O)-
(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')-, -CSMR')-(alkylene or substituted alkylene)-, 
-N(R')CO-(aIkylene or substituted alkylene)^-N(R')C(0)0-, -S(0)K-N(R')-, 
-N(R')C(0)N(R')-, -N(R')C(S)N(R')-, -N(R')S^O)kN(R')-, -N(R')-N=, -C(R>N-, -
C(R')=N-N(R')-, -C(R')=N-N=, -C(R')2-N=N-, anHt-C(R,)2-N(R,)-N(R')-, where 
each R' is independently H, alkyl, or substituted alkylS 

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

Kis 

SR 

Y v %. y 

R' 

V V" or 

v +N 

X V. 
3 

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

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

11\ The method of claim 10, wherein the derivatized dolastatin analog comprises at 
least one oxiftae containing amino acid having the structure of Formula (VIII), (IX), (X), (XI), 

(XII), or (XIII): 

MevMe Me« Me 
,ivH 

Me Me' 

B^A O 
R3/\L^ 
R3 T 

HN. 
Rl 

Me OMe O 
MeO NJH 

O Z 

(VIII) 

,NH 
Me^Me o^8< 

M>'YVS'"YY 
Me O ^ Me OMe O 

Me Me 

Me 

'yS\r 
^Me° O^NH 

I u 
R3 R3 

f£r' 9 
N^-B O R2 

R 

MeyMe Q""^T ~Me Mc 
O 

N-

R7 O Me OMe 0 
Me Me MeO 

MevMe QMeY^Me 

N 

R? O Me OMe O 
Me Me MeO 

Me 

-NH 
O \ 2 

Me 

(IX) 

(X) 

NH 
O Z 
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(XI) 

Me-X-Me 

Me- 1 x kl w ^ NN 

* x-Me O . Me OMe 0 
Mi\ Me 

(XII) 

Me-^Me Me 

W 
R7 OM Me OMe O OMe O 
' Me Me Ar Re 

Mes^Me Me 

^VrW 
R7 O,. Me OMe O 

Me Me 

Me^^Me 

JLX M9>'yNVy 
* °MeAMellle 0Me° OMeO 

N-L4 
H 

Ar R6 

R? R1 
,NH • °^U (X,", 

T R3 
• B 
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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 i^H, halogen, lower alkyl, or substituted lower alkyl; 

R7 is cV^alkyl or hydrogen; 

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

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

O)n-alkylen^^(O)-, -(alkylene-0)n-J- -(alkylene-0)„-J-alkylene-, -(alkylene-

0)n-(CH2)„-NHC(0HCH2)n^C(Me)2-S-S-(CH2)n-NHC(0)-(alkylene-0)n— 

alkylene-, -(alkyleSe-0)n-alkyIene-W- -alkylene-C(0)-W-, -(alkylene-0)n-

alkylene-J-, -aIkylen0^J-(alkylene-O)n-alkylene-, -(alkylene-0)n-alkylene-J-

alkylene1, -J-(alkylene-0^,-alkylene-, -(alkylene-0)n-alkylene-j-(alkylene-0)n-

alkylene-J'-, -W-, -alkyl en^-W-, alkylene'-J-(alkylene-NMe)„-alkylene-W-, -J-

(alkylene-NMe)n-alkylene-W^-(alkylene-0)n-alkylene-U-alkylene-C(0)-, -

(alkyIene-0)„-alkylene-U~alkylene-; -J-alkylene-NMe-alkylene'-NMe-alkylene"-

W-, and -alkylene-J-alkyIene'-NM^ilkylene"~NMe-alkylene"'-W-; 

W has the structure of: \ 

U has the structure of: 

C02H 

each J and J' independently have the structure of: 
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\ANA ANX A or ANX. 
H , H , H 

/ 

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

ea^hRie is independently selected from the group consisting of hydrogen, halogen, alkyl, 
NQj, CN, and substituted alkyl. 

14. The compound of claim 13, wherein Ri or R2 is a polypeptide. 

15. The compound of claims 14, wherein the polypeptide is an antibody. 

16. The compound of claim 15, wherein the antibody is an aPSMA antibody. 

17. A compound\mprising Formula (XXXI), (XXXII), (XXXIII), (XXXIV), 
(XXXV), or (XXXVI): 

(XXXIII) 
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Rt (XXXIII) 

(XXXV) 

Me 

MeyMe QMe 

^ I 
Me OMe O OMe O R7 o 

Me Me Ar Rs 

MeYMeu oMeV u Me 

Me^ Ay A ̂  ̂N-
R7 0.. Me OMe 0 OMe 0 , 
' Me Me Ar R6 

R3 ,R3 H 
;P'B^-R, 

O^R2 

(XXXVI) 

MeyMe J^le 

Me- Jk^NyAi^ 
'¥ R' °Me^MeMe °Me ° OMe 0 

Ar Re 

wherein: 
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Z has the structure of: 

A 
R5 ; 

Rs is H, COjH, Ci-C6alkyl, or thiazole; 

Rg \pH or H; 

Ar is pH^nyl or pyridine; 

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

polynucleotide; 

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

polynucleotide; 

R4is H, halogen, lower allM, or substituted lower alkyl; 

R7 is Cj-Csalkyl or hydrogen^ 

L, Lj, L2, L3, and L4 are each liiiS^ers selected from the group consisting of a bond, -

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

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

0)n-(CH2)n—NHC(0)-(CH2)n'^C(MeV-S-S-(CH2)n"—NHC(0Halkylene-0)n""-

alkylene- -(alkylene-0)n-alkylene-w\-alkylene-C(0)-W- -(alkylene-0)n-

alkylene-J-, -alkyIene'-J-(alkylene-0)n-aI^ylene-, -(alkyIene-0)„-alkylene-J-

alkylene', -J-(alkylene-0)n-alkylene-, -(alkylyne-0)tr-alkylene-J-(alkyIene-0)n'-

alkylene-J'-, -W-, -alkylene-W-, alkylene'-J-(a^kylene-NMe)n-alkylene-W-} -J~ 

(alkylene-NMe)n-alkylene-W-,-(alkylene-0)„-alkyiene-U-alkylene-C(0)-,-

(aIkylene~0)n-alkylene-U-alkyIene-; -J-alkylene-NMt-alkylene'-NMe-alkylene"-

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

Mev .Me vV-M. H Jl = H 

O <A/ 

*NH 
A o NH2 

U has the structure of: 
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CO2H 

ach J and J' independently have the structure of: 

X \VNA ^NAOA 
H 

or /•« X •/ 
each n anaV are independently integers greater than or equal to one; 

D has the structui\of: 
R/I7 \R,17 

\hZi N'ZlN^ 

vKf vVi 
-Z,"A ^N'ZlN A A Z-2 J , \ Z3 J 

R17 R17 R17 R1 

R17 YN^ 
YM3^NHI 

RI7YN> 
YM4^-N-y 

each R]7 is independently selected from the group consisting of H, alkyl, substituted 
alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, alkoxy, 

substituted alkoxy, alkylalkoxy, substituted alkylalkoty, polyalkylene oxide, 
substituted polyalkylene oxide, aryl, substituted aiyl, heWoaryl, substituted 
heteroaryl, alkaryl, substituted alkaiyl, aralkyl, substituted aralkyl, -(alkylene or 
substituted alkylene)-ON(R")2, -(alkylene or substituted alkyle^e)-C(0)SR", -

(alkylene or substituted alkylene)-S-S-(aryl or substituted aryl), -Gi(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 alkox\ aryl, 
substituted aryl, heteroaryl, alkaryl, substituted alkaryl, aralkyl, or substituted 

aralkyl; 
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each Z] is a bond, CR17R17, 0, S, NR', CR17R17-CR17R17, CR17R17-O, O-CR17R17, 

CRI7R,7-S, S-CRI7Ri7, CRI7RI7-NR', or NR'-CR]7RI7; 

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; 

each 43 are independently selected from the group consisting of a bond, optionally 

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

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

each T3 is a bo^d, C(R")(R"), O, or S; with the proviso that when T3 is O or S, R" 

cannot be halofeen; 

each R" is H, haloge^ alkyl, substituted alkyl, cycloalkyl, or substituted cycloalkyl; 

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

u\A/> 

I 
„c-

<b) \ ft) <"> J! 
sA/V «/W I 

fvyiw y^=cH(b) (b) \A~~s~~S(b) 
M, is ^ ? (a) ? R< R< \« S Rj (a)% Rj (a) Rl 

m tb> (b) , \ (b) 
(b) jjf \ Rj jjf Rj 

R3 I c. \ \ ^ \ / ^ / < f-=c—I (b) 0—fSri W s—9—< ^ 
RA~cH(b> / 1 

(a) - (a) (a) , or (a) , where (a) indicates 
bonding to the B group and (b) indicates bondin^to respective positions within the 
heterocycle group; 

(b) 
x/W* 

(b) (b) (b) 
vW 

II 5 T f\ I! , 
/c~~' 

5 T f\ 11 I! , 
/c~~' | (b) C—C—|(b) 

(a)\ R4 h 
| (b) C—C—|(b) 

(a)\ R4 (a)*> ' V M3 is <a> 'f , <a> * R4 ; (a) ^ (a) ' \ , or 

(b) 

T /% 
C-C-|W 

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

bonding to respective positions within the heterocycle group; 
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(b) 
iAA/> 

(b) 
v/v\y 

(b) (b) 
sTUV 

C>) 
i/UV 

I_S,M 1 r_£,M R3"~9 C\=? (b) 0 Q=f 00 S C-=S (b) v-?(b) vS c;=?(b) i V v v 
M4 is *3 , ^ , or , 

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

ositions within the heterocycle group; 

each is independently selected from the group consisting of Ci-Cg alkyl, Ci-C6 

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

aryl amftte, alkyl halide, alkyl amine, alkyl sulfonic acid, alkyl nitro, thioester, 

sulfonyl esW, halosulfonyl, nitrile, alkyl nitrile, and nitro; 

qis 0, 1, 2, 3, 4, 7, 8, 9, 10 or 11; and 

each Ri6 is independentl^selected from the group consisting of hydrogen, halogen, alkyl, 

NO2, CN, and substituted 

18. The compound of clain^7, wherein R] or R2 is a polypeptide. 

19. The compound of claims 1 \ wherein the polypeptide is an antibody. 

20. The compound of claim 19, wlwein the antibody is an aPSMA antibody. 

21. The compound of claim 17, comprising Formula (XXXI-A): 

0 
Mev^Me 

*^N'UN''YN"VA 

N=N 

Me. 

R7 O A , Me OMe O 
Me Me M 

Me 

NH \ 
Z 

(XXXI-A) 
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS: 

1. A compound comprising Formula (VIII) or (IX), wherein the compound 
is an anti-prostate-specific membrane antigen (aPSMA) antibody conjugated to a 

dolastatin, wherein the conjugation occurs via a non-naturally encoded amino acid in the 

antibody, wherein Formula (VIII) or (IX) correspond to: 

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, -O-

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

(VIII) 

HN 

(IX) 

R 
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(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)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 each 

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

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

wherein Ri and/or R2 is an anti-prostate-specific membrane antigen (aPSMA) 
antibody ; 

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

alkyl, or R3 and R4 or two R3 groups optionally fonn a cycloalkyl or a 

heterocycloalkyl; 

Z has the structure of: 

Rs ; 

R5 is H, CORs, Ci-Coalkyl, or thiazole; 

Rs is OH; 
R6 is OH or H; 

Ar is phenyl or pyridine; 

R7 is CpCfialkyl or hydrogen; 

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

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

(CH2)n—NHC(0)-(CH2)n"-C(Me)2-S-S-(CH2)n'»-NHC(0)-(alkylene-0)ni"-

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

0)I1-alkylene-U-alkylene-C(0)-, and -(alkylene-O)n-alkylene-U-

alkylene-; 
W has the structure of: 

244 



vC^AJX 
H o V H 

\ 
NH 

O NH2 

U has the structure of: 

O ; 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 the aPSMA antibody comprises one 

or more non-naturally encoded amino acids. 

3. A compound, or salt thereof, comprising Formula (X), (XI), (XII) or 

(XIII), wherein the compound is an aPSMA antibody conjugated to a dolastatin, wherein 

the conjugation occurs via a non-naturally encoded amino acid in the antibody, wherein 

Formula (X), (XI), (XII) and (XIII) correspond to: 

MeyMe 0Mevr^Me 
I H V U 

NH 
Z 

(X) 

^-NH 
O Z 
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wherein: 

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

lower cycloalkylene, substituted lower cycloalkylene, lower alkenylene, 
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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, -O-

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

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

alkylene)-, -C(O)-, -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)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 each 

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

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

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

polynucleotide; 

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

or polynucleotide; 

wherein Rj and/or R2 is an anti-prostate-specific membrane antigen (aPSMA) 

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: 

antibody; 

R5 ; 

R5 is H, C02H, Ci-Cgalkyl, or thiazole; 

Rg is OH or H; 
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Ar is phenyl or pyridine; 

R7 is Cj-Q,alkyl or hydrogen; 

Li, Lo, L3, and L4 are each linkers independently selected from the group 
consisting of a bond, -alkylene-, -(alky]ene-0)n-alkylene-J-, -alkylene'-.T-

(alkylene-O)n-alkylene-, -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-(alky]ene-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: 

vCCa,xrA 
H o i. H 

NH 

o NH2 

each J and J' independently have the structure of: 

AA ^N^OA °r AN^V 
H , H , H .and 

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

4. A method for derivatizing a dolastatin analog comprising Formula (I), 

(HI), (IV), (V), or (VI), wherein the derivatized dolastatin analog is an aPSMA antibody 

conjugated to a dolastatin, wherein the conjugation occurs via a non-naturally encoded 
amino acid in the antibody, wherein the method comprises contacting the dolastatin 

analog with a reagent of Formula (XXXVII), wherein Formula (I), (III), (IV), (V), or 

(VI) correspond to: 

MeyMe QMe^Me ^ 

RT O ^ Me OMe O / \ 
Me Me MeO NH 

O Z 

a) 
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Re 

wherein: 

Z has the structure of: 

R5 

R5 is H, CORs, CrCealkyl, or thiazole; 
Rs is OH or -NH-(alkylene-0)n-NH2; 

Re is OH or H; 
Ar is phenyl or pyridine; 

R7 is CrC6 alkyl or hydrogen; 

Y is NHi-O- or methyl; 

V is NHo-O- or methyl; 
L, L], L2, L3, and L4 are each linkers selected from the group consisting of a 

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

0)n-alkylene-C(0)-,-(alkylene-0)n-(CH2)n^NHC(0)-(CH2)n"-C(Me)2-S-

S-(CH2)n"—NHC(0)-(alkylene-0)n»"-alkylene-, -(a]kylene-0)n-alkylene-

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

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

(alkylene-O)n-alkylene-, -(alkylene-0)n-alkylene-j-(alkylene-0)n'-

alkylene-J'-, -W-, -alkylene-W-, alkylene'-J- (alkylene-NMe)n-alkylene-
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W-, and J- (alkylene-NMe)n-alkylene-W-, -(alkylene-0)n-a]kylene-U-

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

a]kylene'-NMe-alkylene"-W-, and -alkylene-J-alkylene'-NMe-alkylene"-

NMe-alkylene"'-W-; 

W has the structure of: 

Me^Me 

H o V. H 

X 

NH 

0 NH2 

U has the structure of: 
C02H 

o 
each J and J' independently have the structure of: 

^|AOA or 
H , H , H 

or L is absent, Y is methyl, R5 is CORg, and Rs 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: 

R3' 
RI» 

B R (xxxvn) 
1vN^fTR2 

H R4Q 

wherein: 

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

lower alkenylene, substituted lower alkenylene, arylene, substituted arylene, 

heteroarylene, substituted heteroarylene, alkarylene, substituted alkarylene, 

aralkylene, or substituted aralkylene; 
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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-, -0-(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(O)-, -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)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 each R' is 

independently H, alkyl, or substituted alkyl; 

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

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

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

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

polynucleotide; 

wherein Ri and/or R2 is an anti-prostate-specific membrane antigen (aPSMA) 

antibody; 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. 

5. The method of claim 4, wherein the derivatized dolastatin analog 

comprises at least one oxime containing amino acid having the structure of Formula 

Kis 

(Vni), (IX), (X), (XI), (XII), or (XIII): 
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9 
R^N 

B-A O 
R3 

(XII) 

o 
Me-. -Me 

(XIII) 

Mes^Me Me 

R7 0 /V Me OMe O 
Me Me 

6. The method of claim 4, wherein the dolastatin analog is contacted with 

the reagent of Formula (XXXVII) in aqueous solution under mildly acidic conditions. 

7. A compound comprising Formula (XXV), (XXVI), (XXVII), (XXVHI), 

(XXIX), or (XXX), wherein the compound is an aPSMA antibody conjugated to a 

dolastatin, wherein the conjugation occurs via a non-naturally encoded amino acid in the 

antibody, wherein Formula (XXV), (XXVI), (XXVII), (XXVIII), (XXIX) and (XXX) 

correspond to: 
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Me^^Me 

Me-

(R16)n 

o R2 

Me^^Me „Me 

N 
i 
R7 O Me OMe O 

Me Me 

(XXV) 

HN R2 

H /=>M, ^ v/ R4° 
(Rl6)n 

(XXVI) 

MewMe 0 

KVYVS^ 
R7 O Me OMe O OMe O 

Me Me 

MeyMe QMe 

L-ArVS 
R7 O, A, Me OMeO OMe O 

Me Me 

(XXVII) 

Me^Me QMe 

Me>Ti V 
R7 O Me OMe O 

7 Me Me 

Me-wMe 

Me^ VYV N 
R7 O Me OMe O 

7 Me Me 

,R1 

(Rl6)n 
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(R16)n II J H 

o R2 

NH 
O Z 

(XXIX) 

MeyMe 

R7 O Me OMe O 
Me Me 

Me^^Me 

Me 

VIO^IVIC -Aw; 
Ry Svie^ "Me' 

Me-^Me MeV/-,W^ INI 
Ry Q 

Me Me 

Me OMe O 

Me OMe O OMe O 
Ar Rg 

wherein: 
Z has the structure of: 

Re 

^Y^Ar 
R5 ; 

R5 is H, COoH, Ci-Cealkyl, or thiazole; 

Rg 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; 

wherein Ri and/or R2 is an anti-prostate-specific membrane antigen (aPSMA) 

R4is H, halogen, lower alkyl, or substituted lower alkyl; 

R7 is C1 -Cgalkyl 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)„-alkylene-

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

alkylene-, -<alkylene-0)n-<CH2)„^NHC(0)-(CH2)n»-C(Me)2-S-S-(CH2)„— 

NHC(0)-(alkylene-0)n»'—alkylene- -(alkylene-0)n-alkylene-W-, -

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

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

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

(alkylene-0)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: 

antibody; 

H n = H 

\ 

U has the structure of: 

CO2H 

each J and J' independently have the structure of: 
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AA ^N^0A 
H , H 

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

each R]6 is independently selected from the group consisting of hydrogen, 

halogen, alkyl, NO2, CN, and substituted alkyl. 

8. A compound comprising Formula (XXXI), (XXXII), (XXXIII), 

(XXXIV), (XXXV), or (XXXVI), wherein the compound is an aPSMA antibody 

conjugated to a dolastatin, wherein the conjugation occurs via a non-naturally encoded 

amino acid in the antibody, wherein Formula (XXXI), (XXXII), (XXXIII), (XXXIV), 

(XXXV) and (XXXVI) correspond to: 

Me-^Me 
H R3B3 T H I! 

A. 
A D ¥ ¥ i * I II w -

Ry Svie^MeMe °Me ° MeO V-N H (XXXI) 

Me-.^Me 

Me-

tjv ^ivie 

R7 Q, A„ Me OMe O 
Me Me 

(XXXII) 

Me^^Me 

y—i* 
R7 0,, Me OMeO 

Me Me 

Me^^Me Me^y^ 

L3— 
R7 Q, Me OMeO 

Me Me 

OMe O 

(XXXIII) 

OMe O 
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R< (XXXIII) 

(XXXV) 

NH 
O Z 

MeyMe 

MWY\ 
R7 0 Me OMe O 

Me Me 
OMe O. H 

Ar R6 

R? O.. . Me OMe O OMe O. , 
' Me Me Ar Re 

Me^^Me Me 

Me> 

AN-L4 
„ H 

ivie ivie Ar R6 

LlVB* 
R3,R3 H 

< 
& "R2 

(XXXVI) 

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

lower cycloalkylene, substituted lower cycloalkylene, lower alkenylene, 
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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-, -0-
(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)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 each R' is independently 
H, alkyl, or substituted alkyl; 

Z has the structure of: 

R5 ; 

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

wherein Ri and/or R2 is an anti-prostate-specific membrane antigen (aPSMA) 

antibody; 

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

R7 is C1 -Cgalkyl or hydrogen; 
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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-O)n-alkylene-C(O)-, -(alkylene-0)n-J-, -(alkylene-0)n-J-

alkylene-,-(alkylene-0)n-(CH2)n-NHC(0)-(CH2)n»-C(Me)2-S-S-(CH2)ir-

NHC(0)-(alkylene-0)n»"-alkylene-, -(alkylene-O)n-alkylene-W-, -

alkylene-C(0)-W-, -(alkylene-O),-alkylene-J-, -alkylene'-J-(alkylene-

0)n-alkylene-, -(alky]ene-0)n-alkylene-j-a]ky]ene', -J-(alkylene-0)n-

alkylene-, -(alkylene-0)n-a]kylene-J-(alkylene-0)n'-alkylene-J'-, -W-, -

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

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

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

alkylene"-W- and —alkylene—J-alkylene'—NMe—alkylene"—NMe—alkylene'"— 

W-; 

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

D has the structure of: 

U has the structure of: 

each J and J' independently have the structure of: 
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«<Os 
each Rn is independently selected from the group consisting of H, alky], 

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, O, S, NR', CRi7Ri7-CRi7Ri7> CR17R17-O, 0-

CR17R17, CR17R17-S, S-CR17R17, CR17R17-NR', or NR'-CRi7Rn; 

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; 

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

S, R" cannot be halogen; 

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

cycloalkyl; 

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

M2 is W 

^ (b) (b) 
[ ^ ovv IAA/1 

y('r~cH(bl y^H"" H(b) 
>7 K3 (a)^ R4 K4 (a) 7 R, (a) 7 Ra 

(b) ^ (b) 
_ ( ' ^ R3 ,/V R< I c. / <, 

I ! \ „ c=c—$ (b) O—c—1 (b) 
I «, /C—c—$ (b) / T 

,c—s-5 (b) ^ \, \ ,? R, I svu; R4 y JW- IJW 
(a) R4 ^ (a) ^ (a) ^ (a) ^ Qr 

(b) 

^ r- s S C—5 (b) 
I ^ i/w> 

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

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

T 5 T /\ T , T g ,/C—|(b) C C—|(b) <,c—o—|(b) c—S—|(b) 

M3 is R" , , (a) ' , or 
(b) 

T /% 
C. C—5 (b) 

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

indicates bonding to respective positions within the heterocycle group; 

(b) (b) (b> (b) 
vAAT 

JW* LA/VO I j 

It I Rs—c—c=l (b) i—c=l (b) 
v^-l® i y y 

MA is ^ , <a> ? Ri Rl , <a) , (a» , or 
(b) 

I & S C-=| (b) y 
(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 Ci-Cg alkyl, 

C,-Cfi alkoxy, ester, ether, thioether, aminoalkyl, halogen, alkyl ester, aryl 
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ester, amide, aryl amide, alkyl halide, alkyl amine, alkyl sulfonic acid, 

alkyl nitro, thioester, sulfonyl ester, halosulfonyl, nitrile, alkyl nitrile, 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, NO2, CN, and substituted alkyl. 

9. The compound of claim 8, comprising Formula (XXXI-A): 

10. A compound of claim 1 of Formula (VIII), wherein; 

A is arylene; 

B is absent; 

R is alkyl; 

Ri is residues 1-115 of SEQ ID No. 9 and R2is residues 117-444 of SEQ ID No. 

9; 

R3 and R4 are H; 

Z has the structure of: 

(XXXI-A) 
\ 
Z 

Ri R2 

R5 

wherein 

R6 is H; 
R5 is thiazole; 
Ar is phenyl; 

R7 is Ci-C6a]kyl; 

L is (alkylene-O)n-alkylene-. 

11. The compound of claim 10, wherein 

A is phenyl; 

R is methyl; 
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R7 is methyl; and 
in L, n is 3 and alkylene is -CH2-CH2-. 

12. A aPSMA antibody wherein the heavy chain is a compound of claim 10 or claim 11, 
and the light chain is SEQ. ID. No. 1. 

13. A pharmaceutical composition comprising the compound of any one of claims 1 to 3 
and/or claims 7 to 11 or the aPSMA antibody of claim 12. 

14. A pharmaceutical composition of claim 13, wherein the pharmaceutical composition 
comprises a pharmaceutically acceptable carrier, excipient or binder. 

15. The use of a compound according to any one of claims 1 to 3 and/or claims 7 to 11 or 
the aPSMA antibody of claim 12 for the manufacture of a medicament for the treatment of prostate 
cancer. 

16. The compound according to any one of claims 1 to 3 and/or claims 7 to 11 or the 
aPSMA antibody of claim 12 for use in the treatment of prostate cancer. 
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