when Q is —-O—, then R? is C1-C1g alkyl, C1-C1o alkynyl,
—C1-Cyo alkylene-(5-membered heteroaryl), —C1-C3 alkylene—Q-(CHz)naryl, or C1-Cs
hydroxyalkyl; or
when Q is -CHa—, then R? is Cs-Cyo alkyl, C1-Cio alkynyl,
—C1-Cyo alkylene-(5-membered heteroaryl), —~C1-C3 alkylene—Q'—(CHz)naryl, or
C1-Cs hydroxyalkyl; and
Q' is —CHy—or -O-;
wherein said heteroaryl is unsubstituted or substituted with alkyl, aminoalkyl, hydroxylalkyl,
carboxyalkyl, benzyl, or phenyl;
wherein said aryl is unsubstitued or substituted with nitro or amino; and
wherein n is an integer from 1 to 5.
[0008] In-anether-aspeettThe present disclosure refers to a compound of Formula A, B, C,
orD
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wherein R7? and R are independently in each instance, a bond, hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl,

alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted;
R8 is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —~C1-Cs alkyl, or —-C(O)C;-Cs alkyl; and

m is one or two;

Q is —-CH»- or —O- wherein

when Q is ~O—, then R? is C;-C)9 alkyl, Ci-Cjo alkynyl, a regioisomeric
C1-Cyp triazolylene, —C1-Cio alkylene-(5-membered heteroaryl), a regioisomeric —C1-Cio
alkylene-(5-membered heteroarylene), —C;-C3 alkylene—Q'—(CHz)naryl, C;-C3 hydroxyalkyl,
or C;-Cyp alkylether; or

when Q is -CH,—, then R? is Cs-Co alkyl, C;-Co alkynyl, a regioisomeric
C1-Cyp triazolylene, —C1-Cig alkylene-(5-membered heteroaryl), a regioisomeric —C;-Cjo
alkylene-(5-membered heteroarylene), —Ci-C3 alkylene—Q!—(CHa)naryl, Ci-C3 hydroxyalkyl,
or C1-Cyp alkylether; and
Q! is -CHy— or —-O—;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acy];
wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-
COO-, benzyl, or pheny];

wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH—; and

wherein n is an integer from one to five.



[0008a] In another aspect, provided is a compound of Formula A, B, C, or D
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or a pharmaceutically acceptable salt thereof, wherein

L is a linker;

BA is a binding agent;

k is an integer from one to thirty:;

R!is Ci1-Cig alkyl;

R3 is ~C(0)Ci-Cs alkyl, -C(O)N(H)C1-Cio alkyl, or —(C1-Cio alkylene)-NR32R3P,
wherein R% and R®® are independently in each instance, hydrogen, alkyl, alkenyl,

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

heteroaryl, and acyl are optionally substituted;

R* and R® are, independently in each instance, hydrogen or C:-Cs alkyl;
RS is —OH, —O—, \NHNH>, or -NHNH-;
R’ is, independently in each instance, hydrogen, —-OH, —O—, halogen, or —-NR72R"P,

wherein R and R"? are independently in each instance, a bond, hydrogen, alkyl,

alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl,

alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted;

R is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R® is hydrogen, —C1-Cs alkyl, or -C(O)C;-Cs alkyl; and
m is one or two;

Q is —CH>— or —O— wherein

when Q is —O—, then R? is C1-C1g alkyl, C»-C1g alkynyl, a regioisomeric

C1-Cip alkylene-triazolylene, —C1-C19 alkylene-(5-membered heteroaryl), a

regioisomeric —C1-C1g alkylene-(5-membered heteroarylene), —C1-Cz alkylene—Q1—

(CHo)naryl, C1-Cs hydroxyalkyl, or C1-C1g alkylether; or

when Q is —CH,—, then R? is Cs-C1g alkyl, C»-Cio alkynyl, a regioisomeric

C1-Cip alkylene-triazolylene, —C1-C19 alkylene-(5-membered heteroaryl), a

regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q1—

(CH2)naryl, C1-Cs hydroxyalkyl, or C1-Cio alkylether; and
Qtis —CHy>— or —O-—:

wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,

alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;

wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with

alkyl, aminoalkyl, —alkylene-NH—, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-

COO-, benzyl, or phenyl:;
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wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH—; and

wherein n is an integer from one to five.

[0009] In another example, provided is a compound of Formula A, B, C, or D:



when Q is ~CHa—, then R? is Cs-C1o alkyl, divalent -Cs-C1o alkylene-, C1-Co alkynyl,
divalent -C1-C1o alkynylene-, a regioisomeric C1-Cyo alkyl triazolyl, a regioisomeric
divalent -C1-C1o alkyl triazolylene-, —C1-C1o alkylene-(5-membered heteroaryl), a
regioisomeric divalent —C1-Cyg alkylene-(5-membered heteroarylene)-,
—C1-C3 alkylene—Q'—(CHa)naryl, divalent -C1-C3 alkylene—Q*—(CHa)narylene-,
C1-Cs hydroxyalkyl, divalent -C:-Cs hydroxyalkylene-, C1-C1o alkylether, or divalent
-C1-Cyo alkylether-; and
Q' is —CHy—or -O-;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;
wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O—, carboxyalkyl,
—alkylene-COO-, benzyl, or phenyl;
wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH-; and
wherein n is an integer from 1 to 5.
[0010] In-ene-aspeettThe present disclosure refers to a linker-payload of Formula LPa,
LPb, LPc, or LPd:
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Q is —CHz— or —-O— wherein

when Q is —~O—, then R? is C1-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo triazolylene, —C1-C1o alkylene-(5-membered heteroaryl), a regioisomeric —C1-Cio
alkylene-(5-membered heteroarylene), —C1-C3 alkylene—Q'—(CHz)naryl, C1-C3 hydroxyalkyl,
or C1-Cyo alkylether; or

when Q is ~CHa—, then R? is Cs-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo triazolylene, —C1-C1o alkylene-(5-membered heteroaryl), a regioisomeric —C1-Cio
alkylene-(5-membered heteroarylene), —C1-C3 alkylene—Q'—(CHz)naryl, C1-C3 hydroxyalkyl,
or C1-Cyo alkylether; and

Qtis —CHy—or -O—;

wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;

wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-
COO-, benzyl, or phenyl;

wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH—; and
wherein n is an integer from one to five.

[0010a] In another aspect, provided is a linker-payload of Formula LPa, LPb, LPc, or LPd
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or a pharmaceutically acceptable salt thereof, wherein

L is a linker;
R!is C1-Cio alkyl;
R3 is —C(0)C1-Cs alkyl, —C(O)N(H)C1-C1o alkyl, or —(C1-C1 alkylene)-NR32R3b,

wherein R3 and R are independently in each instance, hydrogen, alkyl, alkenvyl,

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

heteroaryl, and acyl are optionally substituted;

R* and R® are, independently in each instance, hydrogen or C:-Cs alkyl:
RS is —OH, —O—, \NHNH>, or -NHNH-;

R’ is, independently in each instance, hydrogen, —-OH, —O—, halogen, or —-NR"2R"?,

wherein R’ and R are independently in each instance, a bond, hydrogen, alkyl,

alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl,

alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted;

R& is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or —-C(O)C1-Cs alkyl: and

m is one or two;
Q is -CHo— or —O— wherein
when Q is —O—, then R? is C1-C1g alkyl, C>-C1g alkynyl, a regioisomeric

C1-Cy0 alkylene-triazolylene, —C1-C1p alkylene-(5-membered heteroaryl), a




regioisomeric —C1-Cig alkylene-(5-membered heteroarylene), —C:-C3 alkylene—Q1—

(CH2)naryl, C1-C3 hydroxyalkyl, or C1-Cip alkylether; or

when Q is —-CH»—, then R? is Cs-C1g alkyl, C»>-Cio alkynyl, a regioisomeric

C1-C10 alkylene-triazolylene, —C1-C1p alkylene-(5-membered heteroaryl), a

regioisomeric —C1-Cig alkylene-(5-membered heteroarylene), —C:-C3 alkylene—Q—

(CH2)naryl, C1-C3 hydroxyalkyl, or C1-Cio alkylether; and
Q' is -CHp—or —O—;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,

alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;

wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with

alkyl, aminoalkyl, —alkylene-NH—, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-

COO-, benzyl, or phenyl:;

wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH—: and

wherein n is an integer from one to five.

[0011] In one example, provided is a linker-payload of Formula LPa, LPb, LPc, or LPd:
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[0013a] In another aspect, the present disclosure refers to a pharmaceutical composition
comprising the compound as disclosued herein and a pharmaceutically acceptable excipient,
carrier, or diluent.

[0013b] In another aspect, the present disclosure refers to a compound or pharmaceutical
composition as disclosed herein for use in therapy.

[0013c] In another aspect, the present disclosure refers to the use of a compound or
pharmaceutical composition as disclosed herein in the manufacture of a medicament for
treating cancer in a subject.

[0013d] In another aspect, the present disclosure refers to the use of of a compound or
pharmaceutical composition as disclosed herein in the manufacture of a medicament for

treating cancer-i

wherein the cancer is selected from the group consisting of renal cell carcinoma, pancreatic

carcinoma, head and neck cancer, prostate cancer, castrate-resistant prostrate cancer, malignant
gliomas, osteosarcoma, colorectal cancer, gastric cancer, mesothelioma, malignant
mesothelioma, multiple myeloma, ovarian cancer, lung cancer, small cell lung cancer, non-
small cell lung cancer, synovial sarcoma, thyroid cancer, breast cancer, PRLR positive
(PRLR+) breast cancer, melanoma, acute myelogenous leukemia, adult T-cell leukemia,
astrocytomas, bladder cancer, cervical cancer, cholangiocarcinoma, endometrial cancer,
esophageal cancer, glioblastomata, Kaposi's sarcoma, kidney cancer, leiomyosarcomas, liver
cancer, lymphomas, MFH/fibrosarcoma, nasopharyngeal cancer, rhabdomyosarcoma, colon
cancer, stomach cancer, uterine cancer, residual cancer, and Wilms’ tumor.

[0013e] In another aspect, the present disclosure refers to the use of a compound or
pharmaceutical composition as disclosed herein in the manufacture of a medicament for
treating tumors that express an antigen selected from the group consisting of PRLR and
STEAP2.

[0013f] In another aspect, the present disclosure refers to a linker-payload comprising the
compound as disclosed herein bonded to a linker, wherein said linker comprises a moiety
reactive with an antibody or antigen binding fragment thereof.

[0013g] In another aspect, the present disclosure refers to a method for preparing an antibody-
drug conjugate comprising contacting an antibody or antigen binding fragment thereof a
binding-agent-with a linker-payload as disclosed herein.

[0013h] In another aspect, the present disclosure refers to a compound selected from the group

consisting of
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WHAT IS CLAIMED IS:

1. A compound of Formula A, B, C, or D
_R3 7
e o) R
N N = 8
BA——L— | . ﬂ (R8)
R O Q. S 7 HN "
R4
R® »—R®
O
(A)
y O
N
N \
R' O Q.o
(B)
~L —BA
o) o R R
H
N N N N P
" . Dan R®)r
R" O Qe S HN
R4
R® »—R®
0
— —Jk
(®)
_R3 7
e o) R
N N O
N N = R8
'1 | / ( )m
R" O Q.2 S HN
| R
/I— R5 R6
BA—] o)

428




(D)

or a pharmaceutically acceptable salt thereof, wherein
L is a linker;
BA is a binding agent;
k is an integer from one to thirty;
R is C1-Cyo alkyl;
R3 is -C(0)C1-Cs alkyl, -C(O)N(H)C1-C1o alkyl, or —(C1-C1o alkylene)-NR32R3®,
wherein R3 and R are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R*and R°® are, independently in each instance, hydrogen or C1-Cs alkyl;
R®is —-OH, -O—, -NHNH3, or -NHNH—;
R is, independently in each instance, hydrogen, -OH, —O—, halogen, or -NR72R?,
wherein R and R are independently in each instance, a bond, hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted:;
R8 is, independently in each instance, hydrogen, deuterium, -NHR?®, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CHgz— or —-O- wherein
when Q is —O—, then R? is C1-C1o alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyo alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-C3 alkylene—Q*-
(CH2)naryl, C1-Cs hydroxyalkyl, or C1-C1o alkylether; or
when Q is ~CHa—, then R? is Cs-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-Cio alkylene-(5-membered heteroarylene), —~C1-Cs alkylene—Q*—
(CH2)naryl, C1-C3 hydroxyalkyl, or C1-Cip alkylether; and
Qlis —CHy—or -O—;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,

alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;
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wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O-, carboxyalkyl, —alkylene-
COO-, benzyl, or phenyl,

wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH-; and

wherein n is an integer from one to five.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein
L is a linker;
BA is a binding agent;
k is an integer from one to thirty;
R!is C1-Cyo alkyl;
R3 is -C(0O)C1-Cs alkyl, -C(O)N(H)C1-Cio alkyl, or —-(C1-C1o alkylene)-NR32R3®P,
wherein R3 and R are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R*and R°® are, independently in each instance, hydrogen or C1-Cs alkyl;
R®is —-OH, -O—, -NHNH3, or -NHNH—;
R is, independently in each instance, hydrogen, -OH, —O—, halogen, or -NR72R?,
wherein R72 and R are independently in each instance, a bond, hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl,
cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted;
R8 is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CHgz— or —-O- wherein
when Q is —O—, then R? is C1-C1o alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q*-
(CH2)naryl, C1-C3 hydroxyalkyl, or C1-C1g alkylether; or
when Q is ~CHa—, then R? is Cs-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-Cio alkylene-(5-membered heteroarylene), —~C1-Cs alkylene—Q*—
(CH2)naryl, C1-C3 hydroxyalkyl, or C1-Co alkylether; and
Qtis —CHy—or -O—;
430



wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,

alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;

wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O-, carboxyalkyl, —alkylene-
COO-, benzyl, or phenyl;

wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH-; and

wherein n is an integer from one to five.

3. A-The compound of claim 2, wherein the compound is of the Formula A', B', C', or
D'
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(&)

BA— SP! —(AA)p

(D")
or a pharmaceutically acceptable salt orprodrug-thereof, wherein
SP! and SP?, when present, are spacer groups;
each AA is an amino acid; and

p is an integer from one to ten.

4, A-The compound of claim 3, wherein

0]

payload O)J\payload
Ay A

N
the SP? spacer, when presentis  H or H

! %sz
~ oy L

the (AA)p is ° NH; or

A

the SPLis 571 (CHchzo)b_CHZCHZNH—RG'—§ |

wherein RG' is a reactive group residue following reaction of a reactive group RG with a
binding agent;

_?_ is a bond, direct or indirect, to the binding agent; and

b is an integer from one to four.
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5. A-The compound of any one of claim 1-4, wherein the binding agent is an antibody

modified with a primary amine compound according to the Formula HoN-LL-X, wherein LL

is a divalent linker selected from the group consisting of
a divalent polyethylene glycol (PEG) group;
—~(CH2)n—;
—(CH2CH20)n-(CH2)p—;
—(CH2)n-N(H)C(O)-(CH2)m—;
—(CH2CH20)n-N(H)C(0)-(CH2CH20)m-(CH2)p—;
—(CH2)n-C(O)N(H)-(CH2)m—;
—(CH2CH20)n-C(O)N(H)-(CH2CH20)m-(CH2)p—;
—(CH2)n-N(H)C(0)-(CH2CH20)m-(CH2)p—;
—(CH2CH20)n-N(H)C(0)-(CH2)m—;
—(CH2)n-C(O)N(H)-(CH2CH20)m-(CH2)p—; and
—(CH2CH20)n-C(O)N(H)-(CH2)m—,
wherein
n is an integer selected from one to twelve;
m is an integer selected from zero to twelve;

p is an integer selected from zero to two; and

X is selected from the group consisting of —SH, —N3, —C=CH, —C(O)H, tetrazole,

$—NH O

<\/ \> !
Peres .
SRR
R N=/ % PPh; and
$—NH
N
NN
\N:/
6. The compound of claim 5, wherein the binding agent is an antibody modified with a

primary amine according to the following formula
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7. A compound having the structure of Formula |
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or a pharmaceutically acceptable salt thereof, wherein
R is C1-Cyo alkyl;
R? is ~C(O)C1-Cs alkyl, -C(O)N(H)C1-C1o alkyl, or -(C1-C1o alkylene)-NR32R3®,
wherein R% and R® are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R* and R® are, independently in each instance, hydrogen or C1-Cs alkyl;
R® is ~OH or -NHNH;
R is, independently in each instance, hydrogen, —OH, halogen, or -NR"2R™,
wherein R72 and R7? are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted:;
R is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CH2— or —-O— wherein
when Q is —~O—, then R? is C1-C1o alkyl, C1-C1o alkynyl,
—C1-C1o alkylene-(5-membered heteroaryl), —C1-Cs alkylene—Q—(CHz)naryl, or
C1-Cs hydroxyalkyl; or
when Q is -CHa—, then R? is Cs-Cyo alkyl, C1-Cyo alkynyl,
—C1-C1o alkylene-(5-membered heteroaryl), —C1-Cs alkylene—Q*—(CHz)naryl, or
C1-Cs hydroxyalkyl; and
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Qtis -CHy—or -O—;

wherein said heteroaryl is unsubstituted or substituted with alkyl, aminoalkyl, hydroxylalkyl,
carboxyalkyl, benzyl, or phenyl,

wherein said aryl is unsubstitued or substituted with nitro or amino; and

wherein n is an integer from one to five.

8. The compound of claim 7, wherein
R is C1-Cyo alkyl;
R? is —C(O)C1-Cs alkyl, -C(O)N(H)C1-C1o alkyl, or -(C1-C1o alkylene)-NR32R3,
wherein R3 and R are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R* and R® are, independently in each instance, hydrogen or C1-Cs alkyl;
R® is —~OH or -NHNH;
R is, independently in each instance, hydrogen, —OH, halogen, or -NR"2R™,
wherein R and R are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CHgz— or —-O- wherein
when Q is —~O—, then R? is C1-Cyo alkyl, C1-C1o alkynyl,
—C1-Cyo alkylene-(5-membered heteroaryl), —~C1-Cs alkylene-Q*—(CHz)naryl, or
C1-Cs hydroxyalkyl; or
when Q is ~CHa—, then R? is Cs-Cyo alkyl, C1-Cyo alkynyl,
—C1-C1o alkylene-(5-membered heteroaryl), —C1-Cs alkylene-Q*—(CHz)naryl, or
C1-Cs hydroxyalkyl; and
Qlis -CHy—or -O—;
wherein said heteroaryl is unsubstituted or substituted with alkyl, aminoalkyl, hydroxylalkyl,
carboxyalkyl, benzyl, or phenyl,
wherein said aryl is unsubstitued or substituted with nitro or amino; and

wherein n is an integer from one to five.
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9. The compound of claim 7, wherein
Q is —CH2—;

R? is Cs-Cyo alkyl;

R3is -C(0)C1-Cs alkyl;

R* is hydrogen;

R® is C1-Cs alkyl; and

R” is halogen.

10.  The compound of claim 9 according to the structure of Formula Il

3 7
SEPee R
H

‘e, N/, N O

NN O

| O\\\\‘ kRz S / HN
R6

@)

Formula Il
or a pharmaceutically acceptable salt thereof.

11.  The compound of claim 10 selected from the group consisting of
o)

O m

“y N O F
N 1 =

| S\HN

. 0
r ﬁ N
O .
ik NHNH,
o

; and
)OK
SEShS oW
N "/,H/N/,, N /N F
o . s/ HN
o}
HO or

a pharmaceutically acceptable salt thereof.

12.  The compound of claim 7, wherein
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Q is —CHo—;

R? is Cs-Cyo alkyl;

R3is -C(0)C1-Cs alkyl;

R*and R® are methyl;

R’ is —OH, halogen, or -NH3;

R8 is, independently in each occurrence, hydrogen, deuterium, -NHR?, or halogen,
wherein R® is hydrogen or —C1-Cs alkyl; and
m is one or two.

13.  The compound of claim 12 according to the structure of Formula 11l

R 7
SEERS VY.
NN AN N
rr D (RO
0 . kRZ s/ HN
R6
o

Formula 111
or a pharmaceutically acceptable salt thereof.

14.  The compound of claim 13 selected from the group consisting of

A 0

O 0 o Yo
H 0
N '//”/ s, N /\NH NH;
0 . s/ HN 5
o)

HO :
o
\
O . ok NH
H 0
| /”/N/ N /\NH "
o . S HN
0
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HN

438

NH,

NH,

NH,



DA, ,
N 0
N N NH
i N g /
o \#H\k sﬂNg
o}
HO :
0
SESS e
N "y, /,, N O F
l (0] \\\\qkﬁw\ S\/)’gNi®7
0
HO ; and
O N I}o\/ﬁ 0 NH
NT 4 N = 2
| (ll/\\ SﬂNf’
o)
HO L or

a pharmaceutically acceptable salt thereof.
15.  The compound of claim 7, wherein
Qis —CH>—;

R? is C1-Cyo alkynyl; and

R® is —OH.

16.  The compound of claim 15 according to the structure of Formula IV

_R? 7
(o 8 X8 R
N "/, N//, N /N o
- o
O o kR HN

Formula IV
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or a pharmaceutically acceptable salt thereof.

17.

The compound of claim 16 selected from the group consisting of
0

O o)K
") ]/N,,, \ _N O
I Wan

Kﬁ OH
Il 0

, N F
IO e
o} ¢ s HN
L 0l
I 0 :
0]

H O O)K
quLNI/'\‘//N o NH
O . s HN

HT OH
I 0 :
0]

H O O)K
T NI)YNJ/«O F
o S HN

OH
I °
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O e o)K
\ ]/N \ N9 OH
| U

. HN

o . S
OH
l o ;
X
0 0
(Nj N, Nji)\(/N 0 NH,
T ﬂ
o . s/ HN
OH
l o ;
HNT
O e 0 Yo
, 0
N "/H/N"' N /\NH NH,
o . s HN
OH
|| © ;and
BY 5
O e o0 o .
N //H/N/" N N NH
o, s/ HN 5
0
I HO or

a pharmaceutically acceptable salt thereof.

18.  The compound of claim 7, wherein

Qis —CH>—;

R? is regioisomeric —C1-C1o alkylene-(5-membered heteroaryl), wherein said heteroaryl is
unsubstituted or substituted with alkyl, aminoalkyl, hydroxylalkyl, carboxyalkyl, benzyl, or
phenyl;

R? is —C(O)C:1-Cs alkyl;
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R*and Rs are C1-Cs alkyl;
R® is -OH; and
R”is -NH..

19.  The compound of claim 18 according to the structure of Formula V

3
H
‘e, N/, N O
NT N O
| O \\\\‘ kRz S / HN
R4
R® OH
o)

Formula V

or a pharmaceutically acceptable salt thereof.

20.  The compound of claim 19 according to the structure of Formula VI or VII
o)

)K

(@) (@)
- NH,
'f ﬁ o
OH
N AN (@)

—N— R10
Formula VI
o
()4 8
T N
o .
R1O—N"S
N=N
Formula VII

wherein R is hydrogen, methyl, -CH2CH2NH2, -CH>CH20H, -CH,COOH,
—CH2CH>CH>COOH, benzyl, or phenyl; or
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a pharmaceutically acceptable salt thereof.

21.  The compound of claim 20 selected from the group consisting of

(g 8 7
N "I]/N/ N NH,
| o s/ HN
OH
N\\\ (0]
N—NH :
o)
SESRES
NN N R NH,
T /
o S HN
OH
N\\\ (0]
N—N
o)
(g 8 7
o)
N /,]/N/ N /N NH2
] /
o S HN
OH
N\\\ 0]
N—N
NH,
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o) 0”0
N o NH
N '//”/ /s, N /N 2
I /
: HN

O

a pharmaceutically acceptable salt thereof.

a regioisomer thereof; or

22. The compound of claim 7, wherein
Qis-0-;

R? is C1-Cyo alkyl; and

R’ is —OH or —NH..

23.  The compound of claim 22 according to the structure of Formula VI

,R3 7
SEB S S I
H
“y N// N O
NN O
| ! /
o . o\R2 S HN
R4
R® RS
o)

Formula VIII

or a pharmaceutically acceptable salt thereof.
24.  The compound of claim 23 wherein R® is -C(O)Me.

25.  The compound of claim 24 selected from the group consisting of
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o . s
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(0]
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by
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0 .\ 0O s/ HN
(e}
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| ”/ | \H
o o) s HN
NHNH,
(@)

a pharmaceutically acceptable salt thereof.

26.  The compound of claim 23, wherein
R3 is —-C(O)N(H)C1-C1p alkyl;

R* is hydrogen;

R® is C1-Cs alkyl; and

R®and R” are —OH.
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217.

The compound of claim 26 having the structure of Formula IX

NHR™
O o) oko

§ 0

N ]/ N _N OH

o | /

o . o} S HN

OH
o}

Formula IX

wherein R is C1-Cyo alkyl; or

a pharmaceutically acceptable salt thereof.

28.

()

N
|

The compound of claim 27 selected from the group consisting of

H 0] o/go
.. N, o)
I >
O O / HN

W'

OH

e oko
2 ]/N \ /\NHO OH
Ll 0 7 HN

0 o/go
o)
”/N N /\NH OH
Ll o 7 BN
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o}
rand
i
SN 7o
N /,”/ 7, N /\,\IH OH
| ! //
o o) S HN
OH
o)
or

a pharmaceutically acceptable salt thereof.
29.  The compound of claim 23, wherein Rs is —C(O)N(H)C1-C1o alkyl.

30.  The compound of claim 29, wherein the compound is

HN™
O b0 o*o
. o)
N ///”/N//, l\ll /\'\IH NH2
o o s HN
o
HO or

a pharmaceutically acceptable salt thereof.

31.  The compound of claim 7, wherein
Qis-0-;

R? is C1-Cyo alkynyl;

R? is —C(O)C:1-Cs alkyl; and

R®is —OH.

32.  The compound of claim 31 according to the structure of Formula X
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/R 7
() s S X% ;
H 0
oy ]/N,,, \ _N
| L 7/ AN

Formula X
or a pharmaceutically acceptable salt thereof.

33.  The compound of claim 32 selected from the group consisting of

X
o) 0
AL
N ’H/ N =
5 qka e
OH
l o :
X
o) 0
(Nj//]/nh, NI)\‘//N 0 F
| cl)\\ 0 S\HN
OH
I o ;
X
SESRE
H
\ |]/N NI)\‘//N 0 NH,
o o s/ HN
OH
l o
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)
o OJ\ OH
Q-.,TN,,, NI/k(/N 0 NH ’>\,
CT O T I
o
|| HO

a pharmaceutically acceptable salt thereof.

, Or

34.  The compound of claim 7, wherein
Qis-0-;

R? is C1-Cyo alkynyl;

R? is ~C(O)N(H)C1-C1o alkyl; and

R®is —OH.

35.  The compound of claim 34 according to the structure of Formula XI

HN
8
O o) o*o R
H
., N, N
O O
I ! //
O N\, O S HN
R4
R® OH
o)

Formula XI
or a pharmaceutically acceptable salt thereof.

36.  The compound of claim 35, wherein the compound is

a pharmaceutically acceptable salt thereof.
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37.  The compound of claim 7, wherein

Qis-0-;

R? is C1-Cs alkylene—Q*—(CHa)naryl; or C1-Cs hydroxyalkyl;
R3 is —-C(0)C1-Cs alkyl;

R* is hydrogen;

R is C1-Cs alkyl; and

R®and R” is —~OH.

38.  The compound of claim 37 having the structure of Formula XI|

R3
O i T o
H
ry N// N O
N" 7N /\H
| : /
o . O\R2 S HN
OH
O

Formula XII
or a pharmaceutically acceptable salt thereof.

39.  The compound of claim 38, wherein R? is C1-Cs alkylene—-O—(CH2)naryl.

40.  The compound of claim 39 selected from the group consisting of
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SNShee
"y, N’/. /N 0 OH
N0 ¢ N J—ﬁN

o . 0 S
j\ OH
0 o
NO, and
)
0 0
O H, N Q9 OH
N O
| ' /
. 0 S HN
j\ OH
0 o
NH; L or

a pharmaceutically acceptable salt thereof.
41.  The compound of claim 38, wherein R? is C1-C3 hydroxyalkyl.

42.  The compound of claim 41, wherein the compound is

i
o) 0
Ou H N OH
NN O
I ! //

O .\_0O S HN

j\ OH
OH 4

or a pharmaceutically acceptable salt thereof.
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43. A pharmaceutical composition comprising the compound of any one of claims 1, -2,

or 7-42 and a pharmaceutically acceptable excipient, carrier, or diluent.

44. The compound or pharmaceutical composition eemprising-of any one of claims 1, -2, or
7-43 for use in therapy.

45.  Use of a compound or pharmaceutical composition eemprising-of any one of claims 1,

-2, or 7-43 in the manufacture of a medicament for treating cancer in a subject.

46.  Use of a compound or pharmaceutical composition esmprising-of any one of claims 1,
-2, or 7-43 in the manufacture of a medicament for treating cancer-in-a-subject-comprising

the-preceding-clatms-is-to-be-administered-te-the-subject, wherein the cancer is selected from

the group consisting of renal cell carcinoma, pancreatic carcinoma, head and neck cancer,

prostate cancer, castrate-resistant prostrate cancer, malignant gliomas, osteosarcoma,
colorectal cancer, gastric cancer, mesothelioma, malignant mesothelioma, multiple myeloma,
ovarian cancer, lung cancer, small cell lung cancer, non-small cell lung cancer, synovial
sarcoma, thyroid cancer, breast cancer, PRLR positive (PRLR+) breast cancer, melanoma,
acute myelogenous leukemia, adult T-cell leukemia, astrocytomas, bladder cancer, cervical
cancer, cholangiocarcinoma, endometrial cancer, esophageal cancer, glioblastomata, Kaposi's
sarcoma, kidney cancer, leiomyosarcomas, liver cancer, lymphomas, MFH/fibrosarcoma,
nasopharyngeal cancer, rhabdomyosarcoma, colon cancer, stomach cancer, uterine cancer,

residual cancer, and Wilms’ tumor.

47. Use of a compound or pharmaceutical composition eemprising-of any one of claims 1,
-2, or 7-43 in the manufacture of a medicament for treating tumors that express an antigen

selected from the group consisting of PRLR and STEAP2.

48.  An antibody-drug conjugate comprising an antibody; or antigen binding fragment
thereof, wherein said antibody or antigen binding fragment thereof is conjugated to a
compound of any one of claims 7-42.
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49. A linker-payload comprising the compound of any one of claims 7-42 bonded to a
linker, wherein said linker comprises a moiety reactive with an antibody or antigen binding

fragment thereof.

50.  The linker-payload of claim 49, wherein the linker is bonded to the piperidine

nitrogen, R?, R®, or R of the compound of any one of claims 7-42.

51.  Alinker-payload of Formula LPa, LPb, LPc, or LPd

_R3 7
e o R
N N = 8
— . ﬂ (R®)m

R'" O Q. S HN

R4

RS R®

o}

(LPa)
3 7
L0 o R R
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I1 I \H \ /\(Rs)m
R'" O Q\R2 S HN
R* L
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R® R®
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L
R3 77
e 0 R
N N N N P N\ T~
) - / R8
R" O é\RZ S\HN (R%m
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0o or
(LPc)
3
e o R R
N N O
N N = R8
J . Oan R
R'" O Q\R2 S HN
| R
L R5 ), —R®
o)
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(LPd)
or a pharmaceutically acceptable salt thereof, wherein
L is a linker;
Rt is C1-Cyo alkyl;
R? is —C(O)C1-Cs alkyl, -C(O)N(H)C1-C1o alkyl, or —(C1-C1o alkylene)-NR32R3®,
wherein R3 and R®" are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R* and R® are, independently in each instance, hydrogen or C1-Cs alkyl;
R®is —-OH, -O—, -NHNH3, or -NHNH—;
R is, independently in each instance, hydrogen, -OH, —O—-, halogen, or -NR72R,
wherein R and R are independently in each instance, a bond, hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, acyl, and amino acid residue, wherein alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted:;
R is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CHgz— or —-O- wherein
when Q is —~O—, then R? is C1-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q*—
(CH2)naryl, C1-Cs hydroxyalkyl, or C1-C1o alkylether; or
when Q is -CHa—, then R? is Cs-C1o alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q*—
(CH2)naryl, C1-Cs hydroxyalkyl, or C1-C1o alkylether; and
Qtis —CHz—or -O-;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;
wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-
COO-, benzyl, or phenyl;
wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH-; and

wherein n is an integer from one to five.
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52.  The linker-payload of claim 51, or a pharmaceutically acceptable salt thereof, wherein
L is a linker;
Rt is C1-Cyo alkyl;
R? is —C(O)C1-Cs alkyl, -C(O)N(H)C1-C1o alkyl, or —(C1-C1o alkylene)-NR32R3®,
wherein R3 and R®" are independently in each instance, hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl, cycloalkyl,
aryl, heteroaryl, and acyl are optionally substituted;
R* and R® are, independently in each instance, hydrogen or C1-Cs alkyl;
R®is —-OH, -O—, -NHNH3, or -NHNH—;
R is, independently in each instance, hydrogen, -OH, —O—-, halogen, or -NR72R,
wherein R and R are independently in each instance, a bond, hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, and acyl, wherein alkyl, alkenyl, alkynyl,
cycloalkyl, aryl, heteroaryl, and acyl are optionally substituted;
R is, independently in each instance, hydrogen, deuterium, -NHR?, or halogen,
wherein R? is hydrogen, —C1-Cs alkyl, or -C(O)C1-Cs alkyl; and
m is one or two;
Q is —CHgz— or —-O- wherein
when Q is —~O—, then R? is C1-C1g alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q*—
(CH2)naryl, C1-Cs hydroxyalkyl, or C1-C1o alkylether; or
when Q is -CHa—, then R? is Cs-C1o alkyl, C1-C1o alkynyl, a regioisomeric
C1-Cyo alkylene-triazolylene, —C1-Cyg alkylene-(5-membered heteroaryl), a
regioisomeric —C1-C1o alkylene-(5-membered heteroarylene), —C1-Cs alkylene—Q*—
(CH2)naryl, C1-Cs hydroxyalkyl, or C1-C1o alkylether; and
Qtis —CHz—or -O-;
wherein said regioisomeric triazolylene is unsubstituted or substituted with alkyl, alkenyl,
alkynyl, cycloalkyl, aryl, heteroaryl, and acyl;
wherein said heteroaryl or regioisomeric heteroarylene is unsubstituted or substituted with
alkyl, aminoalkyl, —alkylene-NH-, hydroxylalkyl, —alkylene—O—, carboxyalkyl, —alkylene-
COO-, benzyl, or phenyl;
wherein said aryl is unsubstitued or substituted with nitro, amino, or -NH-; and

wherein n is an integer from one to five.

457



53.  The linker payloads of claim 52, having the Formula LPa', LPb', LPc', or LPd'

_R3 7
e 0 R
SP1—(AA),—SP2 N N /J//( (R®)m
P R'" O Q.2 S HN
R4
RS RS
o)

(LPa")
OW ﬁ I’Y -
P2—(AA),—SP'
(LPb")

\RZ
R4
R® RS
o or
(LPc")
_R3 7
L0 0 R
N N N N 4
. . ﬂ (R%)n
R'" O Q.po S HN
| ®
SP? R® »—R®
1
SP'—(AA),”~ g
(LPd")

or a pharmaceutically acceptable salt thereof, wherein

SP! and SP?, when present, are spacer groups;
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each AA is an amino acid; and

p is an integer from one to ten.

54.  The compound or linker-payload of any one of claims 1-42 or 49-53, wherein aryl
comprises phenyl, naphthyl, fluorenyl, azulenyl, anthryl, phenanthryl, and pyrenyl; heteroaryl
comprises pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, quinolinyl, isoquinolinyl, cinnolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, pteridinyl, benzofuranyl, dibenzofuranyl,
benzothiophenyl, benzoxazolyl, benzthiazoyl, dibenzothiophenyl, indolyl, indolinyl,

benzimidazolyl, indazolyl, and benztriazolyl; and

acyl comprises —C(O)R3, wherein R3¢ comprises alkyl, alkenyl, alkynyl, cycloalkyl, aryl, and
heteroaryl.

55.  The linker-payload of claim 53, wherein the linker-payload is selected from the group

consisting of
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;and
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56. A method for preparing an antibody-drug conjugate comprising contacting an
antibody or antigen binding fragment thereof a-binding-agent-with a linker-payload of claim
5455.

57. A compound selected from the group consisting of
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wherein BA is a binding agent; and k is one, two, three or four.

=0
Z_

58.  The compound of claim 57, wherein BA is an antibody or antigen-binding fragment

thereof.
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59.  The compound of any-ene-of-claims 57 or 58, wherein BA is a transglutaminase-
modified antibody or antigen-binding fragment thereof comprising at least one glutamine

residue used for conjugation.

60.  The compound of any-ene-of-claims 57 or 58, wherein BA is a transglutaminase-
modified antibody or antigen-binding fragment thereof comprising at least two glutamine

residues used for conjugation.

61.  The compound of any-ene-of-claims 57 or 58, wherein BA is a transglutaminase-
modified antibody or antigen-binding fragment thereof comprising at least four glutamine

residues used for conjugation.

62.  The compound of claim 61, wherein BA is a transglutaminase-modified antibody or

antigen-binding fragment thereof wherein conjugation is at two Q295 residues; and K is two.

63.  The compound of claim 61, wherein BA is a transglutaminase-modified antibody or
antigen-binding fragment thereof wherein conjugation is at two Q295 residues and two
N297Q residues; and k is four.

64.  Anantibody-drug conjugate comprising an antibody or antigen-binding fragment

thereof conjugated to a compound of claim 7 selected from the group consisting of
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65.  The compound of any one of claims 57-64, wherein BA or the antibody or antigen-
binding fragment thereof is anti-PRLR or anti-STEAP2.

66.  The compound of claim 7, wherein the compound is selected from the group

consisting of
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or a pharmaceutically acceptable salt thereof.

67.  The compound of claim 1, selected from the group consisting of
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