CLAIMS

‘What is claimed is:

1. A compound of Formula (I):

@

or a pharmaceutically acceptable salt or stereoisomer thereof,

wherein:
A is arylene or heteroarylene;
L is a linker;
BA is a binding agent; and
k is an integer from 1 to 30.
2. The compound of claim 1, wherein

Ais:
(R,

|
7\

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,
aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,
o)

$-0rRA --soRA —HLRA

heterocycloalkyl, cyano, nitro, , and azido;

R* is alkyl;

n is an integer from O to 4; and
}K and 7§ each represents a bond from A to -NH-.
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3. The compound of claim 2, wherein
Rl, independently at each occurrence, is selected from alkyl, alkoxy, halo, haloalkyl, and
heterocycloalkyl.
4. The compound of any of claim 2 or 3,
wherein:

A is selected from:

(R")q (RMn
(R")n
\_/ , e , and "y : and
nis0, 1,2, or 3.
5. The compound of any of claims 2-4, wherein R', independently at each

occurrence, is selected from methyl, methoxy, fluoro, chloro, bromo, trifluoromethyl,

pyrrolidinyl, and morpholinyl.
(R"n
6. The compound of any of claims 2-5, wherein A is gOg .

(R"n

7. The compound of any of claims 2-5, wherein A is "
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wherein:

10.

wherein:

11.

The compound of any of claims 2-5 wherein A is

The compound of any of claims 1-8, wherein L is:

A
‘E'SP'AALAAZ‘%‘

SP is a spacer;

‘?‘ is one or more bonds to the binding agent;

%_ a bond from A to -NH-;
AA' is an amino acid; and
AA? is an amino acid.

The compound of any of claims 1-8, wherein L is:

4sp$

SP is a spacer;

‘?‘ is one or more bonds to the binding agent; and

_g_ a bond from A to -NH-.

(R"n

=

The compound of claim 9, wherein AA-AA?is: valine-citrulline, citrulline-

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

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

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

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

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

alanine-asparagine, asparagine-alanine, valine-alanine, alanine-valine, valine-glycine, or

glycine-valine.
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12. The compound of any of claims 1-9, wherein L is:
AA2
o tt 1|
-$-SP—N . Nj\ﬁ—
z H
RAA1 O
wherein:
SP is a spacer;
‘?‘ is one or more bonds to the binding agent;
_g_ a bond from A to -NH-;
R**! is an amino acid side chain; and
R is an amino acid side chain.
13. The compound of claim 12, wherein L is:
Ox__NH,
NH
0]
A H
—%—SP—N\:)J\N .
E H o
HyC™ “CH;
wherein:
SP is a spacer; and
‘?‘ is one or more bonds to the binding agent; and
_g_ a bond from A to -NH-.
14. The compound of any of claims 9-13, wherein SP comprises a Cs_; alkylene.
15. The compound of any of claims 9-14, wherein SP is selected from:
6] O

A

s

0]

S
H
N—(CH,)o-L- AJ:‘éN_(CHz)b‘NJ'Lg' O /l(J)\ A o
- A y_(CHZ)b 5\ '%'H_ CH
o) o) T _and ( 2)bJ'I_§_;

B
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wherein:

b, independently in each instance, is an integer from 2 to 8;

‘?‘ is one or more bonds to the binding agent; and

_g_ a bond from A to -NH-.

16. The compound of any of claims 1-9 and 11-15, wherein L is selected from
Oy NH2 OYNHZ

NH NH

O
o, O hS y O
A N—(CHZ)bJJ—N\)KN 5 A N_(CHZ)b_NLN\)J\N 3
- : H 5 - i H g
o HaC™ > CH, o HsC” “CHs

Os_NH
Y

2
NH NH
0) oy 9 oy 9
N A QN-(CH»H‘—NJN
’ : H / Z
HC” CHy O _and HaC ° :

PN H
CHs

wherein:

b is an integer from 2 to 8§;

_?_ is one or more bonds to the binding agent; and

—3— a bond from A to -NH-.
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17. The compound of claim 16, wherein L is selected from

O+_NH, O<__NH,
NH NH
N/\/\/ \ﬂ/ - N E— Nw : N g_
S = 0O O = (6]
Al o HoC” > CHs ML o HoC™ “CHa
O+__NH, O«_NH,
NH NH
A H 9 A O y ©
Jiﬂ/\/\/\ﬂ/N\_)J\N }e.ﬂ\/\/\ﬂ/N\_)J\N
:0H I H
0 o = 0 o = 0
HsC~ “CHs _and HsC~ CHj

wherein ‘?‘ is a bond to the binding agent and _g_ a bond from A to -NH-.

18. The compound of any of claims 1-8, 10, and 14-15 wherein L is selected from

(@] H (0]
N/\/\/N ‘1‘2_/ N ‘L&_/ 0
© , o , O o O ,and

ré‘N/\/\/\’rﬁlL/
H

O ,wherein ‘?‘ is a bond to the binding agent and —3— a bond from A to -NH-.

19. The compound of claim 1, wherein the compound is selected from:

292



Ab—S
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295



296



297



298



299



300



301



302



H H

N/\/\/N\H/N
S

o HsC
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304



Ab

Ab

Ab

305



Ab

Ab

Ab

HaC

CHs
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Ab

307



Ab

)

308



Ab

Ab

Ab

309



Ab

Ab

310



Ab

Ab

Ab




Ab

Ab

Ab

>....

HsC~ 'CHs
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Ab

Ab

313



314



Ab
o
k§
wherein:
Ab is an antibody;
S__ isabond to a cysteine of the antibody;
N

is a bond to a lysine of the antibody;
k is an integer from 1 to 30; and
tis an integer from 1 to 8.

20. The compound of claim 19, wherein the compound is:

0 y O
o A H
o HsC CHj

; and

wherein Ab is an antibody or antigen-binding fragment thereof.
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21. The compound of any of claims 1-18, wherein the BA is an antibody.

22. The compound of any of claims 1-18, 20, or 21 wherein the antibody is an anti-

MUCI16 antibody, an anti-PSMA antibody, an anti-STEAP2 antibody or an anti-HER2 antibody.

23. A compound of Formula II:

(1)

or a pharmaceutically acceptable salt or stereoisomer thereof,

wherein A is arylene or heteroarylene.
24. The compound of claim 23,
wherein:
Ais:
(R")n

|
7\
L.

Rl, independently at each occurrence, is halo, haloalkyl, haloalkoxy, alkyl, alkenyl,
alkynyl, alkoxy, aryl, alkaryl, aralkyl, heteroaryl, heterocycloalkyl, cyano, nitro,

O
$-0r* --sO,RA —$LRA

, or azido; and

n is an integer from O to 4.
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25. The compound of claim 24, wherein Rl, independently at each occurrence, is

selected from alkyl, alkoxy, halo, haloalkyl, and heterocycloalkyl;

26. The compound of any of claims 23-25, wherein the compound of Formula (II) is
selected from a compound of the Formula (ITA1), a compound of the Formula (ITA2), and a

compound of the Formula (IIA3):

HoN
(IIA3).
27. The compound of any of claims 24-26, whereinn is 0, 1 2, or 3.
28. The compound of any of claims 24-27, wherein R, independently at each

occurrence, is selected from C, 4 alkyl, C;¢ alkoxy, halo, C;_¢ haloalkyl, and heterocycloalkyl.
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29. The compound of any of claims 24-28, wherein R' is, independently at each
occurrence, selected from methyl, methoxy, fluoro, chloro, bromo, trifluoromethyl, pyrrolidinyl,

and morpholinyl.

30. The compound of claim 23, wherein the compound is selected from:
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Ij S Hs o
FsC ko N N/go
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31. A pharmaceutical composition comprising the compound of any of claims 1-30

and a pharmaceutically acceptable excipient.
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32. Use of a compound of any of claims 1-30 or a composition of claim 31 in the

preparation of a medicament for treating a proliferative disorder.

33. A compound of Formula P1:

wherein A is arylene or heteroarylene; and RL is a reactive linker.
34. The compound of claim 33, wherein:
Ais:
(R"n

N

"y

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,

aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,

0]
5. A sl pA
heterocycloalkyl, cyano, nitro, 'E_ORA, § SO:R , % R , and azido;
R*is alkyl; and
n is an integer from O to 4.
35. The compound of claim 34, wherein Rl, independently at each occurrence, is

selected from alkyl, alkoxy, halo, haloalkyl, and heterocycloalkyl;
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36. The compound of any of claim 33-35, wherein the compound of Formula P1 is a

compound of Formula P2A1-3:

0]
H
R_
SP™—N : N
z H
HsC~ “CHs
(P2A1-3)
wherein:
A is selected from:
(R"n (R"),
(RYn
\_7/ , T , and Y ; and
SP® is a reactive linker.
37. The compound of claim 33-35, wherein the compound of Formula P1 is selected

from a compound of Formula P1H1, a compound of Formula P111, a compound of Formula
P1V1, a compound of Formula P1W1, a compound of Formula P1K1, a compound of Formula

P1TGI1, a compound of Formula P1ZZ1, and a compound of Formula P1ZZ2:

(P1H1)
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(P1K1)
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NH
HaC'
o, o
H2N—(CH2)bJJ—NQJ\N ¥
R
HaC™ CHs 1
R
(PITG1)
H on OCHs  GHs
NS A o~

, and

(P1ZZ2)
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38.

The compound of claim 33, wherein the compound is selected from:
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0 HsC~ 'CH, CHs
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o HsC™ CHs F3C
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334



335



336



337



338



O
o) S 4 ©
oA gm0 I
O =

HaC™ “CH;
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0]
0 S y O
0 H = H

HaC™ “CH,

0]
(0] S H 0]
N\O)J\/\O/\/O\/\”J\N\_)J\N
0 z H

HaC

CH,

0]
0 S 0
H
g\OJ\/\O/\/O\/\NJ\N\:)J\N
0 H S

HsC” “CH;

O
0] S H 0]
N\O)J\/\O/\/O\/\N N\)J\N
H H
0]
HsC™ CHs
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Cl

HoN

Cl , and
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39.

(PPID)
wherein A is arylene or heteroarylene.
40. The compound of claim 39, wherein:
Ais:
(R"n

|
7\
iy

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,
aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,

0]

J_l_RA

-§-ORA’ —§-802RA’ - , and azido;

heterocycloalkyl, cyano, nitro,
R* is alkyl;

n is an integer from O to 4.
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41. The compound of claim 40, wherein Rl, independently at each occurrence, is

selected from alkyl, alkoxy, halo, haloalkyl, and heterocycloalkyl;

42. The compound of any of claims 39-41, wherein the compound of Formula PPII is

a compound of Formula PP5AT1:

(PP5A1)
wherein:
Rl, independently at each occurrence, is selected from alkyl, alkoxy, halo,
haloalkyl, and heterocycloalkyl; and
n is an integer from O to 4.
43. The compound of any of claims 39-41, wherein the compound is selected from:
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44.

@

comprising contacting a compound of P1:

with a binding agent under conjugation conditions,
wherein:

A is arylene or heteroarylene;

L is a linker;

BA is a binding agent;
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k is an integer from 1 to 10; and

RL is a reactive linker.
45. The method of claim 44, wherein:
Ais:

Ry

|
7\

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,
aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,
O
heterocycloalkyl, cyano, nitro, -§-ORA’ _E-SOZRA, _gll_RA

R*is alkyl; and

, and azido;

n is an integer from O to 4.

46. The method of claim 45, wherein:
Rl, independently at each occurrence, is selected from alkyl, alkoxy, halo, haloalkyl, and
heterocycloalkyl; and

n is an integer from O to 4.

47. The method of claim 44, wherein
the compound of Formula P1 is prepared by contacting a compound of Formula II
with a RL,
RL is a reactive linker; and
the compound of Formula II is prepared by contacting a compound of Formula

PP5A with a suitable reducing agent:




(PP5A)

wherein:
R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,
aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,
O
heterocycloalkyl, cyano, nitro, —§—ORA , _§_SOZRA , _gLRA, and azido;
R* is alkyl;
n is an integer from O to 4; and

the suitable reducing agent is selected from a metal, a metal foil, a metal powder, dust of

a metal, a metal amalgam, or metal filings.

48. A method of making a compound of Formula II:

wherein:
A is arylene or heteroarylene
comprising:

(a) contacting a compound of formula P2

with a compound of formula PP6:
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O;N—A—N

\\C
PP6 \\O ,

under Lewis acid synthesis conditions to form a compound of PPII:

; and

(PPII)

(b) reducing the compound of formula PPII by contacting the compound of
formula PPII with a reducing agent to form a compound of Formula II.

49. The method of claim 48:

wherein:

A is:
(R,

|
7\

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,

aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,

0
$-0rh 4-sORA —$LRA

heterocycloalkyl, cyano, nitro, , and azido;
R* is alkyl;
n is an integer from O to 4.
50. The method of claim 48, wherein Rl, independently at each occurrence, is

selected from alkyl, alkoxy, halo, haloalkyl, and heterocycloalkyl.
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51. A method of making a compound of Formula PPII, comprising contacting a

compound of Formula P2 with a compound of Formula PP6 under Lewis acid synthesis

conditions:
2
OQN\ S
—-N
PP6;
wherein:
A is arylene or heteroarylene.
52. The method of claim 51, wherein:

(R"n

|
7\
18 ?%‘Qi;

R', independently at each occurrence, is selected from alkyl, alkenyl, alkynyl, alkoxy,

aryl, alkaryl, arylalkyl, halo, haloalkyl, haloalkoxy, heteroalkyl, heteroaryl,

o]
S ARA -5 A sl pA ‘
heterocycloalkyl, cyano, nitro, § OR , ESO2R , % R , and azido;
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R* is alkyl;
n is an integer from O to 4.
53. The method of claim 51, wherein:

Rl, independently at each occurrence, is selected from alkyl, alkoxy, halo, haloalkyl, and

heterocycloalkyl.
54. The use of claim 32, wherein the proliferative disorder is cancer.
55. The use of claim 54, wherein the cancer is renal cell carcinoma, pancreatic

carcinoma, head and neck cancer, prostate cancer, malignant gliomas, osteosarcoma, colorectal
cancer, gastric cancer, malignant mesothelioma, multiple myeloma, ovarian cancer, small cell
lung cancer, non-small cell lung cancer, synovial sarcoma, thyroid cancer, breast cancer, or
melanoma.

56. The use of claim 32, wherein the binding agent in the compound of any one of
claims 1-30 or the composition of claim 31 interacts with or binds to a tumor antigen.

57. The use of claim 56, wherein the tumor antigen is specific for a type of tumor or
is shared, overexpressed, or modified on a particular type of tumor.

58. The use of claim 56 wherein the tumor antigen is selected from the group
consisting of prolactin receptor (PRLR), prostate-specific membrane antigen (PSMA), MUC16,
STEAP2, and EGFRVIIL.

59. The use of claim 56, wherein the tumor antigen is selected from the group
consisting of AFP, ALK, B7H4, BAGE proteins, B-catenin, brc-abl, BRCA1, BORIS, CA9
(carbonic anhydrase 1X), caspase-8, CD20, CD40, CD123, CDK4, CEA, CLECI12A, c-kit,
cMET, CTLAA4, cyclin-B1, CYP1B1, EGFR, EGFRVIII, endoglin, Epcam, EphA2, ErbB2/Her2,
ErbB3/Her3, ErbB4/Her4, ETV6-AML, Fra-1, FOLR1, GAGE proteins, GD2, GD3, GloboH,
glypican-3, GM3, gp100, Her2, HLA/B-raf, HLA/EBNA1, HLA/k-ras, HLA/MAGE-A3,
hTERT, IGF1R, LGRS, LMP2, MAGE proteins, MART-1, mesothelin, ML-IAP, Mucl, Mucl6,
CA-125, MUMI1, NA17, NGEP, NY-BR1, NY-BR62, NY-BR85, NY-ESO1, 0X40, p15, p53,
PAP, PAX3, PAXS, PCTA-1, PDGFR-a, PDGFR-B, PDGF-A, PDGF-B, PDGF-C, PDGF-D,
PLACI, PRLR, PRAME, PSCA, PSGR, PSMA (FOLH1), RAGE proteins, Ras, RGS5, Rho,
SART-1, SART-3, Steap-1, Steap-2, STn, survivin, TAG-72, TGF-, TMPRSS2, Tn,
TNFRSF17, TRP-1, TRP-2, tyrosinase, and uroplakin-3, alpha-actinin-4 with lung cancer,
ARTCI with melanoma, BCR-ABL fusion protein with chronic myeloid leukemia, B-RAF,
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CLPP or Cdc27 with melanoma, CASP-8 with squamous cell carcinoma, and hsp70-2 with renal
cell carcinoma, BAGE-1, GAGE, GnTV, KK-LC-1, MAGE-A2, NA88-A, and TRP2-INT?2,
BCMA, SLAMF7, B7TH4, GPNMB, UPK3A, and LGRS, and fragments thereof.

60.  The use of claim 32, wherein the binding agent in the compound of any one of
claims 1-30 or the composition of claim 31 is an antibody selected from the group consisting of
an anti-PSMA antibody, anti-MUC16 antibody, anti-HER?2 antibody, anti-EGFRVIII antibody,
and anti-STEAP-2 antibody.

61. The use of claim 32, wherein k in the compound of any one of claims 1-30 or the
composition of claim 31 is an integer from 1 to 8.

62. The compound of claim 1, wherein the compound is selected from:
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GIn

Ab

wherein:

Ab is an antibody;

S__ isabond to a cysteine of the antibody;
N

is a bond to a lysine of the antibody;
k is an integer from 1 to 30; and

t is an integer from 1 to 8.
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63. The compound of claim 23 that is selected from:

and

64. The compound of claim 38, wherein the compound is selected from:
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, and
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