IMMUNOSTIMULATORY COMPOUNDS AND CONJUGATES

CROSS REFERENCE TO RELATED APPLICATION
[0001] This application claims priority from U.S. Provisional Application No.
63/145,367, filed February 3, 2021, which is hereby incorporated by reference in its entirety.

INCORPORATION BY REFERENCE
[0002] All publications, patents, and patent applications mentioned in this specification are
herein incorporated by reference to the same extent as if each individual publication, patent,
or patent application was specifically and individually indicated to be incorporated by

reference.

BACKGROUND
[0003] Toll-like receptors (TLRs) play an important role in activitating the immune system
against invading pathogens and against damaged cells that may lead to cancer. See
Kaczanowska, et al., J. Leukoc. Biol. 2013; 93(6): 847-863. TLRs are a family of single-pass
membrane bound proteins that, when activated, recuit adaptor proteins to propagate the
antigen-induced signal transduction pathway. As immunostimulatory compounds, TLR
agonists have been developed as vaccine adjuvants, to boost production of immune cells that
target the desired viral or bacterial antigen in the vaccine. TLRs also recognize endogenous
markers of tumorigenesis such as cell death and chronic inflammation and activate an innate
immune response to these cells. See, e.g., Ellerman, et al., Clin. Cancer Res. 2007; 13: 2836-
2848; Hernandez, et al., Oncogene 2016; 35: 5931-5941; and Urban-Wojciuk, et al., Front.
Immunol., Vol. 10, pp. 2388-2398 (2019). However, due to their immunostimulatory
properties, systemic use of TLR agonists may be restricted by dose-limiting toxicities resulting
from systemic cytokine induction. See Adams, S., Immunotherapy 2009; 1(6): 949-964. Thus,
there remains a need for targeted immunostimulatory compounds to localize the immune

response to the desired cells while minimizing off-target effects.

SUMMARY
[0004] The present disclosure provides compounds and biomolecular complexes (e.g.,
antibody-drug conjugates) which elicit cell- and tissue-specific immune responses. As cancer
immunosuppression is often localized within microenvironments proximal to the cancerous
cells, such targeted molecules and complexes can activate immune responses at cancer sites

while minimizing undesired responses in healthy tissues. To achieve this end, #—eertain



embediments-the present disclosure provides antibody-drug conjugates (ADCs) configured to
selectively activate immune responses in the presence of cancer cells. In addition to localizing
to targeted cancer sites, ADCs of the present disclosure can be configured to release their
payloads (e.g., TLR agonists) only within the presence of or upon uptake by the cancerous (or
cancer-associated) cells, thereby limiting immune activation to cancer sites, and preventing
off-target (e.g., broad systemic) immune activation.
[0005] The ADCs described herein, as well as pharmaceutically acceptable salts thereof, can
be configured for uptake by a target cell or tissue. In seme-embedimentsthe disclosure, an ADC
is configured to endocytose upon binding to a membrane bound and/or surface displayed
antigen. In such cases, the ADC may target intracellular receptors such as TLR7 or TLRS,
which are often primarily localized within endosomes. Endocytosis can be aided by lipophilic
groups appended to the ADC, such as PEGylated or neutral and nonpolar peptidic linkers.
[0006] In addition to targeting, release of an ADC drug unit can be controlled such that the
release occurs at a designated site (e.g, within a cell targeted by the antibody). As a linker (L)
cleavable group can be configured for cleavage within particular physiological conditions or
by specific enzymes, release of the Drug Unit can be limited primarily to the target site.
Accordingly, the biological effects of the Drug Unit (such as immunostimulatory effects) can
be localized to a target site. Alternatively, the Drug Unit can be configured to remain attached
to the antibody, or a portion of the antibody and/or linker and induce its biological effect while
coupled to the antibody.
[0007] In—varieusembediments; tThe present disclosure provides antibody drug conjugates
(ADC) having the structure:
Ab-(L-D)p
or a pharmaceutically acceptable salt thereof;

wherein:

Ab is an antibody as defined herein;

each L is a linker as defined herein;

wherein each D is conjugated to a linker as described herein;

wherein each L is covalently attached to Ab via a sulfur atom of a cysteine residue or
an e-amino group of a lysine residue as described herein;

subscript p is as defined herein.

[0008] In seme-aspeetsthe disclosure, each D has the structure of Formula (A):
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or a pharmaceutically acceptable salt thereof;

wherein each of R!, R?, R?, R* R*, and n are as defined herein.

[0009] In etheraspeetsthe disclosure, each D has the structure of Formula (I):

R! _R?
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(Rm (D
or a pharmaceutically acceptable salt thereof;
wherein R!, R?, R?, R*, R, R®, and m are as defined here.

[0009a] In one aspect, the present disclosure provides an antibody drug conjugate (ADC)

having the structure:

Ab-(L-D),

or a pharmaceutically acceptable salt thereof:

wherein:
Ab is an antibody:

each L is a linker;

wherein each D is conjugated to a linker;

wherein each L is covalently attached to Ab via a sulfur atom of a cysteine residue or

an e-amino group of a lysine residue;

subscript p is an integer from 1 to 16:

each D has the structure of Formula (I):

R' _R?
N

(D




or a pharmaceutically acceptable salt thereof:

wherein:
R! is (a) the point of covalent attachment to L: or (b) selected from the group consisting

of hydrogen, C-C¢ alkyl, C>-Cg alkenyl, C>-Ce alkynyl, C;-Ce alkanovyl, C1-Ce alkoxycarbonyl,

C-Cs alkoxythiocarbonyl, C;-Cg carbamoyl, C;-Cs amidine, C1-Cs_sulfone, C;-C¢ thione, Cs-

Cs_cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each C;i-Cg alkyl, C>-Cs

alkenyl, C>-C¢ alkynyl, Ci-Cg alkanoyl, Ci-Cs alkoxycarbonyl, Ci-Ce alkoxythiocarbonyl, Ci-

Ce carbamoyl, C;-Cg amidine, C1-C¢ sulfone, C;-Cg thione, C3-Ce cycloalkyl, phenyl, and 5-10

membered heteroaryl is optionally substituted with 1-3 substituents independently selected

from the group consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Cg cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NR”RE:

R? is (a) the point of covalent attachment to L: or (b) selected from the group consisting

of hydrogen, C-C¢ alkyl, C>-Cg alkenyl, C>-Ce alkynyl, C;-Ce alkanoyl, C1-Ce alkoxycarbonyl,

C3-Cs_cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each Ci-Cg alkyl, C»-Cs

alkenvyl, C>-Cg alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, C3-Ce cycloalkyl, phenyl, and

5-10 membered heteroaryl is optionally substituted with 1-3 substituents independently

selected from the eroup consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Cg
cycloalkyl, phenyl, 5-10 membered heteroaryl, C1-Cs alkoxy, C1-C alkylthio, and -NR*RE: or

R! and R?, taken together with the nitrogen atom to which they are attached, form a 3-

6 membered heterocyclyl optionally substituted with 1-3 independently selected C;-Ce alkyl:

R3 is (a) the point of covalent attachment to L: or (b) selected from the group consisting

of hydrogen, -NRARB, —C(=0)NR*RB, C;-Cs alkyl, C»-Cs alkenyl, C»-Cs alkynyl, Ci-Cs

alkanovl, C;-Cg alkoxycarbonyl, C;-Cg alkanovyloxy, C3-Cg cycloalkyl, phenvyl, 5-10 membered

heteroaryl, and 3-12 membered heterocycle; wherein each C;-C¢ alkyl, C,-Cs alkenyl, C>-Ce

alkynyl, Ci-Cs alkanovl, Ci-Cs alkoxycarbonyl, Ci-Cs alkanovyloxy, C3-Ce cycloalkyl, phenyl,

5-10 membered heteroaryl, and 3-12 membered heterocycle is optionally substituted with 1-3

substituents independently selected from the group consisting of hydroxyl, halogen, sulthydryl,

cyano, oxo, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-Cs alkoxy, Ci-
Ce alkylthio, and -NRARE;

R* is (a) the point of covalent attachment to L: (b) -OR®:; (¢) -S(=0)2R; (d) -
C(=0)NRPRF; (e) -C(=0)OR®; (f) -C(=0)SRE; (g) -C(=S)R; (h) -PO3RE; or (j) Ci-Cs alkyl

optionally substituted with:

(1) 1-3 independently selected halogen:
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(i) -ORS;

(i) -SRE;

(iv)  -NH-S(O2)RS;
(v)  -OC(=O)RS;
(vi)  -CO-H:

(vii))  C;-Ce alkoxycarbonyl;

(viii) _-C(=O)NRPRE;

(ix) _ -NRPRE;

(x)  -[N(Ci-Cs alkyh)RPR]";

(xi)  -(phenyl)C;-Cg alkyl, wherein its C;-Ce alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRF]", or 1-3 independently selected halogen:

(xii)  phenyl substituted with halogen, hydroxyl, Ci-Cs_alkoxy, -C(=O)NRPRE or
-COzH;

(xiii) -(5-10 membered heteroaryl)Ci-Ce alkyl, wherein its C1-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-C¢_alky)RPRF]", or 1-3 independently

selected halogen: or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=0)NRPREF, -SR®, (C;-C¢)alkoxycarbonyl, or -CO,H:

wherein when R* is (j), the Ci-C¢ alkyl, or a substituent thereof, may be further

substituted with the point of covalent attachment to L;
R> is selected from the group consisting of -C(=0)ORF, -NO», -CN. -CF;, -
C(=0)NRERH, -S(0,)NRERH, -N(RH-C(=0)R’, -N(R")-S(02)R¥, and SO;R¥;

each R® is (a) the point of covalent attachment to L: or (b) independently selected from

the group consisting of halogen, hydroxyl, nitro, cyano, Ci-C¢ alkyl, C»-Ce alkenyl, C>-Cg

alkynyl, C;-Cs_alkoxy, C;-Ce_alkanoyl, C;-Ce_alkanovyloxy, C;-Ce alkoxycarbonyl, Ci-Cg

haloalkyl, C;-C¢ haloalkoxy, and —~NR”R®B: wherein no more than one R® is the point of

covalent attachment to L;

subscript mis 0., 1, 2. or 3:

each R and R® is (a) the point of covalent attachment to L, (b) independently selected

from the group consisting of hydrogen and C;-Cs alkyl: or R* and R® taken together with the

nitrogen atom to which they are attached, form a 3-6 membered heterocyclyl optionally

substituted with 1-3 independently selected Ci-C alkyl; wherein only one of R* and R® is the

point of covalent attachment to L:
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RE is (a) the point of covalent attachment to L: or (b) selected from the group consisting

of hydrogen, phenyl. and C;-C;¢ alkyl optionally substituted with phenyl or 1-3 independently

selected halogen:

each RP, RE, RS, and RY are (a) the point of covalent attachment to L: or (b)

independently selected from the group consisting of hydrogen, C;-Cg alkyl, C,-Cg alkenyl, Cs-
Csg cycloalkyl, C3-Cg cycloalkyl(C1-Cg alkyl)-, aryl, and aryl(Ci-Cs alkyl)-: or R? and RF, or

RS and RY, together with the nitrogen atom to which they are attached, form a 3-6 membered

heterocyclyl optionally substituted with 1-3 independently selected Ci-Ce alkyl; wherein only

one of RP, RF, RY, and R" is the point of covalent attachment to L:

RF is (a) the point of covalent attachment to L: or (b) selected from the group consisting

of hydrogen, trifluoromethyl, C,-Cg alkenyl, C>-Cg alkynyl, C3-Cs cycloalkyl, aryl, aryl(C;-Cg

alkyD)-, and C;-Cg alkyl optionally substituted with 1-3 substituents independently selected

from the group consisting of halogen, C;-Cs alkanoyloxy, C;-Ce alkoxy, and C3-Cs cycloalkyl;

each R, R’, and R¥ is (a) the point of covalent attachment to L: or (b) independently

selected from the group consisting of hydrogen and Ci-C¢ alkyl; wherein only one of R!, R,

and R¥ is the point of covalent attachment to L:

wherein only one of R', R%, R?, R R’, R®, R*, REB, R®, RP, RE, RF, RS, RH. R, R’, and

RX is the point of covalent attachment to L:

R! and R* are each optionally substituted with a solubilizing group (Sp) selected from

the group consisting of phosphoryl, sulfuryl, nitro, Cs-Cy monosaccharide, C19-Cis

disaccharide, and C;5-C»7 trisaccharide; and

wherein each D has only one point of covalent attachment to L.

[0010] In furtherembedimentsthe disclosure, each D has the structure of Formula (II):
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or a pharmaceutically acceptable salt thereof;
wherein R!, R3, R*, R>, R®, and m are as defined herein.

[0011] In etherembedimentsthe disclosure, each D has the structure of Formula (III):
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or a pharmaceutically acceptable salt thereof;
wherein R!, R, R?, R*, R>, R®, and m are as defined herein.

[0011a] In another aspect, the present disclosure provides an antibody drug conjugate (ADC)
having the structure:

Ab-(L-D)p

or a pharmaceutically acceptable salt thereof

wherein:

Ab is an antibody:

each L is a linker;

wherein each D is conjugated to a linker:

wherein each L is covalently attached to Ab via a sulfur atom of a cysteine residue or

an e-amino group of a lysine residue;

subscript p is an integer from 1 to 16;

each D has the structure of Formula (I1I):

R! _R?
N

N/ | N\>_ 3
R
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R
6
(R®)m (111)

or a pharmaceutically acceptable salt thereof

wherein:

R! is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»-Cs alkenyl, C»-

Ce_alkynyl, C;i-Cs alkanoyl, C;-C¢ alkoxycarbonyl, C;-Ce alkoxythiocarbonyl, C;-Cg

carbamovl, Ci-C¢ amidine, Ci-Cg_sulfone, Ci-C¢_thione, C3-Cs cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each Ci-Cg alkyl, C>-Cg alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C-Cs_alkoxycarbonyl, C;-Cg alkoxythiocarbonyl, C;-C¢_carbamoyl, C;-C¢_amidine, C;-Cs

sulfone, C;-Cs thione, C3-Cg cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,
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halogen, sulfthydryl. cyano. oxiranyl, C3-Cg cycloalkyl, phenyl. 5-10 membered heteroaryl, C;-
Ce alkoxy, Ci-Cs alkylthio, and -NR*RB:

R? is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»>-Cs alkenyl, Cr-

Ces_alkynyl, C;-Cg alkanovyl, Ci-Cs alkoxycarbonyl, C3-Ce cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each C1-Cg alkyl, C>-Ce alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl. cyano, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-
Cs alkoxy, Ci-Cs alkylthio, and -NR”RB: or

R'! and R?, taken together with the nitrogen atom to which they are attached, form a 3-

6 membered heterocyclyl optionally substituted with 1-3 independently selected C-Ce alkyl:
R3 is selected from the group consisting of hydrogen, -NR*RB, —C(=0)NR"RB, C;-Cs

alkyl, C»-Cs alkenyl, C>-Ce alkynyl, C1-Ce alkanoyl, C;-Cs alkoxycarbonyl, C1-Ce alkanoyloxy,

C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered heterocycle:; wherein
each C;-Cg alkyl, C>-Cg alkenyl, C>-Cg alkynyl, C1-Ce alkanovl, C;-Cg alkoxycarbonyl, Ci-Cs

alkanovloxy, C3-Ce cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered

heterocycle is optionally substituted with 1-3 substituents independently selected from the

group consisting of hydroxyl, halogen, sulthydryl, cyano, oxo, oxiranyl, C3-Cg cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, C1-C¢ alkylthio, and -NR*REB:
R*A is (a) the point of covalent attachment to L or (b) Ci-Cs alkyl substituted with:

(1) 1-3 independently selected halogen;
(i) -ORS;

(iii)  -SR¢;

(iv) _-NH-S(O2)RS;

(v) -OC(=0)RE;

(vi)  -COH;

(vii)  C;-Ce alkoxycarbonyl;

(viii) _-C(=O)NRPRE;

(ix) -NRPRE;

(x)  -[N(Ci-Cs alky)RPR]";

(xi)  -(phenyl)C;-Ce alkyl, wherein its C;-Ce alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRF]", or 1-3 independently selected halogen:

(xii) _ phenyl substituted with halogen, hydroxyl, C;-Cs alkoxy, -C(=O)NRPR® or
-COzH;
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(xii1)  -(5-10 membered heteroaryl)C;-Ce alkyl, wherein its C;-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRF, -[N(C;-Cs alkyDRPRF]*, or 1-3 independently

selected halogen: or

(xiv)  5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C1-Cg
alkoxy, -C(=0)NRPREF, or -CO,H:

wherein when R*A is (b), the C1-Cs alkyl, or a substituent thereof, is further substituted

with the point of covalent attachment to L;

R’ is selected from the group consisting of -C(=O0)ORF, -NO,, -CN, -CF; -
C(=O)NRSRY, -S(0,)NRERY, -N(R})-C(=0)R’, -N(R")-S(0,)R¥, and -SO;R¥;

each R® is independently selected from the group consisting of halogen, hydroxyl, nitro,
cyano, Ci-Ce alkyl, C>-Cs alkenyl, C»-Cs alkynyl, C;-C¢ alkoxy, Ci-Ce alkanoyl, Ci-Ce
alkanoyloxy, C;-Cg alkoxycarbonyl, Ci-Ce haloalkyl, Ci-Cs haloalkoxy, and -NRARE;

subscript mis 0, 1, 2. or 3:

each R and RP independently selected from the group consisting of hydrogen and C;-

Cs alkyl: or R* and R® taken together with the nitrogen atom to which they are attached, form

a 3-6 membered heterocyclyl optionally substituted with 1-3 independently selected C;-Cs

alkyl;
RE is selected from the group consisting of hydrogen, phenyl, and C;-Cio alkyl

optionally substituted with phenyl or 1-3 independently selected halogen;

each RP, RE, RS, and R" is independently selected from the group consisting of
hydrogen, Ci-Cs alkyl, C>-C¢ alkenyl, C3-Cs cycloalkyl, C3-Cg cycloalkyl(C;-Ce alkyl)-, aryl,
and aryl(C;-C¢ alkyl)-: or RP and RF, or RS and RY, together with the nitrogen atom to which

they are attached, form a 3-6 membered heterocyclyl optionally substituted with 1-3

independently selected C;-Cg alkyl:

RF is selected from the group consisting of hydrogen, trifluoromethyl, C>-C¢ alkenyl,

C,-Cs alkynyl, C3-Cg cycloalkyl, aryl, aryl(C;-Ce alkyl)-, and C;-Cg alkyl optionally substituted

with 1-3 substituents independently selected from the group consisting of halogen, Ci-Cs

alkanovloxy, Ci-Cg alkoxy, and C3-Cg cycloalkyl:

R! is optionally substituted with a solubilizing group (St) selected from the group

consisting of phosphoryl, sulfuryl, nitro, Cs-C9 monosaccharide, C19-C;g disaccharide, and

C15-C»y7 trisaccharide; and

each R', R', and R¥ is independently selected from the group consisting of hydrogen and C;-

Ce alkyl.
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[0012] In seme-embeodimentsthe disclosure, each D has the structure of Formula (IV):

RI _R?

R6)m

or a pharmaceutically acceptable salt thereof;
wherein R!, R?, R*, R>, R®, and m are as defined herein.

[0013] In furtherembedimentsthe disclosure, each D has the structure of Formula (V):

Iv)

Hs

(R (V)
or a pharmaceutically acceptable salt thereof;
wherein R!, R?, R?, R* R®, and m are as defined herein.

[0014] In seme-aspeetsthe disclosure, each D has the structure of Formula (VI):

: \*R'j

RGA (VI)

or a pharmaceutically acceptable salt thereof;
wherein R!, R2, R?, R* R3, R and q are as defined herein.
[0015] In eertain-embedimentsthe disclosure, each D has the structure of Formula (VII):

v\° \>—R3

(VID)
or a pharmaceutically acceptable salt thereof;

wherein R!, R2, R?, R* R3, R and q are as defined herein.
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[0016] In the disclosureseme-aspeets, each D has the structure of Formula (VIII):

R! _R?
N

N - N
S | g*—R3
& N

R4
5
R ¥ (VII)
or a pharmaceutically acceptable salt thereof;
wherein R!, R2, R?, R* R3, R and q are as defined herein.

[0017] In the disclosureseme-embediments, each D has the structure of Formula (A):

1 2

R\N,R

N/ N\ 3

R
| N

R4
////
(RX),

(A)
or a pharmaceutically acceptable salt thereof;
wherein R!, R2, R?, R* RX, and n are as defined herein.

[0018] In the disclosureseme-aspeets, each D has the structure of Formula (XI):

(XI)
or a pharmaceutically acceptable salt thereof;
wherein Sp, R!, R%, R3, R®, R®, and m are as defined herein.

[0019] Infurtheraspeets;-Tthe present disclosure provides compounds of Formula (IX):

R! _R?
N

N ~ | N\>_ 3
R
NN
R4
5
6
(R®)m (IX)
or a pharmaceutically acceptable salt thereof;

wherein R!, R?, R3, R* R’, R®, and m are as defined herein.



[0019a] In another aspect, the present disclosure provides a compound of Formula (IX):

R' _R?
N

N/ N\ 5
e

R4
R5

(R%)m (IX)

or a pharmaceutically acceptable salt thereof:

wherein:

R! is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»-Cs alkenyl, C»-

Ce_alkynyl, C;i-Cs alkanoyl, C;-C¢ alkoxycarbonyl, C;-Ce alkoxythiocarbonyl, C;-Cg

carbamovl, Ci-C¢ amidine, Ci-Cg_sulfone, Ci-C¢_thione, C3-Cs cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each C1-Cg alkyl, C>-Cg alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C-Cs_alkoxycarbonyl, C;-Cg alkoxythiocarbonyl, C;-C¢_carbamoyl, C;-C¢_amidine, C;-Cs

sulfone, C;-Cs thione, Cs3-Cg cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl. cyano, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-
Ce alkoxy, Ci-Cs alkylthio, and -NR*RB:

R? is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»-Cs alkenyl, C»-

Ces_alkynyl, C;-Cg alkanovyl, Ci-Cs alkoxycarbonyl, C3-Ce cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each C1-Cg alkyl, C>-Cg alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl. cyano, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-
Ce alkoxy, Ci-Cs alkylthio, and -NR*RB: or

R'! and R?, taken together with the nitrogen atom to which they are attached form a 3-6

membered heterocyclyl optionally substituted with 1-3 independently selected C;-Cg alkyl:
R3 is selected from the group consisting of hydrogen, -NR*RB, —C(=0)NR"RB, C;-Cs

alkyl, C»-Cg alkenyl, C>-Ce alkynyl, C;-Ce alkanovyl, C;-Cg alkoxycarbonyl, Ci-Ce alkanoyloxy,

C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered heterocycle:; wherein
each C;-Cg alkyl, C>-Cg alkenyl, C>-Cg alkynyl, C1-Ce alkanoyl, C;-Cg alkoxycarbonyl, Ci-Cg

alkanovloxy, C3-Ce cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered

heterocycle is optionally substituted with 1-3 substituents independently selected from the
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group consisting of hydroxyl, halogen, sulfhydryl, cyano, oxo, oxiranyl, C3-Cg cycloalkyl,
phenyl, 5-10 membered heteroaryl, C;-Cg alkoxy, C;-Ce alkylthio, and -NR*R5;

R* is (a) -ORS; (b) -S(=0),R; (¢) -C(=0)NRPRF; (d) -C(=0)OR"; (e) -C(=0)SR*; (f)
-C(=S)R®: (g) -PO3RE:; or (h) C;-Cg alkyl optionally substituted with:

(1) 1-3 independently selected halogen;
(i) -ORS;

(iii)  -SR¢;

(iv) _-NH-S(O2)RS;

(v) -OC(=0)RE;

(vi)  -COH;

(vii)  C;-Ce alkoxycarbonyl;

(viii) _-C(=O)NRPRE;

(ix) -NRPRE;

(x)  -[N(Ci-Cs alkyh)RPR]";

(xi)  -(phenyl)C;-Cg alkyl, wherein its C;-Ce alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRF]", or 1-3 independently selected halogen:

(xii) _ phenyl substituted with halogen, hydroxyl, C;-Cs alkoxy, -C(=O)NRPR® or
-COzH;

(xiii) -(5-10 membered heteroaryl)Ci-Ce alkyl, wherein its Ci-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-C¢_alky)RPRF]", or 1-3 independently

selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=0)NRPRE, or -CO»H:
R’ is -C(=0)OR";

each R® is independently selected from the group consisting of halogen, hydroxyl, nitro,
cyano, C;-Cg alkyl, C,-Ce_alkenyl, C>-Cg_ alkynyl, C;-Ce_alkoxy, C;-Cs alkanoyl, C;-Cs
alkanovloxy, Ci-Cs alkoxycarbonyl, Ci-Cs haloalkyl, Ci-Cs haloalkoxy, and -NRRE:

subscript mis 0., 1, 2. or 3:

each R” and R® is independently selected from the group consisting of hydrogen and

Ci1-Cs alkyl: or R* and RP taken together with the nitrogen atom to which they are attached

form a 3-6 membered heterocyclyl optionally substituted with 1-3 independently selected Ci-

Ce alkyl;
RE is selected from the group consisting of hydrogen, phenyl, and C;-Cio alkyl

optionally substituted with phenyl or 1-3 independently selected halogen:
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each RP, RF, RS, and RY is independently selected from the group consisting of
hydrogen, Ci-Cs alkyl, C>-C¢ alkenyl, C3-Cs cycloalkyl, C3-Cg cycloalkyl(C;-Ce alkyl)-, aryl,

and aryl(C;-Cg alkyl)-: or RP and RE, or RY and RY, together with the nitrogen atom to which

they are attached form a 3-6 membered heterocyclyl optionally substituted with 1-3

independently selected Ci-Cs alkyl:

RF is hydrogen:

each R!, R’, and R¥ is independently selected from the group consisting of hydrogen

and C;-Cs alkyl;

and

each instance of R' and R* is optionally substituted with a solubilizing group (Sp) selected from

the group consisting of phosphoryl, sulfuryl, nitro, Cs-C9 monosaccharide, Cio-Cig

disaccharide, and C;5-C»7 trisaccharide.

[0020] Infurtheraspeets;-Tthe present disclosure provides compounds of Formula (IX-A):
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R! _R?

X

NZ NN

| =

N
HO
(R%)m R*8 (IX-A)
or a pharmaceutically acceptable salt thereof,
wherein R!, R?, R?, R*B, R®, and m are as defined herein.

[0021] In-etheraspeets;Tthe present disclosure provides compounds having the structure of
Formula (IX-B):

R' _R?
N

N ’ | N\>_ 3
R
XN
_0
(R%m R (1XB)
or a pharmaceutically acceptable salt thereof;
wherein R!, R, R?, R*B, R®, and m are as defined herein.

[0021a] In another aspect, the present disclosure provides a compound of Formula (IX-B):

R' _R?
N

N ~ N
| >R
N

AN

-0 ﬂ
(R%m

o) R*® (IX-B)
or a pharmaceutically acceptable salt thereof
wherein:
R!is selected from the group consisting of hydrogen and C;-Cs alkyl;

R2 is selected from the group consisting of hydrogen and C;-Cs alkyl: or

R'! and R?, taken together with the nitrogen atom to which they are attached, form a 3-

6 membered heterocyclyl optionally substituted with 1-3 independently selected C;-Ce alkyl:

R3 is selected from the group consisting of hydrogen and C;-Cs alkyl optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl, cyano, oxo, oxiranyl, C;-Ce alkoxy, and C;-C¢ alkylthio;




R*B is selected from the oroup consisting of -NRPRF and

-[N(C-Ce alkyh)RPR*]";

RS selected from the group consisting of halogen, hydroxyl, nitro, cyano, Ci-Cs alkyl,

Cr-Cg alkenvl, Cr-Cg alkynvl, C;-Cg alkoxy, Ci-Cg alkanovl, C;-C¢ alkanovloxy, Ci-Cg

alkoxycarbonvl, C-Cg haloalkyl, and C;-C¢ haloalkoxyv:

subscript mis 0 or 1: and

RP and RF are independently selected from the group consisting of Ci-Cs alkyl, C»-Cs
alkenyl, C3-Cg cycloalkyl, C3-Cs cycloalkyl(C;-Cg alkyl)-, aryl, and aryl(C;-Cs alkyl)-.
[0022] In-eotheraspeets-Tthe present disclosure provides compounds having the formula L'-

D, or a pharmaceutically acceptable salt thereof, wherein:
L' is a linker intermediate as defined herein; and

D has the structure of Formula (X):

R' _R?
N

(RO)m (X)
or a pharmaceutically acceptable salt thereof;
wherein R!, R?, R?, R* R>, R%, and m are as defined herein.
[0023] Infurtheraspeets;tThe present disclosure provides compounds having the formula
L!-D, or a pharmaceutically acceptable salt thereof, wherein:
L' is a linker intermediate; and

D is a compound of Formula (X):
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X)
or a pharmaceutically acceptable salt thereof;
wherein R!, R?, R?, R* R>, R%, and m are as defined herein.

[0023a] In another aspect, the present disclosure provides a compound having the formula

L'-D, or a pharmaceutically acceptable salt thereof, wherein:

L! is a linker intermediate: and
D has the structure of Formula (X):

(R%)m (X)

or a pharmaceutically acceptable salt thereof:

wherein:
R! is (a) the point of covalent attachment to L': or (b) selected from the group consisting

of hydrogen, Ci-Cg alkyl, C>-Cg alkenyl, C>-Ce alkynyl, C1-Ce alkanovyl, C-Ce alkoxycarbonyl,

C1-Cs alkoxythiocarbonyl, C;-Ce carbamoyl, Ci-Ces amidine, C1-Cs_sulfone, Ci-Ce thione, Cs-

Cs_cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each C;i-Cs alkyl, C>-Cs

alkenyl, C>-C¢ alkynyl, Ci-Cs alkanoyl, C1-Cs alkoxycarbonyl, Ci-Ce alkoxythiocarbonyl, Ci-

Cg carbamoyl, C;-Cg amidine, C1-Ce sulfone, C;-Cg thione, C3-Ce cycloalkyl, phenyl, and 5-10

membered heteroaryl is optionally substituted with 1-3 substituents independently selected

from the group consisting of hydroxyl, halogen, sulthydryl., cyano, oxiranyl, C3-Cs cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, C1-Cs alkylthio, and -NR*RE:

R2 is (a) the point of covalent attachment to L'; or (b) selected from the group consisting

of hydrogen, Ci-Cg alkyl, C>-Cg alkenyl, C>-Ce alkynyl, C;-Ce alkanovyl, C-Ce alkoxycarbonyl,

C3-Cs_cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each C;-Ce alkyl, C,-Cs

alkenyl, C>-Cg alkynyl, Ci-Cs alkanoyl, C;-Cs alkoxycarbonyl, C3-Ce cycloalkyl, phenyl, and

5-10 membered heteroaryl is optionally substituted with 1-3 substituents independently




selected from the eroup consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Cg

cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-Ce alkoxy, C1-Cs alkylthio, and -NR”RE: or

R! and R?, taken together with the nitrogen atom to which they are attached form a 3-6

membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cg alkyl:

R3 is (a) the point of covalent attachment to L': or (b) selected from the group consisting

of hydrogen, -NRARB, —C(=0)NR*RPB, C;-Cs alkyl, C»-Cs alkenyl, C»-Cs alkynyl, Ci-Cs

alkanovl, Ci-Cg alkoxycarbonyl, C;-Cg alkanovyloxy, C3-Cg cycloalkyl, phenvyl, 5-10 membered

heteroaryl, and 3-12 membered heterocycle; wherein each Ci-Ce alkyl, C»-Cs alkenyl, C>-Cs

alkynyl, C;-Cs alkanovyl, C1-Cs alkoxycarbonyl, Ci-Cs alkanovyloxy, C3-Ce cycloalkyl, phenyl,

5-10 membered heteroaryl, and 3-12 membered heterocycle is optionally substituted with 1-3

substituents independently selected from the group consisting of hydroxyl, halogen, sulthydryl,

cyano, 0xo0, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-Cs alkoxy, Ci-
Ce alkylthio, and -NRARB;

R* is (a) the point of covalent attachment to L'; (b) -OR®; (¢) -S(=0)2R®; (d) -
C(=0)NRPRF; (e) -C(=0)OR; (f) -C(=0)SR; (g) -C(=S)R; (h) -PO3R; or (j) Ci-Cs alkyl

optionally substituted with:

(1) 1-3 independently selected halogen;
(i) -ORS;

(iii)  -SR;

(iv) _-NH-S(O2)RS;

(v) -OC(=0)RE;

(vi)  -COH;

(vii)  C;-Ce alkoxycarbonyl;

(viii) _-C(=O)NRPRE;

(ix) -NRPRE;

(x)  -[N(Ci-Cs alky)RPR]";

(xi)  -(phenyl)C;-Ce alkyl, wherein its C;-Ce alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRF]", or 1-3 independently selected halogen:

(xii) _phenyl substituted with halogen, hydroxyl, C;-Cs alkoxy, -C(=O)NRPR® or
-COzH;

(xiii) -(5-10 membered heteroaryl)Ci-Ce alkyl, wherein its Ci-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-C¢_alky)RPRF]", or 1-3 independently

selected halogen: or
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(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cg
alkoxy, -C(=O)NRPRE, -SR€, (C;-C)alkoxycarbonyl, or -CO,H:

R’ is selected from the group consisting of -C(=O0)ORF, -NO,, -CN, -CF; -
C(=0)NRRY, -S(0,)NRER™, -N(R)-C(=0)R’, -N(R"-S(0,)R¥, and SO:R¥;

each R® is (a) the point of covalent attachment to L': or (b) independently selected from

the eroup consisting of halogen, hydroxyl, nitro, cyano, C;-Ce alkyl, C,-Cs_alkenyl, C>-Ce

alkynyl, C;-Cs alkoxy, Ci-Cg alkanoyl, C;-Ce_alkanovyloxy, Ci-Ce alkoxycarbonyl, C;i-Cs

haloalkyl, C;-C¢ haloalkoxy, and —~NR”RB: wherein no more than one R° is the point of

covalent attachment to L':

wherein when R* is (¢), the Ci-Ce alkyl, or a substituent thereof, may be further

substituted with the point of covalent attachment to L':

subscript mis 0., 1, 2. or 3:

each R” and RB is (a) the point of covalent attachment to L', (b) independently selected

from the group consisting of hydrogen and C;-Cs alkyl: or R* and R® taken together with the

nitrogen atom to which they are attached form a 3-6 membered heterocyclyl optionally

substituted with 1-3 independently selected Ci-C alkyl; wherein only one of R* and R® is the

point of covalent attachment to L':

RE is (a) the point of covalent attachment to L': or (b) selected from the group consisting

of hydrogen, phenyl, and C;-Ci¢ alkyl optionally substituted with phenyl or 1-3 independently

selected halogen:

each RP, R, RY, and R are (a) the point of covalent attachment to L': or (b)

independently selected from the group consisting of hydrogen, C;-Cg alkyl, C,-Cg alkenyl, Cs-
Cs cycloalkyl, C3-Cg cycloalkyl(Ci-Cg alkyl)-, aryl, and aryl(Ci-Cg alkyl)-: or RP and RF, or

RS and RY, together with the nitrogen atom to which they are attached form a 3-6 membered

heterocyclyl optionally substituted with 1-3 independently selected C-C¢ _alkyl; wherein only

one of RP, RE, RY, and R" is the point of covalent attachment to L':

RF is (a) the point of covalent attachment to L'; or (b) selected from the group consisting

of hydrogen, trifluoromethyl, C,-Cg alkenyl, C>-Cg alkynyl, C3-Cs cycloalkyl, aryl, aryl(C;-Cg

alkyD)-, and C;-Ce _alkyl optionally substituted with 1-3 substituents independently selected

from the group consisting of halogen, C;-Cs alkanoyloxy, C;-Ce alkoxy, and C3-Cs cycloalkyl;

each R!, R’, and RX is (a) the point of covalent attachment to L': or (b) independently

selected from the group consisting of hydrogen and Ci-C¢ alkyl; wherein only one of R, R,

and RX is the point of covalent attachment to L.
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each instance of R! and R* is optionally substituted with a solubilizing group (Se)

selected from the group consisting of phosphoryl, sulfuryl, nitro, Cs-Cy monosaccharide, Cio-

Cis disaccharide, and C;5-Cy7 trisaccharide:

wherein only one of R!, R%, R3, R*, R’ R”, R®, RB, RC, RP, RE, RF, RE, RH, R", R/, and

RX is the point of covalent attachment to L': and

wherein Formula (X) has only one point of covalent attachment to L',
[0024] Additional-aspeets-eftThe present disclosure provide methods of making and using

the compounds of the present disclosure.

[0024a] In another aspect, the present disclosure provides a composition comprising a

distribution of the ADCs as defined herein, or a pharmaceutically acceptable salt thereof.

[0024b] In another aspect, the present disclosure provides use of an antibody drug conjugate

(ADC) as defined herein, a composition as defined herein, or a compound as defined herein in

the manufacture of a medicament for the treatment of cancer.

[0024¢] In another aspect, the present disclosure provides an antibody drug conjugate (ADC)

as defined herein, a composition as defined herein, or a compound as defined herein for use in

therapy.

BRIEF DESCRIPTION OF THE FIGURES
[0025] FIGURE 1 illustrates the responses of human PBMCs from a single donor to selected
small molecule TLR7/8 agonists.
[0026] FIGURE 2 illustrates the average response of human PBMCs isolated from 3 donors
to selected small molecule TLR7/8 agonists.
[0027] FIGURE 3 illustrates the responses of human PBMCs to selected TLR7/8 agonists
having either a carboxylic acid (SSb, S8b, S11b) or methyl ester functional group (S5a, S8a,
S11a).
[0028] FIGURE 4 illustrates the responses of human immune cells to various small molecule
TLR7/8 agonists.
[0029] FIGURE 5 illustrates the responses of human immune cells to selected TLR7/8
agonists having either a carboxylic acid (S18b) or methyl ester functional group (S18a).
[0030] FIGURE 6 illustrates the responses of human immune cells to various TLR7/8 agonists

conjugated to a targeting antibody.
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[0031] FIGURE 7 illustrates the responses of human immune cells to selected TLR7/8
agonists having either a carboxylic acid (S18b) or methyl ester functional group (S18a)
conjugated to a targeting antibody.

[0032] FIGURE 8 illustrates the responses of human immune cells to selected TLR7/8
agonists having either a carboxylic acid (S14b, S18b, S76b) or methyl ester functional group
(S14a, S18a, S76a) conjugated to a targeting antibody.

[0033] FIGURE 9 illustrates the comparison of level of aggregation of various conjugated

immunostimulatory ADCs.
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EH]fl one E£ RI_RJ an d RK ]'S ﬂq epo iﬂt E£ Sava] entatta Shﬂq enttoL:
wheretronly-one of R RIRIARERERARYRERORERRIRIERIR
and R*is the point-of covalent-attachmenttoL;

monosaecharide;C10-Cis-disaccharide;and-Ci5-Cor-trisaccharide;and
2:1.  An antibody drug conjugate (ADC) having the structure:

Ab-(L-D)p
or a pharmaceutically acceptable salt thereof;

wherein:
Ab is an antibody;

each L is a linker;

wherein each D is conjugated to a linker;

wherein each L is covalently attached to Ab via a sulfur atom of a cysteine residue or
an e-amino group of a lysine residue;

subscript p is an integer from 1 to 16;

each D has the structure of Formula (I):

R! _R?
N

(R%m (D)
or a pharmaceutically acceptable salt thereof;

wherein:

R!is (a) the point of covalent attachment to L; or (b) selected from the group consisting
of hydrogen, C;-Cs alkyl, C>-Cg alkenyl, C2-Cg alkynyl, C1-Cs alkanoyl, Ci-Cs alkoxycarbony],
C1-Cs alkoxythiocarbonyl, Ci-Cs carbamoyl, Ci-Cs amidine, Ci-Cs sulfone, Ci-Cg thione, Cs-
Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each Ci-Cs alkyl, C»-C¢
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alkenyl, C>-Cs alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, Ci-Cs alkoxythiocarbonyl, C;-
Cs carbamoyl, C1-Cg amidine, C1-Cs sulfone, Ci-Cs thione, C3-Cg cycloalkyl, phenyl, and 5-10
membered heteroaryl is optionally substituted with 1-3 substituents independently selected
from the group consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Csg cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NR”RE;

R? is (a) the point of covalent attachment to L; or (b) selected from the group consisting
of hydrogen, C;-Cs alkyl, C»-Cs alkenyl, C»-C¢ alkynyl, C;-Cs alkanoyl, Ci-C¢ alkoxycarbonyl,
C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each Ci-Cg alkyl, C>-Cs
alkenyl, C2-Cs¢ alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and
5-10 membered heteroaryl is optionally substituted with 1-3 substituents independently
selected from the group consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Csg
cycloalkyl, phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NR*R®; or

R! and R?, taken together with the nitrogen atom to which they are attached, form a 3-
6 membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cs alkyl,

R is (a) the point of covalent attachment to L; or (b) selected from the group consisting
of hydrogen, -NRARE, -C(=O)NRARE, C-Cs alkyl, C>-Cs alkenyl, C,-Cs alkynyl, C;-Cs
alkanoyl, C1-Cs alkoxycarbonyl, Ci-Ce alkanoyloxy, C3-Cs cycloalkyl, phenyl, 5-10 membered
heteroaryl, and 3-12 membered heterocycle; wherein each Ci-Cs alkyl, C>-Cs alkenyl, C»-Cs
alkynyl, Ci-Cs alkanoyl, C-Cs alkoxycarbonyl, Ci-Cs alkanoyloxy, Cs3-Cs cycloalkyl, phenyl,
5-10 membered heteroaryl, and 3-12 membered heterocycle is optionally substituted with 1-3
substituents independently selected from the group consisting of hydroxyl, halogen, sulthydryl,
cyano, oxo, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, C;-
Cs alkylthio, and -NR”RE;

R* is (a) the point of covalent attachment to L; (b) -ORS; (c) -S(=0)2RS; (d) -
C(=O)NRPRE; (e) -C(=0)ORS; (f) -C(=0)SRE; (g) -C(=S)RE; (h) -PO3RE; or (j) C1-Cs alkyl
optionally substituted with:

(1) 1-3 independently selected halogen;

(i)  -ORS;

(iii)  -SRS;

(iv)  -NH-S(O2)RS;

(v)  -OC(=O)RS;

(vi) -COzH;

(vil)  Ci-Cs alkoxycarbonyl;

(viii) -C(=O)NRPRE;
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(ix) -NRPRE;

(x) -[N(C;-Cs alkyl)RPRE]";

(xi)  -(phenyl)C;-Cs alkyl, wherein its C;-Cg alkyl is substituted with 5-10 membered
heteroaryl, -NRPRF, -[N(C:-Cs alky)RPRF]", or 1-3 independently selected halogen;

(xii) phenyl substituted with halogen, hydroxyl, Ci-Cs alkoxy, -C(=O)NRPRE or
-CO2H;

(xiii)) -(5-10 membered heteroaryl)Ci-Cs alkyl, wherein its Ci-Cg alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(Ci-Cs alkyl)RPRF]*, or 1-3 independently
selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=O)NRPRE, -SR€, (C;-Cg)alkoxycarbonyl, or -CO,H;

wherein when R* is (j), the Ci-Ce alkyl, or a substituent thereof, may be further
substituted with the point of covalent attachment to L;

R’ is (a)thepointofeovalentattachmentto-Lor(b)selected from the group consisting
of hydregen—-C(=0)ORF, -NO,, -CN, -CF3, -C(=0)NRERHY, -§(02)NRERY, -N(R!)-C(=O)R’, -
N(RY)-S(02)RX, and SO;RK;

each R® is (a) the point of covalent attachment to L; or (b) independently selected from
the group consisting of halogen, hydroxyl, nitro, cyano, Ci-Cs alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, C;-Cs alkoxy, Ci-Cs alkanoyl, Ci-Cs alkanoyloxy, Ci-Cs alkoxycarbonyl, Ci-Cs
haloalkyl, C;-C¢ haloalkoxy, and -NRARB; wherein no more than one R® is the point of
covalent attachment to L;

subscript mis 0, 1, 2, or 3;

each R and R® is (a) the point of covalent attachment to L, (b) independently selected
from the group consisting of hydrogen and Ci-Cs alkyl; or R* and R® taken together with the
nitrogen atom to which they are attached, form a 3-6 membered heterocyclyl optionally
substituted with 1-3 independently selected C1-Cs alkyl; wherein only one of R* and R® is the
point of covalent attachment to L;

R is (a) the point of covalent attachment to L; or (b) selected from the group consisting
of hydrogen, phenyl, and Ci-Cio alkyl optionally substituted with phenyl or 1-3 independently
selected halogen;

each RP, RE, RS, and RM are (a) the point of covalent attachment to L; or (b)
independently selected from the group consisting of hydrogen, Ci-Cs alkyl, C2-Cs alkenyl, Cs-
Cs cycloalkyl, C3-Cs cycloalkyl(C1-Cs alkyl)-, aryl, and aryl(Ci-Cs alkyl)-; or RP and RE, or
RE and RY, together with the nitrogen atom to which they are attached, form a 3-6 membered
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heterocyclyl optionally substituted with 1-3 independently selected C1-Cg alkyl; wherein only
one of RP, RE, RY and R is the point of covalent attachment to L;

RF is (a) the point of covalent attachment to L; or (b) selected from the group consisting
of hydrogen, trifluoromethyl, C>-Cs alkenyl, C>-Cs alkynyl, C3-Cg cycloalkyl, aryl, aryl(Ci-Cs
alkyl)-, and Ci-Cs alkyl optionally substituted with 1-3 substituents independently selected
from the group consisting of halogen, C1-Cs alkanoyloxy, C;-Cs alkoxy, and C3-Cs cycloalkyl;

each R, R’, and R¥ is (a) the point of covalent attachment to L; or (b) independently
selected from the group consisting of hydrogen and Ci-Cs alkyl; wherein only one of R!, R,
and R¥ is the point of covalent attachment to L;

wherein only one of R!, R% R? R* R® RS RA RB RC RP RE RF RS RY R! R’, and
R¥ is the point of covalent attachment to L;

R! and R* are each optionally substituted with a solubilizing group (Sp) selected from
the group consisting of phosphoryl, sulfuryl, nitro, Cs-Co monosaccharide, Cio-Cis
disaccharide, and C5-Cy7 trisaccharide; and

wherein each D has only one point of covalent attachment to L.

bodwd : \ havined :

Ab-E-B)p
or & pharmaccutically acceptable salt thereof:
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Ce-atkexy-C1-Ce-alleylthiorand—NRARE:

R?-isselectedfromthe-group-consistingof hydrogenNR*RP__C(=ONR"R®_C,-C;
a@—@z@gaﬂe%*@z@e&%ﬂﬁ—@;@e&km%@;@gaﬂee&e&%e%@;@gaﬂemﬂeﬁ—

3-Ce-eyeloatkyl;
pheaﬁé%@membefeéhﬁefe&g%r%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R*is-(a)—OR (b} S(=0)2RC: fe)—C(—OINRPRE:(d)—C(=OJOR (e} -C(=0)SRE- ()
C=SYRE: (e} POIR - or- () C-C-allcyboptionally-substituted-with:

E——PN(C1-CoalleyhRPRYY;

oo b e e b 0 e e e L e
heteroaryl _NRPRE_IN(C,-CyatkyRPRET —or 13 independently-selected halogen:

it —phenyl-substituted—with-halogenhydroxyl—C;-Ce-alkexy, —C(=OYNRPR
-COH:
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i) (5.1C berod] 1Oy Co-alkylwherein its C1-Ce alkyb is substituted
with—5-10—membered—heteroary,—NRPRE__N(C,-Co—alkyDRPRF]} —or1-3—independently

NRPRF-€4-C¢

&HGQQ%-GFQMBRE,—GI——@@;H—;
R>-is-selectedfrom-the-sroup-consisting-of hydrogen,—C(=0)YOR"'—NO,, CNCF;—
G&Q}NRGRH—SQQ;}N-RGRH—NGR*}-G&@R*—NQR*)—S@;}RK—%SQ&K

W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

M+€6MDMEMGMH%WMWMM




R 1-Co-alerCr-CoalkenyCo-
e e L e b L0 0 e el LD
carbamovl, C-Co amidine. C-Cq sulfone, C-Ci thione. Ci-Cy eveloalkyl phenyl. and 5-10
membered-heteroarvhwheretreaeh €| -Co-atkpl Co-Coalkenylh Co-Callornvl € -Coatkanovk:
S e OO e heenibon L0 0 s L s 00
R e e AR T R e

halogen; sulthydryleyane;oxiranylC3-Cyeyeloalkylphenyl-5-10-membered-heteroaryl C -
C-atkexy-C1-Ce-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
T e o e T R S
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
I e e T e




R*is selected from the sroup-consisting-of hydrogen NR*R®__C(=OINR*R®_C,-C;
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ

phenﬂé%@—membered%etere@—@#@gaﬂee*y—@;—@gaﬂeykh*e—aﬁm
R%ﬂ—éaﬁhe—pem%eﬁema%eﬁ&a%mdme%—beﬁéb}érgéﬂ%subsmmw—wﬁhe

Gv)—NH-S(O2)RE:

F——OCE=ORS;

v)——C0OaH;

(vit)  C-Cealkoxycarbonyl:

Vi) COINRPRE:

Ei?i) %IRBRE}

Eo——NE -CoatkeyhRPR Y -

)——(phenyDC,-Coalkyl wherein its C1-Coalkylis substituted with-5-10-membered
heteroaryl—NRPRF—N(C1-Ce-alkyYRPR®} -or 1-3-independently-selected -halogen:

(xit)—phenyl-substituted—with-halogen—hydroxyl—C1-Csatkoxy—C(=O)NRPRF_or
-CO-H:

(xiit)—(5-10-membered-heteroary})C-Co-allyl-wherein-its-C,-Cy-alleyl-is-substituted
with—5-10-membered—heteroaryl—NRPRY—[N(C-C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

R§i5551 { iﬁ ] . :I | : - F, . ’ N
CEONRORY—S(ONRTRYNRY-C=OIRNRY-S(O)R -and—SO:R™;
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W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
atkanoyloxy€1-€ atkoxyearbonyl€ -Cohatoatkyl-€1-C i haloatkoxy—and—NRR":

hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkvl(C-Co alkyl- arvl
md—aa%@;%s—aﬂ%—eFRB%éRE—ePRG—%éRH%ge%ewﬁhﬂw—mmgeﬂ—&eﬂﬁeweh

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd




halealkyl-C1 s-alkoxy-C chalealkexy-halogen,—OH =0 NRHTR (C, salkylene) NRHR®
GE_Q%EIRGH—R%L, GE_Q)EG‘I—é a]kf"]), H]CJE] GE_Q)QEG‘l—é a]kf"]),

cach RP s i . o alkyh Cog
halealkyl-C, s-alkexy;—Cy ¢-halealkexy;-halogen,—OHNRHR* (C, s alleylene) NRHR —
GE_Q)NR&}R&’ GE‘Q}EG% ﬁ”f’f‘]% and GE_QBQEG%'&H%?

each R and R* -are-i 1 s-alleyl:

| AN
St \OAY\RQ a/\K\ RY or Rg)'\l/\Rg
VN C\ VW
2 V,V1

o* :

each—R& 45+ - —C1-Co—alkoxyy—NE-Co—allerbo;
SNHCOEO RO -Cralkyl)y -ONC-CFasacvl. carboxamido. C3-Coalkyl, or -NO2:

Whis-absent - C(=0)-0—-or* O-C(=0)—
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(R D
Gt

R'4

1-Co-aerCr-CoalkenyCo-

Co—alkynyl—Ci-Co—alkanoyh—Ci-Co—alkoxyearbonyl—Ci-Co—alkoxythiocarbonylk—C1-Cs
earbameyh-Ci-Coamidine,Ci-Co-sulfoneC,-CothioneCs-Co-eveloalkylphenyl-and 510
membered-heteroaryl;-wheretneaeh-C-Coalkyl- Co-Coalkeny-Co-Coalkynyl - €1-Coatkaneyl;
€1-Co-atkoxyearbonyl—Ci-Co-atkoxythioearbonyl—Ci-Co—carbameoyl—Ci-Co—amidine—C1-Cs
w;fen%ewé&%eg@éﬁa%%ﬂehenﬁ—mdé—wﬂembﬁeﬁﬁ%mqmﬂﬂb‘

T T e
Ceatkexy-C1-Ce-alleylthiorand—NRARE:

R% .IS SE]%E\‘E%E} f]:EHi ﬂi% SrOUP EEHS'ISH'H s Ef:]if‘jl:E cen; %IRARB GE_Q)¥IRARB—Q-L-Q6
a@—@z@gaﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—

3-Ce-eyeloatkyl;
pheaﬁé%@membefeéhﬁefe&g%r%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R4 is Ea) QRG, ga) SE_Q)QRG, Es) GE_Q)NRBRE, Ed) GE_Q)QRG, EE) GE_Q)SRG,_@
C=SYRE: (e} POIR - or- () Ci-C-allcyl optionally-substituted-with:
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Eo——NE -CoatkeyhRPR Y -

i heryl)Ci-Ce alkylwherein its Ci-Coalkylis substituted-with SL¢ berad
heteroary,—NRPR* —N(C,-C-alkyhRPR T -or 1-3-independently-selected-halogen:

(xii)—phenyl-substituted—with-halogen—hydroxyl—C;-Co-alkoxy;,—C(=O0NRPR
-CO-H:

1 bered] C1-Coalieywhereinits-Cr-Co-alkybis-substituted
with—5-10-—membered—heteroaryl—NRPRY—N(C -C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

&l—ke*y&—@%@)N—RBRE,—er—-G@gH—;
R>-is-selectedfrom-the-sroup-consisting-of hydrogen,—C(=0)YOR"'—NO->, - CNCF;—
G&Q}NRGRH—SQQ;}N-RGRH—NGR{}-G&Q)R*—NQR{}—S@;}RK—%&—SQgRK

W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

M+€6MDMEMGMH%WMWMM

(o alkenyl
Qz@é—&%@ﬂ%@%@sﬁéﬁﬁﬂ%&ﬁ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%}ﬂ%m

s e e D el oL
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b R*_ig independently—selectedfrom—thegroup—consistingofCi —C16

hetoaterh-Cy calkoxy—Ci chaloatkoxyhalogen—OH—=O0NRYR—~(Cy salkylene) NRYR®;
GE_QH&IR&LR&, GE_QBEGJ—é a]kf‘-]), aiqd GE_Q)QEGJ—@'&HGYB?

each R _is independenthyselected fromthe group consisting of: Calkyl, €
haleallerh-Cy s-atkexy—C; s-halealkexy—halogen,—OHNRHR™(C, s-allerlene) NRTR —
GE_Q)NRGH'R%I’, @E_Q)EG% a]ky]), and GE_QBQEG%‘&H@"B?

each-R* and R*'-are-independently hydrogen-or-C; s-alleyk:
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Su — i !
\OA’\l/\ RY ‘z‘g/\l%'\ R or Rg)\l/'\ R

3 H c\ VW
2 VIV1
*
herein St is S oty
-O* .
each—R&—is— 5 —C1-Co—alkexy,—N(C-Cos—alkeyho;
SNHCOEO RO -Cralkyl) -ONC-CFas acvl. carboxamido. Cp-Coaltkyl, or -NO2:
Whis-absent; - C(=0)-0—-or*O-C(=0)—

(R%)m (11D
\1LL}

R isti —C-Co-atkey-Co-Coalkenyl-Co-
e e L e b L0 0 e el LD
carbamovl, C-Co amidine. C-Cq sulfone, C-Cy thione. Ci-Cy cveloalkyl phenyl. and 5-10
membered-heteroarvhwheretreaeh-€ | -C-athpl Co-Coalkenylh Co-Callornyl €| -Coatkanovk:
S e e Ol e O e Ol e Ol el Lo s L

nd O—_membered heteroar
Ay

eyeloalkylpheayl 5-10-membered-heteroaryl-C,-Ce-alkexyC,-Coalkylthioand NR*RP:
R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
T o e T L S
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Fressbepee betoconp e B e ot b Lo allen b s L0 e L
G;Qg—ﬂé@ﬂ@%@%—@g%gﬁé%ﬂ%hﬁ%&dé%%ﬁemb%ﬁmm&ﬁdﬁepﬁeﬂaﬂy

Rg . .o H 1 NRARB GE—Q)NRARB—Q;-@é
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ

phemdé%@—membered—hetere@—@;—@gﬁﬂe@*y—@;—@ga&y}th&e—aﬁm
R“%@Meﬁ%%%&m%%@@;@e&%ﬁbm

tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) C—OYNRPRF:

fi—NRPR™

E——N(C1-CoalkyhRRFT

x——f(phenyhC1-Coaltkrlwhereinits €1 -CealkeyHis substituted-with 510-membered
heteroarykNRPRE_N(C,-Cy-alkyhRPRE} - or 13- independently-selected halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COxH:

(xitt} —(5-10 membered heteroarvhCi-Co atkyl wherein tts C-Cyoalkyl is substituted
with—5-10-membered—heteroary,—NRPRE,—[N(C,-Co—alkyDRPR®]"—or1-3—independently
e
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R>-is-selectedfrom-the-sroup-consisting-of hydrogen,—C(=0)YOR"—NO-»,CNCF;—
@FQMGRH—SGQ@N’RGRH—NQR%'@F%J—NGR}%S@Q}RKM%RK
] E 6 . .
W}Qé—&@—@;@é—ﬂé%@;@g—&%@%ﬁ—@;@g—ﬂk%;@g—ﬂﬂé%%@;@g
alkaneylexy;-C1-Ce-alkeoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

Fredpoep O e e L O el L D e el e
and-aryl(C,-CealkyD-or RP-and RF-or RY-and R" together with-the nitrogen-atomto-which

2-Co-atkenyl;
Qz@é—%%@%@sﬁéﬁﬂﬂ%&ﬁ%%;@g—%—%&@;@g%ﬁﬁ%}m%d

s e e D el oL
R'is eptionally-substituted-with-a-selubilizing group-(Sy)-selected from-the group
consisting of phosphoryl sulfuryl. nitro. C:-Cu monosaccharide, Cpo-Cos disaccharide. and
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haleallkeyl-Cy ¢-alkoxy-C,_¢-halealkexy;halogen,—OH =0 NRH"R* (C, salkylene) NRHR®
T e

each R s iSti = € —allkeyh—Ci6
haloalkyl. C i alkoxy., Ciq haloalkoxy. halogen, -OlL -NRTR®'. (C 1 alkylene)-NR¥ R, -
GE_Q)I:IR&LR&I-’ GE_Q)EG% 5”3‘1% and GE_Q)QEG%‘&H('Y'H?

eachR" and R*'-are 1 s-atkyl:

SuT Z - -
5 A,Y\Rg ;7‘/\% na N Rg)\(\Rg

’ H,C.
2 VIV1
*
borein St isaS oty
-O* .
each—R&—is— 5 —C1-Co—alkexy,—N(C1-Cs—alkeyho;
R Tl R e e T A
Whis-absent; *-C(=0)-0—or*0O-C(=0)—

—fofofot— FE]EF%SEHtS covalentattachmenttoA Elzpi;
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(R Jaava)
v

R 1-Co-alerCr-CoalkenyCo-
e e L e b L0 0 e el LD
carbamovl, C-Co amidine. C-Cq sulfone, C-Ci thione. Ci-Cy eveloalkyl phenyl. and 5-10
membered-heteroarvhwheretreaeh-€ | -Co-athpl Co-Coalkenyl Co-Callornyl €| -Coatkanovk:
S e OO e heenibon L0 0 s L s 00
R e e AR T R e

halogen; sulthydryleyane;oxiranylC3-Cyeyeloalkylphenyl-5-10-membered-heteroarylC -
C-atkexy-C1-Co-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl. Cx-Co eveloalkyll phenyl. and 5-10
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
Q&Qéﬁ%%ﬁ%@g@e—%ﬁ%%%%%%&%&ﬁ%%pﬁﬁ&ﬂb‘

R4*@—QRG—@¥—SFQ92R€—@—GFQ9NRBRE—@—@FQ}QRG—€Q—@FQ}SR€—@
-CSHIR G—Gg)—P@; 1REer-(h)-C 1-Co alkyl optionally substituted with:
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tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) COINRPRE:
(x)—NRPRF:
EO——N(C1-CoatkyhRR™T
——tphenybE | -Catkylwhereinits € -CoatkyHssubstitutedwith-510-membered
heteroarylNRPRF._[N(C,-C-alky hRPRF} - o 13 independently-selected halogen:
i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COxH:
Gy (510 bered | 1C.1-Co-alleylwherein its-Cs-Ce-alkylis substituted
with—5-10-membered—heteroary,—NRPR®,—[N(C,-Co—alkyDRPR®]"—or1-3—independently

NRPRE_C,-Cg

alkexy,—C(=ONRPR*_or CO.H:
R>-is-selected from-the group-consisting of hydrogen, - C(=0)YOR"NO,, CN._CE;—
@FQMGRH—SGQ@NRGRH—NQR%'@F%J—NGR})-S@Q}RKM%RK

eyam—@;@e—a%kﬂ—@;@g—aﬂeem%@;@g—aﬂamﬁ—@;@g—a&ew—@;@g—aﬂeme%@;ég
alkaneylexy;-Ci-Ce-alkexyearbonyl-C1-Ce-haloalleyl-C,-Co-haloalkexyand—NR*RE:

Fredpoep O e e L O el L Db el e
and-aryl(C1-Coalkyb+or RP-and R¥—or RS-and R" together with-the nitrogen-atom-to-which
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(o alkenyl
G;Qg%@g@gﬁéM;@gﬂﬂ%—%&@;@gMﬁ%%ﬁ%@d

s e e D el oL
R*-and R*are-each-optionally-substituted-with-a-selubilizing group-(Sy)-selectedfrom
the group conststing of phosphoryl. sulluryl, nitro. Cs-Co monosaccharide, Cro-Chs

haleallkyl-Cy ¢-alkoxy-C,_¢-halealkexy;halogen,—OH =0 NR"R* (C, salkylene) NRHR®
GE_Q%EIRGH—R%L, GE_Q)EG‘I—é a]kf"]), and GE_Q)QEG% alkil'])a

342



h R g 4 st = € —allkeyh—Ci6

halealkyl-C 1 s-altkoxy;—C1 s-halealkexy-halogen,—OHNRTR (C) ¢-allcrlene)- NRHU R —
CEOINRHR _C(=0OXC -alkyD-and—C(=0)O(C,_c-akle):
each R and R -arei 1 3-alleyl:
2 *
RY CH g a 9 !

Su - - -
\OA’Y\ RY ‘777,/\('\ RY or Rg)\(\ RY

3 H C\ W
2 V|V1
*
herein Stisas ety
-O* .
each—R& 45— . — O -Co—atkoxy— N -Co—alkoyba:
R Tl R e e T A
WHis absent, ® C(—=0)-0 Lor* O-C(=0)

R Sh —C1-CoalkeylCo-Coalkeny-Co-
e e L e A e e
e U e O e Ol e 0D ool phen L oes o0
membered-heteroarvhwheretreaeh €| -Co-athylCo-Coalkenyh Co-Callornvl €| -Coatkanovk
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S e OO e heenibon L0 0 s LD e 00
R e e AR T R e

halogen; sulthydryleyane;oxiranylC3-Cyeyeloalkyl-phenyl-5-10-membered-heteroarylC -
C-atkexy-C1-Ce-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
SO e L O e b L 0 0 e bl sl el S0
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,

G;Qg—ﬂé@ﬂ@%@%—@g%gﬁé%ﬂ%hﬁ%&dé%%ﬁemb%ﬁmm&ﬁdﬁepﬁeﬂaﬂy

hﬂeg%&ﬂwd&d—&m%ﬂ%@g@g%ea%h&%@%s%ﬁ%%@r
Gé—al-ke*y—GJr—Gg—al-kyJ-th*e—aﬂd—NRARB

1-Ce-atleyd;
R% .IS SE]%E\‘E%E} f]:EHi ﬂi% SrOUP EEHS‘IStl'Hg Eleif‘jFEgEH %IRARB GE_Q)¥IRARB—Q-L-Q6
a@—@z@g&ﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—

3-Ce-eyeloatkyl;
pheaﬁé%@membefeéhﬁefe&g%r%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R is-(a)—ORC—(b})-S(=0):R (e} C(=OYNRPRE: () C{=0)ORC: (e} C(=O)SRE- ()
C=SYRE: (e} POIR - or-(h)C-C-allcyl optionally-substituted-with:

tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) C(—ONRPRE:
(i?i) NR BREé
E——N(C1-CoalkyhRRHT
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(xi)——(phenyDC-Coalkylwhereinits C,-Coalkylis substituted-with-S-10-membered
heteroary,—NRPR* —N(C,-C-alkyhRPR T -or 1-3-independently-selected-halogen:

(xit)—phenyl-substitutedwith-halogen;—hydroxylC1-Co-alkoxy;—C(=0YNRPR
-CO-H:

1 bered] C1-Coalieylwherein its-Cr-Co-alkybis-substituted
with—5-10-membered—heteroaryl—NRPRY—[N(C-C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

eyam—@;@e—a%kﬂ—@;@g—aﬂeem%@;@g—aﬂamﬁ—@;@g—a&ew—@;@g—aﬂeme%@;ég
alkaneylexy;-Ci-Ce-alkexyearbonyl-C,-Ce-haloalleyl-C,-Co-haloalkexyand—NR*RE:
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haloalkyl-C1qalkoxys Crohaloatkexy-hatogen—OH; =0 NRTR™ ~Cycalkylene) NRHR;
-CEONRHR—C(=OHC1catkyband—C(=0)YO(C.calkyd);

each-R" s <H - CyalkylCis
haloalkyl. C i alkoxy., Coq haloalkoxy. halogen, -OlL -NRTR®'. (C 1 alkylenc)-NR¥ R, -
CEONRHIR-C(=ONC 1 ealkyl)and —-C(=0)HC1catkyly;

eachR* and R* arei 1 s-alleyd:
ya *
RY W) Sus o SUsor W/

St \OAY\RQ a/\K\ RY or Rg)'\l/\Rg

’ H,C.
2 vlv1
*
_QA ' .
each—R& 45— . — - Co—atkoxy— N -Co—alkoyba:
SNHCOEO RO -Cralkyl) -ONC-CFasacvl carboxamido. Cp-Coalkyl, or -NO2:
WHis absent, ® C(—=0)-0 Lor* O-C(=0)
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| S =
$ N
i?4
5
(R%), Javan)
% Y

R'4

1-Co-alerCo-CoalkenyCo-

e e L e A e e
carbamovl, C-Co amidine. C-Cq sulfone, C-Ci thione. Ci-Cy cveloalkyl phenyl. and 5-10
membered-heteroarvhwheretreaeh-€ | -Co-athpl Co-Coalkenylh Co-Callornyl €| -Coatkanovk:
R e o A e e e e I I
R R e AR T R e

halogen; sulthydryleyane;oxiranylC3-Cyeyeloalkyl-phenyl-5-10-membered-heteroarylC -
C-atkexy-C1-Ce-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
SO e L O e b L 0 e bl sl el S0
menibered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Co alkanoyl,

G;Qg—&ﬂé@ﬂ@&%@%@g%gﬁé%ﬂ%hﬁﬁ—aﬂdé%%ﬁm%ﬁeéﬁmmmﬂﬁepﬁeﬂaﬂy

hﬂegen—su%ﬂwd&d—&m%ﬂ%@g@g%ea%h&%@%&b%ﬁ%%@r
Gé—al-ke*y—GJr—Gg—al-kyJ-th*e—aﬂd—NRARB

R*is selected from the sroup-consisting-of hydrogen NR*RP__C(=OINR*R®_C,-C;
a@—@z@g&ﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—
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3-Cs-eyeloatkyh
pheaﬁé%@membefeéhﬁefe&g%r%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB

R is-(a)—ORC—(b})-S(=0):R (e} C(=ONRPRE: () C{=0)ORC (e} C(=O)SRE- ()
_CES)RC ) POsRE: or (h}-C1-Coalkyk optionatly substituted with:

tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) C(—ONRPRE:

(i?i) NR BREé

E——N(C1-CoalkyhRRFT

eh——pherybe | -Coatkylwherein s € -CoathyHssubstitatedwith-StH0membered
heteroarykNRPRE, _IN(C,-Co-atkyhRPRF} —or 13 independently-seleeted halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C,-Co—alkoxys—C(=ONRPR* or
-COH:

(xitt)  —(5-10 membered heteroarvhCi-Co atkyl wherein tts C-Cyoalkyl is substituted
with—5-10-membered—heteroaryl, —NRPRF__IN(C,-Co—alkyyDRPRF]" —or 1 3 independently

NRPRE_C,-Cg

alkexy,—C(=OYNRPR*_or CO.H:
R>-is-selected from-the group-consisting of hydrogen, - C(=0)YOR"NO,, CN_CE;—
@FQMGRH—SGQ@NRGRH—NQR%'@F%J—NGR})-S@Q}RKM%RK

%&%e%+€&aﬂq4—@z€g—aﬂeem¥@;€&ﬂ%@+@e—&ke&—@+@g—aﬂeme%@;€6
alkaneylexy;-Ci-Ce-alkexyearbonyl-C,-Ce-haloalleyl-C,-Co-haloalkexyand—NR*RE:
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each—RPRE_RS _and R"-is-independentlyselectedfrom—thegroup—consisting—of
hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkvl(C-Co alkyD- arvl
md—aa%@;%s—aﬂ%—eFRB%éRE—ePRG—%éRH%ge%ewﬁhﬂw—mmgeﬂ—&eﬂﬁeweh

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd




each R*_ig independenthy—sclected{rom—the group—consisting ol C_—alkyh—C ¢
hetoaterh-Cy salkoxy—Ci chaloatkoxyhalogen—OH—=O0NRYR—~Cy salkylene) NRYR®;
GE_Q);:IR&LR&L, GE_QBEGJ—é a]kf‘-]), EIHEI GE_Q)QEGJ_@—B:HG}'-H%
each—R™ s isti €y atkyh—Cis
haleallerh-C; s-atkexy—C;_s-halealkexy—halogen,—OHNRTR™(C; s-allerlene) NRTR —
GE_Q)NRGH'R%I’, GE_QBEG*l—é a]ky]), and GE_QBQEG%'&H%?

eachR* and R* -arei 1 s-alleyl:
J *
R W, Su SOA Su SoA W1/

Suc 1 :
oA’\l//\ RY ‘%g/\l/'\ R or Rg)\l/'\ R

3 H c\ W
2 VIV1
*
borein St isaS ety
-O* .
each—R&—is— 5 —C1-Co—alkoxy,—N(E-Cos—alkeyho;
R Tl R e e T A
Whis-absent; - C(=0)-0—-or*0O-C(=0)—

Anns TAVA LAY

(=Y
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R*tis-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
e el A e e T
carbamoyl C1-Cy amidine. C1-C6 sulfone. C1-C6 thione, Ca-Cy cyvcloalkyl, phenyl. and 3-10
membered-heteroarvhwheretreaeh-€ | -Co-athpl Co-Coalkenyh Co-Callornyl €| -Coatkanovk
e DL e e 0 D epemne LD e O L
R e R e

halogen; sulthydryleyane;oxiranylC3-Cyeyeloalkylphenyl-5-10-membered-heteroarylC -
Ce-atkexy-C1-Ce-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting-of hydrogen—C,-Cealkyl-Co-Co-alkenydCo-
SO e L O e b L0 0 e Ll sl el 20
menibered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,

G;Qg—&ﬂé@ﬂ@&%@%@g%gﬁé@%ﬁhﬁ%%ﬁ%%ﬁ%@ﬁ%@pﬁeﬂaﬂy

hﬂegen—su%ﬂwd&d—&m%ﬂ%@g@g%ea%h&%@%&b%ﬁ%%@r
Gé—al-ke*y—GJr—Gg—al-kyJ-th*e—aﬂd—NRARB

1-Ce-atleyd;
R% .IS SE]%E\‘E%E} f]:EHi ﬂi% SrOUP EEHS‘IStl'Hg Eleif‘jFEgEH %IRARB GE_Q)¥IRARB—Q-L-Q6
a@—@z@g&ﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—

3-Ce-eyeloatkyl;
pheaﬁé%@membereéhﬁaemﬂ—@;-%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R is-(a)—ORC—(b})-S(=0):R (e} C(=ONRPRE: () C{=0)ORC: (e} C(=O)SRE- ()
C(=S)R () —PO:R - or(h)-C-Co-atkyl-optionally-substituted-with:
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Eo——NE -CoatkeyhRPR Y -

i heryl)Ci-Ce alkylwherein its Ci-Coalkylis substituted-with SL¢ berad
heteroary,—NRPR* —N(C,-C-alkyhRPR T -or 1-3-independently-selected-halogen:

(xii)—phenyl-substituted—with-halogen—hydroxyl—C;-Co-alkoxy;,—C(=O0NRPR
-CO-H:

1 bered] C1-Coalieywhereinits-Cr-Co-alkybis-substituted
with—5-10-—membered—heteroaryl—NRPRY—N(C -C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

&l—ke*y&—@%@)N—RBRE,—er—-G@gH—;
R>-is-selectedfrom-the-group-consistingof hydrogen,—C(=0)OR"NO,, CN—CF; -
G&Q}NRGRH—SQQ;}N-RGRH—NGR{}-G&Q)R*—NQR{}—S@;}RK—%&—SQgRK

W;%@M—G;@gﬂﬂ@ﬁ—@g@g—ﬂ@ﬂﬂ—@;@g—ﬂ@%;@g—ﬂ%@ﬂ—@;@g
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

M+€6MDMEMGMH%WMWMM

(o alkenyl
Qz@é—&%@ﬂ%@%@sﬁéﬁﬁﬂ%&ﬁ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%}ﬂ%m

e
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haleallkyl-Cy ¢-alkoxy-C,_¢-halealkexy;halogen,—OH =0 NRH"R* (C, salkylene) NRHR®
GE_Q%EIRGH—R%L, GE_Q)EG‘I—é aHEf"]), Hlid GE_Q)QEG% E]]Eﬁ"]),
each R _ig independenth—selectedfrom—the—group—consisting o+ C_—atkyhCi

haleallkeyl,-Cy s-alkexy;—Cys-halealkexy;-halogen,—OHNRTR (C, ¢allorlene) NRHUR
CEONRIR —C(=0)C s-atkyh-and—C(=0)O(Ccatkeyh);

each-R%and R**-are-independentlyhydrogen-or-Cy s-alkyk:
Wi from 1 12 ami 46 or has 4 :
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Su — i !
\OA’\l/\ RY 'I‘L,/\I%'\ R or Rg)\l/'\ R

3 H c\ VW
2 VIV1
*
herein St is S oty
-O* .
each—R&—is— 5 —C1-Co—alkexy,—N(C-Cos—alkeyho;
SNHCOEO RO -Cralkyl) -ONC-CFas acvl. carboxamido. Cp-Coaltkyl, or -NO2:
Whis-absent; - C(=0)-0—-or*O-C(=0)—

R isti —C-Co-alkey-Co-Coalkenyl-Co-
e e L e b L0 0 e s el LD
carbamovl, C-Co amidine. C-Cq sulfone, C-Ci thione. Ci-Cy cveloalkyl phenyl. and 5-10
membered-heteroarvhwheretreaeh €| -Co-athpl Co-Coalkenylh Co-Callornyl €| -Coatkanovk:
S e OO e heenibon L0 0 s L s 00
R e e AR T R e
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R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
T e o e T R S
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
@;@6—&&9&6&%6%@3@6—%6&“@%%%%%&%&&%%%6&%

. 5 ~O%i g—@gf—yeleaﬂq#lrphemtl,é—mmembefed—hetefeaiﬂ,—'ér
Gé—al-lee*y—G+—G6—al-leerth+e—aﬂd—N-RARB

Rgﬁﬁe&ed—&ma—the—gr%tpﬁemm%g—eﬁhydfegeﬂ—NRARB—GEQ)NRARB—GrGé
a@—@z@g&ﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—

3-Cs—eyeloatkyl;
pheaﬁé%@membefeéhﬁefe&g%r%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R4 is Ea) QRG, ga) SE_Q)QRG, Es) GE_Q)NRBRE, Ed) GE_Q)QRG, EE) GE_Q)SRG,_@
C=SYRE: (e} POR - or- () Ci-C-allcyl optionally-substituted-with:

x——phenybhC-Coatkylwhereinits € -CoatkyHssubstituted-with- S10-membered
heteroary, NRPRF_[N(C,-CyalkyyDhRPRE]" —or 1 3-independently-selected-halogen:

B T
-COxH:
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i) (5.1C berod] 1Oy Co-alkylwherein its C1-Ce alkyb is substituted
with—5-10—membered—heteroary,—NRPRE__N(C,-Co—alkyDRPRF]} —or1-3—independently

NRPRF-€4-C¢

&l—ke*y&—@%@)N—RBRE,—er—-G@gH—;
R>-is-selectedfrom-the-sroup-consisting-of hydrogen,—C(=0)YOR"'—NO,, CNCF;—
G&Q}NRGRH—SQQ;}N-RGRH—NGR{}-G&Q)R*—NQR{}—S@;}RK—%&—SQgRK

W;%@M—G;@gﬂﬂ@ﬁ—@g@g—ﬂ@ﬂﬂ—@;@g—ﬂ@%;@g—ﬂ%@ﬂ—@;@g
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

M+€6MDMEMGMH%WMWMM

(o alkenyl
Qz@é—&%@ﬂ%@%@sﬁéﬁﬁﬂ%&ﬁ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%}ﬂ%m

s e e D el oL
R*-and R*are-each-optionally-substituted-with-a-selubilizing group-(Sy)-selectedfrom
the group conststing of phosphoryl. sulluryl, nitro. Cs-Co monosaccharide, Cro-Chs




s O el e el et e L0 0 b L e L
C3-C 5 ; : : 1-Co—abkeyh-Co-Co

M@;@g—a@%@;@gﬁm&@;@eﬁea%@%@g@e%&aﬂﬁ%ﬂw

s O el e el et e L0 0 b L e L
e e B L ]
%%G;Qg—&%ﬁﬁ—@;@gﬁﬂé%%@;@e%ﬂ%@%@g@eﬂd&&ﬂﬁ%%d

of-hydrogen—NR*'RP. —C(=0NRR®C,-CalkylCo-CoatkenylCor-Co-alkynyd—€1-Cq
alkanoyl. C1-Ce alkoxvearbonvl. C3-Coalkanoyvloxy, Cx-Co eveloalkyvl phenyl, 5-10 membered
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e e e e
&H@ﬂﬁ—@;%é&ﬂéﬁ@ﬁ—@;%@ﬂﬂé@ﬂ%%ﬂ—@;@éﬂﬂ%@ﬂ@ﬁh@g@éﬁé%ﬂ%%

C-alleylthioand NR*RE:
R*is-(a)-the point-of covalent-attachment-to - (b)—OR :-or(e)-C;-Co-alkyl- optionally

tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) C(—ONRPRE:
(i?i) %IRBRE;
E——N(C1-CoalkyhRRFT
eh——pherybe | -Coatkylwherein s € -CoathyHssubstitatedwith-StH0membered
heteroarykNRPRE, _IN(C,-Co-atkyhRPRF} —or 13 independently-seleeted halogen:
i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COH:
; berod ] C1-Co -y whereinits-Cr-Co-abkybis-substitutod
with—5-10-membered—heteroaryl, —NRPRF__N(C,-Co—alkyyDRPRF]" —or 1 3 independently

NRPRE_C,-Cg

al-ke*yT-GEQQNRBRE—SRG—EGkGé}aJke*ye&Pbeﬁﬁ—er—GQ;H—

the—proap—consishrg—el—Evdroper—CE OIOR! —Ce ONRR - SRR R -
CEORNRY-S(O)R  “halogenhydroxylnitro;-eyano;C-Ce-alkyl Co-Coalkenyl Co-Cy
s e O el e el 0 0l e epbeppe L O 0
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subs%&&ed%é&%%—ﬁdep%ﬁa%e&eé@+€ga&kﬂ%mﬂ¥eﬂ%e#RAﬁd%gm

each-RPRF RS and R -are (a)the point—of covalent-attachment—to—L;—or(b)
; : 1SHRAL : 1-Coatkyh-Co-Coatkenyh-Cs-
Gg—eyﬂeaﬂ%@s%g—eyéeaﬂa%@;@s—ﬂ%—mﬂ—%éa&%@;@s—aﬂ%——%g—%ﬁE

%@%ﬁ%%;@gﬂk@%@;@gﬂ%@ﬂ%@g@gﬁé@ﬁﬂ%ﬁﬁ%%;@g
alkyl-, and C-Cy alkyl optionally substituted with 1-3 substituents independently selected
bpepe s ceme e ol bl O D e lnme e U0l e s D e b
%eh—Rl—RJ—md—RK—&éa)—me—pemFe#whﬂeﬁFmd}maﬁeﬂéb}mdepeﬂda%ky
selectedfrom-the group-consisting of hydrogen-and-C,-Cealkyl:wherein-only one of R, R
e e L L e L e e e R I
o ) c | | L: and
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(R sy
tJ

R—l—‘ o Aot o A A hinont ta L - A I alontad A the aronm concicting

s O el e el et e L0 0 b L e L
C3-C 5 ; : : 1-Co—abkeyh-Co-Co

L Co-Cyatkvnyl, C-Ceoalkanoyvl. C-Cealkoxycarbonyl. Ca-Co eycloalkyl. phenyl, and

: & of hydroxyl_ha sy a anyl—Cs-Cs
eyeloalkyl pheayl5-10-membered-heteroaryl-C,-CealkexyC,-Co-alkylthioand NR*RP:
R2is (a) the pointof covalent attachment to-L: cleeted-from the-e
ofhydrogen; C1-Coalkyl-Co-Coatkenyl- Co-Coalkynyl-C1-Coalkanoyl-C1-Coalkoxyearbonyh;
Cs-Coeyeloalkylphenyland 5-10-membered-heteroaryl;wherein-each-C,1-Co-alkyCo-Cs
S e L U el 0 e L 00 el L e be L ]

mh a O

R3-is(a)the pointof covalentattachmer srou pe
of-hydrogen—NR 'R —C(=OINR R € -Coalkyh-Co-CoalkenyhCo-Coatkynyh—€1-Co
e T = e T e
hicteroaryl, and 3-12 membered heterocvele: wherein cach C3-Co alkyl, Co-Co alkenyl. C2-Cy
alkynyl-C1-Coatkanoyl-C-Co-alkoxyearbonyl Ci-Co-alkanoyloxy: Ca-Coeyeloalkylphenyl:




e s U el L e L Db L nepene 0 0 el
Ce-alleylthioand —NRARE:
R4—m—€a9—m%pem%e£%¥ﬂer$a%memm€b9—QRG—eﬁe)—G+€éaﬂq¥epﬁeﬂaﬂy

Gv)—NH-S(O2)R;

E‘la QGE_@RG?

v)——C0OH;

(vit)  C-Cealkoxycarbonyl:

Vi) CONRPRE:

Ei?i) %IRBRE}

Eo——NE -CoatkeyhRPR Y -

s ot e T ]
heteroaryl—NRPRE, N(C,-Coatky)RPRE} o 1-3-independently-selected halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-CO-H:

; bered] C1-Coalicslsehereinits.C-Co-alybis-substituted
with 5-10 membered heteroaryl, -NRPR", [N(C3-Co alkyhRPRY), or 1-3 independently

NRPRF-€4-C¢

W&H%eﬂ—R4%€e)rth&G+-Gé—&Hey47%a—s&bsﬁmMmeefrma%be—&mhef

the group-consisting of halogen, hydroxyl nitro.eyano, C-Coalkyl. Co-Coaltkenyl C-Cy
alkynyl, C1-Co alkoxy. C-Ce alkanovl, C-Co alkanovioxy. C-Cy alkoxyearbonyvl, C4-Cy
halealkyl—C-Ce-halealkexy,—and—NR*RB: swherein—no—more—than-one R°—is—the point-of
s e
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Cyeeveloaltkyl C —eyeleal—kylé@ calkyD- or R
RS-and RH o
;-Qé—al-kyla——aﬁkl—aﬂd—aﬂ%g
1-Cé
D
_and-R*—or

one-of R cand RV s the point of covalent atachment to L:
D,—RE,—RG
R¥4 , .
e e L .—&l-keﬂyl—e
B
;—&W
2-Cs-atleynyh-€
. : e
%BE]C] R H]‘]d RK is Ea) t-]‘]% ]BBH‘]% B£ EB“B]%]‘](& atta E]CHCH entto I oF gsa 11951%]5 %]ﬁldglﬁlt]f‘
1-Co alkanoyloxy. €
and-R*is-the point-of covalentattachmentto;
‘ ' 1-Cealkoxy, and C =
wherein only onc of R
RK. =Creycloalkyl:
| -}_RQ_RS | -1—-@6 | ’
b 9 _R4 ’ | '
) e
R5RE
R
; _RB_RE_RP_R -
9 E |
. o
~R5RE
VR
RHR!
RYR*_and




(R®)m (1D
)

R

1-Coalkyl Co-Coalkenyl Ca-

Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl. Ca-Co eveloalkyll phenyl. and 5-10
T e e e
G;Qyﬂé@ﬂ@&%@ﬂﬁ—@;%gﬂéeaﬂ%haﬁ—aﬂdé%%ﬁembﬁe&m%epﬁeﬂaﬂy

hﬂw&ﬂwd%%%ﬂa&%@g@gﬁéﬁﬂ%%ﬁ%ﬁ%ﬁ%&hﬁ%ﬂﬂ%k
C-atkexy-C1-Co-alleylthiorand—NRARE:

R*is selected from the sroup-consisting-of hydrogen NR*R®__C(=OINR*R®_C,-C;
a@—@z@g&ﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&eﬂea%eﬂﬁ—e;€6aﬂemﬂeﬁ—

3-Cs-eyeloatkyl;
pheaﬁ,é%@membereéhﬁaemﬂ—@r%aﬂeeﬁh@r@éaﬂeﬁthw—&ﬂd%ARB
R*is-(a)-OR -or(b)-C,-Cs-allcyl-optionally-substituted-with:
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fi—NRPR™

(o ANCCoathyhRVRY

(xi)  ~(phenyDCi-Coalkyl wherein its C1-Coalkyl is substituted with 3-10 membered
heteroary, NRPRF_[N(C,-CyalkyyDHRPRE]" —or 1 3-independently-selected-halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COH:

(xitt}  —(5-10 membered heteroarvhCi-Co atkyl wherein tts Ci-Cyoalkyl is substituted
with—5-10-membered—heteroaryl, —NRPRF__N(C,-Co—alkyyDRPRF]" —or 1 3 independently

NRPRE_C,-C¢

alkexy,—C(=OYNRPR*_or CO.H:
RS_is-selected from-the_sroup-consisting of hydrogen—C{=0)ORF—C(=OyNRERH__
SGQQW'RGRH—NGRLMJ—MI%S@Q}RK

eyam—@;@e—a%kﬂ—@;@g—aﬂeem%@;@g—aﬂamﬁ—@;@g—a&ew—@;@g—aﬂeme%@;ég
alkaneylexy;-Ci-Ce-alkexyearbonyl-C,-Ce-haloalleyl-C,-Co-haloalkexyand—NR*RE:

ea E]q RD,—RE,—RG, an d RH 1‘5 in d%]@ en d%]ﬁl@]f‘ S %] ecte d ﬁ:sm th e—group—con Si.stilq g ef
Fredpoep O e e L O el L D e el e
and-aryl(C1-Coalkyb+or RP-and R¥—or RS-and R" together with-the nitrogen-atom-to-which

2-Co-atkenyl;
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd
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R'4 1-Coalleyl-Co-Co-alkenylCo-
T e o e T R S
Wﬁ%%%%%+@é%}%@ﬂk@%@;@éﬂﬂﬁﬂﬁ—@;@éﬂﬂemﬁ
G;—@é—al-ke*yeafbeﬁ{yhl—Gg-@é ; 5

T T e
C-alkoxy-C-Ce-alleylthioand—NR*RE:

R?-isselected-from-thegroup-consisting-of hydrogen;-C-Cealkyl-Co-Ce-alkenylCa-
Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl. C:-Co eveloalkyll phenyl. and 5-10
Fressbepee betoconp e B e ot b Lo allen b s L0 e L
@;@&&Hﬁ@ﬂ%&%@ﬂﬁ—@g@é—%@ﬁ%h@%%%ﬁ%%@f@ﬂ%%%@ﬁﬁeﬂ%

5 ; — 3—@g«:—yelea1:k}47pheny4,é—}9—membefed4&etefeaﬁ4re+-
Gg—&l—k@*y—@;—@g—al-ky}%e—aﬂd—N-RARB




R*is selected from the sroup-consisting-of hydrogen NR*R®__C(=OINR*R®_C,-C;

ﬂ%@;@é%ﬁ—@;@éﬂﬁ%—@;@éﬁkﬁ@%@;@éﬂﬂé@ﬂ%ﬂ@;@éﬂﬂﬁeﬂeﬂ

phenﬂé%@—membered%etere@—@#@gaﬂee*y—@;—@gaﬂeykh*e—aﬁm
R%ﬂ—éaﬁhe—pem%eﬁema%eﬁ&a%mdme%—beﬁéb}érgéﬂ%subsmmw—wﬁhe

v —NH-S(O)RS;

)——OCEORS;

H——€0:H:

S o L

i) C(=O)NRPRE:

Ei?i) NR BREé

E;E) 9“@-1-‘@6 alkil_])RDRE}#%
x——fphenyhC1-Coaltkolwherein s €1 -CealleyHis substituted-with 510-membered

heteroary,—NRPRE_N(C,-Cy-allkerHRPRE] —or1-3-independently-selected-halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* o

-CO-H:

; bored ] G —Coalieylwhereinits C-Co-alkybis substituted

with—5-10—membered—heteroary,—NRPRE__N(C,-Co—allkefDRPRF] —or1-3—independently

NRPRF-€4-C¢

SEOINRORY-NRH-C(=O)R-and—NR)-SO)RS;
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W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
atkanoyloxy€1-€ atkoxyearbonyl€ -Cohatoatkyl-€1-C i haloatkoxy—and—NRR":

hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkvl(C-Co alkyl- arvl
md—aa%@;%s—aﬂ%—eFRB%éRE—ePRG—%éRH%ge%ewﬁhﬂw—mmgeﬂ—&eﬂﬁeweh

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd

alkanoyvloxy, C-Ce alkoxy. and C3-Cy cveloalkyl and
cach R'-R'_and R is |
and-C1-Ce-aleyk
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haloatleyl-C1 c-atkoxys € chaloalkoxy: halogen—OH =0 NRYR™ —(Cy_sallylene) NRHR®;
-CEONRIR —C(=0WC, satkyband —C(=0)O(Cs-atkeyd);

each—R™ s isti €y atkyh—Cis
haleallerh-C; s-atkexy—C; s-halealkexy—halogen,—OHNRTR™(C; s-allerlene) NRTR —
CEONRYIRT —C(=0NCs salkyh-and—C(=0)O(Cy s-alkeyl);

eachR* and R**-are-i 1 3-alleyl:

Suc 1 :
oA’\l//\ RY ‘771’/\('\ RY or Rg)\l/'\ R

3 H c\ v
2 VIV1
*
herein St is S oty
-O* .
each—R&—is— 5 —C1-Co—alkoxy,—N(E-Cs—alkeyho;
SNHCOEO RO -Cralkyl) -ONC-CFasacvl. carboxamido. Cp-Cyatkyl, or -NO2:
Whis-absent; - C(=0)-0—-or*O-C(=0)—

(R®)m (1D
)



e e

~~— represents covalent attachment to L;

R'-isselected-from-thegroup-consisting-of hydrogen;-C;-Cealkyl,-Co-Ce-alkenylCa-
Cooalkvnvl, C-Cqoalkanovl, C-Cyalkoxyearbonyl. Ci-Co eveloalkvl phenyl. and 3-10
membered-heteroarybwhereincach-C-Coalkod Co-Craltkenyh Co-Coatkynyd € -Caltkanovk:
@;@6—&&9&6&%6%@3@6—%6&“@%%%%%&%&&%%%6&%

Freeeen b ce e e e el D e el e Lo b [ e L0
Ceatkexy-C1-Ce-alleylthiorand—NRARE:

Rg . .. £l 1 NRARB GE—Q)NRARB—Q;-@é
a@—@z@gaﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—

3-Cs-eyeloatkyl;
pheaﬁé%@membefeéhﬁae&gq—gr%ﬂﬂee*}h@r@éﬂﬂeﬁthw—&ﬂd%ARB
R*is{a)-OR -or(b)-C,-Ce-alkeyl-optionally-substitated-with:

x——phenybhC-Coatkylwhereinits € -CoatkyHssubstituted-with- S10-membered
heteroary, NRPRF_[N(C,-CyalkyyDhRPRE]" —or 1 3-independently-selected-halogen:

B T
-COxH:
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i) (5.1C berod] 1Oy Co-alkylwherein its C1-Ce alkyb is substituted
with—5-10—membered—heteroary,—NRPRE__N(C,-Co—alkyDRPRF]} —or1-3—independently

NRPRF-€4-C¢

alkexy,—C(=ONRPR* or-CO-H:
R§ is—selected—from—the SFrOUp consistn s of lﬁ]f‘dFE sen; GE_Q)QRF, GE_Q)%IRGRH,——
S€929NRGRH—N€R{9-GFQ9RJ—&H€1—N€R{9-S€92}RK

W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

M+€6MDMEMGMH%WMWMM

(o alkenyl
Qz@é—&%@ﬂ%@%@sﬁéﬁﬁﬂ%&ﬁ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%}ﬂ%m

e
%BE]CI R{,_RJ, H]‘]d RK a4

and-C-Coaberk
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hetoaterh-Cy calkoxy—Ci chaloatkoxyhalogen—OH—=ONRYR—~Cy salkylene) NRYR®;
-CEONRIR —C(=0NC, satkyband —C(=0)O(Cs-atkeyd);

each—R™ s isti - €y atkyh—Cis
haleallerh-Cy s-atkexy—C;_s-halealkexy—halogen,—OH—NRHR™ (C,; s-allerlene) NRTR —
GE_Q)NRGH'R%L, GE‘Q}EG% a]kyl), and GE_QBQEG%‘&H%?

dr el :
each R4 and R 13-abeyk:
a *
RO W, Sui A Su_ .. /
1
H

VUSAA 7 g W +
0 ’Y\R 'z.l‘/\K\Rg or Rg)\K\Rg

3 H C\ W
2 vlv1
*
herein St isas oty
-O* .
each—R& 45— . — O -Co—atkoxy— N -Co—alkoyba:
SNHCOEO RO -Cralkyl) -ONC-CFasacvl. carboxamido. C3-Coatkyl, or -NO2:
WHis absent, ® C(—=0)-0 Lor* O-C(=0)
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Xisa-C1-Cs

(R%)p, (1D
\lll/

R 1-Ceallel-Co-CoatkenyhCo-
e el L el epbene L 0 el L LD
me%&e%%e%%&%%G;%éﬂHﬁQ—G;%éﬁﬂee%—G;QéﬂHﬁ%ﬁ—G;Qéﬂ%eﬁ

G;—Gg—al—ke*yeafbeﬁyl—eg—gé ;

T T e
Ceatkexy-C1-Ce-alleylthiorand—NRARE:

R?-isselected-from-thegroup-consisting-of hydrogen;-C-Cealkyl-Co-Ce-alkenylCo-
SO e L O e b L 0 0 e Ll sl el S0
T e e e
@4@6—&&99@6&%9%—@3@6—%6&%—&%&%%%%%%@%6@%%%6&%

Rg . .. £l 1 NRARB GE—Q)NRARB—Q;-@é
a@—@z@gaﬂe%@z@ea&kynﬁ—@+€ea&m%@;@ga&ewea%e%@;@gaﬂemﬂeﬁ—
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pheaylé—l—@—membered—hetem&w—l—@
R* s (a) the point-ofcovalent-attachmentto o (b)-C;-Coalkyl substituted-with:
Wal
. ! —al-ke*yLG
| 6 -L-@é—a-l-kyl-t-l‘ﬁ-e—&ﬂd——}J-R
| 3-Cs
GL ARB
, . 1-Ce
Gid) SRE: |
2R
. ) G%
v——CO:H;
WH)—G;—Gé—aHee*ye&Pbeﬂ-yl—

o——NE
. N -C 6 M@g;@}#.
e J,—Gé—&l-kyl—wl;efe‘m—rts—e
(xi)  ~(phenyhC o " i ;—G@—&Hﬁ%ﬁﬁﬁbﬁﬁta%ed—wﬁ-hé—}g—membefed
—GQJQH_; NR [NEG 1 HR RE} : ]
' ;-Qé—al-ke*y—-GEQ)NR
eemé—é—l-G—membefed—hetefeaPﬂ-}G’ o e B
wepth—S—H—ethered—heteromt— 2R TR N -Co—ate bR o |
RE}*,—er—l—%—mdepené;enﬂ-y

N b
RE_C,-Ce

eyano—€ —al—k—yanyJ—G —al-ke*y—@ —atkaneyk—€
1-Coalkyl €
& 2-C
o alkenyl, €
5 'J,-Gé—&l-ke*ye&ﬁbeﬂ-yl—g o
| s 1-Cs
atkanoyloxy € é—ha%e&Heyl,—GJ,—Gé—haJ:ea-}ke*y:a{—ij—N-R
1+-C
2 A 6
RE:

373



each—RPRE_RS _and R"-is-independentlyselectedfrom—thegroup—consisting—of
hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkvl(C-Co alkyD- arvl
md—aa%@;%s—aﬂ%—eFRB%éRE—ePRG—%éRH%ge%ewﬁhﬂw—mmgeﬂ—&eﬂﬁeweh

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd

alkanoyvloxy, C-Ce alkoxy. and Ci-Cy cveloalkyl and
%BE]C] RI_RJ H]ﬁld RK a4

each RaJr is ,'Hdepeﬂdeﬁﬂ-yuse}eeted—ﬁem—the—gfeﬁp—ee{msﬁﬂg—ef;e' i 0 4_6—&1-16}»‘1—9, 1-6
halealkyl-C1 s-alkoxy-C chalealkexy-halogen,—OH =0 NRHTR (C, salkylene) NRHR®
SCHOINRYR L -CORC e alkvhy, and -CHOYO(C L alkyly:
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each Rb*’ +€ﬁﬂkyh—€hé
halealkyl-C 1 s-altkoxy;—C1 s-halealkexy-halogen,—OHNRTR (C) ¢-allcrlene)- NRHU R —
GE_Q)'%IRGH-R&L, GE_Q)EG‘I—é 3”3‘]3, a]‘]d GE_QBQEG% 3”3‘]3,

each-R*and R°* 13-abeyk:
/5 *
RY W) Suson SUsor W/
H

! |
RY CH g g g
1)\( 2 RW)YR Rﬁ)\rc 2
vl | |
N
OA/Y\RQ ‘A/\K\Rg or Rg)\(\ R9

3 H C\ W
2 vlv1
*
borein St isaS ety
-O* .
each—R& 45— . — O -Co—atkoxy— N -Co—alkoyba:
R T B e e e e T AR
WHis absent, ® C(—=0)-0 Lor* O-C(=0)

(R (A
v

wherein:

R 1-Ceallel-Co-CoatkenyhCo-
e el L b L 0 el L e LD
T e e e
e I T e e T e
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hatogensulthydrylbeyanoroxiranyl-Ci-Creveloatkyl-phenyl S-10-membered-heteroaryl € -
Calkoxy-C-Ce-alleylthioand—NR*RE:

R?-isselected-from-thegroup-consisting-of hydrogen;-C;-Cealkyl-Co-Ce-alkenyl,Ca-
Cooalkvnvl, C-Cqoalkanovl, C-Cyalkoxyearbonyl. Ci-Co eveloalkvl phenyl. and 3-10
membered-heteroarybwhereincach-C-Coalkod Co-Craltkenyh Co-Coatkynyd € -Caltkanovk:
@;@6—&&9&6&%6%@3@6—%6&“@%%%%%&%&&%%%6&%

Freeeen b ce e e e el D e el e Lo b [ e L0
Gé—&Heeaey'—GJ,-Gé—aHeyL}%e—aﬂd—PJ-RARB
Rtand R>

Gv)—NH-S(O2)RS;

5‘9 QGE_@RG?

tvH——CO2H;

(vit)  C-Cealkoxycarbonyl:

ity COINRPR:

Ei?i) %IRBRE}

E——PNHE-CeatkyhRPR™T

s e T o e T ]
heteroaryh,—NRPRF—N(C,-Co-allYRPRF} —or1-3-independentlyselected halogen:

(xit)y—phenyl-substituted—with-halogen—hydroxylC)-Co-alkoxy—C(=OYNRPR*_or
-CO-H:

; bered HC1-Coalicyhswherein its-C1-Coalkybis-substituted
with—5-10-membered—heteroaryl—NRPRY—N(C -C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

S(OINROR!-NRH-C(=O)R -and—NR)-S(O)R";
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W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
atkanoyloxy€1-€ atkoxyearbonyl€ -Cohatoatkyl-€1-C i haloatkoxy—and—NRR":

hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkvl(C-Co alkyl- arvl
md—aa%@;%s—aﬂ%—eFRB%éRE—ePRG—%éRH%ge%ewﬁhﬂw—mmgeﬂ—&eﬂﬁeweh

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁemﬂy&%ﬁmd

alkanoyvloxy, C-Ce alkoxy. and C3-Cy cveloalkyl and
cach R'-R'_and R is |
and-C1-Ce-aleyk
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each—R* s B e e e T I
haloalkylC ¢alkoxy, Ciehaloalkoxys halogen,—OH, =0, NRHUR (C, calkylene) NRUR*;
“CEONRYR-C(=OKCs-alkyh-and—C(=0)O(Cysatkyhy;

each R™_is iSti = € —alkeyh—Ci6
halealkyl-C1 s-altkoxy—C1 s-halealkexy-halogen,—OHNRTR (C) ¢-allcrlene) NRHU R —
CEONRYRTCONC L atkyh and -CH-O10(C 1 alkyl):

each-R% and R**-arei 13-abeyk:
* *
RO W1/ Su_ ., Su .\ 7

Suc ¢ ;
C,Af\l//\Rg E/\K\Rg or Rg)\ﬁ\ R

Wy
*
_QA ' .
each—R&—is— 5 —C1-Co—alkoxy,—N(E1-Cos—alkeyho;
SNHCOEO RO -Cralkyl)y -ONC-CFasacvl. carboxamido. C3-Coalkyl, or -NO2:
Whis-absent; *-C(=0)-0—-or*O-C(=0)—
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(R8)y, Java)
&9

R'4

1-Co-aerCr-CoalkenyCo-

Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl. Ca-Co eveloalkyll phenyl. and 5-10
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
G;Qg—ﬂé@ﬂ@%@%—@g%gﬁé%ﬂ%hﬁ%&dé%%ﬁemb%ﬁmm&ﬁdﬁepﬁeﬂaﬂy

MW%W&%WH%@;@&%%%%%%&@%%@#
Calkoxy-C-Ce-alleylthioand—NR*RE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
T e o e T R S
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
G}Qé—&k%&ﬂ%ﬁ%@%@é—%ﬁﬂﬂ%h%%%%%&%ﬁ%ﬁ%ﬁﬂ*}%pﬁﬁﬂaﬂy

Rgﬁﬁe&ed—&ma—the—gr%m%g—eﬁhydfegm—NRARB—Geg)NRARB—Grgé
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ

phenﬂé%@—membered%etere@—@#@gaﬂee*y—@;—@gaﬂeykh*e—aﬁm
R*is-(a)-OR -or(b)-C,-Co-alleyl-optionally-substituted-with:
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tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) COINRPRE:
(x)—NRPRF:
EO——N(C1-CoatkyhRR™T
——tphenybE | -Catkylwhereinits € -CoatkyHssubstitutedwith-510-membered
heteroarylNRPRF._[N(C,-C-alky hRPRF} - o 13 independently-selected halogen:
i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COxH:
Gy (510 bered | 1C.1-Co-alleylwherein its-Cs-Ce-alkylis substituted
with—5-10-membered—heteroary,—NRPR®,—[N(C,-Co—alkyDRPR®]"—or1-3—independently

NRPRE_C,-Cg

W}Qé—%@g@é%%@;@é—&%ﬂﬁ—@;@é—&k@%@;@é%@%}@é
alkaneylexy;-C1-Ce-alkoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:




haleallkyl-Cy ¢-alkoxy-C,_¢-halealkexy;halogen,—OH =0 NR"R* (C, salkylene) NRHR®
T e

each R *is isting-of:-C, ¢-alleyl—Cy e-haloalleylCy
satkoxy—C chaloatkoxyhalogen—OHNRYRC) calkylene) NRH R —C=O0INRYR®;
-C(=0)(C1salkyhand—C(=0)O0(Crsalkyl);
eachR* and R are 1 a-alleyd:
* *
RY W) Suson SUsor W/

Su - : +
\oA’Y\Rg &E/\K\Rg or Rg)\l/\Rg

’ H,C.
2 w,
*
} ; oty
o -
each—R& 45— . — O -Co—atkoxy— N -Co—alkoyba:

R Tl R e e T A
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(R®), Java s
: (Y

R* 1 -E-aterEo-Coatkeny o
Co alkynyl, C3-Co alkanoyl C-Co alkoxvearbonyl. Ca-Co eveloalkyll phenyl. and 5-10
T e e e
@;@6—%9%%;%6%9%%%%4%%%%%%%%9&%

hﬂegenﬂwd%a&mﬂam%@g@g%ea%h&%@%&b%ﬁ%%@k
C-atkexy-C1-Co-alleylthiorand—NRARE:

R?-is-selected-from-the-group-censisting—of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl. Ca-Co eveloalkyll phenyl. and 5-10
menibered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
@;@6—%9%%;%6%%%%%%%%%%4%

hﬂ%%&ﬂwdﬂ—%%ﬂ%@g@gﬁéﬁa%%%ﬂ%m%%%ﬂ%r
Gé—al-lee*y—G+—G6—al-leerth+e—aﬂd—N-RARB

1-Ce-atkyl;
Rﬁ&sele&ed—ﬁem—th&gf%bpw&smkg—eﬂwéregen—NRARB—Geg}NRARB—G;ég
alkyl. Ca-Coalkenyl Ca-Coalkynyvl. C-Coalkanovl. C-Cealkoxycarbonyl. C-Cealkanoyloxy.
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3-Cs-eyeloatkyl;
pheaﬁé%@membereéhﬁaemﬂ—@;-%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R*is{a)-OR -or(b)-C,-Ce-alleyl-optionally-substitated-with:

E——PN(C1-CoalleyhRPRYY;

oo b e e b 0 e e e L e
heteroaryhNRPRE _[N(C,-Cy-alkyBRPRE} o -3 independently selected-halogen:

ity phenyl substituted-with-halogen; hydroxylCi-C-alkoxy;—C(=O)NRPR
-COH:

i) (510 mombered] G alleylwheroin-ifs-Cy-Co-allevkis substified
with—5-10-membered—heteroaryl, —NRPR®__N(C;-Co—alkyyDRPRF]" —or 1 3—independently

NRPRE_C,-Cg

alkexy,—C(=ONRPR* or-CO-H:
R§ isselected—from—the sroup-con sistin g of hf‘dl:e sen; G(_Q)QR F, GE—Q)%IRGRH’__
S€929N-RGRH—N€R{9-GF99RJ—%€‘—N€R{9-S€929RK

W;%@M—G;@gﬂﬂ@ﬁ—@g@g—ﬂ@ﬂﬂ—@;@g—ﬂ@%;@g—ﬂ%@ﬂ—@;@g
atkanoyloxy€1-€ atkoxyearbonyl—€ -Cohatoatkyl-€1-Chaloatkoxy—and—NRR":

383



Fredpoep O e e L O el L Db el e
and-aryl(C;-Ce-alkyD-or RP-and RF-or RY-and R" together with-the nitrogen-atom-to-which

2-Co-atkenyl
Qz@é—&%@ﬂ%@%@sﬁéﬁﬁﬂ%&ﬁ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%}ﬂ%m
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each R*_ig independenthy—sclected{rom—the group—consisting ol C_—alkyh—C ¢
hetoaterh-Cy salkoxy—Ci chaloatkoxyhalogen—OH—=O0NRYR—~Cy salkylene) NRYR®;
GE_Q);:IR&LR&L, GE_QBEGJ—é a]kf‘-]), EIHEI GE_Q)QEGJ_@—B:HG}'-H%
each—R™ s isti €y atkyh—Cis
haleallerh-C; s-atkexy—C;_s-halealkexy—halogen,—OHNRTR™(C; s-allerlene) NRTR —
GE_Q)NRGH'R%I’, GE_QBEG*l—é a]ky]), and GE_QBQEG%'&H%?

eachR* and R* -arei 1 s-alleyl:
J *
R W, Su SOA Su SoA W1/

Suc 1 :
oA’\l//\ RY ‘771’/\('\ RY or Rg)\l/'\ R

3 H c\ W
2 V|v1
*
borein St isaS ety
-O* .
each—R&—is— 5 —C1-Co—alkoxy,—N(E-Cos—alkeyho;
R Tl R e e T A
Whis-absent; - C(=0)-0—-or*0O-C(=0)—

Anns TAVA A

\AELY/
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R*tis-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
T e o e T R S
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
@;@6—&&9&6&%6%@3@6—%6&“@%%%%%&%&&%%%6&%

; ; -oxi ; 3—Ggf—yeleaﬂeylrphem4,é—mmembered—he%efeaiﬂﬂ,—'§;-
Calkoxy-C-Ce-alleylthioand—NR*RE:

R?-isselected-from-thegroup-consisting-of hydrogen;-C;-Cealkyl-Co-Ce-alkenylCa-
Lo el e Ll el e L e L0
T e e e
G}Qé—&k%&ﬂ%ﬁ%@%@é—%ﬁﬂﬂ%h%%%%%&%ﬁ%ﬁ%ﬁﬂ*}%pﬁﬁﬂaﬂy

T T e
Gé—&Heeaey'—GJ,-Gé—aHeyL}%e—aﬂd—PJ-RARB
R—L an d R 2

1-Ceatleyl:
R*is selected from the sroup-consisting-of hydrogen NR*R®__C(=OINR*R®_C,-C;
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ

phenﬂé%@—membered%etere@—@#@gaﬂee*y—@;—@gaﬂeykh*e—aﬁm
R4ﬂs—€a9—QR€—er—€b}—G+-Gé—&Hey4—epﬁeﬂaH-yL5ﬁbsﬁm%ed—w&h—

H——€0xH:
S o L
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——N(E1-CoalkyhRPR"T

)——(phenyhCi-Ceallorlwhereinits-C1-Coalloyhis substituted-with- 51 0-membered
heteroaryl, -NRPRY IN(C1-Ce alkyhRPR" . or 1-3 independently sclected halogen:

(xit)—phenyl-substituted—with-halogen—hydroxylCi-Coalioxy, C{=OJNRPR
-COH:

i) (5.1C berod] 1Oy Co-alkylwherein its C1-Ce alkyb is substituted
with 510 193%19918%1?%51 ]9%{%1:83]“_‘], %IRBRE,—NG-L—Gé a]]al_])RBRE}#’ 513 ‘ijf Je ijf ]

NRPRE_C,-Cg

alkexy,—C(=ONRPR* orCO-H:
R*-is-selectedfrom-thegroup-consisting-of hydrogen,—C(=0)ORF, - C(=0)NRR" —
S€929N'RGRH—N€R{9-GF99RJ—%€1—N€R{9-S€9@RK

W;%@M—G;@gﬂﬂ@ﬁ—@g@g—ﬂ@ﬂﬂ—@;@g—ﬂ@%;@g—ﬂ%@ﬂ—@;@g
atkanoyloxy€1-€atkoxyearbonyl—€ -Cohatoatkyl-€1-C i haloatkoxy—and—NRR":

each—RPRE RS _and R"-is-independentlyselectedfrom—thegroup—consisting—of
hvdrogen. C:-Cealkyl. Ca-Coalkenyl, Ca-Cy eveloalkyvl Ca-Cy eveloalkv i C-Co alkyD- arvl
M@;@éﬂ%—eﬁgmﬁE—eﬁgﬁﬁH%gememga%%%

(o alkenyl
G;Qg&ﬂ@%—@g@gﬂé%ﬂ%&ﬁ%&ﬁ%@;@gﬂ%ky&ﬂﬂé@;@gﬂﬂ%@pﬁ%&%bﬁ&m

alkanoyvloxy, C-Ce alkoxy. and C3-Cy cveloalkyl and
%BE]C] RI_RJ H]ﬁld RK a4

and-C1-Ce-aleyk
1n hodvd . ADC)having :



haleallkyl-Cy ¢-alkoxy-C,_¢-halealkexy;halogen,—OH =0 NR"R* (C, salkylene) NRHR®
T e

each R™_is iSti = € —allkeyh—€Ci6
halealleyl—Cy s-alkexy;—Ci s-halealkexy;-halogen,—OHNRTR (C, ¢allorlene)- NRHUR
CEONRYRTCEONC L atkyh and -C-O10(C 1 alkyl):

each-R%and R**-are-i 1 s-alleyd:
/5 *
RY W) Suson SUsor W/

Su - : +
\oA’Y\Rg &E/\K\Rg or Rg)\l/\Rg

’ H,C.
2 w,
*
} ; oty
o -
each—R& 45— . — O -Co—atkoxy— N -Co—alkoyba:

R Tl R e e T A
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TAVARIAY
\ v LLL}

R 1-Cpatkyl Co-Cralkenyl Co-
Co alkynyl, C3-Co alkanoyl C-Co alkoxyvearbonyl, Ca-Co eveloalkyll phenyl. and 5-10
menibered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Co alkanoyl,
G;Qé—&ﬂé@ﬂ@&%@ﬂﬁ—@;%éﬂéeaﬂqﬁhaﬁ—aﬂ%ﬁm%ﬁeémemﬂﬁepﬁeﬂaﬂy

MWWWMW}Q&%W%%M&%%%@#
Calkoxy-C-Ce-alleylthioand—NR*RE:

R?-is-selected-from-the-group-censisting-of hydrogenC,-Cealkyl-Co-Co-alkenydCo-
Co—alkynyl—Ci-Co—atkanoyh—Ci-Co—atkoxyearbonyh—Ci-Co—eyecloatkyl—phenyl—and—5—10
mentbered heteroarvl: wherein cach C-Coatkyl Ca-Coalkenyl Ca-Coalkynvl, C1-Cy alkanoyl,
I e e T e

Riisselected from- the group-consisting of hydrogen—NR*RP—C(=O)NR*R®.C-C,
alkyl. Ca-Coalkenyl Ca-Coalkynyvl. C-Coalkanovl. C-Cealkoxycarbonyl. C-Co alkanoyloxy.
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3-Cs-eyeloatkyl;
pheaﬁé%@membereéhﬁaemﬂ—@;-%ﬂﬂeeﬁh@r@éﬂﬂeﬁ%e—&ﬂd%ARB
R*is{a)-OR -or(b)-C,-Ce-alleyl-optionally-substitated-with:

E——PN(C1-CoalleyhRPRYY;

oo b e e b 0 e e e L e
heteroaryhNRPRE _[N(C,-Cy-alkyBRPRE} o -3 independently selected-halogen:

ity phenyl substituted-with-halogen; hydroxylCi-C-alkoxy;—C(=O)NRPR
-COH:

i) (510 mombered] G alleylwheroin-ifs-Cy-Co-allevkis substified
with—5-10-membered—heteroaryl, —NRPR®__N(C;-Co—alkyyDRPRF]" —or 1 3—independently

NRPRE_C,-Cg

alkexy,—C(=ONRPR* or-CO-H:
R§ isselected—from—the sroup-con sistin g of hf‘dl:e sen; G(_Q)QR F, GE—Q)%IRGRH’__
S€929N-RGRH—N€R{9-GF99RJ—%€‘—N€R{9-S€929RK

W;%@M—G;@gﬂﬂ@ﬁ—@g@g—ﬂ@ﬂﬂ—@;@g—ﬂ@%;@g—ﬂ%@ﬂ—@;@g
atkanoyloxy€1-€ atkoxyearbonyl—€ -Cohatoatkyl-€1-Chaloatkoxy—and—NRR":
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Fredpoep O e e L O el L Db el e
and-aryl(C;-Ce-alkyD-or RP-and RF-or RY-and R" together with-the nitrogen-atom-to-which

2-Co-atkenyl
Qz@é—&%@ﬁ%@%@sﬁéﬁﬂﬂ%&ﬂ%%;@g—ﬂ%—%&@;@g%ﬁﬁ%&&m

R e
sach R'R'_and R¥ isi

and C1-Coalkyl
23.2. The ADC of claim 1-ex12, wherein-one R*-isR>-andthe remaining R*are R:

Hroeppn e e b sl e e e Ot ol D ellen b
s e O el e el 0 0l e epbepe L O 0
halealkyl—C1-Co-haloalkoxy;—and—NR*RP: wherein no—morethan-one R°isthe pointof
covalentattachmentto L

wherein:

R* is Ci-Cs alkyl substituted with -(phenyl)Ci-Cs alkyl, wherein its C;-Cg alkyl is
substituted with 5-10 membered heteroaryl, -NRPRE, -[N(Ci-Cs alky)RPRF]*, or 1-3

independently selected halogen: and

the C1-Cs alkyl of R?, or a substituent thereof, is the point of covalent attachment to the

linker,

R’ is -C(=0)OR".

24.3.  The ADC of any one of claims +-231-2, wherein subscript p is an integer from
1 to 8.
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)5 T DCof ¢ elaims 123 wherei bseri . . ; |
to12-

26:4. The ADC of any one of claims +-231-2, wherein subscript p is an integer from
8 to 16.

29.5. The ADC of any one of claims +-271-4, wherein each L is covalently attached
to Ab via an e-amino group of a lysine residue, or wherein each L is covalently attached to
Ab via a sulfur atom of a cysteine residue.

30— The ADC of any one-ofelaims 12,1213 or 23 wherein R'is the point-of
L

31— The ADC of any-one-ofelaims 121213 o 23 wherein R*>-isthe pointof
e e T

32— The ADC of anyone-ofelaims 12,1213 or 23 wherein R>-is the point-of
L

33— The ADC ofany-one-ofelaims 121213 o 23 wherein R*is the pointof
B e T

34.6. The ADC of any one of claims +-2,42143;-6¢231-5, wherein the C;-Cg alkyl
of R?, or a substituent thereof, is the point of covalent attachment to the linker.
o R R e e

36— The ADC of any-one-of claims 12,1213, or 23, wherein R -is-the point-of
L

31. ¥] 'Eg F E ] . ] 2’]2 ]3’ 23’ ] . Fé. ] .

38.7. The ADC of any one of claims 1-2:12-13;6r231-6, wherein one of R?, and

RB, RE RP, RE RF, RS, RY, R! R’ and R¥ is the point of covalent attachment to the linker.
of covalentattachmentto-the linker

of covalent-attachment to-the lnker:

covalentattachmentto-the linker
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e e T e

52— The ADC of any-one-of elaims1-29-0r 31-51wherein R is selected fromthe
group-consisting of hydrogen; C1-Cealkyl Co-Coaltkenyl Co-Coalkynyl C1-Co-altkanoyl Ci-
Coatkoxyearbonyl, Ci-Co eyeloalkyl. phenyl and 5-10 membered heteroaryl: wherein cach
C-Coalkyl Co-Coalkenyl Co-Co alkyvnyl, C-Cealkanoyvl. C1-Cy alkoxvearbonyl. Ca-Cy

o hen a O-membered AT O 2 d
aHCY vV—d ary Y-S H

an O a a¥a a a gen
vaw, Cl TP C =1 oup O =0 y OO y 15 aros Y

salfhydryl-eyano-oxiranyl-Cs-Cs-eyeloalkyl-phenyl510-membered-heteroaryl-Ci-Co
alkexyC-Coalkylthioand—NR*RE.

53— The ADC of any-one-of elaims1-29-0r 31-52wherein R is selected fromthe
group-consisting of hydrogen; C1-Cealkyl Co-Coaltkenyl Co-CoalkynylC1-Co-altkanoyl Ci-
Conthonvesrbonvk C-Coreveloathv b phenvhoand St membered heteroarylowhercin cach

C-Coalkyl Co-Coalkenyl Co-Co alkynyl, C-Cealkanoyl. C1-Cy alkoxvearbonyl. Ca-Cy

o hen a O-membered AT
i V3 Ay




e e e L e e L e O e
and—NRARE.

54.8. The ADC of any one of claims +-29-e31-531-7, wherein R! is selected from
the group consisting of hydrogen, C;-Cs alkyl, C>-Cs alkenyl, C>-Cs alkynyl, Ci-Cs alkanoyl,
C1-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein the
C1-Cs alkyl, C2-Cs alkenyl, C»-Cs alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, C3-Cs
cycloalkyl, phenyl, and 5-10 membered heteroaryl is unsubstituted.

55— The ADC of any one-ofelaims1-29-or 3154, wherein R'-isselected fromthe
RS e e O 0 L

56— The ADCof any-one-ofclaims1-29-0r 3155 wherein R'-is-hydrogen

57— The ADC of any one-ofclaims1-29-or 31-56,wherein R'-is-an-unsubstituted
€1-Cealkeyl-

58— The ADCof any-one-ofclaims -1 -or 3151 wherein R'-isselectedfromthe
et e DU D e el L CD 0 el LD 0 niae O8O
sulfone, and C-Co thione: and wherein cach C1-Co alkoxythiocarbonyl C1-Co carbamoyl. Cy-
Géﬂ%é%@k@ﬁﬂ%f@ﬁ%@;@ﬁmeﬂ%epﬁ%m%wbmm%h%—&m

Wg%g%@%ﬁh&ﬁﬁ%ﬁ%&%%%%;%gﬂ@ﬁ@;@gﬂ%%&
and—NR*RE.

59— The ADCof any-one-of claims 111, 31-51 o 58 wherein R'-isselectedfrom
oo ppee oL 0 e et L e e s e
e e L L0 D e L ceemnl sl e e

oxiranyh-Cs-Co-eyeloalkylphenyl5-10-membered-heteroarylC1-Co-atkoxyC1-Co-alkylthio;
and—NR"RP.
selected-from-the-group-consisting-ofhydrogen;C1-Co-alkyl-Co-Coatkenyl-Co-Coatkynyk;
C-Coalkanoyl, C1-Ce alkoxycarbonyl. Ca-Cy eveloaltkyl phenyl and 3-10 membered
Rl T B T L
ﬂé@ﬂ%&b@ﬂﬁ—@;@éﬂé%ﬁh%ﬂ—ﬁ&dé%@%ﬁb%&h&&@ﬁﬂ*&@pﬁeﬁ%y

- - - e - 3—Gg—eyeleaﬂeyl,—phen§4,é—l-9—membereé
heteroaryl-C;-Coalkoxy-C,-Coalkylthioand —NR*RE.
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61— The- ADC of any-one-of elaims1-2,4,6-13,15:17-30;0r 32-60,wherein R*is
R el e e
C-Cyalkanoyl, C1-Ce alkoxycarbonyl. Ca-Cy cveloaltkyl phenyl and 3-10 menmbered
Geereeselebopain e O 0 el O 0 el OO s L0 0 il O
e B R S R e

2 9

sulthydryl-eyanoroxiranyl-Ci-Coeyeloalkylphenyl, 510-membered-heteroaryl; €1-Cs
alkexyC;-Coalkylthioand—NR*RE.

62.9. The ADC of any one of claims +2-4--613,15,1730,-6r32-601-8, wherein
R? is selected from the group consisting of hydrogen, C1-Cs alkyl, C2-Cs alkenyl, C2-Cs
alkynyl, Ci-C¢ alkanoyl, C;-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10
membered heteroaryl; wherein the C;-Cg alkyl, C>-Cs alkenyl, C>-Cs alkynyl, Ci-Cs alkanoyl,
C1-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl are
unsubstituted.

63-10. The ADC of any one of claims +-2:-4--614315;17-300r32-621-9, wherein

R! and R? is-are each independently selected from the group consisting of hydrogen and

unsubstituted Ci-Cs alkyl.

64— The ADC of any-one-of elaims 1246131517 30 0r 3263 wherein R*1is
hydrogen

65— The ADC of any one-ofelaims 12,4613, 1517 30, 0r 3263 wherein R*s
e

66— The ADC of any-one-ofelaims 1246131517 30 0r 3264 wherein R*
andR%-are both-hydrogen-

e e e e R T
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membered-heteroaryl-C-Ce-alkoxyCi-Coalleylthioand -NRARE.

7+——The ADC-of any-one-of elaims1-6-81719-31 o 33-70wherein Ris
selectedfrom-the-group-consisting-of hydrogen,—NR*RE, —C(=0)NR*RE_C,-Ce-alky-C>-Cs
e e e e R e

C-Coalkyl Co-Coalkenyl Co-Co alkynyl, C-Cealkanoyl. C1-Co alkoxvearbonyl. C-Cy

alkanovloxy. Cs-Cy
T

72-11. The ADC of any one of claims +-6-84739-31_e+33-7+1-10, wherein R? is
selected from the group consisting of hydrogen, -NRARE, -C(=0)NR”RE, C;-Cg alkyl, C2-C

alkenyl, C>-Cs alkynyl, Ci-C¢ alkanoyl, Ci-Cs alkoxycarbonyl, and C;-Cs alkanoyloxy;
wherein the C;-Cs alkyl, C>-Cg alkenyl, C2-Cg alkynyl, C1-Cg alkanoyl, C1-Ce

alkoxycarbonyl, and C;-C¢ alkanoyloxy are unsubstituted.

ol T e
74-12. The ADC of any one of claims +-6-84719-31_6+33-731-11, wherein R? is

an unsubstituted C;-Cs alkyl or Ci-Ce alkyl substituted with C;-Cs alkoxy.

75— The ADC of any-one-of elaims1-6; 8171931 or 3374 wherein R isn-
R

76, The ADC of any onc of claims 1-6. 8-17. 19-31. or 33-70. whercin R is C-Ca
ateyhsubstitated-with-C | -Catkoxy=

7#13. The ADC of any one of claims +-3:-5;714,16,18-32-6r36-761-12, wherein
R*is C1-Cs alkyl optionally substituted with:

(1) 1-3 independently selected halogen;

(i)  -ORS;

(iii)  -SRS;

(iv)  -NH-S(O2)RS;

(V) -OC(=O)RS;
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(vi) -CO:H:

(vil)  Ci-Cs alkoxycarbonyl;

(viii) -C(=O)NRPRE;

(ix) -NRPRE;

(x)  -[N(Ci-Cs alkyl)RPRE]";

(xi)  -(phenyl)Ci-Cs alkyl, wherein its C1-Cs alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRE]", or 1-3 independently selected halogen;

(xii) phenyl substituted with halogen, hydroxyl, Ci-Cs alkoxy, -C(=O)NRPRE or
-CO2H;

(xiii) -(5-10 membered heteroaryl)Ci-Cs alkyl, wherein its C;-Cg alkyl is substituted
with 5-10 membered heteroaryl, -NRPRF, -[N(C;-Cs alkyl)RPRF]’, or 1-3 independently
selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C1-Cs
alkoxy, -C(=O)NRPRE, -SR€, (C;-Cg)alkoxycarbonyl, or -CO,H.

78— The ADC-of any-one-of claims 13571416, 1832 0r 36-77~wherein R*is
C-Coalkyl substituted with:

(vit)  C-Cealkoxycarbonyl:
~(—O)NRPRE:
ixp NRPR':
EO——N(C1-CoatkyhRR™TS
x)——fphenyhCi-Ceallodwhereinits-C1-Coalkeylissubstituted-with 51 0-membered
heteroary,—NRPR¥N(C,-CoalkyDRPR*] o 1-3-independently selected-halogen;
-COH:
516 bered] DC,-Coalkylwherein its C1-Co-alkyl is substituted
with—5-10-memberedheteroaryl, —NRPR* —[N(C|-C—alkyDRPR*] " —or1-3—independently
e
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&Hee*y—@&@)N—RBRE—SRG—é&-Gé}aHee*ye&Fbeﬂ-ﬁ—eP—GQgH—

E——PN(C1-Co-alleyhRPR™T;

(xi)  ~(phenyDCi-Coalkyl wherein its C1-Ceoalkyl is substituted with 3-10 membered
heteroaryh—NRPRE_[N(C;-Cy atyYRPRE} —or 13 independently-selected hatosen:

i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* o
-COH:

(xitt) —(5-10 membered heteroarvhCi-Co atkyl wherein tts C-Cyoalkyl is substituted
with—5-10-membered—heteroaryl,—NRPRF__N(C,-Co—alkyyDRPRF]" —or 1 3 independently

NRPRE_C,-Cg

al-ke*yT-GEQ)NRDRE—SRG—EGkGé}aJke*ye&Pbeﬂ’ﬂ—er—GQ;H—

80-14. The ADC of any one of claims +-3,534,16-30-034-791-13, wherein R* is
C;-Cs alkyl substituted with -ORC.

81, The ADC of any onc of claims 1-3. 5-14, 16-30 or 34-79, wherein R is €=,
alkyl substituted-with—NRPRE;

. 4 .
b b b b 2 _l-s

C-Cy-alkyhsubstituted-with—IN(C,-Co-aly)RPREJ".
83— The ADC of any-one-of elaims1-3:5:-7-14; 16, 18-32 0r 36-79, wherein R s
C-Coalkyl substituted with -(phenyhCi-Coatkyl, wherein the Cy-Cyatkyl of the -
(pheny)C;-Ce-alkylis substituted-with-5-10-membered-heteroary, - NRPRE__[N(C,-C,
allyhRPREY -or1-3-independently-selected-halogen:
H&G@#ﬂﬁﬁ%&hﬂ%ﬁ%ﬁ%&eﬂﬁs
C-Cralkyl substituted with ~(phenyhCi-Cs atkyl, wherein the Cy-Caatkyl ol the -
(pheny)C,;-Cs-alkylis substituted-with-5-10-membered-heteroary, - NRPRE_N(C,-C,
allyhRPREY -or1-3-independently-selected-halogen:
wherein R*is-C,-Cs-alkeyl substituted-with—(phenyl)C,-Cs-alkylwhereinthe-C,-Cs-alleyl-of
the—(pheny)C,;-Cs-alkylis substituted-with-5-10-membered-heteroary, - NRPRE_N(C,-C,
allyhRPREY -or1-3-independently-selected-halogen:
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herein R4 is
—CH-(phenyh(C1-Co-alkeyh;-whereinthe-C1-Co-alkeylissubstituted-with 510-membered
heteroary,—NRPR¥N(C,-CyalkyDRPR*]* or 1 3-independently selected-halogen-
€7%15. The ADC of any one of claims +3;5- 7141618323679 61 83-861-13,

wherein R* is
—~CHa-(phenyl)-(C-C> alkyl), wherein the C;-C; alkyl is substituted with -NRPRF or -[N(C;-
Ce alkyl)RPRF]",
e e e e
inR*-is—CHo-(pheny)-(Ci-Co-alleyl)whereinthe- C1-Co-alkylis-substituted-with—
NRPR®:
&9, The ADC of any onc of claims 1-3. 5. 7-14. 16, 18-32. 36-79. or 83-87.
inR*-is—CHo-(pheny)-(Ci-Co-alleyl)whereinthe- C1-Co-alkylis-substituted-with—
PN(C1-Co-alkyhRPR™T
90— The ADC-of any-one-of elaims1-3. 5714161832 0r 36-79 wherein R*is
C-Coalkyl substituted with phenyl substituted with halogen. hyvdroxyl. C-Cealkoxy. -
C(=OINRPRE o

-COH-

C-Cyalkyl substituted with -(3-10 membered heteroaryC-Cy alkyl wherein its C-Co alkyl
is-substituted-with-5-10-membered-heteroary,NRPRF_[N(C,-CoalkyHRPRF]" 0r 1 3
e e
R*is-C;-Cs-alleyl substituted-with—(5—10-membered-heteroary)C,-Cs-alkeydlwhereinthe C,-Cs
alkyl-otfthe (510-membered-heteroaryhC1-Cs-allkeylissubstituted-with- 51 0-membered
heteroaryl—NRPRE_[N(C,-Co-alky)RPRF}'—or 13 independently-seleeted halogen-

AR S e

in-R*-is-C;-Cs-alkyl substituted-with—(5-6-membered-heteroaryl)C;-Cs-alkylwherein
the C-Cxalkyl of the -(3-6 membered heteroaryCy-Cs alkyl is substituted with 3-10
membered-heteroaryl,—NRPRYN(C,-Ce-alkyDRPR®] -or1-3-independently selected
halogen:
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2 2 b 5 2 b 2

%ere%n—Rﬁs—GH;—é—émmab&eéhe%&ea%—é@;@;aﬂ%%emﬁ—%&@;@;ﬂ%s
substitated-with-510-membered-heteroarylNRPR® _[N(C,-CoalkyDRPRF}"  0r 13
mdependently selected halogen.
%ere%n—Rﬁs—GH;—é—émmab&eéhe%&ea%—é@;@;aﬂ%%emﬁ—%&@;@;ﬂ%s
substitated-with NRPRF or [IN(C;-CoallyyhRPREJ"
%ere%n—Rﬁs—GH;—é—émmab&eéhe%&ea%—é@;@;aﬂ%%emﬁ—%&@;@;ﬂ%s
substituted-with—NRPRE:

b b b b b 9 3

w%erem%ﬁ%@H;—é—é—membered%e%reaa%—é@+€;aﬂ%—w%&em—th&@+€zaﬂest
substitated-with—IN(C,-Co-alleyhRPRFT"

ept'ieﬁa'lh SHbSE‘iE&E%d W i Eh ha'legeﬁa I ]P(DRETQ‘L-eé alke*f& 5 g(_g )I ]P:BRE’ SP(G; 1=

ept'ieﬁa'lh SHbSE‘iE&E%d W i Eh ha'legeﬁa I ]P(DRETQ‘L-eé alke*f& 5 g(_g )I ]P:BRE’ SP(G; 3=
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106—The ADC-of any-one-ofclaims 135714161832 0r36-79 wherein R*is
e e e e L

107— The ADC-of any-one-of elaims 13,5 7-H or 23-76,-wherein R*is—
SE_Q);}RG GE_Q)¥IRDRE GE_Q)QRQ GE_Q)SRG GE_S)RG oF PQ;RG-

108— The ADCof any-one-ofclaims 13,5711, 2376, 0r 107 ~wherein R*is—
C=OINRPRE 6r - C(=0)OR®:
e et sbee b Lo e Lo Ol e b b 0 0 e e el e
Cy5-Cortrisaceharide:

b b b b 2

G#R_L iF'4. ] . 1 .] 1 ] ] .]. . Sbg ] ! E ] . .

e b Doppee Ol e e s 000 el ol e 00 0
H1-16. The ADC of any one of claims +-3;-5;7H5er23-32, 361080+ HO1-

7 or 9-15, wherein R! is substituted with a solubilizing group (Sp) selected from the group
consisting of phosphoryl, sulfuryl, nitro, Cs-C9 monosaccharide, C10-Cig disaccharide, and

C15-Cy7 trisaccharide.

herein Habilizi S isa CsCo haride.
B e I e e
H4—The ADC-of any-one-of elaims4-6,15,17 0 5278 wherein R*is-the point
of covalent-attachmentto L
Hé.—"Pheﬂ%DGeﬁmayeﬂeﬁﬁeL&h%éﬂéﬂq—eréﬁgrwhefem—R%%GrGé
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Gx—NRPRE:

EO——N(C1-CoatkyhRR™T

(xiy phenyhCi-Coalkyl wherein its C-Cooalkylis substitated with S-1H0 membered
heteroaryh—NRPRF N(C,-CoalkyhRPRF} ;-0 1-3-independently selected-halogen;

xit)—phenyl-substituted-with-halogen—hydroxyl—Ci-Co-atkoxy—C(=OINR R -or
-COH:

(xii)——(5-10-membered heteroaryl)Ci-Co-alkyl wherein-its C1-Co-alkyl s substituted
with—5-10—membered—heteroaryl—NRPRF,—[N(C,-Co—aleyhRPRF} —or -3 —independently

NRPR®-€1-C¢
al-ke*yT-GEQ)NRDRE—SRG—EGrGé}aHee*ye&Pbeﬁﬁ—er—GQ;H—
16— The ADC-of any-one-of elaims4-6,1517,52 76 —or H5 wherein R is-C;-
Coatkeyt substituted-with:
tvh——COH;
(vit)  C-Cealkoxycarbonyl:
G C-ONRPRE:
3 NRPRE:
EO——N(C1-CoatkyhRR™T
x——(phenyhC1-Coaltkrl-wherein s €1 -CealleyHis substituted-with 51 0-membered
heteroaryh NRPRE__IN(C,-Cy-alkyhRPRE} - or -3 independently-selected halogen:
i) —phenyl-substituted—with-halogen—hydroxyl—C1-Co—alkoxys—C(=ONRPR* or
-COxH:
510 bered] DC,-Coaliylwherein its Cr-Co-alicyl is-substitated
with—5-10-membered—heteroaryl, —NRPRF__N(C,-Co—alkyyDRPRF]" —or 1 3 independently

. O-membered-heteroaryloptionalbysubstitutedw NRPRF_C,-C¢
al-ke*yT-GEQ)NRDRE—SRG—EGrGé}aHee*ye&Pbeﬁﬁ—er—GQ;H—
e

(_]' ?E) NR BREi
Eo——NE -CoatkeyhRPR Y -

(xi)  ~(phenyDCi-Coalkyl wherein its C1-Coalkyl is substituted with 3-10 membered
heteroary,—NRPRE_N(C,-Cy-allkerHRPRE ] -or1-3-independently-selected-halogen:
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(xi—phenylsubstitutedwith-halogen—hydroxyl—C)-Co-atkoxy—C(=OINR R —or
-COxH:

(iii)— (510 membered-heteroaryl)Ci-Ce-allcylwherein its-Ci-Ce-alleylis-substituted
with—5-10-membered—heteroary,—NRPRE,—[N(C,-Co—alkyDRPR®]"—or1-3—independently

NRPRE_C,-C¢

alkoxy,—C(=ONRPRE__SRE_(C,-Colalkexyearbonyl-or—CO-H-

%%M&%ﬁ%ﬁ%%ﬂ%ﬁéﬁ%%%&*ﬂs

G;—@é—a-l-kyl—sa-bsﬁ-‘eu-‘fed—wi-th——NRBREr
9 9 9 9 9 9 . _i-s
C;-Ce-alkyl substituted-with—IN(C,-Ce-allkeyDRPRE]

H@.—"Ph%@@eﬁaf&eﬂ%eﬁehéﬁm%éﬂéﬂ%ﬁéﬁ%%%whereﬁ*ﬂs
T e e e
(phenyDC,-Ce-alkeylis-substituted-with-S—10-membered-heteroary, - NRPRE__N(C,-C;
allkyDRPRE) _or 1 3-independentlyselected-halogen:
R%%@+€g—&ﬂﬁ+s%ﬁﬁMed%M%€pheﬂﬁ}G+€3—aﬂﬁrwhﬁem—th&G+€g—&Hﬁ¥e%e—
(phenyDC,-Cs-alkeylis-substituted-with-S—10-membered-heteroary, - NRPRE__N(C,-C;
allkyDRPRE) _or 1 3-independentlyselected-halogen:

122, The ADC of any onc of claims 4, 6. 15, 17.52-76. FI3-117. 120, 01 121
wherein R **-is-C-Cs-alleyl-substituted-with—(phenyDC-Co-alkyl-wherein-the-C,-Cs-alleyl-of
the—(phenyDC,-Cs-alkeylis-substituted-with-5—10-membered-heteroary, - NRPRE_N(C,-C;
allkyDRPREY _or 1 3-independentlyselected-halogen:

123, The ADC of any onc ol claims 4. 6. 15, 17.32-70, 115-117. 01 120-122,
membered-heteroaryl—NRPRY or IN(C-CealkyDRPREY

124, The ADC of any onc ol claims 4. 6. 15, 17.32-70, 115-117. 01 120-123.
wherein R is—CHo-(phenyl)-(C1-Co-alkoyl), wherein the C,-Co-alkeyhis substituted-with—
NRPRE o N(C,-Cy-alkyRPREF

T R R
wherein R is—CHo-(phenyl)-(C1-Co-alkyl), wherein the C,-Co-alkeyhis substituted-with—
NRPRE.
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2 2 2 2 2 9 2

IN(C 1 -CalleyDRPR*T

C-Cyalkyl substituted with -(3-10 membered heteroaryC-Cy alkyl whercin its C-Co alkyl
is-substituted-with-510-membered-heteroary,NRPRF_[N(C,-CoalkyDHRPRF]" 0r 13
e e

R* s C,-Cs-alleyl-substitated-with—(5-10-membered-hetereary)C,-Cs-alkeyl-whereinthe Cy-
Cralkyl of the -(5-10 membered heteroaryCo-Cs alkyl s substituted with 5-10 membered
W%MBRE%+€6—MBRE}$TMW%%%%
W%%%&&G;Qs—wﬁ%meﬂ#ﬁ—é—éﬁﬁﬁ%%ﬁ%%%@+€3—aﬂﬁi%%%
the C-Cxalkyl of the -(3-6 membered heteroaryCy-Cs alkyl is substituted with 3-10
membered-heteroary,—NRPRY _IN(C,-CyalkyDhRPR¥]* ~or 1 3-independently-selected
B
Wem%%%;—é—é—memb%ed%eﬁeaﬂ%—@+€;aﬂq%ﬁ%&em—th&€+€;aﬂqﬁs
substitated-with-510-membered-heteroaryl—NRPRY —IN(C,-CoallyhRPRF} 0 13
e e
Wem%%%;—é—é—memb%ed%eﬁeaﬂ%—@+€;aﬂq%ﬁ%&em—th&€+€;aﬂqﬁs
substitated-with—NRPRF-or IN(C;-Co-alleyhRPREJ
Wem%%%;—é—é—memb%ed%eﬁeaﬂ%—@+€;aﬂq%ﬁ%&em—th&€+€;aﬂqﬁs
substituted-with

NRPRE.
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el e e el e L e
M“M;M%M&%%—(@;@gﬁ%ﬁ%&%&@;@gﬂﬂ%s
beti il
-IN(E1-CoalkyhRORT -

9 9 b 9 9 9 9 _i-s
C-C-alled-substituted-with O-membered-heteroaryl-optionallysubstituted-w -
NRPRE_C,-Cyalkoxy,—C(=OINRPRE__SRE_(C,-Coalkoxyearbonyl-or—CO-H-
R*isCy-Cs-5
halogen;
NRPRE_C,-Cealtkoxy;—CEOINRPRE _SRE(C-Colalkoxyearbonyl-or—-CO-H-
wherein R* s CHo nembered-heteroaryl;-wheremthe O-membered-heteroary
ept'ieﬁa'lh SHbSE‘iEHEed W i Eh ha'legeﬁa } ]P(DRETQ‘L-eé alke*f& 5 g(_g )I ]E':DREa SRGTGGJF
e L
wherein R* s CHo embered-heteroaryb;wheretn-the 5-6-membered-heteroary
ept'ieﬁa'lh SHbSE‘iEHEed W i Eh ha'legeﬁa } ]P(DRETQ‘L-eé alke*f& 5 g(_g )I ]E':DREa SRGTGGJF

142:17. The ADC of any one of claim 2-7-9-H1318,20-35, 37460148
1441-16, wherein R is selected from the group consisting of -C(=0)ORY, -C(=O)NRERY, -
S(02)NRERY, -N(R)-C(=0)R’, and -N(R)-S(O2)R¥.

143-18. The ADC of any one of claims 2-7-9-1+H5143-18,20-35,37-46,0r48-
1411-17, wherein R’ is -C(=O)ORF.
%&eﬂpmaﬁeé&emheﬁﬁmﬁ%eﬁﬁmwfeme%@g€éﬁﬂe%eg€é
atkynyl Ci-Creyeloatkylaryl-ary (€, -Coalkyland € -Coalkyl optionally substituted

R T L
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45— The ADCofanyoneofelaims 2-4 913182035 37460148144,
wherein R is selectedfromthe group-consisting of trifluoromethyl, Co-Co-alkenyl - Co-Cs
alleynryl-C3-Cy-eveloallerlarylaryl(C,-Co-alkyl)—and unsubstituted-C,-Co-alkyl:

He—TFhe ADbCofany-oneotelams2-F9-H318203537460t-43H45;
wherein R is selectedfrom-the group-consisting o£ Co-Co-alkenyl-Co-Coalkynyland
e

147:19. The ADC of any one of claims 2-7-9-1+H143-18,20-35,37-46,0r48-
146;1-18 wherein RF is selected from the group consisting of Ci-Cs alkyl and hydrogen.

e e e e e D e e
whereinR*-is-methyl

wherein R ishydrogen:
R e e
wherein R>-s—C(=0)NRCERH.

wherein R>-is—S(O2)NRORM;
] S ] ] . ] F G i F H . . .
hvdrogen. C1-Co alkyl Ca-Cyalkenyl. Ca-Cueyeloatkyl, Ca-Ceeyveloalkyl(Cr-Co alky -, aryl,
and-aryl(C1-Ce-alleyh—

153.20. The ADC of any one of claims 2-/-9-H1318,-20-35 374648141
er150-1521-19, wherein each R® and R! are independently selected from the group
consisting of hydrogen and C;-Cs alkyl.

swherein R%-is—N(RH)-S(O)RX.
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160, The ADC of any onc of claims 2-7. 9-11. 23-35. 37-46. 48-141. or 139,
whereinR>-has-apka-ofatmestabeut 50
whereinR°-is-selectedfrom the group-censisting of -C(=0)OH, NO,,-CN,—CFE;3; and—-
S(O3H-

162:21. The ADC of any one of claims 2-/-9-+H5;23-35 3746484 or
159-1611-20, wherein R® is -C(=0)OH.
163-22. The ADC of any one of claims 2-7-9-1+H23-35,37-46,48141-er

1571-21, wherein R! and R¥ are independently selected from the group consisting of

hydrogen and C;-Cs alkyl.

eachR%is-independentlyselectedfromthegrou : i 5
eyane-€1-Coalkyh-Co-Cealtkenyl-Co-Coatkynyh-€1-Coalkoxy,-€1-Cos-alkanoyl-€1-Co

alkanoeylexy;-Ci-Ce-alkeoxyearbonyl-C1-Co-haloalksyd-C1-Cs-haloalkexy-and—NR*RE.
165:23. The ADC of any one of claims 2-8;+0-+H51319, 21 360+ 38163 1-

22, wherein each R® is independently selected from the group consisting of halogen,
hydroxyl, nitro, and cyano.
166:24. The ADC of any one of claims 2830151319, 21 36038163 1-

22, wherein subscript m is 0.

bscrintais L




L L S o e T 11 R o S R AT T 113555 el B T e o G N R Lo 2
C-Cealkexyearbonyl-Ci-Ce-haloalleyd-Ci-Co-haloalkexyand—NR*RE.

]FéA. .

bserint aic L

beesi oy
375-25. The ADC of any one of claims +-37-er411741-24, wherein each R*
and R is independently selected from the group consisting of hydrogen and C;-Cg alkyl.

176—The ADC of any-one-of elaims 137 or 41175 whereineach R*and R% s

186:26. The ADC of any one of claims +-32,36;37-er4-1791-25, wherein
R€ is selected from the group consisting of hydrogen, phenyl, and C;-Cio alkyl.

181 The ADC of any-one-ofelaims1-32. 36,37 or 41180 wherein R s selected
from-the-group-consisting of hydrogen-and Ci-Cygalkyl:

182 The ADC of anyone-ofelaims 13236, 37 or 41181 wherein R s
hydrogen:

183, The ADC of any onc of claims 1-32, 36, 37, or 41-18 L. wherein R* is C-Cua

GCPCHO S1eCtea 1o eE£roHpP—€o SS AS3avr
) )
B B

Cemeeebonlon L O 0 e b 0 0l b e el 0 -
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185.27. The ADC of any one of claims +-4+-er45-1841-26, wherein each RP

and RE are independently selected from the group consisting of hydrogen and C;-C alkyl.

186 The ADC of any one-ofelaims-41l-or 45183 wherein RP-and R* together
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-O* .
eachR&is S CC-Coalkoxy. -N(C1-Croatkv b,
SNHCOEO RO -Cralkyl) -ONC-CFasacvl carboxamido. C3-Coaltkyl, or -NO2:
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e e T L S e
CFa,acyl carboxamido. C_Cealkyl. or NOa2 and the remaining R# are hydrogen.

2 b 2
0-
9 9 9
+
B 5 B 2-20
a-l__
9 9 9 4'19
a-l-_
B 5 B 2-20
]] ] ] . 1 . 1 Fa_L_
9 9 9 4'19
a_L_
B 5 B 2-20
9 9 9 4'19
2 2 2
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e
hvdrolvzed imide.
233.28. The ADC of any one of claims +-2321-27, wherein the antibody is a

humanized antibody.
234.29. The ADC of any one of claims +-2331-28, wherein the antibody is a

monoclonal antibody.

237.30. A composition comprising a distribution of the ADCs of any one of

claims +-2361-29, or a pharmaceutically acceptable salt thereof.
39 Ty .. ¢ elaim 237 furd . |
| call Bl o
239.31. A compound of Formula (IX):

412



R! _R?

N
N/ N
[ DR
XN
h4
5
6
(R%)m (IX)

or a pharmaceutically acceptable salt thereof;

wherein:

R! is selected from the group consisting of hydrogen, C1-Cs alkyl, C2-Cs alkenyl, Ca-
Cs alkynyl, C;i-Cs alkanoyl, C;-C¢ alkoxycarbonyl, Ci-Cs alkoxythiocarbonyl, Ci-Ce
carbamoyl, Ci-Cs amidine, C;-Cs sulfone, C;i-Cs thione, C3-Cs cycloalkyl, phenyl, and 5-10
membered heteroaryl; wherein each C;-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cg alkanoyl,
C1-Cs alkoxycarbonyl, Ci-Cs alkoxythiocarbonyl, Ci-Cs carbamoyl, Ci-Cs amidine, C;-Ce
sulfone, Ci-Cs thione, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally
substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,
halogen, sulthydryl, cyano, oxiranyl, C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, C-
Cs alkoxy, C1-Cs alkylthio, and -NR”RE;

R? is selected from the group consisting of hydrogen, C1-Cs alkyl, C2-Cs alkenyl, Ca-
Cs alkynyl, C;-Cs alkanoyl, Ci-Ce¢ alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10
membered heteroaryl; wherein each C;-Cg alkyl, C2-Cs alkenyl, C2-Cs alkynyl, C1-Cg alkanoyl,
Ci1-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally
substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,
halogen, sulthydryl, cyano, oxiranyl, C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, C-
Cs alkoxy, C1-Cs alkylthio, and -NRAR2; or

R! and R?, taken together with the nitrogen atom to which they are attached form a 3-6
membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cs alkyl,

R? is selected from the group consisting of hydrogen, -NR*RE, -C(=O)NR”RE, C;-Cs
alkyl, C2-Cs alkenyl, C2-Cg alkynyl, C1-Cs alkanoyl, C1-Cs alkoxycarbonyl, Ci-Cs alkanoyloxy,
C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered heterocycle; wherein
each C1-Cs alkyl, C2-Cs alkenyl, C2-Cg alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, Ci-Ce
alkanoyloxy, Cs3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered
heterocycle is optionally substituted with 1-3 substituents independently selected from the
group consisting of hydroxyl, halogen, sulfhydryl, cyano, oxo, oxiranyl, C3-Cg cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NRAR5;
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R*is (a) -ORS; (b) -S(=0)2RS; (c) -C(=O)NRPRE; (d) -C(=0)ORS; (e) -C(=0)SRE; ()
-C(=S)RE; (g) -POsRE; or (h) C1-Cg alkyl optionally substituted with:

(1) 1-3 independently selected halogen;

(i)  -ORS;

(iii)  -SRS;

(iv)  -NH-S(O2)RS;

(v) -OC(=0O)R;

(vi) -COxH;

(vil)  Ci-Cs alkoxycarbonyl;

(viii) -C(=O)NRPRE;

(ix) -NRPRE;

(x)  -[N(Ci-Cg alky)RPRE];

(xi)  -(phenyl)Ci-Cs alkyl, wherein its C1-Cs alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRE]", or 1-3 independently selected halogen;

(xii)  phenyl substituted with halogen, hydroxyl, Ci-Cs alkoxy, -C(=O)NRPRE or
-COzH;

(xiii) -(5-10 membered heteroaryl)Ci-Cs alkyl, wherein its C1-Cs alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRE]*, or 1-3 independently
selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=O)NRPRE, or -CO,H;

R’ is selectedfromthesroup-consisting-of hydrogen,—-C(=0)ORI'—NO»,—CN.—CE;—
CEONRORM-S(ONRRTNRY-CEORNRY-S(0)R -and —SORS;

each R® is independently selected from the group consisting of halogen, hydroxyl, nitro,
cyano, Ci-Cs alkyl, C>-Cs alkenyl, C>-C¢ alkynyl, Ci-Cs alkoxy, Ci-Cs alkanoyl, C;-Ce
alkanoyloxy, Ci1-Cs alkoxycarbonyl, Ci-Cs haloalkyl, Ci-Cs haloalkoxy, and -NR*RE;

subscript mis 0, 1, 2, or 3;

each R* and R® is independently selected from the group consisting of hydrogen and
C1-Cs alkyl; or R* and R® taken together with the nitrogen atom to which they are attached
form a 3-6 membered heterocyclyl optionally substituted with 1-3 independently selected Ci-
Cs alkyl;

RC is selected from the group consisting of hydrogen, phenyl, and Ci-Cio alkyl
optionally substituted with phenyl or 1-3 independently selected halogen;
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each RP, RE, RS, and RY is independently selected from the group consisting of
hydrogen, Ci-Cs alkyl, C2-Cs alkenyl, C3-Cg cycloalkyl, C3-Cg cycloalkyl(Ci-Cs alkyl)-, aryl,
and aryl(Ci-Cs alkyl)-; or RP and RE, or RS and RY, together with the nitrogen atom to which
they are attached form a 3-6 membered heterocyclyl optionally substituted with 1-3

independently selected C1-Ce alkyl;
Fis selectedfrom-the-group-consisting-of hydrogen;—riflaeromethyl-Co-Co-alkenyl
Gg%@ﬁ@%—@g@gﬂd%@—&ﬁd—&ﬁ@;%gﬂl@%—%&@;€éaﬂﬁ+epﬁaaﬂb—s%sm&ed

s e e e O e el

each R!, R’, and RX is independently selected from the group consisting of hydrogen
and C1-Cs alkyl;

when R s triflueremethyl,—Co-Co—alkenyl,—Co-Co—alkynylC3-Cs—eyeloalkyl—aryl;
T e B e e
seboote bons e e come e o Bonene O 0 ol e D e e O
eyeloalleyls R -is—{N(C1-CoalkyhRR™T s —(phenyD)C1-Co-alkyl—wherein-its-C1-Co-alkyl-s
substituted-with—N(C,-CoalkyDRPR*] - 0r (5-10-membered-heteroaryl)C,-Co-alkylwherein
its-C;-Co-alkyl is-substituted-with—IN(C;-Ce-alkyyhRPRE] - and

each instance of R! and R* is optionally substituted with a solubilizing group (Sp)
selected from the group consisting of phosphoryl, sulfuryl, nitro, Cs-Co monosaccharide, Cio-

Cis disaccharide, and Ci5-Ca7 trisaccharide.

R! _R?
N

7 N
N)\W N R3S

R 1-Ce-alkeyl-Co-Co-alkeny-Co-
e e E s e e
membered-heteroaryl;-wherein-each-C1-Cealkyl;- Co-Coaltkenyl-Co-Coalkynyl-C1-Coalkanoyl;

C-Cyalkoxyearbonyl, C2-Cy . 5
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hatogensulthydryleyanoroxiranyl-Ci-Creveloatkyl-phenyl S-1t0-membered-heteroaryl € -
C-atkexy-C1-Ce-allkylthioand—NRARE:

R?-isselected-from-thegroup-consisting-of hydrogen;-C;-Cealkyl-Co-Ce-alkenylCa-
SO e L O e b L 0 0 e bl sl el S0
Fressbepee betoconp e B e ot b Lo allen b s L0 e L
G;Qg%ﬂ%@%@g%gﬁé@%ﬁ%ﬁ%ﬁ%%ﬁmmm%ﬁeﬂaﬂy

Rg . .o H 1 NRARB GE—Q)NRARB—Q;-@é
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ

phenﬂé%@—membered%etere@—@#@gaﬂee*y—@;—@gaﬂeykh*e—aﬁm
R4—}S—639—QRG-6F€]9)—G;-@6—&H€}4—SH%SF&H$%d—WLH-h—

tvh)——COH;
(vit)  C-Cealkoxycarbonyl:
) C(—ONRPRE:

Gx) NRPRE:

E——PN(C1-Co-alleyhRPR™T;

eh——pherybe | -Coatkylwherein s € -CoathkyHssubstitatedwith S0 membered
heteroaryl—NRPRE_[N(C,-Co-alky)RPREJ'-or -3 independently-seleeted halogen:

i) —phenyl-substituted—with-halogen—hydroxyl—C,-Co—alkoxys—C(=ONRPR* or
-COH:
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i) (5.1C berod] 1Oy Co-alkylwherein its C1-Ce alkyb is substituted
with—5-10—membered—heteroary,—NRPRE__N(C,-Co—alkyDRPRF]} —or1-3—independently

NRPRF-€4-C¢

eyam—@;@e—a%kﬂ—@;@g—aﬂeem%@;@g—aﬂamﬁ—@;@g—a&ew—@;@g—aﬂeme%@;ég
alkaneylexy;-C1-Ce-alkeoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:

Fredpoep O e e L O el L D e el e
and-aryl(C,-CealkyD-or RP-and RF-or RY-and R" together with-the nitrogen-atomto-which

2-Co-atkenyl;
Qz@é—%%@%@sﬁéﬁﬂﬂ%&ﬁ%%;@g—%—%&@;@g%ﬁﬁ%}m%d

s e e D el oL
cach R'_R'_and R is i

and-C1-Coalkyland

when R s trifluoromethyl,—Co-Co-alkenyl—Co-Coalkynyl-Cs-Cs—eyeloalkyl—aryl
e e R e R e
seboote bons e pee cope e s Bnbeens 00 e e 0l el e DD
eyeloallaph R*-is—N(C,-Co-alkyDRPRET - —(phenyl)C,-Coalkeyl—wherein—its—C,-Co-alleylis
substitated-with—IN(C;-Co-alkyDRPRET - or (510 membered-heteroaryDC,-Co-alkylwherein
its-C1-Ce-alkylis-substituted-with—N(C,-Ce-alkeyDRPREY
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241432, The compound of eitherelaim239-er240claim 31, wherein the
compound has the structure of Formula (IX-A):

R!' _R?
N

N/ N\ 3
e

"o ﬂ
(R®)m

o) R*® (IX-A)

or a pharmaceutically acceptable salt thereof,
wherein:
R! is selected from the group consisting of hydrogen and C-Cs alkyl;

R? is selected from the group consisting of hydrogen and C-Cs alkyl; or

R! and R?, taken together with the nitrogen atom to which they are attached, form a 3-
6 membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cs alkyl,

R? is selected from the group consisting of hydrogen and C;-Cs alkyl optionally
substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,
halogen, sulthydryl, cyano, oxo, oxiranyl, Ci-Cs alkoxy, and C;-Cs alkylthio;

R*B is selected from the group consisting of 5-10 membered heteroaryl, -NRPRE, and
-[N(C;-Cs alkyl)RPRE]";

RS is independently selected from the group consisting of halogen, hydroxyl, nitro,
cyano, Ci-Cg alkyl, C>-Cs alkenyl, C»-Cs alkynyl, C;-Cs alkoxy, Ci-Ce alkanoyl, Ci-Cs
alkanoyloxy, Ci-Cs alkoxycarbonyl, Ci-Cs haloalkyl, and C;-C¢ haloalkoxy;

subscript m is 0 or 1; and

RP and RE are independently selected from the group consisting of hydrogen, C;-Cg
alkyl, C»-Cs alkenyl, C3-Cs cycloalkyl, C3-Cs cycloalkyl(Ci-Cs alkyl)-, aryl, and aryl(Ci-Cs
alkyl)-; or RP and RE, together with the nitrogen atom to which they are attached, form a 3-6
membered heterocyclyl optionally substituted with 1-3 independently selected C;-Cs alkyl.

242.33. Fhe-A compound of eitherelaim239-er 240, wherein-the-compound
has-the-strueture-of Formula (IX-B):

R' _R?
N

N ’ N
| >R
N

AN

6
(R®)m R4B (IX-B)
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or a pharmaceutically acceptable salt thereof;
wherein:
R! is selected from the group consisting of hydrogen and C-Cs alkyl;

R? is selected from the group consisting of hydrogen and C-Cs alkyl; or

R! and R?, taken together with the nitrogen atom to which they are attached, form a 3-
6 membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cs alkyl;

R? is selected from the group consisting of hydrogen and C;-Cs alkyl optionally
substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,
halogen, sulthydryl, cyano, oxo, oxiranyl, C;-Cs alkoxy, and C;-Cs alkylthio;

R*B is selected from the group consisting of 5-10-membered-heteroary,-NRPRE; and
-[N(C;-Cs alkyl)RPRE]";

R® selected from the group consisting of halogen, hydroxyl, nitro, cyano, C1-Cs alkyl,
C2-Cs alkenyl, C>-Cs alkynyl, Ci-Cs alkoxy, Ci-Ce alkanoyl, Ci-Cs alkanoyloxy, Ci-Ce
alkoxycarbonyl, C;-Cs haloalkyl, and Ci-Cs haloalkoxy;

subscript m is 0 or 1; and

RP and RE are independently selected from the group consisting of hydrogen, C1-Cs
alkyl, C>-Cs alkenyl, C3-Csg cycloalkyl, C3-Cg cycloalkyl(Ci-Cs alkyl)-, aryl, and aryl(C;-Ce
alkyl)--erRP-and R*together with-the nitrogen-atom to-which-theyare attached; forma3-6

hydrogenand-the-other of R'-and R%-is-methyl
24734, The compound of any one of claims 239-24231-33, wherein R! and R?
are (i) both hydrogen,

(ii) R? is C1-Cg alkyl optionally substituted with 1-3 substituents independently selected from

the group consisting of hydroxyl, halogen, sulthydryl, cvano, oxo, oxiranyl, C;-Cs alkoxy.,
and C;-Cg alkvlthio:
(iii) R*B is -NRPRF:

(iv) RP and RF are each independently selected Ci-Cg alkyl:
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(v) subscript m is 0; or

(vi) a combination thereof.

249:.35. The compound of any one of claims 239-24831-33, wherein R? is C;-
Cs alkyl optionally substituted with 1-3 substituents independently selected from the group
consisting of hydroxyl, halogen, sulfthydryl, cyano, oxo, oxiranyl, C;-Cs alkoxy, and Ci-Ce

alkylthio.
%Q%Ph&emﬁpemée#mweﬂ&eﬁel&ﬁm%%ﬁ%efem%ﬁ&@rgéﬁﬂeﬂ

sulllivdryl, evano, oxo. oxiranyl. C-Ce alkoxy. and C-Cy alkylthio.
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271-36. A-method-oftreatingeaneer tasubieetthneed-thercofcomprising

B 5

administeringto-the-subjeeta-therapeutically-effeetive-ameount-of the-Use of an antibody drug
conjugate (ADC) according to efany one of claims +-2361-29, a composition according to

claim 30, or a compound of any one of claims 31-35 in the manufacture of a medicament for

the treatment of cancer:

2
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275:37. The method-ofany-ene-ofelaims27+-274use of claim 36, wherein the
antibody of the ADC targets a surface antigen of a cell, and wherein the ADC is configured to

internalize within the-a cell upon binding of the antibody to the-a surface antigen.

297-38. The method-ofany-one-ofelaims27-276use of claim 37, wherein the
surface antigen is EphA2.

281:39. The method-ofany-one-ofelaims276-280use of claim 37 or 38,

wherein the linker (L) of the ADC is configured to undergo cleavage subsequent to

internalizing within the tomer-assectated-maerophagecell.

40. An antibody drug conjugate (ADC) according to any one of claims 1-29. a

composition according to claim 30, or a compound of any one of claims 31-35 for use in

therapy.
28241, A compound having the formula L!-D, or a pharmaceutically
acceptable salt thereof, wherein:

L' is a linker intermediate; and
D has the structure of Formula (X):

R! _R2
N

(Rm (X)
or a pharmaceutically acceptable salt thereof;

wherein:
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R!is (a) the point of covalent attachment to L!; or (b) selected from the group consisting
of hydrogen, Ci-Cs alkyl, C>-Cg alkenyl, C2-Cg alkynyl, C1-Cs alkanoyl, Ci-Cs alkoxycarbonyl,
C1-Cs alkoxythiocarbonyl, Ci-Cs carbamoyl, Ci-Cs amidine, Ci-Cs sulfone, Ci-Cg thione, Cs-
Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each Ci-Cs alkyl, C>-Cs
alkenyl, C>-Cs alkynyl, Ci-Cs alkanoyl, Ci-Cs alkoxycarbonyl, Ci-Cs alkoxythiocarbonyl, C;-
Cs carbamoyl, C1-Cg amidine, C1-Cs sulfone, Ci-Cs thione, C3-Cg cycloalkyl, phenyl, and 5-10
membered heteroaryl is optionally substituted with 1-3 substituents independently selected
from the group consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Csg cycloalkyl,
phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NR”RE;

R? is (a) the point of covalent attachment to L'; or (b) selected from the group consisting
of hydrogen, C;-Cs alkyl, C»-Cs alkenyl, C»-C¢ alkynyl, C;-Cs alkanoyl, Ci-C¢ alkoxycarbonyl,
C3-Cs cycloalkyl, phenyl, and 5-10 membered heteroaryl; wherein each Ci-Ce alkyl, C>-Cs
alkenyl, C»2-Cs alkynyl, C1-Cs alkanoyl, Ci-Cs alkoxycarbonyl, C3-Cs cycloalkyl, phenyl, and
5-10 membered heteroaryl is optionally substituted with 1-3 substituents independently
selected from the group consisting of hydroxyl, halogen, sulthydryl, cyano, oxiranyl, C3-Csg
cycloalkyl, phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, Ci-Cs alkylthio, and -NR*R®; or

R! and R?, taken together with the nitrogen atom to which they are attached form a 3-6
membered heterocyclyl optionally substituted with 1-3 independently selected Ci-Cs alkyl;

R is (a) the point of covalent attachment to L'; or (b) selected from the group consisting
of hydrogen, -NRARE, -C(=O)NRARE, C;-Cs alkyl, C>-Cs alkenyl, C»-Cs alkynyl, C;-Cs
alkanoyl, C1-Cs alkoxycarbonyl, Ci-Ce alkanoyloxy, C3-Cs cycloalkyl, phenyl, 5-10 membered
heteroaryl, and 3-12 membered heterocycle; wherein each Ci-Cs alkyl, C>-Cs alkenyl, C»-Cs
alkynyl, Ci-Cs alkanoyl, C1-Cs alkoxycarbonyl, Ci-Cs alkanoyloxy, Cs3-Cs cycloalkyl, phenyl,
5-10 membered heteroaryl, and 3-12 membered heterocycle is optionally substituted with 1-3
substituents independently selected from the group consisting of hydroxyl, halogen, sulthydryl,
cyano, oxo, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, Ci-Cs alkoxy, C;-
Cs alkylthio, and -NR”RE;

R* is (a) the point of covalent attachment to L'; (b) -OR"; (c) -S(=0)2RS; (d) -
C(=O)NRPRE; (e) -C(=0)ORE; (f) -C(=0)SRE; (g) -C(=S)RE; (h) -PO3RE; or (j) C1-Cs alkyl
optionally substituted with:

(1) 1-3 independently selected halogen;

(i)  -ORS;

(iii)  -SRS;

(iv)  -NH-S(O2)RS;
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%) -OC(=O)RS;

(vi) -CO2H;

(vii)  Ci-Cs alkoxycarbonyl;

(viii) -C(=O)NRPREF;

(ix) -NRPRE;

(x) -[N(C;-Cs alkyl)RPRE]";

(xi)  -(phenyl)C;-Cs alkyl, wherein its C;-Cg alkyl is substituted with 5-10 membered
heteroaryl, -NRPRF, -[N(C:-Cs alky)RPRF]", or 1-3 independently selected halogen;

(xii) phenyl substituted with halogen, hydroxyl, Ci-Cs alkoxy, -C(=O)NRPRE or
-CO2H;

(xiii)) -(5-10 membered heteroaryl)Ci-Cs alkyl, wherein its Ci-Cg alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(Ci-Cs alkyl)RPRF]*, or 1-3 independently
selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=O)NRPRE, -SR€, (C;-Cg)alkoxycarbonyl, or -COH;

R’ is (a)the pointof covalentattachmentto L' or (b} selected from the group consisting
of hydregen;—C(=0)ORF, -NO», -CN, -CF3 -C(=0)NR°R", -S(0,)NRRH, -N(R")-C(=O)R’, -
N(R)-S(02)R¥, and SO3R¥;

each R is (a) the point of covalent attachment to L'; or (b) independently selected from
the group consisting of halogen, hydroxyl, nitro, cyano, Ci-Cs alkyl, C»-Cs alkenyl, C>-Cs
alkynyl, Ci-C¢ alkoxy, Ci-Ce alkanoyl, Ci-Ce alkanoyloxy, Ci-Cs alkoxycarbonyl, Ci-Ce
haloalkyl, Ci-Cs haloalkoxy, and -NR”RE; wherein no more than one R is the point of
covalent attachment to L';

wherein when R* is (c), the Ci-Cs alkyl, or a substituent thereof, may be further
substituted with the point of covalent attachment to L!;

subscript mis 0, 1, 2, or 3;

each R* and R is (a) the point of covalent attachment to L', (b) independently selected
from the group consisting of hydrogen and Ci-Cs alkyl; or R* and R® taken together with the
nitrogen atom to which they are attached form a 3-6 membered heterocyclyl optionally
substituted with 1-3 independently selected C1-Cs alkyl; wherein only one of R* and R® is the
point of covalent attachment to L!;

R is (a) the point of covalent attachment to L'; or (b) selected from the group consisting
of hydrogen, phenyl, and Ci-Cio alkyl optionally substituted with phenyl or 1-3 independently

selected halogen;
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each RP, RE, RY and RM are (a) the point of covalent attachment to L!; or (b)
independently selected from the group consisting of hydrogen, Ci-Cs alkyl, C»-Cs alkenyl, Cs-
Cs cycloalkyl, C3-Cs cycloalkyl(Ci-Cs alkyl)-, aryl, and aryl(C;-Cs alkyl)-; or RP and RE, or
RY and RY, together with the nitrogen atom to which they are attached form a 3-6 membered
heterocyclyl optionally substituted with 1-3 independently selected C1-Ce alkyl; wherein only
one of RP, RE, RY and R is the point of covalent attachment to L';

RF is (a) the point of covalent attachment to L'; or (b) selected from the group consisting
of hydrogen, trifluoromethyl, C>-Cs alkenyl, C>-Cs alkynyl, C3-Cg cycloalkyl, aryl, aryl(Ci-Cs
alkyl)-, and Ci-Cs alkyl optionally substituted with 1-3 substituents independently selected
from the group consisting of halogen, C1-Cs alkanoyloxy, C;-Cs alkoxy, and C3-Cs cycloalkyl;

each R, R’, and R¥ is (a) the point of covalent attachment to L'; or (b) independently
selected from the group consisting of hydrogen and C-Cs alkyl; wherein only one of R!, R,
and R¥ is the point of covalent attachment to L';

each instance of R! and R* is optionally substituted with a solubilizing group (Sp)
selected from the group consisting of phosphoryl, sulfuryl, nitro, Cs-Co monosaccharide, Cio-
Cis disaccharide, and Ci5-Ca7 trisaccharide;

wherein only one of R!, R?, R?, R* R®> RA, R¢ RB RE, RP, RE RF, R¢ RY R! R’, and
R¥ is the point of covalent attachment to L!; and

wherein Formula (X) has only one point of covalent attachment to L.

Li’ . ] . J . i . . i
1 2
R- N R
7 N
’F)\W SRS
C TN
5 R*
R® X
(RO, X))
%)
RJr : +. oF QS) S %] e Et%d ﬁ:BFIH ﬂq e-group-e BHSi‘SﬁH g
ol hydrogen, C1-Ceatkyl Ca-Coalkenyl. Ca-Coalkynyvl C1-Co alkanoyl C-Cy alkoxycarbonyl.
C3-Cs 5 5 : : 1-Ce-alerh-C2-Cs

e U e L e L 0 el L D e el e Lo
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eyeloalloyl-phenyl,-510-membered-heteroaryl-C,-Co-alkoxy-C,-Cy-allethioand —NR*RE:

s O el e el et e L0 0 b L e L
e e B L
%%G;Qg—&%ﬁﬁ—@;@gﬁﬂé%%@;@e%ﬂ%@%@g@eﬂd&&ﬂﬁ%ﬂw

%WM—WWM;@g&H&GﬁL@;@g&H@%@MARB
R and R?

of-hydroger—NR 'R —C(=OINR R —C-Coalkyh-Co-CoalkenykCo-Coatkynyh—C1-Co
sbemmes o een om0 s O D el sbeeel 2 L0 g ]
T e L e ]
ﬂﬁ%@+€é—&kﬁ6ﬂ—@+@é—&ﬂé@ﬂ%&%€ﬁ—@;@é—ﬂ%@ﬂ%§%&%@ﬁﬂﬁ4ﬁh€ﬂﬁ-

B e e e T L e
Ce-alleylthioand NR*RE:
R*is(a)the point-of covalentattachmentto L' (b)-OR ;or{e) C;-Co-alkyl substituted

——PE-CoatkyhRPR* T
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(xi)——(phenyDC-Coalkylwhereinits C,-Coalkylis substituted-with-S-10-membered
heteroary,—NRPR* —N(C,-C-alkyhRPR T -or 1-3-independently-selected-halogen:

(xit)—phenyl-substitutedwith-halogen;—hydroxylC1-Co-alkoxy;—C(=0YNRPR
-CO-H:

1 bered] C1-Coalieylwherein its-Cr-Co-alkybis-substituted
with—5-10-membered—heteroaryl—NRPRY—[N(C-C—alkyDRPR¥ " —or1-3—independently

&Hee*y——@&@)N—RBRE—SRG—éGrGé}&Hee*ye&Pbeﬂﬂ—eP—GQ;H—

R%is(a)the pointofecovalentattachmentto L' ror(b)selected fromthe sroup-consisting
ef h’& df egeﬂa G(_Q )QP(F, I ] 929 eI ]9 G} 3 G(_Q )I ]PKGRHa S( QQMGRHa ; ](Pc{) e(_g )P(Ja—
NHR SO eSO R

eachR%is(a)the pointofcovalentattachmentto L' ror(b)independentlyselected from
Hroeppn s e b sl e e e Ot ol D ellen b
alkynyl, C1-Co alkoxy. C-Ce alkanoyl, C-Co alkanovioxy. C-Cy alkoxyearbonyvl, C4-Cy
halealkyl—C1-Co-haloalkoxy;—and—NR*RP: wherein no—morethan-one R°isthe pointof

NRPRF-€4-C¢

each RB_RE_RG and RH are 633 the ]SBH% of covalent—attachment—to I-l— oF 93)
1-Coaller-Co-CoalkenylCs-

Gg%%s@g%%;@g—a&ky&—a&d—%&a&%@;@g—aﬂ%——%g—mg
RG and RH




RF . E E ] . E ] ] I _1_. ;] E 1 i g ] . .
e e s e D e b0 e Ll D el L L s
T e
{rom the group consisting ol halogen. C-Co alkanovloxy. C1-Cy alkoxy. and Ca-Cy cveloalkyl:

each-R' R’ -and R*is(a)the point-of covalentattachmentto-L'-or(b)-independently
mmﬁmm%W;Qé—meﬁ%Rﬂ
and R*4 i e
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E——PNHE-CeatkyhRPR™T

oo b e e b 0 e e e L e
heteroary,-NRPRE_N(C,-Cy-allkerHRPRE ] —or1-3-independently-selected-halogen:

(xit)—phenyl-substituted—with-halogen—hydroxyl—Ci-Coatkoxy, —C(=O)NRPR
-CO-H:

i) (510 bered.l 1O, -Coalleyl_wherein its C1-Co-alkyl is substicuted
with—5-10—membered—heteroary,—NRPRE__N(C,-Co—alkfDRPRE] —or1-3—independently

0 NRPRPC,-Ce
&Hee*y—@&@)N—RBRE—SRG—é&-Gé}&Hee*ye&Pbeﬂ-ﬁ—eP—GQgH—
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o——N(E1-CeatkyhRR™s

(xi)  ~(phenyDC-Cq alkyl, wherein its Ci-Cealkyl is substituted with 3-10 membered
heteroaryl,—NRPR® N(C,-Ce-alky?h)RPR*}"-or 1-3-independently-selected-halogen:

3 henyl_substituted with_halogen,_hydroxyl C;-Co-alkoxy, -C(=O)NRPR* ot
-CO-H:

1 bered] C1-Coalieywhereinits-Cr-Co-alkybis-substituted
with—5-10-—membered—heteroaryl—NRPRY—N(C -C—alkyDRPR¥ " —or1-3—independently

NRPRF-€4-C¢

atkoxy;—C(=ONRPRF,_SRC(C,-Colatkexyearbonyl-or—CO-H-

inR*is-C1-Ce

(%) NRPRF:
(0 AINCCoalhyhRPRY cor
oo b e e b 0 e e e L e
heteroary, - NRPRP__[N(C,-CyalkyDRPRE]* —or 1 3-independently-selected-halogen-
he-comp : € S ~ wherein R*isC,-Cq

inR*is-C1-Ce

alleyl substituted-with—N(C,-Ce-alkyDRPRFT
e i R Hs-C1-Co

Hevlsubst with:—(phenyl)C1-Cy-atkyl wherein ts € -Co ableybis-subst L witl
NRPRE-orN(C,-CoalkyDRPR*T




309-:42. The eempound-ADC of any one of claims 282-3081-29, wherein L!

has the formula M™M-(A)a-(W)w-(Y)y-(X)x—;

subscript ais 0 or 1;
subscript y is 0 or 1;
subscript w is 0 or 1;
subscript x 1s 0 or 1;

wherein the sum of subscript a, subscript y, subscript w, and subscript x is greater

than or equal to 1;

MM is-a-maleimide-azideC1-Co-alkynyleyeloalkynyl optionally-substituted-with1

succinimide, a hydrolyzed succinimide, an amide, a methyl ketone, or a triazole;

A is a Ca9 alkylene optionally substituted with 1-3 R?!; or a 2 to 40 membered
heteroalkylene optionally substituted with 1-3 R"!;

each R?! is independently selected from the group consisting of: Ci.6 alkyl, Ci-
haloalkyl, C1.¢ alkoxy, Ci.¢ haloalkoxy, halogen, -OH, =0, -NR¥'R®!, -(C\¢ alkylene)-
NRUR®! -C(=0)NRUR®!, -C(=0)(C1-6 alkyl), and -C(=0)O(C -6 alkyl);

each R®! is independently selected from the group consisting of: Ci- alkyl, Ci-
haloalkyl, Ci.¢ alkoxy, Ci.¢ haloalkoxy, halogen, -OH, -NR¢'R¢!, -(C}.6 alkylene)-
NRYRe!, -C(=0)NRY'R®!, -C(=0)(C1.6 alkyl), and -C(=0)O(C ¢ alkyl);

each RY and R°®! are independently hydrogen or C1.3 alkyl;

W is from 1-12 amino acids or has the structure:

*
J *

RY "."1 Su\OA Su ~oA W1/
R9 CH, RY RY RY t':H2

Su_
oA R9 ‘11' RY or RY RY
v ’ H C\ W
2 W,
*
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wherein Su is a Sugar moiety;

-OA- represents the oxygen atom of a glycosidic bond;

each R# is independently hydrogen, halogen, Ci-Cs alkoxy, -N(C1-Cs alkyl)a,
-NHC(=0)(Ci-Cs alkyl), -CN, -CF3, acyl, carboxamido, Ci-Cg alkyl, or -NO2;
W! is absent, *~C(=0)-O—, or *~O-C(=0)—;

AN represents covalent attachment to A or M;
* represents covalent attachment to X, Y, or D;

Y is self-immolative moiety, a non-self-immolative releasable moiety, or a non-

cleavable moiety;

X 1s a C1-Cg alkylene or a 3-6 membered heteroalkylene;

L is optionally substituted with a PEG Unit from PEG1 to PEG72.

110, bodv-d . DC) having 4 :
Ab-(L-D),
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C-Cyalkoxythiocarbonyl. C-Cy carbamoyvl. C-Coamidine. C1-Cy sulfone, and C1-C thione:

wherein cach C-Cy alkoxvearbonyl C3-Co alkoxythiocarbonyl. C3-Co carbamoyl. C4-Cy
idine. Cy-Cosulfone._and_Ci-Cothione.i onall bt | with 13 substi



oxiranyh-Ci-Cueyeloalkophenyh 51 0-membered-heteroary € -CatkoxyC-Coaltkoylthio:
and— NRARB:

R?-isselected-from-thegroup-consisting-of hydrogen;-C;-Cealkyl-Co-Ce-alkenyl,Ca-
e el L b L 0 el L e LD
Fressbepee betoconp e B e ot b Lo allen b s L0 e L
Q&Qéﬁ%%ﬁ%@g@e—%ﬁ%%%%%%&%&ﬁ%%pﬁﬁ&ﬂb‘

Freeeen b ce e e e el D e el e Lo b [ e L0
Gé—&Heeaey'—GJ,-Gé—aHeyL}%e—aﬂd—PJ-RARB

1-Ceatleyl:
RQHWARBWARB—G-LQé
ﬂﬁ—@;@gﬂﬂ@ﬁ—@;%gﬁﬂ@%—@;@g&ﬂéﬁ@ﬁ—@;@gﬂk@ﬂ%%ﬂ—@;@gﬂﬂ%@ﬁeﬂ
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R§—He}e&ed—ﬁem—the—gf%q+eeﬂs+ﬁmgeﬁhydfega%-669}9kp—NQ;—@N—@F3—
WGRH%QMGRH%IWJML%QRK%%%RK
cachR%is
W%;@é—ﬁ@—@;@é—ﬂﬂé%@;@é—&%k}%ﬁ—@+@é—&k9ﬂ—@+@é—aﬂeme%€;€6
alkaneylexy;-C1-Ce-alkeoxyearbonyl-C1-Co-haloalkyl-C1-Co-haloaltkoxy-and—NR*RE:
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pitro;-Cs-Co-monosaccharide,C10-Cs-disaccharideand-Cs-Cor-trisaccharide:
S e e I e s
1 ] LandC,-Ccarl 1 onallv substi L with 13 substi

oxiranyl. Ca-Cw cyveloalkyl. phenyl, 3-10 membered heteroaryl, Co-Coalkoxy. C1-Cy atkylthio.
and—NRARE.

selected from the group consisting of Cs-Co monosaccharide and Cr-Cyy disaccharide.
314—The ADC-of any-one-of elaims310-313 wherein R*-Sy-is

316— The ADCof any-one-ofclaims 310-315wherein R*-is-selected fromthesroup
consisting of C-Ce alkyl, Co-Choalkenyl Co-Cralkynyl, C2-Cy cyeloalkyl phenyl, 3-10
menibered heteroarvl, and 3-12 membered heterocyele.

317— The ADCof any-one-ofclaims 310-316wherein R*-is-C;-Cy-allel- 0 C3-Cs
eyeloaticyl:
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43. An antibody drug conjugate (ADC) having the structure:

Ab-(L-D)p

or a pharmaceutically acceptable salt thereof

wherein:

Ab is an antibody:

each L is a linker;

wherein each D is conjugated to a linker:

wherein each L is covalently attached to Ab via a sulfur atom of a cysteine residue or

an e-amino group of a lysine residue;

subscript p is an integer from 1 to 16;

each D has the structure of Formula (I11):

R! _R2
N

N/ | N\>_ 3
R
XN
. i;{4A
R

(R®)m (I1T)

or a pharmaceutically acceptable salt thereof

wherein:

R! is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»>-Cs alkenyl, Cr-

Cs_alkynyl, C;i-Cs alkanoyl, C;-C¢ alkoxycarbonyl, C;-Ce alkoxythiocarbonyl, C;-Cs

carbamovyl, C;-Cs amidine, C-C¢_sulfone, C;-C¢_thione, C3-Cs cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each Ci-Cg alkyl, C>-Ce alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C1-Cs_alkoxycarbonyl, C;-Ce alkoxythiocarbonyl, Ci-C¢_carbamoyl, C;-C¢_amidine, C;-Cs
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sulfone, C;-Cs thione, Cs3-Cg cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl. cyano, oxiranyl, C3-Cg cycloalkyl, phenyl, 5-10 membered heteroaryl, C;-
Ce alkoxy, Ci-Cs alkylthio, and -NR*RB:

R? is selected from the group consisting of hydrogen, Ci-Cs alkyl, C»-Cs alkenyl, C»-

Ce_alkynyl, C;-Cg alkanoyl, C;-Cs alkoxycarbonyl, C3;-C¢ cycloalkyl, phenyl, and 5-10

membered heteroaryl; wherein each Ci-Cg alkyl, C>-Cg alkenyl, C>-Cs alkynyl, C;-Cg alkanovl,

C1-Cs alkoxycarbonyl, C3-Cg cycloalkyl, phenyl, and 5-10 membered heteroaryl is optionally

substituted with 1-3 substituents independently selected from the group consisting of hydroxyl,

halogen, sulthydryl. cyano. oxiranyl, C3-Cs cycloalkyl, phenyl. 5-10 membered heteroaryl, C;-
Ce alkoxy, Ci-Cs alkylthio, and -NR”RB: or

R! and R?, taken together with the nitrogen atom to which they are attached, form a 3-

6 membered heterocyclyl optionally substituted with 1-3 independently selected C;-Ce alkyl:
R3 is selected from the group consisting of hydrogen, -NR*RB, —C(=0)NR“RB, C;-Cs

alkyl, C»-Cg alkenyl, C>-Ce alkynyl, Ci-Ce alkanoyl, Ci-Cg alkoxycarbonyl, Ci-Ce alkanoyloxy,

C3-Cs cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered heterocycle: wherein
each C;-Cg alkyl, C>-Cg alkenyl, C>-Cg alkynyl, C;-Ce alkanoyl, C;-Cg alkoxycarbonyl, Ci-Cg

alkanovyloxy, C3;-Ce_cycloalkyl, phenyl, 5-10 membered heteroaryl, and 3-12 membered

heterocycle is optionally substituted with 1-3 substituents independently selected from the

group consisting of hydroxyl, halogen, sulthydryl, cyano, oxo, oxiranyl, C3-Cg cycloalkyl,
phenyl, 5-10 membered heteroaryl, C;-Cs alkoxy, C1-Cs alkylthio, and -NR*RE:
R*A is (a) the point of covalent attachment to L or (b) C;-Cs alkyl substituted with:

(1) 1-3 independently selected halogen;

(i) _ -ORS;

(iii)  -SRE;

(iv)  -NH-S(O2)R®;

(v)  -OC(=0)R;

(vi) -COsH;

(vii))  C;-Ce alkoxycarbonyl;

(viii) -C(=O)NRPRE:

(ix)  -NRPRE;

(x) __ -[N(Ci-Cs alkyDRPRE]";

(xi)  -(phenyl)C;-Cg alkyl, wherein its C;-Cg alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alky)RPRE]", or 1-3 independently selected halogen;
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(xii) _ phenyl substituted with halogen, hydroxyl, C;-Cs alkoxy, -C(=O)NRPR® or
-COzH;

(xiii) -(5-10 membered heteroaryl)Ci-Ce alkyl, wherein its Ci-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-C¢_alky)RPRF]", or 1-3 independently

selected halogen; or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRE, C;-Cs
alkoxy, -C(=0)NRPRE, or -CO»H:

wherein when R** is (b), the Ci-Cs alkyl, or a substituent thereof, is further substituted

with the point of covalent attachment to L
R’ is selected from the group consisting of -C(=0)ORF, -NO», -CN, -CF; -
C(=0)NRERM, -S(0,)NRERH, -N(R)-C(=0)R’, -N(R)-S(0,)R¥, and -SO;R¥;

each R® is independently selected from the group consisting of halogen, hydroxyl, nitro,
cyano, C;-Cg alkyl, C,-C¢_alkenyl, C>-Cg_ alkynyl, C;-Ce_alkoxy, C;-Cs alkanoyl, Ci-Cs
alkanovloxy, Ci-Cs alkoxycarbonyl, Ci-Cs haloalkyl, Ci-Cs haloalkoxy, and -NR*RE:

subscript mis 0., 1, 2. or 3:

each R” and R® independently selected from the group consisting of hydrogen and C;-

Ce alkyl: or R* and RP taken together with the nitrogen atom to which they are attached, form

a 3-6 membered heterocyclyl optionally substituted with 1-3 independently selected C;-Cs

alkyl;
RE is selected from the group consisting of hydrogen, phenyl, and C;-Cio alkyl

optionally substituted with phenyl or 1-3 independently selected halogen;

each RP, RF, RS, and RY is independently selected from the group consisting of
hydrogen, Ci-Cs alkyl, C>-C¢ alkenyl, C3-Cs cycloalkyl, C3-Cg cycloalkyl(C;-Cg alkyl)-, aryl,

and aryl(C;-Cg alky])-: or RP and RE, or RY and RY, together with the nitrogen atom to which

they are attached, form a 3-6 membered heterocyclyl optionally substituted with 1-3

independently selected Ci-Cs alkyl:

RF is selected from the group consisting of hydrogen, trifluoromethyl, C>-C¢ alkenyl,

C,-Cs alkynyl, C3-Cg cycloalkyl, aryl, aryl(C;-Ce alkyl)-, and C;-Ce alkyl optionally substituted

with 1-3 substituents independently selected from the eroup consisting of halogen, C;-Ce

alkanoyloxy, C;-Ce alkoxy, and C3-Cg cycloalkyl;

R! is optionally substituted with a solubilizing group (Sp) selected from the group

consisting of phosphoryl, sulfuryl, nitro, Cs-Co monosaccharide, C1o-Cig disaccharide, and

C15-C»y7 trisaccharide; and
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each R', R, and R¥ is independently selected from the group consisting of hydrogen and C;-
Ce alkyl.

44. The ADC of claim 43, wherein R** is C;-Cg alkyl substituted with:

(ix)  -NRPRE;

(x)  -[N(Ci-Cs alkyh)RPR]";

(xi)  -(phenyl)C;-Cg alkyl, wherein its C;-Cg alkyl is substituted with 5-10 membered
heteroaryl, -NRPRE, -[N(C;-Cs alkyl)RPRF]", or 1-3 independently selected halogen:

(xii)  phenyl substituted with halogen, hydroxyl, C;-Cs_alkoxy, -C(=O)NRPRE or
-COoH:;

(xiii) -(5-10 membered heteroaryl)Ci-Ce alkyl, wherein its Ci-Ce alkyl is substituted
with 5-10 membered heteroaryl, -NRPRE, -[N(C;-C¢_alky)RPRF]", or 1-3 independently

selected halogen: or

(xiv) 5-10 membered heteroaryl optionally substituted with halogen, -NRPRF, C;-Cs
alkoxy, -C(=0)NRPRE, -SR€, (C;-C¢)alkoxycarbonyl, or -CO,H.

45. The ADC of claim 43 or 44, wherein R** is —CH»-(phenyl)-(C1-C» alkyl), wherein the Ci-
C, alkyl is substituted with -NRPRF or -[N(C;-Cs alky])RPRF]".

46. The ADC of any one of claims 43-45, wherein RP is the point of covalent attachment to
the linker.
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