[05a] In one aspect, set forth herein is a compound, or pharmaceutically acceptable salt,

solvate, triazole linkage regioisomer, mixture of triazole linkage regioisomers, or stereoisomer

thereof,

wherein the compound has a structure according to Formula (IV):

BA——RG'—SP'— AA'— AA2— (PAB),—PA

(V)
wherein:

BA is an antibody or antigen binding fragment thereofa-binding-agent;

RG! and RG? are reactive group residuesindependently selected from the group
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S s
LLLL , ) ,and O | wherein the I‘ﬁ\

indicates the atom through which the RG* or RG? is bonded to the adjacent groups in

the formula;
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SP! and SP? are independently, in each instance, absent, or a spacer group residue
selected from the group consisting of Ci.salkylene, -NH-, -C(O)-, -(CH2-CH»-O)e, -NH-

(CH2-CH2-0)e-CH2-CH>-C(O)-, -C(0)-(CH2)u-C(O)-, -C(O)-NH-(CH>),-, and

combinations thereof wherein subscript e is an integer from 0 to 6, subscript u is an

integer from 1 to 8, and subscript v is an integer from 1 to 8;

HG is a hydrophilic residue selected from

O
(CH2)15
§_N< HN=(CHizhs
(CH)1.5 SOsH
O
g‘s\ _(CHa)15 HN—(CH2)1.5
H SOsH ang SOsH wherein the I‘ﬁ\ indicates the

atom through which the HG is bonded to the adjacent groups in the formula ;

PA is a payload residue;

AAlis atrivalentlinkercomprising-an amino acid residue selected from tryptophan,

serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid, glutamic

acid, lysine, arginine, histidine, and citrulline;
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AAZ?is a dipeptide, tripeptide, or tetrapeptide residuecomprising amino acid residues

selected from alanine, valine, leucine, isoleucine, methionine, tryptophan,

phenylalanine, proline, glycine, serine, threonine, cysteine, tyrosine, asparagine,

glutamine, aspartic acid, glutamic acid, lysine, arginine, histidine, and citrulline;

o

OJ\;
& "
PAB is H , wherein the indicates the atom through which the PAB
is bonded to the adjacent groups in the formula;

subscript n is an integer from 1 to 30;
subscript p is 0 or 1; and

subscript q is 8-er-1.
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[05b] In another aspect, set forth herein, is a pharmaceutical composition comprising a
compound as described herein, or pharmaceutically acceptable salt thereof, and a

pharmaceutically acceptable excipient.

[05c] In another aspect, set forth herein, is a compound as described herein, or a
composition as described herein for use in treating a disease or disorder in a patient in need

thereof.
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[06] In another example, set forth herein, is a compound, including: a reactive group linked to
at least one payload moiety and linked to at least one hydrophilic moiety via a covalent
linker, wherein said covalent linker is bonded directly or indirectly to each of the
reactive group, the payload moiety, and the hydrophilic moiety.

[06a] In another aspect, set forth herein, is a compound or stereocisomeric form, a triazole

linkage regioisomer, or mixture of triazole linkage regioisomers thereof, according to

Formula (1X):aceording-to-Formuta-{VH)-

RG' ——SP'— AA'— AAZ— (PAB),—PA

(RG?),q

SP?

HG

(x)

RG'—SP'— LI—PA

AA' is an amino acid residue selected from tryptophan, serine, threonine, cysteine,

tyrosine, asparagine, glutamine, aspartic acid, glutamic acid, lysine, arginine, histidine, and

citrulline;

AAZ? is a dipeptide, tripeptide or tetrapeptide residue comprising amino acid residues

selected from alanine, valine, leucine, isoleucine, methionine, tryptophan, phenylalanine,

proline, glycine, serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid,

glutamic acid, lysine, arginine, histidine, and citrulline;




S ll JWS

RG' s a reactive group selected from , g )
0
g O2p SO kf ace

O | wherein the

f‘ﬁ\ indicates the atom through which the RG' is bonded to the adjacent groups in the
formula;

, wherein the f‘ﬁ\ indicates the atom through which the RG?! or RG? is bonded to the adjacent
groups in the formula;

10

A . ;
RG| . due:
SP! and SP? are independently, in each instance, absent, or a spacer group residue

selected from the group consisting of Ci.ealkylene, -NH-, -C(O)-, -(CH>-CH»>-0O)e, -NH-
- 2a -




(CH2-CH,-0)e-CH,-CH2-C(0O)-, -C(0)-(CH2)y-C(O)-, -C(O)-NH-(CHo).-, and

combinations thereof wherein subscript € is an integer from 0 to 6, subscript u is an

integer from 1 to 8, and subscript v is an integer from 1 to 8;

r‘f\ _(CH2)15
HG is a hydrophilic residue selected from H SOsH and
0]

(CH2)15
§_N/\ HN=(CHzhs

(CH)15 SOsH
0]

HN—(CH3)1.5

SO3H ;
(o]
0)1\5

PAB is j\u , Wherein the f‘ﬁ\ indicates the atom through which the PAB

is bonded to the adjacent groups in the formula;

subscript p is 0 or 1;

PA is a payload residue; and

-2p -



subscript g is 8-e+-1; and

wherein the f‘ﬁ\ indicates the atom through which the HG is bonded to the adjacent groups

in the formula.

[07] In another example, set forth herein is an antibody-drug conjugate having a compound,
described above and herein, bonded to an antibody or an antigen binding fragment

thereof.
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[07a]

In another aspect, set forth herein is an antibody-drug-conjugate comprising the

compound as described herein bonded to an antibody, or an antigen binding fragment thereof.

[08] In another example, set forth herein is a method of treating a disease, condition, or

[08a]

disorder in a patient in need thereof including administering to the patient a compound
set forth herein. Also provided is the use of a compound set forth herein for treating a
disease, condition, or disorder set forth herein. Further provided is the use of a
compound set forth herein for the manufacture of a medicament for treating a disease,
condition, or disorder set forth herein. In some examples, the compound is an
antibody-drug conjugate.

In another aspect, set forth herein is a compound or pharmaceutical composition as

described herein for use in treating a proliferative disease, a metabolic disease, inflammation,

or a neurodegenerative disease in a subject.

[08b]

In another aspect, set forth herein is a compound or pharmaceutical composition as

described herein for use in the treatment of a proliferative disease in a subject.

[08c]

In another aspect, set forth herein is a compound or pharmaceutical composition as

described herein for use in the treatment of a metabolic disease in a subject.

[08d]

In another aspect, set forth herein is a compound or pharmaceutical composition as

described herein for use in the treatment of inflammation in a subject.

[08e]

In another aspect, set forth herein is a compound or pharmaceutical composition as

described herein for use in the treatment of a neurodegenerative disease in a subject.

[08f]

In another aspect, set forth herein is use of a compound or pharmaceutical

composition as described herein in the manufacture of a medicament for treating a

proliferative disease, a metabolic disease, inflammation, or a neurodegenerative disease in a

subject.

[09] In another example, set forth herein is a method of preparing an antibody-drug conjugate

[09a]

including the step of contacting a binding agent with a linker-payload compound set
forth herein under conditions suitable for forming a bond between the binding agent
and the linker-payload compound.

In another aspect, set forth herein is a method of preparing a compound as described

herein comprising the step of contacting an antibody or antigen binding fragment thereof

binding-agentwith a compound as described herein, under conditions suitable for forming a
bond between the antibody or antigen binding fragment thereof birding-agent-and the
compound.

-2d -



BRIEF DESCRIPTIONS OF THE DRAWINGS
[010] FIG. 1 shows three different types of payload compounds.

[011] FIG. 2 shows a synthetic process for preparing compounds 1a, 1c, 1e, 1f, 1i, 1j, 1k, 1m,
1q, Ib, Id, le-1, If-1, lIb, llid, llle, and IVb.

5 [012] FIG. 3 shows shows a synthetic process for preparing compounds 1h, 1, Ig, and Ih-1.
[013] FIG. 4 shows a synthetic process for preparing payloads B and C.
[014] FIG. 5 shows a synthetic process for preparing payload D.

[015] FIG. 6 shows a general synthetic procedure A for preparing intermediates 3a, 3b, 3c,

and 3g.
10 [016] FIG. 7 shows a general synthethic procedure for preparing intermediates 3d, and 3f.
[017] FIG. 8 shows a synthethic process for preparation of intermediate 3e.
[018] FIG. 9 shows a synthethic process for preparation of intermediate 4a.
[019] FIG. 10 shows a synthetic process for preparation of intermediate 4b.
[020] FIG. 11 shows a synthetic process for preparation of intermediates 5a-g.

15 [021] FIG. 11A shows a synthetic process for preparation of intermediate 10a.
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CLAIMS

What is claimed is:

1. A compound, or pharmaceutically acceptable salt, solvate, triazole linkage regioisomer,

mixture of triazole linkage regioisomers, or stereoisomer thereof,

wherein the compound has a structure according to Formula (1V):

BA——RG'—SP'— AA'—AA?— (PAB),—PA

(RG?)q

Sp2

HG

(V)

wherein:

BA is an antibody or antigen binding fragment thereofa-binding-agent;

RG! and RG? are reactive group residues independently selected from the group

e (Do o (Do
S 3 ”%
Ny | 2-8 N, l 28

consisting of

T
ﬁ.r’ oV N\C H [T]I/N/
N \ \N o N'N@ /O\g)\
| N | N N@ | N g % |
T
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the atom through which the RG! or RG? is bonded to the adjacent groups in the

formula;

SP! and SP? are independently, in each instance, absent, or a spacer group residue
selected from the group consisting of Ci.salkylene, -NH-, -C(QO)-, -(CH2-CH»-O)e, -NH-
(CH2-CH2-0)e-CH2-CH»-C(0)-, -C(0)-(CH2)u-C(O)-, -C(O)-NH-(CH>)\-, and

combinations thereof wherein subscript e is an integer from 0 to 6, subscript u is an

integer from 1 to 8, and subscript v is an integer from 1 to 8;

HG is a hydrophilic residue selected from

0

(CH2)1.5

- HN=(Clizhs
\
(CH2)15 SOsH

0

£ _(CHo)s HN—=(CH2)1.5 I‘ﬁ\
H SOsH and SO3H wherein the indicates the

atom through which the HG is bonded to the adjacent groups in the formula;

PA is a payload residue;

AAl is atrivalentlinkercomprising-an amino acid residue selected from tryptophan,

serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid, glutamic acid,

lysine, arginine, histidine, and citrulline;

AA? is a dipeptide, tripeptide, or tetrapeptide residue comprising amino acid residues

selected from alanine, valine, leucine, isoleucine, methionine, tryptophan,

phenylalanine, proline, glycine, serine, threonine, cysteine, tyrosine, asparagine,

glutamine, aspartic acid, glutamic acid, lysine, arginine, histidine, and citrulline;

[0}

oJ\‘f
&
PABis H , Wherein the I‘ﬁ\ indicates the atom through which the PAB

is bonded to the adjacent groups in the formula;
subscript n is an integer from 1 to 30;

subscript p is 0 or 1; and
354



subscript q is 8-e+-1.;
2. The compound of claim 1, wherein subscriptnis 1, 2, 3 or 4.

3. The compound of claim 1, according to Formula (111):

—
N SP'— LL——PA

5 wherein

T
-N
I
o N—/
SRS SIS e
N N ' M , ks , and
_N
[
/
%N
K ; and
10
Rb-is-alkylor H-
15 4. The compound of claim 1, according to Formula (IVVa), or Formula (1Vb)-e¢
B s
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BA RG' SP! AA'— AAZ— (PAB),—PA

RG2

SP?

HG (1Va),

BA RG! Spt AA'— AAZ— (PAB),—PA

RG2
i | I
HG (1Vb).;

BA RG' SP? AA'— AAZ— (PAB),—PA

HG

— _n; ;.

5. The compound of claim 4, wherein AA! is a lysine, glutamine, glutamic acid, or

aspartic acid residue.

6. The compound of claim 4, according to Formula (Va), (Vb), {/e)-or (Vd)
respectively:

_ 5 i
BA H H
\\RGVN\(\ON—N AAZ— (PAB),—PA
e

L -Nn

(0]
HN— RG2
\<*/\O HG
e

(Va),
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BA
T T~ragN \KON— —(PAB),—PA

- Jn
2/\/HG
RG (Vb),
_ 5 5 i
BA H
\\RGVN\(\ON—NH j)\\AAZ—(PAB)F,—PA
i 07 “HG N ve or
_ . 5 i}
BA H H
\\RGyN\(\ON—N AA2— (PAB),—PA
e
L -n
HN—
RGZ HG
e (vd),

5 wherein:

subscript e is independently, in each instance, an integer from 0 to 6.

10
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5  wherein the r‘ﬁ\ indicates the atom through which the RG* or RG? is bonded to the adjacent

groups in the formula.

108. The compound of any one of claims 1 or 4-97, wherein HG is

£ (CHis
H SO3H

wherein the r‘ﬁ\ indicates the atom through which the HG is bonded to the adjacent groups in

10  the formula.
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119. The compound of any one of claims 1 or 4-97, wherein HG is

)
(CH2)1.5
§_N/\ HN=(CHzhs
(CH2)15 SO5H
@)
HN—(CH2)1.5
SO3H , Wherein the I‘ﬁ\ indicates the atom through which the HG is

bonded to the adjacent groups in the formula.

1210. The compound of any one of claims 1, 4-5, and 7-119, wherein SP*and SP? are
independently, in each instance, absent, or selected from the group consisting of €. s-alkylene;
-NH-—-C(O)-H{-CH2-CH2-0)e -(-CH2-CH>-0)e and -NH-CH2-CHa-(-O-CH-CH2)e-C(O)-—
C{O){CH2)-CLO)--C{O)-NH-(CH,)~{glycine)s-serine,-and-combinations-thereof, wherein
subscript e is an integer from 0 to 4,-subscript-u-is-an-ntegerfrom-1-to-8,and-subseript-v-isan
integer from 1 10 8.

1311. The compound claim 1, wherein

B
g—RG1—SP1—AA1—AA2—(PAB)p—%
P

(RG?)q

SP?

HG is selected from the group consisting of:

N, | o

o
[y o H H O j;rH o @”O*fp
\ o o LHoO LH

A
g- O N""NH,

O
HN
€ o
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0" HG i

or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

B
each §_ is a bond to the antibody or antigen binding fragment thereofbinding-agent;

and

P
each _§ is a bond to the payload residue.

1412. The compound of claim 1, wherein

B
g—RG1—SP1—AA1—AA2—(PAB)p—%
P

(RG?)q

SP?

HG is selected from the group consisting of:

\Z

)K
o] o P
N K/YN\/\O/\/O\/\O/\/OWN ITHCI g
ﬁ; N""NH,
HNJ{)

(0]

N H

)K
Q)\/YN\/\O/\/O\/\O/\/OwNir(H i go *

N NH2

O N
NNTTL N«
O¥ 1so3
1sog,H
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

B
each §— is a bond to the antibody or antigen binding fragment thereofbinding-agent;

and

P
each _é is a bond to the payload residue.

1513. The compound of claim 3, wherein LL is according to Formula (LL1):

SR
(LL1)

wherein R4 js an amino acid sidechain residue selected from tryptophan,

serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid, glutamic acid, lysine,

arginine, histidine, and citrulline,
RAAZ and RA%3 are each, independently, amino acid side chains residues

selected from alanine, valine, leucine, isoleucine, methionine, tryptophan, phenylalanine,
363




proline, glycine, serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid,

glutamic acid, lysine, arginine, histidine, and citrulline; and;

Sp2
RAAL at least-one-of which-is bonded directly erindirecthy-to HG —
(RGH¢-SP*-HG.
5 1614. The compound of claim 1513, wherein RA\ is a lysine, glutamine,

glutamic acid or aspartic acid side chain residue bonded directly er-indirecthy-to

. .
'

N XN
N 2
sp

HG HG, and RA*2 and RAA3 are either valine and alanine or valine and citrulline

sidechains residues respectively.

1715. The compound of any one of claims 1 or 4-6, wherein AAZ is

H e} RAAS H o) RAA5
N N
ks \HJ\N N
RAA2 H 0 RAA H 0
0-1 0-1

wherein RAA2, RAA3 RAA ‘and RAAS are each, independently, amino acid side

10

chains selected from alanine, valine, leucine, isoleucine, methionine, tryptophan,

phenylalanine, proline, glycine, serine, threonine, cysteine, tyrosine, asparagine, glutamine,
aspartic acid, glutamic acid, lysine, arginine, histidine, and citrulline, atlteast-one-ofwhich-is

15  bondeddirectlyorindirectly to(RG*)4-SP?-HG wherein the I‘ﬁ\ indicates the atom through

which AAZ is bonded to the adjacent groups in the formula.

1816. The compound of any one of claims 1 or 4-6, wherein AA? is

364



10

15

20

25

O+__NH,
e

H
. L o G
H N
AN e
HoC CHy O o HC cH,  © |

wherein the Hﬁ\ indicates the atom through which AA? is bonded to the

adjacent groups in the formula.
1917. The compound of any one of claims 6-1210, wherein subscript e is 4.

2018. The compound of any one of claims 1-1917, wherein the-binding-agent{BA} is
an antibody or antigen-binding fragment thereof,

2119. The compound of any one of claims 1-1917, wherein the-binding-agent{BA) is
an antibody, or an antigen-binding fragment thereof, selective for an antigen selected from the
group consisting of AXL, BAFFR, BCMA, BCR-list components, BDCA2, BDCA4, BTLA,
BTNL2, BTNL3, BTNL8, BTNLY, C10 or f54, CCR1, CCR3, CCR4, CCR5, CCR6, CCR7,
CCR9, CCR10, CD11c, CD137,CD138, CD14, CD168, CD177, CD19, CD20, CD209,
CD209L, CD22, CD226, CD248, CD25, CD27, CD274, CD276, CD28, CD30, CD300A,
CD33, CD37, CD38, CD4, CD40, CD44, CD45, CD46, CD48, CD5, CD52, CD55, CD56,
CD59, CD62E, CD68, CD69, CD70, CD74, CD79a, CD79b, CD8, CD80, CD86, CD90.2,
CD96, CLEC12A, CLEC12B, CLEC7A, CLECY9A, CR1, CR3, CRTAM, CSF1R, CTLA4,
CXCR1/2, CXCR4, CXCR5, DDR1, DDR2, DEC-205, DLL4, DR6, FAP, FCamR, FCMR,
FcR's, Fire, GITR, HHLA2, HLA class Il, HVEM, ICOSLG, IFNLR1, IL10R1, IL10R2,
IL12R, IL13RAL, IL13RA2, IL15R, IL17RA, IL17RB, IL17RC, IL17RE, IL20R1, IL20R2,
IL21R, IL22R1, IL22RA, IL23R, IL27R, IL29R, IL2Rg, IL31R, IL36R, IL3RA, IL4R, IL6R,
IL5R, IL7R, IL9R, Integrins, LAG3, LIFR, MAG/Siglec-4, MMR, MSR1, NCR3LG1,
NKG2D, NKp30, NKp46, PDCD1, PROKR1, PVR, PVRIG, PVRL2, PVRL3, RELT,
SIGIRR, Siglec-1, Siglec-10, Siglec-5, Siglec-6, Siglec-7, Siglec-8, Siglec-9, SIRPA,
SLAMF7, TACI, TCR-list components/assoc, PTCRA, TCRb, CD3z, CD3, TEK, TGFBR1,
TGFBR2, TGFBR3, TIGIT, TLR2, TLR4, TROY, TSLPR, TYRO, VLDLR, VSIG4, and
VTCNL.
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2220. The compound of any one of claims 1-2119, wherein PA is the residue of a
group selected from the group consisting of a dolastatin, an auristatin, a maytansinoid, a plant

alkaloid, a taxane, a vinca alkaloid, a steroid, and a liver X receptor (LXR) modulator.

2321. The compound of any one of claims 1 and 2618-2220, selected from the group
consisting of:

H O O PA
NH2
O N 0
N
OH¥ 1so3H

(0]
é} HOY H O 0 PA
M [

n

Ab

n
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HN
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n )
and
(0] H H O H O
O “NH,
HN
" ol
NN
1O
—
HN
1SO3H

n

or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

each Ab is an antibody, or an antigen-binding fragment thereof;
PA is a payload residue; and

subscript n is an integer from 1 to 30.

2422. The compound of any one of claims 1 and 2618-2120, selected from the group

consisting of:
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

each Ab is an-the antibody, or an antigen-binding fragment thereof; and

subscript n is an integer from 1 to 30.

2523. The compound of any one of claims 1-2422, wherein BA is a modified antibody
of formula (Ab-1)
Ab l)

™
" OV (Ab-1)

wherein the f‘ﬁ\ indicates the atom through which Ab-1 is bonded to the adjacent groups in
the formula.

2624. The compound of claim 251, selected from the group consisting of:
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

each Ab is an-the antibody, or an antigen-binding fragment thereof; and

subscript n is an integer from 1 to 30.

2725. A pharmaceutical composition comprising a compound of any one of claims 1-

2624, or pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable excipient.

2826. A compound of any one of claims 1-2624, or a composition of claim 27-25 for

use in treating a disease or disorder in a patient in need thereof.

27. A compound or stereoisomeric form, a triazole linkage regioisomer, or mixture of

triazole linkage regioisomers thereof, according to Formula (1X):

RG' ——SP'— AA'— AA2— (PAB),—PA

(RG?)q

SP2

HG

(1X)

AA! is an amino acid residue selected from tryptophan, serine, threonine, cysteine,

tyrosine, asparagine, glutamine, aspartic acid, glutamic acid, lysine, arginine, histidine, and

citrulline;

AAZ is a dipeptide, tripeptide or tetrapeptide residue comprising amino acid residues

selected from alanine, valine, leucine, isoleucine, methionine, tryptophan, phenylalanine,

proline, glycine, serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid,

glutamic acid, lysine, arginine, histidine, and citrulline;
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RG' is a reactive group selected from ,

O Ce% @Kj {i@%

O |, wherein the

f‘ﬁ\ indicates the atom through which the RG’ is bonded to the adjacent groups in the

formula;

7
7 v N
_N N/ 4 o
o~ N ') ')
o OO W
N K K , , and 0

wherein the Hﬁ\ indicates the atom through which the RG! or RG? is bonded to the adjacent

groups in the formula;
10 SP! and SP? are independently, in each instance, absent, or a spacer group residue

selected from the group consisting of Cigalkylene, -NH-, -C(O)-, -(CH>-CH»-0)e, -NH-(CH>-
CH>-0)e-CH2-CH2-C(0O)-, -C(0)-(CH2),-C(0O)-, -C(0O)-NH-(CH>)y-, and combinations thereof

wherein subscript e is an integer from 0 to 6, subscript u is an integer from 1 to 8, and subscript

Vv is an integer from 1 to 8;
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CH>)1.
f\N/( \2)1 5

HG is a hydrophilic residue selected from H SOsH and
0]
(CH2)15
%N/\ HN=(CHzhs
(CHy)1.5 SOsH
0]
HN—(CH2)1.5
SO3H
o
OJ\;‘
PAB is ;\H , Wherein the I‘ﬁ\ indicates the atom through which the PAB is

bonded to the adjacent groups in the formula;

subscript pis0or 1;
PA is a payload residue;

subscript g is 1; and

wherein the I‘ﬁ\ indicates the atom through which the HG is bonded to the adjacent

groups in the formula.

RG —SP'— [ |——PA

(RG?)q
SP?
HG
A
is.a trivalent Jinker:
RG2i : idue:
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(CH2)1-5‘<
/
N

§_ HN—(CH3)1.5
I\f\ll \ SO H
(CH2)15 3
(0]
HN—(CH2).5
SO4H

3028. The compound of claim 2927, according to Formula (V111):

RG'—SP'— L L——PA

(VI

wherein
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RG'—SP'— AA'— AA?—(PAB),—PA

(RG%)q

SP?

HG
9

AAL ivalent linl - . id residue:
15 AAZisadi ide_tri . . idue:
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3229. The compound of claim 3127, according to Formula (1Xa); or Formula (IXb)-e¢
Formula-(xe):
RG SpP’ AA'— AA?— (PAB),—PA
RG?
SP?
HG (1Xa),
RG' SP? AA'— AAZ— (PAB),—PA
RG?
10 'l*G (1Xb);
RG SP! AIA1—AA2—(PAB)p—PA
o a0

3330. The compound according to claim 3229, wherein AA! is a lysine, glutamine,

glutamic acid, or aspartic acid residue.

3431. The compound of claim 3229, according to Formula (Xa), (Xb)-><¢}; or (Xd):
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RG'/N%/\ON—N AA?— (PAB),—PA

HN— _ 9

RG
\é/\oN HG )

RG~ \KN‘ \i ?——(PAB),—PA

RGZ/\/HG (xb)
H 0 o)
RG-/N\(\ON—NH j)LAA2—(PAB),)—PA
e )\
0~ HG -(Xe)-or

H o) o]
H
RG'/N\(\OMN AA2— (PAB),—PA
e

HN— _

RG HG
#OZV (Xd),

5  wherein;

subscript e is independently, in each instance, an integer from 0 to 6.

0 O
10 ineach instance, selected from the group consisting of , , and
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2-8
6 -and- O ~wherein the f‘f\ indicates the atom through which the RG' is

bonded to the adjacent groups in the formula.

3733. The compound of any one of claims 3027-3632, wherein RG? is independently,
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wherein the I‘ﬁ\ indicates the atom through which the RG? is bonded to the adjacent groups in

the formula.

3834. The compound of any one of claims 3627-3733, wherein HG is

CH»)4.
@S\N/( \2)1 5
H SO3H

5  wherein

the f\ indicates the atom through which the HG is bonded to the adjacent groups in

the formula.

3935. The compound of any one of claims 3627-3734, wherein HG is

0
(CH3)1.5
§—N< HN=(CHz) 5
(CH2)15 SOzH
o)
HN—(CH3)1.5
SOH , wherein the r‘ﬁ\ indicates the atom through which the HG is

10  bonded to the adjacent groups in the formula.

4036. The compound of any one of claims 2027-33-30 and 3532-3935, wherein SP*and

SP? are independently, in each instance, absent, or selected from the group consisting of

Cye-alkylene, -NH- GO} {-CH,-CH2-0)e —(CH,-CH,-0) and -NH-CHa-CHa-(-O-CH;-

CH2)e-C(0)- —G(@HGHQ}H-QQQ)—G@)—NHGHQ)w@%%%seHﬂHMGmMaﬂ%

4137. The compound of claim 3127, wherein
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

P
each _§ is a bond to the payload residue.

4238. The compound of claim 3127, wherein
P
RG'—SP1—AA1—AA2—(PAB)D—§

(RG)q

Sp2

HG is selected from the group consisting of:

H

)Kéep
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N)LNHZ
H

O
HN
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=~ OO~ A~ SO5H
N.NN O (6] H
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HN H
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0 N""NH
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Nfo
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H
N\/\SO3H
NH2 /\/Oﬂo

HN o ofo

O N"\IN\/\O

or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein

P
each _§ is a bond to the payload residue.

4339. The compound of claim 2928, wherein LL is according to Formula (LL1):
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RAA1 H RAA3
é{ N )\[( N ﬁ)k N /H]ig
H o H

RAA2 O (L

wherein R js an amino acid sidechain residue selected from tryptophan,

serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid, glutamic acid, lysine,

arginine, histidine, and citrulline,

5 RAAZ and RA%3 are each, independently, amino acid side chains residues selected from

alanine, valine, leucine, isoleucine, methionine, tryptophan, phenylalanine, proline, glycine,

serine, threonine, cysteine, tyrosine, asparagine, glutamine, aspartic acid, glutamic acid, lysine,

arginine, histidine, and citrulline; and

RAAL at least-one-of which is bonded directly er-indirectly-to HG —
10 (RGH-SP-HG

4440. The compound of claim 4339, wherein RA\! is a lysine, glutamine, glutamic acid

. N
[

N<&;N
Sp?

N\
or aspartic acid side chain residue bonded directly erindirecthy-to HG HG, and

RAAZ gnd RAA3 gre either valine and alanine or valine and citrulline sidechains residues

respectively.

15 4541. The compound of any one of claims 27 and 29-3631-40, wherein AA? is

H 0 RAAS H o) RAA5
% N \Hk N N N
RAA2 H 0 RAA4 H 0
0-1 0-1
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wherein RAA2, RAA3 RAM ‘and RA%S are each, independently, amino acid side chains

residues selected from alanine, valine, leucine, isoleucine, methionine, tryptophan,

phenylalanine, proline, glycine, serine, threonine, cysteine, tyrosine, asparagine, glutamine,
aspartic acid, glutamic acid, lysine, arginine, histidine, and citrulline—atleast-one-ofwhich-is

5  bondeddirecthyorindirectly to(RG%4-SP>-HG,

wherein the f‘ﬁ\ indicates the atom through which AAZ is bonded to the adjacent

groups in the formula.

4842. The compound of any one of claims 27 and 29-3631-40, wherein AA? is

o%‘/NH2
NH

, o SHs
Ho 0 N
] . He cH,  ©

PN 0]

S—N
HsC” “CHs

10 wherein the r‘ﬁ\ indicates the atom through which AAZ is bonded to the adjacent

groups in the formula.

4743. The compound of any one of claims 3431-4036, wherein subscript e is 4.

4844. The compound of any one of claims 25927-4743, wherein PA is the residue of a
group selected from the group consisting of a dolastatin, an auristatin, a maytansinoid, a plant

15 alkaloid, a taxane, a vinca alkaloid, a steroid, and a liver X receptor (LXR) modulator.

4945. The compound of claim 2927, selected from the group consisting of:

b
[ H O H O 0" “pA
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Il o H o L Hy
O ”JJ\NHZ
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof, wherein PA is a payload residue.

5046. The compound of claim 2927, selected from the group consisting of:
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or a stereoisomeric form thereof, or a triazole linkage regioisomer thereof, or a mixture of

triazole linkage regioisomers thereof.

5147. A method of preparing a compound of claim 1 comprising the step of contacting

an antibody or antigen binding fragment thereof binding-agent-with a compound according to

any of claims 2927-5646, under conditions suitable for forming a bond between the antibody
or antigen binding fragment thereof bindingagent-and the compound.

5248. The method of claim 5147, wherein the antibody or antigen binding fragment
thereof binding-agent-is a modified antibody or antigen binding fragment thereof binding-agent

comprising an azido group (%N3) wherein the % indicates the atom through which the azido

group is bonded to the adjacent groups in the formula.

5349. The compound of claim 25-28 wherein LL is bonded to an oxygen or a primary or

secondary nitrogen of the payload.

5450. An antibody-drug-conjugate comprising the compound of any of claims 2927-50
46 bonded to an antibody, or an antigen binding fragment thereof.

5551. A compound of any one of claims 1-28-24 or a pharmaceutical composition of
claim 28-25 for use in treating a proliferative disease, a metabolic disease, inflammation, or a

neurodegenerative disease in a subject.
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5652. A compound of any one of claims 1-28-24 or a pharmaceutical composition of

claim 29-25 for use in the treatment of a proliferative disease in a subject.

5753. A compound of any one of claims 1-28-24 or a pharmaceutical composition of

claim 29-25 for use in the treatment of a metabolic disease in a subject.

5854. A compound of any one of claims 1-28-24 or a pharmaceutical composition of

claim 29-25 for use in the treatment of inflammation in a subject.

5955. A compound of any one of claims 1-28-24 or a pharmaceutical composition of

claim 29-25 for use in the treatment of a neurodegenerative disease in a subject.

6056. Use of a compound of any one of claims 1-28-24 or a pharmaceutical composition
of claim 29-25 in the manufacture of a medicament for treating a proliferative disease, a

metabolic disease, inflammation, or a neurodegenerative disease in a subject.
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