B is a branching unit comprising at least one adduct of group B’, where the group B’ is

A0 s (O
Q _§_<\ />_§_
; N-N ;and ,Where Qis C

/

selected from -Ns, —§%§—, e

or N;

L2 has a structure according to Formula (L2):
B”-SP1-B2-(-SP2-AA-SP3), (L2),

wherein:

B” is a group attached to the group B’;

SP1 is absent or a first spacer unit;

"

B2 is absent or selected from the group consisting of
Oj\
O,
/_>_§ °
Ao
Oj% }ﬁ{z H o VI%I
H Jo) \—>_§
5“? , o ¢, and °

SP2 is absent or a second spacer unit;

’

’

AA is absent or a peptide unit comprising from 2 to 4 amino acids selected from glycine,
valine, phenylalanine, proline, glutamic acid, lysine, phenylalanine, and citrulline, and
combinations thereof;

SP3 is absent or a third spacer unit covalently attached to the Dxd,

p is an integer from 1 to 12,

wherein the group B’ and the group B” form the at least one adduct;

Q |
J\J’\J’\J’\J"R
H
/N
- N R'

M is absent or a moiety having the structure F|< , where R, R’, and R”
are independently at each occurrence hydrogen or a C+4-C4 alkyl, or wherein R’ and R”
together form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):
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k is an integer from 1 to 12, and
n is an integer from 1 to 30.
[0013] In another example, the present disclosure provides a compound having a
structure according to Formula (1):
BA-(GIn-NH-L1-B-(-L2-M-Dxd)«) (1),
wherein:

BA is an antibody or an antigen-binding fragment thereof;
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N_ 7

N
H
o NJ
(0] H (0]
OXN/YN\/O\)&EH

OZ\/\NN:N ) o e /@
_ o\)LN/\/O\/\O/\/O\/\O/QkN N,, N o)
H Ho H
[e]
N)kNHz
H

o) o]
H
o o u © OXN/YNVO\)LNH
o N o. o N N H oo A
N NI N NN N ‘n N
_ H H g H
N i
N~ NH,

M

[0060] In one example, the compound has a structure:

BA N A0 0/\/0\/\
H

e} (o}
H
N’N\\N o ° y o /@AOANWN\/O\)kNH
— H R
O\)LN/\/O\/\O/\/O\/\O/\AN N, N o
H H§ H
[e}
N)kNHZ
H

F

[0060a] In another aspect, there is provided a compound having a structure according to

Formula (1):
BA-( NH-L1-B-(-L2-M-Dxd)«)n (1), wherein:

BA is an antibody or an antigen-binding fragment thereof;
L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;

B is a branching unit comprising

N
\Sg\ \Yé\ | \
T/>7'2_ T N\N NV NV
NS N%N VY J\J-\\{\! \

L2 has a structure according to Formula (L2):
B”-SP1-B2-(-SP2-AA-SP3), (L2),

wherein:

B” is a group capable of covalently attaching to the group B’ as defined above;

SP1 is absent or a first spacer unit;
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(o)
B2 is absent or selected from the group consisting of , x ,
°;>\
O,
/_>_§ °
A
Oj}{ ”}ﬁ{z H o ﬂ%
H (0]
X , Lﬁ and 0

SP2 is absent or a second spacer unit;

AA is absent or a peptide unit comprising from 2 to 4 amino acids selected from glycine,
valine, phenylalanine, proline, glutamic acid, lysine, phenylalanine, and citrulline, and
combinations thereof;

SP3 is absent or a third spacer unit covalently attached to the Dxd;

0 |
J\J’\J’\J’\J"R
}{H\)J\NKR,
FL ,where R, R’, and R”

are independently at each occurrence hydrogen or a C4-C4 alkyl, or wherein R and R”

p is an integer from 1 to 12;

M is absent or a moiety having the structure

together form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):
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k is an integer from 1 to 12, and
n is an integer from 1 to 30.
[0061] In another example, the present disclosure provides a compound having a
structure according to Formula (1):
BA-(GIn-NH-L1-B-(-L2-M-Dxd)«). (1),
wherein:
BA is an antibody or an antigen-binding fragment thereof;
GIn is a glutamine residue;
L1 is absent or a first linker;

B is a branching unit comprising

,Mis

absent or a moiety having the structure r|< , where R, R’, and R” are
independently at each occurrence hydrogen or a C4-C;4 alkyl, or wherein R* and R” together
form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):
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Rc

ol A 0 A ;
% | e O\ﬁ: é\)\/oTH\)L”/}{ %N\)\/OTH\)ku/}ﬁ\

, wherein R

HO

HO,,

HO

M is absent or , where R, R’, and R” are independently at each occurrence
hydrogen or a C4-C4 alkyl, or wherein R’ and R” together form a 5-membered or a 6-membered
ring; and

Dxd is an anti-tumor agent having a structure according to Formula (P):

p is an integer from 1 to 12.

[0062a] In another aspect, there is a compound according to Formula (L2-P) or (L2’-P):

B’-SP1-B2-(-SP2-AA-SP3-M-Dxd)p (L2-P),
H,N-SP1-B2-(-SP2-AA-SP3-M-Dxd), (L2"-P),

wherein:
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‘ N=N g
) AU I,

B” is selected from the group consisting of -N3,

o)
and

/

P :

O
. . . _ “%/O\)Lj
SP1 is absent or a first spacer unit selected from the group consisting of - ~ and

fNé

o ;
SP2 is absent or a second spacer unit selected from the group consisting of a C+.6 alkylene, -
(CH2-CH2-O)\-, -NH-, -C(O)-, -NH-C(O)-, -NH-(CHz2),-, -NH-(CH2).-C(O)-, -NH-(CH2-CH2-O),-, -
NH-(CH2-CH-0),-C(O)-, -NH-(CH2-CH2-O),-(CH2)y-, -NH-(CH2-CH2-0),-(CH2),-C(O)-, -(CH2)u-
NH-C(O)-, -NH-(CH.),-NH-C(O)-, -NH-(CH.),~-C(O)-NH-, or combinations thereof; wherein

subscripts u and v are independently an integer from 1 to 8;

N/
(o)
B2 is absent or selected from the group consisting of \O , 5“/? ,
o;x
O,
/_>—$ °

o AR

,S:N/\/O\/\O/\/O\/\N o]

) &"ﬁo, \—ﬁ, and )

AA is absent or a peptide unit comprising from 2 to 4 amino acids;

SP3 is absent or a third spacer unit selected from the group consisting of, o,

) A Nl 0 4 :
/o K)\/O\ﬁé EKJVOTHQLH/}{ 7\)v°YHQL/\ 3L

, Wherein
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[0063]

HO,
’, O
HO” ™ oL'%lf
R. is independently at each occurrence absent or a group selected from OH and
HO 0]
HO,
’, O
HO” ™ o%f
OH

;
0 |
NN o
H
_ N
-~ T R'
R"

occurrence hydrogen or a C+4-C4 alkyl, or wherein R’ and R” together form a 5-membered or a

M is absent or , where R, R’, and R” are independently at each

6-membered ring; and

Dxd is an anti-tumor agent having a structure according to Formula (P):

~ OH o (P),and

p is an integer from 1 to 12.In one example, AA is a peptide unit comprising from 2 to 4

amino acids selected from glycine, valine, phenylalanine, proline, glutamic acid, lysine, alanine and

citrulline, and combinations thereof.

[0064]

In one example, AA is valine-citrulline, valine-alanine, or phenylalanine-lysine.

15b



[0065] In one example, AA is selected from the group consisting of glycine-glycine-glycine
(GGG), glycine-glycine-glycine-glycine (GGGG (SEQ ID NO: 2113)), glycine-glycine-phenylalanine
(GGF), glycine-glycine-phenylalanine-glycine (GGFG (SEQ ID NO: 2114)) and glutamic acid-valine-
citrulline (EVC).
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covalently attached to the antibody via the adduct of the group B’ and the group B”; k is an
integer from 1 to 12, p is an integer from 1 to 30, and n is an integer from 1 to 30.
[0069a] In another aspect, there is provided an antibody-drug conjugate according to
formula (I1):
BA-( NH-L1-B-(SP1-B2-(-SP2-AA-SP3-M-Dxd)«)p)n (),
wherein BA is an antibody;
L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;

B is a branching unit comprising at least one adduct of group B’ and group B”, where

SOPH. N,

/

the group B’ is selected from -Ns, _§%§_, WA ,
wherein

B”-SP1-B2-(-SP2-AA-SP3-M-Dxd)p is the compound according to Formula (L2-P) as defined
above, and wherein the compound of formula (L2-P) is covalently attached to the antibody
via the adduct of the group B’ and the group B”; k is an integer from 1 to 12, p is an integer

from 1 to 30, and n is an integer from 1 to 30.

[0070] In another aspect, the present disclosure provides an antibody-drug conjugate

comprising an antibody and a linker-payload, wherein the linker-payload comprises the structure:

o o
H
%N'N\\N o o 4 o /@/\OXN/}(N\/O\ANH
— H R
O\)LN/\/O\/\O/\/O\/\O/\)LN N,,, N (0]
H H o H
o
NXNHZ
H

(0] H (@]
N o] o) e /@AOANWNVOQLNH
— O\)LN/\/O\/\O/\/O\/\O/\)LN N, N H e} X
H H§ H
o
N)kNH2
H

where ~ represents the point of attachment to the antibody, directly or through a second linker, or
a pharmaceutically acceptable salt thereof.
[0070a] In another aspect, there is provided a composition comprising a population of

compounds as defined above, having a drug-antibody ratio (DAR) of 0.5 to 30.0.
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[0081] An antibody-drug conjugate comprising an antibody, a linker, and a payload, wherein the

payload is OH O | or a pharmaceutically acceptable salt thereof, where «~
represents the point of attachment to the linker.

[0082] In one example, the compound has a structure according to Formula (P2):

HZN/\([)]/@O/\E*O

wherein R is a hydrogen or a C4-Cs4 alkyl, or a pharmaceutically acceptable salt thereof.

[0083] In one example, the compound is

oo , or a pharmaceutically acceptable salt thereof.

[0084] In one example, the present disclosure provides a pharmaceutical composition
comprising the compound according to any of the preceding examples, and a diluent, a carrier, and/or
an excipient.

[0084a] In another aspect, there is provided a use of the compound, or the composition as
described above, in the manufacture of a medicament for the treatment of cancer in a subject in need
thereof, comprising the compound or composition to be administered to the subject.

[0085] In one example, the present disclosure provides a method of treating a condition in a
subject in need thereof comprising administering to the subject a therapeutically effective amount of the
compound according to any of the preceding examples, or the composition of any one of the preceding
examples.

[0086] In one example, the condition is cancer.
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[0087] In one example, the cancer is selected from the group consisting of breast cancer,
ovarian cancer, prostate cancer, lung cancer, liver cancer, or brain cancer.

[0088] In one example, the condition is HER2+ breast cancer.

[0089] In another aspect, the present disclosure provides a method of selectively delivering a
compound into a cell, wherein the compound is according to any one of the preceding examples.
[0090] In another aspect, the present disclosure provides a method of selectively targeting an
antigen on a surface of a cell with a compound, wherein the compound is according to any one of the
preceding examples.

[0090a] In another aspect, there is provided a compound or a composition as described above

for use in therapy.

[0091] In one example, the cell is a mammalian cell.

[0092] In one example, the cell is a human cell.

[0093] In one example, the cell is a cancer cell.

[0094] In one example, the cancer cell is selected from the group consisting of a breast cancer

cell, an ovarian cancer cell, a prostate cancer cell, a lung cancer cell, a liver cancer cell, or a brain

cancer cell.
[0094a] In another aspect, there is provided a compound according to Formula (L2"-P)
maleimide-N-SP1-B2-(-SP2-AA-SP3-M-Dxd), (L2"-P),
wherein:

, N=N ,
) _<\N—N/>_ _, —$=—H —$==3—

B” is selected from the group consisting of -N3,

Cr
and

/

o, :

O
. . . st L%/O\)L(SS
SP1 is absent or a first spacer unit selected from the group consisting of - ~ and

\fNﬁ |

(0]

’
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B2 is absent or selected from the group consisting of , iﬁo,
o
w4
AL Aoy
gﬁNOwONOwN ) o\_>—§
bﬁ , o ¢, and °
SP2 is absent or a second spacer unit selected from the group consisting of a C+.s alkylene, -
(CH2-CH2-O)\-, -NH-, -C(O)-, -NH-C(O)-, -NH-(CHz2),-, -NH-(CH2),-C(O)-, -NH-(CH2-CH2-O),-, -
NH-(CH2-CH»-0),-C(O)-, -NH-(CH2-CH2-0O),-(CH>).-, -NH-(CH2-CH2-O),-(CH3),-C(O)-, -(CH2).-
NH-C(O)-, -NH-(CH>),-NH-C(O)-, -NH-(CH>),~-C(O)-NH-, or combinations thereof; wherein

subscripts u and v are independently an integer from 1 to 8;

AA is absent or a peptide unit comprising from 2 to 4 amino acids;

Rc

F O\H}Lg
SP3 is a third spacer unit selected from the group consisting of, o,

A N 0 K .
AN~ O\ﬁé é\)\/OTH\)LH/\A ‘;NKJVY%/}&

) , wherein

;
o |
[AVAVV, Vo R
"
_ N
e T R'
e

occurrence hydrogen or a C1-C4 alkyl, or wherein R’ and R” together form a 5-membered or a

M is absent or , where R, R’, and R” are independently at each

6-membered ring; and
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Dxd is an anti-tumor agent having a structure according to Formula (P):

p is an integer from 1 to 12.
[0095] In one example, the present disclosure provides a method of producing a compound
having a structure according to Formula (A):
BA-(GIn-NH-L1-B-(-L2-(-M-Dxd)m))n (A),

wherein BA is an antibody or an antigen-binding fragment thereof;

GIn is a glutamine residue;

L1 is a first linker;

B is a branching unit comprising at least one adduct of a group B’ and a group B”;

L2 is a second linker covalently attached to the branching unit B via at least one group B”;
Q |
MWR
Z{H\)k )<
- N R'
L

occurrence hydrogen or a C4-C4 alkyl, or wherein R’ and R” together form a 5-membered or a
6-membered ring;

M is absent or , where R, R’, and R” are independently at each

Dxd is an anti-tumor agent comprising a structure according to Formula (P):
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WHAT IS CLAIMED IS:

1.

A compound having a structure according to Formula (A):
BA-( NH-L1-B-(-L2-(-M-Dxd)m)x)n (A), wherein:
BA is an antibody or an antigen-binding fragment thereof;
L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;

B is a branching unit comprising at least one adduct of group B’ and group B”, wherein

RVt

one of the groups B’ and B” is selected from -N3 and N—N ; and the other of the
(T
Q
groups B’ and B” is selected from _5%5_, N ;and , where Q is
CorN;

L2 is a second linker covalently attached to the branching unit B via the at least

9 |
MJW‘R
}{n\)J\NKR,
ln , where R, R’, and R”

are independently at each occurrence hydrogen or a C+4-C, alkyl, or wherein R’ and R”

one group B”;

M is absent or a moiety having the structure

together form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):

k is an integer from 1 to 12;

m is an integer from 1 to 30, and

n is an integer from 1 to 30.

A compound having a structure according to Formula (1):
BA-( NH-L1-B-(-L2-M-Dxd)«)n (1), wherein:

BA is an antibody or an antigen-binding fragment thereof;

L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;
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B is a branching unit comprising at least one adduct of group B’, where the group B’ is

- (V
Q _§_<\ />_§_ .
; N-N  :and , where Qis C

/

selected from -Ns, _555_, e

or N;

L2 has a structure according to Formula (L2):
B”-SP1-B2-(-SP2-AA-SP3), (L2),

wherein:

B” is a group attached to the group B’;

SP1 is absent or a first spacer unit;

I

B2 is absent or selected from the group consisting of
°;>\
(0]
/_>_§ °
o3 Adopy
EgN/\/O\/\O/\/O\/\N o]

) ”Kwﬁo, \—(}%, and o

SP2 is absent or a second spacer unit;

AA is absent or a peptide unit comprising from 2 to 4 amino acids selected from glycine,
valine, phenylalanine, proline, glutamic acid, lysine, phenylalanine, and citrulline, and
combinations thereof;

SP3 is absent or a third spacer unit covalently attached to the Dxd,

p is an integer from 1 to 12,

wherein the group B’ and the group B” form the at least one adduct;

Q |
AN o
H
/N
- N R'

M is absent or a moiety having the structure r|< , where R, R’, and R”
are independently at each occurrence hydrogen or a C4-C4 alkyl, or wherein R’ and R”
together form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):
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k is an integer from 1 to 12, and

n is an integer from 1 to 30.

The compound of claim 1 or claim 2, wherein the BA is an anti-HER2 antibody, an anti-
STEAP2 antibody, an anti-MET antibody, an anti-EGFRVIII antibody, an anti-MUC16
antibody, an anti-PRLR antibody, an anti-PSMA antibody, an anti-FGFR2 antibody, an
anti-FOLR1 antibody, an anti-HER2/HER2 bispecific antibody, an anti-MET/MET

bispecific antibody, or an antigen-binding fragment thereof.

The compound of any of claims 1-3, wherein the glutamine residue is naturally present
in a CH2 or CH3 domain of the BA, or wherein the glutamine residue is introduced to the

BA by modifying one or more amino acids.

The compound of claim any of claims 1-3, wherein the glutamine residue is Q295 or
N297Q.

The compound of any of claims 1-5, wherein the BA targets a cancer selected from
the group consisting of breast cancer, ovarian cancer, prostate cancer, lung cancer, liver

cancer, or brain cancer.

The compound of any of claims 1-6, wherein L1 comprises C1. alkylene, phenylene, -
NH-, -C(O)-, -(CH2),-NH-C(O)-, -(CHz2),-C(O)-NH-, -(CH2-CH2-O),-, -(CH2)u-(O-CHa-
CH2),-C(O)-NH-, a peptide unit comprising from 2 to 4 amino acids, or combinations
thereof, each of which may be optionally substituted with one or more of -S-, -S(05)-, -
C(0)-, -C(0Oz2)-; and CO2H, wherein subscripts u and v are independently an integer from
1 to 8.
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10.

The compound of claim 1, wherein L1 is selected from the group consisting of:

W a«/\j\ %M WOWW

o ot i <

HO™ ~O

£ " ° uﬁfﬁ and %(POWN?

HN" S0 » , Wherein Ra is a group
comprising an alkyne, an azide, a tetrazine, a trans-cyclooctene, a maleimide, an amine,
a ketone, an aldehyde, a carboxylic acid, an ester, a thiol, a sulfonic acid, a tosylate, a
halide, a silane, a cyano group, a carbohydrate group, a biotin group, a lipid residue and
wherein subscripts x, n1, p and g are independently an integer from 0 to 12, and

combinations thereof.
The compound of any of claims 1-8, wherein B comprises one adduct of group B'.

The compound of claim 9, wherein -NH-L1-B’ is selected from the group consisting of:

;AH OO gy

?{N/\/o\/\o/\/o\/\o/\/ (B)
H

,e‘{N/\/O\/\O/\/O\/\O/\/O\/\O/\/(B')
H

:{N/\/O\/\O/\/O\/\O/\/o\/\o/\/o\/\o/\/ (B
H

/S\/\N)K/\O/\/O\/\O/\/O\/\ ,

HO.__O
0.0 0
N
H H ®)

’;ﬁ‘N/\/\)\f -
H

S;N/\/\/\//S N/\/O\/\O/\/(B)
o

T
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q S 8 LT
L'}HL\I\/\OK*N N\AN
H o z H
W\NH

HzN/gO

’

where the PN is the amino point of attachment to the glutamine residue of the BA.

11. The compound of any of claims 1-8, wherein B comprises two adducts of group B’, or
wherein B comprises three adducts of group B’, or wherein B comprises at least four

adducts of group B’.

12. The compound of any of claims 1-8, wherein B comprises a group selected from

the group consisting of:

®)
(B%’/Zﬁom)%%
[o]
° Hoo (8"
0 F)* ®) o
i & &) & %j
%N SN /\)J\; (8) p—~ “ o o o
N H N o \/wza \;)L o8 (B)E\éS/ﬁ; 0
" o) Ol g
OJ\HA{B') \/\g}(‘?) Wg(B) @y Ojrg) c() Foto 7 § «“(m)
y o

o LEQH (B) jéli
\4B) 0w (B &
H ﬁo/\/ \/\0/\/ ®)

O NH H “NH N

s N e

o:/s‘, (8 1
5 g M ’ /\/o\ﬂo/\/(a ) (B )

oj}LLEB )
r35”/\/o\/\o/\/O\/\N
(0]

and () , where (B’) comprises points of attachment of the adduct
of the group B’ and the group B”.

13. The compound of claim 12, wherein B is selected from the group consisting of:

[o}

HLN/\/(B')
v
OJ\N/\/(B')
H
o

o o
HJ\N/\/ ~ o0 > \/\(B')

‘%.LHN;\
o H/\/O\Ao/\/o\/\(s')
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" O
* @)
)

O @
(o]
o /\/U\N/\/O\/\o/\/o\/\(B.)

(o

ﬁo/\/o\/\o/\/(B‘)
Yo g
IO/\/O\/\O/\/(B‘) )

14. The compound of claim 1, wherein -NH-L1-B is selected from the group consisting of:

H
ILL,{IN\/\O/\/O\/\O/\/N
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[o}

o (o]
H Hku/\/ ~ o \/\(B‘)
"-L{\N \/\0/\/0\/\0/\/ N;\

o H/\/O\Ao/\/o\/\(s')

H o o N O\/\(B')
=, o (o} \/W 0\/\(8')

[o]
/\)J\N/\/O\/\o/\/o\/\(B')

o
):{N/\/O\/\o/\/o\/\o/\)LN{o H
H H o

H
\/\H/N\/\O/\/O\/\o/\/(B')
[o]

(o]

o o /\)LN/\/O\/\ )
;iN/\/O\/\O/\/O\/\OA)LN{ H
H H

o H .
WNV\O/\/(B)

o]

H
ojwwowm

o ° "
M o N ®)
H HL 3

oj\N/\/O\/\
H
H
A/\()J\:N\/\/(BI)
f{ N NH
O%\/\
(B")

(B")
®) °
o] OHO
° o]
OH
H

(B

o
o [}
o o
(B") (89
;{N/\/o\/\o/\/o\/\o/\)kN/\/s\/\/O
H H 9 no’l°
2 OH 0
(o] dHo
(B" ° (B")
”"‘\'m

(B
NH

. s
S///(B) of o///O
&oé&ﬂ

(8" o) S o
\—\S J—/ \_\Sf )

(\O/\/o\/\o/\/(B')
j\u/\/o\/\o/\/ N 1

’

where the S is the amino point of attachment to the glutamine residue of the BA.
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15.

16.

17.

18.

19.

20.

The compound of claim 10 or claim 14, wherein the group B’ is an azide (-N3), and the

adduct of the group B’ and the group B” comprises a triazole.

The compound of any of claims 1-15, wherein the adduct of the group B’ and the group

B” has a structure selected from the group consisting of:

wherein Q is C or N.

The compound of any of claims 1-16, wherein M is absent.

The compound of any of claims 1-16, wherein M is

, where R, R,

o
H
. _ }{“\)J\N/\f\ _
and R” are hydrogens at each occurrence, i.e. M is H , or wherein M
o |
J\J’W\J‘R
L%{H\)J\NKR

is R , where R is hydrogen and R’ and R” together form a 5-
o
wnd,
NS
- N
membered ring, i.e. M is .

The compound of any of claims 1-18, whereinnis 2, ornis4,ornis 8 ornis 12, ornis
16, or nis 24.

The compound of any of claims 1-19, wherein L2 has a structure according to Formula
(L2):
B”-SP1-B2-(-SP2-AA-SP3), (L2),
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21.

22.

23.

wherein:
B” is a group capable of covalently attaching to the group B’;
SP1 is absent or a first spacer unit;
B2 is absent or a branching unit;
SP2 is absent or a second spacer unit;
AA is absent or a peptide unit comprising from 2 to 4 amino acids;
SP3 is absent or a third spacer unit covalently attached to the Dxd, and

p is an integer from 1 to 12.

The compound of claim 20, wherein the at least one group B” is selected from the group

_§_<\N=N/>_g_ OL‘{
and

consisting of -Ns, N-N | —§:—H, —E%E—, W, , ,

combinations thereof.

The compound of any of claims 20 or 21, wherein SP1 is absent or selected from

[0}
(0]
the group consisting of - S, o , C16 alkylene, -(CH2-CH2-O)\-, -NH-, -

C(0)-, -NH-C(0O)-, -NH-(CH2)y-, -NH-(CHz2),-C(O)-, -NH-(CH2-CH2-O),-, -NH-(CH2-CH:-
0)\-C(O)-, -NH-(CH2-CH>-O)\-(CH2)u-, -NH-(CH2-CH-0),~(CH2).-C(O)-, -(CH2),-NH-
C(0)-, -NH-(CH2),-NH-C(O)-, -NH-(CH>),-C(O)-NH-, or combinations thereof; wherein

subscripts u and v are independently an integer from 1 to 8.

The compound of any of claims 20-22, wherein B2 is absent or selected from the group

0,

H (o]
%tﬁ“zﬁ % ng% S‘;N/\/OV\O/\/OwNjbi ?’J{

consisting of X , o ¢, and
02/\
(o]

Ak
(0] [¢]

by
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24.

25.

26.

27.

The compound of any of claims 20-22, wherein SP2 is absent or selected from the group
consisting of a C1 alkylene, -(CH2-CH2-O),-, -NH-, -C(O)-, -NH-C(O)-, -NH-(CHz2).-, -NH-
(CH2)y-C(O)-, -NH-(CH2-CH2-O)\-, -NH-(CH2-CH2-O)\-C(O)-, -NH-(CH2-CH2-O)y-(CH2)u-, -
NH-(CH2-CH>-0O),-(CH2)y-C(O)-, -(CH2),-NH-C(O)-, -NH-(CH2),-NH-C(O)-, -NH-(CH2).-
C(O)-NH-, or combinations thereof; wherein subscripts u and v are independently an

integer from 1 to 8.

The compound of any of claims 20-23, wherein AA is a peptide unit comprising from 2 to
4 amino acids selected from glycine, valine, phenylalanine, proline, glutamic acid, lysine,

phenylalanine, and citrulline, and combinations thereof.

The compound of claim 25, wherein AA is selected from the group consisting of valine-
citrulline, valine-alanine, phenylalanine-lysine, glycine-glycine-glycine (GGG), glycine-
glycine-glycine-glycine (GGGG (SEQ ID NO: 2113)), glycine-glycine-phenylalanine

(GGF), glycine-glycine-phenylalanine-glycine (GGFG (SEQ ID NO: 2114)), L-glutamic

acid-valine-citrulline (-EVC), and D-glutamic acid-valine-citrulline (°PEVC).

The compound of any of claims 20-26, wherein SP3 is absent or selected from the group
@ @ Cj\/ ]
\"\(/Lz’z,) /’7 \”\’/LLL) OTH\*Nﬁﬁ
H
O H

(e}
H\)L
e

, and combinations thereof, wherein R. is independently

consisting of

5.
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HO,,
' O
HO” ™ oﬁ"i
at each occurrence absent or a group selected from OH and
HO 0]
HO,,
’ (0]
HO” ™ 0%1?
OH

28. The compound of any of claims 1-27, wherein the M-Dxd has a structure selected from

the group consisting of

wherein R is a hydrogen or a C4-C4 alkyl, and where «~ represents the point of

attachment to L2.

29. The compound of claim 1 or 2 having a structure:

N\N/
0o H\j
” /\/\iN
DO I
N.
OA/\N SN o (o} H o) @/\o NWN\/O
— H
O\)LN/\/O\/\O/\/O\/\O/\)LN N, N o
H I H
o
NANHZ
H

o 0
H
o o Lo /@AOANWN\/O\)LNH
H :
o\)LN/\/o\/\O/\/o\/\O/\)LN N A o
_ H H o) H
/N i
N” O NH,

N

o Q 0

A
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or

BA N/\/O\/\O/\/O\/\N'N\\N

o o
H
o o o O*N/YN\/O\ANH
H ={_o o o ~ A N H oo :
N/\/ \/\o/\/ \/\0 N ‘. N
H Ho H
o
NANHZ
N

30. A compound having a structure according to Formula (I):
BA-( NH-L1-B-(-L2-M-Dxd)«)n (1), wherein:
BA is an antibody or an antigen-binding fragment thereof;

L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;
B is a branching unit comprising

L2 has a structure according to Formula (L2):
B”-SP1-B2-(-SP2-AA-SP3), (L2),
wherein:

B” is a group capable of covalently attaching to the group B’ as defined above;
SP1 is absent or a first spacer unit;
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RETY

B2 is absent or selected from the group consisting of
°;>\
(0]
/_>_§ °
o o fm{voﬁﬁ
o o jﬁi }ﬁ{o o 0
H o \_ﬁ
&“ﬁ o ¢, and °

SP2 is absent or a second spacer unit;

AA is absent or a peptide unit comprising from 2 to 4 amino acids selected from glycine,
valine, phenylalanine, proline, glutamic acid, lysine, phenylalanine, and citrulline, and
combinations thereof;

SP3 is absent or a third spacer unit covalently attached to the Dxd;

p is an integer from 1 to 12;

, where R, R’, and R”

are independently at each occurrence hydrogen or a C4-C4 alkyl, or wherein R’ and R”

M is absent or a moiety having the structure

together form a 5-membered or a 6-membered ring;

Dxd is an anti-tumor agent having a structure according to Formula (P):

k is an integer from 1 to 12, and

n is an integer from 1 to 30.
A compound according to Formula (L2-P) or (L2’-P):
B”-SP1-B2-(-SP2-AA-SP3-M-Dxd)p (L2-P),

H.N-SP1-B2-(-SP2-AA-SP3-M-Dxd), (L2"-P),
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wherein:

‘ N=N g
) W AgEe I,

B” is selected from the group consisting of -N3,

Cr
and ;

/
At

f oA

SP1 is absent or a first spacer unit selected from the group consisting o

fNé

and o X

SP2 is absent or a second spacer unit selected from the group consisting of a C1.6
alkylene, -(CH2-CH2-O),~, -NH-, -C(O)-, -NH-C(O)-, -NH-(CH).-, -NH-(CH2),-C(O)-, -NH-
(CH2-CH2-O)\-, -NH-(CH2-CH2-0),-C(O)-, -NH-(CH2-CH>-O),~-(CH>).-, -NH-(CH>-CH2-O),-
(CH2)u-C(O)-, -(CH2),-NH-C(O)-, -NH-(CH2),-NH-C(O)-, -NH-(CHz2),-C(O)-NH-, or
combinations thereof; wherein subscripts u and v are independently an integer from 1 to
8;

B2 is absent or selected from the group consisting of , x ,
Oj\
(0]
/_>_§ °
xoacd AR
J}CAAN/\/0\/\0/\/0\/\'\‘ o)

) XO, \—c}rg, and 0

AA is absent or a peptide unit comprising from 2 to 4 amino acids;

SP3 is absent or a third spacer unit selected from the group consisting of,

4 A A :
_T\)\/"\ﬁ: Ja K)\/O\ﬁ; EKQVOT“QLH/\A
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32.

33.

Rc

N i
s \JVOT“QLu/}i

, Wherein R is independently at each occurrence absent

M is absent or r|< , where R, R’, and R” are independently at each
occurrence hydrogen or a C+4-C4 alkyl, or wherein R’ and R” together form a 5-membered
or a 6-membered ring; and

Dxd is an anti-tumor agent having a structure according to Formula (P):

p is an integer from 1 to 12.

The compound of claim 31, wherein AA is a peptide unit comprising from 2 to 4 amino
acids selected from glycine, valine, phenylalanine, proline, glutamic acid, lysine, alanine

and citrulline, and combinations thereof.

The compound of claim 32, wherein AA is selected from the group consisting of valine-
citrulline, valine-alanine, phenylalanine-lysine, glycine-glycine-glycine (GGG), glycine-
glycine-glycine-glycine (GGGG (SEQ ID NO: 2113)), glycine-glycine-phenylalanine
(GGF),glycine-glycine-phenylalanine-glycine (GGFG (SEQ ID NO: 2114)) and glutamic

acid-valine-citrulline (EVC).
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34.

The compound of claim 31, wherein the compound has a structure according to Formula

(L2-P) selected from the group consisting of:

o o
H
o o b © o)LN/YN\/O\)LNH
— H :
©/O N/\/o\/\o/\/o\/\o N N, N o
H H H
o
o
N)kNHz
N
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(0]
O\/\O/\/
N N
N\/\o
Oon

(0]
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or a pharmaceutically acceptable salt thereof.

The compound of claim 31, wherein the compound has a structure according to Formula

(L2’-P) selected from the group consisting of:

H Q H
HoN A~ ~_ O NR) N,
ey
HO™ ~O

0
H H
HoN o~ ~_O N@k\/qrm
[©) N :
Vjvr :H oo
Ho/go

o 0
N,
HNT SO g O o o o - OXN/YN\/O\ANH
®/O\ANNO\/\O/\/OV\O/\)&N oN, ) X foo ;
H H
° o
N)kNHZ
H

F

(e}
H H
HZN\/\ /\/O\/\ /\/O NR) I(N/,_
emmngiglly
HO™ ~O

Ho 9 H
HZN\/\O/\/O\/\O/\/OWN@LN N,

HO™ ~O

or a pharmaceutically acceptable salt thereof.
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36. The compound of any of claims 31, wherein the compound has a structure according to

Formula (L2-P), (L2’-P) or (L2"-P) selected from the group consisting of:

0O,
[o}

0
@o%,ﬂ/\/owo/\/owo/\)&‘
H b

N
= F o o o
G\O/\WH\/\O/\/O\/\O/\/O\/YH\AHWH%HWHVO%W

o o o 3 o -
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o H
OXH/WOT N_oO

o b 0 /@A
OV\ONO\/\OA)k,\I(N« N
Ho & o
”)LNH2

S

HN

0]
HoN \/\O/\/O\/\O/\/ N;\
NH

0]
A~ N_o
(0] (0] (0] ~
N S ¢ ’ oy
0]
0}
NXNHZ
H

0
PN N_ o
o o 0 ~
O\/\O/\)k'if;(n,ﬁﬂg ﬁ/ﬁo(
H o
o)
N)kNH2
H

(@)

(e}
H
(o) NR)
O/\/ W N

o]

o Oj/NH o
= O\)LN/\/O\/\O/\/O\/\N
H o
HN

0]
IO/\/OWH R)

N,
HNT SO N O e o j/
= O\AN /\/O\/\O/\/O\/\ N
H

311



Oj/NH
H,N /\/O\/\O/\/O\/\N

H o

o j/ o
@/O\)LN /\/O\/\O/\/o\/\ N
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HN O N O N o Oj/NH
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H
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37.

An antibody-drug conjugate according to formula (I1):
BA-( NH-L1-B-(SP1-B2-(-SP2-AA-SP3-M-Dxd)«)p)n (1),
wherein BA is an antibody;
L1 is absent or a first linker linked to said BA through side chain of a glutamine residue;

B is a branching unit comprising at least one adduct of group B’ and group B”, where

I y . é — é / \‘ ‘ g O

wherein
B”-SP1-B2-(-SP2-AA-SP3-M-Dxd)p is the compound according to Formula (L2-P)

according to any of claims 31-36, and wherein the compound of formula (L2-P) is
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covalently attached to the antibody via the adduct of the group B’ and the group B”; k is

an integer from 1 to 12, p is an integer from 1 to 30, and n is an integer from 1 to 30.

38. An antibody-drug conjugate comprising an antibody and a linker-payload, wherein the
linker-payload comprises the structure:

0 Q o)

S

o
H
%\N'N\\N o o y o Q/\O)LN/YN\/O
_ H
OQLN/\/O\/\O/\/O\/\OA)LN N SN 0
H Ho O H
o
NXNHZ
H

o (0]
H
N o 0 " 0 /@AOAN/YN\/O\)LNH
_ H :
O\AN/\/O\/\O/\/O\/\O/\)&N N, N (0]
H Ho § H
(e}
N)LNHZ
H

where ~n represents the point of attachment to the antibody, directly or through a second linker,

or a pharmaceutically acceptable salt thereof.

39. A composition comprising a population of compounds according to any one of claims 1-
30, having a drug-antibody ratio (DAR) of 0.5 to 30.0.

40. The composition of claim 39 having a DAR of 1.0 to 2.5, or a DAR of 3.0t0 4.5, or a
DAR of 6.5 to 8.5, or a DAR of 10 to 14, or a DAR of 14 to 18, or a DAR of 22 to 24.5.

41. The composition of claim 40 having a DAR of 2, or 4, or 8, or 12, or 16, or 24.

42. Use of the compound according to any one of claims 1-35, or the composition of any one
of claims 39-41, in the manufacture of a medicament for the treatment of cancer in a

subject in need thereof.
43. The use of the compound or composition of claim 42, wherein the cancer is selected

from the group consisting of breast cancer, ovarian cancer, prostate cancer, lung cancer,

liver cancer, or brain cancer.

44. A compound according to claims 1-35 or a composition of any one of claims 39-41 for

use in therapy.
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45.

A compound according to Formula (L2"-P)
maleimide-N-SP1-B2-(-SP2-AA-SP3-M-Dxd), (L2"-P),

wherein:
N=N
P ey e
B” is selected from the group consisting of -N3, N-N | —§——H, —= -,
<
N
At and :

f WOJ@

SP1 is absent or a first spacer unit selected from the group consisting o

R ot ffi

B2 is absent or selected from the group consisting of ,
o
w2

oH Adeeps
ESH/\/O\/\O/\/O\/\N 0 j\({
iﬁo, Lc}/% and °
SP2 is absent or a second spacer unit selected from the group consisting of a C1.6
alkylene, -(CH2-CH2-O),~, -NH-, -C(O)-, -NH-C(O)-, -NH-(CH).-, -NH-(CH2),-C(O)-, -NH-
(CH2-CH2-O)\-, -NH-(CH2-CH2-0),-C(O)-, -NH-(CH2-CH>-O),~-(CH>).-, -NH-(CH>-CH2-O),~
(CH2)u-C(O)-, -(CH2),-NH-C(O)-, -NH-(CH2),-NH-C(O)-, -NH-(CH2),-C(O)-NH-, or
combinations thereof; wherein subscripts u and v are independently an integer from 1 to
8;

AA is absent or a peptide unit comprising from 2 to 4 amino acids;

317



SP3 is a third spacer unit selected from the group consisting of, o,
& @\/ r\
\ﬁ% \)L /}i \)\/ T \)k S

wherein R¢ is mdependently at each occurrence absent or a group selected from

HO,,, HO,,
1 /5\

A

M is absent or , where R, R’, and R” are independently at each

occurrence hydrogen or a C+4-C4 alkyl, or wherein R’ and R” together form a 5-membered

or a 6-membered ring; and
Dxd is an anti-tumor agent having a structure according to Formula (P):

p is an integer from 1 to 12.

46. The compound of claim 45, wherein the compound has a structure

PN
o o o O
&/&HNO\/\O/\/O\/\OV&N&H“ NQ/\
\ 5 i
N
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