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Claims
1. Binder-drug conjugates of the general formula (Ia)
H,C R%® H,C
0
H
1 2 N\)k D
AK——G—L—B—L—ITI H |
CH 2. CH,
T
L —n
(Ia),
in which
n is a number from 1 to 50,

the group §-G-L'-B-L*-§§ is a linker,

where
§ marks the linkagefite with the group AK and
§§ marks the liglage site with the nitrogen atom,

AK is AK; or AK,
where

is a binder which is bonded via a sulphur atom of the binder to the group G,

is a binder which is bonded via a nitrogen atom of the binder to the group G,

2

when AK = AKj, is a group of the formula
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where
#! marks the linkage site with the sulplfir atom of the binder,
# marks the linkage site with the froup L',
or

when AK = AK,, is carbony

L' is a bond, linear (C,-C,gffalkanediyl, or a group of the formula

or s — | BBl By

is a number from 2 to 6,

marks the linkage site with the group G,
marks the linkage site with the group B,
is linear (C,-C,p)-alkanediyl,

is a group of the formula
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or 5 S

in which
#o

#o

which
##7  marks the linkage site with the carbonyl group,
##°  marks the linkage site with L'®,

R” is hydrogen, (C;-C,)-alkylcarbonyl, tert-butyloxycarbonyl or

benzyloxycarbonyl,
R* is hydrogen or methyl,
is hydrogen or (C;-Cy)-alkyl,

is hydrogen or (C,-Cy)-alkyl,
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or

R* and R together with the atoms to which they are bonded fgfm a 5- or

6-membered heterocycle,
R is hydrogen or (C,-Cy)-alkyl,
R* is hydrogen or (C;-Cy)-alkyl,
or

R*! and R together with the atoms to wMich they are bonded form a 5- or

6-membered heterocycle,
L'"™ s linear (C,-C,o)-alkanediyl,
and

where (C;-Cjp)-alkanediyl may Je substituted by 1 to 4 substituents selected

independently of one anotherfrom the group consisting of methyl, hydroxy and

benzyl,
and

where two carbonfatoms of the alkanediyl chain in 1,2, 1,3 or 1,4 relation to one

O O
N O
17

(0]
J e
. N/\ Q \n/
le |

R R O

’ ’ )

20

|
*\02’P\n/** *YN\H/** *%N/H
o , R'® R'™ o | Rz R H
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* N \n/ N
H R R4 o |%27
36
R
HN™
H **
N O\n/
or *
o R O

where
* marks the linkage site with L',
*k marks the linkage site with L%,

P is O or NH,
L’ is a bond or (C,-Cy)-aljfinediyl,
of the formula

HN
1o
\[r**** or *kkk

* k%

in which
Hokk marks the linkage site with the carbonyl group,
##i%  marks the linkage site with L%,

R” is hydrogen or methyl,

R*® is  hydrogen, (C;-Cy)-alkylcarbonyl, tert-butyloxycarbonyl or

benzyloxycarbonyl,
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Q' is a 4- to 7-membered heterocycle,
Q’ is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycl
R™ is hydrogen or (C;-Cy)-alkyl,
R"Y is hydrogen or (C;-Cy)-alkyl,
or

R and R together with the atoms to which theyfare bonded form a 5- or 6-

membered heterocycle,
R' is hydrogen or (C;-Cy)-alkyl,
R" is hydrogen or (C;-Cy)-alkyl,
or

R'%and R" together with thyf atoms to which they are bonded form a 5- or 6-

membered heyfrocycle,
R' is hydrogen or (f}-Cy)-alkyl,

r the side group of a natural o-amino acid or of its homologues

R% drogen or (C;-C,)-alkyl,

or

and R together with the atoms to which they are bonded form a pyrrolidinyl

ring,
R* is hydrogen or (C;-Cy)-alkyl,
R* s hydrogen or (C;-Cy)-alkyl,

or
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R*! and R* together with the atoms to which they are bonded form a 3-fo 7-

R23

R

R27

R36

or

membered carbocycle,

is (C;-Cy)-alkyl,

is hydrogen or (C,-Cy)-alkyl,

is hydrogen or (C;-Cy)-alkyl,

is hydrogen, (C,-C,)-alkylcarbonyl, tert-bugfloxycarbonyl or benzyl-

oxycarbonyl,

is hydrogen or methyl,

R*® and R” together with the atomgfto which they are bonded form a pyrrolidine

is linear (C,-C p)-alkanediyl or 4

ring,

a group of the formula

isa

arks the linkage site with the group B,

marks the linkage site with the nitrogen atom,

here (C,-Cjp)-alkanediyl may be substituted by 1 to 4 substituents selected

independently of one another from the group consisting of methyl, hydroxy and

benzyl,

and


ip-temp
Rectangle

ip-temp
Line


- 556 -

where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4 relation

another, with inclusion of any carbon atoms situated between them, may be

form a (C5-Ce)-cycloalkyl ring or a phenyl ring,

is a group of the formula

0 #. T
7
N X, o

R R
in which
# marks the linkage site with the gftrogen atom,

R' is hydrogen or methyl,

R’ is isopropyl, isobutylfsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-gdroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-

ethyl, diphenylgfethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

or

together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

#

5
\\\\\#

>

in which

# marks the linkage site with the adjacent nitrogen atom,
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# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein is a mono- or bicyclicOptionally

substituted heterocycle of the formula

R
0]
@) (@) I
Y |
© o #® #
in which
#° marks the linkage spfe with the carbonyl group,

roxy or benzyloxy,

R3
R* I sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
ydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-
ethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,
or

together with the carbon atom to which they are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

in which

# marks the linkage site with the adjacent nitrogen atom,
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# marks the linkage site with the group T',

is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NHAH-R '’ or
-CH,-O-R",

in which

R’ is hydrogen, methyl, ethyl, n-propyl, rt-butyl, benzyl or

adamantylmethyl,
R® is hydrogen or methyl,

R’ is hydrogen, methyl, ethyl, n-prop#l or benzyl,

3

9 @) 1
#\g_Z/R

in which

# marks the linkage site with —CHC(R*)-T?,
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R" is phenyl which may be substituted by methoxycarbonyl, carboxy or a

group of the formula —S(O),0H,
R"” is phenyl which may be substituted by methoxycarbonyl g carboxyl,

R is hydrogen or hydroxy,

T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmeth
R is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.
Binder-drug conjugates of the general formula (Ia) accoplling to Claim 1, in which
n is a number from 1 to 20,
AK is AK; or AK,

where

AK; is an antibody or agfantigen-binding antibody fragment which binds to C4.4a

and is bonded vjf the sulphur atom of a cysteine residue of the binder to the

group G,

is an angbody or an antigen-binding antibody fragment which binds to C4.4a

in which

#' marks the linkage site with the cysteine residue of the binder,
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# marks the linkage site with the group L',
or
when AK = AK,, is carbony],

L is a bond, linear (C,-Cg)-alkanediyl, or a group of the for

##1\/\{ /\/]/##2
0] m or

where

is a number from 2 to 6,

in which
##°  marks the linkage site with the group L'*,
#4#°  marks the linkage site with the group L'®,

L’ is a bond,
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L° is a bond or a group of the formula
33
R
HN™
8
O ##  or
it \n/ ##'
R* O
in which

##7  marks the linkage site with the gfirbonyl group,
##®  marks the linkage site wit
R” is hydrogen, methylcgfbonyl or tert-butyloxycarbonyl,
R* is hydrogen or

R” is hydrogen,

is hydrogen,

iffa bond or a group of the formula
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in which
HkE marks the linkage site with the carbonyl group,
###%  marks the linkage site with L?,

R” is hydrogen or methyl,
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R* is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
is a 4- to 7-membered heterocycle,
is hydrogen,

is hydrogen,

is hydrogen or methyl,

is hydrogen or methyl,

R'%and R" together with the atoms to wjflch they are bonded form a piperazinyl

R19

RZO

or

ring,

is hydrogen,

is hydrogen, methyl, prgfan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-1-

yl,

is hydrogen or

R' and R* ogether with the atoms to which they are bonded form a pyrrolidinyl

ring,

s hydrogen or methy],

is hydrogen or methyl,

R*' and R* together with the atoms to which they are bonded form a cyclopropyl

R23

R24

ring,

is methyl,

is hydrogen or methyl,
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R” is hydrogen,

R is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
RY is hydrogen or methyl,

or

R*® and R”’ together with the atoms to which they are hfnded form a pyrrolidine

ring,

is linear (C,-Cg)-alkanediyl or is a group of the for

##3\/\% o /\/]6##4

where

p is a number from 2 to 6,
##°  marks the linkage sitgfwith the group B,

#H' marks the linkag# site with the nitrogen atom,

where (C,-Cjp)-alkgfiediyl may be substituted by 1 or 2 methyl substituents,

is a group of tJf€ formula

3
>

marks the linkage site with the nitrogen atom,

R is hydrogen,
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R’ is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indo}f3-yl-
methyl,

or

R' and R? together with the carbon atom to which they bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of fhe formula

#a R

\)

in which
# age site with the adjacent nitrogen atom,
# e linkage site with the carbonyl group,

the ring A

’il I I
4, # #
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen,
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R’ is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indo

methyl,

or

R’ and R* together with the carbon atom to which they bonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group of fhe formula

Dy
in which
age site with the adjacent nitrogen atom,
e linkage site with the group T',
T! rmula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R"’ or

ethyl, n-propyl, tert-butyl, benzyl or

methyl,

is hydrogen,

adamantylmethyl,
is hydrogen or methyl,

is hydrogen, methyl, ethyl, n-propyl or benzyl,

R® and R’ together with the nitrogen atom to which they are bonded

form a 4- to 7-membered heterocycle,

R" is benzoyl,
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R" is benzyl, which may be substituted in the phenyl groy$ by

methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula

in which
# marks the linkage site wp —CHC(R*)-T?,

R" is phenyl which mg# be substituted by methoxycarbonyl, carboxyl or a
group of the forgflula —S(O),0H,

ich may be substituted by methoxycarbonyl or carboxyl,

is phenyl

3. i conjugates of the general formula (Ia) according to any of Claims 1 or 2, in which

is a number from 1 to 10,
is AK, or AK,
where

AK; is an antibody which comprises the six CDR sequences of the antibody B0O1-3,
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of the
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sulphur atom of a cysteine residue of the binder to the group G,

AK, is an antibody which comprises the six CDR sequences of thgfantibody BO1-3,
BO1-10, M31-BO1 or D02-6, the variable light and variab
antibody B01-3, B01-10, M31-B0O1 or D02-6 or the Ii
the antibody BO1-3, BO1-10, M31-BO1 or D02-6,

eavy chain of the

t and heavy chain of

side group of a lysine residue of the binder to the £roup G,

G when AK = AKj, is a group of the formula

or

when AK = AK,, is carbony],

igfa bond, linear (C,-Cg)-alkanediyl, or a group of the formula

where

m is a number 2 or 3,
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##'  marks the linkage site with the group G,
#i marks the linkage site with the group B,
where (C,-Cg)-alkanediyl may be substituted by 1 or 2 methyl substitu

B is a bond or a group of the formula

0 0
)J\ L3 JJ\ **
. NSNS
I 16 I 17

R R

marks the linkage site with L%,
is a bond or ethane-1,2-diyl,

is a bond or a group of the formula

28

R
HN™ H/'T:>70
OT**** Or ; * %k %%k
o)

*k%k
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in which

HkE marks the linkage site with the carbonyl group,

*#*#%%  marks the linkage site with L%

R* is methyl,

R* is hydrogen, methylcarbonyl or tert-butyloxygarbonyl,
Q' is piperidine-1,4-diyl,
R' is hydrogen or methyl,
R" is hydrogen or methyl,
or

R'®and R" together with the agfms to which they are bonded form a piperazinyl

or

R*' and R* together with the atoms to which they are bonded form a cyclopropyl

ring,

is methyl,

is hydrogen,

is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
RY

is hydrogen or methyl,

L’ is linear (C,-Ce)-alkanediyl or is a group of the formula
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##M o /\/]6 #

where

p is a number from 2 to 6,

##°  marks the linkage site with the group B,

## marks the linkage site with the nitrogen atom,

is a group of the formula

# marks the link#lee site with the nitrogen atom,
R is hydrogfn,

R’ is lghydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-yl-

thyl,

"and R? together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfle carbonyl group,

the ring A with the N-O moiety present th€rein is a mono- or bicyclic, optionally

substituted heterocycle of thf formula

O
/o or ]
) )
# #°
# marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,
is hydrogen,

is benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

?and R* together with the carbon atom to which they are bonded form a

(1S8,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

is a group of the formula -C(=0)-OR”, LL(=0)-NR*R’, or -CH,-O-R"",

in which

R’ is hydrogen, metfyl, ethyl, n-propyl, frert-butyl, benzyl or

adamantylmethyl

is hydrogen gf methyl,

in which

# marks the linkage site with -CHCH,phenyl,

R" is phenyl which may be substituted by methoxycarbonyl, carboxyl or a

group of the formula —S(O),0H,
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R"” is phenyl which may be substituted by methoxycarbonyl or carb
R* is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.

4, Binder-drug conjugates of the general formula (Ia) according to any of Clgfms 1 to 3, in which

n is a number from 1 to 10,
AK is AK,
where

AK, is an antibody which comprises the sif CDR sequences of the antibody BO1-3,
BO1-10, M31-B0O1 or D02-6, the vgfiable light and variable heavy chain of the
antibody BO1-3, B01-10, M314801 or D02-6 or the light and heavy chain of
the antibody B01-3, BO1-1 31-BO1 or D02-6, and is bonded via the NH

side group of a lysine resjflue of the binder to the group G,
G is carbonyl,
L' is a bond,
B 1s a bond,

is linear (C;-¢ff)-alkanediyl or is a group of the formula

o /\’]6##4

p is a number 2 or 3,
##°  marks the linkage site with the group B,
## marks the linkage site with the nitrogen atom,

is a group of the formula
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0 B0 T
7
N o X

where

# marks the linkage site with the nitrogen atom,
R' is hydrogen,

R’ is 4-hydroxybenzyl or 1H-indol-3-yl
or

R'and R’ together with the gfirbon atom to which they are bonded form a

clopropane-1,1-diyl group of the formula

in which

# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present therein is a mono- or bicyclic, optionally

substituted heterocycle of the formula
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=z

H—
=)

in which
#° marks the linkage site with the carbo
R’ is hydrogen,
R’ is 4-hydroxybenzyl or 1H-indol-3-ylmethy
or

R’ and R* together with the carbof atom to which they are bonded form a

ropane-1,1-diyl group of the formula

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',

is a group of the formula -C(=0)-OR’ or -C(=0)-NR*R’

in which

R’ is hydrogen, methyl, ethyl, n-propyl, tert-butyl, benzyl or
adamantylmethyl,

R® is hydrogen,
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R’ is hydrogen or benzyl,
R* is methyl,
and also their salts, solvates and solvates of the salts.

5. Binder-drug conjugates of the general formula (Ia) according to any of Clgfms 1 to 3, in which

n is a number from 1 to 10,
AK is AK,,
where

AK; is an antibody which comprises the sigf CDR sequences of the antibody BO1-3,
BO1-10, M31-B0O1 or D02-6, the vgfiable light and variable heavy chain of the
antibody BO1-3, B01-10, M314801 or D02-6 or the light and heavy chain of
the antibody BO1-3, BO1-1f, M31-BO1 or DO02-6, and is bonded via the

sulphur atom of a cysteingfresidue of the binder to the group G,

is a group of the formula

#! marks the linkage site with the cysteine residue of the binder,
# marks the linkage site with the group L',

is a bond, linear (C5-Cs)-alkanediyl or a group of the formula

##1\/\{0 /\/]ﬁ##z
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where

m is a number 2 or 3,

##'  marks the linkage site with the group G,
Hi marks the linkage site with the group B,
where (C;-Cs)-alkanediyl may be substituted by 1 or 2 methy}fsubstituents,

is a bond or a group of the formula

(0] (0]
)]\ I—3 J]\ ™
. N/ \N I_4/
l!{us |l{17

where

marks the linkage site wigf L',

in which
ok marks the linkage site with the carbonyl group,
###%  marks the linkage site with L7,

R* is methyl,
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R* is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
R' is hydrogen or methyl,
RY is hydrogen or methyl,
or

R'°and R" together with the atoms to which they are hfnded form a piperazinyl

ring,

L? is linear (C;-Cs)-alkanediyl or is a group of the for

##3\/\% o /\46##4

where
p is a number 2 or 3,

##°  marks the linkage sitgfwith the group B,
#'  marks the linkag

site with the nitrogen atom,

is a group of the fogfula

# T
or ><4

marks the linkage site with the nitrogen atom,
R is hydrogen,

R’ is 4-hydroxybenzyl or 1H-indol-3-ylmethyl,
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or
R' and R? together with the carbon atom to which they are bon form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group of the for
#2\#5
in which
# marks the linkage sy€ with the adjacent nitrogen atom,

# marks the linkg€e site with the carbonyl group,

the ring A with the N-O mojfly present therein is a mono- or bicyclic, optionally

substituted hetgfocycle of the formula

in which
#° marks the linkage site with the carbonyl group,
is hydrogen,

R* is 4-hydroxybenzyl or 1H-indol-3-ylmethyl,

or

R’ and R* together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula


ip-temp
Rectangle

ip-temp
Line


- 581 -

+H*
~
ey
|: <
~
TS

in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

T! is a group of the formula -C(=0)-OR’ ff-C(=0)-NR*R’,

in which
ethyl, n-propyl, ftert-butyl, benzyl or

R’ is hydrogen, ethyl,

adamantylmgfhy]l,

R’ is pfydrogen or benzyl,
R” is methyl,
, solvates and solvates of the salts.

and also their sa

Compoundygdbf the formula (XXXa)

3
H,C_ _R® H,C CH
0 3 y 0O 3 H
~
7<<<N_L1 ) N\f)k| N O__ O i
CH . CH, O__.0O “CH
0 * He” eH, CH, ?
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in which

Cys  is acysteine residue which is bonded via the sulphur atom of the side chain g a carbon

atom of the succinimide,

L' is a bond, linear (C;-C,¢)-alkanediyl, or a group of the formula

1 2
##\/\ﬁo/\J?n## or ##1— Bpl B

where

m is a number from 2 to 6,
##'  marks the linkage site with the group G,
#H marks the linkage site with the group

L'A is linear (C,-C p)-alkanediyl,

B' is a group of the formula
0 0
e S NPT
R FI{31 ll{sz
in which

marks the linkage site with the group L',
marks the linkage site with the group L'®,
is a bond or (C,-Cy)-alkanediyl,

is a bond,

is hydrogen or (C-Cy)-alkyl,

is hydrogen or (C;-Cy)-alkyl,
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or

R* and R* together with the atoms to which they are bonded form £ 5- or 6-

membered heterocycle,
R’ is hydrogen or (C;-Cy)-alkyl,
R* is hydrogen or (C;-Cy)-alkyl,
or

R*! and R* together with the atoms to which gfey are bonded form a 5- or 6-

membered heterocycle,
L'"™  is linear (C,-C;p)-alkanediyl,
and

where (C;-Cjg)-alkanediyl may be substitfied by 1 to 4 substituents selected independently

of one another from the group consisting/of methyl, hydroxy and benzyl,

and

where two carbon atoms of thf alkanediyl chain in 1,2, 1,3 or 1,4 relation to one another, with

inclusion of any carbon gfoms situated between them, may be bridged to form a (C;-Ce)-

O O
)J\ : JJ\ **
| /I-\lil I_4/
R16 R”
O
*% Or *)J\N/**
I 27
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where

* marks the linkage site with L',

Hk marks the linkage site with L%

P is O or NH,

L’ is a bond or (C,-C,)-alkanediyl,

L! is a bond,

Q' is a 4- to 7-membered heterocycle,
Q’ is a 3- to 7-membered carbocycle or a#- to 7-membered heterocycle,
R" is hydrogen or (C;-Cy)-alkyl,

R"” is hydrogen or (C;-Cy4)-alky

or

R'*and R" together

or

th the atoms to which they are bonded form a 5- or 6-

membegfed heterocycle,

is hydrogghl or (C;-Cy)-alkyl,

is hygrogen or (C;-Cy)-alkyl,

nd R" together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle,

is hydrogen or (C;-Cy)-alkyl,

is hydrogen or the side group of a natural o-amino acid or of its homologues

or isomers,

is hydrogen or (C;-Cy)-alkyl,
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or

R' and R together with the atoms to which they are bonded form a

ring,
R* s hydrogen or (C;-Cy)-alkyl,
R* is hydrogen or (C;-Cy)-alkyl,
or

R’ and R* together with the atoms to which gey are bonded form a 3- to 7-

membered carbocycle,
R” s (C;-Cy)-alkyl,
R* is hydrogen or (C;-Cy)-alkyl,
R” is hydrogen or (C;-Cy)-alk

is linear (C,-C)p)-alkanediyl gff is a group of the formula

umber from 2 to 6,
marks the linkage site with the group B,

marks the linkage site with the nitrogen atom,

where (C,-Cjp)-alkanediyl may be substituted by 1 to 4 substituents selected
independently of one another from the group consisting of methyl, hydroxy and

benzyl,

and
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where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4 relation
another, with inclusion of any carbon atoms situated between them, may be

form a (C5-Cq)-cycloalkyl ring or a phenyl ring,

is a group of the formula

R R
where
# marks the linkage site with the
R' is hydrogen or methyl,

R’ is isopropyl, isobutylfsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-yydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-

ethyl, diphenylgfethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

in which
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# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

lic, optionally

substituted heterocycle of the formula

O
0 0 I
| | |
& #° #°
in which
#° marks the linkge site with the carbonyl group,

R® is hydroggh, hydroxy or benzyloxy,

is hydrogen or meth

is isopropyl, isgbutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybengfl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-

enylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \z \\\\#8

in which
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# marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the group T',

is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=OyNH-NH-R" or

-CH,-O-R'!,

in which

R7

is hydrogen, methyl, ethyl, n-propfl, tert-butyl, benzyl or

adamantylmethy],
is hydrogen or methyl,

is hydrogen, methyl, ethyl, ngropyl or benzyl,

3

9 O 1
#\ﬁ_z/ﬂ

in which

#9

marks the linkage site with —~CHC(R*)-T?,
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R" is phenyl which may be substituted by methoxycarbonyl, carbox
group of the formula —S(O),0H,

or a

R"” is phenyl which may be substituted by methoxycarbonyl g carboxyl,
R is hydrogen or hydroxy,
T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmeth

R? is methyl or hydroxy,

and also their salts, solvates and solvates of the salts.

7. Compounds of the formula (XXXa)
0 H,C R H,C CH,
Cys T N
1 2 N\)k N ™D
N—L—B—L%N x
e, 0 OeH
0 * HeTY 3 ?

(XXXa),
in which

is a cysteingfresidue which is bonded via the sulphur atom of the side chain via a

2
oMﬁ## or gyl A BL | 1B 2

is a number 2 or 3,

##'  marks the linkage site with the group G,
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## marks the linkage site with the group B,
L' islinear (C»-C¢)-alkanediyl,

B! is a group of the formula

0 0 0
5
## J\ ##° J\ L2 J\ Py
\lTl I}l/ or ##5 'il/ \lil LG
R29 RSO R31 R32
in which

##°  marks the linkage site with the group L
##°  marks the linkage site with the groyh L'®,
L is a bond,

L° is a bond,

R” is hydrogen,
R is hydrogen,
R’ is hydroggh or methyl,

R* is hygfrogen or methyl,

is lineaghC,-Ce)-alkanediyl,

C,-C¢)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a bond or a group of the formula
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0O 0O @)
* JJ\ ” )J\ 3
\l?l I}l/ . I?l/ ~N I
R* R R'6 17
0]
or *)LNNO
H R23 R24
where
* marks the linkage site with L',
ok marks the linkage site with L?,

L} is a bond or ethane-1,2-diyl,
L* is a bond,
R" is hydrogen,

is hydrogen,

or

together with the atoms to which they are bonded form piperazinyl

ring,
R*®  is methyl,
R* is hydrogen or methyl,

is linear (C,-Cy)-alkanediyl or is a group of the formula
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##M o /\46 #

where
p is a number 2 or 3,
##°  marks the linkage site with the group B,

## marks the linkage site with the nitrogen atom,

D is a group of the formula

and R’ together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfle carbonyl group,

the ring A with the N-O moiety present th€rein is a mono- or bicyclic, optionally

substituted heterocycle of thf formula

O
/O or ]
) )
#° #°
#O marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,
is hydrogen,

is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-yl-
methyl,

R’ and R? together with the carbon atom to which they are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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7 8

# \z \\\\#

in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

is a group of the formula -C(=0)-OR’ £C(=0)-NR*R’, -C(=0)-NH-NH-R"’ or

-CH,-O-R",
in which

R’ is thyl, ethyl, n-propyl, tert-butyl, benzyl or

R®
R’ is hyffrogen, methyl, ethyl, n-propyl or benzyl,

or

nd R’ together with the nitrogen atom to which they are bonded form a 4-

7-membered heterocycle,
R" is benzoyl,

R" is benzyl which may be substituted in the phenyl group by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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in which
# marks the linkage site to -CHCH,phenyl,

R" is phenyl which may be substituted by methoxycarbonyf, carboxyl or a

group of the formula —S(O),OH,
R" is phenyl which may be substituted by methoxy€arbonyl or carboxyl,
R” is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.
Claims 6 or 7, in which

8. Compounds of the formula (XXXa) according to either

Cys s a cysteine residue which is bonded vigfthe sulphur atom of the side chain via a

carbon atom of the succinimide,

L is a bond or linear (C,-Cg)-alkaned;

marks the linkage site with L',
marks the linkage site with L%,
is a bond,

is a bond,

is hydrogen or methyl,

is hydrogen or methyl,
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L’ is linear (C,-Cq)-alkanediyl or is a group of the formula

##3’\/\E o /\46##4

where
p is a number 2 or 3,
##°  marks the linkage site with the group B,

#i' marks the linkage site with the nitrogen ato

D is a group of the formula

"and R? together with the carbon atom to which they are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfle carbonyl group,

the ring A with the N-O moiety present th€rein is a mono- or bicyclic, optionally

substituted heterocycle of thf formula

?and R* together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

T! is a group of the formula -C(=0)-OR’ =0)-NR*R’,
in which
R’ is hydrogen,
R® is hydrogen,
R’ is hydroge
R” is methyl,
and also their salts, solvgs and solvates of the salts.
Compounds of the ffrmula (XXXI)
CH,
o H,C_R® OH3C CH, y
N—< H\)J\ No
N N D
s Lz_’f‘ 2 O__ O
CH = CH, O.__ O ~CH
® he cH, © CH, ?
(XXXD),

in which
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is a bond, linear (C;-C,g)-alkanediyl, or a group of the formula

1 2
N e e

where

m is a number from 2 to 6,

##'  marks the linkage site with the group G,
#i marks the linkage site with the group B,

L' s linear (C,-C;p)-alkanediyl,

B! is a group of the formula
0 O 0
w o R I
I!%zg R I'!¥31 I'!§32
in which
#4#°  mgfks the linkage site with the group L'*,

marks the linkage site with the group L'®,
is a bond or (C,-Cy)-alkanediyl,

is a bond,

is hydrogen or (C;-Cy)-alkyl,

is hydrogen or (C-Cy)-alkyl,

R* and R together with the atoms to which they are bonded form a 5- or

6-membered heterocycle,
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R’ is hydrogen or (C;-Cy)-alkyl,
R¥  is hydrogen or (C;-Cy)-alkyl,
or

R* and R* together with the atoms to which they areggdonded form a 5- or

6-membered heterocycle,
L'® is linear (C,-Cg)-alkanediyl,
and

where (C;-Cjp)-alkanediyl may be substitutgll by 1 to 4 substituents selected
independently of one another from the ggfup consisting of methyl, hydroxy and

benzyl,
and

where two carbon atoms of thf alkanediyl chain in 1,2, 1,3 or 1,4 relation to one

another, with inclusion of ag#f carbon atoms situated between them, may be bridged to

form a (C5-Cq)-cycloalkylffing or a phenyl ring,

is a bond or a group #I the formula

20

Fﬁ
* /P *k % N **
\ 2
p(w
o} , R R" 0O :

*%*

0]
or *)J\N/
| 27

R
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* marks the linkage site with L',

*k marks the linkage site with L%,

P is O or NH,

Q' is a 4- to 7-membered heterocycle,

Q’ is a 3- to 7-membered carbocycle or a 4- to 7-membeg€d heterocycle,

R' is hydrogen or (C;-Cy)-alkyl,

R" is hydrogen or the side group of a naturalgi-amino acid or of its homologues

Or isomers,
R” is hydrogen or (C;-Cy)-alkyl,
or

R' and R* together with thgfatoms to which they are bonded form a pyrrolidinyl

or

together with the atoms to which they are bonded form a 3- to 7-

membered carbocycle,
is hydrogen or (C;-Cy)-alkyl,

is linear (C,-C,¢)-alkanediyl or is a group of the formula

p is a number from 2 to 6,
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##°  marks the linkage site with the group B,

#i' marks the linkage site with the nitrogen atom,

where (C,-Cjp)-alkanediyl may be substituted by 1 to 4 substigfents selected

independently of one another from the group consisting of metyfyl, hydroxy and

benzyl,
and

where two carbon atoms of the alkanediyl chain in J2, 1,3 or 1,4 relation to one

another, with inclusion of any carbon atoms situatedfbetween them, may be bridged to

form a (C3-Cg)-cycloalkyl ring or a phenyl ring,

is a group of the formula

is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-
ethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

R' and R’ together with the carbon atom to which they are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe carbonyl group,

the ring A with the N-O moiety present th€rein is a mono- or bicyclic, optionally

substituted heterocycle of thf formula

O
_0O or I
N N
2 I
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,
is hydrogen or methyl,

is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phenyl-
ethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

R*and R* together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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H
~
ey
|:’/
z
S

in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

T! is a group of the formula -C(=0)-OR’ £C(=0)-NR*R’, -C(=0)-NH-NH-R"’ or

-CH,-O-R",
in which

R’ is thyl, ethyl, n-propyl, tert-butyl, benzyl or

is hyfrogen, methyl, ethyl, n-propyl or benzyl,

or

nd R’ together with the nitrogen atom to which they are bonded form

a 4- to 7-membered heterocycle,
R" is benzoyl,

R" is benzyl, which may be substituted in the phenyl group by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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# marks the linkage site with —-CHC(R*)-T>

R" is phenyl which may be substituted by methoxycarbonyl, carboxyl or a
group of the formula —S(O),OH,
R" is phenyl which may be subsyfluted by methoxycarbonyl or carboxyl,
R is hydrogen or hydroxy,
T is phenyl, benzyl, 1 H-indol#5-yl or 1H-indol-3-ylmethyl,
R is methyl or hydroxy,
and also their salts, solvates and gblvates of the salts.
XXI) according to Claim 9, in which

10. Compounds of the formula

L' is a bond, linegf(C,-Ce)-alkanediyl or a group of the formula

1s a number 2 or 3,
marks the linkage site with the group G,

i marks the linkage site with the group B,

where (C,-Cq)-alkanediyl may be substituted by 1 or 2 methyl substituents,
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B is a bond or a group of the formula
H 20
N ** IR
U T
0 < \ﬂ/
18 19
* , R R™ 0O ,
O O
*%N/** or *)J\N/**
R R H |!§27
where
* marks the linkage site with L',

ok marks the linkage site with
R' is hydrogen,

R" is methyl, propan-21, 2-methylpropan-1-yl or 1-methylpropan-1-yl,
R* s hydrogen ogfC,-C,)-alkyl,

or

together with the atoms to which they are bonded form a pyrrolidinyl

ring,
is hydrogen or methyl,

is hydrogen or methyl,

R*! and R* together with the atoms to which they are bonded form a cyclopropyl

ring,

R” is hydrogen or methyl,
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is linear (C,-Cq)-alkanediyl or is a group of the formula

##3’\/\E o /\/}5##4

where

p is a number 2 or 3,
##°  marks the linkage site with the group B,
#i' marks the linkage site with the nitrogen ato
where (C,-C)p)-alkanediyl may be substituted bff'1 or 2 methyl substituents,
and

where two carbon atoms of the alkgfediyl chain in 1,4 relation to one another, with
inclusion of any carbon atoms sitygfted between them, may be bridged to form a phenyl

ring,

is a group of the formula

#3 T1 # R
# R® R
which
# marks the linkage site with the nitrogen atom,

R' is hydrogen,

R’ is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-yl-
methyl,
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or
R' and R? together with the carbon atom to which they are bon form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group of the for
#2\#5
in which
# marks the linkage sy€ with the adjacent nitrogen atom,
# marks the linkg€e site with the carbonyl group,
the ring A with the N-O mojfly present therein is a mono- or bicyclic, optionally

substituted hetgfocycle of the formula

0]
_0O _0O or I
| | |
8 #° #
in which
#° marks the linkage site with the carbonyl group,

R’ is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen,

R* is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-yl-

methyl,

or
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R’ and R* together with the carbon atoms to which they are bonded fgfm a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

in which
# marks the linkage site wigh the adjacent nitrogen atom,
# marks the linkage sj€ with the group T',

is a group of the formula -C(5 )-OR’, -C(=0)-NR®R’, -C(=0)-NH-NH-R" or
-CH,-O-R",

in which

ethyl, n-propyl, tert-butyl, benzyl or

R® and R’ together with the nitrogen atom to which they are bonded form

a 4- to 7-membered heterocycle,

R" is benzoyl,

R" is benzyl, which may be substituted in the phenyl group by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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in which
# marks the linkage site with —-CHCH,pheny],

R" is phenyl which may be substituted by methgfycarbonyl, carboxyl or a
group of the formula —S(O),OH,

R" is phenyl which may be substituted bff methoxycarbonyl or carboxyl,
R is methyl or hydroxy,
and also their salts, solvates and solvates of the sa
11. Compounds of the formula (XXXI) accordingflo either of Claims 9 or 10, in which
L' is a bond,
B 1s a bond,

L’ is linear (C,-Cq)-alkangfliyl or is a group of the formula

mber 2 or 3,

arks the linkage site with the group B,

marks the linkage site with the nitrogen atom,

D

is a group of the formula
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A 1
3
or 4
#3 RB R
@)
R' R

where
# marks the linkage site with the nitrogen atom,

R is hydrogen,
R’ is benzyl or 1H-indol-3-ylmethyl,
or

R'and R’ together with the gfirbon atom to which they are bonded form a

clopropane-1,1-diyl group of the formula

in which

# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present therein is a mono- or bicyclic, optionally

substituted heterocycle of the formula
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@)
’il/
40
in which
#° marks the linkage site with the carbogl1 group,

R® is hydrogen, hydroxy or benzyl
R’ is hydrogen,
R* is benzyl or 1H-indol-3-ylmethyl,
or

R’ and R* together with the gfirbon atom to which they are bonded form a

clopropane-1,1-diyl group of the formula

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',

is a group of the formula -C(=0)-OR’ or -C(=0)-NR*R’,

in which

R’ is hydrogen,

R® is hydrogen,
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R’ is hydrogen,
R¥ is methyl,
and also their salts, solvates and solvates of the salts.

12. Compounds of the formulae (XXXa) according to claim 6 and (XXXI) g€cording to claim 9,

wherein said compounds are selected from the following group:

N-[6-(3-{[(2R)-2-amino-2-carboxyethyl]sulphanyl }-2,5-dioxopyrigflidin-1-yl)hexyl]-N-methyl-
L-valyl-N-[(3R,45,55)-1-{(25)-2-[(1R,2R)-3-{[(1S)-1-carboxy-gF(1 H-indol-3-yl)ethylJamino } -
1-methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl }-3-methoyf-5-methyl-1-oxoheptan-4-yl]-N-

methyl-L-valinamide,

N-[6-(3-{[(2R)-2-amino-2-carboxyethyl]sulphanyl } £,5-dioxopyrrolidin-1-yl)hexyl]-N-methyl-
L-valyl-N-[(3R,45,55)-1-{(25)-2-[(1R,2R)-3-{[(2#)-3-(1 H-indol-3-yl)-1-(1,2-0xazinan-2-yl)-1-
oxopropan-2-yl]amino }-1-methoxy-2-methyl

methyl-1-oxoheptan-4-yl]-N-methyl-L-valjflamide,

N-(6-{[(5S)-5-amino-5-carboxypentyfamino }-6-oxohexyl)-N-methyl-L-valyl-N-[(3R,4S,5S)-
1-{(2S)-2-[(1R,2R)-3-{[(2S)-3-(1

ylJamino }-1-methoxy-2-methy

indol-3-yl)-1-(1,2-oxazinan-2-yl)-1-oxopropan-2-
-oxopropyl]pyrrolidin-1-yl}-3-methoxy-5-methyl-1-

13. Bjfider-drug conjugates of the general formula (Ia) according to any of Claims 1 to 2 or

compoyfnds of any of Claims 6 to 11,
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L is a bond,
B is a bond,

L? is linear (C;-Ce)-alkanediyl or is a group of the formula

##3\/\}0 /\’]6##4

where
p 1S a number 2 or 3,
## marks the linkage site with the group B, and

##' marks the linkage site with the nitrogen at

and also their salts, solvates and solvates of th

14. Binder-drug conjugates of thgf general formula (Ia) according to any of Claims 1-2 or

compounds of Claim 6 or 7, wherei

G

hich

#! marks the linkage site with the cysteine residue of the binder,

# marks the linkage site with the group L',

is linear (C;-Cs)-alkanediyl or a group of the formula
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in which

m is a number 2 or 3,

#i!' marks the linkage site with the group G,
## marks the linkage site with the group B,
substituents,

where (C;-Cs)-alkanediyl may be substituted by 1 or 2 met

B is a bond or a group of the formula

0 0
)J\ N J\ **
7
. N/ \N L4
I 16 I 17

R® R

p is a number 2 or 3,

# marks the linkage site with the group B,
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##' marks the linkage site with the nitrogen atom,

and also their salts, solvates and solvates of the salts.

15. Binder-drug conjugates of the general formula (Ia) according to #ny of Claims 1-2 or

compounds of Claim 6 or 7, wherein

L' is linear (C;-Cs)-alkanediyl or a group of the formula

where

m is a number 2 or 3,

##! e group G,

marks the linkage site with L',
*k marks the linkage site with L%,

L} is a bond,
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L is a bond,
R'® is hydrogen,
R" is hydrogen,

L’ is linear (C;-Cg)-alkanediyl or is a group of the formula

##‘"’\/\PO /\/]6##4

where
p is a number 2 or 3,
# marks the linkage site with the group B,

#i' marks the linkage site with the nitroggh atom,

and also their salts, solvates and solvates of th€ salts.

16. Binder-drug conjugates of thgfgeneral formula (Ia) according to any of Claims 1 to 5 or
compounds of any of Claims 6, 7, 9for 10 or a conjugate or compound according to any of Claims 13

to 15,

wherein

is a group#f the formula

# marks the linkage site with the nitrogen atom,
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R’ is hydrogen,

R* is 4-hydroxybenzyl or 1H-indol-3-ylmethyl,

T! is a group of the formula -C(=0)-OR’ or -C(=0)-NR*R’,
in which
R’ is hydrogen,
R® is hydrogen,
R’ is hydrogen,

and also their salts, solvates and solvates of the salts.

17. Binder-drug conjugates of the general Ormula (Ia) according to Claim 1 or compounds of

Claim 6 or 9 or a conjugate or compound accgfding to Claim 13 to 15,

wherein

is a group of the formul

marks the linkage site with the nitrogen atom,

R' is hydrogen or methyl,
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is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyeth

R2
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-phegflylethyl,
diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-ylmethyl,

or

R' and R? together with the carbon atom to which they are bongfd form a (1S5,2R)-2-

phenylcyclopropane-1,1-diyl group of the formula

in which
# marks the linkaggsite with the adjacent nitrogen atom,
# marks the ljffkage site with the carbonyl group,

the ring A with the N-Qfmoiety present therein is a mono- or bicyclic, optionally

terocycle of the formula

substituted

0

0 o or ]
N N \
#© #° #°

in which
# marks the linkage site with the carbonyl group, and

R® is hydrogen, hydroxy or benzyloxy,

and also their salts, solvates and solvates of the salts.
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18. Binder-drug conjugates of the general formula (Ia) according to any of Cly

compounds of any of Claims 6, 7,9, or 10 or a conjugate or compound according to

wherein
D is a group of the formula
A
N°
43
O
R R?
where
# marks the linkage site withflhe nitrogen atom,

R' is hydrogen,
R’ is benzyl, 4-hydgfxybenzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,
or

together with the carbon atom to which they are bonded form a (1S,2R)-2-

phenylcyclopropane-1,1-diyl group of the formula

#4

5
\\\\#

N

"

in which
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# marks the linkage site with the adjacent nitrogen atom, and
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein is a heterocycle of the for

.
40
in which
#° marks the linkage site with thegarbonyl group,

and also their salts, solvates and solvates of the salts.

19. Binder-drug conjugates of the general

CH, ]

HSC CH3

(0] H

N

N ~D
AK—
cle ¢} O\CH
3 ~
CH, CH, s
—n

@,

in which

s a number from 1 to 50,

is AK, or AK,

where

is a binder which is bonded via a sulphur atom of the binder to the group G,

is a binder which is bonded via a nitrogen atom of the binder to the group G,


ip-temp
Rectangle

ip-temp
Line


- 622 -

when AK = AKj, is a group of the formula

O
)
# ) 1 e
N—# or # /\n/
O

@]
where
#' marks the linkage site with the sulphur atom offthe binder,
# marks the linkage site with the group L',
or

when AK = AK,, is carbonyl,

is a bond, linear (C;-Cj¢)-alkanediyf or is a group of the formula

ere (C;-Cp)-alkanediyl may be substituted by 1 to 4 methyl substituents,

and

where two carbon atoms of the alkanediyl chain in 1,2, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms situated between them, may be bridged to

form a (C3-Cg)-cycloalkyl ring or a phenyl ring,

is a bond or a group of the formula
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)
R14 R15
Ho
\02’
©) :
0]

where

* marks the linkage site wi
*k marks the linkage si

P is O or NH,

L’ is a bond gf (C,-C,)-alkanediyl,

nd or a group of the formula

HN
)
O *kkk or ; *kkk

* k%

in which
ok marks the linkage site with the carbonyl group,
##i%  marks the linkage site with L%,

R* is hydrogen or methyl,
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Q' is a 4- to 7-membered heterocycle,
Q’ is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycl
R™ is hydrogen or (C;-Cy)-alkyl,
R" is hydrogen or (C;-Cy)-alkyl,
or

R and RV together with the atoms to which theyfare bonded form a 5- or 6-

membered heterocycle,
R' is hydrogen or (C;-Cy)-alkyl,
R" is hydrogen or (C;-Cy)-alkyl,
or

R'%and R" together with thyf atoms to which they are bonded form a 5- or 6-

membered heyfrocycle,
R' is hydrogen or (f}-Cy)-alkyl,

r the side group of a natural o-amino acid or of its homologues

R” frogen or (C;-Cy)-alkyl,

or

and R together with the atoms to which they are bonded form a pyrrolidinyl

ring,
R* is hydrogen or (C;-Cy)-alkyl,
R* s hydrogen or (C;-Cy)-alkyl,

or
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R*! and R* together with the atoms to which they are bonded form a 3-fo 7-

membered carbocycle,
R*® s (C;-Cy)-alkyl,
R* s hydrogen or (C;-C,)-alkyl,
R” is hydrogen or (C;-Cy)-alkyl,

L’ is linear (C,-Cp)-alkanediyl or is a group of the formula

##"’\/\E o /\’}5##4

where

p is a number from 2 to 6,

##°  marks the linkage site witpfthe group B,

#i' marks the linkage sitgfwith the nitrogen atom,

where (C,-C,p)-alkanedifl may be substituted by 1 to 4 methyl substituents,
and

where two carbon atogfs of the alkanediyl chain in 1,2, 1,3 or 1,4 relation to one another, with
inclusion of any c¢ffrbon atoms situated between them, may be bridged to form a (C;-Cg)-

cycloalkyl ring gf a phenyl ring,

is a group of the formula

o BT
7
N X , o
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# marks the linkage site with the nitrogen atom,
R' is hydrogen,
R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmeth

or

R'and R’ together with the carbon atom to which ghey are bonded form a

(18,2R)-2-phenylcyclopropane-1,1-diyl group of tjfe formula

\\\# ”

N

in which
# the linkage site with the adjacent nitrogen atom,
# arks the linkage site with the carbonyl group,

the ring A wigf the N-O moiety present therein is a mono- or bicyclic, optionally

bstituted heterocycle of the formula

@)
O 0) 0O or ]
’ " " |
: &, # #
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,
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R’ is hydrogen,

R* 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethy],

or
R’ and R* together with the carbon atom to which they fire bonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group gf the formula
#E\#S

in which

# marks the linkagefite with the adjacent nitrogen atom,

# marks the liglage site with the group T',
T' is a group of thffformula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R '’ or

is hydrogen, methyl, ethyl, n-propyl, fert-butyl, benzyl or

adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,

or

R® and R together with the nitrogen atom to which they are bonded form a 4-

to 7-membered heterocycle,

R" is benzoyl,
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R" is benzyl, which may be substituted in the phenyl groy$ by

methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula

9 \ 7/

#\/O #\/S

9 #
#\/\Rm or \«

in which

henyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethy],

and also their salts, gblvates and solvates of the salts.

20. Binder-drug coffjugates according to Claim 19 of the general formula (I),
in which

is a number from 1 to 50,

is AK; or AK,

where

AK, is an antibody or an antigen-binding antibody fragment and are bonded via a

sulphur atom to the group G,
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AK, is an antibody or an antigen-binding antibody fragment and are bonde

nitrogen atom to the group G,
G, L' B,L>and D have the definitions indicated in Claim 19,
and also their salts, solvates and solvates of the salts.

21. Binder-drug conjugates according to any of Claims 19 or 20 of thegfeneral formula (I), in

which
n is a number from 1 to 20,
AK is AK, or AK,

where

AK, is an antibody or an antigen-biglling antibody fragment which binds to C4.4a
and is bonded via the sulphyf atom of a cysteine residue of the binder to the

group G,

is an antibody or andintigen-binding antibody fragment which binds to C4.4a

in which
#' marks the linkage site with the cysteine residue of the binder,
# marks the linkage site with the group L',

or
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when AK = AK,, is carbonyl,

L' is a bond, linear (C,-Cg)-alkanediyl or is a group of the formula

##‘\/\£ /\/],##2

O m

where

m is a number from 2 to 6,

#it ! marks the linkage site with the grou

## marks the linkage site with the group B,

where (C,-Cg)-alkanediyl may be substitutgl by 1 or 2 methyl substituents,

B is a bond or a group of the formula

O
or )L NNOY
H 24
O

marks the linkage site with L',
marks the linkage site with L%,
is a bond or ethane-1,2-diyl,

is a bond or a group of the formula


ip-temp
Rectangle

ip-temp
Line


or

- 631 -

O\[]/**** or

*kk

in which
wkE marks the linkage site with the carbonyl gro
ik marks the linkage site with L%,
R” is methyl,

is a 4- to 6-membered carbocycle or piferidine-1,4-diyl,
is hydrogen,

is hydrogen,

is hydrogen or methyl,

is hydrogen or meghyl,

gether with the atoms to which they are bonded form a piperazinyl

is hydrogen, methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-1-
yl,

is hydrogen or methyl,

R' and R together with the atoms to which they are bonded form a pyrrolidinyl

ring,
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R is hydrogen or methyl,
R* is hydrogen or methyl,
or

R*! and R* together with the atoms to which they are bondegfform a cyclopropyl

ring,
R* is methyl,
R* is hydrogen or methyl,

is linear (C,-Ce)-alkanediyl or is a group of the

where

p is a number from 2 t
##°  marks the linkagf site with the group B,

## marks the lfikage site with the nitrogen atom,

where (C,-Cg)filkanediyl may be substituted by 1 or 2 methyl substituents,

is a grougfof the formula

o) R T
7
N X, o

26

# marks the linkage site with the nitrogen atom,
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R is hydrogen,

R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or

R' and R? together with the carbon atom to which theyfire bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group gf the formula

# WH

N

in which
# marks thefinkage site with the adjacent nitrogen atom,
the linkage site with the carbonyl group,

the ring A with thg/N-O moiety present therein is a mono- or bicyclic, optionally

subsytuted heterocycle of the formula

0]
O @) or I
A )
& #° #°
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen,
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R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or

R’ and R* together with the carbon atom to which they are Jonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group of theformula

.y
in which
# marks the linkg€e site with the adjacent nitrogen atom,
# marks thefinkage site with the group T',
T! is a group of the forgflula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R"’ or

-CH,-O-R'!,

in which

R’ hydrogen, methyl, ethyl, n-propyl, fert-butyl, benzyl or

adamantylmethyl,

is hydrogen or methyl,

R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,

or

R®and R’ together with the nitrogen atom to which they are bonded

form a 4- to 7-membered heterocycle,

R" is benzoyl,
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R" is benzyl, which may be substituted in the phenyl groy$ by

methoxycarbonyl or carboxyl,
R’ is hydrogen, methyl or a group of the formula

9 9 N\

#\/O #\/S

#9 #9 O R1
P~ o T
N—N

in which
# marks the linkage site wj —CHC(R™)-T?,

is phenyl which mgf be substituted by methoxycarbonyl, carboxyl or a

22.

s a number from 1 to 10,
is AK, or AK,
where

AK, is an antibody which comprises the six CDR sequences of the antibody BO1-3,
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of the
antibody BO1-3, B01-10, M31-B0O1 or D02-6 or the light and heavy chain of
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the antibody BO1-3, BO1-10, M31-BO1 or D02-6, and is bonded v;j

sulphur atom of a cysteine residue of the binder to the group G,

AK,
G
4l
in which
#! marks the linkage sitgfwith the cysteine residue of the binder,
# marks the linkagf site with the group L',
or

when AK = 2, 1s carbonyl,

is a number 2 or 3,
##'  marks the linkage site with the group G,

i marks the linkage site with the group B,
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where (C,-Cg)-alkanediyl may be substituted by 1 or 2 methyl substituents,

B is a bond or a group of the formula

0 O 0]
)]\ L3 )J\ - )]\ .0 **
. N/ \N I_4/ . 1
I 16 I 17

R R O

ek

in which

Hokk marks the linkage site with the carbonyl group,
##%%  marks the linkage site with L%,

R% is methyl,

is piperidine-1,4-diyl,

is hydrogen or methyl,
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R" is hydrogen or methyl,
or

R'®and R" together with the atoms to which they are bonded fogh a piperazinyl

ring,
R* is hydrogen or methyl,
R* is hydrogen or methyl,
or

R*' and R* together with the atoms to whigh they are bonded form a cyclopropyl

ring,
R” is methyl,
R* is hydrogen,

is linear (C,-Ce)-alkanediyl,

or

marks the linkage site with the nitrogen atom,
R' is hydrogen,
R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or
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R'and R’ together with the carbon atom to which they are bonded fgfm a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

Ha WH

N

in which
# marks the linkage site wigh the adjacent nitrogen atom,
# marks the linkage si€ with the carbonyl group,

the ring A with the N-O moiety pffsent therein is a mono- or bicyclic, optionally

e of the formula

substituted heteroc

R
0]
/O or I
) )
#° #°
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen,

R’ is benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or

R’ and R* together with the carbon atom to which they are bonded form a

(1S8,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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H
~
ey
|:’/
z
4

in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

is a group of the formula -C(=0)-OR”, L(=0)-NR*R’ or -CH,-O-R"",
in which

R’ is hydrogen, methyl, f£thyl, n-propyl, benzyl or adamantylmethyl,
R® is hydrogen or

is hydrogepf methyl, ethyl, n-propyl or benzyl,

marks the linkage site with -CHCH,pheny],

R" is phenyl which may be substituted by methoxycarbonyl, carboxyl or a
group of the formula —S(O),0H,

R" is phenyl which may be substituted by methoxycarbonyl or carboxyl,
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and also their salts, solvates and solvates of the salts.

23. Process for preparing the compounds of the invention according to any of Claims I to 22, of

the general formula (I), characterized in that a solution of the binder in a buffer

[A] is admixed with a suitable reducing agent, such as, for examply, dithiothreitol or

tris(2-carboxyethyl)phosphine hydrochloride, and is subsequghtly reacted with a

compound of the formula (IT)

H.C CH
3 3 H
~D
N—L—B—L%N
o._ O
CH, o CH,
H,C (I

in which D, L', B and L? each hayf the the definitions indicated in any of Claims 19-

22,

to give a compound of thefOormula (I-A)

CH,
CH, H,C CH,
0 H
H\)k N N\D
o 0. 0O
i CH, O__0O ~CH
° he e, & CH ?
—1n

(I-A),

in which n, AK,, D, L', B and L? each have the the definitions indicated in any of

Claims 19-22,

[B] is reacted with a compound of the formula (III)
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CH, H,C
0
H
L(uk
: I

H, O CH, O . O

H,C” “CH

3

CH

3

N

o H,C
0
,0—4
L—B—L%=

)
CH, A

3

O

(1),

in which D, L', B and L? each have the the definitions i
22,

cated in any of Claims 19-

to give a compound of the formula (I-B)

AK;

in which n, AK,,, L', B and L? each have the the definitions indicated in any of

Claims 19-22.

Compounds prepgfed by the process according to Claim 23 or 59, where AK; and AK, is an
antibody whiclfcomprises the six CDR sequences of the antibody B01-3, BO1-10 or D02-6,
the variablefight and variable heavy chain of the antibody B01-3, BO1-10 or D02-6 or the light
chain of the antibody B01-3, BO1-10 or D02-6, and also their salts, solvates and

solvayfs of the salts.

mpounds of the formula (XXX)
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CH,

0 H,C__-CH, oHSC
Cys H
1 2 N D
N—L—B—L—ITJ ¥ |
CH, O _Ai_ CH, O__ 0O
0 * He” cH, | CM
(XXX),

in which
Cys  is acysteine residue which is bonded via the sulphur agbm of the side chain to a carbon

atom of the succinimide,

is a bond, linear (C;-C,g)-alkanediyl or is a grgfp of the formula

##'  marks the linkge site with the group G,
#i marks theffinkage site with the group B,
where (C;-Cg)-alkandiyl may be substituted by 1 to 4 methyl substituents,

and

whffre two carbon atoms of the alkanediyl chain in 1,2, 1,3 or 1,4 relation to one
nother, with inclusion of any carbon atoms situated between them, may be bridged to

form a (C5-Cq)-cycloalkyl ring or a phenyl ring,

is a bond or a group of the formula


ip-temp
Rectangle

ip-temp
Line


oI

* *%

N \n/

* marks the linkage site
ok marks the linkageite with L%,

is O or NH,

*k*k

in which
wkE marks the linkage site with the carbonyl group,

ik marks the linkage site with L%,
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R” is hydrogen or methyl,
Q' is a 3- to 7-membered carbocycle or a 4- to 7-membered aza heterocgle,
Q° is a 3- to 7-membered carbocycle or a 4- to 7-membered aza hegrocycle,
R" is hydrogen or (C;-Cy)-alkyl,
R”  is hydrogen or (C,-Cy)-alkyl,
or

R and R" together with the atoms to whichffthey are bonded form a 5- or 6-

membered heterocycle,
R' is hydrogen or (C;-Cy)-alkyl,
R" is hydrogen or (C;-Cy)-alkyl,

or

R" is hydgfgen or the side group of a natural o-amino acid or of its homologues

mers,

1s hydrogen or (C;-Cy)-alkyl,

R' and R together with the atoms to which they are bonded form a pyrrolidinyl

ring,
R* s hydrogen or (C;-Cy)-alkyl,
R* is hydrogen or (C;-Cy)-alkyl,

or
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R*! and R* together with the atoms to which they are bonded form a 3-

membered carbocycle,
R*® s (C;-Cy)-alkyl,
R** s hydrogen or (C;-Cy)-alkyl,
R” is hydrogen or (C;-Cy)-alkyl,

is linear (C,-Cp)-alkanediyl or is a group of the formula

##3\/\% o /\’}5##4

where

p is a number from 2 to 6,

##°  marks the linkage site witpfthe group B,

#H' marks the linkage sitgfwith the nitrogen atom,

where (C,-C,p)-alkanedifl may be substituted by 1 to 4 methyl substituents,

in which
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# marks the linkage site with the nitrogen atom,
R' is hydrogen,
R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmeth
or
R'and R’ together with the carbon atom to which giey are bonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl giffup of the formula
#2\#5
in which
# the linkage site with the adjacent nitrogen atom,
# arks the linkage site with the carbonyl group,
the ring A wigf the N-O moiety present therein is a mono- or bicyclic, optionally

bstituted heterocycle of the formula

@)
O 0) 0O or ]
’ " " |
: &, # #
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,
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R’ is hydrogen,

R* is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethy],

or
R’ and R* together with the carbon atom to which they fire bonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group gf the formula
#E\#’;
in which
# marks thefinkage site with the adjacent nitrogen atom,
# the linkage site with the group T',
T' is a group of thffformula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R '’ or

is hydrogen, methyl, ethyl, n-propyl, fert-butyl, benzyl or

adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,

or

R® and R’ together with the nitrogen atom to which they are bonded form

a 4- to 7-membered heterocycle,

R" is benzoyl,
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R" is benzyl, which may be substituted in the phenyl groy$ by

methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula

9 9 N\

#\/O #\/S

9 #
#\/\Rm or \«

in which

26.

cysteine residue which is bonded via the sulphur atom of the side chain to a carbon

tom of the succinimide,

is a bond, linear (C,-Cg)-alkanediyl or is a group of the formula
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m is a number from 2 to 6,
##'  marks the linkage site with the group G,
#H marks the linkage site with the group B,

where (C,-Cg)-alkandiyl may be substituted by 1 or 2 methyl subsjy

B is a bond or a group of the formula
0O O )
* )J\ ” )J\ R )]\
R
R* R R® R"

or *)L

where
* marks the linkag€ site with L',
ok marks the Yhikage site with L%,

L} is a bghd or ethane-1,2-diyl,
L iff a bond,

is hydrogen,

is hydrogen,

is hydrogen or methyl,

is hydrogen or methyl,
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R'®and R" together with the atoms to which they are bonded form a pipergzinyl

ring,
R* is methyl,
R* is hydrogen or methyl,

is linear (C,-Ce)-alkanediyl or is a group of the formula

##MO /\46##4

where

p is a number 2 or 3,
##°  marks the linkage site with the gfoup B,
#H' marks the linkage site wit

he nitrogen atom,

is a group of the formula

or

marks the linkage site with the nitrogen atom,
R is hydrogen,
R’ is 1-hydroxyethyl, benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or
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R'and R’ together with the carbon atom to which they are bonded fgfm a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

Ha WH

N

in which
# marks the linkage site wigh the adjacent nitrogen atom,
# marks the linkage siy€ with the carbonyl group,

the ring A with the N-O moiety pffsent therein is a mono- or bicyclic, optionally

substituted heterocyfle of the formula

0]
O o or I
" " |
8, # #
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

is hydrogen,

R’ is benzyl, 1-phenylethyl or 1H-indol-3-ylmethyl,

or

R’ and R* together with the carbon atom to which they are bonded form a

(1S8,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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H
~
ey
|:’/
z
%

in which
# marks the linkage site with the agfacent nitrogen atom,
# marks the linkage site with gfe group T',

is a group of the formula -C(=0)-OR’£C(=0)-NR*R’, -C(=0)-NH-NH-R'’ or

is benzyl, which may be substituted in the phenyl group by

methoxycarbonyl or carboxyl,

in which

# marks the linkage site with -CHCH,pheny],
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R" is phenyl which may be substituted by methoxycarbonyl, carboxy or a

group of the formula —S(O),0H,
R"” is phenyl which may be substituted by methoxycarbonyl g carboxyl,

and also their salts, solvates and solvates of the salts.

217. Binder-drug conjugates of the general formula (I) according tofiny of Claims 19 to 22 or

compounds of Claim 25 or 26, wherein

D is a group of the formula
A
N~
43
O
R' R
where
# marks the linkagf site with the nitrogen atom,
Rl
R’ 1 or 1H-indol-3-ylmethyl,
or

together with the carbon atom to which they are bonded form a (1S,2R)-2-

phenylcyclopropane-1,1-diyl group of the formula
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in which

# marks the linkage site with the adjacent gfirogen atom,

# marks the linkage site with the carbghiyl group,

the ring A with the N-O moiety present therein is g heterocycle of the formula

2

:u:—
[=))

in which

#° marks e linkage site with the carbonyl group,

and also their salts, solvates and solvates of the salts

28. Binder-drug conj

compounds of Claim 2# or 26, wherein

where

T! is -C(=0)-OH or -C(=0)-NH,

ates of the general formula (I) according to any of Claims 19 to 22 or


ip-temp
Rectangle

ip-temp
Line


- 656 -

and also their salts, solvates and solvates of the salts.

29. Binder-drug conjugates of the general formula (I) according to any of Clfims 19 to 22 or

compounds of Claim 25 or 26 or a conjugate or compound according to Claim 274r 28,

wherein
B is a bond or a group of the formula
O O
3
)J\ L )J\ -
. N~ N L4

where

%

Kk

L’and L*

30. Binder-dru
2,19, 20, or 21

onjugates of the general formula (I) or (Ia) according to any of Claims 1,

erein n is from 1 to 10.

und having one of the following structures,
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COOH

H,N
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zT
| g
o—=
I
zT
3:0
P
zT
Trnnns
N 2
O

H,C
N\W/\\/O\“/\O/\\/o\//\N
|
o CH,
H,C OH

2T
E

{

R\

o) CH, O
H,C
H,CA CH,

o CH, O
H,C
H,C_-CH,

and aJfo their salts, solvates and solvates of the salts.
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36.

37.

38.

39.

40.

41.
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Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 60, or 61, whe

binder binds to a cancer target molecule.

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32, 60, or #1, where the

binder binds to an extracellular target molecule.

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32433, 60, or 61, where

the binder binds to an extracellular cancer target molecule.

Binder-drug conjugate according to any of Claims 1-5, 13-22, 2#-30, 32-34, 60, or 61, where

the target molecule, extracellular target molecule, cancer garget molecule or extracellular

cancer target molecule is a protein.

Binder-drug conjugate according to any of Claims 14, 13-22, 27-30, 32-35, 60, or 61, where
the binder after binding to the extracellular tgfget molecule is internalized by the cell

expressing the target molecule.

Binder-drug conjugate according to any gf Claims 1-5, 13-22, 27-30, 32-36, 60, or 61, where

the binder is a binder protein.

Binder-drug conjugate according g any of Claims 1-5, 13-22, 27-30, 60, 32-37, or 61, where

the binder is an antibody or antigen-binding antibody fragment thereof or an antibody

mimetic.

Binder-drug conjugate fccording to any of Claims 1-5, 13-22, 27-30, 32-38, 60, or 61, where

the binder is a mon

Binder-drug cgffjugate according to any of Claims 1-5, 13-22, 27-30, 32-39, 60, or 61, where

the binder igfa human, humanized or chimeric antibody.

Binderflrug conjugate according to any of Claims 1-5, 13-22, 27-30, 32-40, 60, or 61, where

nder is an intact or a modified intact antibody.

inder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32-41, 60, or 61, where
the binder is an antibody of the IgG class.

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32-42, 60, or 61, where

the binder binds to an extracellular cancer target molecule which is selected from the group
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45.

46.

47.

48.

49.
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consisting of EGF receptor (NP_005219.2), mesothelin (Q13421-3), C4.4a (NP_055/5.2)
and carboanhydrase IX (CA IX; NP_001207.2).

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32-43, 6040r 61, where
the binder binds specifically to an extracellular cancer target molecule whichfis selected from
the group consisting of EGF receptor (NP_005219.2), mesothelin 13421-3), C4.4a
(NP_055215.2) and carboanhydrase IX (CA IX; NP_001207.2).

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-3f, 32-44, 60, or 61, where

the binder is an antibody that binds to C4.4a.

Binder-drug conjugate according to any of Claims 1-5, 1342, 27-30, 32-45, 60, or 61, where
the binder is an antibody that binds to to S1 domains (agfiino acid position 1-85 of SEQ ID
NO: 1) of C4.4a.

Binder-drug conjugate according to any of Claigs 1-5, 13-22, 27-30, 32-46, 60, or 61, where
the binder is an antibody binds specifically gf C4.4a.

Binder-drug conjugate according to anyfof Claims 1-5, 13-22, 27-30, 32-47, 60, or 61, where
the binder is an anti-C4.4a antibody#r antigen-binding antibody fragment which competes

with antibody M31-B01 and/or w#th the antibody M20-D02-S-A for binding to C4.4a.

Binder-drug conjugate accogfling to any of Claims 1-5, 13-22, 27-30, 32-48, 60, or 61, wherein
the binder is selected ffom the group consisting of antibody which comprises the CDR
sequences of the varigble heavy chain represented by the sequences SEQ ID NO: 75-77 and
which comprises tff€ CDR sequences of the variable light chain represented by the sequences
SEQ ID NO: 7§80 (B0O1-10), antibody which comprises the CDR sequences of the variable
heavy chaingfpresented by the sequences SEQ ID NO: 5, 9 and 13 and which comprises the
CDR segyfnces of the variable light chain represented by the sequences SEQ ID NO: 17, 21
and 23AM31-B01), antibody which comprises the CDR sequences of the variable heavy chain
repysented by the sequences SEQ ID NO: 6, 10 and 14 and which comprises the CDR

quences of the variable light chain represented by the sequences SEQ ID NO: 18, 22 and 26
(M20-D02-S-A), antibody which comprises the CDR sequences of the variable heavy chain
represented by the sequences SEQ ID NO: 7, 11 and 15 and which comprises the CDR
sequences of the variable light chain represented by the sequences SEQ ID NO: 19, 23 and 27
(M60-G03), antibody which comprises the CDR sequences of the variable heavy chain
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(36-H02), antibody which comprises the CDR sequences of the variable
represented by the sequences SEQ ID NO: 45-47 and which comprises the CD} sequences of

which comprises the CDR sequences of the variable heavy chain represegfed by the sequences
SEQ ID NO: 55-57 and which comprises the CDR sequences of ghie variable light chain
represented by the sequences SEQ ID 58-60 (BO1-5),
antibody which comprises the CDR sequences of the variable

sequences SEQ ID NO: 65-67 and which comprises the CD,

avy chain represented by the
sequences of the variable light
chain  represented by the sequences SE ID NO: 68-70 (B01-7),
antibody which comprises the CDR sequences of the

sequences SEQ ID NO: 85-87 and which compris

riable heavy chain represented by the
the CDR sequences of the variable light
chain  represented by the sequences/ SEQ ID NO: 8890 (BO1-12),
antibody which comprises the CDR sequencgf of the variable heavy chain represented by the
sequences SEQ ID NO: 95-97 and which£omprises the CDR sequences of the variable light
chain  represented by the uences SEQ ID NO: 98-100 (D02-4),
antibody which comprises the CDRequences of the variable heavy chain represented by the
sequences SEQ ID NO: 105-107/and which comprises CDR sequences of the variable light
chain  represented by e sequences SEQ ID NO: 108-110 (D02-6),
antibody which comprises

sequences SEQ ID NO:

e CDR sequences of the variable heavy chain represented by the
15-117 and which comprises the CDR sequences of the variable light
chain  representedf by the sequences SEQ ID NO: 118-120 (D02-7),
antibody which cgfnprises the CDR sequences of the variable heavy chain represented by the

sequences SEQYID NO: 125-127 and which comprises the CDR sequences of the variable light

Binder-drug conjugate according to any of Claims 1-5, 13-22, 27-30, 32-49, 60, or 61, where
the binder is an anti-C4.4a antibody or antigen-binding antibody fragment selected from the

group consisting of antibodies which comprise the amino acid sequence of the variable heavy
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chain represented by the sequence SEQ ID NO: 81 and which comprise the amingfacid
sequence of the variable light chain represented by the sequence SEQ ID NO: 82 (BOl#7),

antibodies which comprise the amino acid sequence of the variable heavy chain yfpresented by
the sequence SEQ ID NO: 33 and which comprise the amino acid sequengf of the variable
light chain represented by the sequence SEQ ID NO:/ 29 (M31-B01),
antibodies which comprise the amino acid sequence of the variable heay® chain represented by
the sequence SEQ ID NO: 34 and which comprise the amino acigfsequence of the variable
light chain represented by the sequence SEQ ID : 30 (M20-D0O2 S-A),
antibodies which comprise the amino acid sequence of the vagyfible heavy chain represented by
the sequence SEQ ID NO: 35 and which comprise the agfino acid sequence of the variable
light chain represented by the sequence Q ID NO: 31 (M60-G03),
antibodies which comprise the amino acid sequence g the variable heavy chain represented by
the sequence SEQ ID NO: 36 and which comprfe the amino acid sequence of the variable
light chain represented by the seqfence SEQ ID NO: 32 (M36-H02),
antibodies which comprise the amino acid gfquence of the variable heavy chain represented by
the sequence SEQ ID NO: 51 and whigh comprise the amino acid sequence of the variable
light chain  represented by e sequence SEQ ID NO: 52 (B01-3),
antibodies which comprise the amjffo acid sequence of the variable heavy chain represented by
the sequence SEQ ID NO: 61 And which comprise the amino acid sequence of the variable
light chain represente by the sequence SEQ ID NO: 62 (BO1-5),
antibodies which comprigf€ the amino acid sequence of the variable heavy chain represented by
the sequence SEQ ID/NO: 71 and which comprise the amino acid sequence of the variable

light chain refresented by the sequence SEQ ID NO: 72 (BO1-7),

the sequencgfSEQ ID NO: 91 and which comprise the amino acid sequence of the variable
light chfiin  represented by the sequence SEQ ID NO: 92 (B0O1-12),
antibogfes which comprise the amino acid sequence of the variable heavy chain represented by
the gequence SEQ ID NO: 101 and which comprise the amino acid sequence of the variable
foht  chain represented by the sequence SEQ ID NO: 102 (D02-4),
antibodies which comprise the amino acid sequence of the variable heavy chain represented by
the sequence SEQ ID NO: 111 and which comprise the amino acid sequence of the variable
light chain represented by the sequence SEQ ID NO: 112 (D02-6),

antibodies which comprise the amino acid sequence of the variable heavy chain represented by
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the sequence SEQ ID NO: 121 and which comprise the amino acid sequence of the v
light chain represented by the sequence SEQ ID NO: 122
antibodies which comprise the amino acid sequence of the variable heavy chain regfesented by
the sequence SEQ ID NO: 131 and which comprise the amino acid sequence#f the variable
light chain represented by the sequence SEQ ID NO: 132 (D02-11), anddantibodies which
comprise the amino acid sequence of the variable heavy chain represegfed by the sequence

SEQ ID NO: 141 and which comprise the amino acid sequence of
represented by the sequence SEQ ID NO: 142 (D02-13).

e variable light chain

Binder-drug conjugate according to any of Claims 1-5, 13-22427-30, 32-50, 60, or 61, where
the binder is an anti-C4.4a antibody or antigen-binding agfibody fragment selected from the

group consisting of

antibody which comprises the amino acid sequencg of the light chain represented by SEQ ID
NO: 346 and which comprises the amino acid s

ID NO: 347 (M31-B01),

uence of the heavy chain represented by SEQ

antibody which comprises the amino agfl sequence of the light chain represented by SEQ ID
NO: 352 and which comprises the arggfno acid sequence of the heavy chain represented by SEQ

ID NO: 353 (B01-3),

antibody which comprises thf amino acid sequence of the light chain represented by SEQ ID
NO: 364 and which comppfses the amino acid sequence of the heavy chain represented by SEQ

ID NO: 365 (B01-10),

antibody which ¢
NO: 382 and
ID NO: 3834D02-6).

prises the amino acid sequence of the light chain represented by SEQ ID

ich comprises the amino acid sequence of the heavy chain represented by SEQ

inder-drug conjugate or a compound according to any of Claims 1-5, 13-22, 27-30, 32-51,
60, or 61for use in a method for the treatment and/or prophylaxis of hyperproliferative and/or

angiogenic diseases.
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Binder-drug conjugate or a compound according to any of Claims 1-5, 13-22, 27-30,
60, or 61 for producing a medicament for the treatment and/or proph

hyperproliferative and/or angiogenic diseases.

Medicament comprising a binder-drug conjugate or a compound according tofny of Claims 1-
22, 24-51, 60, or 61, in combination with an inert, non-toxic, pharmfceutically suitable

excipient.

Medicament comprising a binder-drug conjugate or a compound ag€ording to any of Claims 1-
22, 24-51, 60, or 61, in combination with one or more anti-pffperproliferative, cytostatic or

cytotoxic substances.

Medicament according to Claim55 or 56 for ¢ treatment and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.

Method for the treatment and/or prophylaxis gfhyperproliferative and/or angiogenic diseases

in humans and animals, using an effective gnount of at least one binder-drug conjugate or a
compound according to any of Claims 142, 24-51, 60, or 61, or of a medicament as defined in

any of Claims 55-57.

Process for preparing the compoyhids of the invention according to any of Claims 1 to 5, of the

general formula (Ia), characteglzed in that a solution of the binder in a buffer

[A] is admixed withffa suitable reducing agent, such as, for example, dithiothreitol or

tris(2-carboxyfthyl)phosphine hydrochloride, and is subsequently reacted with a

compound#f the formula (Ila)

NLBLN

(@] H,C H,

(Ia),

in which D, L!, B, L? and R* each have the definitions indicated in Claims 1 to 53,
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to give a compound of the formula (Ia-A)

[ CH,

0]

RSS
H
PN
o
H,C

O H,C

AK
N—L-B—L%N
¢

H.C
¢, o
H, N 3 ~
(0] 3 CH,

(Ia-A),

in which n, AK,, D, L', B, L? and R* each have gfe definitions indicated in Claims 1

to 5.
or

[B]
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(Ia-B),

in which n, AK,, D, L', B, L* and R* each have the definitions indicated jf Claims 1

to 5.

60. Binder-drug conjugates selected from the following compounds:
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AR

AK,~

AK,

and

AK, <

where igfeach case

is a number from 2 to §,
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AK;, is a human or humanized antibody or an antigen-binding antibody fragment which bighls to

C4.4a and is bonded via a cysteine group to the toxophore linker unit, and

AK, is a human or humanized antibody or an antigen-binding antibody fragment wf#iich binds to

C4.4a and is bonded via a lysine group to the toxophore linker unit.

61.Binder-drug conjugates selected from the following compounds:

CH,
AKi~ 0 H,C__-CH, OH30
H
I ]
CH, O _A_ CH, O
* he” cH, ° CH

HOCHe MO 4

H
AKzB\\n/\/\/\N N ’ N
| |

o) CH, O CH, O._ O
* he  fom, 0 TCH,
- —n
CH,
AK g~ Y H,C-__-CH, OH3C CH,
H
N N\)]\ N
| : o__ O
0 CH i__ CH, O “CH
® He eH, ° CH ’
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CH,
AK, g o H.C__CH, H.C CH
(0] (0]
H H
N\/\/\)J\ ~N N\)J\ N
H \n/\/\'Il . | !
0 o CH, O _A__CH, O0_ O X
3 HSC/\ H, 3 \CHS

where in each case

n is a number from 2 to 8,

and

AK s and AK,5 are BO1-3.
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CLAIMS
1. Binder-drug conjugates of the general formula (la)
— CH, —
H,C_R” H,C CH,
O H
H N
1 2 N\)k N ™D
AK—T-G—L—B—L=—N Y N
ICH o] : (|3H O._ O O~ch ©
* he cH, | CH, ?
L —in
(1a),
in which
n is a number from 1 to 50,
the group §-G-L-B-L%88§ is a linker,
where
3 marks the linkage site with the group AK and
8§ marks the linkage site with the nitrogen atom,

AK is AK; or AK,
where

AK; is an antibody or an antigen-binding antibody fragment which binds to C4fa
andis bonded via a sulphur atom of a cysteine residue of the antibody orjan

antigen-binding antibody fragment to the group G,

AK, is an antibody or an antigen-binding antibody fragment which binds to C4ta
and is bonded via an NH side group of a lysine residue of the antibody or

antigen-binding antibody fragment to the group G,

G when AK = Ak, is a group of the formula
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where

# marks the linkage site with the sulphur atom of the binder,

# marks the linkage site with the group L

or

when AK = AK;, G is carbonyl,

is a bond or linear (&C,o)-alkanediyl,

where the (GCyg)-alkanediyl may be substituted by 1 to 4 substituents sele

independently of one another from the group consisting of methyl, hydroxy

benzyl,

is a bond or a group of the formula

* marks the linkage site with'L
** marks the linkage site with?_
L3 is a bond or (§C,)-alkanediyl,

L is a bond,

cted

and
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R™ is hydrogen or (GC,)-alkyl,
RY  is hydrogen or (GCy)-alkyl,

is linear (G-C,q)-alkanediyl or is a group of the formula

p is a number from 2 to 6,
##°  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

where the (G-C,g)-alkanediyl may be substituted by 1 to 4 substituents seled
independently of one another from the group consisting of methyl, hydroxy

benzyl,

is a group of the formula

1 # R
_0 L
N D
3 3
R R
#%O , R% T2
R' R
in which
# marks the linkage site with the nitrogen atom,

R! is hydrogen,
R? is benzyl, 4-hydroxybenzyl, 1-phenylethyl, di-indol-3-ylmethyl,

or

H’

ted

nd
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R'and R together with the carbon atom to which they are bonded forrp a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

#

5
\\\\#

N

>

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

thering A with the N-O moiety present therein is a mono- or bicyclic, optiongly

substituted heterocycle of the formula

RG
Nid N~ EN/
|6 |6

|
®L ., ¥,

Z-0

o

in which
# marks the linkage site with the carbonyl group,
R® is hydrogen or hydroxy,
R® is hydrogen,
R is benzyl, 1-hydroxyethyl, 4-hydroxybenzyl, dd-Indol-3-ylmethyl,
or

R*and R together with the carbon atom to which they are bonded forni

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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I+
]

|llllt[ ’
%

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T
T! is a group of the formula -C(=0)-ORr -C(=0)-NRR’,
in which
R’ is hydrogen, ethykert-butyl, benzyl or adamantylmethyl,
R® is hydrogen or methyl,

R® is hydrogenn-propyl or benzyl,

or
R®and R together with the nitrogen atom to which they are bonded fprm
a4- to 7-membered heterocycle,
R is hydrogen, methyl or a group of the formula

O O
] Y
#\/O #\/S '

0 o #2 @) R
#\/\Rlz #\/\Rlz or \« W/
N—N

in which



ip-temp
Line

ip-temp
Rectangle


R35

-554-

# marks the linkage site with -CHCRT?,

R'? is phenyl which may be substituted by a group of the formula
S(O),0H,

R s phenyl,
R*®  is hydrogen or hydroxy,
T2 is phenyl or H-indol-3-yl,

is methyl or hydroxy,

andalso their salts, solvates and solvates of the salts.

Binder-drug conjugates of the general formula (la) according to Claim 1, in which

Ll

is a number from 1 to 20,
is a bond or linear (2Cq)-alkanediyl,
where the (&Cg)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a bond or a group of the formula

Q0 O
)‘L L )J\ -
. hld,.-' ‘xl}l L4
R1E- Rﬁ'
where
* marks the linkage site with'L

** marks the linkage site with?.

L3 is a bond or ethane-1,2-diyl,
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L* is a bond,
R  is hydrogen or methyl,
RY  is hydrogen or methyl,

L? is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\% /\/]/##4
o p

where

p is a number from 2 to 6,

##>  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

where the (&Cg)-alkanediyl may be substituted by 1 or 2 methyl substituents,

andalso their salts, solvates and solvates of the salts.

Binder-drug conjugates of the general formula (Ia) according to any of Claims 1 or 2, in which
n is a number from 1 to 10,
AK is AK; or AK;

where

AK; is an antibody which comprises the six CDR sequences of the antibody BORL-3,
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of the
antibody B01-3, BO1-10, M31-B01 or D02-6 or the light and heavy chain pf

the antibody B01-3, B01-10, M31-BO1 or DO02-6, and is bonded via the

———

sulphur atom of a cysteine residue of the binder to the group G,
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AK, is an antibody which comprises the six CDR sequences of the antibody B(

1-3,

B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of

e

antibody B01-3, B01-10, M31-B01 or D02-6 or the light and heavy chainjof
the antibody B01-3, BO1-10, M31-B0O1 or D02-6, and is bonded via the jH

side group of a lysine residue of the binder to the group G,

is a bond or linear (C¢)-alkanediyl,

where the (&C¢)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a bond or a group of the formula

O O
3
*)LN/LKNJJ\L#’**
||q1f- ||11T
where

**

L3

L4

R17

marks the linkage site with'L
marks the linkage site with’
is a bond or ethane-1,2-diyl,
is a bond,

is hydrogen or methyl,

is hydrogen or methyl,

is linear (G-Cg)-alkanediyl or is a group of the formula
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p is a number from 2 to 6,
#3  marks the linkage site with the group B,
# marks the linkage site with the nitrogen atom,

is a group of the formula

A 3 5
_0 # Tt # R

N >< , o

#3 R® R

O 1
R' R
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,
R? is 1benzyl, 4-hydroxybenzyl, 1-phenylethyl d¢i-indol-3-yImethyl,
or

R'and R together with the carbon atom to which they are bonded form

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

# \\\\#5

N

>

in which
# marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the carbonyl group,

=}
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the ring A with the N-O moiety present therein is a mono- or bicyclic, optionallJ

sutstituted heterocycle of the formula

Z:/\O Erxjo N0 > &r\?
R e
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen or hydroxy,
R® is hydrogen,
R* is benzyl, 4-hydroxybenzyl, oHtindol-3-ylmethyl,
or
R*and R together with the carbon atom to which they are bonded form &

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \z \\\\#8

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the grouh T

T is a group of the formula -C(=0)-ORr -C(=0)-NRR’,
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in which
R’ is hydrogen, ethykert-butyl, benzyl or adamantylmethyl,
R® is hydrogen or methyl,

R® is hydrogenn-propyl or benzyl,

R® is hydrogen, methyl or a group of the formula
0 0 #2 O RE
#\/\Rlz #\/\Rlz or \« W/
, N—N
in which

# marks the linkage site with —-CHG@bhenyl,

R is phenyl which may be substituted by a group of the formula —
S(O):0H,

R is phenyl,
R* is methyl or hydroxy,

and also their salts, solvates and solvates of the salts.

Binder-drug conjugates of the general formula (Ia) according to any one of Claims 1 to 3,

which
n is a number from 1 to 10,
AK is AK,

where

AK, is an antibody which comprises the six CDR sequences of the antibody B01-]
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or the light and heavy chain of
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the antibody B01-3, B01-10, M31-B0O1 or D02-6, and is bonded via the NH

side group of a lysine residue of the binder to the group G,
is carbonyl,
is a bond,
is a bond,

is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\P /\4/##4
o P

where

p is a number 2 or 3,

##°  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

is a group of the formula
N,o #3><T
or 4

where

# marks the linkage site with the nitrogen atom,
R is hydrogen,

R? is 4-hydroxybenzyl or H-indol-3-ylmethyl,

or
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R'and R together with the carbon atom to which they are bonded form &

thering A with the N-O moiety present therein is a mono- or bicyclic, optionally

#
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen,
R is 4-hydroxybenzyl or H-indol-3-ylmethyl,
or
RPand R together with the carbon atom to which they are bonded form a

-561-

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

# \\\\#5

N

>

in which
# marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the carbonyl group,

substituted heterocycle of the formula

Z
(t>
®)

[

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T
T! is a group of the formula -C(=0)-ORr -C(=0)-NRR’

in which

R’ is hydrogen, ethykert-butyl, benzyl or adamantylmethyl,

R® is hydrogen,

R® is hydrogen or benzyl,

R* is methyl,

and also their salts, solvates and solvates of the salts.

Binder-drug conjugates of the general formula (Ia) according to any one of Claims 1 to 3

which

n is a number from 1 to 10,
AK is AK,
where

AK; is an antibody which comprises the six CDR sequences of the antibody BO
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of t
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antibody B01-3, B01-10, M31-B01 or D02-6 or the light and heavy chain
the antibody B01-3, B01-10, M31-BO1 or D02-6, and is bonded via the

sulphur atom of a cysteine residue of the binder to the group G,

is a group of the formula

0O
#l
N—#
O
where
# marks the linkage site with the cysteine residue of the binder,

# marks the linkage site with the group L
is a bond or linear (&Cs)-alkanediyl,
is a bond or a group of the formula

0 O

)]\ L )J\ 2
* N L

* marks the linkage site with'L
** marks the linkage site with?_
L3 is a bond or ethane-1,2-diyl,
L* is a bond,

R is hydrogen or methyl,

Df
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RY  is hydrogen or methyl,

is linear (G-Cs)-alkanediyl or is a group of the formula

##3\/\% /\4/##4
o p

where

p is a number 2 or 3,

##°  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

is a group of the formula
N #3><T
or 4

where

# marks the linkage site with the nitrogen atom,
R! is hydrogen,

R? is 4-hydroxybenzyl or H-indol-3-ylmethyl,

or

R'and R together with the carbon atom to which they are bonded form

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

1=
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

thering A with the N-O moiety present therein is a mono- or bicyclic, optionally

substituted heterocycle of the formula

Z
\/t>
@)

H—

in which

# marks the linkage site with the carbonyl group,
R? is hydrogen,
R* is 4-hydroxybenzyl or H-indol-3-ylmethyl,
or

R*and R together with the carbon atom to which they are bonded form

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T
T is a group of the formula -C(=0)-ORr -C(=0)-NRR?,

in which

R’ is hydrogen, ethykert-butyl, benzyl or adamantylmethyl,

R® is hydrogen,

R® is hydrogen or benzyl,

R* is methyl,

ard also their salts, solvates and solvates of the salts.

6. Binder-drug conjugates of the general formula (Ia) according to Claim 1 or 2,
wherein

Lt is a bond,

B is a bond,

L? is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\% /\4/##4
o p
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where
p is a number 2 or 3,
#£  marks the linkage site with the group B, and

#H marks the linkage site with the nitrogen atom,

and also their salts, solvates and solvates of the salts.

Binder-drug conjugates of the general formula (Ia) according to Claim 1 or 2, wherein

is a group of the formula

0O
#l
N—#
O
in which
# marks the linkage site with the cysteine residue of the binder,

# marks the linkage site with the group, L

is linear (G-Cs)-alkanediyl,

where the (G-Cs)-alkanediyl may be substituted by 1 or 2 methyl substituents,
is a bond or a group of the formula

O] O]

)J\ /L3\ )J\ 4/**
* N L

where
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* marks the linkage site with'l_
% marks the linkage site with?
L3 is a bond or ethane-1,2-diyl,
L is a bond,

is linear (G-Cs)-alkanediyl or is a group of the formula

##3\/\P /\4/##4
o p

where
p is a number 2 or 3,
#P marks the linkage site with the group B,

e marks the linkage site with the nitrogen atom,

andalso their salts, solvates and solvates of the salts.

8.

Binder-drug conjugates of the general formula (la) according to Claim 1 or 2, wherein
is linear (G-Cs)-alkanediyl,
where the (G-Cs)-alkanediyl may be substituted by 1 or 2 methyl substituents,
is a group of the formula
0] 0]

)J\ /L?)\ )J\ /**
x N N ¢

L

where
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* marks the linkage site with'l_
% marks the linkage site with?
L® is a bond,
L is a bond,

R  is hydrogen,
RY  is hydrogen,

L? is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\P /\4/##4
o p

where
p is a number 2 or 3,
#P marks the linkage site with the group B,

HE marks the linkage site with the nitrogen atom,

and also their salts, solvates and solvates of the salts.

9. Binder-drug conjugates of the general formula (la) according to Claim 1 or 2, wherein
D is a group of the formula

AT

R3><R4

where

# marks the linkage site with the nitrogen atom,
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R® is hydrogen,

R* is 4-hydroxybenzyl or H-indol-3-ylmethyl,

T is a group of the formula -C(=0)-ORr -C(=0)-NRR®,
in which
R’ is hydrogen,
R® is hydrogen,

R® is hydrogen,

and also their salts, solvates and solvates of the salts.

10.

Binder-drug conjugates of the general formula (Ia) according to Claim 1 or 2, wherein

is a group of the formula

where

# marks the linkage site with the nitrogen atom,

R is hydrogen,

R? is benzyl, 4-hydroxybenzyl, 1-phenylethyl, dt-indol-3-yimethyl,
or

R'and R together with the carbon atom to which they are bonded forngaRj12-
phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the carbonyl group,

thering A with the N-O moiety present therein is a mono- or bicyclic, optionally

substituted heterocycle of the formula

2 o) Q o [/&
N N~ -
|6 |6 6

P
N N
| I
# , # , # #
in which
# marks the linkage site with the carbonyl group, and
R® is hydrogen or hydroxy,
andalso their salts, solvates and solvates of the salts.
11. Binder-drug conjugates of the general formula (la) according to Claim 1 or 2,

wherein

D is a group of the formula
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# marks the linkage site with the nitrogen atom,

R' is hydrogen,

R? is benzyl, 4-hydroxybenzyl, 1-phenylethyl, df-indol-3-ylmethyl,
or

R'and R together with the carbon atom to which they are bonded forngaRj12-
phenylcyclopropane-1,1-diyl group of the formula

4

Ha

N

>

in which

# marks the linkage site with the adjacent nitrogen atom, and
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present therein is a heterocycle of the formula

#6
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in which

# marks the linkage site with the carbonyl group,

andalso their salts, solvates and solvates of the salts.

12.

Binder-drug conjugates of the general formula (1)

H,C CH,
— —dn
0,

in which

n is a number from 1 to 50,

AK  is AK;or AK;
where

AK; is an antibody or an antigen-binding antibody fragment which binds to C4.4a and
borded via a sulphur atom of a cysteine residueof the antibody or an antigen-bindigg
antibody fragment to the group G,

AK, is an antibody or an antigen-binding antibody fragment which binds to C4.4a and
borded via a nitrogen atom of a cysteine residueof the antibody or an antigen-bindifg
antibody fragment to the group G,

G when AK = AK, is a group of the formula

CH,
H.C
H,C CH3|_| o 3 CH, H
1 2 N\)k N ~D
AK—T—G—L—B—L=—N Y
I Oo._ O
o] CH, O _.O CH,
CH,

S

S
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0
#1
N—#
O
where
# marks the linkage site with the sulphur atom of the binder,

# marks the linkage site with the groufy L
or

when AK = AK,, G is carbonyl,

is a bond or linear (8Cyo)-alkanediyl,

where the (GC;g)-alkanediyl may be substituted by 1 to 4 methyl substituents,

is a bond or a group of the formula

where
* marks the linkage site with'L
** marks the linkage site with?.
L3 is a bond or (§C,)-alkanediyl,

L is a bond,
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R™ is hydrogen or (GC,)-alkyl,
RY  is hydrogen or (§Cy)-alkyl,

is linear (G-C,g)-alkanediyl or is a group of the formula

##3\/\P /\/]/##4
o P

where

p is a number from 2 to 6,

##°  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

where the (GC,g)-alkanediyl may be substituted by 1 to 4 methyl substituents,

D is a group of the formula
A 3 5
1
N/O #3><T # R
or
42 R® R
o ’ R26 T2
R' R’
where
# marks the linkage site with the nitrogen atom,
R! is hydrogen,
R? is benzyl, 1-phenylethyl, otindol-3-yImethyl,
or
R'and R together with the carbon atom to which they are bonded form

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,
thering A with the N-O moiety present therein is a mono- or bicyclic, optionall

substituted heterocycle of the formula

R6
N N~ EN/
IG IG 6

@)
]
N
| |
# \ # \ # #
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen or hydroxy,
R? is hydrogen,
R* 1-hydroxyethyl, benzyl, 1-phenylethyl, oHdndol-3-ylmethyl,

or

R*and R together with the carbon atom to which they are bonded form

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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in which

# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORr -C(=0)-NRR’,

in which

R’ is hydrogen, ethykert-butyl, benzyl, or adamantylmethyl,
R® is hydrogen or methyl,

R® is hydrogenn-propyl, or benzyl,

or

R® and R together with the nitrogen atom to which they are bonded form a

to 7-membered heterocycle,

is hydrogen, methyl, or a group of the formula

@)
9 9 N/

#\/O #\/S ,

o #2 o R
#\/\Rlz or \« W/
N—N

in which

4-
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# marks the linkage site with -CHC{RT?,

R'? is phenyl which may be substituted by a group of the formula
S(0),0H,

R  is phenyl,
R*®  is hydrogen or hydroxy,
T? is phenyl or H-indol-3-yl,

andalso their salts, solvates and solvates of the salts.

Binder-drug conjugates according to Claim 12 of the general formula (I), in which

n is a number from 1 to 20,

Lt is a bond or linear (2Cq)-alkanediyl,
where the (&Cs)-alkanediyl may be substituted by 1 or 2 methyl substituents,

B is a bond or a group of the formula

* marks the linkage site with'L
o marks the linkage site with?
L3 is a bond or ethane-1,2-diyl,

L? is a bond,
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R™ is hydrogen or methyl,
RY  is hydrogen or methyl,

is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\% /\/]/##4
o P

where

p is a number from 2 to 6,

##>  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

where (G-Cg)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a group of the formula

1
N/O #3><T # R
or
42 R® R
o ’ R26 T2
R' R’
where
# marks the linkage site with the nitrogen atom,
R! is hydrogen,
R? is benzyl, 1-phenylethyl oH:indol-3-ylmethyl,
or
R'and R together with the carbon atom to which they are bonded form

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the formula

1a
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein is a mono- or bicyclic, optionally

substituted heterocycle of the formula

RG
Ng N~ EN/
|4 |

o]
I
| I
# # # #
in which
# marks the linkage site with the carbonyl group,

R° is hydrogen, hydroxy or benzyloxy,

R? is hydrogen,

R* is 1-hydroxyethyl, benzyl, orH-indol-3-ylmethyl,

or

R*and R together with the carbon atom to which they are bonded form

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

| 2
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T
T! is a group of the formula -C(=0)-ORr -C(=0)-NRFR’,
in which
R’ is hydrogen, ethykert-butyl, benzyl or adamantylmethyl,
R® is hydrogen or methyl,

R® is hydrogenn-propyl or benzyl,

or
R®and R together with the nitrogen atom to which they are bond
form a 4- to 7-membered heterocycle,
R is hydrogen, methyl or a group of the formula

O O
9 9 N/
#~_ O #N_-S ,

o #2 o R
#\/\Rlz or \« W/
N—N

in which
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# marks the linkage site with -CHC{RT?,

R'? is phenyl which may be substituted by a group of the formula
S(0),0H,

R  is phenyl,
R*®  is hydrogen or hydroxy,
T2 is phenyl or H-indol-3-yl,

andalso their salts, solvates and solvates of the salts.

14. Binder-drug conjugates according to Claim 12 or 13, in which
n is a number from 1 to 10,
AK is AK; or AK,

where

AK; is an antibody which comprises the six CDR sequences of the antibody BO}}3,
B01-10, M31-B01 or D02-6, the variable light and variable heavy chain of th
antibody B01-3, B01-10, M31-B01 or D02-6 or the light and heavy chain
the antibody B01-3, B01-10, M31-BO1 or D02-6, and is bonded via th

sulphur atom of a cysteine residue of the binder to the group G,

AK, is an antibody which comprises the six CDR sequences of the antibody BO1§3,
B01-10, M31-B01 or DO2-6, the variable light and variable heavy chain of thg
antibody B01-3, B01-10, M31-B01 or D02-6 or the light and heavy chain of
the antibody B01-3, B0O1-10, M31-BO1 or D02-6, and is bonded via the Nf(

side group of a lysine residue of the binder to the group G,
Lt is a bond or linear (3Cs)-alkanediyl,
Where the (&C¢)-alkanediyl may be substituted by 1 or 2 methyl substituents,

B is a bond or a group of the formula
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* marks the linkage site with'|-
*k marks the linkage site with?
L3 is a bond or ethane-1,2-diyl,
L is a bond,

R*®  is hydrogen or methyl,

RY  is hydrogen or methyl,

is linear (G-Cg)-alkanediyl,

is a group of the formula

A 1 #
_0 B T

N >< . or

# R® R
O 1
R' R

where
# marks the linkage site with the nitrogen atom,

R is hydrogen,

R? is benzyl, 1-phenylethyl oH:indol-3-ylmethyl,
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R!'and B

thering A

RG
Ng N~ EN/
|4 |

R® is hydrogen,

R* is benzyl or H-indol-3-ylmethyl,

or

-584-

together with the carbon atom to which they are bonded formj a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4 5
# \\\\#

R

>

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

with the N-O moiety present therein is a mono- or bicyclic, optional#y

substituted heterocycle of the formula

0
I
| I
# # # #
in which
# marks the linkage site with the carbonyl group,

R° is hydrogen or hydroxy or benzyloxy,
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and R together with the carbon atom to which they are bonded form

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

#\‘ i

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORr -C(=0)-NRR’,

in which

R’ is hydrogen, ethyl, benzyl or adamantylmethyl,

R® is hydrogen or methyl,

R® is hydrogenn-propyl or benzyl,

is hydrogen or a group of the formula

in which
# marks the linkage site with —-CHGIdhenyl,

R is phenyl which may be substituted by a group of the formula -
S(O).0H,

R is phenyl,
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and also their salts, solvates and solvates of the salts.

15. Process for preparing the compounds of the invention according to any one of Claims 12 t¢ 14,

of the general formula (I), characterized in that a solution of the binder in a buffer

[A] is admixed with a suitable reducing agent, such as, for example, dithiothreitol fJor
tris(2-carboxyethyl)phosphine hydrochloride, and is subsequently reacted with§ a

compound of the formula (Il)

CH,
H.C
o H,C CH3H 0" CH, .
~N
1 2 N\)k N D
N—L*—B—L%-N ;
(|:H o) : (|:H o) o) O\CHO
3 ~ 3
S > e cH, CH, (i

),

in which D, L%, B and 2 each have the definitions indicated in any one of Claims 1§

to 14,

to give a compound of the formula (I-A)

H
AK | H N
12 N\_)k N D
A,

(I-A),

in which n, AK;, D, L}, B and 12 each have the definitions indicated in any one of

Claims 12 to 14,

or
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16.

[B]

Compounds prepared by the process according to Claim 15, wheramdKAK; is an

anibody which comprises the six CDR sequences of the antibody B01-3, BO1-10 or DOZ
the variable light and variable heavy chain of the antibody B01-3, B01-10 or D02-6 or the light
and heavy chain of the antibody B01-3, BO1-10 or D02-6, and also their salts, solvates

solvates of the salts.

-587-

is reacted with a compound of the formula (l11)

CH,
H.C
o H,C.__-CH, 0" CH,
O, < H H
/O 1 2 N\)k N ™D
N L—B—L*N ;
I I o. O
o) CH, O__ O CH,
CH,

H,C” CH,

(i,

in which D, LY, B and I? each have the definitions indicated in any one of Claims 1}
to 1422,

to give a compound of the formula (I-B)

CH,
H.C
o H,C CH, o CH, !
AK——{ H N
? 1 2 N\)k N D
L—B—L=N ; I ! i
CH, OL_ O “CH,
CH,

3

(1-B),

in which n, AK,, D, L, B and |2 each have the definitions indicated in any one off
Claims 12 to 14.

L6,

Bnd
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17. Binder-drug conjugates of the general formula (I) according to any one of Claims 12 tg

wherein

D is a group of the formula

# marks the linkage site with the nitrogen atom,
R! is hydrogen,

R? is benzyl or H-indol-3-ylmethyl,

or

R'and R together with the carbon atom to which they are bonded forng arRji2-
phenylcyclopropane-1,1-diyl group of the formula

4

Ha

RN

>

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the carbonyl group,

thering A with the N-O moiety present therein is a heterocycle of the formula

14,
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@
’?l/
#6

in which
# marks the linkage site with the carbonyl group,

and also their salts, solvates and solvates of the salts

18. Binder-drug conjugates of the general formula (l) according to any one of Claims 12 to
wherein
D is a group of the formula
BT
<
R’ ‘ where

T is -C(=0)-OH or -C(=0)-NHl

and also their salts, solvates and solvates of the salts.

19. Binder-drug conjugates of the general formula (l) according to any one of Claims 12 to 14,
wherein
B is a bond or a group of the formula

O O]

3
)J\ /L\ )J\ 4/**

* N N L

where

14,
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Clams 1, 2, 12, 13, or 14, wherein nis from 1 to 10.

21.

22.

23.

24.

25.

-590-

* marks the linkage site with'l.
% marks the linkage site with?L
L3and L* is a bond,

and also their salts, solvates and solvates of the salts

Binder-drug conjugates of the general formula (I) or (la) according to any one

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, wheaatibedy or
antigen-binding antibody fragmengfter binding to C4.4a, is internalized by the cell
expressing C4.4a.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the aotibod

antigen-binding antibody fragmeig a monoclonal antibody.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the aibody

artigen-binding antibody fragmeig a human, humanized or chimeric antibody.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the atibody

antigen-binding antibody fragmeid an intact or a modified intact antibody.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the amr'bod%
antigen-binding antibody fragmeig an antibody of the IgG class.

of
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Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the antibody
antigen-binding antibody fragmebtnds to S1 domains (amino acid position 1-85 of SEQ
ID NO: 1) of C4.4a.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the aotibody

artigen-binding antibody fragmebtnds specifically to C4.4a.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the antibody i
antigen-binding antibody fragment competes with antibody M31-B01 and/or with the antibddy
M20-D02-S-A for binding to C4.4a.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the antibody or
antigen-binding antibody fragment is selected from the group consisting of antibodies wiich
comprise the amino acid sequence of the variable heavy chain represented by the segpence
SEQ ID NO: 81 and which comprise the amino acid sequence of the variable light cifain
represented by the sequence SEQ ID NO: 82 (B01-7),

antibodies which comprise the amino acid sequence of the variable heavy chain represenfed by
the sequence SEQ ID NO: 33 and which comprise the amino acid sequence of the varjable
light chain represented by the sequence SEQ ID NO: 29 (M31-BOX),
antibodies which comprise the amino acid sequence of the variable heavy chain representgd by
the sequence SEQ ID NO: 34 and which comprise the amino acid sequence of the varfable
light chain represented by the sequence SEQ ID NO: 30 (M20-D02 S-4),

antibodies which comprise the amino acid sequence of the variable heavy chain representgd by

the sequence SEQ ID NO: 35 and which comprise the amino acid sequence of the varjable
light chain represented by the sequence SEQ ID NO: 31 (M60-G03),
antibodies which comprise the amino acid sequence of the variable heavy chain representgd by
the sequence SEQ ID NO: 36 and which comprise the amino acid sequence of the varfable
light chain represented by the sequence SEQ ID NO: 32 (M36-H03),

antibodies which comprise the amino acid sequence of the variable heavy chain representgd by
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the sequence SEQ ID NO: 51 and which comprise the amino acid sequence of the vaji
light chain represented by the sequence SEQ ID NO: 52 (BO1-

antibodies which comprise the amino acid sequence of the variable heavy chain represen

the sequence SEQ ID NO: 61 and which comprise the amino acid sequence of the vaj
light chain represented by the sequence SEQ ID NO: 62 (BOl-
antibodies which comprise the amino acid sequence of the variable heavy chain represen
the sequence SEQ ID NO: 71 and which comprise the amino acid sequence of the va
light chain represented by the sequence SEQ ID NO: 72 (BOl-
antibodies which comprise the amino acid sequence of the variable heavy chain represen
the sequence SEQ ID NO: 91 and which comprise the amino acid sequence of the va
light chain represented by the sequence SEQ ID NO: 92 (B0O1-1
antibodies which comprise the amino acid sequence of the variable heavy chain represen
the sequence SEQ ID NO: 101 and which comprise the amino acid sequence of the va
light chain represented by the sequencBEQ ID NO: 102 (D02-4),

artibodies which comprise the amino acid sequence of the variable heavy chain represent
the sequence SEQ ID NO: 111 and which comprise the amino acid sequence of the va
light chain represented by the sequence SEQ ID NO: 112 (D02-
antibodies which comprise the amino acid sequence of the variable heavy chain represen
the sequence SEQ ID NO: 121 and which comprise the amino acid sequence of the va
light chain represented by the sequence SEQ ID NO: 122 (D02-
antibodies which comprise the amino acid sequence of the variable heavy chain represen
the sequence SEQ ID NO: 131 and which comprise the amino acid sequence of the va
light chain represented by the sequence SEQ ID NO: 132 (D02-11), and antibodies
comprise the amino acid sequence of the variable heavy chain represented by the segjience
SEQ ID NO: 141 and which comprise the amino acid sequence of the variable light cijain

represented by the sequence SEQ ID NO: 142 (D02-13).

Binder-drug conjugate according to any one of Claims 1-14 or 17-20, where the antibody or

antigen-binding antibody fragment is selected from the group consisting of

antibody which comprises the amino acid sequence of the light chain represented by SEP ID
NO: 346 and which comprises the amino acid sequence of the heavy chain represented by SEQ
ID NO: 347 (M31-B01),
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antibody which comprises the amino acid sequence of the light chain represented by SEQ ID

NO: 352 and which comprises the amino acid sequence of the heavy chain represented by
ID NO: 353 (B01-3),

SEQ

antibody which comprises the amino acid sequence of the light chain represented by SE® ID

NO: 364 and which comprises the amino acid sequence of the heavy chain represented by
ID NO: 365 (B01-10), and

antibody which comprises the amino acid sequence of the light chain represented by SE#) ID

NO: 382 and which comprises the amino acid sequence of the heavy chain represented by
ID NO: 383 (D02-6).

Binder-drug conjugate according to any one of Claims 1-14 or 17-20for use in a method#for

the treatment and/or prophylaxis of hyperproliferative and/or angiogenic diseases.

Binder-drug conjugate according to any one of Claims 1-14 or 17-20 for producingla

medicament for the treatment and/or prophylaxis of hyperproliferative and/or angioge

diseases.

Medicament comprising a binder-drug conjugate according to any one of Claims 1-14 or

20, in combination with an inert, non-toxic, pharmaceutically suitable excipient.

Medicament comprising a binder-drug conjugate according to any one of Claims 1-14 or(l.?-

20, in combination with one or more anti-hyperproliferative, cytostatic or cytotoxi

substances.

SEQ

SEQ

ic

17-

Medicament according to Claim33 or 34 for the treatment and/or prophylaxis pf

hyperproliferative and/or angiogenic diseases.
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Process for preparing the compounds of the invention according to any one of Claims 1 tp 11,

of the general formula (l1a), characterized in that a solution of the binder in a buffer

[A] is admixed with a suitable reducing agent, such as, for example, dithiothreitoljor
tris(2-carboxyethyl)phosphine hydrochloride, and is subsequently reacted witly a

compound of the formula (Ila)

35
i H3C ’ %
N—Ll—B—LZ—Il\l
CH, O

3
(@] H,C H,

(la)

in which D, L}, B, L? and R® each have the definitions indicated in any one of Claim}
1to 11,

to give a compound of the formula (la-A)

0
AK
NLBLN

(¢]

(la-A),

in which n, AK;, D, L, B, L? and R°each have the definitions indicated in any one of

Claims 1 to 11.
or

[B] is reacted with a compound of the formula (llla)
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e

3 3

(llla),

in which D, L}, B, L? and R® each have the definitions indicated in any one OJ
Claims 1 to 11,

to give a compound of the formula (la-B)

AK

(la-B),

in which n, AK,, D, L}, B, L? and R® each have the definitions indicated in any one o

Claims 1 to 11.

Binder-drug conjugates selected from the following compounds:
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ARy~

AK

and
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CH,
AR 0 H,C.__-CH H,C CH NH
o 3 3 o) 3 3 H 2
H H N
N _N N N o
Y o OSenP
H o 3
* e oH, P T e, |
N
H
L —in

where in each case

n is a number from 2 to 8,

and

AK; is a human or humanized antibody or an antigen-binding antibody fragment which bindf to

C4.4a and is bonded via a cysteine group to the toxophore linker unit, and

AK, is a human or humanized antibody or an antigen-binding antibody fragment which bindf to

C44a and is bonded via a lysine group to the toxophore linker unit.

38. Binder-drug conjugates selected from the following compounds:

AKzB\
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AK g~

AK o~

SN

AK g

ZT
T
Z}i
o O
,; wI
= (@]
(@]
I
zT ©
w
—z 0O
ﬁ_@”
pze
o]
O/
e ¢
o %
ZT
nn
Z

AKZB\T(\/ \[‘H\/
|
o) O CH, O CH; © /:\CHCH3 ey 3
3
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and

AK 5~

where in each case

n is a number from 2 to 8,

and

AK 1g and AKyg are the anti-C4.4a antibody B0O1-3.

CH,
o
H.C _CH H.C CH NH
i 3 3 it 3 Hv§2
H H N
N\/\/\)J\ ~N N\)J\ N : o
N \ﬂ/\/\N H H
o} "5 . &H o_ O RACTICH
3
S THeT eH, ® e, |

N
H
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