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Claims

Binder-drug conjugates of the general formula (I1a)

CH,
H,C _R* H,C CH,
Q H
H N
N\)k N ~D
: I o._ O
CH, OL_ O ~CH
CH, s

3

5 in which
n is anum from 1 to 50,

AK is a binder,

the group §-G-t:B-L*8§ is

where
10 § marks the linkage site§ith the group AK and
8§ marks the linkage site withge nitrogen atom,
D is a group of the formula
A

15 # marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,
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R2

or

the ring A

R'and R

is hydrogen or methyl,
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is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaginobenzyl, 1-
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-

yimethyl,

together with the carbon atom to which they are bdrfdem a

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

4

arks the linkage site with the adjacent nitrogen atom,
the linkage site with the carbonyl group,

with the N-O Wgoiety present therein is a monp-bizyclic,

optionally substitu

heterocycle of the formula

R
Z \ o)
@) Q I

" \ \
# # #

in which
# marks the linkage site with the carbonyl gr

R® is hydrogen, hydroxy or benzyloxy,
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or

10
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15
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is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaginobenzyl, 1-
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-
yimethyl,

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

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

7

#\‘ o

arks the linkage site with the adjacent nitrogen atom,
the linkage site with the group T

is a group of the formuRy-C(=0)-BRC(=0)-NRR®, -C(=0)-NH-NH-R®

or -CH,-O-RY,
in which

R’ is hydrogen, methyl, ethyg-propyl, tert-butyl, benzyl or

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benz
or

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

4- to 7-membered heterocycle,

R s benzoyl,


IP-TEMP
Line


10

15

20

and also their salts, solvates and solvates of the salt

Binder-drug conjugates of the general formulagtaording t

AK

WO 2012/143497

RZG

RSS

is a number from 1 to 50,

is AK,

where

AK;

AK;
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R  is benzyl, which may be substituted in the phenyl priy

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

. P
#\/S

roup of the formula —S(§€QH,

R is phenW§ which may be substituted by methoxycarbonyl or

carboxyl,
is hydrogen or hydroxy,
is phenyl, benzyl, H-indol-3-yRgr 1H-indol-3-ylmethyl,

is methyl or hydroxy,

laim 1, in which

or AK,

is a binder which is bonded via a sulphur atom oftiineler to th
Gv

is a binder which is bonded via a nitrogen atom ofuineler to the group

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

HO

when AK = AK,, is carbon

L! is a bond, linear (2C,o)-alkanedql, a group of the formula

w— | LB B

10 where
m is a number from 2 to 6,
##'  marks the linkage site with the group G,
#F marks the linkage site with the group B,
LY s linear (G-C,o)-alkanediyl,

15 B is a group of the formula


IP-TEMP
Line


10

15
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5
#, )k ° Jk 2 )k °
\']‘ 'T‘/## o 'T‘/L\'}' L6’##
R29 RSO 1 R31 R32
6
or S _H#
H S
in which

##°  marks the linkage site with the group'L
##°  marks the linkage site with the grouffL
is a bond or (&C,)-alkanediyl,

L a bond or a group of the formula

in which
#'  marks the linkagegite with the carbonyl group,
##®  marks the linkage site

R is hydrogen, (&C,)-alkylcaypnyl, tert-butyloxycarbonyl

or benzyloxycarbonyl,
R*  is hydrogen or methyl,
R®  is hydrogen or (GC,)-alkyl,
R®  is hydrogen or (GC,)-alkyl,
or

R®and R°  together with the atoms to which they are borfdeah a 5-

or 6-membered heterocycle,
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Line


WO 2012/143497 PCT/EP2012/057247
- 555 -

R*  is hydrogen or (GC,)-alkyl,
R¥?  is hydrogen or (GC,)-alkyl,
or

R'and R?  together with the atoms to which they are borfdeah a 5-

or 6-membered heterocycle,

is linear (G-C;g)-alkanediyl,

10

where two carbon€gtoms of the alkanediyl chaid,® 1,3 or 1,4 relation to one
another, with inclus

bridged to form a (¢C)-

of any carbon atoms sitdabetween them, may be

loalkyl ring or a phenyl ring,

15 B is a bond or a group of the foRgula

O O
* )k ** )k |_3
\N N/ . N/ ~N
|l4 |15 |

R R R'®
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R
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R 0O

in which
dedok marks the linkage site with the carlyoy! gm
**  marks the linkage site with {,
R is hydrogen or methyl,

R® is hydrogen, (GCj)-alkylcarbonyl, tert-butylo or

benzyloxycarbonyl,
is a 4- to 7-membered heterocycle,

is a 3- to 7-membered carbocycle or a 4- to 7-ne¥atbheterocycle,
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R*“  is hydrogen or (GC,)-alkyl,
R™ s hydrogen or (GC,)-alkyl,
or

R“and R°>  together with the atoms to which they are bonfedh a 5- or 6-

5 membered heterocycle,
R'® is hydrogen or (GC,)-alkyl,
RY  is hydrogen or (GC,)-alkyl,
together with the atoms to which they are bonfibeoh a 5- or 6-
10 membered heterocycle,
R en or (GC,)-alkyl,
R group of a natueebmino acid or of its
homologues or
R®  is hydrogen or (GC,)?
15 or
R¥and B°  together with the to which they are bondedn a
pyrrolidinyl ring,
R?  is hydrogen or (GC,)-alkyl,
R  is hydrogen or (§C,)-alkyl,
20 or

R'and B2  together with the atoms to which they are bo

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

25 R is hydrogen or (GC,)-alkyl,
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R* is hydrogen, (&Cy)-alkylcarbonyl, tert-butyloxycarbonyl or benzyl-

oxycarbonyl,
R¥  is hydrogen or methyl,
or

R*and R’  together with the atoms to which they are bondedn a

pyrrolidine ring,

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

10 i ber from 2 to 6,

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

# marks the linka ite with the nitrogen atom,

where (G-C,p)-alkanediyl be substituted by 1 to 4 substitseselected

independently of one another§om the group coimgjsdf methyl, hydroxy and

15 benzyl,
and

where two carbon atoms of the alkanediyl ith, 2y, 1,3- or 1,4 relation to one

another, with inclusion of any carbon atom¥sitdabetween them, may be

bridged to form a (6&Cs)-cycloalkyl ring or a phenyl§

20 D is a group of the formula

N/O #><T4 or

in which
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Line


WO 2012/143497 PCT/EP2012/057247
- 559 -

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

R? is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydre8yaminobenzyl, 1-
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-
ylmethyl,

or

tand B together with the carbon atom to which they aoeded form a

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

#i‘®$

10

# marks ti§linkage site with the adjacent nitrogtom,

# marks the linfyge site with the carbonyl group,

the ring A with the N-O moiety pNysent therein dsmono- or bicyclic,

15 optionally substituted hetero®cle of the formula

R6

Z o) [j\l E o)
N N~ N~
|6 g

I
® ®© #

Z-0

H—

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

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

R is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydre8yaminobenzyl, 1-
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-
ylmethyl,

or

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

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

7

#\z R

10
the linkage site with the adjacent nitrogeam,
linkage site with the group T
T is a group of the formula -CR)-ORC(=0)-NRR’, -C(=0)-NH-NH-R®
or -CH,-O-RY,
15 in which
R’ is hydrogen, methyl, ethyl,n-pQyl, tert-butyl, benzyl or
adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
20 or

R®and R together with the nitrogen atom to which they

form a 4- to 7-membered heterocycle,

R  is benzoyl,


IP-TEMP
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15

20
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R'™  is benzyl, which may be substituted in the pheggdup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

N Va
#\/S

roup of the formula —S(§€QH,

R is phe which may be substituted by methoxycayboor

carboxyl,
R?®  is hydrogen or hydroxy,
T is phenyl, benzyl, H-indol-3-yRgr 1H-indol-3-ylmethyl,
R*®  is methyl or hydroxy,

and also their salts, solvates and solvates ofdlts.

Binder-drug conjugates of the general formudd dccording (§Claim 1 or 2, in which

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

where

AK; is an antibody or an antigen-binding antibody fnegt which b
C4.4a and is bonded via the sulphur atom of a mesteesidue o

binder to the group G,
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AK, is an antibody or an antigen-binding antibody rfinegt which binds to
C4.4a and is bonded via the NH side group of ané/giesidue of the
binder to the group G,

when AK = Ak, is a group of the formula

arks the linkage site with the cysteine residuthefbinder,

# the linkage site with the group L
or
10 when AK = AK;, is ca
Lt is a bond, linear ( -alkanediyl, a group of the formula
##1\/\{ /\/}/##2 | A gl 1Bpy?
@) m
where
m is a number from 2 to 6,
15 ##'  marks the linkage site with the group G,

#E marks the linkage site with the group B,
L s linear (G-Cs)-alkanediyl,

B is a group of the formula


IP-TEMP
Line


10

15

WO 2012/143497

L'Bis linear (G-Cg)-alkanediyl,
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5
# )k #H#° Jk L2 )k A
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R29 RSO 1 R31 RSZ
6
or _S___H#
#H
in which

##°  marks the linkage site with the grouff'L
##°  marks the linkage site with the grouffL
is a bond,

L a bond or a group of the formula

in which
#'  marks the linkagegite with the carbonyl group,

##®  marks the linkage site

r tert-butyloxycariion

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

R® s hydrogen,

R® s hydrogen,

R*  is hydrogen or methyl,

R? s hydrogen or methyl,
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and

where (G-C¢)-alkanediyl may be substituted by 1 or 2 methyisituents,
is a bond or a group of the formula

@] 0] 0] @]
A e e e
\N N/ . N/ \N L4/ . Ql Y

|14 |15 |16 |17

R R R R O

@]
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36
R
HN”
w o */ Y
Y 0 R O

marks the linkage site with
*x marks the linkage site with3.

L3 is a bond or ethane-1,2-diyl,

L is a bond or a group of the formula
28
R
HN”
JYO fahad or *%k%
*kk Y
25
10 R o
in which

***  marks the linkage site with the carbonyl gm

=% marks the linkage site with {,
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10
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20

25
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R®  is hydrogen or methyl,

RS is hydrogen, methylcarbonyl or tert-butyloxycarplon

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

R“  is hydrogen,
R®  is hydrogen,

R'® s hydrogen or methyl,

is hydrogen or methyl,

together with the atoms to which they are bondedn a

piperazinyl ring,
R®  is hydrog

R is hydrogen, hyl, propan-2-yl, 2-methylpropaydr 1-methylpropan-

1-yl,
R s hydrogen or methyl,
or

Rand R®  together with the atonMyto which they are bondedn a

pyrrolidinyl ring,
R?  is hydrogen or methyl,
R?  is hydrogen or methyl,
or

Rand B2 together with the atoms to which they aré€

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

R’ s hydrogen,
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R* is hydrogen, methylcarbonyl or tert-butyloxycarpbn
R  is hydrogen or methyl,
or

R*and R’  together with the atoms to which they are bondedn a

pyrrolidine ring,

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

10 linkage site with the group B,
where (G-Cyp)-alkanediyl be substituted by 1 or 2 methydstituents,

D is a group of the formula

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

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkleathyl or IH-in
yimethyl,

20 or
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together with the carbon atom to which they aoeded form a

R'and R
(1S2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul

4 5
Ha o

>

"

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

#

with the N-O moiety present therein dsmono- or bicyclic,

the ring A
tionally substituted heterocycle of the formula

Z-0

—
:ttm

10
#6

RC i

R? is hydrogen,

is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pk

R4
15 ylmethyl,
or
R*and R together with the carbon atom to which they avaded a

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


IP-TEMP
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in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the group T

is a group of the formula -C(=0)-@RC(=0)-NRR®, -C(=0)-NH-NH-R°

ydrogen, methyl, ethyln-propyl, tert-butyl, benzyl or
ntylmethyl,

R® is hydrogen, hyl, ethyh-propyl or benzyl,
or

R®and R together with th&gitrogen atom to which they aoaded

form a 4- to 7-memb®ged heterocycle,
R  is benzoyl,

R  is benzyl, which may be substitut®{ in the pheggbup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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Line


10

15

20
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9 QP
#\/O #\/S ,

o o #2 O RY
#\/\Rlz #\/\Rlz or \< W/
N—N

in which
# marks the linkage site with -CHCRT?,

R'? is phenyl which may be substituted by methoxycayhacarboxyl
or a group of the formula —S(€@H,

is phenyl which may be substituted by methoxycayboor

R®  is methyl or hydroxy\
and also their salts, solvates and solvat®g afdhs.

Binder-drug conjugates of the general form®&g éfccording to any of Claims 1 to 3, 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 seqe the antibody

bonded via the sulphur atom of a cysteine residuth® binder t

group G,
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AK, is an antibody which comprises the six CDR seqegraf the antibody
B01-3, BO1-10, M31-B01 or D02-6, the variable liginid variable heavy
chain of the antibody B01-3, B01-10, M31-B01 or B®2r the light and
heavy chain of the antibody B01-3, BO1-10, M31-B#1D02-6, and is
bonded via the NH side group of a lysine residuthefbinder to the group
G,

when AK = Ak, is a group of the formula

10 in which
# marks the linkQge site with the cysteine residuthetbinder,
# marks the linkage e with the group L
or
when AK = AK,, is carbonyl,
15 Lt is a bond, linear (£Cg)-alkanediyl, a grou
##1\/\{ /\/],##2
o m
where
m is a number 2 or 3,
##'  marks the linkage site with the group G,
20 HE marks the linkage site with the group B,

where (G-C¢)-alkanediyl may be substituted by 1 or 2 methyisituents,

B is a bond or a group of the formula


IP-TEMP
Line


10

WO 2012/143497

PCT/EP2012/057247

in which
***  marks the linkage site with the carbonyl gm
**  marks the linkage site with {,

R°  is methyl,

R®  is hydrogen, methylcarbonyl or tert-butyloxycarpion

is piperidine-1,4-diyl,


IP-TEMP
Line
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15 L2

20
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R'®  is hydrogen or methyl,
R s hydrogen or methyl,
or

R®and R’  together with the atoms to which they are bondedn a

piperazinyl ring,
R is hydrogen or methyl,

is hydrogen or methyl,

together with the atoms to which they are bondednf a
cyclopropyl ring,

R23
R*  is hydrogen,
R*® s hydrogen, metfcarbonyl or tert-butyloxycariion

R* s hydrogen or methyl,

is linear (G-Cg)-alkanediyl or isag

##Mo /\/]5##4

where

p 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,

is a group of the formula


IP-TEMP
Line
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or

R'and R
10

the ring A
15
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A 3 5
1
° #3><T R
or
3 3 4
# R R
O L
R' R
where
# marks the linkage site with the nitrogen atom,
is hydrogen,

is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkikathyl or 1H-indol-3-

in which
# marks the linkage site with adjacent nitrogtm,
# marks the linkage site with the c&bonyl group,

with the N-O moiety present therein ds o- or bicyclic,

optionally substituted heterocycle of the formul


IP-TEMP
Line
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R6
o]
Z O Q £ o o I

vy \ )

# o #© o, # #
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

5
10
in which
# marks the linkage site with tfgadjacent nitrogtm,
# marks the linkage site with the gr
T is a group of the formula -C(=0)-ORC(=0)-NRR®, or
15 in which

R’ is hydrogen, methyl, ethyln-propyl, tert-butyl,

adamantylmethyl,

R® is hydrogen or methyl,
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R’ is hydrogen, methyl, ethyh-propyl or benzyl,

R'™  is benzyl, which may be substituted in the pheggbup by

methoxycarbonyl or carboxyl,

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

in which
# marks the linkage site with —-CHGbhenyl,

is phenyl which may be substituted by methoxycayhacarboxyl

or a group of the formula —S(E@H,

10 R henyl which may be substituted by methoxycayboor

5. Binder-drug conjugates of the general f{onudg dccording to any of Claims Claims 1 to

15 4, in which
n is a number from 1 to 10,
AK is AK,
where

AK, is an antibody which comprises the six CDR sQgesraf the antibody

20 B01-3, B01-10, M31-B01 or D02-6, the variable li variable heavy

Gv
25 G is carbonyl,

Lt is a bond,
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Line
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B is a bond,

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

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

marks the linkage site with the nitrogen atom,

D
10
# marks the linkage site with theRgitrogen atom,
R is hydrogen,
R? is 4-hydroxybenzyl or H-indol-3-ylmethyN
or
15 R'and R together with the carbon atom to which

PCT/EP2012/057247

(1S,2R)-2-phenylcyclopropane-1,1-diyl group

4

#: w
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in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein dsmono- or bicyclic,

optionally substituted heterocycle of the formula

|
4

in which
marks the linkage site with the carbonyl group,
R3
R is 4-hydroxyben®y or H-indol-3-yImethyl,
or

R*and R together with the 8grbon atom to which they avaded form a

(1S2R)-2-phenylcyclogpane-1,1-diyl group of the foriaul

7

# \z ‘\\\#8

in which
# marks the linkage site with the adjacent nit
# marks the linkage site with the group T

T is a group of the formula -C(=0)-ORr -C(=0)-NFR®

in which
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Line
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R’ is hydrogen, methyl, ethyl,n-propyl, tert-butyl, benzyl or

adamantylmethyl,

R® is hydrogen,

R® is hydrogen or benzyl,
5 R*® is methyl,
d also their salts, solvates and solvates dddlis.
6. -drug conjugates of the general formuég lccording to any of Claims 1 to 4, in
which
n ber from 1 to 10,
10 AK  is AKy,
where
AK; is an antibo® which comprises the six CDR seqegraf the antibody
B01-3, B01-10,W31-B01 or D02-6, the variable ligind variable heavy
chain of the antib B01-3, BO1-10, M31-B01 or B®2r the light and
15 heavy chain of the aNgbody B01-3, B01-10, M31-B#1D02-6, and is
bonded via the sulphur §om of a cysteine residuth® binder to the
group G,
G is a group of the formula
0
#1
N—#
20 0
where
# marks the linkage site with the cysteine residuthetbinder,

# marks the linkage site with the group L

L is a bond, linear (§£Cs)-alkanediyl or a group of the formula


IP-TEMP
Line
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m is a number 2 or 3,

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

#E marks the linkage site with the group B,

here (G-Cs)-alkanediyl may be substituted by 1 or 2 methyistituents,

nd or a group of the formula

10 *

*x marks the linkage site wi

L3 is a bond or ethane-1,2-diyl,

L is a bond or a group of the formula

28
R
HN”

o) -
*hk Y
25

R O
15 in which
***  marks the linkage site with the carbony! gm
=% marks the linkage site with £,
R®°  is methyl,

R is hydrogen, methylcarbonyl or tert-butyloxycarplon


IP-TEMP
Line
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R'®  is hydrogen or methyl,
R s hydrogen or methyl,
or

R®and R’  together with the atoms to which they are bondedn a

5 piperazinyl ring,
is linear (G-Cs)-alkanediyl or is a group of the formula
10
15 # marks the linkage site with the nitrogen atom,

R is hydrogen,
R? is 4-hydroxybenzyl or H-indol-3-yImethyl,
or

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

20 (1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formul


IP-TEMP
Line
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ey :H:#
I: 2
3+

in which

# marks the linkage site with the adjacent nitrogtm,

marks the linkage site with the carbonyl group,

#
with the N-O moiety present therein dsmono- or bicyclic,

optionally substituted heterocycle of the formula

inkage site with the carbonyl group,

10 R? is hydrogen,

is 4-hydroxybenzyl or H-indol-3-y

R4

or

R*and R together with the carbon atom to WRich they avaded form a
up of the formul

(1S2R)-2-phenylcyclopropane-1,1-diyl

#7\‘ o

15
in which


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
-582 -

# marks the linkage site with the adjacent nitrogtm,
# 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, methyl, ethyl,n-propyl, tert-butyl, benzyl or
adamantylmethyl,

R® is hydrogen,
is hydrogen or benzyl,

10 R* is methyl,

7. Compounds of the formula (

Cys

15 in which

Cys is a cysteine residue which is bonded via thphsir ato

carbon atom of the succinimide,

Lt is a bond, linear (££C,g)-alkanediyl, a group of the formula

1 2
it \/\Eo/\/]ﬁ## or it — Al B

20 where


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
-583 -

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

L* s linear (G-Cyo)-alkanediyl,

5 B' is a group of the formula
O O O
5
##\T)kw/##e _ ##SJK'T‘/LS\']‘ )'LLG’##G
R29 R30 R3l R32
in whic
#it° he linkage site with the grouff'L
##°  marks thepkage site with the grouffL
10 L® is a bond or (
L® is a bond,
R29
R*  is hydrogen or (§C,)-alkyl,
or
15 R®and R°  together with the atoms to whi
membered heterocycle,
R is hydrogen or (GC,)-alkyl,
R*  is hydrogen or (GC,)-alkyl,
or
20 R and R?  together with the atoms to which they are bonfbeth a

membered heterocycle,

L™ s linear (G-Cyo)-alkanediyl,


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
-584 -

and

where (G-C,g)-alkanediyl may be substituted by 1 to 4 substitsiselected independently

of one another from the group consisting of methytiroxy and benzyl,
and

where two carbon atoms of the alkanediyl chaid,®y 1,3 or 1,4 relation to one another,
with inclusion of any carbon atoms situated betwtrwm, may be bridged to form axC

-cycloalkyl ring or a phenyl ring,

is a bond or a group of the formula

10
marks the linkage site with'L
*x marks the linkage site with3.
P is O or NH,
L3 is a bond or (§C,)-alkanediyl,
15 L is a bond,

Q' is a 4- to 7-membered heterocycle,
07 is a 3- to 7-membered carbocycle or a 4- to 7-neetbhetero
R is hydrogen or (GC,)-alkyl,

R s hydrogen or (GC,)-alkyl,


IP-TEMP
Line


10

15

20

WO 2012/143497 PCT/EP2012/057247

L2

-585-

or

R“and R°  together with the atoms to which they are bonfdeoh a 5- or 6-

membered heterocycle,
R is hydrogen or (GC,)-alkyl,
R  is hydrogen or (GC,)-alkyl,
or

R®and R’  together with the atoms to which they are bonfech a 5- or 6-

membered heterocycle,

R'® is hydrogen or (GCy)-alkyl,

R group of a natucebmino acid or of its
RZO
or
R¥and B°  together witf\the atoms to which they are bondedn a

pyrrolidinyl ring,
R*  is hydrogen or (GC,)-alkyl,
R?  is hydrogen or (GC,)-alkyl,
or

R and B2 together with the atoms to which th& are bondethfa 3- to 7-

membered carbocycle,
R® s (C-Cp)-alkyl,
R*  is hydrogen or (GC,)-alkyl,
R’ is hydrogen or (GC,)-alkyl,

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


IP-TEMP
Line


10

15

20

WO 2012/143497

PCT/EP2012/057247
- 586 -

##Mo /\/]5##4

where

P

##3

#H

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-C,g)-alkanediyl may be substituted by 1 to 4 substitseselected

or

dependently of one another from the group coimgjsdf methyl, hydroxy and

marks the linkage site with the nitrogen atom,

is hydrogen or methyl,

is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, droxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydregyaming
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-i

yimethyl,


IP-TEMP
Line


WO 2012/143497
- 587 -

PCT/EP2012/057247

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

Hee

N\

in which

# marks the linkage site with t

R® is hydrogen, hydroxy or benzylox

the ring A
R6
:w’o
10 #
in which
15 R? is hydrogen or methyl,

R is isopropyl, isobutylsecbutyl, tert-butyl, phenyl, benzyl, 1-
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydregyaminob
phenylethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-in

yimethyl,

20 or

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

# marks the linkage site with the adjacent nitrogtom,
marks the linkage site with the carbonyl group,

the N-O moiety present therein dsmono- or bicyclic,

lly substituted heterocycle of the formula

Q
Z-o

2}

H+

carbonyl group,

roxyethyl,


IP-TEMP
Line
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R*and R together with the carbon atom to which they aoeded form a

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

7

#\! o

in which
5 # marks the linkage site with the adjacent nitrogtm,
# marks the linkage site with the grouh T

T is agoup of the formula -C(=0)-ORC(=0)-NRR’, -C(=0)-NH-NH-R®

or -CHAQ-RY,
in which
10 R’ is hydro methyl, ethyln-propyl, tert-butyl, benzyl or

R® is hydrogen, methyl, efh-propyl or benzyl,
or

15 R®and R together with the nitrogeNatom to which they aoaded

form a 4- to 7-membered he®yocycle,
R s benzoyl,

R'™  is benzyl, which may be substituted in tfy phegsoup by

methoxycarbonyl or carboxyl,

20 R® is hydrogen, methyl or a group of the formula



IP-TEMP
Line


WO 2012/143497

PCT/EP2012/057247

- 589 -
. . A
#\/O #\/S ,
o o #2 O RY
#\/\Rlz #\/\Rlz or \( W/
, N—N
in which

# marks the linkage site with -CHCRT?,

R'? is phenyl which may be substituted by methoxycayhacarboxyl

5 or a group of the formula —S(€@H,
is phenyl which may be substituted by methoxycayboor
H-indol-3-yl or H-indol-3-yImethyl,
10
(0:F: 111X
8. Compounds of the formula (XXXa) accordin i@, in which
Cys s a cysteine residue which is bonded viaNehsir atom of the side chain via a
carbon atom of the succinimide,
15 Lt is a bond, linear (£Cg)-alkanediyl, a group of the fo
##l\/\fo/\/]fn##z or AR B
where
m is a number 2 or 3,
##'  marks the linkage site with the group G,
20 HE marks the linkage site with the group B,


IP-TEMP
Line


10

15

WO 2012/143497

PCT/EP2012/057247

- 590 -
L s linear (G-Co)-alkanediyl,
B* is a group of the formula
@) 0 O
##iN)kN/##6 or #a:tﬁajkN/LS\N)kLG/##6
I:|'229 ||?30 |R31 F|'232
in which

##°  marks the linkage site with the group’L

marks the linkage site with the group’L

RBO

is hydrogen,
R  is hydrogen or met
R*®  is hydrogen or methyl,
L™ s linear (G-Cg)-alkanediyl,
and

where (G-Ce)-alkanediyl may be substituted by 1 or 2

B is a bond or a group of the formula
0 0 0O
* )k bkl )k L3 )k
\ITI ITI/ . ITI/ \Il\l I_4/
R14 R15 RlG R17
O

Y

R23 R o

**

**

thylstiluents,
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where
* marks the linkage site with'L
*x marks the linkage site with3.

L® is a bond or ethane-1,2-diyl,
L* is a bond,

R  is hydrogen,

is hydrogen,

is hydrogen or methyl,

Rl7

drogen or methyl,

or

R®and R’  togeWger with the atoms to which they are borfdea piperazinyl
ring,

R?  is methyl,

R is hydrogen or methyl,

is linear (G-Cg)-alkanediyl or is a gro®g of the formula

##Mo /\/]5##4

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


IP-TEMP
Line


WO 2012/143497

or

R'and R
10

the ring A
15

PCT/EP2012/057247

-592 -
A 3 5
1
° #3><T # R
or
3 3 4
# R R
O L
R' R
where
# marks the linkage site with the nitrogen atom,
is hydrogen,

is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkikathyl or 1H-indol-3-

in which
# marks the linkage site with adjacent nitrogtm,
# marks the linkage site with the c&bonyl group,

with the N-O moiety present therein ds o- or bicyclic,

optionally substituted heterocycle of the formul


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247

-593 -
R6
0O

Z O Q £ o o I
A S )
# o, ® o, # #
in which
# marks the linkage site with the carbonyl group,

5 is hydrogen, hydroxy or benzyloxy,
10

in which

# marks the linkage site with the a ent nitrogeom,
15 # marks the linkage site with the group

T is a group of the formula -C(=0)-GRC(=0)-NRR?®, -C(=0)-
or -CH-O-R",

in which

R’ is hydrogen, methyl, ethyln-propyl, tert-butyl, benzyl
20 adamantylmethyl,

or



IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
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R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R® and R together with the nitrogen atom to which they lameded form a

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

R  is benzyl which may be substituted in the phensbug by

methoxycarbonyl or carboxyl,

R® is hydrogen, methyl or a group of the formula
. #2 @] RY
#\/\R12 or \( W/
10 , N—N
in which
# marks the Mgkage site to —CH@bhenyl,
R is phenyl whichQgay be substituted by methoxycayhacarboxyl
or a group of the fOgula —S(€H,
15 R is phenyl which may€Re substituted by methoxycayboor
carboxyl,
R*®  is methyl or hydroxy,
and also their salts, solvates and solvates dddhte.
9. Compounds of the formula (XXXa) according tdeitof Claims 7 88, in which
20 Cys s a cysteine residue which is bonded via thghsir atom of th&gide chain via a

carbon atom of the succinimide,
Lt is a bond or linear (3Cq)-alkanediyl,

B is a bond or a group of the formula


IP-TEMP
Line


10

15

WO 2012/143497

-595 -

* marks the linkage site with'L
*x marks the linkage site with3.
is a bond,

is a bond,

p is a number 2 or 3,

##°  marks the linkage site with the gr

# marks the linkage site with the nitroge

is a group of the formula

e X

# marks the linkage site with the nitrogen atom,

PCT/EP2012/057247


IP-TEMP
Line


PCT/EP2012/057247

WO 2012/143497
- 596 -

R is hydrogen,

R? is benzyl or H-indol-3-ylmethyl,

or
together with the carbon atom to which they avaded form a

R'and B
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formul

#:4 o

in which

marks the linkage site with the adjacent nitrogtm,

arks the linkage site with the carbonyl group,

#
10 the ring A with the moiety present therein @smono- or bicyclic,
optionally subSuted heterocycle of the formula
#6
in which
# marks the linkage site with the Cbonyl group,
15 R® is hydrogen,
R is benzyl or H-indol-3-ylmethyl,
or
R®and R together with the carbon atom to which they amaded for

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


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247

-597 -

in which
# marks the linkage site with the adjacent nitrogtm,
# marks the linkage site with the group T

is a group of the formula -C(=0)-OBr -C(=0)-NRR°,

10 R*®  is methyl,
and also their salts, solvates and solvat

10. Compounds of the formula (XXXI)

HO NH

(XXXI),

15 in which

Lt is a bond, linear (f=C,0)-alkanediyl, a group of the formula


IP-TEMP
Line


10

15

20

WO 2012/143497

1 2
##\/\£O/\47n## or

in which

PCT/EP2012/057247
-598 -

w— | 2B B

m is a number from 2 to 6,

##'  marks the linkage site with the group G,
#E marks the linkage site with the group B,
is linear (G-Cyg)-alkanediyl,

is a group of the formula

##°  marks the INgage site with the group'LL

##°  marks the linkagqgsite with the grouffL

L® is a bond or (§C,)-al

L® is a bond,

R®  is hydrogen or (GC,)-alkyl,

R®  is hydrogen or (GC,)-alkyl,

or

R®and R°  together with the atoms to which they
or 6-membered heterocycle,

R is hydrogen or (GC,)-alkyl,

R¥?  is hydrogen or (GC,)-alkyl,

or


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
-599 -

R and R  together with the atoms to which they are borfdeah a 5-

or 6-membered heterocycle,
L™ s linear (G-Cyo)-alkanediyl,
and

where (G-C,g)-alkanediyl may be substituted by 1 to 4 substitseselected
independently of one another from the group coimgjsbf methyl, hydroxy and
benzyl,

10

O
)k *%
or * ||\]/
R27
15 where
* marks the linkage site with'L
*x marks the linkage site with3.
P is O or NH,
Q' is a 4- to 7-membered heterocycle,

20 & is a 3- to 7-membered carbocycle or a 4- to 7-ne¥atbheterocycle,


IP-TEMP
Line


10

15

20

WO 2012/143497 PCT/EP2012/057247

- 600 -

R is hydrogen or (GCy)-alkyl,

R is hydrogen or the side group of a natucebmino acid or of its

homologues or isomers,
R®  is hydrogen or (GC,)-alkyl,
or

R¥and B°  together with the atoms to which they are bondedn a
pyrrolidinyl ring,

is hydrogen or (GCy)-alkyl,
R s hydrogen or (GC,)-alkyl,

or

R and R? ether with the atoms to which they are bondethfa 3- to 7-

mermgered carbocycle,
R is hydrogen or (NCa)-alkyl,

is linear (G-Cp)-alkanediyl oNjs a group of the formula

##Mo /\/]5##4

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-C,g)-alkanediyl may be substituted by 1 to 4
independently of one another from the group coimgjsbf methyl;

benzyl,

and


IP-TEMP
Line
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where two carbon atoms of the alkanediyl chaid,®y 1,3 or 1,4 relation to one

another, with inclusion of any carbon atoms sitdabetween them, may be

bridged to form a (6Cs)-cycloalkyl ring or a phenyl ring,

is a group of the formula
3 1 # R
# T
3>< . or I
R R 26 2

the linkage site with the nitrogen atom,

R! is hydrog®g or methyl,

R? is isopropyl, is8gutylsecbutyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
-hydroxy-3-nitrobenzyl, 4-hydre@yaminobenzyl, 1-
ethyl, H-imidazol-4-ylmethyl or H-indol-3-

10 4-hydroxybenzyl,
phenylethyl, diphe

ylmethyl,
or
R'and R together with the carbon om to which they aoeded form a
15 (1S2R)-2-phenylcyclopropane®§, 1-diyl group of the foriaul
#E\#5
in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the carbonyl group,


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
- 602 -

the ring A with the N-O moiety present therein dsmono- or bicyclic,

optionally substituted heterocycle of the formula

R6

2 O Q £ o o [&
N N~ N~
|6 g

|
#£ ., #®

Z-o

-

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

R® is hydrogen, hydroxy or benzyloxy,

[, 4-hydroxy-3-nitrobenzyl, 4-hydreSyaminobenzyl, 1-

10 phenylethyl, enylmethyl, H-imidazol-4-ylmethyl or H-indol-3-

yimethyl,
or

R®and R together with the calgon atom to which they aseded form a

ne-1,1-diyl group of the foraul

15
in which
# marks the linkage site with the adjacent nitro
# marks the linkage site with the group T

T is a group of the formula -C(=0)-GRC(=0)-NRR®, -C(=0)-NH-NH-R®
20 or -CH-O-R",


IP-TEMP
Line
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in which

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

adamantylmethyl,

R? is hydrogen or methyl,

5 R® is hydrogen, methyl, ethyh-propyl or benzyl,
or
R®and R together with the nitrogen atom to which they hoaded
form a 4- to 7-membered heterocycle,
is benzoyl,
10 is benzyl, which may be substituted in the pheggbup by
ethoxycarbonyl or carboxyl,
R® is hydrogen
9
#\/O ,
o # O 13
o N
N—N
#9
15 R is phenyl which may be substituted g methoxycayhacarboxyl
or a group of the formula —S(§€)H,
R is phenyl which may be substituted by
carboxyl,
R?*®  is hydrogen or hydroxy,
20 T is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,

R® is methyl or hydroxy,

and also their salts, solvates and solvates ofdlts.
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Line
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11. Compounds of the formula (XXXI) according taidh 10, in which

Lt is a bond, linear (£Cg)-alkanediyl or a group of the formula

5 is a number 2 or 3,
10
marks the linkage site with'L
*x marks the linkage site with3.
R®  is hydrogen,
15 R is methyl, propan-2-yl, 2-methylpropan-1-yl or Bffmylpropan-

R®  is hydrogen or (GC,)-alkyl,

or


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
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RYand R®  together with the atoms to which they are bondedn a
pyrrolidinyl ring,

R?  is hydrogen or methyl,
R?  is hydrogen or methyl,
or

Rand B2 together with the atoms to which they are bondednf a
cyclopropyl ring,

is hydrogen or methyl,

L2

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

10

p isanumber 2o
##°  marks the linkage sit&gith the group B,
# marks the linkage site witfge nitrogen atom,
15 where (G-Cyg)-alkanediyl may be substiyted by 1 or 2 methydstituents,
and

where two carbon atoms of the alkanediyl chaih,Rgelation to one another, with

inclusion of any carbon atoms situated between ¢ be bridged to form a

phenyl ring,

20 D is a group of the formula

Y


IP-TEMP
Line
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in which

# marks the linkage site with the nitrogen atom,

R is hydrogen,

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkathyl or 1H-indol-3-
ylmethyl,

or

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

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

4

#: s

10 in which

# marks linkage site with the adjacent nitrogtm,
# marks the lifgage site with the carbonyl group,

the ring A with the N-O moiety sent therein dsmono- or bicyclic,

15
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,

R? is hydrogen,


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247
- 607 -

R is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkthyl or 1H-indol-3-
yimethyl,

or

R®and R together with the carbon atoms to which they lavaded form a

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

7

#\‘ o

in which
marks the linkage site with the adjacent nitrogtom,
marks the linkage site with the group T

10 T is a group of the \Wrmula -C(=0)-GRC(=0)-NRR®, -C(=0)-NH-NH-R®

or -CH-O-RY,
in which
R’ is hydrogen,

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

adamantylmethyl,
15 R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyth-propyl o
or

R®and R together with the nitrogen atom to wigh they boaded

form a 4- to 7-membered heterocycle,
20 R s benzoyl,

R'" is benzyl, which may be substituted in the phegybup

methoxycarbonyl or carboxyl,

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


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247

10 12.

15

in which
# marks the linkage site with —-CHGbhenyl,

R is phenyl which may be substituted by methoxycayhacarboxyl
or a group of the formula —S(§€)H,

R is phenyl which may be substituted by methoxycayboor

carboxyl,

Compounds of the forfla (XXXI) according tther of Claims 10 or 11, in which

L* is a bond,

B is a bond,

L? is linear (G-Cg)-alkanediyl or isqggroup of the formula
3 4

## #H
\/\PO/\/]E

where

p is a number 2 or 3,

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

#H marks the linkage site with the nitrogen atom,

D is a group of the formula


IP-TEMP
Line
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- 609 -
A 1
N,o L
or 3>< 4
# R R
0]
R' R
where
# marks the linkage site with the nitrogen atom,
is hydrogen,

is benzyl or H-indol-3-ylmethyl,

10 in which

# marks the linkage site the adjacent nitrogtm,

# marks the linkage site with tfR carbonyl group,

the ring A with the N-O moiety present therein & mono- or bicyclic,

optionally substituted heterocycle of the for

s
15 #

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

R® is hydrogen, hydroxy or benzyloxy,

R? is hydrogen,
R is benzyl or H-indol-3-yImethyl,
or

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

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

7

#\‘ o

10 the linkage site with the adjacent nitrogeom,

T is a group of the formula -C(
in which

R’ is hydrogen,

15 R® is hydrogen,

R® is hydrogen,

R*®  is methyl,

and also their salts, solvates and solvates ofdhs.
13. Compounds of the formulae (XXXa) and (XXXI)eetled from the following grou

20 N-[6-(3-{[(2R)-2-amino-2-carboxyethyl]sulphanyl}-2,5-dioxopyridih-1-yl)hexyl]-N-
methyl-L-valyl-N-[(3R,4S,59-1-{(29-2-[(1R,2R)-3-{[(1 9-1-carboxy-2-(H-indol-3-


IP-TEMP
Line
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10

15

14.

20

-611 -
ylh)ethyllamino}-1-methoxy-2-methyl-3-oxopropyl]pyslidin-1-yl}-3-methoxy-5-methyl-1-

oxoheptan-4-yl[N-methyl-L-valinamide,

N-[6-(3-{[(2 R)-2-amino-2-carboxyethyl]sulphanyl}-2,5-dioxopyridih-1-yl)hexyl]-N-
methyl-L-valylN-[(3R,4S559-1-{(29)-2-[(1R,2R)-3-{[(2 9-3-(1H-indol-3-yl)-1-(1,2-
oxazinan-2-yl)-1-oxopropan-2-yllJamino}-1-methoxyr2ethyl-3-oxopropyl]pyrrolidin-1-
yl}-3-methoxy-5-methyl-1-oxoheptan-4-yN-methyl-L-valinamide,

-(6-{[(5S)-5-amino-5-carboxypentyllamino}-6-oxohg¥-N-methyl-L-valyl-N-

N-methyl-L-valinamid
and also their salts, solvate§and solvates ofdlts.

Binder-drug conjugates of the eral fornfDla

H,C.__-CH,
N
AK——G—Ll—B—LZ—Il\I
CH3
H,C
I n
in which
n is a number from 1 to 50,

AK is a binder,
the group §-G-L-B-L%8§§ is a linker,
where

§ marks the linkage site with the group AK and


IP-TEMP
Line
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8§ marks the linkage site with the nitrogen atom,

is a group of the formula

in which
# marks the linkage site with the ad i ,
# marks the linkage site with the carbon

15 the ring A with the N-O moiety present therein dsmono- bicyclic,

optionally substituted heterocycle of the formula


IP-TEMP
Line


10

15

WO 2012/143497

PCT/EP2012/057247
- 613 -

LT
\
o
2/3

\

O

\

o

=
Z-0

I I ’II I
#o #© o, # #
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

is hydrogen,

R droxyethyl, benzyl, 1-phenylethyl oHiindol-3-ylmethyl,

or

R*and R er with the carbon atom to which they aveded form a
in which
# marks the linkage site with the adja®gnt nitrogem,
# marks the linkage site with the grouh T

T is a group of the formula -C(=0)-@RC(=0)-NRR®, -C

or -CH,-O-RY,
in which

R’ is hydrogen, methyl, ethyln-propyl, tert-butyl, benzyl

adamantylmethyl,

R® is hydrogen or methyl,


IP-TEMP
Line


WO 2012/143497

and also their salts, solvates and solvates ofdlts.

15. Binder-drug conjugates according to Claim 1thwhe general formula (1),

5
10
15
R26
T2
20 in which

n is a number from 1 to 50,

PCT/EP2012/057247
-614 -

R’ is hydrogen, methyl, ethyh-propyl or benzyl,
or

R® and R together with the nitrogen atom to which they lameded form a

4- to 7-membered heterocycle,
R s benzoyl,

R  is benzyl, which may be substituted in the pheggbup by

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

O O
9 \ 7/
O #\/S

#2 0] R
oo G )
N—N

in which

# marks the linkageY\te with -CHCRT?,

R'? is phenyl which may b&gubstituted by methoxycayhacarboxyl

H,

or a group of the formula

R is phenyl which may be sUNgtituted by methoxycayboor

carboxyl,
is hydrogen or hydroxy,

is phenyl, benzyl, H-indol-3-yl or H-indol-3-yImethy\
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Line
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AK is AK; or AK,
where
AK; is a binder which is bonded via a sulphur atorthefbinder to the group G,

AK, is a binder which is bonded via a nitrogen atorthefbinder to the group G,

5 when AK = AK, is a group of the formula
2
#
1
O
# marks tiylinkage site with the sulphur atom oftihreler,
# marks the linMgge site with the grouh L
10 or
when AK = AK,, is carbonyl,
Lt is a bond, linear (2C,p)-alkanediyl oNgs a group of the formula
HH e
where
15 m is a number from 2 to 6,

##'  marks the linkage site with the group G,
#F marks the linkage site with the group B,
where (G-Cyp)-alkanediyl may be substituted by 1 to 4 methyisdituent

and


IP-TEMP
Line


10

WO 2012/143497 PCT/EP2012/057247
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where two carbon atoms of the alkanediyl chaid,®y 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitdabetween them, may be

bridged to form a (6Cs)-cycloalkyl ring or a phenyl ring,

is a bond or a group of the formula

U

R R R R O

0 O O 0
. )k *x )k L3 )k ok ).L Neo) *%
\N N/ . N/ \N L4 n 1
| 14 | 15 | 16 | 17

marks the linkage site wit
*x marks the linkage site with3.
P is O or NH,

L3 is a bond or (§C,)-alkanediyl,

L is a bond or a group of the formula

HN
-
JYO Fxkk Or *%k%
*%k%k
o)
R® O

in which

***  marks the linkage site with the carbonyl gm
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*%  marks the linkage site with f,
R® s hydrogen or methyl,
Q' is a 4- to 7-membered heterocycle,

07 is a 3- to 7-membered carbocycle or a 4- to 7-ne¥etbheterocycle,

5 R is hydrogen or (GC,)-alkyl,
is hydrogen or (GCy)-alkyl,
d R°  together with the atoms to which they are bonfiech a 5- or 6-
membered heterocycle,
10 R'®
Rl7
or
R*and R’ it\the atoms to which they are bonfdeth a 5- or 6-
membered het ,
15 R is hydrogen or (GCy)-alkyl,
R is hydrogen or the side of a natucebmino acid or of its
homologues or isomers,
R®  is hydrogen or (GC,)-alkyl,
or
20 R¥and B°  together with the atoms to which the

pyrrolidinyl ring,
R is hydrogen or (GC,)-alkyl,
R is hydrogen or (GC,)-alkyl,

or
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Line
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R'and B?  together with the atoms to which they are bondethfa 3- to 7-

membered carbocycle,
R®  is (C-Cy-alkyl,

R*  is hydrogen or (GC,)-alkyl,

5 R’ is hydrogen or (GC,)-alkyl,
is linear (G-Cp)-alkanediyl or is a group of the formula
10 ##3 linkage site with the group B,
# marks the linfyge site with the nitrogen atom,
where (G-C,p)-alkanediyl be substituted by 1 to 4 methysdituents,
and
where two carbon atoms of the alkanediylNaid,2y 1,3 or 1,4 relation to one another,
15 with inclusion of any carbon atoms situated Ogwiem, may be bridged to form axfC
Ce)-cycloalkyl ring or a phenyl ring,
D has the definitions indicated in Claim 14,
and also their salts, solvates and solvates dddhte.
16. Binder-drug conjugates according to Claim d4%®of the general
20 in which

n is a number from 1 to 50,

AK is AK; or AK,

where
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Line
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AK; is an antibody or an antigen-binding antibody fnagt and are bonded via

a sulphur atom to the group G,

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

a nitrogen atom to the group G,
G, L} B, L2and D have the definitions indicated in the Cki4 or 15,
and also their salts, solvates and solvates ofdlts.

17. er-drug conjugates according to any ofir@$al4 to 16 of the general formula (1), in

10
y or an antigen-binding antibody fnegt which binds to
C4.4a and isQonded via the sulphur atom of a pysteesidue of the
15 is an antibody or anWntigen-binding antibody rfnegt which binds to
C4.4a and is bonded vi§the NH side group of ané/giesidue of the
binder to the group G,
G when AK = Ak, is a group of the formul
O
#1
N—#
O
20 in which
# marks the linkage site with the cysteine residuthefbinder,

# marks the linkage site with the group L
or

when AK = AK,, is carbonyl,


IP-TEMP
Line
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Lt is a bond, linear (£Cg)-alkanediyl or is a group of the formula

##l\/\EO /\/]Tn##z

where

m is a number from 2 to 6,

5 #i! marks the linkage site with the group G,
marks the linkage site with the group B,
e (G-Ce)-alkanediyl may be substituted by 1 or 2 methylstituents,

B

@) @)
I * )LQl'OY**

I|?14 | 15 o

R 0O
! Y
R R R R%* o

10

* marks the linkage site with'L

*x marks the linkage site with3.

L3 is a bond or ethane-1,2-diyl,

L is a bond or a group of the formula

NH,
K(o -
soxk Y
15 R25 0O

in which
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Line
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***  marks the linkage site with the carbonyl gm
*%  marks the linkage site with £,
R®  is methyl,

Q' is a 4- to 6-membered carbocycle or piperidineeliyd,

5 R“  is hydrogen,
R®  is hydrogen,
is hydrogen or methyl,
is hydrogen or methyl,
or
10 R*and R’ gether with the atoms to which they are bondedn a
pipazinyl ring,
R®  is hydrogen,
R is hydrogen, methyypropan-2-yl, 2-methylpropaytdr 1-methylpropan-
1-yl,
15 R®  is hydrogen or methyl,
or
Rand R®  together with the atoms toNgvhich they are bondedn a
pyrrolidinyl ring,
R?  is hydrogen or methyl,
20 R is hydrogen or methyl,

or

R'and B?  together with the atoms to which they are bo
cyclopropyl ring,

R®  is methyl,

25 R*  is hydrogen or methyl,


IP-TEMP
Line


10

15

WO 2012/143497

p
##3

#if

PCT/EP2012/057247
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L? is linear (G-Cg)-alkanediyl or is a group of the formula

is a number from 2 to 6,
marks the linkage site with the group B,
marks the linkage site with the nitrogen atom,

e (G-Ce)-alkanediyl may be substituted by 1 or 2 methylstituents,

# R
26 2

# marks the linkage site with theNgjitrogen atom,

R' is hydrogen,

R? is 1-hydroxyethyl, benzyl, 1-phenylethyl ' §g4ndol-3-yimethyl,

or

R'and B together with the carbon atom to which Mgy aveded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group

4

#: o


IP-TEMP
Line


10

15
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in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein dsmono- or bicyclic,

optionally substituted heterocycle of the formula

6
Z O Q £ o o [&
N Nig -
|6 |6 6

Z-0

|
# 1 # L #

H—

in which
marks the linkage site with the carbonyl group,
hydrogen, hydroxy or benzyloxy,

R? is hydrogen,
R is 1-hydroxyethyl, benz -phenylethyl ad4dndol-3-ylmethyl,
or

R®and R together with the carbon m to which they avaded form a

1-diyl group of the formul

(1S,2R)-2-phenylcyclopropane

7

#\z o

in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the group T
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Tl
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is a group of the formula -C(=0)-GRC(=0)-NRR®, -C(=0)-NH-NH-R®
or -CH-O-R",

in which

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

R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

8and R together with the nitrogen atom to which they boaded

form a 4- to 7-membered heterocycle,

in which
# marks the linkage site with -CHCRT?,

R'? is phenyl which may be substituted by methoxy
or a group of the formula —S(§)H,

R is phenyl which may be substituted by methoxyca

carboxyl,

is hydrogen or hydroxy,


IP-TEMP
Line


10

15

20

25
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T is phenyl, benzyl, H-indol-3-yl or H-indol-3-yImethyl,

and also their salts, solvates and solvates ofdlts.

Binder-drug conjugates according to any ofirf@$al4 to 17 of the general formula (1) in

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

is an antibody which comprises the six CDR seqeerdaf the antibody
B01-3, BO1-10, M31-B01 or D02-6, the variable lighrtd variable heavy
in of the antibody B01-3, B01-10, M31-B01 or B®2r the light and
chain of the antibody B01-3, B01-10, M31-B#1D02-6, and is

ia the sulphur atom of a cysteine residuth® binder to the

hea
bonde

group G,

AK, is an antibodyYhich comprises the six CDR seqegraf the antibody
B01-3, B0O1-10, -B0O1 or D02-6, the variable ligirtd variable heavy
chain of the antibodyQ01-3, B01-10, M31-B01 or B®2r the light and
heavy chain of the antif§gdy B01-3, B01-10, M31-B#1D02-6, and is

bonded via the NH side gr

Gv

of a lysine residuthefbinder to the group

when AK = Ak, is a group of the formula

0
#l
N—#
O
in which
# marks the linkage site with the cysteine residuthetbinder,

# marks the linkage site with the group L

or


IP-TEMP
Line


WO 2012/143497 PCT/EP2012/057247

10

15
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when AK = AK,, is carbonyl,

is a bond, linear (£Cg)-alkanediyl or is a group of the formula

m is a number 2 or 3,

marks the linkage site with the group G,

marks the linkage site with the group B,

where (§Cs)-alkanediyl may be substituted by 1 or 2 methyisituents,

is a bond or §group of the formula

R
0]
* *%
N
R21 R22
where
* marks the linkage site with'L
*x marks the linkage site with3.

L3 is a bond or ethane-1,2-diyl,
L is a bond or a group of the formula

J\/O kkkk or

*k%k
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D
20
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in which
***  marks the linkage site with the carbonyl gm
*%  marks the linkage site with £,
R®  is methyl,
Q' is piperidine-1,4-diyl,
R'® s hydrogen or methyl,

is hydrogen or methyl,

R and together with the atoms to which they are bondedn a

piperazinyl ring,

R?  is hydrog®&g or methyl,

or

Rand B2 together with tf atoms to which they are bondednf a
cyclopropyl ring,

R®  is methyl,
R*  is hydrogen,
is linear (G-Cg)-alkanediyl,

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

R is hydrogen,

R? is 1-hydroxyethyl, benzyl, 1-phenylethyl dddndol-3-ylmethyl,
or

R'and B together with the carbon atom to which they avaded form a

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

4

#: o

arks the linkage site with the adjacent nitrogeim,

10 #

the linkage site with the carbonyl group,

the ring A with the N-O

optionally substitut

iety present therein dsmono- or bicyclic,

heterocycle of the formula

R
0
Z O Q I
Y )
#© #© #
in which
15 #° marks the linkage site with the carbonyl

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

R is benzyl, 1-phenylethyl orH-indol-3-ylmethyl,


IP-TEMP
Line
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or
R*and R together with the carbon atom to which they asaded form a

R5

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

7

#\z R

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

is a grouMpf the formula -C(=0)-ORC(=0)-NRR® or -CH,-O-R",

R® is hydrogen, methyl, Rayh-propyl or benzyl,

R'" is benzyl, which may b&substituted in the pheggdup by

methoxycarbonyl or carboxyl

is hydrogen or a group of the formula

in which
# marks the linkage site with -CHC{#phenyl,

R'? is phenyl which may be substituted by methoxycayhacarbo

or a group of the formula —S(€@H,
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R is phenyl which may be substituted by methoxycayboor

carboxyl,
and also their salts, solvates and solvates oddhs.

19. Process for preparing the compounds of thention according to any of Claims 14 to 18,

5 of the general formula (1), characterized in thabhition of the binder in a buffer
A] is admixed with a suitable reducing agent, sash for example, dithiothreitol or
tris(2-carboxyethyl)phosphine hydrochloride, andsighsequently reacted with a
compound of the formula (II)
D
10
D
15

in which n, AK;,, D, L}, B and 1?2 each have the the de
Claims 1to 5,

or

[B] is reacted with a compound of the formula (llI)


IP-TEMP
Line


10

20.

15

21.

PCT/EP2012/057247
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CH,
H.C
o H,C~__-CH, 0" CH,
(0] 4’( H H
/O 1 2 N\)k N \D
N L—B—L=N ;
lCH 2 C|:H 0 o) O~ch °

3 ~

© > e cH, CH, :

(i,

in which D, L%, B and 12 each have the the definitions indicated in Clains 5,

give a compound of the formula (I-B)

CH3
OHBC CH3
H
PN s
N D
: I o. O
CH, OL_ O CH,

CH3 CH,

—ln

in which n, AK,, D, L}, B and N\ each have the the definitions indicated in

Claims 1 to 5.

Compounds prepared by the process accordio®gin 19 or 50, where AKand AK; is

an antibody which comprises the six CDR sequeN§gbeoantibody B01-3, B01-10 or

D02-6, the variable light and variable heavy chafithe aR§body B01-3, B01-10 or D02-6

or the light and heavy chain of the antibody BOBB1-10 02-6, and also their salts,

solvates and solvates of the salts.

Compounds of the formula (XXX)

C._ _CH, 3

o (@] H,
S
N—Ll—B—LZ—ITI : N
CH, O Z
O * He cH

(XXX),
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in which

Cys s a cysteine residue which is bonded via thiphsir atom of the side chain to a

carbon atom of the succinimide,

is a bond, linear (£=C,0)-alkanediyl or is a group of the formula

where two carbon atomsN§f the alkanediyl chaid,® 1,3 or 1,4 relation to one

another, with inclusion of carbon atoms sitdabztween them, may be

bridged to form a (6&Cs)-cycloalk§ring or a phenyl ring,

15 B is a bond or a group of the formula

i
N
A G
o ’ R18 Rl9 o

*)LNNOY** or
H 24


IP-TEMP
Line
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where

* marks the linkage site with'L
*x marks the linkage site with3.
P is O or NH,

5 L® is a bond or (§C,)-alkanediyl,
L is a bond or a group of the formula
T
0]
*kkk Or Skk *kkk
T S
***  mark§the linkage site with the carbonyl gm
10 *kkk
R25
Q' is a 3- to 7-membered carl®gcycle or a 4- to 7-neetbaza heterocycle,
07 is a 3- to 7-membered carbocyCWg or a 4- to 7-neetbaza heterocycle,
R s hydrogen or (GC,)-alkyl,
15 R s hydrogen or (GC,)-alkyl,
or
R“and R°  together with the atoms to which they are Ngnfbeth a 5- or 6-
membered heterocycle,
R  is hydrogen or (§C,)-alkyl,
20 R  is hydrogen or (GC,)-alkyl,

or


IP-TEMP
Line
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10

15

L2

20

- 634 -

R®and R’  together with the atoms to which they are bonfiech a 5- or 6-

membered heterocycle,
R'® is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a natucebmino acid or of its

homologues or isomers,
R®  is hydrogen or (GC,)-alkyl,
or

°and B°  together with the atoms to which they are bondermn a

pyrrolidinyl ring,

or

R'and B2 together

membered

ith the atoms to which they are bondwchfa 3- to 7-

R® s (C-Cy)-alkyl,
R is hydrogen or (GC,)-alkyl,
R is hydrogen or (GC,)-alkyl,

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

##S\/\Po /\/]5##4

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-C,g)-alkanediyl may be substituted by 1 to 4 methylsituents,
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and

where two carbon atoms of the alkanediyl chaid,®y 1,3 or 1,4 relation to one

another, with inclusion of any carbon atoms sitdabetween them, may be

bridged to form a (&Cs)-cycloalkyl ring or a phenyl ring,

is a group of the formula
3 1 # R
# T
D I
R R 26 2

linkage site with the nitrogen atom,

R is hydrogen,

10 R? is 1-hydroxyethyl, Qenzyl, 1-phenylethyl dr4ndol-3-ylmethyl,

or

R'and R together with the caygon atom to which they aveded form a

ane-1,1-diyl group of the formul

15 in which
# marks the linkage site with the adjacent nitro
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein dsmono- or bicyclic,

optionally substituted heterocycle of the formula


IP-TEMP
Line


10

15

WO 2012/143497 PCT/EP2012/057247
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LT
\
o
2/3
\

O

\

o

=
Z-0

I I ’II I
#o #© o, # #
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

is hydrogen,

in which

# marks the linkage site with tfgadjacent nitrogtm,

# marks the linkage site with the gr

T is a group of the formula -C(=0)-@RC(=0)-NRR®, -C
or -CH,-O-RY,

in which

R’ is hydrogen, methyl, ethyln-propyl, tert-butyl, benzyl

adamantylmethyl,

R® is hydrogen or methyl,
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R’ is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which they boaded

form a 4- to 7-membered heterocycle,

5 R s benzoyl,
R  is benzyl, which may be substituted in the pheggbup by
methoxycarbonyl or carboxyl,
is hydrogen, methyl or a group of the formula
O O
9 \ 7/
O #\/S
#2 0] R
# oo G )
N—N
10 in which
# marks the linkageY\te with -CHCRT?,
R'? is phenyl which may b&gubstituted by methoxycayhacarboxyl
or a group of the formula Xg(H,
R is phenyl which may be sUNgtituted by methoxycayboor
15 carboxyl,
R?*®  is hydrogen or hydroxy,
T is phenyl, benzyl, H-indol-3-yl or H-indol-3-yImethy\
and also their salts, solvates and solvates ofdlts.
22. Compounds of the formula (XXX) according t@i@i 21, in which
20 Cys is a cysteine residue which is bonded via thphsir atom of the side chai

carbon atom of the succinimide,

Lt is a bond, linear (£Cg)-alkanediyl or is a group of the formula


IP-TEMP
Line
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15

WO 2012/143497 PCT/EP2012/057247
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- e
where
m is a number from 2 to 6,

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

where (G-C¢)-alkandiyl may be substituted by 1 or 2 methylstitbents,

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

R*“  is hydrogen,

R®  is hydrogen,

R  is hydrogen or methyl,

R  is hydrogen or methyl,

or
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R'°and R’  together with the atoms to which they are bondedn a

piperazinyl ring,
R®  is methyl,

R*  is hydrogen or methyl,

5 is linear (G-Cg)-alkanediyl or is a group of the formula
10
R5
marks the linkage site with the nitrogen ato
15 R is hydrogen,

R? is 1-hydroxyethyl, benzyl, 1-phenylethyl df4ndol-3-yl
or

R'and R together with the carbon atom to which they avaded
(1S2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul


IP-TEMP
Line
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ey :H:#
I: 2
3+

in which

# marks the linkage site with the adjacent nitrogtm,

marks the linkage site with the carbonyl group,

#

with the N-O moiety present therein dsmono- or bicyclic,

5
optionally substituted heterocycle of the formula
0
| /O or ,\'I
# #
10 site with the carbonyl group,
RG
R® is hydrogen,
R is benzyl, 1-phenylethyl orH-indol-3-ylmethyl,
or
ded form a

together with the carbon atom to which they

15 R®and R
(1S 2R)-2-phenylcyclopropane-1,1-diyl group of the


IP-TEMP
Line
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#7\‘ o
in which
# marks the linkage site with the adjacent nitrogtm,

# marks the linkage site with the group T

5 is a group of the formula -C(=0)-@RC(=0)-NRR®, -C(=0)-NH-NH-R°
r -CH-O-R",
10
R5

15

in which

# marks the linkage site with -CHC{phenyl,

R'? is phenyl which may be substituted by methoxycayh

or a group of the formula —S(€@H,

20 R is phenyl which may be substituted by methoxycayboor

carboxyl,


IP-TEMP
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and also their salts, solvates and solvates oddhs.

23. Binder-drug conjugate according to any of @il — 6, 14 — 18 where the binder binds to

a cancer target molecule.

Binder-drug conjugate according to any of @il — 6, 14 — 18 or 23, where the binder

binds to an extracellular target molecule.

25. Binder-drug conjugate according to any of @kl — 6, 14 — 18 or 23 - 24, where the

der binds to an extracellular cancer target i

26. Binde§drug conjugate according to any of @Rl — 6, 14 — 18 or 23 — 25, where the

10 cancer targ olecule is a protein.

27. Binder-drug co ate according to any of @kl — 6, 14 — 18 or 23 — 26, where the

binder after bindin®§to the extracellular targetlecale is internalized by the cell

expressing the target ecule.

28. Binder-drug conjugate acc®ding to any of @kl — 6, 14 — 18 or 23 — 27, where the
15 binder is a binder protein.
29. Binder-drug conjugate according togny of @il — 6, 14, 15, 20 or 23 — 28, where the

binder is an antibody or an antigen-gding antibdhgment thereof or an antibody

mimetic.

30. Binder-drug conjugate according to any of il — 6, 14—-18 or 23 —29, where the

20 antibody is a monoclonal antibody.

31. Binder-drug conjugate according to any of @kl — 6,94 — 18 or 23 — 30, where the

antibody is a human, humanized or chimeric antibody

32. Binder-drug conjugate according to any of @Rl — 6, 14 — 1Rpr 23 — 31, where the

antibody is an intact or a modified intact antibody

25 33. Binder-drug conjugate according to any of Ckaln- 6, 14 — 18 or 23 where the

antibody is an antibody of the IgG class.

34. Binder-drug conjugate according to any of @&l — 6, 14 — 16, 20 or 23 — 33,
binder binds to an extracellular cancer target gk which is selected from the g
consisting of EGF receptor (NP_005219.2), mesath€)i13421-3), C4.4a (NP_055215.

30 and carboanhydrase IX (CA IX; NP_001207.2).
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Binder-drug conjugate according to any of @il — 6, 14 — 16, 20 or 23 — 34, where the
binder binds specifically to an extracellular camnizgget molecule which is selected from
the group consisting of EGF receptor (NP_005219m2¢sothelin (Q13421-3), C4.4a
(NP_055215.2) and carboanhydrase IX (CA IX; NP_Q0712).

Binder-drug conjugate according to any of @Rl — 6, 14 — 16, 20 or 23 — 35, where the
antibody binds to C4.4a.

Binder-drug conjugate according to any of Calim- 6, 14 — 18 or 23 — 36, where the
jbody binds to to S1 domains (amino acid pasifieB5 of SEQ ID NO: 1) of C4.4a.

Binderyrug conjugate according to any of @il — 6, 14 — 18 or 23 — 37, where the
antibody Rgds specifically to C4.4a.

Binder-drug cOfjugate according to any of @&l — 6, 14 — 18 or 23 — 38, where the

binder is an anti-C§4a antibody or antigen-bindingbody fragment which competes

with antibody M31-B®§ and/or with the antibody MBP@2-S-A for binding to C4.4a.

Binder-drug conjugate acqgrding to any of @il — 6, 14 — 16, 20 or 23 — 39, selected
from the group consisting of §gtibody which comesishe CDR sequences of the variable
heavy chain represented by th®sequences SEQ ID7H@7 and which comprises the
CDR sequences of the variable gt chain represehly the sequences SEQ ID NO:
78-80 (B01-10), antibody which compyes the CDRusaces of the variable heavy chain
represented by the sequences SEQ IDWYO: 5, 9 arahd3wvhich comprises the CDR

dtidsequences SEQ ID NO: 17, 21 and

]

sequences of the variable light chain repres®
25 (M31-B01), antibody which comprises the
represented by the sequences SEQ ID NO: 6, 18

\R smes of the variable heavy chain
arehd which comprises the CDR
Juences SEQ ID NO: 18, 22 and

36

sequences of the variable light chain represenetid s
26 (M20-D02-S-A), antibody which comprises the C
chain represented by the sequences SEQ ID NO: anti1159nd which comprises the
CDR sequences of the variable light chain represkhy the seq®gnces SEQ ID NO: 19,
23 and 27 (M60-G03), antibody which comprises tbERGequences ¥ the variable heavy
chain represented by the sequences SEQ ID NO: &nii216 and whi¥

ences of the variable heavy

D comprises the
CDR sequences of the variable light chain represehy the sequences SRQ ID NO: 20,
24 and 28 (36-H02), antibody which comprises theRGi2quences of the vagble heavy
CDR
-50

(B0O1-3), antibody which comprises the CDR sequenafeshe variable heavy chal

chain represented by the sequences SEQ ID NO: 4&nd7which comprises ti%g

sequences of the variable light chain representethé sequences SEQ ID NO:

represented by the sequences SEQ ID NO: 55-57 aiahwomprises the CDR sequences
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of the variable light chain represented by the sagas SEQ ID NO: 58-60 (B01-5),
antibody which comprises the CDR sequences of énalie heavy chain represented by
the sequences SEQ ID NO: 65-67 and which comptise€DR sequences of the variable
light chain represented by the sequences SEQ ID N&3-70 (B01-7),
antibody which comprises the CDR sequences of dnable heavy chain represented by
the sequences SEQ ID NO: 85-87 and which comptiee€DR sequences of the variable
light chain represented by the sequences SEQ ID Ng3:90 (B01-12),
ntibody which comprises the CDR sequences of #hale heavy chain represented by
sequences SEQ ID NO: 95-97 and which comptise€DR sequences of the variable
chain represented by the sequences SEQ ID NIB-100 (D02-4),
which comprises the CDR sequences of énable heavy chain represented by
the sequeMges SEQ ID NO: 105-107 and which conp@$eR sequences of the variable
presented by the sequences SEQ ID N@8-110 (D02-6),
prises the CDR sequences of énable heavy chain represented by
ID NO: 115-117 and which congprtise CDR sequences of the
resented by the sequencde® $ NO: 118-120 (D02-7),

e CDR sequences of #@nmbie heavy chain represented by
25-127 and which conmgptise CDR sequences of the
y the sequené& B NO: 128-130 (D02-11), and

equences of #nable heavy chain represented by

light chain
antibody which
the sequences S
variable light chain
antibody which comprise
the sequences SEQ ID N
variable light chain represente
antibody which comprises the CD
the sequences SEQ ID NO: 135-137 Y§hich comprise<CBR sequences of the variable

light chain represented by the sequenceSNgEQ ID188:140 (D02-13).

Binder-drug conjugate according to any of —6, 14 —-18, 20 or 23 — 40, where the

C4.4a antibody or antigen-binding antibody fragrgreelected from the group consisting
of antibodies which comprise the amino acid s

represented by the sequence SEQ ID NO: 81 and veoi

eof the variable heavy chain
rise the amino acid sequence

of the variable light chain represented by the saga SEQ IDgO: 82 (B01-7),

antibodies which comprise the amino acid sequentehe variable heavy c
represented by the sequence SEQ ID NO: 35 and vebictprise the amino acid sequen
of the variable light chain represented by the saga SEQ ID NO: 31 (M60-G03),
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antibodies which comprise the amino acid sequentcehe variable heavy chain
represented by the sequence SEQ ID NO: 36 and veoiciprise the amino acid sequence
of the variable light chain represented by the saga SEQ ID NO: 32 (M36-H02),
antibodies which comprise the amino acid sequentehe variable heavy chain
represented by the sequence SEQ ID NO: 51 and vebictprise the amino acid sequence
of the variable light chain represented by the seqa SEQ ID NO: 52 (B01-3),
antibodies which comprise the amino acid sequentethe variable heavy chain
epresented by the sequence SEQ ID NO: 61 and vebiciprise the amino acid sequence
oNhe variable light chain represented by the saga SEQ ID NO: 62 (B01-5),
antidydies which comprise the amino acid sequentehe variable heavy chain
represeqyed by the sequence SEQ ID NO: 71 and vebictprise the amino acid sequence
of the vaNgble light chain represented by the seqa SEQ ID NO: 72 (B01-7),
antibodies ich comprise the amino acid sequentethe variable heavy chain
represented by sequence SEQ ID NO: 91 and webictprise the amino acid sequence
of the variable ligN§ chain represented by the saga SEQ ID NO: 92 (B01-12),
antibodies which corNgrise the amino acid sequentcehe variable heavy chain
represented by the seqqgnce SEQ ID NO: 101 andhwtmenprise the amino acid
sequence of the variable lighghain representeithiégequenc8EQ ID NO: 102 (D02-4),
antibodies which comprise tf amino acid sequentethe variable heavy chain
represented by the sequence S ID NO: 111 andhwtdenprise the amino acid
sequence of the variable light chain rdgesentettidgequence SEQ ID NO: 112 (D02-6),
antibodies which comprise the amin cid sequentcethe variable heavy chain
represented by the sequence SEQ ID . 121 andhwtnenprise the amino acid
sequence of the variable light chain represent wequence SEQ ID NO: 122 (D02-7),
antibodies which comprise the amino acid s&uentcethe variable heavy chain
represented by the sequence SEQ ID NO: 131 MNydhwtwenprise the amino acid
sequence of the variable light chain representethbyseq®gnce SEQ ID NO: 132 (D02-
11), and antibodies which comprise the amino aegfience &the variable heavy chain
represented by the sequence SEQ ID NO: 141 andhwtncNygrise the amino acid
sequence of the variable light chain representethéysequence S ID NO: 142 (D02-
13).

Binder-drug conjugate according to any of @kl — 6, 14 — 18, 20 or 23 — N, where the
C4.4a antibody or antigen-binding antibody fragnmisrgelected from the group

of
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antibody which comprises the amino acid sequendbeofight chain represented by SEQ
ID NO: 346 and which comprises the amino acid sege®f the heavy chain represented
by SEQ ID NO: 347 (M31-B01),

antibody which comprises the amino acid sequendbaefight chain represented by SEQ
ID NO: 352 and which comprises the amino acid segeef the heavy chain represented
by SEQ ID NO: 353 (B01-3),

ntibody which comprises the amino acid sequendbeofight chain represented by SEQ
O: 364 and which comprises the amino acid seqge®f the heavy chain represented

by SAQ ID NO: 365 (B01-10), and

antibody
ID NO: 382 which comprises the amino acid seqgeef the heavy chain represented
by SEQ ID NO: 83 (D02-6).

ich comprises the amino acid sequendbeofight chain represented by SEQ

Binder-drug conjuga®yor a compound accortbrgny of Claims 1 — 18 or 20 — 42 for the

treatment and/or prophyRgxis of illnesses.

Binder-drug conjugate or a pound accorthrany of Claims 1 — 18 or 20 — 42 for use

in a method for the treatment /or prophylaxifhwgberproliferative and/or angiogenic

diseases.

Binder-drug conjugate or a compound Qgcortiingny of Claims 1 — 18 or 20 — 42 for

producing a medicament for the treatmentod/oplpytaxis of hyperproliferative and/or

angiogenic diseases.

Medicament comprising a binder-drug conjugate®§y compound according to any of

Claims 1 — 18 or 20 — 42, in combination with a®®Q non-toxic, pharmaceutically

suitable excipient.

Medicament comprising a binder-drug conjugatea compourf§ according to any of

Claims 1 — 18 or 20 — 42, in combination with one noore an®yperproliferative,

cytostatic or cytotoxic substances.

Medicament according to Claim 46 —47 for tireatment and/or pr

hyperproliferative and/or angiogenic diseases.

diseases in humans and animals, using an effeativeunt of at least one binder-dr
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conjugate or a compound according to any of Cldimsl8 or 20 — 42, or of a medicament

as defined in any of Claims 46 to 48.

50. Process for preparing the compounds of thenition according to any of Claims 1 to 6, of

the general formula (la), characterized in thatlatson of the binder in a buffer

[A] is admixed with a suitable reducing agent, tsas, for example, dithiothreitol or
tris(2-carboxyethyl)phosphine hydrochloride, andsidsequently reacted with a

compound of the formula (lla)

10

15

in which n, AK;, D, L%, B, L? and R® each have the de
Claims 1 to 6.

itions indicated in

or

[B] is reacted with a compound of the formula (Jlla
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o H,C
O, </<
/© I'(
N l 2

(Illa),

in which D, L%, B, L? and R® each have the definitions indicated in Claims &,to

give a compound of the formula (la-B)

in which n, AK,, D, L}, B, L> aN R® each have the definitions indicated in

Claims 1 to 6.

CH,
o H,C<__-CH, OH3C
H
NS ™S N
| : |
CH, O = CH, O o)
3 HSC/\CHS 3 \CH3
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AK,~]

CH,
H,C.__-CH, OH3C
AK H
2\m/\/o O N\)J\N N
| I
(0] CH, O H CH, O (6]
* "he” cH, ° CH,
CH3
H,C__-CH, N CH,
H
el 1IN N
o] |CH 0 : (liH O o) o\c ©
= H
3 ~
* He e, CH, ¢
OH
L _In
— CH, o
H,C
0~ TCH, CH,
/g H.C CH H.C CH
HNT o * * o° \ s
H H
AK, N o N\)J\ N
\n/\/ . \ﬂ/\/\’?l - ,?l I
= = \
CH, O CH 2 CH, O__ O H
3 3 H3C/\CH3 3 \CH3 3
L —1n
CH,
AK 6] o H,C CH, oH3C CH, "
H b \/g
N\/\/\)]\ N N\)]\ N H o
N \n/\/\N N H ‘
0 g tn o i &n o_ O Oenl 3
3 H3C/\CH3 ° cw, |
N
H

where in each case
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n is a number from 2 to 8, preferably 2 to 5,

and

AK; is a human or humanized antibody or an antigedibgantibody fragment which binds to

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

is a human or humanized antibody or an antigedibinantibody fragment which binds to

C4.48and is bonded via a lysine group to the tbgoplinker unit.

AK 5~

AKzB\

AK, g~
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H.C_ _CH
o ? ’ 1%
" H
AKZB\ N ¢} N\)J\
\”/\/ . \n/\/\,Tj : 'il
0 0O CH, O CH O A
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n is a number from 2 to 8, preferably 2 to 5,

and

AK g and AK;z are BO1-3.
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Claims
1. Binder-drug conjugates of the general formida (
— CH, —
H,C R H,C CH,
0] H
H N
1 2 N\)k N ™D
AK—T—G—L=—B—L—N H
(|:H o] CllH Oo__ O O~en?
* he cH, - CH, :
L —n
(1),
in which
n is a number from 1 to 50,
the group §-G-t:B-L-§§ is a linker,
where
8 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 a binder which is bonded via a sulphur atorthefbinder to the group G,

AK, is a binder which is bonded via a nitrogen atorthefbinder 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 ofltheler,
# marks the linkage site with the group L

or

when AK = AK,, is carbonyl,

Lt is a bond, linear (f=C,o)-alkanediyl, or a group of the formula
HHS ##2 1 1A o1 1B .2
\/\fo/\/]ﬁq or  HF—LTBLTH
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 B,
is linear (G-C,g)-alkanediyl,

B is a group of the formula
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O O] O
5
N N~ 4 NG L6
s s | 51 Flesz

R R R

6
S HH
or PN
# S

in which
##°  marks the linkage site with the group'L
##°  marks the linkage site with the group’L

L° is a bond or (§C,)-alkanediyl,

L° is a bond or a group of the formula
33
R
- HN
HN Qfo
8 8
O] ##or
R* ©
in which

##'  marks the linkage site with the carbonyl group,
##®  marks the linkage site with'f,

R*  is hydrogen, (§€C,)-alkylcarbonyl, tert-butyloxycarbonyl or

benzyloxycarbonyl,
R*  is hydrogen or methyl,
R is hydrogen or (GCy)-alkyl,

R®  is hydrogen or (GCy)-alkyl,
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or

RPand R°  together with the atoms to which they are borfoeah a 5- or

6-membered heterocycle,
R is hydrogen or (GCy)-alkyl,
R?  is hydrogen or (GCy)-alkyl,
or

R'and R?  together with the atoms to which they are boridech a 5- or

6-membered heterocycle,
L'® s linear (G-Cyo)-alkanediyl,
and

where (G-Cjo)-alkanediyl may be substituted by 1 to 4 substitseselected
independently of one another from the group coimgjsbf methyl, hydroxy and

benzyl,
and

where two carbon atoms of the alkanediyl chairlg, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddtetween them, may be bridged to

form a (G-Cg)-cycloalkyl ring or a phenyl ring,
is a bond or a group of the formula
0] O O 0]
*\NJJ\N/** *)J\N/LiNJJ\LM** *)J\Ql,o\n/**
II?14 | 1 le |y

R R R O

20

ll? o)
*\QZ, P\n/** *YN\H/** *%J\N/**
18 19 H
' R R ') ' R21 R22 ,

O
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O O
*% *%
*)LN/YOY *)J\N/ o .
H 23 24 I 27 * \n/
R™ R o R 37

36
R
HN”
H
_N o__*
or * \n/
O R37 O

where

* marks the linkage site with'L
ok marks the linkage site with3.
P is O or NH,

L3 is a bond or (§C,)-alkanediyl,

L* is a bond or a group of the formula

28
_R

R @)

in which

HN
. D~
J\‘/O\n/**** or sk Fhkk
Hkk
25

O

***  marks the linkage site with the carbony! gm

= marks the linkage site with £,
R°  is hydrogen or methyl,

R® is hydrogen, (@C-alkylcarbonyl,

benzyloxycarbonyl,

tert-butyloxycarbonyl

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

07 is a 3- to 7-membered carbocycle or a 4- to 7-negptbheterocycle,
R*  is hydrogen or (GC,)-alkyl,

R  is hydrogen or (GC,)-alkyl,

or

R'“and R®  together with the atoms to which they are bonftech a 5- or 6-

membered heterocycle,
R*  is hydrogen or (GC,)-alkyl,
R  is hydrogen or (GCj)-alkyl,
or

R®and R’  together with the atoms to which they are bonttech a 5- or 6-

membered heterocycle,
R' is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a naturedmino acid or of its homologues

or isomers,
R®  is hydrogen or (GCj)-alkyl,
or

Rand B’  together with the atoms to which they are bonidech a pyrrolidinyl

ring,
R®  is hydrogen or (GCy)-alkyl,
R?  is hydrogen or (GCy)-alkyl,

or
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R"and B>  together with the atoms to which they are bondwmunfa 3- to 7-

R23

R24

R27

R36

R37

or

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

is hydrogen, (€C,)-alkylcarbonyl, tert-butyloxycarbonyl or benzyl-

oxycarbonyl,

is hydrogen or methyl,

R*¥and R’  together with the atoms to which they are bonfdeth a pyrrolidine

ring,

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

##3\/\PO /\/}6##4

where

p

##3

#

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-Cyp)-alkanediyl may be substituted by 1 to 4 substitseselected

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

benzyl,

and
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where two carbon atoms of the alkanediyl chair,@, 1,3- or 1,4 relation to one

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

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

is a group of the formula

1 # R
_0 #H_ T
N Ko
3 3
R R
#%O , R T2
R" R
in which
# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

R? is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaginobenzyl, 1-phenyl-
ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

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

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

#:4 \\\\#5

in which

# marks the linkage site with the adjacent nitrogtom,




- 557 -

# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

R6

2‘0 Q [ Lo &
Ng N~ N~
| |

I
8

Z-0

H—

# , # ,
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,
R® is hydrogen or methyl,

R* is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaBinobenzyl, 1-phenyl-
ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

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

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

7

#x:\®$

in which

# marks the linkage site with the adjacent nitrogtam,
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# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which theylaoaded form

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

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

o, O
; Y
#\/O #\/S

9 9 #2 O R
#\/\Rlz #\/\RlZ or \« W/
N—N

3

in which

# marks the linkage site with -CHCRT?,
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R'? is phenyl which may be substituted by methoxycayhacarboxyl or a

group of the formula —S(GQH,
R is phenyl which may be substituted by methoxycaybor carboxyl,

R?® s hydrogen or hydroxy,

T? is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,
R*®  is methyl or hydroxy,
and also their salts, solvates and solvates oddtis.
Binder-drug conjugates of the general formud éiccording to Claim 1, in which
n is a number from 1 to 20,
AK is AK; or AK,

where

AK; is an antibody or an antigen-binding antibody ifnegt which binds to C4.4a
and is bonded via the sulphur atom of a cysteisalue of the binder to the

group G,

AK, is an antibody or an antigen-binding antibody ifnegt which binds to C4.4a
and is bonded via the NH side group of a lysinédres of the binder to the

group G,

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

in which

# marks the linkage site with the cysteine residuthefbinder,




- 560 -

# marks the linkage site with the group L
or

when AK = AK,, is carbonyl,

Lt is a bond, linear (£Cq)-alkanediyl, or a group of the formula

HHS - 1 A1 1B .2
V\EOME or  HH— LBl

where

m is a number from 2 to 6,

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

L s linear (G-Cg)-alkanediyl,

B is a group of the formula
@) O @)
5
## JJ\ ’ J]\ 2 JJ\ ’
SN s S e
| | I |
R29 R30 ’ R3l R32
or S
it S
in which

##°  marks the linkage site with the group’L
##°  marks the linkage site with the grouf’L

LS is a bond,
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L is a bond or a group of the formula
33
R
HN” HD—O
8 8
0] ## or
. oy }-##
H#i o
R* 0
in which

##'  marks the linkage site with the carbonyl group,
##®  marks the linkage site with'g,
R is hydrogen, methylcarbonyl or tert-butyloxycaripion
R*  is hydrogen or methyl,
R® s hydrogen,
R® s hydrogen,
R®  is hydrogen or methyl,
R?  is hydrogen or methyl,
L'Bis linear (G-Cq)-alkanediyl,
and
where (G-C¢)-alkanediyl may be substituted by 1 or 2 methydstituents,

is a bond or a group of the formula
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RZO o (@)
| )L
ST SO TR
H
R18 R19 o ’ R21 R22 H , Rzg R24
36
R
36 P
o R HN
)J\ " N 0 **
*%*
* N/ O ** or « \n/
I 27 * \n/ 37
o) R
R , R37 o)
where
* marks the linkage site with'L
ok marks the linkage site with3.
L3 is a bond or ethane-1,2-diyl,
L* is a bond or a group of the formula
28
R
- HN
. 1O
J\‘/O\n/**** or sk Fhkk
R® O ©
in which

***  marks the linkage site with the carbony! gm
w0 marks the linkage site with £,

R°  is hydrogen or methyl,
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Re® is hydrogen, methylcarbonyl or tert-butyloxycarpbn
Q is a 4- to 7-membered heterocycle,
R*  is hydrogen,
R® s hydrogen,
R  is hydrogen or methyl,
R  is hydrogen or methyl,
or

R*®and R’  together with the atoms to which they are bonfdeth a piperazinyl

ring,
R'® s hydrogen,

R is hydrogen, methyl, propan-2-yl, 2-methylpropap-r 1-methylpropan-1-
yl,

R®  is hydrogen or methyl,
or

Rand R’  together with the atoms to which they are boniech a pyrrolidinyl

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

R and B>  together with the atoms to which they are bondethfa cyclopropyl

ring,
R®  is methyl,

R*  is hydrogen or methyl,
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R s hydrogen,

R is hydrogen, methylcarbonyl or tert-butyloxycarbn
R¥  is hydrogen or methyl,

or

R*¥and R’  together with the atoms to which they are bonfdeth a pyrrolidine

ring,

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

##3\/\PO /\/}6##4

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-Cyg)-alkanediyl may be substituted by 1 or 2 methyisdituents,

is a group of the formula

A 3 5
1 # R
_0 #H_R T
N Ko
3 3
R R
#%O , R T2
R" R
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,
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is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkathyl or 1H-indol-3-yl-

R2
methyl,
or
R'and R together with the carbon atom to which they aomded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
%Zﬁif
in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

R6
Ng N~ EN/
|5 |

0O
]
| |
#© o, 8 # #
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-pkksthyl or 1H-indol-3-yl-
methyl,

or

R®and R together with the carbon atom to which they aomded form a

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

7

#\‘ \\\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

T is a group of the formula -C(=0)-ORC(=0)-NRR®, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which they amnded

form a 4- to 7-membered heterocycle,

R  is benzoyl,
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R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

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

O 0O
° 9 \//
#\/O #\/S

o o #2 O R
#\/\Rlz #\/\RlZ or \« W/
N—N

in which
# marks the linkage site with -CHC{iRT?,

R'? is phenyl which may be substituted by methoxycayhacarboxyl or a
group of the formula —S(GQH,

R is phenyl which may be substituted by methoxycaybor carboxyl,

R?® s hydrogen or hydroxy,

T? is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,

R® s methyl or hydroxy,
and also their salts, solvates and solvates ofatis.
Binder-drug conjugates of the general formudd éiccording 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 seqesgtd the antibody B01-3,
B01-10, M31-B01 or D02-6, the variable light andiahle heavy chain of the
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antibody B01-3, B01-10, M31-B01 or D02-6 or thehliggnd heavy chain of
the antibody B01-3, B01-10, M31-B0O1 or D02-6, arsd bionded via the

sulphur atom of a cysteine residue of the bindehéogroup G,

AK, is an antibody which comprises the six CDR seqesgtd the antibody B0O1-3,
B01-10, M31-B01 or D02-6, the variable light andiahle heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or thehligagnd heavy chain of
the antibody B01-3, B01-10, M31-B01 or D02-6, asdbbnded via the NH
side group of a lysine residue of the binder toghaup G,

when AK = AK, is a group of the formula

O
#1
N—#
O
in which
# marks the linkage site with the cysteine residuthefbinder,

# marks the linkage site with the group L
or
when AK = AK;, is carbonyl,

is a bond, linear (£Cg)-alkanediyl, or a group of the formula

##1\/\{ /\4/##2
O m

where

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

HE marks the linkage site with the group B,

where (G-C¢)-alkanediyl may be substituted by 1 or 2 methydstituents,
is a bond or a group of the formula

O O O

3

Py 0

. ’il/ \lil L4 . Ql \n/
RS 17

R o

*%*

0 O
H . H/YZ‘\I‘(
23
R RZ , R R™ o
36
R
_R* HN™
HN H .
N **
)\( O\n/** or " \n/
* 37
O R O
R¥ 0
where
* marks the linkage site with'L
*ok marks the linkage site with.

L3 is a bond or ethane-1,2-diyl,

L* is a bond or a group of the formula
28
R
e HN
;i O
J\(O *kkk or ,kk *kk*k
*k%k \n/

25

0]
R @)
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in which
***  marks the linkage site with the carbony! gm
= marks the linkage site with £,
R°  is methyl,
Re® is hydrogen, methylcarbonyl or tert-butyloxycarpbn
Q is piperidine-1,4-diyl,
R*  is hydrogen or methyl,
R  is hydrogen or methyl,
or

R*®and R’  together with the atoms to which they are bonfbeth a piperazinyl

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

R*"and R?>  together with the atoms to which they are bondethfa cyclopropyl

ring,
R®  is methyl,
R* s hydrogen,
R is hydrogen, methylcarbonyl or tert-butyloxycarpbn
R¥  is hydrogen or methyl,

is linear (G-Cg)-alkanediyl or is a group of the formula
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##3\/\PO /\/}6##4

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

o) # T
Ve
N ><4 or

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

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkathyl or 1H-indol-3-yl-
methyl,

or

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

(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

ix

substituted heterocycle of the formula

i N/O or
#6

R6
T i
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,
R® is hydrogen,
R* is benzyl, 4-hydroxybenzyl, 1-phenylethyl di-indol-3-ylmethyl,
or
R®and R together with the carbon atom to which they ammded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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I+
]
ey
[: %
Bay

in which
# marks the linkage site with the adjacent nitrogtam,
# marks the linkage site with the grouh T
is a group of the formula -C(=0)-ORC(=0)-NRR®, or -CH-O-R",
in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

in which
# marks the linkage site with —-CHG@Gbhenyl,

R s phenyl which may be substituted by methoxycayhaarboxyl or a

group of the formula —S(@)H,
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R is phenyl which may be substituted by methoxycaybor carboxyl,
R* is methyl or hydroxy,
and also their salts, solvates and solvates ofdtis.

Binder-drug conjugates of the general formud éiccording to any of Claims 1 to 3, in which

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

AK, is an antibody which comprises the six CDR seqesgtd the antibody B01-3,
B01-10, M31-B01 or D02-6, the variable light andiable heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or thehligagnd heavy chain of
the antibody B01-3, B01-10, M31-B01 or D02-6, asdbbnded via the NH
side group of a lysine residue of the binder toghaup G,

G is carbonyl,
Lt is a bond,
B is a bond,
L? is linear (G-Cg)-alkanediyl or is a group of the formula
3 4
it #Ht
\/\PO/\/}E
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
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N/O or #><T4

# 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 aomded form a

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

4

Ha

3

>

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

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula
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le

#
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 aomded form a

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

7

# \z \\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# 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, 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 ofdlte.

Binder-drug conjugates of the general formudd éiccording to any of Claims 1 to 3, in which

n is a number from 1 to 10,
AK is AK4,
where

AK; is an antibody which comprises the six CDR seqegtd the antibody B01-3,
B01-10, M31-B01 or D02-6, the variable light andiahle heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or thehligagnd heavy chain of
the antibody B01-3, B01-10, M31-B0O1 or D02-6, arsd bonded via the

sulphur atom of a cysteine residue of the bindehéogroup G,

G is a group of the formula

where
# marks the linkage site with the cysteine residuthefbinder,
# marks the linkage site with the group L

Lt is a bond, linear (£Cs)-alkanediyl or a group of the formula
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where
m is a number 2 or 3,
##'  marks the linkage site with the group G,
H marks the linkage site with the group B,
where (G-Cs)-alkanediyl may be substituted by 1 or 2 methydstituents,
is a bond or a group of the formula
@] 0]

3
)]\ /L\ )J\ 4/**

* N N L

R R
where
* marks the linkage site with'L
ok marks the linkage site with.

L3 is a bond or ethane-1,2-diyl,

L* is a bond or a group of the formula

28
R
HN™

o) -
Fkk \n/
25

R @]
in which
***  marks the linkage site with the carbonyl gm
=% marks the linkage site with f,

R°  is methyl,
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Re® is hydrogen, methylcarbonyl or tert-butyloxycarpon
R  is hydrogen or methyl,
R  is hydrogen or methyl,
or

R*®and R’  together with the atoms to which they are bonfderh a piperazinyl

ring,

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

##3\/\PO /\/}6##4

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

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

R? is 4-hydroxybenzyl or H-indol-3-ylmethyl,
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or
together with the carbon atom to which they ammded form a

R'and B
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul

#:4 \\\\#5

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

with the N-O moiety present thereiraisnono- or bicyclic, optionally

the ring A
substituted heterocycle of the formula

I

#6
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen,

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

or
together with the carbon atom to which they ammded form a

R*and R
(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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I+
\,
ey
[: B
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in which
# marks the linkage site with the adjacent nitrogtom,
# 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, methyl, ethyl,n-propyl, tert-butyl, benzyl or

adamantylmethyl,
R® is hydrogen,
R® is hydrogen or benzyl,
R* is methyl,
and also their salts, solvates and solvates ofatis.

Compounds of the formula (XXXa)

CH,
0 H,C _R” H,C CH,
Cys @) H
H N
1 2 N N D
N—L—B—L%N x N
| I o. O
CH, O CH, OL__©O CH,
> CH,

H,C” TCH,

>””

(XXXa),
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in which

Cys s a cysteine residue which is bonded via tityghsir atom of the side chain to a carbon

atom of the succinimide,

Lt is a bond, linear (f2C,o)-alkanediyl, or a group of the formula
HHS H 1 A1 (1B .2

0 m or HH— L—B—L—##
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 B,
L¥ s linear (G-Cyo)-alkanediyl,

B* is a group of the formula

O 0O @]
##iNJ\N/##G o ##5J\N/'-5\N J\LG,##6
||?29 é30 é(il IR32
in which

##°  marks the linkage site with the group'L

##°  marks the linkage site with the group’L

L° is a bond or (§C,)-alkanediyl,

L® is a bond,

R®  is hydrogen or (§Cy)-alkyl,

R*  is hydrogen or (§Cy)-alkyl,
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oms to which they are bonftedh a 5- or 6-

oms to which they are bonftedh a 5- or 6-

or

R®and R®  together with the at
membered heterocycle,

R*  is hydrogen or (GCy)-alkyl,

R*  is hydrogen or (GC,)-alkyl,

or

R*and R?  together with the at
membered heterocycle,

L'® s linear (G-Cyo)-alkanediyl,

and

where (G-Cyp)-alkanediyl may be substituted by 1 to 4 substitseselected independently

of one another from the group consisting o

and

where two carbon atoms of the alkanediyl

f methytlroxy and benzyl,

chaim,i) 1,3 or 1,4 relation to one another, with

inclusion of any carbon atoms situated between thmay be bridged to form a {Cg)-

cycloalkyl ring or a phenyl ring,

B is a bond or a group of the formula
O @]
*\N)I\N/** *)J\N/Lg\
|IQ14 I 15 élﬁ
@]
*)J\Ql'o\n/** or

O

**
)]\ 4/

N L

I
Rl?
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where

* marks the linkage site with'L
ok marks the linkage site with.
P is O or NH,

L3 is a bond or (§C,)-alkanediyl,

L* is a bond,
Q is a 4- to 7-membered heterocycle,
07 is a 3- to 7-membered carbocycle or a 4- to 7-ne¥ptbheterocycle,

R*  is hydrogen or (GC,)-alkyl,
R  is hydrogen or (GC,)-alkyl,
or

R'“and R®>  together with the atoms to which they are bonftedch a 5- or 6-

membered heterocycle,
R*  is hydrogen or (GC,)-alkyl,
R  is hydrogen or (GCj)-alkyl,
or

R®and R’  together with the atoms to which they are bontedh a 5- or 6-

membered heterocycle,
R' is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a naturaedmino acid or of its homologues

or isomers,

R®  is hydrogen or (GCy)-alkyl,




L2
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or

Rand R’  together with the atoms to which they are bonidech a pyrrolidinyl

ring,
R®  is hydrogen or (GCy)-alkyl,
R*?  is hydrogen or (GCy)-alkyl,
or

R and B>  together with the atoms to which they are bondammnfa 3- to 7-

membered carbocycle,
R®  is (C-Cy)-alkyl,
R*  is hydrogen or (GC,)-alkyl,
R*  is hydrogen or (GC,)-alkyl,

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

##3\/\PO /\/}6##4

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-Cyp)-alkanediyl may be substituted by 1 to 4 substitseselected
independently of one another from the group coimgjsbf methyl, hydroxy and

benzyl,

and
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where two carbon atoms of the alkanediyl chairl,@, 1,3- or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged to

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

is a group of the formula

A 3 5
1 # R
_0 #H_ T
N Ko
3 3
R R
#%O , RS T2
R" R
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

R? is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyagninobenzyl, 1-phenyl-
ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

R'and B together with the carbon atom to which they aomded form a

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

# K8

\

in which
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# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

R6
Ng N~ EN/
|5 |

0O
]
| |
# o, # o, # #
in which
# marks the linkage site with the carbonyl group,

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

R* is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaBninobenzyl, 1-phenyl-
ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

R®and R together with the carbon atom to which they aomded form a

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

7

# \Z \\\\#8

in which
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# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R™,

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which theylaoaded form

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

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

o, O
; Y
#\/O #\/S

9 9 #2 O R
#\/\Rlz #\/\RlZ or \« W/
N—N

3

in which

# marks the linkage site with -CHC{RT?,
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R'? is phenyl which may be substituted by methoxycayhacarboxyl or a

group of the formula —S(GQH,
R is phenyl which may be substituted by methoxycaybor carboxyl,
R?® s hydrogen or hydroxy,
T? is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,
R*®  is methyl or hydroxy,

and also their salts, solvates and solvates ofdlie.

7. Compounds of the formula (XXXa)
O
N— L p— 2= N _ Nji‘/ﬁ‘/
3 :
O H,C H,
(XXXa),
in which

Cys is a cysteine residue which is bonded via thiphsir atom of the side chain via a

carbon atom of the succinimide,

Lt is a bond, linear (£Cg)-alkanediyl, or a group of the formula

HHS ##2 1 1A o1 1B .2
\/\fo/\/]ﬁq or  HFE—LEBLTHE

where

m is a number 2 or 3,

##'  marks the linkage site with the group G,
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HE marks the linkage site with the group B,
L™ s linear (G-Cg)-alkanediyl,

B! is a group of the formula

O O @)
5
##\TJ\T/##G § ##SJLT/LS\TJ\LB/##S
R29 R30 R31 R32

in which

##°  marks the linkage site with the grouff'L

##°  marks the linkage site with the grouffL

L° is a bond,

L® is a bond,

R® s hydrogen,

R® s hydrogen,

R*  is hydrogen or methyl,

R*  is hydrogen or methyl,
L™ is linear (G-Cg)-alkanediyl,
and
where (G-Cg)-alkanediyl may be substituted by 1 or 2 methyistituents,

B is a bond or a group of the formula
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where

**

L3

L4

R14

R15

R16

R17

or
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1o
or . N/Y \n/
H 24

marks the linkage site with'|
marks the linkage site with3.
is a bond or ethane-1,2-diyl,
is a bond,

is hydrogen,

is hydrogen,

is hydrogen or methyl,

is hydrogen or methyl,

R*®and R’  together with the atoms to which they are bonftech piperazinyl

R23

R24

ring,
is methyl,

is hydrogen or methyl,

is linear (G-Cg¢)-alkanediyl or is a group of the formula
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##3\/\PO /\/}6##4

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

o) BT
7
N ><4 or

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

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkthyl or 1H-indol-3-yl-
methyl,

or

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

(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

L7
\
o
\/t>
e}
—2Z
\
e}
o)
#5—Z2-0

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-pkkthyl or 1H-indol-3-yl-
methyl,

or

R®and R together with the carbon atom to which they aomded form a

(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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3+
]
1y
I+

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?®, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R? and R together with the nitrogen atom to which they lboaded form a 4-

to 7-membered heterocycle,
R  is benzoyl,

R  is benzyl which may be substituted in the phenybug by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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in which
# marks the linkage site to —-CH@bhenyl,

R'? is phenyl which may be substituted by methoxycayhacarboxyl or a
group of the formula —S(GQH,

R is phenyl which may be substituted by methoxycaybor carboxyl,
R*®  is methyl or hydroxy,
and also their salts, solvates and solvates ofatis.
Compounds of the formula (XXXa) according tdeitof Claims 6 or 7, in which

Cys is a cysteine residue which is bonded via thiphsir atom of the side chain via a

carbon atom of the succinimide,
Lt is a bond or linear (3Cq)-alkanediyl,

B is a bond or a group of the formula

O O
)J\ PN )J\ -
N
R16 Rl7
where
* marks the linkage site with'L
ok marks the linkage site with?.
L3 is a bond,
L* is a bond,
R  is hydrogen or methyl,

R  is hydrogen or methyl,




L2
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is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\PO /\/}6##4

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

# 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 aomded form a

(1S2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

le

#
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen,
R* is benzyl or H-indol-3-ylmethyl,

or

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

(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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3+
\,
ey
[: B
I+

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T
T is a group of the formula -C(=0)-OBr -C(=0)-NRR°®,
in which
R’ is hydrogen,
R® is hydrogen,
R® is hydrogen,
R*®  is methyl,
and also their salts, solvates and solvates ofatis.

Compounds of the formula (XXXI)

HO NH,
d CH,
5 H.C
o H,C_ R e cH,
N—< H N
H 1 2 N\)k N ™D
LXB—LEN < N
n T O~en®
3 ~ 3
> e e, CH,
(XXXI),

in which




Ll
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is a bond, linear (Cyo)-alkanediyl, or a group of the formula

1 2
##WOME## or ARl B

where
m is a number from 2 to 6,

##'  marks the linkage site with the group G,
HE marks the linkage site with the group B,
LlA

is linear (G-C,g)-alkanediyl,

B is a group of the formula

@) @) @]
##i?J\T/##G } ##SJJ\N/LS\TJ\LV##‘B
R29 R30 R31 R32
in which
##°  marks the linkage site with the group’L
##°  marks the linkage site with the grouf’L
L° is a bond or (§C,)-alkanediyl,
L® is a bond,
R  is hydrogen or (GCy)-alkyl,
R®  is hydrogen or (GCy)-alkyl,

or

RPand R°  together with the atoms to which they are borfdenh a 5- or

6-membered heterocycle,
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R is hydrogen or (GCy)-alkyl,
R?  is hydrogen or (GCy)-alkyl,
or

R'and R?  together with the atoms to which they are boniech a 5- or

6-membered heterocycle,
L'® s linear (G-Cyo)-alkanediyl,
and

where (G-Cjo)-alkanediyl may be substituted by 1 to 4 substitseselected
independently of one another from the group coimgjsbf methyl, hydroxy and

benzyl,
and

where two carbon atoms of the alkanediyl chairlB, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged t(

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

is a bond or a group of the formula

9] RZO

|
,O ol *. /P *
% Ql \n/ \QZ \n/
O

* *%*

S
18 ng\n/

o) , R o) ,
O
* _ )]\
N /**
H or *
R R% l?l27
R

where
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* marks the linkage site with'L

ok marks the linkage site with.

P is O or NH,

Q is a 4- to 7-membered heterocycle,

07 is a 3- to 7-membered carbocycle or a 4- to 7-negptbheterocycle,

R' is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a naturaedmino acid or of its homologues

or isomers,
R®  is hydrogen or (GC,)-alkyl,
or

Rand R’  together with the atoms to which they are boniech a pyrrolidiny!

ring,
R®  is hydrogen or (GCy)-alkyl,
R*?  is hydrogen or (GC,)-alkyl,
or

R and B>  together with the atoms to which they are bondmunfa 3- to 7-

membered carbocycle,
R¥  is hydrogen or (GC,)-alkyl,

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

##3\/\PO /\/}6##4

where

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

# marks the linkage site with the nitrogen atom,

where (G-Cyp)-alkanediyl may be substituted by 1 to 4 substitseselected
independently of one another from the group coimgjsbf methyl, hydroxy and

benzyl,
and

where two carbon atoms of the alkanediyl chairl,®, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged t¢

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

is a group of the formula

A 3 5
1 # R
_0 #H_ T
N Ko
3 3
R R
#%O , R T2
R" R
in which
# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

R? is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaginobenzyl, 1-phenyl-
ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

R'and B together with the carbon atom to which they aomded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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in which
# marks the linkage site with the adjacent nitrogtom,

# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

R6
Ng N~ EN/
| |

I
4

Z-0

o

# , # :
in which
# marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,

R® is hydrogen or methyl,

R* is isopropyl, isobutylsec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaBninobenzyl, 1-phenyl-

ethyl, diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or

R®and R together with the carbon atom to which they aomded form a

(1S 2R)-2-phenylcyclopropane-1,1-diyl group of the forul
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3+
—
1y
I+

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which theylaoaded form

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

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula




10.

R35

R26

T2

#9

R12

R13

- 605 -

o, O
NV
#\/O #\/S

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

marks the linkage site with -CHC{iRT?,

is phenyl which may be substituted by methoxycayhacarboxyl or a

group of the formula —S(G)H,

is phenyl which may be substituted by methoxycaybor carboxyl,

is hydrogen or hydroxy,

is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,

is methyl or hydroxy,

and also their salts, solvates and solvates ofdlie.

Compounds of the formula (XXXI) according t@ih 9, in which

Ll

where

m

##t

#iF

is a bond, linear (£Cg)-alkanediyl or a group of the formula

##l\/\F /\4/##2
o m

is a number 2 or 3,

marks the linkage site with the group G,

marks the linkage site with the group B,

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

20

H\n/** |

* N *%
[T K
* Rl8 R19 o ,

O

O
* *% )J\ **
%N/ or * I?I/
H
21 22 R27

R R

where

* marks the linkage site with'L

ok marks the linkage site with3.

R'® s hydrogen,

R is methyl, propan-2-yl, 2-methylpropan-1-yl or ktmylpropan-1-yl,
R® is hydrogen or (GCy)-alkyl,

or

R¥and R’  together with the atoms to which they are bonidech a pyrrolidinyl

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

R and R  together with the atoms to which they are bondethfa cyclopropyl

ring,

R*  is hydrogen or methyl,




L2
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is linear (G-Cg)-alkanediyl or is a group of the formula

##3\/\PO /\/}6##4

where

p is a number 2 or 3,

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

# marks the linkage site with the nitrogen atom,

where (G-Cyg)-alkanediyl may be substituted by 1 or 2 methydddituents,
and

where two carbon atoms of the alkanediyl chail i relation to one another, with
inclusion of any carbon atoms situated between tmeay be bridged to form a phenyl

ring,

is a group of the formula

o) # T
7
N ><4 or

R™ R
in which
# marks the linkage site with the nitrogen atom,

R is hydrogen,

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-pkkathyl or 1H-indol-3-yl-
methyl,
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or

R'and R together with the carbon atom to which they aomded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul

#:4 \\\\#5

in which

# marks the linkage site with the adjacent nitrogtom,

# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally
substituted heterocycle of the formula

R6

2 o Q [ Lo &
Ng N~ N~
| |

0O
|
| )
#© o # o, # #
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-pkkathyl or 1H-indol-3-yl-
methyl,

or




R3

RS
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and R together with the carbon atoms to which they boaded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul

7

# \Z \\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R"Y,

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which theylaoaded form

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

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
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in which
# marks the linkage site with —-CHG@Gbhenyl,

R s phenyl which may be substituted by methoxycayhaarboxyl or a

group of the formula —S(G@QH,
R™ is phenyl which may be substituted by methoxycaybor carboxyl,
R*  is methyl or hydroxy,
and also their salts, solvates and solvates ofdhe.

Compounds of the formula (XXXI) according tther of Claims 9 or 10, in which

Lt is a bond,
B is a bond,
L? is linear (G-Cq)-alkanediyl or is a group of the formula
## '
Wo/\/}ﬁ
where
p is a number 2 or 3,

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

#Hf marks the linkage site with the nitrogen atom,

D is a group of the formula
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A
N _0 B2 T
or 3>< 4
#2 R R
O
R' R
where
# marks the linkage site with the nitrogen atom,

R is hydrogen,
R? is benzyl or H-indol-3-yImethyl,
or

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

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

4

Ha

3

>

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

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula
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I
8

in which
# marks the linkage site with the carbonyl! group,
R® is hydrogen, hydroxy or benzyloxy,

R® is hydrogen,

R* is benzyl or H-indol-3-ylmethyl,

or

R®and R together with the carbon atom to which they aomded form a

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

7

#\‘ W

in which
# marks the linkage site with the adjacent nitrogtam,
# 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,

R® is hydrogen,
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R® is hydrogen,
R*®  is methyl,
and also their salts, solvates and solvates ofdlts.

12. Compounds of the formulae (XXXa) according &aira 6 and (XXXI) according to claim 9,

wherein said compounds are selected from the fatigwroup:

N-[6-(3-{[(2 R)-2-amino-2-carboxyethyl]sulphanyl}-2,5-dioxopyridih-1-yl)hexyl]-N-methyl-
L-valyl-N-[(3R,45,59)-1-{(29-2-[(1R,2R)-3-{[(1 9-1-carboxy-2-(H-indol-3-yl)ethyllamino}-
1-methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl}-3-gthoxy-5-methyl-1-oxoheptan-4-yN-

methyl-L-valinamide,

N-[6-(3-{[(2 R)-2-amino-2-carboxyethyl]sulphanyl}-2,5-dioxopyridih-1-yl)hexyl]-N-methyl-
L-valyl-N-[(3R,45,59)-1-{(29-2-[(1R,2R)-3-{[(2 9-3-(1H-indol-3-yl)-1-(1,2-0xazinan-2-yl)-1-
oxopropan-2-yllJamino}-1-methoxy-2-methyl-3-oxoprdjmyrrolidin-1-yl}-3-methoxy-5-
methyl-1-oxoheptan-4-yIN-methyl-L-valinamide,

N-(6-{[(5S)-5-amino-5-carboxypentyllJamino}-6-oxohg¥N-methyl-L-valyl-N-[(3R,4S,5S)-
14{(2S)-2-[(1R,2R)-3-{[(2S)-3-(1H-indol-3-yl)-1-(2-oxazinan-2-yl)-1-oxopropan-2-
ylJamino}-1-methoxy-2-methyl-3-oxopropyl]pyrrolidid-yl}-3-methoxy-5-methyl-1-

oxoheptan-4-yl]-N-methyl-L-valinamide trifluoroacee,

N-(6-{[(5S)-5-amino-5-carboxypentyl]Jamino}-6-oxohg¥N-methyl-L-valyl-N-[(3R,4S,5S)-
1{(2S)-2-[(1R,2R)-3-{[(1S)-1-carboxy-2-(1H-indol-gl)ethyllamino}-1-methoxy-2-methyl-3-
oxopropyl]pyrrolidin-1-yl}-3-methoxy-5-methyl-1-oxweptan-4-yl]-N-methyl-L-valinamide,

and also their salts, solvates and solvates ofdlis.

13. Binder-drug conjugates of the general formiligg according to any of Claims 1 to 2 or

compounds of any of Claims 6 to 11,

wherein
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Lt is a bond,
B is a bond,
L2 is linear (G-Cg)-alkanediyl or is a group of the formula
3 4
H#Hit Hit
Stk
where
p is a number 2 or 3,

#H 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 ofdhs.

14. Binder-drug conjugates of the general formui) @ccording to any of Claims 1-2 or

compounds of Claim 6 or 7, wherein

G is a group of the formula

in which
# marks the linkage site with the cysteine residuthefbinder,
# marks the linkage site with the group L

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




L2
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in which

m is a number 2 or 3,

H marks the linkage site with the group G,

HE marks the linkage site with the group B,

where (G-Cs)-alkanediyl may be substituted by 1 or 2 methyisituents,

is a bond or a group of the formula

* marks the linkage site with*|
ok 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

##M o /\/]5##4

where
p is a number 2 or 3,

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

and also their salts, solvates and solvates ofdlte.

15. Binder-drug conjugates of the general formuk @ccording to any of Claims 1-2 or

compounds of Claim 6 or 7, wherein

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

where

m is a number 2 or 3,

#H marks the linkage site with the group G,

H marks the linkage site with the group B,

where (G-Cs)-alkanediyl may be substituted by 1 or 2 methydstituents,

B is a group of the formula

* marks the linkage site with'|
*x marks the linkage site with?,

L3 is a bond,
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L* is a bond,
R  is hydrogen,
RY s hydrogen,

L2 is linear (G-Cg)-alkanediyl or is a group of the formula

##M o /\/]5##4

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

#H marks the linkage site with the nitrogen atom,

and also their salts, solvates and solvates ofdhis.

16. Binder-drug conjugates of the general formué &ccording to any of Claims 1 to 5 of
compounds of any of Claims 6, 7, 9, or 10 or a egaje or compound according to any of Claims 1

to 15,

wherein

D is a group of the formula
#3><T1
R® R
where

# marks the linkage site with the nitrogen atom,

3
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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 ofdlte.

17. Binder-drug conjugates of the general formudd éccording to Claim 1 or compounds of

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

wherein

D is a group of the formula

# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,
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R? is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl, 4-
hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxyaBhinobenzyl, 1-phenylethyl,

diphenylmethyl, H-imidazol-4-ylmethyl or H-indol-3-ylmethyl,

or
together with the carbon atom to which they aredea form a ($2R)-2-

R'and R
phenylcyclopropane-1,1-diyl group of the formula

#z“ i

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

with the N-O moiety present therein ism@no- or bicyclic, optionally

the ring A
substituted heterocycle of the formula

Z:/\O E,\)O N0 > &I\?
T . .

in which

# marks the linkage site with the carbonyl group an

R® is hydrogen, hydroxy or benzyloxy,

and also their salts, solvates and solvates ofdlte.
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compounds of any of Claims 6, 7, 9, or 10 or aggaje or compound according to Claim 13 to 15,

wherein
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Binder-drug conjugates of the general formuég according to any of Claims 1 to 3 0

is a group of the formula

# 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 aradsa form a ($2R)-2-
phenylcyclopropane-1,1-diyl group of the formula

4

# \\\\#5

>

>

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

the ring A with the N-O moiety present therein isederocycle of the formula

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

and also their salts, solvates and solvates ofdilte.

19. Binder-drug conjugates of the general formila (
— CH, —
H,C.__-CH, oH3C Hy
H N
1 2 N\)k N ~D
AK——G—L—B—L—N Y N
cle o] : (|3H O._ O O~en?
3 ~N
* HeT cH, CH, :
— —n
(0,
in which
n is a number from 1 to 50,

AK is AK; or AK,

where

AK; is a binder which is bonded via a sulphur atorthefbinder to the group G,

AK, is a binder which is bonded via a nitrogen atorthefbinder to the group G,




Ll

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

O
1
# 2 . 2
N—# or # /\n/
o

O
where
# marks the linkage site with the sulphur atom ofltheler,

# marks the linkage site with the group L
or
when AK = AK;, is carbonyl,

is a bond, linear (f=C,0)-alkanediyl or is a group of the formula

O m

where

m is a number from 2 to 6,

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

#HE marks the linkage site with the group B,

where (G-Cyg)-alkanediyl may be substituted by 1 to 4 methyisituents,
and

where two carbon atoms of the alkanediyl chairlj, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged to

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

is a bond or a group of the formula




O O O O
* )]\ * )J\ 2 )]\ - -
\I?l I?I/ I/ \lil L4 Ql \n/
R14 15 R16 R17
20 O
H I

**
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marks the linkage site with'L
marks the linkage site with.

is O or NH,

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

is a bond or a group of the formula

NH, H/IT:>*O
_ *J\(o xRk Or sk >_****
R25 O ©
in which
***  marks the linkage site with the carbonyl gm
wx  marks the linkage site with £,
R® s hydrogen or methyl,
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Q is a 4- to 7-membered heterocycle,

07 is a 3- to 7-membered carbocycle or a 4- to 7-ne¥ptbheterocycle,
R*  is hydrogen or (GCy)-alkyl,

R  is hydrogen or (GCj)-alkyl,

or

R“and R®  together with the atoms to which they are bonftedch a 5- or 6-

membered heterocycle,
R*  is hydrogen or (GCy)-alkyl,
R  is hydrogen or (GCy)-alkyl,
or

R®and R’  together with the atoms to which they are bontedh a 5- or 6-

membered heterocycle,
R' is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a naturaedmino acid or of its homologues

or isomers,
R®  is hydrogen or (GCy)-alkyl,
or

Rand R’  together with the atoms to which they are boniech a pyrrolidinyl

ring,
R®  is hydrogen or (GCy)-alkyl,
R?  is hydrogen or (GCy)-alkyl,

or
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R and B>  together with the atoms to which they are bondamunfa 3- to 7-

membered carbocycle,
R®  is (C-Cy)-alkyl,
R*  is hydrogen or (GCy)-alkyl,
R is hydrogen or (GCy)-alkyl,

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

##?’\/\PO /\/}6##4

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-C,p)-alkanediyl may be substituted by 1 to 4 methydstituents,
and

where two carbon atoms of the alkanediyl chaif,i) 1,3 or 1,4 relation to one another, with
inclusion of any carbon atoms situated between thmay be bridged to form a {Cg)-

cycloalkyl ring or a phenyl ring,

D is a group of the formula
A 3 5
1 # R
_0 #H_ T
N >< . or
3 3 R
#%O , R R% T2
R" R
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# marks the linkage site with the nitrogen atom,
R! is hydrogen,

R? is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4ndol-3-ylmethyl,

or
R'and R together with the carbon atom to which they aomded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
#X\#F’
in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

Z
ol
O
2/3
\
O
\
O
e
Z-0

I I I?l |
#© o, # # #
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 oHiindol-3-ylmethyl,
or

R®and R together with the carbon atom to which they ammded form a

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

7

# \‘ \\\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

T is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R? and R together with the nitrogen atom to which they lboaded form a 4-

to 7-membered heterocycle,

R  is benzoyl,




20.

R26

T2
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R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula

O O
9 o\
#\/O #\/S )

. #9 (@) R13
#\/\Rlz or \« W/
N—N

in which

# marks the linkage site with -CHC{RT?,

R s phenyl which may be substituted by methoxycayhaarboxyl or a

group of the formula —S(@PH,
R™ is phenyl which may be substituted by methoxycaybor carboxyl,
is hydrogen or hydroxy,

is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,

and also their salts, solvates and solvates afdhs.

Binder-drug conjugates according to Claim fiéhe general formula (1),

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 fnagt and are bonded via 3

sulphur atom to the group G,
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AK, is an antibody or an antigen-binding antibody rfinegt and are bonded via a

nitrogen atom to the group G,

G, L' B, 2and D have the definitions indicated in Claim 19,

and also their salts, solvates and solvates ofdlis.

Binder-drug conjugates according to any of 8819 or 20 of the general formula (l), in

which

n

AK

is a number from 1 to 20,
is AK; or AK,
where

AK; is an antibody or an antigen-binding antibody ffnegt which binds to C4.4a
and is bonded via the sulphur atom of a cysteisaue of the binder to the

group G,

AK, is an antibody or an antigen-binding antibody rfnegt which binds to C4.4a
and is bonded via the NH side group of a lysinédes of the binder to the

group G,

when AK = AK, is a group of the formula

O
#1
N—#
O
in which
# marks the linkage site with the cysteine residuthefbinder,

# marks the linkage site with the group L

or
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when AK = AK,, is carbonyl,

Lt is a bond, linear (£Cg)-alkanediyl or is a group of the formula
S #H
\/\£0/\4ﬁ,‘
where
m is a number from 2 to 6,
#i! marks the linkage site with the group G,
H marks the linkage site with the group B,

where (G-C¢)-alkanediyl may be substituted by 1 or 2 methylstituents,

B is a bond or a group of the formula
0 0 0 0O
3
* J]\ ** )J\ L J]\ ** ,O
\ITj I}l/ . I?l/ \I?I L4/ Ql \n/
R14 R15 R16 R17 o)

20

: R™ R0
where
* marks the linkage site with'|
*k marks the linkage site with3.

L3 is a bond or ethane-1,2-diyl,

L* is a bond or a group of the formula

Il? @]
b d *W(lkN/** ‘” *JNWOT
H H 24
RlS R19 o RZl R22 23




R14

R15

R16

R17

or
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J\( O *khkk or *kk*k

*k%k

O

in which

***  marks the linkage site with the carbony! gm
wx  marks the linkage site with £,

R°  is methyl,

is a 4- to 6-membered carbocycle or piperidineeiy
is hydrogen,

is hydrogen,

is hydrogen or methyl,

is hydrogen or methyl,

R'*®and R’  together with the atoms to which they are bonfdeth a piperazinyl

RlB

R19

R20

or

ring,
is hydrogen,

is hydrogen, methyl, propan-2-yl, 2-methylpropay-r 1-methylpropan-1-
yl,

is hydrogen or methyl,

RYand R°  together with the atoms to which they are bonfdech a pyrrolidinyl

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

R and B>  together with the atoms to which they are bondethfa cyclopropyl

ring,
R®  is methyl,

R*  is hydrogen or methyl,

L? is linear (G-Cg)-alkanediyl or is a group of the formula
3 4
it #Ht
WO/\/}E
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-C¢)-alkanediyl may be substituted by 1 or 2 methydstituents,

D is a group of the formula
A 3 5
1 # R
_0 #H_ T
N >< . or
3 3 R
#%O , R R% T2
R" R
where

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

is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4indol-3-ylmethyl,

R2
or
R'and B together with the carbon atom to which they aomded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
£Z§§$
in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

R6
N~ N~ EN/
|6 |6 6

Z-0

(22}

I
#

H

# # ,

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 ad4ndol-3-ylmethyl,
or

R®and R together with the carbon atom to which they ammded form a

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

7

#\‘ \\\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

T is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R™,

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which they amnded

form a 4- to 7-membered heterocycle,

R  is benzoyl,
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R5

R26

T2

and also their salts, solvates and solvates ofdlte.

Binder-drug conjugates according to any of i@8&l9 to 21 of the general formula (1) in

which

n is a number from 1 to 10,

AK is AK; or AK,

where

AK,

R11

is hydrogen, methyl or a group of the formula

(@)
\ 7/
) w2

#9 O R13
#\/\Rlz or \« W/
N—N

in which

# marks the linkage site with -CHC{IRT?,

R s phenyl which may be substituted by methoxycayhaarboxyl or a
group of the formula —S(@)H,

R™ is phenyl which may be substituted by methoxycaybor carboxyl,

is hydrogen or hydroxy,

is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,

is an antibody which comprises the six CDR segeemd the antibody B01-3,
B01-10, M31-B01 or D02-6, the variable light andiable heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or thehligagnd heavy chain of

- 635 -

is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,




Ll
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the antibody B01-3, B01-10, M31-B0O1 or D02-6, arsd bionded via the

sulphur atom of a cysteine residue of the bindehéogroup G,

AK, is an antibody which comprises the six CDR seqesmd the antibody B01-3,
B01-10, M31-B01 or D02-6, the variable light andiable heavy chain of the
antibody B01-3, B01-10, M31-B01 or D02-6 or thehligagnd heavy chain of
the antibody B01-3, B01-10, M31-B01 or D02-6, ascbbnded via the NH
side group of a lysine residue of the binder tograup G,

when AK = AK, is a group of the formula

O
#1
N—#
O
in which
# marks the linkage site with the cysteine residuthefbinder,

# marks the linkage site with the group L
or
when AK = AK;, is carbonyl,

is a bond, linear (£Cg)-alkanediyl or is a group of the formula

O m

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

#HE marks the linkage site with the group B,
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where (G-C¢)-alkanediyl may be substituted by 1 or 2 methydstituents,
is a bond or a group of the formula

O O O

3
)J\ L )]\ *% O K%
. N/ \N I_4/ .

R R , O ,
O O
*7(U\N/** or )L N/YO\H/**
rR2 R2 H H R% R 5
where
* marks the linkage site with'L
ok marks the linkage site with.

L3 is a bond or ethane-1,2-diyl,
L* is a bond or a group of the formula

J\( O *kkk Or *kkk

*k%k

O

in which
***  marks the linkage site with the carbonyl gm
wx  marks the linkage site with £,
R°  is methyl,
Q' is piperidine-1,4-diyl,

R  is hydrogen or methyl,




L2
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R  is hydrogen or methyl,
or

R*®and R’  together with the atoms to which they are bonfieth a piperazinyl

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

R and R?>  together with the atoms to which they are bondethfa cyclopropyl

ring,
R®  is methyl,
R* s hydrogen,
is linear (G-Cg)-alkanediyl,

is a group of the formula

A 1 # R
_0 #H_ T
N >< . or
#3 R® R
O 1
R" R
where
# marks the linkage site with the nitrogen atom,

R is hydrogen,
R? is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4indol-3-ylmethyl,

or
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R'and R together with the carbon atom to which they aomded form a

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

4 5
# \\\\#

N

>

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

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

2 o) Q o or &
N~ N d
|6 |6 6

P
N N
| 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 orH-indol-3-ylmethyl,

or

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

(1S.2R)-2-phenylcyclopropane-1,1-diyl group of the foriaul
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F+
\,
ey
[: B
I+

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T
is a group of the formula -C(=0)-ORC(=0)-NRR® or -CH-O-R",
in which
R’ is hydrogen, methyl, ethyh-propyl, benzyl or adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen or a group of the formula

in which
# marks the linkage site with —-CHGphenyl,

R is phenyl which may be substituted by methoxycayhaarboxyl or a

group of the formula —S(@)H,

R™ is phenyl which may be substituted by methoxycaybor carboxyl,
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and also their salts, solvates and solvates afdlis.

23. Process for preparing the compounds of thentiime according to any of Claims 19 to 22, of

the general formula (1), characterized in that latsan of the binder in a buffer

[A] is admixed with a suitable reducing agent, swd) for example, dithiothreitol or
tris(2-carboxyethyl)phosphine hydrochloride, and sisbsequently reacted with a

compound of the formula (lI)

NLBLN

(@] 3 3

in which D, L}, B and I? each have the the definitions indicated in an€lafims 19-

22,

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

o H,C
AK, \)k
N—Ll—B—Lz—lTl

(-A),

in which n, AK;, D, L}, B and 1?2 each have the the definitions indicated in any @

Claims 19-22,

or

[B] is reacted with a compound of the formula (lll)

—h
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S

3 3

Q 0
Ve
& LBLN
o}

3

(i,

in which D, L}, B and I? each have the the definitions indicated in anZkaims 19-

22,

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

o H,C
AK5
L—B—L% ITI X
CH, /-:-\
I 3 3 )

(I-B).

in which n, AK,, D, L}, B and 1? each have the the definitions indicated in any ¢f

Claims 19-22.

24, Compounds prepared by the process accordi@iation 23 or 59, where AKand AK; is an
antibody which comprises the six CDR sequencehefantibody B01-3, B0O1-10 or D02-6,

the variable light and variable heavy chain ofdéinébody B01-3, B0O1-10 or D02-6 or the light
and heavy chain of the antibody B01-3, B01-10 o240 and also their salts, solvates an

solvates of the salts.

25. Compounds of the formula (XXX)




CH,
0 H,C.__CH, H,C CH,
Cys @) H
H N
1 2 N\)k N D
N—L—B—L=—N x
C|:H o] : (|3H o] o] O\CH ©
3 ~N
0O * He cH, CH, ?
(XXX),
in which
Cys is acysteine residue which is bonded via tighsir atom of the side chain to a carbo

B
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atom of the succinimide,

is a bond, linear ({=C,o)-alkanediyl or is a group of the formula

O m

where

m is a number from 2 to 6,

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

#F marks the linkage site with the group B,

where (G-Cyg)-alkandiyl may be substituted by 1 to 4 methylditbents,
and

where two carbon atoms of the alkanediyl chairljg, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged td

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

is a bond or a group of the formula




O O O
* )]\ - )J\ 12 )]\ ** )]\ -0
\N N/ . N/ \N L4/ . 1
I 14 I 15 I 16 I 17

R R R R

20

R
II;)I *% I
N 27 * N *
o R18 R19 o

**

e
Iz
\

21 22
R

O] O

)L O *% )J\ *%
. H/Y \n/ or . N e
R23 R24 o

where

* marks the linkage site with'L
ok marks the linkage site with?.
P is O or NH,

L3 is a bond or (§C,)-alkanediyl,

L* is a bond or a group of the formula
HN
O ko or i >_****
@)
R® 0
in which

***  marks the linkage site with the carbony! gm

wx  marks the linkage site with £,
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R  is hydrogen or methyl,
Q is a 3- to 7-membered carbocycle or a 4- to 7-neetbaza heterocycle,
& is a 3- to 7-membered carbocycle or a 4- to 7-neetbaza heterocycle,
R*  is hydrogen or (GC,)-alkyl,
R®  is hydrogen or (GC,)-alkyl,
or

R*and R°  together with the atoms to which they are bontedh a 5- or 6-

membered heterocycle,
R*  is hydrogen or (GC,)-alkyl,
R  is hydrogen or (GC,)-alkyl,
or

R®and R’  together with the atoms to which they are bontedh a 5- or 6-

membered heterocycle,
R' is hydrogen or (GC,)-alkyl,

R is hydrogen or the side group of a naturaedmino acid or of its homologues

or isomers,
R®  is hydrogen or (GCy)-alkyl,
or

Rand R’  together with the atoms to which they are bonidech a pyrrolidinyl

ring,
R®  is hydrogen or (GC,)-alkyl,
R?  is hydrogen or (GCj)-alkyl,

or
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R and B>  together with the atoms to which they are bondemnfa 3- to 7-

membered carbocycle,
R®  is (C-Cy)-alkyl,
R*  is hydrogen or (GCy)-alkyl,
R is hydrogen or (GC,)-alkyl,

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

##3\/\}0 /\/}6##4

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-C,p)-alkanediyl may be substituted by 1 to 4 methydstituents,
and

where two carbon atoms of the alkanediyl chairl®, 1,3 or 1,4 relation to one
another, with inclusion of any carbon atoms sitddietween them, may be bridged t(

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

is a group of the formula

A 3 5
1 # R
_0 #H_ T
N >< . or
3 3 R
#%O , R R% T2
R' R

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

R! is hydrogen,

R? is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4ndol-3-ylmethyl,
or

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

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

#:4 \\\\#5

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

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

RGZ EP\‘
(@) E\g 0 or &
N/ N~ d
|6 |6 6

P
N N
| I
# , # , # #
in which
# marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,




- 648 -

R® is hydrogen,
R* is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4ndol-3-ylmethyl,
or

R®and R together with the carbon atom to which they ammded form a

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

7

#\‘ \\\\\#8

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

T is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

adamantylmethyl,
R® is hydrogen or methyl,
R® is hydrogen, methyl, ethyh-propyl or benzyl,
or

R®and R together with the nitrogen atom to which theylaoeded form

a 4- to 7-membered heterocycle,

R is benzoyl,
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R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

R® is hydrogen, methyl or a group of the formula
. , AP
#\/O #\/S )

. #9 O R13
#\/\Rlz or \« W/
N—N

in which
# marks the linkage site with -CHC{IRT?,

R s phenyl which may be substituted by methoxycayhaarboxyl or a

group of the formula —S(@)H,
R™ is phenyl which may be substituted by methoxycaybor carboxyl,
R?® s hydrogen or hydroxy,
T? is phenyl, benzyl, H-indol-3-yl or IH-indol-3-ylmethyl,
and also their salts, solvates and solvates ofdltie.
Compounds of the formula (XXX) according to i@&5, in which

Cys s a cysteine residue which is bonded via tiehsir atom of the side chain to a carbon

atom of the succinimide,

Lt is a bond, linear (£Cg)-alkanediyl or is a group of the formula

O m

where
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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 (G-C¢)-alkandiyl may be substituted by 1 or 2 methylsitbents,

is a bond or a group of the formula

0O O 0O
* )J\ /** )J\ /L3\ J,I\ 4/**
A A
R14 R15 16 17

R R

)L O *%
Y
H 24
R

where

* marks the linkage site with'L
*ok marks the linkage site with3.
L3 is a bond or ethane-1,2-diyl,
L* is a bond,

R*  is hydrogen,

R™ s hydrogen,

R  is hydrogen or methyl,

R  is hydrogen or methyl,

or




L2
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R*®and R’  together with the atoms to which they are bonfieth a piperazinyl

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

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

##3\/\}0 /\/}6##4

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

A 1 # R
o) #H_ T
7
N >< . or
#3 R® R
O 1
R" R
in which
# marks the linkage site with the nitrogen atom,

R is hydrogen,
R? is 1-hydroxyethyl, benzyl, 1-phenylethyl ad4ndol-3-ylmethyl,

or
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R'and R together with the carbon atom to which they aomded form a

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

4

#

5
\\\\#

N

>

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

the ring A with the N-O moiety present thereiraisnono- or bicyclic, optionally

substituted heterocycle of the formula

Z O Q @] or &
Ng N d
ls |6 6

P
N N
| 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 orH-indol-3-ylmethyl,

or

R®and R together with the carbon atom to which they aomded form a

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




R5
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++
\,
ey
[: B
I+

in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the group T

is a group of the formula -C(=0)-ORC(=0)-NRR?, -C(=0)-NH-NH-R® or
-CH,-O-R",

in which

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

R® is hydrogen, methyl, ethyh-propyl or benzyl,

R  is benzoyl,

R  is benzyl, which may be substituted in the phegybup by

methoxycarbonyl or carboxyl,

is hydrogen or a group of the formula

in which

# marks the linkage site with —-CHGbhenyl,
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R'? is phenyl which may be substituted by methoxycayhacarboxyl or a

group of the formula —S(G)H,

R is phenyl which may be substituted by methoxycaybor carboxyl,

and also their salts, solvates and solvates afdlis.

27. Binder-drug conjugates of the general formdjaa¢cording to any of Claims 19 to 22 or
compounds of Claim 25 or 26, wherein

D is a group of the formula

where

# 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 aredea form a ($2R)-2-
phenylcyclopropane-1,1-diyl group of the formula
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in which
# marks the linkage site with the adjacent nitrogtom,
# marks the linkage site with the carbonyl group,

the ring A with the N-O moiety present therein isederocycle of the formula

in which

# marks the linkage site with the carbonyl group,

and also their salts, solvates and solvates ogdhie

28. Binder-drug conjugates of the general formdjaa¢cording to any of Claims 19 to 22
compounds of Claim 25 or 26, wherein

is a group of the formula

#3‘><T1
3 4
R R where

D

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

or
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and also their salts, solvates and solvates ofdlis.

29. Binder-drug conjugates of the general formdjaa¢cording to any of Claims 19 to 22 ol

compounds of Claim 25 or 26 or a conjugate or campaaccording to Claim 27 or 28,

wherein

B is a bond or a group of the formula

* marks the linkage site with'|
i marks the linkage site with4,
L*and L is a bond,

and also their salts, solvates and solvates ofdlte

30. Binder-drug conjugates of the general formllarn (la) according to any of Claims 1,
2,19, 20, or 21 wherein n is from 1 to 10.

31. Compound having one of the following structures
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H,N

COOH

H,N

COOH

H,N

COOH

H,N

COOH

DS

ZT
—=2

i
C

CH,
H,C<__-CH, OH3C CH, ] OH
H N
N\)]\ N 0
o. O
H, O ~
3 T™cH CH

3

HzNWV \L]/\M

COOH (0]
3

CH, O _A_
OH

and also their salts, solvates and solvates ofdhs.
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41.
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Binder-drug conjugate according to any of Chitrb, 13-22, 27-30, 60, or 61, where the

binder binds to a cancer target molecule.

Binder-drug conjugate according to any of Ckikrb, 13-22, 27-30, 32, 60, or 61, where theg

binder binds to an extracellular target molecule.

Binder-drug conjugate according to any of Chilvb, 13-22, 27-30, 32, 33, 60, or 61, wherg

the binder binds to an extracellular cancer tangaecule.

Binder-drug conjugate according to any of Chillvb, 13-22, 27-30, 32-34, 60, or 61, where
the target molecule, extracellular target molecwancer target molecule or extracellular

cancer target molecule is a protein.

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

expressing the target molecule.

Binder-drug conjugate according to any of Chillvb, 13-22, 27-30, 32-36, 60, or 61, where

the binder is a binder protein.

Binder-drug conjugate according to any of Chikvb, 13-22, 27-30, 60, 32-37, or 61, where
the binder is an antibody or an antigen-bindinghbaaty fragment thereof or an antibody

mimetic.

Binder-drug conjugate according to any of Chilvb, 13-22, 27-30, 32-38, 60, or 61, where

the binder is a monoclonal antibody.

Binder-drug conjugate according to any of Chillvb, 13-22, 27-30, 32-39, 60, or 61, where

the binder is a human, humanized or chimeric adiibo

Binder-drug conjugate according to any of Chilvb, 13-22, 27-30, 32-40, 60, or 61, where

the binder is an intact or a modified intact antipo

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

the binder binds to an extracellular cancer targetecule which is selected from the group




44,

45,

46.

47.

48.

49.
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consisting of EGF receptor (NP_005219.2), mesath@113421-3), C4.4a (NP_055215.2)
and carboanhydrase IX (CA IX; NP_001207.2).

Binder-drug conjugate according to any of Chilvb, 13-22, 27-30, 32-43, 60, or 61, where
the binder binds specifically to an extracellulancer target molecule which is selected from
the group consisting of EGF receptor (NP_005219:2gsothelin (Q13421-3), C4.4a
(NP_055215.2) and carboanhydrase IX (CA IX; NP_@T¥12).

Binder-drug conjugate according to any of Ckiltvb, 13-22, 27-30, 32-44, 60, or 61, where
the binder is an antibody that binds to C4.4a.

Binder-drug conjugate according to any of Ckillvb, 13-22, 27-30, 32-45, 60, or 61, where
the binder is an antibody that binds to to S1 dosm&mino acid position 1-85 of SEQ ID
NO: 1) of C4.4a.

Binder-drug conjugate according to any of Ckillvb, 13-22, 27-30, 32-46, 60, or 61, where
the binder is an antibody binds specifically to424.

Binder-drug conjugate according to any of Ckillvb, 13-22, 27-30, 32-47, 60, or 61, where
the binder is an anti-C4.4a antibody or antigerdisig antibody fragment which competes
with antibody M31-B01 and/or with the antibody MB@2-S-A for binding to C4.4a.

Binder-drug conjugate according to any of Chiltvb, 13-22, 27-30, 32-48, 60, or 61, wherein
the binder is selected from the group consistingaofibody which comprises the CDR

sequences of the variable heavy chain represemtedebsequences SEQ ID NO: 75-77 and|
which comprises the CDR sequences of the variaiht thain represented by the sequence:
SEQ ID NO: 78-80 (B01-10), antibody which comprisgke CDR sequences of the variable
heavy chain represented by the sequences SEQ IDBN®@and 13 and which comprises the
CDR sequences of the variable light chain represkby the sequences SEQ ID NO: 17, 21
and 25 (M31-B01), antibody which comprises the Cé&Ruences of the variable heavy chain
represented by the sequences SEQ ID NO: 6, 10 dndn#l which comprises the CDR

sequences of the variable light chain represenyetid sequences SEQ ID NO: 18, 22 and 24
(M20-D02-S-A), antibody which comprises the CDR wenges of the variable heavy chain
represented by the sequences SEQ ID NO: 7, 11 &ndn#l which comprises the CDR

sequences of the variable light chain represenyetid sequences SEQ ID NO: 19, 23 and 271
(M60-G03), antibody which comprises the CDR seqgaeenof the variable heavy chain
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represented by the sequences SEQ ID NO: 8, 12 éndn#l which comprises the CDR
sequences of the variable light chain represenyetid sequences SEQ ID NO: 20, 24 and 28
(36-H02), antibody which comprises the CDR sequenoé the variable heavy chain
represented by the sequences SEQ ID NO: 45-47 aichwomprises the CDR sequences of
the variable light chain represented by the seqe®ISEQ ID NO: 48-50 (B01-3), antibody
which comprises the CDR sequences of the variaddenhchain represented by the sequences
SEQ ID NO: 55-57 and which comprises the CDR sece®rof the variable light chain
represented by the sequences SEQ ID NO: 58-60 BB01-
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 65-67 and which comprise<R sequences of the variable light
chain  represented by the sequences SEQ ID NO: 68-1B01-7),
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 85-87 and which comprise<R sequences of the variable light
chain  represented by the sequences SEQ ID NO: 88-9B01-12),
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 95-97 and which comprise<R sequences of the variable light
chain  represented by the sequences SEQ ID NO: 08-1(0D02-4),
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 105-107 and which compriseR €&quences of the variable light
chain represented by the sequences SEQ ID NO: 108-1(D02-6),
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 115-117 and which comprise€DR sequences of the variable light
chain represented by the sequences SEQ ID NO: 208-1(D02-7),
antibody which comprises the CDR sequences of dnable heavy chain represented by the
sequences SEQ ID NO: 125-127 and which comprise€DR sequences of the variable light
chain represented by the sequences SEQ ID NO: 3@8dD02-11), and antibody which
comprises the CDR sequences of the variable hdaain cepresented by the sequences SEQ
ID NO: 135-137 which comprises the CDR sequenceh@fvariable light chain represented
by the sequences SEQ ID NO: 138-140 (D02-13).

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

group consisting of antibodies which comprise thena acid sequence of the variable heavy
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chain represented by the sequence SEQ ID NO: 8lwdridh comprise the amino acid
sequence of the variable light chain representethégequence SEQ ID NO: 82 (B01-7),

antibodies which comprise the amino acid sequehtiee variable heavy chain represented by
the sequence SEQ ID NO: 33 and which comprise thie@acid sequence of the variable
light chain represented by the sequence SEQ ID N@9 (M31-B01),
antibodies which comprise the amino acid sequehteeovariable heavy chain represented by
the sequence SEQ ID NO: 34 and which comprise thi@@acid sequence of the variable
light chain represented by the sequence SEQ ID N& (M20-D02 S-A),
antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
the sequence SEQ ID NO: 35 and which comprise thi@@acid sequence of the variable
light chain represented by the sequence SEQ ID NGL (M60-G03),
antibodies which comprise the amino acid sequehteeovariable heavy chain represented by
the sequence SEQ ID NO: 36 and which comprise thi@@acid sequence of the variable
light chain represented by the sequence SEQ ID NG2 (M36-H02),
antibodies which comprise the amino acid sequehteeovariable heavy chain represented by
the sequence SEQ ID NO: 51 and which comprise thi@@acid sequence of the variable
light chain represented by the sequence SEQ ID NG2 (B01-3),
antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
the sequence SEQ ID NO: 61 and which comprise thie@acid sequence of the variable
light chain represented by the sequence SEQ ID N®2 (B01-5),
antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
the sequence SEQ ID NO: 71 and which comprise thi@@acid sequence of the variable
light chain represented by the sequence SEQ ID NG@2 (B01-7),
antibodies which comprise the amino acid sequehteeovariable heavy chain represented by
the sequence SEQ ID NO: 91 and which comprise thie@acid sequence of the variable
light chain represented by the sequence SEQ ID NO2 (B01-12),
antibodies which comprise the amino acid sequehteeovariable heavy chain represented by
the sequence SEQ ID NO: 101 and which compriseathimo acid sequence of the variable
light chain represented by the sequencBEQ ID NO: 102 (D02-4),
antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
the sequence SEQ ID NO: 111 and which compriseathimo acid sequence of the variable
light chain represented by the sequence SEQ ID NQ@i2 (D02-6),

antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
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the sequence SEQ ID NO: 121 and which compriseathi®o acid sequence of the variable
light chain represented by the sequence SEQ ID NQ@22 (D02-7),

antibodies which comprise the amino acid sequeht®eovariable heavy chain represented by
the sequence SEQ ID NO: 131 and which compriseathi®o acid sequence of the variable
light chain represented by the sequence SEQ ID N&2: (D02-11), and antibodies which

192

comprise the amino acid sequence of the variabdéenhehain represented by the sequenc
SEQ ID NO: 141 and which comprise the amino acigusace of the variable light chain
represented by the sequence SEQ ID NO: 142 (D02-13)

Binder-drug conjugate according to any of Chilvb, 13-22, 27-30, 32-50, 60, or 61, wherd
the binder is an anti-C4.4a antibody or antigerginig antibody fragment selected from the

group consisting of

antibody which comprises the amino acid sequendbefight chain represented by SEQ D]
NO: 346 and which comprises the amino acid sequehttee heavy chain represented by SEQ
ID NO: 347 (M31-B01),

antibody which comprises the amino acid sequendbefight chain represented by SEQ D]
NO: 352 and which comprises the amino acid sequehttee heavy chain represented by SEQ
ID NO: 353 (B01-3),

antibody which comprises the amino acid sequendbefight chain represented by SEQ D]
NO: 364 and which comprises the amino acid sequehttee heavy chain represented by SEQ
ID NO: 365 (B01-10), and

antibody which comprises the amino acid sequenabefight chain represented by SEQ D]
NO: 382 and which comprises the amino acid sequehttee heavy chain represented by SEQ
ID NO: 383 (D02-6).

Binder-drug conjugate or a compound accordingrty of Claims 1-5, 13-22, 27-30, 32-51,

60, or 61 for the treatment and/or prophylaxislloksses.

Binder-drug conjugate or a compound accordingrty of Claims 1-5, 13-22, 27-30, 32-51,
60, or 61for use in a method for the treatment @nplfophylaxis of hyperproliferative and/or

angiogenic diseases.
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Binder-drug conjugate or a compound accordingny of Claims 1-5, 13-22, 27-30, 32-51,
60, or 61 for producing a medicament for the treatm and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.

Medicament comprising a binder-drug conjugeita compound according to any of Claims 1
22, 24-51, 60, or 61, in combination with an inargn-toxic, pharmaceutically suitable

excipient.

Medicament comprising a binder-drug conjugata compound according to any of Claims 11
22, 24-51, 60, or 61, in combination with one orrenanti-hyperproliferative, cytostatic or

cytotoxic substances.

Medicament according to Claim55 or 56 for theatment and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.

Method for the treatment and/or prophylaxiswgberproliferative and/or angiogenic diseaseg
in humans and animals, using an effective amourst déast one binder-drug conjugate or §
compound according to any of Claims 1-22, 24-51,88@®1, or of a medicament as defined in

any of Claims 55-57.

Process for preparing the compounds of thention according to any of Claims 1 to 5, of the

general formula (la), characterized in that a sotubf the binder in a buffer

[A] is admixed with a suitable reducing agent, tsuas, for example, dithiothreitol or
tris(2-carboxyethyl)phosphine hydrochloride, and sisbsequently reacted with a

compound of the formula (lla)

CH,
35 H C
H.C R 3 CH
O 3 } o 3 H
1 5 N\)k N ~D
N—L*—B—L*N ; N
(|3H o} cle 0 o) O\CHO
3 ~ 3
o * He” ew, CH,

(la),

in which D, L%, B, L? and R® each have the definitions indicated in Claims %,to
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to give a compound of the formula (la-A)

o)
AK,
NLBLN

H,
(0] H,C H,

(la-A),

in which n, AK;, D, LY, B, L? and R®each have the definitions indicated in Claims 1

to 5.
or
[B] is reacted with a compound of the formula (Jlla
35
0 H.C R
0 04/<
’ 1 2
N L—B—L—ITI ;
o CH, O /:\
3 3

(llla),
in which D, L%, B, L? and R® each have the definitions indicated in Claims %,to

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

CH

AKZ— N \D
LB—L% N

I||||
O
/
o

CH,
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(la-B),

in which n, AK,, D, L%, B, L? and R® each have the definitions indicated in Claims 1

to 5.

60. Binder-drug conjugates selected from the foihgacompounds:

AK, ~] 0

A

o)

CH, N

H

N\/g

N Y o)
o o) 3
o o] >
“CH, H,

CH,
H,C CH, oH3C CH,
H
AKZ\\H/\/\/\N N\)J\N N
o) C|:H o) : (|2H 0 o} O\CH ©
* he DcH, ° CH ?
L —1n
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AK

AK,~]

AK,~

and

AK

where in each case

n is a number from 2 to 8,

and
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AK; is a human or humanized antibody or an antigedibgantibody fragment which binds to

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

AK, is a human or humanized antibody or an antigedibgantibody fragment which binds to

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

61.Binder-drug conjugates selected from the follmpmeompounds:

AK g~ (0] H,C
PN OW A
(0]

I
CH,

\:/go
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CH,
H,C.__CH, OH3C CH, ]
H N
AKzB\\n/\/\/\ N N N
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H, OL_, O ~CH
CH, 3

N
H

AK; g~ 0 H,C.__-CH

o

(@)
wI
>||||II|




-670 -

CH,
H,C CH, OH3C
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* e cH, © cH
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* e e
CH,
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CH3
AK
18~ O o H,C CH, OH3C CH,
H H
NMN/NWN N\)J\N N
o . o) (I:H o i (I:H o. O Oscn?
3 HSC/\CH3 3 \CH3 3

where in each case
n is a number from 2 to 8,

and

AK 1z and AKyg are B01-3.
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