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Claims

1. Binder-drug conjugates of the general formula (Ia)

— CH, —
H,C_R” H,C. CH,
9 H
H N
1 2 N\/U\ N D
AK—-—-G—L-—-B—L-‘ITJ : I L.
CH, O _A_ CH, O__0O “CH
* he O cH, CH, ’
L —n
(a),
5 in which
n is a numbexfrom 1 to 50,
AK is a binder whicy binds to FGFR2,
the group §-G-L'-B-§§ is a INker,
where
10 § marks the linkage site Yith the group AK and
§$ marks the linkage site with \e nitrogen atom,
L? is linear (C,-Cg)-alkanediyl or is a groul of the formula
##3\/\{\ /\/}/##4
0 p
where
15 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 (C,-Cjg)-alkanediyl may be substituted by 1 to 4 substituent)\ selected

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

20 benzyl,
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and

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

bridged to form a (C;-Cg)-cycloalkyl ring or a phenyl ring,

5 is a group of the formula
3 5
#3 T1 # R
D
3
R R
: R T2
marks thé\linkage site with the nitrogen atom,
R’ is hydrogen oNmethyl,

10 R’ is isopropyl, isobuty], sec-butyl, rerz-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hxdroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylm¥thyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or
15 R' and R together with the carbon atoiy to which they are bonded form a

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

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

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

5
R®
R*

10
or
R}

15

optionally substituted heterocycle of the formula

RB l: I
: O Q O or &
6 6

|
© . %

*r—Z—0

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

is hydrogen, hydroxy or benzyloxy,

is isopropyl,Nsobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,

4-hydroxybenz\, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, dipiRnylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-

ylmethyl,

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

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

7

# \z \\\\#EI

in which
# marks the linkage site with the adjacent nitroge

# marks the linkage site with the group T',
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is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R"°
or -CH,-O-R",

in which

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

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

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

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

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

R"” is phenyl which may be substituted by methoxycarhonyl or

carboxyl,

is hydrogen or hydroxy,
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T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,
R* is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.

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

5 is a number from 1 to 50,
is AK; or AK,
is a binder which binds to FGFR2 and is bonded via a sulphur atom of the
\nder to the group G,
10 AK, is a biyder which binds to FGFR2 and is bonded via a nitrogen atom of the
binder to\he group G,
G when AK = AKj, is a Yroup of the formula
0
1
# O
2 H o
N—# N~—#
O ’ O
#
’
where
15 # marks the linkage site with the sulphur atom of the bin

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

L is a bond, linear (C,-C,g)-alkanediyl, a group of the formula
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where
m is a number from 2 to 6,

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

5 #H marks the linkage site with the group B,
is linear (C,-Cp)-alkanediyl,
B is a group of the formula
0
A e e
I-l{31 | s
10 marks the linkage site wih the group L'#,
##°  marks the linkage site with t§ group L'®,
L’ is a bond or (C,-Cy)-alkanediyl,
LS is a bond or a group of the formula
HN/Rsa
##7%/0\”/##8 T
R* O
15 in which

##’  marks the linkage site with the carbonyl group,
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##°  marks the linkage site with L',

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

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

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

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

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

or 6-mmbered heterocycle,
LB is linear (C,-C,g)-alkanedi
and

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

benzyl,
and

where two carbon atoms of the alkanediyl chain in 1,2, 1,3\Qr 1,4-relation to one
another, with inclusion of any carbon atoms situated betwégn them, may be

bridged to form a (C;-Cg)-cycloalkyl ring or a phenyl ring,

B is a bond or a group of the formula
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0O
0
pad
R21 R22 ,

is a bond or a group of the formu

28
_R

10 in which
*#%  marks the linkage site with the carbonyl group,

#x#%  marks the linkage site with L%,

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

benzyloxycarbonyl,
is a 4- to 7-membered heterocycle,
is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
is hydrogen or (C,-Cy)-alkyl,

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

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

membered heterocycle,

is hxdrogen or (C,;-C,)-alkyl,

is hydroden or (C,-C,)-alkyl,

R'"®and R" together w\th the atoms to which they are bonded form a 5- or 6-

or

membered heXrocycle,

is hydrogen or (C,-C,)-al

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

homologues or isomers,

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

R" and R* together with the atoms to which thRy are bonded form a

R21

R22

or

pyrrolidinyl ring,

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

is hydrogen or (C;-C,)-alkyl,
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R* and R*®  together with the atoms to which they are bonded form a 3- to 7-

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

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

oxycarbonyl,

is hydrogen or methyl,

together with the atoms to which they are bonded form a

yrrolidine ring,

is linear (C,-C,o)-algnediyl or is a group of the formula

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

## marks the linkage site with the nitrogen Xom,

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

benzyl,
and

where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4¥¢lation to one
another, with inclusion of any carbon atoms situated between the

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

is a group of the formula
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0 # T
r
N Ko

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

is hydrogen or methyl,

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

or
10 R'and R’ ith the carbon atom to which they are bonded form a
in which
# marks the linkage site with the adyacent nitrogen atom,
15 # marks the linkage site with the carbon¥ group,
the ring A with the N-O moiety present therein is a mo

optionally substituted heterocycle of the formula



10

15
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RB
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I
I
N #
in which
#° marks the linkage site with the carbonyl group,

R® is hydrogen, hydroxy or benzyloxy,

is hydrogen or methyl,

R* is \gopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hyaxoxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenyletyyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

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

7

# \z ‘\\\#8

in which
# marks the linkage site with the adjaceN nitrogen atom,
# marks the linkage site with the group T,

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

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

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

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

form a 4- to 7-membered heterocycle,
10 .
R is benzoyl,

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

10 methoxycarbonyl or carboxyl,
R’ is hydr§gen, methyl or a group of the formula
#_ O
\/ 3
9 0] 13
#2 _ #
N g2 g \ /
N—N
in which
# marks the linkage site with —-CRC(R*)-T?,
15 R"” is phenyl which may be substituted Ry methoxycarbonyl, carboxyl
or a group of the formula —-S(0O),0H,
R"® is phenyl which may be substituted by\methoxycarbonyl or
carboxyl,
R* is hydrogen or hydroxy,
20 T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,

R¥  is methyl or hydroxy,

and also their salts, solvates and solvates of the salts.
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3. Binder-drug conjugates of the general formula (Ia) according to Claim 1 or 2, in which

n

5
G

10

15
L!

20

AK

is a number from 1 to 20,
is AK, or AK,
where

AK; is a binder which binds to FGFR2 and is bonded via the sulphur atom of a

cysteine residue of the binder to the group G,

is a binder which binds to FGFR2 and is bonded via the NH side group of

a lysine residue of the binder to the group G,

when = AK,, is a group of the formula

#

in which

#' marks the linkage site widg the cysteine residue of the binder,
# marks the linkage site with th

or

when AK = AK,, is carbonyl,

1 2
it \/\E OM%## or

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

##  marks the linkage site with the group B,
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L'" s linear (C,-Cg)-alkanediyl,

is a group of the formula

0 0 0
)J\ ##° /U\ L2 J\ S
N~ 4 N7 N L
29 I_l{30 ’ Am ’R32
6
o S
##

marks the linkage site with the group L',

##° arks the linkage site with the group L'?,
LS
L()
HN
0]
8
# #7 %##
0]
10 in which
##7  marks the linkage site withXhe carbonyl group,
#HE marks the linkage site with LB,
R*® s hydrogen, methylcarbonyl or tert-B\tyloxycarbonyl,
R* is hydrogen or methyl,
15 R¥  is hydrogen,

R is hydrogen,

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

L'  islinear (C,-Cy)-alkanediyl,

and

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

5 is a bond or a group of the formula
0 0] (0] 0
* )J\ % /“\ L3 JJ\ wk )j\ 0 .
\[Tl [?I/ . ITI/ \I?J L4/ . 01 \ﬂ/
g5 R'® R o
)
O *%k
N LT
R23 R24 0
* marks the linkage site with L',
Hk marks the linkage site with L2
10 12 is a bond or ethane-1,2-diyl,
Lt is a bond or a group of the formula
R%®
HN™
J\(O *kkk or
R® O

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

*#+%%  marks the linkage site with 12

R*® s hydrogen or methyl,

R*® is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
Q1 is a 4- to 7-membered heterocycle,
R is hydrogen,
is hydrogen,

is hydrogen or methyl,

R" drogen or methyl,
or
R'®andR"”  togeMer with the atoms to which they are bonded form a

R is hydrogen,

R" is hydrogen, methyl, prop\n-2-yl, 2-methylpropan-1-yl or 1-methylpropan-
I-yl,

R* is hydrogen or methyl,
or

R" and R* together with the atoms to they are bonded form 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 bonded

cyclopropyl ring,

R* is methyl,
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R*  is hydrogen or methyl,
R” is hydrogen,
R*  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,

RY is hydrogen or methyl,

5 or

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

pyrrolidine ring,
L? ar (C,-Cg)-alkanediyl or is a group of the formula

#it
10

p is a number froxn 2 to 6,

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

#i marks the linkage site wXh the nitrogen atom,

where (C,-C p)-alkanediyl may be subgtituted by 1 or 2 methyl substituents,
15 D is a group of the formula

# marks the linkage site with the nitrogen atom,

R is hydrogen,
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WO 2013/087716
R’ is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,

or

R'and R? together with the carbon atom to which they are bonded form a
(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

5
#E\#S
in which
marks the linkage site with the adjacent nitrogen atom,
10 the ring A
0]
N
ks
in which
#° marks the linkage site with the carRonyl group,
15 R’ is hydrogen, hydroxy or benzyloxy,
R’ is hydrogen,
R* is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1X-indol-3-

ylmethyl,

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

7

#\‘ R

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

T' is a 2xoup of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R'°

or -CH,\Q-R",
in which
10 R’ is hydroggn, methyl, ethyl, n-propyl, tert-butyl, benzyl or

adamantylmeXNayl,
R® is hydrogen or me¥yl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,
or

15 R® and R® together with the nitrogey atom to which they are bonded

form a 4- to 7-membered hegrocycle,
10 :
R is benzoyl,

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

methoxycarbonyl or carboxyl,

20 R’ is hydrogen, methyl or a group of the formula
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O 0
0 R\
#\/O #\/S ’
49 49 #2 o R'®
\7\#2 N Ngr2 or \( W/
3 N—N

in which
# marks the linkage site with -CHC(R)-T?,

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

5 or a group of the formula —S(0),0H,
is phenyl which may be substituted by methoxycarbonyl or
carboxyl,
R is hydrogeMpr hydroxy,
T’ is phenyl, benzy\ 1H-indol-3-yl or 1H-indol-3-ylmethyl,
10 R* is methyl or hydroxy,
and also their salts, solvates and solvates X the salts.
4, Binder-drug conjugates of the general formuld(Ia) according to any of Claims 1 to 3, in
which
n is a number from 1 to 10,
15 AK is AK,; or AK,
where
AK; is a binder which binds FGFR2 and is bonded via ti¢ sulphur atom of a
cysteine residue of the binder to the group G,
AK, is a binder which binds FGFR?2 and is bonded via the NH sid¢ group of a
20 lysine residue of the binder to the group G,

G when AK = AKj, is a group of the formula
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O
41
N—#
)
in which
#! marks the linkage site with the cysteine residue of the binder,
# marks the linkage site with the group L',

= AK,, is carbonyl,

L is a bond, litgar (C,-C¢)-alkanediyl, a group of the formula

10

15
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20
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where
* marks the linkage site with L,
Hk marks the linkage site with L2

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

L* is a bond or a group of the formula

R
OY**** Or *hkk
0

0

arks the linkage site with the carbonyl group,
Hodkok the linkage site with L%,
R*¥  is methyl
R*® is hydrogen, mthylcarbonyl or tert-butyloxycarbonyl,
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 Yhey are bonded form 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 bonded fo

cyclopropyl ring,
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10

15

R®  is methyl,
R* is hydrogen,

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

##3\/\[\0 /\/k##“

where
is a number from 2 to 6,

marks the linkage site with the group B,

marks the linkage site with the nitro¥en atom,
R! is hydrogen,

R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, \;phenylethyl or 1H-indol-3-

ylmethyl,
or

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

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

5 with the N-O moiety present therein is a mono- or bicyclic,
optionally substituted heterocycle of the formula
o or P
e
) )
, #° #
#6
10 R® is hydrogen, hydrdgy or benzyloxy,

R’ is hydrogen,
R* is benzyl, 1-hydroxybenzyl, 1-phenylethyl o\l H-indol-3-ylmethyl,
or

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

15 (1S,2R)-2-phenylcyclopropane-1,1-diyl group of Ne formula



15

20

R35
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in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T,

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

is benzyl, whic\ may be substituted in the phenyl group by

methoxycarbonyl oN¢arboxyl,

R’ is hydrogen, methyl or a group oNthe formula
9 9
#\/\Rw #\/\R12

in which
# marks the linkage site with -CHCH,phenyl,

R is phenyl which may be substituted by methoxycXbonyl, carboxyl

or a group of the formula —S(0O),0H,

R"” is phenyl which may be substituted by methoxycaryonyl or

carboxyl,

is methyl or hydroxy,
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and also their salts, solvates and solvates of the salts.

5. Binder-drug conjugates of the general formula (Ia) according to any of Claims 1 to 4, in

which

n is a number from 1 to 10,

5 AK  is AK,
where
AK, is a binder which binds FGFR2 and is bonded via the NH side group of a
lysine residue of the binder to the group G,
G
10 L! is a bond,
B is a bond,
L’ is linear (C;-C¢)-alkangdiyl or is a group of the formula
N
where
15 P 1s a number 2 or 3,
##°  marks the linkage site with the group
## marks the linkage site with the nitrogen at|
D is a group of the formula

A 1
0 # T
7
3 N or 3>< 4
# 5 R° R
R' R®

20 where
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# marks the linkage site with the nitrogen atom,

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

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

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

#: o

10
the ring A with the N-O Ywoiety present therein is a mono- or bicyclic,

optionally substituthd heterocycle of the formula

Z/j>
\
o

Hy —
L=}

in which
15 # marks the linkage site with the carbdayl group,
R’ is hydrogen,
R is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl,
or

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

20 (15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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15

20

R35
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B
N
Fliiay
[:’a
F

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

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

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

is methyl,

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

Binder-drug conjugates of the general formula (I

which

AK

according to any of Claims 1 to 5, in

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

AK; is a binder which binds FGFR2 and is bonded via the s\]phur atom of a

cysteine residue of the binder to the group G,

is a group of the formula



10

15
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0O
41
N—#°
0]
where
#! marks the linkage site with the cysteine residue of the binder,
# marks the linkage site with the group L',

bond, linear (C;-Cs)-alkanediyl or a group of the formula

m is a number
## ' marks the linkage\ite with the group G,
##  marks the linkage site \ith the group B,
where (C;-Cs)-alkanediyl may be su§stituted by 1 or 2 methyl substituents,

is a bond or a group of the formula

Fllm |Iq’7
where
* marks the linkage site with L',
ok marks the linkage site with L?,

L’ is a bond or ethane-1,2-diyl,

L* is a bond or a group of the formula



5
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12

15
D
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426 - PCT/EP2012/075277
RZB
HN™
", O *hkkKk
R® O
in which

##%  marks the linkage site with the carbonyl group,
#x#%  marks the linkage site with L%,
R*®  is methyl,
is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
drogen or methyl,
R is hydroxen or methyl,
or
R'% and R"

together With the atoms to which they are bonded form a

is linear (C;-Cs)-alkanediyl or is

##S\/\PO /\/]S##4

where

group of the formula

P is anumber 2 or 3,
##°  marks the linkage site with the group B,
#H marks the linkage site with the nitrogen atom,

is a group of the formula
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WO 2013/087716

or

R'and R?

the ring A

-427 - PCT/EP2012/075277

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

is benzyl or 1H-indol-3-ylmethyl,

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

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

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

# marks the linkage site with Xae carbonyl group,

with the N-O moiety present therein\js a mono- or bicyclic,

optionally substituted heterocycle of the fo

2/3
\
O

S —
f=N

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

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

or
5 R’and R? together with the carbon atom to which they are bonded form a
(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
Dy
hich
# marks the linkage site with the adjacent nitrogen atom,
10 # marXg the linkage site with the group T',
T! is a group of the formula\C(=0)-OR’ or -C(=0)-NR*R’,
in which
R’ is hydrogen, methyl, eNyl, n-propyl, tert-butyl, benzyl or
adamantylmethyl,
15 R® is hydrogen,
R’ is hydrogen or benzyl,

R* is methyl,
and also their salts, solvates and solvates of the salts.

7. Binder-drug conjugates of the general formula (Ia)



10

15
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CH,
H,C_R” H;C CH,
v N
G—L-B—L2-N N\/lL N D
: 0. O
0 CH, o\CHso CH,

3

the group §-G-L'-N:§§ is a linker,

—in

a number from 1 to 50,

1s a b\yder which binds to FGFR2,

where

88

LZ

is a number from 2 to 6,
##°  marks the linkage site with the group
##'  marks the linkage site with the nitrogen ato

where (C,-Cjg)-alkanediyl may be substituted by 1 to 4 sulstituents selected

independently of one another from the group consisting of meth\, hydroxyl and

benzyl,

and
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WO 2013/087716

10

9.

AK

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

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

bridged to form a (C;-C¢)-cycloalkyl ring or a phenyl ring,

is a group of the following formula, where * is the linkage site to the nitrogen atom

where AK is a binder which binds FGFR2, and n 1\a number from 1 to 10, and also their

salts, solvates and solvates of the salts.

Compounds of the following formula
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where AK is an antibody or an antibody fragment which binds FGFR2, and n is a number

from 1 to 10, and also their salts, solvates and solvates of the salts.

10. Compound of the following formula

AKzA\

11.

AKzB\

where AK2B is M048-D01-hIgG1-b and n is a numbeNfrom 1 to 10, and also their salts,

10 solvates and solvates of the salts.

12. Compounds of the formula (XXXa)

O H,C
N—-Ll--B—LQ—-I?l \/U\
CH : H,
= % C/\CH

(XXXa),



WO 2013/087716

in which

5

10
## 5

15 S
L5
LG
RZQ
R3O

20 or

in which

-432 - PCT/EP2012/075277

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

carbon atom of the succinimide,

L! is a bond, linear (C;-Cq)-alkanediyl, a group of the formula

#— 2Bl 1By

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

1s a bond,

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

is hydrogen or (C;-C,)-alkyl,
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R* and R*  together with the atoms to which they are bonded form a 5- or 6-

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

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

membered heterocycle,
is linear (C,-C)¢)-alkanediyl,
and

10 where (C,-Cg)-alkabediyl may be substituted by 1 to 4 substituents selected independently

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

where two carbon atoms of the Nkanediyl chain in 1,2, 1,3 or 1,4-relation to one another,

with inclusion of any carbon atoms\jtuated between them, may be bridged to form a (Cs-

15 Ce)-cycloalkyl ring or a phenyl ring,

B is a bond or a group of the formula

Ao w

where
* marks the linkage site with L

20 ok marks the linkage site with L?,
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20

25
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P is O or NH,

L’ is a bond or (C,-Cy)-alkanediyl,

L 1s a bond,

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

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

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

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

membered heterocycle,
R'®  is hydrogeNor (C;-Cy)-alkyl,
RY is hydrogen or (§;-Cy)-alkyl,

or

R'®and R  together with the\gtoms to which they are bonded form a 5- or 6-

membered heterocyc
R'® is hydrogen or (C,-C4)-alkyl,

R"” is hydrogen or the side group of X\ natural o-amino acid or of its

homologues or isomers,
R* is hydrogen or (C,-C,)-alkyl,
or

R" and R*® together with the atoms to which they are\bonded form a

pyrrolidinyl ring,
R® s hydrogen or (C,-C,)-alkyl,
R”  ishydrogen or (C;-C,)-alkyl,

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

membered carbocycle,
R*® s (C,-Cy)-alkyl,

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

5 R”  is hydrogen or (C;-Cy)-alkyl,

is linear (C,-Cyg)-alkanediyl or is a group of the formula
10 ; g inkage site with the group B,

marks the link\ge site with the nitrogen atom,

where (C,-Cjg)-alkanediyN may be substituted by 1 to 4 substituents selected

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

benzyl,
15 and

where two carbon atoms of the alkanediyN¢hain in 1,2-, 1,3- or 1,4-relation to one

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

bridged to form a (C;-Cy)-cycloalkyl ring or a phiknyl ring,

D is a group of the formula
A 1
_0 # T
N Koo
#3 RS R
O 3
1 %2

20 R R

where

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

R’ is isopropyl, isobutyl, sec-butyl, rerr-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

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

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

optionally substituted heterodycle of the formula

R
0O
O Q ]
P )
# o, #© #°
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, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \z \\\\#8

10
maXgs the linkage site with the adjacent nitrogen atom,
linkage site with the group T',
T is a group of the formula -C(NO)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R'®
or -CH,-O-R",
15 in which
R’ is hydrogen, methyl, ethyl, Npropyl, fert-butyl, benzyl or
adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,
20 or

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

form a 4- to 7-membered heterocycle,

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

methoxycarbonyl or carboxyl,

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

o, 0
9 S\

0] 13

9 9 #2 R

#\/\Rm #\/\R12 or \« W/
N—N

5
marks the linkage site with —-CHC(R™)-T?,
R"” phenyl which may be substituted by methoxycarbonyl, carboxyl
or Agroup of the formula -S(0),0H,
R"” is phenX] which may be substituted by methoxycarbonyl or
10 carboxyl,

R* is hydrogen or hydroxy,
T is phenyl, benzyl, 1H-indol-3\y1 or 1 H-indol-3-ylmethyl,
R¥®  is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.
15 13. Compounds of the formula (XXXa) according to Claim 12, )¢ which

Cys  is a cysteine residue which is bonded via the sulphur atdm of the side chain via a

carbon atom of the succinimide,

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

1 2
N W I T e e T
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15

WO 2013/087716

LIA

LIB

and

where (C,-Cg)-alkanediyl may be substituted by 1 or 2 methyl substitue

B

- 439 - PCT/EP2012/075277

is a number 2 or 3,

marks the linkage site with the group G,

marks the linkage site with the group B,

is linear (C,-C¢)-alkanediyl,

R29

is linear (C,-C¢)-alkanediyl,

is a bond or a group of the formula

is a group of the formula

marks the I\kage site with the group L'®,
is a bond,
is a bond,
is hydrogen,
is hydrogen,

is hydrogen or methyl,

is hydrogen or methyl,
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0 0 0
*k 3 *%k
~N /U\N/ *)J\N/L\ /U\ 4
| | |
R15 R16 R17
O
. AR
H
R23 R24 O

marks the linkage site with L',
ok rks the linkage site with L%,
5 L is a boxd or ethane-1,2-diyl,
L*  isabond,
R is hydrogen,
R"” is hydrogen,
R' is hydrogen or methyl,
10 R" is hydrogen or methyl,

or

R' and R together with the atoms to which\hey are bonded form piperazinyl

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

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

##3\40 /\/]5##4

where
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p is a number 2 or 3,

#4°  marks the linkage site with the group B,

# marks the linkage site with the nitrogen atom,

is a group of the formula

T
X a
4

5
e linkage site with the nitrogen atom,
R is hydrogen
R? is 1-hydroxyeth\, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
10 ylmethyl,
or
R'and R? together with the calon atom to which they are bonded form a
(15,2R)-2-phenylcycloprypane-1,1-diyl group of the formula
#“K\#5
15 in which
# marks the linkage site with the adjacent nitroggn atom,
# marks the linkage site with the carbonyl group,
the ring A with the N-O moiety present therein is a mono- or bicyNc,

optionally substituted heterocycle of the formula
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RB

2 o) Q £ o or
N~ N~ N
lg lg g

# ; # , #

Z-0

=)

$—

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 ad}gcent nitrogen atom,
15 # marks the linkage site with the group

T' is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(2Q)-NH-NH-R "’
or -CH,-O-R",

in which

R’ is hydrogen, methyl, ethyl, n-propyl, tert-butyl, benzyl
20 adamantylmethyl,
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10

15

14.

20

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

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

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

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

methoxycarbonyl or carboxyl,

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

is phenyl which may\be substituted by methoxycarbonyl or

carboxyl,
R* is methyl or hydroxy,
and also their salts, solvates and solvates of the salts.
Compounds of the formula (XXXa) according to either of ClaimsN\2 or 13, in which‘\

Cys  is a cysteine residue which is bonded via the sulphur atom of\he side chain via a

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

B is a bond or a group of the formula



5

12
10
15 D

WO 2013/087716 -444 - PCT/EP2012/075277

where

* marks the linkage site with L',
ook marks the linkage site with L
is a bond,

1s a bond,

hydrogen or methyl,

R is hyNogen or methyl,

p is a number 2 or 3,
##°  marks the linkage site with the gr

# marks the linkage site with the nitroget\atom,

is a group of the formula

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

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

5 (15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
#X\#5
in which
marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the carbonyl group,

10 the ring A with the INO moiety present therein is a mono- or bicyclic,
optionally subXjtuted heterocycle of the formula

le

in which
# marks the linkage site with the

15 R’ is hydrogen,

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

R’ and R* together with the carbon atom to which they are bonde

(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula



10
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15.

, H*
~
I
-
”
%

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

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

R’ is hydrogen,
R® is Idrogen,
R’ is hydro¥en,
R*  is methyl,

and also their salts, solvates and solvates

Compounds of the formula (XXXT)

HO  NH,
0
o H,C__R SHy
N N
H ; 2 ~D
L—B—L=—N
| O.
CH, O CH,
(XXX,
in which

L' is a bond, linear (C;-C)g)-alkanediyl, a group of the formula
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20
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1 2
N o o Bl B

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

fiin marks the linkage site with the group B,
is linear (C,-C;g)-alkanediyl,

is a group of the formula

or ##

in which
##°  marks the IINkage site with the group L'*,
##°  marks the linkag\site with the group L'®,
L’  isabond or (C,-Cs)-aNanediyl,

L is a bond,
R* s hydrogen or (C,-C,)-alkyl,
R*  is hydrogen or (C;-Cy)-alkyl,

or

R”and R*  together with the atoms to which they Xe bonded form a 5-

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

or



15

20
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R* and R”  together with the atoms to which they are bonded form a 5-

or 6-membered heterocycle,
L™  islinear (C,-Co)-alkanediyl,
and

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

benzyl,

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

bridged to ¥orm a (C;-C)-cycloalkyl ring or a phenyl ring,

is a bond or a gigup of the formula

where
* marks the linkage site with L',
ok marks the linkage site with L2,

P is O or NH,

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

Q’ is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
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L2

R'® is hydrogen or (C;-C,)-alkyl,

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

homologues or isomers,
R* s hydrogen or (C;-C,)-alkyl,
or

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

pyrrolidiny] ring,
is hydrogen or (C,;-C,)-alkyl,

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

is linear (C,-Cp)-alkanediyl 0

##S\/\Po /\/}5##4

where

is a group of the formula

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

# marks the linkage site with the nitrogen atom,

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

benzyl,

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

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

bridged to form a (C;-C¢)-cycloalkyl ring or a phenyl ring,

is a group of the formula

3 5
3 1 # R
# T
X o
R* R
RZG T2

maiXs the linkage site with the nitrogen atom,

R’ is hydro¥en or methyl,
R’ is isopropyl, Nobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
10 4-hydroxybenzy\ 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphdgylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,
or
R' and R? together with the carbol atom to which they are bonded form a
15 (18,2R)-2-phenylcyclopropdge-1,1-diyl group of the formula

in which

# marks the linkage site with the adjacent nitrogen'{tom,

# marks the linkage site with the carbonyl group,



WO 2013/087716

-451 - PCT/EP2012/075277

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

optionally substituted heterocycle of the formula

R6
:N/O @ o Z&
#I#ﬁ IG

I
: #® #°

Z-0

i —
@

in which
5 # marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,
R’ is hyNgogen or methyl,
R* is isopropy, isobutyl, sec-butyl, fers-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybeNgyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
10 phenylethyl, dM\ghenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,
or
R? and R* together with the caNpon atom to which they are bonded form a
(1S,2R)-2-phenylcycloppane-1,1-diyl group of the formula
# o #
15
in which
# marks the linkage site with the adjacent nitrojen atom,
# marks the linkage site with the group T',
T! is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-N
20 or -CH,-O-R",
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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, ethyl, n-propyl or benzyl,
or
R® and R’ together with the nitrogen atom to which they are bonded
form a 4- to 7-membered heterocycle,
R' is benzoyl,
10 is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,
R’ is hydroger\methyl or a group of the formula
9
#\/O ’
0 #9\(0 R
\N/
N—N
# T,
15 R"” is phenyl which may be substituted Ry methoxycarbonyl, carboxyl
or a group of the formula ~S(O),0H,
R"” is phenyl which may be substituted by\ methoxycarbonyl or
carboxyl,
R* is hydrogen or hydroxy,
20 T is phenyl, benzyl, 1H-indol-3-yl or 1 H-indol-3-ylmethyl,

R* is methyl or hydroxy,

and also their salts, solvates and solvates of the salts.
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16. Compounds of the formula (XXXTI) according to Claim 15, in which

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

##‘\/\EO /\/}Fn##z

marks the linkage site with L',
ok marks the linkage site with L?,
R"® is hydrogen,

15 R" is methyl, propan-2-yl, 2-mmethylpropan-1-yl or 1-methylprop
R*®  ishydrogen or (C,-Cy)-alkyl,

or
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R”and R®  together with the atoms to which they are bonded form 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 bonded form a

cyclopropyl ring,

P is a number 2 or
##°  marks the linkage site\yith the group B,
## marks the linkage site with'\he nitrogen atom,

15 where (C,-C,g)-alkanediyl may be substifgted by 1 or 2 methyl substituents,
and

where two carbon atoms of the alkanediyl chail\in 1,4-relation to one another,

with inclusion of any carbon atoms situated between Yaem, may be bridged to form

a phenyl ring,

20 D is a group of the formula

A . #3
0 il
P
# o R° R
R1 R2
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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-phenylethyl or 1H-indol-3-
ylmethyl,

or

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

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

# o #

10

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

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

optionally substituted heterd¢ycle of the formula

Z-0

e —
=N

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

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

ylmethyl,
or
R’and R* together with the carbon atoms to which they are bonded form a
5 (1S,2R)-2-phenylcyclopropane-1,1-diyl grdup of the formula
Dy
in which
marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',
10 T! is a group of the f\rmula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R"’
or -CH,-O-R",
in which
R’ is hydrogen, methyl\ ethyl, n-propyl, fert-butyl, benzyl or
adamantylmethyl,
15 R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl\r benzyl,
or
R® and R’ together with the nitrogen atom to wNch they are bonded
form a 4- to 7-membered heterocycle,
20 R is benzoyl,

R is benzyl, which may be substituted in the phenyl gN\up by

methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
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17.

9 O 13
9 9 # R
#\/\Rm #\/\R12 or \« )/
N—N

in which
# marks the linkage site with -CHCH,phenyl,

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

R"” is phenyl which may be substituted by methoxycarbonyl or

carboxyl,
R¥  is meth\ or hydroxy,

and also their salts, Qlvates and solvates of the salts.
Compounds of the formulg (XXXI) according to either of Claims 15 or 16, in which
L is a bond,

B is a bond,

L? is linear (C,-Cy¢)-alkanediyl or is

##S\/\PO /\/}6##4

where

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 is a group of the formula
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A 1
\ O AT
o« X,
#3 RS R
@]
R' R
where
# marks the linkage site with the nitrogen atom,
is hydrogen,

5 R’ is benzyl or 1H-indol-3-ylmethyl,
or
R' and R? ogether with the carbon atom to which they are bonded form a
(1\2R)-2-phenylcyclopropane-1,1-diyl group of the formula
#
10 in which
# marks the linkage site w¢h the adjacent nitrogen atom,
# marks the linkage site with th¢ carbonyl group,
the ring A with the N-O moiety present therein ¥§ a mono- or bicyclic,

optionally substituted heterocycle of the for

/j_>
\
O

H—
(=}

15

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

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

5 or
R’ and R* together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
Dy
10 marMg the linkage site with the adjacent nitrogen atom,
inkage site with the group T',
T! is a group of the formula -C(=2Q)-OR” or -C(=0)-NR°R’,
in which
R’ is hydrogen,
15 R® is hydrogen,

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

18. Process for preparing the compounds of the invention according to any of Clainyg 1 to 11,

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



WO 2013/087716 - 460 - PCT/EP2012/075277

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

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

compound of the formula (II)

3
H,C__R® OHsC CH,
H
H N
1 2 N\)j\ N ™D
N—L-B—L=N :
c[:H o clsH 0.0 O~enl
~
* mc cw, © CH ?
an,

in whicN\D, L', B, L? and R® each have the definitions indicated in Claims 1 to 11,

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

B CH,
1 N \D
| o._ O
CH, O . O CH,
(0] CH,
L —_n

10
in which n, AK;, D, L', B, L? and R* \ach have the definitions indicated in
Claims 1 to 11,
or
[B] is reacted with a compound of the formula (IIT)
CH,
35
o H,C.__R OHsC
o)
° R
Vd
N L-B—L%N : |
CH, O E CH, O
¢} 3 N 3 h
s H,C CH,
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in which D, L', B, L? and R® each have the definitions indicated in Claims 1 to 11,

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

CH,
35
o H,C_ R O"'sC CHy
H N
% 1 2 N\)J\ N \D
i 8y
CH, O _&A_ GCH, O__.0O “CH
* HeT CH, CH, °
(I-B),
5 in whic\ n, AK,, D, L', B, L? and R* each have the definitions indicated in

19. Compounds prepared by the process in Claim 18, where AK; and AK, is an antibody
which comprises the six CRR sequences of the antibody M048-D01-hIgG1 or M048-D01-
hIgG1-b, the variable light an¥ variable heavy chain of the antibody M048-D01-hIgG1 or

10 MO048-D01-hIgG1-b or the light\and heavy chain of the antibody M048-D01-hIgG1 or

MO048-D01-hIgG1-b,
and also their salts, solvates and solvates \f the salts.

20. Binder-drug conjugate according to any of t
specifically to FGFR2.

preceding claims, where the binder binds

15 21. Binder-drug conjugate according to any of the precediyg claims, where the binder binds to

the extracellular domain of FGFR2.

22. Binder-drug conjugate according to any of the preceding clailgs, where FGFR2 is FGFR2

alpha and/or FGFR2 beta.
23. Binder-drug conjugate according to any of the preceding claims, wherX the binder binds to
20 the extracellular N-terminal epitope (‘'RPSFSLVEDTTLEPE") of FGFR
24. Binder-drug conjugate according to any of the preceding claims, where the bMyder as well

as human FGFR2 also binds to murine FGFR2.

25. Binder-drug conjugate according to any of the preceding claims, where the binder,

binding to FGFR2 on the target cell, is internalized by the binding of the target cell.
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26.

27.

28

29.

30.

31.

32.

33

Binder-drug conjugate according to any of the preceding claims, where the binder is a

binding protein.

Binder-drug conjugate according to any of the preceding claims, where the binder is an

antibody or an antigen-binding antibody fragment thereof.

Binder-drug conjugate according to any of the preceding claims, where the binder is a

monoclonal antibody or an antigen-binding antibody fragment thereof.

BinJer-drug conjugate according to any of the preceding claims, where the binder is a

humai\ humanized or chimeric antibody or an antigen-binding antibody fragment thereof.

Binder-dru} conjugate according to any of the preceding claims, where the binder is an

IgG antibody & an antigen-binding antibody fragment thereof.

Binder-drug conjudate according to any of the preceding claims, where the binder is an

IgG1 antibody or an aNigen-binding antibody fragment thereof.

Binder-drug conjugate acNording to any of the preceding claims, where the binder
competes in binding to the caer target molecule FGFR2 with the GAL-FR21, GAL-FR22
or M048-D01-hIgG1 antibody.

Binder-drug conjugate according to any of the preceding claims, where the binder
comprises the amino acid sequence of the\CUDR sequences of the variable light and heavy
chain of the antibody M048-D01-higG1 repi§sented in SEQ ID NO:15 (H-CDR1), SEQ ID
NO:16 (H-CDR2), SEQ ID NO:17 (H-CDR3), SEQ ID NO:18 (L-CDR1), SEQ ID NO:19
(L-CDR2) and SEQ ID NO:20 (L-CDR3),

the amino acid sequence of the variable light and heavy\chains of the antibody M048-D01-
hlgGl, represented in SEQ ID NO:12 (V1) and SEQ ID N 11 (Vh),

the amino acid sequence of the variable light and heavy chains & the antibody M048-D01-
hlgG1-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Xh),

the amino acid sequence of the light and heavy chain of the antibody MR48-D01-hIgG1-b
represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chaiy),

the amino acid sequence of the light and heavy chain of the antibody M048-DONXhIgG1
represented in SEQ ID NO: 7 (light chain) and SEQ ID NO:8 (heavy chain), or

the amino acid sequence of the variable light and heavy chains of the antibody GAL-F
or GAL-FR22.
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34.

35.

36.

37.

38.

39.

40.

41.

Binder-drug conjugate according to any of the preceding claims, where the binder
comprises the amino acid sequence of the variable light and heavy chains of the antibody

MO048-D01-hlgG1-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Vh),

the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1-b
represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chain).

Binder-drug conjugate or compounds according to any of Claims 1 to 34 for the treatment

or prophylaxis of illnesses.

BindeNdrug conjugate or a compound according to any of Claims 1 to 34 for use in a
method §¢ the treatment and/or prophylaxis of hyperproliferative and/or angiogenic

diseases.

Binder-drug conjdgate according to any of Claims 1 to 34 for producing a medicament for

the treatment and/or Yrophylaxis of hyperproliferative and/or angiogenic diseases.

Medicament comprising ¢ binder-drug conjugate or a compound according to any of
Claims 1 to 34, in combiMation with an inert, non-toxic, pharmaceutically suitable

excipient.

Medicament comprising a binder-d\ug conjugate or a compound according to any of
Claims 1 to 34, in combination with Yne or more anti-hyperproliferative, cytostatic or

cytotoxic substances.

Medicament according to Claim 38 or 39 Nr the treatment and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.

Method for the treatment and/or prophylaxis of hyMerproliferative and/or angiogenic
diseases in humans and animals, using an effective amoWnt of at least one binder-drug
conjugate or a compound according to any of Claims 1 to\34, or of a medicament as
defined in either of Claims 39 and 40.
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Binder-drug conjugates of the general formula (Ia)

_ cH, —
H,C _R” H,C CH,
ool N
1 2 N\)J\ N ™D
AK——G—-L—-B——L-——ITJ ; I 1
CH, O A CH, O__O “CH
> HeT eH, CH,§ ’
L ~n
(Ia),
in which
n is a number from 1 to 50,

AK

1s a binder which binds to FGFR2,

the group §-G-L'-B-§§ is a linker,

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

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

AN N

where

p is a number from 2 to 6,

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

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

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

benzyl,




- 397 -

and

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

is a group of the formula

A 3 1 # R®
e . ” or
0] ) R*® T2
R' R
where

# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

R’ 1s isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

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

#4

5
g ‘\\\#

J

in which

>

# marks the linkage site with the adjacent nitrogen atom,

# marks the linkage site with the carbonyl group,




- 398 -

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

optionally substituted heterocycle of the formula

RG
2 0 Q £ o o &
6 6

|
4

H—Z—0

# , # ;

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

R’ is hydrogen or methyl,

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

or

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

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

7

#\A K

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

# marks the linkage site with the group T',
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i

Tl

5
2

R26
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is a group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-

<
<R'’ or -CH,-O-R",

=
:&which

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

R® is hydrogen or methyl,

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

or

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

4- to 7-membered heterocycle,

R s benzoyl,

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

methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula
: \/@ # O\\S//i/©
#\/O , e ,

O 13

9 9 # R

#\/\Rm #\/\R12 or \< )/
N—N

in which

#  marks the linkage site with —-CHC(R?*®)-T?,

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

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

is hydrogen or hydroxy,
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T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,

R*®  is methyl or hydroxy,

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

n

AK

is a number from 1 to 50,
1s AK; or AK,

where

AK; is a binder which binds to FGFR2 and is bonded via a sulphur atom of the

binder to the group G,

AK, is a binder which binds to FGFR2 and is bonded via a nitrogen atom of the

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

HO
#! #' s 0
2 N H
N—# H N—#
0]
o ’ OH ! 0
1 #
or " /ﬁ}/
0]
where
#' marks the linkage site with the sulphur atom of the binder,

# marks the linkage site with the group L',

or

when AK = AKj, is carbonyl,

is a bond, linear (C;-C))-alkanediyl, a group of the formula
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' /\/]/##2 LAl 1B 2
\/\Eo - or #H— L= B—L—##

where

m 1s a number from 2 to 6,

##'  marks the linkage site with the group G,
##  marks the linkage site with the group B,
L' is linear (C,-C o)-alkanediyl,

B! is a group of the formula
0O 0 O
B S
NV Vi D NSNS
ngg ll?so , i|231 ||q32
or S
w S
in which

#4#°  marks the linkage site with the group L'*,
##°  marks the linkage site with the group L'®,
L’ is a bond or (C,-Cy4)-alkanediyl,

LS is a bond or a group of the formula
R%3
HN™ HDO
e 8
e
R* 0 ©
in which

##"7  marks the linkage site with the carbonyl group,
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marks the linkage site with L'®,
is hydrogen, (C,-Cy4)-alkylcarbonyl, tert-butyloxycarbonyl or
benzyloxycarbonyl,

is hydrogen or methyl,

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

or

R?® and R*°

together with the atoms to which they are bonded form a 5-

or 6-membered heterocycle,

R’"  is hydrogen or (C;-Cy)-alkyl,
R*?  is hydrogen or (C;-Cy)-alkyl,

or

R3! and R*?

together with the atoms to which they are bonded form a 5-

or 6-membered heterocycle,

L' is linear (C,-Cjo)-alkanediyl,

and

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

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

benzyl,

and

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

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

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

is a bond or a group of the formula
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0 0 @) 0]
* )J\ Ex3 /“\ L3 )k *k ’O sk
\N N/ . N/ \N L4/ N Q1 \ﬂ/
l 14 I 15 l 16 I 17

R R R R 0
R o
* P *k & *%
\ 2, * * *%
Q \”/ Y \H/ N/
o , R™® R o , R RZ H ’
36
0 R
b I ¥
O *%k *% QOF ”
. ”N Y . ITJ/ */‘\y/o\”/
23 24
R 27
R e} | R Y 0
where
* marks the linkage site with L',

ok marks the linkage site with L%,
P is O or NH,
L’  isabond or (C,-Cy)-alkanediyl,

L is a bond or a group of the formula

28

R
e HN
y 10
***&/ O\H/**** or *hk Fkdkk
25

@)
R )

in which
% marks the linkage site with the carbonyl group,
#*%%  marks the linkage site with L?,

R*®  ishydrogen or methyl,




- 404 -

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

is a 4- to 7-membered heterocycle,

is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,

is hydrogen or (C;-C4)-alkyl,

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

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

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

and R'7  together with the atoms to which they are bonded form a 5- or 6-

membered heterocycle,
is hydrogen or (C;-Cy)-alkyl,
is hydrogen or the side group of a natural O-amino acid or of its
homologues or isomers,

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

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

pyrrolidinyl ring,
is hydrogen or (C;-Cy)-alkyl,
is hydrogen or (C;-Cy)-alkyl,
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R and R?  together with the atoms to which they are bonded form a 3- to 7-
membered carbocycle,

R” s (Ci-Cy)-alkyl,

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

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

R*®  is hydrogen, (C1-Cy)-alkylcarbonyl, tert-butyloxycarbonyl or benzyl-

oxycarbonyl,

R* s hydrogen or methyl,

or

R* and R*” together with the atoms to which they are bonded form a
pyrrolidine ring,

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

##3\/\}0 /\46##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 (C,-Cjg)-alkanediyl may be substituted by 1 to 4 substituents selected
independently of one another from the group consisting of methyl, hydroxy and
benzyl,

and

where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4-relation to one
another, with inclusion of any carbon atoms situated between them, may be
bridged to form a (C3-Cg)-cycloalkyl ring or a phenyl ring,

is a group of the formula
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A 1 R’
_0 #H T
N X, o
3 3 R
#%O ’ R R 2
R' R?
in which
# marks the linkage site with the nitrogen atom,

R! is hydrogen or methyl,

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

or

R' and R? together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

Hal

J

in which

"

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

optionally substituted heterocycle of the formula




or

R3

Tl
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RG

Z 0] Q k 0O or [&
N~ N~ N~
P |6

I
4

H—Z—0

# ) # )

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

R® is hydrogen, hydroxy or benzyloxy,

is hydrogen or methyl,
is isopropyl, isobutyl, sec-butyl, tert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,
and R* together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
#ZZZS:\#8
in which
#' marks the linkage site with the adjacent nitrogen atom,
#° marks the linkage site with the group T',
is a group of the formula -C(=0)-OR’, -C(=0)-NR®*R’, -C(=0)-NH-NH-

R or -CH,-O-R',

in which
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R’ is hydrogen, methyl, ethyl, n-propyl, fert-butyl, benzyl or
adamantylmethyl,

R® is hydrogen or methyl,

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

or

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

form a 4- to 7-membered heterocycle,

R isbenzoyl,

R is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
#\/O , \/S ’

@) 13

9 9 # R

#\/\Rm #\/\R12 or \« W/
N—N

in which
#  marks the linkage site with —-CHC(R*®)-T?,
R is phenyl which may be substituted by methoxycarbonyl, carboxyl
or a group of the formula —S(O),0OH,
R"”  is phenyl which may be substituted by methoxycarbonyl or
carboxyl,
R*®  is hydrogen or hydroxy,
T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,
R*>  is methyl or hydroxy,

and also their salts, solvates and solvates of the salts.
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3. Binder-drug conjugates of the general formula (Ia) according to Claim 1 or 2, in which

n

AK

is a number from 1 to 20,

is AK] or AKz

where

AK; is a binder which binds to FGFR2 and is bonded via the sulphur atom of a
cysteine residue of the binder to the group G,

AK, 1is a binder which binds to FGFR2 and is bonded via the NH side group of
a lysine residue of the binder to the group G,

when AK = AKj, is a group of the formula

O
#1
N—#
O
in which
#' marks the linkage site with the cysteine residue of the binder,

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

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

1 2
m“\/”ﬁo/\\%ﬁ# or #— LB L B

where

m is a number from 2 to 6,

## 1 marks the linkage site with the group G,
##  marks the linkage site with the group B,
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L' islinear (C5-Cg)-alkanediyl,

B! is a group of the formula

0]

0 0

wl M we I M
SNTOONT a5 N7 ONT L°
'29 I30

| l
R RS R®

in which
#4#°  marks the linkage site with the group L4,
##°  marks the linkage site with the group L'B,
L’ is a bond,
LS is a bond or a group of the formula
R%
HN™ HJN:>—O
oL _## %— :
##7/|\( \”/ or # #7 #H
R* © ©
in which
##"  marks the linkage site with the carbonyl group,
##°  marks the linkage site with L'2,
R**  ishydrogen, methylcarbonyl or tert-butyloxycarbonyl,
R**  is hydrogen or methyl,
R¥  is hydrogen,
R  ishydrogen,
R’'  is hydrogen or methyl,
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R*?  is hydrogen or methyl,
L'® s linear (C,-Cg)-alkanediyl,

and

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

is a bond or a group of the formula

0] 0] O O
e o e e
\N N/ N N/ \N L4/ * Q1 Y

|14 I15 ‘16 |17

R R R R @)

3 3 3

1”22 R R

o HN/R36
*/U\'Tl/ Or*)\’/o\”/**
R* R 0

where

20 ’

\ Q i
* N *% . % /“\ O **
XX %kw/ ' ad
18 19 2 H 23 24
R™ R 0O . R , o)

* marks the linkage site with L',
*ok marks the linkage site with L?,

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

Lt is a bond or a group of the formula
R%
- HN
y 10
Jﬁ/o\[(**** or Kk Fokk
R® O °

in which
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*#%  marks the linkage site with the carbonyl group,
*#%%  marks the linkage site with L?,
R*® s hydrogen or methyl,
R®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
Q' is a 4- to 7-membered heterocycle,
R ishydrogen,
R" s hydrogen,
R is hydrogen or methyl,
RY  is hydrogen or methyl,

or

R'%andR" together with the atoms to which they are bonded form a
piperazinyl ring,
R® s hydrogen,
R"  is hydrogen, methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-
1-yl,
R  is hydrogen or methyl,

or

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

R*  is hydrogen or methyl,

R” s hydrogen or methyl,

or

R* and R” together with the atoms to which they are bonded form a
cyclopropyl ring,
R”®  is methyl,




-413 -

R* s hydrogen or methyl,

R*  is hydrogen,

R*  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
R*”  is hydrogen or methyl,

R* andR*’ together with the atoms to which they are bonded form
pyrrolidine ring,

L is linear (C,-Cg)-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 (C,-Cj¢)-alkanediyl may be substituted by 1 or 2 methyl substituents,
D is a group of the formula

A ] 4 R?
_0 B T
N K, o
3 3 R
#%O ’ R R T2
R' R’
where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,
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R? is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,
or
R' and R? together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

#4

5
X \‘\\#

J

in which

"

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

optionally substituted heterocycle of the formula

RG
o)
0 (O [ Lo &
N7 N” N” N
o ¥ ! |

|
# , 4 ) 6 6

H

in which
# marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,
R’ is hydrogen,
R* is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,

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

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

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

or

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

form a 4- to 7-membered heterocycle,

R is benzoyl,

R is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

is hydrogen, methyl or a group of the formula




R26
T2
R3 5
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42 _ #2 # o R™
\/\R12 \/\R12 or \« W/
, N—N

in which

#  marks the linkage site with -CHC(R*®)-T?,

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

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

is hydrogen or hydroxy,

is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,

is methyl or hydroxy,

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

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

which
n

AK

is a number from 1 to 10,

i AKl or AK2

where

AKj

AK,

is a binder which binds FGFR2 and is bonded via the sulphur atom of a

cysteine residue of the binder to the group G,
is a binder which binds FGFR2 and is bonded via the NH side group of a

lysine residue of the binder to the group G,

when AK = AKj, is a group of the formula




-417 -

0O
41
N—#
O
in which
#' marks the linkage site with the cysteine residue of the binder,

# marks the linkage site with the group L',
or
when AK = AK,, is carbonyl,
L' is a bond, linear (C,-Cg)-alkanediyl, a group of the formula

##‘\/\{0 /\/]ﬁ##Z

where

m is a number 2 or 3,

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

##  marks the linkage site with the group B,

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

B is a bond or a group of the formula

0 0 0 ‘
T e
. N/ \N L4/ . Q1 \[‘r

e Lo

R R @)
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where

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

Lt is a bond or a group of the formula

28

R
- HN
" Q°2
***/K(O h Or e R
25

o)

in which

*¥#%  marks the linkage site with the carbonyl group,

#*%%  marks the linkage site with L2,

R®  is methyl,

R® s hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
Q! is piperidine-1,4-diyl,
R s hydrogen or methyl,
RY  is hydrogen or methyl,

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

cyclopropyl ring,
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R”® s methyl,
R*  is hydrogen,

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

##3\/\& o/\/]ﬁ##4

where

P 1s 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

0 B T
”~
N X, o

# marks the linkage site with the nitrogen atom,

R is hydrogen,

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

or

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

(18,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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@ ¢
LY R
{: %

E=S

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

# marks the linkage site with the carbonyl group,

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

or

optionally substituted heterocycle of the formula

RB
o)
0 () E . @CE
A A )
4 6 # #

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

is hydrogen,

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

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

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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+*
o}
Hireey
[ ~Z
H=

in which
#’ marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T,
T! is a group of the formula -C(=0)-OR’, -C(=0)-NR®*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, ethyl, n-propyl or benzyl,

R is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

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

0 P 40 #2 0] R
T N NR12or \« W/
N—N

3

in which

# marks the linkage site with —-CHCH,phenyl,

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

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

R*®  is methyl or hydroxy,
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and also their salts, solvates and solvates of the salts.

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

which
n

AK

1s a number from 1 to 10,

1s AK,

where

AK, is a binder which binds FGFR2 and is bonded via the NH side group of a
lysine residue of the binder to the group G,

is carbonyl,

is a bond,

1s a bond,

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

##3\/\{\0/\/];#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

0 L
7
N o« X

where
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# marks the linkage site with the nitrogen atom,
R! is hydrogen,
R? is benzyl or 1H-indol-3-ylmethyl,

or

R' and R? together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

#4

5
\\\\#

U

in which

"

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

optionally substituted heterocycle of the formula

in which
#° marks the linkage site with the carbonyl group,
R’ is hydrogen,
R* is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl,
or
R®and R* together with the carbon atom to which they are bonded form a

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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qt\x
LK
l: P
H

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',
T'  is a group of the formula -C(=0)-OR” or -C(=0)-NR®R’

in which

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

RS is hydrogen,

R’ is hydrogen or benzyl,

R*®  is methyl,

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

Binder-drug conjugates of the general formula (Ia) according to any of Claims 1 to 5, in

which

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

AK; is a binder which binds FGFR2 and is bonded via the sulphur atom of a
cysteine residue of the binder to the group G,

G is a group of the formula
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0
41
N—#’
0]
where

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

is a bond, linear (C3-Cs)-alkanediyl or a group of the formula

##1\/\{‘0 /\/]Tn##z

where

m is a number 2 or 3,

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

##  marks the linkage site with the group B,

where (Cs3-Cs)-alkanediyl may be substituted by 1 or 2 methyl substituents,

is a bond or a group of the formula

@) 0
T
P
. N/ \N L4
'16 |17

R R

where

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

Lt is a bond or a group of the formula
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28

R
HN”
***&/OT****
R® O
in which

**%  marks the linkage site with the carbonyl group,

**F**  marks the linkage site with L

R® s methyl,

R®  is hydrogen, methylcarbonyl or tert-butyloxycarbonyl,
R® s hydrogen or methyl,
R'  is hydrogen or methyl,

or

R®and R' together with the atoms to which they are bonded form
piperazinyl ring,

is linear (Cs3-Cs)-alkanediyl or is a group of the formula

’ﬁ‘@"’*g\/\Eo/\/}g#:"fi

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
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N/O or #><T4

where

# marks the linkage site with the nitrogen atom,

R is hydrogen,

R? is benzyl or 1H-indol-3-ylmethyl,

or

R' and R together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

4

#

5
g \\\\#

U

in which

>

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

optionally substituted heterocycle of the formula

in which
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#° marks the linkage site with the carbonyl group,
R’ is hydrogen,
R* is benzyl, 4-hydroxybenzyl or 1H-indol-3-ylmethyl,
or
R’ and R* together with the carbon atom to which they are bonded form a

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

7

#\‘ K

in which
#' marks the linkage site with the adjacent nitrogen atom,
#® marks the linkage site with the group T,
T'  isa group of the formula -C(=0)-OR” or -C(=0)-NR®R’,

in which

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

R® is hydrogen,

R’ is hydrogen or benzyl,

R*  ismethyl,

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

Binder-drug conjugates of the general formula (Ia)
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CH,
H,C R® OH3C CHy
H N
AK-——-G—-LI—-B—L%-I}J N\)J\ I " ! )
CH, i /?\CHBCH3 O\CH3 “CH,
(la),
in which
n 1s a number from 1 to 50,
AK  is a binder which binds to FGFR2,
the group §-G—L1—B—§§ is a linker,
where
§ marks the linkage site with the group AK and
88 marks the linkage site with the nitrogen atom,
L2 is linear (C,-Cjp)-alkanediyl or is a group of the formula

##\/\Po/\/]ﬂ #

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

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

where (C,-Cjg)-alkanediyl may be substituted by 1 to 4 substituents selected

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

benzyl,

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

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

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

D is a group of the following formula, where * is the linkage site to the nitrogen atom

@!

N

N
H

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

Compounds of the following formula

o, Q
H,C CH, Nig
i H\/&
\)]\ N H o
| O 0 3
CH, O (6] S
i’ Ovon! CH,

H,C CH,
H

N

CH, O
H,C

AK

P

n

where AK is a binder which binds FGFR2, and n is a number from 1 to 10, and also their

salts, solvates and solvates of the salts.

Compounds of the following formula

[\
0
H,C CH, H,C CH, N
0 H
H N\/g
AK\\I‘K\/\/\N N N Y 6]
| I o. o i
0 CH, O S 0 “CH
3 HaC CHB 3 \CH3 3

_A._ CH o}
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where AK is an antibody or an antibody fragment which binds FGFR2, and n is a number

from 1 to 10, and also their salts, solvates and solvates of the salts.

Compound of the following formula

AKzA\

CH,
H
N
H, O
H,C

H,C

C

PN

CH,
0O
H,C CH, N
i H\/&
\/l'L N H 0
| o. 0 &
CH, O O ~
CH3 ? \CHS CH3

—1n

where AK,a is M048-D01-hIgG1 and n is a number from 1 to 10, and also their salts,

solvates and solvates of the salts.

Compound of the following formula

CH,
H.C CH H.C CH
\[(\/\/\N ’ H
! H. O : CIZH 0. O O\CH © )
3 H3C H3 ’ \CHa s

AKzs\

C /\C

where AKyp is M048-D01-hIgG1-b and n is a number from 1 to 10, and also their salts,

solvates and solvates of the salts.

Compounds of the formula (XXXa)

CH,

0 H,C R” H,C CH,
Cys b1 N

~
N-L1-~B—L2—-ITI N\_-/U\ | N b
: o_._ O
CH, O z CH, O o) “CH
N 3 ~ 3
0 H,C” TCH, CH,

3

(XXXa),
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in which

Cys 1is a cysteine residue which is bonded via the sulphur atom of the side chain to a
carbon atom of the succinimide,

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

1 2
N o N o BB

where

m is a number from 2 to 6,

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

B! is a group of the formula

0] 0 0]
we M _we J e M
N N~ o 4 NT T N L6
||Q29 ||?30 ||R31 Aaz
in which

#4#°  marks the linkage site with the group L'4,
#4#°  marks the linkage site with the group L'B,
L’ is a bond or (C;-Cy4)-alkanediyl,

LS is a bond,

R*  is hydrogen or (C;-Cy4)-alkyl,

R*  is hydrogen or (C;-Cs)-alkyl,

or
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R*” and R*®  together with the atoms to which they are bonded form a 5- or 6-
membered heterocycle,

R s hydrogen or (C;-Cs4)-alkyl,

R*> s hydrogen or (C;-C4)-alkyl,

or

R’ and R*>  together with the atoms to which they are bonded form a 5- or 6-
membered heterocycle,
L' s linear (C,-C)p)-alkanediyl,

and

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

and

where two carbon atoms of the alkanediyl chain in 1,2, 1,3 or 1,4-relation to one another,
with inclusion of any carbon atoms situated between them, may be bridged to form a (C;-
Ce)-cycloalkyl ring or a phenyl ring,

B is a bond or a group of the formula

(0] o] 0O
NP I W
\N N/ . N/ \N L4/
|14 l15 i16 '17

R R R R

y ¥

o)

. Q1‘O\[(**
0

where

0]
or */U\[Tj/**
R?

* marks the linkage site with L',

ok marks the linkage site with L?,
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P 1s O or NH,
L’ isabond or (C,-Cy)-alkanediyl,
L! 1s a bond,

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

R"”  is hydrogen or (C;-C4)-alkyl,

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

membered heterocycle,
R is hydrogen or (C-Cy)-alkyl,
R  is hydrogen or (C;-Cy4)-alkyl,
or

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

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

R"” is hydrogen or the side group of a natural O-amino acid or of its

homologues or isomers,
R*® s hydrogen or (C;-C4)-alkyl,
or

R"” and R*® together with the atoms to which they are bonded form a

pyrrolidinyl ring,
R*  is hydrogen or (C;-Cy)-alkyl,
R* s hydrogen or (C1-Cy)-alkyl,

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

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

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

AN NP

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

and

where two carbon atoms of the alkanediyl chain in 1,2-, 1,3- or 1,4-relation to one
another, with inclusion of any carbon atoms situated between them, may be
bridged to form a (C3-Cg)-cycloalkyl ring or a phenyl ring,

is a group of the formula

A 3 1 #2 R
5 4 4 or
# o R R R% 2
R' R?

where

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

is 1sopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,

or

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

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

#:“ R

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

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

optionally substituted heterocycle of the formula

T/O @ N/O > [&
6 6

|
45

H—Z~0

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

R® is hydrogen, hydroxy or benzyloxy,
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is hydrogen or methyl,
is isopropyl, isobutyl, sec-butyl, fert-butyl, phenyl, benzyl, 1-hydroxyethyl,
4-hydroxybenzyl, 4-hydroxy-3-nitrobenzyl, 4-hydroxy-3-aminobenzyl, 1-
phenylethyl, diphenylmethyl, 1H-imidazol-4-ylmethyl or 1H-indol-3-
ylmethyl,
and R* together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
#7\‘ R

in which

# marks the linkage site with the adjacent nitrogen atom,

#° marks the linkage site with the group T',
is a group of the formula -C(=0)-OR’, -C(=0)-NR®*R’, -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, ethyl, n-propyl or benzyl,

or

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

form a 4- to 7-membered heterocycle,

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

methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
#\/O | N ,

o #2 0O R
#\/\R12 #\/\R12 or \i Z/

3

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

R? s phenyl which may be substituted by methoxycarbonyl, carboxyl
or a group of the formula —S(O),0OH,

R"”  is phenyl which may be substituted by methoxycarbonyl or

carboxyl,
R*®  is hydrogen or hydroxy,
T is phenyl, benzyl, 1H-indol-3-yl or 1H-indol-3-ylmethyl,
R*®  ismethyl or hydroxy,

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

Compounds of the formula (XXXa) according to Claim 12, in which

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

carbon atom of the succinimide,

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

##\/\E e L AgT 1B e
0/\/]fn or  H#E—LTBLT##

where
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m 1S a number 2 or 3,
## '  marks the linkage site with the group G,
##  marks the linkage site with the group B,
L' is linear (C,-C)-alkanediyl,
B! is a group of the formula
0] 0O )
w o I o
lRZQ Fl{?:o lR31 lR32
in which

##°  marks the linkage site with the group L',
##°  marks the linkage site with the group L'®,
L’ is a bond,
LS is a bond,
R*  is hydrogen,
R*®  is hydrogen,
R’ is hydrogen or methyl,
R*? s hydrogen or methyl,
L'® s linear (C,-Ce)-alkanediyl,
and
where (C,-C¢)-alkanediyl may be substituted by 1 or 2 methyl substituents,

B is a bond or a group of the formula
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O
o e J
NN N~ N 4r
Lis Lis

R R lR16 lR‘l?

o A g

where

* marks the linkage site with L',
ok marks the linkage site with L2,
L} is a bond or ethane-1,2-diyl,

is a bond,

¥ 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 bonded form piperazinyl
ring,

R*®  is methyl,

R*  is hydrogen or methyl,

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

N W

where
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P is a number 2 or 3,
##°  marks the linkage site with the group B,
##'  marks the linkage site with the nitro gen atom,

1s a group of the formula

N/O #><T4 or

R R
where
# marks the linkage site with the nitrogen atom,
! is hydrogen,
2 is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,
or

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

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

4 e 45

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

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

optionally substituted heterocycle of the formula
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R6
2 \ l | 0
0 Q o o [[& ]
Y Y N
6 6

I I
46 6

3%

# , # ;
in which
#° marks the linkage site with the carbonyl group,
R® is hydrogen, hydroxy or benzyloxy,
R’ is hydrogen,
R is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,
or

R® and R? together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \Z \\\\#8

in which
#' marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',
T'  is a group of the formula -C(=0)-OR’, -C(=0)-NR®R’, -C(=0)-NH-NH-
R' or -CH,-O-R",
in which
R’ is hydrogen, methyl, ethyl, n-propyl, tert-butyl, benzyl or
adamantylmethyl,
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R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,
or

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

4- to 7-membered heterocycle,

R is benzoyl,

R is benzyl which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
o #2 O R
#\/\R” #\/\R12 or \ﬁ z/

in which
# marks the linkage site to ~-CHCH,phenyl,

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

R"” is phenyl which may be substituted by methoxycarbonyl or

carboxyl,
R*>  is methyl or hydroxy,

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

Compounds of the formula (XXXa) according to either of Claims 12 or 13, in which

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

carbon atom of the succinimide,
L' is a bond or linear (C,-Ce)-alkanediyl,

B is a bond or a group of the formula
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* marks the linkage site with L',
*E marks the linkage site with L?,
L} is a bond,

L! is a bond,

R s hydrogen or methyl,

R is hydrogen or methyl,

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

##MO /\/]5##1

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
0 BT
7~
N or >< 4
#3 RS R
o)
R' R?

where

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

R’ is benzyl or 1H-indol-3-ylmethyl,

or

R! and R?

the ring A

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

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

4 o 4

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

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

optionally substituted heterocycle of the formula

H—2Z
° \/}
@]

in which

#° marks the linkage site with the carbonyl group,

R’ is hydrogen,

or

R> and R*

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

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

(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula
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+
b
(L
F

in which
# marks the linkage site with the adjacent nitrogen atom,
#® marks the linkage site with the group T',
T! is a group of the formula -C(=0)-OR” or -C(=0)-NR*R’,

in which

R’ is hydrogen,

R® is hydrogen,

R’ is hydrogen,

R*® s methyl,

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

15.  Compounds of the formula (XXXI)

HO NH,
& CH,
o H,C _R® H,C CH,
/ i {
H
u 1 2 N\)k N ~D
LR 2 O__ O
CH, O A CH, OL_ O “CH
* he en, CH, ’
(XXXD),
in which

L! is a bond, linear (C;-Cyg)-alkanediyl, a group of the formula
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1 2
##\/\{0/\/}{“## or sl ARl By

where
m 1s a number from 2 to 6,
##'  marks the linkage site with the group G,
##  marks the linkage site with the group B,
L' is linear (C,-C q)-alkanediyl,
B! is a group of the formula
0] 0 0]
##5\N)J\N/##6 o ##5/U\N/L5\N)J\L6/#6
F|{29 Ilaso Il?m |52
in which

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

LS is a bond,

R*®  ishydrogen or (C1-Cy)-alkyl,

R*®  is hydrogen or (C;-Cy)-alkyl,

or

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

or 6-membered heterocycle,
R*"  is hydrogen or (C;-C4)-alkyl,
R*>  is hydrogen or (C;-Cy)-alkyl,

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

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

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

benzyl,
and

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

is a bond or a group of the formula

O 20

|
.0 x % P *k - N *ok
Q1 Y \sz \”/ \”/
3(19
0] 0 , R R™ 0O ,

0
el I
* -
H or *
R?" R2 ITI
RY
where
* marks the linkage site with L',
ok marks the linkage site with L%,
1s O or NH,
Q! is a 4- to 7-membered heterocycle,

Q2 is a 3- to 7-membered carbocycle or a 4- to 7-membered heterocycle,
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R' is hydrogen or (C;-Cy)-alkyl,

R s hydrogen or the side group of a natural [-amino acid or of its
homologues or isomers,

R?® s hydrogen or (C;-Cy)-alkyl,

or

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

pyrrolidinyl ring,

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

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

or

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

membered carbocycle,
R is hydrogen or (C;-C4)-alkyl,

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

##3\/\[\0 /\45#4

where

) is a number from 2 to 6,

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

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

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

benzyl,

and
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where two carbon atoms of the alkanediyl chain in 1,2, 1,3 or 1,4-relation to one
another, with inclusion of any carbon atoms situated between them, may be
bridged to form a (C;-Cs)-cycloalkyl ring or a phenyl ring,

is a group of the formula

A o w2 T #H R’
N or
18 R3><R4 I
0 , R T
R' R?
in which
# marks the linkage site with the nitrogen atom,

R is hydrogen or methyl,

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

or

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

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

#“: K

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

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

N

#° marks the linkage site with the carbonyl group,

optionally substituted heterocycle of the formula

RG : |
:N/O [I\)) N/O >
| I
#° # #

L

#+—Z—0

2 s

in which

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen or methyl,

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

or

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

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

#h « 48

in which
#' marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T',
T'  isa group of the formula -C(=0)-OR’, -C(=0)-NR*R’, -C(=0)-NH-NH-R"?
or -CH,-O-R"/,
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in which

R’ 1s hydrogen, methyl, ethyl, n-propyl, fert-butyl, benzyl or
adamantylmethyl,

R® is hydrogen or methyl,

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

or

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

form a 4- to 7-membered heterocycle,
R isbenzoyl,
R'"" is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
: \/@ # O\\S//i/©
#\/O ’ N ’

#2 42 # © R"
\/\Rm \/\R12 or \« W/
N—N

# marks the linkage site with -CHC(R*®)-T?,
R is phenyl which may be substituted by methoxycarbonyl, carboxyl
or a group of the formula —S(O),0H,

R"” is phenyl which may be substituted by methoxycarbonyl or

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

and also their salts, solvates and solvates of the salts.
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Compounds of the formula (XXXI) according to Claim 15, in which

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

' '
where
m 1s a number 2 or 3,
##'  marks the linkage site with the group G,

##  marks the linkage site with the group B,

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

B is a bond or a group of the formula
H 20
N * %k TR
(IY Sy
0 T
187 \19
* 1 R R™ 0O ,
O 0
* YKN/H i} */u\hll/ﬂ
H
R21 R22 R27
where
* marks the linkage site with L',

ok marks the linkage site with L%,

R"™  is hydrogen,

R"  is methyl, propan-2-yl, 2-methylpropan-1-yl or 1-methylpropan-1-yl,
R?® s hydrogen or (C;-C4)-alkyl,
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R and R®® together with the atoms to which they are bonded form 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 bonded form a
cyclopropyl ring,

R?” s hydrogen or methyl,

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

##3\/\&0/\4;#4

where

p 1s a number 2 or 3,

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

##"  marks the linkage site with the nitrogen atom,

where (C,-Cjg)-alkanediyl may be substituted by 1 or 2 methyl substituents,
and

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

form a phenyl ring,

is a group of the formula

o) #2. T
7~
N D
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# marks the linkage site with the nitrogen atom,

R! is hydrogen,

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

ylmethyl,

or

R' and R? together with the carbon atom to which they are bonded form a
(1S,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

#iﬁ;#

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

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

optionally substituted heterocycle of the formula

RG

2 \ i | o)
N N” N~ N
|6 P

| |
# # #° #°

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

R® is hydrogen, hydroxy or benzyloxy,

R’ is hydrogen,
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R* is 1-hydroxyethyl, benzyl, 4-hydroxybenzyl, 1-phenylethyl or 1H-indol-3-
ylmethyl,
or
R’ and R? together with the carbon atoms to which they are bonded form a
(15,2R)-2-phenylcyclopropane-1,1-diyl group of the formula

7

# \z ‘\\\#8

in which
# marks the linkage site with the adjacent nitrogen atom,
# marks the linkage site with the group T",
T'  is a group of the formula -C(=0)-OR’, -C(=0)-NR®R’, -C(=0)-NH-NH-
R'® or -CH,-O-R"!,
in which
R’ is hydrogen, methyl, ethyl, n-propyl, tert-butyl, benzyl or
adamantylmethyl,
R® is hydrogen or methyl,
R’ is hydrogen, methyl, ethyl, n-propyl or benzyl,
or

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

form a 4- to 7-membered heterocycle,
R is benzoyl,
R'""  is benzyl, which may be substituted in the phenyl group by
methoxycarbonyl or carboxyl,

R’ is hydrogen, methyl or a group of the formula
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in which
# marks the linkage site with -CHCH;phenyl,

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

R"® is phenyl which may be substituted by methoxycarbonyl or

carboxyl,
R*  is methyl or hydroxy,

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

Compounds of the formula (XXXI) according to either of Claims 15 or 16, in which

L is a bond,
B is a bond,
L’ is linear (C,-Cg)-alkanediyl or is a group of the formula
R '
R S
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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A 1
N,O BT
o« X
#3 RS R
0]
R' R?

where
# marks the linkage site with the nitrogen atom,

R! is hydrogen,

R? is benzyl or 1H-indol-3-ylmethyl,

or

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

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

4

#

5
\\\\#

3

>

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

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

optionally substituted heterocycle of the formula

()

N

|
46

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

is hydrogen,

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

or

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

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

7

#\l R

in which
#' marks the linkage site with the adjacent nitrogen atom,
#® marks the linkage site with the group T',
T! is a group of the formula -C(=0)-OR’ or -C(=0)-NR®R’,
in which
R’ is hydrogen,
R is hydrogen,
R’ is hydrogen,
R*  is methyl,

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

18.  Process for preparing the compounds of the invention according to any of Claims 1 to 11,

of the general formula (Ia), characterized in that a solution of the binder in a buffer
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[A] is admixed with a suitable reducing agent selected from the group consisting of
dithiothreitol or tris(2-carboxyethyl)phosphine hydrochloride, and is subsequently

reacted with a compound of the formula (II)

CH3
0] CH, I’_\}
N ~D
N—L B'—'L'—' ¥ o 5
E ~
3 ~ O\CHO CH3
e} H,C H, 3

1D,
in which D, L, B, L? and R*® each have the definitions indicated in Claims 1 to 11,

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

o)
AK
N—L-B— L-—

o)

(I—A),
in which n, AK;, D, L', B, L? and R* each have the definitions indicated in
Claims 1 to 11,

or

[B] isreacted with a compound of the formula (III)

CH,
35
o H,C_R OHBC CH,
0 H §
/0 N\/[k N ~b
\ L=B—LEN : 0.0
~
o} H, o\CHao CH,

CH C
H,C” “CH,

(1D,




19.

20.

21.

22.
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in which D, L', B, L? and R* each have the definitions indicated in Claims 1 to 11,

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

AKZ—

(I-B),
in which n, AK,, D, L', B, L? and R* each have the definitions indicated in
Claims 1 to 11.

Compounds prepared by the process in Claim 18, where AK; and AK; is an antibody
which comprises the six CDR sequences of the antibody M048-D01-hIgG1 or M048-
DO01-hIgG1-b, the variable light and variable heavy chain of the antibody M048-D01-
hlgG1l or M048-D01-hIgG1-b or the light and heavy chain of the antibody M048-D01-
hIgG1 or M048-D01-hIgG1-b, and also their salts, solvates and solvates of the salts.

Binder-drug conjugate according to any of Claims 1-11, where the binder binds

specifically to FGFR2.

Binder-drug conjugate according to any of the preceding claims, where the binder binds

to the extracellular N-terminal epitope ('RPSFSLVEDTTLEPE") of FGFR2.

Binder-drug conjugate according to any of the preceding claims, where the binder, after

binding to FGFR2 on the target cell, is internalized by the binding of the target cell.
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24.

25.

26.
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Binder-drug conjugate according to any of the preceding claims, where the binder is a

binding protein, an antibody, or an antigen-binding antibody fragment.

Binder-drug conjugate according to any of the preceding claims, where the binder
competes in binding to the cancer target molecule FGFR2 with the GAL-FR21, GAL-
FR22 or M048-D01-hIgG1 antibody.

Binder-drug conjugate according to any of the preceding claims, where the binder
comprises the amino acid sequence of the CDR sequences of the variable light and heavy
chain of the antibody M048-D01-hIgG1 represented in SEQ ID NO:15 (H-CDR1), SEQ
ID NO:16 (H-CDR2), SEQ ID NO:17 (H-CDR3), SEQ ID NO:18 (L-CDR1), SEQ ID
NO:19 (L-CDR2) and SEQ ID NO:20 (L-CDR3),

the amino acid sequence of the variable light and heavy chains of the antibody M048-
DO01-hIgG1, represented in SEQ ID NO:12 (V1) and SEQ ID NO:11 (Vh),

the amino acid sequence of the variable light and heavy chains of the antibody M048-
DO01-hIgG1-b, represented in SEQ ID NO:14 (V1) and SEQ ID NO:13 (Vh),

the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1-b
represented in SEQ ID NO: 9 (light chain) and SEQ ID NO:10 (heavy chain),

the amino acid sequence of the light and heavy chain of the antibody M048-D01-hIgG1
represented in SEQ ID NO: 7 (light chain) and SEQ ID NO:8 (heavy chain), or

the amino acid sequence of the variable light and heavy chains of the antibody GAL-FR21
or GAL-FR22.

Binder-drug conjugate or compounds according to any of Claims 1 to 25 for the treatment

and/or prophylaxis of illnesses.




27.

28.

29.

30.

31.

32.
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Binder-drug conjugate or a compound according to any of Claims 1 to 25 for use in a
method for the treatment and/or prophylaxis of hyperproliferative and/or angiogenic

diseases.

Binder-drug conjugate according to any of Claims 1 to 25 for producing a medicament for

the treatment and/or prophylaxis of hyperproliferative and/or angiogenic diseases.

Medicament comprising a binder-drug conjugate or a compound according to any of
Claims 1 to 25, in combination with an inert, non-toxic, pharmaceutically suitable

excipient.

Medicament comprising a binder-drug conjugate or a compound according to any of
Claims 1 to 25, in combination with one or more anti-hyperproliferative, cytostatic or

cytotoxic substances.

Medicament according to Claim 29 or 30 for the treatment and/or prophylaxis of

hyperproliferative and/or angiogenic diseases.

Method for the treatment and/or prophylaxis of hyperproliferative and/or angiogenic
diseases in humans and animals, using an effective amount of at least one binder-drug
conjugate or a compound according to any of Claims 1 to 25, or of a medicament as

defined in either of Claims 30 and 31.




